P CONTROVERSY

Elusive target?

Costly vaccine to pre-empt cervical cancer may not find takers

CAITLIN COX

harmaceutical giants Merck and
PGlaxoSmithK]inc have developed

two vaccines that they promise
will eradicate cervical cancer. Soon after
the companies announced their prod-
ucts in mid-2006, public health agencies
in the us and Europe began discussing
how to integrate them into their vaccine
programmes. Now, plans are afoot to
deliver the vaccines to developing
nations, including India, where cervical
cancer is often fatal for women (see box:
At high risk). But there is evidence that
this may not be a miracle cure.

“Cervical cancer is one of the major
cancers for women in India. It hits the
poorest of the poor,” says N K Ganguly,
head of the Indian Council of Medical
Research (ICMR). “Anything which miti-
gates it will be a major advantage.”

India has taken some steps towards
developing an anti-cervical cancer pro-
gramme, with Union health minister
Anbumani Ramadoss speaking repeat-
edly in favour of human papillomavirus
(vPV) vaccines. In December 2005, ICMR
and Merck announced a public-private
collaboration to study the company’s
vaccine, Gardasil. A month earlier,
GlaxoSmithKline and Oxford Univer-
sity had reached an agreement to study
various cancers at prominent research
centres, including the Tata Memorial
Hospital, Mumbai, and the All India
Institute of Medical Sciences, Delhi.
The World Bank, UsaID and UNICEF are
also involved in efforts to bring the vac-
cines to India.

Last June, the international public
nonprofit health body PATH, based in
Seattle, too, announced a five-year
partnership with government agencies,
industry, research organisations and
other groups to evaluate the possibilities
for HPV vaccines in four countries:
India, Peru, Uganda and Vietnam.
Results from this research, being funded
by a us $27.8-million grant from the Bill
& Melinda Gates Foundation, will help
those countries decide whether or how
to introduce the vaccines.
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Initial reactions to the vaccines,
which prevent several types of HPV, were
almost entirely positive. Clinical trials
on more than 20,000 women showed
Merck’s Gardasil to be 100 per cent
effective at creating immunity to Hpv 16
and 18 and at preventing cervical
lesions arising from those two strains.
Lesions are often precursors to cancer.
GlaxoSmithKline’s vaccine, Cervarix,
seemed similarly effective. Gardasil also
protects against HPV 6 and 11, which are
responsible for genital warts.

The idea spread that if the vaccine
could be delivered to all preteen girls
before they became sexually active, then
a generation of women could be free
from cervical cancer. Soon, however,
questions arose about why the compa-
nies were marketing the vaccines so
hard and so fast. Gardasil was approved
by the United States Food and Drug
Administration (USFDA) in June 2006.
As of this July, it has been licensed in
80 countries; 35 in Europe. Cervarix
has been licensed only in Australia,
but other countries are predicted to
follow suit soon.

These approvals rest on studies last-
ing only five years, so some experts are
concerned that the vaccines may not
provide long-term protection. Some are
pressing for an improved vaccine that
could fully prevent strains 45 and 31,

The vaccines have not yet been fully
evaluated in girls under 16. Despite this,
Gardasil has been approved by the
USEDA for use in girls as young as nine.
In India, Merck is conducting a study
that tests Gardasil among healthy
females between 9 and 15, Since partici-
pating girls are not yet sexually active,
says Ganguly, the trial will not include a
gynaecological examination but will
measure whether the vaccine produces
anti-HPpv antibodies.

Since the target group is girls who
have not yet become sexually active, Hpv
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vaccines need to be evaluated over sev-
eral decades, says C Sathyamala, an epi-
demiologist at the Council for Social
Development in Delhi. Without this, it
is impossible to know whether women
will still be protected in their forties and
fifties when cervical cancer typically
hits. “It’s unethical to subject women to
an untested vaccine,” she says.

In addition, the vaccines are expen-
sive. Gardasil costs $360-plus in the us
and about $500 in the ux. They are the
most costly routine vaccinations ever
sold. Prices are said to be based on the
concept of value to society rather than
actual manufacturing costs. With over
30 states in the us, as well as the UK’s
Joint Committee on Vaccination and
Immunization, considering making HPv
vaccines mandatory for schoolgirls, this
could translate into huge profits.

High prices of the vaccine are said to be based on the concept

of value to society rather than actual manufacturing costs




CONTROVERSY

At high risk

In India, cervical cancer Kills around 80,000

women each year and 120,000 new cases.

emerge. This is in stark contrast to the US, for
example, where only 4,000 women die annually
from the disease. The most common explanation
for this difference is that developed nations
have good screening programmes. When
women there visit a doctor for a check-up, they
are routinely tested for signs of disease. Under
such surveillance, cervical abnormalities are
detected so women can be treated early on.

Unlike most cancers, which are caused by
genetic predisposition or random changes in
cells, the vast majority of cervical cancer cases
are caused by the human papillomavirus (HPV), a
sexually transmitted infection. There are many
different kinds of HPV, but the most common
types—strains 16 and 18—are behind approxi-
mately 70 per cent of cervical cancer worldwide.
The virus is extremely contagious and can
spread through dermal contact.

Most women infected with HPV can fight it
with their immune systems. But in a minority, it
lingers, causing changes in cervical cells that
eventually lead to cancer. Early childbirth, smok-
ing and sexual behaviour seem to raise cervical
cancer risk. Anything that weakens immunity—
poor nutrition, infections—can also contribute.

While surveys reportedly show that
the American public favours giving girls
the vaccine, conservative political
groups have successfully lobbied against
it in states including Texas. Anti-vaccine
activists say a mandatory scheme would
infringe on the rights of parents and,
more controversially, claim the vaccine
will promote teenage promiscuity. This
February, Merck announced it would
not try to persuade state legislators.

Valid concerns

Many Indian public health experts
question whether the vaccines are
worthwhile. First, there is cost. Money
would be better spent on providing ade-
quate food and clean drinking water,
which could curb a wide range of infec-
tious diseases such as cholera and
hepatitis a, argues Sathyamala. While
HPV is at the root of almost all cervical
cancers, she says, women with weak
immune systems are most at risk. Thus,
providing services that address poverty

and improve overall health could also
have an effect on cervical cancer.

A special report by PATH’s newsletter
Outlook elaborates on the financial
issue. “Financing for health care in
developing countries is already limited;
therefore, financing for HPV vaccine
programme will require sustained,
strong advocacy efforts and innovative
strategies. ...At present the price for the
vaccine in developing countries is not
known and might not be known for
some time. ...The ultimate price will be
determined by such factors as the num-
ber of doses to be purchased and the
duration of the purchase agreement.”

The question is of priorities, says
Kamala Ganesh, formerly with the
Maulana Azad Medical College, Delhi.
“There are so many other problems that
need to be attended to first,” she says,
pointing out how the nation’s maternal

‘mortality rates are higher than those of

cervical cancer. Numbers vary by
region, but roughly 400 women die for

every 100,000 live births here, compared
to an estimated 30 women per 100,000
who get cervical cancer.

Roadblocks

Then there are the logistical problems.
Current HPV vaccines require a series of
three doses, which may be a difficult
proposition for rural women or those
who cannot take time away from work
or family responsibilities. They must be
refrigerated at all times, often a difficult
proposition. Plus, India’s vaccine
programme focuses on children. It is
unclear how health workers will locate
adolescent girls, an age group that rarely
seek medical care. The stigma that HPV is
a sexually transmitted infection may
also make parents wary of allowing their
daughters to be vaccinated.

“No one is trying to say that cervical
cancer is the most important public
health area for women, but here is a sit-
uation where we know we can prevent
disease,” says Martha Jacob, senior pro-
gramme manager for PATH’S HPV vaccine
initiative in India. “These are not old
women, so there is a lot of social impact
on families.” She cautions that any ini-
tiative must be paired with comprehen-
sive screening. The vaccines cannot help
women already been exposed to the
virus, and there will still be cases of cer-
vical cancer that arise from other HPV
types not covered by current vaccines.

Even among the vaccines’ propo-
nents, questions remain. The govern-
ment is negotiating pricing and licens-
ing with Merck and GlaxoSmithKline. It
is yet to decide whether HpPV vaccines
will be made in India. There is also the
issue of producing enough and how
many will accept the programme. “One
of the many questions is whether we’ll
be able to provide the vaccines to the
entire population,” says Ganguly. “We’ll
sort out logistics and only then intro-
duce them to communities.”

Much of this process is taking place
behind closed doors. Because of confi-
dentiality clauses, says Kamla Rai,
Merck’s research director, the company
cannot reveal details of trials. Ramadoss
did not respond to repeated interview
requests from Down To Earth. A
spokesperson at WHO’s regional
office for South-East Asia only said that
“India has not taken any decision
regarding HPV”. No one is publicly com-
mitted to a timeline. m
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