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Need for a New Drugs Bill

Peter Roderick, Rushikesh Mahajan, Patricia McGettigan, Allyson M Pollock, 
Roger Jeffery

After a legislative logjam (since 
2011) with respect to regulating 
the pharmaceuticals industry, the 
new government at the centre 
has the opportunity to introduce 
the  much-needed changes to 
the Drugs and Cosmetics Act. 
The amendment bill, introduced 
in  Parliament on 29 August 
2013, aimed to promote rational 
regulation of safe and effective 
allopathic drugs. That bill would 
have been yet another patch 
on an Act which has already 
been stretched beyond breaking 
point. It would have done little 
to provide a rigorous foundation 
for putting safety, effectiveness, 
rationality and need at the heart 
of the country’s drug regulatory 
system. It is to be hoped that the 
government will make a complete 
overhaul of the Act one of its 
highest priorities.

1 Background

Following the scathing criticisms in 2012 of 
a parliamentary committee (59th r eport),1 
India’s central drugs regulator, the Central 
Drugs Standard Control Organisation 
(CDSCO) headed by the Drugs Controller 
General of India (DCGI),2 was threatened 
with abolition and replacement by a 
central drugs authority (CDA), in the 
Drugs and Cosmetics (Amendment) Bill 
introduced in Parliament on 29 August 
2013.3 The CDSCO was criticised in the 
59th report for its pro-industry mission 
to “meet the aspirations...demands and 
requirements of the pharmaceutical 
 industry”; for its apparently close coop-
eration with pharmaceutical companies 
in easing drug approvals and in avoiding 
legal requirements; for approving drugs 
without clinical trials, especially on 
 Indian subjects; and for not exercising 
statutory powers to require licence revo-
cation or drug bans. The committee also 
stated that “a very large number” of fi xed 
dose combination (FDC) drugs – formu-
lations comprising two or more drugs 
combined in a fi xed ratio of doses and 
available in a single dosage form – had 
been approved by state regulatory authori-
ties without prior central approval. FDCs 
are a peculiar feature of the Indian phar-
maceutical market, compared to those 
on sale in England, the US or Australia.4

The Drugs Act of 1940 emerged from 
the Chopra Commission Report of 1931, 
on the need for central drug control 
legis lation with a view to securing uni-
formity throughout the country to con-
trol the import, manufacture and sale of 
drugs. It remains the core primary legis-
lation regulating drugs in India today.5 It 
divided responsibilities between the central 
government (responsible for import) and 
the provinces or (today) states (responsi-
ble for manufacture, distribution and 
sale). Many amendments to the Act and 
the Rules have been introduced, o ften 
increasing central control.6 In 1952, the 
Rules introduced the concept of a “new 

drug”, requiring applicants to have the 
written permission of the central licens-
ing authority prior to import.7 In June 
1961 the Rules were further amended to 
prohibit the manufacture of a new drug 
unless it had been previously approved 
by the central regulator;8 to require the 
manufacturer of a new drug when ap-
plying for that approval to produce all 
documentary and other evidence relat-
ing to its standards of quality, purity and 
strength “and such other information as 
may be required including the results of 
therapeutic trials carried out with it”; 
and to require applicants for manufac-
turing licences to produce evidence to 
the state regulator that the new drug 
had already been approved.9 These pro-
visions were amongst the fi rst which gave 
the central government increased con-
trol in relation to manufacturing; others 
included the powers of the central gov-
ernment to give directions to the states 
(1960);10 and to regulate, restrict and/or 
prohibit drugs on specifi ed grounds in 
the public interest (1982 and 2008).11

Nonetheless, several lacunae remain: 
(a) The need for a pre-approval duty on 
the regulator to be satisfi ed of the safety, 
effi cacy and effectiveness of new drugs; 
(b) The requirement for accountability 
and transparency in the submission of 
clinical trial results and data; and 
(c) The need to address the particular 
challenges posed by drugs supplied in 
fi xed dose combinations. 

We address these issues and then turn 
to an analysis of the proposed Act in the 
light of these requirements.

2 ‘Effi cacy’ and ‘Effectiveness’

The Act does not currently place on the 
central or state regulators a duty to be 
satisfi ed as to the safety and effective-
ness of a drug before marketing. Such a 
duty does appear in the Rules, which in-
cludes a duty on regulators to be satis-
fi ed as to the safety and effectiveness of 
new drugs including FDCs. Surprisingly, 
the new long title proposed by the 2013 
bill referred to effi cacy. This apparently 
random interchangeability of the differ-
ent concepts of “effi cacy” and “effective-
ness”, and the mismatch with the regu-
lator’s duty, is not appropriate. The 
C ochrane Collaboration defi nes effi cacy 
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as “[t]he extent to which an intervention 
produces a benefi cial result under ideal 
conditions”, and effectiveness as “[t]he 
extent to which a specifi c intervention, 
when used under ordinary circumstan-
ces, does what it is intended to do”.12 
Whereas in Europe or North America, 
the gap between effi cacy and effective-
ness may be mostly “a problem of vari-
ability in drug response”, in India the 
likelihood of off-label or inappropriate 
prescribing may be more important.13 

I ndia did not impose a safety duty until 
2001, then opting for effectiveness rath-
er than effi cacy, and then only in the 
Drug Rules and not in the Act. There is, 
then, an urgent need for a new Drugs 
Act to clarify the criteria by which new 
drugs are to be judged, to include both 
effi cacy and effectiveness.

3 Clinical Trials 

Since 1988,14 the general legal position 
has been that clinical trials must be con-
ducted for all “new drug substances” – 
from phase I onwards if they are “discov-
ered” in India; phase III trials are neces-
sary if they are “discovered in other 
countries”.15 This marked a shift in em-
phasis in favour of mandatory clinical 
trials and submission of results, with 
discretionary regulatory override. In 
1988, minimum numbers or ranges for 
trial subjects were set out for different 
trial phases: 10-12 patients (phase II); at 
least 100 patients to confi rm effi cacy 
and safety in Indian patients where 
already approved or marketed in other 
countries, or at least 500 patients if 
discovered in India and not marketed 
elsewhere (phase III); plus adverse reac-
tion data from 1,000-2,000 patients 
(post-marketing/phase IV). These num-
bers were removed by amendments 
in 2005.

Number ranges for trial sites were 
also stated in 1988: three to four centres 
(phase II); and three to four centres 
where the drug has already been ap-
proved or marketed in other countries, or 
10-15 centres if discovered in India and 
not marketed elsewhere (phase III). These 
numbers were also removed in 2005. 
Worryingly, the actual language used in 
the 1988 and 2005 versions of the Rules 
(Schedule Y) as regards trial numbers 

and sites shows that these are often 
non-mandatory, descriptive rather than 
prescriptive, and in the passive voice.

In 1988, the CDSCO was given the 
power to override “the requirement of 
submitting the result of local clinical 
t rials...if the drug is of such a nature that 
the licensing authority may, in public 
interest decide to grant such permission 
on the basis of data available from 
other countries” (“the public interest 
override”).16 The Rules are silent on 
what constitutes public interest and the 
CDSCO is still not obliged to explain or 
make public its reasoning when exercis-
ing this power. In 2005 an additional dis-
cretionary override on data submission 
was introduced, focusing on the s erious-
ness and relevance to India of the dis-
eases the new drugs were aimed at treat-
ing (“the disease override”).17 Again no 
accountability mechanisms are s pecifi ed, 
and the 59th report (paragraph 7.17) ex-
pressly criticised the exercise of these dis-
cretions, particularly as regards the lack of 
trials on Indian subjects.

4 Challenges of FDCs 

Offi cial concern about FDCs dates back 
over 30 years.18 Provisions regulating 
them were fi rst introduced into the Rules 
in 1988, and amended several times, 
p articularly in 2001 and in 2005.19 Here 
we focus on four aspects: numbers of 
a pprovals, scope, data submission and 
comparison with World Health Organi-
sation (WHO) guidelines.

(a) CDSCO Approvals: We analysed new 
drug approvals in I ndia over a 42-year 
period from 1971-2012 using the CDSCO 
data (Figure 1).20

During this period, 2,972 approvals 
were granted, 1,874 (63.1%) for single dose 
formulations (SDFs) and 1,098 (36.9%) 
for FDCs. Annual approval numbers for 
both SDFs and FDCs rose dramatically 
after 2004, and suddenly dropped in 
2012 with only 35 SDFs and nine FDCs 
approved, and this trend appears to 
have continued in 2013. Why was there 
this sudden spurt? There is no direct 
reason why the 2005 Patents Act should 
have caused such a change, so we ana-
lysed changes in the legal drug regula-
tory framework.

(b) Scope: In 1988, although badly 
drafted, Rule 122D seems to have pro-
vided that applications for permission to 
import or manufacture “fi xed dose com-
binations of drugs already approved as 
individual drugs” (emphasis added) had 
to be made to CDSCO, accompanied by 
data submission requirements. Two 
types of FDCs were included within the 
defi nition of a “new drug” in Rule 
122E(c), namely, those “individually ap-
proved earlier for certain claims, which 
are now proposed to be combined for 
the fi rst time [either] in a fi xed ratio, or 
if the ratio of ingredients in an already 
marketed combination is proposed to be 
changed, with certain claims, viz, indi-
cations, dosage, form (including sus-
tained release dosage form) and route of 
administration.” 

Thus, on the basis of these Rules, only 
FDCs already approved as individual 
drugs which were to be combined for the 
fi rst time, or where the ratio of ingredi-
ents was to change, were (and still are) 
within the scope of the Rules relating to 
new drugs. Appendix VI of the Rules, 

Figure 1: New Drug Approvals, India (1971-2012)

Data source: CDSCO. SDF: single dose formulations; FDC: fixed dose combinations.
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however, includes four types of FDC, 
none of which require the active ingredi-
ents to have been individually approved 
previously:
• Type 1: those where one or more ingre-
dient is a new drug;
• Type 2: those where the active ingredi-
ents were “already approved/marketed 
individually” and are combined for the 
fi rst time for a particular claim and 
where the ingredients are likely to have 
signifi cant interaction of a pharmacody-
namic or pharmacokinetic nature;
• Type 3: those which are “already mar-
keted”, but where it is proposed either to 
change the ratio of active ingredients or 
to make a new therapeutic claim; and
• Type 4: those where the individual ac-
tive ingredients have been “widely used 
in particular indication for years”, their 
concomitant use is often necessary, no 
claim is proposed to be made other than 
convenience, and a stable acceptable 
dosage form and the ingredients are un-
likely to have signifi cant interaction of a 
pharmacodynamic or pharmacokinetic 
nature (“the convenience FDCs”). 

Type 4 was widened in 2005 to cover 
additionally those where the individual 
active ingredients “or drugs from the 
same class” have been widely used in a 
particular indication(s) for years. 

(c) Data Submission: The four FDC 
types in Appendix VI have different data 
submission provisions. As well as ex-
tending the scope of the convenience 
FDC type, the 2005 amendments:
• Downgraded requirements for Type 1 
FDCs from the “same” to “similar” as for 
other new drugs, losing the clarity of the 
1988 version and replacing it with an 
ambiguous term, whilst erroneously but 
perhaps tellingly describing these require-
ments as “marketing data”.
• Omitted the reference to Indian trials 
for Type 2 FDCs and omitted any refer-
ence to any trials for Type 3 FDCs, signal-
ling less emphasis on the need to conduct 
them. This is of particular concern in the 
case of Type 2 FDCs, as this category 
p urports to apply to FDCs where signifi -
cant pharmacodynamic or pharmacoki-
netic interactions are considered likely. 

It is also legally doubtful whether 
these data submission provisions (in 

Schedule Y, Appendix VI) can qualify or 
even disapply the requirements to conduct 
clinical trials for “new drug substances” set 
out in Schedule Y, Section 1(iv). Data sub-
mission provisions are, conceptually, 
a dditional to and separate from the 
r equirement to conduct clinical trials. 
Applying the concept of “discovery” to 
FDCs, however, is not straightforward. 

The CDSCO does not publish a list of 
FDC approvals by type, does not disclose 
the evidential basis for its decisions, and 
does not disclose unsuccessful applica-
tions. It is therefore not possible to ana-
lyse which data submission provisions 
were applied to which FDC applications, 
how the data were interpreted, or 
whether the public interest or disease 
overrides were applied.

(d) Comparison with WHO Guidelines: 
WHO Guidelines post-dated the 2005 
amendments, and show three notewor-
thy differences.21 First, WHO FDC types 
are grouped under four “scenarios”, 
based on whether the safety and effi ca-
cy of the active ingredients has already 
been established. This contrasts with 
the Indian FDC types in several respects, 
most notably as regards Types 2 and 4 
which turn on substantive factors, 
namely, the (un)likelihood of signifi -
cant pharmacodynamic or pharmacoki-
netic interactions, and convenience. 
Broadly, Indian FDC Type 1 corresponds 
with WHO Scenario 4; Types 2 and 3 
a ppear to correspond loosely with Sce-
nario 3, but the Indian types use previ-
ous approval or marketing (Type 2) and 
marketing (Type 3) instead of estab-
lished safety and effectiveness or even 
effi cacy; Type 4 – the convenience FDCs 
– has no WHO equivalent.

Second, the WHO Guidelines suggest 
identifying the advantages and disad-
vantages of an FDC and the evidence for 
each considered and weighed, and that 
this should be part of the applicant’s 
submission. They also distinguish be-
tween positive scientifi c and medical 
factors, and positive cost and procure-
ment factors for less developed coun-
tries, advising that the latter “alone are 
not suffi cient reason to approve an FDC 
if it has not been justifi ed by appropriate 
data and on scientifi c and medical 

principles”. The Indian Rules adopt a 
different approach. Moreover, in elevat-
ing “convenience” as one of the bases for 
Type 4 FDCs, they are inconsistent with 
WHO guidelines, which list convenience 
as one of many factors to be weighed. 

Third, as regards clinical safety and 
e ffi cacy data, the WHO guidelines suggest 
that these should be submitted for FDCs 
in scenarios 3 and 4, but “not usually” for 
FDCs in scenarios 1 and 2. Each applica-
tion should be considered on its merits 
using scientifi c judgment and logical 
a rgument. This can be contrasted with 
India’s Types 2 and 3, where the 2005 
amendments to Appendix VI appear to be 
seeking to qualify, and even disapply, the 
requirements in Section 1(iv) of Sched-
ule Y to conduct clinical trials.

5 The New Bill

The Drugs and Cosmetics (Amendment) 
Bill was introduced in the Rajya Sabha 
on 29 August 2013. The limited bill 
would not have replaced the 1940 Act, 
and would not have imposed a duty on 
the regulator to ensure safety and effec-
tiveness. The CDSCO would have been 
replaced by a new 20-member CDA, with 
regulatory powers. The bill would have 
retained the DCGI as the central licens-
ing authority and designated him or her 
as the l egal representative of the new 
CDA res ponsible for its day-to-day ad-
ministration. However, the CDA would 
have been given no purpose or objective, 
only functions (duties and powers). This 
is surprising, given the stated intention 
to have extended the Act to cover safety 
and (oddly) effi cacy. 

The DCGI would have had the power 
to issue and cancel licences and permis-
sions for the import, export and manu-
facture of drugs, and the bill would have 
prohibited the granting of a manufac-
turing licence of a new drug without the 
prior permission of the CDA. The bill 
would also have given the DCGI the power 
to issue manufacturing licences and 
e xport certifi cates for 17 listed categories 
of drugs, such as sera, vaccines, hor-
mones and blood products. Currently, 
these are amongst 16 categories of “bio-
logical and special products” and 11 cate-
gories of “other special products” listed 
in Schedules C and C(I) of the Rules. 
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Manufacturing licences for these prod-
ucts have long been granted by the cen-
tral regulator, so it is not clear to what 
extent this would amount to a substan-
tive change.

6 Interpretation and Discussion

The considerable increases in new drug 
approvals from 2005-11 have been ac-
companied by: 
• The continued absence from primary 
legislation of a pre-approval duty on the 
regulator to be satisfi ed of the safety and 
effectiveness of new drugs (inserted into 
secondary Rules only in 2001); 
• A continuing failure to take seriously 
the difference between a drug’s “effec-
tiveness” and its “effi cacy”; 
• A weakening of clinical trial provi-
sions in 2005 alongside wide regulatory 
discretions to override the need to sub-
mit trial results and data, unhindered by 
accountability or transparency mecha-
nisms;
• Badly drafted Rules on FDCs that allow 
marketing of FDCs even where safety 
and effectiveness of their individual 
components have not been previously 
established; 
• Clinical trial provisions for FDCs that 
were downgraded in 2005; and 
• Inconsistency with WHO Guidelines. 

Imprecise 1988 Rules and 2005 
amendments may have laid the regula-
tory ground for the record number of 
SDF and FDC approvals from 2005-11. For 
each of the SDF and FDC approvals, in 
the interests of public confi dence there is 
a good case for the CDSCO to publish the 
safety and effectiveness evidence it used 
to justify approval, and its reasons for 
exercising either of the discretionary 
overrides where it has done so. Addition-
ally it should republish its list of FDC ap-
provals by type. 

The Drugs and Cosmetics (Amend-
ment) Bill 2013 did little to address these 
issues, and failed to provide a rigorous 
foundation for putting safety, effective-
ness, rationality and need at the heart of 
the country’s drug regulatory system. 
The difference between effi cacy and ef-
fectiveness was overlooked. In requiring 
new drugs to be “effective for use”, the 
Rules undermine the need to consider ef-
fectiveness – i e, the treatment benefi t 

achieved when a drug is used in “real 
world” clinical practice. Randomised 
controlled trials are typically used as the 
basis for marketing approval, but they 
generally demonstrate effi cacy rather 
than effectiveness. This suggests that 
marketing approvals should, in the fi rst 
instance, be provisional and should lapse 
after a specifi ed and limited period of 
time, with a confi rmed approval given 
only if effectiveness has been demon-
strated as a result of evidence gained 
during the period arising from real world 
use of the drug. This would provide a sig-
nifi cant incentive for post-marketing sur-
veillance, and would be an important 
global advance in drug regulation.

The new government has the oppor-
tunity to make good these failures and 
to give the new CDA clear statutory pur-
poses and objectives, and to introduce a 
safety and effectiveness duty on the reg-
ulator when approving new drugs. The 
manufacture of unsafe and harmful 
drugs should be prohibited, as well as 
the manufacture of unsafe or harmful 
cosmetics.

Instead of another “patch” on the 73-
year-old, pre-Independence Act whose 
structural design has been stretched 
b eyond breaking point, the new govern-
ment should consider root and branch 
reforms to strengthen the provisions of 
the Drugs and Cosmetics Act from a pub-
lic health perspective. The National 
Democratic Alliance government has ap-
parently decided not to bring pharma-
ceuticals policy under the control of the 
Ministry of Health. Nonetheless, the 
new health minister, Harsh Vardhan, 
comes with considerable goodwill for 
his record as health minister in Delhi. It 
is to be hoped that he will make a com-
plete overhaul of the Drugs and Cosmet-
ics Act one of his highest priorities.
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