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Study Report for Study No.: PRADOTONX- 261

GLP COMPLIANCE STATEMENT

Study Title: 28 Days Repeated Dose Toxieity Study of CORONASH™ by Oral Route in
Sprague Dawley Rat with 14 Days Recovery Period.
This study was conducted in the Test Facility of PRADO-Preclinical Research and
Development Organization, Private Limited. | accept responsibility for the conduct of the
study and walidity of data and hereby declare that the study was performed under my
direction and the report is complete, true and accurate representation of study raw data. There
Were no circumstances that might have affected the Quality or integrity of the study.

This study was conducted in compliance with OECD principles of GLP (as revised in 1097,
issued January 1998, ENV/MC/CHEM (98) 17) and in accordance with the written study
plan, authorized by the Test Facility Management and following |Standard Operating
Procedures (SOPs) at PRADO.

Study Director:

31, 2090

- _____---.._____}

(Date)

(Subhashis Paul)
(Name)

For Restricted Circulation Oxly PageSof 11§
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Study Title: 28 Days Repeated Dose Toxicity Study of CORONASH
Sprague Dawley Rat with 14 Days Recovery Period.

STATEMENT OF QUALITY ASSUARANCE

Study Report for Study

' Nos: PRADOTOX 261

M by Oral Route in

The study was inspeeted at different phases by the Quality Assurance Unit of PRADO-

Preclinical Research and Development Organization, Private limited. -

‘he final report was

inspected with respect to the stud y plan, standard operating procedures td be followed and the

raw data generated in this study. | certify th

data,

at the final report is a true

reflection of the raw

The date on which the observations were reported to the Test Facility Management and the

Study Director are given below:

Date of Date of|Reporting to the
Serial : ;
No Phase Inspection / Study Test Facility
; Audit Director | Management
Draft Study Plan Jun 01,2020 | Jun 01,2020 | Jun 01, 2020
2 Body weight and Randomization | Jun 10,2020 | Jun 10, 2020 | Jun 10, 2020
3 Formulation, Dose administration | Jun 25. 2020 Jun 25,2020 | Jun 25, 2020
Hematology, Necropsy,

4 ) Jul 09,2020 | Jul 09, 2020 | Jul 09, 2020

Organ collection
3 Draft Study Report and Raw Data| Aug 18, 2020 Aug 19, 2020 | Aug 19, 2020

Head, Quality Assurance Unit:

{(Dr. Sachin Shinde)
(Name)

(Date)

For Restricted Circulation Only
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PERSONNEL INVOLVED IN THE STUDY

Stud}f Director : Subhashis Paul, M.Sc.
Deputy Study Director :  Anjali Lewate, M.Sc. -
Study Personnel i Surojit Mondal, M.Se.. Ph.D. o

Neha Nikam, M. Sc.
Kiran Patil, M.Sc.
Amol Kamble, B.Sc.
Poaja Mali. B.Sc.
Amit Wable, B. Sc.
Shweta Waghmare, B.S¢, (purs uing)

Study Veterinarian ¢ Krishna Bohrey, M.,V .Sc.
Study Pathologist ¢ Sneha Thorat. M.V.Sc., Ph.D.
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Study Report for Study No.: PRADO/TON-261

REPORT APPROVAL

This Study Report for Study number PRADO/ [OX-261 ‘28 Days Repeated Dose Toxicity
Study of CORONASH™ by Oral Route in Sprague Dawley Rat with 14 Days Recovery

Period” has been mutually agreed and approved between:

For Test Facility

Study Director:

3l | 20V
(Subhashis Paul) A 4 S
(Name) (Sign) (Date)
Test Facility Management:
(Dr. Pralhad Wangikar) g 2\, 2009
(Name) Date)
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Study Report for Study No.: PRADOTON-261

LIST OF ABBREVIATIONS

"G Degree Celsius

% Percentage

ul Micro liter

ALB Albumin

ALP Alkaline Phosphatase

ARF Animal Research Facility

BILT Total Bilirubin

BUL Blood urea

CBUN Caleulated Blood Urea Nitrogen

CHOLE Cholesterol

CMC Carboxyl Methyl Cellulose

CPCSEA Committee for the Purpose of Control and Supervision of
Experiments on Animals

CREAT Creatinine

E Edema

FD Found Dead

1. Femtoliter

gidl, Gram Per Deciliter

GLU Gilucose

2m Gram

GOT Glutamate oxaloacetate transaminase

GPT Glutamate pyruvate transaminase

HCT Haematocrit

HGBE Hemoglobin Coneentration

Hrs Hours

IAEC Institutional Animal Fthics Committee

Kg Kilogram

Lid Limited

mg/dl Milligram Per Deciliter

MCV Mean Corpuscular Volume

MCFH Mean Hemoglobin Concentration

MCHC Mean Corpuscular Hemoglobin Concentration

mg Miliigram
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Milliliter
Number of Animals
No Abnormalities Detected
No Observed Adverse Effect Levels
The Organization for Economic Co-operation and
Protein Albumin Ratio
Picogram
Platclet
Protein
Private
Red blood cells
Standard Deviation
Standard Operating Procedures
Triglycerides
Unit Per Liter
Ultra Violet
White blood cells

Weight by volume

v Now: PRADO/TOX-261

Development
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Study Report for Study

No.: PRADO/TOX-261

SUMMARY
' Study No, PRADO/TOX-261 )
Test Item CORONASH™
Study Title 28 Da},_fs [%ept:ated Dose Toxicitgf‘ Sl‘uFl}-' of CORONAS HT"" by Oral
Route in Sprague Dawley Rat with 14 Days Recovery Period
Route | Oral | B
Dose Vehicle (0 mg/kg/day) and CORONASH™ (500, 750, 1000 mg/kg) |
No. of Groups | 6 (6 Animals/Sex/Group) ]

= |

The objective of the study is to determine the possible health hazards of (
repeated daily oral administration to Sprague Dawley rats for a period of
The recovery group animals observed for a treatment free period of 14 m
reversibility, persistence or delayed occurrence of toxic effects. The stud
provide information on major toxic effects. target organs and No-Obser
Level (NOAEL) of CORONASH™ in rats for establishing safety
CORONASH™ was supplied by Vedicinals India Private Limited (Form
ctficiency solutions India Private Limited), Pune, India. The study

accordance with New Drugs and Clinical Trials Rules (Gazctte of India, 2

The study design comprised 4 main groups and 2 recovery groups, each ¢
sex. Rats of low (G2), mid (G3), high (G4) and high dose recovery (G4
daily oral dose of CORONASH™ 500, 750, 1000 and 1000 mgkg 1
consecutive days. Animals from control group (G1 and G1R) received 0.5

cellulose in deionized water as vehicle. The dose volume was 10 ml’kg/da

Parameters were evaluated include mortality, clinical signs, detailed cl
body weight, feed consumption, Ophthalmoscopic  examination, hé

chemistry. urine analysis, organ weights. gross and histopathological exan

All the animals survived till the scheduled necropsy. All animals well tol
of CORONASH™ up to 1000 mgrkg for 28 consecutive days without an
toxicity. Weekly detailed clinical examinations did not reveal any clinig

any of the animals. No treatment related adverse effects were noticed

examination at 1000 mg/kg in both sexes. No test item related adverse eff

in body weights during experiment period. Feed consumption in all tre

comparable with respective control groups,

For Restricted Circulation Only

ORONASH™ after

28 consecutive days.

ore days to evaluate
ly was performed to
ved-Adverse-Effect-
criteria in  humans.
erly known as IGES
was performed in
019).

ontaining 6 rats per

R) groups received

espectively, for 28

7o Carboxyl methy!

V..

inical examination.
matology, clinical

mation.

erated the oral dose
Y apparent signs of
4l abnormalities in
during ophthalmic
ects were observed

alment groups was

Page 11 0f 118




azance fhe ¢

9]

il Study Report for Study

Clinical pathological investigations thematology, clinical chemistry ang
no treatment related adverse effects at all dose groups in both sexes at
and recovery periods, Absolute and relative organ weight estimation

treatment related etfects when compared with vehicle control groups in b
mg/ke,

No.: PRADO/TON-261
urinalysis) revealed
the end of treatment
did not exhibit any

oth sexes up to 1000

There were no test item related gross pathological changes observed up to 1000 mg/kg in

both sexes at the end of treatment and recovery period. There was

ne test item-related

histopathological changes observed at hi ¢h dose of 1000 me/kg dose in both sexes at the end

af treatment period.

All animals well tolerated the oral doses of CORONASH™ up to and i
for 28 consecutive days withous any toxic effects. The NOAEL fog
considered to be 1000 mg/ke in both sexes afler 28 days repeated of

Sprague Dawley rats under above study conditions.

Foir Restrivted Cireulation Only
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1.0 INTRODUCTION
1.1  Objectives

1.3

1.4

No.; PRADO/TOX-261

The objective of the study was to determine the possible health hazards of CORONASH™

after repeated daily oral administration to Sprague Dawley rats for the period of 28

consecutive days. The recovery group animals were observed for a trea
14 more days to evaluate reversibility, persistence or delayed occurrence
study is providing information on major toxic cffects. target organs
Adverse-Elfect-Level (NOAEL) of CORONASH™ in rats for establish

huran exposure,

Study Guidelines

The design and scope of the study is based on consideration of the st

tment free period of
of toxic effects, The
and Ne-Observed-

ng safety criteria for

udy objectives. The

experimental procedures were performed on the basis of standards set forth in;

New Drugs and Clinieal Trials Rules, Ministry of Health and Family We

fare, Government of

India (Department of Health and Family Welfare), Gazette of India, (extraordinary) Part-11,

Section 3(i) vide G.S.R. 227(E), dated 19th March, 2019,
OECD guideline for testing of chemicals, No. 407, entitled ‘Repeate
toxicity study in rodents’. The Organization for Economic co-operatiod

(OECD) Guidelines for the Testing of chemicals. adopted by the council ¢

Good Laboratory Practice
This toxicity study was performed following the OECD Principles o
Practice (revised 1997, issued January 1998) ENV/MC/CHEM (98
Directorate, Organization for Econamic € o-operation and Development, |

Certification & Accreditation: The test facility is certified (GLP/C-127/2(

d dose 28-day oral
n and Development
n 03 October 2008,

n Good Laboratory
) 17 Environment
Paris, 1998,

118) by the National

GLP Compliance Monitoring Authority (NGCMA), Department of Scicnce & Technology,

Govt. of India, for compliance to OECD-GLP and by CPCSEA (171

CPCSEA) for conducting experiments on small laboratory animals

Quality Assurance Unit

23/PO/ReBiB/S/13/

The Quality Assurance Unit at PRADO has reviewed the drafi study plan; inspected various

phases of the study and inspected the raw data and draft repott,

For Restricted Circulation Only
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1.5  Study Period

Study Report for Study

No.: FRADOTOX-261

Study Initiation Date

Jun 06, 2020

Experiment Start Date

Jun 06, 2020
Experiment Completion Date “Aug 06, 2020
Eudy Completion Date A!.IE. 31, 2020

For Resiricted Circaulation Only
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2.0

2.1

2.2

Study Report for Study

No.: PRADO/TOX-261

MATERIALS AND METHODS
Details of the methods mentioned in the subsequent section of the Study Report are as per the
appropriate Standard Operating Procedures ( SOPs) at PRADO,
Test Item Details
The details of test item are given below as per TIIS and CoA (Annexure - 1) provided by
sponsor. The integrity of supplied data relating to the test item is the responsibility of
sponsor,
“Name of Test Item :  CORONASH™ o
Batch Number : TRL/0O1
Issay : Each 5279 mg contains -
Compound 1 (85% ) : 353 me - Plant extract 1
Compound 2 + 3 (95%) : 736 mg - Plant extract 2
Compound 4 (20%) : 1500 mg - Plant|extract 3
Compound 5 (90%) : 667 mg - Plant extract 4
Compound 6 (95%) : 1053 mg - Plant extract §
Compound 7 (50%) : 889 mg - Plant extract 6
Compound 8 (95%) : 21 mg - Plant extract 7
Compound 9 (20%) : 60 mg - Plant extract 8
‘Manufacturing Date : 24/05/2020 '
Retest Date : 23/05/2021 T
Description ~ : Brownish Yellow powder
Storage Conditions ¢ Room temperature (20° - 30° C) o
Note: Refer CoA for batch number, Assay, Mgmrfacluring Date and Desgription. Expiry date
and Storage condition is as per TIIS.
Note: The test item has three synonyms (CORONASH ™ / VEDICINALS ™ . 9 /
MOLECUSAN ™ . 9) but CORONASH ™ is considered as primary name of the test iten
throughout the study.
Vehicle Details

Carboxy Methy! Cellulose in deionized water (0.3%) was used as vehid

utilization of Carboxy Methyl Cellulose in dejonized water (0.5%) was avi

le. Preparation and

ilable in raw data.

Name : Carboxy Methyl Cellulose [
Batch Number ;0000374509 '

Manu facturing Date : Jan 2019 e
Expiry / Retest Date . Jan 2023 ' D =
Storage Conditions ! Room Temperature s
Appearance ¢ White colour powder

For Restricted Circulation Only |
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2.4

Test System Details

Study Report for Study

No.: PRADOSTON-261

Species (Strain)

Rat (Sprague Dawley)

Sex

Male and Female:

Females were nulliparous and non pregnant

Age (at initiation of

acclimation)

_i_"nsd:,-' weight (at initigtion

of dosing)

6 - 7 weeks

Female - 137.5 1o 163.0g.

At the commencement of treatment. 1

e weight variation

of animals were not exceed + 20% of the mean weight of

cach sex.

Source

Global Bioresearch Solution Pvt Lid
Registration No.: 1899/PO/BUS/16/CR(

. Pune. (CPCSEA
USEA)

Justifieation for Selection of Test System

Rat is cne of the ‘test system used for toxicity testing and accepted globally by many

regulatory authorities.

For Restrieted Cirenlation Guly
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3.0
3.1

3.2

D
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EXPERIMENTAL PROCEDURES

Animal Welfare

All procedures of the study were in accordance with the standard operat
PRADO, Pune and the guidelines set by the Commitiee for the Pur

Supervision of Experiments an Animals (CPCSEA) as published in '

Stutly Report for Study

Noc: PRADOSTOX 261

ing procedures of the
pose of Control and

he Garzette of India,

December 15, 1998, Prior approval of the Institutional Animal Ethics Cdmmitiee (IAEC) was

in place (IAEC-20-023),

Husbandry

Location ARF Room No. 02 SRR pa a o
Temperature 20.2t0 244 °C e

Humidity 40 to 63 % - i
Lighting Photoperiod was 12 hrs light and 12 hrs dark

. Light hours being

controlled by an automated system (Digital Electric Timer,

Make: Forntier Digitals).

Air Changes

10 to 15 air changes per hour was maintained throughout the in-

life phase of this study.

Cages

3 animals per sex per cage were housed logether in the

polycarbonate cages.

Cage Rotation

Frequency

Cage Rotation was done weekly.

Cage Dimensions

Approximately 41.0 em x28.2 cm x 15.2 cn

1

Feed

Standard pelleted rodent diet was provided cd

Nutrivet Life Sciences).

{ libitum (Supplier;

Water

Reverse Osmosis water treated with ulty

provided ad libinm in autoclaved polypropyl

aviolet light was

ene bottles.

Analysis of feed,

water and dedding

Animal Idemtification

Contaminant and nutrient content analysis of feed and pesticide

analysis of water and bedding samples bei

Details are included in raw data file.

1g done routinely,

Animals were temporarily identified during acclimatization

period by tail marking (towards tip of the taj

. 01 =24 for male

and 25 — 48 for female) using a marker. Afier randomization.

the animals were assigned a permanent aninjal number {as per

experimental design, Section 3.7) and were marked towards the

For Restrieted Circulation Only
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Study Report for Study No.: PRA DOMTOX-261

base of the tail using marker pen throughouit the study period,
Group of animals per cage was identified by different color

cage card having information such as study no., cage no, group,

dose, species, strain, animal ID. SCX, experiment start date,

experiment end date and signed by Study

Director / Study

personnel

3.3 Acclimatization
80 rats (40 males and 40 females) were issued by Animal Research facility for this study and
allowed to acclimatize for 5 days before assigning 1o any treatment grou). During this period,
animals were observed daily once for clinical signs, twice for mortality dnd once for detailed
clinical examination.

3.4 Randomization
Alfter completion of acclimatization period, a total of 72 healthy animals (36 males and 36
females) were sclected and randomized by manual zig-zag method based on body weight.
The animals were grouped into 6 groups consisting of 6 animals/sex/grqup. The mean hody
weight variation of animals across the groups were minimal and body weight range not
exceed + 20% of the mean body weight.
Following randomization, selected animals were identified by animal number on base of the
tail (last 2 digit of the animal number). Further, cach cage were identified by cage card
having details like study no., cage no, group, dose, species, strain, animal [D, sex, experiment
start date, experiment end date and signed by Study Director / Study personnel. Extra animals
were return to the animal research facility after randomization.

3.5  Stability and Formulation Analysis
Stability and  formulation analysis were not performed for this study as per sponsor
recommendation.

3.6 Preparation of the Dose Formulation

For each dose, required quantity of the Test Item were weighed on butter paper and
transferred to the mortar and pestle. Test [tem was triturated and small ampunt of vehicle was
added in sequential manner while trituration. Then this prepared Test ltam formulation was
transferred o the measuring eylinder, Small amount of vehicle was ddded to mortar 1o
recover traces of left over Test Item. This procedure of rinsing was repgated for 2-3 times.

The final volume was made up to required amount with vehicle, The Tekt Ttem formulation

For Restricted Circulation Only Page 18 of 118
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was (ransferred 1o a suitable labelled container. The exact quantity of ]

used was recorded in the raw data,

Study Report for Study

No.: PRADOYTON-261

[est Item and vehicle

S S, . - — : -
Test item Quantity Amount of Amo‘fm i Concentration Final volume
(mg)* API (mg) vehicle Prepared ¢
L e || gy (mg/mL) _ 0
2121 1300 ~ 30 50.0 30
3183 2250 ~30 75.0 30
8490 6000 ~ 60 100.0 60 |
* Correction factor 1.4 was added for the dose caleulation as per sponsor requirement,
3.7 Experimental Design
Group ' : Dose | Test Item i Animal Numbers
Group Treatment :
No. (mg/kg/day) (mg)* Male Female
Main Group
Gl Control Vehicle 0 0 26101 -26106 | 26107 -26112
G2 Low 500 707 26113 -26118 | 26119- 26124
(3 Mid | CORONASH™ 750 1061 26125-26130 | 26131 -26136
G4 High 1000 1415 | 26137-26142 | 26143 -26148
= - Recovery Grou I - - ]
e = = | —
Control ] i
Glik Vehicle 0 ] 26149 -26134 | 26155 -26160
i Recovery
| S =
| High
G4R CORONASH™ 1000 1415 26161 - 26166 | 26167 -26172
Recovery .

* Cotrection factor 1.4 was added for the dose calculation as per sponsor requirer

3.8 Justification for Selection of Dose and Route of Administration
The study will be conducted at three dose levels of test item ie. 500 (l
1000 (high) mg/kg body weight per day along with vehicle contral, Col
will be treated with vehicle alone. Dosase of CORONASH™ selected [y
on the Sponsor’s requirement. The oral route of administration is selected
request as it is the intended clinical route of administration.

3.9 Dose Administration

CORONASH™ was administered to cach animal from jow. mid. h
recovery dose groups with respective formulation concentrations once da

a period of 28 consecutive days. Control and Control Recovery g

For Restricted Cirenlation Only

nent.

fow), 750 (mid) and
ntrol group animals
r this study is bascd

s per the sponsor’s

gh and high-dose-
ly by oral route for

oup animals were

Pape 12 0¥ 115



PRADO
wacn tie sl avak e

4.0

4.1

4.2

4.3

4.4

Study Report for Study

administered with vehicle on Iy and were handled similarly
aspects, Stainless steel oral gavage needle of 18 gauge was used. The
ml'kg body weight and actual volume to be administered was calculated
body weights of each animal.
OBSERVATIONS

All the following observations were recorded from all (he animals,

Mortality and Clinical Signs Observations

Afler dose administration, all the animals were observed carefully on

Noi PRADO/TOX-261

as lreatment groups in all other

dose volume was [0

1 based on the recent

te a day throughout

study period for clinical signs, and twice a day for morbidity and mortality. Following

treatment cessation, observation period was extended for an additional
recovery (GIR) and high-dose-recovery (G4R) groups. Onset, severit

reversibility of clinical signs were recorded.

Detailed Clinical Observations

once in a week during the study. Observation included were, changes in

14 days for control-

v, duration and the

-All animals were observed in detail for clinical observations at the end of acelimatization and

skin, fur, eyes, and

mucous membranes, occurrence of secrstions and excretions and basic observations of

autonomic activity (e.g.. lacrimation, piloerection, pupil size, and
pattern),

Body Weights

Bedy weights were recorded on Days 1, 8. 15, 22 and 28 for main grot

unusual respiratory

P and continued on

days 35 and 42 for recovery group animals. Additionally, body weights before randomization

and fasted body weights on the day of necropsy were also recorded. Body weight gain was

calculated for individual animal.
Feed Consumption

Feed consumption of all the groups were recorded once a week till the
period. The quantity of average feed consumed by each animal per

recorded.

Ophthalmoscopic Examination

Ophthalmoscopic examination was pertormed once before treatment

end of observation

cage in weel was

or all animals and

during last week of treatment for vehicle control (G1) and high dose (G4) groups animals.

The results of examinations during last week did not reveal any freatment related ocular

changes, hence the examination was not extended to lower doss groups. During last week ol

recovery period all the animals (G1R and G4R) were examined for ophthalmic examination,

For Restricted Circulntion Only

Page 20 of 118




P O

Rlvivtis Y= sxichy avakiisus

4.6 Clinical Pathology Observations

Alter completion of dosing period at day 28, all the main group animals
of recovery period at day 42, all recovery group animals were fast
allowed). The blood samples were withdrawn from retro-orbital sinus

from main study groups and on day 43 from recovery group animals fi

clinical chemistry analysis,

4.6.1 IHematology

Study Report for Study

N PRADOTOXN 261

and after completion
ed overnight (water
€5 veins, on day 29

or hematological and

For hematology analysis and coagulation analysis, whole blood was collected in vials

containing 1% EDTA and 3.2% Sodium Citrate respectively as anticoagulant. Following

hematological determinations will be carried out using Sysmex XP-100 Auto Analyzer and

Erba EC-103 Coagulation Analyzer..

Sr.No.  Paramelers Unit
1 Total Erythrocyte Count (RBC) 108/ uL.
2 Haematoerit (HCT) %
3 _ Mean Corpuscular ‘u’u]um_e (MCV) o
4 Hemoglobin Cancentration (HGB) TN o/dl.
n 5 _MEEH'I E-Iéiﬂﬂglﬁbiﬁ Conceniration (MCLT) pe
_"pﬁ Mean Curialiscuizﬁf-Icmog!obin-i.’.acem;ﬁtinn {Mé‘,‘HC} i gfd-l_, )
7 Platclet Count (PLT) o
e 8 - Total L;ukocytc Count (WBC) “ s U __IU-"I;J_IH a
9 Prothromibin Time Sec
T Activated Partial Thromboplastin Time | 8ee

Note: Differential lcukocyte count and Reticulocyte count was performed manually,

Additionally, blood smears were prepared on clean glass slide Tor all animals.

4.6.2 Clinical Chemisiry

For clinical chemistry analysis blood samples were collected into vials containing heparin

(230 1U/ml) as an anticoagulant and and centrifuged at 3000 rpm for 15 tinutes. Plasina was

separated and analyzed on Erba M Destiny 180 Aulo anzlyzer

Eleetrolyte Analyzer ST-200 CL. The followin ¢ parameters were evaluated:

and SLENSACORI

Sr, No.  Paramefer Lait
! Glutamate Oxaloacetate Transaminase (GOT or AST) L
2 Glutamare Pyruvate Transamjnagc_{af-"i'm’!‘j- T T UL
3 Blood Urea Level (BUL) T mg

For Restricted Circulation Only
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Study Report for Study

No.: PRADO/TOX 261

4 Calculated Blood Ureg J:"-w]iﬂ‘{?!g{-‘l'l [CBUN) mg/dl

5 Creatinine (CREAT) ' mg/dl

6 Glucose (GLL) mg/dl

7 Total Cholesterol (CHOLL) mg/d|

8 Total Protein (PRO) it o/dl
R Albumin (ALB) S efdl

10 Protein : Albumin ratio (PAR) "
Urinalysis

During the last week of treatment and recovery periods, all the animals fr

om each group were

subjected to urine collection. Urine sam ples were analyzed for parameters such as Appearance

(cofour and clarity), bilirubin (BIL), glucose (GLL), albumin / protein (PRO), pH. and

specific gravity (SG) using Erba LAURA SMART urine analyzer.
Urine samples were centrifuged at 1500-2000 rpm for 5-10 min @

¢xamined microscopically for presence of cast, erystals and cellular elem

Necropsy and Gross Pathology
On day 29, all animals from main group and on day 43, all animals from
humanely cuthanized by using COs. All the animals subjected Lo detaile

examination, which include careful examination of the external surfy

orifices, and the cranial, thoracic and abdominal cavities and their contents.

Grgan Collection and Organ Weight

Afler gross pathclogy examination, organs viz. liver, kidneys, adre

thyinus, spleen, brain and heart of all animals were trimmed off to remove

and were weighed wet. Paired organs were weighed together. Relative

nd sediments were

NS,

[eCOvery group were
d gross pathological

¢e of the body, ail

nals, testes/ovaries.
any adherent tissuc

prgan weights were

calculated for each animal. The organsftissues mentioned below from all animals were

collected at necropsy and fixed in 10% Neutral Buffered Forma

histopathological examination:

lin for subsequent

Adrenals Liver Spleen

Lungs

Stomach

Aorta

Bone (Bone marrow) Lymph nodes (mesenteric)  Spinal cord
; 3 g |

* Brain

Ovarics Testes™
___[i_}ﬁdidymis Pancreas Thymus (or thymic region)
Fsophagus Peripheral Nerve (sciatic) Thyroid/parathyroid
 Eyes* Seminal Vesicle Trachea
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4.9

4.10

4.11

Study Report for Niudy

No.: PRADO/TOX 261

Hearl Skeletal Muscle

Urinary bladde

r

Kidneys Skin

Vagina and Uterus

Large Intestine Stnall Intestine

All tissues showing lesions

Note: *These organs were collected in Modiflied Davidson's Fixative.

Histopathology
I'he representative samples of all the preserved organs and tissues 1
control (G1) and high dose group (G4) animals were processed routing
paraffin, The scctions of 3-5 p thickness were cut and stained with herr
No freatment related changes were observed in high dose group anin
groups and reversal group animals were not proceed for hisiopathologica
Data Analysis

All the individual data was summarized in terms of groups and sex

sted above from all
ly and embedded in
atoxylin-cosin stain.
nals, so other lower

examination.

o obtain mean and

standard deviation. The body weight, feed consumption, hematology, clinical chemistry, and

organ weight data was analyzed using one way ANOVA test followed by

Dunnett's test using

Graph Pad Prism (Version 7.03). All analysis and comparisons were evaluated at the 5%

(P<0.03) level in comparison with control.

Archives
All original raw data. QAU audited draft study plan, signed study plan,
report, linal report along with study specimen (wet tissue samples, tissuy
and clectronic files of the study will be retained for 9 years from stug
Thereafter, the archived material will be disposed ofl or stored for

according to the written instruetions of the Sponsor.

For Restricted Circalation Only

QAL audited drafi
¢ blocks and slides)
dy completion date,

an extended period
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Study Report for Study
RESULTS
Mortality and Clinical Signs Observations

No.: PRADO/TOX-261

All the animals survived till the scheduled necropsy. No any abnormal elinical signs were

observed in any animal throughout experiment period. (Table 1; Appendix

Detailed Clinical Observations

Weekly detailed clinical examinations did not reveal any treatment

abnormalities in any animal throughout the experiment period. Obsery
changes in skin, fur, eyes, and mucous mem branes, occurrence of secre
and basic observations of autonomic activity (e.g., lacrimation. piloered

unusual respiratory pattern). (Table 2: Appendix - IT)

Body Weights

-1)

related  clinical
ation included were
tions and excretions

tion, pupil size, and

Body weights and body weight gains of all the main and recovery lreatment groups were

comparable with those of respective control group.

However, statistically significant decrease in mean body weight was observed in G4R males on

day 28 and in G2 females there was statistically significant increase in me

obscrved on day 8 and day 28.

an body weight was

Body weight gain of males showed significant decrease on day 15 (G2 and (i3) and day 22 (G3),

there was significant increase in mean body weight gain of G4R male on d:

1y 8, day 22 and day

28 i when compared with respective control groups. In case of females there was significant

increase in mean body weight gain only in G2 group on day 8 and day 28 1

respective control groups,

when compared with

The observed variations are not considerd to be related to the treatment of test item due to lack of

dose dependency and were not consistent. (Table 3 and Table 4; Appendix

-1V)

Feed Consumption

- Il and Appendix

Mean Feed consumptions of main group males was comparable with that of controls, In case of

G4 females there was significant decrease in mean feed consumption on day
In case of G4R group males there was singicant decrease in feed consumpti

G4R females there was signicant increase in feed consumption on days 22,

15.
on on day 15 and in

28 and 35. All other

values of mean feed consumption of main and recovery treatment groups were comparable with

those of respective control groups.

The changes observed in feed consumption were not considered 1o be related to the treatment of

test item as there was no dose dependency seen and they were not consistant in both males and

females. (Table 5; Appendix - V)

For Restricted Circulation Ouly
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Ophthalmoscopic Examination

No.: PRADO/TOX-261

No treatment related ophthalmic signs were observed during scheduled ophthalmological

examination of main groups i.e. control (G1) and high dose (G4) groups

i.e. control recavery (GIR) and high dose recovery (G4R). As there wd

and recovery groups

re no abnormal sign

observed in high dose (G4) group, no ophthalmoscopic examination was conducted in low

and mid dose treatment groups. (Table 6: Appendix - VI)

Hematology
The hematological evaluation of all the main group males were comp;
control group. In case of females there was significant decrease in proth

(G4 group and significant increase in mean corpuscular hemoglobin con
in G2, G3 and G4 groups.

arable with those of

1

rombin time (PT) o

icentration (MCHC)

Hematological analysis of recovery group of males (G4R) showed statistically signilicant

decrease in prothrombin time (PT) and activated partial thromboplastin time (APTT). In case

of G4R females there was significant increase in prothrombin time (PT),
Differential Leucocyte Count (DLC) of recovery group males (G4R)
increase in neutrophil count and si gnificant decrease in lymphocyte coun
no difference was observed in DLC and were com parable with that of con
The changes observed in PT and APTT might be related to the treatment
observed both in males and females.

Choi et al.. (2016) reported that quercetin and isoquercetin inhibit the er

revealed significant
. In case of females
Lrols,

of Lest item, as were

lzymatic activity of

thrombin and FXa and suppress fibrin ¢lot formation and blood clotting. Lee et al., (2013)

reported antithrombotic activities of baicalin and Keihanian et al., (2017)

and anticoagulant activities of curcumin. Decreased clotting time observ

reported antiplatelet
ed might be related

to the pharmacological effect of test item and not a toxic effect. (Table 7 and Table 8;

Appendix - VIT and Appendix - VIII)

Clinical Chemistry

The clinical chemistry evaluation showed sionificant increase in glutamate pyruvate

transaminase (GPT) only in G3 males and significant increase in glutamate oxaloacetate

transaminase (GOT) in G4 females. All other clinical chemistry parameters of the main

treatment groups were comparable with those of control group.

During recovery, there was significant increase in glutamate pyruvate transaminase (GPT) in

G4R females, all other clinical chemistry parameters of males and femalgs were comparable

with recovery control group.

For Restricted Circulation Only
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The changes observed in elinical chemistry parameters might not be re

test item due to lack of dose dependency and

95 Appendix - IX)

Urinalysis
No treatment related significant variations were observed in urinalys

compared o control group. (Table 10 and Table 11; Appendix — X and

Gross Pathology
Gross-pathological examination of main and recovery group animals s
pathological significance when compared with respective Control gro

reduction in size of right testis in one male each of G3 and G4 groups ar

Noo: PRADOTOX-261

lated to treatment of

no correlating hitopathological findings. (Table

is parameters when

Appendix — XI)

howed no lesions of
ups except minimal

1d minimal focal red

spot in stomach of one G3 and G4 group males. Observed changes were donsidered incidental

as 1o abnormality was observed in organs durin g histopathological examination. (Table 12;

Appendix - XTI

Organ Weights

Absolute and relative organ weights of all the main and recovery treatment groups were

comparable with those of respective control group, except significant
brain weights of G2 and G3 females, absolute testes weights of G4R n
decreased in absolute ovaries weights of G4R females,

The organ weights of all animals relative to their respeciive terminal
comparable with those of controls and no significant changes were n

weights.

nerease in absolute

nales and significant

body weights were

gticed in any organ

The changes were noted in organ weights might be incidental and not considered to be related

to the treatment of test item due to lack of dose response and/or could

ke due to random

hioiogical variation. (Table 13 and Table 14; Appendix - XIIT and Appendix - XTV)

Histopathology
Histopathology observations of high dose group animals were compat
controls and no abnormal changes were detected which could be eorreld

test ilem.

rable with those aof

ited 1o treatment of

However, lollowing spomtaneous and for incidental observations of minimal severity were

abserved in both Control (G1) and High dose (G4) group animals.
o Lunmg: Minimal focal peribrenchial MNCs infiltration (Male: Gi-1/

G1-1/6, G4-1/6); Minimal focal oedematous fluid accumulation (Male

For Restricted Civeulation Only

0, G4-2/6: Female:

Gl-1/6. GA-1/6):
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 Liver: Minimal focal perivascular MNCs infilteation (Male: G1-1/6.|G4-1/6; Female: G -

176, G4-1/6); Minimal focal necrosis (Male: G4-1/6; Female: Gd-1/6):

Study Report for Study No.: PRADO/TOX-261

*  Kidney: Minimal focal tubular degeneration (Male: G4- 1/6; Female: G1-1/6; G4 -1/6).
(Table 15; Appendix - XV)
6.0  CONCLUSION
All animals well tolerated the oral doses of CORONASH™ up to and including 1000 mg/ke
for 28 consecutive days without any toxic effects. The NOAEL fol CORONASH™ s
considered to be 1000 mg/kg in heth sexes after 28 days repeated oral administration in
Sprague Dawley rats under above study condit]ons.
7.0 STUDY PLAN AMENDMENT AND DEVIATIONS
There was no deviation and amendment (o the study plan.
8.0 REFERENCES
» CPCSEA Guidelines for laboratery animal facility, Indian Jouwrnal of Pharmacology
2003; 35:.257-274.
¢ OFCD Principles on Goad Laboratory Practice (revised 1997, iskued January 1998)
ENVIMC/ICHEM (98) 17 Environment Directorate, Orgahization| for Economic Co-
operation and Development., Paris. 1998,
v New. Drugs and  Clinicals Trials Rules, ‘Ministry of Health antl Family Wellare.
Government of India (Department of Health and Family Welfare), Gazetie of India.
(extraordinary) Part-11, Section 3(§) vide G.S.R. 227(E), dated 19th March, 2019,
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Sex: Male

SUMMARY TABLE 1: Cligical Signs and Mortality

Study Report for Study

No.: PRADO/TOX-261

Conirol Low Mid High Control High
Group | [ Reeoyery Recovery
Gl G2 (R} G4 G1R G4R
Dose = :
( SO0 T50 L0 { (000
(mg/kg) - 2
No of 6 6 6 6 6 6
Animals
Muortality 0 i 0 0 0 0
Normal 6 8 “ @ (& 6 O
Sex: Female
Control Low Mid High Control High
Gronp Hecovery Recovery
Gl G2 G3 4 GIR G4R
Bose L .
2 0 4] { 100 ] 1000
(mg/kg) i i i
Ne of 6 6 b G 6 6
__ﬁllil'ﬂﬂ]ﬂ
Mortality 0 0 [ 0 0 0
Normal 6 0 6 ) f I
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Study Report for Study)

No.: PRADO/TOX-26]

R/ADO
o or ey vl
SUMMARY TABLE 2: Detsiled Clinical Observations
Sex: Male
No of Animals Treatment Day
/ NAD ST SEs SR R 42
G1 Control Dose: 0 mg/ke
No of Animals 6 6 6 | 6 6 5 .
N |6 | e 6. 6 : :
2 Low Dose: 300 my/lkg
No of Animals 6 6 6 6 ‘ 6 | e
NAD TN 6 6 6 - : o
G3 Mid Dose: 750 mg/kg
No of Animals 6 6 6 6 6 | E
. NAD [ 6 | b . 6 0 r 4 ! I _ T
G4 High Dose: 1000 mg/kyp
No of Antinals I 6 G 6 6 c
NAD 6 6 6 6 6 . 5
GIR Control Recovery Dose:  mg/kp
No of Animals 6 6 G : 6 6 f
D l__}s : bl o8 | 8. | ]G 6
(4R High Recovery Dose: 1000 my/ky
No of Animals 6 6 TR T
W - e L E el et e e

Nate: NAD = No Abnormality Detected.

For Restricted Cirenlation Only
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SUMMARY TABLE 2 (Cnattd.): Detailed Clinical Observat

Sex: Female

Study Report for Study

No.: PRADO/TOX-261

ions

No of Animals

Treatment Day

/ NAD I! 8 15 22 l‘ 28 35 | 4
G1 Control Dose: 0 mg/kg
No of Animals ' 6 6 ' 6 6 | B !
NAD e T ek T
G2 Low Dose: 500 mg/kg
No of Animals 6 6 | 6 ..5 } ;
[ NAD 1 | 5“__ 6 i .! _ﬁ ) | 6 = i =
G3 Mid Dose: 750 mg/kg
No of Animals 6 6 6 | f a | -
NAD | 5 5| & Tk s I
G4 High Dose: 1000 mg/kg
No of Auimals | | 6 | 6 g ' 6 ~
NAD | 5 5 4 f I = 2
GIR Controi Recovery | Dose: 0 mg/kg
No of Animals | 6 6 f 5 | 6 | 6
el TV N TR
G4R High Recovery Dose: 1000 mg/kg
No of Animals Wi 6 P 6 & . &
N | f'_{_ s s s | e

Note: NAD = No'Abnormelity Detected.

For Restricted Cirealition Only
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SUMMARY TABLE 3: Body Weight (gm)
Sex: Male
Mean/ Treatment Day
SDIN | 1 8 15 27" | T in2R 35 T 42
G1 Control Dose: ) mg/kg
Mean | 14983 | 170,67 L 209.08 | 23183 | 23775 P
SD 13.34 10.84 13.04 9.50 16.99 i r :
N 6 § 6 & 6 - | ¥
G2 Low Dose: 500 mg/kg
Mean | 15033 | 167.00 193.17 | 22342 | 23733 :
SD 10.92 12.43 13.88 17.61 21.53 5 ‘ "
N 6 6 6 6 6 - | -
G3 Mid Dose: 750 mg/kg
Mean | 15017 | 17350 | 19167 | 20067 | 22433 W | =
SD |1.47 19.3] 23 81 24.76 21.54 - -
| N 6 6 | ¢ 5 |, 8| | = =
G4 High Dose: 1000 mg/kg
Mean | 15125 | 17867 | 20142 | 22767 | 2doao | -
SD 8.29 7.96 547 12,97 24.26 8 A
N 6 0 6 6 6 F | '
GIR Control Recovery Dose: 6 mg/kg
Mean 150,67 185.58 212.00 228.83 246.50 26].33 274,75
SD 7.90 12.36 15.60 18.15 13.21 16,32 16.99
N 6 6 6 6 6 b 6
G4R High Recovery Dose: 1000 mg/ke
Mean 151.25 174.25 194.92 210.58 224,17 248.00 264.08
SD 10.19 12.81 13.82 13.28 1496 | 1548 16.23
N 6 6 6 6 6 | 6 | 6
MNote: N = number of animals: SD = Standard Dreviation
Key: = Mean value of group significantly different from control aroup at p=<i0.03
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Study Report for Study No.: PRADO/TOX-261
SUMMARY TABLE 3 (Contd.): Body Weight (gm)

Sex: Female

Mean/ Treatment Day
SRR e R s ERE I Ry
G:1 Control Dose: 0 mg/kg
Mean | 14892 | 15458 | 17125 | 179.67 e | |- T .-
D 7.70 14,05 12.82 1059 | 10,53 # s =T
N 6 I sl =00 _6‘__-[_ SO =
G2 Low Dose: 500 mg/ke
Mean | 15150 | 17233 | 180.17 | 19433 | 18833 | |- i
SO | 740 | 1097 11,40 1323 | 1202 A
N 6 | &} s 700 s [I]e TRE -
G3 Mid Dose: 750 mg/kg
Mean | 15075 | 1g5.50 175.50 | 183.67 | 19242 | | .
~SD 270 | 7.0 $3¢ | |l zer |1 mmsl [ - =
i s L s NG00
(4 High | Dose: 1000 mg/kg
Mean | 14967 | 163.75 | 17042 | 18075 185.50 = | =
SD g2r | 16t 10.46 8.02 <o [ -

N 6 6 6 6 elritt v T =
GIR Control Recovery Dose: 0 mg/kg
Mean | 15017 | 163.00 | 17450 | 186.67 | 19058 199.83 | 207.83

| SD 6.23 1160 | 13.8] 10.34 1168 | 1036 | 1114
LNl sl g 5. 0 E (T TTTEe & §
G4R High Recovery | Dosce: .I 000 meg/kg
Mean | 15008 | 16450 | 17283 | 18408 | 188e | 19708 | 20492
B ezl 2 A | sl sk T a5
N @l VR Tl e e T 6|6

Note:s N= nimber af animals; 8D = Standard Deviation
Key: *= Mean value of group significantly different from control group at p=(.05
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Sex: Male

SUMMARY TABLE 4: Body Weight Gain (gm)

Study Report for Study

No.: PRADO/TOX-261

Mean/ Treatment Day
SsbN [ 8 15 22 [ &% 35 2
G1 Control Dose: } mg/kg
Mean 20.83 59.25 £2.00 | 8792 | i e
SD 408 | ams 10.24 ’ 2436 | i
N 6 6 6 |' T - ‘ -
G2 Low Dose: 500 mg/ke
Mean 16.67 42.83° 73.08 el L | -
8D | iass 8.37 13.01 18.09 : -
N 8 | 6 6 6 : ;
G3 Mid Dose: 750 mg/kg
Mcan 2333 | 41507 59.50° 417 | = ]
D | 520 1321 14.2] 1o | . =
- N 6 6 6 6 J I
G4 High Dose: 1000 mg/kg
Mean | 2742 50.17 642 | 9117 = |'
SD 5.61 11.69 16.74 30,50 . ‘ E
N 6 6 a. | & | AN
GIR Control Recovery Dose: 0 mg/kg
Mean 34,92 61.33 78.17 95.83 } 110.67 124,08
SD 7.61 14.54 14.23 | 1309 | 1549 | 17.08
N 6 6 6 _.r'_ﬁ“_| e '_i'_ 6
GAR High Recovery Dose: 1000 mg/ke
Mean 2300° | 43.67 5933 | 7202 | 9679 | 112.83
- SD 543 | 1443 821 278 | 1557 16.74
N 6 6 5 g0 Il & ‘ 0

Note: N = number of animals; SD = Standard Deviation
Key: " = Mean value of group significantly different from eontrol group at p=(L03
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Sex: Female

SUMMARY TABLE 4 (Contd.): Body Weight Gain (gm)

Study Report for Study

No.: PRADO/TOX-261

Mean/ Treatment Day
SD/N 8 15 22 | 28 35 2
G1 Control | Dose: 0 mg/ke
Mean 5.67 22.33 30.75 36.08 : .
SD 7.33 8.09 7.90 .87 ; =
T 6 6 5 | 6 =2
G2 Low Dose: 500 mg/kg
Mean 20.83° 28.67 42.83" 47.83 " -
- SD 8.24 6.11 10.35 10.20 : = |
N 6 6 6 6 - -
G3 Mid Dose: 750 mg/ke
Mean 14.75 24.75 3292 | 4167 i | :
SD 5.91 736 9.17 1097 - - |
N 6 6 6 6 . S
G4 High Dose: 1000 myg/kg
Mean 14.08 20.75 31.08 35.83 ; ;
. SD 4.35 4.07 3.35 597 i T
N 6 6 6 6 = -
GIR Control Recovery Dose: 0 mg/ke
Mean 12.83 24.33 3650 | 4042 4967 | 5767
SD 7.14 9.51 677 | 1078 837 8.26
N 6 6 6 6 6 6
G4R High Recovery Dose: 1000 mg/ke
Mean 14,42 22.75 34.00 38.58 47,00 54.83
SD 5.88 8.02 122 421 253 273
N 6 6 & 1| 5 6 | 5

Note: N = number of animals: 8D = Standard Deviation

Key: #= Mean value of group significantly different from control group at p<(.05
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Study Report for Study

SUMMARY TABLT 5: Feed Consum ption

No.: PRADOTOX-26]

Sex: Male
Mean/ Treatment Day
SD/N 8 15 22 II 28 | 42
G1 Control Il]use: 0 mg/kg
Mcan 3.00 379.75 347.50 34325 | :
D | ms | 2682 42.43 _‘ 37.83 _l .
B A D T =
[ 2 Low Dol!ir:: 500 mg/kg
Mean | 555 349.50 344.00 | 309.00 : | -
5D 62.58 20,51 566 | 1556 B
NE. 2 2 2 2 =
3 Mid ose: 750 mg/kg
Mean 284.50 314.75 348.25 263 .50 .
sD 98,29 111.37 LR | 424 -
N 7 20l 2 2 ol
| G4 High Dose: 1000 mg/ke
Mean 344.50 398.00 40475 | 29625 :
D 31.82 212] 3702 | 2227 -
IR ey 2 2l . 2 +
C:1R Control Recovery Dose: 0 mg/kg
Mean 345.25 34275 343,75 316.50 291.00
SD 48.44 3.89 62.58 15.56 T
N 2 I ANIE TN -
G4Rr High Recovery Dose: 1000 mg/kg
Mean 305.50 330.25" 6350 | 308.25 300.75
B T _L___u'.m [ _._5.5';.23_'\' 207 | B ____1?.32 i
N 2 2 2 ' 2

)

Note: W = number of animals; 81 = Standard Deviation

Key: *= Meun value ol groupsigrificantly different from eontral mroupat p={L03
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SUMMARY TABLE 5 ( Cantd.): Feed Consum ption
Sex: Female
Mean/ Treatment Day
SD/N 8 15 22 8 35 42
G1 Control ' Dose: 0 me/ke
Mean | 24150 | 29000 | 263.50 221.50 - :
SD 33.23 ‘ 14.14 ‘ 21,92 2.12 : :
N 2 | 2 [ 2 Y -
G2 Low Dose: SO0 mg/kg
Mean 287.50 20850 | 30975 24825 ; 5
SD 10.61 11.31 4.60 20.86 - :
N 2 2 2 2 5 -
G3 Mid Dose: 750 mg/kg
|
Mean 269.75 296.00 287.75 1525 | =
SD 6.01 7.07 0,55 1237 - -
N 2 2 2 2 , : _ -
G4 High Dose: 1000 mg/ke
Mean 253.50 242 .50° 263.75 213.50 = =
SD 8.49 4.24 24 .40 919 .
N 2 I 2 2 > : -
GIR Control Recovery Dose: 0 mg/ke
Mean 248.25 251.25 277.75 218.75 159.00 179.75
SD 18,74 30.76 3.89 1.77 7.07 1.06
N > [ > | 2 2 2 )
G4AR High Recovery Dose: 1000 mg/kg
Mean 26225 | 25275 | 31995 237.75" 207,75 220,00
b | s30 | 1230 ‘ 15.20 18.03 52,68 55.86
7 2 | 2 l 2 2 ) 2
Nole: N = number of animals: SD = Standard Deviation
Key: # = Mean value of group significantly different from control group at p=<0,05
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Sex: Male

Dose

SUMMARY TABLE

6: Ophithalmoscopic Examination

Study Report for Study

No.: PRADOTONX-261

(mg/kg)

Dose

1000

0

1006

Group

Gl

Gid

Number

Examined

Eye

NAD

Right

Lefi

GIR

0

G4R

f

3]

Right

Lelt

Right

Lefi

Right

Left

6

Note: NAD = No Abnormality Detected:

%

6

0

f

Sex: Female

Dose

(mg/kg)

Dose

1000

1000

Group

Number

Gl

G4

GIR

Gi4R

Examined

6

6

Eye

Right

NAD

Left

Right

Lefi

Right

Left

Right

Left

6

6

MNote: NAD = No Abnormality Detected:

6

6

f
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PR/ZADO
Sy ey Study Report for Study No.: PRADO/TOX-261
SUMMARY TABLE 7: Hem atology
Sex; Male
Mean/ | | | |
caths WBC | RBC | HGB | HCT | MCV | MCH |MCHC| PLT | |pT | APTT |RETICS
' a ( |I [
(10% pL) [(10% pL) | (g/dL) | (%) (L) | (pg) | (gdL) |(10°/uL)| |(sec) \ (sec) | (%)
G1 Control Dose: 0 mg/kp
Mean | 19.57 | 7.63 | 1403 | 4417 | 58.00 | 1848 | 31.85 76233 1846 | 23.65 | 1,23
SD | 660 | 118 | 167 | 611 | 182 | 0.77 | 090 | 259.03 4,46T 176 | 023
N 6 S TR 6 5 6 | 6 16 f ‘_ 6
| | ]
G2 Low Dose: 500 mg/kg
Mean | 1700 22 | 1337 | 4167 | 57.82 | 18.55 | 32.10 | 896.00 | 17.18 | 26.43 1.33
SD 1 692 | 058 | 079 | 285 | 174 | 067 | 0s2 | 107.53 | .82 | 4.88 | 024
N 6 6 6 6 6 6 5 | 6 | 6 !' 6
G:3 Mid Dose: 750 mg/ke
Mean [ 1245 | 8.17 | 14.78 | 4662 | 5697 | 18.07 | 31.12 | 738.83  17.65 | 2690 | 120
SD 6.13 1.19 | 241 7.68 1.19 | 0.48 | 049 | 8864 064 | 6.39 % 0.18
N 6 | 6 6 6 6 | 6 e | & % I &
AERN = b LN T | N
G4 High Dose: 1000 mg/kg
Mean [ 5047 | 732 | 1327 | 41.65 56.93 | 18.15 | 31.88 \939.33 18.59 | 22.03 | 123
SD ] 483 | 047 | 058 | 250 | 152 | 081 | 089 | 9280 309 379 | 04s
N 6 | o 6 6 6 |6 6 E1l 18 | & [ 6 |
GI1R Control Recovery Dose: 0 mg/kg
Mean | 16,07 | 742 | 1355 | 42.90 | 5793 | 1832 | 31.60 | 779.00 3092 | 3092 | 140
e —— o | L - | ——
SD 7.06 | 0.71 0.93 | 3.28 145 | 0.67 | 0.50 | 19844 8386 | B8.86 (.18
N 6 6 | 6 6 | 6 6 | 6 6 | |6 | 6 6
GAR Iigh Recovery Dose: 1000 mg/ke
Mean | 17.08 | 803 | 1410 | 4522 | 5640 | 17.60 | 3122 | 87600 2152 | 17007 | 139
D (802 | 062 | 059 | 252 | 235 | 085 | om | 7007 | U2z | 285 | o.s
N 6 5. 8 6 6 | 6 | 6 | ¢ 6 | 6 6
Nole: W = number of animals; 812 = Standard Deviation:
Key: * = Mean value of group significantly different from control group at p=0.05
For Restricted Circulation Only Page 38 of 118
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afrines fhe seicé) avcmobon Study Report for Study No.: PRA DOITOX-261
SUMMARY TABLY 7 {Contd,): Hematology
Sex: Female
Mean/ ' T | | |
s | WBE | RBC | HGB | HCT | MCY |“v’ICH MCHC| PLT ‘ PT ‘APTT RETICS
| : ’ .
(0% wl) (10 ply | (g/aLy | (%) (fL) 1| rg) | L) |10 (see) | (see) | (%)
G1 Control Dose: 0 mg/ke
Mean | 1040 | 6,69 | 1252 | 3848 | 57, 70 | 1877 | 3252 | 788.67 | R6.84 | 2275 | 130
SOl sz | 107 | 181 | 547 | 134 0.70 | 0.85 | 19233 (291 | 466 @ 02
N 6 6 6 6 & 6 5 | & | ' ‘ 6 'l’"_ﬁ
|
G2 Low _ Dose: 500 mg/kg
Mean | 980 | 681 | 1323 | 3933 | 57.73 | 1942 | 33.63° 197933 | 22.66 | 27.05 | 127
SD | 340 | 023 | 055 | 160 | 149 | 053 | 039 | 9118 | 534 | 681 | 016
N 6 S 6 6 6 6 | 6 |6 ‘ 6 ‘_ 6
G3 Mid Dose: 750 mg/kg
Mean | 703 | 726 | 1420 [ 4185 | 5727 | 1957 | 3807 | 79983 do71 | 2290 | 13
Sh 222 | 092 | 169 | 4.86 (.85 0.37 | 049 |33222 254 113 0.15
N T8 ‘__ﬁ '_"_'a ST e e B _] 6 | |6 ‘ 6 'l'_ré
G4 High . Dase: 1000 mg/ke
Mean | 970 | 682 | 1327 | 3925 | 5758 19.45 | 3378 | 91150 434" | 2578 | 123
SD: | 417 | 031 | 665 .| L | 178 | 078 | 035 | 9986 b9 | 3.98 } 0.15
N | 6 6 6 | 1B | & | & 6 6 T"ﬁ _[_ 6 | 6
1R Control Recovery . Dose: 0 mg/kg
Mean | 1290 | 697 | 1292 | 3045 | 5832 | 19.07 | 32.72 :em-:n 1897 | 1977 | 1.40
SD ;aﬁ—l 0:84 | 1.77 ‘ SA7 | 450 | i.3<4‘ 0.50 | 6741 0.80 | 245 @ 0.8
i I = s L R T R S Wi <] 4
N s | 6 6. | 0 6 & ] e [l T s 6
G4R High Recovery . _ Dose: 1000 mg/kg
Mean Tw A5 || 727 | 1375 | 4127 | se.ss JI 16.93 | 3332 | 91783 20.15° | 17.82 | 137
N i e e i ] e M AR L, ! : — |
SO Voo [ 034 | 047 | 107 | 240 | Liz i 051 | 98.00 | 085 | 160 | 0.5
e £l I O oot AU L e | |
N ‘ b o L &L e ] e e 6 | 6 | |6 J [
TEGF:‘*T:-number of animals: S = Standard Deviation
Wey: ¥ = Mean value of group significantly different from dontrol groupat p<0.05
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Sex: Male

SUMMARY TABLE 8: Differcntial Leukoeyte Count (%

Study Report for Study

No: PRADOSTOX 261

0)

Mean/SD/N | Neutropkils | Lym phocytes | Monocytes Eesinophils | | Basophils
G1 Control Dose: 0 mg/ke
Mean 24.50 72.83 0.83 || 1.50 |' 0.33
1 o il I | 0
SD 3.27 354 075 | 105 || o
N 6 6 il | 6 _'|’ R
|
G2 Low Dose: 500 mg/kg
Mean 2733 | 7000 | 047 1.67 0.33
SD 3.08 2.76 0.52 0.82 0.52
i X 6 | f 6 6 6
(3 Mid Dose: 750 mg/kp
Mean 26.17 | 7100 0.50 2.17 0.17
SD 3.66 ‘ 3.74 0.55 0.75 0.4]
N 6 | 6 6 g, | 6
G4 High Dose: 1000 mg/kg
Mean 25.50 72.17 (.50 | 1.50 } 0.33
SD 2.88 | 2.86 0.55 | .05 0.52
I 6 | 6 6 '_|_ VG ' 6
GI1R Control Recovery Dose: () mg/kg
Mean 1567 | 8217 1.67 0.50 0.00
SD 0.82 | 232 1.21] 0.84 0.00
N 6 6 0 6 6
G4R High Recovery Dose: 1000 mg/kg
Me kil g ' I =
ican 19,17 . 78.50 .67 F 0.67 0.00
SD 117 2.07 1.03 1.03 (.00
N 6 6 6 ‘ 6 6

Note: N = number of animals; SD = Standard Deviagtion

Key: *

For Restrieted Circulation Ouly

= Meun value of group significantly different from control group at p<A.08
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Sex: Female

SUMMARY TABLE 8 (Contd.): Differential Leukocyte Count

Study Report for Study

No.: PRADOVTOX-261

(o)

Mean/SD/N | Neutrophils | Lymphocytes Monocyies Eosinophils Basophils
G1 Control Dose: 0 mg/kg
Mean 26.00 72.00 0,50 1.33 0.17
[ sD 374 379 0.55 1.03 04l
N 6 6 6 6 6
G2 Low Dose: 500 mg/kg
Mean 26.50 71.33 033 1.67 0.17
SD 2.35 2.16 052 0.52 041
N 6 6 6 ' 6 6
€:3 Mid Dose: 750 mg/kg
Mean 27.00 71.33 0.50 1,00 0.17
osD [ o 2.80 0.55 089 | 0.41
N f B ¥ f 6
G4 High Dosec: 1000 mg/ke
Mean 26.50 7067 | 0.67 1.83 0.33
SD 2.5 2.58 0.52 0.41 0.52
N 6 6 6 6 | 6
G1R Control Recovery . Daose: ()l mg/ke
Mean 18.67 7933 | 1.33 067 || 0.00
SD 2.16 2.34 0.82 0.52 l 0.00
N 6 6 _l_—a o ? k.
G4R High Recovery Dose: 1000 mo/ke
Mean 20.17 78.00 1.17 0.67 0.00
SD 2.64 210 0.75 052 T
N 6 2l & 6 O | 6

Mole; N = number of animals; SD = Standard Deviation
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Sex: Male

Study Repurt for Study

SUMMARY TABLE 10: Qualitative U rinalysis

Moz PRADOTOX-261

Parameter / Observation

Qualitative Urinalysis

Dose (mg/ke) 0 500 750 1000 0 1000
Groups Gl G2 G3 (4 GIR G4R
Number examined 6 6 fi 6 i} | 0
Specific Gravity I
Mean | 1006 | ' 1.009 1.014 015 1024 | 103
SD| o002 | 0007 0.012 0.012 0.012 0.01
pH
Mean 9.00 7.58 58 . || a9 6.33 6.17
SD| 000 1.28 L | 14 0.26 0.6
Color
Yellow 6 6 f 6
, Spraw 0 0 0 0
Turbidity
! '- - Clear 6 ' 6 6 6 6 6
Bilirubin
Negative [ - - 6 6 6 | 6 6
Positive 0 () 0 0 i
Glucose '
Negative 6 6 b ! 6 b 6
Positive 0 0 0 | 0 0 0
Profein -
-~ Negative £ 6 i
Positive 0 0 |

Mote: S = Standard Deviation
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Study Heport for Study

SUMMARY TABLE 10 (Contd.): Qualitative Urinalysis

Sex: Female

No.: PRADOTOX-261

Parameter / Observation

Qualitative Urinalysis

Dose (mg/kg) 0 500 750, | 100 | | ‘0 1000
Groups Gl G2 G3 G4 1R G4R
Number examined 6 6 6 ‘ 6 6 6
Specific Gravity
Mean [.G05 1.005 1.004 [ | Q04 1.026 1.023
== R T 0000 | 0002 | 000 0.008 | 0012
pH
Mean 8.17 8.33 T.67 1.33 | 6.17 b.25
sD| ol 0.52 1.37 18 | | 02 0.61
Color
Yellow 6 ¢ (4] f 6 6
Spraw 0 0 0 0 0 0
Turbidity
Clear b 6 6 0 f 6
Bilirubin
Negative i 6 6 b
Positive 0 4] 0 i
Glueose
Negative 6 O i 6. &) 6
Positive ) 0 ) 0 0
Protein
Negative 6 6 6 6 9 ' 3
Positive 0 0 0 0 0 I

Naote: 8D = Standard Deviation

For Restricted Circulution Only
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Sex: Male

Study Report for Study

SUMMARY TABLE 11: Microscopic Urinalysis

No.: PRADOTOX-26]

Mean/SD/N . Microscopic
Pus Cells Erythrocytes | E pithelial cells Crystals | Casts
G1 Control Dose: 0 mg/kg
Mean 000 | 000 | 000 0.00 0,00
8D 000 | 000 0.00 0.00 0,00
N 6 6 6 6 6
G2 Low Dose: 500 mg/kg
Mean 0.00 0.00 0.00 0.17 0.17
[ B 0,00 000 | 0.0 0.41 041
N 6 6 6 6 6
G:3 Mid Daose: 750 mg/kg
Mean 0.00 0.00 0.00 0.00 0.17
s | 000 0.00 0.00 0.00 0.41
N 6 6 6 6 6
G4 High Dase: 1000 mg/ke
Mean 0.00 0.00 | 000 0.33 0.17
| &b 0.00 0.00 0.00 0.52 041 |
N 6 6 6 6 6
GI1R Control Recovery Dese: 0 mg/'kg
Mean 0.00 0.00 0.17 0.33 0.00
~ SD 0.00 0.00 041 0.52 0,00
N 6 6 6 HINE 6
G4R High Recovery Dose: 1O mg/ke
Mean 0.00 (.00 0.17 0.17 0.33
T sb 000 | 000 | 04l 0.41 052
N 6 6. 8 B .

MNate: N =number of animals; SI3 = Standard Deviation:

Fur Restricied Cireulation Only
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Sex: Female

Study Report for Study

SUMMARY TABLE 11 (Contd.): Microseopic Urinalysis

Moo PRADOYTOX-261

Mean/SD/N Microscopic ‘ .
Pus Cells | Erythrocytes | Epithelial cells | Crystals | Casts
G1 Control Dose: O mg/ke
Mean 0.00 0.00 0.00 0.00 0.17
- SD 0.00 0.00 0.00 0.00 041
N 6 6 6 6 6
G2 Low Daose: 500 mg/kg
Mean 0.00 0.00 0.00 0.17 0.17
SD 0.00 0.00 0.00 0.41 0.41
N 6 6 6 6 | 6
G3 Mid Dose: 750 mg/kg
Mean 0.00 0.00 0.00 0.00 0.17
SD 0.00 | 000 0.00 000 04l
N 6 ' 6 6 6 6
G4 High I Daose: 1000 mp/kp
Mean 0.00 0.00 0.00 0.33 ' 0.17
- SD 0.00 0.00 000 | esz || oa |
N 6 6 f J| ] (§]
GIR Control Recovery Dose: ) mg/ke
Mean 0.00 0.00 0.17 0.17 0.00
B | ow | ow | om | ea || ow
N 6 b 6 6 6
G4R High Recovery Dose: 1000 meg/ke
Mean 0.00 | 000 0.17 0.17 0.33
SD 0.00 0,00 041 0.41 0.52
W) 5 | 6 | 6 | 6 6

Note: N = number of animals: SD = Standard Deviation:
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Stucdy Report for Study

SUMMARY TABLE 12: Gross Pathology Observations

No.: PRADO/TOX-261

Tissue/
Findings/
Sex

Males

Fem

ales

Dose Group

Gl

G2

G3

G4

GIR

G4R

G2

3

Gd | GIR

G4R

Dose
mg/ke/day

500

750

OO0

1000

500

750

1000 0

1000

Number
Examined

6

6 6

Testes

Minimal
reduction in
size of right

testes

0

NA

NA

NA NA

NA

Stomach

Hemorrhages
in stomach

0

0

|

n’

0

NAD

e |

]

4

6

G

Note: NAD = No Abnermality Detected

For Restricted Cireulation Oaly
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SUMMARY TABLE 13: Absolute Organ Weight (gm)

Study Report for Study

No.: PRADOVTOX- 261

Sex: Male
Mean/SD/N | [ iver Spleen | Heart | Thymus | Kidneys JAdrenalsil Testes | Brain
G1 Control Dose: 0 mg/ke
Wi 8.128 | 0.681 | 0.678 D.]ﬁ_ci_l__l_,_ﬁ_.’_%*}_ 0.027 || 2339 | 1583
= L141 | 0.157 | 0092 | 0039 | 0195 | 0.004 03292 | 0252
N 6 6 6 6 6 4] & | 6
G2 Low Dose: 500 mg/kg
M 8366 | 0.693 | 0744 | 0205 | 1.631 | 0.029 || 1901 | 1511
A 1.593 | 0299 | 0.A71 | 0.076 | 0241 | 0.004 || 0774 | 0.241
N 6 6 6 6 6 6 6 | 6
G3 Mid Dose: 750 mg/kg
s 6739 | 0510 | 0.648 | 0.118 1550 | 0.028 || 2267 | 1.543
i 1673 | 0.198 | 0050 | 0.056 | 0237 | 0006 || 0294 | 0219
N 6 O 4] ] f | § f ' 6
! |
(4 High Dose: 1000 mg/ke
|
| Noan 8.286 | 0.598 | 0.766 | 0.183 | 1.690 | 0.034 || 1819 | 1.527
=0 L377 | 0075 | 0099 | 0036 | 0218 | 0.006 || 0714 | 0166
N ) 6 6 6 6 6 6 it
GIR Control Recovery Dose: 0 mg/kg
A 9.058 | 0595 | 0812 | 0.174 1.828 | 0.032 | 1.975 | 1.633
i e 1496 | 0.135 | 0.23 | 0060 | 0215 | 0003 || 0662 | 0.199
N 6 6 6 6 6 i 6 6 6
G4R High Recovery Dose: 1000 mg/kg
2 |
._M{!-I" | 8952 0.661 | 1038 0. 180 1.773 0:035 | |2.3251° |.646
i 1249 | 0205 | 0370 | 0.048 | 0173 | 0003 || 069 | 0087
N & O 6 | £ 6 6 (i 6
|
Mote: N = number of animals; 51 = Standard Deviation
Key: * = Mean value of group significantly different from control group at p=0.05
For Restricted Circulation Quly Page 51 of 118
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Sex: Female

SUMMARY TABLE 13 (Contd.): Absolute Organ Weight (

Study Report for Study

No.: PRADOTOX-261

T

m)

ﬁ|6

Mean/SD/IN | [ jver Spleen | Heart | Thymus | Kidneys | Adrenals| Ovaries | Brain
G1 Control Dose: 0 mg/kg
i 6271 | 0500 | 0.634 | 0173 | 1230 | 0043 | 0084 | 1591
i 0917 | 0092 | 0043 | 0041 | 0138 | 0.008 | 0015 | 0.067
N 6 6 6 6 6 6 6 | 6
G2 Low Dose: 500 mg/kg
Mean | 6410 | 0527 | 0669 | 0191 | 1243 | 0.043 | 0.081 | 1.690°
%P | 0831 | 0124 | 0059 | 0056 | 0.8 | 0.007 0.012 | 0.082
N 6 L8 6 6 6 6 6 6
G3 Mid Dose: 750 mg/kg
Mean | 6042 | 0489 || 0620 | ou6s | 1241 | 0.049 || 0.086 | 1715
%P ] os42 | 0066 | 0051 | 0025 | 0084 | 0.008 || 0.004 0.040
N 6 6 6 6 6 6 6 [ 6
(G4 High Daose: 1000 mg/kg
_Man 6.092 | 0398 | 0.604 | 0.167 | 1206 | 0.040 || 0.078 | 1.580
P e 0.868 | 0.063 | 0.034 | 0.021 | 0094 | 0.007 || 0.008 | 0.050
N 6 6 6 6 6 6 6 | 6
G1R Control Recovery Dose: O mg/kg
. Mo 6.649 | 0576 | 0684 | 0.174 | 1360 | 0.049 || 0.080 | 1.645
5B 0.831 | 0.159 || 0.097 | 0094 | 0133 | 0006 || 0011 | 0.079
N 6 5 6 6 ANTNE 6 @
4R High Recovery Daose: 1000 mp/ke
By 6245 | 0585 || 0.667 | 0.194 | 1313 | 0039 || 0055 | 1517
= 0474 | 0.104 || 0.065 | 0098 | 0201 | 0.008 | 0.019 | 0.180
N 0 6 6 6 ' 6 6

ey ™

For Restricted Circulation Gnly

Mote: N = number of animals; SD = Standard Deviatien
Mean value of group significantly different from control group at p<0.03
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SUMMARY TABLE 14; Organ Weight Relative to Terminal Body

Sex: Male

Study Report for Study

No.: PRADO/TOX-261

Weight (gm)

Mean/STWVIN

Liver | Spleen | Heart | Thymus Kidneys JA(In:nals! Testes | Brain
G1 Control Dose: 0 mg/kg
Mean 3.580 | 0297 | 0300 | 0.072 @ 0720 | 0.012 ‘ 1.033 | 0.694
SD 0542 | 0053 | 0.053 | 0.020 | 0.083 | 0003 || 0.187 | 0.103
N 6 6 6 6 | 6 ¢ [ s &
G2 Low Dose: 500 mg/kg
Mean 3.720 | 0309 | 0334 | 0093 | 0728 | 0.013 || 0.854 | 0670
SD 0,695 | 0129 | 0.096 | 0.039 | 0.129 | 0.002 || 0344 | 0.090
N 6 6 6 6 6 6 & " & |
GJ3 Mid Dose: 750 mg/kg
Mean 3.193 0.243 0.308 | 0.056 | 0732 0.013 1.074 0.735
5D 0.792 | 0.102 | 0.038 | 0025 | 0.089 | 0.002 || 0139 | 0.138
N 6 6 6 6 | 6 6 6 6
G4 High Dose: 1000 mg/ke
Mean 3.569 | 0259 | 0331 | 0079 | 0730 | 0015 || 0.778 | 0.668
SD 0.318 | 0.034 | 0.027 | 0016 | 0.042 | 0003 || 0260 | 0.113
N T T 6 6 6 6 6 | @
GI1R Control Recovery Dose: 0 mg/kg
_ Memm | 3422 | 0226 | 0307 | 0066 | 0694 | 0012 || 0743 | 0.5
s 0363 | 0053 | 0.030 | 0022 | 0063 | 0001 || 0225 | 0.104
N 6 6 6 f 6 6 6 6
G4R High Recovery Dose: 1000 mg/kp
Mean | 3534 | 0263 | 0.408 | 0.072 _! 0.702 I 0.014 || 0.889 | 0.654
SO | o317 | 0088 | 0127 | 0.023 | 0050 | 0.001 || 0265 | 0.063
N 6 6 (|| % 6 | 6 6 6 6

MNote: W = number of animals; SD = Standard Deviation

Rgy: *

For Restrivted Circulation Gnly

Mean value of group significantly different from control group at p<(.05
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SUMMARY TABLE 14 (Contd.): Organ Weight Relative to Terminal By

Sex: Female

Study Report for Study

No.: PRADO/TOX-261

ody Weight (gm)

Mean/SD/N | Liyer Spleen | Heart | Thymus | Kidneys mlrenals! Testes | Brain
G1 Control Dose: 0 mg/kg
Mean 3.608 | 0280 | 0366 | 0100 | 0709 | 0025 ‘ 0.048 | 0.919
SD 0.433 | 0.054 | 0019 | 0025 | 0066 | 0.004 || 0.007 | 0.06]
N 6 6 | 6 6 6 6 [ 6 6
G2 Low Dose: 500 me/ke
Mean 3.421 | 0280 | 0357 | 0402 | 0662 | 0.023 || 0.043 | 0903
=D 0.372 | 0.055 0.017 | 0.028 | 0075 | 0.002 0.006 | 0.042
N 6 6 6 0 6 6 & | & |
G3 Mid Dose: 750 mg/kg
Mean 3322 | 0268 | 0342 | 0.090 | 0683 | 0027 || 0047 | 0944
SD 0.272 | 0.029 | 0035 | 0.014 | 0044 | 0.004 || 0003 | 0.067
N 6 6 6 TG 6 | & 6 6
'(:4 High Dose: 1000 mg/kg
Mean 3477 | 0227 | 0345 | 0.096 | 0.689 | 0023 || 0.042 | 0.903
l 50 0442 | 0031 | 0.018 | 0012 | 0.043 | 0.004 || 0.005 | 0.025
N 6 ‘r i 6 6 | 6 b 6 6
GIR Coatrol Recovery Dose: 0 mg/kp
Mean | 3365 | 0294 | 0346 | 0089 | 0689 | 0.025 || 0041 | 0835
AL 0.284 | 0.085 | 0033 | 0051 | 0040 | 0.002 || 0.006 | 0.031
N 6 6 6 6 6 6 6 6
G4R High Recovery Dose: 1000 mg/kg
2
i [ ]
(| | Bisin 3.192 0.298 | 0.341 } 0.099 | 0.672 0.020 0.028 | 0.774
D | o2ss | 0049 | 0035 | 0050 | 0109 | 0004 || 0010 | o082
N & | K | 6 | 6 6 6 6 | 6

Noter N = number of animals: 8D

Standard Deviation

Key: * = Meun value ol group significgnily different from control group al p=ll.3

For Restrivted Clireulation Only
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SUMMARY TABLE 15:; Histopathology Observations

Study Report for Study

No.: PRADO/TON-261

Tissue/ Findings/Sex Males Females
Dose Group Gl |G2|(G3 | G4 |GIR|G4R 1 CG1 | G2 | @3 G4 | GIR | G4R
Daose: mgflaga’da}' {i 500 | 750 | 1000 0 1000 ] 500 | 750 | 1000 { 1001
Number Ili,'xaminud 6 6 6 6 MNA NA 6 6 O 0 NA NA
Lungs
Minimal focal Peri
bronchial MNCs 1 NA | NA 2 NA NA | NA | NA ! N MNA
infiltration i
Minimal focal
oedematous Muid L. ] NA | NA | MNA NA 0 NA | WA 0 ™A MA
accumulation
Liver
Minimal focal
Perivascular MNCs | | NA | NA I NA | NA [ | NA | NA 1 NA NA
inliltration
Minimal focal necrosis | 0 | NA | NA 1 NA | NA 0 | NA | NA | NA NA
Kidney _
Moo foceltiemlar |- o ool o | 2 v | s 1150 e Tnadl | 1 F ses | i
degeneration l

For Restricted Circulation Only
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APPENDIX - II: Individual Animal Detailed Clinical Obsery

Sex: Male

Study Report for Study

No.: PRADO/TOX-261

ations

' Treatment Day
Ammal No. : 5 | is = 5 38 =T | ol
G1 Control - Dose: 0 mg/kg
26101 NAD | NAD l NAD | NAD | NaD
26102 NAD | NAD | NAD | NAD | NAD 2 S
26105 | NAD | NAD | NAD | NAD | NAD i -
| 2608 | NAD | NaD | NAD | WAD | 1B L
26105 NAD | NAD | NAD | NAD | nNaAD || - :
26106 NAD | NAD | NAD | NAD | NAD e |-
G2 Low Dose: 500 mg/kg
26113 NAD | NAD | NAD | NAD | NAD - :
26114 | NAD | NAD | NAD | NAD | NAD : =
B NAD | NAD | NAD | NAD | NaD | | . .
3116 | NAD | MAD | MAD | mem | wan -
26117 " NAD | NAD | NAD | NAD | NAD < A
26118 NAD | NAD | NAD | NAD | NAD R
G3 Mid I Dose: 750 mg/kg
26125 ~ NAD NAD NAD NAD NAD | | - .
26126 NAD | NAD | NAD | NAD | NAD | | - -
26127 NAD | NAD | NAD | NAD | NAD s :
26128 | NAD | NAD | NAD | NAD | NAD = ;
26129 NAD NAD | NAD | NAD | NAD - -
26130 NAD | NAD | NAD | NAD | NAD = =
Note: NAD — No Abnormality Deteeted
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Study Report for Study No.: PRADO/TOX-261
APPENDIX ~ I {Contd.): Individua! Animal Detailed Clinical Observations

Sex: Male

Treatment Day

Animal Mo, —]—| —8_—|_ !5‘__ _22_ I' R I e T
G4 High ; Dose: 1000 mg/ke
26137 NAD | NAD | NAD | NAD | NAD | | - e
26138 NAD | NAD | NAD | NAD | waD || - | .
26139 | NAD | NAD | NAD | NAD  NAD P i
26140 | NAD | NAD | NAD | NAD E R RE -
26141 | NAD | NAD | NAD | NAD | NAD B )
%142 | WAD' | 3ADL’ | WAD '| NAD | NAD s
GIR Controi Recovery . Dﬂs;a: 0 mg/kg
26149 NAD NAD | NAD | NAD | NaD NAD | NAD
| 26150 NAD | NAD | NAD | NAD | NAD | |[NAD | Nap
[ 26181 NAD | NAD | NAD | NAD | NAD | |NAD | NAD
26152 NAD | NAD | NAD | NAD | NAD | [NAD | NAD

[ st _ NAD | NAD | NAD | NaD "I—N};D_'I" NAD | NAD
2014 || NAD | NAD | NAD | NAD | NAD | [NAD | NAD
Gnl}{_Hi_gIE Recovery Dose: 1000 mg/ke
1 26t6r || NAD | NAD | NAD | NAD | NAD | [NAD | NAD
iz | NAD | NAD | NAD | NAD | NAD | [NAD | NAD
11 26163 NAD || NAD | NAD | MAD | NAD | INAD | NAD
26164 NAD || NAD | NAD | NAD | NAD || INAD | NaD

26165 NAD || NAD | NAD | NAD | NaD || INAD | NAD
26166 NAD || NAD | NAD | NAD | NAD | [NAD | NaAD |

Note: WAL = No Abnormality Detected
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APPENDIX -1 (Contd.): Individual Animal Detailed Clinical Observations

Study Report for Study No.: PRADO/TON 261

Sex: Female

Treatment Day
Animal No. | | —

Y R W B || %8 35 42
G1 Control ' Dose: 0 mg/kg
26107 NAD | NAD | NAD | NAD | NAD - I =
| 26108 NAD | NAD | NAD | NaD | NAD || - | -
26109 NAD | NAD | NAD | NAD | NAD = I = 0
26110 NAD | NAD | NAD | NAD | NAD ' T =
[ 26111 NAD | NAD | NAD | NAD | NAD ] ]
26112 NAD | NAD | NAD | NAD | NaD | | - S
G2 Low Dose: 500 mg/kg
26119 NAD NAD NAD NAD wab || | -« | .
lggn || Nap | dab | WA | wan | nas s § =
26821 | NAD | NAD | NAD | Nab | NaD - 2l
26122 NAD | NAD | NAD | NAD | NAD = =
26123 NAD | NAD | NAD | NAD | NAD | | - | .
26124 NAD | NAD | NAD | NaD EZH IR
G3 Mild Dose: 750 mg/kg
26131 NAD NAD NAD NAD | NAD = |l
26132 NAD [ NAD | NAD | NAD | NAD | | - | 't
26133 NAD | NAD | NAD | NAD | NAD = I -
| 1) 20134 g MNAD NAD | MNAD NAD NAD | | = b, -
26125 NAD | NAD | NAD | NAD | NAD = || =
26136 NAD | NAD | NAD | NAD | NAD || | - i

Mote: MALY = Mo Abnormality Detected
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APPENDIX - 11 (Contd.): Individual Animal Detailed Clinical Ol

Sex: Female

Study Report for Study

hservations

No.: PRADOVTOX-261

Animal Na.

Treatment Day

1 15 21 28 35 42
G4 High Dose: 1000 mg/kg
26143 NAD | NAD | NAD | NAD | wNap || . :
26144 NAD | NAD | NAD NAD | NAD - i
26145 NAD | NAD | NAD | NAD | NAD i || -
26145 'NAD | NAD | NAD | NAD | NAD ‘ i T
26147 NAD | NAD | NAD | NAD | NAD N
| 26148 NAD | NAD | NAD | NaD | waD | | - | .
GIR Control Recovery Dose: 0 mg/kg
26155 NAD | NAD | NAD | NAD | NAD | |NAD | NAD
26156 NAD | NAD | NAD | NAD | NAD || [NAD | NAD
2157 NAD | NAD | NAD | NAD | NAD | |NAD | NAD
26158 NAD | NAD | NAD | NAD | NAD || NAD | Nap
26159 NAD | NAD | NAD | NAD | NAD | |[NAD | NaD
26160 NAD | NAD | NAD | NAD | NAD | [NAD | NAD
G4R High Recovery Dose: lﬁﬂi! mg/kg
26167 NAD | NAD | NAD | NAD | NAD | [NAD | NAD
26168 NAD | NAD | NAD | NAD | NAD | INAD | NAD
26169 NAD | NAD | NAD | NAD | NAD | [NAD | NAD
26170 NAD | NAD | NAD | NAD | NAD | NAD | NAD
26171 NAD | NAD | NAD | NAD | Nab | NAD | NAD
26172 NAD | NAD | NaD | NAD | Nab | INAD | NAD

Note: NAD = No Abnormality Detecte

For Restricied Cireulazing Ounly
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Study Report for Study

APPENDIX - I1I: Individuz! Animal Body Weight (gm

No.: PRADO/TOX-261

Sex: Male

Animal Treatment Day
No. 1 B R 2 35 42

G1 Control Dose: 0 mg/kg
26101 | 135.50 | 15750 | 202.50 | 235.00 | 253.00 A
26102 | 14050 | 167.00 | 198.00 | 227.00 | 255.00 : L
26103 | 14200 | 166.00 | 19500 | 22350 | 235.00 : B

26104 | 15500 | 17050 | 21150 | 22450 | zisoo | | y
26105 | 15400 | 17300 | 21450 | 25200 | 217.50 ; .
26106 | 17200 | 190.00 | 23300 | 249.00 | 248.00 - -
G2 Low Dose: 500 mg/kg
26113 | 13450 | 15900 | 173.00 | 19800 | 211.00 2
26114 | 145 00 180.50 203.00 | 238.00 259.00 - .
26115 | 151.00 | 17250 | 189.50 | 20850 | 215.00 : =
26116 | 15150 | 14600 | 19450 | 23400 | 252.00 = =

26117 | 15200 | 17050 | 18600 | 22000 | 230.0 e 4
26118 | 16800 | 17350 | 213.00 | 24200 | 25700 | |- :

G3 Mid Dase: 750 mg/kg
26125 | 13500 | 15100 | 16450 | 182.00 | 199.00 A :

[ 26126 | 14050 | 15200 | 16600 | 183.00 | 200.00 i
26127 | 14600 | 17050 | 19000 | 207.50 | 230.00 : .
26128 | 156.00 | 182.50 | 20250 | 221.00 | 23150 ;
(26129 | 15900 | 18600 | 20000 | 21750 | 230.00 : :
26130 | 164.50 | 199.00 | 227.00 | 4700 | 25550 | | -

For Restricted Circolation Only
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Study Report for Study

No.: PRADOVTOX-261

APFENDIX - INT (Contd.): Tadividual Animal Body Weight (gm)
Sex: Male
Animal Treatment Day
e P 8 i e ) T =T Q2
4 High Dose: 1000 mg/ky
26137 | (3800 | 17400 | 20950 | 24500 | 290.00 N
26138 | 14550 | 16900 | 19900 | 22050 | 23250 | |- | .
26139 | 15250 | 17600 | 203.00 @ 21900 | 228.00 ! -
26140 | 15500 | 18650 | 19450 | 21400 | 23850 | | L=
26141 | 155.00 | 17650 | 19750 | 2500 | 2ms0 | |- -
26142 | 16150 | 19000 | 20500 | za280 | smie | - -
G1R Control Recovery Dose: 0 mg/kg
26149 | 139.00 | 18000 | 22200 | 22900 | 25500 | 273.00 | 29150
26150 | 14500 | 17050 | 18850 | 20000 | 22100 | 23400 | 20800
26151 | 14950 | 17450 | 20000 | 21900 | 25100 | 2%.00 | 28550
26152 | 15250 | 19100 | 21300 | 232.00 | 24350 | 25800 | 27150
26153 | 15900 | 19700 | 21650 | 24000 | 255.00 | 26600 | 27900
26154 | 159.00 | 20050 | 23200 | 25300 | 25350 | 28100 | 29300
G4R High Recovery Dase: 1000 me/kg
26161 | 13600 | 155.00 | 18400 | 194.00 | 21450 | 240.00 | 26250
26162 | 14300 | 17050 | 20000 | 20900 | 22350 | 254.00 | 26600
36163 | 15050 | 17250 || 20150 | 20650 | 22050 | 24b00 | 25500
26164 | 155.50 | 17050 | 173.00 | 20300 | 20400 | 22000 | 23650
26165 | 161.00 | 18600 | 21106 | 232.00 | 24450 | 26b.00 281.00 |
26166 | 16150 | 19100 | 199.00 | 21900 | 23800 | 26200 | 27950

For Restricied Circolation Only
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APPENDIX - I (Contd.): Individual Animal Body Weight

Sex: Female

Study Report for Study

 (gm)

No.: PRADOVTOX-261

Animal Treatment Day
No. 1 8 15 22, | 'Nizs 35 2
G1 Control I Dose: () mg/kg
26107 | 13750 | 14150 | 160.00 | 173.00 | 181.00 = | -
26108 | 14400 | 13850 | 135650 | 16450 | 17400 i ;
26109 | 148.50 | 151.00 | 169.00 | 184.00 | 180.00 : -
[ 26110 | 15050 | 157.00 | 18550 | 19050 | 195.00 . 7
ZGUEL | 15300 | 16230 | 16500 | 17500 | (Ao : = -
sz | te000 | 17800 | 19950 | 10106 | Golog - -
G2 Low Dose: 500 mg/ke
26119 | 14100 | 15800 | 161.00 | 175.00 | 182.00 i
26120 | 14650 | 17750 | 18150 | 20500 | 21150 : :
126121 | 15200 | 18100 | te3s0 | temen | Gmess | - ey
26122 | 15300 | 16500 | 17500 | 18200 | 18800 : T 0 -
26123 | 15350 | 16600 | 185.00 | 197.00 | 205.00 = [ =
26124 | 163.00 | 18650 | 195.00 | 20900 | 210.00 - -
G3 Mid - Dose: 750 mg/kg
26131 | 14100 | 163.00 | 17500 | 190.00 | 198.00 e
26132 | 143.00 | 15600 | 16500 | 17150 | 185.00 A e
26133 | 15200 | 17400 | 18500 | 191.00 | 203.00 : -
26134 | 15250 | 16050 | 16800 | 1m00 | 100 | L. | .
[ 26135 | 15400 | 16700 | 17500 | 18100 | 19is0 i "
36136 | 16200 | 17250 | 18500 | 18950 | 198.00 - | -

For Restricted Circulation Only
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APPENDIX - I (Contd.): Individual Animal Body Weighi

Sex: Female

Study Report for Study

(gm)

No.: PRADOMTOX 261

Animal Treatment Day
Nor o[ l' 8 TS o TR [ 18 35 42

G4 High . Dose: 1000 mg/ke
26143 | 13950 | 15150 | 15650 | 17050 | 180,00 . -

26144 | 143.00 | 15800 | 16300 | 7300 | 183,50 2 =
26145 | 149.50 | 16100 | 169.50 | 18050 | 186.50 : s

26146 | 14800 | 160.50 | 16900 | 182.00 | 185.00 : i

| 26147 | 15650 | 17900 | 18500 | 19150 | 1so00 | |- | .
26148 | 16150 | 17250 | 17950 | 187.00 | 188.00 ¥ e -
G1R Control Recovery Dose: () mg/kg
26155 | 14150 | 15200 | 16150 | 17600 | 185.00 | 19150 | 196.00

| 26155 | 14350 | 15400 | 18600 | (8250 | 19000 | ideos 206,00
26157 | 152.00 | 15550 | 167.00 | 183.00 | 19250 | 201.50 | 20850
26158 | 15250 | 163.00 | 17200 | 18100 | 17150 | 18650 | ocoo |
26159 | 15450 | 17250 | 18150 | 193.00 | 20000 | 2000 | 21650 |
26160 | 157.00 | 181.00 | 199.00 | 20450 | 20450 | 20550 | 22400
G4R High Recovery Dose: 1000 mg/ke
261567 | 144.00 | 165.00 | 17800 | 18500 | 190.00 ]| 19550 | 20100
26168 | 14450 | 157.00 | 16200 | 177.50 | 18200 | 180.00 | 19650

26169 | 15200 | 17430 | 1s3s50 | 18850 | 19200 | 19800 | 20450
26170 | 14850 | 16050 | 16950 | 18200 | 187.00 | 19600 | 202.00

| 26171 | 15400 | 16400 | 16500 | 18350 | 18800 | 19900 | 20900

g6t | 15750 | tedonl|| 17500 | 1800 | 19300 | 20500 | 21650
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Study Report for Study

No: PRADOVTOX-261

APPENDIX —1V: Individual Animal Body Weight Gain (zm)
Sex: Male
Animal Treatment Day
No. 8 15 2 BRWLT  T3s |’ 42
G1 Control Dose: 0 mg/kg

26101 22.00 67.00 9950 | 11750 R
26102 | 2650 57.50 86.50 114.50 ; 1

26103 24,00 53.00 81.50 93.00 : -

26104 15.50 56.50 69.50 63.00 L s}

26105 19.00 60.50 78,00 63.50 : il

26106 18.00 61.00 | 77.00 76.00 -] ] -

G2 Low Dose: 500 mg/ke

26113 24.50 38.50 63.50 76.50 : -

26114 | 3550 58.00 93.00 114.00 . = |
| 26115 21.50 38.50 57.50 64.00 N
| 26116 | 550 43.00 250 | woso [ - [ .

26117 18.50 34.00 68.00 78.00 - =

26118 | 550 45.00 7400 | 89.00 S
3 Mid Dose: 750 meg/ke

26125 | 16.00 2950 | 47.00 64.00 : :

26126 | 11.50 2550 | 4250 | 5950 i -

26127 | 2450 | 4400 61.50 84.00 : :

26128 26.50 46.50 65.00 7550 A 1N

26129 | 27.00 400 | 5850 71.00 ¥ .

26130 | 34.50 62.50 8 50 91.00 2 -

For Restricted Cireulation Only
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%ﬂ_‘?ﬁ Stody Report for Study) No.: PRADO/TON 261
APPENDIX - IV (Countd.): Individual Animal Body Weight Gain (am)
Sex: Male
Animal Treatment Day
Na. 8 | BE T T e _| EE 42
G4 High | Dose: 1000 mg/kg
26137 | 3600 | 7150 | 107.00 152.00 2
26138 2350 | 53.50 7500 | 87.00 = I
26139 | 2350 50.50 6650 | 7530 . -
26140 | 3150 3950 | 5900 | 8350 : e
26141 | 2150 | a2s0 | 7000 | esso = i
26142 2850 | 4350 8100 |  80.50 - I
GIR Control Recovery Dose: 0 mg/kg
26149 41,00 8300 90.00 116.00 134.00 152,50
26150 | 2550 | 43150 55.00 76.00 $9.00 | 10300
_____zms'i__ 2500 | 5050 __ﬁ'u.sa______lm.sﬂ L 106.50 116,00
26152 B0 | 6050 79.50 91.00 105.50 119.00
6153 | 3800 | 5750 8100 | 9600 | 10740 | 12000 |
2184 | lmso || b0 | o4on | Shso | 12200 | 13400
G4R High Recovery | Dose: 1000 mg/kg
26161 19.00 48,00 58.00 78,50 10400 | 126.50
w2 | 2750 | 5800 6600 | s0s0 | 1irdo 123.00
26163 | 22.00 5100 | 5600 | 7000 | 9650 108.50
26164 | 1500 | 1750 | 4750 | 350 66.50 21.00
| 26165 25.00 5000 | 71.00 $3.50 102.00 12000
[ 26166 | 2950 s | 5150 | 7650 10050 | L1800
|
Far| Restricted Cireulation Chaly Page 73 of 118
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APPENDIX — 1V (Contd.): Individual Animal Body Weight

Sex: Female

Study Report for Study

No.: PRADO/TOX 261

ain (gm)

- Animal Treatment Day
Neot LR 15 22 28 "_i' W& T 4 1
G1 Control Dose: 0 mg/kg

26107 4.00 22.50 JF 35.50 4350 | :
ll2ees | S50 | e | aoso soedlllll 1= :
26109 2.50 20,50 35.50 3150 i -

26110 6.50 35,00 40,00 44.50 : -1

26111 10.50 16,00 22.00 26.00 ) :
| 26112 16.00 27.50 31.00 41.00 - =
G2 Low Dose: 500 mg/ke

26119 17.00 20,00 34.00 4100 | - 2

26120 300 | 3500 58.50 65.00 3 ]
(26121 | 2000 | 3150 | 46,00 47.50 ] =
26122 12.00 22,00 29.00 35,00 =

26123 12.50 31,50 43.50 51.50 : :

26124 | 2350 | 3200 46.00 47.00 AN
G3 Mid Dose: 750 mg/kp

26131 200 | 3400 | 4900 57.00 : | i
| 26132 13.00 22,00 28,50 42.00 : -

26133 22.00 33.00 39.00 51.00 i .
leside | 50 | 156 | 2630 | sl = e
26135 | 1300 | 2100 27.00 37,50 - ;

26136 | 1050 | 2300 27.50 36.00 - g

Yor Restricted Cirenlation Only
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APPENDIX

Sex: Female

— IV (Contd.): Yndividuzl Animal Body Weight G

Study Report for Study

F No.: PRADOYTOX-261

ain (gm)

Animal Treatment Day
No.! |' 8 5 | TE T U il S
G4 High Dose: 1000 mg/kg
26143 12.00 17.00 500 | 4050 S =
26144 15.00 20,00 30.00 40.50 - .
| 26145 11.50 2000 | 3100 | 37.00 1= :
26146 12.50 2100 | 34.00 37.00 : -
26147 | 2250 28.50 ©35.00 3350 | ! s f
26148 | 11.00 18.00 2550 - | dsolll[ - AN
GIR Control Recovery Dose: 0 mg/ke
26155 10.50 20,00 3450 | 4350 5000 | 5450
26156 10.50 22,50 39.00 46,50 54.50 ‘ 6250 |
26157 3.50 (5.00 31.00 40.50 1950 | ses0 |
26158 10.50 19150 2850 | 19000 || 3400 | 4350 |
26159 18.00 27000 | 3850 4550 | sisb | ezo0
26160 | 2400 42,00 4750 | 4150 | s8sb | 67.00
G4R High Recovery Dose: 1000 mg/kg
26167 | 21.00 3400 | 4100 46.00 51.50 57.00
| 26168 | 1250 1750 | 3300 | 3750 aas) | 5200
26169 | 2250 3150 | 3650 | 40.00 4600 | 5250
26170 | 12,00 21.00 3350 | 3850 | 4750 | s3s0
26171 | 1000 1500 | 2050 3400 4500 | sso0
26172 | .50 1150 | 3050 | 38500 | 4rse | 5900

Far Restricted Circulation Oniy
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APPENDIX — V: Individua!

Sex: Male

Study Report for Study

No.: PRADOVTOX-261

Avimul Feed Consumption (gm/ea ge)

! Treaiment Day
AnimalNo. | CageNo. L | i ] LN e L]
8 i LT 28 [ |] 35 42
|

G1 Control Dose: () mg/kg
26101 - 26103 01 96.67 | 12033 | 12583 | 10550 o
261104 - 26106 02 112.00 132.83 105.83 123.33 -
G2 Low Dose: 500 mg/kg
26113 -26115 [ 5 98.50 | 12133 | 11600 | 9933 : <
26116 - 26118 06 69.00 L11.67 | 113.33 | 106.67 | -
G3 Mid Dose: 750 mg/kg
26125 - 26127 09 7167 | 7867 | 10533 | 8883 || - |
26128 - 26130 10 [18.00 | 131.17 126,83 £6.83 | | g :
G4 High Dose: 1000 mg/ke
26137 - 26139 13 12233 | 13767 | 14367 || 10400 ) 2
26140 - 26142 14 107.33 .| 127.67 126.17 93.50) " v
GIR Control Recovery Dose: (| mg/kg
OIS 7o | 10367, | 11333 | 9983 | 10183 | |92.07 | 9617
26152 - 26154 18 126.50 | 11500 | 129.33 | 109.17 | |93.67 97.83
G4R High Recovery Dose: 1000 mg/ke
26161 - 26163 21 93,00 | 11150 | 11450 | 9750 | lo367 | o9g.17
26164 -26166 Ao, 110.67 108,67 127.83 108.00 104,17 104,33

For Restricied Circulation Only
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APPENDIX - V (Contd.)

Sex: Female

Study Report for Study

* Individual Animal Feed Consum ption

No.: PRADO/TON 261

| (zm/cage)

Animal No. CageNo, Ll s T]‘?a{mﬂi.])ar_._ | S il i
' 8 15 22 28 35 | 42
G1 Control Dose: 0 mg/kg
26107-26109 | g3 7267 | 9333 | 8267 | 7433 - |-
26110 - 26112 04 $8.33 | 10000 | 93.00 | 17333 - S |
G2 Low Dose: 500 mg/kg
26119 - 26121 07 9833 | 9683 | 10433 8767 . |l =
| 2612226124 08 | 9333 | 10217 L1207 | fvasl || - |_ -
(3 Mid ' Dose: 750 mg/kg
26131 - 26133 E 88.50 | 97.00 | 93.67 | 8467 e
26134 - 26136 12 9133 | 10033 | 98.17 | 78.83 = 0
G4 High Dose: 1000 mg/kg
26143 - 26145 15 8250 | 8183 | 93,67 73.33 I -
2614626148 | 15 [ Theso | 7983 | 8217 | 900l || - -
GIR Control Recovery o Dose: 0 my/kp
26153 - 26157 (8. .f 833, | 9l.00. | .9350. |.#333 | 5133 | 6017
Tf';lhfe??-:-.ﬂilﬁ" 28, EliE7.17 | 7530 L1 et bil B snll [ Tza.27 | 5967
G4:R High Recovery ' Dose: 1000 mg/ke
Mélﬁﬂ-?fﬂﬁi 23 88.67 | 87.17 103.00 | 8350 56.83 | 60.17
{ 2607026172 | g6.17 | 8133 | 11007 | 7500 | [8re7 | 8650

b

Far Restricted Circulation Only
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Study Report for Stud

v No.: PRADO/TOX-261

APPENDIX — VI: Individual Animal Ophthalmoscopic Examination
Sex: Male
Animal No. hi| 8 1= E?Je sl 0 IF A1}
Right | Left
G1 Control Dose: 0 mg/kg
26101 NAD | NAD
| 26102 Ol s T T T |
il 26103 NAD NAD i
26104 NAD NAD |
26105 NAD LN A
i 26106 NAD i NAD
(G4 High Dose: 1000 mg/kg
26137 NAD NAD
aam | L1 NAD T NAD
[T 26139 | NAD LI THT an T
26140 NAD NAD )
T 26148 NAD INAD
26142 wan - NI I NAD
GIR Cunirul.llecwery Dose: ( mg/kg
26149 NAD NAD
26150 NAD | NI T TRa
I 26151 NAD NAD
1T 26183 NAD NAD
26153 NAD NAD B
26154 NAD | " NAD
G4R High Recovery Dose: 1000 mg/kg
26161 NAD NAD
TR[e T OV 0 e (il T NAD
26163 NAD T Nap
26164 NAD " Wikan
i IE=T NAD -' . NaDp
26166 CWAD, Ml

Mote: NAD = No Abnormelity Detected:

Far Restricted Circulation Only
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APPENDIX - VI ( Contd.): Individua

Sex: Female

Study Report for Stud

Animal Ophthalmoscopic |

y Mo PRADOMTOX-201

Examination

Animal No, . Lo S TR | E‘ie__ L | ==t _
Right Left
G1 Control Dose: 00 mg/kg
26107 NAD NAD
i 26108 NAD NAD
26109 NAD 10 NAD T
26110 NAD NAD
26111 i NAD NAD N
26112 NAD NAD
G4 High Dose: 1000 mg/kg
26143 NAD NAD
[z TTHETR s TN T ~ap -
WITE zewe T T b W 1 Nan i
i 26146 N wam LW N map
R zesdd 000 NAD B i ke
51 || 26148 el w8 i 1 o K
GIR Control Recovery Dose: 0 mg/kg
26155 NAD NAD
T 2eask L7 : JARPRN |1 (1TE R T o
26157 NAD NAD !
{ 26158 iLiE NAD NAD =
2615¢ NAD NAD
1 Ezetet i NAD " NaD
G4R High Recovery Dose: 1060 mg/kg
26167 1" Nap ‘ NAD
T T Fzares . sl Rl NAD
26169 TN waon 7 il __lému__ - i
26170 NAD NAD
26171 NAD NAD i
26172 NAD NAD j

Maole: MAD = No r‘-\qanm'lmzlil}f Detected
|

¢ For Restricied C i_in_-uizltiun Cinly
|
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Study Report for Study No.: PRADO/TOX-261

APPENDIX - VII: Individual Animal Hematology

Sex: Male

Animal | WBC |' RBC | HGB | HCT [ MCV ' MCH |MCHC|| PLT | | PT [ APTT RETICS
No. |

(10% pL)}(mv )| L) | (%) |' (L) .J () | (L) |{m3mL‘: (sec) f (see) | (%)
G1 Control

Dose: 0 mg/kg

26101 | 2870 | 7.26 | 13.70 | 4320 | 59.50 | 18.90 | 3170 | 538.00 21.61 | 2440 | | 14

26102 | 1470 | 638 | 11.80 [ 36.10 | 56.60 | 18.50 | 3270 408.00 20.79 | 2370 | | 1.0

26103 | 16.00 | 9.36 | 1620 | 53.00 | 56,60 | 17.30 | 30.60 842,00 '2['.3_5J 2620 | |12
| 26104 | 1230 | 699 | 13.20 | 42.30 | 60.50 | 1890 | 3100 826,00 | 21.45 | 2170 [16
26105 | 2630 | 697 | 1350 | 40.90 | 58.70 | 19.40 | 33.00 | 1145.00] 1171 | 2430 | | 1.0
| 26106 | 19.40 | 882 | 1580 | 49.50 | 56.10 | 17.90 | 31.90] 81500] 13.86 | 21.60 IR
G2 Low

Dose: 500 me/ke

26113 | 13.70 | 7.79 | 13.90 | 44.00 | 56.50 | 17.80 | 3160/ 1016,00|] 1431 | 33.90 | |13
26114 | 1539 | 734 | 1380 | 42.00 [ 5740 | 1880 | 32.801| 927.00 || 2027 | 270 | Tia"
26115 [122.80 | 7.72 | 13.90 | 43.50 | 56.30 | 18.00 530 940.00 || 1440 | 2350 | |12
| 26116 3750 | 68 | w30 (18770 | soog | 19.60 | 32,60 695.00 | 20.88 | 1900 |16
26117 3350 | 681 | 1240 | 13860 | 5670 1820 | 32.10 | 906,00 || 16.61 | 2470 | |10
26118 [ 550 | 737 | 1390 | 4410 | 5980 | 18.90 | 3050 892.00 | 1661 [ 29,60 | 1.6
G3 Mid Dose: 750 mg/kg
26125 | 24.10 | 699 | 12:60 [13920 | 56,10 | 18.00 | 32,10 | 82800 1849 | 22.80 | 1.0
%6126 [[1220 | 6.96 | 1210 | 38.40 | 5590 | 1740 | 5150 832,00 | 1679 | 39.30 | e
26127 | 1340 | 735 | 1330 | 41.80 | 56.90 | 18.10 | 31.80 |l 663.00 | 17.04 | 2340 | 1o

26128 || 850 | 9.0¢ | 16.00 | 5180 | 5730 17.70 | 30.90 | 724.00 | 18.13 | 24.80 | 1o
26129 8.30 | Q.10 17.00 52.60 57.80 18.70 32.30 T72.00 [ 728 28.10

l.
I,

| d i il . .
26130 £.00 9.56 | 1770 | 35.90 | 58.50 | 18.50 | 3170 | 614.00 | 17.28 | 23.00 |

a

g
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Sex: Male

APPENDIX - VI (Contd.): Individual Animal Hematol

Study Report for Study

No.: PRADGTOX-261

gy

Animal | WBC | RBC | HGB [THCT | MCV | MCH |MGHG| FLT || PT [APTT RETICS
N Jae e po| @an) | () | ) | @9 | @b | ACmL) | e | (see) | (%)
G4 High Dose: 1000 mg/kg
26137 | 1240 | 726 | 1240 | 39.60 | 5450 | 17.10 | 3130.] 1090.00]] 1549 | 200 | T3
26138 1970 | 665 | 12.80 | 38.80 | 5830 | 1920 | 33000 | 98800 1807 1920 | 1.0
26139 | 1930 | 7.18 | 1330 | 40.50 | 5640 | 1850 | 3280 | 82200 | 17.c1 | 1830 | 12
26140 | 2050 | 7.11 | 13.40 | 41.80 | 58.80 | 1880 | 3210 | 848.00 || 20.88 | 19.40 =R
26141 | 2570 | 782 | 13.90 | 4440 | 56.80 | 17.80 | 31501| 92700 || 2085 25.10 | 1.4
2614z | 2620 | 7.89 | 15.80 | 44.80 | 56.80 | 17.50 30.80 | 94400 [ 17.73] 2780 | 14 |
GIR Control Recovery Daose: 0 mg/ke
26149 | 29.10 | 740 | 13.80 | 43.40 | 58.60 | 1860 | 3180 | 433,00 [[21.05] 3430 | 16
26150 | 1650 | 675 | 13.00 | 4020 | 59.60 | 1930 | 3530 77500 || 2030 | 4650 | 14
26151] | bleo | 839 | 1480 | 4790 | 57.10 | 17.60 | 30be | 868.00 | 1894 2850 1.6
agisp] | 4030 | (781 | 14,00 [ 4420 | s6:60 | 1510 | B0 100600 ] 19.75 | 730 | s
26153 | 1680 | 7.67 | 13.50 | 4320 | 5630 | 17.00 | 3130 _?tﬁﬂ_n_" 1890 3040 12
26154 | 1400 | 648 | 1210 | 38.30 | 5940 | 1870 | 3140 | $98.00 12200 | 2160 | 14
G4R High Recovery Dose: 1000 mg/kg
[ 26161 | 370 | 9.08 | 15.10 | 5010 [ 5520 [ 16.60°] 30,10 | $92.00 | 21.62 | 20.50 1.4
2162 | 1710 | 814 | 1430 | 4570 | s56.10 | 17.60 1 31.30 | 913.00 | 2006 | 2090 | 14
| 26163] [ 1050 | 8.14 | 1420 [ 4430 | 5440 | 17.40 | 5210 | 94300 1992 | 1530 iITH
26164 | 450 | 794 | 13.40 [ 43.40 | 5470 | 1690 | 500 | 746,00 | 2258 | 1460 | b2
26165 | 1980 | 7.62 | 13.90 | 43.70 | 5730 | 1820 | 3180 | 893.00 | 22.17 | 1520 2
26166 | 1000 | 726 | 1370 | 4410 | 60.70 | 1890 | 31,10 | 866,00 [22.78] 1570 | 1.4
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APPENDIX - VII (Contd.): Individual Animal Hematolo

Study Report for Study

No: PRADOITOX-261

ay
Sex: Female
Amimal | WBC | RBC | HGB | HCT | MCY | MCH |MGHG| PLT || PT | APTT RETICS
No- 0% w10 ) (@dly | (%) | (L) (p2) | (gdl) | (109D | (seo) | (sec) | (%)
G1 Control ' Dose: 0 mg/kg
26107 | 970 | 730 | 1340 | 4130 | 5660 [ 18.40 | 32440 | 95500]|25.93 | 2130 | 13
26108 | 5.0 | 707 | 13.50 | 4020 | 3690 719,10 | 3360 | 1016.00 2696 | 2620 | 16
26109 | 1220 [ 726 | 1410 | 4230 | 5830 | 1940 | 3536 | £81.00 2699 2000 14
26110 | 1970 | 782 | 13.70 43.90 | 56.10 | 17.50 3120 | 517.00 | zﬁji 3000 10
26111 | 7.80 | 535 | 1020 | 31.70 | 5930 | 19.10 | 3220 | 694.00 |[30.14 | 1810 14
26112 | 7.90 | 534 | 1020 | 3150 | 5900 | 19.10 | 3240 | 669.00 || 2017 | 1840 | 12
G2 Low Dose: 500 mgrke
26119 | 1390 | 679 | 12.90 | 38.60 | 56.80 | 19.00 | 3340 |1101.00] 2833 3120 14
26120 | 1140 | [654 | 12.60 | 37.40 | 57.20 | 1930 | 3390 | (95100 12975 | 2460 12
26121 [ 760 | 7.05 | 1370 | 40.00 | 56.70 | 1940 | 5430 | 840,00 | 2043 | 3840 14
26122 | 480 | 660 | 13.40 | 39.60 | 60.00 | 2030 | 3350 | 99200 | 1330 1880 1.0
| 26123 | 860 | 7.10 | 1400 | 42.00 | 5930 | 1970 | 3350 | 105000 | 1628 2450 14
26124 [ 1250 | 680 | 12.80 | 3840 | 3650 | 1880 | 3550 942,00 | 18.88 | 24.80 [ 12
G3 Mid Dose: 750 mp/ke
26131 | 7.60 | 695 | 1320 | 3970 | 57.10 | 19.00 | 3320 | |841.00 | 24.93 | 2330 13
26132 |1930 | Jos2 | 13.50 | 39.10 | 3650 | 19.50 | 345011 98200 | 2100 2320 13 ]
26133 | 590 | 727 | 1440 | 42.00 | 57.80 | 19.80 | 34.30 | $38.00 | 18.03| 2480 14
26134 | 510 | 650 | 1290 | 3740 | 5750 | 19.80 | 3450 | 94300 [21.09| 2230 12
| 26135 [[[980 | 686 | 15.70 | 4010 | 5850 | 3000 | 3450 1052.00 | 18.07 | 2160 1.0
26136 | 450 | 908 | 1750 | 5100 | 5620 | 1930 | 3430 | 143.00 2112 | 2220 | 12
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APPENDIX - VII (Contd.): Individual Animal Hematold

Sex: Female

Study Report for Study

ey

No.: PRADO/TOX-261

Animal | WBC | RBC | HGB | HCT | MCV | MCH |MCHC| PLT | PT | APTT RETICS
No- fawy oy 0w )| @aLy | o | @ | oo | @il (00| (seo) | er) | (o)
G4 High Dose: 1000 mg/kg
26143 | 1590 | 737 | 1370 [ 41.10 | 55.80 | 18.60 | 33.30 | 931,00 | 3.00 | 3130 13
26144 | 600 | 684 | 1330 | 39.30 | 57.50 | 1940 | 33.80 | 815002127 | 2670 1.0
26145 | 760 | 6.92 | 1420 | 4140 | 59.80 2050 | 34.30 1089.00| 1574 | 20.80 1.2
26146 | 6.70 | 6.64 | 1320 | 38.90 | 58.60 | 19.90 | 33.90 | 892.00 | 9.1 | 2200 14
26147 | 1800 | 650 | 1290 | 38.10 | 58.60 | 19.60 | 33.90 82100 ] 741 | 2520 12
26148 | 1400 | 6.65 | 1230 | 36.70 | 5520 | 1850 | 33.50 921,00 953 | 2870 [ 12
GIR Control Recovery Dose: 0 mg/kg
26155 | 920 | 660 | 1320 | 40.50 | 61.40 | 20.00 | 32.60 | 89300 | 1890 | 15.60 18
26156 | 1300 | 655 | 13.80 | 43.00 | 65.60 | 2110 | 32.00 | 943.00 || 1.84 | 22,60 1.4
26157 | 1720 | 529 | 9.60 | 2970 | 56.10 | 18.10 | 3230 | 853.00 [|2000 | 19.80 @ 14
26138] | 1950 | 7.16 | 1240 | 57.90 | 5290 | 1730 | 320 | 100400 | 1836 1910 16
26189] || 11350 | 1735 | 420 [l4zs0 | 5630)| 1820 | B34 L esin | 1795 | 100 12
26160 [ 15,50 | 748 | 14.30 | 43.10 | 57.60 | 19.10 | 3320 | 101600 | 19.60 | 21.80 [ 12
G4R High Recovery Dose: 1090 meo/kg
26167 | 1490 | 727 | 13.30 | 40.10 ijs.zo 1830 | 3320 | 869.00 2132 | 16.50 16
26168 | 1070 | 6.67 | 13.60 | 40.10 | 60.10 | 20.40 | 33.90 |1055.00 |1928 | 1670 12
26169 | 1340 | 7.12 | 14.50 | 42.60 | 5970 | 2030 | 3400 88500 [[20.54 | 1850 14
26170 | 1220 | 755 | 1370 [4ieo | 55.00 | 1810 | 3290 [ 77100 | 2054 | 1600 12
26171 | 990 | 757 | 1410 | 42.60 [ 5630 | 18.60 | 33.10 | 96600 | [19.07 | 1900 14
26172 | 17.80 | 7.42 | 1330 | 4060 | 54.70 | 17.90 32.80 | 961.00 | [20.16 | 2000 | 14
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Study Report for Study

No.: PRADOSTOX-261

APPENDIX — VIII: Individual Animal Differential Leukocyte Count (%)
Sex: Male
Animal No. | Neutrophils Il Lymphocytes | Monocytes Eminﬁ'{i&hiiz: f Basophils
G1 Control Dose: 0 mg/kg
26101 22 75 2 l 0
26102 27 69 | 2 L |
iz || 2z 7 | 0 6
26104 23 74 0 3 0 N
26105 28 69 B E 2 B |
26106 20 78 0 ! ,i I
G2 Low Dose: 500 mg/ke
26113 26 72 0 | !
26114 30 67 1 2 0
- 26115 2 74 1| 3 B i
| 26116 29 68 FI | e L
[ 26117 27 e i 1 (I 0
26118 RN | | 0
G3 Mid Dose: 750 mg/kg
26125 29 68 | f 2 0
26126 27 72 s 1 T
26127 20 77 0 3 | 0
26128 27 69 I 2 | il
26129 251 TN 0 3|l | 0
26130 30 67 E 2l 0
For Restricted Circulation Guly Page 34 of 118




APPENDIX - VI (Contd.): ln[]i't-'.’:!rmlhﬁnim:-:l Differential Leukocyte Count (%)

Study Report for Study| No.: PRADO/TOX-261

Sex: Male

For Restricted Cireulation Ouiy Page 84 ol 118




APPENDIX — VIII (Contd.): Individus] Animal Differential Leukoc

Sex: Female

Study Report for Study

No.: PRADO/TOX-261

yte Count (%)

Animal No. [ Neutrophils ] Lymphocytes | Monocytes Eosinophils Jl Basophils
G1 Control Dose: 0 me/kp
26107 21 78 0 | "
26108 22 75 | 3 | o
[ 26100 29 69 I ! 0
26110 2 7y 0 0 I a
26111 30 69 0 1 0o
iz | 23 Il & I > T
G2 Low Dose: 500 mg/kg
26119 23 74 | 2 0
| 26120 29 70 0 ! 0
26121 27 7l 0 > 0
26122 T I & u 0
26123 26 70 ! s 1
26124 29 69 0 ) 0
G3 Mid Dose: 750 ma/kg
26131 26 7 | i 0
26132 23 74 E 5 I S T
26133 30 68 0 ! | :
26134 29 70 ] 0 0o
[ Hei3s 25 75 0 ol [T &
Beids | Tael [l e [T o HIEY! W 0
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APPENDIX — VIII (Contd.): Individual Animal Dilferential 1

Sex: Female

Study Report for Study

No.: PRADO/TON-261

yte Count (%)

Animal No. | Neutrophils || Lymphocytes I[ Monocytes Eosinophils I| Basophils

G4 High Dose: 1000 mg/kg
26143 28 2 0
w144 | 2 2 !
26145 27 > 0

| 26146 27 2] 0
26147 30 I
2--6148 23

GIR Contral Recovery

26155 20
2156 | 18
157 | 15
26158 | 20
w18 [ 2
26160 I8

G4R High Recovery

26167 &
26168 17

26169 22
26170 19

26171 | | 24
B G )

26172
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APPENDIX - XI: Individual Aximal Microseo

Study Report for Study

No.: PRADO/TOX-261

pic Urinalysis

Sex: Male
Animé] No. _ Microscopic
, Pus Cells | Erythrocytes Epithelial cells Crystals Casts
G1 Control Dose: 0 mg/kg
26101 0 0 0 0 )
L2z [0 g | @ 0 .
26103 0 0 0 0
26194 0. 21 R0 0 0 0
26105 0 5  |e B i 0
26106 o || 0 | 0 , 0
G2 Low Dose: 500 mg/kg
12688 N9 0 0 0 0
0 O O 2
Tabs [ o 1 B L t 0
26i16 ol T e 0 1 T
Tasifel 00T 7T o 0 0 0o
L2688 Flivor T[T o Y oW 0 0
G3 Mid Dose: 750 mo/ke
26125 0 0 0 0 |
26126 0 0 0 0 =
26127 0 0 0 0 i
26128 il o 0 ME i
26129 il 0 0 0 0
26130 0 0 0 WL b
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Sex: Male

APPENDIX — X1 {Contd.): Todividea! Animal Microscopic Ur

Study Report for Study

No.: PRADO/TOX-261

rinalysis

Animal No.

Microscopie

|  Pus Cells |r Evythroeytes | Epithelial celis f Crystals Casts
G4 High Dose: 1000 mg/ke
26137 0 0 0 | I ' 0
26138 0 6 | 0 Gl 0
| 26139 0 I R 0 0 0 ki
36140 0 o |l i l B
T z61b1 0 0 0 e U 5
26102 0 0 0 0 | 1
GIR C:a_}nfruf Recovery i ; Dose: 0 mg/ks
26149 Bl L 0 AL G0 [0 R
w150 | o 0 0 0 0o
| 26151 0 0 i T oL I A
6152 | 0 0 10 WU Wy Ty
L 26133 [| ¢ 0 L G 1 DO 0 0
26134 0 0 ] | 0 0
G4R High Recovery Dose: 1000 mg/kg
26161 0 0 0 galli} g
Taste [T 0 20 TR ol T T
L1 0 A i 0 ol B T =1
26164 0 0 1 b 0 L
26065 0 0 il 0 o |
- 26146 0 0 0 | 0

I

Al
i ..

'l

.

|

1
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APPENDIX — XI (Contd.): Individual Animal Microscopic Ur

Sex: Female

Study Report for Study

No.: PRADO/TOX-261

inalysis

Animdl No. Mieroscopic
Pus Cells | Erythrocytes | Epithelial cells ‘ Crystals Casts
G1 Controel Dose: 0 me/ke
26107 | 0 0 0 0 (0
26168 0 0 0 0 0
26109 0 0 0 0 0 i
26110 0 0 0 0 |
26111 0 0 N 0 0
26112 0 0 0 0 | 0
G2 Low Dose: 500 mg/kg
26119 0 0 0 0 ‘ 0
B IR I e LTV T 1
1] 26131 0 W e 9 HE o8 | 0
26122 0 o 0 0 | R
26i [T 1TRI 0 0 0 0
26124 0 0 1o N Gw T o
G3 Mid Dose: 750 mp/ke
26131 0 0 0 0 | 0
26132 0 0 0 0 I
26133 K 0 0 LT
[ 26134 0 0 0 0 ! 0
26135 | 0 0 ST a ([ ald r 0
26136 | 0 0 0 0 | |
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Study Report for Study No.: PRADO/TOX 261

APPENDIX — XI (Comtd.): Tndividual Animal Microscopic Urinalysis

Sex; Female

Kl N Mieroscopic
Pus Cells | Erythrocytes | Epithelial cells Crystals Casts
G4 High Dose: 1000 mg/kg
26143 0 0 0 0 0
26144 0 0 | 0 | i
26145 ofl Il 2 1 o =0T
[ 26146 0 0 0 0 0
26147 0 0 100 0 0
26148 0 0 0 | ! | 0
GIR Control Recovery Dose: () mg/ke
12655 |1 | o]l (11 o o IR afid| o
26156 | o e Y T
| 26157 il 0 N} L 0
W O O O O 1 | ) 5
I T A ) O | 01 4
26160 0 | 0 0 0 0
GAR High Recovery Dose: 1000 mg/ke
26167 gl 0 ' 1 0 | i
26168 0 _' 0 0 0 G
26169 0 0 0 I 0 E
26170 0 0 0 0 0
6171 | g 0 R | gl o4
{ 25t || 1l 0 | 0 0 0
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Study Report for Study No.: PRADO/TOX-261

APPENDIX - XII: Individu:l Animal Gross Pathology Findings

Sex: Male

Animal No. Organ Dhs'&r_vations
. External Internal
G1 Control Dose: (0 mg/kg
26101 - NAD NAD
| 26102 | - NAD I NAD -
[ 26103 : NAD NAD
__zEwT_I' T  NAD NAD
[ Bes || i  NAD NAD ]
26106 - NAD NAD B
G2 Low Dose: 500 mg/kg
26113 | : NAD NAD
26114 L NAD NAD
28115 - NAD NAD N
E: TE NAD i | NAD :
-_3"1-5"1'17.___ T NN NAD
T NAD NAD N
G3 Mid Daose: 750 mg/ke
26125 ! NAD NAD
26126 : NAD NAD
6127 I NAD NAD
26128 il | NAD I NAD
Stemach- Minimal focal
in size ol right testes
| 26130 o AT T CHAE s - e S e

For Redtricted Circalation Only
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Study Report for Study No.: PRADOTOX-261

APPENDIX - XII (Contd.): Tndividual Animal Gross Pathology Findings

Sex: Male

Ah:iinal No, | Organ i 1
i [ | Fxternal Internai
(4 High Dose: 1000 mg/kg
26137 | I | NAD NAD
b6z || ! _' ~ NAD . THI- Tiss |
e M1 <TIH  NAD NAD
R 1111 - ~ NAD | NAD
16141 | | . | INAD | NAD I
(0 2 NAD Mimm':‘;ﬁﬁ;“;;” L
GIR CUntml.'Ruum'cry . Dose: 0 mg/kg
126149 | il NAD 1 Rl NAD
| Bease BTTCUIE=0T00 | wan T T Tan
| hgis1 | g | Tsms [T T a1
34152 | . W] _ NAD NAD N
26153 2 NAD NAD
2&j54 , - . NAD NAD
G4R High Recovery Dose: 1000 mg/kg
[ deer T NAD A vap
I adie N T A T R TE
A - | | NAD
I 0 | i NAD Wl s T
26165 I Ay 1 NAD
| 2666 | T 1T NAD | CliNap | '

{1
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APPENDIX - XII (Contd.): 1ndividnal Animal Gross Pathology

Sex: Female

Study Report for Study

No.: PRADOYTOX-261

Findings

Animal No. Orgaln izt i s
External f Internal
G1 Control | Dose: ) mg/ke
%107 | 3 NAD | NAD
26108 | =  NAD NAD
| 26109 ) NAD NAD
26110 J NAD NAD 7
26111 5 NAD NAD B
26112 : NAD NAD )
G2 Low Dose: 500 mg/kg
26119 s NAD | NAD
B W0 T s (I W s T
26121 | : NAD NAD
il i L NaD |
26122 | § NAD NAD
[T 26123 : NAD | NAD
Il B4 : NAD NAD
3 Mid Dose: 750 mg/kg
26131 . NAD NAD
| 26132 000 NAD ] W e T
Il 2diss : NAD NAD
26134 . NAD NAD
[ Zéﬁl.}ﬁ L  NAD NAD |
26136 ST NAD LR (T e
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APPENDIX — XTI (Cortd.): Individua! Animal Gross Pathology

Sex: Female

Study Report for Study

No.: PRADO/TOX-261

Findings

Anii:'nal No. Organ Observations
| External Internal

G4 High Dose: 1000 mg/ke
26143 ] | NAD NAD

| 26144 2 NAD NAD |
%145 ; NAD NAD
%146 | || i T AD NAD i

[ 26147 - NAD NAD
26148 - NAD . NAD

GIR Control Recovery Dose: 0 mg/kg
26155 ! | NAD NAD
26156 | AT nam TRl NAD

[ 36157 ! _! NAD NAD
26158 A E NAD | ET
26159 | L ‘ ‘ NAD | NAD

26160 i  NAD Il ' &ap ~ |

G4R High Recovery Dose: 1000 mg/kg
26167 - NAD 'NAD
26168 i NAD NAD
26169 : NAD NAD
26170 B NAD NAD |
26171 I NAD Wiless |
26172 : NAD 1 E S

For Regiricted Cirenlation Oniy
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Study Repaort for Study

No.: PRADO/TOX-261

APPENDIX — XIII: Individual Animal Absolute Organ Weight (gm)
Sex: Male
Animal | |
NU.-.-'i Liver |' Spleen | Heart | Thymus | Kidneys | Adrenals | Testes | Brain
G1 Control v Dnstl: 0 mg/kg
26101 | 9589 | 0980 | 0708 | 0.475 | 1981 | 0.027 || 2503 | 1885
26102 | 6429 | 0601 | 0517 | 0141 | 148 | 0030 | 2216 | 1ea
26103 | 7621 | 0610 | as2 | oniz | 1ame oot (| 2253 | 123
26104 | 8048 | o580 | 0653 | 0213 | 1312 | 0.031 || 2063 | 1317
2eibdl | 785 | 0ssd || o731 | e | 1908 ool [l 255 | 1m
126108 | 9207 | 0732 | 0787 | 0199 |_ 1730 | 0022] || 2207 | 1716
G2 Low Dose: 560 my/ke
26113 | 8706 | 0539 | 1.030 | 0292 | 1.799 | 0.027 || 1.845 | 1631
toartd | 630 | o380 | 0575 | oas3 | 1268 1l Te.0d8l 1l 6308 | 1579
I:zﬁus_ 7085 | 0688 | 0590 | 0.157 f:.ﬂr?ls._ | 2s] _' i__13|__:_|.393
26116 | 10704 | 1181 | 0843 | 0257 | 1927 | 0037 || 2333 | 1.809
26117 | 8200 | o895 | 0693 | 0267 | 1646 | 0.029] 12158 | 1156
26118 | 9293 | 0468 | 0735 | 0105 | 1702 | 0025|2543 | 1600
G3 Mid Dose: 750 mg/kg
26125 | 7412 | 0737 | 0582 | o016 | 1302 | 0021] || 2198 | 1.495
26124 | 5040 | 0322 | o702 | owse | 14b2 (llocasl|l 2001 | 177
Tporad | soda | [p75a | oeos | 010 | 1.ev llloosa] (250 | 1.1a3
Tosrad | s98s | 0525 | 069 | 0223 | 1883 Ulloosal | z1se | 1ase
261200 | 4881 | 0306 || o611 | 0.096 | 1260 | 0.ozs||1z1is1 ‘"Lﬁfai_
26130 | 6070 | ga17 %Eﬁq‘) 0.008 | 1.740 m}?i 2216 | 1.544

For Restricted Civculation Only
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Study Report for Stuidy

APPENDIX - XTHI (Contd.): Tndividual Animal Absolute Organ

Noo PRADOTOX-261

Weight (gm)

| |
Liver Spleen | Heart [ Thymus | Kidneys | Adrenals | Testes Brain
Dose: 1000 mg/kg
10755 | 0.663 | 0932 | 0.183 | 2119 | 0024 || 2859 | 1344
~7uss |[loses | om1 | oaes | 1670 | loose || 2340 | 1650
| 7069 |1 0452 | o34 | o046 | 1ae7 | 0050 || 1987 | 1387
o4 |1 o607 ["oa2 | o234 | 1410 | loose || 157 | 1291
126148 | 7526 | 0660 | 0770 | 0174 | 1379 | 0035 || 1137 | 160
2ol | 7dnd (107 [ om0 | 021 | 1496 | 003 ||| 1010 | 1sss
EGIR;# ntrol lllmf;nvery Dose: 0 mg/kg
26188 | 1ols4s |1 0713 [ o874 | 6231 | 1782 | 0.030 ]| 2.656 | 141
26108 | 740a| []o01 | o622 | 0206 | 133 [ o3 || 1599 | 1781
26188 | 7392|0345 | ozas | 009 | 1656 | o031 || 0883 | 1672
26152 | 9.109 055 | 0.79 0099 | 1807 [Todar || 2534 1779 |
26380 | 999 | |lo63s | 003 | oas7 | 2181 | od3d || 2145 | 1698
Tas1sd | 10503 [ 06s | 0947 | o2 2000 | 0036 || 208 | 1ess
G4Rl gh Recovery I)ﬁsc: 10060 mg/kg |
(20168 | 9041 | 0637 | 0845 | oo | 1703 0.031 || 2249 ‘ 1.702
2t | 8350 [||0ss2 | o878 | o201 | 1em1 | oosz || 2518 | 1730
216l | s (010 [ ooss | ois0 | 1568 | 0.039 || 0892 | T1.564
26164 | 7345 ._:{1.952 | 0838 0257 | 1678 | 0035 || 2452 | 1.6%
2614 9987 |||p893 || 1787 | oass | 1osd | loo3a || 2521 | 1502
2614 NgeT | | p.349 | 0940 | 0.194 2.062 0.038 | | 2.875 |.666
g | ! il i1l
1 |
ol
.l |
g N |
IIBr' lR;;_ _"ii;ilei;(.‘glircu'ati;rl;l‘.:lllliy Page 107 of 118
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APPENDIX - XIII (Contd.): Individual Animal Absolute Organ Weight (gm)

Study Report for Study No.: PRADO/MTON-261

Sex: Female

Animal |

Nu%,, . : Li P:er Spleen | Heart Thymus | Kidneys | Adrenals | Ovaries | Brain
Gl Cnﬁrul | Dascl: 0 mg/ke
S| odes | 10382 | 0590 | odos | 1315 [[1Toedy [] 0095 | ress
Teolilll] 4847 10530 [ 053 | ose | 097 oot Tooes | LaTs
2610001| 6402 ||/bse0 || o621 | 092 | 1201 |l10.038 || 0,068 | 160
261101| 6962 |[[0s15 || 0648 | 0172 | 1250 |l 00ds || 0004 16
26111} | 6377 | 10450 | 0.659 | 0228 | 1259 || 0048 || 0.089 | 160
261120| 7052 | 6538 | 0699 | 0187 | 1372 |05 || 0097 | 1579
G2 Low Dose: 500 mg/kg
261080 ) 5683 ||0423 | 0577 | 0156 | 1.066 | 0.027 | 0065 | 1360
26120| | 5497 | 0446 | 0671 | 0148 | 1135 | 0.047 || 0098 | 1752
sl oA IIEEER oser | oaza | 1285 MThon 0.074 | 1.689
26122 | 5919 | 0413 | 0643 | 0198 | 1082 | 0036 | 0093 | 1677
_jﬁlzs 7.385 0.577 0.697 0.252 1.513 0.046 0.075 1,799
szt 735 16953 || orss | 0263 | 1407 0052 | (0079 | 1662
G3 Mid ' J . [ Dose: T:'SI'I' mg/kg
26131 | 6452 | (0474 || 0652 | 0126 | 1311 || 0.060 | |0.083 | 1651
26132 | s3ks |110479 | o608 | o168 | 1317 | 0048 | 0092 1727
| 2euatl| osle| [Ilsiz | [[oe2s | 0151 | 1205 [Toossl T o 1722 |
26134 || 58l7 | 0444 | 0633 | 0166 | 1152 | 0.038 | 0084 | 177
| 26135 || 6781 | 0426 | 0672 | 0169 | 1223 | 0050 | [0.083 | 1706
26136 5.539 ‘ 0.496 0.525 0.201 | 1.243 0.042 0.088 1.700

For Restricted Circulation Only Page 108 of 118
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APPENDIX - XIII (Contd.): Individual Animal Absolute Organ W

Sex: Female

Study Report for Study

Noo: PRADOMTOX-261

Veight (gm)

Animal _ |
Mol Liver Spleen Heart | Thymus | Kidneys Adrel,:mls Ovaries | Brain
G4 High Dose: 1000 mg/ke
26143 | 4.890 | 0355 | 0630 | 0.178 | 1159 | 0.036 || 0.069 ‘ 1.542
26144 || 5200 | 0325 | 0544 | 0481 | 1065 | 0039 || 0080 | Leoo
w142l odlz (1ol [ osse | oumsl | 12% | ocda I cose | 1sss
26146 || 6961 ||0430 | 0618 | 0.037 | 1160 | 0032 || ooss | 150
2617 || 63%6 | [back | csus | o0uss| | 1355 | o0d [Tooss | 158
26148 || 6915 || 0501 | 0636 | 0189 | 1265 | ood2 |1 0075 | 1653
G1R Control Recovery DUW‘: 0 mg/kg
26155 | 5822 | 0763 | 0625 | 0354 | 1266 | 0046 || 0001 | Ls78
26156 | 7264 | 0.657 | 0611 | 0102 | 1438 | o041 || 0072 | 1676
26157 | 6901 | 0391 | 0651 | 0134 | 1.403 | 0048 | | 0069 | 1610
26158 | 5446 | 0538 | 0603 | 0.124 | 1153 | 0047 |[o0084 | 1.593
26159 | 6912 | 0398 | 0784 | 0199 | 1370 | 0054 || 0070 | 1610
26160 | 7550 | 0710 | o828 | 0131 | 1551 | 0056 ||0.095 | 1791
G4R High Recovery Dose: 1000 mg/kg
26167 | 6928 | 0554 | 0751 | 0378 | 1707 | 0050 |]0.052 | 1.698
26168 | 5680 | 0439 | 0.658 | 0423 | LI88 | 0039 | 0051 | 1374
26169 | 6.582 | 0694 | 0706 | 0.065 | 1331 | 0020 ||0.091 | 1235
26170 || 5.771 | 0505 | 0555 | 0.108 | 1242 | 0.029 0.039 | 1574
26171 || 625 [ losoh || vees | o174 | 1235 | 0.0 | o058 | 159
26173 || 6268 |l0ie23 || o666 | o216 | 1172 | 0.045 | 0038 | 1638

For Restricted Cirenlation Only
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APPENDIX — XIV: Individual Animal Organ Weight Relative to Terminal

Study Report for Study

No.: PRADO/TOX 261

Body Weight (gm)

Sex: Male
Animal
No. Liver Spleen Heart | Thymus | Kidneys | Adrenals | | Testes Brain
G1 Control Dose: 0 mg/kg
26101 | 3851 | 0394 | 0284 | 0070 | 079 | 0011 || 1.005 | 0.757
| 26102 | 2546 | 0238 | 0205 | 0056 | 0566 | 0012 ||ogrs | o
26103 | 3402 | 0272 | 0300 | 0.050 | 0706 | 0009 || 0988 | 0553
26104 || 3926 | b2s3 | 0319 | 0.004 | 0738 | 0085 |l0997 | 0542
26105 | 3870 | 0287 | 0359 | 0.069 | 0786 | o0ols || 1.40 ‘ 0.846
26106 | 3.885 | 0309 | 0332 | 0.084 | 0730 | 0009 || 0931 | 0.724
G2 Low Dose: 500 mg/kg
26113 | 4331 | 0268 | 0512 | 0145 | 0895 | 0013 || 0918 | 0811
6114/ 2520 | o157 | 0232 | ooez | osio | ool | lo1se | oe3
26115 | 3470 | 0339 | 0291 | 0077 | o712 | oo | 1050 | o036
26116 | 4451 | 0491 | 0351 | 0107 | 0.801 | 0015 | 0970 | 0952
26117 | 3745 | 0409 | 0316 | 0122 | 0752 | 0015 ||o0985 | 0.38
26118 || 3801 | [oasi | o301 | ooas | oese | 0010 | | Lot | o654
(:3 Mid Dose: 750 mg/kg
26125 | 3901 | (0.388 | 0306 | 0061 | 0685 | 0011 ||1.157 | 0.787
26126 | 2.660 0.170 | 0370 | 0031 | o788 | o012 1056 | n};;?__
26127 | 3707 | 0347 | 0320 | 0055 | 0771 | 0015 | |1.312 | 0527
26128 | 4085 | 0239 ‘ 0309 | 0101 | 0833 | 0015 | 0995 | 0744
| da1lll 2260 | 1oz | ozss | ood4a | osts | oote | loose | o7
26130 | 2.545 | 0175 | 0260 | 0.041 0730 | 0014 | 0929 | 0.647
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Study Report for Study

APPENDIX - X1V (Contd.): Individual Animal Organ Weight Relative to Tern

No.: PRADO/TOX.261

Sex: Male
:Lniip’alf
! N Q_ Liver Spleen Heart i Thymus | Kidneys | Adrenals || Testes I' Brain
Glr4 Illigh Dose: 1000 mg/kg
26137 | 3869 | 0238 | 0335 | 0066 | 0762 | 0.009 || 1028 | 0483
botBa]| 3387 | o257 | 0331 | coes | 096 | 0017 1l 1050 | om
26139 | 3365 | 0211 | 0289 | 0067 | 0761 | 004 || 0907 | 0725
| be1do | 4028 | 0269 | 0355 | 0.104 | 0668 | 0017 || 0598 | 057
- |
26141 | 3558 | 0312 | 0364 | 0082 [ 0747 | 0017 [ 0538 | 0757
26182 | 3209 | 0269 | 0313 | 0093 | 0685 | 0015 || 0437 | 0733
GIR Control Recovery | Dose: ) mg/ke
26149 | 3.795 | D254 | 0312 | 0.082 | 0635 | 0011 || 0947 | 0442
2e150(]| 3011 | 0297 | 0264 | 0087 | 0667 | 00id || osss | ooas
26151 | 2945 | 0137 | 0290 | 0039 | 0660 | 0012 || 0352 | 0.666
36152 | 3450 | 0212 | 0299 | 0.038 | 0.684 | 0010 || 0960 | 0674
26153 | 3709 | 0241 | 0346 | 0071 | o815 | 0013 || 0813 | o643
TR ' W o = |
26154 3.621 [ B216 0.333 0.07% 0.703 | 0.013 (1.733 ! 0.579
G4R High Recovery Dose: 1000 me/kg
26161 3.631 (.256 l (1.339 0.048 (.68 0012 0.903 . 0.084
26162 | 3451 | 0218 | 0347 | 0079 | 0740 | o5 || 0995 l 0.684
Begdlll 239 N 1biss || osse | st | osar | oote |lo3ss | osa
erhll] s34 (163 || 03se || o112 | 0723 | ool 11071 | oaz
26165| | 3378 | 0332 | o664 | 0059 | 0652 | 0083 ||0937 | ose
26166 | 4.032 | 0203 | 0347 | 0072 | 0781 | 0014 ||1.061 | 0615
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e lhe sada n Study Report for Study No.: PRADO/TON.261

APPENDIX - XIV (Contd.): Individual Animal rgan Weight Relative to Terminal Body Weight (gm)

Sex: Female

Allilrl'a'l'é | ' |
No. Liver Spleen Heart | Thymus | Kidneys Adrenals | | Ovaries | Brain
G1 Control Dose: 0 mg/kg
26107 | 3571 | o341 | o346 | 0062 | 0711 | 0019 || 0055 | o5
26108 || 2373 | 0208 | 0357 | 0094 | o594 | 0033 || 0038 | o0s0;
2ot || 3352 |Toass || o3ss | ome | o7 | oo || oo | 0963
serib| | s2as |07 | o3es | o052 | oem | oos | 0051 | 0879
eo1fill| 398 [llodes | o3e2 | o136 | ome | o023 || o053 | oos
[ 2611z | 3692 0280 | 0366 | 0098 | 0718 | 0028 || 0051 | 0827
G2 Low Dose: 500 mo/kg
26118 || 3325 | 0249 | 0339 | 0092 | 0627 | o002 0.038 | 0918
26120 2753 0.224 0.336 0.074 0569 | 0024 || 0049 | 0878 |
26121 | 3.59 0303 | 0356 | 0069 | 0668 | 0020 || 0030 | 0001 |
26122 1382 | 023 (.367 0.113 0.618 0.021 0.053 0.958
26125 || 3807 | 0297 | 0350 | 030 | 0780 | 0024 | |003%9 | 0927
_zﬁlin— 3663 | 0369 || 0381 | 0132 | 0709 | o026 || 0.040 "_'_0._?:3? !
G3 ]\fqﬂ Dose: 750 mg/kg
26131 | 3.460 | 0254 || 0350 | 0068 | 0703 0032 || 0045 | 0.885
26!3?_ @il | lodra Il o348 | ooos | o7ss | veze || o053 | osen
z_ms;fa 3306 | 0319 | 0328 0.079 0626 | 0029 || 0.045 | 0.807
26134 3.473 (.265 0.378 0.099 0.688 0.023 0.050 1.058
26135 | 3673 0233 | 0367 | 0092 | o668 | 0027 | 0.045 | 0932
;513& 2938 [.263 0.279 0.107 (.650 0.022 0.047 0,902
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Study Report for Study|No.: PRADO/TOX-261
APPENDIX - XIV (Contd.): Individual Animai Groan Weight Relative to Terminal Body Weight (gm)

Sex: Female

Animal ; .'
Nol Liver Spleen | Heart | Thymus | Kidneys | Adrenals | Ovaries Brain
fa, l
G4 High Dose: 1000 mg/ke
26143 | 2868 | 0208 || 0370 | 0108 | 06%0 | 0021 0.040 | 0904
| oile]| a8 | lovss || o318 | ogos | oen [l 04 | oo | ooar
[ Bo1ds|| 3360 | Toznn || 0336 | oo | o7ze I 0010 | ooas | 0.902
| botde| | 4860 | loka7 I 02ss | oo | caer | 0030 || oo0st | oss7
poidi|| 332 | oz W o34z | oost | o3 1] loohi || ooss | osse
26148 | 3831 | 0278 | 0352 | 0.105 | 0700 | 0023 || coaz | 0916
GIR Control Recovery Dose: 0 my/kg
26155 | .10 0407 | 0333 | 0189 | 0475 0.025 0.049 | 0842
26150 | a.m25 | (0937 |l o313 | oos2 | o7y | o1 || o037 | osso
26157 | 3451 | 019 | 0326 | 0067 o7z | 0024 || 0035 | o805
26158 | 2968 0.293 0329 0.068 | 0.628 0.026 0.046 | 0.868
p5159 || 3372 | oaos || o3s2 | o097 | oess | 0oze || o034 | o790 |
—261 6l 3.570 0,336 0,391 ' {;-.{m:f: .EJ.?’M 0.026 | ﬂ_._mi _u_.:s-q—_?_
G4R Fligh Recovery . Dose: 1000 mg/ke
26167 || 33571 | e28s | 0387 | 0195 | o0ss0 | 00236 || 0027 | 087
108l | sdiall [ o233 W o3e0 | omes | o206 | b3t || oo | o7
el s#al [ lesel W o367 | ooss | oeot I 0015 || 0047 | 0636
it || 2967 | a0 || a2ss | ooss | osse | bals || oozo | 0.809
26170 | 2.106 (1.345 0.330_| 0,087 | o614 0.019 0.029 | u.?_as;__
36172 | 307 | osos | 0326 | o106 | 0575 | 6032 || oo | 0.802
|
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G 1 (Control)

APPENDIX - XV: Individual Animal Histopathology

Study Report for Study

No.: PRADOTOX-261

Dose: () mg/kg

Key: NAD = No Abfisrmality Detected, 15 Minimal] < >

Far Redtricted Cireulation Qnly

= Faocal, (Y= multifocal

Page 114 of 118

e (K i ' Animal Number

Organ/Mieroscopic Finding Males | i Females

| _12610126102/26103/26104/26105126106/26107/26108)26109]26110126111/26112
ungs: PEORIRPl M | nan | whD | NAD [ NAD | <is | NAD RRAD | e NAD | NAD| <I> | NAD
infiltration |
- Ocdemalous fluid NAD INAD| <I> | NAD | NAD | NAD |NAD [NAD| NAD | NAD | NAD | NAD
_accumulation ) | g ! : SRR -
:h't”l‘;'lfdf[;’l‘]""a*'“"“” MNEL  |han | NAD [NAD [NAD | <i> | NADINAD [NADI <t> | NAD NAD | NAD
Kidneys: tubuldt degeneration | NAD [NAD | NAD | NAD | NAD | NAD |NAD | <> | NAD |NAD| NAD | NAD
Adrenals | NAD [NAD |[NAD | NAD | NAD | NAD|NAD [ NAD | NAD NAD [NAD [ NAD
Urinary Bladder NAD | NAD | NAD [ NAD | NAD | NAD [NAD [NAD | NAD | NAD | NAD NAD
| Heart | NAD | NAD | NAD | NAD [NAD | NAD |[NAD NAD|NAD NAD | NAD|[NAD
| Aorta ; NAD | NAD | NAD | NAD INAD [ NAD [NAD | NAD | NAD [NAD [NAD | NAD
Trachea i NAD | NAD | NAD [NAD | NAD | NAD [NAD [NAD | NAD [NAD | NAD | NAD
“Thyroid/parathyroid NAD | NAD | NAD INAD | NAD [NAD | NAD | NAD | NAD [NAD [NAD | NAD
Pancreas | NAD |NAD | NAD | NAD | NAD | NAD [NAD | NAD | NAD | NAD |[NAD  NAD
_Thymus (or thymic region) | NAD | NAD | NAD |NAD [NAD |NAD |NAD [ NAD NAD[NAD | NAD|NAD
Spleen | NAD | NAD | NAD | NAD | NAD | NAD [NAD [NAD [NAD [NAD | NAD | NAD
Eyes | NAD| NAD | NAD | NAD | NAD | NAD [NAD [ NAD [NAD | NAD | NAD | NAD
fllf;::;iﬁ"[a‘i“ﬁm elanfilll InaD | NAD |NAD [NAD | NAD | AD HiAD AL | NAD | NAD A D
Skeletal Muscle! JNAD |NAD |NAD | NAD | NAD | NAD | NAD | NAD | NAD [NAD | NAD | NAD
Esophagus £ NAD | NAD | NAD [NAD | NAD | NAD | NAD | NAD [ NAD [NAD [NAD | NAD
Peripheral nervg (sciatic) | JNAD|NAD | NAD|NAD | NAD | NAD [INAD | NAD | NAD | NAD [NAD | NAD|
Testes /Ovaries|  INAD | NAD | NAD NAD | NAD | NAD INAD [ NAD [NAD | NAD [NAD | NAT)
Lpididymis/ Utéfus NAD | NAD | NAD | NAD | NAD | NAD [NAD | NAD NAD | NAD [NAD | NAD
Seminal Vesiclé/Vagina NAD | NAD | NAD | NAD | NAD | NAD | NAD | NAD NAD | NAD | NAD [NAD
Stomach NAD | NAD | NAD | NAD | NAD | NAD | NAD | NAD | NAD | NAD [NAD __|j3|_._‘3_l_'_1'_
| Duodenum NAD | NAD |NAD | NAD | NAD NAD | NAD [INAD | NAD | NAD [NAD [NAD
 Jejunum NAD | NAD | NAD |NAD | NAD [ NAD [NAD [NAD [NAD | NAD | NAD [NAD
Hium NAD | NAD | NAD [NAD | NAD | NAD NAD [NAD |[NAD | NAD |[NAD | NAD
Cecum NAD| NAD | NAD | NAD | NAD | NAD [NAD | NAD [NAD | NAD | NAD | NAD
Colon NAD|NAD [NAD [NAD |NAD | NAD | NAD | NAD [NAD | NAD | NAD [NAD
Rectim NAD | NAD |NAD | NAD | NAD | NAD | NAD [NAD [NAD | NAD | NAD [NAD
}i’ljmd:;‘“bmm peerebellem, INADNAD | NAD | NAD | NAD | NAD [NAD [NAD [NAD | NAD  NAD [ NAD
| Spinal Cord NAD| NAD [ NAD [NAD [NAD | NAD [NAD [NAD [NAD | NAD NAD [NAD
Bone (Bone matrow) NAD | NAD | NAD | NAD | NAD | NAD NAD | NAD [[NAD | NAD N;‘\IJ| NAL



Study Report for Study|No,: PRADOVTOX-261
‘ APPENDIX — XV (Contd.): Individual Animal Histopathology

G 3 (Mid) : Dose: 750 mg/kg

| Organ/Microscopic Finding Animal Number
¥n . . : | : . Males
: 26129
Testes NAD
Stomach _ NAD
eyt NAD= No thnormality Detected

|
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Study Report for Study No: PRADOSTOX 167
|
APPENDIX - XV (Contd.): individual Animal Histopathology
G 4 (High) ! Dose: 1000 mg/kg
| 'l| " 1, | Animal Number

Or;,anfMicrnscﬁmlc Fmd]lig, ] Males ||| | Females |

I 26137|26138/2613926140(26141]26142]26143]26144/ 26145/ 26146/ 26147 26148

-h | J

h‘;f‘]ﬁ;f;{' ronchial VINCs <I> [NAD| <I> |NAD|NAD|NAD|NAD |NAD| <1> |NAD | NAD | NAD
"['_tTn-Ls“(-)_é&énlamuSmE_ _ ; ; 4 ey . .f , |
| accumulaon (Ul ?{AD NAD | NAD {1.}_- NAD | NAD Nﬁ:L} NAD| NAD | NAD [ NAD | NAD
Liver; Perfvascular MNCs s DO B 1 111 1] O P | o
infiltration and hoestion __e_:lg INi.[) NAD m.aui _Nnn. N_AIJ Em ?\h.r\D <|> rx-n_n NAD l\fu
| Liver: nectosis NAD INAD | <I> |NAD |NAD|NAD] <I> [NAD|NAD NAD [NAD | NAD
Kidneys: tubular degencration NAD N{“\D NAD | <1= | NAD|NAD|NAD NAD| NAD INAD | <>  NAD
Adrenals NAD | NAD | NAD [NAD | NAD | NAD|NAD [NAD[ NAD | NAD | NAD | NAD
Urinary Bladder . | |NAD  NAD | NAD | NAD | NAD |NAD|NAD [NAD NAD | NAD |NAD [ NAD
Heart NAD | NAD NAD | NAD | NAD | NAD|NAD | NAD | NAD NAD |NAD | NAD
| Aorta NAD | NAD | NAD | NAD | NAD | NAD|NAD | NAD| NAD NAD|[NAD|NAD
Trachea ||| [Tl NAD | NAD | NAD |NAD | NAD [ NAD | NAD | NAD | NAD NAD | NAD |NAD
| Thyroid/parathyraid NAD | NAD | NAD | NAD | NAD | NAD | NAD NAD|NAD | NAD |[NAD | NAD |
Pancreas NAD |[NAD | NAD | NAD | NAD |NAD | NAD | NAD | NAD NAD [NAD | NAD
Thymus ] NAD N);N.D NAD | NAD | NAD | NADINAD | NAD | NAD | NAD NAD|NAD
Spleen ] [NAD | NAD | NAD | NAD | NAD | NAD NAD | NAD | NAD |[NAD | NAD | NAD
Eyes |1 ) [NAD | NAD | NAD | NAD [NAD | NAD NAD | NAD [ NAD [NAD [NAD | NAD
;‘Il‘t'g]:'l::“ilm‘]mmw gland | INAD | NAD [9AD | NAD [ NAD | NAD|NAD | NAD | NAD [ NAD | NAD | NAD

il ) B B SR : i 1Y P
Skeletal Musele || |NAD | NAD [NAD | NAD | NAD [ NAD|NAD | NAD | NAD NAD[NAD|NAD
Esophagus ; NAD [ NAD | NAD|NAD [NAD | NAD NAD | NAD | NAD | NAD | NAD | NAD
Peripheral nerve {sciatic) NAD | NAD | NAD | NAD [NAD | NAD | NAD | NAD | NAD NAD | NAD | NAD
Testes /Ovaries NAD | NAD | NAD | NAD | NAD | NAD |NAD | NAD [ NAD NAD |NAD |NAD |
| Epididymis/ Utertis NAD | NAD | NAD | NAD | NAD [ NAD [ NAD NAD | NAD | NAD | NAD [ NAD
Seminal Vesm!cNagmu ’;Nf}[) NAD | NAD | NAD NAD | NAD [ NAD NAD | NAD | NAD _ﬂﬂg NAT
Stomach __|NAD NAD |NAD|NAD [ NAD  NAD INAD | NAD [ NAD [ NAD [ NAD | NAD
Duodenum ENAD | NAD | NAD | NAD | NAD | NAD INAD | NAD | NAD | NAD [NAD | NAD
Jejunum _NAD | NAD | NAD | NAD |NAD | NAD [NAD | NAD [NAD [ NAD NAD | NAD
liym | NAD | NAD | NAD [ NAD | NAD | NAD NAD | NAD [NAD | NAD [NAD [ NAD
‘Cecum | INAD | NAD | NAD | NAD [NAD | NAD [NAD | NAD [NAD | NAD |NAD NAD
Colon INAD | NAD | NAD | NAD | NAD | NAD [NAD [ NAD | NAD | NAD [ NAD [NAD
Rectum i i TFI\AD NAD | NAD | NAD [ NAD | NAD [NAD | NAD [NAD NAD |NAD | NAD
by i FNM) NAD | NAD | NAD | NAD | NAD [NAD | NAD | NAD | NAD | NAD | NAD
Spinal Cord NAD | NAD NAD | NAD [NAD | NAD [NAD | NAD |[NAD | NAD | NAD | NAD
Bone (Bone marrow) INAD | NAD | NAD NAD | NAD | NAD 'NM}.NAD NAD NAEJIM‘\D|\;‘\]J
Key: NAD = No Abnatmality Detected, |1 Minimal, = = - Focal, (1= multifocal |
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Study R,clj ar

for Study No.: PRADOQ/TOX-261

ANNEXURE I: CERTIFICATE OF f‘-.\IALYSIS.' TEST ITEM

REGT, OFF: Building 1. Flat Mo, 164, Devi Bulraven! Apritments, Dein-dandi Road, Tiln

| __Plulr.'-ﬂT‘mmnthlll]-l

CINY UT4B08PN20 1 TETC1 7082+ ¢ Bt peakash 1608 A0 el

All matenals used i the prepitation of COR DRONASH e | |
VEDICINALS Taf - & ‘\'IGIT_E{'II‘MP\ Thil= & powder comiplies

‘ Mocrobalogical Testing
dt '_ L s per reqhu"gi m‘égbf .T_P"US'F | L |
|

! Certificate of Analysis / Specifieations ===
Sample Nnme Projeet 11 I
CORONASH ™/ CORONASH ™, ! Bateh Np. : TRL/D0] .
VEDICINALS n gy VEDICINALS ™ -9/ ‘ '
I MOLECUSAN™.9  MOLECUSAN B _g il
i Dute: 24052020 __ | sheiflife: 2 Years . Bateh Quy: 500 gm
I____ : LA - __Analysis / Sp ecifieations | 71 .
Descriptivn | Brownish Yellow powder | |
Solubility _ _ Slightly soluble w Warer, Soluble i Etiyl Aleahol and DNSO
[Average Weight | _ sargmig s, T
| Weight Yariation | E ) _ 5@eahmEEty [ | R |
Residual Solvents e | _ ComplipsiUSP £
LoD NMT 108
| rength/Fateney/ Assay of Each 5279 mg contalins - (il |71
‘ : ormulation. Compound | (85% ) i i#'ﬂ"]a e | = Plank extract 1
Componnd 2 + 2 (D50, ¢ B3 oz - Plant exiract 2
| Compannel 4 {20%) : B300 mg - Pland exracr 3
[ Componnd 5 (50%:) . !ilﬁ g | < Plomt gxtract 4
| Compound 6 (95%) g £053 mg I?laur exmract 5
= | Comipotmd 7 (50%) extracr 6
‘ i | Ccu!pullulj'ES{Q.’i‘."b_'} i b 1 b exmet 7
| Compound 9 (2005 EB exiract §
| L | individual COA of each Fhyto-com fie Ligcturing batch
| I | details ;w 1

Faf YEDICINALS INDIA PYT LTD TN il
RECTOR |

AMLL N |
| |
Note; ‘ He test i'i,'um; has three synanyms (CORONASH ™ / V[ DICINALS ™ 19/ MOLECUSAN
™= 9y bt CDH@HA‘;I{ M is cansidered as primary name of the st iten throughout the study.
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| ]
ANNEXURE II: GLP CERTIFICATE

LTRSS T LT T —

- g Fh"' o Ll i T
F40
= T —=

| Ty ¢ l'ﬁ

3 |E
g GOVERNMENT OF INDIA r:]
- _' Department of Science and Technology -
=1 ﬂ{ma—nal Good Lahoratory Practice (GLP) Compllance Monitaring Authority [NGCMA] | =
Iaﬁr-l 1 i_%-s-:.
s=l P . (32
& ' -"'5 N g8 &7 { gyl Fovs =
=l Gleritfcate of GLP Uonihlisnoe r
& Based on the Inspection and the subsequent follsinup aetions L]
g PRADO Preclinical Research and De velopment =
E -

Organization Private Limit q

I

|

| Survey No. 170/1, Punawale Road,
‘ Pune - 411033 (Maharashj’ta;)

i5 cé I1:|i*i-s,~a:1 capable of conducting the below-mentioned tests/studies in compliance
h Organization for Econemic Co-operation & Deveslopment {iﬁ!l ECD) Principles of GLP:
LT

g

omicity Studies ! | l!‘

T SRS e

%_ The specific argas of mspﬁmse, types of chemicals angd Eé#t ws:arns are fisted in b
% anmeurs ovareaf, | | ,,! i
= validity: December 12, 2018 — December Fl 2021 I

glcertificate i subject to the condition that the test facility complies
h the NGCMAS Document Mo, GLP-101 “Terms & Conditions of NGCMA
wbtaining and mainta-ining GLP certification by a it fa‘qi]lm" and DECD
'*I‘pﬂesafGLP.. - W LN
|
|
|

i GLRfC-127/2018
: 12-12-2018
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