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The HPV Vaccine: Science, 
Ethics and Regulation

Sarojini N B, Sandhya Srinivasan, Madhavi Y, Srinivasan S, Anjali Shenoi

A recent civil society-led 
investigation has highlighted 
serious ethical violations in a trial 
of the Human Papilloma Virus 
vaccine on girls in Khammam 
district in Andhra Pradesh. The 
findings are presented along with 
a review of clinical trials of the 
hpv vaccine in India and an 
analysis of the Drugs and 
Cosmetics Act and Rules. 
Together they illustrate how the 
promotional practices of drug 
companies, pressure from 
powerful international 
organisations, and the co-option 
of, and uncritical endorsement by, 
India’s medical associations are 
influencing the country’s public 
health priorities.

On 7 April 2010, the government 
called a halt to trials of the Hu-
man Papilloma Virus (HPV) vac-

cine in the country. According to a press 
report, “In the wake of reports of violation 
of ethical guidelines and exploitation dur-
ing the ‘clinical trials’ of HPV (Human Pap-
illoma Virus) vaccine, meant to prevent 
cervical cancer among women, the Centre 
on Wednesday advised the state govern-
ments to suspend the vaccine programme 
until the issue is settled” (Dhar 2010a).

On 29 April, V M Katoch, Secretary, 
D epartment of Health Research and 
 Director General of the Indian Council of 
Medical Research (ICMR), admitted to the 
Parliamentary Standing Committee on 
Health that the “Drugs Controller General 
of I ndia’s guidelines had not been adhered 
to in the clinical trial of the  Human Papil-
loma Virus (HPV) vaccine”, and a commit-
tee was constituted to inquire into the 
demonstration projects (Thacker 2010). 

Both the announcement and the state-
ment came after strong opposition by civil 
society groups and a Member of Parlia-
ment (Parliament Proceedings 2010)1 to 
what were described as “demonstration 
projects” of the HPV vaccine2 being con-
ducted in the country. Civil society groups 
in India have been voicing their concerns 
regarding the safety and efficacy of the 
two HPV vaccines; the unethical promo-
tion of the vaccines in the private and pub-
lic sectors; the public health implications 
of their administration; the need to inves-
tigate reported deaths and adverse events 
post vaccination; and the consequences if 
the vaccines were introduced into the 
country’s universal immunisation pro-
gramme (UIP). Two memoranda have been 
submitted to the union minister of health 
and family welfare (MOHFW) enumerating 
these concerns and calling for a halt to  
the demonstration projects  (Dabade et al 
2010; Jan Swasthya Abhiyan et al 2010). 

In March 2010, a team of women’s rights 
activists3 visited one of the vaccination 
sites in Bhadrachalam mandal, Khammam 
district, Andhra Pradesh (AP), to under-
stand the ground realities of the project. In 
particular, they sought to look at the  nature 
and procedures of taking consent and pro-
viding information to the girls and their 
parents, and the availability of the health 
infrastructure required to support cancer 
screening and prevention. The team visited 
residential schools, hostels and primary 
health centres (PHCs) where girls were 
vaccinated. Interviews were conducted 
with vaccinated girls, hostel wardens, 
schoolteachers, PHC staff, local activists 
from adivasi networks and women’s 
groups. The team also interacted with the 
parents of one of the girls who died in 
 January 2010, following the third dose of 
the vaccine. 

A look at the findings of this visit, along 
with the recent admissions by the MOHFW 
and the ICMR about the nature of the 
projects and other related concerns, sug-
gests that these projects – which were in 
fact research – violated existing ethical 
guidelines on clinical research, as well as 
child rights. These violations include – but 
are not limited to – testing on vulnerable 
and marginalised groups (particularly 
paediatric populations), who are not likely 
to benefit from the results of the research, 
and without taking their proper informed 
consent or assent. 

In addition, a scrutiny of other trials on 
the HPV vaccine and of ethical and regula-
tory documents highlights problems in the 
implementation of Schedule Y of the 
Drugs and Cosmetics Act (DCA) regarding 
requirements for clinical trials, and the 
 interpretation of the law by the Drugs 
Controller General of India (DCGI). Trials 
conducted for regulatory requirements 
may be insufficient from a scientific point 
of view. Further, there is no harmonisa-
tion  between Schedule Y of the DCA, the 
ICMR’s ethical guidelines on biomedical 
research on human participants, and the 
World  Medical Association’s Declaration 
of Helsinki. Schedule Y is legally binding 
on clinical trials in India. While the other 
two documents are not legally binding, 
Schedule Y requires that clinical study 
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r eports include a declaration that they 
conform to the  Declaration of Helsinki 
and that ethics committee notifications 
follow the Central Drug Standard Control 
Organisation’s (CDSCO) good clinical prac-
tice guidelines as well as the ICMR’s ethi-
cal guidelines (MOHFW 2005: 516). Viola-
tions of provisions of the other two docu-
ments do not appear to invite any legal 
action – a situation that trial sponsors and 
research organisations may wish contin-
ues for ever.

This has also drawn attention to the 
lack of transparency in clinical research. 
The scientific purpose of certain trials 
may be kept unclear and sponsors may be 
able to avoid making information on these 
trials public, given that the DCGI specifi-
cally requires the registration only of cer-
tain types of trials on the Clinical Trials 
Registry-India (CTR-I) (NiMS/ICMR). 

Finally, the case of the HPV vaccine 
 illustrates how promotional practices of 
drug companies, pressure from powerful 
international organisations, and the co-
option of India’s medical associations to 
uncritically endorse a vaccine, are influ-
encing public health priorities. These find-
ings, along with evidence – in the HPV tri-
als and elsewhere – of the poor quality of 
ethical review and monitoring of clinical 
trials, add to growing apprehensions 
about unethical clinical and epidemiologi-
cal research in India. 

This paper outlines the investigation 
findings before presenting a summary of 
HPV research in India. It identifies a 
number of ethical violations and scientific 
ambiguities in this research, and com-
ments on the public health implications. 

1 Path and HPV

The AP ‘Demonstration Project’ 

In mid-2009, the Indian unit of Program  
for Appropriate Techno logy in Health (PATH), 
a US-based healthcare organisation,  began 
a two-year HPV vaccination drive, vaguely 
described as a “demonstration project”, in 
two states in India. The project was a 
 collaboration between the ICMR and the 
state governments (The Hindu 2009), with 
support from the Bill and Melinda Gates 
Foundation (Dhar 2010a). In all, 14,091 
girls in Bhadrachalam, Kothagudem and 
Thirumalayapalem blocks in K hammam 

district in AP and 10,686 girls in  Dabhoi, 
Kawant and Shinor blocks in  Vadodara 
district in Gujarat were given the  
vaccine. The vaccines used were  Merck’s 
Gardasil (in AP) and GlaxoSmithKline’s 
Cervarix (in Gujarat) (Parliament Pro-
ceedings 2010).4

The findings of the investigation (Saro-
jini et al 2010) and their implications are 
summarised below: 

A Vulnerable Population 

The girls selected to participate in the 
ICMR/state government/PATH research 
were in the age group of 10-14 years. The 
girls from Bhadrachalam, which the team 
visited, were from four social groups with 
poor economic backgrounds: scheduled 
tribes (STs), scheduled castes (SCs), Mus-
lims and other disadvantaged communi-
ties. Some girls were from families that 
have been displaced by the ongoing con-
flict in the neighbouring state of Chhattis-
garh – circumstances that served only to 
compound their vulnerability. They seem 
to have been chosen without the use of 
i nclusion and exclusion criteria regarding 
their health. 

Moreover, the existing health infra-
structure in the region is woefully inade-
quate. There are no pap smear facilities 
and no qualified gynaecologists in the 
public health set-up at Bhadrachalam. 
Quality healthcare is not available for ma-
laria, diarrhoea and other preventable 
and curable health problems common in 
this region. The community has no access 
to information, and there is no adverse 
event reporting mechanism, required in 
any medical research. All these intensify 
the vulnerability of this community on 
which the research was conducted. 

Though the ICMR guidelines for bio-
medical research on  human participants 
require researchers to justify the involve-
ment of those with “reduced autonomy as 
research participants, since their consent 
may be under duress or [due to] various 
other compelling reasons” (ICMR 2006b: 
29), no such justification has been made 
public regarding the HPV vaccine re-
search in AP and Gujarat. 

No Informed Consent: Many of the vacci-
nated girls were residents of ashram paath-
shalas (boarding schools for tribal c hildren). 

The selection of these girls for the research 
is striking, given that their parents, living 
separately, could not have  monitored and 
 responded to any adverse developments  
in their children’s health; the researchers 
could also use this to avoid seeking 
p arental consent. And the “target group”, 
as these girls are described, could not 
q uestion the motive or the procedure of  
the project. 

Some, but not all the girls received doc-
uments in Telugu. These consent forms 
seem to have been used primarily in the 
case of non-residential schools. Here, chil-
dren were asked to get signatures from 
their parents; the researchers did not ap-
proach the parents to obtain their consent. 

Researchers seeking informed consent 
must provide information that includes 
the risks and discomforts; the policy on 
compensation; the availability of medical 
treatment for injuries; and alternative 
therapies if available (ICMR 2006b: 21). 
This information was not given.

Though both Schedule Y of the DCA 
(MOHFW 2005: 510) and the ICMR guide-
lines (ICMR 2006b: 28) require that trials 
on  children can be undertaken only with 
the consent of the parent or guardian, and 
with the assent of the children where 
 appropriate, the interviews suggest that 
neither was taken. 

The girls selected for immunisation 
were given “HPV Immunisation Cards”, 
which were in English, an unfamiliar lan-
guage for both the girls and their parents. 
The logo of the National Rural Health Mis-
sion (NRHM) was printed on the card. All 
those interviewed (wardens, teachers, 
parents and students) believed the re-
search to be part of the government’s im-
munisation programme. The girls and 
their parents were unaware that they 
were part of some kind of research. They 
were under the impression that the gov-
ernment was providing an expensive and 
otherwise unaffordable vaccine free of 
cost, which would prevent “uterine” or 
“cervical cancer”. They did not know that 
they could have refused the vaccine. 
Those interviewed indicated that they 
were told that the vaccine would provide 
lifelong protection. No side effects or pos-
sible long-term problems associated with 
the vaccine were mentioned. The fact that 
the vaccine protects against only two 
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types of HPV, necessitating regular pap 
screening even after vaccination, was not 
mentioned at all – neither verbally, nor in 
the written material given to some girls. 

No Follow-up and Compensation for 
Adverse Reactions: In the ICMR/PATH/
state government research, four post- 
vaccination deaths were reported from 
AP, and two from Gujarat. No formal 
i nvestigation of these deaths seems to 
have been carried out, but the deaths 
have been attributed to suicide, drown-
ing, viral fever, suspected snakebite and 
severe anaemia with malaria (Parliament 
Proceedings 2010).5 Side effects reported 
to the team that visited Bhadrachalam 
ranged from severe stomach ache, head-
ache, dizziness and skin allergies  to ex-
treme mood swings, irritability, uneasi-
ness, epileptic seizures, heavy bleeding 
and severe menstrual cramps following 
the vaccination (Sarojini et al 2010). 
Standard procedure in clinical trials –  
as well as in any immunisation pro-
gramme – requires that all such reports 
be r ecorded and investigated. However, 
these reports are not mentioned in public 
documents on the website of PATH; nor is 
there any evidence that the government 
has recorded them. Though the ICMR 
guidelines (ICMR 2006b: 5) assert that 
every research study must provide mecha-
nisms for compensation, treatment and 
aftercare for any injury or harm, the in-
formed consent forms seen by the team 
made no mention of this mechanism. 

Explanations from the Government 
and PATH: The reports of the fact-finding 
visit led to a public outcry. Due to the sus-
tained advocacy work in this regard by 
civil society groups and the pressure on 
the health minister in the Parliament, on 
7 April 2010, the government announced 
a halt on all trials of the HPV vaccine 
in India.

On 22 April 2010 – almost a year after 
the launch of the trials – Ghulam Nabi 
Azad, Union Minister for Health and Fam-
ily  Welfare, stated for the first time that 
the “demonstration project” was a “post-
licensure (operational research) study”. 
He also called it a phase 4 (post-market) 
trial and said that the  “demonstration 
project in a working model to study the 

impact of public health and management 
of a particular illness in this age group is 
part of the operational research” (Parlia-
ment  Proceedings 2010).6 

An update (PATH 2010) on the PATH 
website stated that what was thus far re-
ferred to as “demonstration project” in all 
their documents was a “‘post-licensure ob-
servational study’ involving administra-
tion of human papilloma virus (HPV) vac-
cine in India” with the vaccines being pro-
vided free of cost by the two pharmaceuti-
cal companies involved. The objective of 
the study was stated to be: 

…to generate critical data and experience 
on effective strategies for public-sector HPV 
immunisation programmes, as part of a 
broader cervical cancer prevention and con-
trol strategy. The project seeks to assess HPV 
vaccine coverage achieved, acceptability in 
the community, feasibility, and cost of im-
plementing HPV vaccination through differ-
ent strategies…Project results will help the 
Ministry of Health and Family Welfare, Gov-
ernment of India, with future programme 
planning, if and when a decision is made to 
introduce HPV vaccine and/or to expand 
screening and treatment programmes. 

The government’s response and the 
press release from PATH contain a number 
of underlying assumptions that needs to 
be questioned. First, they take it for grant-
ed that the HPV vaccine’s public health 
value has been established and that India 
needs the vaccine in its national UIP. This 
is a matter of debate. Second, measuring 
“vaccine coverage” is relevant only after 
the vaccine’s public health value has been 
established. Third, “acceptability in the 
community” depends on the community’s 
confidence in the existing UIP, as well as 
on the advice given by the researcher/
health worker on the risks and benefits of 
HPV vaccination; the community will tend 
to believe whatever the health worker tells 
them. Finally, “acceptability” can be 
 determined only when there is a proper 
adverse drug reaction system in place. 
There is no functioning system of report-
ing of adverse events in the country 
f ollowing vaccination. Despite the pres-
ence of pharmacovigilance centres, there 
is no meaningful follow-up of adverse 
drug  reactions; reporting by medical 
practi tioners is voluntary. Indeed, the 
investi gation showed that adverse events 
reported following HPV vaccination were 
not documented.

2 Scientific and Regulatory 
Issues 

Licensing of the HPV Vaccine in the 
West: According to a press release from 
the US Food and Drug Administration 
(usFDA), one US and three multi-country 
clinical trials, evaluating the safety and 
efficacy of Gardasil were conducted on 
21,000 girls. These trials were conducted 
largely on girls in the age group of 16-26 
years; two studies were conducted on 
girls in the age group of 9-15 years to 
 demonstrate the immunogenicity and tol-
erability of the vaccine in lower age 
groups. Following these trials, through a 
fast-track approval process, in 2006 
Gardasil was  approved by the USFDA for 
use by girls in the age group of 9-26 years 
(USFDA 2006).7 

(Incidentally, fast-track approval is re-
served by the USFDA for life-saving drugs 
with the potential to fulfil an unmet medi-
cal need such as new cancer treatment or 
AIDS drugs, for which  approval may be 
granted within six months of the initial 
testing. Fast-track approvals may be 
 appropriate for drugs to prevent or treat 
life-threatening medical emergencies for 
which there are no other options. This  
is certainly not the case with the HPV 
 vaccine.) 

Cervarix was first approved in Septem-
ber 2007, by the European Union, for use 
in girls and women in the age group of 10-
35 years. Approval was granted based on 
the “demonstration of efficacy in women 
15-25 years of age and demonstration of 
immunogenicity in girls and women in the 
10-25 years of age” (USFDA 2009a: 14). In 
October 2009, the USFDA approved Cer-
varix for use in females aged 10-25 years 
(USFDA 2009b). 

Questions about Licensing in the  Indian 
Context: There is a lack of clarity on the 
purpose and regulatory status of the 
 various HPV vaccine trials in India.

According to the DCA, “all vaccines shall 
be new drugs unless certified otherwise 
by the Licensing Authority …” (MOHFW 
2005: 134). The Act also states: 

For new drugs approved outside India,  
Phase III studies need to be carried out prima-
rily to generate evidence of efficacy and safe-
ty of the drug in Indian patients when used as 
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recommended in the prescribing information. 
Prior to the conduct of Phase III studies in In-
dian subjects,  Licensing Authority may require 
pharmacokinetic studies to be undertaken to 
verify that the data generated in Indian popu-
lation is in conformity with the data already 
generated abroad (MOHFW 2005: 508).

These non-specific requirements – 
without, for example, details of a mini-
mum number of trial sites and partici-
pants – for a specific phase trial leave 
much room for interpretation according  
to convenience. 

Clinical Trials of the HPV Vaccine in 
 India: Data submitted for marketing ap-
proval of Cervarix and Gardasil in India 
are not available in the public domain. 

According to the trials listed in the US 
government clinical trial registry and in 
published articles in medical journals, 
marketing approval for the HPV vaccines 
in India seems to have been based on two 
trials conducted on small sample sizes, 
and on testing and approval by other reg-
ulatory agencies including the USFDA. One 
was a “phase 3b double-blind, ran-
domised, controlled study to evaluate the 
immunogenicity and safety” of Cervarix 
on 354 “healthy Indian female subjects 
aged 18-35 years”. This was reported in 
the US government registry (USNIH) 
(NCT00344032) and completed in Novem-
ber 2007. The other was a “phase 3 trial” 
looking at the “safety, tolerability and im-
munogenicity” of Gardasil in “healthy 
 females 9 to 15 years of age in India”; 
 conducted on 110 girls aged 9-15 years 
(NCT00380367), and  completed in Febru-
ary 2008. While this is how these trials 
have been described by the US registry, it 
is not yet known how they were described 
in the documents submitted to the DCGI 
prior to their approval. 

Both the DCA and the ICMR guidelines 
state that drugs should be tested on chil-
dren after testing on older children or 
adults (MOHFW 2005: 509; ICMR 2006b: 
28). The Gardasil trial seems to have 
 violated both ICMR guidelines and the DC-

GI’s requirements in this context. At the 
very least, safety should have been estab-
lished in older groups before testing on 
children. However, the DCA leaves room 
for interpretation: “When clinical devel-
opment is to include studies in children, it 
is usually appropriate to begin with older 

children before extending the trial to 
younger  children and then infants” 
 (emphasis added). 

The DCGI licence for sale, marketing 
and import, granted in 2008, approves 
Cervarix for use in girls between 10  
and 45 years, though trials have been 
conducted only on women between 18 
and 35 years in India and on girls and 
women between 10 and 25 years in other 
countries. Gardasil was approved for use 
in girls in the age group of 9-26 years. It 
was tested on women in the age group of 
9-15 years in India, and on girls and 
women in the age group of 9-23 years in  
other countries. 

In sum, the vaccines were tested in 
 India on children before they were tested 
on adults, instead of the other way 
around, and received approval in India 
for use in an age group outside the age 
group on whom they were tested during 
the trial stage in India. There are a 
number of clinical trials of the HPV vac-
cine in India, in addition to the two trials 
before the vaccines were approved. 

The vaccination programmes in AP and 
Gujarat have variously been described as 
“a post-licensure operation research 
study” and a “Phase IV, post-market trial”.8 
According to at least one  media report, 
Katoch stated to the Parliamentary Stand-
ing Committee on Health that proper 
guidelines with respect to protocol on 
 selection of participants were not adhered 
to (Thacker 2010). Unfortunately, he did 
not provide further information on this. 
These trials are not registered in any 
 public registry and information on the 
 trial protocol, ethics review and other 
 details are not available in the public 
 domain. These were preceded by “forma-
tive research” that PATH has stated was 

“designed to guide development of a 
 vaccine delivery strategy, a communica-
tions strategy (for outreach to communi-
ties), and an advo cacy strategy (for out-
reach to policy makers)” (PATH undated). 
Details of this research are not in the 
 public domain.

In September 2009, a “Phase 4” trial 
was launched comparing a two-dose reg-
imen of Gardasil with the standard three-
dose regimen (CTRI/2009/091/000137, 
NCT00923702). This was to be conducted 
on 20,000 girls aged 10-18 years. Inter-
estingly, this “India only” trial on dose 
comparison covers almost as many girls 
as the total number covered in the pre-
approval trials conducted across 33 coun-
tries, thus raising concerns about the use 
of vulner able populations in resource 
poor countries like India, which have a 
history of poor trial regulation. The trial 
is  described as “suspended” on US regis-
try clinicaltrials.gov and “not yet recruit-
ing” on CTR-I. 

Further, in October 2009, Merck com-
menced another “phase 3 trial” of 600 
women to study the tolerability and 
immuno genicity of a three-dose regimen 
of Gardasil administered to “healthy 
 females” between 16 and 23 years of age 
in  India (16-26 according to the Indian 
registry). As of 28 April 2010, following 
the  ministry’s statement in Parliament 
regarding the vaccination “projects”, the 
CTR-I lists the status of this trial 
(CTRI/2009/091/000787) as “temporary 
halt or suspended”, while clinicaltrials.
gov (NCT00733122) continues to list it as 
 “currently recruiting  participants”. 

Yet another trial of HPV vaccine on HIV 
positive women (CTRI/2009/091/000298, 
NCT00667563), described as “phase 1” in 
CTR-I but with no phase mentioned in 
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clinicaltrials.gov, is  described as current-
ly recruiting on both registries. 

The following questions are illustrative 
of what needs to be asked about a number 
of clinical trials being conducted in India 
for regulatory and other purposes: 
● Should the DCGI approve a new drug 

on the basis of a single trial in India  
just because it has received USFDA or Euro-
pean Medicines Agency (EMEA) approval? 

● Why did the DCGI approve the HPV vac-
cines for use in an age group outside 
the age group on whom they were 
 tested in  India? 

● On what basis did the DCGI grant 
 approval for the Gardasil trial on 
 children in 2007, before it was done on 
Indian adults? 

● Should not the Phase 3 trial of Gardasil 
on women aged 16-23 years, starting in 
2009, have preceded the Phase 3 trial 
in 2007 on 110 girls aged 9-15 years? 
This would be in conformity with both 
Schedule Y of the DCA and the ICMR 
ethical  guidelines.

● What additional information was the 
Phase 3 trial of Gardasil, starting in 
2009, meant to provide after the licens-
ing of the vaccine? If additional infor-
mation was needed, should not it have 
been obtained before licensing? 

● If, according to the DCA, a new dose of a 
drug is considered a new drug, why is a 
trial comparing the standard dose of 
Gardasil with a new dose described as a 
Phase 4, or post-marketing trial? 

● Why is Gardasil being tested on 20,000 
children? Why are all trial sites in India?

● Should research described as a “dem-
onstration project” be exempt from reg-
istration in public registries?

● What are the implications of discrepan-
cies in information given in the Indian 
and US registries? 

Regulatory Discrepancies 

There are problems with the interpreta-
tions of clinical trial requirements (given 
in the DCA) by the DCGI, the licensing au-
thority. The DCA 1945 and the related 
rules, especially Schedule Y of the rules 
(especially rules 122A, 122B, 122D, 122DA, 
122DAA and 122E) contain several clinical 
trial waiver clauses. 

For instance, according to Clause 1.3 of 
Schedule Y, 

(3) For drugs indicated in life threatening/se-
rious diseases or diseases of special relevance 
to the Indian health scenario, the toxicologi-
cal and clinical data requirements may be ab-
breviated, deferred or omitted, as deemed 
appropriate by the Licensing Authority.
Also, under Rule 122A for “Application 

for permission to import New Drug”: 

(2) The importer of a new drug when apply-
ing for permission under sub-rule (1), shall 
submit data as given in Appendix 1 to Sched-
ule Y including the results of local clinical tri-
als carried out in accordance with the guide-
lines specified in that Schedule and submit 
the report of such clinical trials in the format 
given in Appendix II to the said Schedule: 
Provided that the requirement of submitting 
the results of local clinical trials may not be 
necessary if the drug is of such a nature that 
the licensing authority may, in public inter-
est decide to grant such permission on the 
basis of data available from other countries:
Provided further that the submission of re-
quirements relating to Animal toxicology, 
Reproduction studies, Teratogenic studies, 
Perinatal studies, Mutagenicity and Carcino-
genicity may be modified or relaxed in case 
of new drugs approved and marketed for 
several years in other countries if he is 
s atisfied that there is adequate published 
e vidence regarding the safety of the drug, 
subject to the other provisions of these rules.

A similar exemption is available  
under Rule 122B for application for 
 approval to manufacture a new drug 
 other than the drugs classifiable under 
 Schedules C and C(1).

The point is that there seem to be arbi-
trary powers vested in the DCGI as to when 
and how he can waive clinical trial re-
quirements. There is not even a formal re-
quirement that the DCGI’s office should 
consult a more competent group of clini-
cians and public health experts.

The website of CDSCO (undated) con-
tains, in the left column under the rubric 
“Drugs Approved for Marketing”, a list of 
drugs imported from abroad. Most of 
them cannot qualify under the category of 
public interest or those urgently required 
under “threatening/serious diseases or 
diseases of special relevance to the Indian 
health scenario”, such as, for example an 
H1N1 vaccine might qualify. Herein, scope 
for considerable money changing hands 
cannot be ruled out, and the law needs to 
be tightened. 

The waiver clauses in the law mentioned 
above appear to protect the DCGI or the 
Government of India. The DCGI may have 

used these powers to waive clinical trial re-
quirements for the HPV vaccine. It is possi-
ble that the DCGI exercises such powers not 
on the basis of professional judgment, but 
under compulsion from policymakers 
higher up in the establishment.

Unclear Definitions for Trial Phases: 
There is also lack of clarity on what a 
“bridge study” and a “Phase 3b study” are. 
Though both terms have been used with 
reference to the HPV vaccine  trials, neither 
is mentioned in the Drugs and Cosmetics 
Act and Rules. 

“Bridging studies” are mentioned twice 
in the CDSCO’s Guidance to Industry 
(CDSCO undated), but described only on 
page 33 and in passing: “This may also 
 include disclosures of the formulation in-
tended to be marketed and/or any bridg-
ing studies which may be necessary, plan-
ned, initiated and/or already performed if 
different formulations have been used 
during clinical development”. The ICMR 
guidelines state: “Bridging studies in 
v accine trials are conducted to support 
clinical comparability of efficacy, safety 
and immunogenicity of new formulation 
when there is change in vaccine composi-
tion with regard to adjuvant, pre servative, 
or a change in manufacturing process, site 
or scale…” (ICMR 2006b: 45).

It is also not clear from the DCA whether 
drugs such as the HPV vaccine can be 
made available in the market when such 
trials are still under way. Can drugs be 
approved for marketing when trials are 
going on, whose purpose inter alia is to 
look into their safety? 

The union health minister has indicat-
ed that the trials in AP and Gujarat were 
Phase 4 post-marketing trials. However, 
they do not fit the description of Phase 4, 
post-marketing trials, or Periodic Safety 
Update Reports (PSUR) for Post-Market-
ing Surveillance as given in Schedule Y of 
the DCA: 

Post-Marketing trials are studies (other 
than routine surveillance) performed after 
drug approval and related to the approved 
indication(s). These trials go beyond the 
prior demonstration of the drug’s safety, ef-
ficacy and dose definition. These trials may 
not be considered necessary at the time of 
new drug approval but may be required by 
the Licensing Authority for optimising the 
drug’s use. They may be of any type but 
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should have valid scientific objectives. 
Phase IV trials include additional drug-
drug interaction(s), dose-response or safety 
studies and trials designed to support use 
under the approved indication(s), e  g, mor-
tality/morbidity studies, epidemiological 
studies, etc (emphasis added) (MOHFW 
2005: 508).

Nor do they fit the slightly different def-
inition in the ICMR Guidelines on Phase 4 
Studies (post-licensure evaluation): 

These studies are done in the entire popula-
tion or a subgroup to detect the rarer or un-
expected events that may not be seen in 
smaller Phase II/III studies. Post-licensure 
studies of large populations, in a more 
hetero geneous group of people, over longer 
periods of time are necessary to provide 
 ongoing assessment of vaccine safety and 
 effectiveness (ICMR 2006b: 44).

So if these trials are not sanctioned by 
the scope of Schedule Y, then technically 
they would be illegal. The larger question 
raised by this survey of trials is one of 
r esearch methodology: can conclusions  
be made about a drug’s long-term  efficacy 
on the basis of short-term studies? What 
periods of trials and follow-up are appro-
priate in such cases?

Right to Information Denied: In May 
2010, health activists9 filed applications 
under the Right to Information Act 2005 
seeking facts related to the HPV vaccine 
trials in India. Among the details sought 
were: the status and basis of approval 
that granted permission to Merck, Sharp 
& Dohme to import, sell and market 
Gardasil in India; the status, design and 
intent of the trials of the vaccine by Merck 
and ICMR, and information on, and copies 
of, the approved protocols for the “dem-
onstration project”. 

Some of these applications were direct-
ed to the office of the DCGI and received a 
reply that information on the demonstra-
tion project and licensing of the vaccines 
was a “trade secret and commercial confi-
dence of third party and exempted from 
disclosure under Section 8 (1) (d) of RTI 
Act” (Dhar 2010b). 

Why is the study design or protocol of 
a demonstration project that sought to 
gain experience and build evidence for 
the future introduction of HPV vaccina-
tion into the public health system in 
I ndia considered a “trade secret”? All in-
formation on a public service should be 

public knowledge and should be in the 
public domain.

3 The Larger Implications 

The Pressures of ‘Public Private 
Partnerships’

The “demonstration project” by the 
 MOHFW, ICMR, PATH Inter national and the 
state governments of AP and Gujarat is a 
public private partnership, and highlights 
concerns around such partnerships, 
which are implemented without the nec-
essary health system reorganisation, or 
any mechanism to enforce transparency 
and accountability.

There is a lack of clarity regarding the 
role and accountability of foreign non-
governmental organisations (NGOs) such 
as PATH and international funding agen-
cies such as the Bill and Melinda Gates 
Foundation. We should also note that the 
HPV immunisation card given to children 
administered the vaccine carries the logos 
of the NRHM and of PATH. This raises ques-
tions about the role of the NRHM in this 
research, given that there is no mention of 
such “projects” in its mandate. One must 
also note the involvement of the ICMR in 
the approval and design of a project – for a 
foreign NGO to influence policymaking 
and public health needs by using Indian 
children as research subjects. 

The ICMR guidelines on the principles of 
totality of responsibility state that:

…the professional and moral responsibility, 
for the due observance of all the principles, 
guidelines or prescriptions laid down gener-
ally or in respect of the research or experi-
ment in question, devolves on all those di-
rectly or indirectly connected with the re-
search or experiment including the research-
ers, those responsible for funding or contrib-
uting to the funding of the research, the in-
stitution or institutions where the research 
is conducted and the various persons, groups 
or undertakings who sponsor, use or derive 
benefit from the research, market the prod-
uct (if any) or prescribe its use so that, inter 
alia, the effect of the research or experiment 
is duly monitored and constantly subject to 
review and remedial action at all stages of 
the research and experiment and its future 
use (emphasis added) (ICMR 2006a: 7).

The eagerness to welcome these vac-
cines is also evident in the memorandum 
of understanding signed between the 
ICMR and Merck in 2005, regarding trials 

in India and the launch of Gardasil in the 
country – even before USFDA approval was 
obtained. Finally, there is the related 
question of the validity of the certificates 
of safety and worthiness given by profes-
sional bodies of doctors, such as the Indi-
an Academy of Paediatrics, even when the 
drug’s safety and efficacy were still under 
investigation. 

None of the organisations, government, 
private or non- governmental, can be ab-
solved of responsibility for the unethical 
research carried out in the name of dem-
onstration projects.

Public Health Implications

Certain key facts about HPV infection and 
disease and the role of an HPV vaccine in 
the prevention of cervical cancer are rele-
vant to any discussion of its introduction 
in India’s public health  programme. 

Around 1,32,000 women in India develop 
cervical cancer every year, and 74,000 die 
of it (Bhatla and Moda 2009). The National 
Cancer Control Programme, formulated 
and funded by the  MOHFW, has stressed 
the importance of implementing a com-
munity-based cervical screening pro-
gramme, and also provides for funds to 
states to implement the cancer control 
programme, including cervical cancer 
screening. However, the programme has 
failed to have an impact.

In the absence of the organised screen-
ing programme, routine screening of 
asymptomatic women is almost non-exist-
ent in India. As a result, 70% of new cases 
of cancer of the cervix in India are diag-
nosed at stage III and higher, where treat-
ment success rates are very low (Basu 
2006). In the public sector, the facilities 
for pap smears are limited to tertiary care 
centres where the test is usually offered to 
women with symptoms of reproductive 
tract infections or advanced cervical 
 cancer. Public institutions that perform 
pap smears do not have facilities for col-
poscopy or treatment at the pre-cancerous 
stage through cauterisation. Management 
of abnormal pap smears is limited to 
 either a follow up visit (presumably to 
monitor for any progress from the pre-
cancerous stage) or a hysterectomy to 
eliminate the need for follow-up, which is 
both risky and not indicated. Policy-
makers do not realise the need for  
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pre vention and treatment (Basu and 
Chowdhury 2009). 

The HPV vaccine is apparently being in-
troduced to address this gap in the public 
health system. However, a number of 
questions can be asked about the value of 
such an intervention. 

First, how useful can the vaccine be in 
the National Immunisation Programme? 
It is estimated that the absolute risk of 
c ervical cancer was 2.5/10,000/year, the 
absolute risk reduction from vaccination is 
0.00025 and 4,000 girls would need to be 
vaccinated to prevent one death (Aneja 
and Puliyel 2009). 

Second, the decision to spend on a vac-
cine programme must also balance the 
risk of vaccination against the risk of the 
disease, and death from the disease and 
produce a high net health benefit by pre-
venting morbidity and mortality from the 
disease. This is not the case with the HPV 
vaccine, with significant reported side 
e ffects and limited efficacy at best. 

Third, even if the vaccine is proved to 
be safe, it is unaffordable. Even if it 
b ecomes affordable in the foreseeable fu-
ture, is it really required in the UIP as the 
most effective way to prevent all cases of 
cervical cancer? Surely there are other 
methods of prevention, diagnosis, and 
treatment of HPV infection that are safer 
and more economical, keeping in mind the 
overall disease burden of various diseases 
and their management in the country. 

Above all, vaccination is not a substi-
tute for screening. Vaccinated women 
must continue to have regular pap tests, as 
the preventive effect of the vaccine on cer-
vical cancer has not been demonstrated. 
Further, HPV infection is not the only 
cause of cervical cancer. Additionally, pro-
tection by the vaccines is shown only 
against certain subtypes and for a limited 
number of years (Lippman et al 2007). 
Many scientists feel that even in the best-
case scenario, the HPV vaccination will re-
quire booster doses (Haug 2008). If boost-
er doses are needed, it is not known how 
frequently they will be needed, or what 
the impact of the booster doses will be on 
the safety of the vaccine. Moreover, boost-
er doses will increase the cost of vaccina-
tion, and pose additional implementation 
challenges to reaching women who need 
revaccination.

In fact, even if the HPV vaccine turns 
out to be very effective, if it is introduced 
in places where women are not fully cov-
ered by screening services, it will com-
pete with limited budgets and affect ex-
isting limited budgets. The vaccine can-
not be a substitute for comprehensive 
public health services. Health interven-
tions of this sort should address causes of 
vulnerability, such as the absence of 
healthcare.

Thus, given the faltering existing can-
cer control programme, the imperative to 
carry on with routine screening (at an ex-
penditure of not more than Rs 80-250 per 
screening per woman) even post vaccina-
tion, and the abysmally low public health 
expenditure, even the thought of intro-
ducing these vaccines into the public 
health system is irrational. International 
funding agencies such as the Global Alli-
ance for Vaccines and Immunisation 
(GAVI) may be a major source of external 
assistance for the HPV vaccine as they 
have already included HPV vaccine in their 
Advanced Market Commitment plan 
(Basu and Chowdhury 2009). However, 
questions have been asked about the sus-
tainability of GAVI’s financial model and of 
such vaccination programmes in the coun-
tries that it seeks to help. One of the au-
thors of this article has earlier raised 
doubts about whether the objective of 
 protecting children against serious dis-
eases will be achieved (Madhavi and 
 Raghuram 2010). 

Conclusions 

Clinical trials of two HPV vaccines in 
 India, the circumstances of their market-
ing approval as well as their possible in-
troduction into the public health system, 
raise a number of apprehensions about 
ethics, science, and regulation. It can be 
said with confidence that at least some of 
the trials for these vaccines violated estab-
lished national and international ethical 
guidelines, and are of doubtful scientific 
value. The 23,000 girls in AP and Gujarat 
could not have given their informed con-
sent to participate in the research, and 
they will not get lifelong follow-up after 
immunisation. Nor is it likely that this 
community will be able to afford the prod-
uct when it does become available. The 
regulatory authorities permitted these 

t rials, possibly pressurised by drug com-
panies and other powerful interests. 

The content of Schedule Y of the DCA 
needs to be revised so that the stronger re-
quirements and larger concerns of the 
ICMR guidelines and that of the Helsinki 
Declaration are reflected explicitly, forc-
ing trial protocol documents in India to 
meet these requirements. This would en-
sure that rights of participants in clinical 
trials are made even more secure, and jus-
ticiable at that. The “window of opportu-
nity” afforded in the DCA for entry of 
drugs into India without clinical trials or 
appropriate studies,  under the label 
 “approved for marketing”, needs to be 
firmly shut. Exceptions may be made by a 
committee of experts only in specific cases 
of emergency or national interest, and the 
discussion leading to their decision should 
be made public. 

All trials on marginalised and vulnera-
ble groups should be banned – unless the 
marginality and vulnerability are objects 
of study, in which case the drug company 
must ensure that there is lifelong health 
insurance for the family of the trial sub-
ject, even as the drug or vaccine in ques-
tion is given free of cost to the community 
in question for a specified period arrived 
at through consultation with the commu-
nity. Research should be done in a way 
that respects the people and community 
on which it is  conducted. 

Given the concerns expressed about 
the vaccine’s safety and efficacy, its  
introduction through a “demonstration 
project” should be viewed with concern. 
Is this a marketing tactic to find entry 
into the public health system? Surely our 
priority is to allocate the resources (ap-
proximately Rs 3,000 per course of the 
vaccine) to cervical screening rather 
than HPV vaccination.

The speed with which the HPV vaccine 
has been approved in India, within weeks 
of trials being conducted of doubtful sci-
entific value; the unclear purpose and 
regulatory status of pre- approval “forma-
tive research”; the securing of the certifi-
cates of approval from professional organ-
isations (PATH 2010) – these are evidence 
of the aggressive marketing strategies em-
ployed by the companies involved. All this 
is also a poor reflection of organisations 
like PATH, and their funders such as the 
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Bill and Melinda Gates Foundation, who, 
as part of their expressed mandate to fight 
disease, may be lending themselves to be-
come uncritical accomplices in questiona-
ble policies. 

Vaccines raise a special concern. The 
scientific community has a special respon-
sibility to promote only those vaccines 
that are useful, and whose efficacy and 
safety are based on evidence. The regula-
tory authorities have a responsibility to 
ensure that new drugs and vaccines go 
through proper scientific evaluation 
 before they are considered for approval. 
This case also underscores the need for a 
 national vaccine policy that addresses 
public health interests, rather than those 
of the market, before introducing any new 
vaccine in the national immunisation 
 programme, or even in the open market.

Notes

1  Brinda Karat, Member of Parliament in Rajya 
Sabha Calling Attention Proceedings, 22 April 
2010.

2  The vaccines protect against certain types of the 
HPV, which is the source of a common sexually 
transmitted infection. HPV is a major causative 
agent in cervical cancer.

3  The team consisted of women’s and health rights 
activists from Sama Resource Group for Women 
and Health, Jan Swasthya Abhiyan and An-
thra,  who have been active in the campaign 
against the HPV vaccine. The report, Preliminary 
Findings of Visit to Bhadrachalam: HPV Vaccine 
‘Demonstration Project’ Site in Andhra Pradesh, by 
Sarojini N B, Anjali S and Ashalata S (March 
2010), is available on request from Sama: advoca-
cyhealth@gmail.com. 

4  Ghulam Nabi Azad in Rajya Sabha Calling Atten-
tion Proceedings, 22 April 2010.

5  Ibid.
6  Ibid.
7  Details of the approval process of both vaccines 

are available in USFDA 2009a and USFDA 2010.
8  Same as fn 4.
9  Susheela Singh, Anjali Shenoi, Deepa Venkatach-

alam and Beenu Rawat.
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Democracy after the Ayodhya Verdict

The Allahabad High Court’s Ram Janma Bhumi Babri Masjid verdict has serious implications 
for the nature and functioning of India’s democratic framework, and for the role of the 
judiciary in defending the secular basis of the Constitution. The judgement privileges the 
beliefs of the “people”, leaving undefined who these “people” are, and in what historical 
context their beliefs were constructed. It goes beyond questions of law and imposes “a 
settlement” involving, among other things, partitioning of the disputed land. Most questionably, 
it ignores the illegality of the acts of 1949 and the demolition of the masjid in 1992. 

Recognising the need to discuss and revisit the issues involved The Social Scientist, 
Sahmat and Communalism Combat are organising a symposium, “Fact and Faith: 
Democracy after the Ayodhya Verdict” from 6 to 8 December 2010 in Delhi.  Apart from 
experts in various fields, a wide cross-section of people are being invited to participate 
in the symposium.

For further details please contact:
Safdar Hashmi Memorial Trust (SAHMAT)
29 Feroze Shah Road, New Delhi 110 001 • Telephone: (+91 11) 23381276 / 23070787
e-mail: sahmat8@yahoo.com




