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Acute toxicity of VITEX-10 Capsules

IPER, Wardha
Study No.: PL — 05 (2017-18)

ACUTE ORAL TOXICITY TEST IN THE RATS - FIXED DOSE PROCEDURE
METHOD- OECD GUIDELINE 420

I. AIM & OBJECTIVE OF THE TEST

The aim of the test is to obtain, using a minimum number of animals, sufficient information on

the acute toxicity after single administration, by oral route in the rat, of a test substance, for its
classification.

The test substance is administered to a group of experimental animals, by oral route at one

defined dose (5 mg/kg, 50 mg/kg, 300 mg/kg or 2000 mg/kg) according to the available
information on the test substance.

The animals are observed each day for 14 days at least, after administration, to detect the signs

of toxicity. Animals which die are necropsied ; the animals which are intercurrently sacrificed

as well as the ones which survive until the end of the test are necropsied.

This test using pre-defined doses provides results allowing the test substance to be ranked

according to the Globally Harmonised System (GHS) for classification of chemicals which
cause acute toxicity (OECD 1998).”

. TEST SUBSTANCE

The supplier provided for the test container containing solution identified as : VTEX-10
Capsule (Batch No. T — 03).

The test substance was stored at ambient temperature and out of the light.
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Acute toxicity of VITEX-10 Capsules IPER, Wardha

Study No.: PL - 05 (2017-18)

III. TEST ANIMALS

Species: Albino rats weighing in range of 160-180 g
Strain: Wister

Age : 8-12 weeks

Number & Sex: 5 nulliparous and non-pregnant females.
Diet: Standard feed prepared in-house.

Water: Plain tap water ad libitum.
Housing: The animals were housed in 37cm x 23cm x 16cm polypropylene cages with

maximum 3 animals per cage. The cages were placed in limited-access premises of animal

house with controlled temperature and humidity. The artificial lighting ensured a sequence of

12 hours light and 12 hours dark.

IV. TEST PROCEDURE

Preparation of the test substance: The test substance was dissolved in water.

Administration of the test substance : The animals fasted overnight prior to the test

substance administration. All animals were weighed again on day 1 before administration.

The volume per 100 g of body weight, defined to 2 ml/100g, the volume to administer was

calculated for each rat.
The test substance was administered in a single dose, orally by gavage using a syringe fitted

with suitable sized canula. After administration, animals were fasted for 3-4 hours.

Selection of starting dose: As the test substance was an Ayurvedic formulation the starting

dose was selected as 2000 mg/kg rat.
Main study: According to the methodology describe in the Annex 3 of the OECD guideline

420 (joined in Appendix IV of the present report) the test was performed with 5 animals
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Acute toxicity of VITEX-10 Capsules IPER, Wardha
Study No.: PL - 05 (2017-18)

V. OBSERVATIONS

Animals were observed individually after dosing during the first 30 minutes, periodically

during the first 24 hours and daily thereafter for a total of 14 days.
The clinical observations were made individually, each animal being examined outside the
home cage.
The different parameters observed were — changes in skin & fur, eyes & mucous membranes,
respiratory function, tremors, convulsions, salivation, diarrhea, lethargy, sleep & coma.>
Body weight : The animals were regularly weighed on day 1 before administration, then on
day 8 and day 15 i.e. 7 and 14 days after administration of the test substance.
Pathology: All the animals surviving at the end of the 14 days of observation were scarified
by intraperitoneal injection of 6% sodium pentobarbital solution at the rate of 0.12 ml/100g
and bled at the femoral artery. They were necropsied and the main organs were examined
macroscopically.
Interpretation of the results: The assessment criteria of the toxicity of the test substance
taken into account were:

¢ Body weight change

¢ Clinical and behavioral signs

¢ Necropsy findings

e The mortality expressed in % of compound related deaths.
These results enabled to classify the test substance to one of a series of toxicity classes defined

by fixed oral LD50 cut-off values, incompliance with Globally Harmonized System (GHS).?

- Categoryl =0 <LD50 < 5 mg/kg
-Category2 =5mgkg <LD50< 50 mg/kg
-Category 3 =50mgkg <LD30< 300 mgkg
- Category 4 =300 mg/kg <LD50 < 2000 mg/kg
- Category 5 =LD50> 2000 mg/kg
- Category 5 or non classified
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Acute toxicity of VITEX-10 Capsules IPER, Wardha
Study No.: PL —05 (2017-18)

V1. RESULTS

Body weight: All animals exhibited normal and comparable body weight gain throughout the
period of study. The individual weights of the animals assessed during the test are supplied in
Appendix 1.

Clinical Observations: All animals were free of intoxication signs throughout the period of
study. The results of the clinical observations are summarized in the table enclosed in
Appendix II.

Pathology: All main organs subjected to necropsy were found normal in all animals. The

result of the necropsy findings are summarized in the table enclosed in Appendix III.

VII. CONCLUSION

According to the Globally Harmonized System HS) for the classification of substances which
cause acute toxicity, the substance VITEX-10 Capsules (Batch No. T - 03) supplied by Shree
Biadyanath Ayurved Bhavan Pvt. Ltd., Nagpur was classified in the hazard category 5 or
unclassified with a LD50 higher than 2000 mg/kg in the Rat.
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Acute toxicity of BAIDYANATH SHATAVARI Granules IPER, Wardha
Study No.: PL - 03 (2017-18)

ACUTE ORAL TOXICITY TEST IN THE RATS - FIXED DOSE PROCEDURE
METHOD- OECD GUIDELINE 420"

1. AIM & OBJECTIVE OF THE TEST

The aim of the test is to obtain, using a miniimum number of animals, sufficient information on

the acute toxicity after single administration, by oral route in the rat, of a est substance, for ifs
classification,

The test substance is administered 1o a group of experimental animals, by oral route at one

defined dose (5 mgke, 50 mgkg, 300 mghkg or 2000 mgkg) according to the available
information on the test substance.

The animals are observed each day for 14 days at least, after administration, to detect the signs
of toxicity. Animals which die are necropsied ; the animals which are intercurrently sacrificed

as well as the ones which survive until the end of the test are necropsied.

This test using pre-defined doses provides results allowing the test substance to be ranked
according to the Globally Harmonised System (GHS) for classification of chemicals which
cause acute toxicity (OECD 1998).

I1. TEST SUBSTANCE

The supplier provided for the test container containing solution identified as : BAIDYANATH
SHATAVARI Granules (Bateh No. 176940066).

The test substance was stored at ambient temperature and out of the light
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Acute toxicity of BAIDYANATH SHATAVARI Granules IPER, Wardha
Study No.: PL —03 (2017-18)

IIL. TEST ANIMALS

“ Species: Albino rats weighing in range of 130-150 g
Strain: Wister
Age : 8-12 weeks
Number & Sex: 5 nulliparousl and non-pregnant females.
Diet: Standard feed prepared in-house.
Water: Plain tap water ad libitum.
Housing: The animals were housed in 37cm x 23cm x 16ecm polypropylene cages with
maximum 3 animals per cage. The cages were placed in limited-access premises of animal

house with controlled temperature and humidity. The artificial lighting ensured a sequence of
12 hours light and 12 hours dark.

IV. TEST PROCEDURE

Preparation of the test substance: The test substance was dissolved in water.
Administration of the test substance : The animals fasted overnight prior to the test
substance administration. All animals were weighed again on day 1 before administration.

The volume per 100 g of body weight, defined to 2 ml/100g, the volume to administer was
calculated for each rat.

The test substance was administered in a single dose, orally by gavage using a syringe fitted
with suitable sized canula. After administration, animals were fasted for 3-4 hours.

Selection of starting dose: As the test substance was an Ayurvedic formulation the starting
dose was selected as 2000 mg/kg.

Main study: According to the methodology describe in the Annex 3 of the OECD guideline
420 (joined in Appendix IV of the present report) the test was performed with 5 animals
receiving the test substance at the dose level of 2000 mg/kg of body weight.
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Acute toxicity of BAIDYANATH SHATAVARI Granules IPER, Wardha
Study No.: PL —03 (2017-18)

V. OBSERVATIONS
Animals were observed individually after dosing during the first 30 minutes, periodically
during the first 24 hours and daily thereafter for a total of 14 days.
The clinical observations were made individually, each animal being examined outside the
home cage.
The different parameters observed were — changes in skin & fur, eyes & mucous membranes,
respiratory function, tremors, convulsions, salivation, diarrhea, lethargy, sleep & coma.’
Body weight : The animals were regularly weighed on day 1 before administration, then on
day 8 and day 15 i.e. 7 and 14 days after administration of the test substance.
Pathology: All the animals surviving at the end of the 14 days of observation were scarified
by intraperitoneal injection of 6% sodium pentobarbital solution at the rate of 0.12 ml/100g
and bled at the femoral artery. They were necropsied and the main organs were examined
macroscopically.
Interpretation of the results: The assessment criteria of the toxicity of the test substance
taken into account were:

e Body weight change

¢ Clinical and behavioral signs

e Necropsy findings

e The mortality expressed in % of compound related deaths.
These results enabled to classify the test substance to one of a series of toxicity classes defined

by fixed oral LD50 cut-off values, incompliance with Globally Harmonized System (GHS).

- Category 1 =0 <LD350 < 5 mg/kg
- Category2 =5mgkg <LD30< 50 mg/kg
- Category3 =50mgkg <LD50< 300 mg/kg
- Category 4 =300 mg/kg <LD50< 2000 mg/kg
- Category 5 =LD50> 2000 mg/kg

- Category 5 or non classified
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Acute toxicity of BAIDYANATH SHATAVARI Granules IPER, Wardha
Study No.: PL - 03 (2017-18)

V1. RESULTS

Body weight: All animals exhibited normal and comparable body weight gain throughout the
period of study. The individual weights of the animals assessed during the test are supplied in
Appendix I.

Clinical Observations: All animals were free of intoxication signs throughout the period of
study. The results of the clinical observations are summarized in the table enclosed in
Appendix II.

Pathology: All main organs subjected to necropsy were found normal in all animals. The

result of the necropsy findings are summarized in the table enclosed in Appendix III.

VII. CONCLUSION

According to the Globally Harmonized System (GHS) for the classification of substances
which cause acute toxicity, the substance BAIDYANATH SHATAVARI Granules (Batch No.
T - 02) supplied by Shree Baidyanath Ayurved Bhavan Pvt. Ltd., Nagpur was classified in the
hazard category 5 or unclassified with a LD50 higher than 2000 mg/kg in the Rat.
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Acute toxicity of CLEARPILE tablets
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Acute toxicity of CLEARPILE tablets IPER, Wardha
Study No.: PL - 04 (2017-18)

ACUTE ORAL TOXICITY TEST IN THE RATS - FIXED DOSE PROCEDURE
METHOD- OECD GUIDELINE 420"

1. AIM & OBJECTIVE OF THE TEST

The aim of the test is to obtain, using a minimum number of animals, sufficient information on

the acute toxicity after single administration, by oral route in the rat, of a test substance, for its
classification,

The test substance is administered to a group of experimental animals, by oral route at one

defined dose (5 mg/kg, 50 mg/kg, 300 mg/kg or 2000 mg/kg) according to the available
information on the test substance.

The animals are observed each day for 14 days at least, after administration, to detect the signs
of toxicity. Animals which die are necropsied ; the animals which are intercurrently sacrificed

as well as the ones which survive until the end of the test are necropsied.

This test using pre-defined doses provides results allowing the test substance to be ranked

according to the Globally Harmonised System (GHS) for classification of chemicals which
cause acute toxicity (OECD 1998).2

II. TEST SUBSTANCE

The supplier provided for the test container containing solution identified as : CLEARPILE
Tablet (Batch No. T — 02).

The test substance was stored at ambient temperature and out of the light.
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Acute toxicity of CLEARPILE tablets IPER, Wardha
Study No.: PL - 04 (2017-18)

1. TEST ANIMALS

Species: Albino rats weighing in range of 150-160 g

Strain: Wister

Age : 8-12 weeks

Number & Sex: 5 nulliparous and non-pregnant females.

Diet: Standard feed prepared in-house.

Water: Plain tap water ad libitum.

Housing: The animals were housed in 37cm x 23cm x lécm polypropylene cages with
maximum 3 animals per cage. The cages were placed in limited-access premises of animal
house with controlled temperature and humidity. The artificial lighting ensured a sequence of
12 hours light and 12 hours dark.

IV. TEST PROCEDURE

Preparation of the test substance: The test substance was dissolved in water.

Administration of the test substance : The animals fasted overnight prior to the test
substance administration. All animals were weighed again on day 1 before administration.

The volume per 100 g of body weight, defined to 2 ml/100g, the volume to administer was
calculated for each rat.

The test substance was administered in a single dose, orally by gavage using a syringe fitted
with suitable sized canula. After administration, animals were fasted for 3-4 hours.

Selection of starting dose: As the test substance was an Ayurvedic formulation the starting
dose was selected as 2000 mg/kg rat.

Main study: According to the methodology describe in the Annex 3 of the OECD guideline
420 (joined in Appendix IV of the present report) the test was performed with 5 animals
receiving the test substance at the dose level 0f 2000 mg/kg of body weight.
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Acute toxicity of CLEARPILE tablets IPER, Wardha
Study No.: PL —04 (2017-18)

V. OBSERVATIONS
Animals were observed individually after dosing during the first 30 minutes, periodically
during the first 24 hours and daily thereafter for a total of 14 days.
The clinical observations were made individually, each animal being examined outside the
home cage.
The different parameters observed were — changes in skin & fur, eyes & mucous membranes,
respiratory function, tremors, convulsions, salivation, diarrhea, lethargy, sleep & coma.?
Body weight : The animals were regularly weighed on day 1 before administration, then on
day 8 and day 15 i.e. 7 and 14 days after administration of the test substance.
Pathology: All the animals surviving at the end of the 14 days of observation were scarified
by intraperitoneal injection of 6% sodium pentobarbital solution at the rate of 0.12 ml/100g
and bled at the femoral artery. They were necropsied and the main organs were examined
macroscopically.
Interpretation of the results: The assessment criteria of the toxicity of the test substance
taken into account were:

e Body weight change

¢ Clinical and behavioral signs

e Necropsy findings

e The mortality expressed in % of compound related deaths.
These results enabled to classify the test substance to one of a series of toxicity classes defined

by fixed oral LD50 cut-off values, incompliance with Globally Harmonized System (GHS).?

- Category 1 =0 <LD50 < 5 mg/kg
- Category2 =5mgkg <LD50< 50 mg/kg
- Category 3 =50mg/kg <LD50< 300 mg/kg
- Category 4 =300mgkg<LD50< 2000 mg/kg
- Category 5 =LD50> 2000 mg/kg

- Category 5 or non classified
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Acute toxicity of CLEARPILE tablets IPER, Wardha
Study No.: PL.— 04 (2017-18)

VI. RESULTS

Body weight: All animals exhibited normal and comparable body weight gain throughout the

period of study. The individual weights of the animals assessed during the test are supplied in
Appendix 1.

Clinical Observations: All animals were free of intoxication signs throughout the period of

study. The results of the clinical observations are summarized in the table enclosed in
Appendix II.

Pathology: All main organs subjected to necropsy were found normal in all animals. The

result of the necropsy findings are summarized in the table enclosed in Appendix III.

VIL. CONCLUSION

According to the Globally Harmonized System (GHS) for the classification of substances
which cause acute toxicity, the substance CLEARPILE Tablet (Batch No. T - 02) supplied by
Shree Baidyanath Ayurved Bhavan Pvt. Ltd., Nagpur was classified in the hazard category S
or unclassified with a LD50 higher than 2000 mg/kg in the Rat.
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Acute toxicity of BAIDYANATH ASHWAGANDHA Capsules IPER, Wardha
Study No.: PL - 02 (2017-18)
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Acute toxicity of BAIDYANATH ASHWAGANDHA Capsules
Study No.: PL - 02 (2017-18)
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Acute toxicity of BAIDYANATH ASHWAGANDHA Capsules IPER Wardha
Study No.: PL — 02 (2017-18)

ACUTE ORAL TOXICITY TEST IN THE RATS — FIXED DOSE PROCEDURE
METHOD- OECD GUIDELINE 420"

I. AIM & OBJECTIVE OF THE TEST

The aim of the test is to obtain, using a minimum number of animals, sufficient information on
the acute toxicity after single administration, by oral route in the rat, of a test substance, for its

classification.

The test substance is administered to a group of experimental animals, by oral route at one
defined dose (5 mg/kg, 50 mg/kg, 300 mg/kg or 2000 mg/kg) according to the available

information on the test substance.

The animals are observed each day for 14 days at least, after administration, to detect the signs
of toxicity. Animals which die are necropsied ; the animals which are intercurrently sacrificed

as well as the ones which survive until the end of the test are necropsied.

This test using pre-defined doses provides results allowing the test substance to be ranked

according to the Globally Harmonised System (GHS) for classification of chemicals which

cause acute toxicity (OECD 1998).2

II. TEST SUBSTANCE

The supplier provided for the test container containing solution identified as :

BAIDYANATH ASHWAGANDHA Capsules (Batch No. T —01).

The test substance was stored at ambient temperature and out of the light.
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Acute toxicity of BAIDYANATH ASHWAGANDHA Capsules IPER, Wardha
Study No.: PL - 02 (2017-18)

III. TEST ANIMALS

Species: Albino rats weighing in range of 150-200 g
Strain: Wister

Age : 8-12 weeks

Number & Sex: 5 nulliparous and non-pregnant females.
Diet: Standard feed prepared in-house.

Water: Plain tap water ad libitum.
Housing: The animals were housed in 37cm X 23cm x 16cm polypropylene cages with

maximum 3 animals per cage. The cages were placed in limited-access premises of animal

house with controlled temperature and humidity. The artificial lighting ensured a sequence of

12 hours light and 12 hours dark.

IV. TEST PROCEDURE

Preparation of the test substance: The test substance was dissolved in water.
Administration of the test substance : The animals fasted overnight prior to the test
substance administration. All animals were weighed again on day | before administration.
The volume per 100 g of body weight, defined to 2 ml/100g, the volume to administer was
calculated for each rat.

The test substance was administered in a single dose, orally by gavage using a syringe fitted
with suitable sized canula. After administration, animals were fasted for 3-4 hours.
Selection of starting dose: As the test substance was an Ayurvedic formulation the starting
dose was selected as 2000 mg/kg.

Main study: According to the methodology describe in the Annex 3 of the OECD guideline
420 (joined in Appendix IV of the present report) the test was performed with 5 animals
receiving the test substance at the dose level of 2000 mg/kg of body weight
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Acute toxicity of BAIDYANATH ASHWAGANDHA Capsul
Study No.: PL - 02 (2017-18) apsules

V. OBSERVATIONS

Animals were observed individually after dosing during the first 30 minutes, periodically

during the first 24 hours and daily thereafter for a total of 14 days.

The clinical observations were made individually, each animal being examined outside the

home cage.

The different parameters observed were — changes in skin & fur, eyes & mucous membranes,
respiratory function, tremors, convulsions, salivation, diarrhea, lethargy, sleep & coma.?

Body weight : The animals were regularly weighed on day 1 before administration, then on

day 8 and day 15 i.e. 7 and 14 days after administration of the test substance.

Pathology: All the animals surviving at the end of the 14 days of observation were scarified
by intraperitoneal injection of 6% sodium pentobarbital solution at the rate of 0.12 m1/100g

and bled at the femoral artery. They were necropsied and the main organs were examined

macroscopically.

Interpretation of the results: The assessment criteria of the toxicity of the test substance

taken into account were:
e Body weight change
¢ Clinical and behavioral signs

e Necropsy findings

e The mortality expressed in % of compound related deaths.

These results enabled to classify the test substance to one of a series of toxicity classes defined

by fixed oral LD50 cut-off values, incompliance with Globally Harmonized System (GHS).?

- Category I =0 <LDS50 < 5 mg/kg
- Category2 =5mgkg <LD50< 50 mg/kg
- Category 3 =50mg/kg <LD50< 300 mg/kg
- Category 4 =300mg/kg <LD50< 2000 mg/kg
- Category S =LD50> 2000 mg/kg

- Category 5 or non classified
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Acute toxicity of BAIDYANATH ASHWAGANDHA Capsules IPER Wardha
Study No.: PL — 02 (2017-18)

VI. RESULTS

Body weight: All animals exhibited normal and comparable body weight gain throughout the

period of study. The individual weights of the animals assessed during the test are supplied in
Appendix 1.

Clinical Observations: All animals were free of intoxication signs throughout the period of

study. The results of the clinical observations are summarized in the table enclosed in
Appendix IL.

Pathology: All main organs subjected to necropsy were found normal in all animals. The

result of the necropsy findings are summarized in the table enclosed in Appendix III.

VIL. CONCLUSION

According to the Globally Harmonized System (GHS) for the classification of substances
which cause acute toxicity, the substance BAIDYANATH ASHWAGANDHA Capsules
(Batch No. T - 01) supplied by Shree Baidyanath Ayurved Bhavan Pvt. Litd., Nagpur was

classified in the hazard category 5 or unclassified with a LD50 higher than 2000 mg/kg in
the Rat.
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Acute toxicity of Basant Kusumakar Ras Tablets
Study No.: PL - 06 (2017-18) [RERWarctha

ACUTE ORAL TOXICITY TEST IN THE RATS - FIXED DOSE PROCEDURE
METHOD- OECD GUIDELINE 420"

I. AIM & OBJECTIVE OF THE TEST

The aim of the test is to obtain, using a minimum number of animals, sufficient information on

the acute toxicity after single administration, by oral route in the rat, of a test substance, for its
classification.

The test substance is administered to a group of experimental animals, by oral route at one

defined dose (5 mg/kg, 50 mg/kg, 300 mg/kg or 2000 mg/kg) according to the available
information on the test substance.

The animals are observed each day for 14 days at least, after administration, to detect the signs
of toxicity. Animals which die are necropsied ; the animals which are intercurrently sacrificed

as well as the ones which survive until the end of the test are necropsied.

This test using pre-defined doses provides results allowing the test substance to be ranked

according to the Globally Harmonised System (GHS) for classification of chemicals which
cause acute toxicity (OECD 1998).2

II.

The supplier provided for the test container containing solution identified as : BASANT
KUSUMAKAR RAS Tablet (Batch No. T - 172590001).

The test substance was stored at ambient temperature and out of the light.
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Acute toxicity of Basant Kusumakar Ras Tablets

Study No.: P, — 06 (2017-1 8) IPER, Wardha
III. TEST ANIMALS

Species: Albino rats weighing in range of 175-200 g
Strain: Wistar

Age : 8-12 weeks

Number & Sex: 5 nulliparous and non-pregnant females.
Diet: Standard feed prepared in-house.

Water: Plain tap water ad Iibitum,

Housing: The animals were housed in 37cm x 23cm x 16cm polypropylene cages with

maximum 3 animals per cage. The cages were placed in limited-access premises of animal

house with controlled temperature and humidity. The artificial lighting ensured a sequence of
12 hours light and 12 hours dark.

IV. TEST PROCEDURE

Preparation of the test substance: The test substance was dissolved in water.
Administration of the test substance : The animals fasted overnight prior to the test
substance administration. All animals were weighed again on day 1 before administration.
The volume per 100 g of body weight, defined to 2 ml/100g, the volume to administer was
calculated for each rat.

The test substance was administered in a single dose, orally by gavage using a syringe fitted
with suitable sized canula. After administration, animals were fasted for 3-4 hours.

Selection of starting dose: As the test substance was an Ayurvedic formulation the starting
dose was selected as 2000 mg/kg rat.

Main study: According to the methodology describe in the Annex 3 of the OECD guideline
420 (joined in Appendix IV of the present report) the test was performed with 5 animals

receiving the test substance at the dose le o P
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Acute toxicity of Basant Kusumakar Ras Tablets IPER, Wardha
Study No.: PL — 06 (2017-18)

V. OBSERVATIONS

Animals were observed individually after dosing during the first 30 minutes, periodically
during the first 24 hours and daily thereafter for a total of 14 days.

The clinical observations were made individually, each animal being examined outside the
home cage.

The different parameters observed were — changes in skin & fur, eyes & mucous membranes,
respiratory function, tremors, convulsions, salivation, diarrhea, lethargy, sleep & coma.?

Body weight : The animals were regularly weighed on day 1 before administration, then on
day 8 and day 15 i.e. 7 and 14 days after administration of the test substance.

Pathology: All the animals surviving at the end of the 14 days of observation were scarified
by intraperitoneal injection of 6% sodium pentobarbital solution at the rate of 0.12 m1/100g

and bled at the femoral artery. They were necropsied and the main organs were examined
macroscopically.

Interpretation of the results: The assessment criteria of the toxicity of the test substance
taken into account were:

e Body weight change

e Clinical and behavioral signs

e Necropsy findings

e The mortality expressed in % of compound related deaths.

These results enabled to classify the test substance to one of a series of toxicity classes defined

by fixed oral LD50 cut-off values, incompliance with Globally Harmonized System (GHS).>

-Categoryl =0 <LD50 < S mg/kg
- Category2 =5mgkg <LDS50< 50 mg/kg
- Category3 =50mg/kg <LD50< 300 mgkg
- Category4 =300 mg/kg <LD50< 2000 mg/kg
- Category 5 =LD50> 2000 mg/kg

- Category 5 or non classified
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Acute toxicity of Basant Kusumakar Ras Tablets
Study No.: PL - 06 (2017-18)

VI. RESULTS

IPER, Wardha

Body weight: All animals exhibited normal and comparable body weight gain throughout the
period of study. The individual weights of the animals assessed during the test are supplied in
Appendix 1.

Clinical Observations: All animals were free of intoxication signs throughout the period of
study. The results of the clinical observations are summarized in the table enclosed in
Appendix II.

Pathology: All main organs subjected to necropsy were found normal in all animals. The

result of the necropsy findings are summarized in the table enclosed in Appendix III.

VII. CONCLUSION

According to the Globally Harmonized System (GHS) for the classification of substances
which cause acute toxicity, the substance BASANT KUSUMAKAR RAS Tablet (Batch No. T
- 172590001) supplied by Shree Baidyanath Ayurved Bhavan Pvt. Ltd., Nagpur was classified
in the hazard category 5 or unclassified with a LD50 highcr than 2000 mg/kg in the Rat.
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Acute toxicity of VATCHINTAMANI RAS (Brihat) Tablets IPER, Wardha
Study No.: PL - 07 (2017-18)

ACUTE ORAL TOXICITY TEST IN THE RATS - FIXED DOSE PROCEDURE
METHOD- OECD GUIDELINE 420

I. AIM & OBJECTIVE OF THE TEST

The aim of'the test is to obtain, using a minimum number of animals, sufficient information on

the acute toxicity after single administration, by oral route in the rat, of a test substance, for its
classification.

The test substance is administered to a group of experimental animals, by oral route at one

defined dose (5 mg/kg, 50 mg/kg, 300 mg/kg or 2000 mg/kg) according to the available
information on the test substance.

The animals are observed each day for 14 days at least, after administration, to detect the signs
of toxicity. Animals which die are necropsied; the animals which are intercurrently sacrificed

as well as the ones which survive until the end of the test are necropsied.

This test using pre-defined doses provides results allowing the test substance to be ranked

according to the Globally Harmonised System (GHS) for classification of chemicals which
cause acute toxicity (OECD 1998).?

II. TEST SUBSTANCE

The supplier provided for the test container containing solution

VATCHINTAMANI (Brihat) Tablet (Batch No. T - 173010007).

identified as

The test substance was stored at ambient temperature and out of the light.
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Acute toxicity of VATCHINTAMANI RAS (Brihat) Tablets IPER, Wardha
Study No.: PL - 07 (2017-18)

III. TEST ANIMALS

Species: Albino rats weighing in range of 150-160 g
Strain: Wister

Age : 8-12 weeks
Number & Sex: 5 nulliparous and non-pregnant females.
Diet: Standard feed prepared in-house.

Water: Plain tap water ad libitum.

Housing: The animals were housed in 37cm x 23cm x 16cm polypropylene cages with
maximum 3 animals per cage. The cages were placed in limited-access premises of animal

house with controlled temperature and humidity. The artificial lighting ensured a sequence of
12 hours light and 12 hours dark.

IV. TEST PROCEDURE

Preparation of the test substance: The test substance was dissolved in water.
Administration of the test substance : The animals fasted overnight prior to the test
substance administration. All animals were weighed again on day 1 before administration.

The volume per 100 g of body weight, defined to 2 ml/100g, the volume to administer was
calculated for each rat.

The test substance was administered in a single dose, orally by gavage using a syringe fitted
with suitable sized canula. After administration, animals were fasted for 3-4 hours.

Selection of starting dose: As the test substance was an Ayurvedic formulation the starting
dose was selected as 2000 mg/kg rat.

Main study: According to the methodology describe in the Annex 3 of the OECD guideline
420 (joined in Appendix IV of the present report) the test was performed with 5 animals
receiving the test substance at the dose level of 2000 mg/kg of body weight.
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Acute toxicity of VATCHINTAMANI RAS (Brihat) Tablets IPER, Wardha
Study No.: PL — 07 (2017-18)

V. OBSERVATIONS
Animals were observed individually after dosing during the first 30 minutes, periodically
during the first 24 hours and daily thereafter for a total of 14 days.
The clinical observations were made individually, each animal being examined outside the
home cage.
The different parameters observed were — changes in skin & fur, eyes & mucous membranes,
respiratory function, tremors, convulsions, salivation, diarrhea, lethargy, sleep & coma.’?
Body weight : The animals were regularly weighed on day 1 before administration, then on
day 8 and day 15 i.e. 7 and 14 days after administration of the test substance.
Pathology: All the animals surviving at the end of the 14 days of observation were scarified
by intraperitoneal injection of 6% sodium pentobarbital solution at the rate of 0.12 ml/100g
and bled at the femoral artery. They were necropsied and the main organs were examined
macroscopically.
Interpretation of the results: The assessment criteria of the toxicity of the test substance
taken into account were:

e Body weight change

e Clinical and behavioral signs

e Necropsy findings

e The mortality expressed in % of compound related deaths.
These results enabled to classify the test substance to one of a series of toxicity classes defined

by fixed oral LD50 cut-off values, incompliance with Globally Harmonized System (GHS).2

-Category1 =0 <LD50 < 5 mg/kg
- Category2 =5mgkg <LD50< 50 mg/kg
- Category 3 =50mg/kg <LD50< 300 mg/kg
- Category 4 =300 mg/kg <LD50< 2000 mg/kg
- Category 5 =LD50> 2000 mg/kg

- Category 5 or non classified
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Acute toxicity of VATCHINTAMANI RAS (Brihat) Tablets IPER, Wardha

Study No.: PL — 07 (2017-18)

VI. RESULTS
Body weight: All animals exhibited normal and comparable body weight gain throughout the

period of study. The individual weights of the animals assessed during the test are supplied in
Appendix L.
Clinical Observations: All animals were free of intoxication signs throughout the period of
study. The results of the clinical observations are summarized in the table enclosed in
Appendix II.
Pathology: All main organs subjected to necropsy were found normal in all animals. The

result of the necropsy findings are summarized in the table enclosed in Appendix IIL

VII. CONCLUSION

According to the Globally Harmonized System (GHS) for the classification of substances
which cause acute toxicity, the substance VATCHINTAMANI RAS (Brihat) Tablet (Batch
No. T - 173010007) supplied by Shree Baidyanath Ayurved Bhavan Pvt. Ltd., Nagpur was
classified in the hazard category 5 or unclassified with a LD50 higher than 2000 mg/kg in
the Rat.
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