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1. Executive Summary

The 59' Report of the Parliamentary Standing Committee (PSC) for the Ministry of
Health and Family Welfare was presented to thé Parliament on 8.5.2012. The PSC has
examine'd varicus aspects of functioning of CDSCO, such as approval of new drugs,
banning of drugs, approval of fixed dose combinations, Pharmacaovigilance,
spurious/substandard drugs etc. during the course of its review of the CDSCO. On
critical evaluation the PSC has identified several deficiencies, most particularly in the -
approval of new drugs without mandatory clinical trials in India. It has also observed
nexus between the manufacturers, doctors and the regulatory agency in some

instances and has made a large number of recommendations for drastic revamping of

the CDSCO.

The Ministry of Health and Family Welfare, Government of India constituted an
Expert Committee on 10% May 2012 tc enable immediate appropriate action in the
matter. The Committee comprised of Dr. V.M. Katoch, Secretary, DHR and DG, ICMR,
br. P.N. Tandon, President, National Brain Research Center, Manesar and Dr. §.5.
Agarwal, Former Director, Sanjay Gandhi Postgraduate Institute for Medicat Sciences,

Lucknow with the following terms of reference:

L To examine the validity of the scientific and statutory basis adopted for
approval of new drugs without clinical triajs as pointed out in the Report for
further appropriate action in the matter.

i, To outline appropriate measures to bring about systemic improvements in
the processing and grant of statutory approvals.

. To suggest steps to institutionalize improvements in octher procedural

aspects of the functioning of COSCO. 2
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The Committes deliberated on the issues referred to it and decided to proceed as
fellows:
» Asking the DCGI to provide : 1) statutory provisions under which approvals were
provided without clinical trials in India, and 2) its explanaticn for each case where such
approval was provided,
s Obtaining views of the medical profession at large in the country on scientific
validity of the statutory provisions to provide approvals without clinical trials in india,
for drugs already approved abroad, and
e Obtaining of detailed information from the D'CGI about procedurres followed by it~
for granting approval to new drugs and various other statutory obligations.

After obtaining required infermation from DCGI and eliciting views of the medical
professionals across the country in the matter, the Commitiee has come io the

following conclusions and recommendations:-

i, Regarding recommendstions of the Parliamentary Standing Committee

The Parliamentary Standing Committee Report (Annexure (c)} is a comprehensive and well
researched document which has criticaliy analyzed various aspects of the functioning of the
CDSCO that are of immense importance for National health. The Expert Committee is of the

opinion that the recommendations of the PSC can be grouped into the following three

categories:-

a) ltems where the Parliamentary Standing Committee has found prima-facie evidence of

wrong doing viz., Para 7.31-7.33, 7.39-7.41, 7.42-7.43, 7.48-7.49, 7.50-7.52, 9.1-9.3 of the

Parliamentary Standing Committee’s report, the Central Govt. shall institute an enguiry and
quiry

take appropriste action as deerned fit.

b) items which are proposed by the Parliamentary Standing Committee for improvement in

the functioning of the CDSCO viz,, Para 2.2, 2.19, 2.20, 2.22, 4 5-4.8, 5.11, 6.2, 7.13-7.14, 716,

4



7.27,7.34,7.37- 7.38, 7.45-7.47, 8.4, 9.4, 10.2, 11.2, 12.2-12.6, 15.6, 15.9, 15.11, 156.2 of the
Parliamentary Standing Committee report, the action shouid be initiated by the CDSCO and

implementation made with the approval of the Central Government.

¢} Various Policy and Procedural matters viz,, Para 2.21, 2.23-3.6-3.7-3.8, 7.15, 7.28-7.29,
7.35-7.36, 7.37, 8.5, 8.7-8.8, 8.10-8.11, 9.5—9.8,1 11.2 {part), 13.3, 14.3, 15.4, 15.5 of the
Parliamentary Standing Committee report, require deliberation by a group of
professionals/experts and preparation of concrete recommendations for taking appropriata
action. The views of the Expert Committee on theses are sumrmarized in Table 1 of this
report. The Central Govt. may constitute required committees and working groups as

recommended in the Tablel on pages 14-26 of this report.

3 _Is there scientific validity of the sigititory provision for sllowing aporovai

of drugs (already agoroved in couniries abroad) without clinical riat in indiz?

fn general the requirement for bridging study in india sheuid net te by-cassed, * s

ey
o

necessary and required to study the effect of genetic and ethnic differences, and differences
in diet, enviranment, BMi etc., both on efficacy and toxicity of the drug, as well as on doszge
0 be employed. These trials must be carried out in the most effective manner to meet the
objectives stated above. However, in special circumstances the requirement to carry out
clinical trial in india before approval of import/manufacture of the drugs developed abroad
may be justified provided a well defined policy, procedure and mechanism is laid down for
implementation of this exception. This provision shall be applied only in highly selected caces
and in a transparent and accountable manner.

The committee recommends that:

1) Aselect group of knowledgeable medical professionals should be constituted to-

a. lav down the principles of determining the cirgumstances where exemption

from clinical trial in India may be considered, and

b.  lay_down the procedure that should he adopted while apnolving this

provision

¥}



The views and recommendations of the Expert group are detailed on pages 43-51

of this report.

ii) The Commitiee also cocommends that a_group of medical professionals and legal

experts should be constituted to revise the existing Ruie 127A (2}, Rule 1228 (3) {1}

and sub-clause (3) of Clause 1 of Schedule ¥ on the basis of guidelines and procedures

evolved by the group constituted vide recommendation no. i} above to provide for
approval/licensing of drugs (already approved abroad from recognized countries)
without clinical trial in India under exceptional circumstances onfyv.

iii) The CDSCQO shail take appropriate steps to implement the revised statutory

orovisions and_the guidelines and the procedures laid down by the expert greup

constituted under recommendation ne. i) above. For this purpcse the COSCT shail
issue appropriate guidance tc the industry; and the NDACs should lay down 50Ps for
implementation of the provision providing approval/licensing of drugs in India without
clinical trial in India. All future approvals/licensing of drugs without clinical trial in india

should be regularly monitored.

ivli Ali the 38 approvals granted under existing provisions, as identified by the

Parliamentary Standing Committee (and CDSCO}, agnd others, if any, shall be re-

reviewed by the respective newly constituted New Drug Advisory Committees (NDAC)
as per revised provisions finalized as per iil) above and the 50Ps laid down by them. it
would be prudent to take any action on already approved/licensed drugs, such as
withdrawal of the approval etc, only after such a re-review. The NDACs may ask
additional desired information from the manufacturers as deemed necessary. This

should be carried out in a time bound fashicn. i

v) The Committee endorses the recommendations of the Parliamentary Standing

Committee to be extra careful in approving the FDCs. The CDSCO should constitute_a
6
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Commitiee of experts to lay down the principles and nrocedures to be_adopted for

approval of Fixed Dose Combinations (FDCs). The commitiee shall also review the

CDSCO and State Drug

existing statutory provisions for the approval of FDCs by the

Authorities and recommend appropriate changes, if necessary. it should be a

thorough and systematic exercise carried out with due diligence.

vi) In India, to by-pass the price regulatory requirement, the use of FDCs is rampant.

Once the rationale principles and procedures for approval/licensing of new FDCs are

laid down as per v) above, all the existing FDCs may be re-reviewed in the interest of

public health at large.

18 Measures to bring =hput sysiemic improvements in the orocessing and

srant of statutory approvals

I/ Sieps Io institutionalize improverents in _other procedural aspecis of the

functioning of CDSCO.

i) The Expert Committee has found that the Mashelkar Committee in 2003 has already
addressed these issues in depth. It found the Mashelkar Committee recommendations to he
relevant even today andlendorses them fully. Since many of the recommendations of the
Mashelkar Committee are already in the process‘c}f implementation, a stock checking is
requirad. The Committee has aiso reviewed the updated website of the CDSCO and finds that
there has been a flurry of activity recently, much of which is spurred by the Parliamentary
standing Committee’s investigations on the functioning of the €DSCO. Since many of these
n its considered opinion feels that 2 consultant

things are ongoing, the Commitiee |

Jconsultancy shall ne commissicned te carry out the foilowing :-

a) Review of implementation af the Mashelkar Committee report with a view to

identify items impiemented and those in the pipeling; the likely timeframe of their

implementation and decisions on remainder recommendations.



Study of internaticnal role model/s in the field of drug reguiation to identify ~

. tj ‘.

gualitative changes that Indian regulatory systermn should adopt inits functioning

c) Study of the self-assessment report of the CDSCO extracted under 4.3.5 on pages

33-42 of this report and make critical appraisal of it in context of i) and i} above

dj Carry out in-depth 'wet’ study of the current structure and functioning of the
CDSCO, including newly constituted NDACs, employing work-motion studies

individual and group interviews and cther techniques of qualitative research

e)  On the basis of the above studies the consultant/consultancy shall prepare a
blueprint of structure and functioning of the CDSCO, with identification of inputs

implementation programme and outcome of revamping — with clear cut goals and
timelines
£) The report so prepared should be criticaily appraised and accepted by the

Government

After occeptance of the report by the Govt.,, a SFC should be prepared for timely
implementation and the same shall be placed before the Parliomentary Standing

Committee as a follow up action taken by the Govt.

ii} Simuitaneously, in the immediate future the following actions are recommended to be

taken:-

a) implementation of various suggestions made in the last column of Table no.1 on

pages 14-26 of this report. To reiterate:

C1) Laying down of the procedure for Fast Track approval where required

C2a) Laying down of quaiifications, experience, selection process, powers etc. for the post of

DCal
C2b} Cadre review and harmonization of senior posts of CDSCO with that of DCGI

C3) Establishment of transparency in the decision making processes of CDSCO — posting of

necessary information regarding drug approval deliberations/consultation on the website

8
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€4} Guidance and SOPs for Industry and the Committees of the CDSCO for various statutory
functions of the CDSCO like granting of license for import/manufacture of new drugs in India,
conduct of clinical trials on ‘new’ drugs etc.

C5) Laying down of Code of conduct for experts and various Committee members etc., and
implementation procedures there for

€6) Training of the members of the NDACs in regulatory affairs and streamlining of their
functioning

C7} System for continuous monitoring of approved drugs; and their timely withdrawal/issuing
of warning/medification of drug informaticn sheet etc., as and where required

C8) Creation/enlargement of data base of experts and streamlining of the system of obtaining
expert opinion — maintaining highest degree of objectivity and confidentiality as in review of
manuscripts and allocation of benches in the judiciary

CS) Accountability of Experts

C10) Comprehensive review and laying down of pclicy and procedures for the approval of
fixed Dose Combination Drugs {;:DCS], both at the Central and State levels )
C11) Tackling of the probiem of Similar Brand Names

C12) Strengthening of Pharmacovigilance activity

C13) Strengthening of Drug Testing Laboratories both at Central and State levels

b) The committee observes that the function of Drug regulation in the countfy is split
between the Center and the States. This needs to be properly coordinated. The
Committee recommends in-depth study of this important aspect of Drug Regulation

and taking of suitable steps to streamline the system.

¢) Training of the selected professional staff of DCGI/CDSCO at FDA or its equivalent

d) Laying down of standards in terms of Personnel, Space and Equipment
requirements for Drug Testing Laboratories to carry cut their modernization

iit) in the long run the Committee reccmmends Creatien of the Departments of Clinical
Pharmacology in selected Medical Colleges and Schools of Pharmacy in varicus parts of the
country for overall improvement in the climate of Drug regulation in the country as

whole.

F
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2. Terms of Reference

The Parliamentary Standing Committee for the Ministry of Health & Family Welfare
presented its 59" Report on the functioning of the CDSCO to the Parliament on May 8™ 2012,
in order to enable immediate appropriate acticn, the Government of India, Ministry of Health
and Family Welfare, vide letter no X-11035/32/2012 - DFGC dated May 10, 2012 {(Annexure

(a}) has constituted a committee of following 3 experts:

1. DrV.M.Katoch, Secretary, Department of Health Research and DG, ICMR
2. DrP.N.Tandon, President, National Brain Research Center, Manesar, Gurgaon

3. Dr.S.S.Agarwal, former Director, Sanjay Ganchi Postgraduate institute of Medical Sciences,

Lucknow

With the following terms of reference:

1. To sxamine the validity of the 'scientific and statutory basis adopted for approval of new
drugs without clinical triais as pointed out in the Report for further approoriate action in
the matter.

2. To outline appropriate measures to bring about systemic fmprovehents in the processing

and grant of statutory approvals.

To suggest steps to institutionalize improvements in other procedural aspects of the

(W3]

functioning of CDSCO.

10






3. Conduct of Expert commitiee deliberations

The commitiee met five times. The first meting was held on june 7, 2012; the
second on June 23" 2012, third on August 30", 2012, fourth on Cctober 23”, 2012 and the

fifth on 6" November 2012, The minutes of the meetings are given in Annexure (b).

'n the first meeting the committee was briefed about the purpose of constituting
the committee and its terms of reference. A copy of the report of the Parliamentary Standing
Committee was provided to the members for their information and review (Annexure (¢)}. The
commitiee asked the DCGi to provide 1) statutory provisions under which approval was
provided without clinical trial in India, and 2) its explanation for each case where such
approval was provided. The desired information from the DCG! was provided at the second

meeting of the committee {Annexure (d}).

On going through the Report of the Pariiarnentary standing Cormmittee and the
material provided by the DCGI the Committee decided to 1) obtain views of the medical
profession at large in the ceuntry on scientific validity of the statutory provisions to provide
approval without clinical trial in India, for drugs already approved abroad, and 2) detailad
information from the DCGI about procedures followed by it for graniing approval to the listed

drugs without clinical trials in India, general procedure of licensing drugs and self appraisal

about their deficiencies.

The observations and recommendations of the Parltamentary Standing Commitiee
regarding functioning of the CDSCO were noted by the Expert Committee. It feit that the
recommendations of the Parliamentary Standing Commitiee can be divided into 3 groups, viz.,
a) Negligent actions of 'CDSCQ’ requiring Departmental enquiry for fixing of responsibility and
taking appropriate action by the Central Government, b} Deficiencies in the functioning of the
CDSCO which require remedial steps to be taken by the Miristry so that mistakes and Errors
do not happen in future and ¢) Policy and procedural matters for improvement of the

functionirjg of the CDSCQ which require deliberation and debate by an appropriate group for

further necessary action.

A short questicnnaire Lo elicit the views of the Medical Professionals regarding

scientific validity of the provisions in the present Rules about approval of drugs (aiready
11



approved and marketed abroad) without clinical trial in Indian subjects was sent to iC4
srofessors and Heads of the Departments of various Postgraduate institutes and Medical
Colleges across the country. Repifes received from 63 medical orofessionals were reviewed at
the third meeting of the Committee. A critical analysis of the responses is annexed with the
minutes of the third meeting of the Committee. A digitized copy of all the responses is given
the CD annexed {Annexure {e). The replies to the letter sent to the DCGI were received on

August 30" {Annexure (f)) which was analyzed and discussed in the meeting on October 23™,
2012,

The Expert Committee finaliy met on November 6", 2012 to finalize the report for
submission to Govt. of India. All the informaticn has been VcriticaHy analyzed by ‘the

Committee, deliberated upon and conclusions and recommendations drawn are provided in

this report for further necessary action by the Government of India.

12



4. Observations

4.1. Analysis of the Report of the Pariiamentary Standing Committee of

Ministry of Health and Family Welfare

The Parliamentary Standing Commitiee Report (Annexure (c)) is a comprehensive and well
researched document which has critically analyzed various aspects of the functioning of the

CDSCO that are of immense importance for National heaith.

The Expert committee on going through the Partiamentary Standing Committee report
observes that the recommendations of the Parliamentary Standing Committee can be

grouped into the following three categories:

a} Iltems where the Parliamentary Standing Committee has found prima-facie evidence of

wrong dotng which require institution of an enquiry and appropriate action by the Central

-

Govemnﬁént.
Para 7.31-7.33, 7.36-7.41, 7.42-7.43, 7 48-7.49, 7.50-7.52, 5.1-5.2
b) Items which are proposed by the Parliamentary Standing Committee for improvement in
the functioning of the CDSCO. Acticns on these recommendations can be inil‘tiateé by the
CDSCO and impiemented with the approval of the Central Government.
Para 2.2, 2.19, 2.20, 2.22, 4.5-4.8, 511, 6.2, 7.13-7.14, 7.16, 7.27, 7.34, 7.37-
7.38,7.45-7.47,8.4,9.4,10.2,11.2,12.2-12.6, 15.6, 15.8, 15.11, 16.2
¢) Various Policy and Procedural matters which may require deliberation with a group of
professionals/e.xper‘ts for taking appropriate action.
Para 2.21, 2.23-3.6-3.7-3.8, 7.15, 7.28-7.29, 7.35-7.36, 7.37, 8.5, 8.7-8.8, 8.10-8.11, 95-

9.8, 11.2 {part), 13.3, 14.3, 15.4, 15.5

The views of the Expert Committee on the issués are summarized in Table No. |,

13



TABLE

CBSERVATIONS OF
STANDING COMMITTEE

PARLIAM ENTAR\/{

SUGGESTONS OF __THE
COMMITTEE

EXPERT

Tne optimai utilization of the current
staff in the best interest of public is the
responsibitity - of those whe run the
CDSCO. In & resource-constrained

to meet the demands, however,
genuing, of all the State entities in full.
Hence, prioritization is the key. For
example, work relating t¢ an appiication
for Marketing Approval of a New Drug
that will be used by millions and thus
have an impact on the well being of
public at lzrge in India for years to come,

is far_more important and urgent than

giving permission to foreign company to
conduct clinical trials on an untested

new patented, monopoly  (Para 2.21)

country like India, it is extremely difficutt |

A naticnat regulatory body should not
follow the poiicy of pick & cheose. Any
criteria  for  prioritization _can  he |
debated. For transparency, the pelicy
of first come -first serve would be
more desirable. The decision process
should be time bound. In case of
emergency/acute need/

interest, a fast track mechanism can be

nationat

foilowed. But the manner in which the
fast-track should be pursued should be
properly prescribed in a Standard
Operating Procedure {S0OP).

14




QUALIFICATIOM AND POWERS OF DCGI

In the absence of any reason for
unwillingness on the part of medicatly
quaiified persons to join CDSCO, the
Committee is of the opinion that
emoluments and perquisites may not be
the main or only reason. It is noticed
that minimum prescribed  academic
qualifications for the post of DCGI is
barely B. Pharm. On the cther hand for
Deputy Drugs Controller (DDC}, the
prescribed minimum qualification s
post-graduation for medicaily qualified
person. The stumbling block is the
requirement that DCGI should have
experience in the “manufacture or
testing of drugs or enforcement of the
provisicns of the Drugs and Cosmetic
Act for a minimum period of five years.”
This requirement virtually excludes even
highly qualified medical doctors from
occupying the post of DCGI. Moreaver
the rule stiputates that doctors with
post-graduation should be either in
pharmacology or microbiology only,
thus  excluding post-graduates, even
doctorates (like DM) in a clinical subject,
Besides, highly gualified medical doctors
may be refuctant to work under and
repor{ to a higher officer with jessar
qualifications in a technology driven
Unless

regulatory authority  set-up.
these concerns are addressed, it would

be difficult to get the dasperataly

required medicaily qualified
professionals an the rolls of CDSCO.
{Para 2.23)

The Committee fails to understand as to

|

jhow a graduate in  pharmacy ofF

|

|
|

|
|
|
|

|

|

1. The . Qualifications, Experience,
Selection process as well as the terms/

conditions of service (salary, tenure
etc.) of the DCGI. are crucial for
selection of an appropriate leader for
such an important organization.

An appropriate committee of experts
should be constituted to lay down the !
quatifications  / icb i
description, powers & responsibilities
etc. for the DCGI. The
incurmbent shall be treated as Head of
the Department. The present state is
absolutely anomalous.

experience,

post  of

The Selection shouid be carried out by
a high powered Search-cum-Selection
committee. It should be empowered o |
decide on equivalence & negotiate the

terms/conditions of service in case of |
an ctherwise appropriate candidate. J

Z. It may also be worthwhile to do 2
of the

positicns

cadre review senior 4

the

in
organization to evolve a harmonious J

administrative

recruitment and premotion plan. ‘

i



pharmaceutical chemistry (B. Pharm) is |
being equated with a medical graduated
with MD in Pharmacology  or
Microbiology. Apart from the ocbvious
ancmaly, with rapid progress in
pharmaceutical and biopharmaceutical
fields, there is urgent need to revise the
qualifications and  experience  as
minirmum eligibility criteria for
appointment as DCGI. The Committee is
of the view that it is not very rational to
give powers to a graduated in pharmacy,
who does not have any clinical or
research experience to decide the kinds |
of drugs that can be prescribed by super
specialists In clinical mediciné such as
those holding DM and PhD qualifications
and vast experience in the practice of
medicine and even research.

{Para 3.6)

On a larger plane, the Committee is
disiflusioned with the qualifications
provided in the age old. Rules far the
head of a crucial authority like CDSCO.
The extant Indian system is nowhere in
s¢ far as sheer competence and
professional qualiifications are
concerned  when  compared  with
countries like USA and UX. There is,
therefore, an urgent need to review the
gualifications, procedure of selection
and appointment, tenure, emoluments,
aliowances and DOWETS, both
administrative and financial of the BCGL
While doing so, the Government may
not only rely on the Mashelkar
Committee Report which recommended
augmented financial powers 1o DCGI but
also take cue from similar mechanisms

functioning in some of the developed

16
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countries like USA, UK, Canada, stc in
order tc ensure that cnly the best
professional occupies the  onerous
responsibility. The Committee should be
kept informed of the steps taken fo
| address this issue.

(Para 3.7)

in the considered opinion of the
Committee, thera can never be a more
opportune time than now, to usher in
these changes recommended by it. The
post of DCGI is vacant as of now, with an
official holding temparary charge. They,
therefare, desire that the government
chould take immediate measures in
terms of their instant recommendations
to ensure that CDSCO is headed by an
eminent and grofessionaily qualified

‘| person. (Para3.8)

i [ The Expert Commitiee agreés that all

-
C.3 ~Uniess there is some legal hitch, the

committee is of the view that there is | regulatory activities should be fuily
no justification in withholding opinions transparent. {nternet is a very good "
of experts in matters that affect the | medium for this purpose. All_decisicn
safety of patients from public. | making steps & activities should be
Consideration should be given 1o u upload | cpen_for public_scrutiny. Appropriate

|

] opinions  on CDSCO website, mechanisms & procedures for

\ (Para 7.15) uploading of information {and
obtaining of feedback / comments)
needs to be put in place. However, £o

safeguard  confidentiaiity of the
experis, the names should not be

‘ disclosed.
ﬂﬂﬂ
c4 TThe Committee recommends that while | The entire process of ‘New’ drug

approving Phase i ciinical trials, the approval needs to he streamlined.

\DCGI should ensure that subject to

availability of facilities, such trials are | | The constitution of INDC & NDALs 15 a
step in the right direction. However,

spread across the country 0 as 10 cover

} patients from major ethnic backgrounds | their functioning  needs 10 g8

H +
L_’_)l__r_r—H——— strengthened. The selection of thi
17
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truty

and ensure a representative
sample. Besides, trials should he
conducted in well equipped medical

colleges and large hospitals with round
the clock emergency services to handle
unexpected serious side effects and with
expertise in research and not in private
preserice of well

clinics given the
equipped medical colleges and haspitals
in most parts of the country in present
times. (Para7.28)

The Committee is of the view that taking
into account the size of cur population
and the enormous diversity of ethnic

groups there is an urgent nead to

‘orientation

increase  the minimum number of

subjects that ought to be inciuded in !

Phase Il pre-approval clinical trials to
determine safety and efficacy of New
Drugs before marketing permission is
granted. In most western countries the

required numbers run into thousands.

However since the major objective in
india is to determine the appiicability or

the data generated
indian population, the

otfierwise of
overseas 1o

requirement should be re-assessed and
revised as per principtes of medical
statistics so that majer ethnic groups are
covered. A corresponding increase in the
number of sites 50 as to ensure a truly
representative sample spread should
also be laid down in biack and white, '
Furthermore, it should be ensured that |
sites selected for clinical trials are able
to enroll diverse ethnic groups. For
domesticaily the
number of subjects shouid be revised as
well. This can be easily achieved hy
changes in the Good Clinical DTELT]CE‘

discovered  drugs,

|be

members of these committees, their]
&training to drug
regulation, laying down of SOPs, and
monitoring of their activities, all need |

to be looked into.

of the country should be prepared by
the CDSCO with the help of NDACs and
continuously updated. The selection of
the experts should be well matched,
objective and cenfidential to inspire
confidence in the process of evaluation
The processes

A panel of experts from various parts /

of drug appiications.
foltowed by the Medical journals to
the
allocate the bench may be consulted.

choose reviewers/Judiciary t(}

Appropriate guidelines need to bef
evolved, for both the Industry & the r
INDC & NDACs. ’

Particular attention needs to be paid to

Biclogicals (Vaccines, r-DNA products,
monoclonals, cell therapy products,'
gene therapy etc.) and Fixed Dose
Combinations where the committee’s |
should be extra vigilant in ensur'ng‘
Safety & efficacy of the approved
therapeutic products.

The crucial role of these
commitiees is tc provide approval for |
the conduct of clinical and ‘
evaluation of the results of the pre-
chinical and clinical studies.
Appropriate guidelines & SOPs need 1o

this |

most

triafs,

evelved specifically  for

purpese. There is also a need for)

| enhancing the quality of clinical triais. ’

The CDSCC has started some activity im ’
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{GCP) guidelines._ {Para 7.29)

this area, but it needs o be enhanced.

While approving Clinical trial protocols
and sites for clinical trials greater care
is neaded 10 evaluate the
qualifications, research experience and
past track record of the clinicians
selected to conduct the trial. Selection
of non-academic sites and investigators

should be discouraged.

C.5

The Committee is of the view that many
actions by experts listed above are

clearly unethical and rmay be in violation
of the Code of Ethics of the Medical
Council of India applicable to doctors.
Hence the matter should be referred to
MCI for necessary feilow up and action.
In addition, in the case of government-

emploved doctors, the matier must also

he taKen up with medical
colleges/hospital authorities for suitahie

action. (Para 7.35)

There is sufficient evidence on record to
conclude that there iz collusive nexus

between drug manufacturers, some
functionaries of C(DSCO and scme
medical experts.
{Para 7.36)

1. As far as the examples cited in the
Parliamentary Standing Committee
report are concerned, it is & matter of
serious concern. After due enguiry of
the cases concerned appropriate
disciplinary action against the guilty will
be fully justified and example setting. 2.
However, as a genersal
recommendation disciplining of the |
professionais could be double edged. i
The professionals must have full
freedom to express their frank &

(because on this |

honest  opinion
depends the safety & well being of the ‘
society). They shoutd not feel
threatened in expressing their opinion.
On the other hand, they must e
accountable if they transgress in their
duty. 3. A careful code of conduct shall
be laid down for all professionals
participating in  the regulatory
srocesses. They should be asked to sign
the contract to ensure fulfilling of their
obligations. This should aiso  be
required of the members who serve

the Ethics Committees.

6

On 3 more fundamental issue the

Commitiee has come to conclusion that :

when it comes to approving new drugs,

Setting up of the New Drug Advisory

Commitiees brought out as result of

the Parliamentary Standing |
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toc much is left to the absclute

discretion of the CDSCO officials. There

are no weil laid down guidelines for
determining whether consuitation with
experts is required. Thus the decision to
seek or not to seek expert opinion on
new drugs lies exclusively with the non-
medical functionaries of CDSCO ieaving
the doors wide open to the risk of
irrational and incorrect decisions with
potential to harm public health apart
from the possibility of abuse of arbitrary

discretionary power (Para 7.37)

Committee’s investigation is a step in :

. - . - - - '
the right direction. Their functioning
needs to be streamiined as suggested

under C4 above.

L C7

it is to be kept in mind that a drug
becemes a candidate for withdrawal not
oniy due to serious side effects but also
when safer, more efficacicus drugs are

launched. Unfortunately, no attention is |

being paid to this issue. The principlie
should apply to ail cases and all drugs
need to be evaluated periodicaily.

{Para 8.5)

The documents submitted by the
Ministry show that even in large
developed countries with well

developed drug regulation such as US
the adverse reactions are not detected
by spontaneous reports from doctors in
practice. All major side effects were
detected in large scale controlied,
focused Post-Marketing Phase IV trials
involving thousands of patients such as
SCQUT on anti-obesity drug sibutramine
{now banned) _and the RECORD frial on

rosigiitazone {now banned). Therefore

| to expect that any spontaneous reperts

from medical profession, either in

private practice or even institutions

(medical colleges, large hospitals) will

: This may be made a condition for the

Just like apwroval of ‘New’ drugs, the
process of continucus moenitoring of

approved drugs & their withdrawal
(Pharmacovigilance), should be
streamiined. It should be India centric.

award of license. A system for the same
should be developed. The composite
group of NDACs may deliberate and
the Where the
manufacturer fails to carry out- the

evolve system.
required post-marketing evaluation on
its own, the Govi. shouid have the right
to direct the manufacturer to carry out
the same.

The CDSCO already has initiated
Pharmacovigitance programme but its
utility/effectiveness 50 far is
guestionable. It should examine the
need for carrying out Phase [V studies

for :

t

as mandatory for requirement

special situations.

There is a need to re-visit the scheme
and take mid-course correction as

necessary. There should be a sysiem
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c.8

for  withdrawal of drugs -~ with

pick up hitherto unknown side effects in
India is not realistic. There is hardly any | appropriate guidelines & 50Ps, 50 that
alternative but 10 take immediate unsafe drugs are weeded out in a
cognizance of serious adverse drug ' timely fashion.

reactions reported from countries with
well developed and efficient regulatory
systems, The nealth and lives of patients
in India cannot be put to risk in the hope
of detecting ADRs within the country.
(Para 8.7)

The requirement for generating Indian
specific Post Marketing Reports. should
he made a condition of license, and $0

.does the reporting of Adverse evenis
any where in the world on a fixed basis.
[t should be ensured that the

The Commitiee feels that since the | manufacturer futfils all the conditions
chances of picking up unknown serious | of the license.

adverse effects of drugs being marketed
in the country are remote, therefore
cDSCO shouid keep a close watch on
regulatary developments that take place
in  countries with well developed

There should be an adequate
infrastructure and appropriate
mechanism within  the system 10

avaluate these reports and take timety

regulatory systems in the West and take action onrthem.

. v ; - |
appropriate action in the best interest of

the patients. {Para 8.8}

Both the above could be a part of the

charmacovigilance programime of the |
CDSCO. ' \

Use of the provision of Phase IV clinical \
wials should- be made use of more |
liberally.

in most casas, most of these experts | The CDSCO should prepare a hroad

whether appointed by CDSCO or DTAB | based database of experts and
are from Delhi. The foliowing facts regulariy update it. it should also

reveal this pattern: " evolve a mechanism of identifying

specific subject experts from the ‘net’

1).Rimonabant  was referred 10 A | 4¢ i regularly done by the Editors of

committee of six experts, all from Delhi. reputed journals. The assistance of
IMR/Nationai  Medical Journal  /

pediatrics etc. may be tapped. The

2}.Levonorgestrel: Four out of five from
Delbi.

- . | selection of exper ini i
3}).Letrozole: Four out of five from Delhi. ey IWBEAANE, DR
opinion etc. shall be done In a

4).Sibutramine: All five from Delhi. confidential manner, so that drug firms

5).Rosiglitazone: All five from Delhi. ‘ are not shie to influence their opinion.

A review of membership shows that one |
e

= - 2 SN -




expert sat on 5 of the &6 committees.
One wonders whether expertise on
drugs in
(Para 8.10)

confines to Deihi.

C.5

The Committee strongly recommends
that with some 330 teaching medical
colleges in the country, there are
adequate number of knowledge able
medical experts with éxperience who
can be reqguested to give their opinion
on the safety and efficacy of drugs. The
neead is to make such consultations very
broad based soc as to get diverse
opinion. The cpinions, once received,
can be put in public domain inviting
comments. Onge the experts know that
their opinions will be scrutinized by
others, including peers, they would be
extra cautious and give credible
support  of  their

(Para 8.11)

evidence in
recommendation.

As mentioned under C.5 above, the
Expert committee is in favor of
transparency. However, it feels that for
opinions  to  he frank & fair,
confidentiality of the source shall be-
maintained. As far as accountability is
concerned, & code of conduct needs t

]

be evolved with appropriate corrective

measures.
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C.10

FXED  BOSE COMBINATIONS _{FDCs)
Unfortunately State Drug
Authorities have issued manufacturing
licenses for a very jarge number of FDCs

some

without prior clearance from CDSCO.
This is in violation of rules though ftill
May 2002, there was s0me armbiguity on
powers of the State Drug Authorities in
this respect. However the end result is
that many FDCs in the market have not
been tested for efficacy and safety. This

can put patients at risk. (Para 9.2)

The Committes is of the view the
Section 26A is adequate 1o deal with the
probiem of irrational and/or FDCs not
cleared by CDSCO. There is 3 need to
make the process of approving and
banning FDCs more transparent and fair.
In general, if an FOC is not approved

cleared for use in India unless thereis a
specific disease or disorder prevalent in
ingia, or a very specific reason backed
by scientific evidence and irrefutabie
data applicable specificaliy to India that
justifies the approval of a particular FDC.
The Committee strongly recomimends
that a_clear, transparent policy may be
framed for approving FDCs based on

scientific principles. {Para 9.8)

SIMILAR BRAND NAMES

The Committee strongly recommends
that all such cases should be thoroughly
reviewed
State

procedures may be framed for approval

Drug Authorities, Specific

23

in close coordinaticn with |

of brand names. The procedure adopted :
by the Registrar of Newspapers to avoid
2 MF

tixed Dose Combinations have become

a malaise. They are often resorted (o
sor branding, 1o beat the price controi.
The rationality of the combinations is
not critically examined. Even where
multiple  drugs are required for
treatment, the FDCs jeopardize dose
adjustment  of individual medicines.
Convenience and profit seem to have
pvertaken service. There is also lack of
clarity in the role of the Center ana the
States,
There is a need for comprehensive
review of the Policy for FDC. In future, {
the requirements for clearance of FDCs
chould be more stringent — requiring
show

their

particulariy regarding  FDCs.

clinical  tial to
advantage FDC-
approvat. This job can aiso be done by

the composite of NDACs.

ampirical

of before

anywhere in the world, it may not be |

Also, see recommendations in the main

| body of this report.

This recommendation may be accepted .
& implemented.




duplication may be worth emulating. As
| a beginning, a data bank of ail branded
pvharmaceutical products along  with

their ingredients shouid be uploaded on

the CDSCO website and regularly

updated. (Para 11.2)

PHARMACOVIGILANCE See the suggestions under C.7 above.
The  Committee  feels that the | This activity needs to be strengthened

conventional -system of locating side
efiects through spontaneous reporting
by doctors to either drug companies or
drug regulators has been found to be
unsatisfactory. The
system is by controlled post-marketing
Phase iV studies on a very large number
of patients. In the past decade, all the
major adverse effects that fed 1o
banning of drugs were identified in large
scale Phase IV trials. The Ministry may
wish to consider the possibility of using

most  effective

in a big way.

this format in the country.
{Para-13.3) J
UPDATION OF INFORMATION ON | One of the recommendations of this |

MARKETED DRUGS The Commiitee feels
that unless information on marketed
drugs is continuously undated, there is
fisk of irrational or inappropriate use of
medicines putting patients at risk. The
Committeg, therefore, recommends
that immediate steps need to be taken
t0 address this issue. The CDSCO should
be directed to continucusly
monographs based on information from
' regulatory authorities the world over,
| {Para 14.3)

update |

Commitiee is to the
Departments of Clinical Pharmacologv i
in  selected Medicai and

Schools of Pharmacy. This responsibility |

set  up

colleges

may be entrusted to them.
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c.14

S
it is known that retail chemisis aiso

w

L__ Authorities

i of

spumousgsua;smmmﬁé DRUGS

A drug can be categorized ‘Not of
standard Quality’ for a variety of both
maijor and minor technical reasons such
the of the
pharmacopoeia correctly, problem with
quality of bonding agent, coloring agent,
dissolution time, etc. However, there |
are other more sericus Cases, where the

as not stating name

active ingredient s significantly less in
quantity that
Therefore, this prohlem needs to be
addressed with all the seriousness that it
deserves both by more rigorous checks
in procuring buik drugs (particularly
from developing countries with not so

can harm patients.

stringent guaiity checks and export
controls) and by in-house qualﬁty control
by manufacturers or solving the problem
and/or storage &t

in transportation

distribution/retail levels.(Para 15.4)

By the time a sample is tested, @ large
number of packs get sold out with
undeterminable injury to patients. There
is no effective method of recalling
unsold stocks lying in the distribution
network. This cannot be allowed to go

on. {Para 15.5)

|

stock and sell items other than drugs
including chocolates, cold drinks etc

Durin

in the refrigerator while due to paucity ‘ fnspectors.

space temperature-sensitive ‘-
medicines may be lying outside. wWhen
samples are picked up, tested and found |
to be sub-standard the Stated Drug‘
and l

hiame prosecute

25

.
The suggestion is worth considering.

g sumrer these items are stored | There should be cioser scruriny by Drug

L’ﬂ:"" gy
TN W
Lk

The recommendations of  the
Chidambaram Committee’s may be
seen. A comprehensive Policy & Action
Plan needs to be evolved for ‘tackiin.g
the menace of Spurious /Sub-standard
drugs. Besides public safety, it is even
more important for generation of
confidence in Generic drugs so that
tomarrow’s cost of medical care can be

kept under control.

This would require strengthening of
Drug Testing Laboratories, both at the
center and State levels.

However, it shall not eliminate the

responsibility of the retail pharmacy.

g e —




manufacturers. Theréfore the

Committee recormimends that
specifically in the case of temperature
sensitive products such as insulin, due
consideration should be given to the
reference samples of the same batch

preserved by the manufacturers.

(Para 15.7)

C.15

| CONSUMER INFORMATION

The Committee is of the firm opinion
that accurate information on drugs for
patients is absoiutely
prevent  inappropriate  use
narticularly in children, elderly, during
pregnancy and lactation. The Committee
recommends that the matier may be
locked in to ensure that consumers have

essential  to
maore

the required information 1o use
medicines safely. Given the widespread
internet connectivity, it is advisable to

devise a system where patients can get

unbiased information on drugs at the

click of the mouse in any languzage.
(Para 17.3)

This is a suggestion. An

interactive and educative website may

goaod

be created for consumers.




4.2 Survey of medical professionals of different medical disciplings acress the

country _regarding scientific _vwalidity of the statulory srovision . of

anpmvali!icensing of drugs in India without clinical trial in india

A short guestionnaire 10 elicit the views of the Medical Professionals regarding

scientific validity of the provisions in the present Rules about approval of drugs {aiready

approved and marketed abroad) without clinical trial in Indian subjects was sent o 104

professors and Head of the Departments of various Postgraduate Institutes and Medical

Colleges across the country. A reply was received from 63 of them. A summary of the

responses is +abulated helow:

Guestion/Reply

1. lIs approval of new \ 21 ‘
dqrug  (approved’ a33%) | (587%) | (6.3%) (1.6%)
| abroad) without | Conditional = in Conditional - \ | \
| Ciinical trial i India | ~ special | exceptin special | { : |
| ceientificalty valid? | circumstances circumstances \ | ‘
\ only , | :
3 Shall the provisions | 35 ! 23 T 3 1
and (55.6%) (36.5%) (3.2%) | (4.8%)
Practices continue? Conditional —with Conditional — ' ~
N. specific provisions unless well '
N. regulated N
T3 Can expert’s advice \ 18 \ 40 T’—l
substitute for clinical (28.6%} (63.5%) {3.2%]) |

| '
)

. l :
trial? | Conditional = in Conditional - | {
special situations expert opinion ~ \

|

anly can not be a ! 1

‘substitute for trial |

4. 42
l observations, (66.7%) |
| suggestions, Details in full \ | \

recommengations 1 responses L //\
o _ ‘ DL "R -
e i ‘ -

Any other

5 Would you like to be 39 19 | |
quoted/Stay (61.9%) l (30.2%) \ : (7.9%) \
Lanonymous? \ i | ?

SRR S e i,__.._._ﬁ_k__4‘___?__._--—-—-—-—'——'_‘l — P —— 2 |



There are two extreme views about the nead for trial in India for drugs already approved
in other countries. One says that if the drug is approved by agencies like US- FDA, UK -MHRA
{Medicine and Healthcare products Regulatory Agency), Eurcpean Union’s- EMA (European
Medicine Agency), TAG (Therapeutic Goods Administration), Australia, PDMA (Pharmacautical
Medical Devices Agency), Japan; it is a waste of time and money te repeat the studies in India
{experts do not recommend Russia or China or other countries for parity). According to this
view there is hardly any drug which is not effective or unduly toxic in Indian population. Also,
the quality of trials in India is not the same as of the above countries. And a bridging-trial in
100 subjects does not provide the desired information about geo-ethnic variation in true
‘sense. Insisting on trial in india deprives Indian public the benefit of new medication as early

as possible. Alternate regulatory mechanisms may be evelved to safeguard the heaith of the

indian people.

According to the other view no drug, under any circumstances, shail be permitted to be
marketed in india unless it has undergone clinical trial in India, not a bridging one, but of full

~scale. This view believes that genetic, ethnic, dietary, environmentalland cultural differences

are too great to be ignored.

Majority of the responses were in favor of a conditional yes. In general the requirement
for bridging stﬁdy in India should not be by-passed. It is necessary and required to study the
effect of genetic and ethnic differences, and differences in diet, environment, BMI etc., both
an efficacy and toxicity of the drug, as weil as on dosage to be employed. These trials must be
carried out in the most effective manner to meet the objectives stated above. However, in
special circumstances the reqguirement to carry out clinical trial in india before approval of
impart/manufacture of the drugs developed abroad may be relaxed provided a well defined

policy, pracedure and mechanism is laid down for implementation of this exception.
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4.3 Investigation about the current funciioning of the CD5CO

The CDSCO was asked 1o provide a written reply to the foliowing questions:

tmpiementation nrocedures for legal provistons in the Rule 122A {2) and 1228 (3} and
schedule Y clause {1), sub-clause (3)

Establishment and sunctioning of New Drug Advisory Committees (NDACs)

New drugs recommended by the NDAC for approval without clinical trial in india — after the
submission of the parliamentary Standing Committee’s report

Current procedures sollowed for grant of various statutory approvals

Adequacy and inadequacy of current procedures and improvements required

How is the provision of clinical trial exemption applied?

a. Does the manufacturer nas to apply for exemption from clinical trial in India
b. I overy request accepted? If not, how is it decided, and who decides it?
£ Can clinical trial in India he exermnpted even without manufacturer asking for it? If

yes, how itis decided, under what rule, and who decides it?

d. In what percentage of exemptions pricr expert opinion is ohtained? How it.is
decided to obtain expert opinion or not?

e, Who decides it?

¢ - How many new drugs, under each therapeutic class, are approved every year {on
an average)? What is the default mode? is every application on Form 44 hasto be
accompanied with clinical trial data from india, ot the clinical trial data is
cubmitted only if asked for?

g. HWow many requesis on an average aie received every year for conducting clinica!
trials in India?

. Has any IND cleared by the 1!\er committee been approved for marketing in india

g far? if yes, provide tgtal numbers, names and therapeutic class.

The reply received from the CDSCO is placed at Annexure ().
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Salient chservations of the Expert Committee are as follows:

4.3,

4.3.

1 Implementation grocedures for legal provisions in the Rule 1224 (2} and 1228 (3}

and Schedule Y clause (1), sub-clause 31

Pricr to introduction of Schedule Y in 1988 the new drugs were approved under Rule 30A.

This did not require any clinical triai in India.

Rules 122A and 1228 and Scheduie Y were introduced in 1988, CDSCO did not prepare any
written guidefines/procedures, office order, SOP for implementation of the provision
exempting conduct of clinical trial in India. DCGI apolied the provision on case by case
hasis. Even the Expert opinion was not obtained in all the cas_es. Between years 2007 and
7010 a tctal of 47 drugs were aporoved without clinical trials in india. Qut of these expert

opinion was called in anly 25 cases.

There were no written specific criteria for selection of experts. Nor was there any

permanent panel (subject wise} of experts o advise the DCGL.

In March 2011 the Ministry of Health constituted New Drug Advisory Committees. These

committees have also not laid down any criteria or procedures for implementation of

the provision of exemption.

Draft guidelines for approval of new drugs and clinical trials (and not for providing
exemption) have now been prepared by the CD5CO. These have been posted on the

website {(www.csco.nic.in} but have not heen finalized yet.

2 Establishment and functioping of New Drug Advisorvy Committess {NDACs)

While Pariamentary Standing Commitiee was reviewing the functioning of the CDSCO
{Oct-Nov 2010}, the Ministry of Health vide order no, X.18029/5/2011-DFQC dated
31.03.2011 appointed 12 “New Drug Advisory Committees” in different therapeutic
categories, viz., 1) Oncology and Hematology, 2) Cardiovascular and Renal, 3) Metabolism
and  Endocrinclogy, 4)  Antimicrobial, Antiparasitic and Antifungal, Antiviral, T}
Reproductive and Urology, &) Gastroenterclogy and Hepatology, 7) Dermatotogy anc
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ii.

4.3.3

i,

Allergy, Immunclogy, gipulmonary, 9) Neurology and Psychiatry, 10} ~ Analgesics,

Anesthetics and Rheumatology, 11 Ophthalmology, and 12) Vaccines.

All the committees have started functioning. A total of 26 meetings have been convened

which have considered 305 proposals.

Mo specific mention has heen made regarding the provision of exemption from clinical

trials in India in the terms of reference of these committees.

The functioning of the MDACs appears 0 be open ended and variable from committee to
commitiee. While it is a positive stepAin improving the decision making process of
approval of new drugs, it jeaves a lot to be desired. Besides laying down a transparent
procedure, it would be useful to enhance the regulatory skills of the commitiee members
by appropriate exposura 1o international standards. Also, the CDSCO shall build in an
appropriate secratarial support system to assist these éommittees. The needs for
expanding the number of committees 1o make them maore focused and prepare them with
the desired expertise, and alsc the provisicn of @ professionally competent membper of the

CDSCO as the secretary of each commitiee deserves 10 be examinad by a professional
Zroup.

New drugs recommended by the NDAC for approval without clinical trial in India — after

the submission of the Parliamentary Standing Committee’s report

So far NDACs have recommendead 15 new drugs for approval without ch’ni;:al trial data in
Indian patients. Out of these 9 have been approved.

Although nc S0P has been drawn for these recommendations and approvals, the
minutes of the Committees have recorded the indication, reasons presented by the
firms for waiver of tocal CT, Opinicns of experis, and the Recommendations of the
Committee regarding exemption. There is scope for further improvement and greater
vigilance. The criteria of availability of the aiternatives and pharmacceconomic
implications also need to be considered by the commitiees,

The drugs apoproved are Degarelix, Abiraterone acetate, Plerixafor, Eribulin mesylate,
Mucotrol, Crizotinib,  Etravirine, Nelarbine, Fingolimod, Tolvaptan, Rilpiviring,

Vemurafenib, Lipiodol UF, Cabazitaxel and Panitumumab.

88}
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. 43.4 Current orocedurss followed for grant of various statutory approvalsg
The CDSCO is responsible for granting following statutory approvals:

i. Grant of approval to manufacture and / or import new drugs including vaccines and bio-
therapeutic products after examining their satety and efficacy.

ii. Grant of permission to conduct clinicat trials.

iii. Approval of the licenses to manufacture certain category of drugs as Central License
Approving Authority (CLAA) i.e. blood Banks, Large Veolume Parenterals, Vaccines/Sera, r-
ONA derived products, in-vitro diagnostic kits for detection of HIV1&2, HCV and HBsAg
and notified medical devices.

iv. Import of drugs in the country.

4,341 ~ Registration of foreign manufécturers whose products are o be importedbin‘to the
country, in respect f drug formulations / Bulk drugs, Medical Devices, Blood
Products.
4342 Grant of import licenses
v. Grant of test licenses for import of drugs for the purpose of examination, test and
analysis

vi.  Grant of licenses to import drugs by Government Hospitals or Medical Institutes for the

use of their patients.

At present the procedures followed for grant of varicus statuicry aporovals
revolve arcund the provisions of various clauses and sub-clauses of single Ruie i.2. Rule 122.
There are no prescribed Guidances and Procedures for implementation of the same. it is
also not clear whether all these functions are inciuded in the terms of reference of the
NDACs or not. 1t would be advisable to held brain-storming workshops for zach of the
funcrions of the CDSCOH, including international participation, at the end of which working
groups should be constitiied o tay down ail the details in black and white {SCPs) so that

international standards are achieved,.
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435 Adegquacy and inadequacy of current procedures

A self appraisal of the adequacy/inadequacy of the cufrent procedures provided by the
CDSCC is included on pages 61 to 74 of their reply placed at Annexure (fl.  Since this is one
of the major terms of reference for this committee, the relevant portions of the felt needs

from the reply of CDSCO are extracied below:

3. !padeguate Or weak Drug control infrastructure

The functions of CODSCO are derived from Drugs and Cosmetic Act 1940 and Drugs and Cosmetic Rules
1945 as amended from time to time. The objective of the Act is to regulate the import, manufacture,
distribution and sale of drugs and cosmetics. in the country. The definition of drugs under the Drugs &
Cosmetics Act includes @ variety of therapeutic products, medical devices and diagnostics. Therefore,
multidisciplinary expertise should be available with CDSCO to discharge the functions assigned 1o it under
the Drugs & Cosmetics Act in an efficient manner to safeguard and enhance public heaith by assu ring the

safety, efficacy and quality of drugs, medical devices and cosmetics.

The approval process for new drugs includes expertise of varlous scientific fields like Pharméceutics,
pharmaceutical chamistry, Biochemistry, Pharmacology, toxicology and various medical specialties. From
early days the COSCO has been without medical specialists. Theréfore, CDSCO was engaging consultation
of outside experts for ayvaluation of safety & afficacy of drugs. Howaver, it is considared necessary LC
ensure that such consultations are managed afficiently, within well-defined time frame manner. The
present cumbersome system of providing TA/DA to the outside experts is a major constraint in getting
external expertise. 1t further requires a well-supported sec.retari-al assistance.

Resource in terms of manpower and other infrastructural facilities like working area, archiving,
maintaining software based data bank elc. are grossly inadequate for affective functioning in various

multi disciplinary activities of CDSLG.

Currently, CDSCO HAis managed only with & Dy. Drugs Controller {11, 5 Assti, Drugs controlier {1}, who
are assisted by 9Techaical Officer, 30Drugs inspectors, 55 Technical Data Associates {Contractual} and
Legal Consuftant. Thesa officials have to handle agch year the workioad of approx. 15,000 apblications fer
varigus statutory‘ approvals, over 200 meetings, atiending  approx 10,000 public / industry
represantatives, around 150 court cases, apart from handling of issues rajsed by the Parliamentary

standing Committes, pariament Questions, information under RTI, Interministerial correspendences gic.

There is a weak administrative infrastructure with respect to handling of administrative activities, fike
cervice matters, DUCPets, recruitment, procuremant matters etc. in administrative mattes DG s
assisted by one Dy. Director, Administration whe is 2lso handling administrative matter of one mare

suhardinate office of DGHS.
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The administrative and financia! power assigned to the head of the CDSCO, i.e. DCG(l) are not
- equivalent to the head of any of the comparabie organizations ltke NICD, NIHFW etc. as well as similarly

placed international bodies like US-FDA, MHERA UK, TGA-Australia etc.

The Mashelkar Committee in year 2003 had recommended for providing financial gower to the BCGI as
is available with CSIR and ICMR. Since constitution of twelve NDACs, the applications of new drugs and

clinical trials are evaluated by these committees.

It may also be mantioned that annually approximately 2000 applications of new drugs of various
categories including new drug substance, new claims viz. indication, dosage form, route of administration
etc., approved new drugs, fixed dose combinations, vaccine, recombinant products etc, are received and
procassed by the existing staff strength of the Division of New Drugs and Biologicals Division. Apart from
such applications for regulatory approvals, issues like repiying to queries under Right to information Act,
parliament questions and pariiamentary standing committees related matters, court cases, clinical trial
mspections, amendments of rules and regulations, preparing guidelines and guidance documents eic,
related to new drugs are aisc‘).handied by the same division. It is pertinent to mention here that the
manpewer and infrastructure/ facility of COSCO which deals with the various categoriss of new drugs

including IND, New chemical entity etc. is substantizlly inadeguats.

Earlier several committees like HATTI committee, Mashelkar Committee etc. have strongly
recommended that CDSCO should have gualified and experiencad scientists in different areas viz.,
Pharmaceutical, Pharmacoiogy, Toxicology, Clinical as well as legal and administrative staff in order to

have effective system of drug evaluation in the country.

In order to have an efficient drug regulatory systern, CDSCO HQ should have following divisions each

headed by an officer of the lavel of JDC{I) [Director, Govt. of indig]:-

Regulatory Affairs & Enforcement

e

New Drugs

%)

Clinical Trials

4. Biological & Biotechnotogy Products
5. Monitoring of Clinical Trials

6.  Pharmacovigilance

7. Medical Devices and Diagnostics

8. Cosmetics

9. Crganizational Services

10. Training and Empowerment

11. Imports

12, Quality Cantrol Affzirs

13, Legal Affairs



14. Consumer affairs and pre-screening of applications

Each of these divisions should have several sections as under as per the scope of the activities of the

respective division:

1. Division for Regulatory Affairs & Enforcement
I Drug Technical Adviscry Board &Drug Consuliative Committee issues
I Legisiation Amendments

11, Zonat / sub-Zonal and State Offices

V. inspactions, investigations and prosecutions
V. Guidelings and directives
V. interstate issues , Spurious /substandard drugs
Vil Drug recails
VI Regulation of promotion of medicines & product information
2 Division For New Drugs '

L. Evaluation of new drug substances developed in other countries

i Evaluation of iINDs

tit. Evaluation of new claims of alrea‘dyl approved drugs

V. Evaluation of FDCs

v, Evaluation of approved new drugs

Wi Men-clinical safety & efficacy evaluaticn
Vil Clinical safety & efficacy evaiuation
VHIL Fharmaceutical & quality evaluation

tX. Package insert, promotional literature approvals

A Veterinary new drugs

Xl issues related to border-line products viz, neutraceuticals
X1, Screening of existent drug formulations

3. Division of Clinical Trials

f Glabal Clinical Trials approvals
i1 Bigeguivalence study approvals for Export
il Biostatistics
4. Division for Biclogical & Biotechnology Products
i vaccines & Sera {(human & veterinary)
1. Biood & blood products
IR Recombinznt and other biotechnology products
5. Division for Monitoring of Clinical Trials

L Regulatory inspections of clinical trial sites, sponsor sites and ethics

committees
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1. Regulation and?registration of invastigation sites, ethics committees &
investigators
1. Review of reports of serious adversa events in clinical trials
. issues related to compensation in trial related injury or dea'th
5. Division for Pharmacoevigilance
I Evaluation of Periodic Safety Update Reports
1. safety monitoring and banning / restriction on use of drugs and devicas

1H. Pharmacovigilance programme of India

~d

Division for Meadical Devices and Diagnostics
R Devices’ evaluation
i Diagnoestics’ evaluation
1. Licensing & enforcement
. Imports
8. . Divisicn Tor Cosmetics
I Registration of cosmetics

I Cuality monitoring of cosmetics

{18}

Division for Organizational Services
[; Administrative matters
il interministerial Correspondences
1. Vigilance
V. Accounts
. Planning & Finance
Vi Information technoiogy
10, Divisicn for Training and Empowermeant
® Planning & forecasting
. Training

i1, Evaluation and impact assessment

[y
Ik

Division for Imports

I Registration of overseas manufacturing premises for drugs
i Overseas inspections
i, Managing Port offices
V. Impoert Licenses

V. Quality manitering of imported products

12 Division for Guality Contral Affairs

1. Central Licensing

1. Managing Centrai drug laboratories
SR Monitoring of State and private lshoratories

V. Audits {including proficiency testing) and accredizalions

“
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V. Drug standards

vl. international cooperation
VIt Expors
13. Division for Legal Affairs

. Legal Affairs &Court cases

il Parliament affairs

1. Public complaints

V. tmplementation of Orugs and Magic Remedies (_DMR} Act.
14. Divisian for Consumer affairs and Pre-screening of applications
| Consumer information (healthcare}
1] Press, public relations & puhiications
Y Website
v Licensee’'s information
Y Pre- screening of various applications for statutory approvals

VI Receiving and Dispatch

For every three o four sections (depending upon workload) there should be one Daputy Drugs
Controllar who shall be supported by two Assistant Drugs Cantroilers, four to six Technical Officers /
Drugs Inspector along with suppartive staff like Assistant Drug 'nspector / Technical Data Associate, Data

Entry Cperatars, Office Assistants etc.,

Therefere, cansidering the prasent workicad in CDSCO HQ, the DCG{1) should be assisted by 12 JDC{,
22 DDC(N, 44ADC(), 132Technicat officers / Drugs inspector, 132 Assistant Drug Inspector / Technical
Data Associate and other supporting staff apart from well-equipped administrative infrastructure. In
order to ensure a substantially enhanced evaluation capability in CDSCD, full time experts in varicus fields
like Pharmacology, Toxicology, Medical speciaities, Blo-statistics, Biotechnology, Biomedical engineering

etc. are also needed to be provided urgently,

b.  inadequate training of the regulatory persannei

The abiiities and commitment of regulatory persennel is most important which determine the
regulatory authority’s effectiveness and efficiency. The knowledgs and scientific skills of regulatory
officials must be continuously updated to keep pace with the current regulatory requirements in various
multi-disciplinary activities inciuding development and discovery of new medicines. Therafore it is
essentiai to offer regular training and practical experience to the regulatory officials in their respective
flelds. It is cammaon practice in well-defined regulatory agencies abroad to organize regular training and
continuing education programs for their staff. There is an urgent need to put in place such system of
providing training and ongoing professional updates regularly to the regulatory officials of CDSCO which
is not thers at present.

c.  Inadequate access to sources of information

37




CD5CC officars and cother professionais should have access to the latest information refated to the
advancement fn scientific  as well as regulatory activitiés at global leve! through literature search
facilities, Newsletter, Medical journals atc. Presently there is a need of such system which will help in
efficient review of various applications for statutory approvals inciuding New drugs, clinical trials etc. ag

well as updating of the knowledge and skills of regulatory officials.

d. Review of Regulatory provisions and guidelines for approval of New drugs

As regards to the current regulatory provisions, for apgroval of new drugs and clinical trials it may be
mentioned that Schedule Y under Drugs and cosmetics rules is reasonably well drafted reguiztion
specifying requirements and guidefines far approval of new drugs and clinica! trials. However, further
detailed provisions with respect to certain categories of new drugs approval viz, requirements for
approvai of New claims viz. new indication, new route of administration, new dosage form of approved
drug and detailed requirements for approval of FOCs are required to be specified in the schedule in order
to ensure a scientific and consistent review process for‘approval of such categories of new drugs.
Although schedule ¥ and rule 1224, 12258 of drugs and cosmetics rules specify certain conditions under
which new drugs are approved without iocal clinical trials, a detailed guidelines need to be laid down in
this regard. Various terminalogies like public interast, serious life threatening diseases, disease of special
relevance to the Indian health scenario stc, mentioned in regulatory provisions for relaxation of
toxicoiogicai and clinical data requirements, need to be clearly defined and elaborated in the guidelines.
Further puideiines are also required to he prepared specifying detailed requirements, procedures for

various manufacturing and quaiity control related issues.

In order to strengthen the review process of new drug application, following measures have been taken:

1. Twelve New Drug Advisory Committees (NDAC) consisting of experts/specialists from various
reputed government medical colleges and institutions across the country have been constitutad with the
approval of the Ministry of Health & Family Welfare. Applications for glebal clinical trial, new drugs and
Fixed.Dose Combinations (FCs) going to be introduced for the first time in the country are now bejng
evaluated by these committees,

2. A System of Pre-screening to determine the acceptability of different categories of new drug
applications at the time of submission has been introduced.

3. Format of Commaon Technica!l Documents for submissien of applications for marketing authorization
of Biological products have already been introduced.

4. Draft guidetines for approval of new drugs and clinical triafs have been prepared and posted in the
CDECO website. The guidelines, however, are vet to be finalized.

5. Draft guidelines for format of Common Technicai Locuments for submission of new drug
applications {other than Biological} have been prepared and posted In CDSCO website. The guidelines,

howevar, are yet to ba finalized.
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8. 7 In April, 2008 there were only 64 persons in position in CDSCO HQ and zonal, sub-zonal and port
offices to carry out various responsibilities of drug regulation under the Drugs and Cosmetics Rules. The
Ministry of Health and Family Weifare therefore took initiatives to strengthen the manpower at CDSCO 1o
cope up with the work load which has increased manifeld during the fast few years.21% new posts of
different levels in the CDSCO were sanctioned in the year 2008 and 2009. These posts are being filled
through the UPSC. At prasant 119 regulsr personnel are In position. The strength of COSCO would rise to
327 after filling-up these posts. The Gevernment also sanctioned the appeintment of 250 contractuat

staff to assist the organization in coping with the work load at the Head quarter as weli as zonal offices.

7. It has been further proposed for the creation of 1045 additional posts in the CDSCQ on regular basis
to strengthen the Indian Drug Regulatory System. The proposal has been recommended by the Working
Group on Drug and Food Regulation far the 12™ Five Year Plan under the Chairmanship of Secretary,
Ministry of Health and Family Welfare. it has been proposéd to induct 64 specialists to handle various
technical matters related to approval of new drugs, medical devices etc. These posts include persons
from medical specialties like clinical pharmacclogists, biochemist, immunciogist, toxicologist, oncologist,

cardiclogist, gynecologist and specialists in other therapeutic categories.

e, Review of Regulatory provisions and guidelines for-anoroval of Clinical trials

As regards the regulation of clinical trials, currently there are no requirements for registration of Ethics
Committees, CROs / Sponsors and investigators / investigation sites. In order to ensure that clinical trials
are conducted in the country in scientific and ethical manner, it is considersd necessary Lo nave
regulatory provisions for registration of varicus stakeholders involved in clinical trials as mentioned
above. Further, clear regulatory provisions mentioning authority of CDSCO for inspection of sites of
investigator, sponsar, CRO, ethics committee should he incorperated in the Drugs & Cosmetics Rules.
Sirilarly, detail regulatery provisions and guidelines is required to be prepared for handling of reports of

serious adverse events including reports of deaths in clinical trials submitted to CDSCO by the spansar /

CROs.

in order to strengthen the regulation of clinical trials various measures have already been taken which

are as under:

¥ 12 New Drug Advisory Committees (NDAC) consisting of experts from the government medical
coileges, institutes from all over the country have been constituted to assist CDSCO in evaluation of
clinical trial proposals.

»  AllIND applications are evaluated by the IND committees.

¥ Registration of clinical trial in ICMR registry has been made mandatory since 15.6.20089.

Every approval ermission for conducting ¢linical frials now includes a condition that in case of
Yy app g

W

study related injury or death, applicant will provide complete medical care as well as compensation for

the injury or death and statement to this effect should be incorporated in the informed consent form.
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Further In case of such injury or death the details of tompensation provided should be intimated to the
office of GCG ().
> Guidelines for conducting Clinical Trial inspection of site and sponsor /CRCs have besn prepared and

posted on CDSCO website,

Further, following amendmeants in Drugs & Cosmetics rules in respect of reguiation of clinical trials are
under various stages of processing. In order to ensure weli protection of safety, rights and weli being of

trial subjects, these amendments are required to be finalized in 2 timely manner:

- Oraft ruies for incorporation / amendments of foilowing propesals in Drugs and Cosmetics Rules related
to clinical trials have been notified on 18.11.201.1 vide G.5.R Na. 823{E):

- To Incorporate a new rule for provisions far payment of compensation in case of clinical trial related
injury or death

- To incorparate New Appendix in Schedule-y specifying the detail procedures and methods of providing
compensation. )

- To amend the informed consent format to capturé the detaiis of address, qualification and ccupation,

and annual income of the subject.

- To amend patient infarmation sheet to mention that the applicant wiil provide Compensation in case of

trial related injury or death.

- To expand responsibilities of fthics Committees ta ensure that committees review and recommend far

compensation in Clinical Trial refated fnjury.

- To expand responsibilities of fnvestigators to ensure that compensation is provided in case of in trial

related Injuries on death.

- To expand the responsibiiities of Sponsor to ensure that they provide compensation in case of triaf

iniury or death and details of compensation paid Is submitted to COSCO within 80 days.

Alarge no. of comments on tha above draft rules were received from various stakehoiders which had

heen examined for consideration for notffication of final rujes.

1. Draft ruias for incorporation / amendments of following propesais have been notified an 17.07.2012
vide G.5.R No. 572(F} to incorporate Rule to have authority for clinical trial inspection by CDSCO assistad

by concerned siate zuthority and to take administrative actions like restriction of. invastigatar,

sponsor/CRG to conduct future clinical trial, in case of non-compliance.
2. Draft rules for incorporation of following proposals have been notified on 17.07.2012 vide G.5.R Mo,

573(L} to incorporate Rules and Schedule v-1 specifying requirements and guidelines for registration of

Ethics Committes.

2y
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3. Following proposals o amend the provisions of Drugs and Cosmetics Rules related o clinical triats have

heen considered and approved by DTAB in its 60" meeting held on 10.10.11 and are under considaration

for notification of draft Rules:

> To incorporate amendment in schedule-Y specifying- that clinical trials are required to be

canductad at sites which have their own Ethics Commitiee.

b Te amend the tokicity study data requirements for further submission of approval of clinical trial

/ new drugs to make it ha rmohized with the international guidelinas.

in addition to above amendments in regulatory provisions for Clinical trials, there is a need for patting
a system of Registration of investigation sites and GCP certification for !nvestigators t0 ensure GCP
compliance by the Invastigators and the trials are conducted in sites which have adequate medical and

ather facilities required for clinical trials.

f. {nadequate Working space:

Adequate working space with suitable suppoert system for officials is required o discharge duties
assigned to them efficiently, Currently, COSCO HQ 1s under severe shortage of working space for its
officials. immediate aitention is required to be put to find solution to this problem.

Z.  Mgn-existencs of data bank:

Drug being in the concurrent lict of constitution, it is regulated by both State and Centrel Governments.
wWhile control an manufacture is primarily is the responsinility of State Licensing aAuthority, import of drug
is regulated by CDSCO. Presently there are 35 Drug Caontrol authorities of State / UT. There are more
than 10,000 manufacturars and mare than 6.0 lac sale outlets {whole sale as well as retail]. Itis
estimated that the number of brands availabie in India is around 80,000.However, there is no central data
nank of number of licensed premises and products / grug fermulations availzbie in the country. In order
to address, various issues related to quality of drugs, it is very much assential to have a dataha fic
{software based} of manufacturing licenses, sale licenses, hrands available etc. at central jevel which
should be linked to various States / stakeholders to enable continueus ypdating of the data.

Sa far as data bank of wvarious statutory approvals / licenses by CDSCO s concarned, it may be
mentioned that presently the infrastructure and manpower available is grossly inadeguate to maintain
such databank. Continuously, CDSCO faces difficulties in retrieval of varicus data to address the jssues
raised by various- ctake holders including parfiamentary standing committee, parliament, RTi, media etc.
There is an urgent need 1o develop software based faciity fo ‘maintain databank with adequate

manpower.

h.  inadeguate archiving facility:
In order to adcress the issues raised technically, lagally and politically related to functioning of CDSCQ
sccess to earlier documaents is essential. Anpually, COSCO grants various statutory approvais [ licenses

which amounts to arcund 20000 approvals. The dossiers of new drugs including recombinant products,
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biological ete are submitted along with the applications which are voluminous. Currently, archiving facility
for CDSCO is grossly inadequate. The files and documents are stored in different locations-like Sadig
Magar, IPC Ghaziabad etc. tn order to store praperly such bulky documents and files, professicnally
managed archiving facility is very much required. Therefore, there is an urgent need t© develop such
archiving facility for CDSCO. The facility shouid be electronic as well as physical archiving facilities. This
would also help the CDSCO to qualify the needs of up-keeping the data for purpese of ensuring the

confidentiality.”

{Extracted from the repiy of CDSCO given at Annexure {3}

The Expert Committee feels that overall the need for structurai and functionsl

reorgznization of the CDSCO is fully iustified. However, insiead of making another set of

recommendations the commitice strongly feels that the lob of preparing 2 detziled

bluenrint shall be entrusted 1o a professional consultancy well versed in the field of drug

reculation as suggested on page 1 of this report.

435 Howisthe provision of clinical trial exemotion apolied?

The CDSCC does not have a laid down procedure for the purpose. In the past it used to be
executive decision as par provisions of the Rules 122A (2), Rulfe 1228 (3) {1) and sub-clause {3}
of Clause 1 of Scheduie Y. At present, the NDAC's examine the cases and decide whether to
grant exemption from clinical trial to be given or not. In the past one year, the MDACs also

have recommended exemption in 15 cases. But there is no iaid down proceddre or guidelines

for it.
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5. Conclusions and Recommendations

i is there scientific validity of the stgtutory provision for allowing oporoval

of drugs {giready goproved in countries gbroad} without clinical tricf in india?

Overwheiming response of the selected medical professional community to this guestion
was “conditional Yes”. The committee agrees with the same. However, this provision shali be

anplied only in nighly selected cases and in a transparent and accountable manner. The

committee recommends:

iy Aselsct group should be constituted of knowiedesable medical professicnals to:

a. lay down the principies of determining the circumstances where such provision

may apgly. and

b. lay down the orocedure that should be adopted while sopiving this orovision

A list of names that can be considered for constituting this group is given in

Annexure {g). The issues and considerations in the view of this Expert Committee,

that the above group should consider, are as follows:

» In genercl the requirement for bridging study in India should not be by-
passed. It is necessary and required to study the effect of genetic and
ethnic differences, and differences in diet, environment, BMI etc., both on
efficacy and toxicity of the drug, as well as on dosage to be employed.
However, the clinical trial should be well conducted. Just a ritual serves no
purpose. A group should look into defining the reguirements for such a
trial. The group may also look into the utility of generoting
Pharmacokinetic (PK) data in different geo-ethnic groups in India ond strict
Pharmacovigilance for the newly introduced drugs for 3-5 years, either in |
addition to the clinical trial or in lieu of it.

» In special situations (both disease and indication] this requirement may be
waived. A provision for it is scientifically justified but it should be used with
utmost caution and in g transparent way (recording the reasons for the

decision). Some examples are:
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o) Anticancer ﬁrugs — where all other treatment has been
exhausted—for terminally il patients, where conducting a triaf
could be time consuming and difficult.

0 Drugs for infections — resistant bacterial (NDM2), viral (HIN1),
AIDS, MDR/XDR tuberculosis etc. Wh.ere no other drug is available

0 Orphan diseases such as genetic disarders which are rare and not
encugh patients may be available to carry out a meaningful trial.
This may include uncommon autoimmune {Mulftipie sclerosis) and
other disorders as well.

o Vaccines for impending epidemics where the vaccine is urgentiy
required —JE, Polio, HINI

This list should be well defined, rationo! and perfoo’."ca]fy updared. it should
not be ar. the subjective discretion of the licensing cuthority. While the
requirement for trial in Indio in such special situations mav be waived but
there should be no abridgment of data required to evaluate the safety and
efficacy of the drug.
There should be o well defined procedure for such approvals — with
provision of fast tracking. Initial epproval may be given for 1-2 years of
marketing, with specific requirement of prescription by qualified
specialists, ban on OTC (over-the-counter) sale, submission of post-
marketing surveillance data/conduct of Phase JV study ond others as
deemed fit.

The Pharma Compuany should specifically apply for waiver on o prescribed

Performa with all the necessary information as laid down for the purpose.

The NDAC If satisfied sholl constitute a specific expert group to evaluagte

the information and make recommendation. All decisions taken should be

periodically reviewed,

The provision of exempticn may be restricted fo drugs approved by

selected cgencies like US FDA, UK MHRA (Medicine and Healthcare

products Regulatery Agency), European Union’s EMA (Eurcpecn Medicine

Agency), TGA {Therapeutic Goods Administration), Australia, and PDMA
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(Pharmaceuticai. Medical Devices Agency), Japar. A provision for

reciprocity may pe explored.

» Availability of alternatives, of their lack may be point for consideration
» Alternate . regulatory mechanisms may be evolved to safeguard health
protection.

For the purposes of review by experts tollowing procedure may be adopted:-

it)

» A database of experts shall be created from all over India fram which the most
appropriate experts for the particuiar drug application may be identified — as
e customarily done by the Editors of most reputed Journals. Expertise of the
Indian J Medical Research editorial staff may he sought for the purpose.
Alternately the process followed by the judiciary 1o allocate bench for hearing

he petitions may he consultad. The process <hould be as objective as possibie

-

o inspire confidence in the sysiem.
» The entire process of obtaining expert opinion  shall he kept strictly
confidential. The procedures adopted by the UPSC may be considered.

» A code of conduct for the Fxperts shall be laid down, which should be strictly

observed by the Experts.

A group of medicai pfofessionais and legal experts shail be constituted to revise the
axisting Rule 12228 {2}, Rule 1228 {3) (1} and sub-clause (3) of Clause 1 of Scheduie mﬁ
the basis of guidelines and procedures evolved by the group constituted vide
recommendation no. 1 above o provide for appmual,’!icensing of drugs {siready
a‘ppmved.abread from recognized countries) in India without clinical trial in India under

exceptional circumstances gniy.

The CDSCC shall raice appropriate sieps to implement the revised siatuiory provisions
and the guidelines and the procedures laid down by the expert group constituted unday
recommendation no. 1 abeve. For this purpose the CDSCO shall issue appropriate
guidance 1o the 1ndustry and the NDALS <hould lay down 50Ps inr irnplementation of

the provision of providing appmual/iicens!ng of drugs in India without clinical tiial in
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india. Ali future approvais/licensing of drugs without clinicsi triai in India should be

reguiarly monitorad.

All the 38 approvals granied upder existing provisions, as identified by the

Parfiamentary Standing Committee {and CDSCO), and also others, if iy, shall be ra-

reviewed by the respective newily constituted New Drug Advisory Commitiees as per
revised provisions and the SOPs laid down by them. it wouid be prudent to take any
action on aiready approved/licensed drugs, such as withdrawai of the approval ete.,
only after such a re-review. The NDACs may ask additional desired information from the

manufacturers as deemed necessary. This should be carried outin 3 time bound fashion.

The NDAC while re-reviewing the above drugs may consider the foltowing:

¢ Whether the drug under consideration fuifills the requirements of exemption

from clinical trial in india - at the time of approval and now,

o Adequacy of clinical data from the country of origin/other countries with
recognized regulatory drug authority regarding the safety and efficacy of the
drug, including the reperts of ,post-marketing survefilance, published or

otherwise.
& Approved alternatives available, if any.

©  Evidence of any ethnic variability or genetically determined variation in effects
from published reports — The Pharmo Company may be asked to provide the

reguired information.

@]

Experience with the use of drug in india since approval. The manufacturer shall
provide the data regarding sales in india and any information known g it/or

reported to it about Adverse Drug Reactions to the drug from India or globally.
< Need for generating any additional data ot thic Stage

o Any other
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On the basis of the review the NDAC should recommend whether:-
i} approval granted earlier shall be withdrawn foliowing due process:

ii) additional information regarding safety and efficacy be generated in the Indian subjects,

and the procedure to be adopted for the purpose

iii) the approval of the drug shall continue, with or without additional conditions.

with reasons to be recorded in either case.

The final decision taken with respect to all the 38 drugs shail be brought to the kind

knowledge of the Partiamentary Standing committee.
Approval of Fixed dose combinations without clinical trial data

The Parliamentary Standing Committee has rightly pointed out the maiady of indiscriminate
approval of Fixed Dose combinations Ey the CDSCO and even State Drug Authorities approval
of various FDCs without prior ciearance from COSCO. The case in point is the example of
acalafenac with drotaverine. These combinations without rationale and necessary empirica

data do imperil the health of the people.

v} The Committee endorses the recommendations of the Parliamentary Standing
Committee to be extra careful in approving the FDCs. The CDSCO should constitute a

Committee of experts to lay down the principles gnd grocedures to be adopizd for

approval of FDCs. The committze shall aiso review the existing statutory provisions for

the approval of FDCs by the CDSCO and State Drug Authorities and recommend‘
appropriate changes, if necessary. it should ke a thorcugh and systematic exercise

carried out with due diligence.

yi} in India, 1o by-pass the price regulatory reguirement, the use of FDGCs is rampant. Once
the rationale principles and procedures for approval/licansing of new FDCs are laid

down, all the existing FDCs may ba re-reviewed in the interest of public healih af large.
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i Measures to bring about systemic jinproverments in the processing gnd

grant of stgtutory approvals

J#1  Steps to institutionalize improvements in other procedural aspects of the

functioning of COSCO.

1. The Expert Committee has found that the Mashelkar Commitiee in 2002 has
already addressed these issues in depth. 1t found the Mashelkar Committee
recommendations to be relevant even today and endorses them fully. Since many of the
recommendations of the Mashelkar Commiitee are already in the process of implementation,
a stock checking is r:é‘quired. The Committee has also reviewed the updated website of the
CDsCO and finds that there has been a flurry of actmty recently, much of which is spurred by

the Parhamenta*\/ Standing Cdmmlttee s investigations on the functzcn;ng of the CD5CO. Since
many of these things are ongoing, the Commities in its considered opinion feels That 2

consultant /consuliancy shail be commissiened 1o carry out the feliowing:-

a) Review of implementation of the Mashetkar Committee report with a
view to identify items implemented and those in the pipeling; the likely

timeframe of their implementation and decisions on remainder

recommendations.

) Study of international role madel/s in the fieid of drug regulation to

identify gualitative changes that Indian regulatory system should adopt in

its functioning.

) study of the self-assessment regert of the CDSCO extracted under 4.3.5
on pages 34-43 of this report and make critical appraisal of it in context of

i} and ii) above.

Carry out in-depth ‘wet’ study of the current structure and functioning of

2

the CDSCO, inciuding newly constituted NDACs, empioving work-motion
studies, individual and group interviews and other technigues of

gualitative research
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On the basis of the above studies the consultant/consuliancy stall

&)
nrepare 4 blueprint of structure and functioning of the CDSCO, with
identification of inputs, impiementation programme and outcome of
revamping — with clear cut goals and timelinas

f} The report so prepared should he critically appraised and accepted by the

Government

After acceptance of the report by the Govt., d SFC should be prepared for timely

implementation and the same shall be placed before the Parliamentary Standing

Committee as a follow up action taken by the Govt.

2. Simultaneously, in the immediate future the following actions are required  to be
taken:-

 jmplementation of the recommeandations under 4.1 a), b} and ¢} on P3ED 13 of this

report. This inciudes rhe execution of various suggestions made in the iast commn

of Table no.l.
To reiterate:

a) The Central Govt. should set up enguiry committee/s to investigate the wrongdoings

identified oy the Parliamentary Standing Committeg and take appropriate action for the

following:-
Para 7.31-7 .33, 7.29-7.41, 7.42-7.43, 7.43-7.49, 7.50-7.52, 3.1-9.3

b} The CDSCO should initiate action to improve +he siructure/function of its organization

with the approval and financial sanction from the Central Govt. for the following:-

para 2.2, 2.19, 2.20, 2.22, AlB R 541, 82, 113144, 7.16, 7.27, 7.34, 7;37~7.38_, 7 .45-
7.47,8.4,9.4,10.2, 11.2,12.2-12.6,15.6, 15.8,15.11, 16.2
c) The Central Govt. snall Constituie Cormmiitees/Working groups for obtaining detailed
recommendations and their implementation for the following issues:-

C1) Laying down of the procedure iof Fast Track approvel where reguired
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C2aj Laying down of qualifications, experience, selection process, powers etc,
for the post of DCGI

C2b) Cadre review and harmonization of senior posts of CDSCO with that of
CCGi

(3} Establishment of transparency in the decision making processes of CDSCO
— posting  of necessary  information  regarding  drug approval
deliberations/consuliation on the website

C4) Guidance and SOPs for industry and the Committees of the CDSCO for
various statutory functions of the CDSCO like granting of license for

import/manufacture of new drugs in india, conduct of clinical trials on ‘new’

drugs ete.

C5) Laying down of Code of conduct for experts and various Commitiee
members etc., and implementation procedures there for

Ce) Training of the members of the NDACs in regulatory affairs and
streamlining of their functioning

C7) System for continuous monitoring of approved drugs; and their timely
withdrawal/issuing of warning/modification of drug information sheet etc., as
and where required

C8) Creation/enlargement of data base of experts and streamiining of the
system of obtaining expert opinion — maintaining highest degree of objectivity
and confidentiality as in review of manuscripts and allocation of benches in
the judiciary

C9) Accountability of Exparts

C10) Cohprehensive review and laving down of policy and procedurss for the
approval of fixed Dose Combination Drugs [FDCs), both at the Central and
State levels

11) Tackling of the problem of Similar Brand Names

]

C12) strengthening of Pharmacovigilance activity
C13) Strengthening of Drug Tesling Laboratories hoth at Central anc State

leveis
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3, The commitiae chsarves +hat the function of Orug reguiation in the country is

split betwaeen she Center and the Stajes. This needs Io be properly coordinated

The Commitiee recommends in-depth study of this important aspect of Drug
Resulation apd taking of suitable steps 1o streamline the system.
4. Training of the selected professional staff of DCGI/CDSCO al FDA or its

equivaleint

Laying down of standards in ferms of Personnel, Space snd Eguipment

in

requirements for Drug Testing L ahgratories 1o carry cui their modernization

9. Creation of the Departments of Clinical pharmacclogy in selected Medical

Colieges and schools of Pharmady

The root cause of our poor drug reguliation is lack of professional expertise in the field of
Clinical Pharmacoi-og\/‘ This discipline is crucial both for the expertise of Clinical trials as well as
regulatory aspects of Pharma industry. Since the training of the professionals fiourishes sin

academic departments, We need to create scademic department of Clinical Pharmacology

across the country.

The Pharmacy and pharmacology are parailel disciplines. It is important that pharma students
are also expesed to the concept of Clinical pharmacclogy. Thatis why the recommendation 10

establish Clinical Pharmacoiogy in Schools of Pharmacy as well






&, List of Annexure

Copy of the Government Order {2 pages}

Minutes of the meetings of th_e Expert group { 47 pages)

Report of the parliamentary Standing Committee of MOHFW (118 pages)

Reply of the CDSCO (1} {98 pages)

Replies to the questionnaire from medical professionals of different specialties{223 pages)
Reply of the CDSCO (11} {80 pages)

Uist of names recommended for constituting expert groups {3 pages)
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7. Brief Bio-data of the Experis

a) Prof. P.N.Tandon M.S., FRCS (England), FAMS, ENASc, FNA, FASc, FRSM, F.T.W.AS,, D.5¢. {h.c.)
is Emeritus Professor at AlIMS, Emeritus professor Nationat Academy of Medical Sciences,
Founder President National Brain Research Centre and Chairman, Central {(Nationai} Ethics
Committee. Professor Tandon, after obtaining the M.S. Degree in 1952, was awarded FRCS
England in 1856. In 1965, he was appointed Professor and founded the Department of
Neurosurgery at the All India Institute of Medical Sciences, New Delhi. Under his leadership,

this department grew to be the country’s premier Neurosciences Centre. He catalyzed the

establishment of the National Brain Research Centre {(NBRC) at Manesar under the aegis of

Department of Biotechnology, GOI. He has published more than 250 scientific papers, over a

dozen monographs and a number of chapters in National and International text books.  Prof.

Tandon has been the President of Neurology Society of india, National Academy'of Sciences,

India, Indian National Scienca Academy, indian Academy of Neurosciences. He has served as a

member of the Governing Body of the Council of Scientific and !ndusturial Research {(CSIR),

indian Council of Medical Research (ICMIR), indian Council of Sccial Science Research {ICSSR]

and nominated Member of the University Grants Commissicn. Prof, Tandon has been

decorated with Padma Sri (1973); Hon. Surgecn to the President of india {1977-8G}; and

Padma Vibhusan (2006).

b} Dr.V.M.Katoch is Secretary to the Govt. of india {Department of Health Research), Ministry of
Health & Family Welfare & Director General, Indian Council of Medical Research, New Delhi.
Dr. Katoch obtained M.D. in Microbiciogy fram AIMS, New Delhi. He joined the Indian
Council of Medical Research {ICMR) as Talent Search Scholar (TSS) and rose to become the
Director of the JALMA in December 2001, He was salected as the First Secretary to the Govt.
of India, Department of Health Research, Ministry of Health & Family Welfare & Director-
General, tndian Council of Medical Research in Nov 2008. Dr. Katoch is credited with the
development of motecular methods of rapid diagnosis of TB, leprosy, DNA chips and DNA
fingerprinting methods besides viability determination using ATP bicluminescance. He has
contributed more than 250 Mational/International research papers. These studies have

resulted in identification of new genolypes and new diagnostic techniques / molecules foi



better understanding of molecular basis of drug resistance and mechanisms of pathogenesis
of TB, leprosy and other mycobacterial infections. Dr. Katoch has been the recipient of various
awards. Dr. Katoch is the Fellow of all the prestigious academies of country, viz, National
Academy of Sciences (FNASc); National Academy of Medical Sciences {FAMS}); Academy of

Sciences, Bangalore (FASc); and Feliow of indian National Science Academy, Mew Delhij (FNA]L

Prof. S.5.Agarwal, M.D. (Hons.), FRCPC, FAMS, FNA is a Physician-Scientist, presently working
as Honorary Director (Research and Academics) and Senior Medical Consultant at the
Vivekananda Polyclinic and Institute of Medical Sciences, Lucknow. He set up the Genetics
Unit at King George Mediczl College, Lucknow in 1970, followed by the Department of Med_ica!
Genetics at the Sanjay Gandhi Postgraduate Institute of Medical Sciences, Lucknow in 1986, At
SGPGI he was instrumental in starting the first D.M. programme in Medical Genetics in the
country. Prof. Agarwal is known for his basic research on DNA repiication and DNA repair in
human lymphocytes, genetic studies on population expeosad to the MIC gas at Bhopai,
establishment of prenatal diagnostic facilities at the SGPGI and defining of the Han\digodu
Syndrome, an autcsomal dominant skeletal dysplasia in an endogamous group in Sagar,
Karnataka. He has extensive experience in conducting clinical trials and translational clinical
research. Presently he is closely connected with development of bicethics guidelines for
research in Medical Genetics and Stern Cells in India, besides steering several ICMAE multi-
centric task force projects in field of Medical Geretics. He is a member of the Central Ethics

Committee of the ICMR and Drafting Committee of the propesed bill on Biomedical and

Health research regulation.
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