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MINISTRY OF HEALTH AND FAMILY WELFARE
(Department of Ayurveda, Yoga and Naturopathy, Unani, Siddha and Homoeopathy)
NOTIFICATION
New Delhi, the 24th December, 2008

G.S.R.893(E)—The following draft of certain rules further to amend the

Drugs and Cosmetics Rules, 1945, which the Central Government propose to
make rules, in exercise of the powers conferred by section 33-N of the Drugs

- and Cosmetics Act, 1940 (23 of 1940), is hereby published for the information
of all persons likely to be affected thereby and notice is hereby given that the
said draft rules will be taken into consideration after the expiry of a period of
forty five days from the date on which copies of the Official Gazette in which

this notification is published, are made available to the public;

Objections or suggestion, if any, may be addressed to the Secretary
(Department of Ayurveda, Yoga and Naturopathy, Unani, Siddha and
Homoeopathy) (AYUSH), Ministry of Health and Family Welfare, Indian Red
Cross Society Building, New Delhi-110001; |

Any objection or suggestions, which may be received from any person
with respect to the said draft rules within the period specified above will be

taken into consideration by the Central Government.

DRAFT RULES

A

1. (1) These rules may be called the Druegs and Cosmetics (4t Amendment)
{ : o S , /
Rules, 2008.

(2) They shall come into force after the expiry of forty five days from the
date of their publication in the Official Gazette.

2. In the Drugs and Cosmetics Rules, 1945, after rule 169, the following rule

shall be inserted, namely: -
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“170. GUIDELINES FOR EVALUATION OF AYURVEDA, SIDDHA AND
UNANI DRUGS AND OTHER TRADITIONAL MEDICINES OF INDIA

A. INTRODUCTION

In the past decade there has been renewed attention and interest in the use of
traditional medicine globally. In India, 65% of the population in rural areas use
Ayurveda and medicinal plants to meet their primary health care needs. In China, 40%
of the population, in Chile 71% of the population, and in Colombia 40% of the
~ population, have used such medicine. In developed countries, traditional,
complementary and alternative medicines are becoming more popular; in India the
health care services through AYUSH (A4yurveda, Yoga, Unani, Siddha and
Homoeopathy) systems of medicine are being successfully provided through a huge
network - of registered practioners, hospitals, dispensaries, manufacturing units,
Undergraduate and Post graduate Colleges, in view of the substantial growth of
Ayurveda, Siddha and Unani (ASU) drugs (hereinafter referred to as the ASU drugs),
other Traditional medicine (hereinafter referred to as the ASU drugs) and the
pharmaceutical industrial sector. The purpose of the guidelines are the .developed
methodologies for records and valuation; improve quality, value of research,
providing appropriate evaluation methods to facilitate the development of regulation
and registration in Ayurveda, Siddha, Unani and other traditional medicines in a
phased manner and also to facilitate to promote health understanding of these drugs.

These guidelines are intended to serve as a reference source for research
scientists, registered medical functionary, Ayurveda, Siddha and Unani drugs
manufacturers and health authorities.

" B. CATEGORIZATION OF AYURVEDA, SIDDHA AND UNANI DRUGS
AND OTHER TRADITIONAL MEDICINE IN INDIA

I. Ayurveda, Siddha and Unani drugs

A. Manufactured in accordance with formulae as per the definition given in
clause (a) of Section 3 of the Drugs and Cosmetics Act, 1940.
B. Ayurveda, Siddha and Unani drugs to be used for new indication.

II. Patent or Proprietary Ayurveda, Siddha and Unani drugs

(A) Drugs containing ingredients of formulations as defined under patent or
proprietary medicine. under clause (h) of section 3 of the Drugs and
Cosmetics Act, 1940.

(B) Drug with any one of the ingredients of Schedule E (1) mentioned under Rule
16 of the Drugs and Cosmetics Act, 1940.

(C) Any. change in composition, dosage form and route of administration (except
parenteral) of Ayurveda, Siddha and Unani drugs as described in clause (a) of
Section 3 of the Drugs and Cosmetics Act, 1940.

III. Indian Ethno-medicines based drugs not covered under Categories I and I1
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IV. Medicines based on extracts of medicinal plants of India

(A) Aqueous for indication as per text
(A1) Aqueous for new indication

(B) Hydro-ethanolic

(C) Other than A, Al and B

GUIDELINES FOR PRE-CLINICAL SAFETY EVALUATION FOR AYURVEDA,
SIDDHA AND UNANI DRUGS AND OTHER TRADITIONAL MEDICINE IN
INDIA

The following guidelines are recommended for pre-clinical safety evaluation for

Ayurveda, Siddha and Unani drugs and other Traditional Medicine in India. The

requiremenits for the various categories are provided in the table no. 1.

D.
(D)
0))

3)
4)

C)

(6)

@)

SUB-CHRONIC TOXICITY TESTS
Duration: - Sub-chronic toxicity studies for 2 -12 weeks should be conducted.

Animal species: - Rats should be used for conducting the sub-chronic toxicity
studies. Non-rodents may be used as per requirement.

Sex: - Both males and females should be used.

Number of animals: - Five rats (two non-rodents, if required) of each sex
should be used for each dose level.‘

Route of administration: - The expected clinical route of administration
should be used.

Dose levels: - At least three different dose levels should be used — therapeutic
dose, one higher than that which produces overt toxicity and one sub-
therapeutic dose. All studies should include a vehicle control group of test
animals.

Observations and examinations: - Observations and examinations should be
performed on the following items from (i) to (ii).

General signs, body weight and food and water intake: - For all
experimental animals, the general signs should be observed daily and body
weight and food intake should be measured periodically. If useful, water
intake should also be determined.

Haematological examination: - For rats, blood samples should be taken
before autopsy. For non-rodents, blood samples should be taken before the
start of drug administration, at least once during the administration period
(for studies of longer than one month), and before autopsy. For both

SoUuCcy[og- o

c
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oo
1il.

iv.

vi.

vii.

hematological and blood chemistry examinations, it is desirable to include
as many parameters as possible. '

Renal and hepatic function tests: -Since the liver and kidneys are the
usual organs of metabolism and excretion, potentially toxic agents easily
affect them; their functions should be monitored in sub chronic toxicity
studies preferably using biochemical parameters and histopathological
studies.

Other function tests if appropriate: - ECG, visual and auditory  tests
should be performed, if relevant.

Animals found dead during the examination should be autopsied as soon as
possible. A macroscopic examination should be made of organs and tissues.
In addition, where possible, organ weight measurements and
histopathological examinations should be performed in an attempt to
identify the cause of death and the nature (severity or degree) of the toxic
changes present.

In order to maximize the amount of useful information that can be obtained
during the administration period, all moribund animals should be sacrificed
rather than allowed to die. Prior to sacrifice, clinical observations should be
recorded and blood samples collected for hematological and blood chemical
analysis. At autopsy, a macroscopic examination of organs and tissue and
measurement of organ weights should be recorded. A full histopathological
examination should be performed in an attempt to characterize the nature
(severity of degree) of all toxic changes.

All surviving animals should be autopsied at the end of the administration
period or of the recovery period after taking blood samples for
hematological (including blood chemistry) examinations; organs and tissues
should be examined macroscopically and organ weights measured.
Histopathological examinations of the organs and tissues of animals
receiving lower dosage should also be performed, if changes are found on
gross or macroscopic examination of their organs and tissues of these
animals or if the highest dose group reveals significant changes. On the
other hand, histopathological examination of all rats will further improve
the chances of detecting toxicity. ;

Recovery from toxicity

In order to investigate the recovery from toxic changes, animals that are
allowed to live for varying lengths of time after cessation of the period of
administration of the test medicine, should be examined.
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F. GENOTOXICITY STUDIES

As per Schedule Y on a case-to-case basis.

Table No: 1 - Guidelines for Clinical Evaluation of ASU Drugs and Other TM in India

Category

Ingredient

(s)

Indication

(s)

Experience/ Evidence of Efficacy

Safety
data

Published
Literature

Pharmaco
-logical
profile

Clinical
Evaluation

I. ASU Drugs

(A) ASU drug
manufactured in
accordance with the
definition given above.

As per text

As per text

NR*® R

NR

NR

(B) ASU drugs to be
used for new
indication

As per text

New

NR*3 R

IR

II. Patent or Proprieta

ry drugs

(A) Drug with the
ingredients of
formulations as
defined under
proprietary medicine.

As per
text

Textual
Rationale

NR*
$

Ingredients
based

IR

(B) ASU drug with any
of the ingredients of
Schedule E (1) of
Drugs and Cosmetics
Act, 1940.

As per
text

New

Ingredients
based

(C) Any change in
composition/  dosage
form/ route of
administration (except
parenteral) of ASU
drugs as described in
section 3 (a) of Drugs
and Cosmetics Act,
1940.

As per
text

New

Ingredients
based

Indian Ethno-
medicines based
drugs not covered
under Categories
Iand IT

1L

As per
practices

As per
usage

R | If available




12 THE GAZETTE OF INDIA : EXTRAORDINARY [PArT II—SEC. 3(i)]

1

IV. Medicines based on extracts of Medicinal Plants of India

A A
(A) Aqueous Tsef:fr tsef:fr NR*® R IR IR
(A1). Aqueous A;ei fr New | NR*® R R R
A As .
(B) Hydro-ethanolic specified spe(cjlﬁe R R | R R
As |
© Other than A, A, and As .
B : specified specifie R R R R
- d
IR :IF required
R :Required

NR : Not RequiredA ,
* :Required if intended human use is more than three months and or there are reports
suggesting

toxicity or when larger multicentric Phase III trials is subsequently planned based on the
results of

Phase II study
$ :Required if the formulation contains any of the ingredients as specified in the Schedule E

(1) of the Drugs and Cosmetics Act, 1940.

G. DATA REQUIRED TO BE SUBMITTED WITH APPLICATION FOR
PERMISSION TO CONDUCT CLINICAL TRIALS ON AYURVEDA,
SIDDHA AND UNANI DRUGS AND OTHER TRADITIONAL
MEDICINE IN INDIA

1. Introduction
A brief description of the medicine/formulation(s) and the therapeutic uses.

2. Information on the formulation (s)

2.1 Compoéit‘ion

2.2 Dosage form

2.3 Rationale with relevant references

2.4  Method of Manufacture

2.5  Standardization Parameters
The parameters shall be as per the Ayurveda, Siddha, Unani
pharmacopoeia. Where the tests are not available, the test should be
performed according to the manufacturer’s specifications or other
authentic information available.

3. Experimental Pharmacology (as the requirement may be)

3.1 General pharmacological actions
3.2 Specific pharmacological actions
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4. Safety data (as the requirement may be)

4.1 Sub-chronic

4.2 Genotoxicity if required (as per Schedule Y).
Investigator brochure
Protocol
Case Report Form

Patient Information Sheet

L <N R

Informed consent form (English and local language)”

[No.K.11022/10/2007-DCC (AYUSH)]
B.ANAND, Jt. Secy.

Footnote: The Principal rules were published in the Gazette of India vide
notification number F. 28-10/ 45-H(I), dated the 21st December, 1945 and
subsequently amended vide notification number: -

(1)  GSR 755 (E) dt. 23.10.2008
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