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Organic acids are intermediates or end
products of metabolic reactions that are
excreted in urine and play essential roles

in pathways related to energy production,
detoxification, neurotransmitter synthesis, and
amino acid breakdown. All organisms produce
them, including specific ones from bacteria
and fungi, allowing for additional insights into
gut microbial activity.

How do they Apply to Integrative Health?

Clinically, the Organic Acids Test (OAT) offers
valuable insight into a patient’s biochemical
pathways and microbiome. It provides
practitioners with a comprehensive snapshot
of multiple body systems in a single test,
making it especially useful in cases involving
complex or multisystem complaints.

The test can help identify imbalances

in energy metabolism, mitochondrial
dysfunction, oxidative stress, detoxification,
neurotransmitter metabolism, nutrient
deficiencies, microbial overgrowth, and even,
in rare instances, inborn errors of metabolism.
In addition to its diagnostic utility, repeat
testing can be used to monitor therapeutic
progress, such as the effectiveness of
orthomolecular interventions, antibiotics, or
anti-fungal therapies.

The underlying mechanism of OAT
interpretation relies on the understanding
that organic acid accumulation and patterns
often signal a disruption in normal metabolic
flow. This disruption may stem from genetic
enzyme defects, toxic exposures, poor dietary

RETURN TO TABLE OF CONTENTS

INTRODUCTION
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When these metabolic pathways function
efficiently, organic acids are processed and
excreted at expected levels. However, when
enzymatic function is impaired, nutrient
cofactors are deficient, and/or inhibitors such
as toxins or microbial byproducts are present,
these pathways may become blocked, leading
to abnormal accumulation of organic acids in
the urine. Excess from organic acids that are
specific to other organisms can also allude to
overgrowth or infection from that organism.

intake, or nutrient insufficiencies.

Organic acids are measured in urine and
normalized to creatinine to account for
differences in hydration status. Because urine
reflects circulating metabolites over several
hours, it provides a non-invasive and practical
medium for evaluating systemic function.
While dietary intake and supplement use near
the time of collection can influence results,
following test preparation instructions,
including avoiding certain foods and
supplements, helps improve validity and
clinical interpretation.

The Organic Acids Test (OAT) from Mosaic
Diagnostics analyzes metabolic byproducts
to provide a comprehensive snapshot of
nutritional and metabolic health, supporting a
functional and integrative approach to patient
care. This also helps practitioners

better understand each person’s unique
biochemistry to help optimize their

health journey.
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SUMMARY PAGE

The Summary of Results page was developed to give clinicians a streamlined high-level
overview of Organic acids Test (OAT) findings. The summary organizes abnormal organic acids
into six key clinical categories, allowing practitioners to quickly identify patterns and prioritize
areas of concern.

Each category is assessed
and results color-coded to
reflect the level of imbalance

(green = unremarkable,
Summary of Results

= marginal,
— oL . REQUISITION # 9900001 COLLECTION TIME 08:00 PM
red = Sig mﬁcant)/ allowi ng PATIENT NAME  Sample Patient COLLECTION DATE  January 20, 2025
HPR H H R DATE OF BIRTH  1/1/2015 SAMPLE TYPE Urine
clinicians to C|UIC|<|y prioritize GENDER F  AGE 10 REPORT DATE March 20, 2025
PRACTITIONER S le Doctor, MD
areas of concern. A

KEY IMBALANCE @ UNREMARKABLE MARGINAL @ SIGNIFICANT

Category-specific icons are

~
. . Microbial Overg rowth Results may indicate mold activity or exposure.
also introduced and carried 25 Hydrorymethyl2 furcic acid
. . 4 Furan-2-5-dicarboxylic acid
through the interpretation § Tartarc acid
21 Oxalic Acid
. . . o
section, to indicate the J
. . ~
CategOI’Y(S) aSSOCIated Wlth Mitochondrial Health Results may indicate significant imbalances.
. . 22 Lactic acid 26 Malic acid 30 3-Methylglutaric acid 44 Acetoacetic acid
eacC h (@] rg anic acl d . 23 Pyruvic acid 27 2-Oxoglutaric acid 31 3-Hydroxyglutaric acid 45 Ethylmalonic acid
24 Succinic acid 6 Tartaric acid 32 3-Methylglutaconic acid 46 Methyl succinic acid
25 Fumaric acid 29 Citric acid 43 3-Hydroxybutyric acid 47 Adipic acid
1B
J
. . N
Neurotransmitter Metabolites No imbalances detected.
51 Pyridoxic acid
54 Ascorbic acid
3c )

Results may indicate mold exposure.
2 5-Hydroxymethyl-2-furoic acid
4 Furan-2,5-dicarboxylic acid
6 Tartaric acid

5D

Results may indicate marginal detoxification imbalances.
58 Pyroglutamic acid

Nutrient Needs Results may indicate need for B1 (thiamin)
23 Pyruvic acid
62 2-Hydroxyisovaleric acid
51 Pyridoxic acid
54 Ascorbic acid

6F
10-2025 Rev 3, Page 1 of 11

%°* DIAGNOSTICS Sean Agger PhD, MS, MBA,DABCC, DABMM | CLIA17D0919496 | ReportDesign @ 2025 MosaicDX

[ S, MOSAIC. Mosaic Diagnostics | 9221 Quivira Road, Overland Park, KS 66215 | MosaicDX.com
%
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KEY CLINICAL CATEGORIES

Allowing for easier visualization and interpretation of results quickly. Each flagged analyte is
grouped within a category based on its clinical relevance, with accompanying comments that
explain the significance of the findings.

These six clinical insight categories include:

Microbial Overgrowth Toxic Exposure

Organic acids associated with
environmental toxins and
toxicants, oxidative stress, and
glutathione depletion.

Markers of fungal yeast and mold,
bacteria, and Clostridia species,
and their metabolic byproducts.

Methylation/Detoxification

Metabolites reflecting methyl
group cycling, glutathione status,
and nutrients involved in both
methylation and detoxification.

acid, and amino acid metabolism
involved in energy production.

Neurotransmitter Metabolites

Dopamine, serotonin,

Nutritional Needs

Direct and indirect biomarkers
and norepinephrine/epinephrine reflecting the functional demand
pathway metabolites, for B-vitamins, antioxidants, and
providing insights into other key micronutrients.
neurotransmitter imbalances.

h
Mitochondrial Health
% Intermediates of glucose, fatty
; @

This categorization system gives practitioners a clear, functional snapshot of metabolic
imbalances, supporting efficient clinical decision-making and individualized patient care. It also
coincides with the grouping of the interpretations in the next section, connecting how they
influence the six categories of clinical insight, and summary page.

RETURN TO TABLE OF CONTENTS Page 6 of 222
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EXPLANATION OF INTERPRETATIONS FORMAT

These interpretations are based on an extensive review of biochemical and scientific literature.
These interpretations expand on the information provided on the OAT report. Each is structured
in the following way:

3 S
(@ Tartaric acid @E

Tartaric acid is a naturally occurring dicarboxylic acid associated with the activity of Aspergillus,
Penicillium, and to a lesser extent, Candida and Saccharomyces.'? 12812 Elevated levels may
indicate fungal dysbiosis.™° It can also inhibit the Krebs cycle by disrupting malic acid utilization,
potentially impacting mitochondrial function.' Additionally, dietary sources such as grapes, red
wine, tamarind, and certain food additives may contribute to elevated levels.132133134

The icons indicate the clinically relevant categories associated with Tartaric Acid. The expanded interpretations below provide

information related to each category.

Microbial Overgrowth (Mold and/or Yeast)

Elevated levels of tartaric acid are associated with mold and potentially yeast as it is known to
be produced by Aspergillus and Penicillium and possibly Candida and Saccharomyces. 029404142
Tartaric acid can also encourage growth of yeast.*'

Refer to Microbial Overgrowth Tables for corresponding metabolites and patterns.

Mitochondrial Health

Tartaric acid is an analog of malic acid and may inhibit this part of the Citric Acid Cycle.*? Evaluate
Fumaric acid @9 and Malic acid @¢) abnormalities for further insights if this is suspected.

Toxic Exposure

If tartaric acid is thought to be coming from mold, it is important to evaluate the presence of
mycotoxins. Mycotoxins, which are toxic byproducts of mold (e.g., Aspergillus), pose significant
health risks.20 |dentifying specific mycotoxins can aid effective remediation and address mold-
related health concerns.?' Regardless of source, tartaric acid can act as a muscle toxin in very
high concentrations, inhibiting malic acid production and potentially causing adverse effects
such as paralysis. These toxic effects are very rare and are usually associated with extremely
elevated levels.#

Refer to the Mold/Mycotoxin Exposure Table for corresponding metabolites and patterns.

Additional Insights

Dietary: Elevated urinary tartaric acid levels can result from dietary intake of tartaric-rich foods,
especially grapes and red wine, as well as tamarind and hawthorn.**#* It is also used as a food
additive for its antioxidant properties and tart flavor and can be found in candies (especially lime
and grape flavors), mustards, jams, fruit juices, ice creams, and leavening agents (e.g., cream
of tartar).*#

(Low Values There is no known clinical significance for low values. )

RETURN TO TABLE OF CONTENTS Page 7 of 222
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Helpful Reference Tables

The following tables are useful references and support the interpretations.
Microbial Overgrowth Tables

ﬁ; These subsequent tables highlight metabolites linked to specific microbial
organisms and may support clinical interpretation by revealing patterns
suggestive of overgrowth. Findings should be interpreted in context

:t;ﬁ" with the clinical presentation to support identification of potential
microbial involvement.

TABLE 1: FUNGAL OVERGROWTH

Fungus Associated OAT Metabolite

MO'd _(ASDG@///US/ _ Citramalic acid (¥ Oxalic acid @)

Fenicillium, Cladosporium) s5-Hydroxymethyl-2-furoic acid @) Fumaric acid @)
Furan-2,5-dicarboxylic acid () Malic acid
Furancarbonylglycine (5) Citric acid
Tartaric acid (¢)

Candida Tartaric acid (¢) Glutaric acid 63)
Arabinose (7) Methylcitric (Biotin) 7)
Oxalic acid @) Orotic acid

Saccharomyces spp. Tartaric acid (¢) Lactic acid @2
Glycolic acid Succinic acid
Oxalic acid @)

Various Yeast 3-Oxoglutaric acid 3 Glycolic acid
Carboxycitric acid 2-Oxoglutaric acid @)

\ Glyceric acid -/

TABLE 2: BACTERIAL OVERGROWTH

Bacteria Associated OAT Metabolite

Firmicutes phylum Tricarballylic acid (9)

Clostridiales and Hippuric acid

Faecalibacterium prausnitzii

Various Bacteria 2-Hydroxyphenylacetic acid ) SHIAA

Quinolinic acid

RETURN TO TABLE OF CONTENTS Page 8 of 222
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Bifidobacterium, Clostridium,  4-Hydroxybenzoic acid (1) 4-Hydroxyhippuric acid (3)

i Escherichia coli, and
Eubacterium

Bifidobacteria, E. coli, or DHPPA (2)
Lactobacilli
Various Clostridium spp. 4-Hydroxyphenylacetic acid (5 HVA G3)
HPHPA VMA (low)
4 Cresol @) HVA/VMA ratio ()
3-Indoleacetic acid DOPAC
Phenyllactic acid
Acetobacter and Glyceric acid

Gluconobacter

Acetobacter, Escherichia, or  Glycolic acid
Rhodococcus

Escherichia coli, Pseudomonas | actic acid @)
aeruginosa,

Klebsiella pneumonia,

Enterococcus faecalis,

Streptococcus group B,

Bacillus

Prevotellaceae, Succinic acid
Veillonellaceae

Gram-negative bacteria Malic acid

Corynebacterium glutamicum 2-Oxoglutaric acid @)

Butyrate-producing bacteria Ethylmalonic acid

Propionic acid producing Methylmalonic acid
bacteria
B. fragilis and P. copri, Pyridoxic acid 1)

Bifidobacterium longum,
Collinsella aerofaciens and H.
Pylori, and

arious Firmicutes

Lactobacillus plantarum Pantothenic acid )
Bifidobacterium longum, Methylcitric acid (Biotin) 67)
Lactobacillus spp.

AR S %

AN

RETURN TO TABLE OF CONTENTS
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~ Bacteroidetes spp. and Pyroglutamic acid )
b thermophilic lactic acid '
producing bacteria
Escherichia coli Orotic acid
Pseudomonas, Bacillus, 2-Hydroxyhippuric acid

Azospirillum, Salmonella,
Achromobacter, Vibrio,
Yersinia, and Mycobacteria

Lactic acid producing
bacteria, and
Clostridium species

2-Hydroxyisocaproic acid

Bifidobacteria, Lactobacillus, 4-Hydroxyphenyllactic acid @
and Clostridium spp.

Clostridium aminobutyricum, 4-Hydroxybutyric acid @)
szeudomonos spp y

RETURN TO TABLE OF CONTENTS Page 10 of 222
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Toxic Exposure Tables

The following tables highlight metabolites linked to specific toxic exposures
(mycotoxins, toxicants, and heavy metals) and can support clinical
interpretation by revealing patterns suggestive of exposure. Findings
should be interpreted in context with the clinical presentation and the
patient's history.

TABLE 3: MOLD/MYCOTOXINS EXPOSURE
Exposure Category Mold and Mycotoxin Associated OAT Metabolite

Association

Mold and Mycotoxins  Aspergillus spp Citrimalic acid ()
(Aspergillus, Furancarbonylglycine (5
Penicillium, Fusarium, Fumaric acid @)
Cladosporium) Citric acid
Aspergillus, Cladosporium spp 5-Hydroxymethyl-2-furoic acid @)
Aspergillus, Fusarium spp Tricarballylic acid ()
Aspergillus, Penicillium spp Furan-2,5-dicarboxylic acid (#)
Tartaric acid (¢)
Oxalic acid @)
Malic acid
Aflatoxins and other Mycotoxins g ccinic acid
OTA, Fusaric acid (Fusarium) HVA (3)
Fusaric acid VMA (Low)
HVA/VMA G5)
DOPAC
Various Mycotoxins Pyroglutamic acid

2-hydroxybutyric acid ‘

*Of note this does not rule out mold or mycotoxin exposure, rather it serves as clues to
potentially identify involvement.

RETURN TO TABLE OF CONTENTS Page 11 of 222
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TABLE 4: TOXICANT EXPOSURE
Exposure Category Toxicant Associated OAT Metabolite

Industrial Solvents / Polyethylene furanoate (PEF) Furan-2,5-dicarboxylic acid (@)
VOCs / Parabens '
Toluene Hippuric acid (&)
Parabens 4-Hydroxybenzoic acid (2)
4-Hydroxyhippuric acid (3)
Ethylene glycol, polyglycolate, Glycolic acid
trichloroacetic acid
Ethylene glycol, ethylene oxide  Oxalic acid @)
Polychlorinated Biphenyls (PCBs)  yaA/DOPAC ratio- Low G7)
Styrene, benzene, acrylonitrile,  pyroglutamic acid
1-bromopropane, 1,3 butadiene,
ethylene oxide, vinyl chloride
Styrene and ethylbenzene Mandelic acid
Pesticides Glyphosate, Organophosphate  4-Hydroxyphenylacetic acid (s)
HPHPA
4-Cresol (1)
3-Indoleacetic acid
Numerous HVA (3)
DOPAC
Other Ingredients in various industrial  gaphacic acid
application
Acrylamide SHIAA G8)
Phthalates Quinolinic acid
Organic solvents and pollutants  5_Hydroxyhippuric acid
Acrolein Malonic acid
GHB 4-Hydroxybutyric acid @)
General Toxicant Succinic acid
Exposure Pyroglutamic acid
\ 2-Hydroxybutyric acid

*Note: this does not rule out exposure, rather it serves as clues to potentially identify
toxicant involvement.

RETURN TO TABLE OF CONTENTS
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TABLE 5: HEAVY METAL EXPOSURE
Exposure Category Associated OAT Metabolite Additional Details

Heavy Metals/ Elements | 5ctic acid @) Antimony, cadmium, and mercury

Pyruvic acid @) Antimony, cadmium, and mercury

Succinic acid Aluminum, Cadmium, and other
heavy metals

Furmaric acid @) Aluminum, cadmium, gallium,
mercury, silver, and zinc

Malic acid Arsenic and cadmium

Aconitic acid Aluminum, arsenic, and fluoride

Citric acid Aluminum, arsenic, cadmium,
mercury, and tin

HVA G3) Aluminum, arsenic, lead,
manganese, and mercury

VMA (Low) Aluminum, lead, manganese, and
mercury

HVA/VMA (3) Aluminum and manganese

DOPAC (8) Aluminum, arsenic, lead,
manganese, and mercury

Pyroglutamic acid Various Heavy Metals

2-Hydroxybutyric acid Various Heavy Metals

\ Phosphoric acid Lead and uranium y

*Of note this does not rule out exposure, rather it serves as clues to potentially identify heavy
metal involvement.

RETURN TO TABLE OF CONTENTS
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TABLE 6: NUTRIENT-MARKER REFERENCE TABLE

The following table highlights metabolites linked to specific nutrients and may support clinical
interpretation by revealing patterns suggestive of insufficiencies.
mutrient/Category Relevant OAT Marker(s) Interpretation A
B1 (Thiamin) - Glycolytic markers @-@3) Required for pyruvate
+ 2-Oxoglutaric acid @) dehydrogenase; elevation:
» 2-Hydroxyhippuric acid impaired carbohydrate
. BCKA Metabolites ©2)-69) metabolism, potential thiamin
need, or mitochondrial stress.
B2 (Riboflavin) + Pyruvic acid @) Needed for acyl-CoA
- Succinic acid @), dehydrogenase and glycolate
2-Oxoglutaric acid @) oxidase; elevations in Krebs or
- HVA (3), VMA (3, DOPAC Gs), fatty acid markers may reflect
HVA/DOPAC B2 need.

- Tryptophan metabolites (38)-0)

- Folate metabolites @),&2)

- Ketone and Fatty Acid markers @5)-@9)
- Glutaric acid 63)

- Indicators of Detoxification (9),0)

- Amino Acid metabolites®2-&s) 68)-77)

B3 (Niacin) - Glyceric acid Niacin is required for NAD*/
- Glycolytic markers @2),@) NADP* production; abnormal
- Malic acid (s), tryptophan metabolites or Krebs
2-Oxoglutaric acid @) cycle imbalances may indicate
- VMA (3), HVA/VMA (3) B3 insufficiency or inflammation-

- Quinolinic acid 9), Kynurenic acid driven demand.
- 3-Hydroxybutyric acid @3),
acetoacetic acid
- 2-Hydroxybutyric acid
- Amino acid metabolites ©2)-¢s), @)

B5 - Hippuric acid Pantothenic acid is a precursor
(Pantothenic Acid) . pyryvic acid @3) to CoA,; elevations in Krebs or
- 2-Oxoglutaric acid @) fatty acid markers may suggest
! - Pantothenic acid 62 impaired energy metabolism and !
‘ - BCKA metabolites (62)-¢6) B5 need. -

RETURN TO TABLE OF CONTENTS Page 14 of 222
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- 2-Hydroxyphenylacetic acid (1)

- Oxalate metabolites 20)-@1)

- HVA 33), VMA (4), DOPAC

- Tryptophan metabolites (8)-0)

- Pyrimidine metabolites @),@)

- Pyridoxic acid G1)

- Indicators of Detoxification 8),69)
- 2-Hydroxyisocaproic 63),

2-Oxo-4-methiolbutyric acids

Cofactor for transamination ’
and neurotransmitter
synthesis; elevations in
oxalates and neurotransmitter
markers may indicate a
functional B6 deficiency.
Influential in methylation and
energy production.

B7 (Biotin)

« Methylmalonic acid
« Methylcitric acid G7)

Cofactor for carboxylase
enzymes; elevations

in methylmalonic or
methylcitric acids may reflect
biotin deficiency or dysbiosis-
related interference.

B9 (Folate)

- HVA/DOPAC @7)

- Pyrimidine metabolites @1)-@2)
« 2-Hydroxybutyric acid

- Amino Acid metabolites (8)-70)

Essential for methylation

and nucleotide synthesis;
abnormalities in folate
metabolites or 2-hydroxybutyric
acid may suggest B9 deficiency
or MTHFR-related need.

B12 (Cobalamin)

- Succinic acid (L) @4

- HVA/DOPAC (7)

- Pyrimidine Metabolites @-(#2)

« Methylmalonic acid

- Methylcitric acid G7)

« Indicators of Detoxification ,

Abnormal = functional or genetic
B12 deficiency.

(Ubiguinone)

Vitamin C . Aconitic acid Excess can potentially
- HVA (3), VMA (33, HVA/VMA (3, raise oxalates; deficiency
DOPAC may impact immunity and
. Ascorbic acid antioxidant defenses.
- Amino Acid Metabolites (8)-70)
CoQ10 - 4-hydroxybenzoic acid (2) Essential for the electron

. Lactic acid @2
« Succinic acid
« 3-Hydroxy-3-Methylglutaric acid

(CoQ10) &)

RETURN TO TABLE OF CONTENTS

transport chain; low CoQ10 may
impair mitochondrial function.
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¢ Calcium - Tricarballylic acid ®) Can be depleted by
s . Oxalic acid @) tricarballylic or oxalic acids,
- 2-Oxoglutaric acid @) while an insufficiency
. Citric acid can influence enzymatic
- HVA/DOPAC ratio (7) function in mitochondrial
function. Excess can impair
neurotransmitter metabolism.
Magnesium - Tricarballylic acid ®) Needed for ATP-dependent
. Oxalic acid @) enzymes; deficiency can impair
- Pyruvic acid @) oxalate, Krebs, and ketone
- Citric Acid Cycle metabolites @6),@7),29) metabolism. Also necessary
- HVA 3, VMA (%), DOPAC 9), for proper catecholamine
HVA/DOPAC @7) metabolism.
- 5-HIAA G9)
- Ketone and Fatty Acid markers @),@s)
- Indicators of Detoxification ¢8),&9)
- Amino Acid metabolites (62)-¢5)
Zinc - Tricarballylic acid ®) Cofactor for kynureninase;
. Lactic acid @) deficiency may shift tryptophan
- 2-Oxoglutaric acid @) pathway toward quinolinic, zinc
. 5-HIAA G8) can inhibit @) as well as support
- Ascorbic acid reactions.
« Orotic acid
lron . Oxalic acid @) Cofactor in mitochondrial SOD
. Lactic acid @) and metabolism of oxalate
« Mitochondrial - Citric Acid Cycle precursors.
markers (4),@),29),68),@9)
- HVA @3), VMA @4), DOPAC Gs),
HVA/DOPAC 37)
+ Quinolinic acid
« Ascorbic acid
« Amino Acid metabolites 8)-70)
Glutathione - Glycolic acid Markers of oxidative stress,
- Aconitic acid @), Citric acid methylation support;
elevation: glutathione depletion

RETURN TO TABLE OF CONTENTS
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2 Glycine - Hippuric acid ), Building block of glutathione; ;
! 4-Hydroxyhippuric acid @) elevated pyroglutamic acid could !
- Pyroglutamic acid indicate glycine deficiency.
Carnitine - Ketone and Fatty Acid Oxidation Needed for FA transport into
markers (45)-@s) mitochondria; elevations

suggest carnitine need or
mitochondrial block.

Phenylalanine/ - 2-Hydroxyphenylacetic acid (1) Involved in the synthesis of
Tyrosine - HVA (3), VMA (%), DOPAC G9), dopamine, norepinephrine,
Mandelic €8), Phenyllactic acid 9), and epinephrine.
Phenylpyruvic acid
Tryptophan « 5-Hydroxyindoleacetic acid Precursor to these
(5-HIAA) @8), Quinolinic acid @9), neurotransmitters has the
Kynurenic acid potential to go down kynuernic
pathway vs serotonin.
Lipoic Acid - Pyruvic acid @) Coenzyme in pyruvate and
- 2-Oxoglutaric acid @) a-KG dehydrogenase; need

suspected if elevations +
oxidative stress markers.

\ y

Disclaimer: The content of this Provider Support Guide is for informational purposes only and is not intended
to be a substitute for medical advice from a licensed healthcare practitioner. The statements in this report
have not been evaluated by the Food and Drug Administration and are intended to be lifestyle choices for
potential risk mitigation. Please consult a licensed healthcare practitioner for medication, treatment, diet,
exercise or lifestyle management as appropriate. This product is not intended to diagnose, treat, or cure any
disease or condition.
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INTERPRETATIONS

Intestinal Microbial Overgrowth

FIGURE 1

In additional to organic acids being biproducts of human metabolic pathways, various
microorganisms, including bacteria and fungi, can metabolize certain substrates into organic
acids through metabolic process such as fermentative and oxidative pathways. Once absorbed,
these metabolic byproducts enter circulation and are transported to the liver, where partial
metabolism may occur, and then eliminated via renal filtration and excreted in the urine.
Measurement of these urinary organic acids can provide an indirect biomarker profile of
microbial overgrowth or dysbiosis.

LU —3 METABOLISM
ACID

PRODUCTION

e.g., Candida —> Arabinose
Clostridia —>HPHPA

¢,
D,
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@Citramalicacid %o @ @i

Citramalic acid, produced by microorganisms such as Aspergillus niger and some bacteria, can
be a marker of dysbiosis and fungal overgrowth, and may be linked to mold exposure.™ Elevated
levels may impair energy production by disrupting the Citric Acid Cycle and are influenced by

| dietary intake of foods like apples, tomatoes, and wine.>”

Microbial Overgrowth (Mold)

Citramalic acid may originate from fungi such as Aspergillus niger.">'° While certain bacteria,
including Rhodospirillum rubrum, Chloroflexus aurantiacus, and Alcaligenes xylosoxydans can
also produce this metabolite, these organisms are not found in the human microbiome.”
Although Aspergillus is not a typical resident in the human Gl Tract, it can be ingested, and
there is potential to overgrow.'*® Additionally, studies have identified citramalic acid as a
marker of dysbiosis and an indicator of fungal overgrowth.3#

Refer to Microbial Overgrowth Tables for corresponding metabolites and patterns.

Mitochondrial Health

Citramalic acid is an analog of malic acid, with an additional CH3 group, and as an analog, it
has the potential to inhibit malic acid utilization in the Citric Acid Cycle. This interference could
potentially cause elevations in malic acid @¢) while depleting oxalacetic acid, stressing the Citric
Acid Cycle activity and impairing energy production.™

Toxic Exposure

If citramalic acid is thought to be coming from mold, it is important to evaluate the presence of
mycotoxins. Mycotoxins, which are toxic byproducts of mold (e.g. Aspergillus), pose significant
health risks.' 2° |dentifying specific mycotoxins can aid effective remediation and address mold-
related health concerns.’?'

Refer to the Toxin Exposure Tables for corresponding metabolites and patterns.

Additional Insights

Dietary: Citramalic acid levels can also be influenced by dietary intake of ripe fruits such as
apples, pitaya, tomatoes, and sugar beets, as well as wine.**

Low Values There is no known clinical significance for low values.
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@ 5-Hydroxymethyl-2-furoic acid

5-Hydroxymethyl-2-furoic acid (HMFA) is a normal human urinary metabolite in minor amounts,
but has also been identified as both Aspergillus and Cladosporium byproducts, linking it to mold
exposure.?22 |t is found to have antimicrobial activity, particularly on bacteria (Staphylococcus
aureus and Bacillus subtilis), which could impact the microbiome. Additionally, HMFA can form
during cooking processes such as "browning” food or the breakdown process of certain sugars,
| negatively impacting human health, even from food.?*?>%¢ )

Microbial Overgrowth (Mold)

Both Aspergillus and Cladosporium species, along with other molds such as Gibberella
fujikuroi, Helminthosporium maydis, and Pyricularia grisea have all demonstrated production of
this metabolite.?223

Refer to Microbial Overgrowth Tables for corresponding metabolites and patterns.

Toxic Exposure

If HMFA is thought to be coming from mold, it is important to evaluate the presence of
mycotoxins. Mycotoxins, which are toxic byproducts of mold like Aspergillus and Cladosporium,
pose significant health risks.' 20 [dentifying specific mycotoxins can aid effective remediation
and address mold-related health concerns.?!

Refer to the Toxin Exposure Tables for corresponding metabolites and patterns.

Additional Insights

Dietary: Foods rich in HMFA, such as coffee, beer, fruit juices, dried fruit (especially plums
and grapes), bread, honey, and breakfast cereals, can contribute to increased HMFA levels in
urine.?>28 Of note is HMFA's tendency to quickly degrade once exposed to additional heating
methods, or aeration.?

Low Values There is no known clinical significance for low values.

@ 3-Oxoglutaric acid
3-Oxoglutaric acid is a short-chain keto acid and a simple carboxylic acid. It is a microbial
metabolite of yeast and is also an analog of 2-oxoglutarate (also known as alpha-ketoglutaric
acid) from the Citric Acid Cycle, playing a potential role in mitochondrial health.*

Microbial Overgrowth (Mold)

Elevated levels of 3-oxoglutaric acid may indicate yeast overgrowth, or other dysbiotic gut
flora, however, evidence linking this marker to dysbiosis is still limited.*'°
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Refer to Microbial Overgrowth Tables for corresponding metabolites and patterns.

Mitochondrial Health

3-oxoglutaric acid is an analog of 2-oxoglutarate (also known as alpha-ketoglutaric acid), an
intermediate in the Citric Acid Cycle. This analog can potentially interfere with the alpha-
ketoglutaric dehydrogenase complex, which converts 2-oxoglutarate to succinyl CoA, thereby
influencing mitochondrial activity and potentially causing elevations in 2-oxoglutaric acid @2).°

Additional Insights

Low Values There is no known clinical significance for low values.

Xt S
-
@ Furan-2,5-dicarboxylic acid

Furan-2,5-dicarboxylic acid (FDCA) is a dicarboxylic acid produced from hydroxymethylfurfural

(HMF). Various microorganisms, including molds such as Aspergillus and Penicillium, can

metabolize HMF into FDCA. FDCA can be generated by certain foods and beverages and is also a
| byproduct of polyethylene furanoate (PEF) polymer found in plastics.?®*%

Microbial Overgrowth (Mold)

Elevated levels of FDCA in urine may suggest Aspergillus exposure or activity.?"** Other
organisms such as soil-based bacteria (e.g. Cupriavidus basilensis and Raoultella
ornithinolytica) and other fungi such as Penicillium spp. and Pleurotus ostreatus (oyster
mushroom), have also been known to produce FDCA 313

J

Refer to Microbial Overgrowth Tables for corresponding metabolites and patterns.

Toxic Exposure

If FDCA is thought to be coming from mold, it is important to evaluate the presence of
mycotoxins. Mycotoxins, which are toxic chemical byproducts produced by certain types of
mold, such as Aspergillus and Pennicillium, pose significant health risks.'%2° [dentifying specific
mycotoxins can aid effective remediation and address mold-related health concerns.™?
Additionally, FDCA is used as a monomer with ethylene glycol to produce polyethylene
furanoate (PEF) in plastics, which can also potentially contaminate foods.3¥3¢ There are other
toxicants found in PEF containing plastics, and while FDCA itself is not yet assessed, frequent
exposure to plastics may warrant a TOXDetect order.

Refer to the Toxin Exposure Tables for corresponding metabolites and patterns.

Additional Insights

Dietary: FDCA has been shown to be from food sources containing furans, such as coffee,
alcoholic beverages, preserved foods, and baked goods.?8:3%3

Low Values There is no known clinical significance for low values.
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@ Furancarbonylglycine @3

Furancarbonylglycine, also known as 2-furoylglycine, is a furan-derived acyl glycine that may

be linked to the fungus Aspergillus, serving as a marker for mold exposure or overgrowth.
Additionally, dietary intake of high-temperature processed foods and beverages, such as coffee,
| can influence their levels. 343

Microbial Overgrowth (Mold)

Furancarbonylglycine, a urinary metabolite associated with the fungus Aspergillus may indicate
fungal exposure or overgrowth when elevated. In one study, antifungal treatment lowered
levels of furancarbonylglycine (along with 5-hydroxy-methyl-2-furoic acid (2), furan-2,5-
dicarboxylic acid (4)), further suggesting its potential role as a marker for fungal dysbiosis.3*

Refer to Microbial Overgrowth Tables for corresponding metabolites and patterns.

Toxic Exposure

If Furancarbonylglycine is thought to be coming from mold, it is important to evaluate the
presence of mycotoxins. Mycotoxins, which are toxic byproducts of mold (e.g. Aspergillus),
pose significant health risks.'”? |[dentifying specific mycotoxins can aid effective remediation
and address mold-related health concerns.’”?

Refer to the Toxin Exposure Tables for corresponding metabolites and patterns.

Additional Insights

Dietary: Intake of foods processed at high temperatures, such as coffee, can increase levels of
this furan derivative.3®

Low Values There is no known clinical significance for low values.

% S n
(@ Tartaric Acid @E

Tartaric acid is a naturally occurring dicarboxylic acid associated with the activity of Aspergillus,
Penicillium, and to a lesser extent, Candida and Saccharomyces.**! Elevated levels may indicate
fungal dysbiosis. It can also inhibit the Citric Acid Cycle by disrupting malic acid utilization,
potentially impacting mitochondrial function. Additionally, dietary sources such as grapes, red
wine, tamarind, and certain food additives may contribute to elevated levels.#4

Microbial Overgrowth (Mold and/or Yeast)

Elevated levels of tartaric acid are associated with mold and potentially yeast, as it is known
to be produced by Aspergillus and Penicillium and possibly Candida and Saccharomyces.027-42
Tartaric acid can also encourage the growth of yeast.*
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Refer to Microbial Overgrowth Tables for corresponding metabolites and patterns.

Mitochondrial Health

Tartaric acid is an analog of malic acid and may inhibit this part of the Citric Acid Cycle. Evaluate
Fumaric acid @9 and Malic acid @¢) abnormalities for further insights if this is suspected.2

Toxic Exposure

If tartaric acid is thought to be coming from mold, it is important to evaluate the presence of
mycotoxins. Mycotoxins, which are toxic byproducts of mold (e.g. Aspergillus), pose significant
health risks.”?° Identifying specific mycotoxins can aid effective remediation and address mold-
related health concerns.?' Regardless of source, tartaric acid can act as a muscle toxin in very
high concentrations, inhibiting malic acid production and potentially causing adverse effects
such as paralysis.*® These toxic effects are very rare and are usually associated with extremely
elevated levels.#

Refer to the Toxin Exposure Tables for corresponding metabolites and patterns.

Additional Insights

Dietary: Elevated urinary tartaric acid levels can result from dietary intake of tartaric-rich foods,
especially grapes and red wine, as well as tamarind and hawthorn.*## It is also used as a food
additive for its antioxidant properties and tart flavor and can be found in candies (especially lime
and grape flavors), mustards, jams, fruit juices, ice creams, and leavening agents (e.g., cream
of tartar).*#

Low Values There is no known clinical significance for low values.

- o
@ Arabinose %ﬁ

Arabinose is an aldopentose sugar that can be metabolized by various organisms through
pathways involving conversion into intermediates of the pentose phosphate pathway. It has been
studied as a marker for intestinal yeast overgrowth and shown clinically to respond to antifungal
therapies. 1% Arabinose is also a naturally occurring sugar compound found in numerous plants,
such as beets and grains.*!48

Microbial Overgrowth(Yeast)

Elevated levels of L-arabinose suggest a potential yeast overgrowth such as Candida spp.
or other dysbiotic gut flora.*'® Case studies, including individuals with autism, have shown
reductions in arabinose levels and symptom improvement following antifungal therapy,
supporting its potential role in clinically significant fungal overgrowth.*°

Refer to Microbial Overgrowth Tables for corresponding metabolites and patterns.
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Additional Insights

Dietary: Arabinose elevations can also originate from dietary sources. It is naturally found in
the cell wall of plants (e.g. grains, beets, plant gums) or may be derived from the breakdown of
hemicellulose and pectins found in numerous fruits and vegetables.*®+’

Low Values There is no known clinical significance for low values.

Carboxycitric Acid

Carboxycitric acid is used to evaluate intestinal microbial overgrowth, particularly with yeast.
While evidence supporting its role as a marker for Microbial Overgrowthis still developing, levels
may provide insights into fungal activity.'>°

Additional Insights
| Low Values There is no known clinical significance for low values.

Microbial Overgrowth(Yeast)

Elevated carboxycitric acid levels in urine may indicate intestinal fungal overgrowth.*° Studies
suggest that these levels can decrease following antifungal therapy, which highlights the
potential association with yeast and fungal dysbiosis, however data is still limited.*™

Refer to Microbial Overgrowth Tables for corresponding metabolites and patterns.

7

4 % A B
T
@ Tricarballylic Acid ? @3 o)

Tricarballylic acid is often associated with the fumonisin class of mycotoxins produced mainly
by various Fusarium species and Aspergillus section Nigri (black aspergilli).>’>* These mold
exposures can come from indoor environments and contaminated dietary sources such as
numerous grain products.>*** This metabolite may also be produced from certain bacteria.*
Tricarballylic acid has been shown to bind to various minerals, influencing nutritional needs.”!

Microbial Overgrowth(Mold or Bacteria)

Exposure to fumonisins, a mycotoxin class produced by various Fusarium species and
Aspergillus section Nigri found in contaminated foods, releases tricarballylic acid during
breakdown in the gastrointestinal tract.>*** Certain gut bacteria, such as species from the
Firmicutes phylum, can also produce tricarballylic acid during their metabolic processes.**!

Refer to Microbial Overgrowth Tables for corresponding metabolites and patterns.
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Toxic Exposure

Fumonisins, mycotoxins linked to Fusarium and Aspergillus contamination, are major sources
of tricarballylic acid.*>** Fusarium is a mold that has been found in water-damaged buildings as
well as food sources such as grains and grain products.., .. Elevated levels of tricarballylic acid in
urine may indicate mycotoxin exposure, suggesting the need for further assessment, such as
urine mycotoxin testing.

Refer to the Toxin Exposure Tables for corresponding metabolites and patterns.

Nutritional Needs

Tricarballylic acid has the ability to bind divalent ions, like magnesium, calcium, and zinc,
potentially contributing to mineral imbalances.”

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with those nutrients.

Additional Insights
Low Values There is no known clinical significance for low values.

BACTERIAL MARKERS

F Hippuric acid

Hippuric acid is a conjugate of glycine and benzoic acid, and may be influenced by gut bacteria,
diet, and environmental exposures. It can be produced during the breakdown of benzene-

type aromatic compounds from either microbial activity in the gut, exposure to toluene, or
naturally produced in the liver from dietary intake of polyphenol-rich foods. Low levels can
indicate poor microbial activity, glycine or B5 insufficiencies, and have also been associated with
numerous chronic conditions.>*%? In rare cases, extreme elevations may be linked to genetic

| metabolic disorders.*%? )

Microbial Overgrowth (non-specific Bacteria)

Hippuric acid can be the result of gut bacterial metabolism of phenylalanine, or from

their metabolism of polyphenol-rich compounds that generate benzoic acid. ** Microbial
Overgrowths in the gut may influence hippuric acid levels, with elevated levels potentially
indicating an overgrowth of certain bacteria, such as those from the order Clostridiales and
the species Faecalibacterium prausnitzii, possibly due to their enhanced ability to metabolize
polyphenols.6#¢°

Refer to Microbial Overgrowth Tables for corresponding metabolites and patterns.

Toxic Exposure

Elevated hippuric acid can be indicative of exposure to toluene.® Toluene is a solvent used
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in paints, dyes, fingernail polish, and gasoline, all of which can emit into the air, leading to
exposures.®”’% Toluene metabolism produces benzoic acid via hydroxylation and P450 enzymes,
leading to increased hippuric acid levels.”

Refer to the Toxin Exposure Tables for corresponding metabolites and patterns.

Nutritional Needs

Theoretically, elevated hippuric acid levels may induce glycine depletion, as glycine is required
for its production.

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with those nutrients.

In rare instances, extremely elevated hippuric acid can be associated with certain genetic
disorders including Phenylketonuria (PKU), hydroxymethylglutaryl-CoA lyase deficiency,
tyrosinemia 1, Maple Syrup Urine Disease (MSUD), and propionic acidemia.’?’?

Corresponding markers to the aforementioned genetic diseases include:
2-Hydroxyphenylacetic acid (1), 3-Indoleacetic acid (8), 2-Hydorxyisovaleric acid 62, Mandelic
acid 68), Phenylactic acid €9, or Phenylpyruvic acid @) for PKU. 3-Hydroxyglutaric acid @),
elevations for hydroxymethylglutaryl-CoA lyase deficiency, 2-Hydroxyphenylacetic acid (),
4-Hydroxyphenylacetic acid (5), 2-Hydroxyisovaleric acid (62) and 4-Hydroxyphenyllactic
acid @ for tyrosinemia. 2-Hydroxyisovaleric acid (62), 2-Oxoisovaleric acid 63), 3-Methyl-2-
oxovaleric acid 64), 2-Hydroxyisocaproic acid 5, or 2-Oxoisocaproic acid 6s) for MSUD, or
Methylmalonic acid 69), Methylcitric acid 67), Pyroglutamic acid 8), 2-Hydroxybutryic acid 69,
and 2-Hydroxyisovaleric acid (¢2) for propionic acidemia.

Note: This test is not diagnostic for genetic conditions, and specialized genetic testing may be
warranted if a disorder is suspected.

Additional Insights

Dietary: Foods such as potatoes, apples, pears, blueberries, black currants, blackberries, and
beverages like certain juices, coffee, and tea all have specific polyphenols (e.g. chlorogenic
acids and epicatechins) that can be broken down into benzoic acid from gut bacteria and then
conjugated with glycine in the liver to form hippuric acid.”*’> Benzoic acid is also naturally
present in certain foods, such as dairy products and strawberries, and can also be used as a
preservative (e.g. sodium benzoate) due to its antimicrobial properties.>&6476

Other markers associated with intake of polyphenol-rich food include: 4-Hydroxybenzoic
acid (1), 4-Hydroxyhippuric acid (13), DHPPA (3,4-dihydroxyphenylpropionic acid) (4), and
Hydroxyphenylacetic acid ().

[

i Low Values

A - —

' Microbial Overgrowth: Low levels have also been associated with dysbiosis and may be
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significant when evaluating for shifts in the microbiome.*'

Refer to Microbial Overgrowth Tables for corresponding metabolites and patterns.

Nutritional Needs: Since glycine conjugates with benzoic acid to form hippuric acid, low levels
may be due to inadequate glycine, which would impact production.®? Additionally, Vitamin

BS itself plays a role by facilitating benzoic acid’s conversion into hippuric acid; therefore, if
hippuric acid is low, B5 insufficiency may be an influence.®?

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with those nutrients.

Associated Conditions: Very low hippuric acid may be used in evaluating renal clearance
and hepatic function. Low levels have also been associated with high blood pressure,
atherosclerosis, obesity, diabetes, autism, schizophrenia, and depression.>¢-¢°

@ 2- Hydroxyphenylacetic acid

2-Hydroxyphenylacetic acid is a metabolite of phenylalanine and plays a role in microbial and
metabolic processes.”” It is associated with microbial activity in the gut, phenylalanine utilization
for neurotransmitter production, and certain genetic and dietary influences.”””?

Microbial Overgrowth(non-specific Bacteria

2-Hydroxyphenylacetic acid is mainly discussed in the literature as a microbial metabolite that
can indicate bacterial overgrowth or dysbiosis in the gastrointestinal tract.”” Various bacteria
may produce this compound as part of the breakdown of phenolic containing compounds,
although non-specific with current literature.>® Additionally, Caenorhabditis elegans, which

is a nematode, and Penicillium chrysogenum have been shown to produce it, but evidence

is limited.80-82

Refer to Microbial Overgrowth Tables for corresponding metabolites and patterns.

Neurotransmitter Metabolites

2-Hydroxyphenylacetic acid can be a byproduct of phenylalanine metabolism and may
reflect altered phenylalanine hydroxylase function or biopterin pathway disruptions tied to
neurotransmitter metabolism.’®

Fvaluate Homovanillic acid (HVA) @3), Vanillylmandelic acid (VMA) @), Dihydroxyphenylacetic
acid (DOPAC) @) and 5-Hydroxyindoleacetic acid (5-HIAA) @8) abnormalities for further insights.

Nutritional Needs

Decreased vitamin B6 can impair tetrapyrrole biosynthesis, leading to potentially reduced
biopterin synthesis, influencing phenylalanine's conversion to dopamine.®

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with that nutrient.
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In rare instances, very elevated levels of 2-hydroxyphenylacetic acid are associated with
Phenylketonuria (PKU), a genetic disorder caused by a deficiency of the enzyme phenylalanine
hydroxylase. This condition results in the accumulation of phenylalanine and its metabolites,
including Hippuric acid (9), 2-Hydorxyisovaleric acid €2, Mandelic acid €8, Phenyllactic acid ©9),
Phenylpyruvic acid ¢9).7?

Tyrosinemia, a group of rare disorders affecting tyrosine metabolism, can also result in extreme
elevations due to impaired enzymatic breakdown of tyrosine and its derivatives. Additional
markers associated with this disease include Hippuric acid (9), 4-Hydroxyphenylacetic acid (),
2-Hydroxyisovaleric acid 62, and 4-Hydroxphenyllactic acid ¢2).8*

Note: This test is not diagnostic for genetic conditions, and specialized genetic testing may be
warranted if a disorder is suspected.

Additional insights

Dietary Sources: 2-Hydroxyphenylacetic acid is a metabolite produced when certain foods are
consumed, such as blueberries, strawberries, apricots, tomatoes, chanterelle mushrooms,
and grapes .”’

.0. ORGANIC ACIDS TEST

Medications/Supplement Influences: Taking certain botanicals such as chaste tree (Vitex
trifolia), parsley, oregano, and lemon verbena may increase 2-hydroxyphenylacetic acid levels
due to their metabolism.”

Associated Conditions: 2-hydroxyphenylacetic acid has also been linked to specific conditions,
including chronic constipation and atopic dermatitis.8>#

Low Values There is no known clinical significance for low values.

% G . =
r@ 4- Hydroxybenzoic acid @‘w

4-Hydroxybenzoic acid (4-HBA) is an organic compound that can be formed through the
bacterial metabolism of dietary polyphenols or certain amino acids.?” Natural elevations may
also be linked to dietary polyphenol intake and can potentially support CoQ10 synthesis.®88?
However, exposure to endocrine-disrupting preservatives, known as parabens, has been shown
to elevate 4-HBA.”°

Microbial Overgrowth(non-specific Bacteria

4-HBA can serve as a marker of gut microbiota activity. Elevated urinary levels may indicate
intestinal dysbiosis or bacterial overgrowth. Certain bacterial genera, such as Clostridium,
Eubacterium, Escherichia, and Bifidobacterium, are involved in metabolizing dietary
polyphenols and amino acids into 4-HBA, contributing to its increased production.®’

Refer to Microbial Overgrowth Tables for corresponding metabolites and patterns.
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Toxic Exposure

Parabens, commonly used as preservatives in personal care products, pharmaceuticals,

and packaged foods, are absorbed through the skin or Gl tract and metabolized into 4-HBA,
increasing urinary levels.”’ Recent studies link parabens to health concerns, including endocrine
disruption, particularly with regard to estrogenic activity.”0%2

Refer to the Toxin Exposure Tables for corresponding metabolites and patterns.

Nutritional Needs

4-HBA has been shown to support Coenzyme Q10 (CoQ10) biosynthesis.®’

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with that nutrient.

Additional Insights

Dietary: Dietary intake of polyphenol-rich foods such as green tea, coconut, garlic, some
berries, soybeans, and almonds can naturally elevate 4-HBA levels 8739

Other markers associated with intake of polyphenol rich food include Hippuric acid (9),
4-Hydroxyhippuric acid (3), DHPPA (3,4 dihydroxyphenylpropionic acid) (4), and
Hydroxyphenylacetic acid (s).

Medications/Supplement Influences: Supplements that contain botanicals with higher

amounts of rosmarinic acid (e.g. oregano, rosemary, mint, lemon balm, holy basil) can
metabolize into 4-Hydroxyhippuric acid.”%

Associated Conditions: 4-HBA has been associated with various conditions, including celiac
disease, cystic fibrosis, short bowel syndrome, and unclassified enteritis.”

Low Values There is no known clinical significance for low values.

\

feg @ n ﬁ@
( % o}
@ 4-Hydroxyhippuric acid 5 @3 )

4-Hydroxyhippuric acid is a urinary metabolite formed by the conjugation of glycine with
4-hydroxybenzoic acid (12), a compound produced from microbial metabolism of dietary
polyphenols, amino acids, or parabens. Elevated levels may stem from gastrointestinal bacterial
overgrowth, high intake of polyphenol-rich foods, or paraben exposure from personal care
products, pharmaceuticals, and packaged foods.®8%° In the case of a low value, in theory, if
4-hydroxybenzoic acid @2 is elevated, and 4-hydroxyhippuric acid is low, it could be an indication
of glycine insufficiency.”

Microbial Overgrowth(non-specific Bacteria

Bacterial overgrowth in the Gl tract can lead to increased metabolism of dietary compounds,
resulting in elevated levels of 4-hydroxyhippuric acid.®” Microbial species such as
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Bifidobacterium, Clostridium, Escherichia coli, and Eubacterium have all been found to
metabolize polyphenols and amino acids like tyrosine and phenylalanine into 4-hydroxybenzoic
acid, which is subsequently conjugated to form 4-hydroxyhippuric acid.?’

Refer to Microbial Overgrowth Tables for corresponding metabolites and patterns.

Toxic Exposure

Parabens, commonly used as preservatives in personal care products, pharmaceuticals,
and packaged foods, are absorbed through the skin or Gl tract and metabolized into
4-hydroxybenzoic acid (12, which is then conjugated to form 4-hydroxyhippuric acid. Recent
studies link parabens to health concerns, including endocrine disruption, particularly with
regard to estrogenic activity.?%?

Refer to the Toxin Exposure Tables for corresponding metabolites and patterns.

Additional Insights

Dietary: Dietary intake of polyphenol-rich foods such as green tea, coconut, garlic, some
berries, soybeans, and almonds can naturally elevate 4-Hydroxyhippuric acid levels.88,93

Other markers associated with intake of polyphenol-rich food include Hippuric acid (2),
4-Hydroxybenzoic acid (2), DHPPA (3,4 dihydroxyphenylpropionic acid) (4), and
Hydroxyphenylacetic acid (s).

Medications/Supplement Influences: Supplements that contain botanicals with higher

amounts of rosmarinic acid (e.g. oregano, rosemary, mint, lemon balm, holy basil) can
metabolize into 4-Hydroxyhippuric acid.?*%

Low Values Theoretically, if 4-hydroxybenzoic acid @) is elevated, and 4-hydroxyhippuric acid is
low, it could be an indication of glycine insufficiency, since 4-hydroxyhippuric acid conjugates
with glycine to form it.?”

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with that nutrient.

feg
- T%
3,4 dihydroxyphenylpropionic acid (DHPPA) &

3,4-Dihydroxyphenylpropionic acid (DHPPA), also known as dihydrocaffeic acid, is a metabolite
produced by gut microbiota through the breakdown of certain dietary polyphenols.”® DHPPA
is primarily associated with Lactobacilli, Bifidobacteria, E. coli, and some Clostridium species,
often identified as commensal.”®1%° Elevated levels may indicate a polyphenol-rich diet or an
abundance of these flora, while low levels suggest insufficient polyphenols or potentially

| reduced beneficial bacteria." )
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Microbial Overgrowth(Beneficial Bacteria)

Elevated DHPPA levels may indicate bacterial growth, particularly from the genera of
Lactobacilli or Bifidobacteria, or species E. coli, which metabolize the polyphenol chlorogenic
acid into DHPPA.78100102 Clostridium orbiscindens can also contribute to elevations by
converting flavonoids like luteolin and quercetin into DHPPA, but this species is generally
identified as commensal.'02104

Refer to Microbial Overgrowth Tables for corresponding metabolites and patterns.

Additional Insights

Dietary Intake: A diet rich in chlorogenic acid can significantly elevate DHPPA levels. Beverages
such as coffee and wine, fruits like apples, pears, peaches, blueberries, cherries, eggplants,
and tomatoes, leafy greens like collard greens, and other foods such as chicory, beets, sweet
and white potatoes, carrots, asparagus, olives, peas, sunflower seeds, mustard, and rosemary,
are all abundant in chlorogenic acid.””'% Consuming these foods increases the availability of
substrates for bacterial metabolism, resulting in higher urinary DHPPA levels.??1% Probiotic-rich
foods may also influence levels.

Medications/Supplement Influences: Theoretically, probiotics containing Lactobacilli or
Bifidobacteria may influence elevations.

Benefits: DHPPA elevations have been shown to directly inhibit pro-inflammmatory cytokines.'¢
It has also been shown to have other potential health benefits including reducing oxidative
stress and having cardio and neuroprotective properties.'”’

Low Values Reduced DHPPA may indicate insufficient dietary intake of polyphenol-rich
foods or a depletion of beneficial gut bacteria.’ Factors such as dysbiosis, antibiotic use,
or health conditions affecting the microbiome may limit the breakdown of chlorogenic acid
into DHPPA.108

Other markers associated with intake of polyphenol rich foods include Hippuric acid (9),
4-Hydroxybenzoic acid (2), 4-Hydroxyhippuric acid (3), and Hydroxyphenylacetic acid ().
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CLOSTRIDIA BACTERIAL MARKERS

-
@ 4-Hydroxyphenylacetic acid
4-Hydroxyphenylacetic acid (4-HPAA) is a microbial metabolite derived from the bacterial
transamination of tyrosine and polyphenols.’%? Dysbiosis is often associated with Clostridia
species, which may influence neurotransmitter balance.”® Elevations have also been observed

| in gastrointestinal disorders such as SIBO and may be affected by polyphenol consumption."”'?

Microbial Overgrowth(Clostridia Bacteria)

Elevated 4-HPAA levels are often associated with anaerobic bacterial overgrowth, particularly
Clostridia spp. including C. difficile, C. stricklandii, C. lituseburense, C. subterminale, C.
putrefaciens, and C. propionicum."1® Overgrowth can result from gut microbiota disruptions
due to antibiotic use, glyphosate or organophosphate exposure, or similar factors."”"® Other
potential bacterial contributors include Acinetobacter, Klebsiella, Pseudomonas, and Proteus,
however evidence is limited for these genera. Of note, itis common for only one Clostridia
metabolite to be elevated and still be significant.”

Refer to Microbial Overgrowth Tables for corresponding metabolites and patterns.

Neurotransmitter Metabolites

Theoretical and anecdotal evidence shows that phenylalanine and tyrosine related metabolites
from Clostridia spp. may inhibit the conversion of dopamine to norepinephrine through
blocking the dopamine beta hydroxylase (DBH) enzyme.?%123 C. difficile has the ability to
decarboxylate 4-HPAA to produce 4-cresol (7), and this clostridia metabolite has been shown to
directly influence the DBH enzyme.1"

When this occurs, a pattern of elevated Homovanillic acid (HVA) @3, low Vanillylmandelic acid
(VMA) 39, and elevated HVA/VMA ratio @5) may be observed.

Toxic Exposure

Pesticides like glyphosate and organophosphates can disrupt the microbiome by reducing
beneficial bacteria, creating conditions that favor pathogenic dysbiosis. These chemicals have
been shown to promote Clostridia overgrowth."” 18

Refer to the Toxin Exposure Tables for corresponding metabolites and patterns.

Though rare, certain metabolic conditions, such as tyrosinemia, are associated
with extreme elevations. Other markers associated with tyrosinemia include
Hippuric acid (9), 2-Hydroxyphenylacetic acid (), 2-Hydroxyisovaleric acid 62, and
4-Hydroxyphenyllactic acid @2."
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Note: This test is not diagnostic for genetic conditions, and specialized genetic testing may be
warranted if a disorder is suspected.

Additional Insights

Dietary: High levels of 4-HPAA may result from a diet rich in polyphenols, commonly found
in fruits, vegetables, tea, coffee, wine, and whole grains."® Gut microbes metabolize these
compounds into 4-HPAA, which can then become elevated even in the absence of dysbiosis.?

Other markers associated with intake of polyphenol-rich foods include: Hippuric

acid (9), 4-Hydroxybenzoic acid (12), 4-Hydroxyhippuric acid (3), and DHPPA (3,4
dihydroxyphenylpropionic acid) (4).

Associated Conditions: Elevated levels of 4-HPAA have been associated with conditions such

as small intestinal bacterial overgrowth (SIBO), Giardia lamblia infections, celiac disease, cystic
fibrosis, and post-surgical changes like ileal resection.’124

Low Values There is no known clinical significance for low values.

‘ HPHPA (3-(3-Hydroxyphenyl)-3-hydroxypropanoic acid)
HPHPA (3 (3 Hydroxyphenyl)-3-hydroxypropionic acid) is produced by various Clostridia bacteria
through the metabolism of phenylalanine and may disrupt catecholamine metabolism and
signaling.””""> Elevated HPHPA levels are linked to numerous behavioral, gastrointestinal, and

L neuropsychiatric conditions.”

Microbial Overgrowth(Clostridia Bacteria)

Evidence suggest HPHPA may be produced by various Clostridia bacteria including C.
sporogenes, C. botulinum, C. chlortoluron’s, C. mangenoti, C. ghoni, C. bifermentans, C.
sordellii, and occasionally C. difficile via the metabolism of phenylalanine.””">12> Phenylpropionic
or m-tyrosine, both of which can break down to HPHPA, have been shown to be neurotoxic

and metabotoxic, and may disrupt catecholamine signaling or amino acid transport.” 12612/
Additionally, through beta-oxidation, HPHPA can be converted into hydroxybenzoic acid, and its
glycine conjugate, hydroxyhippuric acid, meaning elevated levels of 4-Hydroxybenzoic acid (2),
and 4-hydroxyhippuric acid (3) may also provide insights .Of note, it is common for only one
Clostridia metabolite to be elevated and still be significant.’?

Refer to Microbial Overgrowth Tables for corresponding metabolites and patterns.

Neurotransmitter Metabolites

It has been theorized that HPHPA's phenolic structure may disrupt catecholamine metabolism
by inhibiting the conversion of dopamine to norepinephrine/epinephrine. Clinical observations
have shown when HPHPA is elevated, urinary dopamine metabolites (Homovanillic acid (HVA)
33)) become higher, and norepinephrine/epinephrine metabolites (Vanillylmandelic acid (VMA)
34)) are reduced, creating an elevated HVA/VMA ratio (5).12°
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Toxic Exposure

Pesticides like glyphosate and organophosphates can disrupt the microbiome by reducing
beneficial bacteria, creating conditions that favor pathogenic dysbiosis. These chemicals have
been shown to promote Clostridia overgrowth.'”18

Refer to the Toxin Exposure Tables for corresponding metabolites and patterns.

Additional Insights

Associated Conditions: Elevated levels of HPHPA are associated with a range of behavioral,
gastrointestinal, and neuropsychiatric symptoms, including conditions such as autism,
schizophrenia, ADHD, tic disorders, obsessive-compulsive disorder, chronic fatigue syndrome,
and anorexia.””126:128

Low Values There is no known clinical significance for low values.

(@ 4-Cresol

4-Cresol is primarily produced by Clostridium difficile and related bacteria through the
metabolism of tyrosine.” It is a significant marker of gut dysbiosis and can inhibit dopamine
beta-hydroxylase (DBH), leading to elevated dopamine and toxic byproducts."®' |t is linked
with environmental toxicants such as toluene, creosote-treated wood, and pesticides, as well
as attributed to more severe symptoms in autistic children.’% |t has also been associated with
L cardiovascular, metabolic, and renal diseases.™*

Microbial Overgrowth(Clostridia Bacteria)

4-Cresol is primarily produced by C. difficile and C. scatologenes, with C. difficile being the
most common source. Other bacterial families, such as Coriobacteriaceae, Lactobacillus, and
Enterobacteriaceae also could produce 4-cresol with certain substrates, but to a much lesser
degree.’"¥ Elevated levels often indicate gut dysbiosis, potentially caused by interventions or
exposures that disrupt the microbiome.’*® Moreover, 4-cresol has demonstrated antimicrobial
properties that can potentially further dysbiosis.™®

Refer to Microbial Overgrowth Tables for corresponding metabolites and patterns.

Neurotransmitter Metabolites

4-cresol has been shown to inhibit the dopamine beta hydroxylase enzyme (DBH), reducing the
conversion of dopamine to norepinephrine.’"2® 4-cresol can form covalent bonds with DBH,
leading to elevated dopamine levels. An excessive increase in dopamine can result in unstable
dopamine quinones, toxic dopamine adducts that disrupt the brain's mitochondrial energy
production, and oxygen superoxide, all of which can cause significant damage to the brain.'?

Inhibition of DBH can cause the pattern of elevated Homovanillic acid (HVA) @3 and
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3,4-dihydroxyphenylacetic acid (DOPAC) @¢), along with low Vanillylmandelic acid (VMA) ¢4 and
elevated HVA/VMA ratio (3.

Toxic Exposure

Pesticides like glyphosate and organophosphates have been shown to promote Clostridia
overgrowth."”""® To a much lesser degree, 4-cresol can also be produced from the metabolism
of toluene, menthofuran (from peppermint and pennyroyal essential oils), and creosote,

a wood preservative containing polycyclic aromatic hydrocarbons (PAHs) and phenolic
compounds.'?132 Another organic acid that can be a metabolite of Toluene is Hippuric acid (9).

Refer to the Toxin Exposure Tables for corresponding metabolites and patterns.

Additional Insights

Associated Conditions: Urinary levels of 4-cresol have been found to be significantly higher in
autistic children compared to controls and are associated with greater clinical severity.’3*'%? This
metabolite has also been associated with cardiovascular, metabolic, and renal diseases.3#140.141

Low Values There is no known clinical significance for low values.

& g
( 3-Indoleacetic acid

3-Indoleacetic acid (IAA) is a metabolite of tryptophan that is produced primarily through

the indolic pathway. It is often linked to Clostridia, though other bacteria and yeast may also

contribute.”™ While IAA has been associated with systemic inflammation, increased virulence of

fungus, and various conditions, including autism, cardiovascular disease, kidney dysfunction, and
L psychological disorders, it has also been shown to exhibit certain beneficial properties.'314¢

J

Microbial Overgrowth(Clostridia Bacteria)

IAA is mainly produced by intestinal bacteria through tryptophan breakdown with elevated
levels being linked to C. stricklandii, C. lituseburense, C. subterminale, and C. putrefaciens.*
Other bacteria like Escherichia, Bacteroides, Lactobacillus, and Pseudomonas, as well as other
fungi such as Saccharomyces cerevisiae and Candida tropicalis, may also produce IAA. 144147
Moreover, IAA has been shown to induce filamentation, and promote biofilm formation in
fungus. 144148

Refer to Microbial Overgrowth Tables for corresponding metabolites and patterns.

Toxic Exposure

Pesticides like glyphosate and organophosphates have been shown to promote Clostridia
overgrowth, 718

Refer to the Toxin Exposure Tables for corresponding metabolites and patterns.
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Extreme IAA levels are linked to Hartnup's Disease, a rare genetic disorder that impairs the renal
and intestinal transport of neutral amino acids (e.g. tryptophan), causing elevated urinary amino
acids and IAA.™ Symptoms include skin rashes, ataxia, psychosis, and rashes resembling
pellagra.’™® IAA may also be elevated in phenylketonuria (PKU).™" Other associated metabolites
of PKU include Hippuric acid (9), 2-Hydroxyphenylacetic acid (1), 2-Hydorxyisovaleric acid ),
Mandelic acid 8), Phenyllactic acid 9, Phenylpyruvic acid (o).

Note: This test is not diagnostic for genetic conditions, and specialized genetic testing may be
warranted if a disorder is suspected.

Additional Insights

Associated Conditions: Elevated IAA levels have been linked to systemic inflammation, autism,
cardiovascular disease, kidney dysfunction, and psychological disorders like anxiety and
depression. 43146152

Benefits: The IAA metabolite has been shown to reduce oxidative stress, scavenge free
radicals, lower pro-inflammatory cytokine production, and support intestinal homeostasis and
mucosal immunity via activation of the aryl hydrocarbon receptor (AhR) pathway.'*

Low Values There is no known clinical significance for low values.

OXALATE METABOLITES

Figure 2:
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( Glyceric Acid

Elevated glyceric acid can result from Microbial Overgrowths, nutrient deficiencies, diet, or
genetic mutations. Elevated glyceric acid from fungal or microbial overgrowth, may be through
the glyoxylate pathway, where excess glyoxylate is converted to glyceric acid or from direct
production.’*"> Insufficiencies in vitamin B3 or tryptophan, which are cofactors for glyoxylate
reductase/hydroxypyruvate reductase (GRHPR), the enzyme regulating this pathway, may also
contribute to increased levels.™™"> Additionally, high fructose intake, glycerol metabolism, and
various genetic conditions can also lead to excess glyceric acid.'>’1¢0

Microbial Overgrowth(Fungal and Bacteria)

Elevated glyceric acid, may result from overgrowth from fungi or other organisms.™ It is
theorized that elevated glyceric acid may stem from the intestinal microbes’ glyoxalate
pathway, where excess glyoxylate can convert to glyceric acid.™™*Other microbes shown to
produce glyceric acid directly, include Acetobacter and Gluconobacter.™

Refer to Microbial Overgrowth Tables for corresponding metabolites and patterns.

Nutritional Needs

The enzyme glyoxylate reductase/hydroxypyruvate reductase (GRHPR) utilizes reduced
forms of NAD as cofactors, requiring either Vitamin B3 (Niacin) or tryptophan for
its production. 156161162

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with those nutrients.

Primary Hyperoxaluria Type 2 (PH2) is linked to mutations in the GRHPR gene, which causes
a deficiency of the enzyme GRHPR.'®3 The lack of GRHPR prevents glyoxylates conversion to
glycolate, leading to an excess amount of glyceric acid and Oxalic acid @).'

D-glyceric aciduria is another genetic disorder associated with elevated glyceric acid and
is caused by the deficiency of glycerate 2-kinase, though this disease is not well studied at
this time. 164

Note: This test is not diagnostic for genetic conditions, and specialized genetic testing may be
warranted if a disorder is suspected.

Additional Insights

Dietary: High fructose or fat intake can metabolize into glyceric acid.”™® Metabolism of glycerol
containing foods or beverages can form intermediate glyceric acid, before reacting with
aldehyde dehydrogenase to generate glyceraldehyde. ¢
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Associated Conditions: Elevated glyceric acid has been shown to induce pancreatic islet cell
damage, inducing glucose intolerance.™® It has also been associated with rheumatoid arthritis,
schizophrenia, and bipolar disorder, though the mechanism has yet to be explained.™"°

Low Values There is no known clinical significance for low values.

L

( R
GchoIicAcid L @) Q@

Glycolic acid is a small alpha-hydroxy acid involved in various metabolic pathways. Increased
levels have been attributed to several different causes including overgrowth of bacteria and
fungi, exposures to certain toxicants such as ethylene glycol (antifreeze), polyglycolate (PGA),
and trichloroacetic acid, reduced B6 and glutathione levels, the use of supplemental collagen or
skincare products, and certain rare genetic diseases.™'%¢"7" Regardless of the source, elevated
levels in urine have been associated with oxidative stress.'®’

Microbial Overgrowth (Fungal and Bacteria)

Elevated glycolic acid, may result from overgrowth of fungi or other organisms.™: It is theorized
that elevated glyceric acid may stem from the intestinal microbes’ glyoxalate pathway,

where excess glyoxylate can convert to glycolic acid.”™ 172 Other microbes shown to produce
glycolic acid directly, include Acetobacter, Escherichia, Cryptococcus, Rhodococcus, and
Saccharomyces.'>>1¢7

Refer to Microbial Overgrowth Tables for corresponding metabolites and patterns.

Toxic Exposure

Ethylene glycol, found in anti-freeze, can be metabolized into glycolic acid, as well as Oxalic acid
@), Lactic acid @), and Pyruvic acid @3).7¢¢

In addition, glycolic acid can be used as a component for creating polyglycolate (PGA), which
is a synthetic polymer used in sutures and implantable medical devices.’®”'”3 It can also be a
metabolite of trichloroacetic acid exposures from certain metals, plastics, or dermatological
agents to treat warts, dermal peeling or tattoo removal.”* Oxalic acid @) is also a metabolite of
exposure and may help with evaluation.*

Refer to the Toxin Exposure Tables for corresponding metabolites and patterns.

Nutritional Needs

The enzyme alanine:glyoxylate aminotransferase (AGT), which prevents excess glycolic acid
buildup, is B6-dependent.'®

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with that nutrient.

Moreover, oxidative stress depletes glutathione (GSH), which normally helps convert glycolic
acid into less harmful compounds. When GSH is low, glycolic acid is diverted to oxalate
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production, increasing oxalic acid levels. Evaluate Pyroglutamic acid (58) for further clarification
if GSH could be a factor.™?

Primary Hyperoxaluria Type 1 (PH1) is caused by mutations in the AGXT gene, leading to
a defect in the liver specific enzyme AGT."' This enzyme impairs the ability to break down
oxalates, increasing levels of glycolic and Oxalic acids @).7175

Furthermore, glycolic aciduria, another genetic condition linked to type 1 primary
hyperoxaluria, can result from HAO1 gene mutations affecting glycolate oxidase or D-glycerate
dehydrogenase, disrupting glycolic acid metabolism."*

Note: This test is not diagnostic for genetic conditions, and specialized genetic testing may be
warranted if a disorder is suspected.

Additional Insights

Medications/Supplement Influences: Supplemental collagen can contribute significantly to
urinary glycolic acid due to hydroxyproline metabolism.”° Dermal applications that use glycolic
acid, such as certain facial regimens or chemical peels, may increase output of glycolic acid in
the urine."”’

Associated Conditions: Lipid peroxidation and protein glycation produce glyoxal, which is
metabolized into glycolic acid.* Elevated levels may indicate increased oxidative stress."®

Low Values There is no known clinical significance for low values.

(o3 3 . &
(@ Oxalic Acid ﬁéﬁ

Oxalates, the anionic form of oxalic acid, are naturally occurring compounds that can form
crystalline structures when combined with a cation (e.g. calcium, lead, etc.)."”? Various organisms
such as plants and fungi produce them for structure, defense, and function, but they are also
a normal part of human metabolism.'®8" Molds and yeasts can produce oxalates directly and
indirectly, respectively, while beneficial bacteria such as Oxalobacter formigenes help break them
down.™®9182 Additionally, exposure to certain toxicants such as ethylene oxide, ethylene glycol,
and trichloroacetic acid can increase levels in the urine. When consumed from oxalate containing
plants (e.g. spinach, soy, beets, tea. etc.), soluble and unbound oxalates are either absorbed in
the colon or bind to minerals like calcium and form insoluble compounds in the intestinal lumen,
followed by excretion in feces.'®8* Oxalates' ability to bind essential minerals may contribute
to deficiencies, while factors like vitamin Bé insufficiency, fat malabsorption, high-oxalate food
consumption, collagen supplementation, and certain medications can further impact oxalate
excretion. 70179185186 Regardless of source, in humans, excessive oxalates can potentially cause
systemic problems and have been associated with numerous health conditions involving pain

| and inflammation. "7 )
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Microbial Overgrowth (Fungal and Bacteria)

Oxalic acid can be elevated due to indirect or direct production from various organisms.'8%12
Mold, particularly Aspergillus niger and Penicillium spp, have been shown to produce oxalates
directly, while certain yeast such as Candida spp and Saccharomyces spp, produce glyoxylate
via the glyoxylate pathway, which is then processed into either oxalates, glycine, glycerate
and g|yco|ate .40,172,180,181,195»197

Certain beneficial bacteria, including Oxalobacter formigenes, Lactobacillus plantarum, L.
acidophilus, L. fermentum, L. gastricus, Bifidobacterium breve, and B. longum, are known to be
oxalotrophic, meaning they metabolize oxalates as a source of carbon and electrons.'®°

An imbalance in beneficial gut bacteria can disrupt oxalate breakdown, leading to increased
absorption from the gut and excess oxalates being filtered through urine instead of excreted
in stool.'®

Refer to Microbial Overgrowth Tables for corresponding metabolites and patterns.

Toxic Exposure

Ethylene oxide, or its hydrolyzed form ethylene glycol, can both metabolize to oxalic acid.'”®
These toxicants can be found in various plastics, cosmetics, the food industry, stain removers,
and antifreeze.’”® Additionally, trichloroacetic acid exposures through metals, plastics, or
dermatological agent to treat warts, dermal peeling or tattoo removal, can contribute to oxalic
acid in the urine. Glycolic acid @0) can also be a metabolite generated from both ethylene glycol
and trichloroacetic acid exposures and may help with interpretation.’* If mold is a suspected
source of oxalates, mycotoxin exposure may also need to be considered.'

Refer to the Toxin Exposure Tables for corresponding metabolites and patterns.

Nutritional Needs

High amounts of oxalates may contribute to mineral deficiencies due to their high affinity for
certain minerals like calcium, magnesium, and iron.’”

Insufficiencies in Vitamin Bé (pyridoxine) can cause glyoxylate to favor the oxalate pathway
instead of glycine, so elevations in oxalic acid may be related to low B6.'®

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with those nutrients.

Additionally, elevated urinary oxalate levels may be influenced by fat malabsorption, as
unabsorbed fats bind calcium, increasing soluble oxalate absorption.'® Fat malabsorption can
influence the status of fat-soluble vitamins, including Vitamins A, D, E, and K. Phosphoric acid
can be influenced by Vitamin D levels, and may help support running a serum Vitamin D,
25-Hydroxy.”?

Genetics

Rare genetic hyperoxalurias, types | and Il can both causes elevated urinary oxalic acid.’®
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Type 1is usually associated with elevated Glycolic acid @9, while type Il is associated with
elevated Glyceric acid (9.7

Aside from type | and Il hyperoxalurias, other genetic SNPs have been shown to influence
calcium oxalate formations. The UMOD gene codes for uromodulin, which inhibits calcium
crystals in the urine.?® A SNP in this gene may increase oxalate formation risk and potentially
be worsened by a SPP1 variant. 2°° The calcium-sensing receptor (CaSR) gene codes for a
receptor that senses extracellular calcium levels in the kidneys and has been shown to promote
calcium oxalate crystal adhesion.?" The SLC26A4 gene provides instructions for making
pendrin, which transports negative particles across cell membranes and influences mineral
properties, and may consequently increase calcium oxalate formation, particularly in the
vestibular system.?%2

Note: This test is not diagnostic for genetic conditions, and specialized genetic testing may be
warranted if a disorder is suspected.

Additional Insights

Dietary: Elevations can be caused by consumption of high oxalate foods including spinach

and other various greens, soy, beets, sweet potato, variety of berries, cocoa, black tea, nuts
(especially almonds), tea, and various grains.'829 This is not an exhaustive list, but it should be
noted, oxalate abundance in food has biological variation including cultivation practices, time of
harvest, and growing conditions, as well as cooking methods and amount consumed.?%*

Medication/ Supplement Influences: Supplemental collagen can contribute to elevated urinary
oxalic acid and glycolic acid 20 due to hydroxyproline metabolism. Although studies on high
doses of vitamin C (>500-1500 mg/day) contributing to oxalic acid are conflicting, ascorbate'’s
conversion to oxalate can be upregulated in the presence of high copper.7%205208 Associated
markers for Vitamin C 64) as well as HVA/VMA ratio G5), which is influenced by copper, may
provide additional insights.'”°

Associated Conditions: High oxalate levels have been linked to numerous conditions involving
orthopedic, urogenital, cardiovascular, ocular, neuromuscular, skeletal, dental, pulmonary,
neurological, endocrine, and gastrointestinal systems. 87174

Low Values There is no known clinical significance for low values.
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MITOCHONDRIAL METABOLITES

Figure 3:
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This diagram presents key markers involved in glycolysis, fatty acid oxidation, and
mitochondrial energy production, as depicted in the metabolic pathway diagram. Glucose

is metabolized through glycolysis to pyruvic acid, which may convert to lactic acid or enter

the mitochondria as acetyl-CoA to fuel the citric acid (Krebs) cycle. Fatty acids, shuttled into
mitochondria via carnitine, are also oxidized to generate acetyl-CoA, supporting further energy
production. As the cycle progresses through intermediates, such as aconitic, 2-oxoglutaric,
succinic, fumaric, and malic acids, electrons are transferred to the electron transport chain

(ETC), driving ATP synthesis.

The diagram also maps how organic acid levels can reflect underlying enzymatic function,
highlighting areas of dysfunction and their potential causes. Inhibitors like heavy metals

or mycotoxins, and deficiencies in cofactors such as vitamins and minerals, can impair key
enzymes involved in these pathways. Metabolites shown in red and green, represent measured
organic acids in the report, and are dynamic based on abnormal or normal values, respectively.
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Lactic acid is primarily produced in the cytoplasm when mitochondrial oxidative phosphorylation
is impaired, causing a shift toward anaerobic glycolysis. Elevations can indicate mitochondrial
dysfunction, especially when seen with other mitochondrial metabolites.?*? It may also be
produced by various microbes—including E. coli, Streptococcus, and Saccharomyces—suggesting
possible dysbiosis.?*??"° Environmental toxins like cadmium, mercury, and mycotoxins can impair
enzymes such as pyruvate dehydrogenase or lactate dehydrogenase, further contributing to
lactic acid buildup.?"?"” Nutrient insufficiencies in CoQ10, zinc, iron, or B vitamins may also drive
elevations by impairing energy metabolism or increasing anaerobic glycolysis.??*%?? In rare cases,
genetic mitochondrial disorders or certain medications may be involved, while elevated levels are
L also associated with hypoxia, diabetes, and other chronic conditions.20%220-222

Microbial Overgrowth

Lactic acid can be produced by many different microbial organisms including Escherichia coli,
Pseudomonas aeruginosa, Klebsiella pneumonia, Enterococcus faecalis, Streptococcus group B,
Bacillus, Saccharomyces cerevisiae, Rhizopus spp., and more 209210

Refer to Microbial Overgrowth Tables for corresponding metabolites and patterns.

Mitochondrial Health

Elevations, especially in the presence of other mitochondrial metabolite elevations can indicate
issues with overall mitochondrial health and energy production.

For more insight into mitochondrial health, reference the other mitochondrial markers ¢2-32)
and fatty acid oxidation markers @5)-@9).

Toxic Exposure

Cadmium, mercury, and antimony can impact enzymes such as pyruvate dehydrogenase
(PDH), pyruvate carboxylase and lactate dehydrogenase (LDH).?""?"® These heavy metals can
interfere with enzyme function in several ways, typically by binding to thiol (sulfhydryl) groups
in proteins or disrupting the enzymes' normal cofactors, leading to altered activity. Mycotoxins
can induce hypoxia through various mechanisms which can increase lactic acid levels.?"

Refer to the Toxin Exposure Tables for corresponding metabolites and patterns.

Nutritional Needs

Without sufficient CoQ10, the electron transport chain cannot function appropriately and may
increase lactic acid levels.??* Zinc deficiency can also lead to increased lactate dehydrogenase
activity promoting the conversion of pyruvate to lactate. Insufficient zinc also disrupts
mitochondrial function leading to an increased reliance on anaerobic glycolysis and therefore
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increasing lactic acid levels.??422>With low iron levels or in an anemic state, tissue hypoxia
may be induced and can increase lactic acid levels.??*2?> | actic acidosis may be caused by B1
(thiamine) deficiency.??” When B3 levels are low, NAD+ levels decrease, leading to an impaired
conversion of pyruvate to lactate by lactate dehydrogenase, thereby increasing lactic acid
formation 228227

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with those nutrients.

Some rare metabolic disorders may cause increased incidence of lactic acidosis due to defects
in enzymes involved in carbohydrate metabolism and/or mitochondrial function. These
disorders may include, among others, pyruvate dehydrogenase or pyruvate carboxylase
deficiency, fumarase deficiency, or defects in the electron transport chain.?30-23

For additional insight into rare mitochondrial disorders, reference pyruvic acid @3, succinic acid

@), and fumaric acid @).

Note: This test is not diagnostic for genetic conditions, and specialized genetic testing may be
warranted if a disorder is suspected.

Additional Insights

Medication/Supplement Interactions: In some cases, a few medications may increase lactate
levels, such as metformin (especially in those with renal impairment), aspirin, and nucleoside
reverse transcriptase inhibitors (NRTIs) used in HIV treatment.?29.21

Associated Conditions: Lactic acid buildup may result in cases of tissue hypoxia or
hypoperfusion, such as with intense activity or exercise, with low iron levels or in an anemic
state, in sleep-related breathing disorders such as sleep apnea, or with pulmonary or cardiac
dysfunction 209226233234 |ncreased lactic acid levels may occur with insulin or blood sugar
dysregulations such as hyperglycemia or in the case of diabetes mellitus. This occurs due to
high glucose levels increasing the rate of glycolysis and subsequent levels of pyruvate and
lactate. Hyperglycemia may also impair the oxidation of lactate, leading to its accumulation.?®
Lactic acid levels can be elevated in conditions like liver disease, alcohol dependence,

seizure disorders, and severe infections due to impaired lactate clearance, increased lactate
production, and metabolic disruptions.???

Low Values There is no known clinical significance for low values.
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(@ Pyruvic acid @ @i ﬁé{%

Pyruvic acid is produced during glycolysis and, depending on oxygen availability, is either
converted into acetyl-CoA in the mitochondria or lactic acid under anaerobic conditions.?3
Elevated pyruvate levels can indicate mitochondrial dysfunction or be associated with prolonged
fasting, exercise, or certain toxic exposures (e.g., cadmium, mercury, antimony).?'1-217237,238
Nutrient deficiencies in vitamins B1, B2, B3, B5, and magnesium can also lead to increased
pyruvate levels.??72% In rare genetic disorders, pyruvate accumulation may occur. Additional
factors such as liver damage, alcoholism, and certain diets may also contribute to elevated
L pyruvate,240-24>

Mitochondrial Health

Elevations, especially in the presence of other mitochondrial metabolite elevations, can indicate
issues with overall mitochondrial health and energy production.

Pyruvate levels also may increase through the Cabhill cycle during prolonged fasting and
exercise. In the liver, alanine derived from muscle is converted to pyruvate, which is then
used to produce glucose via gluconeogenesis. This process helps maintain blood glucose
levels when glycogen stores are low and supports energy production during physical activity,
elevating pyruvate levels in the process.?3"23#

For more insight into mitochondrial health, reference the other mitochondrial markers @2-32)
and fatty acid oxidation markers @5)-@s).

Toxic Exposure

Cadmium, mercury, and antimony can impact enzymes such as pyruvate dehydrogenase
(PDH) and pyruvate carboxylase.?’?"” These heavy metals can interfere with enzyme function
in several ways, typically by binding to thiol (sulfhydryl) groups in proteins or disrupting the
enzymes' normal cofactors, leading to altered activity.

Refer to the Toxin Exposure Tables for corresponding metabolites and patterns.

Nutritional Needs

The conversion of pyruvic acid to acetyl-CoA by the pyruvate dehydrogenase complex (PDC)
requires several essential cofactors vitamin B1 (Thiamine pyrophosphate), B2 (FAD), B3 (NAD+),
B5 (coenzyme A), lipoic acid and magnesium. Deficiencies of these nutrients can cause an
elevation of pyruvic acid.??”2¥

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with those nutrients.

Several rare metabolic disorders, including pyruvate dehydrogenase deficiency and disorders
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of sugar metabolism, can cause pyruvate accumulation due to defects in enzymes that
normally convert pyruvate to other metabolites (e.g., acetyl-CoA, oxaloacetate). The common
clinical feature is lactic acidosis, with symptoms ranging from developmental delays to muscle
weakness and neurological issues. Proper diagnosis typically involves biochemical assays and
genetic testing to identify the specific enzyme deficiencies or genetic mutations involved.?40.24¢

Note: This test is not diagnostic for genetic conditions, and specialized genetic testing may be
warranted if a disorder is suspected.

Additional Insights

Dietary Influences: Pyruvic elevations can be caused by consuming a high-fat, low-
carbohydrate diet or high-sucrose diet. 24424

Associated Conditions: Pyruvic acid levels may be elevated in conditions associated with liver
damage or alcoholism. 241243

Low Values There is no known clinical significance for low values

CITRIC ACID CYCLE METABOLITES

2
Succinic acid

Succinic acid plays a key role in the Citric Acid Cycle and the electron transport chain, where
it is oxidized to fumarate (fumaric acid) via succinate dehydrogenase (SDH), also known as
mitochondrial Complex II. SDH is the only enzyme that participates in both the Citric Acid Cycle
and the Electron Transport Chain (ETC), giving insights into both pathways.?*” Elevated levels can
indicate mitochondrial dysfunction, Microbial Overgrowth, or toxic exposures, such as heavy
metals or certain fungicides.?*82>8 Deficiencies in nutrients such as iron, riboflavin (B2), and
CoQ10 can also contribute to increased succinic acid levels.??2? Low succinic acid levels are
possible in rare metabolic disorders such as SSADH deficiency, and in theory could be reflective
of impaired glycolysis, fatty acid oxidation, or vitamin B12 deficiency, all of which could reduce
acetyl-CoA or succinyl-CoA availability for the citric acid cycle though evidence in the scientific

| literature is limited.?>2¢¢ )

Microbial Overgrowth

Imbalances in the gut microbiota are linked to higher levels of succinic acid, with conditions like
inflammatory bowel disease and obesity showing increased levels due to shifts in succinate-
producing and consuming bacteria. Dysbiosis, marked by an overgrowth of succinate-
producing bacteria such as Prevotellaceae and Veillonellaceae, is associated with higher
circulating succinate levels. Elevated succinate levels are also observed in animal models

of intestinal inflammation and in patients with severe systemic inflasmmatory response
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syndrome (SIRS), suggesting that gastrointestinal dysbiosis plays a role in various pathological
conditions.?”"%* Fungi also produce succinic acid mainly through the Citric Acid Cycle, with
anaerobic conditions or respiratory chain inhibition prompting the use of the reductive Citric
Acid Cycle. Fungi like Penicillium simplicissimum and Aspergillus saccharolyticus produce
succinate via fumarate reductase. Saccharomyces cerevisiae also produces succinic acid
through both branches of the TCA cycle during anaerobic fermentation, with the reductive
branch being the primary pathway.?¢-?0

Refer to Microbial Overgrowth Tables for corresponding metabolites and patterns.

Mitochondrial Health

Elevated succinic acid may indicate impaired activity of succinate dehydrogenase (SDH), a key
enzyme that links the Citric Acid Cycle and electron transport chain (ETC) at Complex |].248-20
This disruption can create a bottleneck in electron flow, leading to reduced ATP production and
increased oxidative stress.?”"?’2 Succinate accumulation also reflects shifts in the mitochondrial
redox state and can signal broader dysfunction in mitochondrial energy metabolism.?7327#
Elevations, especially in the presence of other mitochondrial metabolite elevations can indicate
issues with overall mitochondrial health and energy production.

For more insight into mitochondrial health, reference the other mitochondrial markers @2)-32)
and fatty acid oxidation markers @5)-@s).

Toxic Exposures

The succinate dehydrogenase enzyme is particularly vulnerable to toxic exposures that inhibit
its function and can therefore increase succinic acid levels. Aluminum has been found to
reduce the activity and expression of succinate dehydrogenase. Cadmium impairs enzymatic
function by disrupting the electron transport chain, particularly at complexes Il and lll, while also
promoting the production of reactive oxygen species (ROS).?>>%*¢ A class of fungicides known
as succinate dehydrogenase inhibitors (SDHIs) includes boscalid and fluxapyroxad among
others and are used widely in agriculture and inhibit succinate dehydrogenase activity which
may increase succinic acid levels.?”?%8 Various mycotoxins, particularly Aflatoxin BT (AFB1),

has been demonstrated to inhibit succinate cytochrome c reductase, a part of the succinate
dehydrogenase complex and potentially leading to an increased level of succinic acid as well as
compromised mitochondrial function.?’>

Refer to the Toxin Exposure Tables for corresponding metabolites and patterns.

Nutritional Needs

Succinate dehydrogenase contains three iron-sulfur clusters, making iron essential for proper
electron transfer during the conversion of succinic acid to fumaric acid. In iron-deficient states,
succinic acid may increase.?*”?¢° FAD, which is synthesized by vitamin B2 (riboflavin), supports
the activity of succinate dehydrogenase. In riboflavin deficiency, succinate dehydrogenase
activity decreases, and succinic acid levels increase.?' CoQ10 accepts electrons from succinate
dehydrogenase, enabling the electron transport chain to continue and prevents the buildup of
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succinate. Research shows that CoQ10 can also protect succinate dehydrogenase activity from
being inhibited by L-malate.?¢?

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with those nutrients.

Rare causes of elevated succinic acid include mitochondrial mutations, which can result
from changes in nuclear or mitochondrial DNA affecting mitochondrial proteins, such as in
Kearns-Sayre syndrome.?’

Note: This test is not diagnostic for genetic conditions, and specialized genetic testing may be
warranted if a disorder is suspected.

Additional Insights

Medication/ Supplement Interactions: Succinic acid is a byproduct of gamma-aminobutyric
acid (GABA), and supplementation, as well as derivatives such as gabapentin, may
increase levels.?7278

Associated Conditions: Lipopolysaccharides (LPS) increase succinic acid levels by triggering
a metabolic shift in macrophages, boosting glycolysis and glutamine-dependent anaplerosis,
which stabilizes HIF-1a and promotes inflammation.?’?28% Under hypoxic conditions, succinate
dehydrogenase activity is reversed, leading to the production of succinic acid, which is
transported to oxygen-rich tissues.?®' Elevated succinic acid levels are also found in autism
spectrum disorder (ASD), linked to mitochondrial dysfunction and metabolic disturbances.
Additionally, changes in the gut microbiome in ASD may contribute to increased succinic acid
production and metabolism.282283

Low Values

Mitochondrial Health: Theoretically, impaired glycolysis or fatty acid oxidation
could lead to less acetyl-CoA entering the citric acid cycle and therefore, decreasing
intermediate levels.26426>

For more insight into mitochondrial health, reference the other mitochondrial markers 22-32).

Nutrient Needs: Vitamin B12 is crucial for the enzyme methylmalonyl-CoA mutase, which
converts methylmalonyl-CoA to succinyl-CoA. When vitamin B12 is deficient, methylmalonyl-
CoA mutase activity is impaired, causing an accumulation of methylmalonic acid and a
decrease in succinyl-CoA production. As succinyl-CoA is a precursor to succinic acid in the
Citric Acid Cycle, this deficiency could possibly lead to lower succinic acid levels.?%

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with that nutrient.

Genetics: In the rare disorder known as Succinic semialdehyde dehydrogenase (SSADH) I
deficiency, the enzyme SSADH, which is involved in the breakdown of GABA to succinic acid ’
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via the intermediate succinic semialdehyde, is absent, and GABA is alternatively converted to
GHB while succinic acid levels fall. For additional insights, refer to 4-hydroxybutyric acid @5).2¢3 5

Associated Conditions: Succinic acid levels are lower in individuals with attention-deficit/
hyperactivity disorder (ADHD), possibly in part due to the impact of antibiotics and stimulant
medications on Gl microbiota and short-chain fatty acid (SCFA) production. Age also
influences SCFA profiles, with children showing different patterns from adults. Disruptions

in the microbiota-gut-brain axis, influenced by diet, medication, and antibiotic use, may
contribute to these lower succinic acid levels and the psychiatric symptoms in ADHD. 84

\.

-
@ Fumaric acid

Fumaric acid is a key intermediate in the Citric Acid Cycle, produced from succinic acid by
succinate dehydrogenase (SDH) and then converted to malic acid by the enzyme fumarase.?>
Elevated fumaric acid levels may indicate mitochondrial dysfunction, toxic exposure (e.g.,

to metals such as aluminum, mercury, and cadmium), or metabolic changes in immune
cells.?828 |ron is essential for the proper function of fumarase and succinate dehydrogenase,
and deficiencies can lead to elevated fumaric acid.??2¢92%? Fumaric acid and its derivatives have
therapeutic potential, particularly in treating neurodegenerative diseases due to their antioxidant
and anti-inflammatory properties.?8270291 | ow fumaric acid levels, in theory, may result from
impaired glycolysis, fatty acid oxidation, or toxic exposures that inhibit key enzymes in the Citric
ACld Cyc|e.255-258,264,265,275

Microbial Overgrowth

Fumaric acid is a metabolite of Aspergillus.?®
Refer to Microbial Overgrowth Tables for corresponding metabolites and patterns.

Mitochondrial Health

Elevations, especially in the presence of other mitochondrial metabolite elevations, can indicate
issues with overall mitochondrial health and energy production.

For more insight into mitochondrial health, reference the other mitochondrial markers @2-G2)
and fatty acid oxidation markers @5-@9).

Toxic Exposure

Some metals inhibit fumarase activity, especially by way of interfering with iron metabolism
or targeting the iron-sulfur clusters of the enzyme, leading to inactivation or downregulation.
Metals that impact fumarase include aluminum, gallium, silver, mercury, cadmium, and zinc,
which can all lead to elevated levels of fumaric acid.?®¢?®” Fumaric acid is also a metabolite

of Aspergillus.?>
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Refer to the Toxin Exposure Tables for corresponding metabolites and patterns.

Nutritional Needs

Iron is important in the proper functioning of iron-sulfur cluster-containing enzymes such as
fumarase.?®” Low iron levels can impair the enzymatic function of fumarase and lead to elevated
levels of fumaric acid. However, succinate dehydrogenase also contains three iron-sulfur
clusters, making iron essential for proper electron transfer during the conversion of succinic
acid to fumaric acid.?%2¢0

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with that nutrient.

Additional Insights

Benefits: When immune cells are activated, they undergo metabolic changes, including
increased glycolysis and glutaminolysis, which lead to fumaric acid accumulation and
epigenetic reprogramming, key to trained immunity.?®® Fumarase can translocate to the nucleus
in response to DNA damage, potentially acting as a tumor suppressor and contributing to
elevated fumaric acid levels.??° Additionally, fumaric acid esters activate the Nrf2 pathway,
reducing oxidative stress and neuroinflammation, with potential therapeutic benefits.?”

Low Values

Mitochondrial Health: Theoretically, impaired glycolysis or fatty acid oxidation could lead
to less acetyl-CoA entering the citric acid cycle and therefore, decreasing intermediate
levels.264265

For more insight into mitochondrial health, reference the other mitochondrial markers @2)-G2).

Toxic Exposure: The succinate dehydrogenase enzyme is particularly vulnerable to certain
toxic exposures that inhibit its function and can therefore potentially lower fumaric acid levels,
though this is theoretical. Aluminum has been found to reduce the activity and expression of
succinate dehydrogenase. Cadmium impairs enzymatic function by disrupting the electron
transport chain, particularly at complexes Il and Ill, while also promoting the production of
reactive oxygen species (ROS).?>>%¢ A class of fungicides known as succinate dehydrogenase
inhibitors (SDHIs) includes boscalid and fluxapyroxad among others and are used widely in
agriculture and inhibit succinate dehydrogenase activity, which may decrease fumaric acid
levels.?”258 Various mycotoxins, particularly, Aflatoxin B1 (AFB1) has been demonstrated to
inhibit succinate cytochrome c reductase, a part of the succinate dehydrogenase complex
and potentially leading to an increased level of succinic acid as well as compromised
mitochondrial function.?”®

Refer to the Toxin Exposure Tables for corresponding metabolites and patterns.
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Malic acid is an important metabolite in the Citric Acid Cycle, helping with energy production
by transferring reducing equivalents in aerobic conditions and assisting glycolysis in
anaerobic conditions.?”? Elevated malic acid levels can result from Microbial Overgrowth,
mitochondrial dysfunction, or toxic exposures such as arsenic and cadmium, which inhibit
malate dehydrogenase.02722%7 Nutrient deficiencies, particularly in vitamin B3, which is
essential for malate dehydrogenase function, can also lead to increased malic acid levels.?7827
Malic acid is found in foods such as apples and wines and is sometimes used in supplements
or medications.??23%0301 | ow levels, in theory, could result from impaired metabolism,

magnesium deficiency, or certain heavy metals that inhibit key enzymes in the Citric Acid
Cy(:|e'264,265,286,287,302,303

Microbial Overgrowth

LPS from Gram-negative bacteria promotes the growth of organic acid-producing bacteria,
influencing metabolism and byproducts. Overgrowth increases malic acid production via MleR-
reqgulated pathways, enhancing acid tolerance and further stimulating malic acid synthesis.??3274
Fungi such as Aspergillus and Penicillium can also produce malic acid.??22??° Additionally,
citramalic acid (*) from fungus has the potential to inhibit malic acid utilization in the Citric Acid
Cycle, causing interference leading to elevations in malic acid.

Refer to Microbial Overgrowth Tables for corresponding metabolites and patterns.

Mitochondrial Health

Elevations, especially in the presence of other mitochondrial metabolite elevations, can indicate
issues with overall mitochondrial health and energy production.

For more insight into mitochondrial health, reference the other mitochondrial markers 22-32)
and fatty acid oxidation markers @5)-@s).

Toxic Exposure

Arsenic and cadmium can both inhibit malate dehydrogenase activity, disrupting the citric acid
cycle and electron transport chain, leading to increased malic acid levels.??¢??” Mycotoxins from
Aspergillus and Penicillium have also been shown to influence malic acid levels.?722%

Refer to the Toxin Exposure Tables for corresponding metabolites and patterns.

Nutritional Needs

NAD*, derived from Vitamin B3, is the main cofactor for the enzyme malate dehydrogenase,
serving as an electron acceptor in the conversion of malate to oxaloacetate. The enzymatic
function is highly dependent on the presence of NAD", as it enables the transfer of electrons
during the catalytic reaction.?”82%? Without adequate B3, malic acid levels may increase.

RETURN TO TABLE OF CONTENTS Page 51 of 222



o 0
S0 %, OAT

... .0. ORGANIC ACIDS TEST

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with that nutrient.

Additional Insights

Dietary Influences: Malic acid is a tart-tasting organic acid in some wines and foods such as
apples, especially contributing to the sourness of green apples.?”

Medication/ Supplement Interactions: Malic acid can be used in medications such as
almotriptan malate for migraines or supplements such as Super Malic used in fibromyalgia.30%3°"

Associated Conditions: Oxidative stress can also increase malic acid levels as part of a broad
metabolic response and the associated mitochondrial dysfunction.?%4

Low Values

Mitochondrial Health: Theoretically, impaired glycolysis or fatty acid oxidation
could lead to less acetyl-CoA entering the citric acid cycle and therefore, decreasing
intermediate levels.26426>

For more insight into mitochondrial health, reference the other mitochondrial markers @2-32).

Toxic Exposure: Some metals inhibit the fumarase activity, especially by way of interfering
with iron metabolism or targeting the iron-sulfur clusters of the enzyme, leading to
inactivation or downregulation. Metals that impact fumarase include aluminum, gallium,
silver, mercury, and zinc, which can all lead to decreased levels of malic acid.?#?%” Although
cadmium can inhibit both malate dehydrogenase and fumarase, it has a stronger effect on
inhibiting fumarase, which could conceptually reduce malic acid levels.3%

Refer to the Toxin Exposure Tables for corresponding metabolites and patterns.

Nutritional Needs: Magnesium can boost the activity of MDH by stabilizing the enzyme's
structure and playing a role in the catalytic process, hypothetically decreasing malic
acid levels.302

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with that nutrient.

Associated conditions: Some studies have shown that only tissue malate is depleted after
intense physical activity, while other crucial metabolites from the Citric Acid Cycle required for
energy production remain unaffected. As a result, a malic acid deficiency has been proposed
as a primary cause of physical exhaustion.???
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r@ 2-Oxoglutaric acid @q

2-Oxoglutaric acid, produced from isocitrate by isocitrate dehydrogenase in the Citric Acid Cycle,
is crucial for energy production.®® Elevated levels of 2-oxoglutaric acid can indicate mitochondrial
dysfunction, microbial overgrowth, or nutrient deficiencies, particularly in vitamins B1, B2, B3,
B5, and magnesium, which are essential for its metabolism.3%>3% Rare genetic disorders, such

as fumarase deficiency, may also cause increased levels.?% 2-Oxoglutaric acid plays a key role in
nitrogen scavenging, protein synthesis, and collagen production, and is essential for bone tissue
formation.3% Low levels, in theory, may result from manganese deficiency, impaired glycolysis, or
fatty acid oxidation. 264265307

J

Microbial Health

Some evidence has been found supporting 2-oxoglutaric acid production by some bacteria
(Corynebacterium glutamicum) and yeasts. 305306

Refer to Microbial Overgrowth Tables for corresponding metabolites and patterns.

Mitochondrial Health

Elevations, especially in the presence of other mitochondrial metabolite elevations, can indicate
issues with overall mitochondrial health and energy production.

For more insight into mitochondrial health, reference the other mitochondrial markers 22-32)
and fatty acid oxidation markers @5)-@s).

Nutritional Needs

Vitamins B1 (thiamine, precursor of TPP), B2 (riboflavin, precursor of FAD), B3 (niacin,
precursor of NAD+), B5 (pantothenic acid, a component of CoA), and calcium are essential for
alpha-ketoglutarate dehydrogenase function.?%” Lipoic acid supports the enzyme’s oxidative
decarboxylation of 2-oxoglutaric acid, while magnesium stabilizes the enzyme complex and
aids TPP binding. Deficiencies in these nutrients may elevate 2-oxoglutaric acid levels.307308310
Additionally, elevated zinc levels may inhibit alpha-ketoglutarate dehydrogenase, further
increasing 2-oxoglutaric acid levels.?"

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with those nutrients.

2-oxoglutaric elevations may be linked to fumarase deficiency and 2-ketoglutarate
dehydrogenase complex deficiency, both of which are rare inherited metabolic disorders.?%

Note: This test is not diagnostic for genetic conditions, and specialized genetic testing may be
warranted if a disorder is suspected.
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Additional Insights

Medication/ Supplement Interactions: Supplemental alpha-ketoglutarate may also
increase values.?%

Associated Conditions: Both liver and kidney dysfunction or diseases may alter the activity of
alpha-ketoglutarate dehydrogenase, leading to increased levels of 2-oxoglutaric acid.'? Alpha-
ketoglutarate dehydrogenase is sensitive to downregulation in the presence of reactive oxygen
species (ROS) and under oxidative stress.?”* Conditions with elevated glutamate levels, such

as cerebral ischemia, may lead to increased production of 2-oxoglutaric acid, serving as an
alternative energy source for the Citric Acid Cycle during energy-deprived states.™

Benefits: 2-oxoglutaric acid acts as a nitrogen scavenger and a precursor to glutamate and
glutamine, enhancing protein synthesis and inhibiting degradation in muscles. It supports
bone tissue formation and is essential for collagen production by aiding proline hydroxylation.
Additionally, it promotes the differentiation of regulatory T-cells.?%

Low Values

Mitochondrial Health: Impaired glycolysis or fatty acid oxidation could hypothetically lead
to less acetyl-CoA entering the citric acid cycle and therefore, decreasing intermediate
levels.264265

For more insight into mitochondrial health, reference the other mitochondrial markers 22-32).

Nutritional Needs: Manganese has been shown to inhibit the activity of glutamate
dehydrogenase (GDH), the enzyme responsible for converting glutamate into 2-oxoglutaric
acid, potentially leading to decreased levels.3%’

( Aconitic acid

Aconitic acid is formed as an intermediate between citrate and isocitrate, where the enzyme
aconitase catalyzes the conversion of citrate to aconitic acid and then aconitic acid to
isocitrate.’™ The enzyme requires variable cofactors, including an iron-sulfur cluster, for its
activity and is sensitive to oxidative and nitrative stress, which can lead to elevated aconitic

acid levels in the step from aconitic acid to isocitric acid.?'*3"” Elevated aconitic acid can

indicate mitochondrial dysfunction, toxic exposures (such as arsenic, aluminum, or fluoride),

or nutrient deficiencies, particularly in iron.3'¢322 Glutathione can protect aconitase from stress-
induced inhibition, and iron deficiency can impair its function, leading to increased aconitic

acid levels.?'*3" Impaired glycolysis or fatty acid oxidation theoretically could result in decrease
aconitic acid levels due to reduced acetyl-CoA availability in the citric acid cycle, though evidence

H H H 264,265
L is limited. J
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Mitochondrial Health

Elevations, especially in the presence of other mitochondrial metabolite elevations, can indicate
issues with overall mitochondrial health and energy production.

For more insight into mitochondrial health, reference the other mitochondrial markers @2)-32)
and fatty acid oxidation markers @5-@s).

Toxic Exposure

Toxic exposures, such as arsenic, aluminum, and tin, can inhibit aconitase activity and lead to
an increase in aconitic acid levels.3'®320 High intake of fluoride may also cause increased aconitic
acid levels.3?

Refer to the Toxin Exposure Tables for corresponding metabolites and patterns.

Methylation/Detoxification

Aconitase is particularly susceptible to stress and may become inhibited under conditions
of oxidative and nitrative stress, leading to increased aconitic acid levels. Glutathione can
modulate the inactivity and protect the enzymatic activity."”

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with glutathione.

Nutritional Needs

Aconitase enzymatic function is dependent on iron. In iron-deficient states, the enzyme's
activity is reduced and may lead to elevated levels of aconitic acid.™ Aconitase also requires
glutathione to support its enzymatic activity by maintaining the redox state of the Fe-S cluster,
along with vitamin C to preserve enzymatic activity and cysteine to contribute to the formation
and maintenance of the Fe-S cluster.31"322

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated

with those nutrients and glutathione.
Additional Insights

Low Values: Theoretically, impaired glycolysis or fatty acid oxidation could lead to less acetyl-
CoA entering the citric acid cycle and therefore, decreasing intermediate levels.?¢42¢>

For more insight into mitochondrial health, reference the other mitochondrial markers @2)-G2).

RETURN TO TABLE OF CONTENTS Page 55 of 222



oo, OAT

... .0. ORGANIC ACIDS TEST

-
‘ Citric acid

Citric acid is a key component of the Citric Acid Cycle, formed from acetyl-CoA and oxaloacetate
by the enzyme citrate synthase. The enzyme aconitase, which requires iron for activity, converts
citric acid to isocitrate, and its function is essential for proper citric acid metabolism.3>316
Elevated citric acid levels can indicate microbial overgrowth, mitochondrial dysfunction, or toxic
exposure to substances such as arsenic or aluminum.318-321:323-32> Nutrient deficiencies, particularly
in iron, can reduce aconitase activity, leading to increased citric acid levels, while oxidative

stress can also inhibit the enzyme.?'¢ Low citric acid levels may result from conditions such as
hypokalemia, impaired metabolism, or iron overload, and can increase the risk of oxalate stone

L formation due to greater free calcium availability.26>326-327 )

Microbial Health

Many fungi, such as Aspergillus spp, and yeasts, produce citric acid, meaning overgrowths in
the microbiome may lead to an increased value 3%

Refer to Microbial Overgrowth Tables for corresponding metabolites and patterns.

Mitochondrial Health

Elevations, especially in the presence of other mitochondrial metabolite elevations, can indicate
issues with overall mitochondrial health and energy production.

For more insight into mitochondrial health, reference the other mitochondrial markers 22-32)
and fatty acid oxidation markers @5)-@9).

Toxic Exposure

Toxic exposures, such as cadmium, mercury, arsenic, aluminum and tin, can inhibit aconitase
activity and lead to an increase in citric acid levels.318-32032432> Though data is limited, studies
suggest high intake of fluoride may also cause increased citric acid levels. Additionally, if
suspicious of Aspergillus, may need to consider mycotoxins.3?'

Refer to the Toxin Exposure Tables for corresponding metabolites and patterns.

Nutritional Needs

Aconitase requires iron to convert citric acid to aconitic acid. In iron deficient states, the
enzyme's activity is reduced and may lead to elevated levels of citric acid.?'® Aconitase may
become inhibited under conditions of oxidative and nitrative stress leading to increased citric
acid levels. Glutathione can modulate inactivity and protect enzymatic activity.?"”

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with that nutrient and glutathione.
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Additional Insights

Dietary Influences: Citrus fruits such as lemons, oranges, and limes contain citric acid, which
may be reflected in the value.** Citrate is commonly added to foods and products as a flavor
additive and preservative. Diet sodas are a significant source of citrate, while other sources may
include dietary supplements, processed foods, and skincare products or cosmetics.**'=33** Given
its antibacterial properties, citric acid may be used in cleaning products.?*

Associated Conditions: Aconitase enzymatic activity is highly sensitive to oxidative stress,
leading to its downregulation or inhibition and subsequent increase in citric acid levels.?*

Low Values

Mitochondrial Health: Impaired glycolysis or fatty acid oxidation could lead to less acetyl-CoA
entering the citric acid cycle and, therefore, decreasing citric acid levels.?*

For more insight into mitochondrial health, reference the other mitochondrial markers 22)-62).

Nutritional Needs: Magnesium is required for citrate synthase as this enzyme requires
magnesium to facilitate the binding of substrates and subsequent catalytic reactions, including
the condensation of acetyl CoA and oxaloacetic to form citrate.?¥’

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with that nutrient.

Associated Conditions: Hypokalemia can result in low levels of citric acid due to intracellular
acidosis and decreased tubular pH, leading to increased citrate uptake and metabolism.3%
Iron overload can reduce citric acid levels by increasing aconitase activity and promoting the
formation of iron-citrate complexes, which disrupt citrate metabolism and availability.3?’ Low
citric acid levels result in more free calcium availability and decreased inhibition of crystal
formation, both of which may increase the likelihood of oxalate stone formation, especially in
the presence of elevated oxalic acid @1).32832

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with those nutrients.
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3- Methylglutaric acid

@

3-Methylglutaric acid is involved in leucine metabolism and often accumulates due to
mitochondrial dysfunction, particularly when acetyl-CoA is rerouted through the "acetyl-
CoA diversion pathway"” due to impaired Citric Acid Cycle function.3*® Elevated levels of this
acid can indicate mitochondrial health issues, especially when the electron transport chain
is compromised.*%33 Rare genetic disorders, such as deficiencies in HMGCL or AUH, can
also cause its accumulation.33%3 Additionally, certain medications, the ketogenic diet, and
components of parenteral nutrition can promote the formation of 3-methylglutaric acid.?*°

Mitochondrial Health

Elevations, especially in the presence of other mitochondrial metabolite elevations, can indicate
issues with overall mitochondrial health and energy production. 3-methylglutaric acid levels are
particularly elevated when the electron transport chain is impaired, causing the "acetyl-CoA
diversion pathway" to be activated. This process prevents acetyl-CoA from entering the Citric
Acid Cycle, leading to an increase in 3-methylglutaric acid.3383%

For more insight into mitochondrial health, reference the other mitochondrial markers 22-32)
and fatty acid oxidation markers @5)-@9).

In rare metabolic disorders such as deficiencies in 3-hydroxy-3-methylglutaryl-CoA lyase
(HMGCL) or 3-methylglutaconyl-CoA hydratase (AUH), the breakdown of leucine is disrupted,
causing the accumulation of intermediates like 3-methylglutaconyl-CoA. This intermediate may
undergo side reactions, leading to the production of 3-methylglutaric acid.333%

Note: This test is not diagnostic for genetic conditions, and specialized genetic testing may be
warranted if a disorder is suspected.

Additional Insights

Dietary Influences: The ketogenic diet can result in ketoaciduria and the accumulation

of various organic acids, including 3-methylglutaric acid. This is especially significant for
individuals with pre-existing mitochondrial dysfunction, as the diet may worsen the metabolic
imbalance. Additionally, certain components of total parenteral nutrition (TPN), such as
isolated amino acids, can cause abnormal organic acid profiles, including increased levels of
3-methylglutaric acid. This occurs because these substrates can be directly metabolized into
3-methylglutaric acid or related compounds.?°

Medication/ Supplement Interactions: Some medications, such as valproate, may promote
the formation of 3-methylglutaric acid. The American College of Medical Genetics and
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Genomics states that valproate inhibits 3-methylcrotonyl-CoA carboxylase, resulting in
increased urinary excretion of 3-hydroxyisovaleric acid and other related metabolites, which
may include 3-methylglutaric acid. Other medications, such as levetiracetam, aspirin, benzoic
acid, ibuprofen, and acetaminophen, can also affect organic acid profiles, potentially leading to
elevated excretion of various organic acids, including 3-methylglutaric acid.?°

Low Values There is no known clinical significance for low values.

L

-
@ 3-Hydroxyglutaric acid

O

3-hydroxyglutaric acid is produced during lysine degradation and relies on the enzyme
glutaryl-CoA dehydrogenase for its breakdown. Elevated levels of this acid can indicate
mitochondrial dysfunction and may act as both an acidogen and a metabotoxin, potentially
causing acidosis and other health issues. Chronic elevations are linked to the rare

genetic disorder glutaric aciduria type |, which results from a deficiency in glutaryl-CoA
dehydrogenase.**° Dietary factors such as the ketogenic diet and medications such as valproate
can also increase 3-hydroxyglutaric acid levels.?°

Mitochondrial Health

Elevations, especially in the presence of other mitochondrial metabolite elevations, can indicate
issues with overall mitochondrial health and energy production.

For more insight into mitochondrial health, reference the other mitochondrial markers @2)-32)
and fatty acid oxidation markers @5)-@s).

Chronically elevated levels of 3-hydroxyglutaric acid may be linked to the rare inherited disorder,
glutaric aciduria type . This is a condition in which the body cannot fully metabolize the amino
acids lysine, hydroxylysine, and tryptophan due to a deficiency of mitochondrial glutaryl-CoA
dehydrogenase. As a result, excess intermediate breakdown products (such as glutaric acid,
glutaryl-CoA, 3-hydroxyglutaric acid, and glutaconic acid) can accumulate, potentially causing
damage to the brain, particularly the basal ganglia, as well as other organs.34°

Note: This test is not diagnostic for genetic conditions, and specialized genetic testing may be
warranted if a disorder is suspected.

Additional Insights

The American College of Medical Genetics and Genomics notes that dietary factors (i.e.,
ketogenic diet) and medications (i.e., valproate) can affect organic acid metabolism, potentially
leading to elevated levels like 3-hydroxyglutaric acid.?*®

Dietary Influences: The American College of Medical Genetics and Genomics notes that dietary
factors such as the ketogenic diet can impact organic acid metabolism and potentially increase
levels of 3-hydroxyglutaric acid.?
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Medication/ Supplement Interactions: The American College of Medical Genetics and
Genomics notes that some medications, such as valproate, may affect organic acid
metabolism, potentially increasing levels of 3-hydroxyglutaric acid.?°

Low Values There is no known clinical significance for low values.

\.

-
@ 3-Methylglutaconic acid

O

3-methylglutaconic acid is involved in leucine metabolism and the mevalonate shunt, connecting
isoprenoid and mitochondrial acetyl-CoA metabolism. Elevated levels can indicate mitochondrial
dysfunction and act as both an acidogen and a metabotoxin. Persistent elevations are linked

to rare metabolic disorders such as 3-methylglutaconic aciduria and GAMT deficiency.**' Total
parenteral nutrition, the ketogenic diet, and medications such as valproate can also increase

its levels.?°

Mitochondrial Health

Elevations, especially in the presence of other mitochondrial metabolite elevations, can indicate
issues with overall mitochondrial health and energy production.

For more insight into mitochondrial health, reference the other mitochondrial markers @2)-32)
and fatty acid oxidation markers @5-@s).

Persistently elevated levels of 3-methylglutaconic acid are linked to some rare inborn errors of
metabolism, including 3-hydroxy-3-methylglutaryl-CoA lyase deficiency, 3-methylglutaconic
aciduria type |, 3-methylglutaconic aciduria type lll, 3-methylglutaconic aciduria type IV, and
guanidinoacetate methyltransferase deficiency (GAMT deficiency).?*

Note: This test is not diagnostic for genetic conditions, and specialized genetic testing may be
warranted if a disorder is suspected.

Additional Insights

Dietary Influences: Some dietary factors can impact 3-methylglutaconic acid, such as total
parenteral nutrition (TPN), certain infant formulas, and the ketogenic diet.?*

Medication/ Supplement Interactions: Medications also may play a role in increased
3-methylglutaconic acid levels. Drugs such as valproate, levetiracetam, aspirin, ibuprofen, and
acetaminophen can increase 30-methylglutaconic acid.?*

Associated Conditions: Some clinical conditions, such as infections, fever, and other stressors,
can cause temporary increases.?°

Low Values There is no known clinical significance for low values.
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NEUROTRANSMITTER METABOLITES
Figure 4:

This diagram illustrates the interconnected biochemical pathways involved in neurotransmitter
synthesis and metabolism, focusing on serotonin and catecholamines. It shows how
tryptophan is converted through the biopterin cycle into serotonin to SHIAA, while
phenylalanine and tyrosine are transformed into dopamine, norepinephrine, and epinephrine,
to ultimately form HVA and VMA, respectively. Key enzymes (e.g., TDO, IDO, TH, MAO, COMT)
and cofactors (such as BH4, iron, copper, B vitamins, and SAMe) are required at multiple steps,
with certain processes are inhibited by stress-related factors and microbial metabolites. This
illustrates the complex regulation of mood-related neurotransmitters and their dependence on
nutrient cofactors, enzymatic activity, and external influences.
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PHENYLALANINE AND TYROSINE METABOLITES

\.

J
@ Homovanillic acid (HVA) (dopamine)

Homovanillic acid (HVA) is the primary urinary metabolite of dopamine and serves as an indirect
marker of dopamine metabolism.3*? Elevated HVA levels may suggest increased dopamine
turnover, often due to Microbial Overgrowths (e.g., Clostridia or Fusarium species), toxic
exposures (heavy metals, pesticides, mycotoxins), or nutritional deficiencies (e.g., vitamin

C, copper, magnesium) that impair dopamine conversion via enzymes such as dopamine
B-hydroxylase (DBH).'20243:357 Stress, stimulant medications, certain dietary patterns, and
methylation status can also influence HVA by altering dopamine synthesis or degradation
pathways.**%3"" Low HVA may reflect impaired dopamine synthesis, enzyme dysfunction (COMT/
MAQO), methylation disturbances, or deficiencies in cofactors such as vitamin B6é, B2, C, iron,

or magnesium.*’#3¥ Genetic variations in DBH, COMT, or MAO may further modify dopamine
metabolism and HVA levels.?838 Evaluation of related metabolites and cofactors can help
contextualize HVA findings within broader biochemical and neurological patterns.

Microbial Overgrowth

Clostridia overgrowth has been linked to inhibition of dopamine beta hydroxylase (DBH), an
enzyme crucial for converting dopamine to norepinephrine. This inhibition may disrupt normal
dopamine metabolism, potentially increasing HVA levels.'?°

Refer to Microbial Overgrowth Tables for corresponding metabolites and patterns.

Neurotransmitter Metabolites

vHVA levels reflect dopamine activity, with elevated levels suggesting increased dopamine
metabolism and low levels proposing reduced dopamine turnover or metabolic dysfunction.?*?

For a more in-depth evaluation into dopamine metabolites, assess the Phenylalanine and
Tyrosine metabolites 33)-37), along with 2-Hydroxyphenylacetic acid (1), Mandelic acid @s),
Phenylacetic acid 9, Phenylpyruvic acid ¢9), and 4-Hydroxyphenyllacetic acid @2).

Toxic Exposures

Mycotoxins, such as ochratoxin A and fusaric acid, may cause elevated HVA levels by disrupting
dopamine metabolism through mechanisms such as DBH inhibition, oxidative stress, and
neuroinflammation.’%3135 Some pesticides increase HVA levels, possibly by inducing oxidative
stress or causing dopaminergic neurodegeneration.?*#3°0 Exposure to heavy metals like lead,
aluminum, manganese, arsenic, and mercury can result in elevated HVA levels, typically due to
the inhibition of DBH activity.3433#

Refer to the Toxin Exposure Tables for corresponding metabolites and patterns.
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Methylation/Detoxification

Methylation plays a crucial role in dopamine metabolism by influencing the expression of key
enzymes such as catechol-O-methyltransferase (COMT) and monoamine oxidase (MAQ).374-37¢
Additionally, hypomethylation of dopamine-related regulatory elements, like the IGF2 enhancer,
can upregulate dopamine synthesis by increasing tyrosine hydroxylase expression.37

VMA (4) and DOPAC @¢) values may give additional insights into COMT as well as SHIAA for MAO
function. Additionally, refer to the Nutrient-Marker Cross-Reference Table for insights into
corresponding organic acids that are associated with methylation support (B2, B3, B6, B9, B12,
and magnesium).

Nutritional Needs

Magnesium deficiency can raise HVA levels by increasing oxidative stress, which upregulates
enzymes such as MAO and ALDH.3>*37 Insufficient copper and vitamin C levels can also elevate
HVA acid levels by reducing DBH activity.343%

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with those nutrients.

Genetic single-nucleotide polymorphisms (SNPs) in the DBH enzyme can lead to elevated
HVA levels by altering the enzyme’s activity, potentially affecting dopamine to norepinephrine
conversion and influencing catecholamine balance.*® Variations in the COMT and/or MAO
enzymes can increase HVA levels by altering the enzymatic activity involved in dopamine and
norepinephrine metabolism, influencing their related metabolites.*®’

.0. ORGANIC ACIDS TEST

Note: This test is not diagnostic for genetic conditions, and specialized genetic testing may be
warranted if a disorder is suspected.

Additional Insights

Dietary Influences: Foods rich in phenylalanine and tyrosine, such as meat, fish, dairy, eggs,
soy, legumes, and nuts, can elevate HVA levels by providing the substrates necessary for
dopamine synthesis.**?Increased L-DOPA intake from foods can lead to elevated dopamine
synthesis and subsequently higher HVA levels.333¢* Aspartame consumption may elevate
HVA levels and influence dopamine metabolism through mechanisms such as phenylalanine
competition, oxidative stress, and inflammation. Additionally, the byproduct phenolic acid
of 2-hydroxyhippuric acid, along with other phenolic compounds, can potentially inhibit
DBH function by inactivating it, likely through hydrogen atom abstraction, with the phenolic
structure itself being critical for this inhibition mechanism.3>-3€ Salicylates raise HVA levels
by inducing oxidative stress and enhancing dopamine metabolism through hydroxyl radical
formation and cytochrome P450 enzyme activity, leading to increased dopamine turnover
and higher metabolite levels.3?37° Flavanol-rich foods, such as dark chocolate, tea, and berries,
can increase HVA levels by enhancing enzyme activity and expression, leading to higher
HVA production.?”
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Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with those nutrients. For more insight into possible aspartame or salicylate intake, reference
2-Hydroxyhippuric acid ().

Medication/Supplement Interactions: Medications and supplements such as MAO inhibitors,
tyrosine, L-dopa, dopamine medications (Levodopa, Sinemet, etc), SNRIs (Wellbutrin, etc),
tricyclic antidepressants, amphetamines, appetite suppressants, caffeine, mucuna pruriens,
and quercetin can increase HVA levels.360361:363.364,391-394 Disylfiram and Etamicastat help treat
alcohol, drug, and gambling addictions by inhibiting the DBH enzyme, which increases
dopamine, decreases norepinephrine, and elevates HVA levels, ultimately reducing addictive
behaviors by modulating dopaminergic and adrenergic systems.37>3%

Associated Conditions: Dopamine dysregulation in ADHD is thought to result from genetic,
neurobiological, and environmental factors affecting dopamine transmission and receptor
functioning, leading to symptoms like inattention and hyperactivity; elevated HVA levels are
often linked to this dysregulation.*”” Elevated HVA levels may be found in autism, likely due

to impaired dopamine metabolism, particularly the decreased conversion of dopamine to
norepinephrine, which results in increased dopamine turnover and higher HVA production.378:3%?
Stress can cause elevated HVA levels by triggering increased catecholamine output from the
adrenal glands, which is further amplified by vitamin C depletion, as this deficiency disrupts
the normal conversion of dopamine to norepinephrine, resulting in heightened dopamine
metabolism to HVA 3835 Stress from post-traumatic stress disorder (PTSD) and general stress
increases HVA levels, likely due to higher noradrenergic activity.4%°

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with that nutrient.

Low Values

Neurotransmitter Metabolites: Disruptions in COMT and MAO enzymes impair dopamine
metabolism, leading to increased dopamine levels and the accumulation of toxic metabolites,
which may explain the correlation with low HVA levels.32273 Evaluating DOPAC G¢) in particular
can give additional insight into dopamine levels prior to metabolizing to HVA. Moreover,
deficiencies in cofactors involved in the dopamine generation pathway, particularly with
tetrahydrobiopterin (BH4), can impair synthesis, and cause low dopamine levels, and
subsequently low HVA 401

For more insights into dopamine metabolites, assess the phenylalanine and tyrosine
metabolites 33)-37), 2-Hydroxyphenylacetic acid (1), Mandelic acid 68, Phenylacetic acid 69, and
Phenylpyruvic acid ().

Methylation/Detoxification: Methylation of the COMT gene can alter its expression, affecting

dopamine degradation, while CpG methylation in the MAO-A promoter can regulate dopamine
i breakdown.3#3¢ Increased methylation of dopamine-related genes, such as the dopamine f
s transporter (DAT) gene, has been linked to reduced dopamine levels by enhancing DAT :
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availability and reducing synaptic dopamine.3””3’ Methylation also influences dopamine
synthesis by regulating the availability of tetrahydrobiopterin (BH4), which is a critical cofactor
for tyrosine hydroxylase (TH).37%-381

VMA (4) and DOPAC (¢) values make give additional insights into COMT, as well as SHIAA (8)
for MAO, and BH4 functions. Additionally, refer to the Nutrient-Marker Reference Table for the
corresponding organic acids associated with nutrients related to methylation support (B2, B3,
B6, B9, B12 and magnesium).

Nutritional Needs: Vitamin Bé deficiency can decrease HVA levels by impairing enzymes,
including monoamine oxidase (MAO), which are essential for dopamine metabolism.3%?
Vitamin B2 (riboflavin) deficiency may decrease levels by impairing the activity of flavoprotein
enzymes like MAO and aldehyde dehydrogenase (ALDH), which are essential for dopamine
metabolism.¥3 Additionally, vitamin C, iron, copper, and magnesium, which are cofactors

for MAO and COMT, can impair dopamine synthesis and metabolism, leading to reduced
dopamine and norepinephrine levels, and consequently, lower HVA levels.384-387

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with those nutrients.

Dietary: Low levels of the precursors phenylalanine and tyrosine can lead to low HVA levels, as
these amino acids are essential for dopamine synthesis, and their deficiency disrupts normal
dopamine metabolism.*%?

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with those nutrients.

Medication/ Supplement Influences: Antidepressants like fluvoxamine and fluoxetine may
decrease dopamine turnover and lower HVA levels through various mechanisms, such as
reducing tetrahydrobiopterin levels and inhibiting dopamine release.*%34%* Quercetin may
also potentially influence HVA levels by competing with dopamine transporters or inhibiting
catechol-O-methyltransferase (COMT) activity, reducing the methylation of dopamine and
consequently lowering HVA levels 405408
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Vanillylmandelic acid (VMA) (norepinephrine, epinephrine)

Vanillylmandelic acid (VMA) is a metabolite of catecholamines (dopamine, epinephrine, and
norepinephrine), produced from the amino acids tyrosine and phenylalanine during their
metabolism, and excreted in urine as a marker for catecholamine activity in the body. VMA
levels serve as markers for catecholamine imbalances, with elevated levels indicating increased
metabolism and low levels suggesting reduced turnover or metabolic dysfunction.*®” Toxic
exposures, including lead, mercury, manganese, and aluminum, can disrupt catecholamine
metabolism, raising VMA levels. #1414 nutritional insufficiencies, such as low magnesium or
iron, and deficiencies in vitamins B2, B3, B6, C, and copper, can also impact VMA production by
affecting enzymes such as dopamine beta hydroxylase (DBH).38415422 Additionally, VMA levels
can be affected by medications, stress, genetics, and metabolic disorders, with COMT/MAO
impairment and mold toxins potentially causing low levels,120:230:345,351,423-437

Neurotransmitter Metabolites

VMA levels, along with other metabolites such as HVA, serve as markers for catecholamine
imbalances and potential disruptions in the enzymes involved in their metabolic pathway. VMA
levels reflect the activity of epinephrine and norepinephrine, with elevated levels indicating
increased catecholamine metabolism and low levels suggesting reduced turnover or metabolic
dysfunction (see below for more information on low values).

For a deeper look into dopamine metabolites, assess the Phenylalanine and Tyrosine
metabolites (3)-G7).

Toxic Exposures

Exposure to lead, manganese, mercury, and aluminum influences catecholamine metabolism,
including the metabolism of dopamine and epinephrine, resulting in increased HVA and

VMA levels. Lead interferes with enzymes involved in catecholamine pathways, manganese
affects neurochemical metabolism, mercury induces oxidative stress that alters enzyme
activity, and aluminum may contribute through similar oxidative stress mechanisms, all

of which may lead to elevated levels and highlight the impact of heavy metal exposure on
catecholamine metabolism #1044

Refer to the Toxin Exposure Tables for corresponding metabolites and patterns.

Nutritional Needs

Low magnesium levels are linked to increased catecholamine excretion, which can elevate VMA
levels, as magnesium plays a key role in regulating catecholamine release.*

Iron deficiency can increase DBH activity as a compensatory mechanism, which may lead
to altered catecholamine metabolism and elevated VMA levels, as DBH is required for
VMA synthesis. 38416
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Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with those nutrients.

Elevated VMA levels can result from some rare inborn errors of metabolism, such as organic
acidurias and amino acid metabolism disorders. Additionally, conditions like Costello Syndrome
and vitiligo, which involve increased catecholamine release, can also contribute to elevated
VMA Ievels 230,432,433

Note: This test is not diagnostic for genetic conditions, and specialized genetic testing may be
warranted if a disorder is suspected.

Additional Insights

Dietary Influences: VMA is used in artificial vanilla flavoring and intake can cause elevations.*%

Medication/Supplement Interactions: Medications and supplements such as stimulants
(amphetamines, ADHD medications, caffeine, ephedrine, appetite suppressants), and
dopamine reuptake inhibitors (e.g., risperidone) may increase VMA levels. The use of L-DOPA,
dopamine, phenylalanine, and tyrosine raises HVA levels by promoting dopamine synthesis and
metabolism and therefore influences VMA 426427

Associated Conditions: Increased stress activates the sympathetic nervous system and HPA
axis, boosting catecholamine release and metabolism into VMA, which serves as a marker
for stress-related sympathetic activity. Studies show a positive correlation between elevated
VMA levels and both immediate and long-term stress responses, including psychological and
physiological stress and PTSD. 42431

Low Values

Microbial Overgrowth: Clostridia overgrowth inhibits the DBH enzyme, which is essential
for converting dopamine to norepinephrine, disrupting dopamine metabolism and
potentially leading to low VMA levels due to impaired production of norepinephrine and its
metabolites. 203!

Refer to Microbial Overgrowth Tables for corresponding metabolites and patterns.

Toxic Exposure: The mycotoxin, fusaric acid from Fusarium spp, can also inhibit the DBH
enzyme, as can heavy metals such as aluminum and manganese, causing reduced conversion
of Dopamine to norepinephrine, leading to lower VMA120:345:351,436,437

Refer to the Toxin Exposure Tables for corresponding metabolites and patterns.

Methylation/Detoxification: Downregulation of either the COMT or MAO enzyme leads
to low VMA levels, as COMT activity is responsible for O-methylating catecholamines into
metanephrines, and MAO further deaminates these intermediates into VMA #3443

y HVA 33 and DOPAC (¢ values may give additional insights into COMT as well as SHIAA G8) for
* MAQO function. Additionally, refer to the Nutrient-Marker Reference Table for the corresponding *
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organic acids associated with nutrients related to methylation support (B2, B3, B6, B9, B12, and
magnesium).

Nutritional Needs: Iron overload, along with deficiencies in vitamins B2, C, and copper, can
decrease VMA levels by disrupting dopamine beta-hydroxylase (DBH) activity and impairing
catecholamine metabolism through various mechanisms.*'”#” Insufficient vitamin B3, B6,
or tetrahydrobiopterin (BH4) can lead to decreased VMA levels by impairing catecholamine
synthesis or enhancing their degradation.*29-422

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with those nutrients.

Genetics: Genetic SNPs that cause deficiencies in the DBH enzyme can also decrease
VMA levels.*38

Dietary: Low dietary intake of phenylalanine and tyrosine reduces catecholamine synthesis,
leading to decreased production of dopamine, norepinephrine, and epinephrine, and
consequently lower VMA levels. ¥

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with those nutrients.

Medication/ Supplement Influences: Some pharmaceuticals such as disulfiram and etamicastat
inhibit the DBH enzyme, which reduces norepinephrine production and impairs dopamine
metabolism, potentially leading to low VMA levels 363364371

L

p
(35) HVA/VMA Ratio

The HVA/VMA ratio measures the balance between dopamine and norepinephrine/epinephrine
production by catecholamine-producing neurons in the central nervous system, sympathetic
nervous system, and adrenal glands. It reflects the conversion of dopamine to HVA and the
conversion of dopamine to norepinephrine, processes regulated by the enzyme dopamine
beta-hydroxylase (DBH).3*24%? An elevated HVA/VMA ratio typically suggests disruptions

in dopamine metabolism, often due to impaired DBH activity, such as through Clostridia
overgrowth, mycotoxin exposure, heavy metals, nutritional deficiencies in niacin, copper,

or vitamin C, by medications, supplements, or rare genetic factors that affect dopamine to
norepinephrine conversion,120:245:351,354,355,388,395,396,436,440,441 |n contrast, a low HVA/VMA ratio is
usually indicative of reduced dopamine synthesis and turnover, often due to high cortisol levels
or other factors inhibiting dopamine production.#42-444

J

Microbial Overgrowth
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Clostridia overgrowth inhibits DBH activity through byproducts like HPHPA, 4-cresol,
and 4-hydroxyphenylacetic acid, disrupting dopamine metabolism and increasing the
HVA/VMA ratio.*
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Refer to Microbial Overgrowth Tables for corresponding metabolites and patterns.

Neurotransmitter Metabolites

The HVA/VMA ratio serves as a marker for catecholamine metabolism imbalances, with an
elevated ratio suggesting disruptions in the conversion of dopamine to HVA, norepinephrine/
epinephrine to VMA, and/or dopamine to norepinephrine, often due to impaired DBH activity.

For a more in-depth evaluation into dopamine metabolites, assess the Phenylalanine and
Tyrosine metabolites ¢3)-37), along with 2-Hydroxyphenylacetic acid (1), Mandelic acid ©®),
Phenylacetic acid 9, Phenylpyruvic acid @9), and 4-Hydroxyphenyllacetic acid @2).

Toxic Exposure

Fusaric acid, a mycotoxin produced by Fusarium species, inhibits the DBH enzyme, disrupting
dopamine conversion to norepinephrine and causing an elevated HVA/VMA ratio due to
increased dopamine and its metabolites.'?® Elements such as Aluminum and Manganese have
been shown to inhibit DBH enzyme, which could cause an elevated HVA/VMA ratio 34543

Refer to the Toxin Exposure Tables for corresponding metabolites and patterns.

Nutritional Needs

Vitamin B3 (Niacin) supports dopamine to norepinephrine conversion by aiding in NAD/NADP
production, and a deficiency could impair DBH activity, leading to an increased HVA/VMA
ratio. #4441 A deficiency in copper and vitamin C can reduce DBH activity, leading to an elevated
HVA/VMA ratio.3>#3%

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with those nutrients.

Genetic single nucleotide polymorphisms (SNPs) in the DBH enzyme can increase the HVA/
VMA ratio by altering enzyme activity, which disrupts dopamine to norepinephrine conversion
and affects catecholamine balance.®®® Other genetic diseases such as Menkes disease, a rare
copper transport disorder that impairs DBH activity, lead to elevated HVA/VMA ratios.®>*

Note: This test is not diagnostic for genetic conditions, and specialized genetic testing may be
warranted if a disorder is suspected.

Additional Insights

Dietary Influences: Aspartame consumption may increase the HVA/VMA ratio by elevating HVA
levels through mechanisms like phenylalanine competition, oxidative stress, and inflammation,
which impact dopamine metabolism.363:3¢>

Review 2-Hydroxyhippuric acid (¢ for further insights on aspartame intake.

Medication/Supplement Interactions: Certain pharmaceuticals, like disulfiram and etamicastat,
inhibit the DBH enzyme, disrupting dopamine metabolism and reducing norepinephrine
production, which can increase the HVA/VMA 37537
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Associated Conditions: Low cortisol levels may increase the HVA/VMA ratio by disrupting the
normal regulation of dopamine metabolism, leading to elevated HVA levels due to the effects
of HPA axis hormones.*#

Low Values High cortisol output can lower HVA/VMA ratio by inhibiting dopamine synthesis
and turnover.* Similarly, by increasing cortisol output, medications and supplements such as
some psychostimulants, grapefruit juice, and licorice may decrease HVA/VMA ratio. 443444

-
Dihydroxyphenylacetic acid (DOPAC) (dopamine)

Dihydroxyphenylacetic acid (DOPAC) is a key dopamine metabolite formed through the
oxidative deamination of dopamine by monoamine oxidase (MAO), resulting in a neurotoxic
byproduct, 3,4-dihydroxyphenylacetaldehyde (DOPAL), which is further metabolized into
DOPAC by aldehyde dehydrogenase enzyme (ALDH2). DOPAC, along with HVA and VMA,

is used to assess dopamine and norepinephrine metabolism, with fluctuations in these
metabolites reflecting alterations in catecholamine turnover and balance.3424%%44¢ DOPAC
levels can be elevated due to disruptions in dopamine metabolism, which can be caused by
DBH inhibition via clostridia or toxic exposures such as mycotoxins or heavy metals. 120343353
Nutritional deficiencies in vitamin B6, B2, magnesium, copper, and vitamin C, along with genetic
variations in COMT or DBH, can also impact DOPAC levels,3>#357382.383388438.447 | ow precursors
like phenylalanine and tyrosine, as well as deficiencies in cofactors like tetrahydrobiopterin

and other enzymatic cofactors, can impair dopamine synthesis and metabolism, leading to
lower DOPAC levels,354:357382,383,402,435438,448 Additionally, dietary factors, medications, and certain

pharmaceuticals can further affect dopamine metabolism and lead to either elevated or reduced
DOPAC Ieve|S 363,365-367,369,370,395,402-404,446,449-454
L :

Microbial Overgrowth

DOPAC can become elevated due to disruptions in dopamine metabolism from Clostridia
byproducts inhibiting the dopamine beta hydroxylase (DBH) enzyme. These disruptions lead to
impaired dopamine conversion to norepinephrine, causing an increase in dopamine levels and
its metabolites, including DOPAC.™20:31

Refer to Microbial Overgrowth Tables for corresponding metabolites and patterns.

Neurotransmitter Metabolites

Elevated DOPAC levels indicate increased dopamine breakdown, reflecting higher dopamine
turnover. This can result from disruptions in dopamine metabolism and can contribute to
alterations in catecholamine balance.

For a deeper look into dopamine metabolites, assess the Phenylalanine and Tyrosine
metabolites 33)-37), as well as 2-Hydroxyphenylacetic acid (1), Mandelic acid ¢8), Phenylacetic
acid 69, and Phenylpyruvic acid @0).
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Toxic Exposure

Mycotoxins, such as ochratoxin A and fusaric acid, may lead to elevated DOPAC levels

by disrupting dopamine metabolism through mechanisms like DBH inhibition, oxidative
stress, and neuroinflammation. Similarly, some pesticides may increase DOPAC levels by
inducing oxidative stress or causing dopaminergic neurodegeneration. Exposure to heavy
metals like lead, aluminum, manganese, arsenic, and mercury can also result in elevated
DOPAC levels, often due to the inhibition of DBH activity, which interferes with dopamine
ConverSion.120’34}350’352’353

Refer to the Toxin Exposure Tables for corresponding metabolites and patterns.

Nutritional Needs

Deficiencies in vitamin Bé, vitamin B2 (riboflavin), and magnesium can elevate DOPAC

levels by impairing the activity of MAO, with magnesium deficiency also increasing oxidative
stress and riboflavin influencing tetrahydrobiopterin (BH4). Additionally, insufficient levels

of copper and vitamin C can reduce DBH activity, further contributing to higher DOPAC

levels 354-357,382,383.438 Catechol-O-methyltransferase (COMT) facilitates the conversion of DOPAC
to HVA, and downregulation of COMT can result in elevated DOPAC levels. SAMe (S-adenosyl-
L-methionine) and magnesium are essential cofactors for optimal COMT activity.43448

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with those nutrients.

Additional Insights

Dietary Influences: Certain foods like tea, citrus, and soy can increase DOPAC levels as

they promote its formation through microbial fermentation.3¢3446449-452 Aspartame and
salicylates can increase DOPAC levels by promoting oxidative stress and enhancing dopamine
metabolism, with aspartame affecting dopamine through phenylalanine competition and
salicylates via cytochrome P450 enzyme activity and hydroxyl radical formation.365-3¢7369370

Medications/Supplement Interactions: Certain pharmaceuticals, such as disulfiram and
etamicastat, inhibit the DBH enzyme, increasing dopamine metabolism to DOPAC.3%
Additionally, Lithium has been shown to modulate dopamine metabolism, and although
it has been shown to inhibit COMT activity, it may vary depending on the current
neurochemical state. #5345

Associated Conditions: Single-nucleotide polymorphisms (SNPs) in the DBH enzyme can
impair dopamine-to-norepinephrine conversion, elevating DOPAC levels, and disrupting
catecholamine balance 338447

Low Values

Methylation/Detoxification: Inhibitions in dopamine-metabolizing enzymes such as MAO can
result in elevated dopamine levels and the accumulation of toxic metabolites, preventing their
conversion to DOPAC and ultimately lowering levels.?72373
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HVA (33), VMA (34), and 5HIAA (38) values may give additional insights into MAO function.

Nutritional Needs: Deficiencies in cofactors involved in the dopamine pathway, such as BH4,
vitamin C, vitamin Bé, iron, and the enzymatic cofactors for MAO and COMT, can impair
dopamine synthesis and metabolism, leading to reduced dopamine and norepinephrine levels,
and consequently, lower DOPAC levels. 384387

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with those nutrients.

Dietary: Low levels of the precursors phenylalanine and tyrosine can lead to low DOPAC levels,
as these amino acids are essential for dopamine synthesis.*%?

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with those nutrients.

Medications/Supplement Interactions: Antidepressants like fluvoxamine and fluoxetine
decrease dopamine turnover and lower DOPAC levels through various mechanisms such as
reducing tetrahydrobiopterin levels and inhibiting dopamine release.*%34% Genetic SNPs in
enzymes involved in dopamine metabolism can reduce DOPAC levels.#%4

p
(37) HVA/DOPAC Ratio

The HVA/DOPAC ratio reflects the balance in dopamine metabolism, with dopamine being first
broken down into DOPAC by the monoamine oxidase (MAO) enzyme, and then DOPAC being
converted to HVA by catechol-O-methyltransferase (COMT). A higher ratio can indicate increased
COMT activity and conversion of DOPAC to HVA or decreased activity of MAO and DOPAC
levels, while a lower ratio may suggest reduced COMT activity and slower conversion 3244 This
ratio can be influenced by factors such as genetic variations, methylation donor availability, and
nutrient levels such as magnesium and SAMe, which upregulate COMT activity.389408448455-457
Medications, supplements, and environmental factors can also impact COMT and MAO enzyme
activity, leading to changes in the HVA/DOPAC ratio and reflecting various metabolic and

| genetic influences. #8463

Neurotransmitter Metabolites

An elevated HVA/DOPAC ratio reflects increased dopamine metabolism and turnover,
indicating more conversion of DOPAC to HVA. This can suggest heightened dopamine activity
or a shift in the balance of metabolic processes involved in dopamine breakdown.

For a more in-depth evaluation into dopamine metabolites, assess the Phenylalanine and
Tyrosine metabolites 33)-37), along with 2-Hydroxyphenylacetic acid (1), Mandelic acid ©s),
Phenylacetic acid 9, Phenylpyruvic acid @9), and 4-Hydroxyphenyllacetic acid @2).
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Methylation/Detoxification

An increased HVA/DOPAC ratio indicates enhanced methylation activity, as the enzyme
COMT plays a key role in transferring a methyl group from S-adenosyl-L-methionine (SAMe)
to DOPAC, converting it to HVA. This process reflects an upregulation of methylation, which
is important for the inactivation and elimination of dopamine and its metabolites. Factors
such as genetic variations or methyl donor availability can influence this ratio, affecting overall
methylation efficiency.38%408:457

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with nutrients related to methylation support (B2, B3, B6, B9, B12, and magnesium).

Nutritional Needs

Increased levels or intake of methylation factors, such as magnesium and SAMe, can upregulate
COMT activity and increase HVA/DOPAC ratio. COMT enzyme activity can be upregulated by
methylation factors like magnesium, which stabilizes the enzyme, and S-adenosylmethionine
(SAMe), which acts as a methyl donor. Additionally, methylcobalamin (B12) and methylfolate
(B?) enhance COMT activity by promoting the conversion of homocysteine to methionine,
supporting SAMe production. 448464

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with those nutrients.

COMT enzymatic activity can be upregulated by factors such as genetic variants), while MAO
activity may be downregulated, potentially resulting in elevated HVA/DOPAC ratio levels. >4

Note: This test is not diagnostic for genetic conditions, and specialized genetic testing may be
warranted if a disorder is suspected.

Additional Insights

Medication/Supplement Interactions: Some medications and supplements such as L-Dopa,
insulin, dihydrotestosterone (DHT), all-trans retinoic acid (ATRA) from vitamin A, and
epigallocatechin-3-gallate (EGCG) have been shown to upregulate COMT activity through
various mechanisms leading to an increased HVA/DOPAC ratio.**#4¢0 The use of MAQO inhibiting
medications such as MAOIs for depression and supplements such as curcumin, guaiacol,
resveratrol, and zingerone can also lead to an increase in HVA/DOPAC ratio by decreasing
conversion of dopamine to DOPAC. 461462

Low Values

Toxic Exposure: Certain environmental toxicants, particularly the Polychlorinated
Biphenyls (PCBs) have been shown to influence COMT function, potentially causing low
HVA/DOPAC ratios.*?

I

; Refer to the Toxin Exposure Tables for corresponding metabolites and patterns. I
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Methylation/Detoxification: Downregulation of the COMT enzyme from low methylation
factors such as SAMe, or genetic variants, may lead to decreased HVA/DOPAC i
ratios.448,455,464 Upregulation of the MAO enzyme or genetic variants may also decrease the

HVA/DOPAC ratio. #6546

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with nutrients related to methylation support (B2, B3, B6, B9, B12, and magnesium).

Nutrient Needs: High levels of calcium, iron, and boron may potentially impair COMT
function leading to decreased HVA/DOPAC ratios.*84>4¢4 Additionally, decreased levels of
magnesium, a major cofactor for COMT, as well as methylation supporting nutrients such as
methylcobalamin, or methylfolate, may decrease COMT activity.#48455464

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with those nutrients.

.

. J
» » DOFP A ARG

B £ L@i '4;,2 . (;"x

5-Hydroxindoleacetic acid (serotonin) 3 =) J B L/

5-Hydroxy indoleacetic acid (5-HIAA) is the primary metabolite of serotonin, formed when
serotonin is enzymatically broken down by monoamine oxidase A (MAO-A) in the liver or
synaptic cleft. It is used as a marker for serotonin levels and plays a role in various metabolic
processes.*’%4"! Elevated 5-HIAA levels reflect increased serotonin breakdown, which can be
influenced by factors such as dysbiosis, toxic exposure, nutritional status, medications and
supplements, and conditions such as celiac disease and in more rare instances, carcinoid
syndrome.#2478 On the other hand, disruptions in the microbiome, nutrient deficiencies, and
downregulation of MAO can result in lower serotonin and 5-HIAA levels.376:478-483

Microbial Overgrowth

Dysbiosis, or an imbalance in gut microbiota, can lead to elevated serotonin levels by
influencing enterochromaffin (EC) cells, which produce serotonin in the gastrointestinal tract.
Certain gut bacteria, through the production of short-chain fatty acids, promote the synthesis
of serotonin, while other bacteria stimulate serotonin release directly from EC cells.#84-48¢

Refer to Microbial Overgrowth Tables for corresponding metabolites and patterns.

Neurotransmitter Metabolites

Elevated 5-HIAA levels serve as an indicator of serotonin status, reflecting the breakdown of
serotonin by MAO-A.

For a deeper look into neurotransmitter metabolites, assess the Phenylalanine and Tyrosine
metabolites 33)-37) and Tryptophan metabolites (38)-@).
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Toxic Exposure

Toxic exposures, especially from acrylamide, cause elevated 5-HIAA levels through mechanisms
involving oxidative stress, neuroinflammation, and impaired neurotransmitter metabolism. #7247

Refer to the Toxin Exposure Tables for corresponding metabolites and patterns.

Methylation/Detoxification

Hypomethylation may upregulate MAO-A activity and increase 5-HIAA levels .37

For additional insights into MAO, assess HVA (33), VMA (4), and DOPAC o). Additionally, refer
to the Nutrient-Marker Reference Table for the corresponding organic acids associated with
nutrients related to methylation support (B2, B3, B6, B9, B12, and magnesium).

Additional Insights

Dietary Influences: Some foods, such as bananas, pineapple, walnuts, soybeans, chicken, and
tuna, can elevate 5-HIAA levels because of their high tryptophan and serotonin content.*7>478

Medications/Supplement Interactions: Some medications and supplements such as SSRIs and
5-HTP, among others can elevate 5-HIAA levels by increasing serotonin availability, which is
then metabolized by MAO into 5-HIAA 487488

Associated Conditions: Celiac disease and tropical sprue can raise 5-HIAA levels by causing
hyperplasia of serotonin-producing enterochromaffin cells in the intestinal mucosa, leading
to increased serotonin production and its subsequent conversion to 5-HIAA.#8%470 Carcinoid
syndrome, which is rare and requires a 24-hour urine collection, among other testing to
further evaluate, causes elevated 5-HIAA levels due to increased serotonin production from
neuroendocrine tumors.

Low Values

Microbial Overgrowth: Disruption of the gut microbiome, such as through antibiotic treatment,
can reduce serotonin production and therefore 5-HIAA levels, emphasizing the role of a
balanced microbiome in regulating serotonin levels.*”

Refer to Microbial Overgrowth Tables for corresponding metabolites and patterns.

Methylation/Detoxification: Hypermethylation can lead to downregulated MAO-A and lower
5-HIAA levels.?”* MAO downregulation due to medications such as MAQOIs and genetic SNPs,
can lead to lower 5-HIAA levels 456441

For additional insights into MAQ, assess HVA (3), VMA (4), and DOPAC (¢).

Nutritional Needs: Deficiencies in key nutrients like vitamin B6, tetrahydrobiopterin (BH4),
vitamin B2, zinc, tryptophan, Vitamin D, and magnesium can impair serotonin synthesis by
disrupting the enzymes, cofactors and precursors necessary for serotonin production, resulting
in lower serotonin and 5-HIAA levels . #78480-483

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with those nutrients. Phosphoric acid 6 may give insights into vitamin D status.
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Quinolinic acid

Quinolinic acid (QA) is a neuroactive metabolite that is primarily produced through the
kynurenine pathway, where tryptophan is degraded by the enzyme indoleamine 2,3-dioxygenase
(IDO). This pathway is activated during inflammatory responses, leading to the accumulation

of quinolinic acid, which serves a crucial role in NAD+ synthesis but also acts as an NMDA
receptor agonist and neurotoxin. Elevated quinolinic acid levels are associated with excitotoxicity,
inflammation, neurodegeneration, and conditions such as neurological and psychiatric
disorders.*?24%3 Factors such as Microbial Overgrowth, nutrient deficiencies, toxic exposures,
immune modulation, high cortisol, and inflammatory states can modulate quinolinic acid

L production, increasing its neurotoxic effects. 73507

Microbial Overgrowth

The gut microbiome can influence elevated quinolinic acid levels by altering tryptophan
metabolism through the kynurenine pathway, particularly by enzymatic modulation of
IDO1, which is upregulated during inflammation and may lead to increased quinolinic acid
levels. Additionally, systemic inflammation triggered by lipopolysaccharide (LPS) activates
macrophages, which are a significant source of quinolinic acid production.*744%

Refer to Microbial Overgrowth Tables for corresponding metabolites and patterns.

Neurotransmitter Metabolites

Elevated quinolinic acid levels indicate potential disruptions in neurotransmitter balance, as
it acts as an NMDA receptor agonist, contributing to excitotoxicity, neuroinflammation, and
neurodegeneration. Its presence suggests heightened activation of the kynurenine
pathway, which may also affect NAD+ synthesis and cellular energy, as well as reduced
serotonin production.

For a deeper look into neurotransmitter metabolites, assess the Phenylalanine and Tyrosine
metabolites 33)-37) and Tryptophan metabolites (8)-@o).

Toxic Exposure

Phthalates, such as DEHP and MEHP, inhibit ACMS decarboxylase (ACMSD), disrupting
tryptophan metabolism and leading to increased production of quinolinic. Elevated
quinolinic levels impair NAD+ synthesis, as phthalate exposure also inhibits quinolinic acid
phosphoribosyltransferase (QPRT), an enzyme crucial for NAD+ biosynthesis. #7747

Refer to the Toxin Exposure Tables for corresponding metabolites and patterns.

Nutritional Needs

B3 (niacin) deficiency can cause elevated quinolinic acid levels due to the disruption of the
kynurenine pathway, where excessive inflammation-induced IDO enzymatic activity depletes
tryptophan and leads to the accumulation of kynurenine and quinolinic acid. This can impair

RETURN TO TABLE OF CONTENTS Page 76 of 222




O 0

oo 0%, OAT

@
ORGANIC ACIDS TEST

)
%°

%°

NAD+ production, as quinolinic acid is a precursor in the synthesis of nicotinamide.*”* Low
levels of vitamins B2 and Bé can elevate quinolinic acid levels by impairing the kynurenine
pathway, as both vitamins are essential cofactors for its proper metabolism.4%

Elevated quinolinic acid acts as a metal chelator, binding transition metals like iron and copper,
reducing their availability. This can disrupt essential redox reactions and lead to oxidative stress,
which not only contributes to reactive oxygen species (ROS) production but also potentially
depletes key nutrients, further impairing metabolic and immune function.>%®

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with those nutrients.

Additional Insights

Dietary Influences: Foods rich in tryptophan, such as chicken, soy, tuna, certain cereals, nuts,
and bananas, may potentially raise quinolinic acid levels. Quinolinic acid has also been found in
foods like Ceylon cinnamon, pitanga, Oregon yampahs, red bell peppers, and durians.#77472

Refer to the Nutrient-Marker Cross-Reference Table for insights into corresponding organic
acids that are associated with tryptophan.

Medications/Supplement Interactions: Some medications, such as interferon-gamma
and pyrazinamide are known to increase quinolinic acid levels through their effects on the
kynurenine pathway.*??°'° Oral contraceptive use is associated with lower neuroprotective
kynurenic acid, a decreased kynurenic acid to quinolinic acid ratio, and higher CRP levels,
potentially contributing to increased quinolinic acid levels.>™

Associated Conditions: Quinolinic acid is strongly associated with inflammation and immune
modulation, playing a central role in several health conditions. Estrogen has been shown

to increase quinolinic acid levels by boosting pro-inflammatory cytokines and neurotoxic
kynurenine metabolites.”® Elevated quinolinic acid levels are linked to neurological and
psychiatric disorders, such as Alzheimer's disease, stroke, schizophrenia, depression, and
possibly autism, where they contribute to neuroinflammation and excitotoxicity.>4-07
Additionally, high quinolinic acid levels are implicated in cardiovascular conditions,

particularly atherosclerosis and ischemic injury, due to their connection with oxidative stress,
inflammation, and early signs of systemic atherosclerosis.”’?*'3 Immune activation, such as
from cytokines stimulates increased quinolinic acid production, which is linked to inflammation
and neurological damage.*”?*°' High cortisol levels can exacerbate the damaging effects of
quinolinic, suggesting that elevated cortisol may increase quinolinic acid's neurotoxic effects.>®
Furthermore, quinolinic acid inhibits gluconeogenesis by binding to divalent metal ions required
for phosphoenolpyruvate carboxykinase (PEPCK), thereby reducing glucose production.>™
Elevated levels may also be associated with Lyme disease and multiple sclerosis as well as
general increased viral load due to interferons upregulating the IDO enzyme.>"

Benefits: Quinolinic acid may play a beneficial role in certain contexts, such as being a precursor
for NAD+ synthesis, which is essential for energy production, DNA repair, and enzyme activity,
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as well as helping modulate immune responses during neuroinflammation. However, despite
these potential benefits, elevated quinolinic levels are also linked to neurotoxicity, contributing
to excitotoxicity, neuroinflammation, and neuronal damage.>%¢1

Low Values Low quinolinic acid levels are less concerning than elevated levels and can result
from factors affecting the kynurenine pathway, such as enzyme inhibition (e.g., kynureninase
inhibitors), the use of Highly Active Antiretroviral Therapy (HAART) in HIV patients, genetic
mutations like the knockout of the QPRT gene, or nutritional influences such as low protein
intake influencing enzymes like ACMSD.*"72° These factors can reduce the synthesis or
conversion of quinolinic acid, offering potential therapeutic avenues for modulating its levels in
clinical settings.

(
Kynurenic acid

The kynurenine pathway is a major metabolic route for tryptophan, where it is converted into
several metabolites, including kynurenic acid and quinolinic acid, and is a key source of NAD+,
essential for cellular energy production. While the pathway is beneficial for NAD+ synthesis
and regulating physiological functions, it can become problematic when upregulated due

to inflammation or stress, potentially leading to a deficiency in serotonin production and

the accumulation of neuroactive metabolites like quinolinic acid, which can contribute to
neurotoxicity, excitotoxicity, and neuroinflammation.#72>21524 Kynurenic acid levels are influenced
by factors such as inflammation, stress, and nutritional deficiencies in B vitamins (B3, B2, B6),
which disrupt the kynurenine pathway, as well as dietary intake of tryptophan-rich foods and
certain medications.4/7493496,522:528 Elevated kynurenic acid is associated with conditions such as
neurodegenerative diseases, psychiatric disorders, and inflammatory diseases, while low levels

can result from high estrogen states, certain treatments, or insufficient protein intake.>03518,520-523
\ J

Neurotransmitter Metabolites

Elevated kynurenic acid levels may indicate an upregulated kynurenine pathway due to
inflammation or stress, leading to a disruption in serotonin production and an accumulation of
neuroactive metabolites like quinolinic acid. While kynurenic acid has neuroprotective effects,
increased levels could contribute to neuroinflammation, excitotoxicity, and neurodegenerative
or psychiatric disorders.

For a deeper look into neurotransmitter metabolites, assess the Phenylalanine and Tyrosine
metabolites 33)-37) and Tryptophan metabolites (8)-@).

Nutritional Needs

Insufficient levels of B3 (Niacin), B2 (Riboflavin), and Bé can increase kynurenic acid levels by
disrupting the kynurenine pathway.4734%

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with those nutrients.
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Additional Insights

Dietary Influences: Foods rich in tryptophan, such as chicken, soy, tuna, certain cereals, nuts,
and bananas, may potentially increase kynurenic acid levels.*”” Some foods contain kynurenic
acid and will increase levels such as cacao powder, fermented foods (beer, red wine, yeast-
fermented foods), honeybee products (propolis honey, bee pollen), tea, and coffee.>?7->3

Refer to the Nutrient-Marker Reference Table for insights into corresponding organic acids that
are associated with tryptophan.

Medications/Supplement Interactions: Medications that may increase kynurenic acid levels
include anticonvulsants, antidepressants, beta-adrenergic agonists, and angiotensin-converting
enzyme inhibitors.>2>°28

Associated Conditions: Elevated kynurenic acid levels can be influenced by neurodegenerative
conditions such as Alzheimer's, Parkinson's, and Huntington's disease, as well as by infections
like HIV-1 and Lyme neuroborreliosis. Additionally, increased kynurenic acid metabolism

is linked to cognitive decline in disorders like schizophrenia and Down syndrome, and it

has been identified as a uremic toxin in renal dysfunction.>?' Increased stress in conditions
such as major depressive disorder and more activates the tryptophan-kynurenine pathway,
suppressing enzymatic function and leading to elevated kynurenic acid levels, which are linked
to stress-induced behavioral changes and cognitive impairments.??2 High kynurenic levels

are associated with various inflammatory diseases, including ulcerative colitis and systemic
lupus erythematosus, where elevated levels correlate with disease severity, activity, and
clinical manifestations.>225%

Benefits: Kynurenic acid may provide neuroprotection through multiple mechanisms, including
NMDA receptor antagonism to reduce excitotoxicity, antioxidant properties to scavenge
reactive oxygen species, and the induction of neprilysin to degrade amyloid-beta peptides.
Additionally, it stimulates BDNF-TrkB signaling, protects mitochondria, and modulates redox
homeostasis to maintain neuronal survival and prevent oxidative damage.>3%°%

Low Values

Nutrient Needs: Vitamin Bé is an important cofactor for kynurenine aminotransferase (KAT),
an enzyme crucial for converting kynurenine to kynurenic acid in the tryptophan metabolism
pathway. Deficiency may lead to low kynurenic acid levels.>’

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with that nutrient.

Dietary: Low protein intake, influencing the availability of the precursor tryptophan, may
influence Kynurenic acid to be produced.*?°

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with that nutrient.

s Medications/Supplement Interactions: The use of treatments such as Highly Active
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Antiretroviral Therapy (HAART) in HIV patients has been associated with low Kynurenic acid.>® °
Oral contraceptive use is linked to decreased kynurenic acid levels and reduced kynurenic i
to quinolinic ratios, potentially contributing to altered immune function and increased

systemic inflammation.>" ‘

Associated conditions: Low kynurenic levels can result from high estrogen states.*® A
hormone panel may give further assessment, if this is a potential.

PYRIMIDINE METABOLITES - FOLATE METABOLISM Methylation/Detoxification

\.

}
‘ Uracil

Uracil is a pyrimidine primarily found in RNA, where it pairs with adenine during transcription

and translation, and is replaced by thymine in DNA.>*® It plays a vital role in enzyme synthesis,
cellular function, and biochemical regulation by serving as a coenzyme, an allosteric regulator,
and a precursor to phosphorylated nucleotides (UMP, UDP, and UTP), which influence carbamoy!
phosphate synthetase Il activity, polysaccharide biosynthesis, and sugar transport.>¥>*' The
conversion of uracil to thymine @2 is dependent on folate and the methylation of uracil, with
5,10-methylene tetrahydrofolate donating a methyl group via thymidylate synthase.>*2>43
Elevated uracil levels can indicate impaired methylation due to folate deficiency and various
genetic variants.>*2>44>4> Other contributing factors include liver dysfunction and certain cancer
treatments such as 5-fluorouracil .>#¢>47

Methylation/Detoxification

The conversion of uracil to thymine depends on 5,10-methylene tetrahydrofolate, which
donates a methyl group via thymidylate synthase.>** When folate metabolism is impaired,
methylation is disrupted, leading to uracil accumulation in the nucleus.>* Impacts on the
conversion of 5-methyltetrahydrofolate into SAM, which regulates gene transcription, is driven
by folate, and without it, SAM is depleted, leading to DNA hypomethylation and altered gene
expression.>*® Uracil has been used as a potential biomarker for folate and methylation status
from either genetic or micronutrient deficiencies.>*®

Review of 2-hydroxybutyric acid 69, a byproduct of the homocysteine to cystathionine
pathway, may also provide insight, along with a homocysteine level. Additionally, refer to the
Nutrient-Marker Reference Table for the corresponding organic acids associated with nutrients
related to methylation support (B2, B3, B6, B9, B12, and magnesium).

Nutrient Needs

Folate (Vitamin B9) deficiency may lead to excessive uracil incorporation into DNA, causing
chromosome breaks from impaired methylation of dUMP to dTMP.>* These damages have
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been linked to cognitive risks and defects in cellular replication, and folate supplementation
has demonstrated reversal.>* Moreover, deficiencies in vitamins B12, B6 (pyridoxine), and

B2 (riboflavin) can also impact methylation capacity, impairing uracil-to-thymine conversion,
leading to uracil accumulation in DNA, which may contribute to genetic instability and disease
risk.>9%" In the presence of folate deficiency, this pathway can be preserved at the expense of
homocysteine re-methylation.>>?

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with those nutrients.

Urea cycle disorders, particularly Ornithine Transcarbamylase Deficiency (OTCD), can cause
excess carbamoylphosphate diversion into pyrimidine synthesis, leading to elevated uracil and
orotic acid ©0) levels.>* Elevated uracil can also come from genetic variants in dihydropyrimidine
dehydrogenase (DPD) enzyme through the DPYD gene, as it can impact the catabolism of
uracil, thymine @), and the analog 5-fluorouracil.5445% Genetic variations affecting thymidylate
synthase (TYMS) activity, which is the enzyme responsible for converting deoxyuridine
monophosphate (dUMP) to thymidine monophosphate (dTMP), may also lead to elevated uracil
levels.>*? SNPs in the production of methyl tetrahydrofolate dehydrogenase | (MTHFD1) will
influence the conversion of uracil to thymine as well as methionine.>*3

Note: This test is not diagnostic for genetic conditions, and specialized genetic testing may be
warranted if a disorder is suspected.

Additional Insights

Medication/ Supplement Influences: Cancer treatments such as 5-fluorouracil (5-FU) can
increase uracil excretion in the urine.>

Associated Conditions: Liver dysfunction can disrupt uracil metabolism, leading to elevated
urinary uracil levels.>* Uracil elevations related to folate deficiency have been shown in
neuronal damage.>*?>** MTHFD1 is folate dependent, and when deficient can play a role in
megaloblastic anemia, and severe combined immunodeficiency (SCID).>*

Low Values There is no known clinical significance for low values.damage.>*

( Thymine

Thymine, also known as 5-methyluracil, is one of the four essential nucleobases in DNA, where
it pairs with adenine to stabilize the double-helix structure. Thymine is synthesized by uracil
methylation, and when bound to deoxyribose, forms thymidine, which can be phosphorylated
to dTDP for DNA incorporation. Thymine metabolism can be influenced by abnormalities
in methylation pathways and mutations in dihydropyrimidine dehydrogenase (DPD)

L production.>*"** |t has also been shown to act as a biomarker for UV-induced DNA damage.>*®

J
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Methylation/Detoxification

The conversion of uracil to thymine depends on 5,10-methylene tetrahydrofolate, which
donates a methyl group via thymidylate synthase.>*> Thymine can be influenced by the
polymorphism MTHFR C677T at the de novo dTMP synthesis, which can influence uracil’s
misincorporation into DNA.>*!

Nutrient Needs

Folate deficiency, along with deficiencies in vitamins B12, B6 (pyridoxine), and B2
(riboflavin) can all impact methylation capacity, impairing uracil-to-thymine conversion.>%9%'
In the presence of folate deficiency, this pathway can be preserved at the expense of
homocysteine remethylation.>*

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with those nutrients.

Dihydropyrimidine dehydrogenase (DPD) deficiency is a rare genetic condition that impairs
the breakdown of pyrimidines, leading to elevated urinary levels of uracil @), thymine, and the
analog 5-fluorouracil.>*#%5* The DPD enzyme relies on flavin and NADP (nicotinamide adenine
dinucleotide phosphate) as cofactors for this process.*” While some individuals with DPD
deficiency remain asymptomatic, severe cases have been associated with seizures, autism,
microcephaly, hypotonia, and delayed myelination.>*8>5?

Note: This test is not diagnostic for genetic conditions, and specialized genetic testing may be
warranted if a disorder is suspected.

Additional Insights

Associated Conditions: Thymine can act as a biomarker for UV-induced DNA damage in
humans, as exposure to UV radiation can cause DNA lesions, such as thymine dimers, leading
to elevated urinary thymine levels.>>¢*¢° Research studies have shown increased thymine
levels in psoriasis patients receiving PUVA therapy (psoralen with UVA radiation), a treatment
known to induce DNA damage, and in lifequards and agricultural workers with UV exposure
consecutively for 12-18 days.>0>¢!

Low Values There is no known clinical significance for low values.
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KETONE AND FATTY ACID OXIDATION

Lactic Acid
T
WLDH
\l/ V

Pyruvic Acid
Amino Acids

Adipic Acid Carnitine @ PDC
@ B1, B2, B3, B5
Suberic Acid e Lipoate, Mg
Cd, Hg, Sb
@ B2, B3, CoA
L-Carnitine \{m V
B-OXIDATION
M Acetyl-CoA

This diagram shows how lipids are broken down into fatty acids, which require the carnitine
shuttle to cross into the mitochondria for B-oxidation. In the cytoplasm, fatty acids are first
transported with the help of L-carnitine and converted into acylcarnitine, which is shuttled
across the mitochondrial membranes and reconverted to acyl-CoA. Once inside the
mitochondrial matrix, p-oxidation removes two-carbon units to form acetyl-CoA, a critical
substrate for the TCA cycle and ketone production. If the carnitine shuttle is impaired or
insufficient, fatty acid transport into mitochondria is blocked, leading to an accumulation

of intermediates such as adipic and suberic acids and reduced energy generation from fats.
Additionally, when fatty acid oxidation is limited, the body may rely more heavily on glycolysis
and amino acid metabolism, with ketone body production (like 3-hydroxybutyric acid) reduced

as an alternative energy source.
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3-Hydroxybutyric acid @

3-Hydroxybutyric acid (B-hydroxybutyrate) and acetoacetic acid @2 are two main ketones
involved in fatty acid metabolism and energy production.>*? Their levels increase during

fasting, carbohydrate-restricted diets, diabetes, or metabolic disorders. >3 Ketones serve as an
essential alternative energy source, particularly for the brain and muscles, and play a role in lipid
biosynthesis (e.g. cholesterol, phospholipids, etc.) and myelination.*** Elevated ketone levels
can indicate metabolic shifts, such as prolonged fasting, vigorous exercise, or more serious
conditions such as uncontrolled diabetes, or in rare cases, genetic disorders.>**

\.

Mitochondrial Health

Ketone production occurs in the mitochondria, after coenzyme A bound fatty acids (Fatty acyl
CoA) are transported into the mitochondrial membrane via the carnitine shuttle.>*> Once inside
the mitochondria, the bound fatty acids undergo beta- oxidation generating acetyl CoA, for the
citric acid cycle for ATP production, lipid biosynthesis, or for the synthesis of acetoacetate @4).52
Additionally, certain amino acids, like leucine, can metabolize into acetoacetate and

acetyl CoA.>*¢ Acetoacetate can be further reduced to 3-hydroxybutyrate (3HB) via 3HB
dehydrogenase, which is reversible based on NADH levels, and tends to be higher than
acetoacetate in prolonged fasted states.>** Mitochondrial function regulates ketogenesis, and
disruptions in this process, such as mitochondrial disorders or fatty acid oxidation defects, can
lead to excessive ketone accumulation.>®*

Additional insights into the cascading effects of ketone generation can be found in
acetoacetic acid @4, the fatty acid oxidation markers @5)-@9), and the other mitochondrial

markers 22)-G2).

Two common inherited genetic conditions associated with abnormal ketone metabolism

are systemic primary carnitine deficiency (CDSP), preventing fatty acyl CoA molecules from
being transported into the mitochondria, and medium-chain acyl CoA dehydrogenase (MCAD)
deficiency, a disorder that impairs the conversion of 4-12 carbon fatty acyl CoA molecules into
acetyl CoA.>675¢8

Markers also associated with MCAD, include Acetoacetic acid @4), Ethylmalonic acid @5,
Methylsuccinic acid @e), Adipic acid @), Suberic acid @), and Sebacic acid @).

Note: This test is not diagnostic for genetic conditions, and specialized genetic testing may be
warranted if a disorder is suspected.

Additional Information

Dietary: Restricted diets such as strict ketogenic, GAPS, and other diets with elimination of
carbohydrates can increase ketone production.>®3
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Medication/ Supplement Influence: Valproate has been shown to elevate ketones.'®?
Exogenous ketone supplementation, typically a variation of beta-hydroxybutyrate, has been
shown to significantly increase blood and urinary levels.>70573

Associated Conditions: Ketones, though not diagnostic, can be associated with dysglycemia,
diabetes, alcohol intoxication, strenuous exercise, corticoid steroid deficiencies, and
infections.>74575

Developing Discussions: When evaluating 3HB and acetoacetate, blood tests are beginning to
use their ratio to evaluate abnormal redox states of the mitochondria and give insights into the
respiratory chain.’® Since the conversion of acetoacetate to 3HB is driven by NADH, if 3HB is
higher than acetoacetate, Vitamin B3 (niacin), may be helpful in supporting the reaction.>’”57®
Furthermore, lactate and pyruvate ratio analysis are being evaluated to additionally evaluate the
cystolic redox state since pyruvate is converted to lactate to re-oxidize NADH.>®

For additional insights into NAD, one can also assess Quinolinic acid 39) elevations, as
well as Lactic acid @2) and Pyruvic acid @3 for redox associations. Additionally, refer to the
Nutrient-Marker Reference Table for the corresponding organic acids associated with
that nutrient.

Low Values There is no known clinical significance for low values.

( Acetoacetic acid

\.

O

Acetoacetic acid and 3-Hydroxybutyric acid (3HB) @3) are two main ketones involved in fatty
acid metabolism and energy production.>*? Their levels increase during fasting, carbohydrate-
restricted diets, diabetes, or metabolic disorders.”*? Ketones serve as an essential alternative
energy source, particularly for the brain and muscles, and play a role in lipid biosynthesis

(e.g., cholesterol, phospholipids, etc.) and myelination.>** Elevated ketone levels can indicate
metabolic shifts, such as prolonged fasting, vigorous exercise, or more serious conditions, such
as uncontrolled diabetes, or in rare cases, genetic disorders.>¢*

Mitochondrial Health

Ketone production occurs in the mitochondria after fatty acyl-CoA is transported across
the mitochondrial membrane via the carnitine shuttle.>*> Once inside the mitochondria,
fatty acids undergo beta-oxidation, generating acetyl-CoA, which can enter the citric acid
cycle, contribute to lipid biosynthesis, or serve as a precursor for acetoacetate synthesis.>¢?
Additionally, certain amino acids, like leucine, can metabolize into acetoacetate and acety!
CoA.*%¢ Acetyl CoA is then converted to acetoacetyl CoA by 3-ketothiolase, to HMG CoA
by HMG CoA synthase, and finally broken down into acetoacetate by HMG CoA lyase.®
Acetoacetate can be further reduced to 3-hydroxybutyrate (3HB) via 3HB dehydrogenase,
which is reversible based on NADH levels, and tends to be higher than acetoacetate in
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prolonged fasted states.??? Mitochondrial function regulates ketogenesis, and disruptions in this
process, such as mitochondrial disorders or fatty acid oxidation defects, can lead to excessive
ketone accumulation.>*

Additional insights into the cascading effects of ketone generation can be found in 3HB @3), the
fatty acid oxidation markers #5)-@9), the other mitochondrial markers @2-32), and 3-hydroxy-3-
methylglutaric acid (3).

Two common inherited genetic conditions associated with abnormal ketone metabolism

are systemic primary carnitine deficiency (CDSP), preventing fatty acyl CoA molecules from
being transported into the mitochondria, and medium-chain acyl CoA dehydrogenase (MCAD)
deficiency, a disorder that impairs the conversion of 4-12 carbon fatty acyl CoA molecules into
acetyl CoA 567568

Markers also associated with MCAD, include 3-Hydroxybutyric acid @3), Ethylmalonic acid @s),
Methylsuccinic acid @e), Adipic acid @), Suberic acid @), and Sebacic acid @).

Note: This test is not diagnostic for genetic conditions, and specialized genetic testing may be
warranted if a disorder is suspected.

Additional Information

Dietary: Restricted diets such as strict ketogenic, GAPS, and other diets with elimination of
carbohydrates can increase ketone production.>®?

Medication/Supplementation Influences: Valproate has been shown to elevate ketones.>*’

Associated Conditions: Ketones, though not diagnostic, can be associated with
dysglycemia, diabetes, alcohol intoxication, strenuous exercise, corticoid steroid deficiencies,
and infections.>457>

Developing Discussions: When evaluating 3HB and acetoacetate, blood tests are beginning to
use their ratio to evaluate abnormal redox states of the mitochondria, and give insights into the
respiratory chain.”’® Since the conversion of acetoacetate to 3HB is driven by NADH, if 3HB is
higher than acetoacetate, Vitamin B3 (niacin), may be helpful in supporting the reaction.>’”5’
Furthermore, lactate and pyruvate ratio analysis are being evaluated to additionally evaluate the
cystolic redox state since pyruvate is converted to lactate to re-oxidize NADH.>®

For additional insights into NAD, one can also assess Quinolinic acid 39) elevations, as
well as Lactic acid @) and Pyruvic acid @) for redox associations. Additionally, refer to the
Nutrient-Marker Reference Table for the corresponding organic acids associated with
that nutrient.

Low Values There is no known clinical significance for low values.

RETURN TO TABLE OF CONTENTS Page 86 of 222



\d
)
%°

Yos’s, OAT

.0. ORGANIC ACIDS TEST

= B
( Ethylmalonic acid @@

Ethylmalonic acid (EMA) is a key metabolic marker associated with fatty acid oxidation disorders
and mitochondrial dysfunction.>” It is derived from butyrate metabolism and can accumulate
due to high-fat or vegan diets, riboflavin or carnitine insufficiencies, or in more rare instances,

L genetic mutations.>80-°82

Microbial Overgrowth

Although there is no direct association between butyrate-producing organisms, butyrate
production, and ethylmalonic acid, theoretically, if there is a significant amount of butyrate
production, it may have an influence on ethylmalonic levels.>83°8

Refer to Microbial Overgrowth Tables for corresponding metabolites and patterns.

Mitochondrial Health

Since EMA is linked to fatty acid oxidation and energy metabolism, reduced function of the
pathway can have significant impacts on mitochondrial processes 62 EMA can also disrupt
mitochondrial function by inhibiting key complexes within the electron transport chain
(ETC), leading to impaired ATP production and increased oxidative stress, leading to further
mitochondrial inefficiencies and imbalances.*®"*8> |t can also interfere with succinate and
glutamate, partly by inhibiting a-ketoglutarate dehydrogenase (KGDH) and compromising
membrane potential.>8°8’

The mitochondrial metabolite 2-Oxoglutaric acid @) is also influenced by KGDH, and additional
changes in Succinic acid @4) may give further insights into EMA's direct influence on the Citric
Acid Cycle. Insights into the cascading effects on the other mitochondrial markers @2)-32) might
also be supportive.

Nutritional Needs

Deficiencies in carnitine or Vitamin B2 (Riboflavin) can lead to abnormal EMA levels, as carnitine
is required for transporting fatty acids for oxidation and riboflavin is crucial for flavin adenine
dinucleotide (FAD)-dependent enzymes involved in fatty acid metabolism.>88587

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with those nutrients.

Genetics

Conditions like MCAD deficiency, glutaric acidemia Il, ethylmalonic acidemia, and ethylmalonic
encephalopathy caused by mutations in ETHET or SLC25A32 genes that disrupt butyrate
metabolism can all disrupt fatty acid metabolism and lead to EMA accumulation .72 Genetic
mutations in the short-chain acyl-CoA dehydrogenase (SCAD) enzyme that controls butyrate
oxidative pathways could also increase ethylmalonic acid.>”
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Markers associated with MCAD include 3-Hydroxybutyric acid @3), Acetoacetic acid @),
Methylsuccinic acid @e), Adipic acid @), Suberic acid @), and Sebacic acid ®). Glutaric acidemia is
associated with 3-hydroxyglutaric acid @1), Methylsuccinic acid @s), Adipic acid @),

Suberic acid @), Sebacic acid @9, and Glutaric acid 63). Methylsuccinic acid @s), together with
EMA, can be associated with ethylmalonic acidemia.

Note: This test is not diagnostic for genetic conditions, and specialized genetic testing may be
warranted if a disorder is suspected.

Additional Insights

Dietary: Very high-fat diets (Ketogenic, GAPS, etc.) or extreme carbohydrate restriction,
without proper intake of carnitine and Vitamin B2 (Riboflavin) can cause altered fatty acid
metabolism and may influence elevations in EMA.># Additionally, vegan diets without proper
protein complementing may also increase the risk of carnitine deficiency, and stress fatty
acid metabolism. Additional fatty acid oxidation markers that could also be influenced include

Methylsuccinic acid @¢), Adipic acid @), Suberic acid @), and Sebacic acid (9).5%2

Medication/ Supplement Influences: Since EMA is derived from butyrate, supplemental
butyrate intake may increase EMA excretion levels.*® Medium-chain triglyceride (MCT)
supplements and coconut oil may also influence elevations due to their ability to promote rapid
oxidation of medium-chain fatty acids.>82°%3

Methylsuccinic acid @e), Adipic acid @), Suberic acid @), and Sebacic acid @) can also be
influenced by MCT-containing foods and supplements.

Low Values There is no known clinical significance for low values.

Methylsuccinic acid

Methylsuccinic acid (MSA), is a fatty acid metabolite involved in isoleucine metabolism > It is
associated with mitochondrial dysfunction from abnormal fatty acid utilization and has been
associated with type 2 diabetes and various inborn errors of metabolism.>7>57

Mitochondrial Health

MSA is linked to fatty acid oxidation and energy metabolism, and reduced function of the
pathway can have significant impacts on mitochondrial dysfunction and cellular health. In
reducing oxidative phosphorylation (OXPHOS) efficiency of fatty acids, ATP production is
decreased, and energy deficits occur.>?”>?¢ This dysfunction also causes structural mitochondrial
abnormalities, calcium homeostasis disruption, and increased reactive oxygen species (ROS),
further damaging mitochondrial integrity.>?>>%

Additional insights into the cascading effects of mitochondrial issues include the other fatty
acid oxidation markers @5-@9), and mitochondrial markers @2)-¢2).
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Nutritional Needs

Deficiencies in carnitine or Vitamin B2 (Riboflavin) can lead to abnormal MSA levels, as carnitine
is required for transporting fatty acids for oxidation and riboflavin is crucial for flavin adenine
dinucleotide (FAD)-dependent enzymes involved in fatty acid metabolism 60040

.0. ORGANIC ACIDS TEST

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with those nutrients.

Conditions such as medium-chain acyl-CoA dehydrogenase deficiency (MCAD), ethylmalonic
encephalopathy, glutaric acidemia, and isovaleric acidemia, have all been associated with MSA
elevations.>”°92692 Short-chain acyl-CoA dehydrogenase (SCAD) enzyme defects can also cause
elevations in MSA, along with ethylmalonic acid @s) ¢

Markers also associated with MCAD include 3-Hydroxybutyric acid @3), Acetoacetic acid @9),
Ethylmalonic acid @s), Adipic acid @), Suberic acid @8), and Sebacic acid @9). Ethylmalonic acid
combined with MSA is associated with ethylmalonic encephalopathy. 3-Hydroxyglutaric acid @1
, Ethylmalonic acid @s), Adipic acid @7), Suberic acid @8), Sebacic acid 9, and Glutaric acid 63 are
all associated with glutaric acidemia. 3-Hydroxy-3-methylglutaric acid 65), Methylcitric acid ),
2-Hydroxyisovaleric acid 62, and 3-Methyl- 2-oxovaleric acid @4 are also associated with
isovaleric acidemia.

Note: This test is not diagnostic for genetic conditions, and specialized genetic testing may be
warranted if a disorder is suspected.

Additional Insights

Dietary: Very high fat diets (Ketogenic, GAPS, etc.) or extreme carbohydrate restriction,
without proper intake of carnitine and Vitamin B2 (Riboflavin) can cause altered fatty acid
metabolism and may influence elevations in EMA.*8 Additionally vegan diets with improper
protein complementing may also increase the risk of carnitine deficiency, and stress fatty acid
metabolism.*®? Additional fatty acid oxidation markers that could also be influenced include;
Ethylmalonic acid @s), Adipic acid @), Suberic acid @8), and Sebacic acid @9).

Medication/ Supplement Influences: Medium chain triglyceride (MCT) supplements and
coconut oil may influence elevations due to their ability to promote rapid oxidation of medium-
chain fatty acids.>82°%3

Ethylmalonic acid @s), Adipic acid @), Suberic acid @8), and Sebacic acid @) can also be influenced
by MCT containing foods and supplements.

Associated Conditions: MSA has been shown to be associated with type 2 diabetes.>?

Low Values There is no known clinical significance for low values.
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Adipic acid is a dicarboxylic acid that serves as a key marker of fatty acid metabolism that
undergoes omega-oxidation, when beta oxidation is impaired.>”? High adipic acid may indicate
mitochondrial dysfunction, carnitine or Vitamin B2 (Riboflavin) insufficiencies, metabolic
stressors, dietary intake, or, in rare cases, genetic abnormalities.>82°92,600601,603

Mitochondrial Health

When fatty acid oxidation is impaired, alternative metabolic pathways such as beta and

omega oxidation become active, leading to the potential accumulation of Adipic and

Suberic acids @8).5? Deficiencies in key mitochondrial enzymes or disruptions in oxidative
phosphorylation can also contribute to elevations.®®* Furthermore, the buildup of adipic and
suberic acid as byproducts of lipid peroxidation and fatty acid oxidation can generate additional
oxidative stress, leading to more stress on the mitochondria.*%

Additional insights into the cascading effects of mitochondrial issues include the other fatty
acid oxidation markers @5)-@9) and mitochondrial markers 22-G2).

Nutritional Needs

Deficiencies in carnitine or Vitamin B2 (Riboflavin) can lead to abnormal adipic levels, as
carnitine is required for transporting fatty acids for oxidation and riboflavin is crucial for flavin
adenine dinucleotide (FAD)-dependent enzymes involved in fatty acid metabolism. 60001
Moreover, magnesium can also influence the optimization of omega oxidation directly or
through reducing the effects of oxidative stress.06:6%7

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with those nutrients.

There are numerous genetic and mitochondrial disorders that can influence both adipic and
suberic acids @8), and are classified into mitochondrial, peroxisomal, and fatty acid oxidation
disorders 62 The more well known conditions that can influence adipic acid include medium-
chain acyl-CoA dehydrogenase deficiency (MCAD), multiple acyl-CoA dehydrogenase
deficiency (MADD), glutaric acidemia, and short-chain acyl-CoA dehydrogenase

(SCAD).572603 Markers also associated with MCAD, include 3-Hydroxybutyric acid @3),
Acetoacetic acid @), Ethylmalonic acid @5, Methylsuccinic acid @), Suberic acid @), and Sebacic
acid @9). 3-hydroxyglutaric acid @), Ethylmalonic acid @), Methylsuccinic acid @s), Suberic acid @s),
Sebacic acid @), and Glutaric acid 63) are all associated with glutaric acidemia.

Note: This test is not diagnostic for genetic conditions, and specialized genetic testing may be
warranted if a disorder is suspected.
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Additional Insights

Dietary: Intake of gelatin, processed foods that contain it, and coconut oil can all increase
adipic, as can very high-fat diets (Ketogenic, GAPS, etc.), fasting, or very limited carbohydrate
intake without proper intake of carnitine and Vitamin B2 (Riboflavin).%®

Additionally, vegan diets with improper protein complementing may also increase the risk of
carnitine deficiency, and stress fatty acid metabolism.>®? Additional fatty acid oxidation markers
that could also be influenced include Ethylmalonic acid @s), Methylsuccinic acid @), Suberic acid
@), and Sebacic acid @9).

Medication/Supplementation Influences: Valproate has been shown to elevate ketones.>*

Associated Conditions: Adipic acid has been shown to be commonly elevated in children with
autism spectrum disorders (ASD).60%610

Low Values There is no known clinical significance for low values.

\.

- 5
Suberic acid @ @

Suberic acid is a dicarboxylic acid that serves as a key marker of fatty acid metabolism that
undergoes omega-oxidation when beta oxidation is impaired.>”” High suberic acid may indicate
mitochondrial dysfunction, carnitine or Vitamin B2 (Riboflavin) insufficiencies, metabolic
stressors, dietary intake, or in rare cases, genetic abnormalities.>82°92,600601,603

Mitochondrial Health

When fatty acid oxidation is impaired, alternative metabolic pathways such as beta and

omega oxidation become active, leading to the accumulation of Suberic and Adipic acids @).5
Deficiencies in key mitochondrial enzymes or disruptions in oxidative phosphorylation can also
contribute to elevations.®** Furthermore, the buildup of adipic and suberic acid as byproducts
of lipid peroxidation and fatty acid oxidation can generate additional oxidative stress, leading to
more stress on the mitochondria.®%

Additional insights into the cascading effects of mitochondrial issues include the other fatty
acid oxidation markers #)-@9) and mitochondrial markers 22)-G2).

Nutritional Needs

Deficiencies in carnitine or Vitamin B2 (Riboflavin) can lead to abnormal adipic levels, as
carnitine is required for transporting fatty acids for oxidation and riboflavin is crucial for flavin
adenine dinucleotide (FAD)-dependent enzymes involved in fatty acid metabolism.¢00:¢01
Moreover, magnesium can also influence the optimization of omega oxidation directly, or
through reducing the effects of oxidative stress.¢0¢:607

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with those nutrients.
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There are numerous genetic and mitochondrial disorders that can influence both adipic
and suberic acids, and are classified into mitochondrial, peroxisomal, and fatty acid oxidation
disorders.®? The more well-known conditions that can influence adipic acid include medium-
chain acyl-CoA dehydrogenase deficiency (MCAD), multiple acyl-CoA dehydrogenase
deficiency (MADD), glutaric acidemia, and short-chain acyl-CoA dehydrogenase

(SCAD).592603 Markers also associated with MCAD, include 3-Hydroxybutyric acid @3),
Acetoacetic acid @4), Ethylmalonic acid @s), Methylsuccinic acid a0), Adipic acid @7), and Sebacic
acid @9). 3-hydroxyglutaric acid @), Ethylmalonic acid @), Methylsuccinic acid @), Adipic acid @),
Sebacic acid @) and Glutaric acid 63 are all associated with glutaric acidemia.

Note: This test is not diagnostic for genetic conditions, and specialized genetic testing may be
warranted if a disorder is suspected.

Additional Insights

Dietary: Intake of gelatin, processed foods, and coconut oil can increase suberic acid, as can
very high-fat diets (Ketogenic, GAPS, etc.), fasting, or very limited carbohydrate intake without
proper intake of carnitine and Vitamin B2 (Riboflavin).®%® Additionally, vegan diets with improper
protein complementing may also increase the risk of carnitine deficiency, and stress fatty acid
metabolism.*8? Additional fatty acid oxidation markers that could also be influenced include
Ethylmalonic acid @s), Methylsuccinic acid @), Adipic acid @), and Sebacic acid @9).

Associated Conditions: Suberic acid has been shown to be commonly elevated in children with
autism spectrum disorders (ASD).¢™

Low Values There is no known clinical significance for low values.

e Y. °@@
Sebacic acid @ @3 @

Sebacic acid is a medium-chain dicarboxylic acid obtained by oxidizing a fatty acid called
ricinoleic acid (castor oil).®" It is produced through the oxidation of decanoyl-CoA to sebacoyl-
CoA, a process facilitated by acyl-CoA dehydrogenase.®'" Elevated sebacic acid is impaired fatty
acid oxidation due to mitochondrial dysfunction, carnitine or riboflavin insufficiencies, or certain
rare genetic disorders. Additionally, certain toxicants, high-fat diets, and MCT supplementation

may impact its |eve|S 595,598, 600,601,612,613
\ J

Mitochondrial Health

Linked to fatty acid oxidation and energy metabolism, reduced function of these pathways can
have significant impacts on mitochondrial dysfunction and cellular health. In reducing oxidative
phosphorylation (OXPHOS) efficiency of fatty acids, ATP production is decreased, and energy
deficits occur.>”57 This dysfunction also causes structural mitochondrial abnormalities, calcium
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homeostasis disruption, and increased reactive oxygen species (ROS), further damaging
mitochondrial integrity.>?>*%

Additional insights into the cascading effects of mitochondrial issues include the other fatty
acid oxidation metabolites @5-@9), and mitochondrial metabolites @2)-G2).

Toxic Exposure

Sebacic acid and its derivatives, such as pimelic acid, have diverse industrial applications,
including use in plasticizers, lubricants, hydraulic fluids, cosmetics, and candles.’? It also plays
a role in producing polyester and epoxy resins and serves as an intermediate in the synthesis
of fragrances, disinfectants, and coating materials.®™ It has not been well studied if sebacic
acid is found in urine from these exposures, and itself is not toxic; however, it may help support
investigations into exposures to toxicants found in the aforementioned products.

Refer to the Toxin Exposure Tables for corresponding metabolites and patterns.

Nutritional Needs

Deficiencies in carnitine or Vitamin B2 (Riboflavin) can lead to abnormal sebacic acid levels, as
carnitine is required for transporting fatty acids for oxidation and riboflavin is crucial for flavin
adenine dinucleotide (FAD)-dependent enzymes involved in fatty acid metabolism. 60001

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with those nutrients.

Genetics

Genetic conditions including multiple acyl-CoA dehydrogenase deficiency (MADD), medium-
chain acyl-CoA dehydrogenase deficiency, carnitine-acylcarnitine translocase deficiency,
Adrenoleukodystrophy (ALD), and peroxisome disorders such as Zellweger syndrome and
neonatal adrenoleukodystrophy, can cause elevated sebacic acid levels.¢13¢161¢

Note: This test is not diagnostic for genetic conditions, and specialized genetic testing may be
warranted if a disorder is suspected.

Additional Insights

Dietary: Very high-fat diets (Ketogenic, GAPS, etc.) or extreme carbohydrate restriction, without
proper intake of carnitine and Vitamin B2 (Riboflavin), can cause altered fatty acid metabolism
and may influence elevations in Sebacic acid.?? Additionally, vegan diets with improper

protein complementing may also increase the risk of carnitine deficiency, and stress fatty acid

metabolism.® Additional fatty acid oxidation markers that could also be influenced include
Ethylmalonic acid @s), Methylsuccinic acid @), Adipic acid @), and Suberic acid @s).

Medication/ Supplement Influences: Medium-chain triglyceride (MCT) supplements and
coconut oil may influence elevations due to their ability to promote rapid oxidation of medium-
chain fatty acids.>®2°73 Consumption of castor oil may also influence elevations.®"" Ethylmalonic
acid (45), Methylsuccinic acid @), Adipic acid @), and Suberic acid @8 may also be influenced by
MCT-containing foods and supplements.
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Low Values There is no known clinical significance for low values.
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Vitamin B12 is essential for propionic acid metabolism, as it enables the conversion of
methylmalonyl-CoA to succinyl-CoA through the B12-dependent enzyme methylmalonyl-CoA
mutase (MMUT).®” When B12 is deficient, this process is disrupted, causing the accumulation of
methylmalonic acid (MMA). Propionic acid metabolism connects branched-chain amino acid and
odd-chain fatty acid oxidation to the Citric Acid Cycle, and disturbances in this pathway can have
widespread metabolic consequences.®’®¢? Vitamin B12 not only plays a role in mitochondrial
function, but it can also disrupt the methylation processes, which can have cascading effects,
particularly in neurotransmitter metabolism and detoxification pathways.¢"”

Microbial Overgrowth

Elevated MMA levels may signal gut microbiota imbalances due to an increase in the production
of the short-chain fatty acid, propionic acid, which can interfere with metabolism 23062

Refer to Microbial Overgrowth Tables for corresponding metabolites and patterns.

Mitochondrial Health

Vitamin B12, in the form of adenosylcobalamin, is essential for mitochondrial health as it serves
as a cofactor for methylmalonyl-CoA mutase (MUT), an enzyme that catalyzes the conversion
of methylmalonyl-CoA to succinyl-CoA.°" This step in propionate catabolism enables the
breakdown of branched-chain amino acids, odd-chain fatty acids, and cholesterol, allowing
them to be funneled into the citric acid cycle.*'®

Review Markers 24)-29) for insights on the citric acid cycle, 3-methylglutaric acid o),
3 Methylglutaconic acid 32, and Markers 62-7) for further evaluation of branched-chain amino
acid utilization, and Markers #3)-@9) for fatty acid utilization for energy.

Neurotransmitter Metabolites

Vitamin B12 acts as a cofactor for methionine synthase in the conversion of homocysteine

to methionine, which is then used to produce S-adenosylmethionine (SAM), a key methyl
donor for neurotransmitter methylation via COMT.#?"¢22|t also modulates cholinergic signaling
by influencing choline availability for acetylcholine synthesis and helps regulate glutamate
release to prevent excitotoxicity.®?>¢% Deficiency can impair myelin integrity, elevate neurotoxic
homocysteine levels, and disrupt neurotransmitter metabolism. 622626

Review neurotransmitter metabolites ¢3)-@9) for further insights.
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Methylation/Detoxification

Vitamin B12 is essential for coordinating the folate and methionine cycles, which regulate
methylation.®”” As a cofactor for methionine synthase (MS), B12 enables the conversion

of homocysteine to methionine using 5-methyltetrahydrofolate (5-mTHF), and sustains
S-adenosylmethionine (SAM) production, which is a primary methyl donor for DNA, protein,
and neurotransmitter methylation.®"”

For additional markers influencing methylation and SAM, look to HVA/DOPAC ratio @),

Uracil @), and 2-Hydroxybutryic acid 68). A homocysteine serum test may be helpful.
Additionally, refer to the Nutrient-Marker Cross-Reference Table for insights into corresponding
organic acids that are associated with methylation support (B2, B3, B6, B9, and magnesium).

Nutritional Needs

MMA serves as a functional biomarker for B12 deficiency since vitamin B12 is the cofactor
for the enzyme methylmalonyl-CoA mutase, and its absence leads to the accumulation of
MMA instead of the formation of succinyl-CoA." Biotin also plays a role in the metabolism of
propionic acid, potentially aiding in reducing MMA accumulation.®?

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with those nutrients.

Genetics

Conditions such as methylmalonic acidemia and propionic acidemia are inherited metabolic
disorders that severely disrupt detoxification and cellular pathways, leading to extreme
developmental and neurological issues.®?

Methylmalonic acidemia is also associated with Methyl citric acid 67) and 3-Methyl-2-
oxovaleric acid 64), but a normal homocysteine. Pyroglutamic acid 68), 2-Hydroxybutryic
acid 9), 2-Hydroxyisovaleric acid €2, and 3-Methyl-2-oxovaleric acid €4 are associated with
propionic acidemia.

Elevated MMA may also indicate mitochondrial disorders such as Pearson syndrome, which
affects the respiratory chain, along with mitochondrial DNA mutations further impairing
energy metabolism.®?° Other associated genetic disorders include Malonyl CoA decarboxylase
deficiency, Malonic Aciduria, Methylmalonate Semialdehyde Dehydrogenase Deficiency, and

Methylmalonic Aciduria.®?”¢?” Malonyl CoA decarboxylase deficiency is also associated with
malonic acid @).

Note: This test is not diagnostic for genetic conditions, and specialized genetic testing may be
warranted if a disorder is suspected.

Additional Insights

Dietary: Individuals who do not consume animal products and do not supplement with B12 are
at risk for insufficiencies. 30631
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Medication/Supplement Influences: Medications such as metformin, proton pump inhibitors,
or H2 receptor blockers may impair B12 absorption.®3243 There is also some evidence that oral
contraceptives may influence B12 insufficiencies.®3*

Associated Conditions: MMA elevations have been associated with Alzheimer’s disease,
advanced age, pregnancy, and kidney disease.®*%¥ Individuals with short bowel syndrome,
SIBO, gastritis, or other gastrointestinal conditions that impair B12 absorption, as well as those
who have undergone bariatric surgery, are at a significantly higher risk for B12 deficiencies 38640

Low Values There is no known clinical significance for low values.

-
@ Pyridoxic Acid
Pyridoxic acid is the primary metabolite of vitamin B6, serving as a biomarker for assessing
status.®*! Abnormal vitamin Bé6 levels may indicate excessive intake, medication influences
affecting metabolism and excretion, or, in rare instances, genetic disorders such as pyridoxine-
dependent epilepsy.®##443 Low levels may stem from inadequate intake, Microbial Overgrowths,
or mitochondrial dysfunction, and may impact neurotransmitter synthesis, methylation, and
detoxification pathways.?30421644-646 Moreover, certain medications, hormonal factors, and
conditions such as celiac disease, diabetes, or chronic kidney disease may further influence
| B6 status 6464 )

Nutritional Needs

Elevated levels may indicate excessive vitamin Bé intake from diet or supplements.®*

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with that nutrient.

Pyridoxine-dependent epilepsy, a rare genetic disorder caused by mutations in the PNPO
gene encoding pyridox(am)ine 5'-phosphate oxidase, disrupts the rate-limiting step in B6
metabolism, leading to excess pyridoxic acid elimination.®*?

Note: This test is not diagnostic for genetic conditions, and specialized genetic testing may be
warranted if a disorder is suspected.

Additional Insights

Supplement/Medications Influences: Isoniazid and penicillamine may increase excretion of
pyridoxic acid.®*?

Associated conditions: Pyridoxic acid levels can accumulate due to impaired renal clearance
and an increase in catabolic states such as fever, fasting, or metabolic acidosis, which
accelerate protein turnover and amino acid oxidation.?3°
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Low Values

Microbial Overgrowth: There is evidence that B6 can be produced by various bacteria in

the microbiome (e.g. B. fragilis and P. copri (Bacteroidetes), Bifidobacterium longum and
Collinsella aerofaciens (Actinobacteria), and H. Pylori), and if reduced in abundance, may
influence insufficiencies.®*#¢* There is also some data that suggests a lack of B6 can influence
the microbiome, as various Firmicutes (Veillonella, Ruminococcus, Faecalibacterium, and
Lactobacillus spp.) are unable to produce their own and require their hosts to provide it.*#

Refer to Microbial Overgrowth Tables for corresponding metabolites and patterns.

Mitochondrial Health: Vitamin B6 supports Coenzyme A production, which is essential for
energy metabolism.®* It also aids in the absorption and storage of vitamin B12, a key cofactor
in mitochondrial pathways.** Additionally, B6 influences hormone synthesis, including cortisol
and glucagon, which regulate mitochondrial energy balance and metabolic processes.®*

Assessing Markers 22-@2) for mitochondrial insights, as well as refer to the Nutrient-Marker
Reference Table for the corresponding organic acids associated with that nutrient.

Neurotransmitter Metabolites: Vitamin Bé is essential for neurotransmitter synthesis, serving
as a cofactor for aromatic L-amino acid decarboxylase (AADC), which converts L-DOPA to
dopamine and 5-hydroxytryptophan to serotonin.?’ Deficiency in B6 can impair AADC activity,
leading to reduced dopamine and serotonin levels.3®>

Evaluate HVA (3), VMA (4), DOPAC (7), and 5-HIAA (8 for further insights.

Bé6 also supports the biopterin cycle by aiding in the regeneration of tetrahydrobiopterin (BH4),
which is the enzyme involved in dopamine, norepinephrine, and serotonin synthesis.®>0:¢%!

For additional insights into Biopterin pathways, review phenylalanine and tyrosine
metabolites 33)-37), 2-Hydroxyphenylacetic acid (1), Mandelic acid 68, Phenylacetic acid 69, and
Phenylpyruvic acid ().

Bé6 is a cofactor for various enzymes involved in the tryptophan-to-kynurenine pathway, and
insufficient levels may lead to abnormal levels of Quinolinic acid 39 and Kynurenic acid @) ¢

Methylation/Detoxification: In the methylation pathway, B6 supports serine
hydroxymethyltransferase (SHMT), facilitating the conversion of serine to glycine and providing
one-carbon units for methionine and S-adenosylmethionine (SAM) synthesis, crucial for
methylation reactions.®*¢¢> Vitamin Bé is also essential for the transsulfuration pathway as a
coenzyme for cystathionine B-synthase (CBS) and cystathionine y-lyase (CSE), which convert
homocysteine to cysteine for glutathione production 65365

Review 2-hydroxybutyric acid 68) and Pyroglutamic acid 69) to gain further insights into
methylation and detoxification components, as well as refer to the Nutrient-Marker Reference
Table for the corresponding organic acids associated with nutrients related to methylation

» support (B2, B3, B6, B9, B12, and magnesium) and glutathione.
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Nutritional Needs: Measuring pyridoxic acid may reflect Bé insufficiency.®*! Moreover, vitamin
B2 (Riboflavin) insufficiency can influence low Bé levels as it affects B6 activation.

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with those nutrients.

Dietary: Restrictions in intake of fish or beef, starchy vegetables, and grains may increase risk of
inadequate intake. 648656657

Supplement/Medications Influences: Cycloserine, various antiepileptic medications, and
theophylline may influence B6 insufficiencies.®*¢4Various birth controls or supplemental
estrogen or progesterone may require an increased need for B6.634660

Associated Conditions: Maladies such as celiac disease, diabetes, inflammatory bowel disease,
or chronic renal failure can influence B6 absorption.**® Low Bé6 levels may contribute to calcium
oxalate stone formation, as Bé helps convert glyoxylate into glycine instead of oxalate.'®

Evaluate Oxalic acid @) for further insights into oxalates.

\.

(o 2
(@ Pantothenic Acid g@%

Pantothenic acid (B5) plays a crucial role in metabolism, primarily through its involvement in
Coenzyme A (CoA) synthesis, which is essential for energy production.®®' Levels of B5 can be
influenced by dietary intake, microbial activity, supplementation, including products containing
BS derivatives or royal jelly.®¢>¢%4 Rare genetic mutations, such as those in the PANK2 gene linked
to PKAN, can lead to significantly elevated levels due to impaired conversion to CoA.®*

Additionally, low B5 levels may have a significant influence on mitochondrial dysfunction,
potentially affecting the Citric Acid Cycle and energy metabolism.

Microbial Overgrowth

There is evidence that suggests B5, in the form of pantothenic acid phosphate, can be
produced by Lactobacillus plantarum, and if in high abundance, may influence high levels.®*

Evaluate DHPPA (4), 2-Hydroxyisocaproic acid 5, and 4-Hydroxyphenyllactic acid @ for more
insights into Lactobacillus activity.

Nutritional Needs

High levels may reflect recent intake and may give insights into nutritional status.®

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with that nutrient.

Genetic mutations in the PANK2 gene are linked to PKAN, a disorder that impairs the
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conversion of pantothenic acid to its active form, CoA, causing significant elevations of
pantothenic acid.®®

Evaluate Lactic acid @, Pyruvic acid @), and the Citric Acid Cycle metabolites @4)-29), particularly
2-oxoglutaric acid @), for further insights.

Note: This test is not diagnostic for genetic conditions, and specialized genetic testing may be
warranted if a disorder is suspected.

Additional Insights

Dietary: Pantothenic acid is abundant in whole grains, legqumes, eggs, meat, shitake
mushrooms, and high intakes of these foods the day before may influence levels.®

Medication/Supplement Influences: Supplements that contain royal jelly may influence
elevations, as can any supplement containing Vitamin B5 (various forms).¢¢*

Low Values

Microbial Overgrowth: Pantothenic acid phosphate is produced by Lactobacillus, and if in
insufficient amounts, may influence low levels.¢?

Evaluate DHPPA (4), 2-Hydroxyisocaproic acid 5), and 4-Hydroxyphenyllactic acid @2) for more
insights into Lactobacillus activity.

Mitochondrial Health: Pantothenic acid aids in the synthesis of coenzyme A (CoA), which is
required for the Citric Acid Cycle and energy production. If deficiencies are present, significant
mitochondrial influences may occur.é¢

Evaluate Lactic acid @), Pyruvic acid @3, and the Citric Acid Cycle markers @4)-@9), particularly
2-oxoglutaric acid @), for further insights.

Nutritional Needs: Low levels may suggest insufficient intake.

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with that nutrient.
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(s3) Glutaric Acid

Glutaric acid metabolism relies on riboflavin (B2) as a cofactor for glutaryl-CoA dehydrogenase,
and a deficiency can lead to its accumulation, impacting amino acid and fatty acid metabolism.’
Riboflavin is essential for mitochondrial energy production, neurotransmitter synthesis, and
detoxification through its role in FAD-dependent enzymes.#01¢¢84%% [nsufficient B2 levels can
affect ATP synthesis, methylation, and oxidative stress balance, potentially contributing to
metabolic dysfunction.®®¢0¢71 Dietary restrictions, medications such as oral contraceptives,

and inadequate riboflavin intake may further influence these processes, increasing the risk of
deficiency-related complications.®72¢73

Mitochondrial Health

Riboflavin is absorbed from the diet, transported into mitochondria, and converted into FAD
through the Rf-FAD cycle.®®® The various FAD-dependent enzymes involved in fatty acid
metabolism support the acetyl-CoA generation for the citric acid cycle.®*® B2 also plays a role in
the electron transport chain (ECT), which can have significant impacts on ATP production.®¢®

Evaluate other fatty acid oxidation markers @5)-@9) for B2 influence, and Succinic acid @) for
further insights into the ECT.

Neurotransmitter Metabolites

Tetrahydrobiopterin (BH4), a key cofactor for enzymes involved in dopamine, norepinephrine,
and serotonin production, requires FAD for dihydropteridine reductase (DHPR) to recycle BH4
and maintain neurotransmitter synthesis.37%401.600650651 Moreover, FAD plays a role in monamine
oxidase (MAQO), the enzyme involved in the metabolism of dopamine, norepinephrine, and
serotonin.®’* B2 has also been shown to help restore dopamine levels and reduce oxidative
stress in the brain.®”

For further insights into influences on biopterin cycles and MAO pathways, look to
2-Hydroxyphenylacetic acid i) HVA @3), VMA (4), 5HIAA @8), Mandelic acid 8, Phenylacetic acid
©9), and Phenylpyruvic acid (o).

Methylation/Detoxification

Vitamin B2 activates methylenetetrahydrofolate reductase (MTHFR), which converts
5,10-methylenetetrahydrofolate to 5-methyltetrahydrofolate, facilitating homocysteine
remethylation and sustaining S-adenosylmethionine (SAM) levels for DNA and protein
methylation.®*”¢’® Moreover, FAD-dependent enzymes, such as dimethylglycine
dehydrogenase, drive oxidative demethylation processes that generate tetrahydrofolate, linking
riboflavin to one-carbon metabolism and xenobiotic clearance.®’

Review of HVA/DOPAC ratio @7), Uracil @), and 2-hydroxybutyric acid 69 for additional insights
into methylation dysfunction. Additionally, refer to the Nutrient-Marker Reference Table for the
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corresponding organic acids associated with nutrients related to methylation support (B2, B3,
B6, B9, B12, and magnesium).

Nutritional Needs

Glutaric acid metabolism relies on riboflavin (B2) as a cofactor for the enzyme glutaryl-CoA
dehydrogenase.®’? A deficiency in vitamin B2 can impair this enzyme's function, leading to the
accumulation of glutaric acid.®”¢7¢

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with that nutrient.

Glutaric acidemia type | (GA-1) and glutaryl-CoA dehydrogenase deficiency are autosomal
recessive disorders caused by a deficiency in glutaryl-CoA dehydrogenase, which influences the
breakdown of amino acids lysine, hydroxylysine, and tryptophan. 3-hydroxyglutaric acid (31)
may also be influenced by GA-1.5”

Glutaric acidemia type Il (GA-2), or multiple acyl-CoA dehydrogenase deficiency (MADD),
arises from a defect in either electron transfer flavoprotein (ETF) or electron transfer
flavoprotein dehydrogenase (ETFDH), leading to impaired fatty acid, amino acid, and choline
metabolism, which disrupts ATP synthesis, reduces gluconeogenesis, and causes excessive
lipid accumulation.®”

3-hydroxyglutaric acid @1, Ethylmalonic acid @s), Methylsuccinic acid @), Adipic acid @), and
Sebacic acid @9 are all associated with glutaric acidemias.

An additional rare genetic disorder, Riboflavin transporter deficiency (formerly known as
Brown-Vialetto-Van Laere or Fazio-Londe syndrome), is caused by mutations in the SLC52A3 or
SLC52A2 genes, which encode riboflavin transporters.¢’

Note: This test is not diagnostic for genetic conditions, and specialized genetic testing may be
warranted if a disorder is suspected.

Additional Insights

Dietary: A diet that excludes meat, dairy, and fortified grains may lack a significant amount of
Vitamin B2 (Riboflavin), increasing the risk of deficiencies.®”

Medication/Supplement Influences: Valproic acid and oral contraceptives may influence
B2 insufficiencies.®7380

Low Values There is no known clinical significance for low values.
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‘ Ascorbic Acid (Vitamin C)

Ascorbic acid, also known as vitamin C, is a water-soluble nutrient found in citrus fruits and
vegetables, essential for collagen synthesis, various biological functions, and antioxidant
protection.®®’ Ascorbic acid levels are influenced by factors such as Microbial Overgrowth,
mitochondrial health, neurotransmitter metabolism, and nutritional needs such as iron or zinc
deficiency.®®2¢8? Foods rich in vitamin C and supplements, as well as medications, can increase its
levels, while conditions such as critical iliness, infections, and smoking raise the body’'s demand
for it.687¢%8 VVitamin C levels are commonly low, due to its ability to be rapidly metabolized and
excreted as well as its short half-life.*”

Microbial Overgrowth

Fungal species, including yeast such as Saccharomyces cerevisiae, produce the stereocisomer
D-erythroascorbic acid through a biosynthesis pathway similar to L-ascorbic acid, starting
from D-arabinose.%®

Refer to Microbial Overgrowth Tables for corresponding metabolites and patterns.

Nutritional Needs

Iron deficiency increases the need for vitamin C, as it enhances the absorption of non-heme
iron, with studies showing that iron regulates the uptake of ascorbic acid in the intestines.
Similarly, zinc deficiency can impact vitamin C requirements due to zinc's role in immune
function and wound healing, processes also supported by vitamin C.8¢87

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with those nutrients.

Additional Insights

Dietary Influences: Foods high in vitamin C, such as citrus fruits, strawberries, kiwi, bell
peppers, and acerola juice, can increase ascorbic acid levels.6?°

Medication/Supplement Interactions: Medications and supplements such as microsomal
enzyme inducers (e.g., phenobarbital and diallyl sulfide), aspirin, certain types of dietary fiber,
such as hemicellulose, and vitamin C supplementation have been shown to boost urinary
excretion of ascorbic acid, likely by affecting its metabolism or enhancing its absorption.®?1¢%

Associated Conditions: High doses of vitamin C, particularly in the presence of copper, can
increase oxalate levels in the body, as it is metabolized to oxalate, which is then excreted in
the urine.’0

To further assess oxalate status, reference glyceric (19, glycolic @0), and oxalic @).

- ——

Low Values

- -

Mitochondrial Health: Insufficiencies in ascorbic acid levels could impair mitochondrial function
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by increasing oxidative stress, increase the potential for damage to the mitochondrial DNA,
reduce ATP production, and disrupt energy metabolism, ultimately compromising overall ’
mitochondrial efficiency.®83-68

For more insight into mitochondrial health, reference the other mitochondrial markers @2)-(2)
and fatty acid oxidation markers @5-@9).

Neurotransmitter Metabolites: Ascorbic acid is essential for the proper function of
dopamine beta-hydroxylase (DBH), as it acts as a cofactor for converting dopamine

to norepinephrine. Deficiency in vitamin C impairs DBH activity, leading to decreased
norepinephrine synthesis.®®” For more insight into neurotransmitter activity, reference the
phenylalanine and tyrosine metabolites 33)-@7).

Nutritional Needs: Ascorbic acid is rapidly metabolized and excreted primarily due to its renal
handling, which involves a renal threshold mechanism, where excess vitamin C is cleared in the
urine once plasma levels exceed a certain threshold. Its conversion to oxalate, short half-life,
and saturable reabsorption in the kidneys contribute to this quick clearance from the body.*”

If deficiency is suspected, refer to the Nutrient-Marker Reference Table for the corresponding
organic acids associated with that nutrient.

Associated Conditions: Conditions such as cirrhosis, malnutrition, critical illness, trauma,
infections, diabetes, obesity, smoking, and strenuous exercise increase the need for vitamin

C due to heightened oxidative stress, inflammation, and metabolic demands. Patients with
these conditions often require higher vitamin C intake or supplementation to support immune
function, wound healing, and to counteract oxidative damage. Smokers and athletes, in
particular, have higher daily requirements, while individuals with chronic illnesses may need
vitamin C to compensate for impaired absorption or increased turnover,68769>:6%8

’ U2
@ 3-Hydroxy-3-methylglutaric Acid * (Vitamin Q10 (CoQ10))

3-Hydroxy-3-methylglutaric acid (HMG) is an intermediate in leucine degradation, formed when
the enzyme 3-hydroxy-3-methylglutaryl-CoA lyase (HMG-CoA lyase) is deficient or impaired.

This enzymatic influence disrupts ketone body synthesis and leads to the accumulation of HMG,
contributing to metabolic imbalances. Low coenzyme Q10 (CoQ10) levels can exacerbate this

by impairing mitochondrial function, leading to increased acetyl-CoA accumulation and further
diversion into pathways such as those that produce 3-hydroxy-3-methylglutaryl-CoA (HMG-CoA),
which is a substrate for HMG-CoA lyase. The disruption in metabolism also impacts cholesterol
and CoQ10 synthesis, as the accumulation of HMG-CoA, a precursor in both pathways, can
impair their downstream processes. Similarly, disruptions in the mevalonate pathway, where
HMG-CoA is a key intermediate, hinder the synthesis of CoQ10.38701705
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Mitochondrial Health

Mitochondrial dysfunction caused by low CoQ10 levels may impair the electron transport chain,
reduce ATP production, and increase oxidative stress. This inefficiency leads to acetyl-CoA
accumulation, which is diverted into pathways that produce 3-hydroxy-3-methylglutaryl-CoA
(HMG-CoA), affecting the activity of HMG-CoA lyase and increasing levels of 3-hydroxy-3-
methylglutaric acid.338702705

For more insight into mitochondrial health, reference the other mitochondrial markers 22-32)
and fatty acid oxidation markers @5)-@9).

Nutritional Needs

CoQ10 deficiency or insufficiency can impair mitochondrial function and ATP production,
leading to increased oxidative stress. This dysfunction results in acetyl-CoA accumulation,

which is diverted into pathways that may increase levels of 3-hydroxy-3-methylglutaric
aCid '338,702,705

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with that nutrient.

Elevated levels of 3-hydroxy-3-methylglutaric acid are often seen in individuals with the rare
condition, 3-hydroxy-3-methylglutaric aciduria, a disorder caused by a deficiency in the enzyme
HMG-CoA lyase. This enzyme defect disrupts leucine degradation, leading to the accumulation
of HMG in the mitochondria and urine. Other disorders, such as maple syrup urine disease,
isovaleric acidemia, and methylcrotonylglycinemia, which also affect leucine degradation, as
well as mitochondrial disorders, can lead to increased levels of 3-hydroxy-3-methylglutaric acid
due to disrupted enzyme activity in the metabolic pathways.””’

Other markers associated with MSUD include; 2-Hydroxyisovaleric acid (62), 2-Oxoisovaleric
acid (63), 3-Methyl-2-oxovaleric acid 64), 2-Hydroxyisocaproic acid 5), and 2-Oxoisocaproic
acid 66), while Methylsuccinic acid @0), Methylcitric acid @), 2-Hydroxyisovaleric acid ©), and
3-Methyl-2-oxovaleric acid (64) are associated with isovaleric acidemia.

Note: This test is not diagnostic for genetic conditions, and specialized genetic testing may be
warranted if a disorder is suspected.

Additional Insights

Medication/Supplement Interactions: Statins main mechanism of action is blocking HMG-CoA
reductase, which blocks the conversion of HMG-CoA to mevalonate.’?

Associated Conditions: 3-hydroxy-3-methylglutaric acid has been found to be significantly
more elevated in patients with diabetes and those using statins.”0”708

Low Values There is no known clinical significance for low values.
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N-Acetylcysteine (NAC) (Glutathione Precursor and Chelating Agent) J B
N-Acetylcysteine (NAC) is a derivative of L-cysteine and a precursor to the antioxidant
glutathione. It helps replenish glutathione levels, neutralizes free radicals, and protects cells
from oxidative damage.”?” Elevated NAC levels may result from high supplemental intake,
deficiencies, or rare conditions involved in acylation. Low levels can be physiologically normal

L and expected.’? 714 )

Methylation/Detoxification

Being an important cofactor to the antioxidant glutathione, assessing NAC levels and
conversion can provide more insight into detoxification, especially under circumstances of
oxidative stress.”??

Refer to the Nutrient-Marker Reference Table for insights into corresponding organic acids that
are associated with glutathione.

It is theorized that when NAC is elevated alongside pyroglutamic acid 68), there may be a
dysfunction in an acylase enzyme, which would compromise NAC to cysteine conversion,
potentially influencing glutathione status.”™

For more insight into this conversion, assess with pyroglutamic acid ().

Note: This test is not diagnostic for genetic conditions, and specialized genetic testing may be
warranted if a disorder is suspected.

Additional Insights

Medication/Supplement Interactions: NAC is mostly converted to glutathione in the body,
therefore, elevated levels are often related to intake, such as through intravenous formulations,
oral supplementation.’’0713

Additional Benefits: NAC offers several benefits, including replenishing glutathione levels to
protect against liver damage from acetaminophen overdose, reducing the viscosity of mucus
in respiratory conditions such as COPD, and providing antioxidant effects by reducing free
radicals. It also shows promise in managing psychiatric disorders, such as bipolar disorder and
schizophrenia, and may have antiviral properties.”®

Low Values: Low values of NAC are often less clinically significant as most is converted
efficiently, but may indicate an increase in utilization of antioxidants such as glutathione in the
context of supplementation.”®’
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(7) Methylcitric Acid* Biotin (Vitamin B7) 5 o

Methylcitric acid serves as a key marker for assessing biotin sufficiency, as biotin is essential for
the propionyl-CoA carboxylase (PCC)-catalyzed conversion of propionyl-CoA to methylmalonyl-
CoA. If biotin is insufficient, methylcitrate from propionyl CoA is elevated, and prevents
succinyl CoA formation to support the citric acid cycle.”” Increased levels of methylcitric acid
can also be influenced by Microbial Overgrowths that affect biotin synthesis or by biotinidase
deficiency, which impairs biotin recycling and biotin-dependent enzymes. Additionally,
conditions such as vitamin B12 deficiency, Crohn's disease, and certain dietary factors can also
contribute to elevated methylcitric acid levels.”167"

Microbial Overgrowth

The microbiome influences methylcitric acid levels through biotin synthesis, with specific
bacteria such as Bifidobacterium longum shown to enhance biotin production. Other gut
bacteria, such as Lactobacillus species, also contribute to biotin availability, affecting biotin-
dependent enzymes and, consequently, methylcitric acid accumulation.”29721

Candida species, such as Candida albicans, are unable to synthesize biotin and rely on external
sources for its acquisition, using specialized transporters to ensure survival and virulence.”??
Moreover, biotin availability can promote growth and proliferation.’??

Additionally, excessive production of the short-chain fatty acid propionic acid by gut microbiota
can contribute to increased propionyl-CoA levels, diverting its metabolism towards methylcitric
acid accumulation.”’ This imbalance can result from dysbiosis or an overgrowth of specific
bacteria that produce propionic acid during the breakdown of dietary components.’?

Refer to Microbial Overgrowth Tables for corresponding metabolites and patterns.

Mitochondrial Health

Propionyl-CoA levels, produced by certain amino acids and fatty acids, are converted to
succinyl-CoA to be utilized in the Citric Acid Cycle, and this conversion is influenced by biotin.
A backup in this pathway can disrupt the function of pyruvate dehydrogenase and reduce the
synthesis of key metabolic compounds like citrate and ATP.”?

For more insight into mitochondrial health, reference the other mitochondrial markers 22-G2)
and fatty acid oxidation markers @5)-@9).

Nutritional Needs

Biotin (Vitamin B7) is a critical cofactor for propionyl-CoA carboxylase, and its deficiency leads
to impaired metabolism of propionyl-CoA, causing an increase in methylcitric acid.”’

Vitamin B12 deficiency impairs the enzyme methylmalonyl-CoA mutase, leading to the
accumulation of methylmalonyl-CoA, which is converted into both methylmalonic acid 60) and
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methylcitric acid. Elevated levels of both metabolites may serve as markers for vitamin B12
deficiency, as well.726728

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with those nutrients.

Biotinidase deficiency impairs biotin recycling, leading to secondary deficiencies in biotin-
dependent enzymes such as propionyl-CoA carboxylase, which results in elevated levels of
methylcitric acid.”?” Another condition, methylcitric acidemia, results from a deficiency in
methylcitrate synthase, an enzyme involved in propionate metabolism.’?>73° Methylcitric acid is
also associated with methylmalonic acidemia as well as isovaleric acidemia.?3°

Other metabolites associated with methylmalonic acidemia include methylmalonic acid o),
3-Methyl-2-oxovaleric acid 64). For isovaleric acidemia, associated metabolites include
Methylsuccinic acid @), 3-Hydroxy-3-methylglutaric acid 65), 2-Hydroxyisovaleric acid 62), and
3-Methyl-2-oxovaleric acid 64).

Note: This test is not diagnostic for genetic conditions, and specialized genetic testing may be
warranted if a disorder is suspected.

Additional Insights

Dietary Influences: Consuming raw egg whites can affect biotin levels because they contain
avidin, a protein that binds to biotin and influences its bioavailability.”*

Methylcitric acid has also been detected in foods such as duck, chicken, swine, and cow’s milk,
suggesting it could serve as a potential biomarker for the consumption of these foods.”"®

Associated Conditions: In Crohn's disease, dysbiosis and the presence of adherent-invasive
Escherichia coli (AIEC) bacteria lead to the degradation of propionate, resulting in increased
methylcitric acid production. This accumulation is linked to the metabolic shifts and
inflammation characteristic of the disease.’3?7%

Low Values There is no known clinical significance for low values.
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INDICATORS OF DETOXIFICATION
Figure 6:

This figure explains the
interconnections between
the detoxification,
methylation, biopterin,
and urea cycles, displaying
the collective role

these pathways play

in maintaining cellular |
health and supporting Group

o re . . TRANSSULFURATION
detoxification. Methylation @386y cos —

is essential for DNA repair, SR

neurotransmitter synthesis, ®86|¢cs

and detoxification, relying +
on enzymes like MTHFR

and BHMT to convert e
homocysteine into
methionine, which produces
S-Adenosyl Methionine
(SAMe), a universal methyl
donor. Biopterin, specifically
tetrahydrobiopterin (BH4), is
a critical cofactor in several \
enzymatic processes, <
including the synthesis ibivion
of neurotransmitters and

nitric oxide, and is influenced by MTHFR. The urea cycle also complements these processes by
removing excess ammonia, a toxic byproduct of protein metabolism, through its conversion
into urea for excretion. Detoxification pathways, particularly glutathione metabolism, are

also critical, as described by elevated pyroglutamic acid levels, which may indicate impaired
glutathione synthesis needed to neutralize free radicals and process toxins. Nutritional
cofactors such as vitamins B6, B12, magnesium, and folate are essential for supporting
methylation, detoxification, and the urea cycle. Disruptions in any of these pathways, whether
due to genetic mutations, Microbial Overgrowths, or toxic exposures, can lead to oxidative
stress, impaired cellular function, and toxin accumulation, emphasizing the interconnected
nature of these biochemical processes.

Homocysteine

@ COFACTORS
DMG Dimethylglycine
T™MG Trimethylglycine
BH4 Tetrahydrobiopterin
BH2 7,8-dihydrobiopterin
B12 Vitamin B12
Bé Vitamin Bé
B2 Vitamin B2
B3 Vitamin B3
Mg Magnesium

Glutamic acid

Y-GLUTAMYL CYCLE
Pyroglutamic acid

y-glutamylcysteine

W@ ENZYMES

BHMT  Betaine-Homocysteine methyltransferase
CBS Cystathione beta-synthase

cs Citrate synthase

MTR  Methionine synthase

MTRR  Methionine synthase reductase
MTHFR  Methylenetetrahydrofolate reductase
NOS Nitric oxide synthase

GCLC Gamma-glutamyl-cysteine synthetase
GGCT  Gamma-glutamylcyclotransferase
GSS Glutathione synthase

J
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Pyroglutamic acid (Glutathione)

* A high value for this marker may indicate a Glutathione deficiency.
Pyroglutamic acid (5-oxoproline) is formed from glutamate, glutamine, and gamma-glutamylated
peptides through gamma-glutamylcyclotransferase and is involved in glutathione metabolism.
When intracellular glutathione synthesis is impaired, pyroglutamic acid levels rise, prompting
increased cystine uptake to support restoration and reduce its accumulation.’?#7%¢ Factors
such as Microbial Overgrowth, mitochondrial dysfunction, toxic exposures, methylation, and
nutritional deficiencies (e.g., magnesium, vitamin Bé, precursor amino acids) can elevate
pyroglutamic acid levels by disrupting glutathione metabolism and related cycles.’3>737745
Conversely, genetic mutations, severe nutritional deficiencies, and metabolic disorders may
influence low levels, though this is mainly theoretical 744746747

Microbial Overgrowth

Some bacteria of the microbiome, including Bacteroidetes species and thermophilic lactic acid
bacteria, can increase pyroglutamic acid levels by converting glutamine to pyroglutamate,
potentially affecting its accumulation in the gastrointestinal system.”3"738

Refer to Microbial Overgrowth Tables for corresponding metabolites and patterns.

Mitochondrial Health

Mitochondrial dysfunction related to ATP depletion disrupts the gamma-glutamyl cycle,
impairing glutathione synthesis, leading to the accumulation of pyroglutamic acid. This
dysfunction also affects glutamine metabolism, further contributing to increased pyroglutamic
acid levels.”®737

For more insight into mitochondrial health, reference the other mitochondrial markers 22-32)
and fatty acid oxidation markers @5)-@9).

Toxic Exposure

Various toxins and toxicants can influence pyroglutamic acid levels by disrupting glutathione
metabolism, leading to oxidative stress, redox imbalances, and impaired glutathione recycling.
These disturbances also affect amino acid and glutathione intermediates, further elevating
pyroglutamic acid levels.”*%74¢ Metals, mycotoxins, and various toxicants like styrene, benzene,
acrylonitrile, 1-bromopropane, 1,3 butadiene, ethylene oxide, vinyl chloride, and acrylamide
can increase pyroglutamic acid levels by inducing oxidative stress and depleting glutathione.
Specific mycotoxins, such as gliotoxin and roridin, either use or deplete glutathione, which
impacts the formation of pyroglutamic acid.”#!74%750

Refer to the Toxin Exposure Tables for corresponding metabolites and patterns.

Methylation/Detoxification

Methylation processes, particularly those involving S-adenosylmethionine (SAMe) and
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S-adenosylhomocysteine (SAH), influence amino acid metabolism and may elevate
pyroglutamic acid levels by disrupting the regulation of key intermediates involved in the
glutathione cycle, such as glutamate, glycine, and cysteine.’*?

Refer to the Nutrient-Marker Reference Table for insights into corresponding organic acids that
are associated with glycine and glutathione. Additionally, reviewing HVA/DOPAC ratio @7) may
give additional information with regard to SAMe, and 2-Hydroxybutyric acid (9) for insights into
homocysteine's conversion to cysteine.

Nutritional Needs

Deficiencies of magnesium, vitamin B6, glycine, cysteine, and glutamine can lead to
increased pyroglutamic acid levels by disrupting the gamma-glutamyl cycle and glutathione
synthesis. These nutrients are essential for ATP production, enzymatic reactions in amino acid
metabolism, and the synthesis of glutathione, and their deficiencies can impair glutathione
production, resulting in the accumulation of pyroglutamic acid.’”®>7#4374> Low antioxidant levels
can increase pyroglutamic acid levels by activating a futile ATP-depleting cycle in the gamma-
glutamyl pathway.”!

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with those nutrients.

Conditions such as nephropathic cystinosis, 5-oxoprolinase deficiency, glutathione synthetase
deficiency (GSSD), urea cycle disorders, hawkinsinuria, and homocystinuria can elevate
pyroglutamic acid levels by disrupting glutathione metabolic processes.”?*’*!

Note: This test is not diagnostic for genetic conditions, and specialized genetic testing may be
warranted if a disorder is suspected.

Additional Insights

Dietary Influences: Low protein intake, especially of cysteine, glycine, and glutamine, can
elevate pyroglutamic acid levels by disrupting the gamma-glutamyl cycle and impairing
glutathione synthesis. Additionally, a vegetarian diet may increase pyroglutamic acid excretion
due to differences in protein intake and nutrient synthesis compared to omnivorous diets.’>7>?
Long-ripened cheeses like Grana Padano and Parmigiano Reggiano Thermophilic can cause
elevations due to the lactic acid bacteria that are important in processing, cyclizing glutamine
through the action of glutamine to pGlu cyclase.”®

Medication/Supplement Interactions: Use of certain medications such as acetaminophen,
vigabatrin, flucloxacillin, and more can lead to increased pyroglutamic acid levels by depleting
key metabolites like glutathione and cysteine and disrupting metabolic cycles.44753754
Theoretically, any medication or supplement that undergoes glutathione conjugation may
stress glutathione levels and therefore influence pyroglutamic acid levels depending on dose,
frequence, and other comorbidities.
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Associated Conditions: Type 2 diabetes and Alzheimer's may contribute to elevated
pyroglutamic acid through glutathione depletion or impaired synthesis.’#75>7¢1

Additional benefits: Pyroglutamate supplementation may offer benefits such as improving
glucose tolerance, cholesterol levels, and cognitive function, as well as providing anti-
inflammatory and antidepressant-like effects. However, it may also disrupt glutathione
homeostasis, potentially increasing risks.”6%7¢¢

Low Values Low pyroglutamic acid levels and their clinical significance are largely theoretical,
but may result from genetic mutations affecting enzymes in the gamma-glutamyl! cycle, severe
nutritional deficiencies (particularly in amino acid precursors), metabolic disorders that impact
amino acid synthesis, or pharmacological interventions that disrupt glutathione metabolism,
such as acetaminophen.’#74¢747 Some studies have observed low levels of pyroglutamic acid,
along with decreased levels of essential amino acids in autism spectrum disorder (ASD).”¢’
Additional amino acid testing may give further insights, if this were the case.

\.

-
2-Hydroxybutyric acid** (Methylation, Toxic Exposure)

** High values may indicate methylation defects and/or toxic exposures.
2-Hydroxybutyric acid, a byproduct of metabolism during oxidative stress or detoxification,
is produced from alpha-ketobutyrate, which forms during the catabolism of threonine and
methionine or glutathione synthesis, reflecting shifts in glutathione production.’®® Changes in
2-hydroxybutyric acid levels can result from toxic exposures that induce oxidative stress and
disrupt amino acid metabolism, impairing detoxification and promoting its accumulation.”¢?7
Deficiencies in methylation nutrients (e.g., folate, B12, methionine, B6, B2, and B3) and factors
such as low protein intake, ketosis, diabetes, alcohol abuse, and genetic disorders can all elevate
2-hydroxybutyric acid by disrupting amino acid catabolism and metabolism.476:743,767.768,770-780

Toxic Exposure

Oxidative stress, potentially from toxic exposures, increases 2-hydroxybutyric acid levels by
disrupting amino acid metabolism through the conversion of methionine and threonine to
2-oxobutyric acid, which is reduced to 2-hydroxybutyric acid. Additionally, oxidative stress
depletes glutathione, impairing detoxification pathways and contributing to the accumulation
of 2-hydroxybutyric acid as a byproduct.”¢?7

Refer to the Toxin Exposure Tables for corresponding metabolites and patterns.

Methylation/Detoxification

Impaired methylation, caused by deficiencies in methyl donors like folate (B?), B12, and
methionine or genetic mutations in methylation enzymes, disrupts the methionine cycle
and increases levels of S-adenosylhomocysteine (SAH). Elevated SAH inhibits methylation

RETURN TO TABLE OF CONTENTS Page 111 of 222



o 0
S0 %, OAT

... .0. ORGANIC ACIDS TEST

processes, leading to a buildup of homocysteine. Through the transsulfuration pathway,
homocysteine is converted into cystathionine and then into alpha-ketobutyrate, which is
reduced to 2-hydroxybutyric acid, thereby increasing its levels.’8'784

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with nutrients related to methylation support (B2, B3, B6, B9, B12, and magnesium). A serum
homocysteine test may also provide additional insight.

Nutritional Needs

Deficiencies in folate, B12, or methionine can elevate 2-hydroxybutyric acid levels by
increasing homocysteine. B6, B2, and B3 deficiencies, along with low cysteine and taurine,
can further disrupt amino acid metabolism and redox balance, leading to the accumulation of
2-hydroxybutyric acid through impaired transsulfuration and enzyme regulation.47¢743,767770-773

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with those nutrients.

Genetics

Several genetic disorders such as 3-hydroxyisobutyryl-CoA hydrolase deficiency (HIBCHD),
primary hyperoxaluria type 2, and a genetic variant in the cystathionine beta-synthase

(CBS) enzyme among others involving metabolic disruptions leading to the accumulation of
2-hydroxybutyric acid.”’878

Note: This test is not diagnostic for genetic conditions, and specialized genetic testing may be
warranted if a disorder is suspected.

Additional Insights

Dietary Influences: Low protein intake can increase 2-hydroxybutyric acid levels by promoting
the catabolism of amino acids like methionine and threonine, inducing a metabolic shift
towards ketogenesis, and impairing the breakdown of branched-chain amino acids, which leads
to their conversion into 2-hydroxybutyric.”7477>

Associated Conditions: In ketosis, diabetes, and alcohol abuse, elevated fatty acid oxidation
increases ketone bodies and raises the NADH/NAD ratio, promoting the conversion

of 2-oxobutyric acid to 2-hydroxybutyric acid. This shift occurs in response to insulin

deficiency, chronic alcohol consumption, and metabolic states like diabetic ketoacidosis and
alcoholic ketoacidosis.”8776777

Review 3-hydroxybutyric acid @3 and Acetoacetic acid @4) for insights into ketones.

Low Values

Toxic Exposure: Phthalate exposure can decrease 2-hydroxybutyric acid levels by disrupting
metabolic pathways related to oxidative stress and fatty acid oxidation.”®> Quinolinic acid @9)
can also be influenced by Phthalates. Look to Markers @4-@9) for more insights into fatty

» acid oxidation disruptions. Refer to the Toxin Exposure Tables for additional insights into
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corresponding metabolites and patterns.

enzymatic activity and the ability to produce metabolites like 2-oxobutanoate, a precursor
of 2-hydroxybutyric acid. Disruptions in the transsulfuration pathway can lead to increased
2-hydroxybutyric acid levels due to the accumulation of metabolic intermediates like
2-oxobutyric acid.’8¢

.

-
‘ Orotic acid (Ammonia Excess)

Orotic acid is a key intermediate in pyrimidine nucleotide synthesis, formed in the body from
carbamoyl phosphate and aspartic.”®’” Elevated levels can indicate urea cycle dysfunction, where
excess carbamoyl phosphate is diverted into orotic acid synthesis.’8+7878? Imbalances in the gut
microbiome, particularly overgrowth of E. coli or Candida, may raise orotic acid levels, while low
arginine, B12, B2, magnesium, or zinc can impair enzymes needed to process orotic acid.””7%
Disruptions in methylation pathways and BH4 deficiency can also lead to elevated levels.”727967%8
Liver dysfunction, high-protein diets, and certain medications or supplements (e.g., diuretics,
lithium/magnesium orotate) can further contribute to orotic acid accumulation.’84788789791.799-801

Orotic acid elevations have been linked to hyperammonemia, oxidative stress, and impaired nitric
OXide S|g na“ng.784,788,789,792,796,797,802

J

Microbial Overgrowth

Disruptions in the microbiome may increase orotic acid levels through bacteria like Escherichia
coli, which produce orotic acid via the pyrimidine biosynthesis pathway, converting carbamoy!
phosphate and aspartate into orotate and then orotic acid. Additionally, some Candida albicans
strains can generate orotic acid.””%’"!

Refer to Microbial Overgrowth Tables for corresponding metabolites and patterns.

Neurotransmitter Metabolites

Elevated orotic acid can result from tetrahydrobiopterin (BH4) deficiency, particularly in
dihydropteridine reductase (DHPR) deficiency, which impairs BH4 recycling.”?® This disruption
affects the urea cycle, leading to secondary hyperammonemia and increased orotic acid
levels.% Since BH4 is crucial for neurotransmitter synthesis, its deficiency can also impact
dopamine, serotonin, and nitric oxide production.8

Evaluate HVA (33), VMA @4), 5HIAA G8) to gain further insights into insufficient biopterin
pathways. 2-Hydroxyphenylacetic acid (1), Mandelic acid ), Phenylactic acid @9, and
Phenylpyruvic acid @0 may also be influenced.

Methylation/Detoxification

Methylation impairments can elevate orotic acid levels by disrupting the one-carbon
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metabolism pathway, which affects the availability of S-adenosylmethionine (SAMe), a key
methyl donor. Deficiencies in methylation cofactors, or genetic variations in the MTHFR
enzyme, can reduce SAMe levels, impair methylation, and may lead to the accumulation of
intermediates like orotic acid.”?27767%7

For more insight into methylation, refer to the Uracil @), 2-hydroxybutyric 69, as well as HVA/
DOPAC ratio 37) may give additional information with regards to SAMe. Additionally, refer to the
Nutrient-Marker Reference Table for the corresponding organic acids associated with nutrients
related to methylation support (B2, B3, B6, B9, B12, and magnesium).

Nutritional Needs

Ornithine deficiency and low arginine intake can both lead to the accumulation of carbamoy!
phosphate, which is shunted into the pyrimidine biosynthesis pathway, resulting in increased
orotic acid production and excretion. Low vitamin B12 causes high orotic acid levels by
impairing the conversion of orotic acid to uridine monophosphate (UMP) due to reduced
activity of key enzymes in pyrimidine metabolism. Deficiencies in vitamins and minerals such
as magnesium, B2 (riboflavin), and zinc can impair key enzymes in the pyrimidine biosynthesis
pathway, leading to the accumulation of intermediates like orotic acid.””7%°

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with those nutrients.

Rare conditions, such as urea cycle defects (e.g., OTC deficiency, citrullinemia, and
argininemia), Hyperornithinemia-Hyperammonemia-Homocitrullinuria (HHH) Syndrome,
hereditary orotic aciduria, and megaloblastic anemia from pyrimidine synthesis defects, can
result in elevated orotic acid levels due to impaired urea cycle function or defective enzymes in
the pyrimidine biosynthesis pathway.%>-807

Note: This test is not diagnostic for genetic conditions, and specialized genetic testing may be
warranted if a disorder is suspected.

Additional Insights

Dietary Influences: Orotic acid levels may be influenced by some dietary factors, such as cow'’s
milk and dairy products or a high-protein diet.”?%8%

Medication/Supplement Interactions: Some medications, such as diuretics like thiazides,
some chemotherapy agents, and allopurinol, may increase orotic acid levels by either inhibiting
enzymes in the pyrimidine biosynthetic pathway or disrupting the urea cycle, leading to

the accumulation of intermediates.””#%! Because lithium or magnesium orotate is made

up of a mineral salt and orotic acid, their intake may lead to increased levels of orotic acid

being eliminated.

Associated Conditions: Conditions like liver cirrhosis, liver failure, chronic liver disease,
gastrointestinal bleeding, and systemic portal shunting increase orotic acid levels due to
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hyperammonemia, which overwhelms the urea cycle and causes excess carbamoyl phosphate
to enter the pyrimidine biosynthesis pathway.’#78878 This |eads to elevated orotic acid
production and may contribute to hypertension and insulin resistance by impairing endothelial
nitric oxide synthesis and disrupting insulin-stimulated NO production.&?

Low Values: Low protein intake can result in reduced urinary orotic acid levels due to the
decreased availability of nitrogen required for carbamoyl phosphate synthesis, a precursor in
the pyrimidine biosynthesis pathway.8°0:80%8

-
2-Hydroxyhippuric acid (61) (Aspartame, Salicylates, or Gl Bacteria)

2-hydroxyhippuric acid is a compound formed in the body to eliminate excess salicylates by
conjugating with glycine after salicylic acid undergoes hydrolysis and further metabolism, and
has no anti-inflammatory effects. Salicylates, including salicylic acid and its derivatives like
aspirin, are commonly used in medicine as antipyretics, analgesics, and anti-inflammatory
agents, but they also occur naturally in foods and can cause hypersensitivity reactions

in some.t%8" Elevated 2-hydroxyhippuric acid levels can result from dysbiosis or certain
medications and dietary factors, including foods high in salicylates and aspartame intake, topical
treatments that contain salicylic acid, environmental pollutants, and medications such as aspirin

may potentially alter metabolic pathways.¢"80>812-824
h J

Microbial Overgrowth

The microbiome increases 2-hydroxyhippuric acid levels by metabolizing dietary phenolic
compounds and aromatic amino acids, such as phenylalanine, into intermediates like
phenylpropionic acid and benzoic acid. Specific gut bacteria, including Pseudomonas, Bacillus,
Azospirillum, Salmonella, Achromobacter, Vibrio, Yersinia, and Mycobacteria, play a crucial role
in this process by reducing phenylalanine to phenylpropionic acid, which is further metabolized
in the liver to form 2-hydroxyhippuric.8'?#'* Clostridia overgrowth can lead to elevated
2-hydroxyhippuric acid levels by metabolizing dietary aromatic compounds into benzoate,
which is then conjugated with glycine to form hippurate and its derivatives.*

Refer to Microbial Overgrowth Tables for corresponding metabolites and patterns.

Neurotransmitter Metabolites

While there is no direct evidence that 2-hydroxyhippuric acid inhibits dopamine beta-
hydroxylase (DBH) activity, its structural similarity to other known DBH inhibitors, such as
4-hydroxypyrazole, suggests it could potentially act through mechanisms like competitive
inhibition or interference with the enzyme’s electron donors. 12382

For more insight into neurotransmitter activity, reference the phenylalanine and tyrosine
metabolites (3)-G7).
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Toxic Exposures

Environmental toxicants, such as organic solvents and pollutants, can elevate
2-hydroxyhippuric acid levels by altering metabolic pathways. Exposure to toxicants may lead
to increased levels of 2-hydroxyhippuric acid due to changes in renal metabolism and the
uptake of these compounds by the kidneys. This process can contribute to oxidative stress and
kidney injury.823824

.0. ORGANIC ACIDS TEST

Refer to the Toxin Exposure Tables for corresponding metabolites and patterns.

Additional Insights

Dietary Influences: Foods high in salicylates include various fruits such as blueberries, oranges,
tangerines, tomatoes, and lemons, and beverages like tea and wine 8¢ Aspartame intake
can increase 2-hydroxyhippuric acid levels by influencing metabolic pathways through its
byproducts, methanol and formaldehyde, which may alter aromatic compound metabolism
and contribute to oxidative stress.?22 Glycine enhances the production and excretion of
2-hydroxyhippuric acid by conjugating with aromatic acids like benzoic acid, with higher glycine
intake increasing this process 82682

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with that nutrient.

Medication/ Supplement Interactions: Aspirin increases 2-hydroxyhippuric acid levels through
its metabolism, where salicylic acid is hydroxylated by cytochrome P450 enzymes to form
dihydroxybenzoic acids, which are then conjugated with glycine to produce 2-hydroxyhippuric
acid. The use of salicylic acid, such as in skincare products, may also increase 2-hydroxyhippuric
acid levels.8%81> High salicylate herb concentrations, including basil, cumin, oregano, and clove,
may cause elevations.®1%817

Low Values There is no known clinical significance for low values.

AMINO ACID METABOLITES

,
2-Hydroxyisovaleric acid

2-Hydroxyisovaleric acid (2-HIVA) is a catabolite of the branched-chain amino acid (BCAA) valine.
It is formed from a-ketoisovalerate (also known as 2-oxoisovalerate 63)) via 2-hydroxyisovalerate
dehydrogenase, a component of the branched-chain alpha-ketoacid dehydrogenase (BCKDH)
complex on the mitochondrial inner membrane 82830 Elevated levels can provide insights into
mitochondrial health, nutritional needs such as Vitamin B1 (Thiamin), and potential genetic
predispositions 828831832 2_H|VA has been associated with conditions such as lactic acidosis and
alcoholic or diabetic ketoacidosis, and with extreme elevations, which can give insights into
metabolic disorders such as maple syrup urine disease (MSUD), and other inborn errors of
metabolism 230832834
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Mitochondrial Health

2-HIVA is a product of ketogenesis and BCAA metabolism, which are crucial for mitochondrial
energy production. 2-hydroxyisovaleric acid is metabolized into acetyl-CoA and acetoacetate
via the BCKDH complex, which can enter both the ketogenic pathway and the citric acid cycle
for energy production 82883083

For additional insights, evaluate the mitochondrial markers 22)-@2), fatty acid oxidation section
(9)-@9), and the other amino acid metabolites 63)-¢¢) influenced by BCKDH complex.

Nutritional Needs

The diphosphate form of thiamine (known as TPP) serves as a major cofactor for BCKDH,
which catalyzes the oxidation of BCAA valine, as well as the other BCAA isoleucine and leucine,
to form the respective thioesters with acetyl CoA.8" Additional nutrients also influential for
BCKDH include Vitamin B2 (riboflavin), Vitamin B3 (Niacin), Vitamin B5 (pantothenic acid),
alpha-lipoic acid, and magnesium 8

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with those nutrients.

Genetics

Elevated 2-HIVA is associated with several genetic metabolic disorders, primarily involving
defects in branched-chain amino acid metabolism from enzyme deficiencies or impairment.
These include maple syrup urine disease (MSUD), phenylketonuria (PKU), methylmalonic
acidemia, propionic acidemia, isovaleric acidemia, and multiple carboxylase deficiency,
among others.®

Corresponding markers to the aforementioned genetic diseases include; Hippuric acid

(10), 2-Oxoisovaleric acid ©3), 3-Methyl-2-oxovaleric acid 64), 2-Hydroxyisocaproic acid

, or 2-Oxoisocaproic acid ¢ for MSUD, Hippuric acid (9), 2-Hydroxyphenylacetic acid (),
3-Indoleacetic acid (®), 2-hydorxyisovaleric acid €2, Mandelic acid ), Phenylactic acid ©9), or
Phenylpyruvic acid @) for PKU, Methylmalonic acid 69, Pyroglutamic acid 68), 2-Hydroxybutryic
acid (9, and 3-Methyl-2-oxovaleric acid €4 for propionic acidemia.

Additionally, 2-HIVA elevations have been noted in genetic disorders affecting mitochondrial
function, such as glutaric aciduria and ornithine transcarbamylase deficiency.®

Glutaric acidemia is associated with 3-hydroxyglutaric acid @1, Ethylmalonic acid @),
Methylsuccinic acid @e), Adipic acid @), Suberic acid @), Sebacic acid @), and Glutaric acid 63)

Note: This test is not diagnostic for genetic conditions, and specialized genetic testing may be
warranted if a disorder is suspected.

Additional Insights

Dietary influence: Consumption of BCAA supplementation containing valine may increase this
metabolite, particularly if there is a dysfunction in the enzyme complex 837840
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Medication/Supplement Influences: Certain drugs, such as antivirals and valproic acid, can
potentially elevate 2-oxoisovaleric acids, and ultimately 2-hydroxyisovaleric acid, due to
their impact on mitochondrial function or the blocking of certain enzymes associated with
BCAA pathways.?3084! Medications that can cause thiamin depletion, such as loop diuretics,
chemotherapy agents, and certain antibiotics, may impair BCAA metabolism.?27¢%6842 BCAA
supplementation may also cause elevations.83#

Associated Conditions: Extreme exercise increases flux through the BCKDH pathway;
however, if cofactors are insufficient, it can lead to a buildup of 2-oxoisovaleric (63) and/or
2-hydroxyisovaleric acids.®* Elevated levels have also been observed in individuals with severe
neonatal asphyxia, lactic acidosis, and diabetic or alcoholic ketoacidosis.?30833834,844

Low Values There is no known clinical significance for low values.

\.

-
‘ 2-Oxoisovaleric acid

O

2-Oxoisovaleric acid (also known as alpha-ketoisovaleric acid) is a metabolite of the branched-
chain amino acid valine .8 The enzyme branched-chain aminotransferase (BCAT) catalyzes

the transfer of the amino group from valine to alpha-ketoglutarate, producing the branched-
chain keto acid 2-oxoisovaleric acid, ultimately to be used for energy production 8?8845 Impaired
metabolism causing elevations can often be due to deficiencies in key cofactors such as Vitamin
B1 (Thiamine) or enzymatic dysfunction, leading to metabolic imbalances, energy deficits, and
increased risk for disorders such as insulin resistance.?4284 This metabolite provides insight into
mitochondrial function, nutritional status, and potential genetic predispositions 8484

Mitochondrial Health

Once 2-oxoisovaleric acid is formed, it undergoes oxidative decarboxylation by the branched
chain alpha ketoacid dehydrogenase (BCKDH) complex in the mitochondrial matrix, yielding
isobutyryl-CoA, which then enters further catabolic pathways leading to the production of
succinyl-CoA, a citric acid cycle intermediate 830845848850 |f ynable to support this pathway, it
may lead to decreased activity of respiratory chain complexes, reduced ATP synthesis, and
increased oxidative stress 847851

For additional insights, evaluate the mitochondrial markers 22)-(2), fatty acid oxidation section
(9)-@9), and the other amino acid metabolites 62-&s) influenced by BCKDH complex.

Nutritional Needs

Several key nutrients are required for the optimal function of the BCKDH complex, particularly
in the subunits E1, E2, and E3. Vitamin B1 (Thiamine) is essential for the E1 subunit, Vitamin
B2 (Riboflavin) is required for the FAD-dependent E3 component, and Vitamin B3 (Niacin) is
necessary for NAD+ synthesis, which is also a cofactor for E3. Pantothenic acid (vitamin B5) is
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the precursor for coenzyme A, required for the E2 component. Alpha-lipoic acid is a coenzyme
for the E2 component, and magnesium is necessary for the proper function of thiamine
pyrophosphate-dependent enzymes. 6842846848852

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with those nutrients.

Genetic mutations affecting the BCKDH complex can lead to metabolic disorders such as
MSUD, where BCAA and keto acid accumulation resulting in neurotoxicity, metabolic acidosis,
and severe developmental impairments.?30847

Additional markers associated with MSUD include Hippuric acid (9), 3-Methyl-2-oxovaleric acid
64), 2-Hydroxyisocaproic acid 5, and 2-Oxoisocaproic acid 6s).

Note: This test is not diagnostic for genetic conditions, and specialized genetic testing may be
warranted if a disorder is suspected.

Additional Insights

Dietary influence: Excessive dietary intake of BCAAs can potentially overwhelm BCKA
metabolism, especially if the necessary micronutrients that support the BCKDH enzyme
complex are lacking.837:840

Medication/Supplement Influences: Certain drugs, such as antivirals and valproic acid, can
potentially elevate 2-oxoisocaporic acid ) and 2-oxoisovaleric acids due to their impact on
mitochondrial function.®*' Medications that can cause thiamin depletion, such as loop diuretics,
chemotherapy agents, and certain antibiotics, may impair BCAA metabolism.?276%6842 BCAA
supplementation may also cause elevations.83#

Associated Conditions: Elevated levels have been linked to insulin resistance and type 2
diabetes, potentially due to impaired BCKDH function.®>> While exercise enhances BCAA
breakdown, if there are insufficiencies in enzyme cofactors or increased inhibitory products
such as NADH and acyl-CoA esters, it can lead to a buildup of 2-oxoisovaleric acid, especially
if the exercise is excessive.t4#2 Liver cirrhosis, chronic kidney disease, and hyperthyroidism
can disrupt BCAA metabolism, contributing to accumulation.>? Malabsorption disorders,
inflammatory bowel disease, or gut dysbiosis may impact the metabolism of BCAA,
contributing to elevated levels.®>3

Low Values There is no known clinical significance for low values.
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3-Methyl-2-oxovaleric acid

3-Methyl-2-oxovaleric acid (also known as a-keto-B-Methylvaleric acid-KMV) is a branched-

chain keto acid (BCKA) derived from isoleucine metabolism 8?8 Elevations can reflect impaired
mitochondrial function, with disruptions in the citric acid cycle and therefore reduced ATP
production.®** Inadequate activity of the branched chain alpha ketoacid dehydrogenase

(BCKDH) enzyme complex, often due to nutrient deficiencies such as Vitamin B1 (thiamine),

can contribute to these elevations.??84 Additional factors to consider for elevations include
excessive BCAA intake, certain medications that impair mitochondrial or BCAA metabolism, or, in
atypical instances, genetic disorders such as Maple Syrup Urine Disease (MSUD).22/230,839

\.

Mitochondrial Health

3-methyl-2-oxovaleric acid (KMV), from isoleucine, can further metabolize to form acetyl CoA
and Succinyl CoA, and can be both glycogenic and ketogenic.8>>8% [t modulates mitochondrial
respiration by competitively inhibiting the alpha-ketoglutarate dehydrogenase complex
(KGDHC), impairing the citric acid cycle, and reducing ATP production.®>* Accumulation of KMV
and related BCKAs further disrupts mitochondrial energy homeostasis, promotes oxidative
stress, and can alter calcium signaling, contributing to neurometabolic dysfunction &8>

J

For additional insights, evaluate the mitochondrial markers (22)-(2), fatty acid oxidation section
(#39)-@9), and the other amino acid metabolites 62-¢¢) influenced by BCKDH complex

Nutritional Needs

Several key nutrients are required for the optimal function of the branched-chain alpha-
ketoacid dehydrogenase (BCKDH) complex, particularly in the subunits E1, E2, and E3.
Vitamin B1 (Thiamine) is essential for the E1 subunit, Vitamin B2 (Riboflavin) is required for
the FAD-dependent E3 component, and Vitamin B3 (Niacin) is necessary for NAD+ synthesis,
which is also a cofactor for E3. Pantothenic acid (vitamin B5) is the precursor for coenzyme
A, required for the E2 component. Alpha-lipoic acid is a coenzyme for the E2 component,

and magnesium is necessary for the proper function of thiamine pyrophosphate-dependent
enzymeS.666’842’846’848’852

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with those nutrients.

Severe elevations of 3-methyl-2-oxovaleric acid are typically associated with Maple Syrup

Urine Disease (MSUD), which can present in infancy or later in life during periods of metabolic
stress.?” Other genetic diseases, including methylmalonic acidemia (MMA), propionic acidemia
(PA), and isovaleric acidemia (IVA), have been associated with elevations.?*

Other associated metabolites with MSUD include, Hippuric acid (19), 2-Hydroxyisovaleric acid (2),
2-Oxoisovaleric acid 63), 2-Hydroxyisocaproic acid @), or 2-Oxoisocaproic acid ®s).
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MMA can be also associated with Methylmalonic acid 60) and Methylcitric acid 67)

metabolites. Methylmalonic acid 69, Pyroglutamic acid 68), 2-Hydroxybutryic acid %), and
2-Hydroxyisovaleric acid 62 are associated with propionic acidemia, and Methylsuccinic acid @s),
3-Hydroxy-3-methylglutaric acid 5), Methylcitric acid 67), and 2-Hydroxyisovaleric acid €2, are
associated with isovaleric acidemia.

Note: This test is not diagnostic for genetic conditions, and specialized genetic testing may be
warranted if a disorder is suspected.

Additional Insights

Dietary influence: Excessive dietary intake of BCAAs can potentially overwhelm BCKA
metabolism, especially if the necessary micronutrients that support the BCKDH enzyme
complex are lacking.837:840

Medication/Supplement Influences: Certain drugs, such as antivirals and valproic acid, can
potentially elevate BCKAs due to their impact on mitochondrial function.®#' Medications
that can cause thiamin depletion, such as loop diuretics, chemotherapy agents, and certain
antibiotics, may impair BCAA metabolism.22/¢%¢842 BCAA supplementation may also cause
elevations.®#

Associated conditions: Elevated levels have been linked to insulin resistance and type 2
diabetes, potentially due to impaired BCKDH function.®>> While exercise enhances BCAA
breakdown, if there are insufficiencies in enzyme cofactors or increased inhibitory products
such as NADH and acyl-CoA esters, it may lead to a buildup of BCKA, especially if the exercise
is excessive. #4382 iver cirrhosis, chronic kidney disease, and hyperthyroidism can disrupt
BCAA metabolism, contributing to accumulation.®? Malabsorption disorders, inflammmatory
bowel disease, or gut dysbiosis may impact the metabolism of BCAA, contributing to
elevated levels.®> Additionally, elevations in BCAA metabolites have been associated with
cardiometabolic risks, though varying in age and disease state.?>®

Low Values There is no known clinical significance for low values.
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2- Hydroxyisocaproic acid

2-Hydroxyisocaproic acid (HICA) is a downstream metabolite of the branched-chain amino acid
leucine, formed when leucine is first transaminated by branched-chain aminotransferase (BCAT)
into alpha-ketoisocaproic acid (KIC), which is then reduced by cytosolic alpha-ketoisocaproate
reductase (KICD).828-830 Elevations in HICA can arise from both endogenous metabolic shifts

and microbial activity. Mitochondrial dysfunction or nutrient deficiencies affecting the BCKDH
complex (e.g. thiamine, riboflavin, niacin, B5, B6, magnesium) can impair the normal conversion
of leucine-derived KIC to isovaleryl-CoA, instead favoring its reduction to HICA. Additionally,
certain microbial species (fungi, lactic acid bacteria, and Clostridium) can produce HICA, and
high intake of fermented foods or probiotics may further contribute. Genetic conditions such

as MSUD or dihydrolipoyl dehydrogenase (E3) deficiency can also elevate HICA, though they are
less likely.

Microbial Overgrowth

2-Hydroxyisocaproic acid has been identified as a microbial metabolite produced by certain
fungi, lactic acid bacteria, and Clostridium species, and also possesses antimicrobial
properties 8860

Refer to Microbial Overgrowth Tables for corresponding metabolites and patterns.

Mitochondrial Health

Leucine is transaminated by BCAT to form KIC, which can either convert to isovaleryl-CoA

via BCKDH complex or to HICA via KICD; dysfunction of branched-chain alpha ketoacid
dehydrogenase (BCKDH) complex could theoretically shift excess KIC toward HICA production,
with excess KIC potentially inhibiting alpha-ketoglutarate dehydrogenase, reducing
mitochondrial membrane potential, and increasing reactive oxygen species.83>84:861,862
Moreover, if Isovaleryl-CoA was less available, it could influence yields of acetyl-CoA and
acetoacetate #4) for energy synthesis. 830852863

For additional insights, evaluate the mitochondrial markers 22)-(2), fatty acid oxidation section
(#9)-@9), and the other amino acid metabolites (62-¢¢) influenced by BCKDH complex.

Nutritional Needs

The main enzymes involved in leucine to get to HICA are branched-chain aminotransferase
(BCAT) and cystosolic alpha-ketoisocaproate reductase (KICD). BCAT requires pyridoxal
5’-phosphate (PLP), which is associated with Vitamin B6, and KICD requires NADH or NADPH,
which is associated with Vitamin B3.8298¢4-8¢7

Moreover, the diphosphate form of thiamine (known as TPP), serves as a major cofactor
for BCKDH, which catalyzes the oxidation of KIC to isovaleryl-CoA.8" Additional nutrients
also influential for BCKDH include Vitamin B2 (riboflavin), Vitamin B3 (Niacin), Vitamin B5
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(pantothenic acid), alpha-lipoic acid, and magnesium.?

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with those nutrients.

HICA has been associated with MSUD. 230847

Additional markers associated with MSUD include Hippuric acid (0),

3-Methyl-2-oxovaleric acid 64), 2-Hydroxyisocaproic acid 5), and 2-Oxoisocaproic acid ©e).
HICA has also been found to be elevated in individuals with dihydrolipoyl dehydrogenase

(E3) deficiency.t®

Note: This test is not diagnostic for genetic conditions, and specialized genetic testing may be
warranted if a disorder is suspected.

Additional Insights

Dietary influence: High intake of fermented foods, which serve as dietary sources of certain
bacteria that may produce this metabolite. 8?80

Medication/Supplement Influences: Probiotics that contain lactic acid bacteria, may influence
elevations 87860

Associated Conditions: HICA has been observed in individuals with short bowel syndrome 8¢

Low Values There is no known clinical significance for low values.

.

-
2-Oxoisoaproic acid

O

2-Oxoisocaproic acid (also known as alpha ketoisocaporic acid (KIC)) is the transamination
product of leucine and is a key intermediate in branched-chain amino acid (BCAA) catabolism.
Elevated levels suggest dysfunction in this pathway—whether due to nutrient deficiencies

(e.g., thiamin, riboflavin, niacin, B6, magnesium), metabolic stress, or in rare instances, genetic
conditions such as Maple Syrup Urine Disease (MSUD). Excess KIC can impair mitochondrial
oxidative phosphorylation and lead to reduced energy production and neurological or metabolic
disturbances. Contributing factors may also include high-protein or leucine-rich diets, BCAA
supplementation, certain medications (e.g., valproic acid, chemotherapy), or underlying
conditions such as insulin resistance, liver or kidney dysfunction, or gut dysbiosis.®”°

Mitochondrial Health

2-oxoisocaproic acid is primarily metabolized in the mitochondria by the branched-chain
a-keto acid dehydrogenase complex (BCKDC) to produce isovaleryl-CoA, ultimately
contributing to acetyl-CoA, acetoacetate, and energy production via the TCA cycle and
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ketogenesis.™213313% At physiological concentrations, it can modulate mitochondrial
respiration, but at pathophysiological levels (such as in maple syrup urine disease (MSUD)),
KIC inhibits mitochondrial oxidative phosphorylation, particularly by inhibiting a-ketoglutarate
dehydrogenase, leading to impaired TCA cycle flux, reduced NAD(P)H, and decreased
mitochondrial membrane potential 8>48¢1.862

For additional insights, evaluate the mitochondrial markers 22)-(2), fatty acid oxidation section
(9)-@9), and the other amino acid metabolites 62-&s) influenced by BCKDH complex.

Nutritional Needs

Several nutrients and cofactors impact these pathways. Vitamin Bé is required for the initial
transamination step, while BCKDC activity depends on thiamine (vitamin B1), Vitamin

B2 (riboflavin), Vitamin B3 (Niacin), Vitamin B5 (pantothenic acid), alpha-lipoic acid, and
magnesium 8%

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with those nutrients.

Marked elevations in 2-oxoisocaproic and related BCAA metabolites can signal inborn errors of
metabolism, especially Maple Syrup Urine Disease (MSUD). MSUD is caused by a deficiency in
the BCKDH complex and can range in severity from classic infantile onset to milder intermittent
forms230. This condition results in a toxic accumulation of BCAAs and their corresponding
ketoacids in the brain and blood, leading to symptoms like seizures, ataxia, encephalopathy,
behavioral changes, and metabolic crises.?*

Additional markers associated with MSUD include Hippuric acid (9), 3-Methyl-2-oxovaleric acid
(64), 2-Hydroxyisocaproic acid ), and 2-Oxoisocaproic acid ©s).

In other rare cases, isovaleric acidemia (IVA), a branched-chain organic aciduria caused by
deficiency of isovaleryl-CoA dehydrogenase.?*

Methylsuccinic acid @), 3-Hydroxy-3-methylglutaric acid 65), Methylcitric acid 67), and
2-Hydroxyisovaleric acid (¢2) are also associated with isovaleric acidemia.

Note: This test is not diagnostic for genetic conditions, and specialized genetic testing may be
warranted if a disorder is suspected.

Additional Insights

Dietary influence: High-protein diets, especially if predominating with leucine-rich foods,
can overload the system and lead to elevations, especially in individuals with impaired BCAA
processing capacity.837-840

Medication/ Supplement Influences: Certain drugs, such as antivirals and valproic acid, can
potentially elevate 2-oxoisocaporic acid and 2-oxoisovaleric acid 63) due to their impact on
mitochondrial function.®4' Medications that can cause thiamin depletion, such as loop diuretics,

RETURN TO TABLE OF CONTENTS Page 124 of 222



o 0
S0 %, OAT

... .0. ORGANIC ACIDS TEST

chemotherapy agents, and certain antibiotics, may impair BCAA metabolism.?276%6842 BCAA
supplementation may also cause elevations.83#

Associated Conditions: Elevated levels have been linked to insulin resistance and type 2
diabetes, potentially due to impaired BCKDH function.®>> While exercise enhances BCAA
breakdown, if there are insufficiencies in enzyme cofactors or increased inhibitory products
such as NADH and acyl-CoA esters, it may lead to a buildup of BCKA, especially if the exercise
is excessive. #4382 iver cirrhosis, chronic kidney disease, and hyperthyroidism can disrupt
BCAA metabolism, contributing to accumulation.®? Malabsorption disorders, inflammatory
bowel disease, or gut dysbiosis may impact the metabolism of BCAA, contributing to
elevated levels 8>3

Low Values There is no known clinical significance for low values.

.

-
2-Oxo-4-methiolbutyric acid

2-oxo-4-methylthiobutyric acid (also known as 4-methylthio-2-oxobutyric acid or MTOB),

an intermediate in methionine metabolism, suggests a disruption in the transamination
pathway and may lead to the accumulation of toxic byproducts such as 3-methylthiobutyrate,
methanethiol, and hydrogen sulfide.™ This metabolite may accumulate due to excessive
methionine intake, vitamin Bé deficiency, or genetic defects in sulfur amino acid metabolism.
If not properly metabolized, KMBA can give rise to toxic byproducts that impact cellular health,
liver function, and energy regulation.?’?

Its elevation is often seen in the context of hypermethioninemia or inherited genetic disorders.

Methylation/Detoxification

MTBO is a key intermediate in the methionine salvage pathway, which maintains methionine
and S-adenosylmethionine pools necessary for cellular methylation reactions.8’38 If elevated,
it could give insights into methylation and SAM homeostasis.?’?

For additional markers influencing methylation and SAM, look to HVA/DOPAC ratio ¢7) and
2-Hydroxybutryic acid ).

Nutritional Needs

Vitamin Bé6 (pyridoxal phosphate) is a key cofactor required for directing methionine
metabolism through the transsulfuration pathway.®”> A deficiency can shift methionine
metabolism toward the transamination route, increasing KMBA production .’

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with that nutrient.
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Various different genetic SNPs involved in methionine recycling or clearance could potentially
influence elevations, and include S-adenosylhomocysteine (SAH) hydrolase, Methionine
adenosyltransferase (MAT), Methylenetetrahydrofolate reductase (MTHFR), Glycine
N-methyltransferase (GNMT), Cystathionine beta-synthase (CBS).87

Note: This test is not diagnostic for genetic conditions, and specialized genetic testing may be
warranted if a disorder is suspected.

Additional Insights

Dietary influence: While a high-protein or methionine-rich diet may contribute to elevated
MTBO, dietary intake alone is generally not the primary driver unless paired with other
metabolic impairments.8’

Medication/Supplement Influences: Methionine supplements in theory could potentially
elevate KMBA, though it is not usually the primary influence.®”

Associated Conditions: Elevations have been shown in hypermethioninemia, which is linked to
changes in liver function, hemolytic anemia, and glucose regulation 872877

Low Values There is no known clinical significance for low values.

-
‘ Mandelic acid

Mandelic acid is a primary metabolite of phenylethylamine, which is formed from phenylalanine
in an alterative pathway to phenylacetic acid 9. Elevated mandelic acid is most commonly
associated with toxic exposure to styrene or ethylbenzene, which are metabolized in the
body and excreted as mandelic acid. These compounds are found in tobacco smoke, vehicle
exhaust, synthetic rubber, plastics, resins, and food containers, especially when heated,
making environmental exposure a primary concern. As a secondary mechanism, mandelic acid
may also result from altered phenylalanine metabolism, where phenylalanine is diverted to
phenylethylamine and subsequently to mandelic acid, particularly when dopamine metabolism
is impaired. This diversion may be slightly influenced by deficiencies in iron or vitamin B2, which
are cofactors for phenylalanine hydroxylase; however, genetic factors such as PKU, although rare,
| can also elevate mandelic acid when phenylalanine processing is disrupted.

Neurotransmitter Metabolites

When phenylalanine is unable to convert to tyrosine via phenylalanine hydroxylase (PAH) to
generate dopamine, norepinephrine, and epinephrine, it goes an alternate path to ultimately
generate mandelic acid.®”>8"?

J

Additionally, neurotoxic aromatic hydrocarbons from styrene exposure (see below) can impair
dopamine metabolism .88
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For a more in-depth evaluation into dopamine metabolites, assess the Phenylalanine and
Tyrosine metabolites 33)-37), along with 2-Hydroxyphenylacetic acid (1), Phenylacetic acid @9,
Phenylpyruvic acid @), and 4-Hydroxyphenyllacetic acid (2.

Toxic Exposure

Mandelic acid is a major urinary metabolite formed from styrene and ethylbenzene
metabolism via cytochrome P450 oxidation and subsequent enzymatic steps, making it a
widely used biomarker for assessing contact.®8%-83 Exposures to these toxicants can occur
through inhalation via tobacco smoke, off-gassing of synthetic rubber, resins, polyesters,
vehicle exhaust, and food contact materials like Styrofoam or plastic containers, especially
when heated.®*

Refer to the Toxin Exposure Tables for corresponding metabolites and patterns.

Nutritional Needs

Iron and B2 influence PAH, and if deficient, may reduce the processing of phenylalanine to
tyrosine, shunting phenylalanine back to phenylethylamine 888’

BH4 synthesis and regeneration is essential to optimize phenylalanine metabolism, with folate
(especially folinic acid in DHPR deficiency) aiding its regeneration and vitamin C and other
antioxidants stabilizing BH4 by preventing oxidation and preserving its role in neurotransmitter
and endothelial function 88&8%

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with those nutrients.

Genetics

In rare cases, inborn errors like PKU (phenylketonuria) may elevate mandelic acid due to
impaired metabolism of phenylalanine. However, this is usually accompanied by elevations in
Hippuric acid (19), 2-hydroxyphenylacetic acid (1), 2-Hydorxyisovaleric acid €2, phenylacetic acid
©9), and phenylpyruvic acid 70).2%°

Note: This test is not diagnostic for genetic conditions, and specialized genetic testing may be
warranted if a disorder is suspected.

Additional Insights

Dietary Influence: Dietary intake of phenylethylamine or excessive grain consumption can
influence elevations. 8848/

Medication/Supplement Influences: Skincare products or dyes may contain mandelic acid
derivatives, but these are less common contributors.®”!

Low Values There is no known clinical significance for low values.
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f Phenyllactic acid

Phenyllactic acid is formed when phenylalanine is transaminated to phenylpyruvic acid and

then reduced. Elevated phenyllactic acid may result from impaired phenylalanine metabolism,
particularly when phenylalanine hydroxylase (PAH) activity is reduced, diverting phenylalanine
away from tyrosine and neurotransmitter synthesis toward alternative pathways. This can occur
due to disruptions in BH4, a critical cofactor for PAH, which may be influenced by deficiencies

in iron, vitamin B2, folate, or antioxidants such as vitamin C. Gastrointestinal overgrowth of
certain Clostridium species may also contribute to mild elevations, although this connection

is less established than with other phenylalanine metabolites. Genetic conditions such as
phenylketonuria (PKU) and BH4 synthesis defects can lead to significant increases in phenyllactic
acid and related metabolites.

J

Microbial Overgrowth

Slight elevations of phenyllactic acid can potentially be due to gastrointestinal overgrowth of
Clostridium spp, including C. botulinium and C. sporogenes as well as other species.'>#7

For additional insights into clostridia metabolites, review 4-Hydroxyphenylacetic
acid (5), HPHPA (3-(3-hydroxyphenyl)-3-hydroxypropionic acid) (), 4-cresol (7), and
3-Indolacetic acid (®).

Refer to Microbial Overgrowth Tables for corresponding metabolites and patterns.

Neurotransmitter Metabolites

The pathway that generates phenyllactic acid from phenylalanine becomes more prominent
when phenylalanine hydroxylase (PAH) activity is impaired, diverting phenylalanine away from
its primary role in producing tyrosine, a critical precursor for dopamine, norepinephrine, and
epinephrine synthesis.?3%% Disruptions in Tetrahydrobiopterin (BH4), an essential cofactor for
PAH, may also be a factor.

For a more in-depth evaluation into dopamine metabolites, assess the Phenylalanine and
Tyrosine metabolites 33)-37), along with 2-Hydroxyphenylacetic acid (1), Mandelic acid @s),
Phenylpyruvic acid @), and 4-Hydroxyphenyllacetic acid (2.

Nutritional Needs

Iron and B2 influence PAH, and if deficient, may reduce the processing of phenylalanine to
tyrosine, shunting phenylalanine back to phenyllactic acid.®®>%8 Support for BH4 synthesis and
regeneration is essential to optimize phenylalanine metabolism and reduce phenyllactic acid
accumulation, with folate (especially folinic acid in DHPR deficiency) aiding its regeneration and
vitamin C and other antioxidants stabilizing BH4 by preventing oxidation and preserving its role
in neurotransmitter and endothelial function.80388%8%0

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with those nutrients.
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Inborn errors such as phenylketonuria (PKU), a genetic deficiency of PAH, can lead to the
accumulation of phenylalanine and its byproducts, including phenyllactic acid. Genetic factors
affecting BH4 production may also contribute.?*

Metabolites also associated with PKU include Hippuric acid (9), 2-hydroxyphenylacetic acid (),
2-Hydorxyisovaleric acid 62), and phenylpyruvic acid @).

Note: This test is not diagnostic for genetic conditions, and specialized genetic testing may be
warranted if a disorder is suspected.

Additional Insights

Dietary Influence: Dietary intake of excessive phenylalanine, especially in the presence of
decreased PAH function, could elevate phenyllactic acid.®”

Low Values: There is no known clinical significance for low values.

-
Phenylpyruvic acid

\.

Phenylpyruvic acid is formed from phenylalanine by transamination, in which phenylalanine

is converted to phenylpyruvate by aminotransferase enzymes. This reaction occurs when the
primary pathway for phenylalanine metabolism, hydroxylation to tyrosine by phenylalanine
hydroxylase (PAH), is impaired. Elevations typically indicate impaired metabolism of
phenylalanine due to reduced activity of phenylalanine hydroxylase (PAH), often caused by
nutrient deficiencies (iron, B2) or dysfunction in its cofactor tetrahydrobiopterin (BH4). This
diversion away from tyrosine production affects neurotransmitter synthesis, particularly
dopamine, norepinephrine, and epinephrine. Nutritional support for BH4 regeneration, such as
folate, vitamin C, and antioxidants, may help reduce phenylpyruvic acid accumulation. Genetic
conditions such as phenylketonuria (PKU), which involves a deficiency of PAH, are a potential
cause, as are variants affecting BH4 metabolism. Excessive dietary phenylalanine may also
contribute, especially when PAH activity is already compromised.

Neurotransmitter Metabolites

The pathway that generates phenylpyruvic acid from phenylalanine becomes more prominent
when phenylalanine hydroxylase (PAH) activity is impaired, diverting phenylalanine away from
its primary role in producing tyrosine, a critical precursor for dopamine, norepinephrine, and
epinephrine synthesis.?3%% Disruptions in Tetrahydrobiopterin (BH4), an essential cofactor for
PAH, is also a factor.

For a more in-depth evaluation into dopamine metabolites, assess the phenylalanine and
tyrosine metabolites 33-37), along with 2-Hydroxyphenylacetic acid (1), Mandelic acid ©s),
Phenyllactic acid €9, and 4-Hydroxyphenyllacetic acid @2).
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Nutritional Needs

Iron and B2 influence PAH, and if deficient, may reduce the processing of phenylalanine to
tyrosine, shunting phenylalanine back to phenylpyruvic acid.t®#’ Support for BH4 synthesis
and regeneration is essential to optimize phenylalanine metabolism and reduce phenypyruvic
acid accumulation, with folate (especially folinic acid in DHPR deficiency) aiding its regeneration
and vitamin C and other antioxidants stabilizing BH4 by preventing oxidation and preserving its
role in neurotransmitter and endothelial function 893887870

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with those nutrients.

Inborn errors such as phenylketonuria (PKU), a genetic deficiency of PAH, can lead to the
accumulation of phenylalanine and its byproducts, including phenyllactic acid. Genetic factors
affecting BH4 production may also contribute.?°

Metabolites also associated with PKU include: Hippuric acid (9), 2-Hydroxyphenylacetic acid (),
2-Hydorxyisovaleric acid 62, and Phenyllacetic acid ©9).

Note: This test is not diagnostic for genetic conditions, and specialized genetic testing may be
warranted if a disorder is suspected.

Additional Insights

Dietary Influence: Dietary intake of excessive phenylalanine, especially in the presence of
decreased PAH function, could elevate phenylpyruvic acid.®”’

Low Values There is no known clinical significance for low values.

.

4 % fa
@ Homogentisic acid N/ #8@

Homogentisic acid (HGA) is a byproduct of tyrosine breakdown via the enzyme homogentisate
1,2-dioxygenase (HGD), which processes tyrosine when it diverges from neurotransmitter
synthesis. A deficiency in HGD, as seen in the genetic disorder alkaptonuria, impairs this
catabolic pathway, disrupting energy metabolism and leading to elevated HGA levels.

Mitochondrial Health

From tyrosine, HGA converts to maleylacetoacetate via homogentisate 1,2-dioxygenase, which
is ultimately further degraded to fumarate and acetoacetate, entering the Citric Acid Cycle for
energy production.8?®

For more insight into mitochondrial health, reference the other mitochondrial markers 22-32)
and fatty acid oxidation markers @5)-@s).
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Neurotransmitter Metabolites

Homogentisic acid is a key intermediate in the breakdown of tyrosine, when it diverges from
the pathway of synthesizing dopamine, norepinephrine, and epinephrine %

For a more in-depth evaluation of dopamine metabolites, assess the phenylalanine and
tyrosine metabolites 33)-@7).

Genetics

Alkaptonuria is inherited in an autosomal recessive pattern that involves a mutation in the HGD
gene, impairing the conversion of HGA to maleylacetoacetate, leading to systemic buildup of
toxic byproducts like benzoquinone acetic acid.®”

Note: This test is not diagnostic for genetic conditions, and specialized genetic testing may be
warranted if a disorder is suspected.

Additional Insights

Associated Conditions: Elevated HGA has also been observed in individuals with uncontrolled
hyperglycemia.”®

Low Values There is no known clinical significance for low values.

p i;*‘ :,.«@
@ 4-Hydroxyphenllactic acid %Q. #\6

4-Hydroxyphenyllactic acid (4-HPLA) is formed when L-tyrosine is first transaminated into
4-hydroxyphenylpyruvic acid, which is then reduced by the enzyme hydroxyphenylpyruvate
reductase. Certain gut bacteria, such as Bifidobacteria, Lactobacillus, and Clostridium, can
produce D-4-HPLA, linking elevations to microbial overgrowth or dysbiosis, while excessive
dietary tyrosine intake may further contribute. In rare cases, elevations may be associated with

L tyrosinemia due to mutations in the HPD gene. )

Microbial Overgrowth

4-HPLA (D form) is produced by various gut bacteria, including Bifidobacteria, Lactobacillus,
and Clostridium, and elevations may reflect bacterial overgrowth or dysbiosis.>7%

Refer to Microbial Overgrowth Tables for corresponding metabolites and patterns.

Neurotransmitter Metabolites

Markedly elevated plasma tyrosine, as seen in tyrosinemia, has been shown in computational
and clinical studies to competitively inhibit other large neutral amino acids (LNAAs) at the LATT
transporter, reducing their entry into the brain. This may disrupt neurotransmitter synthesis and
amino acid balance, particularly by limiting tryptophan availability, ultimately influencing the
serotonin synthesis pathway.”??7% Additionally, excessive tyrosine levels have been shown to
cause neurotoxicity.?%*
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For a more in-depth evaluation of dopamine metabolites, assess the phenylalanine and
tyrosine metabolites 33)-@7).

Elevated 4-hydroxyphenyllactic acid (4-HPLA) is most directly linked to mutations in the HPD
gene, which impair the enzyme 4-hydroxyphenylpyruvate dioxygenase, leading to tyrosinemia
types I- lll. This enzymatic block causes upstream accumulation of 4-HPLA .23

Note: This test is not diagnostic for genetic conditions, and specialized genetic testing may be
warranted if a disorder is suspected.

Additional Insights

Dietary Influence: Dietary intake of excessive tyrosine, especially in the presence of decreased
enzyme function, could elevate 4-HPLA 7%

Low Values There is no known clinical significance for low values.

-
@ N-Acetylaspartic acid

N-Acetylaspartic acid (NAA) is synthesized in neurons from aspartate and acetyl-CoA and

plays roles in fluid balance, myelin synthesis, and neurotransmitter function. Elevated

NAA is most commonly associated with Canavan disease, a rare autosomal recessive

neurodegenerative disorder caused by mutations in the ASPA gene, leading to a deficiency of

the enzyme aspartoacylase.

Genetics

N-acetylaspartic acid (NAA) is most commonly associated with Canavan disease, a rare
autosomal recessive neurodegenerative disorder caused by mutations in the ASPA gene,
leading to a deficiency of the enzyme aspartoacylase.”®

Note: This test is not diagnostic for genetic conditions, and specialized genetic testing may be
warranted if a disorder is suspected.

Additional Insights
Low Values There is no known clinical significance for low values.
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( Malonic acid @ @3

Malonic acid is a dicarboxylic acid involved in fatty acid metabolism and energy production.
Elevations may result from impaired mitochondrial function or acrolein exposure from polluted
air or burning cooking oils past their smoke point. Markedly high levels are associated with
malonyl-CoA decarboxylase deficiency, often alongside elevated methylmalonic acid.

\ J
Mitochondrial Health
Elevated malonic acid can impair energy production by inhibiting both succinic acid
dehydrogenase in the citric acid cycle and carnitine palmitoyltransferase | (CPT-1), limiting
mitochondrial fatty acid oxidation.?97910
For more insight into mitochondrial health, reference the other mitochondrial markers @2)-32)
and fatty acid oxidation markers @5-@s).
Acrolein can be metabolized into malonic acid through oxidative degradation pathways
following initial epoxidation or hydration.” While acrolein is primarily detoxified via glutathione
conjugation and excreted as mercapturic acids, its conversion to small dicarboxylic acids like
malonic acid and oxalic acid is a recognized secondary route.””? Acrolein exposure can occur
through inhalation of polluted air from sources like tobacco smoke, vehicle exhaust, industrial
emissions, and burning fuels, with smaller amounts also found in fried foods and cooking ails,
though it is rarely present in drinking or surface water.®
Refer to the Toxin Exposure Tables for corresponding metabolites and patterns.
In very high elevations, malonic acid is associated with the rare genetic metabolic disorder,
malonyl-CoA decarboxylase deficiency.?*
Malonyl CoA decarboxylase deficiency is also associated with methylmalonic acid 69).
Note: This test is not diagnostic for genetic conditions, and specialized genetic testing may be
warranted if a disorder is suspected.
Additional Insights
Associated Conditions: Malonic acid has been associated with several conditions, including
eosinophilic esophagitis and early preeclampsia.
Low Values There is no known clinical significance for low values.
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@ 4-Hydroxybutyric acid

4-Hydroxybutyric acid (4-HBA), also known as gamma-hydroxybutyric acid (GHB), is primarily
produced in the brain and liver through the degradation of gamma-aminobutyric acid (GABA),
where GABA is converted to succinic semialdehyde (SSA) and then is either reduced to GHB or
oxidized to succinate.”™?" Elevations in 4-HBA may result from microbial production by species
like Clostridium aminobutyricum, Pseudomonas, and Saccharomyces cerevisiae, or GABA
degradation in the brain and liver. As a neurotransmitter metabolite, it influences GABA and
glutamate signaling by acting on GABA receptors, affecting inhibitory and excitatory balance.
4-HBA can also be elevated due to GHB ingestion, whether illicit or pharmaceutical, and its
metabolism depends on NAD*, making B3 status a potential modulating factor. Genetically,
elevations may be associated with inherited metabolic disorders such as SSADH deficiency,
though this is rare.

Microbial Overgrowth

4-Hydroxybutyric acid (4-HBA) has been shown to be produced by various microbes, including
Clostridium aminobutyricum, Saccharomyces cerevisiae, and Pseudomonas spp, through the
conversion of GABA or related precursors.”®

Refer to Microbial Overgrowth Tables for corresponding metabolites and patterns.

Neurotransmitter Metabolites

4-HBA is produced during gamma-aminobutyric acid (GABA) degradation and can influence
both GABA and glutamate signaling, potentially disrupting excitatory and inhibitory
neurotransmission. Gamma-hydroxybutyric acid (GHB) can cycle back to GABA and modulate
neurotransmission by acting on both GABA B and high-affinity GHB receptors, while also
indirectly affecting GABAA signaling by reducing presynaptic GABA release.”’”?' This influences
both inhibitory (GABAergic) and excitatory (glutamatergic) pathways in a region- and dose-
dependent manner.??

Refer to phenylalanine and tyrosine ¢3-37) and tryptophan (8)-9) metabolites for further review
of neurotransmitters.

Toxic Exposures

4-HBA is chemically identical to GHB, which is a prototypical date rape drug used in drug-
facilitated sexual assault due to its sedative, amnestic, and incapacitating effects.?23724

Nutritional Needs

The oxidation of 4-hydroxybutyric acid to succinic semialdehyde is catalyzed by
4-hydroxybutyrate dehydrogenase, an NAD*-dependent enzyme.”>?2¢ Considering Vitamin B3
(Niacin) is a precursor to NAD, slight elevations may be influenced by B3 insufficiencies.?”’

RETURN TO TABLE OF CONTENTS Page 134 of 222



(4

Yos’s, OAT

%.¢

() .0. ORGANIC ACIDS TEST

Refer to the Nutrient-Marker Reference Table for the corresponding organic acids associated
with that nutrient.

Elevated 4-HBA is most closely linked to inherited disorders such as SSADH deficiency, GABA
transaminase deficiency, and 4-hydroxybutyric acid-CoA transferase deficiency.?*°

Note: This test is not diagnostic for genetic conditions, and specialized genetic testing may be
warranted if a disorder is suspected.

Additional Insights

Medications/Supplements: lllicit or pharmaceutical use of GHB can significantly increase
urinary 4-HBA.

Low Values There is no known clinical significance for low values.

e L A\ 210

G . f'}
Phosphoric @3 °(‘"‘\
Phosphoric acid forms phosphate ions, which are essential for energy metabolism, DNA/

RNA structure, and bone homeostasis.”?® High phosphoric acid levels can be caused by toxic
exposures such as uranium or lead, high vitamin D and phosphorus intake, certain medications,
and conditions that enhance bone resorption or impair phosphate reabsorption.8?'728941  ow
phosphate levels stimulate the production of 1,25-dihydroxyvitamin D3, to regulate phosphate
and calcium levels, supporting the relationship between low vitamin D and low phosphate

levels. Otherwise, low values may suggest low dietary intake or absorption, kidney disease, liver
disease, and conditions such as hypoparathyroidism 81>821827,934,942:945

Toxic Exposure

Toxic exposures, such as heavy metals like uranium and lead, can increase phosphoric acid
levels by causing metabolic acidosis and renal tubular dysfunction, which reduces phosphate
reabsorption and leads to increased urinary phosphate excretion.”?793

Refer to the Toxic Marker Comparison Table for corresponding metabolites and patterns.

Nutritional Needs

High phosphorus and vitamin D intake can increase phosphoric acid levels by enhancing the
absorption and reabsorption of phosphate in the intestine and kidneys. Vitamin D, through
its active metabolite 1,25-dihydroxyvitamin D3, stimulates phosphate absorption and helps
regulate phosphate homeostasis. This leads to increased levels of phosphate in the blood,
which, in turn, can elevate phosphoric acid levels, particularly in the context of dietary
phosphate loading.8928
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Additional Insights

Dietary Influences: Meat and poultry, dairy products, and grains and cereals contribute to
increased phosphoric acid levels by providing natural phosphorus.” Processed foods increase
phosphoric acid levels through the use of phosphate additives, which are commonly found in
bakery items, processed meats, cheeses, and beverages like colas. These additives, containing
highly bioavailable inorganic phosphorus, and are rapidly absorbed by the body, leading to
elevated phosphoric acid levels 747948

Medication/Supplement Interactions: Medications that increase phosphoric acid levels

include phosphate-containing laxatives, which can significantly raise serum phosphate levels,
especially in individuals with compromised renal function. Additionally, drugs like K-Phos No. 2,
certain proton pump inhibitors (e.g., omeprazole), calcium carbonate therapy with famotidine
or lansoprazole, and medications with phosphate as an excipient, such as some antidiabetic,
antidepressant, and antihypertensive medications, can contribute to elevated phosphate levels
and potentially cause hyperphosphatemia.”"?3

Associated Conditions: Conditions like hyperparathyroidism, vitamin D-resistant rickets,
increased bone turnover, renal tubular damage, and kidney disease increase phosphoric acid
levels by either enhancing bone resorption or impairing phosphate reabsorption in the kidneys.
Other factors like familial hypophosphatemia, immobilization, metabolic acidosis, and active
bone growth during pediatric development also contribute by promoting phosphate release
from bones or impairing phosphate balance, resulting in higher phosphoric acid levels.?3¢741

Low Values

Nutritional Needs: Low phosphoric acid levels can be linked to low vitamin D and low
phosphorus due to inadequate dietary intake or malabsorption.

Associated Conditions: Kidney disease may exacerbate low phosphoric acid levels due to
impairments in phosphate reabsorption. Liver disease, acute liver failure, and conditions like
hypoparathyroidism or pseudohypoparathyroidism reduce phosphate excretion, contributing to
IOW phosphate Ieve|S‘815,821,827,934,942—945

Disclaimer: The content of this Provider Support Guide is for informational purposes only and is not intended
to be a substitute for medical advice from a licensed healthcare practitioner. The statements in this report
have not been evaluated by the Food and Drug Administration and are intended to be lifestyle choices for
potential risk mitigation. Please consult a licensed healthcare practitioner for medication, treatment, diet,
exercise or lifestyle management as appropriate. This product is not intended to diagnose, treat, or cure any
disease or condition.
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THERAPEUTIC CONSIDERATIONS

This section provides a structured framework to support clinicians when any of the six
categories of clinical insight on the summary page are found to be imbalanced. These include
Microbial Overgrowth, Mitochondrial Health, Neurotransmitter Metabolites, Methylation/
Detoxification, Toxic Exposure, and Nutritional Needs. For each category, targeted

interventions are presented, outlining key metabolites associated with certain clinical insights
and suggested supports for those particular markers and patterns. This systematic approach
is intended to facilitate the development by practitioners of individualized care plans aimed at
addressing underlying dysfunction and improving clinical outcomes.

MICROBIAL OVERGROWTH %
e
THE 5RS FOR GENERAL SUPPORT
Remove Reduce + Antimicrobials: Oregano oil (150-200 mg Rotate
microbial BID), Garlic extract (Allicin 300-600 mg/day), antimicrobials
load Berberine (500 mg TID), Caprylic acid (500 mg every 2-4 weeks
BID)747-7%¢ to minimize
resistance

- Binders (if mycotoxins suspected or possible
Herxheimer): Activated charcoal (500-1000 mg/
day), Zeolite clay (1 tsp/day)?>-7¢Y

Replace Support - Digestive Enzymes such as Amylase, Lipase, Helps reduce
digestion Protease, or HCI (1-2 caps with meals)?'" 762 fermentable
- Bile salts (250-500 mg with fatty meals if subst.rates‘
963, 964 for microbial
needed)??
overgrowth
Reinoculate Restore « Probiotics: Saccharomyces boulardii (5-10 billion Start after 2 weeks

healthy flora CFU BID for yeast overgrowth), Lactobacillus & of antimicrobials
Bifido blends (20-50 billion CFU/day)?¢>7¢?

Repair Gutlining - L-Glutamine (5 g/day)?7%72 Begin mid-
support « Zinc carnosine (75 mg BID)?/3774 protocol to aid
+ Omega-3 fatty acids (1000-3000mg/day)”>?®  mucosal healing

Rebalance  Support - Lifestyle: Low sugar, varied, anti-inflammatory, Avoid rapid die-off
systemic high-fiber diet with aggressive

health - Stress management interventions
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SPECIFIC ORGANISM/MARKER CONSIDERATIONS
Marker Type  Elevated Findings Therapeutic Focus Example Interventions
Suggest
Yeast/Mold Candida or other  Antifungal botanicals, - Caprylic acid, Cinnamon/
(e.g., Arabinose, fungal overgrowth Pharmaceuticals, cinnamon leaf extract,
Furan-2,5- Probiotics, Mycotoxin Thyme essential oil, Oil of
Dicarboxylic clearance Oregano?>>9°6979-986
acid) - Nystatin, Fluconazole,
ltraconazole, or Amphotericin
B.987—990

- Probiotics: Saccharomyces
boulardii, Lactobacillus kefiri, L.
Pentosis, L. Brevis, L. plantarum

and Bacillus coagulans and B.
subtilis 966991-998

Bacterial (e.g., Bacterial imbalance Probiotics - Lactobacillus spp,

Hippuric, Fiber for SCFA Bifidobacterium spp, and Bacillus
Benzoic, production spp. 10011004

DHPPA)

Clostridial Clostridia Targeted antimicrobials, « High-dose S. boulardii,

(e.g., HPHPA, overgrowth (esp.  Toxin neutralization Lactobacillus species?®10051007
4-Cresol) neurotoxic species) - Ginger, garlic, Oil of

Oregano1008-1016
- Focus on detox pathways (e.g.,
NAC 600-1200 mg/day)c17 1018

Oxalates Endogenous Microbial + oxalate- - Address fungal overgrowth
(e.g., Glyceric, production of lowering support - Calcium + Magnesium citrate; 3:1
Glycolic, Oxalic) oxalate (often yeast ratio with medium-high oxalates
or mold-related) foods017-1023
Or exogenous - Vitamin B610241026
sources, such a - Low-oxalate diet if sensitive to
certain plant-based medium-high oxalate foods
foods - Low sodium intake

-

RETURN TO TABLE OF CONTENTS Page 138 of 222



o 0
S0 %, OAT

L X

() .0. ORGANIC ACIDS TEST

ASSOCIATED PATTERNS FROM OTHER CATEGORIES
Category Markers Microbial Impacts

= Neurotransmitter (A (3), VMA 69), Clostridia inhibits dopamine »
#&@ Metabolites HVA/VMA ratio (5) norepinephrine conversion.

gy, Toxic Exposure s ccinic @9), Various herbicides can impact the
Pyroglutamic ), microbiome. Mycotoxins can be

— 2-Hydroxybutyric 69 acids antimicrobial and impact imbalances in
\ the microbiome. y

CLINICAL TIPS +see Disclaimer on Page 154

- Rotational Strategy: Rotate antimicrobials every 2-4 weeks to reduce development
of resistance.

- Die-off Awareness: Always start low and go slow—support detox pathways with adequate
hydration, increased fiber intake, sweating, magnesium, and vitamin C.

+ Retesting Window: Consider retesting OAT after 8-12 weeks of intervention.

- Combination Therapy: Use synergistic approaches—e.g., berberine + probiotic + glutamine—
rather than mono-strategy.

- Oxalate Alert: Elevations in this section may reflect yeast or mold-associated endogenous
oxalate production. Correlate with other yeast and fungal markers.

« Environmental Cross-Talk: If markers 1-9 and 19-21 persist, screen for mold/mycotoxins
(MycoTOX) and environmental toxicants (TOXDetect) to address upstream root causes.

TESTING CONSIDERATIONS

Consider the following testing for further insights:

+GI360 (with Zonulin and H. Pylori add-ons): A complement to the OAT, it can further
assess additional organisms contributing to dysbiosis, as well as insights into
inflammation and digestion.

+ IgG Food Map: Food sensitivities are common with dysbiosis and may also give insights into
immune response to Candida, if present.

+ MycoTOX: Elevated mold-related metabolites or clinical signs of mycotoxin-induced
microbiome impacts may warrant additional assessment.

- IgE Mold: If mold is suspected, this panel may provide insights into how the immune system is
responding to the exposure.

+ TOXDetect: Consider when microbial patterns, particularly with Clostridia, allude to possible
toxicant- related influences, based on clinical history.
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MITOCHONDRIAL HEALTH
KEY ORGANIC ACID MARKERS
C Marker(s

ategory ) Clinical Insight
Glycolytic Markers | actic G2), Pyruvic @) acids Could indicate mitochondrial dysfunction,
impaired glucose metabolism, or tissue
hypoxia.
Citric Acid Cycle Succinic @8, Fumaric @), Abnormal values may indicate impaired
Intermediates Malic @), 2-Oxoglutaric @), enzyme function or cofactor deficiencies
Citric @9), Aconitic @s), (e.g., Mg, B vitamins).
Citric @9) acids
Amino Acid 3-Methylglutaric €9), Impaired amino acid utilization for energy
Metabolism 3-Hydroxyglutaric G1), production, potentially causing oxidative
3-Methylglutaconic @) acids ~ Stress.
Fatty Acid Ethylmalonic @3), Elevated in carnitine or B2 deficiencies,
Metabolism Methylsuccinic @), Adipic @), ~ ©r p-oxidation impairments, leading to

Suberic , Sebacic @) acids increased oxidative stress and reduced
energy production.

Ketone Metabolism  3_Hydroxybutyric @), May reflect impaired carbohydrate
Acetoacetic @) acids utilization, ketogenic adaptation, or

\ mitochondrial overload. ‘

NUTRIENT COFACTOR ASSOCIATIONS *sce disclaimer on Page 154

. . Likely Cofactor General Dosage Range
Organic Acid Marker Deficiency Suggested Support Guideline*
Pyruvic Acid 3 B1 (Thiamine), Benfotiamine or Benfotiamine: 150-600 mg/day;
Lipoic Acid®41927  thiamine HCI, R-lipoic Thiamine HCl: 50-100 mg/day;
10310 acid R-lipoic acid: 100-300 mg/day
Succinic @9, B2 (Riboflavin), Riboflavin Riboflavin (as R5P or Riboflavin
s Fumaric @), CoQ10103210% 5'-phosphate, HCI): 10-30 mg/day; s
s Malic o) acids ubiquinol Ubiquinol: 100-300 mg/day ’
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3-Methylglutaric 6o, B3 (Niacin), Mg, Niacinamide, Niacinamide: 50-150 mg/day;
+ 3-Hydroxyglutaric (1), BO#EHE0NGIT T magnesium Magnesium glycinate: 200-400 ,
3 Methylglutaconic @2 glycinate, P5P/ mg/day; i
acids Pyridoxine HC| P5P: 25-75 mg/day (or
Pyridoxine HCl: 50-150 mg/day)
Ethylmalonic @3), Carnitine, Acetyl-L-carnitine or Acetyl-L-carnitine: 500-2,000
Methylsuccinic @), B210331038-1041 L-carnitine tartrate;  mg/day;
Adipic @), Suberic @), Riboflavin L-carnitine tartrate: 1-3 g/day;

\Sebacic @) acids Riboflavin 10-30 mg/day

* Dosages represent typical adult clinical ranges used in mitochondrial and metabolic support protocols. Dosing
should be individualized based on patient characteristics, such as age, weight, comorbidities, efficacy, and
contraindications, as well as practitioner judgment.

THERAPEUTIC INTERVENTION GRID *sce disclaimer on Page 154

Clinical Scenario OAT Pattern Intervention Strategy
Fatigue, muscle Elevated Citric Acid Cycle ¢a-gs) Mitochondrial nutrient blend (CoQ10,
weakness, mild + fatty acid @-@9) metabolites ~ carnitine+ ALA, Mg, B-complex)
cognitive impairment
Hypoglycemia vs Elevated Glycolytic @),@ and ~ Add carnitine + B2, optimize blood
hyperglycemia-related  |etone @3),@4) and/or fatty acid ~ Sugar using diet strategies, and
symptoms @2)-@) metabolites if able, a Continuous Glucose

Monitoring (CGM) device. 10421044
Toxin-induced Elevated multiple metabolites + Mitochondrial repair + toxin binders
mitochondrial history of exposure + detox support (sweating, Gl
disruption clearance, antioxidants) p
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ASSOCIATED PATTERNS FROM OTHER SECTIONS

Influencing Section Marker(s) Mitochondrial Impact

Microbial Overgrowth  Markers:(D)-G); molds, yeast, Can produce similar metabolites,

and various bacteria impacting elevations.
Toxic Exposure Succinic @), Pyroglutamic ), Direct mitochondrial impairment or
2-Hydroxybutyric 69 acids contributes to associated oxidative
stress.
Nutrient Needs Markers associated with low May generate a higher demand for

iron, magnesium, amino acids, these nutrients, or insufficiencies can
B vitamins (see nutrient chart)  impact the enzymatic reactions for
these pathways.

CLINICAL TIPS *see disclaimer on Page 154

- Assess nutrient status before assuming mitochondrial dysfunction — many abnormalities
reflect cofactor depletion.

- Consider toxic exposure interference (e.g., mold, heavy metals, environmental toxicants,
certain medications) when multiple energy metabolism markers are elevated.

- Evaluate upstream fuel delivery issues, such as blood sugar dysregulation or gut
malabsorption, which can impair mitochondrial input.

- Fatty acid and ketone metabolism markers can be early indicators of mitochondrial stress,
especially in neurologic or fatigue cases.

- Use a layered support approach: mitochondrial nutrient repletion - reducing toxic burden >
metabolic rehabilitation (e.g., gentle exercise, PQQ, NAD+).

TESTING CONSIDERATIONS

Consider the following testing for further insights:

« Metal-Toxic + Nutrient Elements, TOXDetect, and/or MycoTOX: Various toxic
exposures can influence several mitochondrial enzymes in addition to contributing
to a significant amount of oxidative stress that can impact the health of the
mitochondria.

« Amino Acid Profile: Some data suggest, in extreme cases, insufficient amino acids
can influence the mitochondrial pathways.
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NEUROTRANSMITTER PATHWAYS 3?5 ‘
cC
KEY NEUROTRANSMITTER MARKERS
Neurotransmitter Key Marker(s) Interpretive Notes

Dopamine HVA (3), DOPAC o), Hva/  HVA: dopamine turnover. Low: depletion
DOPAC ratio @?) or impaired synthesis; high: increased

breakdown/stimulation.

Norepinephrine/ VMA 9, HVA/VMA ratio @) High VMA: stress response, sympathetic
Epinephrine activation. Low: catecholamine depletion or

decreased breakdown.

Serotonin S_HIAA Low: precursor depletion, poor synthesis.
High: rapid production/metabolism.
Kynurenine Pathway Quinolinic 69), High quinolinic: neurotoxicity, inflammation,
Kynurenic @) acids need for NAD+; High kynurenic:
neuroprotection.
- i J

COFACTORS & INFLUENCING FACTORS #See Disclaimer on Page 154

Nutrient

General Dosage Range Guideline* Clinical Influences
Cofactors

Pathway

Dopamine/ lron, B6, Vit C, Iron (as ferritin repletion, typically 50- Stimulants, stress,
Norepinephrine Copper, B2, Mg, 200 mg elemental/day if deficient); P5P: infection, MAO
SAMeg®t7110451053 - 9575 mg/day (or pyridoxine HCl: 10-25  inhibitors, COMT
mg/day); polymorphisms
Vitamin C: 100-200 mg/day;
Copper (only if deficient): 5-10 mg/day;
Riboflavin (R-5-P or HCI): 10-50 mg/day;
Magnesium (glycinate or malate): 300-
400 mg/day; SAMe: 400-1,200 mg/day

Serotonin SHTP, B6, 5-HTP: 50-300 mg/day (often divided); SSRIs,
Folate, Mg, B2,  Pyridoxine HCI: 10-25 mg/day; inflammation, gut
lron1032:104510541060  Folate (L-5-MTHF): 400-1,000 mcg/day; dysbiosis, IDO
Magnesium (glycinate or malate): 200- activation
400 mg/day;
Riboflavin: 5-15 mg/day; Iron (if
deficient): 50-200 mg elemental/day

suwm
Luwm
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, Kynurenine B2, B6, Niacin Riboflavin: 5-10 mg/day; v: 25-75 mg/ Inflammation,
; Pathway f (B3)496:1061-1064 day; stress, infection
t t shifti . o Cy ]
ﬁr‘;rftisr';ai owerds  Other supportive  Niacinamide: 250-500 mg/day (eh.g. \{|ra}|||, Lyme),
;e:}o;;r::lr;;nstead of nutrients: Zinc, Other supportive nutrients: cnronic | heSS,
y Omega.3§, | Zinc (5-15 mg/day); upregulation of
Rosmarinic acid,  Omega-3s (EPA+DHA): 1-3g/day ~ IPO/TDO
Curcumin Rosmarinic acid: 200-500 mg/day;
Curcumin (500-1500 mg/day)

Dosages represent typical adult clinical ran%es used in mitochondrial and metabolic support protocols. Dosing
should be individualized based on patient characteristics, such as age, weight, comorbidities, efficacy, and
contraindications, as well as practitioner judgment.

ASSOCIATED PATTERNS FROM OTHER SECTIONS

Influencing Section Marker(s) Neurotransmitter Impact
% Microbial Flevated Clostridia markers (5)-G8) Inhibition of dopamine >
Overgrowth norepinephrine conversion
BN  Toxic Exposure Markers associated with heavy metals, Direct neurotoxicity,
@ﬁ solvents, mycotoxins (see Mold, mitochondrial impairment
Toxicant, and Heavy Metal charts) and
Markers (4),68),(59)
,,; Methylation/ Markers @),60),61),63), and 69 are Could cause levels to look low,
Methylation can impact Biopterin elevated.
and COMT, major cofactors in the
generation and metabolism of NTs
ﬁé@ Nutrient Needs Markers associated with low iron, Limits neurotransmitter
(1) magnesium, amino acids, and B precursor availability and
vitamins (see nutrient chart) enzymatic activity

CLINICAL TIPS #see Disclaimer on Page 154

« Inflammation drives tryptophan down the kynurenine pathway, potentially raising
quinolinic acid.

+ 5-HIAA may be low due to precursor issues, high cortisol dampening serotonin synthesis, or
excessive dopamine.
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« Review mitochondrial and microbial sections for upstream drivers of neurotransmitter
disruption (e.g., Clostridia can inhibit Dopamine Beta Hydroxylase)

TESTING CONSIDERATIONS

Consider the following testing for further insights:

« Amino Acid Profile: Assessing amino acid precursors for neurotransmitter synthesis provides
insight into potential limitations or excesses in the pathways governing production.

- DNA Methylation Pathway Profile: If metabolite patterns suggest disruption of methylation,
COMT, or MAO pathways, this testing may help identify genetic influences.

- Saliva Hormone Profile: Provides insights into the neuroendocrine influences on certain
neurotransmitter metabolites.

+ Lyme and Co-infection testing (Lyme Direct Detect, Tickborne BB Direct Detect, and
Bartonella IgG Detect): If Quinolinic acid @9 is elevated, and clinical history aligns with potential
for Lyme- and co-infections, testing may be warranted.

METHYLATION & DETOXIFICATION

KEY ORGANIC ACID MARKERS
Marker Primary Pathway Clinical Significance

Pyroglutamic acid Glutathione recycling Elevated with glutathione depletion
or oxidative stress; common in toxic
burden or chronic illness.

2-Hydroxybutyric acid Transsulfuration (CBS path) Reflects increased demand
for glutathione or methylation
defects; rises with oxidative stress,
methylation impairment, or increased
detox demands.

Orotic acid Urea cycle & nucleotide Elevated with ammonia overload,
synthesis urea cycle dysfunction, or
methylation impairments.
2-Hydroxyhippuric acid () Glycine conjugation May indicate xenobiotic exposure or
(Phase Il impaired Phase Il liver detox; also gut
\_ microbiome-influenced. "/
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FUNCTIONAL NUTRIENT & DETOX SUPPORT “see Disclaimer on Page 154

General Dosage Range

Marker Suggested Support Guideline* Mechanistic Focus
Pyroglutamic NAC, glycine, NAC: 600-1,800 mg/day Supports
acid glutamine, liposomal (divided doses); Glycine: 1-3 g/ glutathione
glutathione’07511073107% day- | -Glutamine: 2-5 g/day; regeneration; key in
Liposomal Glutathione: 250-  redox homeostasis.
500 mg/day
2-Hydroxybutyric Sulfur amino acids Taurine: 1-3 g/day; Supports
acid (taurine, methionine), L-Methionine: 500-2,000 mg/  transsulfuration;
B6, selenium?®>10801090  day: P5P: 25-75 mg/day (or indicates stress

pyridoxine HCl: 50-150 mg/day); on glutathione
Selenium (selenomethionine or demand.
yeast-bound): 100-200 mcg/day

Orotic acid Citrulline, arginine, L-Citrulline: 2-6 g/day; Supports urea cycle
methylation L-Arginine: 3-6 g/day; and methylation
support (B2,B6, L-Ornithine: 1-3 g/day;

B12)6676707821086,109110% - Riboflavin: 20-100 mg/
day; P5P: 25-75 mg/day;
Methylcobalamin: 1,000-5,000

mcg/day
2-Hydroxyhippuric Glycine, liver Glycine: 1-3 g/day; Milk thistle  Reflects need
acid detox herbs (milk extract (80% silymarin): 200-  for Phase |l
thistle, dandelion), 600 mg/day; Dandelion root conjugation
probiotics’>82710971108 - extract: 500-1,500 mg/day; or microbial
Probiotics (multi-strain): 10-50 rebalancing.
\ billion CFU/day y

*Dosages reflect typical adult integrative medicine ranges; pediatric dosing should be weight-adjusted. All
supplementation should be guided by clinical context, laboratory monitoring, and patient tolerability.

PATTERN INTERVENTION GRID
Pattern on OAT Targeted Support Strategy

T Pyroglutamic (58), NAC or glutathione, Methylation support, mitochondrial
T 2-Hydroxybutyric (59) acids antioxidants, sauna/sweating therapy, binders

T Orotic acid (60) Citrulline, arginine, liver support, methylation nutrients

T 2- Hydroxybutyric acid (59) Support Methylation, B6 for CBS enzyme, and may consider
\ Homocysteine panel. y
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ASSOCIATED PATTERNS FROM OTHER SECTIONS

Influencing Section Marker(s) Neurotransmitter Impact

toxicants, mycotoxins (see Mold, mitochondrial impairment
Toxicant, and Heavy Metal charts) and

Markers @4),68),(59)
Nutrient Needs  Markers @),60),61), and 63 are Without proper support for
L/

associated with nutrients that are methylation, dysfunction is
\ needed for methylation. likely to occur. 4

Toxic Exposure Markers associated with heavy metals, Direct neurotoxicity,
&)

CLINICAL TIPS *sce Disclaimer on Page 154

- High pyroglutamate + fatigue > Consider glutathione depletion or oxidative load from toxic
exposure or infections.

- 2-hydroxybutyric elevation > Suggests acute glutathione demand, transsulfuration pathway
overload, or methylation stress.

- Orotic acid spike > Screen for ammonia overload (especially with fatigue, cognitive
impairment); support urea cycle and methylation.

« Elevated 2-hydroxyhippuric > Consider gut dysbiosis or toxic exposure; enhance glycine and
Phase Il liver detox.

- Combine markers with clinical presentation: e.g., Pyroglutamate + 2-HB in a mold-exposed
patient often suggests oxidative + detoxification burden.

TESTING CONSIDERATIONS

Consider the following testing for further insights:
« Amino Acid Profile: Assesses the status of amino acids involved in detoxification, methylation,
and the urea cycle.

- DNA Methylation Pathway Panel: Can give insights into genetic SNPs associated with various
points in the methylation cycle and transsulfuration pathway.

- Homocysteine: Provides more insight into the function of the methylation and
transsulfuration pathways. *This is also on the amino acid profiles (both urine and plasma), but
can also be a separate test if needed, particularly for reassessment or monitoring.
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3
TOXIC EXPOSURE I

KEY ORGANIC ACID MARKERS
Organic Acid Marker Potential Toxic Exposure Clinical Insight

Mold-related metabolites Mold activity or exposure May indicate mold overgrowth or

(Markers @,@,@,@,@,@) mycotoxin exposure.

Succinic acid Toxicants, heavy metals, Suggests mitochondrial impacts from
and/or mycotoxins toxic exposures

Pyroglutamic acid Glutathione depletion Reflects oxidative stress and detox
from toxic burden demand

.

2-Hydroxybutyric acid Oxidative stress from toxic Homocysteine favoring the

or inflammatory sources  transsulfuration pathway either to
support GSH production or as a result
of methylation stress. J

FUNDAMENTAL DETOX STRATEGIES -see Disclaimer on Page 154

. Reduce ongoing exposure by identifying and eliminating sources (e.g., moldy environments,

contaminated water, occupational chemicals) and prioritizing organic foods to reduce
pesticide intake, using HEPA air filtration and remove dust to limit airborne pollutants and
mold spores, and avoiding plastics, synthetic fragrances, and other common environmental
toxic exposures in the home and workplace. 71116

. Support biotransformation pathways, especially glutathione conjugation, glucuronidation,

sulfation, and methylation, using nutrients such as NAC, glycine, selenium, B6, B12, folate,
and magnesium. More detailed information can be found in the following blog:
The Liver: Supportive Nutrients in Detoxification - MosaicDX.

. Enhance glutathione status via liposomal glutathione, N-acetyl cysteine (NAC), or other

precursors like glycine

. Target mitochondrial repair with CoQ10, acetyl-L-carnitine, alpha-lipoic acid, and B complex.

. Bind and eliminate toxins and toxicants using agents like activated charcoal, zeolite clay,

chlorella, humic and fulvic acids, fibers, or prescription binders (e.g., cholestyramine),
depending on toxic exposure type.
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6. Support Phase Il detoxification with sulforaphane, calcium-D-glucarate, taurine, and
cruciferous vegetables. Additional information can be found in the following blog:
The Liver: Its Important Role in Detoxification - MosaicDX

7. Address secondary dysbiosis or fungal overgrowth, which may be exacerbated by toxin-
induced immune suppression or antimicrobial activity, using targeted botanicals and gut
repair strategies.

8. Replenish key vitamins (e.g. B vitamins, C, etc.) and minerals (e.g., zinc, magnesium,
molybdenum) displaced by toxic exposure to restore enzyme function.

9. Consider adjunct therapies such as sauna, lymphatic support, and detox protocols based on
individual tolerance and clinical presentation.

CLINICAL TIPS +see Disclaimer on Page 154

- Elevated pyroglutamic acid often signals glutathione depletion—consider supporting
glutathione synthesis via NAC, glutathione, or precursors.

- Elevations in succinic acid and related Citric Acid Cycle markers warrant assessment for toxic
exposures that influence mitochondria (heavy metals, toxicants, mycotoxins).

- Fungal and Mycotoxin-Linked Markers to Screen for Mold Exposure: Elevated levels of
5-Hydroxymethyl-2-furoic acid, Furan-2,5-dicarboxylic acid, Furancarbonylglycine,
Citramalic, Tartaric, and Tricarballylic acid can indicate mold exposure (especially Aspergillus
or Fusarium species). Evaluate these in the context of clinical history and potential
environmental exposure.

- Identify Environmental and Heavy Metal Toxicity Through Patterned Marker Changes: Look
for elevated HVA, VMA, pyruvic, citric, quinolinic, mandelic, hippuric, oxalic, and malonic
acids as possible indicators of toxic exposures from heavy metals (arsenic, mercury,
cadmium), pesticides, phthalates, solvents, parabens, and combustion byproducts. Assess
in conjunction with symptomatology and known or suspected exposure sources.

- Integrate these markers with clinical context—lab abnormalities alone don't confirm exposure,
but guide further investigation.

TESTING CONSIDERATIONS
Consider the following testing for further insights:

- Metal-Toxic + Nutrient Elements, TOXDetect, and/or MycoTOX: Based on clinical
presentation, history, and patterns with OAT metabolites, one or all of the toxic exposure
testing modalities may be warranted.
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The following table highlights metabolites linked to specific nutrients and may
support clinical interpretation by revealing patterns suggestive of insufficiencies.

NUTRIENT-MARKER REFERENCE TABLE
Nutrient / Category Relevant OAT Marker(s) Interpretation

B1 (Thiamin) - Glycolytic markers @) @) Required for pyruvate
. 2-Oxoglutaric acid @' dehydrogenase; elevation:
+ 2-Hydroxyhippuric acid impaired carbohydrate
- BCKA Metabolites (62)-66) metabolism, potential thiamin
need, or mitochondrial stress.
B2 (Riboflavin) « Pyruvic acid @) Needed for acyl-CoA
- Succinic acid @a), dehydrogenase and glycolate
2-Oxoglutaric acid @) oxidase; elevations in Krebs or
- HVA (3), VMA G9), fatty acid markers may reflect
DOPAC (38, HVA/DOPAC G7) B2 need.

- Tryptophan metabolites (8)-0)

- Folate metabolites ,

- Ketone and Fatty Acid markers @5)-@)
- Glutaric acid 63

- Indicators of Detoxification (9)-60)

« Amino Acid metabolites -,-

B3 (Niacin) - Glyceric acid Niacin is required for NAD*/
« Glycolytic markers @-@) NADP* production; abnormal
- Malic acid @s), 2-Oxoglutaric acid @) tryptophan metabolites or
- VMA (63) HVA/VMA (3) Citric Acid Cycle imbalances
« Quinolinic acid , Kynurenic acid mgy indicate'B3 in;ufficiency
+ 3-Hydroxybutyric acid @), or inflammation-driven
acetoacetic acid demand.

» 2-Hydroxybutyric acid
- Amino acid metabolites (2)-66),(75)

B5 (Pantothenic Acid) . Hippuric acid Pantothenic acid is a
« Pyruvic acid @) precursor to CoA; elevations
- 2-Oxoglutaric acid @) in Krebs or fatty acid markers
- Pantothenic acid 62) may suggest impaired energy
- BCKA metabolites 62)-69) metabolism and B5 need.
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Bé (Pyridoxine) - 2-Hydroxyphenylacetic acid (1) Cofactor for transamination
. Oxalate metabolites (9),@) and neurotransmitter
- HVA (3, VMA (4), DOPAC synthesis; elevations in
- Tryptophan metabolites Ge)-@9) oxalates and neurotransmitter
- Pyrimidine metabolites @)-@2) markers may indicate a
- Pyridoxic acid V) functional B6 deficiency.
- Indicators of Detoxification , Influential in mgthylation and
- 2-Hydroxyisocaproic ¢5) and energy production.
2-Oxo-4-methiolbutyric acids
B7 (Biotin) - Methylmalonic acid €9), Cofactor for carboxylase
- Methylcitric acid 67) enzymes; elevations in
methylmalonic or methylcitric
acids may reflect biotin
deficiency or dysbiosis-
related interference.
B9 (Folate) - HVA/DOPAC (7) Essential for methylation

- Pyrimidine metabolites @1)-@2)
« 2-Hydroxybutyric acid
- Amino Acid metabolites (¢8)-70)

and nucleotide synthesis;
abnormalities in

folate metabolites or
2-hydroxybutyric acid may
suggest B9 deficiency or
MTHFR-related need.

B12 (Cobalamin)

» Succinic acid (L)

- HVA/DOPAC @7)

- Pyrimidine Metabolites @)-(42)

« Methylmalonic acid

- Methylcitric acid 7)

- Indicators of Detoxification (9),0)

Abnormal: functional or
genetic B12 deficiency.

Vitamin C

- Aconitic acid
- HVA (33), VMA 34), HVA/VMA G5,

DOPAC

- Ascorbic acid
« Amino Acid Metabolites (68)-70)

Excess can potentially
raise oxalates; deficiency
may impact immunity and
antioxidant defenses.

CoQ10 (Ubiquinone)

- 4-hydroxybenzoic acid (2)

. Lactic acid @2

- Succinic acid

- 3-Hydroxy-3-Methylglutaric acid

(CoQ10) &)
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, Calcium - Tricarballylic acid (®) Can be depleted by
g . Oxalic acid @) tricarballylic or oxalic acids,
. 2-Oxoglutaric acid @) while an insufficiency
. Citric acid can influence enzymatic
- HVA/DOPAC ratio (7) function in mitochondrial
function. Excess can impair
neurotransmitter metabolism.
Magnesium - Tricarballylic acid (®) Needed for ATP-dependent
. Oxalic acid @) enzymes; deficiency can
. Pyruvic acid @ impair oxalate, Krebs,
« Citric Acid Cycle metabolites @ @) and ketone metabolism.
- HVA (3), VMA (4), DOPAC (9), Also necessary for proper
HVA/DOPAC @7) catecholamine metabolism.
- 5-HIAA G8)
- Ketone and Fatty Acid markers . @9
- Indicators of Detoxification .
- Amino Acid metabolites .
Zinc - Tricarballylic acid (®) Cofactor for kynureninase;
- Lactic acid @ deficiency may shift
- 2-Oxoglutaric acid @) tryptophan pathway toward
- 5-HIAA @9 quinolinic, zinc can inhibit @)
. Ascorbic acid as well as support reactions.
« Orotic acid
Iron . Oxalic acid @) Cofactor in mitochondrial
- Lactic acid @) SOD and metabolism of
- Mitochondrial - Citric Acid Cycle oxalate precursors.
markers @4) (5) @) (8) @9)
- HVA @), VMA (9, DOPAC @¢), HVA/
DOPAC &)
« Quinolinic acid
« Ascorbic acid
« Amino Acid metabolites €8)-70)
Glutathione - Glycolic acid Markers of oxidative stress,
- Aconitic acid @), Citric acid methylation support;
elevation: tglutathione
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Glycine - Hippuric acid (), Building block of glutathione;
i 4-Hydroxyhippuric acid (3) elevated pyroglutamic i
- Pyroglutamic acid acid could indicate glycine
deficiency.
Carnitine - Ketone and Fatty Acid Oxidation Needed for FA transport into
markers @5)-@s) mitochondria; elevations

suggest carnitine need or
mitochondrial block.

Phenylalanine/Tyrosine ., 2-Hydroxyphenylacetic acid (1) Involved in the synthesis of
- HVA (3), VMA (%), DOPAC 9), dopamine, norepinephrine,
Mandelic ), Phenyllactic acid ®9), and epinephrine.
Phenylpyruvic acid @)
Tryptophan - 5-Hydroxyindoleacetic acid (5-HIAA) @8 Precursor to these

Quinolinic acid @9, Kynurenic acid . neurotransmitters has the
potential to go down the

kynurenine pathway vs

serotonin.
Lipoic Acid « Pyruvic acid @) Coenzyme in pyruvate and
. 2-Oxoglutaric acid @) a-KG dehydrogenase; need

suspected if elevations +
oxidative stress markers.

CLINICAL TIPS *sece Disclaimer on Page 154

- Elevations in 2-hydroxybutyric acid, pyrimidine metabolites, and imbalance in HYA/DOPAC
may be related to Vitamin B9 insufficiencies.

« Imbalances in tryptophan metabolites (1 quinolinic and | kynurenic acids), and mitochondrial
dysfunction (Citric Acid Cycle, ketones) - often linked to Vitamin B3 demand.

- Imbalanced fatty acid metabolism markers --> information on carnitine or Vitamin B2 needs

. Abnormal oxalic @), mitochondrial and fatty acid metabolites @3),26),@7),29),@),@8), and
catecholamine metabolites ¢3) ¢4) ¢ G7) 68 may suggest magnesium deficiency.

- Elevations in oxalic acid @), lactic acid @), Citric Acid Cycle intermediates ,@, and amino
acid markers €8 69 @0 may suggest Iron deficiency.
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TESTING CONSIDERATIONS
Consider the following testing for further insights;
+ Omega-3 Index Complete: Offers a more comprehensive review of essential fatty acids

that are vital in cellular health, neurological function, regulating inflammation, hormonal
imbalance, and many other biological functions.

« Amino Acid Profile: Provides a more complete assessment of amino acids.

- Metals -Toxic + Nutrient Elements: If minerals are suspected to be inadequate based on
corresponding markers, may use this testing for further insights.

« Vitamin D: When Phosphoric acid (6) is abnormal, may need further review of
Vitamin D status.

+ GI360 (with H. Pylori add-ons): Can provide insights into deficiencies that may be related to
insufficient digestion or inadequate microbial abundance and/or diversity.

Disclaimer: The content of this Provider Support Guide is for informational purposes only and is not intended
to be a substitute for medical advice from a licensed healthcare practitioner. The statements in this report
have not been evaluated by the Food and Drug Administration and are intended to be lifestyle choices for
potential risk mitigation. Please consult a licensed healthcare practitioner for medication, treatment, diet,
exercise or lifestyle management as appropriate. This product is not intended to diagnose, treat, or cure any
disease or condition.

RETURN TO TABLE OF CONTENTS Page 154 of 222



O 0

o’ OAT

@
%° ORGANIC ACIDS TEST

(2

%°

1. Hossain, A.H., A. Hendrikx, and P.J. Punt, Identification of novel citramalate biosynthesis pathways
in Aspergillus niger. Fungal Biol Biotechnol, 2019. 6: p. 19.

2. Mitsui, R., A. Kondo, and T. Shirai, Production of (R)-citramalate by engineered Saccharomyces
cerevisiae. Metab Eng Commun, 2024. 19: p. e00247.

3. Paprotny, t.., et al., Development and validation of GC-MS/MS method useful in diagnosing
intestinal dysbiosis. J Chromatogr B Analyt Technol Biomed Life Sci, 2019. 1130-1131: p. 121822.

4. Shaw, W., E. Kassen, and E. Chaves, Assessment of Antifungal Drug Therapy in Autism by
Measurement of Suspected Microbial Metabolites in Urine with Gas Chromatography-Mass
Spectrometry. Clin Prac Alter Med, 2000. 1.

5. Sugimoto, N., et al., Citramalate synthase yields a biosynthetic pathway for isoleucine and
straight- and branched-chain ester formation in ripening apple fruit. Proc Natl Acad Sci U S A,
2021.118(3).

6. Umino, M., et al., Analyzing Citramalic Acid Enantiomers in Apples and Commercial Fruit Juice
by Liguid Chromatography-Tandem Mass Spectrometry with Pre-Column Derivatization.
Molecules, 2023. 28(4).

7. Carles, J., On the decarboxylations in wine and the appearance of citramalic acid. 1959.

8. Chen, J., et al., Metabolic Profiling of Organic Acids Reveals the Involvement of HUIlPMS2 in
Citramalic Acid Synthesis in Pitaya. Horticulturae, 2022. 8(2): p. 167.

9. Khorassani, R., et al., Citramalic acid and salicylic acid in sugar beet root exudates solubilize soil
phosphorus. BMC Plant Biology, 2011. 11(1): p. 121.

10. Shaw, W., E. Kassen, and E. Chaves, Increased urinary excretion of analogs of Citric Acid Cycle
metabolites and arabinose in two brothers with autistic features. Clin Chem, 1995. 41(8 Pt 1): p.
1094-104.

11. OSUMI, T., et al., Formation of p-Methylmalate and Its Conversion to Citramalate in
Rhodospirillum rubrum. The Journal of Biochemistry, 1975. 78(4): p. 763-772.

12. Friedmann, S., B.E. Alber, and G. Fuchs, Properties of R-citramalyl-coenzyme A lyase and its role
in the autotrophic 3-hydroxypropionate cycle of Chloroflexus aurantiacus. J Bacteriol, 2007.
189(7): p. 2906-14.

13. He, B.-F., et al., Efficient conversion of itaconic acid to (S)-(+)-citramalic acid by Alcaligenes
xylosoxydans IL142. Journal of Bioscience and Bioengineering, 2000. 89(4): p. 388-391.

14. Hugon, P., et al., A comprehensive repertoire of prokaryotic species identified in human beings.
Lancet Infect Dis, 2015. 15(10): p. 1211-1219.

15. Lynch, SV. and O. Pedersen, The Human Intestinal Microbiome in Health and Disease. N Engl J
Med, 2016. 375(24): p. 2369-2379.

16. Hallen-Adams, H.E. and M.J. Suhr, Fungi in the healthy human gastrointestinal tract. Virulence,
2017. 8(3): p. 352-358.

RETURN TO TABLE OF CONTENTS Page 155 of 222



oo, OAT

... .0. ORGANIC ACIDS TEST

17. Suhr, M.J., N. Banjara, and H.E. Hallen-Adams, Sequence-based methods for detecting and
evaluating the human gut mycobiome. Lett Appl Microbiol, 2016. 62(3): p. 209-15.

18. Meng, H., et al., Aspergillomas from Gastrointestinal Tract: a case report and review of the
literature. BMC Infect Dis, 2024. 24(1): p. 1445.

19. Nawaf, A., Mycotoxin source and its exposure causing mycotoxicoses. Bioinformation, 2023.
19(4): p. 348-357.

20. Polizzi, V., et al., JEM Spotlight: Fungi, mycotoxins and microbial volatile organic compounds in
mouldy interiors from water-damaged buildings. J Environ Monit, 2009. 11(10): p. 1849-58.

21.Khan, R., F. Anwar, and F.M. Ghazali, A comprehensive review of mycotoxins: Toxicology,
detection, and effective mitigation approaches. Heliyon, 2024. 10(8): p. e28361.

22.Romashoy, L.V,, et al., Bio-Derived Furanic Compounds with Natural Metabolism: New
Sustainable Possibilities for Selective Organic Synthesis. International Journal of Molecular
Sciences, 2023. 24(4): p. 3997.

23. Jadulco, R., et al., New Macrolides and Furan Carboxylic Acid Derivative from the Sponge-Derived
Fungus Cladosporium herbarum. Journal of Natural Products, 2001. 64(4): p. 527-530.

24. Kimura, Y., et al., Nematicidal activity of 5-hydroxymethyl-2-furoic acid against plant-parasitic
nematodes. Z Naturforsch C J Biosci, 2007. 62(3-4): p. 234-8.

25. Lee, C.-H., et al., Recent advances in processing technology to reduce 5-hydroxymethylfurfural in
foods. Trends in Food Science & Technology, 2019. 93: p. 271-280.

26. Jobstl, D., et al., Analysis of 5-hydroxymethyl-2-furoic acid (HMFA) the main metabolite of
alimentary 5-hydroxymethyl-2-furfural (HMF) with HPLC and GC in urine. Food Chemistry, 2010.
123(3): p. 814-818.

27. Husay, T., et al., Dietary exposure to 5-hydroxymethylfurfural from Norwegian food and
correlations with urine metabolites of short-term exposure. Food Chem Toxicol, 2008. 46(12): p.
3697-702.

28.Zhang, Y. and Y. Zhang, A comprehensive review of furan in foods: From dietary exposures and
in vivo metabolism to mitigation measures. Compr Rev Food Sci Food Saf, 2023. 22(2): p. 809-
841.

29. Kim, T.K., et al., Effect of cooking or handling conditions on the furan levels of processed foods.
Food Additives & Contaminants: Part A, 2009. 26(6): p. 767-775.

30. Zhang, Z. and Z. Peng, Catalytic Aerobic Oxidation of 5-Hydroxymethylfurfural (HMF) into
2,5-Furandicarboxylic Acid and Its Derivatives. 2017. p. 171-206.

31. Omana Rajesh, R., et al., Whole-cell synthesis of 2,5-furandicarboxylic acid from pineapple waste
under various fermentation strategies. Bioresource Technology, 2023. 386: p. 129545,

32. Huang, Y.H., et al., Improved Analytical Method for Determination of Furan and Its Derivatives
in Commercial Foods by HS-SPME Arrow Combined with Gas Chromatography-Tandem Mass
Spectrometry. J Agric Food Chem, 2022. 70(25): p. 7762-7772.

RETURN TO TABLE OF CONTENTS Page 156 of 222



oo, OAT

... .0. ORGANIC ACIDS TEST

33. EFSA Panel on Food Contact Materials, E., Flavourings and P. Aids, Scientific Opinion on the
safety assessment of the substance, furan-2, 5-dicarboxylic acid, CAS No 3238-40-2, for use in
food contact materials. EFSA Journal, 2014. 12(10): p. 3866.

34. Baker, S. and W. Shaw, Case Study: Rapid Complete Recovery From An Autism Spectrum Disorder
After Treatment of Aspergillus With The Antifungal Drugs ltraconazole And Sporanox. Integr
Med (Encinitas), 2020. 19(4): p. 20-27.

35.Yuan, H., et al., Improved production of 2,5-furandicarboxylic acid by overexpression of
5-hydroxymethylfurfural oxidase and 5-hydroxymethylfurfural/furfural oxidoreductase in
Raoultella ornithinolytica BF60. Bioresour Technol, 2018. 247: p. 1184-1188.

36. Barone, G., et al., Polychlorinated dioxins, furans (PCDD/Fs) and dioxin-like polychlorinated
biphenyls (dI-PCBs) in food from Italy: Estimates of dietaryintake and assessment. J Food Sci,
2021.86(10): p. 4741-4753.

37. Pettersen, J.E. and E. Jellum, The identification and metabolic origin of 2-furoylglycine and
2,5-furandicarboxylic acid in human urine. Clin Chim Acta, 1972. 41: p. 199-207.

38. Heinzmann, S.S., et al., 2-Furoylglycine as a Candidate Biomarker of Coffee Consumption.
Journal of Agricultural and Food Chemistry, 2015. 63(38): p. 8615-8621.

39. Bao, W., et al., Isolation of a novel strain Aspergillus niger WH-2 for production of L(+)-tartaric
acid under acidic condition. Biotechnol Lett, 2020. 42(4): p. 605-612.

40. Li, Z., et al., A study of organic acid production in contrasts between two phosphate solubilizing
fungi: Penicillium oxalicum and Aspergillus niger. Scientific Reports, 2016. 6(1): p. 25313.

41. Herman, A. and A.P. Herman, Could Candida Overgrowth Be Involved in the Pathophysiology of
Autism? J Clin Med, 2022. 11(2).

42. Oliveira-Pacheco, J., et al., The Role of Candida albicans Transcription Factor RLM1 in Response
to Carbon Adaptation. Front Microbiol, 2018. 9: p. 1127.

43. Requeiro, J., et al., Urinary tartaric acid as a potential biomarker for the dietary assessment of
moderate wine consumption: a randomised controlled trial. Br J Nutr, 2014. 111(9): p. 1680-5.

44. Jackson, R.S., Chemical Constituents of Grapes and Wine. Principles and Practices of
Winemaking, 2014: p. 347-426.

45. Dziezak, J.D., Acids: Natural Acids and Acidulants. 2015. p. 15-18.
46. Maga, J.A. and AY. Tu, Food Additive Toxicology. 1 ed. 1994: CRC Press.
47. Human Metabolome Database: Showing metabocard for L-Arabinose (HMDB0000646).

48. Roman-Benn, A., et al., Pectin: An overview of sources, extraction and applications in food

products, biomedical, pharmaceutical and environmental issues. Food Chemistry Advances,
2023.2: p. 100192.

49. Krog-Mikkelsen, I., et al., The effects of L-arabinose on intestinal sucrase activity: dose-response
studies in vitro and in humans. Am J Clin Nutr, 2011. 94(2): p. 472-8.

RETURN TO TABLE OF CONTENTS Page 157 of 222



oo, OAT

... .0. ORGANIC ACIDS TEST

50. Fukuchi, M., et al., The impact of a competitive event and the efficacy of a lactic acid bacteria-
fermented soymilk extract on the gut microbiota and urinary metabolites of endurance athletes:
An open-label pilot study. PLoS One, 2022. 17(1): p. €0262906.

51. Russell, J.B., Enrichment and Isolation of Rumen Bacteria That Reduce trans- Aconitic Acid to
Tricarballylic Acid. Appl Environ Microbiol, 1985. 49(1): p. 120-6.

52. Lia, Y., etal., Tricarballylic ester formation during biosynthesis of fumonisin mycotoxins in
Fusarium verticillioides. Mycology, 2013. 4(4): p. 179-186.

53. Kamle, M., et al., Fumonisins: Impact on Agriculture, Food, and Human Health and their
Management Strategies. Toxins (Basel), 2019. 11(6).

54.Riley, R.T., etal., The kinetics of urinary fumonisin B1 excretion in humans consuming maize-
based diets. Mol Nutr Food Res, 2012. 56(9): p. 1445-55.

55. Tuomi, T., et al., Mycotoxins in crude building materials from water-damaged buildings. Appl
Environ Microbiol, 2000. 66(5): p. 1899-904.

56. Vanholder, R., et al., Review on uremic toxins: classification, concentration, and interindividual
variability. Kidney Int, 2003. 63(5): p. 1934-43.

57.Vanholder, R., R. De Smet, and N. Lameire, Protein-bound uremic solutes: the forgotten toxins.
Kidney Int Suppl, 2001. 78: p. S266-70.

58. Lees, H.J., et al., Hippurate: the natural history of a mammalian-microbial cometabolite. ]
Proteome Res, 2013. 12(4): p. 1527-46.

59. Fabisch, W. and C. Fellner, Excretion of hippuric acid in schizophrenic and depressive patients
after E.C.T. Psychosom Med, 1957. 19(4): p. 320-5.

60. Quastel, J.H. and W.T.H. Wales, Faulty Detoxication in Schizophrenia. Journal of Mental Science,
1938. 84(352): p. 622-625.

61. Williams, H.R.T., et al., Differences in gut microbial metabolism are responsible for reduced
hippurate synthesis in Crohn’s disease. BMC Gastroenterology, 2010. 10(1): p. 108.

62. Lord, R.S. and J.A. Bralley, Clinical applications of urinary organic acids. Part I: Detoxification
markers. Altern Med Rev, 2008. 13(3): p. 205-15.

63. Pero, RW., Health Consequences of Catabolic Synthesis of Hippuric Acid in Humans. Current
Clinical Pharmacology, 2010. 5(1): p. 67-73.

64. Ticinesi, A., et al., Disentangling the Complexity of Nutrition, Frailty and Gut Microbial Pathways
during Aging: A Focus on Hippuric Acid. Nutrients, 2023. 15(5).

65. Pallister, T., et al., Hippurate as a metabolomic marker of gut microbiome diversity: Modulation
by diet and relationship to metabolic syndrome. Scientific Reports, 2017. 7(1): p. 13670.

66. Dehghani, F., et al., Rapid determination of hippuric acid as an exposure biomarker of toluene
using a colorimetric assay and comparison with high-performance liquid chromatography.
Scientific Reports, 2024. 14(1): p. 9935.

67. OSHA. Toluene - Overview | Occupational Safety and Health Administration. OSHA [cited 2024
December 12]; Available from: https://www.osha.gov/toluene.

RETURN TO TABLE OF CONTENTS Page 158 of 222




oo, OAT

... .0. ORGANIC ACIDS TEST

68. NIOSH. Toluene. 2019.

69. Kawai, T., et al., Evaluation of biomarkers of occupational exposure to toluene at low levels. Int
Arch Occup Environ Health, 2008. 81(3): p. 253-62.

70. Oginawati, K., et al., Urinary hippuric acid level as a biological indicator of toluene exposure on
batik workers. Heliyon, 2021. 7(8): p. e07775.

71.Shou, M., et al., Use of inhibitory monoclonal antibodies to assess the contribution of
cytochromes P450 to human drug metabolism. Eur J Pharmacol, 2000. 394(2-3): p. 199-209.

72. National Center for Biotechnology, |., Increased level of hippuric acid in urine (Concept Id:
C4703632) - MedGen - NCBI. 2025.

73. Gronwald, W., et al., Urinary metabolite quantification employing 2D NMR spectroscopy. Anal
Chem, 2008. 80(23): p. 9288-97.

74. Pimpley, V., et al., The chemistry of chlorogenic acid from green coffee and its role in attenuation
of obesity and diabetes. Prep Biochem Biotechnol, 2020. 50(10): p. 969-978.

75. Badenhorst, C.P,, et al., A new perspective on the importance of glycine conjugation in the
metabolism of aromatic acids. Drug Metab Rev, 2014. 46(3): p. 343-61.

76. Del Olmo, A., J. Calzada, and M. Nufez, Benzoic acid and its derivatives as naturally occurring
compounds in foods and as additives: Uses, exposure, and controversy. Crit Rev Food Sci Nutr,
2017.57(14): p. 3084-3103.

77. Samsonowicz, M., et al., Spectroscopic, Thermal, Microbiological, and Antioxidant Study of Alkali
Metal 2-Hydroxyphenylacetates. Materials, 2021. 14(24): p. 7824.

78. Mitchell, J.J., Y.J. Trakadis, and C.R. Scriver, Phenylalanine hydroxylase deficiency. Genetics in
Medicine, 2011. 13(8): p. 607-617.

79. Burgard, P., et al., Development of Metabolic Phenotype in Phenylketonuria: Evaluation of the
Blaskovics Protein Loading Test at 5 Years of Age. JIMD Rep, 2016. 29: p. 77-84.

80. Peng, X., et al., Cerebrosides and 2-pyridone alkaloids from the halotolerant fungus Penicillium
chrysogenum grown in a hypersaline medium. J Nat Prod, 2011. 74(5): p. 1298-302.

81. Hastings, J., et al., WormJam: A consensus C. elegans Metabolic Reconstruction and
Metabolomics Community and Workshop Series. Worm., 2017. 6(2): p. e1373939. doi:
10.1080/21624054.2017.1373939. eCollection 2017.

82. Information, N.C.f.B. PubChem Compound Summary for CID 11970, 2-Hydroxyphenylacetic acid.
Available from: https://pubchem.ncbi.nlm.nih.gov/compound/2-Hydroxyphenylacetic-acid.

83. Parra, M., S. Stahl, and H. Hellmann, Vitamin B, and Its Role in Cell Metabolism and Physiology.
Cells, 2018. 7(7).

84. Information, N.C.f.B., 4-hydroxyphenylacetic aciduria (Concept Id: C1848680) - MedGen - NCBI.
2025.

85. Liu, S., et al., Alteration of Serum Metabolites in Women of Reproductive Age with Chronic
Constipation. Med Sci Monit, 2022. 28: p. e934117.

RETURN TO TABLE OF CONTENTS Page 159 of 222



oo, OAT

... .0. ORGANIC ACIDS TEST

86. Hong, R.P.,, et al., The Difference of Gut Microbiota and Their Correlations With Urinary Organic
Acids Between Autistic Children With and Without Atopic Dermatitis. Front Cell Infect Microbiol,
2022.12: p. 886196.

87. Tarashi, S., et al., Gut Bacteria and their Metabolites: Which One Is the Defendant for Colorectal
Cancer? Microorganisms, 2019. 7(11).

88. Wishart Lab / University of, A., 4-Hydroxybenzoic acid (FDBO10508). 2025, FooDB (The Food
Database): https://foodb.ca.

89. Pierrel, F., Impact of Chemical Analogs of 4-Hydroxybenzoic Acid on Coenzyme Q Biosynthesis:
From Inhibition to Bypass of Coenzyme Q Deficiency. Front Physiol, 2017. 8: p. 436.

90. Vandenberg, L. and J. Bugos, Assessing the Public Health Implications of the Food Preservative
Propylparaben: Has This Chemical Been Safely Used for Decades, in Curr Envir Health Rpt 8.
2021. p. 54-70.

91. Abbas, S., et al., Metabolism of parabens (4-hydroxybenzoic acid esters) by hepatic esterases
and UDP-glucuronosyltransferases in man. Drug Metab Pharmacokinet, 2010. 25(6): p. 568-77.

92. Lemini, C., et al., Estrogenic effects of p-hydroxybenzoic acid in CDT mice. Environ Res, 1997.
75(2): p. 130-4.

93. Dey, G., M. Chakraborty, and A. Mitra, Profiling C6-C3 and C6-CT1 phenolic metabolites in Cocos
nucifera. Journal of Plant Physiology, 2005. 162(4): p. 375-381.

94. Nurmi, A., et al., Ingestion of oregano extract increases excretion of urinary phenolic metabolites
in humans. J Agric Food Chem, 2006. 54(18): p. 6916-23.

95. Information, N.C.f.B., PubChem Compound Summary for CID 5281792, Rosmarinic acid.

96. Martinez, K.B., et al., Association between urinary phenolic compounds and gut microbiota
composition in a clinical cohort of individuals with cystic fibrosis. Journal of Cystic Fibrosis,
2020.19(2): p. 284-290.

97. Information, N.C.f.B., PubChem Compound Summary for CID 151012, 4-Hydroxyhippuric acid.
2025.

98. Couteau, D., et al., Isolation and characterization of human colonic bacteria able to hydrolyse
chlorogenic acid. J Appl Microbiol, 2001. 90(6): p. 873-81.

99. Shaw, W., Increased urinary excretion of a 3-(3-hydroxyphenyl)-3-hydroxypropionic acid (HPHPA),
an abnormal phenylalanine metabolite of Clostridia spp. in the gastrointestinal tract, in urine
samples from patients with autism and schizophrenia. Nutr Neurosci, 2010. 13(3): p. 135-43.

100. Rowland, I., et al., Gut microbiota functions: metabolism of nutrients and other food
components. Eur J Nutr, 2018. 57(1): p. 1-24.

101. Etxeberria, U., et al., Impact of polyphenols and polyphenol-rich dietary sources on gut
microbiota composition. J Agric Food Chem, 2013. 61(40): p. 9517-33.

102. Li, R., et al., The gut microbial metabolite, 3,4-dihydroxyphenylpropionic acid, alleviates hepatic

ischemia/reperfusion injury via mitigation of macrophage pro-inflammatory activity in mice.
Acta Pharm Sin B, 2022. 12(1): p. 182-196.

RETURN TO TABLE OF CONTENTS Page 160 of 222



O 0

oo 0%, OAT

@
ORGANIC ACIDS TEST

)
%°

%°

103. Schoefer, L., et al., Anaerobic degradation of flavonoids by Clostridium orbiscindens. Appl
Environ Microbiol, 2003. 69(10): p. 5849-54.

104. Guo, P, et al., Clostridium species as probiotics: potentials and challenges. J Anim Sci
Biotechnol, 2020. 11: p. 24.

105. Meinhart, A.D., et al., Study of new sources of six chlorogenic acids and caffeic acid. Journal of
Food Composition and Analysis, 2019. 82: p. 103244

106. Monagas, M., et al., Dihydroxylated phenolic acids derived from microbial metabolism reduce
lipopolysaccharide-stimulated cytokine secretion by human peripheral blood mononuclear cells.
Br J Nutr, 2009. 102(2): p. 201-6.

107. Santana-Galvez, J., et al., Anticancer potential of dihydrocaffeic acid: a chlorogenic acid
metabolite. CyTA - Journal of Food, 2020. 18(1): p. 245-248.

108. Olthof, M.R., P.C. Hollman, and M.B. Katan, Chlorogenic acid and caffeic acid are absorbed in
humans. J Nutr, 2001. 131(1): p. 66-71.

109. Dieterle, F., et al., Suitability of metabolite ratio(s) in urine as a measure of hepatic drug
metabolizing enzyme activity: An exploratory study. Metabolism, 2010. 59(1): p. 44-55.

110. Harrison, M.A., et al., Production of p-cresol by Decarboxylation of p-HPA by All Five Lineages
of Clostridioides difficile Provides a Growth Advantage. Front Cell Infect Microbiol, 2021. 11: p.
757599.

111. Vinithakumari, A.A., et al., Clostridioides difficile Infection Dysregulates Brain Dopamine
Metabolism. Microbiol Spectr, 2022. 10(2): p. e0007322.

112. Chalmers, R.A., H.B. Valman, and M.M. Liberman, Measurement of 4-hydroxyphenylacetic
aciduria as a screening test for small-bowel disease. Clin Chem, 1979. 25(10): p. 1791-4.

113. Osborn, L.J., et al., A gut microbial metabolite of dietary polyphenols reverses obesity-driven
hepatic steatosis. Proceedings of the National Academy of Sciences, 2022. 119(48): p.
e2202934119.

114. Finegold, S.M., et al., Gastrointestinal Microflora Studies in Late-Onset Autism. Clinical
Infectious Diseases, 2002. 35(Supplement_1): p. S6-516.

115. Elsden, S.R., M.G. Hilton, and J.M. Waller, The end products of the metabolism of aromatic
amino acids by Clostridia. Arch Microbiol, 1976. 107(3): p. 283-8.

116. Passmore, |.J., et al., Para-cresol production by Clostridium difficile affects microbial diversity
and membrane integrity of Gram-negative bacteria. PLoS Pathog, 2018. 14(9): p. e1007191.

117. Walsh, L., C. Hill, and R.P. Ross, Impact of glyphosate (Roundup(TM)) on the composition and
functionality of the gut microbiome. Gut Microbes, 2023. 15(2): p. 2263935.

118. Zhang, K., et al., Ambient long-term exposure to organophosphorus pesticides and the human
gut microbiome: an observational study. Environ Health, 2024. 23(1): p. 41.

119. Wishart, D.S. and et al., 2025.

RETURN TO TABLE OF CONTENTS Page 161 of 222



oo, OAT

... .0. ORGANIC ACIDS TEST

120. Shaw, W., Inhibition of the Beta-oxidation Pathway of Fatty Acids and Dopamine- Beta-
hydroxylase by Phenyl Derivatives of Short- Chain Fatty Acids from Gastrointestinal Clostridia
Bacteria is a (the) Major Cause of Autism. Integr Med (Encinitas), 2023. 22(2): p. 18-25.

121. Shaw, WW., Clostridia bacteria in the gastrointestinal tract as a major cause of depression
and other neuropsychiatric disorders. Role of Clostridia metabolites 3-(3-hydroxyphenyl)-3-
hydroxypropionic acid (HPHPA) and 4-cresol in the alteration of dopamine and norepinephrine
metabolism, in Integrative Psychiatry for Depression: Redefining Models for Assessment,
Treatment, and Prevention of Mood Disorders, J. Greenblatt and K. Brogan, Editors. 2015, Taylor
and Francis: Boca Raton, FL.

122. Shaw, W., Dopamine excess and/or norepinephrine and epinephrine deficiency in autistic
patients due to prenatal and/or postnatal deficiency of dopamine beta-hydroxylase. Journal of
Orthomolecular Medicine, 2021. 36(1): p. 1-25.

123. Goodhart, P.J., W.E. DeWolf, Jr., and L.I. Kruse, Mechanism-based inactivation of dopamine
beta-hydroxylase by p-cresol and related alkylphenols. Biochemistry, 1987. 26(9): p. 2576-83.

124. Lee, Y.T., et al., Quantification of Gut Microbiota Dysbiosis-Related Organic Acids in Human
Urine Using LC-MS/MS. Molecules, 2022. 27(17).

125. Bennett, M.J., et al., When do gut flora in the newborn produce 3-phenylpropionic acid?
Implications for early diagnosis of medium-chain acyl-CoA dehydrogenase deficiency. Clin
Chem, 1992. 38(2): p. 278-81.

126. Xiong, X., et al., Urinary 3-(3-Hydroxyphenyl)-3-hydroxypropionic Acid, 3-Hydroxyphenylacetic
Acid, and 3-Hydroxyhippuric Acid Are Elevated in Children with Autism Spectrum Disorders.
Biomed Res Int, 2016. 2016: p. 9485412,

127. Human Metabolome, D., Metabocard for HPHPA (3-(3-Hydroxyphenyl)-3-hydroxypropionic acid)
(HMDB0002643). 2025.

128. Kesli, R., et al., Investigation of the relation between anaerobic bacteria genus clostridium and
late-onset autism etiology in children. J Immunoassay Immunochem, 2014. 35(1): p. 101-9.

129. Woiwode, W., et al., Metabolism of toluene in man: gas-chromatographic determination of o-,
m- and p-cresol in urine. Arch Toxicol, 1979. 43(2): p. 93-8.

130. Madyastha, K.M. and N.W. Gaikwad, Metabolic Disposition of a Monoterpene Ketone,
Piperitenone, in Rats: Evidence for the Formation of a Known Toxin, p-cresol. Drug Metabolism
and Disposition, 1999. 27(1): p. 74-80.

131. Mateus, E.P,, et al., Qualitative mass spectrometric analysis of the volatile fraction of creosote-
treated railway wood sleepers by using comprehensive two-dimensional gas chromatography. J
Chromatogr A, 2008. 1178(1-2): p. 215-22.

132. Hartnik, T., et al., Bioassay-directed identification of toxic organic compounds in creosote-
contaminated groundwater. Chemosphere, 2007. 66(3): p. 435-43.

133. Persico, A.M. and V. Napolioni, Urinary p-cresol in autism spectrum disorder. Neurotoxicology
and Teratology, 2013. 36: p. 82-90.

RETURN TO TABLE OF CONTENTS Page 162 of 222



oo, OAT

... .0. ORGANIC ACIDS TEST

134. Ou, H., et al., A phenome-wide association study (PheWAS) to identify the health impacts of
4-cresol sulfate in the Nagahama Study. Scientific Reports, 2023. 13(1): p. 13926.

135. Saito, V., et al., Identification of phenol- and p-cresol-producing intestinal bacteria by using
media supplemented with tyrosine and its metabolites. FEMS Microbiol Ecol, 2018. 94(9).

136. Yokoyama, M.T. and J.R. Carlson, Production of Skatole and para-Cresol by a Rumen
Lactobacillus sp. Appl Environ Microbiol, 1981. 41(1): p. 71-6.

137.Ji, M., H. Du, and Y. Xu, Structural and metabolic performance of p-cresol producing microbiota
in different carbon sources. Food Res Int, 2020. 132: p. 109049.

138. Phanchana, M., et al., Frontiers in antibiotic alternatives for Clostridioides difficile infection.
World J Gastroenterol, 2021. 27(42): p. 7210-7232.

139. Bermudez-Martin, P., et al., The microbial metabolite p-Cresol induces autistic-like behaviors in
mice by remodeling the gut microbiota. Microbiome, 2021. 9(1): p. 157.

140. Chang, M.-C., et al., p-Cresol Affects Reactive Oxygen Species Generation, Cell Cycle Arrest,
Cytotoxicity and Inflammation/Atherosclerosis-Related Modulators Production in Endothelial
Cells and Mononuclear Cells. PLOS ONE, 2014. 9(12): p. e114446.

141. Lameire, N., R. Vanholder, and R. De Smet, Uremic toxins and peritoneal dialysis. Kidney Int
Suppl, 2001. 78: p. S292-7.

142. Russell, W.R., et al., Major phenylpropanoid-derived metabolites in the human gut can arise
from microbial fermentation of protein. Mol Nutr Food Res, 2013. 57(3): p. 523-35.

143. Sallée, M., et al., The aryl hydrocarbon receptor-activating effect of uremic toxins from
tryptophan metabolism: a new concept to understand cardiovascular complications of chronic
kidney disease. Toxins (Basel), 2014. 6(3): p. 934-49.

144. Miyagi, M., et al., Indole-3-acetic acid synthesized through the indole-3-pyruvate pathway
promotes Candida tropicalis biofilm formation. PLoS One, 2020. 15(12): p. €0244246.

145. Shen, J., et al., Indole-3-Acetic Acid Alters Intestinal Microbiota and Alleviates Ankylosing
Spondylitis in Mice. Front Immunol, 2022. 13: p. 762580.

146. Karu, N., et al., Tryptophan metabolism, its relation to inflammation and stress markers and
association with psychological and cognitive functioning: Tasmanian Chronic Kidney Disease
pilot study. BMC Nephrol, 2016. 17(1): p. 171.

147. Konopelski, P. and |. Mogilnicka, Biological Effects of Indole-3-Propionic Acid, a Gut Microbiota-
Derived Metabolite, and Its Precursor Tryptophan in Mammals’ Health and Disease. Int J Mol Sci,
2022.23(3).

148. Rao, R.P.,, et al., Aberrant synthesis of indole-3-acetic acid in Saccharomyces cerevisiae triggers
morphogenic transition, a virulence trait of pathogenic fungi. Genetics, 2010. 185(1): p. 211-20.

149. Jepson, J.B., Indole Metabolism in Hartnup Disease, in Advances in Pharmacology, S. Garattini
and P.A. Shore, Editors. 1968, Academic Press. p. 171-175.

150. Kleta, R., et al., Mutations in SLC6A19, encoding BOATT, cause Hartnup disorder. Nat Genet,
2004. 36(9): p. 999-1002.

RETURN TO TABLE OF CONTENTS Page 163 of 222



oo, OAT

... .0. ORGANIC ACIDS TEST

151. Weissbach, H., et al., Formation of indole-3-acetic acid and tryptamine in animals: a method for
estimation of indole-3-acetic acid in tissues. J Biol Chem, 1959. 234(1): p. 81-6.

152. Gevi, F., et al., Urinary metabolomics of young Italian autistic children supports abnormal
tryptophan and purine metabolism. Mol Autism, 2016. 7: p. 47.

153. Kondrashoy, F.A., et al., Evolution of glyoxylate cycle enzymes in Metazoa: evidence of multiple
horizontal transfer events and pseudogene formation. Biol Direct, 2006. 1: p. 31.

154. Lassalle, L., et al., New insights into the mechanism of substrates trafficking in Glyoxylate/
Hydroxypyruvate reductases. Scientific Reports, 2016. 6(1): p. 20629.

155. Habe, H., et al., Microbial production of glyceric acid, an organic acid that can be mass
produced from glycerol. Appl Environ Microbiol, 2009. 75(24): p. 7760-6.

156. Booth, M.P., et al., Structural basis of substrate specificity in human glyoxylate reductase/
hydroxypyruvate reductase. J Mol Biol, 2006. 360(1): p. 178-89.

157. Milliner, D.S., et al., Primary Hyperoxaluria Type 1, in GeneReviews(®), M.P. Adam, et al., Editors.
1993, University of Washington, Seattle

Copyright © 1993-2025, University of Washington, Seattle. GeneReviews is a registered trademark
of the University of Washington, Seattle. All rights reserved.: Seattle (WA).

158. WU, Y., et al., Glycerate from intestinal fructose metabolism induces islet cell damage and
glucose intolerance. Cell Metab, 2022. 34(7): p. 1042-1053.e6.

159. Madsen, R.K., et al., Diagnostic properties of metabolic perturbations in rheumatoid arthritis.
Arthritis Res Ther, 2011. 13(1): p. R19.

160. Yang, J., et al., Potential metabolite markers of schizophrenia. Mol Psychiatry, 2013. 18(1): p
67-78.

161. Dolle, C., et al., NAD biosynthesis in humans--enzymes, metabolites and therapeutic aspects.
Curr Top Med Chem, 2013. 13(23): p. 2907-17.

162. Terakata, M., et al., The niacin required for optimum growth can be synthesized from
L-tryptophan in growing mice lacking tryptophan-2,3-dioxygenase. J Nutr, 2013. 143(7): p
1046-51.

163. Pan, Y., et al., Glyoxylate reductase/hydroxypyruvate reductase: a novel prognostic marker for

hepatocellular carcinoma patients after curative resection. Pathobiology, 2013. 80(3): p. 155-
62.

164. Dimer, N., et al., D-glyceric aciduria. Anais da Academia Brasileira de Ciencias, 2015. 87 2 Suppl:
p. 1409-1414.

165. National Center for Biotechnology, |., PubChem Pathway Summary for Pathway SMP0002328,
Glycerol Metabolism. 2025.

166. Scalley, R.D., et al., Treatment of ethylene glycol poisoning. Am Fam Physician, 2002. 66(5): p.
807-12.

167. Becker, J., et al., Top value platform chemicals: bio-based production of organic acids. Current
Opinion in Biotechnology, 2015. 36: p. 168-175.

RETURN TO TABLE OF CONTENTS Page164 of 222



oo, OAT

... .0. ORGANIC ACIDS TEST

168. Dindo, M., et al., Correlation between the molecular effects of mutations at the dimer interface
of alanine-glyoxylate aminotransferase leading to primary hyperoxaluria type | and the cellular
response to vitamin B(6). J Inherit Metab Dis, 2018. 41(2): p. 263-275.

169. Knight, J., et al., Oxalate Formation From Glyoxal in Erythrocytes. Urology, 2016. 88: p. 226.
e211-226.e225.

170. Knight, J., et al., Hydroxyproline ingestion and urinary oxalate and glycolate excretion. Kidney
International, 2006. 70(11): p. 1929-1934.

171. Danpure, C.J. and P.R. Jennings, Peroxisomal alanine:glyoxylate aminotransferase deficiency in
primary hyperoxaluria type I. FEBS Lett, 1986. 201(1): p. 20-4.

172. Megraw, R.E. and R.J. Beers, Glyoxylate metabolism in growth and sporulation of Bacillus
cereus. Journal of Bacteriology, 1964. 87(5): p. 1087-1093.

173. Gokturk, E. and H. Erdal, Biomedical Applications of Polyglycolic Acid (PGA). Sakarya Universitesi
Fen Bilimleri Enstittst Dergisi, 2017. 21.

174. Humans, IW.G.0.t.E.0.C.R.t., Trichloroethylene, Tetrachloroethylene, and Some Other
Chlorinated Agents. IARC Monographs on the Evaluation of Carcinogenic Risks to Humans, No.
106. 2014, Lyon, France: International Agency for Research on Cancer.

175. Dietzen, D.J., et al., Extraction of glyceric and glycolic acids from urine with tetrahydrofuran:
utility in detection of primary hyperoxaluria. Clin Chem, 1997. 43(8 Pt 1): p. 1315-20.

176. Frishberg, Y. and et al., Mutations in HAOT encoding glycolate oxidase cause isolated glycolic
aciduria. Journal of Medical Genetics, 2014. 51(8).

177. Robert, T., et al., Hair-straightening cosmetics containing glyoxylic acid induce crystalline
nephropathy. Kidney International, 2024. 106(6): p. 1117-1123.

178. Rabbani, N. and P. Thornalley, Dicarbonyls (Glyoxal, Methylglyoxal, and 3-Deoxyglucosone).
Uremic Toxins, 2012: p. 177-192.

179. Noonan, S.C. and G.P. Savage, Oxalate content of foods and its effect on humans. Asia Pac J
Clin Nutr, 1999. 8(1): p. 64-74.

180. Graz, M., Role of oxalic acid in fungal and bacterial metabolism and its biotechnological
potential. World J Microbiol Biotechnol, 2024. 40(6): p. 178.

181. Behnam, J.T., et al., Reconstruction of human hepatocyte glyoxylate metabolic pathways in
stably transformed Chinese-hamster ovary cells. Biochem J, 2006. 394(Pt 2): p. 409-16.

182. Palmieri, F., et al., Oxalic acid, a molecule at the crossroads of bacterial-fungal interactions. Adv
Appl Microbiol, 2019. 106: p. 49-77.

183. Holmes, R.P. and D.G. Assimos, The impact of dietary oxalate on kidney stone formation. Urol
Res, 2004. 32(5): p. 311-6.

184. Khan, S.R., Hyperoxaluria-induced oxidative stress and antioxidants for renal protection. Urol
Res, 2005. 33(5): p. 349-57.

185. Chetyrkin, S\V., et al., Pyridoxamine lowers kidney crystals in experimental hyperoxaluria: a
potential therapy for primary hyperoxaluria. Kidney International, 2005. 67(1): p. 53-60.

RETURN TO TABLE OF CONTENTS Page 165 of 222



O 0

o’e, OAT

@
ORGANIC ACIDS TEST

\d
)
%°

%°

186. Rampton, D.S., et al., Oxalate loading test: a screening test for steatorrhoea. Gut, 1979. 20(12):
p. 1089-94.

187. Satyapal, K.S. and V. Jain, Ethylene Glycol Poisoning, in StatPearls. 2022, StatPearls Publishing:
Treasure Island, FL.

188. Lorenz, E.C., et al., Update on oxalate crystal disease. Curr Rheumatol Rep, 2013. 15(7): p. 340.

189. Solomons, C.C., M.H. Melmed, and S.M. Heitler, Calcium citrate for vulvar vestibulitis. A case
report. J Reprod Med, 1991. 36(12): p. 879-82.

190. Fedoseev, G.B., et al., [Title not provided]. Terapevticheskii Arkhiv, 2007. 79(3): p. 37-41.

191. Konstantynowicz, J., et al., A potential pathogenic role of oxalate in autism. Eur J Paediatr
Neurol, 2012. 16(5): p. 485-91.

192. Sangaletti, O., M. Petrillo, and G. Bianchi Porro, Urinary oxalate recovery after oral oxalic load:
an alternative method to the quantitative determination of stool fat for the diagnosis of lipid
malabsorption. J Int Med Res, 1989. 17(6): p. 526-31.

193.Viana, M.L., et al., [Crohn’s disease and kidney stones: much more than coincidence?]. Arq
Gastroenterol, 2007. 44(3): p. 210-4.

194. Chidekel, A.S. and T.F. Dolan, Jr., Cystic fibrosis and calcium oxalate nephrolithiasis. Yale J Biol
Med, 1996. 69(4): p. 317-21.

195. Louthrenoo, W., et al., Localized peripheral calcium oxalate crystal deposition caused by
Aspergillus niger infection. J Rheumatol, 1990. 17(3): p. 407-12.

196. Lorenz, M.C. and G.R. Fink, Life and death in a macrophage: role of the glyoxylate cycle in
virulence. Eukaryot Cell, 2002. 1(5): p. 657-62.

197. Lorenz, M.C. and G.R. Fink, The glyoxylate cycle is required for fungal virulence. Nature, 2001.
412(6842): p. 83-6.

198. ATSDR, Ethylene Oxide: Chapter 3: Toxicokinetics, susceptible populations, biomarkers, and
chemical interactions.

199. Siener, R., et al., Effect of Fat-Soluble Vitamins A, D, E and K on Vitamin Status and Metabolic
Profile in Patients with Fat Malabsorption with and without Urolithiasis. Nutrients, 2020. 12(10).

200. Patel, Y.P,, et al., SPPT and UMOD gene variants are synergistically associated with risk of renal
stone disease. Gene, 2023. 863: p. 147264.

201. Li, X., et al., Calcium-sensing receptor promotes calcium oxalate crystal adhesion and renal
injury in Wistar rats by promoting ROS production and subsequent regulation of PS ectropion,
OPN, KIM-1, and ERK expression. Ren Fail, 2021. 43(1): p. 465-476.

202. Dror, A.A., et al., Calcium oxalate stone formation in the inner ear as a result of an Slc26a4
mutation. J Biol Chem, 2010. 285(28): p. 21724-35.

203. Oxalate (oxalic acid) content of 750+ foods, with numbers from university and government
sources. Oxalate Content of 750+ Foods; Available from: https://www.oxalate.orq.

RETURN TO TABLE OF CONTENTS Page 166 of 222



oo, OAT

... .0. ORGANIC ACIDS TEST

204. Massey, L., Food Oxalate: Factors Affecting Measurement, Biological Variation, and
Bioavailability. Journal of the American Dietetic Association, 2007. 107: p. 1191-4; quiz 1195.

205. Jansson, P.J., et al., Oxidative decomposition of vitamin C in drinking water. Free Radic Res,
2004. 38(8): p. 855-60.

206. Rockwell, G.F., et al., Oxalogenesis in parenteral nutrition solution components. Nutrition, 1998.
14(11-12): p. 836-9.

207. Curhan, G.C,, et al., Intake of vitamins B6 and C and the risk of kidney stones in women. J Am
Soc Nephrol, 1999. 10(4): p. 840-5.

208. Tsao, C.S. and S.L. Salimi, Effect of large intake of ascorbic acid on urinary and plasma oxalic
acid levels. Int J Vitam Nutr Res, 1984. 54(2-3): p. 245-9.

209. Database, H.M., Showing Metabocard for Lactic acid (HMDB0000790). 2025.

210. Maas, R.H., et al., Lactic acid production from xylose by the fungus Rhizopus oryzae. Appl
Microbiol Biotechnol, 2006. 72(5): p. 861-8.

211. Bovio, F., et al., Cadmium promotes glycolysis upregulation and glutamine dependency in
human neuronal cells. Neurochem Int, 2021. 149: p. 105144

212. Elmorsy, E., et al., Effects of environmental metals on mitochondrial bioenergetics of the CD-1
mice pancreatic beta-cells. Toxicol In Vitro, 2021. 70: p. 105015.

213. Oluranti, O.l., et al., Cadmium exposure induces cardiac glucometabolic dysregulation and lipid
accumulation independent of pyruvate dehydrogenase activity. Ann Med, 2021. 53(1): p. 1108-
1117

214. Donaldson, M.L. and C.J. Gubler, Biochemical effects of mercury poisoning in rats12. The
American Journal of Clinical Nutrition, 1978. 31(5): p. 859-864.

215. Ynalvez, R., J. Gutierrez, and H. Gonzalez-Cantu, Mini-review: toxicity of mercury as a
consequence of enzyme alteration. Biometals, 2016. 29(5): p. 781-8.

216.Tan, Y., et al., Cardiovascular Effects of Environmental Metal Antimony: Redox Dyshomeostasis
as the Key Pathogenic Driver. Antioxid Redox Signal, 2023. 38(10-12): p. 803-823.

217. Tirmenstein, M.A., et al., Antimony-induced alterations in thiol homeostasis and adenine
nucleotide status in cultured cardiac myocytes. Toxicology, 1997. 119(3): p. 203-11.

218. Rao, Y., et al., Excess exogenous pyruvate inhibits lactate dehydrogenase activity in live cells in
an MCT1-dependent manner. J Biol Chem, 2021. 297(1): p. 100775.

219.Wu, Q., W. Wu, and K. Kuca, From hypoxia and hypoxia-inducible factors (HIF) to oxidative
stress: A new understanding of the toxic mechanism of mycotoxins. Food Chem Toxicol, 2020.
135: p. 110968.

220. DeFronzo, R, et al., Metformin-associated lactic acidosis: Current perspectives on causes and
risk. Metabolism, 2016. 65(2): p. 20-9.

221. MedlinePlus. Lactate Test. 2025 2025/04/18; Available from: https://medlineplus.gov/lab-
tests/lactate-test/.

RETURN TO TABLE OF CONTENTS Page 167 of 222



O 0

oo 0%, OAT

@
ORGANIC ACIDS TEST

)
%°

%°

222. Andersen, LW., et al., Etiology and therapeutic approach to elevated lactate levels. Mayo Clin
Proc, 2013. 88(10): p. 1127-40.

223. Tippairote, T., et al., Combined Supplementation of Coenzyme Q(10) and Other Nutrients in
Specific Medical Conditions. Nutrients, 2022. 14(20).

224. Huang, Z., et al., Zinc Deficiency Causes Glomerulosclerosis and Renal Interstitial Fibrosis
Through Oxidative Stress and Increased Lactate Metabolism in Rats. Biol Trace Elem Res, 2025.
203(4): p. 2084-2098.

225.Reddy, S.S., et al., Dietary zinc deficiency disrupts skeletal muscle proteostasis and
mitochondrial biology in rats. Nutrition, 2022. 98: p. 111625.

226. Finch, C.A., etal., Lactic acidosis as a result of iron deficiency. J Clin Invest, 1979. 64(1): p.
129-37.

227. Lipshultz, S.E., et al., Cardiomyopathy in Children: Classification and Diagnosis: A Scientific
Statement From the American Heart Association. Circulation, 2019. 140(1): p. e9-e68.

228. Kirkland, J.B., Niacin status, NAD distribution and ADP-ribose metabolism. Curr Pharm Des,
2009. 15(1): p. 3-11.

229. Sauve, A.A., NAD+ and vitamin B3: from metabolism to therapies. J Pharmacol Exp Ther, 2008.
324(3): p. 883-93.

230. Gallagher, R.C., et al., Laboratory analysis of organic acids, 2018 update: a technical standard
of the American College of Medical Genetics and Genomics (ACMG). Genet Med, 2018. 20(7): p.
683-691.

231. Habarou, F., et al., Pyruvate carboxylase deficiency: An underestimated cause of lactic acidosis.
Mol Genet Metab Rep, 2015. 2: p. 25-31.

232. Neiberger, R.E., et al., Renal manifestations of congenital lactic acidosis. Am J Kidney Dis, 2002.
39(1): p. 12-23.

233. Ucar, Z.Z., et al., Nocturnal hypoxia and arterial lactate levels in sleep-related breathing
disorders. South Med J, 2009. 102(7): p. 693-700.

234. Lactic Acidosis Update for Critical Care Clinicians. Journal of the American Society of
Nephrology, 2001. 12(Suppl 17): p. S17-S21.

235.Lund, J., et al., Increased Glycolysis and Higher Lactate Production in Hyperglycemic Myotubes.
Cells, 2019. 8(9).

236. Human Metabolome, D., Showing Metabocard for Pyruvic acid (HMDB0000243). 2025.

237. Palmieri, F., et al., Mitochondrial transport and metabolism of the vitamin B-derived cofactors
thiamine pyrophosphate, coenzyme A, FAD and NAD(+), and related diseases: A review. |lUBMB
Life, 2022. 74(7): p. 592-617.

238.Yi, J., etal., Effect of substitutions in the thiamin diphosphate-magnesium fold on the activation
of the pyruvate dehydrogenase complex from Escherichia coli by cofactors and substrate. J Biol
Chem, 1996. 271(52): p. 33192-200.

RETURN TO TABLE OF CONTENTS Page 168 of 222



oo, OAT

... .0. ORGANIC ACIDS TEST

239. Solmonson, A. and R.J. DeBerardinis, Lipoic acid metabolism and mitochondrial redox
regulation. J Biol Chem, 2018. 293(20): p. 7522-7530.

240. MedlinePlus, G., Pyruvate Dehydrogenase Deficiency. 2024.

241. Ferriero, R., et al., Pyruvate dehydrogenase complex and lactate dehydrogenase are targets for
therapy of acute liver failure. J Hepatol, 2018. 69(2): p. 325-335.

242. Bjerring, P.N., et al., Brain hypoxanthine concentration correlates to lactate/pyruvate ratio but
not intracranial pressure in patients with acute liver failure. J Hepatol, 2010. 53(6): p. 1054-8.

243. Irwin, C., et al.,, GC-MS-based urinary organic acid profiling reveals multiple dysregulated
metabolic pathways following experimental acute alcohol consumption. Scientific Reports,
2018. 8(1): p. 5775.

244, St Amand, T.A., et al., Pyruvate overrides inhibition of PDH during exercise after a low-
carbohydrate diet. Am J Physiol Endocrinol Metab, 2000. 279(2): p. E275-83.

245, Bizeau, M.E., et al., Increased pyruvate flux capacities account for diet-induced increases in
gluconeogenesis in vitro. Am J Physiol Regul Integr Comp Physiol, 2001. 281(2): p. R427-33.

246. Stromme, J.H., O. Borud, and P.J. Moe, Fatal lactic acidosis in a newborn attributable to a
congenital defect of pyruvate dehydrogenase. Pediatr Res, 1976. 10(1): p. 62-6.

247. Database, H.M., Metabocard for Succinic acid (HMDB0000254). 2025.

248. Markevich, N.I., M.H. Galimova, and L.N. Markevich, Hysteresis and bistability in the succinate-
CoQ reductase activity and reactive oxygen species production in the mitochondrial respiratory
complex Il. Redox Biol, 2020. 37: p. 101630.

249. Ackrell, B.A., Progress in understanding structure-function relationships in respiratory chain
complex Il. FEBS Lett, 2000. 466(1): p. 1-5.

250. Wang, Q., et al., Succinate dehydrogenase complex subunit C: Role in cellular physiology and
disease. Exp Biol Med (Maywood), 2023. 248(3): p. 263-270.

251. Fremder, M., et al., A transepithelial pathway delivers succinate to macrophages, thus
perpetuating their pro-inflammatory metabolic state. Cell Reports, 2021. 36(6): p. 109521.

252. Serena, C., et al., Elevated circulating levels of succinate in human obesity are linked to specific
gut microbiota. Isme j, 2018.12(7): p. 1642-1657.

253. Connors, J., N. Dawe, and J. Van Limbergen, The Role of Succinate in the Regulation of
Intestinal Inflammation. Nutrients, 2018. 11(1).

254. Shimizu, K., et al., Gastrointestinal dysmotility is associated with altered gut flora and septic
mortality in patients with severe systemic inflammatory response syndrome: a preliminary
study. Neurogastroenterol Motil, 2011. 23(4): p. 330-5, e157.

255. Mailloux, R.J., R. Hamel, and V.D. Appanna, Aluminum toxicity elicits a dysfunctional TCA cycle
and succinate accumulation in hepatocytes. J Biochem Mol Toxicol, 2006. 20(4): p. 198-208.

256. Wang, Y., et al., Cadmium inhibits the electron transfer chain and induces reactive oxygen
species. Free Radic Biol Med, 2004. 36(11): p. 1434-43.

RETURN TO TABLE OF CONTENTS Page 169 of 222



oo, OAT

... .0. ORGANIC ACIDS TEST

257. Bouillaud, F., Inhibition of Succinate Dehydrogenase by Pesticides (SDHIs) and Energy
Metabolism. Int J Mol Sci, 2023. 24(4).

258. Kamp, H., et al., Succinate dehydrogenase inhibitors: in silico flux analysis and in vivo
metabolomics investigations show no severe metabolic consequences for rats and humans.
Food Chem Toxicol, 2021. 150: p. 112085.

259. Cheng, VW., et al., The iron-sulfur clusters in Escherichia coli succinate dehydrogenase direct
electron flow. J Biol Chem, 2006. 281(37): p. 27662-8.

260. Oyedotun, K.S. and B.D. Lemire, The Quaternary Structure of the Saccharomyces cerevisiae
Succinate Dehydrogenase: HOMOLOGY MODELING, COFACTOR DOCKING, AND MOLECULAR
DYNAMICS SIMULATION STUDIES*. Journal of Biological Chemistry, 2004. 279(10): p. 9424-
9431.

261. Ricci, L., et al., Pyruvate transamination and NAD biosynthesis enable proliferation of succinate
dehydrogenase-deficient cells by supporting aerobic glycolysis. Cell Death Dis, 2023. 14(7): p.
403.

262. Gutman, M. and N. Silamn, The steady state activity of succinate dehydrogenase in the
presence of opposing effectors. 1. The effect of L malate and CoQHZ2 on the enzymic activity.
Mol Cell Biochem, 1975. 7(1): p. 51-8.

263. Pearl, P.L., etal., Epilepsy in succinic semialdehyde dehydrogenase deficiency, a disorder of
GABA metabolism. Brain Dev, 2011. 33(9): p. 796-805.

264 Tefera, TW. and K. Borges, Neuronal glucose metabolism is impaired while astrocytic TCA
cycling is unaffected at symptomatic stages in the hSOD1(G93A) mouse model of amyotrophic
lateral sclerosis. J Cereb Blood Flow Metab, 2019. 39(9): p. 1710-1724.

265. Gaston, G., et al., Cardiac tissue citric acid cycle intermediates in exercised very long-chain
acyl-CoA dehydrogenase-deficient mice fed triheptanoin or medium-chain triglyceride. J Inherit
Metab Dis, 2020. 43(6): p. 1232-1242.

266. Pappu, A.S., P. Fatterpaker, and A. Sreenivasan, Possible interrelationship between vitamins E
and b12 in the disturbance in methylmalonate metabolism in vitamin E deficiency. Biochem J,
1978.172(1): p. 115-21.

267. Gallmetzer, M., J. Meraner, and W. Burgstaller, Succinate synthesis and excretion by Penicillium
simplicissimum under aerobic and anaerobic conditions. FEMS Microbiology Letters, 2002.
210(2): p. 221-225.

268.Yang, L., et al., Enhanced succinic acid production in Aspergillus saccharolyticus by

heterologous expression of fumarate reductase from Trypanosoma brucei. Appl Microbiol
Biotechnol, 2016. 100(4): p. 1799-1809.

269.Yang, L., et al., Metabolic engineering of Aspergillus niger via ribonucleoprotein-based CRISPR-
Cas9 system for succinic acid production from renewable biomass. Biotechnol Biofuels, 2020.
13(1): p. 206.

RETURN TO TABLE OF CONTENTS Page 170 of 222



oo, OAT

... .0. ORGANIC ACIDS TEST

270. Camarasa, C., J.P. Grivet, and S. Dequin, Investigation by 13C-NMR and tricarboxylic acid (TCA)
deletion mutant analysis of pathways for succinate formation in Saccharomyces cerevisiae
during anaerobic fermentation. Microbiology (Reading), 2003. 149(Pt 9): p. 2669-2678.

271. Chouchani, ET., et al., Ischaemic accumulation of succinate controls reperfusion injury through
mitochondrial ROS. Nature, 2014. 515(7527): p. 431-435.

272.Manhas, N., et al., Computationally modeling mammalian succinate dehydrogenase kinetics
identifies the origins and primary determinants of ROS production. J Biol Chem, 2020. 295(45):
p. 15262-15279.

273. Zhang, J., et al., Accumulation of Succinate in Cardiac Ischemia Primarily Occurs via Canonical
Citric Acid Cycle Activity. Cell Rep, 2018. 23(9): p. 2617-2628.

274. Murphy, M.P. and E.T. Chouchani, Why succinate? Physiological regulation by a mitochondrial
coenzyme Q sentinel. Nat Chem Biol, 2022. 18(5): p. 461-469.

275. Obasi, S.C., Effects of scopoletin and aflatoxin B1 on bovine hepatic mitochondrial respiratory
complexes, 2: a-ketoglutarate cytochrome c and succinate cytochrome c reductases. Z
Naturforsch C J Biosci, 2001. 56(3-4): p. 278-82.

276. Alston, C.L., et al., The genetics and pathology of mitochondrial disease. J Pathol, 2017. 241(2):
p. 236-250.

277.Wong, C.G., K.M. Gibson, and O.C. Snead, 3rd, From the street to the brain: neurobiology of the
recreational drug gamma-hydroxybutyric acid. Trends Pharmacol Sci, 2004. 25(1): p. 29-34.

278. Cai, K., et al., The impact of gabapentin administration on brain GABA and glutamate
concentrations: a 7T 'H-MRS study. Neuropsychopharmacology, 2012. 37(13): p. 2764-71.

279. Tannahill, G.M., et al., Succinate is an inflammatory signal that induces IL-18 through HIF-1a.
Nature, 2013. 496(7444): p. 238-42.

280. Wang, Y., et al., Succinate level is increased and succinate dehydrogenase exerts forward and
reverse catalytic activities in lipopolysaccharides-stimulated cardiac tissue: The protective role
of dimethyl malonate. Eur J Pharmacol, 2023. 940: p. 175472.

281. Bisbach, C.M., et al., Succinate Can Shuttle Reducing Power from the Hypoxic Retina to the
O(2)-Rich Pigment Epithelium. Cell Rep, 2020. 31(5): p. 107606.

282. Chang, X., et al., Gut microbiome and serum amino acid metabolome alterations in autism
spectrum disorder. Scientific Reports, 2024. 14(1): p. 4037.

283. Nadal-Desbarats, L., et al., Combined TH-NMR and TH-13C HSQC-NMR to improve urinary
screening in autism spectrum disorders. Analyst, 2014. 139(13): p. 3460-8.

284.Yang, L.L., etal., Lower plasma concentrations of short-chain fatty acids (SCFAs) in patients
with ADHD. J Psychiatr Res, 2022. 156: p. 36-43.

285. Database, H.M., Metabocard for Fumaric acid (HMDB0000134). 2025.

286. Chenier, D., et al., Involvement of Fumarase C and NADH Oxidase in Metabolic Adaptation
of Pseudomonas fluorescens Cells Evoked by Aluminum and Gallium Toxicity. Applied and
Environmental Microbiology, 2008. 74(13): p. 3977-3984.

RETURN TO TABLE OF CONTENTS Page 171 of 222



oo, OAT

... .0. ORGANIC ACIDS TEST

287. Xu, F.F. and J.A. Imlay, Silver(l), mercury(ll), cadmium(ll), and zinc(ll) target exposed enzymic
iron-sulfur clusters when they toxify Escherichia coli. Appl Environ Microbiol, 2012. 78(10): p
3614-21.

288. Arts, R.J., et al., Glutaminolysis and Fumarate Accumulation Integrate Immunometabolic and
Epigenetic Programs in Trained Immunity. Cell Metab, 2016. 24(6): p. 807-819.

289. Li, H., et al., Iron regulatory protein deficiency compromises mitochondrial function in murine
embryonic fibroblasts. Scientific Reports, 2018. 8(1): p. 5118.

290. Yogev, O., et al., Fumarase: a mitochondrial metabolic enzyme and a cytosolic/nuclear
component of the DNA damage response. PLoS Biol, 2010. 8(3): p. e1000328.

291. Ahuja, M., et al., Distinct Nrf2 Signaling Mechanisms of Fumaric Acid Esters and Their Role in
Neuroprotection against 1-Methyl-4-Phenyl-1,2,3,6-Tetrahydropyridine-Induced Experimental
Parkinson’s-Like Disease. J Neurosci, 2016. 36(23): p. 6332-51.

292. Database, H.M., Metabocard for Malic acid (HMDB0000156). 2025.

293. Dai, X., et al., Lipopolysaccharide Stimulates the Growth of Bacteria That Contribute to Ruminal
Acidosis. Appl Environ Microbiol, 2020. 86(4).

294.Huan, R., et al., An underlying mechanism for MleR activating the malolactic enzyme pathway
to enhance acid tolerance in Lacticaseibacillus paracasei L9. Appl Environ Microbiol, 2023.
89(9): p. e0097423.

295. Khan, I., et al., Cloning and characterization of pyruvate carboxylase gene responsible for
calcium malate overproduction in Penicillium viticola 152 and its expression analysis. Gene,
2017. 605: p. 81-91.

296. Saha, J., M. Dutta, and A. Biswas, Influence of Arsenate and Phosphate on the Regulation of
Growth and TCA Cycle in the Rice (Oryza sativa L.) Cultivars IR64 and Nayanmani. American
Journal of Plant Sciences, 2017. 8: p. 1868-1887.

297. Belyaeva, E.A., Respiratory complex Il in mitochondrial dysfunction-mediated cytotoxicity:
Insight from cadmium. Journal of Trace Elements in Medicine and Biology, 2018. 50: p. 80-92.

298. de Lorenzo, L., et al., Catalytic mechanism and kinetics of malate dehydrogenase. Essays
Biochem, 2024. 68(2): p. 73-82.

299. Berndsen, C.E. and J.K. Bell, The structural biology and dynamics of malate dehydrogenases.
Essays Biochem, 2024. 68(2): p. 57-72.

300. DailyMed, ALMOTRIPTAN MALATE tablet, film coated. 2001, U.S. National Library of Medicine.

301. Russell, I.J., et al., Treatment of fibromyalgia syndrome with Super Malic: a randomized, double
blind, placebo controlled, crossover pilot study. J Rheumatol, 1995. 22(5): p. 953-8.

302. Takeya, M., et al., Purification and Characterisation of Malate Dehydrogenase From
Synechocystis sp. PCC 6803: Biochemical Barrier of the Oxidative Tricarboxylic Acid Cycle.
Frontiers in Plant Science, 2018. 9: p. 947.

303. Casalino, E., et al., Cadmium-Dependent Enzyme Activity Alteration Is Not Imputable to Lipid
Peroxidation. Archives of Biochemistry and Biophysics, 2000. 383(2): p. 288-295.

RETURN TO TABLE OF CONTENTS Page 172 of 222



oo, OAT

... .0. ORGANIC ACIDS TEST

304. Fedotcheva, N.I., A.P. Sokolov, and M.N. Kondrashova, Nonezymatic formation of succinate in
mitochondria under oxidative stress. Free Radical Biology and Medicine, 2006. 41(1): p. 56-64.

305. Database, H.M. Metabocard for Oxoglutaric acid (HMDB0000208). 2025 2025/04/18; Available
from: https://hmdb.ca/metabolites/HMDB0000208.

306. Database, Y.M. Metabocard for Oxoglutaric acid (YMDB00153). 2025 2025/04/18; Available
from: https://www.ymdb.ca/compounds/YMDBO0O153.

307. Panoyv, A. and A. Scarpa, Independent modulation of the activity of alpha-ketoglutarate
dehydrogenase complex by Ca2+ and Mg2+. Biochemistry, 1996. 35(2): p. 427-32.

308. Li, Z.M., et al., Biochemical and Structural Insights into a Thiamine Diphosphate-Dependent
a-Ketoglutarate Decarboxylase from Cyanobacterium Microcystis aeruginosa NIES-843. Int J
Mol Sci, 2023. 24(15).

309. Dimovasili, C., et al., Differential interaction of h\GDH1 and hGDHZ2 with manganese:
Implications for metabolism and toxicity. Neurochem Int, 2015. 88: p. 60-5.

310. Applegate, M.A., K.M. Humpbhries, and L.I. Szweda, Reversible inhibition of alpha-ketoglutarate
dehydrogenase by hydrogen peroxide: glutathionylation and protection of lipoic acid.
Biochemistry, 2008. 47(1): p. 473-8.

311. Brown, A.M., et al., Zn2+ Inhibits a-Ketoglutarate-stimulated Mitochondrial Respiration and
the Isolated a-Ketoglutarate Dehydrogenase Complex* Journal of Biological Chemistry, 2000.
275(18): p. 13441-13447.

312. Smith, B.C., et al., Differences in 2-oxoglutarate dehydrogenase regulation in liver and kidney.
Biochem J, 1992. 284 ( Pt 3)(Pt 3): p. 819-26.

313. Tretter, L. and V. Adam-Vizi, Alpha-ketoglutarate dehydrogenase: a target and generator of
oxidative stress. Philos Trans R Soc Lond B Biol Sci, 2005. 360(1464): p. 2335-45.

314. Gul, Z. and R.L. Buyukuysal, Glutamate-induced modulation in energy metabolism contributes
to protection of rat cortical slices against ischemia-induced damage. NeuroReport, 2021. 32(2):
p. 157-162.

315. LibreTexts. 16.2: Reactions of the Citric Acid Cycle. Fundamentals of Biochemistry (Jakubowski
and Flatt) 2020 2020/12/01; Available from: https://bio.libretexts.org/Bookshelves/
Biochemistry/Fundamentals of Biochemistry %28Jakubowski and Flatt%29/02%3A Unit II-
Bioenergetics and Metabolism/16%3A The Citric Acid Cycle/16.02%3A Reactions of the
Citric Acid Cycle.

316. Shlizerman, L., et al., Iron-shortage-induced increase in citric acid content and reduction of
cytosolic aconitase activity in Citrus fruit vesicles and calli. Physiol Plant, 2007. 131(1): p. 72-9.

317. Han, D., et al., Sites and Mechanisms of Aconitase Inactivation by Peroxynitrite: Modulation by
Citrate and Glutathione. Biochemistry, 2005. 44(36): p. 11986-11996.

318. Pace, C., R. Dagda, and J. Angermann, Antioxidants Protect against Arsenic Induced
Mitochondrial Cardio-Toxicity. Toxics, 2017. 5(4).

RETURN TO TABLE OF CONTENTS Page 173 of 222



\/
o

O/

o’e, OAT

@
... %° ORGANIC ACIDS TEST

(2

319. Middaugh, J., et al., Aluminum triggers decreased aconitase activity via Fe-S cluster disruption
and the overexpression of isocitrate dehydrogenase and isocitrate lyase: a metabolic network
mediating cellular survival. J Biol Chem, 2005. 280(5): p. 3159-65.

320. Aldridge, W.N., B.W. Street, and D.N. Skilleter, Oxidative phosphorylation. Halide-dependent
and halide-independent effects of triorganotin and trioganolead compounds on mitochondrial
functions. Biochem J, 1977. 168(3): p. 353-64.

321. Shearer, T.R. and J.W. Suttie, Effect of Fluoride on Glycolytic and Citric Acid Cycle Metabolites in
Rat Liver1. The Journal of Nutrition, 1970. 100(7): p. 749-756.

322. Juang, H.H., Modulation of iron on mitochondrial aconitase expression in human prostatic
carcinoma cells. Mol Cell Biochem, 2004. 265(1-2): p. 185-94.

323. Max, B., et al., Biotechnological production of citric acid. Braz J Microbiol, 2010. 41(4): p. 862-
75.

324. Liu, Y., W. Xiao, and D.M. Templeton, Cadmium-induced aggregation of iron requlatory
protein-1. Toxicology, 2014. 324: p. 108-115.

325. Belyaeva, E.A., et al., Mitochondrial electron transport chain in heavy metal-induced
neurotoxicity: effects of cadmium, mercury, and copper. ScientificWorldJournal, 2012. 2012: p.
136063.

326. Zuckerman, J.M. and D.G. Assimos, Hypocitraturia: pathophysiology and medical
management. Rev Urol, 2009. 11(3): p. 134-44.

327. Adam, F.I., et al., Redox properties and activity of iron-citrate complexes: evidence for redox
cycling. Chem Res Toxicol, 2015. 28(4): p. 604-14.

328. DailyMed. UROCIT-K - potassium citrate tablet, extended release. 1985 1985/initial approval

(label updates as of 2017); Available from: https://dailymed.nlm.nih.gov/dailymed/druginfo.
cfm?setid=d2c923d5-85¢1-4bbb-2f23-556080a5ef87.

329. Ruiz-Agudo, E., et al., A non-classical view on calcium oxalate precipitation and the role of
citrate. Nat Commun, 2017. 8(1): p. 768.

330. Penniston, K.L., et al., Quantitative assessment of citric acid in lemon juice, lime juice, and
commercially-available fruit juice products. J Endourol, 2008. 22(3): p. 567-70.

331. Eisner, B.H., et al., Citrate, malate and alkali content in commonly consumed diet sodas:
implications for nephrolithiasis treatment. J Urol, 2010. 183(6): p. 2419-23.

332. Dai, J.C., et al., Alkali Citrate Content of Common Over-the-Counter and Medical Food
Supplements. J Endourol, 2023. 37(1): p. 112-118.

333. Branco, J.R., et al., Citrate enrichment in a Western diet reduces weight gain via browning of
adipose tissues without resolving diet-induced insulin resistance in mice. Food Funct, 2022.
13(21): p. 10947-10955.

334. Cosmetics, S., SODIUM CITRATE (INCI). 2025.
335. Facts, C.S., Citric Acid. 2022.

RETURN TO TABLE OF CONTENTS Page 174 of 222



oo, OAT

... .0. ORGANIC ACIDS TEST

336. Cantu, D., J. Schaack, and M. Patel, Oxidative inactivation of mitochondrial aconitase results in
iron and H20O2-mediated neurotoxicity in rat primary mesencephalic cultures. PLoS One, 2009.
4(9): p. e7095.

337. Akram, M., Citric acid cycle and role of its intermediates in metabolism. Cell Biochem Biophys,
2014. 68(3): p. 475-8.

338. Jones, D.E., E. Klacking, and R.O. Ryan, Inborn errors of metabolism associated with
3-methylglutaconic aciduria. Clin Chim Acta, 2021. 522: p. 96-104.

339. Jones, D.E., L. Perez, and R.O. Ryan, 3-Methylglutaric acid in energy metabolism. Clin Chim
Acta, 2020. 502: p. 233-239.

340. Database, H.M., Metabocard for 3-Hydroxyglutaric acid (HMDB0000428). 2025.
341. Database, H.M., Metabocard for 3-Methylglutaconic acid (HMDB0000522). 2025.
342. Database, H.M., Metabocard for Homovanillic acid (HMDB0000118). 2025.

343. Fortune, T. and D.I. Lurie, Chronic low-level lead exposure affects the monoaminergic system in
the mouse superior olivary complex. J Comp Neurol, 2009. 513(5): p. 542-58.

344. Dalla Torre, G., et al., The interaction of aluminum with catecholamine-based
neurotransmitters: Can the formation of these species be considered a potential risk factor for
neurodegenerative diseases? Dalton Transactions, 2019. 48.

345. Subhash, M.N. and T.S. Padmashree, Effect of manganese on biogenic amine metabolism in
regions of the rat brain. Food and Chemical Toxicology, 1991. 29(8): p. 579-582.

346. Zhang, J., et al., Subchronic exposure to arsenic disturbed the biogenic amine neurotransmitter
level and the mRNA expression of synthetase in mice brains. Neuroscience, 2013. 241: p. 52-8.

347. Waly, M., et al., Activation of methionine synthase by insulin-like growth factor-1 and dopamine:
a target for neurodevelopmental toxins and thimerosal. Mol Psychiatry, 2004. 9(4): p. 358-70.

348. Ossowska, K., et al., Degeneration of dopaminergic mesocortical neurons and activation of
compensatory processes induced by a long-term paraquat administration in rats: implications
for Parkinson’s disease. Neuroscience, 2006. 141(4): p. 2155-65.

349. Hou, L., et al., NADPH oxidase regulates paraquat and maneb-induced dopaminergic
neurodegeneration through ferroptosis. Toxicology, 2019. 417: p. 64-73.

350. Patel, S., et al., Status of antioxidant defense system and expression of toxicant responsive
genes in striatum of maneb- and paraquat-induced Parkinson'’s disease phenotype in mouse:
Mechanism of neurodegeneration. Brain Research, 2006. 1081(1): p. 9-18.

351. Smith, T.K. and E.J. MacDonald, Effect of fusaric acid on brain regional neurochemistry and
vomiting behavior in swine. J Anim Sci, 1991. 69(5): p. 2044-9.

352. Sava, V., et al., Acute neurotoxic effects of the fungal metabolite ochratoxin-A. Neurotoxicology,
2006. 27(1): p. 82-92.

353. von Tobel, J.S., et al., Repeated exposure to Ochratoxin A generates a neuroinflammatory
response, characterized by neurodegenerative M1 microglial phenotype. Neurotoxicology,
2014. 44: p. 61-70.

RETURN TO TABLE OF CONTENTS Page 175 of 222



oo, OAT

... .0. ORGANIC ACIDS TEST

354, Van den Berg, G.J. and A.C. Beynen, Influence of ascorbic acid supplementation on copper
metabolism in rats. Br J Nutr, 1992. 68(3): p. 701-15.

355. Matsuo, M., et al., Screening for Menkes disease using the urine HVA/VMA ratio. Journal of
Inherited Metabolic Disease, 2005. 28(1): p. 89-93.

356. Torii, S., et al., Magnesium deficiency causes loss of response to intermittent hypoxia in
paraganglion cells. J Biol Chem, 2009. 284(28): p. 19077-89.

357. Liu, M. and S.C. Dudley, Jr., Beyond lon Homeostasis: Hypomagnesemia, Transient Receptor
Potential Melastatin Channel 7, Mitochondrial Function, and Inflammation. Nutrients, 2023.
15(18).

358. Kawai, K., et al., Changes in catecholamine metabolism by ascorbic acid deficiency in
spontaneously hypertensive rats unable to synthesize ascorbic acid. Life Sci, 2003. 72(15): p.
1717-32.

359. Bornstein, S.R., et al., Impaired adrenal catecholamine system function in mice with
deficiency of the ascorbic acid transporter (SVCT2). Faseb j, 2003. 17(13): p. 1928-30.

360. Wheeler, D.S., et al., Amphetamine activates Rho GTPase signaling to mediate dopamine
transporter internalization and acute behavioral effects of amphetamine. Proc Natl Acad Sci
USA, 2015.112(51): p. E7138-47.

361. Rothman, R.B., et al., Interaction of the anorectic medication, phendimetrazine, and its
metabolites with monoamine transporters in rat brain. Eur J Pharmacol, 2002. 447(1): p. 51-7.

362. Fernstrom, J.D. and M.H. Fernstrom, Tyrosine, phenylalanine, and catecholamine synthesis
and function in the brain. J Nutr, 2007. 137(6 Suppl 1): p. 1539S-1547S; discussion 1548S.

363. Singh, S.K., et al., Biochemical characterization and spatio-temporal analysis of the putative
L-DOPA pathway in Mucuna pruriens. Planta, 2018. 248(5): p. 1277-1287.

364. Polanowska, K., et al., Development of a Sustainable, Simple, and Robust Method for Efficient
[I-DOPA Extraction. Molecules, 2019. 24(12).

365. Abhilash, M., et al., Chronic Effect of Aspartame on lonic Homeostasis and Monoamine
Neurotransmitters in the Rat Brain. Int J Toxicol, 2014. 33(4): p. 332-341.

366. Abdel-Salam, O., A. Salem, and J. Hussein, Effect of Aspartame on Oxidative Stress and
Monoamine Neurotransmitter Levels in Lipopolysaccharide-Treated Mice. Neurotoxicity
research, 2011. 21: p. 245-55.

367. Humphries, P., E. Pretorius, and H. Naudé, Direct and indirect cellular effects of aspartame on
the brain. Eur J Clin Nutr, 2008. 62(4): p. 451-62.

368. Kim, S.C. and J.P. Klinman, Mechanism of inhibition of dopamine beta-monooxygenase by
quinol and phenol derivatives, as determined by solvent and substrate deuterium isotope
effects. Biochemistry, 1991. 30(33): p. 8138-44.

369. Sloot, W.N. and J.B. Gramsbergen, Detection of salicylate and its hydroxylated adducts 2, 3-
and 2,5-dihydroxybenzoic acids as possible indices for in vivo hydroxyl radical formation in
combination with catechol- and indoleamines and their metabolites in cerebrospinal fluid and
brain tissue. J Neurosci Methods, 1995. 60(1-2): p. 141-9.

RETURN TO TABLE OF CONTENTS Page 176 of 222



oo, OAT

... .0. ORGANIC ACIDS TEST

370. Dupont, ., et al., Involvement of cytochromes P-450 2ET and 3A4 in the 5-hydroxylation of
salicylate in humans. Drug Metab Dispos, 1999. 27(3): p. 322-6.

371. Combet, E., et al., Dietary flavonols contribute to false-positive elevation of homovanillic acid, a
marker of catecholamine-secreting tumors. Clin Chim Acta, 2011. 412(1-2): p. 165-9.

372. Kaenmaki, M., et al., Quantitative role of COMT in dopamine clearance in the prefrontal cortex
of freely moving mice. Journal of Neurochemistry, 2010. 114(6): p. 1745-1755.

373. Goldstein, D.S., The catecholaldehyde hypothesis: where MAO fits in. J Neural Transm (Vienna),
2020.127(2): p. 169-177.

374. van der Knaap, L.J., et al., Catechol-O-methyltransferase gene methylation and substance use
in adolescents: the TRAILS study. Genes Brain Behav, 2014. 13(7): p. 618-25.

375. Tunbridge, E.M., et al., Which Dopamine Polymorphisms Are Functional? Systematic Review
and Meta-analysis of COMT, DAT, DBH, DDC, DRD1-5, MAOA, MAOB, TH, VMATT1, and VMAT2.
Biol Psychiatry, 2019. 86(8): p. 608-620.

376.Yang, Z., et al., Aberrant CpG Methylation Mediates Abnormal Transcription of MAO-A Induced
by Acute and Chronic L-3,4-Dihydroxyphenylalanine Administration in SH-SY5Y Neuronal Cells.
Neurotox Res, 2017. 31(3): p. 334-347.

377. Rajala, A.Z., et al., Dopamine transporter gene susceptibility to methylation is associated with
impulsivity in nonhuman primates. J Neurophysiol, 2014. 112(9): p. 2138-46.

378. Wiers, C.E., et al., Methylation of the dopamine transporter gene in blood is associated with
striatal dopamine transporter availability in ADHD: A preliminary study. Eur J Neurosci, 2018.
48(3): p. 1884-1895.

379. Nagatsu, T. and H. Ichinose, Regulation of pteridine-requiring enzymes by the cofactor
tetrahydrobiopterin. Mol Neurobiol, 1999. 19(1): p. 79-96.

380. Hara, S., et al., Inhibition of QDPR synergistically modulates intracellular tetrahydrobiopterin
profiles in cooperation with methotrexate. Biochem Biophys Res Commun, 2024. 717: p.
150059.

381. Kawahata, I., et al., Dopamine or biopterin deficiency potentiates phosphorylation at (40)Ser
and ubiquitination of tyrosine hydroxylase to be degraded by the ubiquitin proteasome system.
Biochem Biophys Res Commun, 2015. 465(1): p. 53-8.

382. Coburn, S.P., Vitamin B-6 Metabolism and Interactions with TNAP. Sub-cellular biochemistry,
2015.76: p. 207-238.

383. Panoutsopoulos, G.I., Metabolism of homovanillamine to homovanillic acid in guinea pig liver
slices. Cellular Physiology and Biochemistry, 2005. 15(5): p. 225-232.

384. Takeshita, N., et al., Deficiency of ascorbic acid decreases the contents of tetrahydrobiopterin in
the liver and the brain of ODS rats. Neurosci Lett, 2020. 715: p. 134656.

385. AL Mughram, M.H., et al., Elucidating the Interaction between Pyridoxine 5-Phosphate Oxidase
and Dopa Decarboxylase: Activation of B6-Dependent Enzyme. International Journal of
Molecular Sciences, 2023. 24(1): p. 642.

RETURN TO TABLE OF CONTENTS Page 177 of 222



oo, OAT

... .0. ORGANIC ACIDS TEST

386. Jellen, L.C., et al., Iron deficiency alters expression of dopamine-related genes in the ventral
midbrain in mice. Neuroscience, 2013. 252: p. 13-23.

387. Jamal, M., et al., Ethanol concentration induces production of 3,4-dihydroxyphenylacetic acid
and homovanillic acid in mouse brain through activation of monoamine oxidase pathway.
Neurosci Lett, 2022. 782: p. 136689.

388. Kapoor, A., M. Shandilya, and S. Kundu, Structural insight of dopamine -hydroxylase,
a drug target for complex traits, and functional significance of exonic single nucleotide
polymorphisms. PLoS One, 2011. 6(10): p. e26509.

389. Zumarraga, M., et al., Catechol O-methyltransferase and monoamine oxidase A
genotypes, and plasma catecholamine metabolites in bipolar and schizophrenic patients.
Neurochemistry International, 2010. 56(6): p. 774-779.

390. Pai, S., et al., Differential methylation of enhancer at IGF2 is associated with abnormal
dopamine synthesis in major psychosis. Nat Commun, 2019. 10(1): p. 2046.

391. Faro, L.R.F., et al., Possible synergies between isatin, an endogenous MAQO inhibitor, and
antiparkinsonian agents on the dopamine release from striatum of freely moving rats.
Neuropharmacology, 2020. 171: p. 108083.

392. Cho, S., et al., Modulation of tyrosine hydroxylase and aromatic L-amino acid decarboxylase
after inhibiting monoamine oxidase-A. Eur J Pharmacol, 1996. 314(1-2): p. 51-9.

393. Sader-Mazbar, O., et al., Increased L-DOPA-derived dopamine following selective MAO-A
or -Binhibition in rat striatum depleted of dopaminergic and serotonergic innervation. Br J
Pharmacol, 2013. 170(5): p. 999-1013.

394. Cadeddu, R., et al., Antidepressants share the ability to increase catecholamine
output in the bed nucleus of stria terminalis: a possible role in antidepressant therapy?
Psychopharmacology (Berl), 2014. 231(9): p. 1925-33.

395. Schroeder, J.P., et al., Disulfiram attenuates drug-primed reinstatement of cocaine seeking
via inhibition of dopamine B-hydroxylase. Neuropsychopharmacology, 2010. 35(12): p. 2440-
9.

396. Gaval-Cruz, M., et al., Chronic Inhibition of Dopamine B-Hydroxylase Facilitates Behavioral
Responses to Cocaine in Mice. PLOS ONE, 2012. 7(11): p. e50583.

397. Bos, D.J., et al., Reduced Symptoms of Inattention after Dietary Omega-3 Fatty Acid
Supplementation in Boys with and without Attention Deficit/Hyperactivity Disorder.
Neuropsychopharmacology, 2015. 40(10): p. 2298-306.

398. Gevi, F., A. Belardo, and L. Zolla, A metabolomics approach to investigate urine levels of
neurotransmitters and related metabolites in autistic children. Biochim Biophys Acta Mol
Basis Dis, 2020. 1866(10): p. 165859.

399. Katuzna-Czaplinska, J., E. Socha, and J. Rynkowski, Determination of homovanillic acid and
vanillylmandelic acid in urine of autistic children by gas chromatography/mass spectrometry.
Med Sci Monit, 2010. 16(9): p. Cr445-50.

RETURN TO TABLE OF CONTENTS Page 178 of 222



oo, OAT

... .0. ORGANIC ACIDS TEST

400. Wilson, C.B., et al., Predator exposure/psychosocial stress animal model of post-traumatic
stress disorder modulates neurotransmitters in the rat hippocampus and prefrontal cortex.
PLoS One, 2014. 9(2): p. e89104.

401. Fanet, H., et al., Tetrahydrobioterin (BH4) Pathway: From Metabolism to Neuropsychiatry.
Curr Neuropharmacol, 2021. 19(5): p. 591-609.

402. Venero, J.L., et al., Changes in neurotransmitter levels associated with the deficiency of
some essential amino acids in the diet. Br J Nutr, 1992. 68(2): p. 409-20.

403. Miura, H., et al., Fluvoxamine, a selective serotonin reuptake inhibitor, suppresses
tetrahydrobiopterin levels and dopamine as well as serotonin turnover in the mesoprefrontal
system of mice. Psychopharmacology (Berl), 2005. 177(3): p. 307-14.

404. Ichikawa, J. and H.Y. Meltzer, Effect of antidepressants on striatal and accumbens
extracellular dopamine levels. European Journal of Pharmacology, 1995. 281(3): p. 255-261.

405. Salgueiro, W.G., et al., Dopaminergic modulation by quercetin: In silico and in vivo evidence
using Caenorhabditis elegans as a model. Chemico-Biological Interactions, 2023. 382: p.
110610.

406. van Duursen, M.B., et al., Phytochemicals inhibit catechol-O-methyltransferase activity
in cytosolic fractions from healthy human mammary tissues: implications for catechol
estrogen-induced DNA damage. Toxicol Sci, 2004. 81(2): p. 316-24.

407. Nagai, M., A.H. Conney, and B.T. Zhu, Strong inhibitory effects of common tea catechins and
bioflavonoids on the O-methylation of catechol estrogens catalyzed by human liver cytosolic
catechol-O-methyltransferase. Drug Metab Dispos, 2004. 32(5): p. 497-504.

408. Bai, HW., et al., Biochemical and molecular modeling studies of the O-methylation of various
endogenous and exogenous catechol substrates catalyzed by recombinant human soluble
and membrane-bound catechol-O-methyltransferases. Chem Res Toxicol, 2007. 20(10): p.
1409-25.

409. Database, H.M., Metabocard for Vanillylmandelic acid (HMDB0000291). 2025.

410. Silbergeld, E.K. and J.J. Chisolm, Jr., Lead poisoning: altered urinary catecholamine
metabolites as indicators of intoxication in mice and children. Science, 1976.192(4235): p.
153-5.

411. Ai, L.B., et al., Urinary homovanillic acid (HVA) and vanillymandelic acid (VMA) in workers
exposed to manganese dust. Biol Trace Elem Res, 1998. 64(1-3): p. 89-99.

412. Agrawal, S., et al., Comparative oxidative stress, metallothionein induction and organ toxicity
following chronic exposure to arsenic, lead and mercury in rats. Cell Mol Biol (Noisy-le-grand),
2014. 60(2): p. 13-21.

413. Teschke, R., Aluminum, Arsenic, Beryllium, Cadmium, Chromium, Cobalt, Copper, Iron, Lead,
Mercury, Molybdenum, Nickel, Platinum, Thallium, Titanium, Vanadium, and Zinc: Molecular
Aspects in Experimental Liver Injury. International Journal of Molecular Sciences, 2022.
23(20): p. 12213.

RETURN TO TABLE OF CONTENTS Page 179 of 222



O 0

oo 0%, OAT

@
ORGANIC ACIDS TEST

)
%°

%°

414 Leite, E.M., et al., Urinary homovanillic acid and serum prolactin levels in children with low
environmental exposure to lead. Biomarkers, 2002. 7(1): p. 49-57.

415. Lichodziejewska, B., et al., Clinical symptoms of mitral valve prolapse are related to
hypomagnesemia and attenuated by magnesium supplementation. Am J Cardiol, 1997. 79(6):
p. 768-72.

416. Bianco, L.E., et al., Iron deficiency alters dopamine uptake and response to L-DOPA injection
in Sprague-Dawley rats. Journal of Neurochemistry, 2008. 105(6): p. [exact start page not
reported]-[exact end page not reported].

417. Verduzco-Mendoza, A., et al., Changes in Noradrenergic Synthesis and Dopamine Beta-
Hydroxylase Activity in Response to Oxidative Stress after Iron-induced Brain Injury. Neurochem
Res, 2024. 49(11): p. 3043-3059.

418. Terland, O. and T. Flatmark, Anion- and pH-dependent activation of the soluble form of
dopamine beta-hydroxylase. Biochem J, 2003. 369(Pt 3): p. 675-9.

419. Schmidt, K., et al., ATP7A and ATP7B copper transporters have distinct functions in the
regulation of neuronal dopamine-f-hydroxylase. J Biol Chem, 2018. 293(52): p. 20085-20098.

420. Heemskerk, M.M., et al., Long-term niacin treatment induces insulin resistance and adrenergic
responsiveness in adipocytes by adaptive downregulation of phosphodiesterase 3B. Am J
Physiol Endocrinol Metab, 2014. 306(7): p. EB08-13.

421. Allen, G.F., et al., Pyridoxal 5’-phosphate deficiency causes a loss of aromatic L-amino acid
decarboxylase in patients and human neuroblastoma cells, implications for aromatic L-amino
acid decarboxylase and vitamin B(6) deficiency states. J Neurochem, 2010. 114(1): p. 87-96.

422. Sumi-Ichinose, C., et al., Catecholamines and Serotonin Are Differently Regulated by
Tetrahydrobiopterin: A STUDY FROM 6-PYRUVOYLTETRAHYDROPTERIN SYNTHASE
KNOCKOUT MICE* Journal of Biological Chemistry, 2001. 276(44): p. 41150-41160.

423. Faraone, SV., The pharmacology of amphetamine and methylphenidate: Relevance to the
neurobiology of attention-deficit/hyperactivity disorder and other psychiatric comorbidities.
Neuroscience & Biobehavioral Reviews, 2018. 87: p. 255-270.

424. Docherty, J.R. and H.A. Alsufyani, Pharmacology of Drugs Used as Stimulants. J Clin
Pharmacol, 2021. 61 Suppl 2: p. S53-s69.

425. Schmidt, E.D., et al., A single administration of interleukin-1 or amphetamine induces long-
lasting increases in evoked noradrenaline release in the hypothalamus and sensitization of
ACTH and corticosterone responses in rats. Eur J Neurosci, 2001. 13(10): p. 1923-30.

426. Brodnik, Z.D., et al., L-Tyrosine availability affects basal and stimulated catecholamine indices
in prefrontal cortex and striatum of the rat. Neuropharmacology, 2017. 123: p. 159-174.

427. Di Monte, D.A., et al., Monoamine oxidase-dependent metabolism of dopamine in the striatum
and substantia nigra of L-DOPA-treated monkeys. Brain Res, 1996. 738(1): p. 53-9.

428. Fukuda, M., et al., Plasma vanillylmandelic acid level as an index of psychological stress
response in normal subjects. Psychiatry Research, 1996. 63(1): p. 7-16.

RETURN TO TABLE OF CONTENTS Page 180 of 222



oo, OAT

... .0. ORGANIC ACIDS TEST

429. Sabban, E.L., et al., Stress triggered changes in expression of genes for neurosecretory granules
in adrenal medulla. Cell Mol Neurobiol, 2012. 32(5): p. 795-800.

430. Sasaki, T., et al., Rapid and simple analysis of urinary vanilmandelic acid by high-performance
liquid chromatography with electrochemical detection. Ind Health, 1999. 37(2): p. 213-8.

431. Mellon, S.H., et al., Metabolomic analysis of male combat veterans with post traumatic stress
disorder. PLoS One, 2019. 14(3): p. e0213839.

432. Gripp, KW., et al., Elevated catecholamine metabolites in patients with Costello syndrome. Am
JMed Genet A, 2004. 128a(1): p. 48-51.

433. Basnet, B., et al., Plasma & urinary catecholamines & urinary vanillylmandelic acid levels in
patients with generalized vitiligo. Indian J Med Res, 2018. 147(4): p. 384-390.

434. Oeltmann, T., et al., Assessment of O-methylated catecholamine levels in plasma and urine for
diagnosis of autonomic disorders. Auton Neurosci, 2004. 116(1-2): p. 1-10.

435. Huotari, M., et al., Brain catecholamine metabolism in catechol-O-methyltransferase (COMT)-
deficient mice. Eur J Neurosci, 2002. 15(2): p. 246-56.

436. Milanese, M., M.I. Lkhayat, and P. Zatta, Inhibitory effect of aluminum on dopamine beta-
hydroxylase from bovine adrenal gland. J Trace Elem Med Biol, 2001. 15(2-3): p. 139-41.

437. Pyatha, S., et al., Co-exposure to lead, mercury, and cadmium induces neurobehavioral
impairments in mice by interfering with dopaminergic and serotonergic neurotransmission in
the striatum. Front Public Health, 2023. 11: p. 1265864,

438. Center, V.A.D. Dopamine-Beta-Hydroxylase Deficiency. 2025 2025/04/04; Available from:
https://www.yumc.org/autonomic-dysfunction-center/dopamine-beta-hydroxylase-deficiency.

439. Palmour, R.M., et al., An amino acid mixture deficient in phenylalanine and tyrosine reduces
cerebrospinal fluid catecholamine metabolites and alcohol consumption in vervet monkeys.
Psychopharmacology (Berl), 1998.136(1): p. 1-7.

440. Gasperi, V., et al., Niacin in the Central Nervous System: An Update of Biological Aspects and
Clinical Applications. Int J Mol Sci, 2019. 20(4).

441, Forero-Girén, A.C. and A. Toro-Labbé, How does dopamine convert into norepinephrine?
Insights on the key step of the reaction. Journal of Molecular Modeling, 2025. 31(1): p. 1-18.

447 . Pacak, K., et al., Chronic Hypercortisolemia Inhibits Dopamine Synthesis and Turnover in the
Nucleus Accumbens: An in vivo Microdialysis Study. Neuroendocrinology, 2002. 76(3): p. 148-
157.

443, Subramaniam, A., A. LoPilato, and E.F. Walker, Psychotropic medication effects on cortisol:
Implications for research and mechanisms of drug action. Schizophr Res, 2019. 213: p. 6-14.

444 Methlie, P, et al., Grapefruit juice and licorice increase cortisol availability in patients with
Addison’s disease. Eur J Endocrinol, 2011. 165(5): p. 761-9.

445, Posener, J.A., et al., Hypothalamic-pituitary-adrenal axis effects on plasma homovanillic acid in
man. Biol Psychiatry, 1999. 45(2): p. 222-8.

446. Database, H.M., Metabocard for 3,4-Dihydroxybenzeneacetic acid (HMDB0001336). 2025.

RETURN TO TABLE OF CONTENTS Page 181 of 222



oo, OAT

... .0. ORGANIC ACIDS TEST

447 .Wu, K., et al., The catechol-O-methyltransferase Val(158)Met polymorphism modulates fronto-
cortical dopamine turnover in early Parkinson'’s disease: a PET study. Brain, 2012. 135(Pt 8): p
2449-57.

448. Sparta, M. and A.N. Alexandrova, How metal substitution affects the enzymatic activity of
catechol-o-methyltransferase. PLoS One, 2012. 7(10): p. e47172.

449. Kanazawa, K. and H. Sakakibara, High content of dopamine, a strong antioxidant, in Cavendish
banana. J Agric Food Chem, 2000. 48(3): p. 844-8.

450. Phenylketonuria: Protein content and amino acids profile of dishes for phenylketonuric patients.
The relevance of phenylalanine. Food Chemistry, 2014. 149: p. 144-150.

451. Varmira, K., et al., Fabrication of a novel enzymatic electrochemical biosensor for determination
of tyrosine in some food samples. Talanta, 2018. 183: p. 1-10.

452. Canli, M., et al., Formation of Bioactive Tyrosine Derivatives during Sprouting and Fermenting of
Selected Whole Grains. J Agric Food Chem, 2021. 69(42): p. 12517-12526.

453. Rastoge, R.B. and R.L. Singhal, Lithium: modification of behavioral activity and brain biogenic
amines in developing hyperthyroid rats. J Pharmacol Exp Ther, 1977. 201(1): p. 92-102.

454 Rastogi, R.B. and R.L. Singhal, Lithium suppresses elevated behavioural activity and brain
catecholamines in developing hyperthyroid rats. Can J Physiol Pharmacol, 1977. 55(3): p. 490-5.

455. Chen, J., et al., Functional analysis of genetic variation in catechol-O-methyltransferase
(COMT): effects on mRNA, protein, and enzyme activity in postmortem human brain. Am J
Hum Genet, 2004. 75(5): p. 807-21.

456. Pinsonneault, J.K., A.C. Papp, and W. Sadée, Allelic mRNA expression of X-linked monoamine
oxidase a (MAOA) in human brain: dissection of epigenetic and genetic factors. Hum Mol Genet,
2006.15(17): p. 2636-49.

457. Zhu, B.T., Catechol-O-Methyltransferase (COMT)-mediated methylation metabolism of
endogenous bioactive catechols and modulation by endobiotics and xenobiotics: importance in
pathophysiology and pathogenesis. Curr Drug Metab, 2002. 3(3): p. 321-49.

458. Zhao, W.Q., et al., L-dopa upregulates the expression and activities of methionine adenosyl!
transferase and catechol-O-methyltransferase. Exp Neurol, 2001. 171(1): p. 127-38.

459. Salih, S.M., et al., Regulation of catechol O-methyltransferase expression in granulosa cells: a
potential role for follicular arrest in polycystic ovary syndrome. Fertil Steril, 2008. 89(5 Suppl): p
1414-21.

460. Lorenz, M., et al., The activity of catechol-O-methyltransferase (COMT) is not impaired by high
doses of epigallocatechin-3-gallate (EGCG) in vivo. European Journal of Pharmacology, 2014.
740: p. 645-651.

461. Shulman, K.I., N. Herrmann, and S.E. Walker, Current place of monoamine oxidase inhibitors in
the treatment of depression. CNS Drugs, 2013. 27(10): p. 789-97.

462. Zhang, Z., H. Hamada, and P.M. Gerk, Selectivity of Dietary Phenolics for Inhibition of Human
Monoamine Oxidases A and B. Biomed Res Int, 2019. 2019: p. 8361858.

RETURN TO TABLE OF CONTENTS Page 182 of 222



oo, OAT

... .0. ORGANIC ACIDS TEST

463. Garner, C.E., et al., Catechol Metabolites of Polychlorinated Biphenyls Inhibit the Catechol-
O-methyltransferase-Mediated Metabolism of Catechol Estrogens. Toxicology and Applied
Pharmacology, 2000. 162(2): p. 115-123.

464. Zoccolella, S., et al., Management of L-Dopa related hyperhomocysteinemia: catechol-O
methyltransferase (COMT) inhibitors or B vitamins? Results from a review. Clin Chem Lab Med,
2007. 45(12): p. 1607-13.

465. Nagatsu, T., Progress in monoamine oxidase (MAQ) research in relation to genetic engineering.
Neurotoxicology, 2004. 25(1-2): p. 11-20.

466.Sabol, S.Z., S. Hu, and D. Hamer, A functional polymorphism in the monoamine oxidase A gene
promoter. Hum Genet, 1998. 103(3): p. 273-9.

467. Beattie, J.H. and E. Weersink, Borate and molybdate inhibition of catechol estrogen and
pyrocatechol methylation by catechol-O-methyltransferase. Journal of Inorganic Biochemistry,
1992. 46(3): p. 153-160.

468. Fabbri, M., J.J. Ferreira, and O. Rascol, COMT Inhibitors in the Management of Parkinson's
Disease. CNS Drugs, 2022. 36(3): p. 261-282.

469. Zhao, D.F., et al., Discovery and characterization of naturally occurring potent inhibitors of
catechol-O-methyltransferase from herbal medicines. RSC Adv, 2021. 11(17): p. 10385-10392.

470. Database, H.M., Metabocard for 5-Hydroxyindoleacetic acid (HMDB0000763). 2025.

471. Lenchner, J.R. and C. Santos, Biochemistry, 5 Hydroxyindoleacetic Acid, in StatPearls. 2025,
StatPearls Publishing

Copyright © 2025, StatPearls Publishing LLC.: Treasure Island (FL).

472. Zhao, M., et al., The involvement of oxidative stress, neuronal lesions, neurotransmission
impairment, and neuroinflammation in acrylamide-induced neurotoxicity in C57/BLé mice.
Environ Sci Pollut Res Int, 2022. 29(27): p. 41151-41167.

473. Zong, C., et al., Role of microglial activation and neuroinflammation in neurotoxicity of
acrylamide in vivo and in vitro. Arch Toxicol, 2019. 93(7): p. 2007-2019.

474. Pan, X., et al., Acrylamide increases dopamine levels by affecting dopamine transport and
metabolism related genes in the striatal dopaminergic system. Toxicology Letters, 2015. 236(1):
p. 60-68.

475. Helander, A., et al., Urinary excretion of 5-hydroxyindole-3-acetic acid and 5-hydroxytryptophol
after oral loading with serotonin. Life Sciences, 1992. 50(17): p. 1207-1213.

476. Tohmola, N., et al., Transient elevation of serum 5-HIAA by dietary serotonin and distribution of
5-HIAA in serum protein fractions. Ann Clin Biochem, 2015. 52(Pt 4): p. 428-33.

477. Hulsken, S., et al., Food-derived serotonergic modulators: effects on mood and cognition. Nutr
Res Rev, 2013. 26(2): p. 223-34.

478. Johnston, W.L., et al., Effect of dietary tryptophan on plasma and brain tryptophan, brain
serotonin, and brain 5-hydroxyindoleacetic acid in rainbow trout. J Nutr Biochem, 1990. 1(1): p.
49-54.

RETURN TO TABLE OF CONTENTS Page 183 of 222



oo, OAT

... .0. ORGANIC ACIDS TEST

479.Wang, H., et al., TLR2 Plays a Pivotal Role in Mediating Mucosal Serotonin Production in the Gut.
JImmunol, 2019. 202(10): p. 3041-3052.

480. Shabbir, F., et al., Effect of diet on serotonergic neurotransmission in depression. Neurochem
Int, 2013. 62(3): p. 324-9.

481. Muss, C., W. Mosgoeller, and T. Endler, Mood improving Potential of a Vitamin Trace Element
Composition--A randomized, double blind, placebo controlled clinical study with healthy
volunteers. Neuro Endocrinol Lett, 2016. 37(1): p. 18-28.

482.Meng, Y., et al., The Changes of Blood and CSF lon Levels in Depressed Patients: a Systematic
Review and Meta-analysis. Mol Neurobiol, 2024. 61(8): p. 5369-5403.

483. Sabir, M.S., et al., Optimal vitamin D spurs serotonin: 1,25-dihydroxyvitamin D represses
serotonin reuptake transport (SERT) and degradation (MAO-A) gene expression in cultured rat
serotonergic neuronal cell lines. Genes & Nutrition, 2018. 13(1): p. 19.

484. Modasia, A., et al., Regulation of Enteroendocrine Cell Networks by the Major Human Gut
Symbiont Bacteroides thetaiotaomicron. Front Microbiol, 2020. 11: p. 575595.

485. Yano, J.M., et al., Indigenous bacteria from the gut microbiota regulate host serotonin
biosynthesis. Cell, 2015. 161(2): p. 264-76.

486. Mandi¢, A.D., et al., Clostridium ramosum regulates enterochromatfin cell development and
serotonin release. Sci Rep, 2019. 9(1): p. 1177.

487. Stenfors, C. and S.B. Ross, Evidence for involvement of 5-hydroxytryptamine(1B) autoreceptors

in the enhancement of serotonin turnover in the mouse brain following repeated treatment with
fluoxetine. Life Sci, 2002. 71(24): p. 2867-2880.

488. Lynn-Bullock, C.P,, et al., The effect of oral 5-HTP administration on 5-HTP and 5-HT
immunoreactivity in monoaminergic brain regions of rats. Journal of Chemical Neuroanatomy,
2004. 27(2): p. 129-138.

489. Coleman, N.S., et al., Abnormalities of Serotonin Metabolism and Their Relation to Symptoms
in Untreated Celiac Disease. Clinical Gastroenterology and Hepatology, 2006. 4(7): p. 874-881.

490. Challacombe, D.N., P.D. Dawkins, and P. Baker, Increased tissue concentrations of
5-hydroxytryptamine in the duodenal mucosa of patients with coeliac disease. Gut, 1977. 18(11):
p. 882-6.

491. Fanciulli, G., et al., Serotonin pathway in carcinoid syndrome: Clinical, diagnostic, prognostic
and therapeutic implications. Rev Endocr Metab Disord, 2020. 21(4): p. 599-612.

492. Database, H.M., Metabocard for Quinolinic acid (HMDB0000232). 2025.

493. Bipath, P., P.F. Levay, and M. Viljoen, The kynurenine pathway activities in a sub-Saharan HIV/
AIDS population. BMC Infectious Diseases, 2015. 15(1): p. 346.

494. Xiong, S., et al., Kugin ameliorates Lipopolysaccharide-induced acute lung injury by regulating
indoleamine 2,3-dioxygenase 1 and Akkermansia muciniphila. Biomedicine & Pharmacotherapy,
2023.158: p. 114073.

RETURN TO TABLE OF CONTENTS Page 184 of 222



oo, OAT

... .0. ORGANIC ACIDS TEST

495, Koennecke, L.A., et al., Depletion of systemic macrophages by liposome-encapsulated
clodronate attenuates increases in brain quinolinic acid during CNS-localized and systemic
immune activation. J Neurochem, 1999. 73(2): p. 770-9.

496. Theofylaktopoulou, D., et al., Vitamins B2 and Bé as determinants of kynurenines and related
markers of interferon-y-mediated immune activation in the community-based Hordaland
Health Study. Br J Nutr, 2014. 112(7): p. 1065-72.

497. Fukuwatari, T., et al., Phthalate esters enhance quinolinate production by inhibiting alpha-
amino-beta-carboxymuconate-epsilon-semialdehyde decarboxylase (ACMSD), a key enzyme of
the tryptophan pathway. Toxicol Sci, 2004. 81(2): p. 302-8.

498. Malik, S.S., et al., The crystal structure of human quinolinic acid phosphoribosyltransferase in
complex with its inhibitor phthalic acid. Proteins, 2014. 82(3): p. 405-14.

499. Saito, K., S.P. Markey, and M.P. Heyes, Effects of immune activation on quinolinic acid and
neuroactive kynurenines in the mouse. Neuroscience, 1992. 51(1): p. 25-39.

500. Pemberton, L.A., et al., Quinolinic Acid Production by Macrophages Stimulated with IFN-y,
TNF-a, and IFN-a. Journal of Interferon & Cytokine Research, 1997. 17(10): p. 589-595.

501. Heyes, M.P., et al., Poliovirus induces indoleamine-2,3-dioxygenase and quinolinic acid synthesis
in macaque brain. The FASEB Journal, 1992. 6(11): p. 2977-2989.

502. Ngai, L.-Y. and J. Herbert, Glucocorticoid Enhances the Neurotoxic Actions of Quinolinic Acid in
the Striatum in a Cell-Specific Manner. Journal of Neuroendocrinology, 2005. 17(7): p. 424-434.

503. Sha, Q., et al., Associations between estrogen and progesterone, the kynurenine pathway, and
inflammation in the post-partum. Journal of Affective Disorders, 2021. 281: p. 9-12.

504. Busse, M., et al., Increased quinolinic acid in peripheral mononuclear cells in Alzheimer’s
dementia. Eur Arch Psychiatry Clin Neurosci, 2018. 268(5): p. 493-500.

505. Heyes, M.P., The Kynurenine Pathway and Neurologic Disease, in Advances in Experimental
Medicine and Biology. 1996, Springer US: Boston, MA. p. 125-129.

506. Guillemin, G.J., Quinolinic acid: neurotoxicity. Febs j, 2012. 279(8): p. 1355.

507. Hestad, K., et al., The Role of Tryptophan Dysmetabolism and Quinolinic Acid in Depressive and
Neurodegenerative Diseases. Biomolecules, 2022. 12(7).

508. Kubicova, L., et al., Effects of endogenous neurotoxin quinolinic acid on reactive oxygen species
production by Fenton reaction catalyzed by iron or copper. J Organomet Chem, 2015. 782: p.
111-115.

509. Heyes, M.P,, K. Saito, and S.P. Markey, Human macrophages convert L-tryptophan into the
neurotoxin quinolinic acid. Biochem J, 1992. 283 ( Pt 3)(Pt 3): p. 633-5.

510. Saito, K., et al., Mechanism of increases in L-kynurenine and quinolinic acid in renal insufficiency.
American Journal of Physiology-Renal Physiology, 2000. 279(3): p. F565-F572.

511. Meier, T.B., et al., Kynurenic acid is reduced in females and oral contraceptive users: Implications
for depression. Brain Behav Immun, 2018. 67: p. 59-64.

RETURN TO TABLE OF CONTENTS Page 185 of 222



oo, OAT

... .0. ORGANIC ACIDS TEST

512. Pawlak, K., et al., Kynurenine, quinolinic acid--the new factors linked to carotid atherosclerosis in
patients with end-stage renal disease. Atherosclerosis, 2009. 204(2): p. 561-6.

513. Heyes, M.P. and P.F. Morrison, Quantification of Local De Novo Synthesis Versus Blood
Contributions to Quinolinic Acid Concentrations in Brain and Systemic Tissues. Journal of
Neurochemistry, 1997. 68(1): p. 280-288.

514. Endou, H., E. Reuter, and H.J. Weber, Inhibition of gluconeogenesis in rat renal cortex slices by
metabolites of L-tryptophan in vitro. Naunyn Schmiedebergs Arch Pharmacol, 1975. 287(3): p.
297-308.

515. Mbongue, J.C., et al., The Role of Indoleamine 2, 3-Dioxygenase in Immune Suppression and
Autoimmunity. Vaccines (Basel), 2015. 3(3): p. 703-29.

516. Moffett, J.R., et al., Quinolinate as a Marker for Kynurenine Metabolite Formation and the
Unresolved Question of NAD(+) Synthesis During Inflammation and Infection. Front Immunoal,
2020.11: p. 31.

517. Chiarugi, A. and F. Moroni, Regulation of Quinolinic Acid Synthesis by Mitochondria and
O-Methoxybenzoylalanine, in Tryptophan, Serotonin, and Melatonin. 1999, Springer, Boston,
MA: New York. p. 233-239.

518. Look, M.P,, et al., Parallel decrease in neurotoxin quinolinic acid and soluble tumor necrosis
factor receptor p75 in serum during highly active antiretroviral therapy of HIV type 1 disease.
AIDS Res Hum Retroviruses, 2000. 16(13): p. 1215-21.

519. Terakata, M., et al., Establishment of true niacin deficiency in quinolinic acid
phosphoribosyltransferase knockout mice. J Nutr, 2012. 142(12): p. 2148-53.

520. Fukuoka, S., et al., Identification and expression of a cDNA encoding human alpha-amino-
beta-carboxymuconate-epsilon-semialdehyde decarboxylase (ACMSD). A key enzyme for the
tryptophan-niacine pathway and “quinolinate hypothesis” J Biol Chem, 2002. 277(38): p. 35162~
7.

521. Database, H.M., Metabocard for Kynurenic acid (HMDB0000715). 2025.

522. Sofia, M.A., et al., Tryptophan Metabolism through the Kynurenine Pathway is Associated with
Endoscopic Inflammation in Ulcerative Colitis. Inflamm Bowel Dis, 2018. 24(7): p. 1471-1480.

523. Eryavuz Onmaz, D., et al., Altered kynurenine pathway metabolism and association with
disease activity in patients with systemic lupus. Amino Acids, 2023. 55: p. 1-11.

524. Hasegawa, M., et al., Chronic stress induces behavioural changes through increased kynurenic
acid by downregulation of kynurenine-3-monooxygenase with microglial decline. Br J
Pharmacol, 2025. 182(7): p. 1466-1486.

525. Kocki, T., et al., Enhancement of brain kynurenic acid production by anticonvulsants—Novel
mechanism of antiepileptic activity? European Journal of Pharmacology, 2006. 541(3): p. 147-
151.

526. Kocki, T., et al., New insight into the antidepressants action: modulation of kynurenine pathway
by increasing the kynurenic acid/3-hydroxykynurenine ratio. J Neural Transm (Vienna), 2012.
119(2): p. 235-43.

RETURN TO TABLE OF CONTENTS Page 186 of 222



O 0

oo 0%, OAT

@
ORGANIC ACIDS TEST

)
%°

%°

527. Luchowska, E., et al., f-adrenergic enhancement of brain kynurenic acid production mediated
via cAMP-related protein kinase A signaling. Progress in Neuro-Psychopharmacology and
Biological Psychiatry, 2009. 33(3): p. 519-529.

528. Zakrocka, I., et al., Angiotensin-converting enzyme inhibitors modulate kynurenic acid

production in rat brain cortex in vitro. European Journal of Pharmacology, 2016. 789: p. 308-
312.

529. Sadok, I. and K. Jedruchniewicz, Dietary Kynurenine Pathway Metabolites-Source, Fate, and
Chromatographic Determinations. Int J Mol Sci, 2023. 24(22).

530. Turski, M.P,, et al., Presence of kynurenic acid in food and honeybee products. Amino Acids,
2009. 36(1): p. 75-80.

531. Turska, M., et al., Fate and distribution of kynurenic acid administered as beverage.
Pharmacological Reports, 2018. 70(6): p. 1089-1096.

532. Bratek-Gerej, E., et al., The Mechanism of the Neuroprotective Effect of Kynurenic Acid in the

Experimental Model of Neonatal Hypoxia-Ischemia: The Link to Oxidative Stress. Antioxidants
(Basel), 2021.10(11).

533.Klein, C., et al., The neuroprotector kynurenic acid increases neuronal cell survival through
neprilysin induction. Neuropharmacology, 2013. 70: p. 254-260.

534. Lugo-Huitrén, R., et al., On the antioxidant properties of kynurenic acid: Free radical scavenging
activity and inhibition of oxidative stress. Neurotoxicology and Teratology, 2011. 33(5): p. 538-
547.

535. Lee, DY., et al., Kynurenic acid attenuates MPP+-induced dopaminergic neuronal cell death
via a Bax-mediated mitochondrial pathway. European Journal of Cell Biology, 2008. 87(6): p.
389-397.

536. Roszkowicz-Ostrowska, K., et al., Central Stimulatory Effect of Kynurenic Acid on BDNF-TrkB
Signaling and BER Enzymatic Activity in the Hippocampal CAT Field in Sheep. Int J Mol Sci, 2022.
24(1).

537.daSilva, V.R., et al., Metabolite profile analysis reveals functional effects of 28-day vitamin B-6

restriction on one-carbon metabolism and tryptophan catabolic pathways in healthy men and
women. J Nutr, 2013. 143(11): p. 1719-27.

538. Beier, H., RNA editing in the mitochondria of trypanosomatid protozoa. FEBS Letters, 2000.
476(1-2): p. 122-125.

539. Huang, M. and L.M. Graves, De novo synthesis of pyrimidine nucleotides; emerging interfaces
with signal transduction pathways. Cell Mol Life Sci, 2003. 60(2): p. 321-36.

540. Lecca, D. and S. Ceruti, Uracil nucleotides: from metabolic intermediates to neuroprotection
and neuroinflammation. Biochemical Pharmacology, 2008. 75(10): p. 1869-1881.

541. Anderson, C.M. and F.E. Parkinson, Potential signalling roles for UTP and UDP: sources,
regulation and release of uracil nucleotides. Trends Pharmacol Sci, 1997. 18(10): p. 387-92.

RETURN TO TABLE OF CONTENTS Page 187 of 222



oo, OAT

... .0. ORGANIC ACIDS TEST

542. Horie, N., et al., Functional analysis and DNA polymorphism of the tandemly repeated
sequences in the 5'-terminal requlatory region of the human gene for thymidylate synthase. Cell
Struct Funct, 1995. 20(3): p. 191-7.

543. Schmidt, M.A. and T.J. Goodwin, Personalized medicine in human space flight: using Omics
based analyses to develop individualized countermeasures that enhance astronaut safety and
performance. Metabolomics, 2013. 9(6): p. 1134-1156.

544, Dean, L. and M. Kane, Fluorouracil Therapy and DPYD Genotype, in Medical Genetics
Summaries. 2016, National Center for Biotechnology Information (US): Bethesda, MD.

545. Alsharhan, H., et al., Urinary Uracil: A Useful Marker for Ornithine Transcarbamylase Deficiency
in Affected Males. Clin Chem, 2020. 66(7): p. 988-989.

546. Pannone, V.L., et al., Urinary uracil in liver cirrhosis: a simple marker of liver dysfunction. Gut,
1990. 31(7): p. 803-806.

547. Saeki, M., et al., Uracil and dihydrouracil concentrations in plasma and urine during a
5-fluorouracil test and the clinical response. Japanese Journal of Cancer Research, 2002. 93(11):
p. 1259-1266.

548. Duthie, S.J., et al., Impact of Folate Deficiency on DNA Stability. The Journal of Nutrition, 2002.
132(8): p. 24445-2449S.

549. Blount, B.C., et al., Folate deficiency causes uracil misincorporation into human DNA and
chromosome breakage: implications for cancer and neuronal damage. Proc Natl Acad Sci U S A,
1997. 94(7): p. 3290-5.

550. Palmer, A.M., et al., Folate rescues vitamin B(12) depletion-induced inhibition of nuclear
thymidylate biosynthesis and genome instability. Proc Natl Acad Sci U S A, 2017. 114(20): p
E4095-e4102.

551. Misselbeck, K., et al., A hybrid stochastic model of folate-mediated one-carbon metabolism:
Effect of the common C677T MTHFR variant on de novo thymidylate biosynthesis. Sci Rep,
2017.7(1): p. 797.

552. Field, M.S., et al., Nuclear enrichment of folate cofactors and methylenetetrahydrofolate
dehydrogenase 1 (MTHFD1) protect de novo thymidylate biosynthesis during folate deficiency. J
Biol Chem, 2014. 289(43): p. 29642-50.

553. Al-Sanna‘a, N.A., et al., Dihydropyrimidine dehydrogenase deficiency presenting at birth. J
Inherit Metab Dis, 2005. 28(5): p. 793-6.

554, Kronenberg, G., et al., Folate deficiency induces neurodegeneration and brain dysfunction in
mice lacking uracil DNA glycosylase. J Neurosci, 2008. 28(28): p. 7219-30.

555. Field, M.S., et al., Human mutations in methylenetetrahydrofolate dehydrogenase 1impair
nuclear de novo thymidylate biosynthesis. Proc Natl Acad Sci U S A, 2015. 112(2): p. 400-5.

556. Kotova, N., K. Hemminki, and D. Segerbéack, Urinary thymidine dimer as a marker of total body
burden of UV-inflicted DNA damage in humans. Cancer Epidemiol Biomarkers Prev, 2005.
14(12): p. 2868-72.

RETURN TO TABLE OF CONTENTS Page 188 of 222



O 0

oo 0%, OAT

@
ORGANIC ACIDS TEST

)
%°

%°

557. Smith, M.M., et al., Mammalian dihydropyrimidine dehydrogenase: Added mechanistic details
from transient-state analysis of charge transfer complexes. Arch Biochem Biophys, 2023. 736:
p. 109517.

558. Van Kuilenburg, A.B.P., Dihydropyrimidine dehydrogenase and the efficacy and toxicity of
5-fluorouracil. European Journal of Cancer, 2004. 40(7): p. 939-950.

559. Van Kuilenburg, A.B., et al., Genotype and phenotype in patients with dihydropyrimidine
dehydrogenase deficiency. Hum Genet, 1999. 104(1): p. 1-9.

560. Liliendahl, T.S., et al., Urinary levels of thymine dimer as a biomarker of exposure to ultraviolet
radiation in humans during outdoor activities in the summer. Mutagenesis, 2013. 28(3): p.
249-56.

561. Ahmad, J., et al., Urinary thymine dimers and 8-oxo-2’-deoxyguanosine in psoriasis. FEBS Lett,
1999. 460(3): p. 549-53.

562. Newburg, D.S. and A.P. Morelli, 3-Hydroxybutyrate and ketone body metabolism, in Handbook
of Neurochemistry and Molecular Neurobiology. 2009, Springer US: Boston, MA. p. 413-448.

563. Mitchell, G.A., et al., Medical aspects of ketone body metabolism. Clin Invest Med, 1995. 18(3):
p. 193-216.

564. Dilliraj, L.N., et al., The Evolution of Ketosis: Potential Impact on Clinical Conditions. Nutrients,
2022.14(17).

565. Cantrell, C.B. and S.S. Mohiuddin, Biochemistry, Ketone Metabolism, in StatPearls. 2025,
StatPearls Publishing: Treasure Island, FL.

566. Canhill, G.F., Jr., Fuel metabolism in starvation. Annu Rev Nutr, 2006. 26: p. 1-22.

567. Magoulas, P.L. and AW. El-Hattab, Systemic primary carnitine deficiency: an overview of clinical
manifestations, diagnosis, and management. Orphanet J Rare Dis, 2012. 7: p. 68.

568. Mason, E., C.C.T. Hindmarch, and K.J. Dunham-Snary, Medium-chain Acyl-COA dehydrogenase
deficiency: Pathogenesis, diagnosis, and treatment. Endocrinol Diabetes Metab, 2023. 6(1): p.
e385.

569. Scholl-Burgi, S., Carnitine homeostasis in children with valproic acid-associated hepatopathy.
Journal of Inherited Metabolic Disease, 2004. 27(6): p. 791-801.

570. Myette-Coté, E., et al., Prior ingestion of exogenous ketone monoester attenuates the
glycaemic response to an oral glucose tolerance test in healthy young individuals. J Physiol,
2018.596(8): p. 1385-1395.

571. Hashim, S.A. and T.B. Vanltallie, Ketone body therapy: from the ketogenic diet to the oral
administration of ketone ester. J Lipid Res, 2014. 55(9): p. 1818-26.

572. McCarthy, C.G., et al., Physiologic, Metabolic, and Toxicologic Profile of 1,3-Butanediol. J
Pharmacol Exp Ther, 2021. 379(3): p. 245-252.

573. Hassan, H.M. and G.A. Cooper, Determination of beta-hydroxybutyrate in blood and urine using
gas chromatography- mass spectrometry. J Anal Toxicol, 2009. 33(8): p. 502-7.

RETURN TO TABLE OF CONTENTS Page 189 of 222



oo, OAT

... .0. ORGANIC ACIDS TEST

574. Preedy, V.R., Alcohol and Aldehyde Metabolizing Systems-IV. 2012: Springer Science & Business
Media.

575. Cox, P.J. and K. Clarke, Acute nutritional ketosis: implications for exercise performance and
metabolism. Extrem Physiol Med, 2014. 3: p. 17.

576. Kemperman, R.H.J., R.D. Ganetzky, and S.R. Master, Development and validation of a
multiplexed LC-MS/MS ketone body assay for clinical diagnostics. J Mass Spectrom Adv Clin
Lab, 2024. 31: p. 49-58.

577. Gopalasingam, N., et al., Stimulation of the Hydroxycarboxylic Acid Receptor 2 With the Ketone
Body 3-Hydroxybutyrate and Niacin in Patients With Chronic Heart Failure: Hemodynamic and
Metabolic Effects. J Am Heart Assoc, 2023. 12(12): p. e029849.

578. Laffel, L., Ketone bodies: a review of physiology, pathophysiology and application of monitoring
to diabetes. Diabetes Metab Res Rev, 1999. 15(6): p. 412-26.

579. Lord, R.S. and J.A. Bralley, Laboratory Evaluations for Integrative and Functional Medicine. 2008:
Metametrix Institute.

580. Fogh, S., et al., Variants in the ethylmalonyl-CoA decarboxylase (ECHDC1) gene: a novel player
in ethylmalonic aciduria? J Inherit Metab Dis, 2021. 44(5): p. 1215-1225.

581. Barschak, A.G., et al., Inhibition of the electron transport chain and creatine kinase activity by
ethylmalonic acid in human skeletal muscle. Metab Brain Dis, 2006. 21(1): p. 11-9.

582. Merritt, J.L., 2nd, M. Norris, and S. Kanungo, Fatty acid oxidation disorders. Ann Transl Med,
2018. 6(24): p. 473.

583. Singh, V., et al., Butyrate producers, “The Sentinel of Gut”: Their intestinal significance with and
beyond butyrate, and prospective use as microbial therapeutics. Front Microbiol, 2022. 13: p.
1103836.

584. Belenguer, A., et al., Two routes of metabolic cross-feeding between Bifidobacterium
adolescentis and butyrate-producing anaerobes from the human gut. Appl Environ Microbiol,
2006.72(5): p. 3593-9.

585. Barshop, B.A., et al., Hypermethioninemia with a high methionine load: Differentiating between
hepatic and nonhepatic forms. American Journal of Medical Genetics, 2000. 91(3): p. 204-212.

586. de Moura Alvorcem, L., et al., Ethylmalonic acid impairs bioenergetics by disturbing succinate
and glutamate oxidation and induces mitochondrial permeability transition pore opening in rat
cerebellum. J Neurochem, 2021. 158(2): p. 262-281.

587. Cecatto, C., et al., Ethylmalonic acid induces permeability transition in isolated brain
mitochondria. Neurotox Res, 2014. 26(2): p. 168-78.

588. Fernandez-Guerra, P., AM. Lund, and L.B. Mgller, Ethylmalonic encephalopathy: An update.
Journal of Inherited Metabolic Disease, 2018. 41(6): p. 947-955.

589. Tiranti, V., et al., Ethylmalonic encephalopathy is caused by mutations in ETHET, a gene
encoding a mitochondrial matrix protein. Am J Hum Genet, 2004. 74(2): p. 239-52.

RETURN TO TABLE OF CONTENTS Page 190 of 222



oo, OAT

... .0. ORGANIC ACIDS TEST

590. Gempel, K., et al., The spectrum of metabolic alterations due to loss of function of the ETHET
gene. Brain, 2007. 130(Pt 3): p. 746-755.

591. Platt, I., A. Bisgin, and S. Kilavuz, Ethylmalonic Encephalopathy: a literature review and two new
cases of mild phenotype. Neurol Sci, 2023. 44(11): p. 3827-3852.

592.Yano, S., et al., Molecular and clinical characterization of fatty acid oxidation disorders
previously identified by newborn screening in New York State. Molecular Genetics and
Metabolism Reports, 2019. 20: p. 100495.

593.Yeh, Y. and P. Zee, Relation of ketosis to metabolic changes induced by acute medium-chain
triglyceride feeding in rats. J Nutr, 1976. 106(1): p. 58-67.

594. Nowaczyk, M.J., et al., Ethylmalonic and methylsuccinic aciduria in ethylmalonic
encephalopathy arise from abnormal isoleucine metabolism. Metabolism, 1998. 47(7): p. 836-9.

595. Pereyra, A.S., et al., Loss of mitochondria long-chain fatty acid oxidation impairs skeletal muscle
contractility by disrupting myofibril structure and calcium homeostasis. Mol Metab, 2024. 89: p.
102015.

596. Urpi-Sarda, M., et al., Non-targeted metabolomic biomarkers and metabotypes of type 2
diabetes: A cross-sectional study of PREDIMED trial participants. Diabetes Metab, 2019. 45(2): p.
167-174.

597.Lim, S.C., etal., Loss of the Mitochondrial Fatty Acid f-Oxidation Protein Medium-Chain Acyl-
Coenzyme A Dehydrogenase Disrupts Oxidative Phosphorylation Protein Complex Stability and
Function. Sci Rep, 2018. 8(1): p. 153.

598. Burgin, H., et al., Loss of mitochondrial fatty acid f-oxidation protein short-chain Enoyl-CoA
hydratase disrupts oxidative phosphorylation protein complex stability and function. Febs j,
2023.290(1): p. 225-246.

599. Amaral, A.U. and M. Wajner, Recent Advances in the Pathophysiology of Fatty Acid Oxidation
Defects: Secondary Alterations of Bioenergetics and Mitochondrial Calcium Homeostasis
Caused by the Accumulating Fatty Acids. Front Genet, 2020. 11: p. 598976.

600. Longo, N., M. Frigeni, and M. Pasquali, Carnitine transport and fatty acid oxidation. Biochim
Biophys Acta, 2016. 1863(10): p. 2422-35.

601. Parsons, H.G. and V.C. Dias, Intramitochondrial fatty acid metabolism: riboflavin deficiency and
energy production. Biochem Cell Biol, 1991. 69(7): p. 490-7.

602. Grosso, S., et al., Ethylmalonic encephalopathy: further clinical and neuroradiological
characterization. J Neurol, 2002. 249(10): p. 1446-50.

603. Lanska, D.J., Ethylmalonic Encephalopathy and SCAD deficiency. MedLink Neurology, 2024.

604. Vockley, J., et al., Inborn errors of metabolism: A clinical overview, in The Online Metabolic and
Molecular Bases of Inherited Disease, D. Valle, et al., Editors. 2019, McGraw-Hill.

605. Zhang, Y., et al., The fatty acid oxidation enzyme long-chain acyl-CoA dehydrogenase can be a
source of mitochondrial hydrogen peroxide. Redox Biol, 2019. 26: p. 101253.

RETURN TO TABLE OF CONTENTS Page 191 of 222



oo, OAT

... .0. ORGANIC ACIDS TEST

606. Chen, S., et al., Magnesium Supplementation Stimulates Autophagy to Reduce Lipid
Accumulation in Hepatocytes via the AMPK/mTOR Pathway. Biol Trace Elem Res, 2023. 201(7):
p. 3311-3322.

607. Regan, R.F., et al., The effect of magnesium on oxidative neuronal injury in vitro. J Neurochem,
1998.70(1): p. 77-85.

608. Henkin, R.I., et al., A double-blind study of the effects of a high-protein, low-fat, carbohydrate-
restricted diet on markers of fatty acid metabolism in normal subjects and in patients with cystic
fibrosis. Journal of Clinical Investigation, 1981. 67(2): p. 553-561.

609. Puig-Alcaraz, C., M. Fuentes-Albero, and O. Cauli, Relationship between adipic acid
concentration and the core symptoms of autism spectrum disorders. Psychiatry Res, 2016. 242:
p. 39-45.

610. Katuzna-Czaplinska, J., Noninvasive urinary organic acids test to assess biochemical and
nutritional individuality in autistic children. Clin Biochem, 2011. 44(8-9): p. 686-91.

611. Breitmaier, E. and W. Voelter, Carbon-13 NMR Spectroscopy: High-Resolution Methods and
Applications in Organic Chemistry and Biochemistry. 3rd ed. 2006, Weinheim: Wiley-VCH. 58.

612. ChemCeed, Product Focus: Sebacic Acid (SBA). ChemCeed Product News, 2025.
613. Database, H.M., Metabocard for Sebacic acid (HMDB0000792). 2025.

614. Liao, Z., et al., Medium-chain dicarboxylic acids: chemistry, pharmacological properties, and
applications in modern pharmaceutical and cosmetics industries. RSC Adv, 2024. 14(24): p.
17008-17021.

615. Moser, HW., et al., Follow-up of 89 asymptomatic patients with adrenoleukodystrophy treated
with Lorenzo's oil. Arch Neurol, 2005. 62(7): p. 1073-80.

616. Wanders, R.J.A. and H.R. Waterham, Peroxisomal Disorders I: Biochemistry and Genetics of
Peroxisome Biogenesis Disorders. Clinical Genetics, 2005. 67(2): p. 107-133.

617. Lyon, P,, et al., B Vitamins and One-Carbon Metabolism: Implications in Human Health and
Disease. Nutrients, 2020. 12(9).

618. Gouda, H., et al., Differential utilization of vitamin B(12)-dependent and independent pathways
for propionate metabolism across human cells. J Biol Chem, 2024. 300(9): p. 107662.

619. Vashi, P., et al., Methylmalonic Acid and Homocysteine as Indicators of Vitamin B-12 Deficiency
in Cancer. PLoS One, 2016. 11(1): p. e0147843.

620. Forny, P., et al., Guidelines for the diagnosis and management of methylmalonic acidaemia and
propionic acidaemia: First revision. J Inherit Metab Dis, 2021. 44(3): p. 566-592.

621. Guéant, J.L., et al., Molecular and cellular effects of vitamin B12 in brain, myocardium and liver
through its role as co-factor of methionine synthase. Biochimie, 2013. 95(5): p. 1033-40.

622. Bottiglieri, T., Folate, vitamin B12, and neuropsychiatric disorders. Nutr Rev, 1996. 54(12): p.
382-90.

623. Kang, W.K., et al., Vitamin B(12) produced by gut bacteria modulates cholinergic signalling. Nat
Cell Biol, 2024. 26(1): p. 72-85.

RETURN TO TABLE OF CONTENTS Page 192 of 222



oo, OAT

... .0. ORGANIC ACIDS TEST

624. El-Mezayen, N.S., R.A. Abd El Moneim, and S.H. El-Rewini, Vitamin B12 as a cholinergic system
modulator and blood brain barrier integrity restorer in Alzheimer’s disease. Eur J Pharm Sci,
2022.174: p. 106201.

625. Huang, S.K., et al., Neuroprotective Role of the B Vitamins in the Modulation of the Central
Glutamatergic Neurotransmission. CNS Neurol Disord Drug Targets, 2022. 21(4): p. 292-301.

626. Scalabrino, G., The multi-faceted basis of vitamin B12 (cobalamin) neurotrophism in adult
central nervous system: Lessons learned from its deficiency. Prog Neurobiol, 2009. 88(3): p.
203-20.

627. Polinati, P.P,, L. Valanne, and T. Tyni, Malonyl-CoA decarboxylase deficiency: long-term follow-up
of a patient new clinical features and novel mutations. Brain Dev, 2015. 37(1): p. 107-13.

628. Carrozzo, R., et al., SUCLA2 mutations are associated with mild methylmalonic aciduria, Leigh-
like encephalomyopathy, dystonia and deafness. Brain, 2007. 130(Pt 3): p. 862-74.

629. Database, H.M., Metabocard for Methylmalonic acid (HMDB0000202). 2025.

630. Pawlak, R., et al., How prevalent is vitamin B(12) deficiency among vegetarians? Nutr Rev, 2013.
71(2): p. 110-7.

631. Bakaloudi, D.R., et al., Intake and adequacy of the vegan diet. A systematic review of the
evidence. Clin Nutr, 2021. 40(5): p. 3503-3521.

632. Infante, M., et al., Long-term metformin therapy and vitamin B12 deficiency: An association to
bear in mind. World J Diabetes, 2021. 12(7): p. 916-931.

633. Presse, N., S. Perreault, and M.J. Kergoat, Vitamin B12 Deficiency Induced by the Use of Gastric
Acid Inhibitors: Calcium Supplements as a Potential Effect Modifier. J Nutr Health Aging, 2016.
20(5): p. 569-73.

634. Webb, J.L., Nutritional effects of oral contraceptive use: a review. J Reprod Med, 1980. 25(4): p.
150-6.

635. Politis, A., et al., Vitamin B12 levels in Alzheimer’s disease: association with clinical features and
cytokine production. J Alzheimers Dis, 2010. 19(2): p. 481-8.

636. Solomon, L.R., Functional cobalamin (vitamin B12) deficiency: role of advanced age and
disorders associated with increased oxidative stress. Eur J Clin Nutr, 2015. 69(6): p. 687-92.

637. Herrmann, W. and R. Obeid, Causes and early diagnosis of vitamin B12 deficiency. Dtsch Arztebl
Int, 2008. 105(40): p. 680-5.

638. Jimenez, L., etal., Is Serum Methylmalonic Acid a Reliable Biomarker of Vitamin B12 Status in
Children with Short Bowel Syndrome: A Case Series. J Pediatr, 2018. 192: p. 259-261.

639. Quigley, E.IM.M., J.A. Murray, and M. Pimentel, AGA Clinical Practice Update on Small Intestinal
Bacterial Overgrowth: Expert Review. Gastroenterology, 2020. 159(4): p. 1526-1532.

640. Majumder, S., et al., Vitamin B12 deficiency in patients undergoing bariatric surgery: preventive
strategies and key recommendations. Surg Obes Relat Dis, 2013. 9(6): p. 1013-9.

641. McCormick, D.B., Two interconnected B vitamins: riboflavin and pyridoxine. Physiol Rev, 1989.
69(4): p. 1170-98.

RETURN TO TABLE OF CONTENTS Page 193 of 222



oo, OAT

... .0. ORGANIC ACIDS TEST

642. Mills, P.B., et al., Neonatal epileptic encephalopathy caused by mutations in the PNPO gene
encoding pyridox(am)ine 5'-phosphate oxidase. Hum Mol Genet, 2005. 14(8): p. 1077-86.

643.Verma, R., et al., Accelerated vitamin Bé turnover in patients with acute myocardial infarction.
European Journal of Clinical Investigation, 1998. 28(3): p. 194-199.

644. Braadland, P.R., et al., Clinical and biochemical impact of vitamin Bé deficiency in primary
sclerosing cholangitis before and after liver transplantation. J Hepatol, 2023. 79(4): p. 955-966.

645. Ebadi, M., Regulation and function of pyridoxal phosphate in CNS. Neurochem Int, 1981. 3(3-4):
p. 181-205.

646. Ubbink, J.B., et al., The effect of a subnormal vitamin B-6é status on homocysteine metabolism.
J Clin Invest, 1996. 98(1): p. 177-84.

647. Bailey, R.L., et al., Dietary supplement use in the United States, 2003-2006. J Nutr, 2011. 141(2):
p. 261-6.

648. Mackey, A., S. Davis, and J. Gregory, Vitamin Bé, in Modern Nutrition in Health and Disease, M.
Shils, et al., Editors. 2005, Lippincott Williams & Wilkins: Baltimore, MD.

649. Wan, Z., et al., Intermediate role of gut microbiota in vitamin B nutrition and its influences on
human health. Front Nutr, 2022. 9: p. 1031502.

650. Werner, E.R., N. Blau, and B. Thoény, Tetrahydrobiopterin: biochemistry and pathophysiology.
Biochem J, 2011. 438(3): p. 397-414.

651. Thony, B., G. Auerbach, and N. Blau, Tetrahydrobiopterin biosynthesis, regeneration and
functions. Biochem J, 2000. 347 Pt 1(Pt 1): p. 1-16.

652. Ciorba, M.A., Kynurenine pathway metabolites: relevant to vitamin B-6 deficiency and beyond.
Am J Clin Nutr, 2013. 98(4): p. 863-4.

653. Martinez, M., et al., Vitamin B-6 deficiency in rats reduces hepatic serine
hydroxymethyltransferase and cystathionine beta-synthase activities and rates of in vivo protein
turnover, homocysteine remethylation and transsulfuration. J Nutr, 2000. 130(5): p. 1115-23.

654. Lamers, Y., et al., Moderate vitamin B-6é restriction does not alter postprandial methionine cycle
rates of remethylation, transmethylation, and total transsulfuration but increases the fractional
synthesis rate of cystathionine in healthy young men and women. J Nutr, 2011. 141(5): p. 835-
42.

655. Gregory, J.F., et al., Vitamin Bé nutritional status and cellular availability of pyridoxal
5’-phosphate govern the function of the transsulfuration pathway's canonical reactions and
hydrogen sulfide production via side reactions. Biochimie, 2016. 126: p. 21-6.

656. Institute of Medicine, F. and N. Board, Dietary Reference Intakes: Thiamin, Riboflavin, Niacin,
Vitamin Bé, Folate, Vitamin B12, Pantothenic Acid, Biotin, and Choline. 1998, Washington, DC:
National Academy Press.

657. McCormick, D., Vitamin Bé, in Present Knowledge in Nutrition, B. Bowman and R. Russell,
Editors. 2006, International Life Sciences Institute: Washington, DC.

RETURN TO TABLE OF CONTENTS Page 194 of 222



O 0

oo 0%, OAT

@
ORGANIC ACIDS TEST

)
%°

%°

658. Clayton, PT., Bé-responsive disorders: a model of vitamin dependency. J Inherit Metab Dis,
2006. 29(2-3): p. 317-26.

659. Apeland, T., et al., Drug-induced pertubation of the aminothiol redox-status in patients with
epilepsy: improvement by B-vitamins. Epilepsy Res, 2008. 82(1): p. 1-6.

660. Preckshot, J., Drug-Induced Nutrient Depletion: The Pharmacist’s Responsibility. America’s
Pharmacist, 2013.

661. Institute of Medicine Standing Committee on the Scientific Evaluation of Dietary Reference,
l., O.B.V. its Panel on Folate, and Choline, Pantothenic Acid, in Dietary Reference Intakes for
Thiamin, Riboflavin, Niacin, Vitamin Bé, Folate, Vitamin B12, Pantothenic Acid, Biotin, and
Choline. 1998, National Academies Press (US): Washington, DC.

662. Germinario, R.J. and J.R. Waller, Phosphopantothenic acid--the major product of pantothenic
acid accumulation and a significant growth stimulatn in Lactobacillus plantarum. Can |
Microbiol, 1976. 22(3): p. 347-53.

663. Office of Dietary, S., Pantothenic acid: Health Professional Fact Sheet.

664. Collazo, N., et al., Health Promoting Properties of Bee Royal Jelly: Food of the Queens.
Nutrients, 2021. 13(2).

665. Kurian, M.A. and S.J. Hayflick, Pantothenate kinase-associated neurodegeneration (PKAN) and
PLA2Gé6-associated neurodegeneration (PLAN): review of two major neurodegeneration with
brain iron accumulation (NBIA) phenotypes. Int Rev Neurobiol, 2013. 110: p. 49-71.

666. Depeint, F., et al., Mitochondrial function and toxicity: role of the B vitamin family on
mitochondrial energy metabolism. Chem Biol Interact, 2006. 163(1-2): p. 94-112.

667. Houten, S.M. and R.J. Wanders, A general introduction to the biochemistry of mitochondrial
fatty acid p-oxidation. J Inherit Metab Dis, 2010. 33(5): p. 469-77.

668. Udhayabanu, T., et al., Riboflavin Responsive Mitochondrial Dysfunction in Neurodegenerative
Diseases. J Clin Med, 2017. 6(5).

669. Hustad, S., et al., The methylenetetrahydrofolate reductase 677C-->T polymorphism as a
modulator of a B vitamin network with major effects on homocysteine metabolism. Am J Hum
Genet, 2007. 80(5): p. 846-55.

670. Selhub, J., Folate, vitamin B12 and vitamin B6 and one carbon metabolism. J Nutr Health Aging,
2002. 6(1): p. 39-42.

671. Peraza, AV, et al., Riboflavin and pyridoxine restore dopamine levels and reduce oxidative stress
in brain of rats. BMC Neurosci, 2018. 19(1): p. 71.

672. Desbats, M.A., et al., Primary CoQ10 deficiencies: an update. International Journal of Molecular
Sciences, 2020. 21(4): p. 1237.

673. Wynn, V., Vitamins and oral contraceptive use. Lancet, 1975. 1(7906): p. 561-4.

674. Shih, J.C., K. Chen, and M.J. Ridd, Monoamine oxidase: from genes to behavior. Annu Rev
Neurosci, 1999. 22: p. 197-217.

RETURN TO TABLE OF CONTENTS Page 195 of 222



O/

O/
900

% OAT

0. ORGANIC ACIDS TEST

)
%°

675. Giancaspero, T.A., et al., Remaining challenges in cellular flavin cofactor homeostasis and
flavoprotein biogenesis. Front Chem, 2015. 3: p. 30.

676. Schaarschmidst, J., et al., Conversion of a decarboxylating to a non-decarboxylating glutary!-
coenzyme A dehydrogenase by site-directed mutagenesis. FEBS Letters, 2011. 585(9): p. 1317-
1321.

677.Li, Q., etal., Glutaric Acidemia, Pathogenesis and Nutritional Therapy. Front Nutr, 2021. 8: p.
704984,

678. Health, N.l.o., Riboflavin - Fact Sheet for Health Professionals. 2022.
679. Pinto, J.T. and J. Zempleni, Riboflavin. Adv Nutr, 2016. 7(5): p. 973-5.

680. Soltani, D., et al., Nutritional Aspects of Treatment in Epileptic Patients. Iran J Child Neurol,
2016.10(3): p. 1-12.

681. Database, H.M., Metabocard for Ascorbic acid (HMDB0000044,). 2025.

682. Huh, W.-K_, et al., D-Erythroascorbic acid is an important antioxidant molecule in
Saccharomyces cerevisiae. Molecular Microbiology, 1998. 30(4): p. 895-903.

683.Kc, S., J.M. Carcamo, and D.W. Golde, Vitamin C enters mitochondria via facilitative glucose
transporter 1 (Glut1) and confers mitochondrial protection against oxidative injury. Faseb j,
2005.19(12): p. 1657-67.

684. Fatima, S., et al., Vitamin C Ameliorates Potassium Dichromate-Induced Oxidative Stress and
Mitochondrial Dysfunction via PGC-Ta/Nrf-2/TFAM Pathway. J Biochem Mol Toxicol, 2025. 39(1):
p. e/0061.

685. Cenigaonandia-Campillo, A., et al., Vitamin C activates pyruvate dehydrogenase (PDH)
targeting the mitochondrial tricarboxylic acid (TCA) cycle in hypoxic KRAS mutant colon cancer.
Theranostics, 2021. 11(8): p. 3595-3606.

686. Aumailley, L., et al., Vitamin C modulates the levels of several proteins of the mitochondrial
complex lll and its activity in the mouse liver. Redox Biology, 2022. 57: p. 102491.

687. May, J.M., et al., Ascorbic acid efficiently enhances neuronal synthesis of norepinephrine from
dopamine. Brain Res Bull, 2013. 90: p. 35-42.

688. Scheers, N.M. and A.S. Sandberg, Iron regulates the uptake of ascorbic acid and the expression
of sodium-dependent vitamin C transporter 1 (SVCTT1) in human intestinal Caco-2 cells. Br J Nutr,
2011.105(12): p. 1734-40.

689. Lai, J.C., et al., Malnutrition, Frailty, and Sarcopenia in Patients With Cirrhosis: 2021 Practice
Guidance by the American Association for the Study of Liver Diseases. Hepatology, 2021. 74(3):
p. 1611-1644.

690. Uchida, E., et al., Absorption and excretion of ascorbic acid alone and in acerola (Malpighia
emarginata) juice: comparison in healthy Japanese subjects. Biol Pharm Bull, 2011. 34(11): p.
1744-7.

RETURN TO TABLE OF CONTENTS Page 196 of 222



oo, OAT

... .0. ORGANIC ACIDS TEST

691. Aranibar, N., et al., Modulation of ascorbic acid metabolism by cytochrome P450 induction
revealed by metabonomics and transcriptional profiling. Magn Reson Chem, 2009. 47 Suppl 1:
p. S12-9.

692. Das, N. and S. Nebioglu, Vitamin C aspirin interactions in laboratory animals. Journal of Clinical
Pharmacy and Therapeutics, 1992. 17(6): p. 343-346.

693. Keltz, F., C. Kies, and H. Fox, Urinary ascorbic acid excretion in the human as affected by dietary
fiber and zinc. The American Journal of Clinical Nutrition, 1978. 31(7): p. 1167-1171.

694. Behndig, A.F., et al., Augmentation of Respiratory Tract Lining Fluid Ascorbate Concentrations
Through Supplementation with Vitamin C. Inhalation Toxicology, 2009. 21(3): p. 250-258.

695. Oudemans-van Straaten, H.M. and A.M.E. Spoelstra-de Man, Vitamin C requirement in surgical
patients. Current Opinion in Clinical Nutrition & Metabolic Care, 2010. 13(6): p. 669-676.

696. Carr, A.C., et al., Patients with Community Acquired Pneumonia Exhibit Depleted Vitamin C
Status and Elevated Oxidative Stress. Nutrients, 2020. 12(5).

697. Wilson, R., et al., Inadequate Vitamin C Status in Prediabetes and Type 2 Diabetes Mellitus:
Associations with Glycaemic Control, Obesity, and Smoking. Nutrients, 2017. 9(9).

698. Rodriguez, N.R., N.M. Di Marco, and S. Langley, Nutrition and Athletic Performance. Medicine &
Science in Sports & Exercise, 2009. 41(3): p. 709-731.

699. Dosedél, M., et al., Vitamin C—Sources, Physiological Role, Kinetics, Deficiency, Use, Toxicity,
and Determination. Nutrients, 2021. 13(2): p. 615.

700. Massey, L.K., M. Liebman, and S.A. Kynast-Gales, Ascorbate increases human oxaluria and
kidney stone risk. J Nutr, 2005. 135(7): p. 1673-7.

701. Database, H.M., Metabocard for 3-Hydroxymethylglutaric acid (HMDB0000355). 2025.

702. Gauthier, N., et al., A liver-specific defect of Acyl-CoA degradation produces hyperammonemia,
hypoglycemia and a distinct hepatic Acyl-CoA pattern. PLoS One, 2013. 8(7): p. e60581.

703. Yang, H., et al., Cardiac-specific deficiency of 3-hydroxy-3-methylglutaryl coenzyme A lyase in
mice causes cardiomyopathy and a distinct pattern of acyl-coenzyme A-related biomarkers. Mol
Genet Metab, 2022. 137(3): p. 257-264.

704. da Rosa, M.S., et al., 3-Hydroxy-3-methylglutaric and 3-methylglutaric acids impair redox status
and energy production and transfer in rat heart: relevance for the pathophysiology of cardiac
dysfunction in 3-hydroxy-3-methylglutaryl-coenzyme A lyase deficiency. Free Radic Res, 2016.
50(9): p. 997-1010.

705. Puisac, B., et al., Differential HMG-CoA lyase expression in human tissues provides clues about
3-hydroxy-3-methylglutaric aciduria. J Inherit Metab Dis, 2010. 33(4): p. 405-10.

706. Lee, C.H., Epithelial-mesenchymal transition: Initiation by cues from chronic inflammatory
tumor microenvironment and termination by anti-inflammatory compounds and specialized
pro-resolving lipids. Biochem Pharmacol, 2018. 158: p. 261-273.

707. Lippe, G., et al., 3-hydroxy-3-methylglutaric, adipic, and 2-oxoglutaric acids measured by HPLC
in the plasma from diabetic patients. Clinical Biochemistry, 1987. 20(4): p. 275-279.

RETURN TO TABLE OF CONTENTS Page 197 of 222



oo, OAT

... .0. ORGANIC ACIDS TEST

708. Fitzgerald, K., E. Redmond, and C. Harbor, Statin-induced Myopathy. Global Advances in Health
and Medicine, 2012. 1(2): p. 32-36.

709. Database, H.M., Metabocard for Acetylcysteine (HMDB0001890). 2025.
710. DailyMed, ACETADOTE - acetylcysteine injection, solution. U.S. National Library of Medicine.

711. Ooi, S.L., R. Green, and S.C. Pak, N-Acetylcysteine for the Treatment of Psychiatric Disorders: A
Review of Current Evidence. BioMed Research International, 2018. 2018: p. 1-8.

712. Salamon, S., et al., Medical and Dietary Uses of N-Acetylcysteine. Antioxidants (Basel), 2019.
8(5).

713. Criner, G.J., et al., Prevention of acute exacerbations of COPD: American College of Chest
Physicians and Canadian Thoracic Society Guideline. Chest, 2015. 147(4): p. 894-942.

714. Medicine, N.L.o., GSS gene: MedlinePlus Genetics. MedlinePlus.

715. Pacheco-Alvarez, D., R.S. Solérzano-Vargas, and A.L. Del Rio, Biotin in metabolism and its
relationship to human disease. Arch Med Res, 2002. 33(5): p. 439-47.

716. Database, H.M., Metabocard for 2-Methylcitric acid (HMDB0000379). 2025.

717. Mock, D.M., et al., 3-Hydroxypropionic acid and methylcitric acid are not reliable indicators of
marginal biotin deficiency in humans. J Nutr, 2004. 134(2): p. 317-20.

718. Sweetman, L., et al., Propionyl-CoA carboxylase deficiency in a patient with biotin-responsive
3-methylcrotonylglycinuria. Pediatr Res, 1977. 11(11): p. 1144-7.

719. Wolf, B., Biotinidase Deficiency, in GeneReviews(®), M.P. Adam, et al., Editors. 1993, University of
Washington, Seattle

Copyright © 1993-2025, University of Washington, Seattle. GeneReviews is a registered trademark
of the University of Washington, Seattle. All rights reserved.: Seattle (WA).

720. Sugahara, H., et al., Probiotic Bifidobacterium longum alters gut luminal metabolism through
modification of the gut microbial community. Sci Rep, 2015. 5: p. 13548.

721.Yang, J.C., et al., Biotin Deficiency Induces Intestinal Dysbiosis Associated with an Inflammatory
Bowel Disease-like Phenotype. Nutrients, 2023. 15(2).

722. Sprenger, M., et al., Fungal biotin homeostasis is essential for immune evasion after
macrophage phagocytosis and virulence. Cell Microbiol, 2020. 22(7): p. €13197.

723. Kuwahara, T., S. Kaneda, and K. Shimono, Adding Biotin to Parenteral Nutrition Solutions
Without Lipid Accelerates the Growth of Candida albicans. Int J Med Sci, 2016. 13(9): p. 724-9.

724. Manoli, I. and C.P. Venditti, Propionic Acidemia, in GeneReviews® [Internet], M.P. Adam, H.H.
Ardinger, and R.A. Pagon, Editors. 2012, University of Washington, Seattle: Seattle (WA).

725. Baumgartner, M.R., et al., Proposed guidelines for the diagnosis and management of
methylmalonic and propionic acidemia. Orphanet J Rare Dis, 2014. 9: p. 130.

726. Stabler, S.P., J. Lindenbaum, and R.H. Allen, The use of homocysteine and other metabolites in
the specific diagnosis of vitamin B-12 deficiency. J Nutr, 1996. 126(4 Suppl): p. 1266s-72s.

RETURN TO TABLE OF CONTENTS Page 198 of 222



O 0

oo 0%, OAT

@
ORGANIC ACIDS TEST

)
%°

%°

727. Higginbottom, M.C., L. Sweetman, and W.L. Nyhan, A syndrome of methylmalonic aciduria,
homocystinuria, megaloblastic anemia and neurologic abnormalities in a vitamin B12-deficient
breast-fed infant of a strict vegetarian. N Engl J Med, 1978. 299(7): p. 317-23.

728. Medicine, N.L.o., Methylmalonic acidemia: MedlinePlus Genetics. MedlinePlus Genetics.

729. Strovel, ET., et al., Laboratory diagnosis of biotinidase deficiency, 2017 update: a technical
standard and guideline of the American College of Medical Genetics and Genomics. Genet Med,
2017.19(10).

730. Ah Mew, N., et al., N-carbamylglutamate augments ureagenesis and reduces ammonia and
glutamine in propionic acidemia. Pediatrics, 2010. 126(1): p. e208-14.

731. Zempleni, J. and T. Kuroishi, Biotin. Adv Nutr, 2012. 3(2): p. 213-4.

732. Agus, A., et al., Propionate catabolism by CD-associated adherent-invasive E. coli counteracts
its anti-inflammatory effect. Gut Microbes, 2021.13(1): p. 1-18.

733. Smith, S.A., et al., Mitochondrial dysfunction in inflammatory bowel disease alters intestinal
epithelial metabolism of hepatic acylcarnitines. J Clin Invest, 2021. 131(1).

734. Database, H.M., Human Metabolome Database: Showing metabocard for Pyroglutamic acid
(HMDB0000267).

735. Mannucci, L., et al., Impaired Activity of the y-Glutamy! Cycle in Nephropathic Cystinosis
Fibroblasts. Pediatric Research, 2006. 59(2): p. 332-335.

736. Seib, T.M., S.A. Patel, and R.J. Bridges, Regulation of the system x(C)- cystine/glutamate
exchanger by intracellular glutathione levels in rat astrocyte primary cultures. Glia, 2011. 59(10):
p. 1387-401.

737. Bochtler, M., et al., The Bacteroidetes Q-Rule: Pyroglutamate in Signal Peptidase | Substrates.
Front Microbiol, 2018. 9: p. 230.

738. Mucchetti, G., et al., Production of pyroglutamic acid by thermophilic lactic acid bacteria in
hard-cooked mini-cheeses. J Dairy Sci, 2002. 85(10): p. 2489-96.

739. Bornstein, R., et al., Glutamine metabolism in diseases associated with mitochondrial
dysfunction. Mol Cell Neurosci, 2023. 126: p. 103887.

740. Stewart, G.W., Pyroglutamate acidosis 2023. A review of 100 cases. Clin Med (Lond), 2024.
24(2): p. 100030.

741. Dalal, A., How the Body Metabolizes Environmental Toxicants - Metabolite Chart. Mosaic
Diagnostics.

742.Wang, Y.C., et al., Glycine-N methyltransferase expression in HepGZ2 cells is involved in methy!
group homeostasis by regulating transmethylation kinetics and DNA methylation. J Nutr, 2011,
141(5): p. 777-82.

743. Gregory, J.F., 3rd, et al., Metabolomic analysis reveals extended metabolic consequences of
marginal vitamin B-6 deficiency in healthy human subjects. PLoS One, 2013. 8(6): p. e63544.

RETURN TO TABLE OF CONTENTS Page 199 of 222



oo, OAT

... .0. ORGANIC ACIDS TEST

744 Bollenbach, A. and D. Tsikas, GC-MS Studies on the Conversion and Derivatization of y-Glutamyl!
Peptides to Pyroglutamate (5-Oxo-Proline) Methyl Ester Pentafluoropropione Amide Derivatives.
Molecules, 2022. 27(18).

745. Nagana Gowda, G.A., Y.N. Gowda, and D. Raftery, Massive glutamine cyclization to
pyroglutamic acid in human serum discovered using NMR spectroscopy. Anal Chem, 2015.
87(7): p. 3800-5.

746. Unravelling 5-oxoprolinuria (pyroglutamic aciduria) due to bi-allelic OPLAH mutations: 20 new
mutations in 14 families. Molecular Genetics and Metabolism, 2016. 119(1-2): p. 44-49.

747. de Koning, T.J., Amino acid synthesis deficiencies, in Handbook of Clinical Neurology. 2013,
Elsevier: Amsterdam. p. 1775-1783.

748.Ma, J., et al., Mechanism of cytochrome P450s mediated interference with glutathione and

amino acid metabolisms from halogenated PAHs exposure. Journal of Hazardous Materials,
2024. 473: p. 134589.

749. Bernardo, P.H., et al., A novel redox mechanism for the glutathione-dependent reversible uptake
of a fungal toxin in cells. J Biol Chem, 2003. 278(47): p. 46549-55.

750. Omar, H.E.-D.M., N.M. El Sawi, and A.-R.M.A. Meki, Acute Toxicity of the Mycotoxin Roridin E on
Liver and Kidney of Rats. Journal of Applied Animal Research, 1997.12(2): p. 145-152.

751. Emmett, M., Acetaminophen toxicity and 5-oxoproline (pyroglutamic acid): a tale of two cycles,
one an ATP-depleting futile cycle and the other a useful cycle. Clin J Am Soc Nephrol, 2014. 9(1):
p. 191-200.

752. Jackson, A.A., et al., Urinary excretion of 5-L-oxoproline (pyroglutamic acid) is increased in
normal adults consuming vegetarian or low protein diets. J Nutr, 1996. 126(11): p. 2813-22.

753. Scafetta, T., et al., Drug-Related Pyroglutamic Acidosis: Systematic Literature Review. J Clin
Med, 2024.13(19).

754. Pyroglutamic acidemia: A cause of high anion gap metabolic acidosis. Critical Care Medicine,
2000.

755. Glutathione synthetase deficiency: MedlinePlus Genetics.

756. Cooper, A.J. and T. Kuhara, a-Ketoglutaramate: an overlooked metabolite of glutamine and

a biomarker for hepatic encephalopathy and inborn errors of the urea cycle. Metab Brain Dis,
2014.29(4): p. 991-1006.

757. Gomez-Ospina, N., et al., Expanding the phenotype of hawkinsinuria: new insights from
response to N-acetyl-L-cysteine. J Inherit Metab Dis, 2016. 39(6): p. 821-829.

758. Maclean, K.N., et al., Taurine treatment prevents derangement of the hepatic y-glutamyl
cycle and methylglyoxal metabolism in a mouse model of classical homocystinuria: regulatory
crosstalk between thiol and sulfinic acid metabolism. Faseb j, 2018. 32(3): p. 1265-1280.

759.Yu, Y.M., et al., Plasma L-5-oxoproline kinetics and whole blood glutathione synthesis rates in
severely burned adult humans. Am J Physiol Endocrinol Metab, 2002. 282(2): p. E247-58.

RETURN TO TABLE OF CONTENTS Page200 of 222



oo, OAT

... .0. ORGANIC ACIDS TEST

760. Venkataraman, S.S., et al., Pyroglutamic Acidemia: An Underrecognized and Underdiagnosed
Cause of High Anion Gap Metabolic Acidosis - A Case Report and Review of Literature. Cureus,
2019.11(7): p. e5229.

761. Morawski, M., et al., Glutaminyl cyclase in human cortex: correlation with (pGlu)-amyloid-¥ load
and cognitive decline in Alzheimer’s disease. J Alzheimers Dis, 2014. 39(2): p. 385-400.

762. Yoshinari, O. and K. Igarashi, Anti-diabetic effect of pyroglutamic acid in type 2 diabetic Goto-
Kakizaki rats and KK-Ay mice. Br J Nutr, 2011. 106(7): p. 995-1004.

763. Hirai, S., et al., Anti-inflammatory effect of pyroglutamyl-leucine on lipopolysaccharide-
stimulated RAW 264.7 macrophages. Life Sci, 2014.117(1): p. 1-6.

764.Blin, O., et al., Effects of dimethylaminoethanol pyroglutamate (DMAE p-Glu) against
memory deficits induced by scopolamine: evidence from preclinical and clinical studies.
Psychopharmacology (Berl), 2009. 207(2): p. 201-12.

765. Antidepressant-like effect of food-derived pyroglutamyl peptides in mice. Neuropeptides, 2015.
51: p. 25-29.

766. Gamarra, Y., et al., Pyroglutamic acidosis by glutathione regeneration blockage in critical
patients with septic shock. Crit Care, 2019. 23(1): p. 162.

767. Chen, W.X., et al., Plasma Amino Acid Profile in Children with Autism Spectrum Disorder in
Southern China: Analysis of 110 Cases. J Autism Dev Disord, 2024. 54(4): p. 1567-1581.

768. Database, H.M., Human Metabolome Database: Showing metabocard for 2-Hydroxybutyric
acid (HMDB0000008). Human Metabolome Database.

769. Landaas, S., The formation of 2-hydroxybutyric acid in experimental animals. Clin Chim Acta,
1975.58(1): p. 23-32.

770. de Bari, L., et al., Interplay among Oxidative Stress, Methylglyoxal Pathway and
S-Glutathionylation. Antioxidants (Basel), 2020. 10(1).

771. Lee, K., et al., Induction of a hypermetabolic state in cultured hepatocytes by glucagon and
H202. Metab Eng, 2003. 5(4): p. 221-9.

772. Makarov, MV., S.A.J. Trammell, and M.E. Migaud, The chemistry of the vitamin B3 metabolome.
Biochem Soc Trans, 2019. 47(1): p. 131-147.

773. Jiang, H., et al., Altered hepatic sulfur metabolism in cystathionine B-synthase-deficient
homocystinuria: regulatory role of taurine on competing cysteine oxidation pathways. Faseb j,
2014. 28(9): p. 4044-54.,

774. Marliss, E.B., F.T. Murray, and A.F. Nakhooda, The metabolic response to hypocaloric protein
diets in obese man. J Clin Invest, 1978. 62(2): p. 468-79.

775. Knapik-Czajka, M., Simvastatin increases liver branched-chain a-ketoacid dehydrogenase
activity in rats fed with low protein diet. Toxicology, 2014. 325: p. 107-14.

776. Palmer, B.F. and D.J. Clegg, Electrolyte Disturbances in Patients with Chronic Alcohol-Use
Disorder. N Engl J Med, 2017. 377(14): p. 1368-1377.

777.Huang, J., et al., Update on Measuring Ketones. J Diabetes Sci Technol, 2024. 18(3): p. 714-726.

RETURN TO TABLE OF CONTENTS Page 201 of 222



oo, OAT

... .0. ORGANIC ACIDS TEST

778. Peters, H., et al., Metabolite studies in HIBCH and ECHST defects: Implications for screening.
Mol Genet Metab, 2015. 115(4): p. 168-73.

779. Konkolova, J., et al., Severe child form of primary hyperoxaluria type 2 - a case report revealing
consequence of GRHPR deficiency on metabolism. BMC Med Genet, 2017. 18(1): p. 59.

780. Gupta, S., et al., Analysis of differential neonatal lethality in cystathionine f-synthase deficient
mouse models using metabolic profiling. Faseb j, 2021. 35(6): p. €21629.

781. Pooya, S., et al., Methyl donor deficiency impairs fatty acid oxidation through PGC-1a
hypomethylation and decreased ER-a, ERR-a, and HNF-4w in the rat liver. J Hepatol, 2012. 57(2):
p. 344-51.

782. Guéant, J.L., et al., Causes and consequences of impaired methionine synthase activity in
acquired and inherited disorders of vitamin B(12) metabolism. Crit Rev Biochem Mol Biol, 2022.
57(2): p. 133-155.

783. James, S.J., et al., Elevation in S-adenosylhomocysteine and DNA hypomethylation: potential
epigenetic mechanism for homocysteine-related pathology. J Nutr, 2002. 132(8 Suppl): p
2361s-2366s.

784. Pacana, T., et al., Dysregulated Hepatic Methionine Metabolism Drives Homocysteine Elevation
in Diet-Induced Nonalcoholic Fatty Liver Disease. PLoS One, 2015. 10(8): p. e0136822.

785. Zhang, J., et al., Low-Level Environmental Phthalate Exposure Associates with Urine
Metabolome Alteration in a Chinese Male Cohort. Environ Sci Technol, 2016. 50(11): p. 5953-60.

786. Jeitner, TM., et al., Cystine rather than cysteine is the preferred substrate for B-elimination by
cystathionine y-lyase: implications for dietary methionine restriction. GeroScience, 2024. 46(4).

787. Database, H.M., Human Metabolome Database: Showing metabocard for Orotic acid
(HMDB0000226). Human Metabolome Database.

788. Noiret, L., S. Baigent, and R. Jalan, Arterial ammonia levels in cirrhosis are determined by
systemic and hepatic hemodynamics, and by organ function: a quantitative modelling study.
Liver Int, 2014. 34(6): p. e45-55.

789. Portal hypertension. Current Opinion in Gastroenterology, 1999.

790. Li, C., et al., High-level and -yield orotic acid production in Escherichia coli through systematic
modular engineering and “Chaos to Order Cycles” fermentation. Bioresource Technology, 2024.
4117: p. 131345.

791. Nezu, T. and O. Shimokawa, Acetate-Mediated Production of Orotic Acid by ura3 Mutants of
Candida albicans. Microbiology and Immunology, 2004. 48(10): p. 783-785.

792. Brosnan, M.E. and J.T. Brosnan, Orotic acid excretion and arginine metabolism. J Nutr, 2007.
137(6 Suppl 2): p. 1656s-1661s.

793. van der Weyden, M.B., M. Cooper, and B.G. Firkin, Altered Erythrocyte Pyrimidine Activity in
Vitamin B12 or Folate Deficiency. British Journal of Haematology, 1979. 42(1): p. 85-91.

794. Loffler, M., E.A. Carrey, and E. Zameitat, Orotic Acid, More Than Just an Intermediate of
Pyrimidine de novo Synthesis. J Genet Genomics, 2015. 42(5): p. 207-19.

RETURN TO TABLE OF CONTENTS Page 202 of 222



O 0

oo 0%, OAT

@
ORGANIC ACIDS TEST

)
%°

%°

795. Bailey, C.J., Orotic aciduria and uridine monophosphate synthase: A reappraisal. Journal of
Inherited Metabolic Disease, 2009. 32: p. 227-233.

796. Amenyah, S.D., et al., Influence of nutrients involved in one-carbon metabolism on DNA
methylation in adults-a systematic review and meta-analysis. Nutr Rev, 2020. 78(8): p. 647-
666.

797. Coppede, F., et al., Association of Polymorphisms in Genes Involved in One-Carbon Metabolism
with MTHFR Methylation Levels. Int J Mol Sci, 2019. 20(15).

798. Himmelreich, N., N. Blau, and B. Thony, Molecular and metabolic bases of tetrahydrobiopterin
(BH(4)) deficiencies. Mol Genet Metab, 2021. 133(2): p. 123-136.

799. Empie, M\W. and N. Melachouris, Determination of orotic acid in whey and modified whey
products. J Dairy Sci, 1978. 61(6): p. 683-7.

800. Hatchwell, L.C. and J.A. Milner, Amino acid induced orotic aciduria. J Nutr, 1978. 108(4): p.
578-84.

801. Simmonds, H.A., et al., Orotidine accumulation in human erythrocytes during allopurinol
therapy: association with high urinary oxypurinol-7-riboside concentrations in renal failure and
in the Lesch-Nyhan syndrome. Clin Sci (Lond), 1991. 80(3): p. 191-7.

802. Choi, Y.J., et al., Orotic acid induces hypertension associated with impaired endothelial nitric
oxide synthesis. Toxicol Sci, 2015. 144(2): p. 307-17.

803. Longo, N., Disorders of biopterin metabolism. J Inherit Metab Dis, 2009. 32(3): p. 333-42.

804. Opladen, T., G.F. Hoffmann, and N. Blau, An international survey of patients with
tetrahydrobiopterin deficiencies presenting with hyperphenylalaninaemia. J Inherit Metab Dis,
2012. 35(6): p. 963-73.

805. Ah Mew, N., et al., Urea Cycle Disorders Overview, in GeneReviews® [Internet], M.P. Adam, et
al., Editors. 2003, University of Washington, Seattle: Seattle (WA).

806. Camacho, J. and N. Rioseco-Camacho, Hyperornithinemia-Hyperammonemia-
Homocitrullinuria Syndrome, in GeneReviews(®), M.P. Adam, et al., Editors. 1993, University of
Washington, Seattle

Copyright © 1993-2025, University of Washington, Seattle. GeneReviews is a registered trademark
of the University of Washington, Seattle. All rights reserved.: Seattle (WA).

807. DailyMed - XURIDEN- uridine triacetate granule.

808. Nunes, V. and H. Niinikoski, Lysinuric Protein Intolerance, in GeneReviews® [Internet], M.P.
Adam, et al., Editors. 2006, University of Washington, Seattle: Seattle (WA).

809. Database, H.M., Human Metabolome Database: Showing metabocard for Salicyluric acid
(HMDB0000840). Human Metabolome Database.

810. Salicylate - an overview. ScienceDirect Topics.
811. Arif, H. and S. Aggarwal, Salicylic Acid (Aspirin), in StatPearls. 2025, StatPearls Publishing
Copyright © 2025, StatPearls Publishing LLC.: Treasure Island (FL).

RETURN TO TABLE OF CONTENTS Page 203 of 222



O 0

oo 0%, OAT

@
ORGANIC ACIDS TEST

)
%°

%°

812. Pruss, K.M., et al., Host-microbe co-metabolism via MCAD generates circulating metabolites
including hippuric acid. Nat Commun, 2023. 14(1): p. 512.

813. McDevitt, J. and P. Goldman, Effect of the intestinal flora on the urinary organic acid profile of
rats ingesting a chemically simplified diet. Food and Chemical Toxicology, 1991. 29(2): p. 107-
13.

814. Mishra, A.K. and K.H. Baek, Salicylic Acid Biosynthesis and Metabolism: A Divergent Pathway
for Plants and Bacteria. Biomolecules, 2021. 11(5).

815. Boji¢, M., et al., Aromatic hydroxylation of salicylic acid and aspirin by human cytochromes
P450. Eur J Pharm Sci, 2015. 73: p. 49-56.

816. Aresta, A. and C. Zambonin, Simultaneous determination of salicylic, 3-methyl salicylic,
4-methyl salicylic, acetylsalicylic and benzoic acids in fruit, vegetables and derived beverages by
SPME-LC-UV/DAD. J Pharm Biomed Anal, 2016. 121: p. 63-68.

817. Gajewska, D., P.K. Keszycka, and M. Szkop, Dietary salicylates in herbs and spices. Food Funct,
2019.10(11): p. 7037-7041.

818. Wood, A., et al., A systematic review of salicylates in foods: estimated daily intake of a Scottish
population. Mol Nutr Food Res, 2011. 55 Suppl 1: p. S7-s14.

819. Duthie, G.G. and A.D. Wood, Natural salicylates: foods, functions and disease prevention. Food
& Function, 2011. 2(9): p. 515-520.

820. Finamor, |., et al., Chronic aspartame intake causes changes in the trans-sulphuration pathway;,
glutathione depletion and liver damage in mice. Redox Biol, 2017. 11: p. 701-707.

821. Ashok, I. and R. Sheeladevi, Oxidant stress evoked damage in rat hepatocyte leading to
triggered nitric oxide synthase (NOS) levels on long term consumption of aspartame. J Food
Drug Anal, 2015. 23(4): p. 679-691.

822. Lebda, M.A., H.G. Tohamy, and Y.S. El-Sayed, Long-term soft drink and aspartame intake
induces hepatic damage via dysregulation of adipocytokines and alteration of the lipid profile
and antioxidant status. Nutr Res, 2017. 41: p. 47-55.

823. Motojima, M., et al., Uraemic toxins induce proximal tubular injury via organic anion transporter
1-mediated uptake. Br J Pharmacol, 2002. 135(2): p. 555-63.

824. Zhu, L., et al., Advancing metabolic networks and mapping updated urinary metabolic

fingerprints after exposure to typical carcinogenic heterocyclic aromatic amines. Environ Pollut,
2023. 319: p. 120936.

825. Harralson, J.D., B.l. Wolfe, and F.C. Brown, Inhibition of dopamine beta-hydroxylase by
4-hydroxypyrazole: ethanol-pyrazole effects on serum dopamine beta-hydroxylase in vivo.
Pharmacol Exp Ther, 1978. 206(1): p. 69-74.

826. Gregus, Z., et al., Dependence of glycine conjugation on availability of glycine: role of the
glycine cleavage system. Xenobiotica, 1993. 23(2): p. 141-53.

RETURN TO TABLE OF CONTENTS Page204 of 222



oo, OAT

... .0. ORGANIC ACIDS TEST

827.Tan, H.C., et al., The impact of obesity-associated glycine deficiency on the elimination of
endogenous and exogenous metabolites via the glycine conjugation pathway. Front Endocrinol
(Lausanne), 2024.15: p. 1343738.

828. Bo, T. and J. Fuijii, Primary Roles of Branched Chain Amino Acids (BCAAs) and Their Metabolism
in Physiology and Metabolic Disorders. Molecules, 2024. 30(1).

829. Islam, M.M., et al., A novel branched-chain amino acid metabolon. Protein-protein interactions
in a supramolecular complex. J Biol Chem, 2007. 282(16): p. 11893-903.

830. Adeva-Andany, M.M., et al., Enzymes involved in branched-chain amino acid metabolism in
humans. Amino Acids, 2017. 49(6): p. 1005-1028.

831. University, C., Thiamin Biochemistry. 2024

832. Ohie, T., et al., Gas chromatography-mass spectrometry with tert.-butyldimethylsilyl derivation:
use of the simplified sample preparations and the automated data system to screen for organic
acidemias. J Chromatogr B Biomed Sci Appl, 2000. 746(1): p. 63-73.

833. Landaas, S. and C. Jakobs, The occurrence of 2-hydroxyisovaleric acid in patients with lactic
acidosis and ketoacidosis. Clinica Chimica Acta, 1977. 78(3): p. 489-493.

834. Landaas, S., Accumulation of 3-hydroxyisobutyric acid, 2-methyl-3-hydroxybutyric acid and
3-hydroxyisovaleric acid in ketoacidosis. Clin Chim Acta, 1975. 64(2): p. 143-54.

835. Williamson, J.R., E. Watajtys-Rode, and K.E. Coll, Effects of branched chain alpha-ketoacids
on the metabolism of isolated rat liver cells. . Regulation of branched chain alpha-ketoacid
metabolism. J Biol Chem, 1979. 254(22): p. 11511-20.

836. Zinnanti, W.J., et al., Dual mechanism of brain injury and novel treatment strategy in maple
syrup urine disease. Brain, 2009. 132(Pt 4): p. 903-18.

837. Biswas, D., et al., Branched-chain ketoacid overload inhibits insulin action in the muscle. J Biol
Chem, 2020. 295(46): p. 15597-15621.

838. Holecek, M., et al., Alterations in protein and amino acid metabolism in rats fed a branched-
chain amino acid- or leucine-enriched diet during postprandial and postabsorptive states. Nutr
Metab (Lond), 2016.13: p. 12.

839. Wiltafsky, M.K., M.\W. Pfaffl, and F.X. Roth, The effects of branched-chain amino acid
interactions on growth performance, blood metabolites, enzyme kinetics and transcriptomics in
weaned pigs. Br J Nutr, 2010. 103(7): p. 964-76.

840. Dimou, A., V. Tsimihodimos, and E. Bairaktari, The Critical Role of the Branched Chain Amino
Acids (BCAAs) Catabolism-Regulating Enzymes, Branched-Chain Aminotransferase (BCAT) and
Branched-Chain a-Keto Acid Dehydrogenase (BCKD), in Human Pathophysiology. Int J Mol Sci,
2022.23(7).

841.Van Hove, J., et al., Valproic acid associated with toxic accumulation of hyperbranched chain
amino acids leading to coma and death. Ann Neurol, 1993. 33(6): p. 6.

842. Navarro, D., C. Zwingmann, and R.F. Butterworth, Impaired oxidation of branched-chain amino
acids in the medial thalamus of thiamine-deficient rats. Metabolic Brain Disease, 2008. 23(4): p.
445-455,

RETURN TO TABLE OF CONTENTS Page 205 of 222



oo, OAT

... .0. ORGANIC ACIDS TEST

843. Noguchi, S., et al., Ca(2+)-dependent inhibition of branched-chain a-ketoacid dehydrogenase
kinase by thiamine pyrophosphate. Biochem Biophys Res Commun, 2018. 504(4): p. 916-920.

844. Walker, V. and G.A. Mills, Effects of birth asphyxia on urinary organic acid excretion. Biol
Neonate, 1992. 61(3): p. 162-72.

845. Hutson, S.M., A.J. Sweatt, and K.F. Lanoue, Branched-chain [corrected] amino acid
metabolism: implications for establishing safe intakes. J Nutr, 2005. 135(6 Suppl): p. 1557s-64s.

846. Marrs, C. and D. Lonsdale, Hiding in Plain Sight: Modern Thiamine Deficiency. Cells, 2021.
10(10).

847. Wajner, M., C.R. Vargas, and A.U. Amaral, Disruption of mitochondrial functions and oxidative
stress contribute to neurologic dysfunction in organic acidurias. Arch Biochem Biophys, 2020.
696: p. 108646.

848. Mann, G., et al., Branched-chain Amino Acids: Catabolism in Skeletal Muscle and Implications
for Muscle and Whole-body Metabolism. Front Physiol, 2021. 12: p. 702826.

849. Strauss, K.A., E.G. Puffenberger, and V.J. Carson, Maple Syrup Urine Disease, in GeneReviews(®),
M.P. Adam, et al., Editors. 1993, University of Washington, Seattle

Copyright © 1993-2025, University of Washington, Seattle. GeneReviews is a registered trademark
of the University of Washington, Seattle. All rights reserved.: Seattle (WA).

850. Goldberg, E.J., et al., Tissue-specific characterization of mitochondrial branched-chain keto acid
oxidation using a multiplexed assay platform. Biochemical Journal, 2019. 476(10): p. 1521-1537.

851. Wajner, M. and S.I. Goodman, Disruption of mitochondrial homeostasis in organic acidurias:
insights from human and animal studies. J Bioenerg Biomembr, 2011. 43(1): p. 31-8.

852. Harris, R.A., et al., Overview of the molecular and biochemical basis of branched-chain amino
acid catabolism. J Nutr, 2005. 135(6 Suppl): p. 1527s-30s.

853. Duarte, I.F. and A.M. Gil, Metabolic signatures of human disease: Recent findings from NMR
spectroscopy and mass spectrometry. Journal of Proteome Research, 2012. 11(2): p. 577-585.

854. Shestopalov, A.l. and B.S. Kristal, Branched chain keto-acids exert biphasic effects on alpha-
ketoglutarate-stimulated respiration in intact rat liver mitochondria. Neurochem Res, 2007.
32(4-5): p. 947-51.

855. Szabo, E., et al., Mitochondrial Alpha-Keto Acid Dehydrogenase Complexes: Recent

Developments on Structure and Function in Health and Disease. Subcell Biochem, 2024. 104: p.
295-381.

856. Jungas, R.L., M.L. Halperin, and J.T. Brosnan, Quantitative analysis of amino acid oxidation and
related gluconeogenesis in humans. Physiol Rev, 1992. 72(2): p. 419-48.

857. Huang, H.M., et al., alpha-keto-beta-methyl-n-valeric acid diminishes reactive oxygen species
and alters endoplasmic reticulum Ca(2+) stores. Free Radic Biol Med, 2004. 37(11): p. 1779-89.

858. Mietus-Snyder, M., et al., Next generation, modifiable cardiometabolic biomarkers:
mitochondrial adaptation and metabolic resilience: a scientific statement from the American
Heart Association. Circulation, 2023. 148(22): p. 1827-1845.

RETURN TO TABLE OF CONTENTS Page 206 of 222



oo, OAT

... .0. ORGANIC ACIDS TEST

859. Sakko, M., Antimicrobial activity and suitability of 2-hydroxyisocaproic acid for the treatment of
root canal infections. 2016.

860. Pahalagedara, A., et al., Antibacterial efficacy and possible mechanism of action of
2-hydroxyisocaproic acid (HICA). PLoS One, 2022. 17(4): p. e0266406.

861. Amaral, A.U., et al., Alpha-ketoisocaproic acid and leucine provoke mitochondrial bioenergetic
dysfunction in rat brain. Brain Res, 2010. 1324: p. 75-84.

862. Farias, H.R., et al., The metabolic effect of a-ketoisocaproic acid: in vivo and in vitro studies.
Metab Brain Dis, 2021. 36(1): p. 185-192.

863. Mailloux, R.J., The emerging importance of the ¥-keto acid dehydrogenase complexes in serving
as intracellular and intercellular signaling platforms for the regulation of metabolism. Redox
Biol, 2024. 72: p. 103155.

864. Toyokawa, Y., J. Koonthongkaew, and H. Takagi, An overview of branched-chain amino acid
aminotransferases: functional differences between mitochondrial and cytosolic isozymes in
yeast and human. Appl Microbiol Biotechnol, 2021. 105(21-22): p. 8059-8072.

865. Bezsudnova, E.Y., K.M. Boyko, and V.O. Popov, Properties of Bacterial and Archaeal Branched-
Chain Amino Acid Aminotransferases. Biochemistry (Mosc), 2017. 82(13): p. 1572-1591.

866. Goto, M., et al., Crystal structures of branched-chain amino acid aminotransferase complexed
with glutamate and glutarate: true reaction intermediate and double substrate recognition of
the enzyme. Biochemistry, 2003. 42(13): p. 3725-33.

867. Sanli, G., J.I. Dudley, and M. Blaber, Structural biology of the aldo-keto reductase family of
enzymes: catalysis and cofactor binding. Cell Biochem Biophys, 2003. 38(1): p. 79-101.

868. Kuhara, T., et al., Studies of urinary organic acid profiles of a patient with dihydrolipoy!
dehydrogenase deficiency. Clin Chim Acta, 1983. 133(2): p. 133-40.

869. Haan, E., et al., Severe illness caused by the products of bacterial metabolism in a child with a
short gut. Eur J Pediatr, 1985. 144(1): p. 63-5.

870. Xu, M., et al., The alpha-ketoisocaproate catabolism in human and rat livers. Biochem Biophys
Res Commun, 2000. 276(3): p. 1080-4.

871. Stipanuk, M.H., Metabolism of Sulfur-Containing Amino Acids: How the Body Copes with Excess
Methionine, Cysteine, and Sulfide. The Journal of Nutrition, 2020. 150: p. 2494S-2505S.

872.Toue, S., et al., Screening of toxicity biomarkers for methionine excess in rats. J Nutr, 2006.
136(6 Suppl): p. 1716s-1721s.

873. Achouri, Y., G. Noél, and E. Van Schaftingen, 2-Keto-4-methylthiobutyrate, an intermediate
in the methionine salvage pathway, is a good substrate for CtBP1. Biochem Biophys Res
Commun, 2007. 352(4): p. 903-6.

874.Tang, B., et al., The methionine salvage pathway compound 4-methylthio-2-oxobutanate
causes apoptosis independent of down-regulation of ornithine decarboxylase. Biochem
Pharmacol, 2006. 72(7): p. 806-15.

RETURN TO TABLE OF CONTENTS Page 207 of 222



oo, OAT

... .0. ORGANIC ACIDS TEST

875. Martensson, J., The occurrence of 4-methylthio-2-hydroxybutyrate in human urine. Analytical
Biochemistry, 1986. 154(1): p. 43-49.

876. Pirkov, |., et al., A complete inventory of all enzymes in the eukaryotic methionine salvage
pathway. Febs j, 2008. 275(16): p. 4111-20.

877. Tavares, C.D., et al., The Methionine Transamination Pathway Controls Hepatic Glucose
Metabolism through Regulation of the GCN5 Acetyltransferase and the PGC-Ta Transcriptional
Coactivator. J Biol Chem, 2016. 291(20): p. 10635-45.

878. Boulton, A.A., Phenylethylaminergic modulation of catecholaminergic neurotransmission. Prog
Neuropsychopharmacol Biol Psychiatry, 1991. 15(2): p. 139-56.

879. Janssen, P.A., et al., Does phenylethylamine act as an endogenous amphetamine in some
patients? Int J Neuropsychopharmacol, 1999. 2(3): p. 229-240.

880. Rueff, J., et al., Genetic effects and biotoxicity monitoring of occupational styrene exposure.
Clinical Chemistry and Laboratory Medicine, 2009. 399(1-2): p. 8-23.

881. Mohamadyan, M., et al., Occupational exposure to styrene and its relation with urine mandelic
acid, in plastic injection workers. Environ Monit Assess, 2019. 191(2): p. 62.

882. Carbonari, D., et al., Influence of genetic polymorphisms of styrene-metabolizing enzymes on
the levels of urinary biomarkers of styrene exposure. Toxicol Lett, 2015. 233(2): p. 156-62.

883. Jang, J.Y., P.O. Droz, and S. Kim, Biological monitoring of workers exposed to ethylbenzene and
co-exposed to xylene. Int Arch Occup Environ Health, 2001. 74(1): p. 31-7.

884. Capella, K.M., et al., Ethylbenzene and styrene exposure in the United States based on urinary
mandelic acid and phenylglyoxylic acid: NHANES 2005-2006 and 2011-2012. Environ Res, 2019.
171: p. 101-110.

885. Teigen, K., N.A. Frgystein, and A. Martinez, The structural basis of the recognition of
phenylalanine and pterin cofactors by phenylalanine hydroxylase: implications for the catalytic
mechanism. J Mol Biol, 1999. 294(3): p. 807-23.

886. Fitzpatrick, P.F., Tetrahydropterin-dependent amino acid hydroxylases. Annu Rev Biochem,
1999. 68: p. 355-81.

887. Hoag, G.N., A. Hill, and W. Zaleski, Urinary mandelic acid: identified in normal individuals
following a single oral load of phenylethylamine. Clin Biochem, 1977. 10(5): p. 181-2.

888. Longo, N., Disorders of biopterin metabolism. Journal of Inherited Metabolic Disease, 2009.
32(3): p. 333-342.

889. Shintaku, H., Disorders of tetrahydrobiopterin metabolism and their treatment. Curr Drug
Metab, 2002. 3(2): p. 123-31.

890. Xu, F., et al., Disturbed biopterin and folate metabolism in the Qdpr-deficient mouse. FEBS
Letters, 2014. 588(21): p. 3924-3931.

891. Human Metabolome Database: Showing metabocard for Mandelic acid (HMDB0000703). 2025.

892. Dickert, S., A.J. Pierik, and W. Buckel, Molecular characterization of phenyllactate dehydratase
and its initiator from Clostridium sporogenes. Mol Microbiol, 2002. 44(1): p. 49-60.

RETURN TO TABLE OF CONTENTS Page208 of 222



oo, OAT

... .0. ORGANIC ACIDS TEST

893. Rosa, A.P,, et al., Phenylpyruvic acid decreases glucose-6-phosphate dehydrogenase activity in
rat brain. Cell Mol Neurobiol, 2012. 32(7): p. 1113-8.

894. Langenbeck, U., A. Behbehani, and A. Mench-Hoinowski, A synopsis of the unconjugated acidic
transamination metabolites of phenylalanine in phenylketonuria. J Inherit Metab Dis, 1992.
15(1): p. 136-44.

895. Loo, Y.H., J. Scotto, and H.M. Wisniewski, Myelin deficiency in experimental phenylketonuria:
contribution of the aromatic acid metabolites of phenylalanine. Adv Exp Med Biol, 1978. 100: p.
453-69.

896. Gimenez, C., et al., Experimental phenylketonuria: metabolic studies in rat liver. Molecular and
Cellular Biochemistry, 1977.16(1): p. 9-16.

897. Kitagawa, T., B.A. Smith, and E.S. Brown, Gas-liquid chromatography of phenylalanine and its
metabolites in serum and urine of various hyperphenylalaninemic subjects, their relatives, and
controls. Clin Chem, 1975. 21(6): p. 735-40.

898. Moran, G.R., 4-Hydroxyphenylpyruvate dioxygenase. Arch Biochem Biophys, 2005. 433(1): p
117-28.

899. Mistry, J.B., M. Bukhari, and A.M. Taylor, Alkaptonuria. Rare Dis, 2013. 1: p. e27475.

900. Gu, X., et al., Distinctive Metabolomics Patterns Associated With Insulin Resistance and Type 2
Diabetes Mellitus. Front Mol Biosci, 2020. 7: p. 609806.

901. Valerio, F., et al., Production of phenyllactic acid by lactic acid bacteria: an approach to the
selection of strains contributing to food quality and preservation. FEMS Microbiol Lett, 2004.
233(2): p. 289-95.

902. Taslimifar, M., et al., Functional Polarity of Microvascular Brain Endothelial Cells Supported by

Neurovascular Unit Computational Model of Large Neutral Amino Acid Homeostasis. Front
Physiol, 2018. 9: p. 171.

903. van Ginkel, W.G., et al., Presumptive brain influx of large neutral amino acids and the effect of
phenylalanine supplementation in patients with Tyrosinemia type 1. PLoS One, 2017.12(9): p.
e0185342.

904. de Oliveira, J., H.R. Farias, and E.L. Streck, Experimental evidence of tyrosine neurotoxicity:
focus on mitochondrial dysfunction. Metab Brain Dis, 2021. 36(7): p. 1673-1685.

905. Fell, V., J.A. Hoskins, and R.J. Pollitt, The labelling of urinary acids after oral doses of deuterated
L-phenylalanine and L-tyrosine in normal subjects. Quantitative studies with implications for the
deuterated phenylalanine load test in phenylketonuria. Clin Chim Acta, 1978. 83(3): p. 259-69.

906. Nagy, A., A.E. Bley, and F. Eichler, Canavan Disease, in GeneReviews(®), M.P. Adam, et al.,
Editors. 1993, University of Washington, Seattle

Copyright © 1993-2025, University of Washington, Seattle. GeneReviews is a registered trademark
of the University of Washington, Seattle. All rights reserved.: Seattle (WA).

907. Potter, V.R. and K.P. Dubois, STUDIES ON THE MECHANISM OF HYDROGEN TRANSPORT IN
ANIMAL TISSUES : VI INHIBITOR STUDIES WITH SUCCINIC DEHYDROGENASE. J Gen Physiol,
1943. 26(4): p. 391-404.

RETURN TO TABLE OF CONTENTS Page209 of 222



oo, OAT

... .0. ORGANIC ACIDS TEST

908. Bowman, C.E. and M.J. Wolfgang, Role of the malonyl-CoA synthetase ACSF3 in mitochondrial
metabolism. Adv Biol Regul, 2019. 71: p. 34-40.

909. Snanoudj, S., et al., Heterogenous Clinical Landscape in a Consanguineous Malonic Aciduria
Family. Int J Mol Sci, 2021. 22(23).

910. Bowman, C.E., et al., The Mammalian Malonyl-CoA Synthetase ACSF3 Is Required for
Mitochondrial Protein Malonylation and Metabolic Efficiency. Cell Chem Biol, 2017. 24(6): p.
673-684.e4.

911. Parent, R.A., et al., Metabolism and distribution of [2,3-14C]acrolein in Sprague-Dawley rats. Il.
Identification of urinary and fecal metabolites. Toxicol Sci, 1998. 43(2): p. 110-20.

912. Stevens, J.F. and C.S. Maier, Acrolein: sources, metabolism, and biomolecular interactions
relevant to human health and disease. Mol Nutr Food Res, 2008. 52(1): p. 7-25.

913. EPA, Acrolein. 2006.

914. Gibson, K.M., et al., 4-Hydroxybutyric acid and the clinical phenotype of succinic semialdehyde
dehydrogenase deficiency, an inborn error of GABA metabolism. Neuropediatrics, 1998. 29(1):
p. 14-22.

915. Kardon, T., et al., Identification of the gene encoding hydroxyacid-oxoacid transhydrogenase, an
enzyme that metabolizes 4-hydroxybutyrate. FEBS Lett, 2006. 580(9): p. 2347-50.

916. Wong, C.G., T. Bottiglieri, and O.C. Snead, 3rd, GABA, gamma-hydroxybutyric acid, and
neurological disease. Ann Neurol, 2003. 54 Suppl 6: p. S3-12.

917. Ravasz, D., et al., Catabolism of GABA, succinic semialdehyde or gamma-hydroxybutyrate
through the GABA shunt impair mitochondrial substrate-level phosphorylation. Neurochem Int,
2017.109: p. 41-53.

918. Elliott, S., P. Lowe, and A. Symonds, The possible influence of micro-organisms and
putrefaction in the production of GHB in post-mortem biological fluid. Forensic Sci Int, 2004.
139(2-3): p. 183-90.

919. Wellendorph, P., et al., International Union of Basic and Clinical Pharmacology. CXX.

y-Hydroxybutyrate protein targets in the mammalian brain-beyond classic receptors. Pharmacol
Rev, 2025. 77(4): p. 100064

920. Gould, T., et al., GABA(B) receptor-mediated activation of astrocytes by gamma-hydroxybutyric
acid. Philos Trans R Soc Lond B Biol Sci, 2014. 369(1654): p. 20130607.

921. Cammalleri, M., et al., Gamma-hydroxybutyrate reduces GABA(A)-mediated inhibitory
postsynaptic potentials in the CAT region of hippocampus. Neuropsychopharmacology, 2002.
27(6): p. 960-9.

922. Nasrallah, F.A., et al., y-Hydroxybutyrate and the GABAergic footprint: a metabolomic approach
to unpicking the actions of GHB. J Neurochem, 2010. 115(1): p. 58-67.

923. Felmlee, M.A., B.L. Morse, and M.E. Morris, y-Hydroxybutyric Acid: Pharmacokinetics,
Pharmacodynamics, and Toxicology. Aaps j, 2021. 23(1): p. 22.

RETURN TO TABLE OF CONTENTS Page 210 of 222



O 0

oo 0%, OAT

@
ORGANIC ACIDS TEST

)
%°

%°

924. Grela, A., L. Gautam, and M.D. Cole, A multifactorial critical appraisal of substances found in
drug facilitated sexual assault cases. Forensic Sci Int, 2018. 292: p. 50-60.

925. Kaufman, E.E. and T. Nelson, An overview of gamma-hydroxybutyrate catabolism: the role
of the cytosolic NADP(+)-dependent oxidoreductase EC 1.1.1.19 and of a mitochondrial
hydroxyacid-oxoacid transhydrogenase in the initial, rate-limiting step in this pathway:.
Neurochem Res, 1991. 16(9): p. 965-74.

926. She, J., R. Sheng, and Z.H. Qin, Pharmacology and Potential Implications of Nicotinamide
Adenine Dinucleotide Precursors. Aging Dis, 2021. 12(8): p. 1879-1897.

927. Zapata-Pérez, R., et al., NAD(+) homeostasis in human health and disease. EMBO Mol Med,
2021.13(7): p. €13943.

928. Database, H.M., Human Metabolome Database: Showing metabocard for Phosphate
(HMDB0001429). Human Metabolome Database.

929. Homma-Takeda, S., et al., Phosphorus Localization and Its Involvement in the Formation of
Concentrated Uranium in the Renal Proximal Tubules of Rats Exposed to Uranyl Acetate. Int J
Mol Sci, 2019. 20(19).

930. Loghman-Adham, M., Renal effects of environmental and occupational lead exposure. Environ
Health Perspect, 1997. 105(9): p. 928-38.

931. DiPalma, J., et al., Biochemical effects of oral sodium phosphate. Gastroenterology, 1995. 108:
p. AlT.

932. Escalante, C.P., M.A. Weiser, and K. Finkel, Hyperphosphatemia associated with phosphorus-
containing laxatives in a patient with chronic renal insufficiency. South Med J, 1997. 90(2): p.
240-2.

933. DailyMed - K-PHOS NO. 2 - potassium phosphate, monobasic and sodium phosphate,
monobasic, anhydrous tablet, coated.

934. Sawin, D.A., et al., Phosphates in medications: Impact on dialysis patients. Clin Nephrol, 2020.
93(4): p. 163-171.

935. Matsunaga, C., et al., Effect of famotidine and lansoprazole on serum phosphorus levels in
hemodialysis patients on calcium carbonate therapy. Clin Nephrol, 2007. 68(2): p. 93-8.

936. Cupisti, A., et al., The extra-phosphate intestinal load from medications: is it a real concern?
Journal of Nephrology, 2016. 29(6): p. 857-862.

937. Jacquillet, G. and R.J. Unwin, Physiological regulation of phosphate by vitamin D, parathyroid
hormone (PTH) and phosphate (Pi). Pflugers Arch, 2019. 471(1): p. 83-98.

938. Michigami, T., Advances in understanding of phosphate homeostasis and related disorders.
Endocr J, 2022. 69(8): p. 881-896.

939. Khairallah, P., et al., Acid Load and Phosphorus Homeostasis in CKD. Am J Kidney Dis, 2017.
70(4): p. 541-550.

940. Salcedo-Betancourt, J.D. and O.W. Moe, The Effects of Acid on Calcium and Phosphate
Metabolism. Int J Mol Sci, 2024. 25(4).

RETURN TO TABLE OF CONTENTS Page 211 of 222



oo, OAT

... .0. ORGANIC ACIDS TEST

941. Shore, R.M., Disorders of phosphate homeostasis in children, part 1: primer on mineral ion
homeostasis and the roles of phosphate in skeletal biology. Pediatric Radiology, 2022. 52(12): p.
2278-2289.

942. Zechner, C., et al., Hypophosphatemia in acute liver failure of a broad range of etiologies is
associated with phosphaturia without kidney damage or phosphatonin elevation. Transl Res,
2021.238: p. 1-11.

943. Drezner, M.K., et al., 1,25-Dihydroxycholecalciferol deficiency: the probable cause of
hypocalcemia and metabolic bone disease in pseudohypoparathyroidism. J Clin Endocrinol
Metab, 1976. 42(4): p. 621-8.

944. Zavatta, G., et al., Phosphate Metabolism and Pathophysiology in Parathyroid Disorders and
Endocrine Tumors. Int J Mol Sci, 2021. 22(23).

945. Liu, S., et al., The effect of bovine parathyroid hormone withdrawal on MC3T3-ET cell
proliferation and phosphorus metabolism. PLoS One, 2015. 10(3): p. e0120402.

946. Ikizler, T A., et al., KDOQI Clinical Practice Guideline for Nutrition in CKD: 2020 Update. Am |
Kidney Dis, 2020. 76(3 Suppl 1): p. S1-s107.

947. Moore, LW., et al., Association of dietary phosphate and serum phosphorus concentration by
levels of kidney function. Am J Clin Nutr, 2015. 102(2): p. 444-53.

948. Lampila, L.E., Nutrition: Applications and functions of food-grade phosphates, in Annals of the
New York Academy of Sciences. 2013. p. 37-44.

949. Nurzynska-Wierdak, R. and M. Walasek-Janusz, Chemical Composition, Biological Activity, and
Potential Uses of Oregano (Origanum vulgare L.) and Oregano Essential Oil. Pharmaceuticals,
2025.18(2): p. 267.

950. Gopalsamy, R.G., et al., Dietary essential oil components: A systematic review of preclinical
studies on the management of gastrointestinal diseases. Phytomedicine, 2025. 140: p. 156630.

951. Li, Z., et al., Allicin shows antifungal efficacy against Cryptococcus neoformans by blocking the
fungal cell membrane. Front Microbiol, 2022. 13: p. 1012516.

952. Guo, H., et al., Berberine and rifaximin effects on small intestinal bacterial overgrowth: Study
protocol for an investigator-initiated, double-arm, open-label, randomized clinical trial (BRIEF-
SIBO study). Front Pharmacol, 2023. 14: p. 1121435.

953. Huang, X., et al., Inhibitory effect of berberine hydrochloride against Candida albicans and the
role of the HOG-MAPK pathway. J Antibiot (Tokyo), 2021. 74(11): p. 807-816.

954. Gupta, P, et al., Biochemical and metabolomic insights into antifungal mechanism of berberine
against Candida glabrata. Appl Microbiol Biotechnol, 2023. 107(19): p. 6085-6102.

955. Skrivanova, E., et al., Changes in the bacterial population of the caecum and stomach of the
rabbit in response to addition of dietary caprylic acid. Vet Microbiol, 2010. 144(3-4): p. 334-9.

956. Gregor, A., et al., Colonic Medium-Chain Fatty Acids Act as a Source of Energy and for Colon
Maintenance but Are Not Utilized to Acylate Ghrelin. Nutrients, 2021. 13(11).

RETURN TO TABLE OF CONTENTS Page 212 of 222



oo, OAT

... .0. ORGANIC ACIDS TEST

957. Kihal, A., M. Rodriguez-Prado, and S. Calsamiglia, The efficacy of mycotoxin binders to control
mycotoxins in feeds and the potential risk of interactions with nutrient: a review. J Anim Sci,
2022.100(11).

958. Galvano, F., et al., Activated carbons: in vitro affinity for ochratoxin A and deoxynivalenol and
relation of adsorption ability to physicochemical parameters. J Food Prot, 1998. 61(4): p. 469-
75.

959. Galvano, F., et al., Activated Carbons: In Vitro Affinity for Fumonisin B1 and Relation of
Adsorption Ability to Physicochemical Parameters. Journal of Food Protection®, 1997. 60: p.
985-991.

960. Oguz, H., et al., In vitro mycotoxin binding capacities of clays, glucomannan and their
combinations. Toxicon, 2022. 214: p. 93-103.

961. Ullah, H., et al., Efficacy of digestive enzyme supplementation in functional dyspepsia:
A monocentric, randomized, double-blind, placebo-controlled, clinical trial. Biomed
Pharmacother, 2023. 169: p. 115858.

962. Majeed, M., et al., Evaluation of the Safety and Efficacy of a Multienzyme Complex in Patients
with Functional Dyspepsia: A Randomized, Double-Blind, Placebo-Controlled Study. J Med Food,
2018. 21(11): p. 1120-1128.

963. Gruy-Kapral, C., et al., Conjugated bile acid replacement therapy for short-bowel syndrome.
Gastroenterology, 1999. 116(1): p. 15-21.

964. Hofmann, A.F., The Continuing Importance of Bile Acids in Liver and Intestinal Disease.
Archives of Internal Medicine, 1999. 159(22): p. 2647-2658.

965. Preidis, G.A., et al., AGA Technical Review on the Role of Probiotics in the Management of
Gastrointestinal Disorders. Gastroenterology, 2020. 159(2): p. 708-738.e4.

966.Su, G.L., etal., AGA Clinical Practice Guidelines on the Role of Probiotics in the Management of
Gastrointestinal Disorders. Gastroenterology, 2020. 159(2): p. 697-705.

967. Waitzberg, D., et al., Can the Evidence-Based Use of Probiotics (Notably Saccharomyces
boulardii CNCM [-745 and Lactobacillus rhamnosus GG) Mitigate the Clinical Effects of
Antibiotic-Associated Dysbiosis? Adv Ther, 2024. 41(3): p. 201-914.

968. Hempel, S., et al., Probiotics for the prevention and treatment of antibiotic-associated diarrhea:
a systematic review and meta-analysis. Jama, 2012. 307(18): p. 1959-69.

969. Saviano, A., et al., The Efficacy of a Mix of Probiotics (Limosilactobacillus reuteri LMG P-27481
and Lacticaseibacillus rhamnosus GG ATCC 53103) in Preventing Antibiotic-Associated

Diarrhea and Clostridium difficile Infection in Hospitalized Patients: Single-Center, Open-Label,
Randomized Trial. Microorganisms, 2024. 12(1).

970. Zhou, Q., et al., Randomised placebo-controlled trial of dietary glutamine supplements for
postinfectious irritable bowel syndrome. Gut, 2019. 68(6): p. 996-1002.

971. Abbasi, F., et al., A systematic review and meta-analysis of clinical trials on the effects of
glutamine supplementation on gut permeability in adults. Amino Acids, 2024. 56(1): p. 60.

RETURN TO TABLE OF CONTENTS Page 213 of 222



oo, OAT

... .0. ORGANIC ACIDS TEST

972.Wang, B., et al., Glutamine and intestinal barrier function. Amino acids, 2014. 47.

973. Mahmood, A., et al., Zinc carnosine, a health food supplement that stabilises small bowel
integrity and stimulates gut repair processes. Gut, 2007. 56(2): p. 168-75.

974. Cesak, O., et al., Carnosine and Beta-Alanine Supplementation in Human Medicine: Narrative
Review and Critical Assessment. Nutrients, 2023. 15(7).

975. Durkin, L.A., C.E. Childs, and P.C. Calder, Omega-3 Polyunsaturated Fatty Acids and the
Intestinal Epithelium-A Review. Foods, 2021. 10(1).

976. Wawrzyniak, P., et al., Nutritional Lipids and Mucosal Inflammation. Mol Nutr Food Res, 2021.
65(5): p. e1901269.

977. laniro, G., et al., Omega-3 fatty acids: a novel resort against gastrointestinal injury. Eur Rev Med
Pharmacol Sci, 2014. 18(20): p. 3086-90.

978. Fu, Y., et al., Associations among Dietary Omega-3 Polyunsaturated Fatty Acids, the Gut
Microbiota, and Intestinal Immunity. Mediators Inflamm, 2021. 2021: p. 8879227.

979. Yuan, X., et al., Antifungal activity of essential oils and their potential synergistic effect with
amphotericin B. Sci Rep, 2024. 14(1): p. 31125.

980. Tran, H.N.H., L. Graham, and E.C. Adukwu, In vitro antifungal activity of Cinnamomum
zeylanicum bark and leaf essential oils against Candida albicans and Candida auris. Appl
Microbiol Biotechnol, 2020. 104(20): p. 8911-8924.

981. Essid, R., et al., Antifungal mechanism of the combination of Cinnamomum verum and
Pelargonium graveolens essential oils with fluconazole against pathogenic Candida strains.
Appl Microbiol Biotechnol, 2017. 101(18): p. 6993-7006.

982. Cérdoba, S., et al., Antifungal Activity of Essential Oils Against Candida Species Isolated from
Clinical Samples. Mycopathologia, 2019. 184(5): p. 615-623.

983. Pozzatti, P., et al., In vitro activity of essential oils extracted from plants used as spices against
fluconazole-resistant and fluconazole-susceptible Candida spp. Can J Microbiol, 2008. 54(11): p.
950-6.

984. Karpinski, T.M., et al., Anti-Candida and Antibiofilm Activity of Selected Lamiaceae Essential
Oils. Front Biosci (Landmark Ed), 2023. 28(2): p. 28.

985. Mandras, N., et al., The Inhibition of Non-albicans Candida Species and Uncommon Yeast
Pathogens by Selected Essential Oils and Their Major Compounds. Molecules, 2021. 26(16).

986. Cid-Chevecich, C., et al., Origanum vulgare L. essential oil inhibits virulence patterns of
Candida spp. and potentiates the effects of fluconazole and nystatin in vitro. BMC Complement
Med Ther, 2022. 22(1): p. 39.

987. Martin, M\V., The use of fluconazole and itraconazole in the treatment of Candida albicans
infections: a review. Journal of Antimicrobial Chemotherapy, 1999. 44(4): p. 429-437.

988. Wilcox, C.M., et al., A randomized, double-blind comparison of itraconazole oral solution and
fluconazole tablets in the treatment of esophageal candidiasis. J Infect Dis, 1997.176(1): p
227-32.

RETURN TO TABLE OF CONTENTS Page 214 of 222



oo, OAT

... .0. ORGANIC ACIDS TEST

989. Mazuski, J.E., et al., The Surgical Infection Society Revised Guidelines on the Management of
Intra-Abdominal Infection. Surg Infect (Larchmt), 2017. 18(1): p. 1-76.

990. Pappas, P.G., et al., Clinical Practice Guideline for the Management of Candidiasis: 2016 Update
by the Infectious Diseases Society of America. Clinical Infectious Diseases, 2015. 62(4): p. e1-
e50.

991. Zhao, C., et al., In vitro inhibitory activity of probiotic products against oral Candida species. J
Appl Microbiol, 2016.121(1): p. 254-62.

992. Murzyn, A., et al., Capric acid secreted by S. boulardii inhibits C. albicans filamentous growth,
adhesion and biofilm formation. PLoS One, 2010. 5(8): p. €12050.

993. Murzyn, A., et al., The effect of Saccharomyces boulardii on Candida albicans-infected human
intestinal cell lines Caco-2 and Intestin 407. FEMS Microbiol Lett, 2010. 310(1): p. 17-23.

994. Krasowska, A., et al., The antagonistic effect of Saccharomyces boulardii on Candida albicans
filamentation, adhesion and biofilm formation. FEMS Yeast Res, 2009. 9(8): p. 1312-21.

995. Poon, Y. and M. Hui, Inhibitory effect of lactobacilli supernatants on biofilm and filamentation
of Candida albicans, Candida tropicalis, and Candida parapsilosis. Front Microbiol, 2023. 14: p.
1105949.

996. Mazhar, S., et al., In vitro safety and functional characterization of the novel Bacillus coagulans
strain CGI374. Front Microbiol, 2023. 14: p. 1302480.

997. Bomko, TV., et al., Immunotropic aspect of the Bacillus coagulans probiotic action. J Pharm
Pharmacol, 2017. 69(8): p. 1033-1040.

998. Jakab, A., et al., Physiological and transcriptional profiling of surfactin exerted antifungal effect
against Candida albicans. Biomed Pharmacother, 2022. 152: p. 113220.

999. van Trijp, M.P.H., et al., Fermentation Kinetics of Selected Dietary Fibers by Human Small
Intestinal Microbiota Depend on the Type of Fiber and Subject. Mol Nutr Food Res, 2020. 64(20):
p. €e2000455.

1000. Furnari, M., et al., Clinical trial: the combination of rifaximin with partially hydrolysed guar
gum is more effective than rifaximin alone in eradicating small intestinal bacterial overgrowth.
Aliment Pharmacol Ther, 2010. 32(8): p. 1000-6.

1001. Wagner, N.R.F., et al., Use of Probiotics and Synbiotics in the Treatment of Small Intestinal
Bacterial Overgrowth (SIBO) and Other Gastrointestinal Symptoms After Metabolic Bariatric
Surgery: a Systematic Review and Meta-Analysis. Obes Surg, 2025. 35(1): p. 312-321.

1002. Zhong, C., et al., Probiotics for Preventing and Treating Small Intestinal Bacterial Overgrowth:
A Meta-Analysis and Systematic Review of Current Evidence. J Clin Gastroenterol, 2017. 51(4): p.
300-311.

1003. Martyniak, A., et al., A Comprehensive Review of the Usefulness of Prebiotics, Probiotics,
and Postbiotics in the Diagnosis and Treatment of Small Intestine Bacterial Overgrowth.
Microorganisms, 2025. 13(1).

RETURN TO TABLE OF CONTENTS Page 215 of 222



oo, OAT

... .0. ORGANIC ACIDS TEST

1004. Khalighi, A.R., et al., Evaluating the efficacy of probiotic on treatment in patients with small
intestinal bacterial overgrowth (SIBO)--a pilot study. Indian J Med Res, 2014. 140(5): p. 604-8.

1005. Weingarden, A.R. and C.W. Ko, Non-prescription Therapeutics. Am J Gastroenterol, 2024.
119(1s): p. S7-s15.

1006. Chitapanarux, T., et al., Efficacy and safety of Saccharomyces boulardii as adjunct therapy
with Vancomycin in treating Clostridioides difficile infection: A randomized controlled trial. Sci
Rep, 2025. 15(1): p. 19326.

1007. Poylin, V., et al., The American Society of Colon and Rectal Surgeons Clinical Practice
Guidelines for the Management of Clostridioides difficile Infection. Dis Colon Rectum, 2021.
64(6): p. 650-668.

1008. Wultanska, D., M. Piotrowski, and H. Pituch, Antimicrobial Effects of Some Natural Products
on Adhesion and Biofilm Inhibition of Clostridioides difficile. Pharmaceutics, 2024. 16(4).

1009. Sulieman, A.M.E., et al., Zingiber officinale Uncovered: Integrating Experimental and
Computational Approaches to Antibacterial and Phytochemical Profiling. Pharmaceuticals
(Basel), 2024.17(11).

1010. Roshan, N., et al., Natural products show diverse mechanisms of action against Clostridium
difficile. J Appl Microbiol, 2019. 126(2): p. 468-479.

1011. Borlinghaus, J., et al., Allicin: chemistry and biological properties. Molecules, 2014. 19(8): p.
12591-618.

1012. Aleksi¢, A., et al., In vitro anti-clostridial action and potential of the spice herbs essential
oils to prevent biofilm formation of hypervirulent Clostridioides difficile strains isolated from
hospitalized patients with CDI. Anaerobe, 2022. 76: p. 102604.

1013. Filocamo, A., et al., Effect of garlic powder on the growth of commensal bacteria from the
gastrointestinal tract. Phytomedicine, 2012. 19(8-9): p. 707-11.

1014. Thapa, D., et al., Sensitivity of pathogenic and commensal bacteria from the human colon to
essential oils. Microbiology (Reading), 2012. 158(Pt 11): p. 2870-2877.

1015. Cai, T., et al., Antimicrobial and Antibiofilm Efficacy and Mechanism of Oregano Essential Oil
Against Shigella flexneri. Foodborne Pathog Dis, 2023. 20(6): p. 209-221.

1016. Mooyottu, S., G. Flock, and K. Venkitanarayanan, Carvacrol reduces Clostridium difficile
sporulation and spore outgrowth in vitro. J Med Microbiol, 2017. 66(8): p. 1229-1234.

1017. Fiorentini, C., et al., N-acetylcysteine protects epithelial cells against the oxidative imbalance
due to Clostridium difficile toxins. FEBS Lett, 1999. 453(1-2): p. 124-8.

1018. Santus, P, et al., Anti-Inflammatory and Anti-Oxidant Properties of N-Acetylcysteine: A Fresh
Perspective. J Clin Med, 2024. 13(14).

1019. Liebman, M. and W. Chai, Effect of dietary calcium on urinary oxalate excretion after oxalate
loads. The American Journal of Clinical Nutrition, 1997. 65(5): p. 1453-1459.

RETURN TO TABLE OF CONTENTS Page 216 of 222



O 0

oo 0%, OAT

@
ORGANIC ACIDS TEST

)
%°

%°

1020. Penniston, K.L. and S.Y. Nakada, Effect of dietary changes on urinary oxalate excretion and
calcium oxalate supersaturation in patients with hyperoxaluric stone formation. Urology, 2009.
73(3): p. 484-489.

1021. Grases, F., A. Rodriguez, and A. Costa-Bauza, Efficacy of Mixtures of Magnesium, Citrate and
Phytate as Calcium Oxalate Crystallization Inhibitors in Urine. Journal of Urology, 2015. 194(3):
p. 812-819.

1022. Riley, J.M., et al., Effect of magnesium on calcium and oxalate ion binding. J Endourol, 2013.
27(12): p. 1487-92.

1023. Siener, R., et al., Intestinal Oxalate Absorption, Enteric Hyperoxaluria, and Risk of Urinary Stone
Formation in Patients with Crohn's Disease. Nutrients, 2024. 16(2).

1024. Ferraro, P.M., et al., Vitamin Bé intake and the risk of incident kidney stones. Urolithiasis, 2018.
46(3): p. 265-270.

1025. Hannett, B., et al., Formation of oxalate in pyridoxine or thiamin deficient rats during
intravenous xylitol infusions. J Nutr, 1977.107(3): p. 458-65.

1026. Nishijima, S., et al., Hepatic alanine-glyoxylate aminotransferase activity and oxalate
metabolism in vitamin Bé deficient rats. J Urol, 2003. 169(2): p. 683-6.

1027. Raj, V., et al., Therapeutic potential of benfotiamine and its molecular targets. Eur Rev Med
Pharmacol Sci, 2018. 22(10): p. 3261-3273.

1028. Bozic, I. and I. Lavrnja, Thiamine and benfotiamine: Focus on their therapeutic potential.
Heliyon, 2023. 9(11): p. e21839.

1029. Mechanick, J.I., et al., Clinical practice guidelines for the perioperative nutrition, metabolic, and
nonsurgical support of patients undergoing bariatric procedures - 2019 update: cosponsored
by American Association of Clinical Endocrinologists/American College of Endocrinology,
The Obesity Society, American Society for Metabolic & Bariatric Surgery, Obesity Medicine
Association, and American Society of Anesthesiologists. Surg Obes Relat Dis, 2020. 16(2): p.
175-247.

1030. Longhitano, L., et al., (+)-Lipoic Acid Reduces Lipotoxicity and Regulates Mitochondrial
Homeostasis and Energy Balance in an In Vitro Model of Liver Steatosis. Int J Mol Sci, 2023.
24(19).

1031. Dieter, F., C. Esselun, and G.P. Eckert, Redox Active a-Lipoic Acid Differentially Improves

Mitochondrial Dysfunction in a Cellular Model of Alzheimer and Its Control Cells. Int J Mol Sci,
2022.23(16).

1032. EFSA Panel on Dietetic Products, N., et al., Dietary Reference Values for riboflavin. EFSA
Journal, 2017. 15(8): p. e04919.

1033. Mosegaard, S., et al., Riboflavin Deficiency-Implications for General Human Health and Inborn
Errors of Metabolism. Int J Mol Sci, 2020. 21(11).

1034. James, AM., R.A. Smith, and M.P. Murphy, Antioxidant and prooxidant properties of
mitochondrial Coenzyme Q. Archives of Biochemistry and Biophysics, 2004. 423(1): p. 47-56.

RETURN TO TABLE OF CONTENTS Page 217 of 222



oo, OAT

... .0. ORGANIC ACIDS TEST

1035. Stanescu, S., et al., Plasma CoQ10 Status in Patients with Propionic Acidaemia and Possible
Benefit of Treatment with Ubiquinol. Antioxidants (Basel), 2022. 11(8).

1036. Rodriguez, N.R., N.M. Di Marco, and S. Langley, American College of Sports Medicine position
stand. Nutrition and athletic performance. Med Sci Sports Exerc, 2009. 41(3): p. 709-31.

1037. Bapurao, S. and K. Krishnaswamy, Vitamin Bé nutritional status of pellagrins and their leucine
tolerancel. The American Journal of Clinical Nutrition, 1978. 31(5): p. 819-824.

1038. Adeva-Andany, M.M., et al., Significance of I-carnitine for human health. IUBMB Life, 2017.
69(8): p. 578-5%94.

1039. Odo, S., et al., Liver-Oriented Acute Metabolic Effects of A Low Dose of L-Carnitine under Fat-
Mobilizing Conditions: Pilot Human Clinical Trial. J Nutr Sci Vitaminol (Tokyo), 2020. 66(2): p
136-149.

1040. Wutzke, K.D. and H. Lorenz, The effect of I-carnitine on fat oxidation, protein turnover, and
body composition in slightly overweight subjects. Metabolism, 2004. 53(8): p. 1002-1006.

1041. Mdller, D.M., et al., Effects of oral L-carnitine supplementation on in vivo long-chain fatty acid
oxidation in healthy adults. Metabolism, 2002. 51(11): p. 1389-91.

1042. Gugelmo, G., et al., Continuous glucose monitoring in patients with inherited metabolic
disorders at risk for Hypoglycemia and Nutritional implications. Rev Endocr Metab Disord, 2024.
25(5): p. 897-910.

1043. Amuedo, S., et al., Impact of Flash Glucose Monitoring in Adults with Inherited Metabolic
Disorders at Risk of Hypoglycemia. Nutrients, 2025. 17(2).

1044. Herbert, M., et al., Role of continuous glucose monitoring in the management of glycogen
storage disorders. J Inherit Metab Dis, 2018. 41(6): p. 917-927.

1045. Voorhess, M.L., et al., Iron deficiency anemia and increased urinary norepinephrine excretion.
J Pediatr, 1975. 86(4): p. 542-7.

1046. Figueroa-Méndez, R. and S. Rivas-Arancibia, Vitamin C in Health and Disease: Its Role in the
Metabolism of Cells and Redox State in the Brain. Front Physiol, 2015. 6: p. 397.

1047. Kocot, J., et al., Does Vitamin C Influence Neurodegenerative Diseases and Psychiatric
Disorders? Nutrients, 2017. 9(7).

1048. Wang, B., T. Fang, and H. Chen, Zinc and Central Nervous System Disorders. Nutrients, 2023.
15(9).

1049. Volpe, S.L., Magnesium in disease prevention and overall health. Adv Nutr, 2013. 4(3): p.
378s-83s.

1050. Krése, J.L. and J.H.F. de Baaij, Magnesium biology. Nephrol Dial Transplant, 2024. 39(12): p.
1965-1975.

1051. Touyz, R.M., J.H.F. de Baaij, and J.G.J. Hoenderop, Magnesium Disorders. N Engl J Med, 2024.
390(21): p. 1998-2009.

1052. De Berardis, D., et al., A comprehensive review on the efficacy of S-Adenosyl-L-methionine in
Major Depressive Disorder. CNS Neurol Disord Drug Targets, 2016. 15(1): p. 35-44.

RETURN TO TABLE OF CONTENTS Page 218 of 222



oo, OAT

... .0. ORGANIC ACIDS TEST

1053. Mischoulon, D. and M. Fava, Role of S-adenosyl-L-methionine in the treatment of depression: a
review of the evidence. Am J Clin Nutr, 2002. 76(5): p. 1158s-61s.

1054. Gijsman, H.J., et al., Placebo-controlled comparison of three dose-regimens of
5-hydroxytryptophan challenge test in healthy volunteers. J Clin Psychopharmacol, 2002. 22(2):
p. 183-9.

1055. Smarius, L.J., et al., Pharmacology of rising oral doses of 5-hydroxytryptophan with carbidopa.
J Psychopharmacol, 2008. 22(4): p. 426-33.

1056. Reddy, P., Preventing Vitamin Bé6-Related Neurotoxicity. Am J Ther, 2022. 29(6): p. e637-e643.

1057. Lam, N.S.K., et al., The potential use of folate and its derivatives in treating psychiatric
disorders: A systematic review. Biomed Pharmacother, 2022. 146: p. 112541.

1058. Jain, R., S. Manning, and A.J. Cutler, Good, better, best: clinical scenarios for the use of
L-methylfolate in patients with MDD. CNS Spectr, 2020. 25(6): p. 750-764.

1059. Koc, B., et al., Chronic Organic Magnesium Supplementation Enhances Tissue-Specific
Bioavailability and Functional Capacity in Rats: A Focus on Brain, Muscle, and Vascular Health.
Biol Trace Elem Res, 2025.

1060. Haider, S., et al., Magnesium treatment palliates noise-induced behavioral deficits by
normalizing DAergic and 5-HTergic metabolism in adult male rats. Metab Brain Dis, 2016. 31(4):
p. 815-25.

1061. Majewski, M., et al., Overview of the role of vitamins and minerals on the kynurenine pathway
in health and disease. J Physiol Pharmacol, 2016. 67(1): p. 3-19.

1062. Schwarcz, R. and TW. Stone, The kynurenine pathway and the brain: Challenges,
controversies and promises. Neuropharmacology, 2017. 112(Pt B): p. 237-247.

1063. Reyes Ocampo, J., et al., Kynurenines with neuroactive and redox properties: relevance to
aging and brain diseases. Oxid Med Cell Longev, 2014. 2014: p. 646909.

1064. Periyasamy, S., et al., Association of Schizophrenia Risk With Disordered Niacin Metabolism in
an Indian Genome-wide Association Study. JAMA Psychiatry, 2019. 76(10): p. 1026-1034.

1065. Gandhi, P. and S. Panchal, Exploring the Neuroprotective Potential of Polyphenolic Compounds
in Mitigating Quinolinic Acid-Induced Neurotoxicity in Alzheimer's Disease. Current Alzheimer
Research.

1066. Morales-Martinez, A., et al., Essential fatty acid-rich diets protect against striatal oxidative
damage induced by quinolinic acid in rats. Nutr Neurosci, 2017. 20(7): p. 388-395.

1067. Covington, M.B., Omega-3 fatty acids. Am Fam Physician, 2004. 70(1): p. 133-40.

1068. Taram, F., et al., Neuroprotection Comparison of Rosmarinic Acid and Carnosic Acid in Primary
Cultures of Cerebellar Granule Neurons. Molecules, 2018. 23(11).

1069. Guan, H., et al., A Comprehensive Review of Rosmarinic Acid: From Phytochemistry to
Pharmacology and Its New Insight. Molecules, 2022. 27(10): p. 3292.

RETURN TO TABLE OF CONTENTS Page 219 of 222



oo, OAT

... .0. ORGANIC ACIDS TEST

1070. Zhang, Y., L. Li, and J. Zhang, Curcumin in antidepressant treatments: An overview of potential
mechanisms, pre-clinical/clinical trials and ongoing challenges. Basic Clin Pharmacol Toxicol,
2020.127(4): p. 243-253.

1071. Lopresti, A.L., Curcumin for neuropsychiatric disorders: a review of in vitro, animal and human
studies. Journal of Psychopharmacology, 2017. 31(3): p. 287-302.

1072. Lopresti, A.L., S.D. Hood, and P.D. Drummond, Multiple antidepressant potential modes of
action of curcumin: a review of its anti-inflammatory, monoaminergic, antioxidant, immune-
modulating and neuroprotective effects. J Psychopharmacol, 2012. 26(12): p. 1512-24.

1073. Raghu, G., et al., The Multifaceted Therapeutic Role of N-Acetylcysteine (NAC) in Disorders
Characterized by Oxidative Stress. Curr Neuropharmacol, 2021. 19(8): p. 1202-1224.

1074. Rushworth, G.F. and I.L. Megson, Existing and potential therapeutic uses for N-acetylcysteine:
the need for conversion to intracellular glutathione for antioxidant benefits. Pharmacol Ther,
2014.141(2): p. 150-9.

1075. Wessner, B., et al., Effect of single and combined supply of glutamine, glycine,
N-acetylcysteine, and R,S-alpha-lipoic acid on glutathione content of myelomonocytic cells. Clin
Nutr, 2003. 22(6): p. 515-22.

1076. Gould, R.L. and R. Pazdro, Impact of Supplementary Amino Acids, Micronutrients, and Overall
Diet on Glutathione Homeostasis. Nutrients, 2019. 11(5).

1077. Pérez-Torres, ., A.M. Zuniga-Munoz, and V. Guarner-Lans, Beneficial Effects of the Amino Acid
Glycine. Mini Rev Med Chem, 2017. 17(1): p. 15-32.

1078. Tapiero, H., et al., ll. Glutamine and glutamate. Biomed Pharmacother, 2002. 56(9): p. 446-57.

1079.Sinha, R., et al., Oro/ supplementation with liposomal glutathione elevates body stores of
glutathione and markers of immune function. Eur J Clin Nutr, 2018. 72(1): p. 105-111.

1080. Pajares, M.A. and D. Pérez-Sala, Mammalian Sulfur Amino Acid Metabolism: A Nexus Between
Redox Regulation, Nutrition, Epigenetics, and Detoxification. Antioxid Redox Signal, 2018. 29(4):
p. 408-452.

1081. Mosharoy, E., M.R. Cranford, and R. Banerjee, The quantitatively important relationship
between homocysteine metabolism and glutathione synthesis by the transsulfuration pathway
and its regulation by redox changes. Biochemistry, 2000. 39(42): p. 13005-11.

1082. Flori, L., et al., Transsulfuration Pathway Products and H(2)S-Donors in
Hyperhomocysteinemia: Potential Strategies Beyond Folic Acid. Int J Mol Sci, 2025. 26(13).

1083. Colovic, M.B., et al., Sulphur-containing Amino Acids: Protective Role Against Free Radicals
and Heavy Metals. Curr Med Chem, 2018. 25(3): p. 324-335.

1084. Bin, P., R. Huang, and X. Zhou, Oxidation Resistance of the Sulfur Amino Acids: Methionine
and Cysteine. Biomed Res Int, 2017. 2017: p. 9584932.

1085. Dalto, D.B. and J.J. Matte, Pyridoxine (Vitamin B,) and the Glutathione Peroxidase System; a
Link between One-Carbon Metabolism and Antioxidation. Nutrients, 2017. 9(3).

RETURN TO TABLE OF CONTENTS Page 220 of 222



O 0

oo 0%, OAT

@
ORGANIC ACIDS TEST

)
%°

%°

1086. Mandia, D., et al., Adolescent-Onset and Adult-Onset Vitamin-Responsive Neurogenetic
Diseases: A Review. JAMA Neurol, 2021. 78(4): p. 483-490.

1087. Shahidin, et al., Selenium and Selenoproteins: Mechanisms, Health Functions, and Emerging
Applications. Molecules, 2025. 30(3): p. 437.

1088. Arteel, G.E. and H. Sies, The biochemistry of selenium and the glutathione system. Environ
Toxicol Pharmacol, 2001. 10(4): p. 153-8.

1089. Handy, D.E., J. Joseph, and J. Loscalzo, Selenium, a Micronutrient That Modulates
Cardiovascular Health via Redox Enzymology. Nutrients, 2021. 13(9).

1090. Steinbrenner, H., B. Speckmann, and L.O. Klotz, Selenoproteins: Antioxidant selenoenzymes
and beyond. Arch Biochem Biophys, 2016. 595: p. 113-9.

1091. Imbard, A., et al., Citrulline in the management of patients with urea cycle disorders. Orphanet
J Rare Dis, 2023.18(1): p. 207.

1092. Papadia, C., et al., Citrulline in health and disease. Review on human studies. Clin Nutr, 2018.
37(6 Pt A): p. 1823-1828.

1093. Fung, T.S., KW. Ryu, and C.B. Thompson, Arginine: at the crossroads of nitrogen metabolism.
Emboj, 2025. 44(5): p. 1275-1293.

1094. Wu, G., et al., Role of L-Arginine in Nitric Oxide Synthesis and Health in Humans. Adv Exp Med
Biol, 2021. 1332: p. 167-187.

1095. McNulty, H., et al., Addressing optimal folate and related B-vitamin status through the
lifecycle: health impacts and challenges. Proc Nutr Soc, 2019. 78(3): p. 449-462.

1096. Froese, D.S., B. Fowler, and M.R. Baumgartner, Vitamin B(12) , folate, and the methionine
remethylation cycle-biochemistry, pathways, and regulation. J Inherit Metab Dis, 2019. 42(4): p.
673-685.

1097. Wu, X., et al., The Effects of Dietary Glycine on the Acetic Acid-Induced Mouse Model of Colitis.
Mediators of Inflammation, 2020. 2020(1): p. 5867627.

1098. Zhao, J. and R. Agarwal, Tissue distribution of silibinin, the major active constituent of
silymarin, in mice and its association with enhancement of phase Il enzymes: implications in
cancer chemoprevention. Carcinogenesis, 1999. 20(11): p. 2101-8.

1099. Surai, P.F., Silymarin as a Natural Antioxidant: An Overview of the Current Evidence and
Perspectives. Antioxidants (Basel), 2015. 4(1): p. 204-47.

1100. Tomisova, K., et al., Mutual Interactions of Silymarin and Colon Microbiota in Healthy Young
and Healthy Elder Subjects. Mol Nutr Food Res, 2024. 68(22): p. €2400500.

1101. Pferschy-Wenzig, E.M., et al., Characterization of metabolites from milk thistle flavonolignans
generated by human fecal microbiota. Phytochemistry, 2023. 215: p. 113834.

1102. Maliakal, P.P. and S. Wanwimolruk, Effect of herbal teas on hepatic drug metabolizing enzymes
in rats. J Pharm Pharmacol, 2001. 53(10): p. 1323-9.

RETURN TO TABLE OF CONTENTS Page 221 of 222



O 0

oo 0%, OAT

@
ORGANIC ACIDS TEST

)
%°

%°

1103. Li, Z., et al., Modulation of Acute Intestinal Inflammation by Dandelion Polysaccharides: An
In-Depth Analysis of Antioxidative, Anti-Inflammatory Effects and Gut Microbiota Regulation.
Int J Mol Sci, 2024. 25(3).

1104. Tanasa Acretei, M\V., et al., Bioactive Compounds from Vegetal Organs of Taraxacum
Species (Dandelion) with Biomedical Applications: A Review. Int J Mol Sci, 2025. 26(2).

1105. Duan, H., et al., Gut microbiota: A target for heavy metal toxicity and a probiotic protective
strategy. Sci Total Environ, 2020. 742: p. 140429.

1106. Liu, W., et al., Multispecies probiotics complex improves bile acids and gut microbiota
metabolism status in an in vitro fermentation model. Front Microbiol, 2024. 15: p. 1314528.

1107. Altamirano-Barrera, A., et al., The role of the gut microbiota in the pathology and prevention
of liver disease. J Nutr Biochem, 2018. 60: p. 1-8.

1108. Torres-Sanchez, A., et al., Exploring Next Generation Probiotics for Metabolic and Microbiota
Dysbiosis Linked to Xenobiotic Exposure: Holistic Approach. Int J Mol Sci, 2022. 23(21).

1109. Smith-Spangler, C., et al., Are organic foods safer or healthier than conventional
alternatives?: a systematic review. Ann Intern Med, 2012. 157(5): p. 348-66.

1110. Gonzalez, N., et al., Effects of an organic diet intervention on the levels of organophosphorus
metabolites in an adult cohort. Food Res Int, 2023. 173(Pt 1): p. 113354.

1111, Baranski, M., et al., Higher antioxidant and lower cadmium concentrations and lower
incidence of pesticide residues in organically grown crops: a systematic literature review and
meta-analyses. Br J Nutr, 2014. 112(5): p. 794-811.

1112. Fagan, J., et al., Organic diet intervention significantly reduces urinary glyphosate levels in
U.S. children and adults. Environ Res, 2020. 189: p. 109898.

1113. Chen, C.F., et al., Efficacy of HEPA Air Cleaner on Improving Indoor Particulate Matter 2.5
Concentration. Int J Environ Res Public Health, 2022. 19(18).

1114. Lowther, S.D., et al., How efficiently can HEPA purifiers remove priority fine and ultrafine
particles from indoor air? Environment International, 2020. 144: p. 106001.

1115. Vesper, S.J., et al., HEPA filtration intervention in classrooms may improve some students’
asthma. J Asthma, 2023. 60(3): p. 479-486.

1116. Price, D.L., et al., Mold colonization during use of preservative-treated and untreated air
filters, including HEPA filters from hospitals and commercial locations over an 8-year period
(1996-2003). J Ind Microbiol Biotechnol, 2005. 32(7): p. 319-21.

RETURN TO TABLE OF CONTENTS Page 222 of 222



