
















































































































































































































•

• •
4

'TR 	 (.•Tr-of : aTRItirtuT	 105

(iii) For any other such FDCs, clinical trials may be required. For obtaining

permission to carry out clinical trials with such FDCs a summary of available
pharmacological, toxicological and clinical data on the individual ingredients

should be submitted, along with the rationale for combining them in the

proposed ratio. In addition, acute toxicity data (LD 50) and pharmacological

data should be submitted on the individual ingredients as well as their

combination in the proposed ratio. 	 •
(c)	 The third group of FDCs includes those which are already marketed, but in

which it is proposed either to change the ratio of active ingredients or to make

a new therapeutic claim. For such FDCs, the appropriate rationale including

0	 published reports (if any) should be submitted to obtain marketing permission.

Permission will be granted depending upon the nature of the claim and data
submitted.

(d)

	

	 The fourth group of FDC includes those whose individual active ingredients (or

drugs from the same class) have been widely used in a particular indication(s)

for years, their concomitant use is often necessary and no claim is proposed

to be made other than convenience. It will have to be demonstrated that the

proposed dosage form is stable and the ingredients are unlikely to have
significant interaction of a pharmacodynamic or pharmacokinetic nature.

No additional animal or human data are generally required for these FDCs, and

marketing permission may be granted if the FDC has an acceptable rationale.

Appendix Vii

UNDERTAKING BY THE INVESTIGATOR

Full name, address and title of the Principal Investigator (or

Investigator(s) when there is no Principal Investigator)

Name and address of the medical college, hospital or other facility

where the clinical trial will be conducted: 	 Education, training &

experience that qualify the Investigator for the clinical trial (Attach

details including Medical Council registration number, and / or any other

statement(s) of qualification(s))
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Stress testing may generally be carried out on a single batch of the drug

substance. It should include the effect of temperatures ), humidity where

appropriate, oxidation, and photolysis on the drug substance.

Data should be provided for (a) Photostability on at least one primary batch of

the drug substance as well as the formulation, as the case may be and (b) the

susceptibility of the drug substance to hydrolysis across a wide range of pH

values when in solution or suspension.

Long-term testing should cover a minimum of 12 months' duration on at least

three primary batches of the drug substance or the formulation at the time of

•	 submission and should be continued for a period of time sufficient to cover the

proposed shelf life. Accelerated testing should cover a minimum of 6 months

duration at the time of submission.

In case of drug substances, the batches should be manufactured to a

minimum of pilot scale by the same synthetic route and using a method of

manufacture that simulates the final process to be used for production

batches. In case of formulations, two of the three batches should be at least

pilot scale and the third one may be smaller. The manufacturing process(es)

used for primary batches should simulate that to be applied to production

batches and should provide products of the same quality and meeting the

same specifications as that intended for marketing.

The stability studies for drug substances should be conducted either in the

same container - closure system as proposed for storage and distribution or in

a container - closure system that simulates the proposed final packaging . In
case of formulations ; the stability studies should be conducted in the final

container - closure system proposed for marketing.

Stahl* Testing of new drug substances and formulations:




















