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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.
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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.
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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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6.2.7.5.1.1. Makroskobik inceleme Sonuglar

Macroscopic Examination Results

Yapilan makroskobik incelemelerde herhangi bir bul-
guya rastlaniimamistir.

2000 mg/kg doz uygulanan test sistemleri, 10. glin
yapilan rutin kontrollerde ol olarak tespit edilmis;
8lum zamani kesin olarak belirlenememistir. Yapilan
makroskopik degerlendirmede, ileri dlzeyde otoliz ve
doku bozunmasi nedeniyle élim nedenine iligkin yo-
rum yapllamamistir.

Macroscopic examination did not reveal any findings.

2000 mg/kg dose administered test systems were found
dead on the 10th day of routine controls; the time of de-
ath could not be determined with certainty. In macrosco-
pic evaluation, the cause of death could not be interpre-
ted due to advanced autolysis and tissue degradation.

6.2.7.5.1.2. Mikroskobik inceleme Sonuglan

Microscopic Examination Results

Mikroskobik inceleme gerekmemistir.

7. TARTISMA
DISCUSSION

Yapilan akut oral toksisite ¢aligmasi kapsa-
minda, OECD 423 Test Kilavuzu uyarinca gergek-
lestirilen doz uygulamalari sonucunda, 2000 mg/kg
vilcut agirhgi doz seviyesinde test edilen 3 sigan sis-
temik toksisite belirtileriyle birlikte kisa sire iginde ex
olmus; buna karsilik, 300 mg/kg doz seviyesinde
test edilen hayvanlarda herhangi bir 6lim veya ciddi
toksisite bulgusu gézlemlenmemistir. Bu bulgular
dogrultusunda, test maddesinin akut oral toksisitesi
300 mg/kg doz seviyesinden daha yliksek, ancak
2000 mg/kg doz seviyesinden daha dusik bir ara-
likta yer almakta olup; elde edilen veriler, GHS (Glo-
bal Harmonized System) siniflandirma kriterleri ger-
cevesinde Kategori 4 (300 < LDso € 2000 mg/kg)
toksisite grubuna dahil edilmesi gerektigini goster-
mektedir.

Microscopic examination was not required.

Within the scope of the acute oral toxicity study, as
a result of dose administrations performed in accor-
dance with the OECD 423 Test Guideline, 3 rats tested
at a dose level of 2000 mg/kg body weight died within a
short period of time with signs of systemic toxicity, in
contrast, no death or signs of severe toxicity were ob-
served in animals tested at a dose level of 300 mg/kg.
Based on these findings, the acute oral toxicity of the
test substance is in a range higher than the 300 mg/kg
dose level, but lower than the 2000 mg/kg dose level,
and the data obtained indicate that it should be included
in Category 4 (300 < LDs, S 2000 mg/kg) toxicity group
under the GHS (Global Harmonized System) classifica-
tion criteria.
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8.
DEVIATIONS DURING THE TEST

Test stiresince meydana gelen sapmalar “Be-
yan Formu” (KBY_ILU_F_04_02) ile kaydedilmistir.
Meydana gelen sapmalar test tekrarini gerektirecek
nitelikte gorulmemistir.

9. LITERATUR
LITERATURE

« TS EN ISO 10993-1 Tibbi cihazlarin biyolojik de-
gerlendirilmesi- Bolum 1: Bir risk yonetim sirecinde
degerlendirme ve deney

«TS EN ISO 10993-2 Tibbi cihazlarin biyolojik de-
gerlendirimesi — Bolum 2: Hayvan refahi igin ge-
rekli sartlar

« OECD 423 Kimyasallarin Test edilmesine iligkin
OECD kilavuzu

¢ TS EN ISO 10993-12 Tibbi cihazlarin biyolojik de-
gerlendirilmesi- Bolum 12: Numune hazirlama ve
referans malzemeler

¢ KBY_ILU_PR_16 Calisma Plani Hazirlama Prose-
dard

« KBY_ILU_PR_20 Sonug Raporu Hazirlama Prose-
dird
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TEST SURESINCE OLUSAN SAPMALAR

Deviations that occurred during the test were re-
corded using the “Declaration Form”
(KBY_ILU_F_04_02). The deviations that occurred were
not deemed to require a retest.

e TS EN /SO 10993-1 Biological evaluation of medical
devices - Part 1: Evaluation and testing in a risk ma-
nagement process

« TS EN SO 10993-2 Biological evaluation of medical
devices — Part 2: Requirements for animal welfare

« OECD 423 OECD guidance on Testing of Chemicals

o TS EN /SO 10993-12 Biological evaluation of medical
devices - Part 12: Sample preparation and reference
materials

« KBY_[LU_PR_16 Study Plan Preparation Procedure

» KBY_ILU_PR_20 Final Report Preparation Procedure

cojalllamaz.
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e KBY_ILU_PR_24 Deney Hayvani Talep ve Kabul
Prosedurt

«KBY_iLU_PR_25 Deney Hayvani Karantina Pro-
seduri

«KBY_ILU_PR_26 Deney Hayvani Kimliklendirme
Prosedurt

10. ARSIV MATERYALI
ARCHIVE MATERIAL

10.1. ARSIVE TABIi DOKUMANLAR LISTESI
LIST OF ARCHIVED DOCUMENTS

o KBY_ILU_F_01_03 Ig yazigma Formu
e KBY_|LU_F_04_01 Rapor Kontrol Formu

e KBY_[LU_F_05_01 Ortam Sicaklik ve Nem Ta-

kip Formu

o KBY_ILU_F_06_05 Agirhik Performans Kontrol

Formu

o KBY_iLU_F_11_01
Kontrol Formu

e KBY_ ILU_F_12_05 Personel
Formu

o KBY_ILU_F_13_01 Atik Takip Formu

o KBY_ILU_F_14_01 Kafes Degisim Formu

Laboratuvar

e KBY_ ILU_F_18_02 Sponsor Gizliik Taahhit-

name Formu

o KBY_iLU_F_18_03 Sponsor Teklif ve Sozles-

mesi Formu
« KBY_ILU_F_20_02 Sonug Raporu Formu
« KBY_ILU_F_21_01
Madde Kabul Formu
e KBY_ILU_F_21_02
Madde lade Formu

e KBY ILU_F_24 01 Deney Hayvam Talep
Formu
e KBY ILU F_24 02 Deney Hayvani Kabul
Formu

o KBY_ILU_F_25_01 Karantina ve Klinik Gozlem

Formu
e KBY_ILU_F_25_02 Kafes Etiket Formu
e KBY_ILU_F_27_01 Otenazi Kayit Formu
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Aydinlatma

Gorevlendirme

Test/Referans/Taslyicl

Test/Referans/Tastyicl

« KBY_ILU_PR_24 Experimental Animal Request and
Acceptance Procedure

« KBY ILU_PR_25 Experimental Animal Quarantine
Procedure

¢ KBY ILU_PR_26 Experimental Animal Identification
Procedure

e KBY_ILU_F_01_03 Internal
Form

e KBY_ILU_F_04_01 Report Control Form

e KBY ILU_F_05_01 Temperature and Humidity Cont-
rol Form

« KBY_ILU_F_06_05 Weight Performance Control Form

e KBY_ILU_F_11_01 Laboratory Lighting Control Form

« KBY_ILU_F_12_05 Personnel Assignment Form

e KBY_[LU_F_13_01 Waste Tracking Form

e KBY_ILU_F_14_01 Cage Change Form

« KBY ILU_F_18_02 Sponsor Privacy Commitment
Form

e KBY_ILU_F_18 03 Sponsor Offer and Agreement
Form

¢ KBY ILU_F_20_02 Result Report Form

« KBY [LU_F_21_01 Test/Reference/Carier Substance
Acceptance Form

e KBY ILU_F 21_02 Test/Reference/ Carier Substance
Return Form

e KBY_[LU_F_24_01 Experimental Animal Request
Form

e KBY_ILU_F_24_02 Experimental Animal Acceptance
Form

e KBY_ILU_F_25_01 Quarantine and Clinical Observa-
tion Form

e KBY_ILU_F_25_02 Lattice Label Form

e KBY_ILU_F_27_01 Euthanasia Registration Form

Correspondence

ve ¢odaltilamaz.
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o KBY_ILU_F_33_01 Nekropsi Formu e KBY_ILU_F_33 01 Form Nekropsileri
« KBY_ILU_F_37_01 Ham Veri Kayit Formu « KBY_ILU_F_37_01 Raw Data Registration Form
o KBY_ILU_L_37_01 Test Amagl Cihaz ve Sarf e KBY_ILU_L_37_01 List of Devices and Consumables
Listesi for Test Purpose
o KBY_ILU_F_57_01 Oziit Hazirlama Formu « KBY_ILU_F_57_01 Extract Preparation Form
 KBY_ILU_L_04_01 Kalite Glvence Soru Listesi « KBY /LU_L_04_01 Quality Assurance Question List
e KBY_ILU_P_16_01 Galigma Plan « KBY_ILU_P_16_01 Study Plan

11. KULLANILAN CiIHAZ/EKIPMAN/MALZEMELER
DEVICE / EQUIPMENT / MATERIALS USED

Calismada kullanilan Cihaz ve Ekipmanlar ile kul- Devices and Equipment used in the study and consumab-
lanilan sarf malzemeler; “Test Amacl Cihaz ve les used;itis attached with “Test Purpose Device and Con-
Sarf Listesi” (KBY_ILU_L_37_01) ile ekte veril- sumable List” (KBY_ILU_L_37_01).

mistir.

12. CALISMADA GOREVLi PERSONEL LISTESI
LIST OF PERSONNEL IN STUDY

3 1’:!\

Galisma Yéneticisi: _Jid2029 iMZA;

Study Director Adnan GITIRIK SIGNA

Galisma Personeli: 249442025 iMZA:
Yasar Ahmet KUGUK SIGNATURE:

Study Personnel

Galisma Personeli: Lhh2015
Study Personnel Rustem Burak KAMACI

Kalite Giivence Personeli LGH20%y

ilayda LENGERLI

13. EKLER / ATTACHMENTS

Ek1/ Annex1. GLP Sertifikasi/GLP Certificate
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1.  CALISMANIN ONAYI / APPROVAL OF THE STUDY

1.1.

Deney hayvani testi ve deney hayvani kullanimi ile ilgili
tum prosedurler hayvan haklarina uygun olarak hazir-
lanmistir”. 02/01/2025 tarih ve 738. onay numarali ye-
rel etik kurul karari ile galismanin baglanmas| uygun
goraimastlr. Etik kurul karari deney hayvanlarinin ka-
bul gérmus bilimsel, etik ve yasal normlara uygun ola-
rak kullanimini garanti altina alinmistir. Kurul aldig! bu

Yerel Etik Kurul Karan / 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-

kararla sorumlulugu arastirmacilara devretmistir.

T2l

Bu ¢alismanin OECD lyi Laboratuvar Uygulama-
lan Kilavuzlarina, Avrupa Parlamentosu ve Kon-
seyi'nin 2004/9/EC, 2004/10/EC direktiflerine ve
"T.C. Cevre ve Sehircilik Bakanlg lyi Laboratuvar
Uygulamalari Prensipleri, Test Birimlerinin Uyumlas-
tirimasi, lyi Laboratuvar Uygulamalarinin ve Calis-
malarin Denetlenmesi Hakkinda Yénetmeligi" ne
gore hazirlandigini ve bu gergevede yurataldagan
beyan ederim.

Bu raporun galismanin orijinal tanimlamalarini
icerdigini ve galisma sonuclarinin kullanilan metot-
lara uygun olarak tespit edildigini beyan ederim.

red the responsibility to the researchers.

Calisma Yoneticisi 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.

I 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.
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1.3.

ILU 2025 / 139 Kodlu ve EXAFIQUE urinine
ait Akut Tek Doz Toksisite Testi adl) galisma OECD
lyi Laboratuvar Uygulamalari Kilavuzlarina, Avrupa
Parlamentosu ve Konseyi'nin 2004/9/EC,
2004/10/EC direktiflerine ve “T.C. Cevre ve Sehirci-
lik Bakanhgi lyi Laboratuvar Uygulamalari Prensip-
leri, Test Birimlerinin Uyumlastiriimast, lyi Laboratu-
var Uygulamalarinin ve Calismalarin Denetlenmesi
Hakkinda Yénetmeligi” ne gore hazirlanmis ve bu
cergevede yurutulmistar

Kalite Giivence Beyani / Quality Assurance Statement

The study fitled Acute Single Dose Toxicity Test of
EXAFIQUE product coded ILU 2025/139 was prepared in ac-
cordance with the OECD Good Laboratory Practice Guideli-
nes, Directives 2004/9/EC, 2004/10/EC of the European Par-
liament and the Council and the "Regulation of the Ministry
of Environment and Urbanization of the Republic of Turkey
on the Principles of Good Laboratory Practices, Harmoniza-
tion of Test Units, Supervision of Good Laboratory Practices
and Studies" and carried out within this framework.

KALITE GUVENCE DENETIMLERI / QUALITY ASSURANCE AUDIT

Raporun Galisma Yénetici- | Raporun Test Birimi Yéne-
Denetim Tar( Denetim Tarihi sine Sunulma Tarihi ticisine Sunulma Tarihi
Audit Type Audit Date Date of Submission of the Report | Date of Submission of the Re-
to the Study Director port to the Test Unit Director
Calisma Plani Denetimi 01/06/2025 01/06/2025 01/06/2025
Audit of the Study Plan
Calisma Denetimi 28/07/2025 28/07/2025 28/07/2025
Audit of Studying
Calisma Denetimi U.D./N.A. U.D./N.A. U.D./N.A.
Audit of Studying
Sonug Raporu Denetimi 01/09/2025 01/09/2025 01/09/2025
Audit of the Result Report

EXAFIQUE Urunine ait In vivo Akut Tek Doz
Toksisite galismasi yukaridaki tabloda verilen tarih-
lerde gergeklesen denetimlerinde OECD ILU ilkeleri
cercevesinde gergeklestirildigi gézlenmistir, Elde
edilen veriler 1s13inda hazirlanan bu raporun calig-
manin orijinal tanimlamalarini igerdigini, elde edilen
sonuglarin kullanilan yéntemlere uygun olarak ham
veriler ile uyumlu olarak aktarildigini beyan ederim.

It has been observed that the In vivo Acute Single Dose
Toxicity study of EXAFIQUE product was carried out within
the framework of OECD ILU principles during the audits car-
ried out on the dates given in the table above. | hereby dec-
lare that this report prepared in the light of the data obtained
contains the original descriptions of the study and that the
results obtained are transferred in accordance with the raw
data in accordance with the methods used.

Fatma Nur INCEH

Kalite Glivence Sorumlusu / Quality assurance officer

Tarih / Date:01/09/2025
| ! Si
ng ignature;

/]
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1.4.

Calisma  ILU  ilkeler dogrultusunda
21/07/2025 - 11/08/2025 tarihleri arasinda gercek-
lestiriimistir.

GLP calismasinda kullanilan test maddesi-
nin karakterizasyon bilgileri sponsor tarafindan pay-
lagiimamistir. KOBAY A.$. tarafindan sponsor tara-
findan saglanan bilgilerin dogrulanmasina yonelik
herhangi bir analiz yapiimamistir. Paylasilan bilgile-
rin galismanin yuritilebilmesi icin yeterli oldugu ka-
bul edilerek galisma yarGtdimastar

28/08/2025 tarihinde yazimi tamamlanan ra-
por Kalite Glvence tarafindan kontrolt yapildiktan
sonra 01/09/2025 tarihinde ¢alisma yéneticisi tara-
findan onaylanmistir,

Calisma Yoneticisi Galigsma Onayi / Study Director Study Approval

The study was carried out between 21/07/2025 -
11/08/2025 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 INC. to verify the information
provided by the sponsor. The study was carried out by ac-
cepling that the information shared was sufficient for the
study to be carried out

The report, which was completed on 28/08/2025 was
approved by the Study Director on 01/09/2025 after being
checked by Quality Assurance.

Ad-Soyad / Name-Sumame
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2.

Calismanin Adi
Study Name
Galismanin Kodu
Study Code

Galismanin 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

CALISMA BILGILERI / INFORMATION OF THE STUDY

"EXAFIQUE” Urtinuine ait tek doz akut toksisite testi (Rodent)
Single dose acute toxicity test of "EXAFIQUE" product (Rodent)

ILU-2025/ 139

Test maddesinin FDA kilavuzlari dogrultusunda in-vivo test sistemle-
rinde 14 gunlik galigsma ile uygulanan maruziyetin etkileri hakkinda bilgi
saglamak ve daha uzun vadeli calismalara ihtiyag olup olmadidini gés-
termek

To provide information on the effects of exposure applied by a 14-day study of
the test substance in in-vivo test systems in line with FDA guidelines and to
show whether longer-term studies are needed.

01/09/2025
0

2

Raporun 1. kopyasi SPS-88'e; 2.kopyasi 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 AIT BILGILER
INFORMATION ABOUT THE TEST UNIT AND SPONSORS

3.1.

Test Biriminin Adi
Name of the Test Unit

Test Biriminin Adresi

Address of the Test Unit

Calisma Yoneticisinin Ads
Name of the Study Director
Calisma Yoneticisinin Adresi
Adress of the Study Director

Bu dokiiman; KOBAY DHL A.S.'nin dokdmanidir. Yazill izin alinmadan sirket digina gikartilamaz ve cogaltila
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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 Street, Number 20 Cankaya/ANKARA

CIKTI ALINDIGINDA KONTROLSUZ KOPYADIR.
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3.2. Sponsora Ait Bilgiler

Information About Sponsor

Sponsorun Adi

Sponsor Name

Sponsorun Adresi
Address of the Sponsor

Sponsor Kodu
Sponsor Code

AYE EXOCURE/ Ahmet Yasar ESMEKAYA

SPS-88

Mutlukent Mahallesi 2024. Cadde No:16 06800 CANKAYA/ ANKARA/TURKIYE
Mutlukent Neighborhood 2024th Street No:16 06800 CANKAYA/ ANKARA/TURKEY

4. CALISMA TAKViMi
WORKING SCHEDULE

TARIH/DATE GERGEKLESTIRILEN iSLEMLER TRANSACTIONS PERFORMED
;;8;;8;2 Test Sistemlerinin kabulli ve Karantina Acceptance and Quarantine of Test Systems
28.07.2025 Dozlarin Uygulanmasi Administration of Doses
??8;5822 Test Sistemlerinin Gézlemlenmesi Observation of Test Systems
11.08.2025 Otanazi ve étenazi sonrasi grosspato- Euthanasia and post-euthanasia gross-spato-
T loji incelemesi logy examination
Sonugl derlendirilmesi ve rapo
;;8:;822 y;;nf] ann Degerlendirilmesi ve rapor Evaluation of results and report writing
28.08.2025 3 R Kalite Gl Kontroli . .
01.09.2025 onug¢ ~Raporu Kalite Glvence Kontrolll | Fina/ Report Quality Assurance Check
5. OZET
SUMMARY
FDA tek doz toksisite testi, test maddesinin rodent- The FDA single dose toxicity test is used to evaluate

lerde (sigan) akut toksik etkilerini degerlendirmek ama- the acute toxic effects of a test substance in rodents
clyla uygulanir, Bu testte, test maddesi hayvanlara tek (rats). In this test, the test substance was administered
bir doz seklinde uygulanarak ve ardindan 14 gun bo- to animals as a single dose and then monitored for 14
yunca hayvanlarin yasam belirtileri, davranis degisiklik- days for parameters such as vital signs, behavioral chan-
leri, toksik semptomlar ve 8lum gibi parametreler izlen- ges, toxic symptoms and death. As a result of the study,
mistir. Calisma sonucunda, test maddesinin akut toksi- the acute toxicity profile of the test substance was deter-

site profili belirlenmistir. Tek doz toksisite testi, gtvenli
dozun belirlenmesi ve insan saghgr agisindan risk de-

mined. Single dose toxicity testing is critical for determi-
ning the safe dose and risk assessment for human he-

gerlendirmesi yapiimasi acgisindan kritik bir éneme sa- alth.

hiptir.

Bu dokiiman; KOBAY DHL A.S.'nin dokiimanidir. Yazili izin alinmadan sirket disina gikartilamaz ve codaltilamaz
CIKTI ALINDIGINDA KONTROLSUZ KOPYADIR.
This documenl, it is the document of KOBAY DHL A. $. It cannot be taken oul of the company and reproduced without writtgAl permission,
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6. MATERYAL METOD
MATERIAL METHOD

6.1.

TESTE ALINACAK URUNLERE AiT BiLGILER

INFORMATION ON THE PRODUCTS TO BE TAKEN TO THE TEST

6.1.1. TEST MADDESI iLE iLGiLi BiLGILER

INFORMATION ABOUT THE TEST SUBSTANCE

Test maddesine ait asagida verilen bilgiler sponsor
tarafindan saglanmistir. Galisma bu veriler 1si§inda
Kobay A.$. laboratuvarinda gergeklestirilmistir.
Test Maddesinin Teslim Tarihi:

Test ltem Delivery Date

Test Maddesinin Adi:

Name of Test ltem

Test Maddesinin Bilesimi

Composition of the Test Item

Test Maddesinin Kullanim Amaci:
Purpose of Use of the Test ltem

Test Maddesinin Seri/Lot Numarasi:
Batch/Lot Number of Test Item

Test Maddesinin Fiziksel Gériiniimii:
Physical Appearance of Test ltern

Test Maddesinin Saflig::

Test ltem Furity

Test Maddesinin Stabilitesi:

Stability of Test ltem

Test Maddesinin Rengi:

Color of Test ltem

Test Maddesinin Sterilitesi:

Sterility of Test Item

Test Maddesinin Ambalaj Sekli:
Packing of Test Item .

Test Maddesinin Uretim Tarihi:
Production Date of Test item

Test Maddesinin Son Kullanma Tarihi:
Test Item Expiry Date

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

Test Maddesinin Raf émrii:

Shelf life of Test ltem

Test Maddesinin Saklama Kosullar:
Test Item Storage Conditions

Test Maddesinin Giivenlik Onlemleri:
Test ltem Safety Precautions

Test Maddesinin Miktan:

Amount of Test ltem

Test Maddesi Sahit Numune Miktar:
Test ltem Witness Sample Amount

Test Maddesinin Kalan Miktar::

Bu dokiiman; KOBAY DHL A S.'nin dokiimanidir. Yazili izin alinmadan girket digina ¢ikarlilamaz ve gogaltila
CIKTI ALINDIGINDA KONTROLSUZ KOFYADIR,
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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.

U.D./NA.

250611

Kati-toz / Solid-powder

%100

Uygun / Available

Agik Kahverengi / Light Brown
Uygun / Available

Poset / Bag

28.05.2025

28.05.2028

UD. /NA.

3 YU/ years

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

2 gram

100 Gram(Tum testler icin
100 Grams (for all tests)
1,1 gram

Vg
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Remaining Amount of Test ltem

Test Maddesinin Sekli
Figure of Test lfem

(KBY_ILU_F_21_02) iade edilmistir.

i |
Test maddesinden kalan 1,1 gr test maddesi ise The remaining 1.1 g of test substance was returned using
Test/Referans/Taslyicc Madde lade Formu ile the Test/Reference/Carrier Substance Return Form

(KBY_ILU F_21_02).

6.1.2. TASIYICI MADDE iLE iLGILi BILGILER

INFORMATION ABOUT THE

Tasiyici Maddesinin Teslim Tarihi:
Delivery Date of Carrier Substance
Tasiyict Maddesinin Adi:

Name of Carrier Substance

Tagiyict Maddesinin Seri/Lot Numarasi:

Serial/Lot Number of Carrier Substance

Tasiyicit Maddesinin Fiziksel Goriiniimii:

Physical Appearance of Carrier Substance
Tasgiyici Maddesinin Safhigr:

Purity of Carrier Substance

Tagiyict Maddesinin Stabilitesi:
Stability of Carrier Substance

Tastyici Maddesinin Rengi:

Color of Carrier Substance

Tasiyict Maddesinin Sterilitesi:
Sterility of Carrier Substance

Tasgiyici Maddesinin Ambalaj Sekli:
Packing of Carrier Substance

Tasiyici Maddesinin Uretim Tarihi:
Production Date of Carrier Substance
Tasiyici Maddesinin Son Kullanma
Expiry Date of Carrier Substance

Tasiyict Maddesinin Analiz Sertifika:(Varsa)

CARRIER SUBSTANCE

U.D./NA.

Distile su / Distilled water
U.D./NA.

Sivi / Liiquid

%100

U.D./NA.

Seffaf / Transparent
Steril / Sterile
U.D./ N.A.
U.D./NA.

Tarihi: U.D./NA,

UD./NA

Certificate of Analysis of Carrier Substance: (If any)

Tasiyici Maddesinin Raf émrii:
Shelf life of Carrier Substance

Tasiyici Maddesinin Saklama Kosgullan:

Storage Conditions of Carrier Substance

U.D./NA.

Oda Sicakligl / Room Temperature

Tastyici Maddesinin Giivenlik Onlemleri: U.D./ N.A.

Bu dokiiman; KOBAY DHL A.S,

‘nin dokUmanidir. Yazil izin alinmadan girket chgina gikartilamaz ve gogalt)
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Safety Precautions of Carrier Substance
Tasiyici Maddesinin Miktar: 50 mL
Quantity of Carrier Substance
Tasiyici Maddesi Sahit Numune Miktar: UD. /NA
Carrier Material Witness Sample Quantity R
Tasiyici Maddesinin Kalan Miktar:: 26 mL

Remaining Amount of Carrier Substance

6.1.3. NEGATIF KONTROL
NEGATIVE CONTRQL

Negatif Kontrol Maddesinin Adi:

Name of Negative Control Substance
Negatif Kontrol Maddesinin Seri/Lot Numarasi:
Batch/Lot Number of Negative Control Substance

Negatif Kontrol Maddesinin CAS Numarasi:
CAS Number of Negative Control Substance

Negatif Kontrol Maddesinin Fiziksel Goriiniimii:

Physical Appearance of Negative Control Substance
Negatif Kontrol Maddesinin Saflig:
Furity of Negative Control Substance

Negatif Kontrol Maddesinin Rengi:
Color of Negative Controf Substance

Negatif Kontrol Maddesinin Saklama Kosullar::
Storage Conditions of Negative Control Substance

Negatif Kontrol Maddesinin Raf Omrii:
Shelf Life of Negative Control Substance

Negatif Kontrol Maddesinin Giivenlik Onlemleri:

Safety Precautions of Negative Control Substance

Negatif Kontrol Maddesinin Miktan:
Amount of Negative Conirol Substance

Negatif Kontrol Maddesinin Kalan Miktar:
Remaining Amount of Negative Control Substance

INViVO TEST
IN VIVO TEST

6.2.

FDA Farmasotikler igin Tek Doz Akut Toksisite Calis-

masl

Distile su / Distilled water
U.D./NA.

UD./NA.

Sivi / Liiquid

%100

Seffaf / Transparent

Oda Sicakligi / Room Temperature
U.D./NA.

U.D./NA

50 mL

28,54 mL

FDA Single Dose Acute Toxicity Testing for Pharmace-

uticals

CIKTI ALINDIGINDA KONTROLS()Z KOPYADIR.
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6.2.1. TEST SISTEMINE AiT BiLGILER
INFORMATION ABOUT 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

Gender of the Test System

Test Sisteminin Agirigi / Yas:
Weight / Age of Test System

Test Sisteminin Karantina Siiresi
Quarantine Period of Test System

Test Sistemi Kullaniminin Gerekgelendirilmesi
Justification for Test System Use

Test Sisteminin Barindirma Kosullari (Kafes
Yerlesim Durumlari)

Housing Conditions of the Test System (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 Odas! Sicaklig)

Test System Room Temperature

Test Sistemi Odasi Nem Kosullari

Test System Room Hurmidity Conditions

Test Sistemi Odasi Aydinlatma

Test System Room Lighting

Bu dokiiman; KOBAY DHL A.S$.'nin dokiimanidir. Yazili izin alinmadan girket digina gikartilamaz ve go
CIKTI ALINDIGINDA KONTROLS{)Z KOPYADIR,
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Sican
Rat

Sprague Dawley

Kobay DHL.

20 (10 Erkek + 10 Disgi)

20 (10 Male + 10 Female)

Erkek ve Disi

Male and Female

Geng yetiskin

Young adult

7 gln

7 Days

Referans alinan standartlar dikkate alindiginda yaygin
olarak kullanilan rodent tir( sicandir. Testlerde Kulla-
nilacak soylar geng saglkl yetiskin, disiler nullipar ola-
rak secilmistir. / Considering the referenced standards, the
commonly used rodent species is the rat. The strains to be
used in the tests were selected as young healthy adult, nulli-
parous females.

Her kafeste 1 hayvan
1 animal per cages

Carfil
Ad Libitum
Ad Libitum

2243 G

%30 - 70 Nem

30 - 70% Humidity

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

W B




]

SONUGC RAPORU
RESULT REPORT

Dokiiman No
Document No
Yaytn Tarihi
Publication Date
Revizyon Tarihi
Revision Date
Revizyon No
Revision No
Sayfa Numaras
Page Number

KBY_ILU_F_20_02

28.08.2020

14.01.2024

08

14723

6.2.2. TEST GRUPLARI

TEST GROUPS

Gruplar

Group Group Nomenclature

Grup Isimlendirmesi

Test Sistemlerinin Sayisi
Number of Test Systems

Test Grubu
Test Group

TE (erkek/male), TD (digi/female)

5 Erkek + 5 Disi
5 Male + Female

Negatif Kontrol
Negative Control

KE (erkek/male), KD (disi/female)

5 Erkek + 5 Disi
5 Male + Female

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 7 giin boyunca karantinada tutul-
mustur. Karantina slresince elde edilen gézlemlerde
test sistemlerine ait herhangi anormal bir bulguya
rastlaniimamis olup tim sonuglar “Karantina ve Klinik
Gézlem Formu (KBY_ILU_F_25_01)'na kaydedilmis-
tir. Test sistemleri uygulamadan 4 saat énce uygu-
lama éncesi  mide igeriginin test maddenin emilimini
etkilemesini 6nlemek ve sonuglarin guvenilirligini ar-
tirmak igin a¢ birakilmistir.

Test maddesi TS EN ISO 10993-12 dogrultusunda
direkt uygulanabilir oldugundan oral gavaj ile kolay
uygulanabilmesi igin steril distile su ile ¢ozdurilerek
uygulanmistir.

Animals accepted with the “Experimental Animal Ac-
ceptance Form” (KBY_ILU_F_24_02) were kept in quaran-
tine for 7 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.

Since the test substance is directly applicable in ac-
cordance with TS EN ISO 10993-12, it was administered
by dissolving with sterile distilled water for easy administra-
tion by oral gavage.

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

Calismada, konvansiyonel yéntemlerle yetisti-
rilen geng yetigkin, erkek ve disi Sprague Dawley si-
¢an kullanilimigtir. Tim sicanlar, oda sicakliginda
(22£3°C), %30-70 nemli ortamda ve 12 saatlik IS1k-
karanlik déngiistinde deney hayvanlar kafes sistem-
lerinde muhafaza edilmis ve ad libitum beslenmistir.

Bu calismada, siganlara tek doz 300 mg/kg
test maddesi oral gavaj yolla uygulanmistir. Test mad-
desinin verilmesinin ardindan hayvanlar, uygulama
slresi boyunca belirli araliklarla izlenmistir.

Bu dokilman; KOBAY DHL A.S.'nin dokiimanidir. Yazil izin alinmadan sirket disina ¢ikarilamaz ve gogaltil
CIKTI ALINDIGINDA KONTROLSUZ KOPYADIR.
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Young adult male and female Sprague Dawley rats
raised by conventional methods were used in the study. All
rats were housed in experimental animal cage systems at
room temperature (22+3°C), 30-70% humidity and 12-hour
light-dark cycle and fed ad libitum.

In this study, rats were administered a single dose
of 300 mg/kg test substance by oral gavage. After administ-
ration of the test substance, the animals were monitored at
regular intervals throughout the administration period.
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6.2.5. TEST SURESINCE YAPILAN GOZLEMLER, SURELERI VE SIKLIKLARI

OBSERVATIONS, DURATION AND FREQUENCY

Uygulama yapiliktan sonra test maddesinin
emilimi saglanabilmesi igin test sistemlerine 4. Saat
(uygulamadan sonra) sonunda yem ve su erisimi
saglanmistir. Test sistemleri uygulamadan sonraki
ilk 30 dakika boyunca en az bir kez, ilk 4 saat bo-
yunca periyodik olarak ve daha sonra her gin, top-
lam 14 giin boyunca bireysel olarak gézlemlenmistir.
Gozlemlerde; deri, tuy, gbzler, mukoz membranlar,
solunum ve dolasim fonksiyonu, otonomik ve mer-
kezi sinir sistemleri, somato-motor aktivite ve davra-
nis modelindeki degisiklikleri igerecek sekilde yapi-
larak tim bulgular “Karantina ve Klinik Goézlem
Formu™na (KBY_ILU_F_25_01) kaydedilmistir. Ya-
pilan tum gézlemlerde sonucunda uygulama yapilan
test sistemlerinden herhangi olumsuz bir bulguya
rastlaniimamistir.

Test sistemleri gozlemlerden sonra (14. giin)
otenazi yapilarak grosspatoloji incelemeler yapildi.

MADE DURING THE TEST

After treatment, the test systems were given access
to feed and water at the end of the 4th hour (after treat-
ment) to allow absorption of the test substance. The test
systems were observed at least once during the first 30
minutes after administration, periodically for the first 4 ho-
urs and then every day for a total of 14 days. Observa-
tions included changes in skin, hair, eyes, mucous memb-
ranes, respiratory and circulatory function, autonomic and
central nervous systems, somato-motor activity and be-
havioral patterns and all findings were recorded on the
"Quarantine  and  Clinical  Observation  Form"
(KBY_ILU_F_25 01). As a resuilt of all observations, no
negative findings were found from the test systems.

The test systems were euthanized after the obser-
vations (14th day) and grosspathology 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 in-
celenmistir.

B. Agirlik Olgiimii Yapilan Organlar
Organs for Weight Measurement

Nekropsi sonrasi test ve kontrol test sistemleri-
nin karaciger agiriiklar kaydedilmistir.

6.2.7. SONUGLAR
RESULTS

6.2.7.1. Yem/Su Tiiketimi
Feed/Water Consumption

Test siresince gergeklestirilen gdzlemlerde test
sistemlerinin yem ve su tiketimlerinde herhangi bir
olumsuzluk (yememe ve igmeme durumu) gozlen-
memistir.

Bu dokiiman; KOBAY DHL A.S.'nin dokimanidir. Yazil izin alinmadan girket digina ¢ikarllamaz ve gogaltflamaz,
CIKTI ALINDIGINDA KONTROLSUZ KOPYADIR.
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All organs and tissues were examined gross-spa-
tologically.

After necropsy, liver weights of the test and control
test systems were recorded.

Observations made during the test did not reveal
any negative effects on the feed and water consumption
of the test systems (no eating or drinking).

This dacument; Il is the documenl of KOBAY DHL A.S. It canno! be taken out of the company and reproduced wrrhmZ/él permission|
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6.2.7.2. Viicut Agirlik Degigimi
Body Weight Change
0.Giin 2. Giin 4. Giin 7. Giin 9. Giin 11. Giin 14. Giin
Day 0. Day 2 Day 4 Day 7 Day 9 Day 11 Day 14
TE-1 273 281 288 301 307 314 328
TE-2 253 257 264 279 291 317 349
TE-3 284 299 314 342 353 367 381
TE-4 270 284 299 318 341 359 387
TE-5 272 287 307 335 351 364 389
TD-1 296 299 302 309 308 315 327
TD-2 290 294 297 305 311 319 329
TD-3 267 271 273 279 280 286 295
TD-4 275 279 281 290 297 301 311
TD-5 279 282 287 294 299 302 308
KE-1 256 277 294 325 339 357 371
KE-2 254 263 277 298 31 326 342
KE-3 256 262 271 289 295 297 307
KE-4 263 274 288 307 309 318 336
KE-5 263 274 289 297 311 329 349
KD-1 271 275 281 292 296 301 309
KD-2 283 288 291 296 295 302 312
KD-3 275 279 288 297 301 307 314
KD-4 281 286 290 297 302 308 315
KD-5 280 286 289 297 295 302 309

Yukaridaki bulunan tabloda giin asiri alinan agir-
ik 8lglimlerde tim test sistemlerinde rutin olarak
agirlik artigi gergeklesmis olup herhangi bir anor-
mal durum gézlenmemistir.

6.2.7.3.

In the table above, weight-weight measurements ta-
ken every other day showed a routine weight increase
in all test systems and no abnormal conditions were
observed.

Calisma Siiresince Elde Edilen Klinik Gézlem Verileri

Clinical Observation Data Obtained During the Study

Calisma slresince test sistemleri yem-su tilketim-
leri, deri-tiy yapisi, diski formu, agiz-burun-géz akin-
tisi, gevre ilgisi, agn bulgusu ve koordinasyon yéniin-
den gozlenmistir. Gézlem siresince test sistemle-
rinde olumsuz bir semptom gozlenmemis olup elde
edilen bulgular Karantina ve Klinik Gézlem Formu'na
(KBY_ILU_F_25_01) kaydedilmistir.

Bu dokUiman; KOBAY DHL A.S.'nin dokiimanidir, Yazili fzin alinmadan yirket disina cikartilamaz ve gogaltilapfaz.
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During the study, the test systems were observed in
terms of feed and water consumption, skin-fur structure, fe-
cal form, mouth-nose-eye discharge, environmental inte-
rest, pain symptom and coordination. No negative symp-
toms were observed in the test systems during the obser-
vation period and the findings were recorded in the Qua-
rantine and Clinical Observation Form
(KBY_ILU_F_25_01).
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6.2.7.4. Mortalite
Mortality

Test sUresince mortalite sekillenmemistir. No mortality occurred during the test.

6.2.7.5. Oftalmik inceleme
Ophthalmic Examination

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

6.2.7.6. Klinik Laboratuvar Gézlemleri
Clinical Laboratory Observations

6.2.7.6.1.  Agirlik — Karaciger indeksi
Weight - Liver Index

Grup ve Test sistemi No Bas_langlg Bitig Agl_rllk Karjaciger Agirlik De?i:jim Orani Karaciger Aﬂélrllk indeksi
Group and Test system Number /I,':g;:':)l; Cox;lge}:r{cn Live? lg/l;;;)f Weight thg’z?ge Index Liver Weiér/:r)mdex (%)
Weight (%)
TE-1 273 328 11,9 20,147 3,628
TE-2 253 349 12,8 37,945 3,668
TE-3 284 381 13,56 34,155 3,559
TE-4 270 387 16,26 43,333 4,202
TEST GRUBU TE-5 272 389 14,72 43,015 3,784
TEST GROUP
TD-1 296 327 9,92 10,473 3,034
TD-2 290 329 9,92 13,448 3,015
TD-3 267 295 8,95 10,487 3,034
TD-4 275 311 9,64 13,091 3,100
TD-5 279 308 8,84 10,394 2,870
KE-1 256 371 13,3 44,922 3,585
KE-2 254 342 14,32 34,646 4,187
KE-3 256 307 10,26 19,922 3,342
KE-4 263 336 10,41 27,757 3,008
gg,’;‘,}ggt ggggg KE-5 263 349 13,86 32,700 3,971
KD-1 271 309 10,22 14,022 3,307
KD-2 283 312 9,55 10,247 3,081
KD-3 275 314 9,94 14,182 3,166
KD-4 281 315 9,25 12,100 2,937
KD-5 280 309 9,16 10,357 2,964
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6.2.7.6.1.1. Makroskobik inceleme Sonuglari

Macroscopic Examination Results

Yapilan makroskobik incelemelerde herhangi bir bul- Macroscopic examination did not reveal any findings.

guya rastlanimamistir.

7. TARTISMA
DISCUSSION

Bu calismada, 300 mg/kg dozunda test maddesi, 5
erkek ve 5 disi sigan igeren test grubuna oral yolla ga-
vaj ile uygulanistir. Ayni zamanda, kontrol gruplarina,
en yuksek hacimde distile su verilerek karsilastirma
amaciyla galisma olusturulmustur. Uygulama sonrasi,
hayvanlar 14 gun boyunca gézlemlenmis ve belirtilen
sure zarfinda, test maddesinin akut toksisite etkilerini
ortaya koyan herhangi bir anormal klinik bulgu gézlem-
lenmemigtir. Davranigsal degisiklikler, fizyolojik degi-
siklikler veya 6lim gibi akut toksisiteye isaret eden
olumsuz durumlar kaydedilmemistir.

OECD 420 ve FDA toksisite test yénergeleri dogrul-
tusunda, test siresi boyunca yapilan gézlemler titizlikle
kaydedilmis, ézellikle ilk 24 saat iginde siganlar her 30
dakikada bir izlenmis, sonrasindaki giinlerde ise gunliik
olarak saglik durumlar, hareketlilik ve viicut agirlig gibi
parametreler takip edilmistir. Ancak, test slresi bo-
yunca siganlarin herhangi bir toksik etkiye bagl olarak
huzursuzluk, depresyon, solunum zorlugu veya motor
koordinasyon kaybi gibi olumsuz semptomlar sergile-
medigi gézlemlenmistir. Ayrica, beslenme ve su ali-
minda herhangi bir azalma yasanmadidi ve siganlarin
normal fizyolojik degerlerini strdurdikleri kaydedilmis-
tir. Bu sonuglar, test maddesinin 300 mg/kg dozunda
akut toksik etkiler géstermedigine isaret etmektedir.

Gozlemler esnasinda herhangi bir anormal bulguya
rastlanmadigindan hematolojik ve histolojik inceleme-
ler ise yapiimamistir. OECD ve FDA yénergeleri, akut
toksisite testlerinde yalnizca stipheli veya gozlemlerle
desteklenen toksik etkiler durumunda hematolojik ve
histolojik testlerin yapilmasini 6nermektedir. Bu ca-
lisma kapsaminda, test maddesinin herhangi bir kan
parametresi veya organ dlzeyinde degisiklige neden
olmadigindan, bu tir ek analizlere ihtiyag duyulmamis-
tir. Ayrica, hayvanlarin normal davranissal profilleri ve
fizyolojik parametreleri, test maddesinin dozunun gi-
venli bir aralikta oldugunu ve genel toksik etkilerinin ol-
madi§ini gostermektedir.
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In this study, the test substance at a dose of 300 mg/kg
was administered orally by gavage to a test group of 5
male and 5 female rats. At the same time, the control gro-
ups were given the highest volume of distilled water for
comparison. After administration, the animals were ob-
served for 14 days and no abnormal clinical findings were
observed during this period, indicating acute toxicity ef-
fects of the test substance. No adverse events indicative
of acute toxicity such as behavioral changes, physiologi-
cal changes or death were recorded.

In accordance with OECD 420 and FDA toxicity testing
guidelines, observations during the test period were me-
ticulously recorded, in particular, rats were monitored
every 30 minutes for the first 24 hours and daily thereafter
for parameters such as health status, mobility and body
weight. However, during the test period, the rats did not
exhibit any adverse symptoms such as restlessness, dep-
ression, respiratory distress or loss of motor coordination
due to any toxic effects. Furthermore, there was no reduc-
tion in feeding and water intake and the rats maintained
normal physiological values. These results indicate that
the test substance does not show acute toxic effects at a
dose of 300 mg/kg.

Hematologic and histologic examinations were not per-
formed because no abnormal findings were observed du-
ring observations. OECD and FDA guidelines recom-
mend that hematologic and histologic tests be performed
in acute toxicity tests only in cases of suspected or obser-
vation-supported toxic effects. In this study, the test subs-
tance did not cause any changes in any blood parameters
or organ levels, so such additional assays were not requ-
ired. Furthermore, the normal behavioral profiles and phy-
siological parameters of the animals indicate that the
dose of the test substance was within a safe range and
had no overall toxic effects.
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Test suresince, sicanlarin vicut agirligi dizenli ola-
rak kaydedilmis ve gézlemler boyunca agirliklarinda
herhangi bir kayip tespit edilmemistir. Bu da, test mad-
desinin metabolizma tizerinde anlamli bir baski olustur-
madigini ve dozla iligkili herhangi bir sistemik etki gos-
termedigini desteklemektedir. Ayrica, test grubundaki
tum hayvanlar, kontrol grubuyla benzer sekilde normal
davraniglar sergileyerek fiziksel sagliklarini srdirmus-
lerdir. Bu durum, test maddesinin, akut toksisite acisin-
dan guvenli oldugunu ve ciddi sistemik veya organik et-
kilere yol agmadigini agikga ortaya koymaktadir.

Sonug olarak, 300 mg/kg dozundaki test maddesi,
bu calismanin test slresi boyunca akut toksik etkiler
gostermemis ve goézlemler sirasinda herhangi bir olum-
suz etki kaydedilmemistir. Hematolojik ve histolojik
analizlerin yapilmamasi, gézlemler sonucu elde edilen
bulgularla desteklenmistir, zira herhangi bir toksik etki
sistemik veya organik dizeyde tespit edilmemistir. Bu
sonuglar, test maddesinin, belirlenen dozda, akut toksik
etkilerden kaginilmig bir gtivenlik profilini isaret etmek-
tedir. OECD 420 ve FDA standartlarina uygun olarak
yapilan bu test, test maddesinin insan sagligina yonelik
gavenli bir profil sundugunu ve ileri toksikolojik testler
igin risk olugturmadigini ortaya koymaktadir.

During the test, the body weight of the rats was regu-
larly recorded and no weight loss was detected throug-
hout the observations. This supports that the test subs-
tance did not exert a significant metabolic stress and did
not show any dose-related systemic effects. Furthermore,
all animals in the test group maintained their physical he-
alth, exhibiting normal behavior similar to the control
group. This clearly demonstrates that the test substance
is safe in terms of acute toxicity and does not cause seri-
ous systemic or organic effects.

In conclusion, the test substance at a dose of 300
mg/kg did not show acute toxic effects during the test pe-
riod of this study and no adverse effects were recorded
during the observations. The absence of hematological
and histo-logical analyses was supported by the findings
of the observations, as no toxic effects were detected at
the systemic or organic level. These resuits indicate a sa-
fety profile of the test substance at the indicated dose with
no acute toxic effects. This test, conducted in accordance
with OECD 420 and FDA standards, demonstrates that
the test substance presents a safe profile for human he-
alth and does not pose a risk for further toxicological tes-
ting.

8. TEST SURESINCE OLUSAN SAPMALAR

DEVIATIONS DURING THE TEST

Test slresince meydana gelen sapmalar “Be-

Deviations that occurred during the test were re-

yan Formu” (KBY_ILU_F_04_02) ile kaydedilmigtir. corded using the  "Declaration Form”
Meydana gelen sapmalar test tekrarini gerektirecek (KBY_ILU_F_04_02). The deviations that occurred were

nitelikte gortlmemistir.

9. LITERATUR
LITERATURE

* TS EN ISO 10993-1 Tibbi cihazlarin biyolojik deger-
lendirilmesi- BoIim 1: Bir risk yonetim slrecinde de-
gerlendirme ve deney

* TS EN ISO 10993-2 Tibbi cihazlarin biyolojik deger-
lendirimesi — B6lUm 2: Hayvan refahi igin gerekli
sartlar

not deemed to require a retest.

e TS EN ISO 10993-1 Biological evaluation of medical
devices - Part 1: Evaluation and testing in a risk ma-
nagement process

* 7S EN ISO 10993-2 Biological evaluation of medical
devices — Part 2: Requirements for animal welfare

*FDA Single Dose Acute Toxicity Testing for Pharma-
ceuticals
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* FDA Farmasotikler igin Tek Doz Akut Toksisite Ca-
lismasi

*TS EN ISO 10993-12 Tibbi cihazlarin biyolojik de-
gerlendirilmesi- Bélum 12: Numune hazirlama ve re-
ferans malzemeler

* KBY_ILU_PR_16 Calisma Plani Hazirlama Prose-
dirQ

* KBY_ILU_PR_20 Sonug Raporu Hazirlama Prose-
diru

* KBY_ILU_PR_24 Deney Hayvani Talep ve Kabul
Proseduiri

¢ KBY_ILU_PR_25 Deney Hayvani Karantina Prose-
dard

* KBY_ILU_PR_26 Deney Hayvani Kimliklendirme
Prosedurt

10. ARSIV MATERYALI
ARCHIVE MATERIAL

10.1. ARSIVE TABi DOKUMANLAR LiSTESI
LIST OF ARCHIVED DOCUMENTS

e KBY_ILU_F_01_03 i¢ yazisma Formu

¢ KBY_ILU_F_04_01 Rapor Kontrol Formu

e KBY_ILU_F_05_01 Ortam Sicaklik ve Nem Ta-
kip Formu

o KBY_ILU_F_06_05 Agirlik Performans Kontrol
Formu

 KBY_ILU_F_11_01
Kontrol Formu

e KBY_ILU_F_12_05 Personel
Formu

 KBY_ILU_F_13_01 Atik Takip Formu

e KBY_ILU_F_14_01 Kafes Degisim Formu

e KBY_ILU_F_18_02 Sponsor Gizlilik Taahhit-
name Formu (ortak)

» KBY_ILU_F_18_03 Sponsor Teklif ve Sézles-
mesi Formu (ortak)

e KBY_ILU_F_20_02 Sonug Raporu Formu

e KBY_ILU_F_21 01 Test/Referans/Tasiyici
Madde Kabul Formu

e KBY_ILU_F_21 02
Madde lade Formu

* KBY_ILU_F_21_03
Madde Imha Formu

Laboratuvar Aydinlatma

Gorevlendirme

Test/Referans/Taslyici

Test/Referans/Tasiyici
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* TS EN ISO 10993-12 Biological evaluation of medi-
cal devices - Part 12: Sample preparation and refe-
rence materials

*KBY_ILU_PR_16 Study Plan Preparation Procedure

*KBY_ILU_PR_20 Final Report Preparation Proce-
dure

*KBY_ILU_PR_24 Experimental Animal Request and
Acceptance Procedure

*KBY_ILU_PR_25 Experimental Animal Quarantine
Procedure

*KBY_ILU_PR_26 Experimental Animal Identification
Procedure

eKBY_ILU _F_01_03
Form

® KBY_ILU_F_04_01 Report Control Form

* KBY_ILU_F_05_01 Temperature and Humidity Cont-
rol Form

« KBY_ILU_F_06_05 Weight Performance Control Form

* KBY_ILU_F_11_01 Laboratory Lighting Control Form

» KBY_ILU_F_12_05 Personnel Assignment Form

» KBY_ILU_F_13_01 Waste Tracking Form

* KBY_ILU_F_14_01 Cage Change Form

* KBY_ILU_F_18 02 Sponsor Privacy Commitment
Form (common)

» KBY_ILU_F_18_03 Sponsor Offer and Agreement
Form (common)

« KBY_ILU_F_20_02 Result Report Form

e KBY_ILU_F_21_01 Test/Reference/Carier Substance
Accepfance Form

e KBY_ILU_F_21_02 Test/Reference/ Carier Substance
Return Form

* KBY_ILU F_21_03 Test/Reference/Carrier Material
Disposal Form

Internal  Correspondence
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e KBY_ILU_F_24 01 Deney Hayvani Talep «KBY_ILU_F_24_01 Experimental Animal Request

Formu Form

o KBY_ILU_F_24 02 Deney Hayvani Kabul eKBY [LU F_24 02 Experimental Animal Acceptance
Formu Form

 KBY_ILU_F_25_01 Karantina ve Klinik G6zlem « kBY [LU F 25 01 Quarantine and Clinical Observa-
Formu tion Form

e KBY_ILU_F_25_02 Kafes Etiket Formu o KBY_ILU_F_25_02 Lattice Label Form

* KBY_ILU_F_27_01 Otenazi Kayit Formu « KBY_ILU_F_27_01 Euthanasia Registration Form

* KBY_ILU_F_33_01 Nekropsi Formu « KBY_ILU_F_33_01 Form Nekropsileri

e KBY_ILU_F_37_01Ham Veri Kayit Formu « KBY_ILU_F_37_01 Raw Data Registration Form

. EE’:; E!LU—L—37—O1 Test Amach Clhaz ve Sarf | yeqy )i iy 1 37 04 List of Devices and Consumebles

: o for Test Purpose
KBY_ILU_F_53_01 Ozt Hazirlama Formu « KBY_ILU_F_53 01 Extract Preparation Form

F 53
. Eg$_=t8_lﬁh?é_%11 Eaal;]t:n%u}‘:’,fan;e Sord Listest | wpy 11y o4 by Qusiity Assurdnes Qestbe List
i el « KBY_ILU_P_16_01 Study Plan

11. KULLANILAN CIHAZ/EKIPMAN/MALZEMELER
DEVICE / EQUIPMENT / MATERIALS USED

Calismada kullanilan Cihaz ve Ekipmanlar ile kul- Devices and Equipment used in the study and consumab-
lanilan sarf malzemeler; “Test Amagh Cihaz ve les used: /tis attached with “Test Purpose Device and Con-
Sarf Listesi” (KBY_ILU_L_37_01) ile ekte veril- sumable List" (KBY_ILU_L_37_01).

mistir.

12. CALISMADA GOREVLI PERSONEL LISTESI
LIST OF PERSONNEL IN STUDY

Galisma Yoneticisi: 01/09/2025

Study Director Adnan CITIRIK

Calisma Personeli: A 01/09/2025

Study Personnel Yasar Ahmet KUCUK SIGNATURE: 7
Galigma Personeli: i} 01/09/2025  IMZA: /,
Sty Porsafiiiel Ristem Burak KAMACI SIGNATUREY

Kalite Glivence Personeli:
Quality Assurance Personnel

13. EKLER / ATTACHMENTS

Ek1/ Annex1: GLP Sertifikasi/GLP Certificate

01/09/2025  iMZA: (&

llayda LENGERLI '
SIGNATURE:
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KISALTMALAR / ABBREVIATIONS

ILU/GLP
°C

mL

mg

kg
ODTU/METU
QECD

U.D/NA
TE
TD
KE
KD
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lyi Laboratuvar Uygulamalari / Good Laboratory Practice
Santigrat derece / Celcius

Mililitre / Mililiter

Miligram

kilogram

Orta Dogu Teknik Universitesi / Middle East Technichal University
Ekonomik Kalkinma ve s birligi Orgitti / Organisation for Economic Co-operation and Deve-
lopment

Uygulanabilir Degil / Not Available

Test erkek / Test male

Test disi / Test female

Kontrol Erkek / Control male

Kontrol Disi / Control female
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1. CALISMANIN ONAYI1/ APPROVAL OF THE STUDY

1.1.

Deney hayvani testi ve deney hayvani kullanimt ile ilgili
tum prosedurler hayvan haklarina uygun olarak hazir-
lanmistir”. 02/01/2025 tarih ve 738. onay numarall ye-
rel etik kurul karar ile ¢alismanin baslanmasi uygun
gorilmistur. Etik kurul kararn deney hayvanlarinin ka-
bul gérmiis bilimsel, etik ve yasal normlara uygun ola-
rak kullanimini garanti altina alinmigtir. Kurul aldigr bu
kararla sorumlulugu arastirmacilara devretmistir.

1.2.

Bu calismanin OECD lyi Laboratuvar Uygulama-

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-
red the responsibility to the researchers.

Calisma Yoneticisi Kalite Beyani / Study Director Quality Statement:

This study is in accordance with OECD Good Labora-

lari Kilavuzlarina, Avrupa Parlamentosu ve Kon-
seyi'nin 2004/9/EC, 2004/10/EC direktiflerine ve
“T.C. Cevre ve Sehircilik Bakanligl lyi Laboratuvar
Uygulamalar Prensipleri, Test Birimlerinin Uyumlag-
tirlmast, lyi Laboratuvar Uygulamalarinin ve Calig-
malarin Denetlenmesi Hakkinda Ydénetmeligi® ne
gore hazirlandidini ve bu gergevede yuritaldagunu
beyan ederim.

Bu raporun galismanin orijinal tanimlamalarini
icerdigini ve galisma sonuglarinin kullanilan metot-
lara uygun olarak tespit edildigini beyan ederim.

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-Sumame

Cali

Dip No:1830000:-
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1.3.

iLU 2025 / 141 Kodlu ve EXAFIQUE trinine
ait Akut Tek Doz Toksisite Testi adl galisma OECD
lyi Laboratuvar Uygulamalar Kilavuzlarina, Avrupa
Parlamentosu  ve  Konseyi'nin  2004/9/EC,
2004/10/EC direktiflerine ve “T.C. Cevre ve Sehirci-
lik Bakanh@ lyi Laboratuvar Uygulamalari Prensip-
leri, Test Birimlerinin Uyumlastiriimasi, lyi Laboratu-
var Uygulamalarinin ve Caligmalarin Denetlenmesi
Hakkinda Yonetmeligi’ ne gére hazirlanmis ve bu
gergevede yurutlimustar

Kalite Glivence Beyani / Quality Assurance Statement

The study titled Acute Single Dose Toxicity Test of
EXAFIQUE product coded ILU 2025/141 was prepared in ac-
cordance with the OECD Good Laboratory Practice Guideli-
nes, Directives 2004/9/EC, 2004/10/EC of the European Par-
liament and the Council and the "Regulation of the Ministry
of Environment and Urbanization of the Republic of Turkey
on the Principles of Good Laboratory Practices, Harmoniza-
tion of Test Units, Supervision of Good Laboratory Practices
and Studies” and carried out within this framework.

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

Calisma Plani Denetimi 01/06/2025 01/06/2025 01/06/2025
Audit of the Study Plan
Calisma Denetimi 01/09/2025 01/09/2025 01/09/2025
Audit of Studying _
Calisma Denetimi U.D./N.A. U.D./N.A. U.D./N.A.
Audit of Studying
Sonug Raporu Denetimi 15/09/2025 15/09/2025 15/09/2025
Audit of the Result Report

EXAFIQUE Gruntne ait In vivo Akut Tek Doz
Toksisite calismas! yukaridaki tabloda verilen tarih-
lerde gerceklesen denetimlerinde OECD LU ilkeleri
cercevesinde gercgeklestirildigi gézlenmistir. Elde
edilen veriler 1siginda hazirlanan bu raporun galis-
manin orijinal tamimlamalarini igerdigini, elde edilen
sonuglarin kullanilan yéntemlere uygun olarak ham
veriler ile uyumlu olarak aktarildigini beyan ederim.

It has been observed that the In vivo Acute Single Dose
Toxicity study of EXAFIQUE product was carried out within
the framework of OECD ILU principles during the audits car-
ried out on the dates given in the table above. | hereby dec-
lare that this report prepared in the light of the data obtained
contains the original descriptions of the study and that the
results obtained are transferred in accordance with the raw
data in accordance with the methods used.

Fatma Nur INCEH

Kalite Guvence Sorumlusu / Quality assurance officer

Tarih / Date:15/09/2025

j mmtur e
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1.4. Galisma Yoneticisi Galigma Onayi / Study Director Study Approval

Calisma ILU ilkeleri  dogrultusunda
25/08/2025 — 15/09/2025 tarihileri arasinda gergek-
lestirilmistir.

GLP calismasinda kullanilan test maddesi-
nin karakterizasyon bilgileri sponsor tarafindan pay-
lagiimamistir. KOBAY A.$. tarafindan sponsor tara-
findan saglanan bilgilerin dogrulanmasina yénelik
herhangi bir analiz yapilmamistir. Paylagilan bilgile-
rin calismanin yuruttlebilmesi igin yeterli oldugu ka-
bul edilerek ¢alisma yurttulmustar

15/09/2025 tarihinde yazimi tamamlanan ra-
por Kalite Giivence tarafindan kontroll yapildiktan
sonra 15/09/2025 tarihinde galisma yoneticisi tarafin-
'dan onaylanmistir.

The study was carried out between 25/08/2025 -

15/09/2025 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 INC. 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 15/09/2025 was
approved by the Study Director on 15/09/2025 after being

|chec- ked by Quality Assurance.

Ad-Soyad / Name-Sumame
Calisma Yoneticisi / Study Diregtor
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2.  CALISMA BILGILERI / INFORMATION OF THE STUDY

Calismanin Adi
Study Name
Galismanin Kodu
Study Code
Galismanin 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" Uruiniine ait tek doz akut toksisite testi (Non-Rodent)
Single dose acute toxicity test of "EXAFIQUE" product (Non-Rodent)

ILU-2025 / 141

Test maddesinin FDA kilavuzlan dogrultusunda in-vivo test sistemle-
rinde 14 gunlik ¢alisma ile uygulanan maruziyetin etkileri hakkinda
bilgi saglamak ve daha uzun vadeli galismalara ihtiyag olup olmadigini
gostermek

To provide information on the effects of exposure applied by a 14-day study
of the test substance in in-vivo test systems in line with FDA guidelines and to
show whether longer-term studies are needed.

15.09.2025
0

2

Raporun 1. kopyasi SPS-88'e; 2.kopyasi 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 AiT BILGILER
INFORMATION ABOUT THE TEST UNIT AND SPONSORS

3.1. Test Birimine Ait Bilgiler

Test Unit Information

Test Biriminin Adi
Name of the Test Unit

Test Biriminin Adresi

Address of the Test Unit

Calisma Ydneticisinin Adi
Name of the Study Director
Calisma Yéneticisinin Adresi
Adress of the Study Directfor
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KOBAY Deney Hayvanlari Laboratuvari
KOBAY Experimental Animal Laboratory

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

Adnan CITIRIK

Beytepe Mahallesi 1748 Sokak Numara 20 Gankaya/ANKARA
Beytepe Neighborhood, 1748 Street, Number 20 Cankaya/ANKARA
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3:2. Sponsora Ait Bilgiler
Information About Sponsor
Sponsorun Adi AYE EXOCURE/ Anmet Yasar ESMEKAYA
Sponsor Name . _
Sponsorun Adresi Mutlukent Mahallesi 2024, Cadde No:16 06800 CANKAYA/ ANKARA/TURKIYE
Address of the Sponsor Mutiukent Neighborhood 2024th Street No:16 06800 CANKAYA/ ANKARA/TURKEY
Sponsor Kodu y
Sponsor Code SPS-88
4. CALISMA TAKVIMI
WORKING SCHEDULE
TARIHIDATE GERGEKLESTIRILEN ISLEMLER TRANSACTIONS PERFORMED
£5:0.208 Test Sistemlerinin kabulQl ve Karantina | Acceptance and Quarantine of Test Systems
01.09.2025
01.09.2025 Dozlann Uygulanmasi Administration of Doses
01.09.2025
. e ; on of T
15.09 2025 Test Sistemlerinin Gézlemlenmesi Observation of Test Systems
15.09.2025 Otanazi ve étenazi sonrasi grosspato- Euthanasia and post-euthanasia gross-spato-
R loji incelemesi logy examination
S I Degerlendiri ivera
Ll ontisiarin Deg HiPaes, por Evaluation of results and report writing
yazimi
15.09.2025 ;
Sonu¢ Raporu Kalite Glvence Kontrolll | Final Report Quality Assurance Check
5. OZET
SUMMARY
FDA tek doz toksisite testi, test maddesinin non-ro- The FDA single dose toxicity test is used to evaluate

dentlerde (tavsan) akut toksik etkilerini degerlendirmek the acute toxic effects of a test substance in non-rodents
amaciyla uygulanir. Bu testte, test maddesi hayvaniara (rabbit). In this test, the test substance was administered
tek bir doz seklinde uygulanarak ve ardindan 14 giin bo- to animals as a single dose and then monitored for 14
yunca hayvanlarin yagsam belirtileri, davranis degisiklik- days for parameters such as vital signs, behavioral chan-
leri, toksik semptomlar ve 6lim gibi parametreler izlen- ges, toxic symptoms and death. As a result of the study,
mistir. Calisma sonucunda, test maddesinin akut toksi-  the acute toxicity profile of the test substance was deter-
site profili belirlenmistir. Tek doz toksisite testi, glivenli mined. Single dose toxicity testing is critical for determi-
dozun belirlenmesi ve insan saglidi acisindan risk de-  hing the safe dose and risk assessment for human he-
gfertlfendlrmesi yapilmasi agisindan kritik bir 6neme sa- _u,
iptir.
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6. MATERYAL METOD
MATERIAL METHOD

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

6.1.1. TEST MADDESI iLE iLGiLi BiLGILER

INFORMATION ABOUT THE TEST SUBSTANCE

Test maddesine ait asagida verilen bilgiler sponsor
tarafindan saglanmistir. Calisma bu veriler 1siginda
Kobay A.S. laboratuvarinda gergeklestiriimistir.

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.$. in the light of these data.

Test Maddesinin Teslim Tarihi:

Test Item Delr‘vei:y I_Jate 11.06,2025
foc bt Adl oL
Gompostion of the Teet tem UD. /NA
Festiiggea it I K0
Test Maddesinin Seri/Lot Numarasi: 250611

Bafch/Lot Number of Test ltem

Test Maddesinin Fiziksel Goriiniimii:
Physical Appearance of Test ltem

Kati-toz / Solid-powder

Test Maddesinin Saflig:
Test ltem Purity

%100

Test Maddesinin Stabilitesi:
Stability of Test Item

Uygun / Available

Test Maddesinin Rengi:
Color of Test ftem

Acik Kahverengi / Light Brown

Test Maddesinin Sterilitesi:
Sterility of Test Iltem

Uygun / Available

Test Maddesinin Ambalaj Sekli:

Packing of Test ltem Poset / Bag
Test Maddesinin Uretim Tarihi:

Production Date of Test item 28.05.2025
Test Maddesinin Son Kullanma Tarihi:

Test ltem Expiry Date 28.05.2028
Test Maddesinin Analiz Sertifikasi:(Varsa) UD./NA
Certificate of Analysis of Test ltem: (If any) - DRLA.
Test Maddesinin Raf omrii: 3 Y1/ years

Shelf life of Test ltem

Test Maddesinin Saklama Kosgullari:
Test Item Storage Conditions

Oda kosullari / Room Temperarature

Test Maddesinin Giivenlik Onlemleri:

Test item Safety Precautions U.D./NA.
Test Maddesinin Miktar:
Amount of Test Item 5 gram

Test Maddesi $ahit Numune Miktarr:
Test ltem Witness Sample Amount

100 Gram(Tum testler igin
100 Grams (for all tests)
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Test Maddesinin Kalan Miktar:
Remaining Amount of Test ltem

Test Maddesinin Sekli
Figure of Test ltem

6.1.2. TASIYICI MADDE iLE iLGILi BILGILER

INFORMATION ABOUT THE CARRIER SUBSTANCE

Tasiyici Maddesinin Teslim Tarihi:
Delivery Date of Carrier Substance

UD./NA

Tasiyicl Maddesinin Adr:

Name of Carrier Substance

Distile su / Distilled water

Tasiyiclt Maddesinin Seri/Lot Numarasi:

Seral/Lot Number of Carner Substance U.D./NA.
Tasiyicit Maddesinin Fiziksel Goriiniimii: o
Physical Appearance of Carrier Substance Sivi / Liiquid
Tasiyici Maddesinin Saflig:: %100
Purity of Carrier Substance £
Tastyici Maddesinin Stabilitesi:
Stability of Carrier Substance U.D./NA.
Tasiyic ini i
styict Maddesinin Reng Seffaf / Transparent

Color of Carrier Substance

Tasiyiclt Maddesinin Sterilitesi:
Stenility of Carrier Substance

Steril / Sterile

Tasityici Maddesinin Ambalaj Sekli:

Packing of Carrier Substance UD./NA.
Tasityict Maddesinin Uretim Tarihi: U.D.4 NA
Production Date of Carrier Substance R
Tasiyicl Maddesinin Son Kullanma Tarihi: UD. / NA
Expiry Date of Carrier Substance T o
Tasiyici Maddesinin Analiz Sertifika:(Varsa) UD./NA
Certificate of Analysis of Carrier Substance: (If any) e o
Tasiyict Maddesinin Raf émrii: UD./NA

Shelf life of Carrier Substance

Tasiyici Maddesinin Saklama Kosullar::
Storage Conditions of Carrier Substance

Oda Sicakligl / Room Temperature

Tasiyici Maddesinin Giivenlik Onlemleri:
Safety Precautions of Carrier Substance

U.D./ NA.
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Tasiyict Maddesinin Miktar::
Quantity of Carrier Substance

200 mL

Tasiyici Maddesi $ahit Numune Miktari:
Carrier Material Witness Sample Quantity

U.D./ N.A.

Tasiyici Maddesinin Kalan Miktar::
Remaining Amount of Carrier Substance

128 mL

6.1.3. NEGATIF KONTROL
NEGATIVE CONTROL

Negatif Kontrol Maddesinin Adi:
Name of Negative Control Substance

Distile su / Distilled water

Negatif Kontrol Maddesinin Seri/Lot Numarasi:

Batch/Lot Number of Negative Control Substance U.D./ N.A.

Negatif Kontrol Maddesinin CAS Numarasi: UD./NA

CAS Number of Negative Conltrol Substance e il

Negatif Kontrol Maddesinin Fiziksel Goriinlimii: Sy L
Physical Appearance of Negative Control Substance q

Negatif Kontrol Maddesinin Saflig: %100

Purity of Negative Control Substance ?

Negatif Kontrol Maddesinin Rengi:

Color of Negative Control Substance $effaf / Transparent

Negatif Kontrol Maddesinin Saklama Kosullari:
Storage Conditions of Negative Control Substance

Oda Sicakli§l / Room Temperature

Negatif Kontrol Maddesinin Raf Omrii:

Shelf Life of Negative Control Substance U.D./ NA.
Negatif Kontrol Maddesinin Giivenlik Onlemleri: | I NA
Safety Precautions of Negative Control Substance T o
Negatif Kontrol Maddesinin Miktar:: 200 mL
Amount of Negative Control Substance

Negatif Kontrol Maddesinin Kalan Miktar:: 128 mL

Remaining Amount of Negative Control Substance
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iNVIiVO TEST
IN VIVO TEST

FDA Farmasotikler igin Tek Doz Akut Toksisite Calig-
masi

6.2.

6.2.1. TEST SISTEMINE AIT BILGILER
INFORMATION ABOUT THE TEST SYSTEM

Test Sisteminin Tiri

Type of Test System

Test Sisteminin Soyu/ Irki
Ancestry/Breed of the Test System

Test Sisteminin Kaynagi
Source of Test System

Test Sisteminin Sayisi

Number of Test System

Test Sisteminin Cinsiyeti
Gender of the Test System

Test Sisteminin Agirhgi / Yasi
Weight / Age of Test System

Test Sisteminin Karantina Siiresi
Quarantine Period of Test System

Test Sistemi Kullaniminin Gerekgelendirilmesi
Justification for Test System Use

Test Sisteminin Barindirma Kosullan (Kafes
Yerlesim Durumlan)

Housing Conditions of the Test System (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 Tvpe of the Test System

Test Sistemi Odasi Sicakhgi
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FDA Single Dose Acute Toxicity Testing for Pharmace-
uticals

Tavsan

Rabbit

Oryctolagus cuniculus
(Cins/Genius: New Zealand)

Kobay DHL.

12

6 Erkek ve 6 Disi

6 Male and 6 Female

Geng yetiskin

Young adult

7 gun

7 Days

Bu calismada referans olarak alinan “FDA Farmasotik-
ler igin Tek Doz Akut Toksisite Calismas!” rehberinde
(https://www.fda.gov/media/72288/download) akut tok-
sisite caligmalarinda “kemirgen olmayan bir tiir de dahil
olmak Uzere en az iki memeli tirinde denenmelidir.”
ifadesi yer almaktadir. Rehbere uygun olacak sekilde
ilgili testler igin uygulama kolayligi nedeni ile ikinci me-
meli turl olarak tavsan secilmistir. / The "FDA Single
Dose Acute Toxicity Study for Pharmaceuticals” guidance
(https./iwww.fda. gov/media/7 2288/download), which was ta-
ken as reference in this study, states that acute toxicity stu-
dies "should be tested in at least two mammalian species,
including a non-rodent species."” In accordance with the gui-
deline, the rabbit was chosen as thesecond mammalian spe-
cies for the relevant tests due to its ease of administration.

Her kafeste 1 hayvan
1 animal per cages

Carfil

Ad Libitum
Ad Libitum
18+3° C
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Test System Room Temperature

Test Sistemi Odasi Nem Kosullari
Test System Room Humidity Conditions
Test Sistemi Odasi Aydinlatma
Test Systern Room Lighting

6.2.2. TEST GRUPLARI

%30 — 70 Nem

30 - 70% Humidity

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

TEST GROUPS
Gruplar Grup Isimlendirmesi Test Sistemlerinin Sayisi
Group Group Nomenclature Number of Test Systems
Test Grubu - 3 Erkek + 3 Disi
Test Group TE (erkek/male), TD (disi/female) 3 Male + 3 Female
Negatif Kontrol w 3 Erkek + 3 Disi
Negative Control KE (erkek/male), KD (digi/female) 3 Male + 3 Female

6.2.3. TEST ONCESINDE YAPILAN iSLEMLERE AIiT BILGILER

INFORMATION ON PRE-TEST PROCEDURES

“Deney Hayvani Kabul Formu”
(KBY_ILU_F_24_02) ile kabul edilen hayvanlar kabul
isleminden itibaren 7 giin boyunca karantinada tutul-
mustur. Karantina suresince elde edilen gézlemlerde
test sistemlerine ait herhangi anormal bir bulguya
rastlaniimamis olup tim sonuglari “Karantina ve Klinik
Goézlem Formu (KBY_ILU_F_25_01)'na kaydedilmis-
tir. Test sistemleri uygulamadan 4 saat 6nce uygu-
lama dncesi mide iceriginin test maddenin emilimini
etkilemesini énlemek ve sonuglarin glvenilirligini ar-
tirmak icin ag birakilmistir.

Test maddesi TS EN ISO 10993-12 dogrultusunda
direkt uygulanabilir oldugundan oral gavaj ile kolay
uygulanabilmesi igin steril distile su ile ¢gézdurllerek
uygulanmisgtir.

Animals accepted with the “Experimental Animal Ac-
ceptance Form” (KBY_ILU_F_24_02) were kept in quaran-
tine for 7 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.

Since the test substance is directly applicable in ac-
cordance with TS EN /SO 10993-12, it was administered
by dissolving with sterile distilled water for easy administra-
tion by oral gavage.

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

Calismada, konvansiyonel yéntemlerle yetisti-
rilen geng yetiskin, erkek ve disi New Zealand tavsan
kullaniimigtir,  TOm tavsanlar, oda sicakliginda
(18+£3°C), %30-70 nemli ortamda ve 12 saatlik 1s1k-
karanlik déngistinde deney hayvanlarl kafes sistem-
lerinde muhafaza edilmis ve ad libitum beslenmigtir.

Bu calismada, tavsaniara tek doz 300 mg/kg
test maddesi oral gavaj yolla uygulanmigtir. Test

Young adult male and female New Zealand rabbits
raised by conventional methods were used in the study. All
rabbits were housed in experimental animal cage systems
at room temperature (18+3°C), 30-70% humidity and 12-
hour light-dark cycle and fed ad libitum.

In this study, rats were administered a single dose
of 300 mg/kg test substance by oral gavage. After administ-
ration of the test substance, the animals were monitored at
regular intervals throughout the administration period.
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maddesinin verilmesinin ardindan hayvanlar, uygu-
lama suresi boyunca belirli araliklarla izlenmistir.

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

Uygulama yapiliktan sonra test maddesinin emi-
limi sadlanabilmesi icin test sistemlerine 4. Saat (uygu-
lamadan sonra) sonunda yem ve su erisimi saglanmis-
tir. Test sistemleri uygulamadan sonraki ilk 30 dakika
boyunca en az bir kez, ilk 4 saat boyunca periyodik ola-
rak ve daha sonra her gin, toplam 14 giin boyunca bi-
reysel olarak gozlemlenmistir. Goézlemlerde; deri, tly,
gdzler, mukoz membranlar, solunum ve dolasim fonk-
siyonu, otonomik ve merkezi sinir sistemleri, somato-
motor aktivite ve davranis modelindeki degisiklikleri ice-
recek sekilde yapilarak tim bulgular “Karantina ve Kli-
nik Gézlem Formu™na (KBY_ILU_F_25 01) kaydedil-
mistir. Yapilan tim gézlemlerde sonucunda uygulama
yapilan test sistemlerinden herhangi olumsuz bir bul-
guya rastlaniimamistir.

Test sistemleri gézlemlerden sonra (14. gin) dte-
nazi yapilarak grosspatoloji incelemeler yapilmigtir.

After treatment, the test systems were given access
to feed and water at the end of the 4th hour (after treat-
ment) to allow absorption of the test substance. The test
systems were observed at least once during the first 30
minutes after administration, periodically for the first 4 ho-
urs and then every day for a total of 14 days. Observa-
tions included changes in skin, hair, eyes, mucous memb-
ranes, respiratory and circulatory function, autonomic and
central nervous systems, somato-motor activity and be-
havioral patterns and all findings were recorded on the
"Quarantine  and  Clinical  Observation  Form"
(KBY_ILU_F_25 01). As a result of all observations, no
negative findings were found from the test systems.

Test systems were euthanized after observations (day
14) 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 in-
celenmistir.

B. Agirlik Olgiimii Yapilan Organlar
Organs for Weight Measurement

Nekropsi sonrasi test ve kontrol test sistemleri-
nin karaciger agirliklari kaydedilmistir.
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All organs and tissues were examined gross-spa-
tologically.

After necropsy, liver weights of the test and control
test systems were recorded.
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6.2.7. SONUGCLAR
RESULTS
6.2.7.1. Yem/Su Tiiketimi
Feed/Water Consumption
Test slresince gerceklestirilen gozlemlerde test Observations made during the test did not reveal

sistemlerinin yem ve su tiiketimlerinde herhangi bir any negative effects on the feed and water consumption
olumsuzluk (yememe ve igmeme durumu) gozlen- of the test systems (no eating or drinking).
memigtir.

6.2.7.2. Viicut Agirhik Degigimi
Body Weight Change

0.Giin 2. Giin 4. Giin 7. Giin 9. Giin 11. Giin 14. Giin
Day 0. Day 2 Day 4 Day 7 Day 9 Day 11 Day 14
TE-1 2800 2812 2836 2868 2872 2908 2970
TE-2 2852 2875 3020 3052 3128 3156 3210
TE-3 2783 2790 2842 2875 2908 2961 3010
TD-1 2662 2694 2748 2762 2800 2857 2920
TD-2 2541 2570 2605 2615 2640 2685 2723
TD-3 2522 2550 2545 2562 2588 2625 2678
KE-1 2561 2592 2647 2685 2700 2746 2795
KE-2 2730 2730 2797 2823 2887 2941 2994
KE-3 2400 2442 2479 2552 2574 2618 2675
KD-1 2311 2345 2394 2440 2481 2536 2588
KD-2 2430 2465 2483 2539 2560 2620 2687
KD-3 2305 2320 2348 2352 2400 2455 2497
Yukaridaki bulunan tabloda giin asiri alinan adir-  In the table above, weight-weight measurements ta-

lik dlgtimlerde tiim test sistemlerinde rutin olarak ken every other day showed a routine weight increase
adirlik artisi gerceklesmis olup herhangi bir anor- in all test systems and no abnormal conditions were
mal durum gozlenmemistir. observed.

6.2.7.3. Caligsma Siiresince Elde Edilen Klinik Gozlem Verileri
Clinical Observation Data Obtained During the Study

Calisma stresince test sistemleri yem-su tlketim- During the study, the test systems were observed in
leri, deri-tuy yapist, digki formu, agiz-burun-géz akin- terms of feed and water consumption, skin-fur structure, fe-
tis1, cevre ilgisi, agr bulgusu ve koordinasyon yénun- cal form_, mouth-nose-eye discharge, envfronmgntal inte-
den gozlenmistir. Gézlem siresince test sistemle- rest, pain symptom and coordination. No negative symp-

rinde olumsuz bir semptom gézlenmemis olup elde f,i,’ﬂﬁnweéﬁfcf’Zf,rﬁﬂ;”ﬁf,hjntegtﬁyfteﬁggodﬂr ig%ﬂ”}ﬁ O%SQE’; -
edilen bulgular Karantina ve Klinik Gézlem Formu'na P gs were rae o i

o rantine and Clinical Observation Form
(KBY_ILU_F_25_01) kaydedilmistir. (KBY_ILU_F_25_01).
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6.2.7.4. Mortalite
Mortality

Test siresince mortalite sekillenmemistir. No mortality occurred during the test.

Oftalmik inceleme
Ophthalmic Examination

6.2.7.5.

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

6.2.7.6. Klinik Laboratuvar Goézlemleri
Clinical Laboratory Observations
6.2.7.6.1.  Agirlik — Karaciger indeksi
Weight - Liver Index
grUp va Test sisterrii No B;sg?rr]':g‘](lq %gi;g;g};k Kirg:;:::;ker Adgirhik Dc—(:?/:?im Orani Karaciger )?%l)rllk indeksi
fkpad TesrapetenAllinosy iniision We- |~ Weight | Liver Weight | Weight Ghange index (% Liver Weight Index (%)
ig
TE-1 2800 2970 89,40 6,071 3,010
TE-2 2852 3210 95,70 12,553 2,981
;Eggggig TE-3 2783 3010 90,65 8,157 3,012
TD-1 2662 2920 87,60 9,692 3,000
TD-2 2541 2723 80,90 7,163 2,971
TD-3 2522 2678 81,20 6,186 3,032
KE-1 2561 2795 83,50 9,137 2,987
KE-2 2730 2994 88,60 9,670 2,959
ggmggt ggggg KE-3 2400 2675 79,90 11,458 2,987
KD-1 2311 2588 77,40 11,986 2,991
KD-2 2430 2687 81,30 10,576 3,026
KD-3 2305 2497 75,45 8,330 3,022

6.2.7.6.1.1.

Macroscopic Examination Results

Yapilan makroskobik incelemelerde herhangi bir bul-
guya rastlanimamistir.

7. TARTISMA
DISCUSSION

Bu calismada degerlendirilen test maddesi, 300
mg/kg dozunda oral yolla uygulanmistir. Uygulama
yontemi olarak, hayvanlara gavaj (agizdan sonda ile)
uygulanmasi tercih edilmistir. Gavaj, dozun dogru, gu-
venli ve kontrolli bir sekilde verilmesini saglamak

Bu dokiiman; KOBAY DHL A.S.'nin dokiimanidir. Yazili izin alinmadan girket digina gikarttlama.
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Makroskobik inceleme Sonuglari

Macroscopic examination did not reveal any findings.

The test substance evaluated in this study was admi-
nistered orally at a dose of 300 mg/kg. The method of ad-
ministration chosen was gavage (cral administration via a
tube) in the animals. Gavage is a method commonly used
in toxicological studies to ensure that the dose is

e cogaltilamaz.
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acisindan toksikolojik galigmalar icin yaygin olarak
kullanilan bir yéntemdir. Deney grubu 3 erkek ve 3 disi
olmak Uzere toplam 6 sagdlikli Yeni Zelanda beyaz tav-
sanindan olusturulmustur. Kontrol grubundaki hay-
vanlara ise ayni hacimde distile su uygulanmistir.
Tim uygulamalar, uygun sterilite ve hijyen kosullari
altinda, hayvanlara minimum stres uygulanacak se-
kilde gergeklestiriimistir. Uygulama sonrasi hayvanlar
bireysel kafeslerde tutulmus, yem ve suya serbest eri-
sim sadlanmistir.

Test maddesinin uygulanmasini takiben ilk 24
saat igerisinde hayvanlar her 30 dakikada bir gézlem-
lenmis, sonraki 13 glin boyunca ise gunluk gézlem-
lerle takip edilmigtir. Gozlem parametreleri arasinda
davranissal degisiklikler (aktivite dizeyi, huzursuzluk,
letarji), postur ve motor koordinasyon, solunum pa-
ternleri, mukozalarin gérinimu, su ve yem tuketimi ile
diskilama dtizeni yer almistir. Ayrica, tim tavsanlarin
vicut adirlklan gin asir ayni saatte élgtlerek kayde-
dilmistir. Bu kapsamli gézlem protokold, OECD 420
yonergesi dogrultusunda planlanmig ve olasi akut tok-
sik etkilerin erken dénemde saptanmasina yoénelik
olarak uygulanmustir.

Gozlemler sliresince test grubundaki higbir tav-
sanda olum, ciddi klinik belirti veya davranigsal anor-
mallik gézlemlenmemistir. Solunum zorlugu, koordi-
nasyon kaybi, postir bozuklugu veya depresif davra-
nis gibi toksik etkilere dair herhangi bir semptom kay-
dedilmemistir. Hayvanlar normal beslenme ve su ti-
ketimi alskanliklarini sUrdirmuis, digkilama dlze-
ninde herhangi bir anormallik goézlenmemistir. Vicut
agirhg olclmleri, tim hayvanlarda stabil seyretmis;
anlaml bir artis veya azalma izlenmemistir. Bu bulgu-
lar, test maddesinin uygulanan dozda akut toksisite
olusturmadigini ve organizmanin fizyolojik dengesini
bozmadigini gdstermektedir. OECD ydnergelerine
uygun olarak, gdzlemler sonucunda herhangi bir tok-
sik etkiye isaret ediimedigi icin hematolojik ya da his-
topatolojik analiz yapiimasina gerek duyulmamistir.

Elde edilen bulgular, test maddesinin 300 mg/kg
dozunda tavsanlar Gzerinde herhangi bir akut toksik
etki gostermedigini ortaya koymaktadir. Hayvanlarda
oluim, davranigsal degisiklikler, fizyolojik bozulmalar
veya organ yetmezligine isaret eden herhangi bir kli-
nik belirtiye rastlanmamistir. Tavsanlann beslenme
dlzenleri, su alimlar, motor hareketlilikleri ve viicut

Bu dokiiman; KOBAY DHL A.$.'nin dokiimamdir. Yazili izin alinmadan sirket digina gikarlilamazfe cogaltilamaz.
CIKTI ALINDIGINDA KONTROLSUZ KOPYADIR.

administered accurately, safely and in a controlled manner.
The experimental group consisted of a total of 6 healthy
New Zealand white rabbits, comprising 3 males and 3 fe-
males. Animals in the control group were administered the
same volume of distilled water. All applications were per-
formed under appropriate sterility and hygiene conditions,
ensuring minimal stress to the animals. After administra-
tion, the animals were kept in individual cages with free ac-
cess to feed and water.

Following administration of the test substance, ani-
mals were observed every 30 minutes for the first 24 hours
and then monitored daily for the subsequent 13 days. Ob-
servation parameters included behavioural changes (acti-
vity level, restlessness, lethargy), posture and motor coor-
dination, breathing patterns, appearance of mucous memb-
ranes, water and feed consumption, and defecation pat-
terns. In addition, the body weights of all rabbits were me-
asured and recorded at the same time every other day. This
comprehensive observation protacol was planned in accor-
dance with OECD Guideline 420 and implemented to de-
tect possible acute toxic effects at an early stage.

During the observation period, no deaths, serious cli-
nical signs or behavioural abnormalities were observed in
any of the rabbits in the test group. No symptoms indicative
of toxic effects, such as respiratory distress, loss of coordi-
nation, postural abnormalities or depressive behaviour,
were recorded. The animals maintained their normal fee-
ding and water consumption habits, and no abnormalities
in defecation patterns were observed. Body weight measu-
rements remained stable in all animals; no significant inc-
rease or decrease was observed. These findings indicate
that the test substance did not cause acute toxicity at the
administered dose and did not disrupt the physiological ba-
lance of the organism. In accordance with OECD guideli-
nes, no haematological or histopathological analysis was
deemed necessary as the observations did not indicate any
toxic effects.

The findings indicate that the test substance did not
exhibit any acute toxic effects in rabbits at a dose of 300
mg/kg. No clinical signs indicative of death, behavioural
changes, physiological disturbances or organ failure were
observed in the animals. When the rabbits' feeding pat-
terns, water intake, motor activity and body weights were
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agirliklan incelendiginde, metabolik faaliyetlerinin
normal sekilde devam ettigi anlasiimaktadir. Bu du-
rum, test maddesinin sistemik dizeyde toksisite olus-
turmadigini ve organizmanin homeostazini bozmadi-
gini agikga gostermektedir. Ayrica, tavsanlarin bu tar
calismalarda duyarlilig yiksek bir model olmasi, elde
edilen sonuglarin gegerliligini artirmaktadir. Calisma
kapsaminda OECD 420 ve FDA toksisite test proto-
kollerine titizlikle uyulmus ve bilimsel veri Uretimi igin
gerekli olan tum gozlem kriterleri eksiksiz olarak sag-
lanmistir.

Bu calisma sonucunda, 300 mg/kg dozunda oral
yolla uygulanan test maddesi, Yeni Zelanda beyaz
tavsanlarn Gzerinde akut toksisiteye dair herhangi bir
olumsuz etki olusturmamistir. Hayvanlarin genel sag-
hk durumu, davranissal profilleri ve fizyolojik paramet-
releri uygulama slresi boyunca normal sinirlarda sey-
retmis, mortalite veya klinik toksisite semptomlarina
rastlanmamistir. Gozlemsel veriler dogrultusunda,
hematolojik ve histolojik analizlere ihtiya¢ duyulma-
mis; elde edilen bulgular test maddesinin glvenli bir
toksikolojik profile sahip oldugunu géstermistir. Bu ¢a-
lisma, test maddesinin insan saghid agisindan akut
toksisite riski tagimadigini ve ileri toksikolojik deger-
lendirmelere gegis igin uygun bir aday oldugunu or-
taya koymaktadir.

8.
DEVIATIONS DURING THE TEST

Test siresince meydana gelen sapmalar “Be-
yan Formu” (KBY_ILU_F_04_02) ile kaydedilmistir.
Meydana gelen sapmalar test tekrarini gerektirecek
nitelikte gérdlmemistir.

9. LITERATUR

LITERATURE

e TS EN ISO 10993-1 Tibbi cihazlarin biyolojik de-
gerlendiriimesi- Bolum 1: Bir risk yénetim sirecinde
degerlendirme ve deney

¢ TS EN ISO 10993-2 Tibbi cihazlarin biyolojik de-
gerlendiriimesi — Bélum 2; Hayvan refahi igin ge-
rekli sartlar

examined, it was understood that their metabolic activities
continued normally. This clearly demonstrates that the test
substance did not cause systemic toxicity and did not dis-
rupt the organism's homeostasis. Furthermore, the high
sensitivity of rabbits as a model in such studies enhances
the validity of the results obtained. The study strictly adhe-
red to OECD 420 and FDA toxicity test protocols, and all
observation criteria necessary for scientific data production
were fully met,

As a result of this study, the test substance adminis-
tered orally at a dose of 300 mg/kg did not cause any ad-
verse effects related to acute toxicity in New Zealand white
rabbits. The general health status, behavioural profiles, and
physiological parameters of the animals remained within
normal limits throughout the application period, and no mor-
tality or clinical toxicity symptoms were observed. Based on
the observational data, haematological and histological
analyses were not required; the findings obtained demonst-
rated that the test substance has a safe toxicological pro-
file. This study demonstrates that the test substance does
not pose an acute toxicity risk to human health and is a su-
itable candidate for further toxicological evaluation.

TEST SURESINCE OLUSAN SAPMALAR

Deviations that occurred during the test were re-
corded using the “Declaration Form"
(KBY_ILU_F_04_02). The deviations that occurred were
not deemed to require a retest.

e TS EN /SO 10993-1 Biological evaluation of medical de-
vices - Part 1: Evaluation and testing in a risk manage-
ment process

e TS EN ISO 10993-2 Biological evaluation of medical de-
vices — Part 2: Requirements for animal welfare
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e FDA Farmasotikler igcin Tek Doz Akut Toksisite Ca-
lismasi

e EMA - Tibbi tGrlnlerin klinik olmayan lokal tolerans
testlerine iliskin kilavuz

s« EMA - Tibbi Urinlerin Sabit Kombinasyonlarinin
Klinik Dis1 Gelistiriimesine lligkin Kilavuz

e EMA - 'Tek doz toksisitesine iligkin rehberlik no-
tu'nun geri cekilmesine iligkin sorular ve cevaplar.

¢ TS EN ISO 10993-12 Tibbi cihazlarin biyolojik de-
gerlendiriimesi- Bdlim 12: Numune hazirlama ve
referans malzemeler

¢ KBY_ILU_PR_16 Calisma Plani Hazirlama Prose-
dird

¢« KBY_ILU_PR_20 Sonug Raporu Hazirlama Prose-
dard

e KBY_ILU_PR_24 Deney Hayvani Talep ve Kabul
ProsedUrl

» KBY_ILU_PR_25 Deney Hayvani Karantina Prose-
dard

«KBY_ILU_PR_26 Deney Hayvani Kimliklendirme
Proseduri
KBY_iILU_PR_30 Histopatoloji Prosedir

10. ARSIV MATERYALI
ARCHIVE MATERIAL

10.1. ARSIVE TABi DOKUMANLAR LISTESI
LIST OF ARCHIVED DOCUMENTS

e KBY_ ILU_F_01_03 I¢ yazisma Formu

e« KBY_ILU_F_04_01 Rapor Kontrol Formu

e KBY_ILU_F_05_01 Ortam Sicaklik ve Nem Ta-
kip Formu

o KBY_ILU_F_06_05 Agdirlik Performans Kontrol
Formu

e KBY_ILU_F_11_01
Kontrol Formu

e KBY_ILU_F_12_05 Personel
Formu

e KBY_ILU_F_13_01 Atik Takip Formu

e KBY_ILU_F_14_01 Kafes Degisim Formu

e KBY_ILU_F_18_02 Sponsor Gizlilik Taahht-
name Formu (ortak)

Laboratuvar Aydinlatma

Gorevlendirme
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o FDA Single Dose Acute Toxicity Testing for Pharmace-
uticals

e EMA — Guideline on non-clinical local tolerance testing
of medicinal products

o EMA — Guideline on the Non-Clinical Development of
Fixed Combinations of Medicinal Products

» EMA — Questions and answers on the withdrawal of the
'Note for guidance on single dose toxicity.

e TS EN ISO 10993-12 Biological evaluation of medical
devices - Part 12: Sample preparation and reference
materials

e KBY_ILU_PR_16 Study Plan Preparation Procedure

e KBY [LU_PR_20 Final Report Preparation Procedure

e KBY ILU PR _24 Experimental Animal Request and Ac-
ceptance Procedure

e KBY ILU_PR_25 Experimental Animal Quarantine Pro-
cedure

e KBY_ILU_PR_26 Experimental Animal Identification
Procedure

e KBY_ILU_PR_30 Histopathology Prcedure

e KBY_|LU_F_01_03
Form

e KBY_ILU_F_04_01 Report Control Form

* KBY_ILU_F_05_01 Temperature and Humidity Cont-
rol Form

¢« KBY [LU_F_06_05 Weight Performance Control Form

e KBY_ILU_F_11_01 Laboratory Lighting Control Form

e KBY_ILU_F_12_05 Personnel Assignment Form

e KBY [LU F 13 01 Waste Tracking Form

e KBY _ILU_F_14_01 Cage Change Form

e KBY ILU F_18 02 Sponsor Privacy Commitment
Form (common)

e KBY (LU F_18 03 Sponsor Offer and Agreement
Form (common)
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11.

Calismada kullanilan Cihaz ve Ekipmanlar ile kul-
lanilan sarf malzemeler; “Test Amacli Cihaz ve

KBY_ILU_F_18_03 Sponsor Teklif ve Sozles-
mesi Formu (ortak)

KBY_ILU_F_20_02 Sonug Raporu Formu
KBY_ILU_F_21_01 Test/Referans/Taslyici
Madde Kabul Formu

KBY_ILU_F _21_02 Test/Referans/Tasiyic
Madde lade Formu

KBY_ILU_F_21_03 Test/Referans/Taslyicl
Madde Imha Formu

KBY_ILU_F_24 01 Deney Hayvani Talep
Formu

KBY_ILU_F_24 02 Deney Hayvani Kabul
Formu

KBY_ILU_F_25_01 Karantina ve Klinik Gozlem
Formu

KBY_ILU_F_25_02 Kafes Etiket Formu
KBY_ILU_F_27_01 Otenazi Kayit Formu
KBY_ILU_F_33_01 Nekropsi Formu
KBY_ILU_F_37_01 Ham Veri Kayit Formu
KBY_ILU_L_37_01 Test Amagl Cihaz ve Sarf
Listesi

KBY_iILU_F_53_01 Ozt Hazirlama Formu
KBY_ILU_L_04_01 Kalite Glivence Soru Listesi
KBY_ILU_P_16_01 Calisma Plani

e KBY_ILU_F_20_02 Result Report Form

e KBY_ILU_F_21_01 Test/Reference/Carier Substance
Acceptance Form

e KBY_ILU_F_21_02 Test/Reference/ Carier Substance
Return Form

e KBY_ILU_F_21_03 Test/Reference/Carrier Material
Disposal Form

e KBY_ILU_F_24 01 Experimental Animal Request
Form

e KBY_ILU_F_24 02 Experimental Animal Acceptance
Form

e« KBY_ILU_F_25 01 Quarantine and Clinical Observa-
tion Form

e KBY_ILU _F_25_02 Lattice Label Form

e KBY_ILU_F_27_01 Euthanasia Registration Form

e KBY_ILU_F_33 01 Form Nekropsileri

e KBY_ILU_F_37_01 Raw Data Registration Form

e KBY_ILU_L_37_01 List of Devices and Consumables
for Test Purpose

e« KBY ILU _F_53 01 Extract Preparation Form

e KBY ILU_L_04_01 Quality Assurance Question List

o KBY ILU_P_16_01 Study Plan

KULLANILAN CIHAZ/EKIPMAN/MALZEMELER

DEVICE / EQUIPMENT / MATERIALS USED

Devices and Equipment used in the study and consumab-
les used: It is attached with “Test Purpose Device and Con-

Sarf Listesi” (KBY_ILU_L_37_01) ile ekte veril- sumable List” (KBY_{LU_L_37_01).
migtir.
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12. CALISMADA GOREVLI PERSONEL LISTESI
LIST OF PERSONNEL IN STUDY
Calisma Yoneticisi: 15/09/2025 IMZA:
Study Director Adnan GIT]RlK SIGNAT!
Calisma Personeli: o 15/09/2025 iMZA:
Study Personnel Yasar Ahmet KUCUK SIGNATURE:
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KISALTMALAR / ABBREVIATIONS

LU/ GLP lyi Laboratuvar Uygulamalari / Good Laboratory Practice

G Santigrat derece / Celcius

mL Mililitre / Mililiter

mg Miligram

kg kilogram

ODTU/METU  Orta Dogu Teknik Universitesi / Middle East Technichal University

OECD Ekonomik Kalkinma ve Ig birligi Orgltii / Organisation for Economic Co-operation and Deve-

lopment

U.D/NA Uygulanabilir Degil / Not Available

TE Test erkek / Test male

TD Test disi / Test female

KE Kontrol Erkek / Control male

KD Kontrol Disi / Control female
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