Ethical considerations in

he Joint United Nations

Programme on HIV/ AIDS
(UNAIDS) estimated (1) at the end of
1998 that around 33.4 million people
were living with Human Immuno-
deficiency Virus(HIV) infectionall over
the world, over 90% of them in
developing countries. However, in
devel oping countries, promising newer
therapeutic options for HIV/ AIDS are
unaffordable, and prevention through
behavioural change has not been
successful due to illiteracy and low
level of awareness. On the other hand,
prophylactic vaccination has shown
remarkable success in the control of
many communicable diseases.
Thereforeglobal effortsareongoing to
develop vaccines (3) to prevent
infection among persons exposed to
HIV (prophylactic) or prevent HIV-
infected persons from progressing to
AIDS (therapeutic vaccine).

Present status of AIDS
vaccine trials

Developing a safe and effective AIDS
vaccine has been a challenge due to
lack of understanding of the correlates
of protective immunity to HIV, the
absence of an appropriate animal
model, strain variation and difficulties
in phase 111 evaluation of candidate
vaccines (4,5).

Any new vaccine hasto be eval uated
at many levels: Phase 1: safety, Phase
2: safety and immunogenicity, Phase
3: large-scale trials for efficacy and
Phase 4: post-marketing surveillance.
Over 34 different HIV candidate
vaccines have been tested in phase 1
trials and three in phase 2 trials (6).
Difficulties in initiating large-scale
efficacy trials of preventive AIDS
vaccines include unanswered ethical
issuesregarding how such trialswould
be conducted, fear that trial failure
would make successive trials
impossibleto conduct, and controversy
among the scientific community
regarding the usefulness of the
available vaccines to protect against
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HIV infection (7).

However, with the continued spread
of HIV despite educational efforts, and
evidence of the safety and efficacy of
many products to elicit immune
responses among vaccinees (8, 9), itis
increasingly felt that Phase 3 trials of
such vaccinesare necessary. Therefore,
despite an incomplete understanding
of HIV pathogenesis and correlates of
pratection, |argePhese3efficacytrids
havebeeniniti atedi nthelU§ Thai | and
and Wanda(10). @hortsarea sobei ng
establ i shed, and sites prepared for
efficacytrid swhenappropri at e vacci ne
candi dat es becone avai | abl e (8).

Deci di ng when and howt o proceed
toPase3trid sisaftenconpl ex (6,11).
Sonesci enti stsi ndevel opi ngcount ri es
are concerned about the deteriorating
HIV/ AlD5scenariointhei r countries
andthel ongti me requi redtoconplee
clincd tridsindeve oped countries.
They arguet hat asthebenefi cent i ntent
inconducting vaccinetriasiscear,
trid scod dbeintiaedsimultaneosly
i ndevel opi ngcountries (12, 13).

Thereare severa reasons to consi der
conductingtrial s of ADSvaccinesin
devel opi ng countries (14, 15). A
najority of HVinfections occur in
devel opi ng countries where an
effective vaccine wll be nost
beneficia . Thehi ghinci denceof HV
i nfection makes it easier and cost-
effectivetoassesstrid ed-parts. Itis
easi er to assess vacci ne efficacy of
t herapeut i ¢ vacci nes anong HIV-
i nf ect edpeopl evho have not recei ved
ati-retrovird thergoy. Dfferent rotes
o co-factorsinHVtransmi ssi on and
t he presence of vari ous H V subt ypes
nay have a differential influence on
vacci ne protectionin devel oped and
devel opi ng count ri es.

Toconduct anAl DSvacci netrial, the
devel opi hgcount ry nust haveacohort
with defined epidenologic
characteristics, andthetechnica and
scietificcamecitytoperfarmelinical
pr ocedur es and | abor at ory assays. But
such atria can al so rai se ethical
cotroversies, ascaitics, inestigaas,
vol unt eers, sponsors and regul atory
agencies may have conflicting
opi ni ons, nandat es and expect at i ons.
Open conmunication between t he
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organisations involved and the
parti ci pating community can minimise
this possibility (16).

Trial-related concerns

Participants may fear developing
adverse reactions or HIV infection; a
post-vaccination positive HIV test
result and consequent discrimination;
and problems in freedom of travel,
insurance, employment  and
immigration. They may alsoworry that
spousesor partnersinformed about their
trial participationwill stigmatisethem.
The participating community will ask
if investigators can ensure adequately
informed consent; if trial participants
will face discrimination; and if they will
receive post-trial benefits. Countries
participating in vaccine trials will
expect to discuss and approve trial
protocols, that researchers will adhere
to the highest scientific and ethical
standards, that regulatory bodies will
do periodic monitoring, and that the
population will get substantial post trial
benefits. Researchers can refer to
variousinternational ethical guidelines
whileplanning AIDSvaccinetrials(17,
18, 19, 20).

Ethical issues in the pre-
trial phase

Before selecting a candidate vaccine,
and deciding whether or not to initiate
avaccinetrial, policy makers, experts
and community representatives must
haveanational discussiononthetrials
scientificjustification, theclinical and
laboratory expertise available and the
community feasibility of avaccinetrial.
Most current vaccines are based on
subtype B of HIV-1. Testing subtype B
based vaccinesin countrieswhere other
subtypes are predominant rai ses ethical
questions, though evidence of cross-
cladeimmunity may justify such atrial.
Separately, industries in developed
countries may not interested in
developing non-B type of AIDS
vaccinesfor countrieswho cannot buy
them. Capacity-building efforts must
therefore be made to devel op vaccines
in developing countries with the help
of competent industries in developed
countries.

Developing countries may ask if the
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vaccine has been tested in the country
of manufacture. Why should the
research be carried out in developing
countries? Therationalefor conducting
the trial must be explained to the
community. A network of community-
based organi sations, peoplelivingwith
AIDS, local medical practitioners,
|eaders and the media can ensure that
the trial is in the community’s best
interest. It can help disseminate
information on the proposed vaccine
trials, clear doubts and ensure public
support and participation in the
proposedtrial. Specific cultural, clinical
and economic settings influence local
ethical expectations and must be
addressed while designing field trials
(21). Qualitative research should be
used toidentify thecommunity’ sfears,
so that correct information can be
provided in an ongoing manner.

Ethical considerations in
an ongoing trial

All the fundamental ethical principles
(22) — beneficence, non-mal eficence,
autonomy and justice— apply to AIDS
vaccinetrials. For the researchers, this
includes ensuring that the study isin
the participants’ best interests;
ensuring that all participants (24) give
their informed consent without
coercion or inappropriate inducement
(19); using comprehensible and
informative consent forms and
procedures meeting international
guidelines and also approved by the
Ethical Review Board (ERB); and
getting modifications of the protocol
and the consent form re-approved by
the ERB(23).

Participants shouldincludeall groups
who may benefit from the vaccine, in
particular those with a high incidence
of HIV infection. Though children are
not included in Phase 1 or 2 vaccine
trials, it may be ethically justified to
do Phase 2 trialson children (with their
guardians' consent) if a therapeutic
vaccine shows evidence of working.
Most AIDSvaccinetriaswill enroll HIV
sero-negative persons, which would
necessitate.a two-step consent
procedure with initial consent and
counseling for HIV testing and | ater for
trial participation. Respect for local
standards such as by taking permission
of community leaders does not
eliminate the need for individual
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consent.

Investigatorsmust clearly informtrial
participants that the vaccine may not
work, and provide risk reduction
counselingfor AIDSprevention. If there
isaplacebo arm, potential participants
must betold about the placebo, and that
they could receive either the vaccine
or the placebo.

It isabsolutely essential to safeguard
the confidentiality of trial participants.
Researchers' responsibility to maintain
confidentiality (with coded forms and
samplesdelinked from the participants’
names) isparticularly importantintrials
relating to HIV/AIDS. Maintaining
confidential records may be
complicated by the fact that since
participants could develop
complications in the long term, trial
records may have to be preserved for
an extended period.

Earlier, randomisation was equated
with clinical equipoise —noarmina
trial isknown to have an added benefit
— making itimpossibletotest products
with some favourable data in
randomised clinical trials. This was
later revised to suggest that
randomisation could beethical if there
were overall uncertainty about the
product’ sutility. Also, inthe context of
AIDS, behavioural factorsand STDsare
known to affect HIV transmission and
only randomised controlled clinical
trial scan provide substantive evidence
about vaccine efficacy.

Regulatory mechanisms

The Ethical Review Board, which
includes experts in pharmacology,
pathology, clinical medicine, social
science and law (25), should not only
review the research proposal but also
guarantee that the trial proceeds
according to plan and fulfils ethical
reguirements. The Scientific Advisory
Committee’ sreview should cover issues
such astheneed for thetrial, capability
and infrastructure at the site, choice of
candidate vaccine, methods and
appropriatenessof selection of subjects,
plan for recruitment and retention,
mechanism for reporting and
management of adverse events and
quality control procedures. The Data
Safety and Monitoring Board, which
may include some trial participants,
should periodically review
performance reports, protect participant
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safety, definecriteriafor vaccineor trial
failure, for whichit hasthe authority to
stopthetrial. The Community Advisory
Board, composed of local workers and
community representatives, should
liaise between researchers and the
community; adviseon study procedure
and consent and dataformsin order to
protect the community; play a
significant role in community
information and education, and helpin
recruitment and retention of study
participants.

The post-trial phase

Onceavaccineisprovedto besafeand
effective, the vaccine trial sponsors
and the host country are morally and
ethically obliged to make a
commitment for a continued supply of
thevaccineinthe post-trial phase. The
community where the trial was done
must either continue to receive the
vaccine or be helped to develop the
capacity to produce a sustainable
supply of the vaccine. This point can
be negotiated with the manufacturers
beforeinitiating thetrial. International
agencies can play amagjor rolein this
regard (26). Post-marketing studiesand
surveillance should be undertaken to
consider the vaccine’s inclusion in
ongoing prevention and control
programmes.

HIV-uninfected persons considering
participationinaprophylactic vaccine
trial will beanxiouson finding out that
asaresult of the vaccination, they will
always test positive for HIV. This can
create problems of discrimination in
insurance, travel, jobsand housing. To
tackle this problem, those conducting
HIV tests for insurance, employment,
health care or other reasons should be
madeawarethat HIV vaccines can cause
false-positive HIV test results, andtrial
participants should receive documents
confirming their participation in
vaccinetrials. Social risksand harmsto
trial participants should be monitored
as seriously as physical harms(27).

Someresearchersfeel that if countries
cannot affordto givethree-drug therapy
to vaccine recipients who develop
breakthrough HIV infection, they
should not take up HIV vaccinetrials.
Other researchers from developing
countriesfeel that thisisnot financially
sustainable; giving the three-drug
regimento vaccinetrial participantsin
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a country where it is not otherwise
availableisunethical becauseit canbe
an undue incentive itself. One
suggested option is to treat
breakthrough infectionswith two drugs
without a protease inhibitor. However,
most researchers agree that therapy for
breakthrough infections should be
givenfor lifeand should be on par with
the best standards of locally available
care. The sponsors and ERB should
ensure that such provisions are made
and actually followed. However, it
might be important to clearly explain
to the participants that if they acquire
HIV infection and if the vaccine fails,
compensation can’t be given.

Feedback: Adequatefeedback must be
given to the community in which the
trial wasconducted. Thiscould be done
through the Community Advisory
Board. Effective communication is
essential to ensure sustained public
support for research.

Conclusion

According to India’ s Parliamentary
Standing Committee on Dreaded
Diseases, an estimated eight million
people are infected with HIV(28). The
Prime Minister has stated that
developing an AIDS vaccine is a top
national priority. A formal AIDSvaccine
development programme in India will
probably be implemented through the
coordinated effort of the government
of India (28). International agencies
have stated that they will help
strengthen vaccine development
capabilities in developing countries
(29). These efforts must be supported
by advocacy for a clear governmental
policy on AlDSvaccinedevelopment,
identifying and training researchersfor
vaccine development and evaluation
and testing, and public education for
future community support to vaccine
trials.

AIDS vaccine trials may soon
commence in India. While we must
ensure that the various codes of
research are observed in such trials,
research participants’ protection
ultimately depends on the ethics and
commitment of individual investigators
(30). Indian researchers should ensure
that all future AIDS vaccine trials
conformto thehighest ethical standards.
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