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Toxicological Risk Assessment of BRENTRAX intended for use as

food supplement”

Risk evaluation of the BRENTRAX botanical ingredients have been evaluated

based on the requirements of the below reference source documents;

1. SCIENTIFIC OPINION Guidance on Safety assessment of botanicals and
botanical preparations intended for use as ingredients in food supplements .
EFSA Scientific Committee. EFSA Journal, 7(9), 1249.
https://doi.org/10.2093/j.efsa.2009.1249

2. EFSA Compendium of botanicals that have been reported to contain toxic,
addictive, psychotropic or other substances of concern. (2009). EFSA
Supporting Publications, 6(6). https://doi.org/10.2903/].efsa.2009.281

Introduction

Toxicological Risk Assessment For “BRENTRAX capsule, for use as food

99

supplement”™ was carried out to assess the safety of botanical ingredients in

BRENTRAX product according to the rules of the above-mentioned EFSA risk
assessment reference guideline upon the request of the AYE EXOCURE TIBBI
URUNLER SANAYI ve TICARET A.S TURKIYE.

Declared Botanical ingredients of the BRENTRAX capsule [Attach 1]

Each capsule contains

Organic Coffee Arabica 315 mg, (the amount of caffeine in 1 capsule is 1.67 mQ)
Organic Panax Ginseng M 18 mg,

Organic Ginkgo Biloba L. 18 mg

1.Technical Data

Identity and nature of the Source Materials
Ginkgo Biloba

Scientific (Latin) name: Ginkgo biloba L.


https://doi.org/10.2093/j.efsa.2009.1249
https://doi.org/10.2903/j.efsa.2009.281

Family: Ginkgoaceae
Common names: Fossil tree; Kew tree; Japanese silver apricot; Maidenhair tree
Part used: Folium

The company sources Ginkgo Biloba extract from Xi'an Demeter Biotech Co., Ltd.,
China [Attach 2].

Panax Ginseng

Scientific (Latin) name: Panax Ginseng C.A.Mey.
Family: Araliaceae

Common names: Asian ginseng, panax, Korean ginseng

Part used: Radix (However the used part of organic gingseng extract powder has been
indicated as stem and leaf in the certificate analysis of the AYE EXOCURE company.)

The company sources Organic Ginseng Extract Powder from Xi'an Demeter Biotech
Co., Ltd., China [Attach 3].

Coffea Arabica

Scientific (Latin) name: Coffea arabica L.

Family: Rubiaceae

Common names: Coffee, Arabica coffee, Robusta coffee
Part used: Roasted coffee beans

The company sources Sumatra Permata Gayo Arabica coffee from Koperasi
Permata Gayo, Indonesia [Attach 4].

Manufacturing process

Manufacturing process is conducted by the AYE EXOCURE company, and according
to the company information no organic solvents or chemicals other than water are
used in the manufacturing process of the product. The company has FDA
registration, 1ISO 22716-GMP, I1ISO 22000:2018, USDA Organic (NOP), EU Organic,
and Vegan NSO-NAP 7 certifications [Attach 5-12].

Chemical composition

Ginkgo biloba L.

The major bioactive constituents found in the leaves of ginkgo are reported to be
flavonoids and terpene lactones, with the flavonoids present primarily as glycosides
[Ref 1].



e Major Flavonoids: Quercetin-3-B-D-glucoside, Quercitrin, Rutin
e Minor Flavonoids: Quercetin, Kaempferol, Isorhamnetin
e Terpene Lactones: Ginkgolide A, Ginkgolide B, Ginkgolide C, Bilobalide

Panax Ginseng C.A.Mey.

The major bioactive constituents found in Panax ginseng are reported as [Ref 2]:

Saponins, specifically triterpene glycosides called "ginsenosides."
Proteins, peptides, and alkaloids, which are nitrogenous compounds.
Polyacetylene, a fat-soluble component.

Polysaccharides and other flavonoids.

Fatty acids.

Coffea arabica L.

The major bioactive constituents found in roasted Coffea arabica are reported as
[Ref 3]:

e Carbohydrates/fibre: Sucrose, Reducing sugars, Polysaccharides
(arabinogalactan, mannan, and glucan), Lignin, Pectins.

e Nitrogenous compounds: Protein, Free amino acids, Caffeine, Trigonelline,
Nicotinic acid.

Lipids: Coffee oil (triglycerides with unsaponifiables), Diterpene esters.
Minerals

Acids and esters: Chlorogenic acids, Aliphatic acids, Quinic acid, Melanoidins.
Specifications
The specifications for the botanical ingredients including organoleptic, chemical, and
microbiological properties are attached [Attach 1].
Stability of the botanical preparation

Shelf life and storage condition data are provided by AYE EXOCURE company.

Shelf Life: 2 years under specified storage conditions.

Storage Conditions: Store in a cool, dry place away from moisture, light, and oxygen
[Attach 1].



2. Proposed uses and use levels and
Toxicological Data of each ingredient

2.1. Ginkgo biloba L.

- Therapeutic indications:

Ginkgo biloba is a herbal medicinal product for improving age-associated cognitive
impairment and quality of life in mild dementia. Clinical studies have shown
pharmacodynamic effects on brain function, memory, and blood flow. Chronic
treatment in older subjects improved cognitive deficits, while there were no effects in
younger subjects. The exact mechanism is not known, but in geriatric subjects
increased EEG vigilance, and in healthy men (60-70 years) reduced blood viscosity,
improved cerebral perfusion, enhanced blood flow in certain areas have been
observed. Additionally, vasodilation and increased regional blood flow were noted
[Ref 4-5]

-Interactions with other medicinal products and other forms of interaction: [Ref 4]

Preparations containing Ginkgo might increase susceptibility to bleeding, the
medicinal product should be discontinued as a precaution 3 to 4 days prior to
surgery. In patients with epilepsy, onset of further seizures — promoted by intake of
Ginkgo preparations — cannot be excluded. Concomitant use of Ginkgo biloba

containing products and HIV-1 medication efavirenz is not recommended.

If the medicinal product is taken concomitantly with anticoagulants (e.g.
phenprocoumon and warfarin) or antiplatelet drugs (e.g. clopidogrel, acetylsalicylic
acid and other non-steroidal antiinflammatory drugs), their effect may be influenced.
However, available studies with warfarin do not indicate that there is an interaction
between warfarin and G. biloba products, but adequate monitoring is advised when
starting, when changing G. biloba dose, when ending G. biloba intake or if changing

product.

An interaction study with talinolol indicates that G. biloba may inhibit P-glycoprotein at the
intestinal level. This may give rise to increased exposure of drugs markedly affected by
P-glycoprotein in the intestine such as dabigatran etexilat. Caution is advised if

combining G. biloba and dabigatran. One interaction study has indicated that



the Cmax of nifedipine may be increased by G biloba. In some individuals, increases
by up to 100% were observed resulting in dizziness and increased severity of hot
flushes. Concomitant use of G. biloba preparations and efavirenz is not
recommended; plasma concentrations of efavirenz may be decreased because of
induction of CYP3A4.

-Fertility, pregnancy and lactation: [Ref 4-6]

Pregnancy: G. biloba extracts may impair the ability of platelets to aggregate. The
tendency for bleeding may be increased. Animal studies are insufficient with respect

to reproductive toxicity.

Lactation: It is unknown whether G. biloba metabolites are excreted in human milk. A
risk to the newborns/infants cannot be excluded. In the absence of sufficient data, the

use during lactation is not recommended,

Fertility: No specific studies with G. biloba in humans have been conducted to
evaluate effects on fertility. In a study in female mice effects on fertility were seen.

2.1.1. Exposure: extent and duration of Ginkgo biloba L.
-Posology: [Ref 4]
Adults and elderly
Single dose: 120-240 mg
Daily dose: 240 mg

There is no relevant indication for children and adolescents Duration of use:
Treatment should last for at least 8 weeks. If there is no symptomatic improvement
after 3 months, or if pathological symptoms should intensify, the doctor should check

whether continuation of treatment is still justified.

Method of administration: Oral use

Overdose: No case of overdose has been reported
2.1.2. Toxicological scientific data of Ginkgo biloba L.

A chronic toxicity review in B6C3F1 mice, with oral gavage exposure over a two-year
period, investigated the potential hepatotoxic effects of an unspecified part of the
ginkgo plant. Although specific dose information was not reported, the study found a

significant increase in liver carcinogenicity, with a higher incidence of hepatocellular 6



carcinoma and hepatoblastoma observed. Control groups were included,
emphasizing hepatotoxicity as a critical effect targeting liver tissue [Ref 7].

A subchronic toxicity study examined the effects of ginkgo leaf extract, administered
in corn oil via oral gavage, on male B6C3F1 mice over 13 weeks. At a dose of 2000
mg/kg body weight per day, significant hepatotoxic effects were observed, including
increased absolute and relative liver weights, along with liver hypertrophy and
necrosis. Concurrent vehicle control groups were used, highlighting liver toxicity as
the critical effect and confirming adverse impacts on liver tissue in the treated mice
[Ref 7].

A short-term toxicity study evaluated the effects of ginkgo leaf extract, administered
in corn oil via oral gavage, on male and female C3H mice over a three-day period.
Doses ranging from 500 to 2000 mg/kg body weight per day led to hepatotoxic
effects, including increased absolute and relative liver weights, liver hypertrophy, and
vacuolation. Concurrent vehicle control groups were used, with non-neoplastic
histopathological changes observed in liver tissue, indicating significant
hepatotoxicity in the treated mice [Ref 7].

A case report documented neurotoxic effects in a 2-year-old male who experienced
afebrile tonic-clonic seizures, vomiting, and somnolence after ingesting an unspecified
quantity of ginkgo seeds containing ginkgotoxin. Biomarkers of ginkgotoxin were
confirmed in the child’s blood and urine, indicating acute neurotoxic impact following oral
exposure. This case highlights the potential neurological risks associated with
ginkgotoxin ingestion in humans, particularly in young children [Ref 7].

A case report detailed neurotoxic effects in a child female who ingested 20-30 ginkgo
seeds daily over two consecutive days, resulting in tonic-clonic convulsions and
drowsiness. No specific dose was reported, and the route of exposure was
unspecified oral intake. This case underscores the potential for neurotoxicity
associated with ginkgo seed consumption, particularly in children, as evidenced by

pronounced neurological symptoms [Ref 7].

- Genotoxicity

A review article highlighted mutagenic effects of Ginkgo biloba extract in a bacterial
reverse mutation assay (Ames test), where concentrations of 1-10 mg/plate were found
to be mutagenic in Salmonella typhimurium strains TA98 and TA100, as well as in

Escherichia coli strain WP2 uvrA/pKM101. The extract showed positive genotoxicity



both with and without S9 metabolic activation, indicating potential mutagenic
properties in these bacterial models. This in vitro study underscores the mutagenicity
associated with G. biloba extract [Ref 7].

An in vitro mammalian cell gene mutation assay revealed that Ginkgo biloba leaf
extract was mutagenic in the Tk mouse lymphoma cell line, even in the absence of
metabolic activation. Both with and without exogenous metabolic activation, the
extract showed positive genotoxicity, indicating its potential to induce gene mutations
in mammalian cells. Control groups were included to support these findings [Ref 7].
An in vitro genotoxicity study using the single cell gel/comet assay showed that
Ginkgo biloba leaf extract caused DNA damage, specifically double-strand breaks, in
the Tk mouse lymphoma cell line. The extract demonstrated a positive genotoxic
effect, indicating its potential to cause significant DNA damage. Control groups were
included to validate these findings [Ref 7].

An in vitro genotoxicity study using the single cell gel/comet assay demonstrated that
Ginkgo biloba extract caused DNA damage in human hepatic HepG2 cells. With
exogenous metabolic activation, the extract induced DNA damage at concentrations
above 400 ug/mL after a 4-hour exposure. Control groups were used, supporting the
finding of genotoxic effects in human liver cells at higher concentrations of the extract
[Ref 71].

- Acute toxicity:

The LDso of a standardized Ginkgo Biloba Leaf Extract (GBE) administered orally to
mice was reported to be 7730 mg/kg. The LDso after intravenous administration of a
standardized GBE was 1100 mg/kg for both rats and mice [Ref 8].

- Repeated dose toxicity:

Groups of 10 male and 10 female B6C3F1/N mice received 0, 125, 250, 500, 1000, or
2000 mg/kg body weight of the GBE in corn oil via gavage, 5 days per week for 14
weeks. No treatment-related differences were observed in sperm parameters in males
administered 500, 1000, or 2000 mg/kg or in the estrous cycle of females administered
500 or 1000 mg/kg when compared to controls. Female mice in the 2000 mg/kg group
had a significantly higher probability of extended estrous than did the vehicle control
females. Incidences of hepatocytic hypertrophy were significantly increased in males and

females dosed with 250 mg/kg or greater. The incidences of hyaline droplet



accumulation in the respiratory epithelium of the nose were significantly increased in
males of the 500 mg/kg and females of the 1000 and 2000 mg/kg dose groups. In the
olfactory epithelium of the nose, the incidences of hyaline droplet accumulation were
significantly increased in the 125 (female only), 500, and 1000 mg/kg groups.
Incidences of atrophy of the olfactory epithelium were significantly increased in the
1000 mg/kg groups. The incidences of pigment accumulation in macrophages in the
olfactory epithelium were significantly increased in males in the 500 mg/kg or greater

groups and in females in the 1000 and 2000 mg/kg dose groups [Ref 8].

There was no evidence of organ damage or impairment of hepatic and renal
functions when EGb 761 was administered orally to rats and mice over a period of 27
weeks in doses ranging from 100 to 1,600 mg/kg [Ref 5].

Chronic toxicity was tested orally over 6 months in rats and dogs with daily dosages
of 20 and 100 mg/kg BW (corresponding to safety factor of up to 3.3 in rats and 11.6
in dogs), as well as with incremental doses of 300, 400 and 500 mg/kg BW (rat) or
300 and 400 mg/kg BW (dog) (corresponding to a safety factor of up to 16.8 in rats
and 46.3 in dogs). The results showed only for dogs a low toxicity in the highest

dosage group [Ref 4].
- Reproductive Toxicity:

The reproductive and developmental toxicity of a standardized GBE was studied in
mice. In one study, groups of 25 mated female CD-1 mice received 0, 100, 350, or
1225 mg/kg/day GBE in tap water via gavage (20 ml/kg) on days 6 through 15 of
gestation. 47 The dams were observed daily for clinical signs of toxicity. No clinical
signs of toxicity were observed in the dams and there were no unscheduled deaths.
No treatment related effects were observed in body weight gains or feed and water
consumption. There were no pathological findings observed during necropsy. No
embryotoxic effects were observed during external and internal examinations of the
fetuses nor were any observed in skeletal or soft tissues. There were no increased
incidences of malformation, variations, or retardations. The authors concluded the
no-observed-effect-level (NOEL) was greater than 1225 mg/kg/day for both the dams
and the fetuses in this study of a standardized GBE [Ref 8].

Only limited information is available on reproductive toxicity of the Ginkgo biloba dry
extract. The published data are contradictory. While an older study in rats and rabbits
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and a newer study in mice revealed no teratogenic, embryotoxic or adverse
reproductive effects, another study in mice showed effects on reproductive
parameters, such as fertility and reproductive performance and it evoked vaginal

bleeding. Adequate tests on reproductive toxicity do not exist [Ref 4].

- Mutagenicity, Carcinogenicity:

The NTP tested a specific GBE at up to 10,000 ug/plate was mutagenic in an Ames
test using Salmonella typhimurium strains TA98 and TA100 and Escherichia coli
strain WP2 uvrA/pKM101, with and without metabolic activation. A Ginkgo biloba leaf
extract was tested positive for gene mutations in bacteria and equivocal and negative
for chromosome mutations in two separate in vivo tests in peripheral erythrocytes
and bone marrow cells in mouse [Ref 9].

The genotoxicity of the GBE and eight of its constituents (quercetin; quercetin-3-B-D-
glucoside; kaempferol; isorhamnetin; ginkgolide A; ginkgolide B; ginkgolide C; and
bilobalide) were evaluated in mouse L5178Y cells using a lymphoma assay and a
Comet assay. A dose-dependent increase in mutant frequency was observed in the
studied GBE, quercetin (10- 100 uM), quercetin-3-B-D-glucoside (200-1000 uM), and
kaempferol (10-200 uM) without metabolic activation. DNA double-strand breaks
were also observed in dose-dependent increases in the studied GBE, quercetin, and
kaempferol. Negative results were observed in the other constituents. A Western blot
analysis confirmed that GBE, quercetin, and kaempferol activated the DNA damage
signaling pathway. Additionally, GBE produced reactive oxygen species and
decreased glutathione levels in L5178Y cells. An analysis of loss of heterozygosity in
Tk mutants indicated that GBE, quercetin, and kaempferol resulted in extensive
chromosomal damage. The authors concluded that the studied GBE, quercetin, and
kaempferol are mutagenic in mouse L5178Y cells. Carcinogenic effects associated
with Ginkgo biloba extract administration are mostly characteristic of lesions related

to hepatic enzyme induction [Ref 8].

A peripheral mouse erythrocytes micronucleus test provided a negative result in male
and an equivocal result in female animals. The thyroid gland tumours found in a rat
carcinogenicity study and hepatocellular carcinoma found in a mouse carcinogenicity
study are considered rodent specific, non-genotoxic response associated (with long-
term treatment) with high doses of hepatic enzyme inducers. These types of tumours
are not considered relevant to humans. The extract did not induce measurable

genotoxic effects in mice up to 2000 mg/kg [Ref 4].
10



There is inadequate evidence in humans for the carcinogenicity of Ginkgo biloba
extract, and sufficient evidence in experimental animals for the carcinogenicity of
Ginkgo biloba extract. Ginkgo biloba extract is possibly carcinogenic to humans
(Group 2B) [Ref 1].

- Immunotoxicity:

In a popliteal lymph node assay (PLNA), the sensitization potential of a GBE was
evaluated. Groups of male C57BL/6 mice received subplantar injections of 10 pl
DMSO (induction) followed by another injection of DMSO (negative control group), a
crude ethanolic-aqueous GBE, heptane fraction of the crude GBE, or
diphenylhydantoin (positive control group) at doses of 2 mg each. The negative
control yielded small enlargement of the Iymph nodes, while the crude
ethanolicaqueous GBE resulted in statistically significant lymphoproliferative reaction
(LPR) in the ipsilateral popliteal lymph node. A massive lymph node hyperplasia that
was almost comparable to the positive control was observed in the heptane solution
fraction of the crude GBE. Chemical analyses of the crude extract and the heptane
fraction found ginkgolic acid at 5.5% and 24.6%, respectively, which were theorized

to be responsible for the LPR observed in this study [Ref 8].
2.2. Panax Ginseng C.A.Mey.

- Therapeutic indications:

Traditional herbal medicinal product for symptoms of asthenia such as fatigue and

weakness [Ref 10].

To date, more than 30 types of ginsenosides have been identified from ginseng. The top
six major ginsenosides in quantity-Rg1, Rc, Rd, Re, Rb1, Rb2, and Rb0- make up over
70% of contents. In general, ginsenosides are classified into two groups; namely, the 20
(S)-protopanaxadiol group and the 20 (S)-protopanaxatriol group. Rb1 and Rg1 are the
most abundant ginsenosides in ginseng and belong to the 20 (S)-protopanaxadiol and 20
(S)- protopanaxatriol groups, respectively. Rb1 has antiinflammatory action, an obvious
vasodilating effect, and a tranquilizing effect on the CNS, and it is known to have CNS-
exciting, anti-fatigue, and hemolysis properties. Ginseng is a known adaptogen classified
by herbalists, and its antioxidant activity increases the body’s resistance to stress,

trauma, anxiety, and fatigue [Ref 11].
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- Special warnings and precautions for use:

The use in children and adolescents under 18 years of age has not been established
due to lack of adequate data [Ref 10].

- Interactions with other medicinal products and other forms of
interaction: None reported [Ref 10].
- Fertility, pregnancy and lactation:
Safety during pregnancy and lactation has not been established. In the absence of

sufficient data, the use during pregnancy and lactation is not recommended. No
fertility data available [Ref 10].

- Undesirable effects: [Ref 10]

Gastrointestinal disorders: stomach discomfort, nausea, vomiting, diarrhea, and
constipation have been reported. The frequency is not known,

Immune system disorders: Hypersensitivity reactions (urticaria, itching) have been

reported: The frequency is not known.

2.21. Exposure: extent and duration of Panax
Ginseng C.A.Mey.

Posology: [Ref 10]
Adults and elderly
e White ginseng:
Powdered herbal substance: Single dose: 250-1200 mg Daily dose: 600-2000 mg,
Dosage frequency: once daily (1200 mg), 2 8 times daily
e Red ginseng:

Powdered herbal substance: Single dose: 600 mg -1200 mg Daily dose: 1200 mg -
1800 mg,

Dosage frequency: 1-3 times daily
The use in children and adolescents under 18 years of age is not recommended
Duration of use:

Duration of use up to 3 months. If the symptoms persist longer than 2 weeks during
the use of the medicinal product, a doctor or a qualified health care practitioner
should be consulted

12



Method of administration: Oral use

Overdose: No case of overdose has been reported.

2.2.2. Toxicological scientific data of Panax Ginseng
C.A.Mey.

A case report by Chan and Fu (2007) examined the neurotoxic effects of high-dose
Panax ginseng ethanol extract consumption over a 12-month period in humans, with
doses exceeding 3 grams per day. Reported symptoms included hypertension,
nervousness, insomnia, skin eruptions, morning diarrhea, and edema, with some
individuals experiencing euphoria, restlessness, and agitation. Ten participants taking
very high doses (15 grams daily) reported symptoms of depersonalization and
confusion, collectively termed as “ginseng abuse syndrome,” highlighting central

nervous system excitation and arousal as critical effects [Ref 12].

- Acute toxicity:

The acute oral LD50 for rats was 750 mg/kg and 200 mg/kg for mice for panax
ginseng root. Ginseng root extract had an i.p. LD50 637 mg/kg [Ref 13].

The acute toxicity of a ginseng-extract from a publicly available report on a study in
minipigs and rats was reported. Oral applications up to 4 g/kg induced no toxic
effects. Intraperitoneal LD50 values of various pure ginsenosides on mice were: Rg1:
1250 mg/kg; Rf: 1340 mg/kg; Re: 405 mg/kg; Rd: 324 mg/kg; Rc: 410 mg/kg; Rb1:
1110 mg/kg; Rb2: 305 mg/kg [Ref 14].

- Repeat dose toxicity:

No toxic effects were reported in a publicly available report on an oral 90-day study
conducted in 32 Beagle dogs (0, 1.5, 5 and 15 mg G115 (standardized ginseng extract)
kg/day, or 0, 066, 0.2, 0.6 mg ginsenoside/kg/day), in an oral 20-day toxicity study in rats
(4000 mg G115 (standardized ginseng extract)/kg/day, or 160 mg ginsenoside/kg/day) or
in an oral 33-week toxicity study in 1730 male and female rats (0, 1.5, 5, 10 mg G115
(standardized ginseng extract)/kg/day). Ginseng extract as 100 mg root daily
administered to rats for 5 days induced no toxic effects. However, because of

deficiencies of these studies, it was not possible to retain a NOEL [Ref 14].

Groups of 10 male and 10 female rats were administered ginseng in sterile water by
gavage at doses of 0, 1,000, 2,000, 3,000, 4,000, or 5,000 mg/kg, 5 days per week for

13



14 weeks. All rats survived to the end of the study. Mean body weights of all dosed
groups were similar to those of the vehicle control groups. No lesions that were
observed by gross or histopathologic examination were attributed to the

administration of ginseng [Ref 15].
- Mutagenicity, Carcinogenicity:

Panax ginseng root extract, panax ginseng root powder, and panax ginseng
quinquefolius root extract were not mutagenic in Ames tests. Panax ginseng
saponins were not mutagenic to S. typhimurium up to 36 mg/ml. Ginseng was not
mutagenic in either of two independent bacterial mutagenicity assays, each
conducted with or without exogenous metabolic activation enzymes. Bacterial strains
tested included S. typhimurium strains TA97, TA98, TA100, TA102, TA104, and
TA1535, as well as E. coli strain WP2 uvrA/pKM101. No significant increases were
seen in the frequencies of micronucleated erythrocytes in the peripheral blood of
male or female B6C3F1 mice exposed for 3 months to 1,000 to 5,000 mg/kg ginseng
via gavage. Groups of 50 male and 50 female rats were administered ginseng in
sterile water by gavage at doses of 0, 1,250, 2,500, or 5,000 mg/kg, 5 days per week
for 104 to 105 weeks. No increases in the incidences of neoplasms or nonneoplastic
lesions were attributed to the administration of ginseng. The incidence of mammary
gland fibroadenoma was significantly decreased in 5,000 mg/kg females. No
neoplasms or nonneoplastic lesions were attributed to the administration of ginseng.
Under the conditions of these 2-year gavage studies, there was no evidence of
carcinogenic activity of ginseng in male or female F344/N rats or B6C3F1 mice
administered 1,250, 2,500, or 5,000 mg/kg [Ref 15].

After 2 years of oral administration of an extract prepared with ethanol 80% in
dosages of up to 5000 mg/kg b.w. no signs of carcinogenicity were observed in mice
or rats [Ref 10].

- Reproductive Toxicity:

There were no adverse effects reported in an oral reproductive study at 15 mg/kg/d
or a developmental study up to 20 mg/kg/d panax ginseng root extract using rats [Ref
10].

Results of 2 teratology studies were provided from a scientific publication. Female Wistar

rats were orally given 40 mg/kg/day of G115 from day 1 to day 15 of gestation.

14



Caesarian section was performed on day 21 of gestation. Female New Zealand rabbits
orally received 20 mg/kg/day G115 (standardized ginseng extract) from day 6 to day 18
of gestation. Caesarian section was performed on day 25 of gestation. Both studies
deviated from current OECD guidelines as only one dose was tested versus 3 doses.
The number of pregnant females was lower than that recommended with 10 and 6
impregnated rats and rabbits, respectively, versus 20 pregnant females. Due to the
deviation from guidelines, no final conclusion on foetotoxic and teratogenic potential of
ginseng can be drawn from the studies. Nevertheless, there was no evidence from these

studies that ginseng itself had any significant teratology activity [Ref 14].

2.3. Coffea arabica L.

- Therapeutic indications: [Ref 16]

The caffeine in coffee works by stimulating the central nervous system (CNS), heart,
and muscles. Chlorogenic acid might affect blood vessels and how the body handles
blood sugar and metabolism. Coffee is also used for diabetes, heart failure,
Alzheimer disease, cancer, heart disease, high blood pressure, dementia, Parkinson
disease and many other conditions, but there is no good scientific evidence to

support most of these uses

- Side Effects: [Ref 16]

Coffee is commonly consumed as a beverage. Drinking coffee in moderate amounts
(about 4 cups daily) is likely safe for most people. Drinking more than 4 cups of
coffee daily is possibly unsafe. Drinking large amounts might cause side effects due
to the caffeine content. These side effects can range from mild to serious and include

headache and irregular heartbeat.
- Special warnings and precautions for use: [Ref 16]

Pregnancy: Consuming more than 3 cups daily (around 300 mg caffeine) during
pregnancy is possibly unsafe and has been linked to an increased risk of miscarriage,
increased risk of sudden infant death syndrome (SIDS), and other negative effects,

including symptoms of caffeine withdrawal in newborns and a lower birth weight.

Breast-feeding: Drinking 1-2 cups of coffee daily while breast-feeding is possibly safe.
But drinking larger amounts is possibly unsafe. The caffeine in coffee is passed into
breast milk. It might cause irritability and increased bowel movements in nursing infants
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Children: Caffeinated coffee is possibly safe in children when consumed in the
normal amounts found in food and beverages

Caffeine may worsen symptoms of anxiety, bipolar disorder, and bleeding disorders,
and it can increase blood pressure in people with hypertension. It also increases eye
pressure within 30 minutes, lasting at least 90 minutes, which is concerning for those
with glaucoma. High caffeine intake may worsen diarrhea, IBS, and bladder control
issues by increasing urination frequency and urgency. People with epilepsy should
avoid high doses, and those with diabetes should use caffeine cautiously due to its
potential effects on blood sugar. Additionally, caffeine can increase calcium loss
through urine, potentially weakening bones, so individuals with osteoporosis should
limit intake. Smoking combined with coffee consumption may raise the risk of death
from heart disease or cancer.

- Interactions: [Ref 16]
Major Interaction: Ephedrine,

Moderate Interaction: Adenosine, Alendronate, Quinolone antibiotics, Contraceptive
drugs, Cimetidine, Clozapine, Dipyridamole, Disulfiram, Estrogens, Fluvoxamine,
Levothyroxine, Lithium, MAOIs, Anticoagulant / Antiplatelet drugs, Pentobarbital,
Phenylpropanolamine, Riluzole, Stimulant drugs, Theophylline, Verapamil, Beta-
adrenergic agonists, Nicotine, Diuretic drugs, Pioglitazone,

Minor Interaction: Alcohol, Fluconazole, Tricyclic antidepressants, Antidiabetes
drugs, Mexiletine, Phenothiazines, Terbinafine

2.3.1. Exposure: extent and duration of Coffea
arabica L.

Coffee is commonly consumed by adults as a beverage, typically in amounts of 2
cups daily. This provides about 250 mg of caffeine [Ref 16].

2.3.2. Toxicological scientific data of Coffea arabica L.

In a study by Delfiol et al. (2012), short-term toxicity of coffee husk (Coffea arabica
L.) was evaluated in female horses following oral administration through feed over a
56-hour period, with dosing every 12 hours. The study observed significant
cardiopulmonary and behavioral effects, including increased hyperresponsivity to
sound, tachycardia, tachypnea, elevated cardiac rate, and higher rectal
temperatures. Elevated caffeine levels were also detected in plasma and urine,
indicating caffeine-related intoxication effects on the cardiovascular system in the

absence of control groups [Ref 17].
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There is inadequate evidence in humans for the carcinogenicity of drinking coffee.
There is evidence suggesting lack of carcinogenicity of drinking coffee in humans for
cancers of the pancreas, liver, female breast, uterine endometrium, and prostate.
Inverse associations with drinking coffee have been observed with cancers of the
liver and uterine endometrium [Ref 3].

There is inadequate evidence in experimental animals for the carcinogenicity of coffee.

Drinking coffee is not classifiable as to its carcinogenicity to humans (Group 3) [Ref 3].

3. Additional Data and Available studies by the
company based on finished product

- Study on the Healing Effects of My Exosome on Alzheimer Model Cells
[Attach 13].

- Clinical Studies on the Healing Effects of My Exosome on Alzheimer Patients
[Attach 14].

- Detailed Healing and Preventive Effects of My Exosome on Alzheimer Model
Rats [Attach 14].

4. Recommendation

It is recommended to take one capsule a day and to not exceed the recommended
daily consumption unit. The product is not advised to be used during pregnancy,
breastfeeding and in children. In case of illness or drug use, the possibility of risks
mentioned in the interaction section of each ingredient should be taken into
consideration. Alhough the, dosage of each exract is very low in the finished product,
it is adviseable not be used with drugs. On the other hand the frequency of skin
reactions are not known for most of the extracts and therefore intake should be

ended in case of hypersensitivity reactions (urticaria, itching)

17



5. Conclusion

The aim of the Toxicological risk assessment is to ensure that botanicals or
botanical preparations, when used in food supplements in the manner,
quantities and time period of intake proposed, would not pose a risk to the

health of consumers.

Organic certificates of each ingredient are the indicator of pesticide-free
products that are produced naturally without using hormones, chemical
pesticides or chemical fertilizers, and are certified organic by authorized
certification bodies. In the light of the above available scientific data, as an
independent expert opinion, it is considered that there is no Toxicological Risk
in BRENTRAX product used as Food Supplement once a day with the present
dosage , content ( Organic Coffee Arabica 315 mg, (the amount of caffeine in 1
capsule is 1.67 mg ) , Organic Panax Ginseng M 18 mg, Organic Ginkgo Biloba

L. 18 mg in each capsule ) and production technique.

Prof. Dr. Semra SARDAS
ERT(European Registered Toxicologist)

istinye University, Faculty of Pharmacy
Head of the Pharmaceutical Toxicology Department
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1. CALISMANIN ONAYI/ APPROVAL OF THE STUDY

1.1,

Deney hayvani testi ve deney hayvani kullanimi ile ilgili
tuim prosedurler hayvan haklarina uygun olarak hazir-
lanmistir'. 02/012025 tarih ve 738 onay numarali yerel
etik kurul kararn ile calismanin baglanmasi uygun go-
rilmastur. Etik kurul karari deney hayvanlarinin kabul
gérmiis bilimsel, etik ve yasal normlara uygun olarak
kullanimini garanti altina alinmistir. Kurul aldigi bu ka-

Yerel Etik Kurul Karari / Local Ethics Committee Decision.

All procedures related to experimental animal testing and
use of experimental animals have been prepared in ac-
cordance with animal rights” It was deemed appropriate
to start the study with the local ethics committee decision
dated 02/01/2025 and approval numbered 738 Ethics
committee decision guarantees the use of experimental
animals in accordance with accepted scientific, ethical
and legal norms. With this decision, the Board transfer-

rarla sorumlulugu arastirmacilara devretmistir.

1.2.

Bu calismanin OECD lyi Laboratuvar Uygulama-
lari Kilavuzlarina, Avrupa Parlamentosu ve Kon-
seyi'nin 2004/9/EC, 2004/10/EC direktiflerine ve
“T.C. Cevre ve Sehircilik Bakanhgi lyi Laboratuvar
Uygulamalari Prensipleri, Test Birimlerinin Uyumlasg-
tirlmasi, lyi Laboratuvar Uygulamalarinin ve Calis-
malarin Denetlenmesi Hakkinda Yonetmeligi® ne
gore hazirlandigini ve bu gergevede yurataldagunt
beyan ederim.

Bu raporun ¢alismanin orijinal tamimlamalarini

icerdigini ve galisma sonuglarinin kullanilan metot-
lara uygun olarak tespit edildigini beyan ederim.

Bu dokiiman; KOBAY DHL A.S.'nin doki

red the responsibility to the researchers.

Calisma Yéneticisi Kalite Beyani / Study Director Quality Statement:

This study is in accordance with OECD Good Labora-
tory Practices Guidelines, European Parliament and Coun-
cil's 2004/9/EC, 2004/10/EC directives and " | hereby dec-
lare that it has been prepared in accordance with the TR
Ministry of Environment and Urbanization, Principles of
Good Laboratory Practices, Harmonization of Test Units,
Regulation on Good Laboratory Practices and Inspection of

Studies” and carried out within this framework.

| declare that this report contains the original descripti-
ons of the study and that the results of the study were de-
termined in accordance with the methods used.

Ad-Soyad / Name,Sumanfe

m@nidir. Yazilf izin ainmadan girket digina gikartitamaz ve gogaltilamaz.

CIKTI ALINDIGINDA {ONTROLSUZ KOPYADIR.
This document; It is the document of KOBAY DHL A, $. It cannot be taken out of the company and reproduced without wrilten permission.
{T IS UNCONTROLLED COPY WHEN PRINTED.
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1.3.

iLU 2025/138 Kodlu ve EXAFIQUE Uruntne
ait LD50 Belirleme adli ¢alisma OECD lyi Laboratu-
var Uygulamalan Kilavuzlarina, Avrupa Parlamen-
tosu ve Konseyi'nin 2004/9/EC, 2004/10/EC direktif-
lerine ve “T.C. Gevre ve Sehircilik Bakanlidr lyi La-
boratuvar Uygulamalan Prensipleri, Test Birimlerinin
Uyumlastinimasi, lyi Laboratuvar Uygulamalarinin
ve Calismalarin Denetlenmesi Hakkinda Yénetme-
ligi" ne gére hazirlanmis ve bu gergevede yaratal-
mustar.

Kalite Giivence Beyani / Quality Assurance Statement

The study coded ILU 2025/138 and titled LD50 Deter-
mination of EXAFIQUE product was prepared and conducted
in accordance with the OECD Good Laboratory Practice Gu-
idelines, Directives 2004/9/EC, 2004/10/EC of the European
Parliament and the Council and the "Regulation of the Mi-
nistry of Environment and Urbanization on Principles of Good
Laboratory Practices, Harmonization of Test Units, Good La-
boratory Practices and Supervision of Studies”.

KALITE GUVENCE DENETIMLERI / QUALITY ASSURANCE AUDIT
Raporun Calisma Yénetici- | Raporun Test Birimi Ydne-
Denetim Turl Denetim Tarihi sine Sunulma Tarihi ticisine Sunulma Tarihi
Audit Type Audit Date Date of Submission of the Report | Date of Submission of the Re-
fo the Study Director port fo the Test Unit Director

Calisma Plani Denetimi 01/06/2025 01/06/2025 01/06/2025
Audit of the Study Plan
Calisma Denetimi 16/06/2025 16/06/2025 16/06/2025
Audit of Studying
Calisma Denetimi U.D./N.A. U.D./N.A. U.D./N.A.
Audit of Studying
Sonug Raporu Denetimi 24/07/2025 24/07/2025 24/07/2025
Audit of the Result Report

EXAFIQUE Urtiniine ait In vivo LD50 Belir-
leme  calismasi yukaridaki tabloda verilen tarih-
lerde gergeklegen denetimlerinde OECD ILU ilkeleri
cergevesinde gerceklestirildigi gozlenmistir. Elde
edilen veriler 1s1§inda hazirlanan bu raporun calis-
manin orijinal tanimlamalarini igerdigini, elde edilen
sonuglarin kullanilan yéntemlere uygun olarak ham
veriler ile uyumlu olarak aktanldigini beyan ederim.

It has been observed that the In vivo LD50 Determina-
tion study of EXAFIQUE product was carried out within the
framework of OECD ILU principles during the audits carried
out on the dates given in the table above. | hereby declare
that this report prepared in the light of the data obtained con-
tains the original definitions of the study and that the results
obtained are transferred in accordance with the raw data in
accordance with the methods usgd.

Eatma Nur INCEH

Kalite Glvence Sdrumlusu / Quality assurance officer

Tarih / Date:24/07/2025
' g—-

Bu dokiiman; KOBAY DHL A.$.'nin doktmanidir. Yazih izin alinmadan sirket digina gikartilamaz ve gogaltlamaz.
CIKTI ALINDIGINDA KONTROLSUZ KOPYADIR.
This document: It is the document of KOBAY DHL A.§$. it cannot be taken out of the company and reproduced without written permission.
{T 1S UNCONTROLLED COPY WHEN PRINTED.
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1.4.

Calisma LU ilkeleri ~ dogrultusunda
11/06/2025 — 24/07/2025 tarihileri arasinda gercek-
lestiriimistir.

GLP calismasinda kullanilan test maddesine
ait karakterizasyon bilgileri sponsor tarafindan pay-
lasiimistir. Sponsor tarafindan verilen bilgileri dogru-
lamak icin KOBAY A.S. tarafindan herhangi bir ana-
liz gergeklestirimemistir. Paylasilan bilginin calig-
manin gergeklestirimesi igin yeterli oldugu kabul
edilerek calisma gergeklestirilmistir.

24/07/2025 tarihinde yazimi tamamlanan ra-
por Kalite Glvence tarafindan kontroll yapildiktan
sonra 24/07/2025 tarihinde galisma ydneticisi tara-
findan onaylanmistir.

Caligma Ydneticisi Galigma Onay! / Study Director Study Approval

The study was carried out between 11/06/2025 —
24/07/2025 in line with the principles of ILU.

The characterization information of the test substance
used in the GLP study was shared by the sponsor. No analy-
sis was performed by KOBAY A.$. to verify the information
provided by the sponsor. The study was carried out by ac-
cepting that the information shared was sufficient for the
study to be carried out.

The report, which was completed on 24/07/2025 was
approved by the Study Director on 24/07/2025 after being
checked by Quality Assurance.

Bu dokUman; KOBAY DHL A.S.'nin doktmanidir. Yazili izin alinmadan sirket disina gikartilamaz ve ¢ogaltilamaz.

CIKTI ALINDIGINDA KON
This document; (! is the document of KOBAY DHL A.§. It cannot be ta

TROLSUZ KOPYADIR.
ken out of the company and reproduced without written permission.

IT 1S UNCONTROLLED COPY WHEN PRINTED.
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2.  CALISMA BILGILERI / INFORMATION OF THE STUDY

Caligsmanin Adi
Study Name

Calismanin Kodu
Study Code
Calhismanin Amaci
Aim of the Study

Rapor Tarihi

Report Date

Raporun Revizyon Numarasi
Revision Number of the Report
Raporun Kopya Sayisi

Copy Number of the Report
Raporun Dagitimi

Distribution of the Report

“EXAFIQUE" Uruintine ait LD 50 Doz belirleme ¢alismasi.
LD 50 Dose determination study for the product "EXAFIQUE "

ILU 2025/138

OECD 423 Standartina gore test maddesinin doz belirleme galismasi-
nin gergeklestiriimesi ve test maddesinin tehlike degerlendirmesi ile teh-
like siniflandirmas icin gerekli bilgileri belirlemek tizere Akut Toksik Si-
nif Yontemi kullanildi./ The Acute Toxicity Classification Method was used to
determine the dose of the test substance in accordance with OECD 423 Stan-
dard and to identify the information necessary for the hazard assessment and
hazard classification of the test substance.

24.07.2025
0

2

Raporun 1. kopyasi SPS-88’e; 2.kopyas! ise Kobay DHL ILU arsivine
teslim edilecektir. / 1st copy of the report to SPS-88; The second copy will be
delivered to the KOBAY DHL GLP archive.

3. TEST BiRiMi VE SPONSORA AIiT BILGILER
INFORMATION ABOUT THE TEST UNIT AND SPONSORS

3.

Test Biriminin Adi
Name of the Test Unit

Test Biriminin Adresi
Address of the Test Unit

Galisma Yoneticisinin Adi
Name of the Study Director

Galisma Yoneticisinin Adresi
Adress of the Study Director

Test Birimine Ait Bilgiler

Test Unit Information

KOBAY Deney Hayvanlari Laboratuvari
KOBAY Experimental Animal Laboratory

Beytepe Mahallesi 1748 Sokak Numara 20 Cankaya/ANKARA
Beytepe Neighborhood, 1748 Street, Number 20 Cankaya/ANKARA

Adnan CITIRIK

Beytepe Mahallesi 1748 Sokak Numara 20 Cankaya/ANKARA
Beytepe Neighborhood, 1748 Streel, Number 20 Gankaya/ANKARA

Bu dokiiman: KOBAY DHL A.S.'nin dokimanidir. Yazili izin alinmadan sirket digina ¢ikartilamaz ve gogaltlamaz.

This document: it is the document of KOBAY DHL A.S. It cannat be taken out of the company a
IT IS UNCONTROLLED COPY WHEN PRINTED. /

GIKTI ALINDIGINDA KONTROLSUZ KOPYADIR.

foduced Withoul written permission.
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3.2, Sponsora Ait Bilgiler

Information About Sponsor

Sponsorun Adi
Sponsor Name
Sponsorun Adresi
Address of the Sponsor

AYE EXOCURE/ Ahmet Yasar ESMEKAYA
Mutlukent Mahallesi 2024. Cadde No:16 06800 CANKAYA/ ANKARA/TURKIYE
Mutlukent Neighborhood 2024th Street No:16 06800 CANKAYA/ ANKARA/TURKEY

Sponsor Kodu SPS-88

Sponsor Code

4. CALISMA TAKVIMI
WORKING SCHEDULE

TARIH/DATE GERGEKLESTIRILEN ISLEMLER TRANSACTIONS PERFORMED
11.06.2025 Calismaya konu deney hayvanlarinin ka- | Acceptance of experimental animals
16.06.2025 bulli ve Karantina subject to the study and quarantine
16.06.2025 Test Maddesinin Hazirlanmasi! Test Item Preparation
16.06.2025 1. Basamak dozunun uygulanmasi (2000 1st step dose administration (2000

e mg/kg) mgrkg)
16.06.2025 . , ;
26.06.2025 1. Basamak uygulanan grubun gézlemi Observation of the 1st step group
26,06.2025 2. Basamak Uygulama (300 mg/kg) Step 2 Application (300 mg/kg)
26.06.2025 ” -
10.07.2025 2. Basamak Gozlem Step 2 Observation
10.07.2025 2. Basamak Test sistemleri sakrifikasyon Step 2 Test systems sacrification
10.07.2025 3. Basamak Uygulama (300 mg/kg) Step 3 Application (300 mg/kg)
10.07.2025 . ;
204 07 2025 3. Basamak Gdzlem Step 3 Observation
24.07.2025 3. Basamak Test sistemleri sakrifikasyon Step 3 Test systems sacrification
24.07.2025 Sonuglarin degerlendiriimesi Evaluation of results
24.07.2025 Sonug raporu yazimi ve kontroll Final Report Writing and Control

Bu dokUman; KOBAY DHL A.S.'nin dokimamdir. Yazih izin allnquan sirket digina gikartiiamaz ve godaltlamaz.
GIKTI ALINDIGINDA KONTROLSUZ KOPYADIR,
This document; It is lhe document of KOBAY DHL A.S. It cannol be taken out of the company and reproduceg-ithoul wrien permission.

IT 1S UNCONTROLLED COPY WHEN PRINTED.
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5. OZET
SUMMARY

Calisma, Wistar albino susu siganlarda tek bir
oral uygulamadan sonra test materyalinin akut oral
toksisitesini ve letal doz araligini degerlendirmek
icin gerceklestiriimistir. Bu galisma igin sigan segil-
mistir, clinkU sigan kolayca temin edilebilen bir ke-
mirgen turiidir, gecmiste guvenlik degerlendirme
calismalarinda kullanilmigtir ve ilgili dizenleyici ma-
kamlar tarafindan kabul edilebilir bir tarddr. Oral yol,
en uygun maruz kalma yolu olarak segilmigtir ve so-
nuglarin, test maddesinin insanlara olasi toksisite-
sini tahmin etmede yararh oldugu duslnuimektedir.

Test maddesi seyreltimeden agizdan verildi. Ca-
lisma sirasinda klinik belirtiler ve viicut agirhgr geli-
simi izlendi. Tum hayvanlar gross nekropsiye tabi tu-
tuldu.

6. MATERYAL METOD
MATERIAL METHOD

6.1.

6.1.1. TEST MADDESI iLE iLGiLi BILGILER

INFORMATION ABOUT THE TEST SUBSTANCE

Test maddesine ait asadida verilen bilgiler sponsor
tarafindan saglanmistir. Galisma bu veriler 1g1ginda
Kobay A.S. laboratuvarinda gerceklestiriimistir.
Test Maddesinin Teslim Tarihi:

Test Item Delivery Date

Test Maddesinin Adi:

Name of Test Item

Test Maddesinin Bilesimi

Composition of the Test ltem

Test Maddesinin Kullanim Amaci:

Purpose of Use of the Test Iltem

Test Maddesinin Seri/Lot Numarasi:

Batch/Lot Number of Test ltem

Test Maddesinin Fiziksel Goriiniimii:

Physical Appearance of Test lfem

Test Maddesinin Saflig:

Test Item Purity

Test Maddesinin Stabilitesi:

Stability of Test item

Test Maddesinin Rengi:

Bu dokiiman; KOBAY DHL A.S.'nin dokiimaridir. Yazili izin alinmadan sirket digina ¢ikartitamaz ve gogaltilamaz.
GIKTI ALINDIGINDA KONTROLSUZ KOPYADIR.
This document: Jt is the document of KOBAY DHL A.S. It cannot be taken out of the company and reproduced withGut Written permission.
IT 1S UNCONTROLLED COPY WHEN PRINTED.

TESTE ALINACAK URUNLERE AiT BILGILER
INFORMATION ON THE PRODUCTS TO BE TAKEN TO THE TEST

The study was conducted to evaluate the acute oral
toxicity and lethal dose range of the test material after a
single oral administration in Wistar albino rats. Rats were
selected for this study because they are a readily avai-
lable rodent species, have been used in previous safety
evaluation studies, and are an acceptable species accor-
ding to relevant regulatory authorities. The oral route was
selected as the most appropriate route of exposure, and
the results are considered useful in predicting the poten-
tial toxicity of the test material to humans.

The test substance was administered orally without dilu-
tion. Clinical signs and body weight development were
monitored during the study. All animals underwent gross
necropsy.

The following information about the test substance was pro-
vided by the sponsor. The study was carried out in the labo-
ratory of Kobay A.S. in the light of these data.

11.06.2025
EXAFIQUE

U.D. / NA.

UD. /NA

250611

Kati-toz / Solid-powder
%100

Uygun / Available
Acik Kahverengi / Light Brown

W dL

-
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Color of Test Item

Test Maddesinin Sterilitesi:
Sterility of Test Item

Test Maddesinin Ambalaj Sekli:
Packing of Test ltem

Test Maddesinin Uretim Tarihi:
Production Date of Test item

Test Maddesinin Son Kullanma Tarihi:
Test ftem Expiry Date

Test Maddesinin Analiz Sertifikasi:(Varsa)
Certificate of Analysis of Test ltem: (If any)

Test Maddesinin Raf omrii:
Shelf life of Test ltem

Test Maddesinin Saklama Kosullari:
Test Item Storage Conditions .

Test Maddesinin Giivenlik Onlemleri:
Test ltem Safely Precautions

Test Maddesinin Miktar:
Amount of Test ltem

Test Maddesi Sahit Numune Miktar::
Test ltem Witness Sample Amount

Test Maddesinin Kalan Miktar::
Remaining Amount of Test Item

Test Maddesinin Sekli
Figure of Test lfem

Test maddesinden kalan 2,4 gr test maddesi ise
Test/Referans/Tastyic Madde lade Formu ile
(KBY_ILU_F_21_02) iade edilmistir.

6.1.2. TASIYICI MADDE iLE ILGILi BILGILER

Uygun / Available

Poset / Bag

28.05.2025

3Yil/ years

U.D./NA.

3 Yil /! years

Oda kosullari / Room Temperarature
U.D./NA.

5 gram

100 Gram (Tum testler igin
100 Grams (for all tests)

2,4 gram

The remain}'ng 2.4 g of test substance was returned using
the Test/Reference/Carrier Substance Return Form
(KBY_ILU_F_21_02).

INFORMATION ABOUT THE CARRIER SUBSTANCE

Tasiyici Maddesinin Teslim Tarihi:
Delivery Date of Carrier Substance

Tastyiclt Maddesinin Adi:

Name of Carrier Substance

Tasiyici Maddesinin Seri/Lot Numarasi:
Serial/Lot Number of Carrier Substance

Tasiyici Maddesinin Fiziksel Goriinlimii:
Physical Appearance of Carrier Substance
Taslyict Maddesinin Safligi:

Purity of Carrier Substance

U.D./NA.

Distile su / Distilled water
U.D./ NA

Swvi / Liiguid

%100

Bu dokiiman; KOBAY DHL A.$.'nin dokmanidir. Yazil izin alinmadan sirket digina gikartilamaz ve cojaltilamaz.
GIKT! ALINDIGINDA KONTROLSUZ KOPYADIR.

This document: It is the document of KOBAY DHL A.S. Il cannot be laken out of the company and reproduced without
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Tasityict Maddesinin Stabilitesi: UD./NA
Stability of Carrier Substance Y o
Tasiyict Maddesinin Rengi: Seffaf / Transparent

Color of Carrier Substance

Tastyici Maddesinin Sterilitesi:

Stenility of Carrier Substance

Tasiyici Maddesinin Ambalaj Sekli:
Packing of Carrier Substance

Tastyici Maddesinin Uretim Tarihi:
Production Date of Carrier Substance

Tastyict Maddesinin Son Kullanma Tarihi:
Expiry Date of Carner Substance

Tasiyict Maddesinin Analiz Sertifika:(Varsa)
Certificate of Analysis of Carrier Substance: (If any)
Tasiyici Maddesinin Raf émri:

Shelf life of Carrier Substance

Tasiyict Maddesinin Saklama Kosullar::
Storage Conditions of Carrier Substance

Tasiyici Maddesinin Giivenlik Onlemleri:
Safety Precautions of Carner Substance

Tasiyict Maddesinin Miktari:

Quantity of Carrier Substance

Tastyict Maddesi $ahit Numune Miktar::
Carrier Material Witness Sample Quantity

Tasiyici Maddesinin Kalan Miktar:

Remaining Amount of Carrier Substance

6.2. INVIVO TEST
IN VIVO TEST

OECD 423 Kimyasallarin Test edilmesine iligkin OECD
kilavuzu, Bolum 4 Test NO; 423: Akut oral toksisite testi-

Akut Toksik Simf Yéntemi
6.2.1. TEST SISTEMINE AIT BILGILER

INFORMATION ABQUT THE TEST SYSTEM

Test Sisteminin Tiirii

Type of Test System

Test Sisteminin Soyu/ Irki
Ancestry/Breed of the Test System
Test Sisteminin Kaynag!
Source of Test System

Test Sisteminin Sayisi
Number of Test System

Test Sisteminin Cinsiyeti

Bu dokiiman; KOBAY DHL A.S.'nin doktmanidir. Yazil izin alinmadan sirket digina ¢ikarilamaz ve ¢ogaltilamaz.
GIKTI ALINDIGINDA KONTROLSUZ KOPYADIR.
This document: it is the dacument of KOBAY DHL A.S. It cannot be taken out of the company and reproduce
T IS UNCONTROLLED COPY WHEN PRINTED.

Steril / Sterile

U.D./NA

U.D./NA

U.D./ NA.

U.D./ NA

U.D./NA

Qda Sicakhgi / Room Temperature

Uu.D./NA

50 mL

U.D./ NA.

14 mL

Sican
Rat

Wistar Albino
Kobay DHL.

9
Disi

ithout writlen permission.

OECD 423 OECD guidance on Testing of Chemicals ,
Part 4 Test NO;423 : Acute oral toxicity test - Acute Toxic
Class Method
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Gender of the Test System Female
Test Sisteminin Agirhigi / Yasi 8-12 Haftalik
Weight / Age of Test System 8-12 weeks
Test Sisteminin Karantina Siiresi 5 gun
Quarantine Period of Test System 5 Days

Test Sistemi Kullaniminin Gerekgelendirilmesi
Justification for Test System Use

Test Sisteminin Banindirma Kosullari (Kafes
Yerlesim Durumlari)

Housing Conditions of the Test Systern (Cage Layout Conditi-
ons)

Test Sisteminin Yem Tiirii / Sertifikasi

Feed Type / Certificate of Test System

Test Sisteminin Beslenme Sekli

Nutrition of the Test System

Test Sisteminin Su Sekli

Water Type of the Test System

Test Sistemi Odasi Sicakhg!

Test System Room Temperature

Test Sistemi Odasi Nem Kosullan

Test System Room Humidity Conditions

Test Sistemi Odasi Aydinlatma

Test System Room Lighting

6.2.2. TEST GRUPLARI
TEST GROUPS

Deney sadece test grubu olarak yapilmistir. Ca-
lismada 9 adet disi sigan kullanmimistir,

OECD 423 Kimyasallarin Test edilmesine iligkin
OECD kilavuzu / OECD 423 OECD guidance on Testing
of Chemicals

Her kafeste 1 hayvan
1 animal per cages

Carfil
Ad Libitum
Ad Libitum

22+3 C

%30 — 70 Nem

30 - 70% Humidity

12 saat aydinlik, 12 saat karanlik dongusd
12 hour daylight, 12 hour dark cycle

The experiment was conducted only as a test group. In the
study, 9 female rats were used.

6.2.3. TEST ONCESINDE YAPILAN iSLEMLERE AiT BILGILER

INFORMATION ON PRE-TEST PROCEDURES

“Deney Hayvani Kabul Formu”
(KBY_ILU_F_24_02) ile kabul edilen hayvanlar kabul
isleminden itibaren 5 giin boyunca karantinada tutul-
mustur. Karantina suresince elde edilen gdzlemlerde
test sistemlerine ait herhangi anormal bir bulguya
rastlaniimamis olup tiim sonuglari “Karantina ve Klinik
Gozlem Formu (KBY_ILU_F_25_01)'na kaydedilmig-
tir. Test sistemleri uygulamadan 4 saat Gnce uygu-
lama 6éncesi mide igeriginin test maddenin emilimini
etkilemesini dnlemek ve sonuglann glvenilirligini ar-
tirmak icin a¢ birakilmistir.

Animals accepted with the "Experimental Animal Ac-
ceptance Form" (KBY_ILU_F_24_02) were kept in quaran-
tine for 5 days after acceptance. No abnormal findings of
the test systems were observed during the quarantine pe-
riod and all results were recorded in the "Quarantine and
Clinical Observation Form” (KBY_ILU_F_25_01). Test sys-
tems were fasted 4 hours before administration to prevent
gastric contents from affecting the absorption of the test
substance and to increase the reliability of the results.

Bu dokiiman; KOBAY DHL A.$.'nin doktimanidir, Yazili izin alinmadan sirket disina cikartilamaz ve codaltlamaz.
GIKTI ALINDIGINDA KONTROLSUZ KOPYADIR.
This document: It is the document of KOBAY DHL A.S. It cannot be laken out of the company and reproduceg’ withou! Vigitten permission.
IT 1S UNCONTROLLED COPY WHEN PRINTED.

o A1 S

Nl




B ’/’“‘"’i} AN

\3:.\"’:&50.“" LAy

SONUG RAPORU
RESULT REPORT

Dokiiman No

Document No KBY_ILU_F_20_02
Yayin Tarihi

Publication Date 28.08.2020
Revizyon Tarihi

Revision Date 14.01.2024
Revizyon No 68

Revision No

Sayfa Numarasi

Page Number 14122

Ancak test maddesi kati-toz fiziksel gériniminde
oldugundan oral uygulamaya uygun degildir. Bu ne-
denle toz halindeki test maddesi distile su ile gozune-
rek oral uygulamaya hazir hale getirilmistir.

However, since the test substance is in solid powder

form, it is not suitable for oral administration. For this rea-
son, the powdered test substance has been dissolved in
distilled water to make it suitable for oral administration.

6.2.4. TEST SURESINCE YAPILAN UYGULAMALAR, SURELERI VE SIKLIKLARI
APPLICATIONS, DURATIONS AND FREQUENCIES DURING THE TEST

Calismada, konvansiyonel yontemierle yetistiri-
len 8-12 haftalik, disi Wistar Albino sigan kullanilmigtir.
Tum siganlar, oda sicakliginda (22+3°C), %30-70
nemli ortamda ve 12 saatlik i1gik-karanlik déngistnde
deney hayvanlan kafes sistemlerinde muhafaza edil-
mis ve ad libitum beslenmistir.

Test maddesi, her adimda U disi hayvan kullanila-
rak agamal bir prosedurle test edilir. Her adimin sonug-
lari sunu belirler:

o daha fazla test gerekip gerekmedidi,

o bir sonraki adimin ayni dozla gergeklestirilip ger-
ceklestiriimeyecedi,

o bir sonraki adimin bir sonraki daha yiksek veya
bir sonraki daha diisiik doz seviyesinde gergeklestirilip
gerceklestirimeyecegi.

Uygulama ilk basamak olarak test maddesi 2000
mg/kg dozunda 3 test sistmine oral gavaj ile uygulan-
mistir. Yapilan gézlemler sonunca tum test sistemleri
gézlemin 10. giniinde ex olmustur. Ardindan ikinci ba-
samak olan 300 mg/kg dozunda 3 test sistemine oral
gavaj ile uygulama yapilimistir. Yapilan 14 glnluk géz-
lem boyunca herhangi bir test sisteminde anormal bul-
guya rastlaniimamgtir. Test maddesinin daha dusik
toksik etkisini olmadigini dogrulamak amaciyla tekrar-
dan 3 test sistemine daha 300 mg/kg dozundan uygu-
lama yapilarak 14 gun boyunca gbzem yapiimig olup
herhangi bir bulguya rastlaniimamistir.

In this study, 8-12 weeks old female Wistar Al-
bino rats raised by conventional methods were used.
All rats were kept in experimental animal cage sys-
tems at room temperature (22+3°C), 30-70% humidity
and 12-hour light-dark cycle and fed ad libitum.

The test item is tested using a stepwise procedure,
each step uses three female animals. The results of
each step determine if:

o no further testing is needed,

o the next step will be performed with the same dose,
o the next step will be performed at the next higher or
next lower dose level.

As a first step, the test substance was administered to
3 test systems at a dose of 2000 mg/kg by oral ga-
vage. As a result of the observations, all test systems
exited on the 10th day of observation. Then, the se-
cond step, 300 mg/kg dose was administered to 3 test
systems by oral gavage. No abnormal findings were
observed in any test system during 14 days of obser-
vation. In order to confirm that the test substance had
no lower toxic effect, 3 more test systems were admi-
nistered at a dose of 300 mg/kg for 14 days and no
abnormal findings were observed.

6.2.5. TEST SURESINCE YAPILAN GOZLEMLER, SURELERI VE SIKLIKLARI
OBSERVATIONS, DURA TION AND FREQUENCY MADE DURING THE TEST

Uygulama yapiliktan sonra test maddesinin

After the application, feed and water were provided

emilimi saglanabilmesi igin test sistemlerine 4. Saat
(uygulamadan sonra) sonunda yem ve su erigimi
saglanmistir. Test sistemleri uygulamadan sonraki ilk
30 dakika boyunca en az bir kez, ilk 4 saat boyunca
periyodik olarak ve daha sonra her gun, toplam 14

to the test systems at the end of the 4th hour (after the
application) in order to ensure the absorption of the test
substance. The test systems were observed at least
once during the first 30 minutes after the application,
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gln boyunca bireysel olarak gézlemlenmistir. Goz- periodically for the first 4 hours and then every day for a
lemlerde; deri, tiy, gdzler, mukoz membranlar, solu- total of 14 days. Observations included changes in skin,
num ve dolasim fonksiyonu, otonomik ve merkezi si- hair, eyes, mucous membranes, respiratory and circula-
nir sistemleri, somatomotor aktivite ve davranis mo-  tory function, autonomic and central nervous systems,
delindeki degisiklikleri igerecek sekilde yapilarak tum somatomotor activity and behavioral patterns and all fin-

bulgular “"Karantina ve Klinik Gézlem Formu™na dings were recorded on the "Quarantine and Clinical Ob-
(KBY_ILU_F_25_01) kaydedilmistir. servation Form” (KBY_ILU_F_25_01).

Test sistemleri gézlemlerden sonra (14. gin)

N ; e The test systems were euthanized after the obser-
étenazi yapilarak grosspatoloji incelemeler yaplldi.

vations (14th day) and gross-spatological examinations
were performed.

6.2.6. TEST SONRASI YAPILAN iSLEMLERE AiT BILGILER
INFORMATION ON PROCESSES AFTER TEST

A. Makroskobik inceleme Yapilan Dokular
Tissues Subjected to Macroscopic Examination

Tum organ ve dokular grosspatolojik olarak ince- All organs and tissues were examined gross-spa-
lenmistir. Yapilan incelemelerde doku ve organlarda tologically. No lesions were found in the tissues and or-
herhangi bir lezyona rastlaniimamistir. gans.

2000 mg/kg doz uygulanan test sistemleri, 10. 2000 mg/kg dose administered test systems were

gun yapilan rutin kontrollerde 8l olarak tespit edilmis:  found dead on the 10th day of routine controls; the time
6lum zamani kefln olarak bellrlfan?m_f?mlstlr- Yapilan  of death could not be determined with certainty. In mac-
makroskopik degerlendirmede, ileri diizeyde otoliz ve  roscopic evaluation, the cause of death could not be in-

doku bozunmasi nedeniyle 6lum nedenine iligkin yo-  torpreted due to advanced autolysis and tissue degra-
rum yapilamamistir.

dation.
B. Agirhk Olgiimii Yapilan Organlar
Organs for Weight Measurement
Nekropsi sonrasi test sistemlerinde herhangi Since no lesions were observed in the test systems

bir lezyon gérulmediginden dolayi agirlik kaydedil- after necropsy, weights were not recorded.
memigtir.

6.2.7. SONUCLAR
RESULTS

6.2.7.1. Yem/Su Tiiketimi
Feed/Water Consumption

Test siresince gergeklegtirilen gozlemlerde test Observations made during the test did not reveal
sistemlerinin yem ve su tliketimlerinde herhangi bir any negative effects on the feed and water consumption
olumsuzluk (yememe ve igmeme durumu) gézlen- of the test systems (no eating or drinking).
memistir.
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6.2.7.2. Viicut Agirhk Degigimi
Body Weight Change
2000 mg/kg ile uygulama yapilan test sistemleri / Test systems applied with 2000 mg/kg
0.Giin / Day 0. 7.Giin/ Day7 10. Giin / Day 10
T1-1 275 287 291
T1-2 270 281 280
T1-3 282 292 293 B
300 mg/kg ile uygulama yapilan test sistemleri / Test systems applied with 2000 mg/kg
1.Basamak / Step 1
0.Giin / Day 0. 7.Giin/ Day 7 14. Gln / Day 14
T21 285 294 302
T2-2 270 283 295
T2-3 280 295 304
2.Basamak / Step 2
0.Giin / Day 0. 7.Gilin/ Day7 14, Giln / Day 14
T2-4 292 299 308
T2-5 295 307 314
T2-6 289 301 311
6.2.7.3. Calisma Siiresince Elde Edilen Klinik G6zlem Verileri
Clinical Observation Data Obtained During the Study
Calisma sirresince test sistemleri yem-su tlketim- During the study, the test systems were observed in

leri, deri-tity yapisi, digki formu, agiz-burun-goz terms of feed and water consumption, skin-fur structure,
aklntISI, cevre IlgiSI, agn bulgu5u ve koordlnasyon fecal fOfm,_mOUth-nOSE'Eye dlSCharge, .eanronmental -fn‘
ydniinden gézlenmistir. Gozlem suresince test sis- terest, pain symptom and coordination. No negative

: : i . symptoms were observed in the test systems during the
Eaelglele:gﬁ:ndgm;alza:mKsaer?n%g;n 82:{'}2?.?‘? rg%;‘;ﬁ observation period and the findings were recorded in the

4 " ti d Clinical Ob ti F
Formu'na (KBY_ILU_F_25_01) kaydedilmistir. 8(?\;37,_'58;: 2;”01)' L GoaLcs sl

6.2.7.4. Mortalite
Mortality

Test stiresince 2000 mg/kg dozu ile uygulanan 3 Mortality was observed in the three test systems admi-
test sistemlerinde mortalite gozlenmistir. 300 mg/kg  nistered at a dose of 2000 mg/kg during the test period.

dozu uygulanan test sistemlerinde mortalite g6zlen- No mortality was observed in the test systems adminis-
memistir. tered at a dose of 300 mg/kg.

6.2.7.5. Oftalmik inceleme
Ophthalmic Examination

External olarak yapilan gézlemde herhangi bir bulgu External observation did not reveal any findings.
gorulmemistir.
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