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Obijective: To study related social harms due to identification with a group of participants in an HIV-1 vaccine
trial who are potentially high risk for HIV/AIDS.

Material and Method: Two thousand five hundred forty six injecting drug users (IDU) were enrolled in a 36-
month vaccine trial. Volunteers received education and risk reduction counseling at every six-month study
visit. Social harms were not actively solicited, but volunteers were encouraged to report any during the
process of counseling at every six-month visit. If a social harm was reported, a questionnaire was administered
and the harm was tracked. If necessary, clinic staff assisted in resolving the social harm.

Results: Thirty-nine social harms were reported by 37 participants; 33 (84.6%) were disturbances in personal
relationships, three (7.7%) in employment, one (2.6%) was medically related, one (2.6%) was related to
admission in the military and one (2.6%) was related with misbelieve about the vaccine. The most common
reason for disturbances in personal relationships was suspicion of HIV infection (n = 20). The impact of these
harms on quality of life was characterized as minimal by 31 (79.5%) participants, as moderate by seven
(17.9%), and as major by one (2.6%). All social harms were documented to be resolved by the end of the study.
Conclusion: A few participants reported study-related social harms during the course of the trial. Most harm
had minimal impact and all could be resolved by the end of the present study.
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Not long after the human immunodeficiency
virus (HIV) was discovered as the causative agent of
the acquired immunodeficiency syndrome (AIDS) in
1983, vaccine strategies were proposed to prevent

Correspondence to : Pitisuttithum P, Department of Clinical
Tropical Medicine, Faculty of Tropical Medicine, Mahidol
University, 420/6 Rajvithi Rd, Bangkok 10400, Thailand.
Phone: 0-2643-5599, Fax: 0-2643-5598, E-mail: tmppt
@mabhidol.ac.th

2442

primary infection®™. An HIV vaccine must be effective
against multiple strains of HIV in order to prevent
the majority of HIV infections, most of which occur
outside the Western hemisphere®. Compared to anti-
retroviral treatment of HIV-infection, an HIV vaccine is
thought to be a safer and cheaper method to control
HIV epidemics.

Over 60 vaccines have been evaluated world-
wide since 1987. Two AIDSVAX vaccines, VaxGen B/
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B2 and B/E, were the first to have entered Phase 11l
trials. A population with high HIV incidence, regardless
of country of residence, is a likely candidate for HIV
vaccine evaluation. Negative social impact experiences
have been reported in multiple trials, including trials
enrolling persons at low risk for HIV infection in the
U.S. and developing countries. Hence, these events
are not limited to individuals at high-risk for HIV infec-
tion in developing countries®®. High-risk populations
in developing countries are likely candidates for the
evaluation of HIV vaccines, because of their high HIV
incidence. However, these populations are often con-
sidered vulnerable and susceptible to potential nega-
tive behavioral, psychosocial and community effects
associated with HIV vaccine trials® ™.

According to UNAIDS guidelines for con-
sideration in HIV preventive vaccine research, docu-
mentation of a vaccine trial should include risk
reduction intervention, e.g., intensive education and
counseling®". The provision of counseling to reduce
risk should be monitored to ensure its quality and to
avoid the potential conflict of interest between the risk-
reduction goals and the vaccine trial specific interest
of evaluating HIV incidence®. Thus, monitoring of risk
of participants is mandatory for HIV vaccine testing
especially in non-Western and developing countries.
There also is the risk of experiencing social harm asso-
ciated with trial participation. Vaccine trial participants
may be associated with HIV risk, stigmatized illegal
behaviors and disclosed of being at risk for HIV infec-
tion and they may also be falsely identified as HIV-
infected, not only socially, but also technically due to
vaccine induced HIV seropositivity. These events may
lead to disturbances in personal relationships, loss of
employment or employment opportunities, denial of
health and life insurance and travel restrictions.

The most commonly reported negative social
impact was friends, family, or a partner thinking the
volunteer was HIV positive and therefore, judging or
avoiding the participant®. In order to reduce such
social harms, these events must be monitored and
reported®?. The authors report frequency and reso-
lution of social harms reported by participants in
Thailand’s AIDSVAX B/E (VaxGen, Inc., Brisbane, CA,
USA) vaccine trial, the first phase I11 HIV vaccine effi-
cacy trial conducted in a non-Western country.

Material and Method

The present study was a randomized, double-
blind, placebo-controlled trial to test the efficacy of
AIDSVAXBVE in preventing HIV-1 infection in inject-
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ing drug users (IDU). Between March 1999 and
August 2000, 2,546 IDU were enrolled in the trial. One
volunteer was excluded from further participation in
the trial because of HIV infection at the day of enroll-
ment. Detailed methods and characteristics of the trial
have been reported elsewhere®?,

Trial procedures

At the start, participants were randomly
assigned to receive either AIDSVAX B/E vaccine or
placebo (ina 1:1 ratio) at months 0,1 and 6, with booster
doses at months 12,18,24 and 30. Participants were
followed for 16 scheduled visits over a 36-month study
period. As part of the screening process, education
was conducted via video, booklets, group discussions,
individual counseling and a test of understanding of
trial procedures. After that, participants were asked to
read and sign an informed consent form.

Social harm was defined as a trial related
event with a significant adverse psychological or
social outcome. Determination of harm is by self-report
from the subject and is based on the subject’s percep-
tion of harm and its impact on their lives over time.

Reports of social harms were not actively
solicited, but volunteers were encouraged to report
if they felt harmed as a result of participating in the
trial. If a social harm was reported, a questionnaire was
completed (see list of questions below). Questions
addressed the type of social harm, whether, when, and
how it was resolved, whether the volunteer was HIV
tested as part of the social harm (Table 1), and what the
perceived impact of the social harm was on the
participant’s quality of life. If necessary and desired,
clinic staff assisted in resolving the social harm,
including tracking and following-up of the harm until
it was resolved.

Listing of social harms questions®®

Social harms report

1. Describe the social harms event

2. What type of social harm is reported on
this form?

3. Do you think this situation is resolved?
If not, what would help to resolve it?

4. Was HIV antibody testing an issue in this
situation? If yes, was HIV antibody testing required?

5. Did your participation in the present study
become known to others? If yes, how did your partici-
pation become known to a person outside the study?

6. In response to this situation, did you use
the study ID card, tell the study staff about his
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problem, and ask the study staff to call or write a letter,
other?

7. Please give answers to what impact this
situation has had on your quality of life as follows:
minimal, moderate or major.

8. Is there anything else that you would like
to tell about this situation?

9. What has been done to respond to this
situation?

Social harms follow-up

1. Date of the follow up

2. Event number from original Social Harms
report

3. Resolution Status: resolved or unresolved

4. What has been done since the last report to
respond to this situation?

Statistical analysis

Statistical analysis was descriptive statistics.
A 2 test was used to assess associations between
age, sex, education, risk behavior, study-arm assign-
ment and reported social harm.

Results
Demographic and risk behavior profile

The 2,545 participants had a median age of
26 years (range: 20-59 years), 93.4% (2,376) were male,
and 1,711 (67%) had at least completed 9" grade educa-
tion. During the 6 months prior to baseline, 2,388 (94%)
reported having injected drugs, of whom 789 (33%)
reported having shared needles, and 2,092 (82%)
reported receiving methadone treatment. Heroin injec-
tion was reported by 2,351 (99%) participants, metham-
phetamine by 376(16%), and midazolam by 243 (10%).
Daily injection was reported by 936 (39%) participants.

Social harms

After 36 months of trial duration, 37 partici-
pants (1.5%) reported 39 social harm (two participants
each reported two events); 24 were from the vaccine
and 13 were from the placebo group (x%=3.3, p=0.07).
Among these 37 participants, one in the vaccine group
and two in the placebo group became HIV infected
during the trial. 18 participants (48.7%) reported that
people in their environment thought they were HIV
infected (12 vaccine recipients (67%) and six placebo
recipients (33%), 5 (13.5%) reported that others thought
the vaccine was made from HIV, and 14 reported that
their relatives or friends expressed concern or dis-
agreed with their participation in the trial (Fig. 1).
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Table 1. Summary of social harms event

Total
(n = 2545)

Number of participants reporting
social harm*

Number of social harms events reported 39
Number of social harms events resolved** 39 (100%)
Social harms type**

37 (1.5%)

Personal relationship 33 (84.6%)
Health insurance -

Life insurance -

Travel -
Employment 3 (7.7%)
Medical/Dental 1 (2.6%)
Education -

Other 1 (2.6%)
Housing -
Military 1 (2.6%)

Impact of the social harms event**

Minimal 31 (79.5%)
Moderate 7 (17.9%)
Major 1 (2.6%)

* Each subject reporting social harm events is counted once,
percentages are based on the total number of subjects in the
study

** Percentages are based on the number of events reported

13.5%

16.2%

21.6%

¥ Thought by others as HIV infected
B Relatives or friends difagreed with participation in an expriment
B8 Relatives or friends expressed concern that the vaccine may cause illness,bad health or cancer

B Others thought that the vaccine made from HIV

Fig. 1 Description of social harms and percentages of par-
ticipants reporting
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Table 2. Type of social impact by type of social harm

Type of social harm Total
1* 2* 3* 4=
Type of social impact
Personal Relationship 16 4 8 5 33
Employment 2 1 3
Medical services 1 1
Military conscription 1 1
Misbelieve about the vaccine 1 1
Impact on quality of life
Minimal 13 5 8 5 31
Moderate 6 1 7
Major 1 1
Harm resolved in within six months
Yes 11 4 6 4 25
No 9 1 2 2 14

1* = Thought by others as being HIV infected
2* = Others thought that the vaccine was made from HIV

3* = Relatives or friends disagreed with participation in an experiment
4* = Relatives or friends expressed concern that the vaccine might cause illness, bad health or cancer

The majority of the social harms (33/39 or
84.6%) were related to disturbances in personal rela-
tionships, three were related to employment, one each
was related to misbelieve about the vaccine that the
vaccine might cause harms such as health problems,
receipt of medical services and conscription in the mili-
tary (Table 1, 2). As part of the last two social harms,
the participant underwent an HIV test. Volunteers
indicated that most of the social harms they reported
had minimal impact on the quality of life (31/39 or
79.5%), seven (17.9%) had a moderate effect and one
(2.6%) had a major effect (Table 1). Reported harms of a
moderate or major effect were almost all (7/8 or 87.5%)
related to other people’s thinking that the volunteer
was HIV infected because of participation in the trial.
In four cases, this was a family member or friend, in two
cases, this was an employer and in one case, this was
related to conscription in the military.

More than half (25, or 64.1%) of social harms
were resolved within six months of their first report and
all were resolved before the end of the trial. There were
no statistical differences in the number of social harms
according to demographic and behavioral characteris-
tics at baseline (age, sex, education, drug injection
history, sharing of needles and methadone treatment
in the previous six months, data not shown) nor to
being in the vaccine or the placebo group.
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Discussion

The present study shows that little social
harm was reported in the first HIV vaccine trial among
IDU in a non-Western country. Reports of social harm
were not associated with demographic characteristics,
risk behavior profile or study arm assignment. Study
from Jenkins et al showed that concern about family
influence produced the largest negative odds ratio
to willingness, although concerns about social and
physical harm, as well as practical considerations also
had significant negative associations with willing-
ness01,

The other study showed that the large
number of people who reported a mix of motives
suggests that the decision to enter trials can involve
multiple considerations. The need to reconcile prosocial
motives with practical concerns would seem to be a
reasonable response to making a decision about a time-
consuming trial, where some degree of risk may be per-
ceived®, The authors did not actively solicit reports
of social harms, but participants were encouraged to
report so if they felt harmed as a result of participating
in the trial.

Of the small number of social harms reported,
most were related to disturbances in personal rela-
tionships and all were resolved by the end of the trial.
The number of social harms reported in the present
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trial was lower than that reported in a comparable
vaccine trial among men who have sex with men (MSM)
and women at risk for sexual transmission in North
America and Europe®®), Since surveillance of social
harms assessed on a six-month schedule in both trials,
the lower number reported in the Thai trial may be
explained by differences in population characteristics
and cultural norms about what is perceived as a social
harm.

MSM in the industrialized world are usually
well educated, have a well-organized community, and
have a history of activism regarding social and legal
issues, which they perceive as unjust. It may be that
IDU in Thailand were already experiencing a number
of social harms related to their drug use, such as dis-
crimination and stigmatization, and therefore, may not
have perceived additional social harm as trial-related.
In addition, the Thai belief-system contemplates that
life is, to a certain extent, pre-determined and the result
of one’s own destiny or “karma”. It is possible that the
lower number of reported social harms in Thailand was
due to a higher threshold of what is perceived as a
social harm.

Disturbances of personal relationships were
the most common form of study-related social harm.
These were usually related to concerns about HIV
infection and participation in a medical experiment.
Social harms related to employment and insurance
status were infrequently reported. In the North-
American-European trial, the inability to obtain or to
lose employment or health and life insurance as a
result of trial participation was identified as a potential
significant study-related social harm®. In Thailand,
there was less potential for such harm, since most
study participants were self-employed day laborers,
such as messengers and motorcycle taxi-drivers, and
the existence of universal public health insurance. In
addition, life-insurance and other types of insurance
based on life years are uncommon in Thailand; only
around 10% of the population has some kind of life
insurance policy®®.

In conclusion, a small number of social harms
were reported in this first trial of a HIV vaccine among
IDU in a non-Western country. However, these data
should be interpreted with caution, since social harms
were not actively solicited during the course of the
trial. Amore active surveillance system for social harms
in future vaccine trials is, therefore recommended (e.g.,
more frequent visits and time are necessary to assess
social harms and follow up). Whether similar or higher
numbers will be reported, and how they differ between
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other groups at risk for HIV infection and between
countries with different cultural belief-systems remains
to be seen.
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