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PARTNERS IN GLOBAL HEALTHCARE 15" April 2014
Dr. G. N. Singh,
Drugs Controller General (India),
Directorate General of Health Services,
FDA Bhavan, Kotla Road
New Delhi

Dear Sir,

Sub: SLA-Approved Fixed Dose Combinations — Data on Safety & Efficacy

We thank you for the kind interview extended to us during our recent visit to your
office on 04" April 2014. Further to the same, we wish to bring to your Kind
attention the following aspects with respect to concerned State Licensing
Authority (SLA)-approved Fixed Dose Combinations (FDCs).

%+ As you are aware, India is the world leader in FDCs and in recent times even
other regulators like US FDA are approving more combination products.
Traditionally, India has been a trend setter in innovative and novel FDCs
offering convenience and reducing pill burden for the patients. Even the
doctors in India favor FDCs' prescribing to ensure patient compliance for
better healthcare management. Hence, we urge you to ensure that the FDCs
are not evaluated with a bias but, on the contrary, considered as a valuable
avenue in the medical armamentarium that needs encouragement.
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In response to multiple DCGI directives, safety and efficacy data has been
submitted for all SLA-approved FDCs pre-October 2012 with a treasury challan
of INR 15,000/- per product with the relevant details required.

® Package insert

* Since when the FDC is licensed by SLA

e Therapeutic Justification

* Pharmacokinetic / Pharmacodynamic interaction
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Reports of Clinical Trials, if any

Any other published literature

Dosage schedule of each ingredient

Regulatory status of FDC in other countries, etc

The data pertaining to efficacy and safety evaluation of SLA-approved FDCs is
already submitted by the Companies and this needs to be scrutinized fully. In
view of the products already being prescribed by doctors, and consumed by
patients, the efficacy and safety are automatically implied. Hence, the scrutiny
of the data submitted must be done by keeping this reality in forefront. If any
particular products’ ingredient has any recent safety documented concerns in
scientific literature certainly that particular FDC (only) could be considered for
phasing out after deliberation with concerned manufacturing company.

Efficacy and Safety data has already been submitted by the companies for your
kind scrutiny.

We request that the following categories need to be cleared on the automatic
route without asking for any additional data. These products can be
considered as safe and efficacious since these are by far proven remedies for
the day-to-day indications for which they are used or advocated.

a) Vitamins, minerals, nutrients (including their active moieties, chelates,
prodrugs, etc.) & their permutations and combinations.

b) Antacids alone and their combination with known antiflatulents.

c) Pre/Probiotics and their combinations.

d) Cough and Cold products with known ingredients.

e) Topical formulations.

f) Products approved by SLA’s prior to year May 2002 does not fall under the
category of new drugs but as per your directions our members have applied
them for your scrutiny.

g) Also, these FDCs which have been used over several years in India should
not be treated like a new drug as every SLA approved FDC is not a new
drug. That a particular FDC is not used elsewhere in the world, should not
go against the approval of the FDC.

Following the first meeting held on 6™ March 2014, the outcome suggested
that the concerned experts evaluating the SLA-approved FDCs were strongly
biased against advocating combination therapy. With such a frame of mind it is
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difficult to understand how the FDC, and data submitted (or represented)
could be scientifically justifiably evaluated. A glaring example is FDC of
amoxicillin with cloxacillin / dicloxacillin wherein clinical trials have been
demanded - the FDC has been prescribed for decades and even a simple
market survey done by the CDSCO with clinicians across the country would
reveal that there are no undue safety concerns and that the product is
efficacious! It is to be looked into as to how a study on 100 patients would
determine the fate of such an established FDC (when maybe millions of
patients have used the same successfully)! It is hence requested that the
committee of experts be reconstituted with inclusion of practicing Doctors
using FDCs.

There is no real requirement of clinical trials for FDCs already in use since the
acceptance by the Medical Profession serves as a pointer to their efficacy and
safety, which if a concern there would be dwindling of sales and the particular
FDC would have been non-existent.

Also, prior to asking for conducting of clinical trials, the following criteria may

be considered like: ;

a) Dissolution Data & Stability Data for QUALITY

b) Scientific rational for EFFICACY

c) Published literature on adverse effects of ingredients and drug-drug
interaction of contained ingredients for SAFETY concerns

Bio-availability / Bio-equivalence studies could be requested if there are
published concerns on possible interaction of the FDCs’ ingredients.
Postmarketing surveillance (PMS) could also be asked to be submitted if
there are documented safety concerns.

In case studies are required for any particular SLA-approved FDC, companies
are permitted to jointly conduct the same as per your circular which is a relief
to the Industry. However, it needs to be clarified in writing here that if one
particular Company conducts any study and the concerned FDC is given the
verdict of being safe and efficacious (not irrational), any other company with
the same combination will automatically be granted license and permission
without any scrutiny whatsoever.

We understand that the Office of DCGI is having a plan to first weed out Irrational
FDCs and then consider approving of rational FDCs. Such a direction will create
scare and uncertainty in the Industry, since many may think that their FDCs will
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also be rejected, although the intention may be is to approve the rational FDCs

later. As was discussed during our meeting, it is formally requested by all the
Jssociations that the DCGI office segregate the SLA-approved FDCs in 3
categories:

_ OBVIOUSLY RATIONAL FDCs (including all vitamins, minerals, nutrients
combinations, antacid including combinations, combination products for
cough and cold, prebiotics and probiotics and their combinations): DCGI to
declare such products as safe & efficacious and label as rational and grant
permission to all concerned manufacturers without calling individual company
for presentation of their justification/s for the FDC.

_ DOUBTLY RATIONAL FDCs: DCGI to put a list of the same on the website of
CDSCO and give the reasoning for each FDC as to why the same cannot be
considered as rational straight forward. DCGI can offer opportunity to
concerned manufacturer/s, or (their) representatives of Pharma association/s,
to debate and provide justification for establishing rationality of the FDC.

 IRRATIONAL FDCs: DCGI to put a list of FDCs deemed not rational and- the
reasons thereof on the website of CDSCO. DCGI can also offer opportunity to
concerned manufacturer/s, or (their) representatives of Pharma association/s,
to put forward their justification as to why the FDC not be considered as
irrational.

It is also the suggestion from the manufacturers of FDCs that do not evaluate the
rationality based on global availability or WHO endorsement of the same; rather
scrutinize the FDC from the perspective of scientific rationality on the following
basis.

Criteria suggested for scrutinizing as rational / not irrational

< COMPOSITION RATIONALITY - FDC rationale if,

e Ingredients tackle different causes for the SAME disease.

e Ingredients effective for different pathophysiologies which are almost
always interrelated and the respective diseases / disorders coexist.

e Ingredients are upto 3 per FDC (preferably).
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DYNAMICS RATIONALITY - FDC rationale if,

< There is synergism - enhanced benefits.

< The effect of combining ingredients is additive - patient compliance &
convenience fostered.

KINETIC RATIONALITY - FDC rationale if,
e The elimination half-life is similar indicating similar dosing frequency.
e Biological half-lives similar resulting in matching dosing.

SAFETY - FDC rationale if,

¢ No undesirable drug - drug interaction reported amongst ingredients.

e No significant adverse effect of 2 or more ingredients of the FDC on the
same organ preferably.

DOSING RATIONALITY - FDC rationale if,

e Similar frequency of administration of ingredients.

e Differing frequency but matching dosing ensured by modifying release
profile. '

e There (rarely) is a special explanation / scientific basis for the ingredients
not having matching dosing frequencies.

INDICATION RATIONALITY - FDC rationale if,
e Study exists substantiating the use for a specified indication.

ADMINISTRATION RATIONALITY - FDC rationale if,

e Similar instructions that can be taken irrespective of meals for all
ingredients.

e All ingredients can be taken after meals or otherwise - without
compromising efficacy & safety, these should be considered.

e Even if there is mismatch pertaining to intake with relation to meals, data is
positive that recommendation of timing can be changed without significant
compromise in efficacy of the FDC.

OTHER CONSIDERATIONS

e All nutrients containing FDCs are rationale provided the individual vitamin /
minerals do not exceed quantities as per norms / toxicity levels.







