To,
’ 27 MY 2008

The Secretary
Ministry of Health & Family Welfare,
Govt. of India,
MNirman Bhawan, New Delhi-110001.

Subject: Submission of report by Expert Committee constituted for
examination of Fixed Dose Combinations (FDCs) permitted for
manufacture for sale in the country without due approval from

office of DCG (l)-regarding.
Sir,

This has reference to Ministry of Health and Family Welfare order No.
X11035/53/2014-DFQC dated: 16.09.2014 whereby the Ministry has constituted
the Committee under the Chairmanship of Prof. C.K. Kokate, VC, KLE University,
Belgaum with the approval of Hon'ble Minister of Health and Family Welfare,

Gowvernment of india.

The Expert Committee evaluated the FDCs categorized under category ‘b’
earlier in its assessment report dated 1912015 Committee evaluated these
proposals by inviting vanous subject experts of relevant therapeutic areas befors
concluding the report, The Committee will evaluate Vitamins and Minerals relateg
preparations separately including micronutients and report in this regard will be
submitted separately in due course of time.

In continuation with earlier 3 reports of the Committee, the detailed report
along with the recommendations of the Committee with respect to FDCs
categonzed under category ‘b’ is enclosed herewith,

The Committee also reviewed its earlier recommendations with respect to the
FDCs which ware prohibited by Central Government recently and found that there
were some typographical errors in respect of 5 FDCs. The recommendations in this
regard are also included in the minutes for re-consideration by the Ministry

We would like to acknowledge with thanks the support received from Dr. G.N.
Singh, DCG (1) and his colleagues at CDSCO.
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Report of Expert Committee

Ministry of Health & Family Welfare vide order No. X11035/53/2014-
DOQC dated: 16.09.2014 constituted a Committee under the
Chairmanship of Prof. C. K. Kokate, Vice-Chancellor, KLE University,
Belgaum, Kammataka for examining the safety and efficacy of
unapproved FDCs which were licensed by State Drug Licensing
Authorities without due approval of DCGI{l)

After a senes of meatings of the Committee, the Commitiee categorized
these FDCs into four categories as under

FDCs considered as Imational by the Committee were
categorized under catagory 'a’.

il FDCs requiring further deliberation with subject experts were
categorized under category ‘b’ and further deliberations are in

progress,
. FDCs considered as rational by the Committee were categorized

under category ‘¢
v, FDCs reguiring further generation of data were categorized under

category 'd’.

Basad on the report of the Committee, CDSCO has already taken
vanous actions like issuance of approval or otherwise. However in
cases of FDCs categorized under category ‘D', it was considered by the
Committee to have further deliberations with subject expers to further
categorize these FDCs into categories 'a’, 'c’ or ‘'d’ based on the
rationality, safety and efficacy. The Committee conducted a seres of
mestings and discussed each FDC In detalll Committee further
categorized these FDCs during the mesting accordingly. Further certain
applications of the FDCs which were left un-discussed inadvertently
during first assessmant due to their non inclusion in the list wera also

discussed by the Committee and were categorized accordingly.
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The Committee also reviewed its earlier recommendations with respect
to the FDCs which were prohibited by Central Government recently and
found that there were some typagraphical errors in respect of 5 FDCs.
The recommendations in this regard are alzo included in the minutes for

re-considaration by the Ministry,

While reviewing these FDCs, the Committee considered various criteria
viz Patient safety, Drug Toxicity/Adverse effect, Misuse of drug/
Prescription error, Abuse potential, Pk and Pd interaction'compatibility,
Dosage compatibilities of FOC vis a vis that of single ingredients, issue
of Anfti-microbial resistance, Latest standard treatment guidelines,
Risk/Benefit ratio, Patient compliance, international status.

The detalled recommendations of the Committee have been given
against each FDC in the report. The Committee will evaluate Vitamins
and Minerals related preparations separately including micrenutrients
and report in this regard will be submitted separately in due course of
time.

The Committee is of the opinion that these FDCs wheraver
recommended as lrrational should not be allowed for their continued
manufacturing and markeling in the country. The detailed
recommendations are as under:
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Minutes of tha Meeting of Expert Committee held on 17.08.2015 to review
proposals and advice Drugs Controller General (India) in matters related to
approval of the safety and efficacy of Fixed Dose Combinations (FDCs)
permitted for manufacture for sale in the country without due approval from
office of DCG (1)

Members present:

1. Prof. Chandrakant Kokate, Vice-Chancellor, KLE University, Belgaum,
Karnataka & Ex-President of Pharmacy Council of India - Chairman

2. Dr C. L. Kaul, Former Director, NIPER, Consultant, Clinical Research, Jamia
Hamdard - Member

3. Prof. Sanjay Singh, Deptt. Of Pharmaceuticals, IIT, BHU, Varanasi - Member

4. Dr. C. D, Tripathi, Prof. & HOD (Pharmacology), Safdarjung Hospital, New
Delhi — Member

2. Dr. Bikash Medhi, Department of Pharmacology, PGIMER, Chandigarh-
Member

6. Dr. Sanjeev Sinha, Addl. Prof. (Medicine), AIIMS. New Delhi - Mernber
Cr. R.K. Khar, Former Dean & Head, Jamia Hamdard, New Delhi - Member

Dr. G. N. Singh, Drugs Controller General (India) welcomed the members of Expert
Committee. He thanked all the members of the Committee for their remarkable
efforts in categorization of various FDCs, applications of which were received by
CDSCO for proving safety and efficacy under 18 month policy decision.

The Committee was apprised that based on the recommendations of the Committee,
CD5CO has communicated all the firms regarding approval or otherwise in respect
of the FDCs falling under category ‘&', 'c’ and 'd’. Committee was alzo appnsed that
30 days timeline has been given to the companies for submitting their reply in
respect of the FDCs falling under category ‘a’. Further 4 months timeline has been
assigned for submitting CT protocol in respect of FDCs falling under category 'd’
which would be evaluated in consultation with SECs.

During the meeting, following issues including issues raised by IDMA in their
representation were place before the Committee for deliberation:-

1. To provide & months time for submitting reply to the showcause notices issued
2. To provide reasons for declaning certain FDCs as Irrational,

3. To give an opportunity to present their case for the FOCs declared irratianal,

4

- Not to insist for clinical trials. when product has already been consumed cver
years.

9 Not to reject FDCs on the ground that their availability leads to abuse potential
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8. Evaluators must ba dopropriaiely empowerad with reguiatory realties such that
their assessment is scientific but baianced with current prescription practices.

= FDCs combining ingredients, which are similar to DCG{l) approved
formulations like vitamins preparations. Topical preparations ete may be

labeled as rational.

» FDCs if seemingly doubtful, may be rationalized in view af they definitely
not combining any obviously irelevant blend of ingredients

= Not being available in any overseas market should not be a guiding
criterion to determine the suitability of FDC being categorized as raticnal.

* Additionally, a combination of drugs not being recommended by any
worldwide scientific body, or a medical association need not farm the
basis of judging rationality of the FDC

* For antimicrobial combinations the same should be considered
permitting if; {a) a particular pathogen that needs to be eliminated has a
known incidence of frequent resistance: (b) = disease gas reported
incidence of Multidrug Resistant {(MDR} pathogens prevalent Permitting
the use of combination for such situations would, contrary to prevailing
worries, eliminate the bacteria more assuredly and, in fact, avoid making
them resistant. The examples of antimicrobial combinations for
tuberculosis, Hiv campylobacter infections, etc. are all widely known
and for such diseases it is a narm o combine antibacterial with the very

same mative in mind.

7. To discuss the information required from the companies in respect of FDCs
which have been categorized under category '’

8. To discuss various modalities to be followed for further examination of
applications falling under category ‘a' after receipt of reply to showcause
notices from the firms.

9 To finalize the recommendations in respect of certain FDCs as certain
discrepancies have been observed among the recommendations List of such
FDCs is attached herewith for discussion and further finalization.

10. To decide any other issues of relevance for early disposal of proposals of such
FOCs

Committes went through the representations and opined to decide on the basis of
rationality, safety and efficacy and also shown its willingness to consider the
methods or criteria proposed by the IDMA while ensuring the safaty of patisnts,

Secondly, as regard to the extension of time for submitting reply to the variaus
showcause notices issued by CDSCO, Committes opined that further time for reply
Is justifiable and may be given based on epresentation. However, Committee opined
that instead of aiving six months, a further period of 3 months may be given for
submissicn of reply to the showcause notices issued as the sufficient opportunity is

needed to submit proper scientific data.
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Commitiee was apprised that Ministry whila approving the report of the Committes
has suggestad to seak information from Industry in respect of FOCs categorized
under category ‘b and {0 place the same before the Committee in which other

deliberate. The subject experts will be from the list of experts already available in
Subject Expert Committees, Technical Committees or other committees, any other
sultable experts from Govt. institutes as proposed by the Chairman, FoC Committee.

As it will take time to receive reply, collate and compilaticn of FDOCs falling under

As regard to the vanous discrepancies obseryed among the recommendations with
fespect to certain FOCs, thesa FDCs were examined again by the Committee and
accordingly final recommendations made by the Committee ara annexed herewith as
Annexure A. Committee opined that CDSCO can izsue lettars with respect to these
FDCs accordingly.

The meeting ended with the vote of thanks to the chair
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Minutes of the Meeting of Expert Committee held on 23.09.15 and 24.9.2015 to
review proposals and advice Drugs Controller General (India) in matters related to
approval of the safety and efficacy of Fixed Dose Combinations (FDCs) permitted for
manufacture for sale in the country without due approval from office of DCG (1)

Members present:
1. Prof. Chandrakant Kokate Vice-Chancellor, KLE University, Belgaum,

Karnataka & Ex-President of Pharmacy Council of India - Chairman
2. Dr. C. L Kaul Former Director, NIPER, Consultant, Clinical Research, Jamia

Hamdard - Member
3. Prof. Sanjay Singh, Deptt. Of Pharmaceuticals, IIT, BHU, Varanasi - Member

4. Dr. C. D. Tripathi, Prof. & HOD (Pharmacology), Safdarjung Hospital, New

Delhi — Member
2. Dr. Bikash Medhi, Department of Pharmacology, PGIMER, Chandigarh-

Member
Dr. Sanjeev Sinha, Prof. (Medicine), AlIMS, New Delhi — Member

7. Dr. R.K. Khar, Former Dean & Head, Jamia Hamdard, New Delhi — Member
8. Dr. Tungvir Singh, Prof., Department of Medicine LLEM Medical College,

Meerut
8. Dr. Subhash Giri, Prof., Department of Medicine, UCMS. New Deihi

Prof. Kokate was not present on 24" Sept. and Dr. Sanjeev Sinha was not present

on 23" Sept. during the mesting,

Dr. G. N. Singh, Drugs Controller General (India) welcomed the members of Expert
Committea for its meeting being held to advise DCG(l}) in matters related to approval
of the safety and efficacy of Fixed Dose Combinations (FDCs) permitted for
manufacture for sale in the country without due approval from office of DCG (1)

The Committee was apprised that the issue is related to the grant of manufacturing
licenses for sale of the Fixed Dose Combinations (FDCs) which fall under the
definition of the term "New Drug” in the country without due approval by the
Licensing Authority as defined under rule 21(b) i.e. Drugs Controller General {India)
that had been raised in many fora from time to tima.






In respect of other FOCs falling under definition of “New Drug” licensed by State
Licensing Authorities before 1.10.201 2, without the permission of DCG(I), it was
decided and submitted by the Ministry of Health and Family Weifare to the
Farliament Standing Committee that the DCG(l) would direct all the State Drugs
Controllers to ask the concerned manufacturers to prove the safety and efficacy of
such FDCs before CDSCO within a period of 18 months, failing which such FOCs
will be considered for being prohibited for manufacture and marketing in the country
Accordingly, DCG (I) vide letter dated 13.01.2013 requested all the State Drug
Controliers to ask the concerned manufacturers to prove the safety and efficacy of

such FDCs within 18 months,

In view of above, a large number of applications were received by CDSCO. In order
to examine such a huge number of applications in a timely manner, Ministry of Health
& Family Walfare vide order No. X1 1035/53/2014-DQC dated: 16 08.2014 constituted
a Committee under the chairmanship of Prof, C. K. Kokate, Vice-Chancellor, KLE
University, Belgaum, Karnataka As directed by the Ministry, following actions have

Deen initiated by CDSCO--

1. For FDCs which are considersd as Irrational by the Committee
were categonzed under category ‘a’ and accordingly showcause
notices have been issued fo the concerned manufacturers.

2. For FDCs which require further deliberation with subject experts
were categorized under category ‘b’ and action for such deliberation

Is under process.
4. For FDCs which are considered as rational by the Committee were

categorized under calegory 'c' and accordingly approval lefters
have been issued o the concemed manufacturers.

4. For FDCs which require further generation of data were categorized
under category'd’ and accordingly letters asking the firms to submit
Phase IV trial protocol have been issued to the concemned

manufacturers.

The members were apprised that FDCe to be discussed in the meeting have already
been examined However in these cases, Committee considered it necessary faor
further deliberation with subject experls to further categorize these FDCs into
category ‘a’, category ‘¢’ or category 'd' based on the rationality, safety and efficacy
of these FDCs. Committee was alsa requested to deliberate on additional FDCs
which were left previously Inadvertently. Chairman advised that these FDCS can be

discussed in current as well as subsequent meetings.






the FDCs. The Commities also signed the Conflict of Interest. The Committee
discussed in detail and made their recommendations, The Committee tentatively
discussed in detail and categorized approximately 400 FDOCs during the meeting.
However these FDCs alongwith other remaining FDCs will be discussed and

reviewed again in the next meeting for further finalization,

The chairman of the Committee desired that One more meeting may be conducted
on 18" and 17™ October 2015 1o further discuss and finalize these FDCs belonging

to aforesaid category. He also informed that he may not be present duri
meeling , however the outcome
subsequent meeting.

The meeting ended with tha vote of thanks to the chair,
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Minutes of the Meeting of Expert Committee held on 2.10.2015 to review
Proposals and advice Drugs Controller General (India) in matters refated to
dpproval of the safety and efficacy of Fixed Dose Combinations (FDCs)
permitted for manufacture for sale in the country without dus approval from

office of DCG 1) D

Members present:
1. Prof. Chandrakant Kekate, Vice-Chancelior KLE University, Belgaum,
Kamataka & Ex-President of Pharmacy Council of Indig - Chairman
2. Dr. C. L Kaul, Former Director, NIPER. Consultant, Clinical Research, Jamia
Hamdard - Member
3. Prof. Sanjay Singh, Deptt Of Pharmaceuticals, T, BHL, Varanasi - Membar
4. Dr. C. D, Tripathi, Prof. & HOD (Fharmacalogy), Safdarjung Hospital New

Deelhi = Membar
3. Dr. Bikash Medhi Department of Pharmacaingy, PGIMER, Chandigarh-

Member
B DOr. R K Khar Foarmer Dean & Head, Jamig Hamdard, New Delhj - Membear

7. Dr. Tungvir Singh Prof., Departmant of Medicine LLRM Medicsl College,

Maerut

their prior com mitments.

The Chairman welcomad the members of Expert Committes as well as subject
experts for meeting being organized to advisa DTG in matters related 0 approval
of the safety and efficacy of Fixeg Dose Combinations (FDCs} permitted for
manufacture for sale in tha country without due approval fram office of DCG (1),

The minutes of the mesting held on 16" and 17" Qctober 2015 were approved by
the Commitiee,

All the FDCs undar Category "b" related to vitamins, Antimicrobial as wall as
Medicine \herapeutic categones as discussed =o far with the subject experts wers
reviewed theroughly and recommendations were also mentioned against each FDC.
The Commities also reviewsd dpproximately 100 other FDOCs and gave its

TS AN ‘"

recommendations
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The Committee also opined that it would be worthwhile to add the clear cut

indications of specific Individual formulations to further examine them on heir merits.
This shall enable the quick decision.

The Committee was appnsed that the FOC of Hydrochlorothiazide+ Ramipril +
Losartan was inadvertently discussed in jte earlier meetings. The Committee noted

that the FDC is covered under 204 category and is sub-judice. The Committee
fecommended that any letter Le. approval or otherwiss if I1ssued by CDSCO for this

particular FOC, may be withdrawn.

The Expert Commitiee adopted the blinding procedure for evaluation of the FDCs.
The Committee membars alen signed the ne Conflict of Interest The Chairman of
the Committee desirad that next meeting may be kept for 2 days for discussing the
proposals belonging to FDCs under ‘Pulmonary’ eategory and two subject experts

may be invited for participating in the meeting,

The Chairman opined that the FDCs of vitamins category reguire further examination
and in-depth deliberations before taking tha final decision.

The meeting ended with a vote of thanks ta the chair.
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Minutes of the Meeting of Expert Committee held on 16.10.15 and 17.10.2015 to
review proposals and advice Drugs Controller General (India}) in matters
related to approval of the safety and efficacy of Fixed Dose Combinations
{(FDCs) permitted for manufacture for sale in the country without due approval

from office of DCG (I)

Members present:
1. Dr. C. L. Kaul, Former Director, NIPER. Consultant, Clinical Research. Jamia
Hamdard - Member
2. Prof. Sanjay Singh, Deptt. Of Pharmaceuticals, I|T, BHU, Varanasi - Member
3. Dr, C. D. Tripathi, Prof. & HOD (Pharmacology). Safdarjung Hospital, New

Delhi — Member
4. Dr. Bikash Medhi, Deparment of Pharmacology, PGIMER, Chandigarh-

Member
3. Dr. Sanjeev Sinha, Prof (Medicing), AlIMS. New Delhi — Member

&. Dr. Tungvir Singh, Prof, Department of Medicine LLRM Medical College,

Mearut
7. Dr. SBubhash Giri, Prof., Department of Medicine. UCMS, New Delhi

As desired by the chairman of the Committee, a meeting of the members of the
Committee was convened alongwith subject experts on 16" and 17" October 2015
to further discuss and finalize the recommendations with respect to FDCs discussed
s0 far in the last meeting. Committee discussed all the FDCs one by one in detail

and calegorized each FDC appropriately as per Terms of References.

The Expert Committee adopted the blinding procedure for evaluation of the FDCs.
The members also signed the Conflict of Interest. The Committes discussed all the
FDCs in detail and made their recommendations. The Commities tentatively
discussed in detail and categorized approximately 100 FOCs during the meeting.

The meeting ended with the vote of thanks,
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Minutes of the Meeting of Expert Committee held on 30.11 -2015 and 01.12.2015
1o review Proposals and advice Drugs Controller General {India) in matters
related to approval of the safety and efficacy of Fixed Dose Combinations
(FDCs) permitted for manufacture for sale in the country without due approval-

Members present:
1. Prof. Chandrakant Kokate, Vice-Chancelior KLE University, Belgaum,
Kamataka & Ex-Prasident of Phammacy Council of Indig - Chairman
2. Dr. C. L Kaul, Former Director, NIPER Consultant, Clinical Research, Jamia
Hamdard - Member
3. Prol. Sanjay Singh, Deptt OF Phamaceuticals, IIT, BHU. Varanasi - Member
4. Dr. C. D. Tripathi, Prof & HOD {Pharmac:nlogy}. Safdanung Hospital, New

Dethi — Member
5 Dr Bikash Medhi, Department af Pharmacnrngy. FGIMER Chandigarh-

Membar
. Dr RK Khar, Former Dean & Head, Jamia Hamdard, New Dethj - Membear

7. Dr.J. € Suri, Prof Department of Pulmonary, VMCC & Safdarjung Hospital,

MNew Delhy
B Dr. Sushant H Meshram, HOD, Prof. Depariment of Pulmonary, GMC. &

Hospital, Pune

Dr. Sanjeev Sinha could not altend the meeting,

combinations containing antibistics shall be made very judiciously,

The Commitiee was apprised that the issue is related to the grant of manufacturing
licenses for sale of the Fixed Dose Combinations (FDCs} which fall under the
definition of the term ‘New Drug" in the country without dus approval by the
Licensing Authonty as defined under rule 21(b) j.e. Drugs Controller Geners| {India)







such FDCg before CDSCO within a pencd of 18 months, failing which such FDCs
will be considered for being prohibited for manufacture and marketing in the country
Accordingly, DCG (l) vide letter dated 15 01.2012 requested all the State Drug

Controliers to ask the concerned manufaciurers 1o prove the safely and efficacy of

such FOCE Witlin T8 monihs

In view of above, a large number of applications were receivad by CDSCO. In order
[0 examine such a huge number of applications in a timely manner, Ministry of Health
& Family Welfare vide order No, X1 1035/53/2014-DQC dated” 16.09.2014 constituted
a Committee under the chairmanship of Prof. C. K Kokate, Vice-Chancellor, KLE
University, Belgaum, Karnataka. As directed by the Ministry, following actions have

been initiated by CDSCO--

1. FDCs considered as Irrational Dy the Committee were categorized
under category ‘a’ and accordingly show cause notices have been
issued to the concerned manufacturers,

2 FDCs requiring further defiberation with subject experts were
tategorized under calegory ‘b and further deliberations are in
progress

3. FDCs considered as rational by the Commitlee wers categorized
under category 'c' and accordingly approval letters have been
Issued to the concemned manufacturers.

4. FDCs requiring further generation of data were categorized under

Category 'd’ and accordingly letters asking the firms to submit
Phase IV trial protocol have been issued to the concemed

manufacturers,

The members were apprised that FDCs to be discussed in the maeting have already
been examined by the Commites. However in these cases. it was considered
necessary to have further deliberations with subject experts to categorize thess
FDCs into categories ‘a’, ‘¢’ or 'd’ based an the rationality, safety and efficacy .

The detailed therapeutic category-wise agenda containing FDCs  related o
Pulmonary category were placed hefore the Committes. The Commillee adopted the
blinding procedure for evaluation of the FDCs and also signed the No Conflict of
Interest. The Committee discussed sach FDC in detail and categorized 406 FDOCs

during the meeting.

The Committee was apprised that CDSCO has received the replies to the show
cause notices issued to the firms in respect of the combinations considered as
Iraticnal by the Committee and these need to be examined by the Committee on
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The Chairman of the Committee desired that continuous 6 days meaetings shall ba
kept in January 2018 preferably from 4™ Jan to gt January 2016 to discuss and
examine the replies received in respect of FDCs considerad as irrational. The
Chairman also desired that at least one additional expert of Internal Medicine be

——Presentin-all these meetings and ane reievant subject expert be invited, wheraver
necessary,

The meeting ended with the vote of thanks to the Chair
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Minutes of the Meeting of Expert Committee held on 14.3.2016 to review proposals
and advise Drugs Controller General (India) in matters related to approval of the
safety and efficacy of Fixed Dose Combinations (FDCs) permitted for manufacture for

—sale in the country without due appraval from office of DCG (1) T

Members present:
1. Prof. Chandrakant Kekate, Vice-Chancellor, KLE University, Belgaum, Karnataka &

Ex-President of Pharmacy Council of India - Chairman

Z. Dr. C. L Kaul, Former Director, NIPER, Consultant, Clinical Research, Jamia

Hamdard = Member
3. Prof. Sanjay Singh, Deptt. Of Pharmaceuticals, IIT, BHU, Varanas: - Member

Dr. C. D. Tripathi, Prof. & HOD (Pharmacology), Safdarjung Hospital, New Dethi -

-

Member
. Dr. Bikash Medhi, Department of Pharmacology, PGIMER, Chandigarh- Member

o

6. Or. R K Khar Former Dean & Head, Jamia Hamdard, New Delhi - Mamber
7. Dr, Richa Dewan Prof. & Head | Dept. of Medicine, MAMC, New Defhi

8. Dr. RK. Arya Prof & Head, Dept. of Orthopaedics, RML Hospital, New Delni
g

. Dr. Debashish, Dept. of Neuralogy, MAMC, New Detlhi
10: Dr. J.C. Passey, Prof. & Head, Dept. af ENT, MAMC. New Dalhi
11, Dr. Rohit Saxena, Associate Prof., Dept. of Ophthalmoiogy, AlIMS, New Delhi

Dr. Sanjeev Sinha, Prof., Dept. of Madicine, AIIMS, New Deihi did not participate in

the meating

The Committee was apprised that the issue is related to the grant of manufaciunng licenses
for sale of the Fixed Dose Combinations (FOCs) which fall under the definition of the term
“New Drug” in the country without due approval by the Licensing Authority as defined under

rude 21(b} | & Drugs Contreller General (India),

In respect of other FDCs falling under definition of “New Drug” licensed by State Licensing
Authorities before 1.10.2012, withaut the permission of DCGIl), t was decided and
submitted by the Ministry of Health and Family Welare to the Parliament Standing
Committee that the DCG(I) would direct all the State Drugs Controliers 1o ask the concernad
manufacturers to prove the safety and efficacy of such FDCs before COSCO within a period
of 18 months. falling which such FDCs will be considered for being prohibited for
manufacture and marketing in the country, Accordingly. DCG (1) vide letter dated 15.01.2013
requested all the State Drug Controliers to ask the concemed manufacturers to prove the

safety and efficacy of such FDCs within 18 months.
In wview of above, a large number of applications were received by CDSCO. In order to

examing such a huge number of applications in a timely manner, Ministry of Health & F amily
Welfare vide order Mo X11035/5312014-D0C dated: 16.09.2014 constiluted a Committes
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under the chalmanship of Prof. C K. Kokate, Vice-Chancellor, KLE University, Belgaum,

Karnataka. As directed by the Ministry, follawing actions have been initiated by CDSCO:-
1. FDCs considered as frraticnal by the Committee were categorized undar

category '@’ and accordingly show cause notices have been issuedfothe

concarmead manufaciurers,

<. FDCs requiring further deliberation with subject experts were categorized
under category ‘b’ and further deliberations are in progress

3. FDCs considered as rational by the Committee were categorized under
category ‘¢’ and accordingly approval letters have been issued fo the
concerned manufacturers.

4. FDCs requiring further generation of data were calégorized under
calegory ‘¢ and accordingly letters asking the firms to submit Phase IV
trial protocol have been issued to the concerned manufacturers.

The members were appnsed that FDCs to be discussed in the meeting have already bean
examined by the Committee. However in these cases, it was considered necessary to have
further deliberations with subject experls to categorize these FDCs into calegories ‘a’, ‘¢’ or
'd’ based on the rationality, safety and efficacy

The detailed therapeutic categery-wise agenda containing FOCs related to Ophthalmalogy,
Analgesics, CNS, ENT categories were placed before the Committee. The Committes
adopted the blinding procedure for evaluation of the FDCs and alsa signed the No Conflict of
Interest. The Commities discussed each FDC in detail and categorized these FDCs during .

the meeating.

Due to inadvertent entries in respect of cartain FOCs discussed in earlier meetings
were re-examined and correcled by the Committee and accordingly final
recommendations made by the Committee are annexed herewith as Annexure A.

The Chairman desired that next meeting of the Committee shall be kept in Aprl 2016 to

discuss and examine the FDCs related to other |2ft categories. The Chairman also desired
that FDCs related to Vitamins category may also be discussed again by inviting subject

expert from NIN, Hyderabad, ICMR and other experts of Internal Madicine

The meeting concluded with the vote of thanks to tha Chair
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Annexure A

List of FDCs where corrections weare made in earlier recommendations

5. | Name of FDC | Earlier ' Final Recommendations

No. | N recommendations

1 Camylofin+Mefenamic Acid diby d

2 | Torsemide + Spironolactone c/subjudice ' subjudice

3 Boric Acid+ Borax+Naphazoline | cla a
HCL+Menthol+Camphor+HPMC | Chairman had

FDC is

+BenzalkoniumChloride already conveyed
its consent on

25.1.2046 that |
irrational

4 Meropenem + Tazobactum c

| Committee noted that the

FDC is yet to be
launched in the market
and not already existing
product. Therefore
recommendation of the
Committee does not
apply for this FDC which

is yet to be launched







Minutes of the Meeting of Expert Committee held on 15.2.2016 to review proposals
and advise Drugs Controller General {India) in matters related to approval of the
safety and efficacy of Fixed Dose Combinations (FDCs) permitted for manufacture far
sale in the country without due approval from office of DCG i

Members present:
1. Prof. Chandrakant Kokate, Vice-Chancellor, KLE University, Belgaum, Karnataka &
Ex-President of Pharmacy Council of India - Chairman
2 Dr. C L Kaul, Former Director, NIPER, Consultant, Clinical Research, Jamia
Hamdard — Member
3. Prof. Sanjay Singh, Deptt. Of Pharmaceuticals, IT, BHU, Varanasi - Member
Dr. C. D. Tripathi, Prof. & HOD (Pharmacalogy), Safdarnung Hospital, New Delhi -

i

Mamber
Dr. Bikash Medhi, Department of Pharmacology, PGIMER, Chandigarh- Mamber

Dr. R.K. Khar, Former Dean & Head, Jamia Hamdard, New Delhi - Mamber

Dr. B. Gupta, Prof. & Head , Dept. of Medicine. HinduRao Hospital, New Delhi

Dr. Alka Kriplani, Prof. & Head, Dapt. of Gyne&0Obat., AIIMS, New Delhi

Dr. AK Saxena, Ass. Prof. and Consultant Degt, of Dermatology, Safdarjung

Hospital, New Delki
Dr. Sanjeev Sinha, Prof, Dept of Medicing, AIIMS, New Delhi did not participate in

® @ N @ o

the meating.

The Commitiee was apprised that the issue is related to the grant of manufactunng licenses
for sale of the Fixed Dose Combinations (FDCs) which fall under the definition of the term
“New Drug” in the country without due approval by the Licensing Authority as defined under
rule 21(b) i.e. Drugs Controller General (India).

In respect of othar FOCs falling under definition of “New Drug” licensed by State Licensing
Authorities before 1.102012, without the permission of PCGIl), it was decided and
submitted by the Ministry of Health and Family Welfare to the Pariigment Standing
Committee that the DCG(1) would direet all the State Drugs Controliers to ask the concerned
manufacturers to prove the safety and efficacy of such FDCs before COSCO within 2 periad
of 18 months, failing which such FDCs will be considered far being prohibited for
manufacture and marketing in the country. Accardingly. DCG (1) vide letter dated 15.01 2013
requested all the State Drug Controflers to ask the concermnad manufaclurers to prove the

safely and efficacy of such FDCs within 18 months,

In view of above, a large number of applications were received by CDSCO. In order to
examine such a huga number of applications in a timaly manner, Ministry of Health & Famity
Weifare vide order No. X11035/53/2014-DQC dated: 16.09.2014 constituted a Committes

L&A” LA under the chairmanship of Prof. C. K. Kokate, Vice-Chancellor. KLE Liniverzity, Belgaum,

Karnataka As directed by the Ministry, following actions have been initiated by COSCQO:-
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1. FDCs considered as lrrational by the Committes were categorized under
category 'a’ and accordingly show cause notices have been issued to tha

concernad manufacturers,

2. EDC " il e s

under category ‘b’ and further deliberations are in prograss

3, FDCs considered as rational by the Committes were catagorized under
calegary 'c’ and accordingly approval letters have been issued to the
concarnad manufacturers.

4. FDCs requiring further generation of dalas were categorized under

category 'd’ and accordingly letters asking the firms to submit Phase IV
trial protoecol have been issued to the concermed manufacturers

The members were apprised that FOCs to be discussed In the meeting have already been
exammned by the Committes. However in these cases, it was considered necessan o have
further deliberations with subject experts to categorize these FDCs into categones 'a’, ‘c' or

'd based on.the rationality, safety and efficacy

The detailed therapeutic category-wise agenda containing FDCs related to Gynaecolagy,
Endocrinslogy, Demmatelogy categeries were placed before the Committes. Tha Committea
adopted the blinding procedure for evaluation of the FDCs and also signad the No Confiict of
Interest. The Committee discussed each FDC in detail and categorized these FDCs during

the meeting.
The meeting concluded with tha vote of thanks to the Chair
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Minutes of the Meeting of Expert Committee held on 18.4.2016 and 19.4.2015 to
review proposals and advise Drugs Controller General (India) in matters
related to approval of the safety and efficacy of Fixed Dose Combinations

(FDCs) permitted for manufacture for sale in the country without due approval

W-ufﬁ-ﬁ'ﬂ-m
Members present:
1. Prof. Chandrakant Kokate, Vice-Chancellor, KLE University, Belgaum,
Karnataka & Ex-President of Pharmacy Council of India - Chairman
2 DG L. Kaul, Former Director, NIPER, Consultant, Clinical Research, Jamig
Hamdard — Member
3. Prof. Sanjay Singh, Deptt. Of Pharmaceutics, IIT, BHU, Varanasi - Member
4. Dr. C. D Tripathi, Prof & HOD {Pharmacology), Safdarjung Hospital, New

Delhi — Member
3. Dr. Bikash Medhi, Department of Pharmacology, PGIMER, Chandigarh-

Member
8. Dr. RK. Khar, Former Dean & Head, Jamia Hamdard, New Delhi - Member
. Dr. B Gupta, Prof. & Head » Dept. of Medicine, HinduRao Hospital, New

Dethi

8. Dr. Nihar Ranjan Diash, Addl. Prof Dept S, 'New

- quiﬂiqde-iﬁwulf Ceaw
Dedhi { attended meeting on 18.4.2016) i -|1£fﬂ=’-r”""£' m *

Dr. Sanjeev Sinha, Prof, Dept. of Medicine, AlIMS, New Delhi could not
attend meeting.

The Chairman welcomed the members of the Committee. The Commitiee was
apprised that the Issue is related to the grant of manufacturing licenses for sale of
the Fixed Dose Combinations (FDCs) which fall under the definition of the term "New
Drug”® in the country without due approval by the Licensing Authority as defined
under rule 21(h) i.e, Drugs Controller General (India). Committee was ajsqg Bpprised
that based on the recommendations of the Committes, Central Government has

{






The detailed therapeutic category-wise agenda containing FDCs related to
Gaslmentﬂmrﬂgy. Cardiovascular etz calegories were placed before  the
Committee. The Committee adopted the blinding procedure as per SOP for
evaluation of the FDCs and Committee memberg also_declared No Conflict of

during the mesating.

The Commitiee desirag to evaluate Separately Vitamins and Minerais refated
preparations including micronutrients,

refated to Vitamin preparations will be discussed separataly.
The meeting concluded with the vote of thanks to the Chair.
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Minutes of the Meeting of Expert Committee held on 26.5.2016 and
27.5.2016 to review proposals and advise Drugs Controller General

(India} in matters related to approval of the safety and efficacy of Fixed
Dose Combinations (FDCs) permitted for manufacture for sale in the

country without due approval from office of DCG (1)

Members present:

1. Prof. Chandrakant Kokate, Vice-Chancellor, KLE University, Belgaum,

Kamataka & Ex-President of Pharmacy Council of India - Chairman
2. Dr. C. L. Kaul. Former Director, NIPER, Censultant, Clinical Research,

Jamia Hamdard — Member
3. Prof Sanjay Singh, Deptt. Of Pharmaceutics, IIT, BHU. Varanasi -

Member
4. Dr. C. D. Tripathi, Prof, & HOD (Pharmacalogy), Safdarjung Hospital,

New Delhi — Member
5. Dr. Bikash Medhi, Department of Pharmacclogy, PGIMER,

Chandigarh- Member
6. Dr. R.K. Khar, Former Dean & Head, Jamia Hamdard, New Delhi —

Member
7. Dr. Richa Dewan, Prof. & Head , Dept. of Medicine, MAMC, New Delhi

Dr. Sanjeev Sinha, Prof., Dept of Medicine, AlIMS, New Delhi could
not attend meeting
The Chairman welcomed the members of the Committee and requested them

te re- review the recommendations in respect of FDCs grouped under
category b’ for further submission to the Ministry of Health and Family Welfare

for necessary action.

The Chairman apprised all the members regarding his Meeting with Secretary
(Health), Additional Secretary (F&D) and Additional Soliciter General (ASGE) on
18.04.2016. He informed that the Secretary appreciated the work of the
Committee and directed to expedite the review of the remaining FDCs at the
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earliest. The Chairman also brisfed the ASG regarding the methodology
adopted for avaluation of FDCs

During the deliberations of the FDCs meetings, it was felt that many FDCs
have been approved by CDSCO over the penod of 4 to 5 decades. Qver the
period of ime, thera have been tremendous advancements in the treatment of
various diseases and their therapeutic guidelines have been updated from
time to time. In light of the present scientific evidences regarding both safety
and efficacy, it becomes imperative to re-examine the EDCs approved by
CDSCO. Therefore, the Committee recommends that there should be a
periodic review of all previously approved FDCs which are in market
beyond 10 years. This view was also conveyed by the Chairman of the

Committee fo the Secretary (Health) in his meeting on 19.04.2018,

The Committee while reviewing the Vitamins and Minerals preparations, it was
felt that the regulations in accordance with schedule V' of Drugs and
Cosmetics Rules, 1945 are not updated as per the current Indian
requirements. Therefore, the Chairman emphasized that different evaluation
criteria be adopted for evaluation of Vitamins and Minerals related
preparations including micronufrients as some of these are considered as
Mutraceuticals internationally. Keeping this in view, the Committes desirad that
products which are under category of mixture of Vitamins and Minerals can be
considered as having a general therapeutic Justification and report in this
regard will be submitted to Ministry separately. The Committee recommends
that schedule V' of Drugs and Cosmetics Rules, 1945 should be re-

visited in current scenario.

The Committee re-reviewed the recommendations in respect of all the FDCs
categonsed under category 'b" except vitamins preparations and made
corrections in case of FDCs wherever some ambiguity was observed,

The Committee also reviewed various FDOCs which have been prohibited by
the Central Governmant vide Gazette notifications dated 10.3.2016 and made

its comments as under for re-consideration:
.I b ‘
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1. 5.0. No B94 : Dextromethorphan + Chlorpheniramine +
Phenylephrine + Menthol
The Committee observed that the FOC was categorized as 'a' ie
Irrational.—inadverently -in- the report due fo typographical eror, as
similar FDCs have been considered as rational e, category 'c' at
S.Nos. 2561, 2822, 2714, 2920, 3028, 3385, 3342, 3427, 3534, and
3557 of the Committee report Therefore, the Committee recommends
that FDC of Dextromethorphan + Chiorpheniramine + Phenylephrine +
Menthol shall be considered as rational,

2. 5.0. No. T41: Paracetamol + Prochlorperazine
The Committee observed that the FDC was categorized as ‘'a' le
Irrational, inadvertently in the report due to typographical error. as
similar FOCs have been considered as rational at S.Nos. 270 and 1376
of the Committee regort. Therefore. the Committee recommends that
FDC of Paracetamol+ Prochiorperazine shall be considered as rational.

3. 5.0. No.735: Benzoxonium chloride + Lidocaine

The Committee reviewed the FDC and observed that two formulations
of this FDC i.e. one in chewable tablet dosage form (at 5.No 407 of the
Committee report) and other in mouthwash dosage form (at S. Nos.
515 and 3883 of the report) were categorized as “a’ and ‘¢’ respectively,
The Commitlee recommends that FDC of Benzoxonium chloride +
Lidocaine chewable fablet be considered as rational, if used for local
purpose and not for systemic use, Accordingly, Gazette Notification
may be amended.

4. 50. No740: Chlorpheniramine maleate  +Ammonium

chloride+sodium citrate+=Menthaol

The Committee observed that the FDC has been inadvertenty
calegorized as 'c’ i.e. rational in the report due to typographical error as
this FDC has been considered as irrafional at 5.Nos. 500, 2804, 3004,
3273, 3330, 3433, 3443, 3448 and 2907 of the Committee report. The
Committee finally categorised this FDC as ‘irrational’ i.e. category '8’







5. 5.0. No.B70: Chlorpheniramine maleate + Ammonium chloride +

Sodium citrate
The Committee observed that the FDC was categorized as ‘¢’ le.

rational_inadvertently due to typographical eror. Similar FDCs have

been considered as irrational at 5 Nes, 3138, 2612, and 2599 of the
Committee report The Committee recommends that FDC of:
Chlorphaniramine maleate + Ammonium chioride + Sodium citrate
Should be considered as 'irrational' i.e. category ‘a’

The Committee was alsc apprised by officials of CDSCO that Ministry
of Health and Family Welfare has received various representations from
different stakeholders regarding reviewing of their FDCs which have been
prehibited. The Ministry directed the DCG{l) office to place these
representations bafore this Committee and recommendations of the
Commiftee on such representations may be made available to the Ministry for
further necessary action in the matter. The Chairman desired that a separate
meeting for reviewing these representations may be kept once the report in
respect of FOCs categorized under category ‘b’ is submitted to the Ministry.

The meeting concluded with the vote of thanks to the Chair.
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