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ARTICLE INFO ABSTRACT

Keywords: Introduction: Although current antiretroviral therapy allows most people with HIV (PWH) to experience normal
HIV cure Research longevity with a good quality of life, an HIV cure remains elusive due to HIV reservoir formation within deep
End of life

tissues. An HIV cure remains highly desirable to the community of PWH. This study reports on the perceived risks
and benefits of participation in the Last Gift study, a study aimed at characterizing HIV reservoirs via post-
Last gift mortem autopsy, among PWH at the end of life (EOL) and their next-of-kin (NOK)/loved ones.

Altruism Methods: Last Gift participants (PWH with a terminal illness and/or near the end of life) and their NOK/loved
Socio-behavioral research ones were surveyed for perceptions of risks, benefits, and meaning for participation in the Last Gift study.
Results: The average age of the 17 Last Gift participants was 66.6 years, 3 were females, 1 person identified as
Hispanic, and 15 as Caucasian. The average age of the 17 NOK/loved ones was 56.7 years, and relationships to
Last Gift participants included partner/spouse, sibling, friend, child, parent, grandparent, and nephew. The only
perceived personal risk of the Last Gift among participants was the blood draws (3/17). NOK/loved ones
perceived the following risks: blood draws (2/17), physical pain (3/17), worry that something bad will happen
(2/17), and unpleasant side effects (1/17). Participants in Last Gift and NOK/loved ones indicated the study had
various positive social effects. For both participants and NOK/loved ones, the most frequent perceived personal
benefit of the Last Gift was the satisfaction of supporting HIV cure research.

Discussion: Participants perceived minimal personal and societal risks and valued the altruistic benefits of
participating in the Last Gift study. Last Gift participants and NOK/loved ones were cautious about possible
personal risks of EOL HIV cure research but still viewed that the emotional, psychological and societal benefits of
participation outweighed potential risks.

Perceived risks
Perceived benefits
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1. Introduction

In the last four decades, HIV has become a manageable chronic
condition for many people with HIV (PWH).! Since the late 1990s,
combination antiretroviral treatment (cART) has proven to be lifesaving
and has significantly reduced HIV-related mortality.” Causes of
HIV-associated morbidity and mortality now resemble those of the
general population and include cancer, cardiovascular disease, and
neurological disorders.® Once faced with a death sentence in the 1980s,
many PWH now wish to give back to science and contribute to HIV
cure-related research at the end-of-life (EOL).*”

The Last Gift® is one such observational EOL HIV cure study that
evaluates HIV reservoirs throughout the entire body.” ! The Last Gift
was initiated in 2017 at the University of California San Diego (UCSD)
and enrolls PWH who have a terminal illness and a prognosis of 6
months or less as determined by their physician.” In 2019, the Last Gift
was amended to include PWH with a chronic illness and multiple
co-morbidities associated with a five-year mortality of greater than 50%.
This component of the study is called ‘On Deck’, a name provided by the
UCSD AntiViral Research (AVRC) Community Advisory Board (CAB).'?
Last Gift study participants elect to donate their body at the time of
death to contribute to HIV cure research.”!' Participants provide
informed consent to undergo socio-behavioral interviews, ante-mortem
blood and other biospecimen sampling, and, upon death, to undergo a
rapid research autopsy (within 6 h of death) to preserve viral and tissue
integrity.4 To date, over 30 Last Gift participants have been enrolled
with no expectation of direct clinical benefit.>>'? Similar EOL trans-
lational research models have been employed in cancer research.'®!*

Participants are considered partners in research towards an HIV cure,
and the study also recognizes the importance of involving next-of-kin
(NOK)/loved ones.'> NOK/loved ones serve as caregivers and help
honor the last wishes of the participants.'®!” The Last Gift holds a broad
definition of NOK/loved ones, recognizing that the definition of family
may be different for each participant.'? Last Gift participants have the
option to refer a NOK/loved one to also participate in the interview part
of the study, while respecting the participants’ unique situations and
wishes for confidentiality.'? To date, most Last Gift participants have
referred a NOK/loved one, although a minority of participants have
elected not to.

The last few years have witnessed an expansion of the ethics litera-
ture on EOL HIV cure research.'®!'® Our team has involved community
members to establish basic ethical criteria for EOL HIV cure research.
These include: 1) protection of autonomy through robust informed
consent, 2) avoidance of exploitation and fostering altruism, 3) main-
tenance of acceptable benefits/risks, 4) reducing vulnerability and
ensuring participant-centered focus'® and 5) preserving acceptance of
NOK/loved ones and the community.'> Our team also prospectively
documents ethical lessons learned.'” The socio-behavioral research
component of the Last Gift helps ensure EOL HIV cure research remains
acceptable to Last Gift participants,” NOK/loved ones,'®!” research
staff,'” and the community.

Our interdisciplinary team was interested to determine if Last Gift
participants and their NOK/loved ones had a clear understanding of
possible risks and benefits associated with being in the Last Gift. Here,
we report results from the closed-ended interview questions related to
the perceived risks and benefits from their perspectives. This data can
inform how we design, conduct, and communicate about EOL HIV cure
research.

2. Methods
2.1. Participants and setting
All participants who met eligibility criteria had the option to be

interviewed to discuss their perceptions of the study, including risks and
benefits. They were also given the option to refer a NOK/loved one.
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2.2. Data collection

We developed interview guides in collaboration with the UCSD
AVRC CAB. Prior to implementation, we have pilot-tested study guides
with community members and revised them iteratively prior to data
collection. From 2017 to 2022, two study team members conducted
interviews (including closed-ended questions) with Last Gift partici-
pants and NOK/loved ones. Given the EOL status of participants, we
elected to conduct interviews (including closed-ended questions) for
feasibility reasons, instead of asking participants to complete surveys
directly. Last Gift participants had the option to realize the interview
over multiple visits given the constraints posed by conducting EOL
research.®?° Upon interview completion, Last Gift participants and
NOK/loved ones received $20 in compensation.

Perceived Risks: Participants and NOK/loved ones were asked to
indicate whether the Last Gift was associated with risks (Yes/Agreement
or No/Disagreement). Perceived personal risks to participants were
framed in terms of possible worries (e.g., worry about large blood draws
needed, about physical pain, and/or worry of unpleasant side effects).
Perceived social risks to participants were also framed in terms of
possible worries (e.g., worry about being recognized as someone living
with HIV, and worry about being treated poorly by study staff).

Perceived Benefits: Participants and NOK/loved ones were asked to
indicate whether the Last Gift was associated with personal benefits
(Yes/Agreement or No/Disagreement). Perceived personal benefits to
Last Gift participants included items such as feeling good about
contributing to HIV cure research, regular access to medical doctors/
researchers, meaning given to the remainder of participants’ lives, and
coverage of cremation costs. Perceived societal benefits to participants
included items such as contributing one last gift to society, helping other
PWH, an opportunity to give back, and receiving support from family,
loved ones and friends.

Perceived Sense of Meaning: Participants indicated their support
(Yes/Agreement or No/Disagreement) for various statements related to
the perceived sense of meaning provided by their participation in the
Last Gift. For example, they indicated whether they joined the study to
give back while not expecting anything in return, to benefit a greater
cause, and whether they believed the study would benefit science and
society.

Perceived Benefits of an Eventual Cure for HIV: Participants and
NOK/loved ones were asked whether they agreed or not (Yes/Agree-
ment or No/Disagreement) with various statements related to perceived
benefits of an eventual cure for HIV. For example, they indicated
whether a cure for HIV would allow others to stop thinking about having
HIV, stop taking HIV medications, have improvements in day-to-day
health, and experience a better quality of life.

2.3. Data management and analysis

Last Gift participants and NOK/loved ones completed closed-ended
surveys in-person with a trained research associate. After each inter-
view (including closed-ended questions), two study team members
uploaded audio files to a secure database (RedCap, Vanderbilt Univer-
sity, TN and/or UCSD One Drive). Two study team members transcribed
interviews to Microsoft Word and removed all personal identifiers. The
same team members alternated roles to review transcripts for quality
control and fidelity to the interview data. Once checked for quality,
study team members entered closed-ended data into a pre-programmed
study database in Qualtrics™ (Provo, UT). Qualtrics™ provided a
platform for gathering and analyzing closed-ended data. After
completing transcription, quality control and data entry, original audio
files were deleted, as per the Institutional Review Board (IRB)-approved
informed consent form.
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2.4. Descriptive analyses

We conducted simple descriptive analyses to summarize the closed-
ended results. For each question, we report the number of Last Gift
participants and NOK/loved ones who reported ‘Yes/Agreement’. The
small sample size of the Last Gift study precluded more complex
bivariate and multivariate analyses.

2.5. Ethical considerations

The UCSD IRB approved the Last Gift study with the socio-behavioral
research component (Project #160563). All participants provided
written informed consent to be interviewed.

3. Results
3.1. Demographics

3.1.1. Last Gift study participants

Between 2017 and 2022, 17 Last Gift participants completed the
socio-behavioral interviews. Of these, 3 were females, 1 identified as
Hispanic, and 15 as Caucasian. Mean age of participants was 66.6 years.
Most (15/17) had some college education. Last Gift participants’ ter-
minal/chronic illness(es) included solid organ cancer, other types of
cancer (e.g., brain, oral, rectal, lung, acute myeloid leukemia), cardio-
vascular disease, neurodegenerative disease (e.g., amyotrophic lateral
sclerosis), and other condition(s). Most participants reported a disability
at the EOL (Table 1).

3.1.2. NOK/loved ones

A total of 17 Last Gift participants referred a NOK/loved one, of
which all 17 agreed to participate in this study (10 male and 7 female).
Mean age of NOK/loved ones was 56.5 years. Relationships to the Last
Gift participants included partner/spouse, sibling, friend, child, parent,
grandparent, and nephew (Table 2).

3.1.3. Perceived personal risks

Last Gift participants and NOK/loved ones indicated some perceived
personal risks associated with participation in the Last Gift study. The
only perceived personal risk from the perspective of the Last Gift par-
ticipants was the large blood draws (3/17). NOK/loved ones perceived
the following personal risks for Last Gift participants: worry about large
blood draws (2/17), worry that participants would have physical pain
(3/17), worry that something bad will happen (2/17), and unpleasant
side effects (1/17). No participant or NOK/loved one worried about the
impact of the study on health insurance, possible permanent or irre-
versible side effects, not being cured (of HIV or terminal illness), or
quality of life decreasing. Further, no NOK/loved one worried about
confidentiality being violated or having their quality of life decreased
(Fig. 1).

3.1.4. Perceived social risks

No Last Gift participants reported perceived social risks from being in
the study. NOK/loved ones worried about Last Gift participants being
recognized as someone living with HIV (3/17), an eventual cure for HIV
not being available to those who need it (3/17), and Last Gift partici-
pants being treated poorly by research staff (1/17) (Fig. 2).

3.1.5. Perceived personal benefits

The most common personal benefit identified by both participants
and NOK was feeling good about contributing to HIV cure research at the
EOL (13/17 and 17/17, respectively). Last Gift participants valued
coverage of cremation costs (13/17), receiving updated information
about HIV (11/17), and having regular access to medical doctors/re-
searchers (11/17). Similarly, NOK/loved ones felt the following were
the most salient personal benefits for the Last Gift participants: coverage
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Table 1
Demographic characteristics of the Last Gift/On Deck participants (San Diego,
CA, 2017-2022).

Last Gift/On Deck Participants

N=17
Age in years, mean (std. dev.) 66.6 (9.9)
Assigned male sex at birth 14 (82.4)
Assigned female sex at birth 3(17.6)
Gender identity: man 14 (82.4)
Current identity: woman 3(17.6)
Non-Hispanic or Latino ethnicity 16 (94.1)
Hispanic or Latino ethnicity 1(5.9)
Caucasian race 15 (88.2)
African American/Black 1 (5.9
Multiracial 1(5.9
Education
Less than high school 1(5.9
High school or G.E.D. 1 (5.9
Some college (less than 2 years) 2(11.8)
Associate degree or > 2 years of college 4 (23.5)
Undergraduate degree or equivalent 4 (23.5)
Professional degree 2(11.8)
Doctorate degree or equivalent terminal degree 3 (17.6)
Marital status
Single, never married 9 (52.9)
Registered domestic partners 1 (5.9
Married 2(11.8)
Divorced 1(5.9
Widowed 4 (23.5)
Health Characteristics
Terminal/Chronic Illness
Solid tumor malignancy 3(17.6)
Hematologic malignancy 10 (58.8)
Cardiovascular disease 2(11.8)
Neurodegenerative disease 1(5.9
Reported disability 10 (58.8)
Table 2

Demographic characteristics of next-of-kin/loved ones (San Diego, CA,
2017-2022).

Next-of-Kin/Loved Ones

N =17 (%)
Age in years, mean (std. dev.) 56.5 (13.1)
Gender identity: men 10 (58.8)
Gender identity: women 7 (41.2)
Relationship to Last Gift and On Deck Participants
Partner/Spouse 5(29.4)
Sibling 4(23.5)
Friend 3 (17.6)
Child 2(11.8)
Parent 1 (5.9
Grandparent 1 (5.9
Nephew 1(5.9

of cremation cost (16/17), added meaning to the remainder of their lives
(16/17), receiving updated information about HIV (14/17), and having
regular access to doctors and researchers (10/17) (Fig. 3).

3.1.6. Perceived social benefits

Last Gift participants and NOK/loved ones perceived several societal
benefits from the Last Gift. These included contribution to research at
the EOL (16/17 and 17/17, respectively), giving one last gift to society
(16/17 and 15/17), helping other people with HIV (15/17 and 17/17),
giving back to the HIV community (15/17 and 17/17), helping advance
biomedical science (15/17 for both groups), and receiving support from
family, loved ones and friends (14/17 and 17/17). NOK/loved ones also
viewed EOL research as moving us closer to finding a cure for HIV (16/
17) (Fig. 4).
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| worry about the large blood draws needed. -
I worry that something bad will happen. g
| worry about the impact of the study on my health insurance.#

| worry about possible permanent or irreversible side effects.#

| worry that the participant will not be cured by being in this
study.F

| worry that the participant will have physical pain from being in this
study.# |

| worry that the quality of life of the participant may decrease as a
result of being in this study.$

Participation in HIV cure research can lead to unpleasant side
effects.$ -

| worry that confidentiality will be violated.** *

I worry that quality of life may decrease as a result of being a next-
of-kin/significant other associated with this study.** *

0 10 20 30 40 50 60 70 80 90 100
Percent in Support of This Statement

M Last Gift/On Deck Participants m Next-of-Kin/Loved Ones

# indicates that no Last Gift/On Deck Participants reported this concern
** Question only asked of Next-of-Kin/Loved Ones
* indicates no Next-of-Kin/Loved Ones reported this concern

Fig. 1. Perceived personal risks associated with participation in the Last Gift study (San Diego, CA, 2017-2022).

Worry that, if we find a cure for HIV, it will not be
available to those who need it.#

Fear that the participant may be recognized as

1
someone living with HIV.# ]
O

Worry that the participant will be treated poorly by
the study staff.$

Worry that the next-of-kin/significant other will be
treated poorly by the study staff.**

Worry that the health information of the participant
will not be kept confidential.#

0 10 20 30 40 50 60 70 80 90 100

Percent in Support of This Statement
M Last Gift/On Deck Participants m Next-of-Kin/Loved Ones

# indicates that no Last Gift/On Deck Participants reported this concern
** Question only asked of Next-of-Kin/Loved Ones

Fig. 2. Perceived social risks associated with participation in the Last Gift study (San Diego, CA, 2017-2022).
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Cremation costs will be covered.

The participant will feel good about contributing to HIV cure research.
Receiving updated information about HIV

Regular access to medical doctors and researchers

Additional meaning given to the remainder of the participant's life
Reduction of stigma around HIV

Additional laboratory tests that are not routine parts of the participant's medical care*
The participant will benefit from the best medical care.

The financial incentives offered appeal to me.

No longer need to take HIV medication

Participantfeels they don't have a lot to lose at this point in their life.*

Participant hopes to benefit medically from being in this study.*

Participant health will improve from being in this study.*

Research autopsy costs will be covered.**

0 10 20 30 40 50 60 70 80 90 100
Percent in Support of This Statement
M Last Gift/On Deck Participants Next-of-Kin/Loved Ones

* Question was only asked of Last Gift/On Deck Participants
** Question was only asked of Next-of-Kin/Loved Ones

Fig. 3. Perceived personal benefits associated with participation in the Last Gift study (San Diego, CA, 2017-2022).

The participant feels they can contribute to research
even though they are at the end of life.
The participant can give one last gift to society and
contribute to science.

A felt sense of duty to participate in HIV cure research.*

Participation in HIV cure research helps other people
living with HIV.

The opportunity to pay back to the HIV community what

others have done by participating in research.
Participation in this study will help advance biomedical
research in a broad way.
The participant has the support of my family, loved ones
and friends.

Participation in this study is a gift to friends still living
with HIV.
Participation in HIV cure research moves us closer to
finding a cure for HIV.**

0 10 20 30 40 50 60 70 80 90 100
Percent in Support of This Statement
M Last Gift/On Deck Participants Next-of-Kin/Loved Ones

* Question was only asked of Last Gift/On Deck Participants
** Question was only asked of Next-of-Kin/Loved Ones

Fig. 4. Perceived societal benefits associated with participation in the Last Gift study (San Diego, CA, 2017-2022).

v



K. Dubé et al.

3.1.7. Perceived Sense of Meaning

Last Gift participants indicated whether the study provided a sense of
meaning at the EOL. Most participants (14/17) indicated that they
joined the study because they wanted to give back and were not
expecting anything in return, their participation would benefit a greater
cause, and would benefit science and society. The majority (11/17) also
indicated that the Last Gift study would benefit biomedical research
(Fig. 5).

3.1.8. Perceived benefits of an eventual cure for HIV

Last Gift participants and NOK/loved ones indicated their support for
perceived benefits of an eventual cure for HIV. Last Gift participants
rated the following most favorably: not having to think about having the
virus (15/17), having HIV eliminated from the body (15/17), perma-
nently discontinuing HIV medications (15/17), having an improvement
in day-to-day health (14/17), not worrying about the future (14/17) and
being able to plan for and be hopeful about the future (14/17). NOK/
loves ones rated the following most favorably: permanently dis-
continuing HIV medications (17/17), not being able to transmit HIV to
sex partner(s) (17/17), not having to think about having the virus (16/
17), having HIV completely eliminated from the body (16/17), having
an improvement in day-to-day health (16/17), being able to plan for and
be hopeful about the future (16/17), having no risk of disease or con-
dition associated with or exacerbated by HIV (16/17), having closer or
improved relationships with romantic and sexual partners (16/17), not
having to disclose HIV with new romantic or sexual partners (16/17),
and experiencing fewer concerns about the effect of HIV on work or
relationships with co-workers (16/17) (Fig. 6).

4. Discussion

We report perceived risks and benefits of participation in EOL HIV
cure research from the perspective of PWH at the EOL and their NOK/
loved ones. Last Gift participants perceived minimal personal and soci-
etal risks of being part of the study. NOK/loved ones seemed slightly
more cautious about possible personal risks of EOL HIV cure research.
Both Last Gift participants and NOK/loved ones valued the altruistic
benefits of the study. This paper extends the socio-behavioral literature
of EOL HIV cure research by empirically exploring perceived risks and
benefits from the perspectives of participants and NOK/loved ones.
Findings augment qualitative reports on how Last Gift participants and

| joined this study because | wanted to give back
and | am not expecting anything in return.

| joined this study because it would benefit a
greater cause.

My participation in this study will benefit science
and society.

My participation in this study will benefit
biomedical research.

o
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NOK/loved ones perceive and experience EOL HIV cure research™ %!
and moves us beyond hypothetical research,®?!

The only perceived personal risk from the perspective of Last Gift
participants was the blood draws. The Last Gift collects 30-40 mL
(approximately two tablespoons) of blood during study visits, which is
no different than the volume of blood drawn during routine clinical care.
Participants also have the option to refuse blood draws, particularly as
they reach the EOL. The overall finding of minimal perceived personal
risks for Last Gift participants is interesting, given that the EOL context
may carry additional risks and burdens, such as a progressive decrease in
quality of life.>'® During the informed consent, Last Gift participants are
informed that “The study will involve some added risks and discomforts.
Also, since this is an investigational study, there may be other unknown risks
that are unforeseen or at this time cannot be predicted. You will be told of any
significant risks.” The limited perceived personal risks of Last Gift par-
ticipants may reflect the fact that most participants have a history of
research participation at our center but also the fact that the current Last
Gift study is observational in nature. As such, the Last Gift represents the
culmination of a personal journey of investment in HIV research.
Analogously, the worry about study procedures, such as blood draws,
was also reflected in qualitative interviews with Last Gift participants.®
NOK/loved ones were concerned with the invasiveness of study pro-
cedures.'” In the current study, NOK/loved ones appeared numerically
more cautious about possible personal risks of the Last Gift, and a mi-
nority were concerned about physical pain and unpleasant side effects.
The Last Gift team is aware of the potential risks and burdens related to
research procedures at the EOL, and takes care to avoid undue pain,
prevalent in PWH at the EOL.> The research team also takes the physical
state of participants into account before any study procedure'® and
follows process consent to ensure participants continue to agree to
procedures as they near the EOL.'® We also ensure good communication
with NOK/loved ones throughout the study to help alleviate any concern
about study procedures.'®!”

We were encouraged that no Last Gift participants or NOK/loved
ones worried about the study not leading to a cure. This finding is
ethically relevant, because it indicates a lack of curative misconception
for participants involved in this specific EOL HIV cure research study.
This theme was also reflected in qualitative interviews.>'® However,
previous focus group discussions with NOK/loved ones had revealed a
potential for therapeutic misconception, or the belief that the Last Gift
team also serves as the participants’ care team.'” In addition to

10 20 30 40 50 60 70 80 S0 100

Percent in Support of This Statement

M Last Gift/On Deck Participants

Fig. 5. Perceived sense of meaning provided by participation in the Last Gift study (San Diego, CA, 2017-2022).



K. Dubé et al.

Not having to think about having the virus

Having HIV completely eliminated from the body

Stopping and never again taking HIV medications

Having an improvement in day-to-day health

Not worrying about the future

Being able to plan for and be hopeful about the future

Having a better quality of life

Being able to live a longer life

No risk of diseases/conditions associated with or exacerbated by HIV

Not worrying as much about the financial impact of living with HIV

Not being able to get HIV a second time (if cured)

Not testing positive on the HIV antibody test

Having closer or improved relationships with romantic and sexual partners
Not having to disclose HIV status with new romantic or sex partners

Not being able to transmit HIV to sexual partner(s)

Less concern about the effect of HIV on work or relationship with coworkers

Having closer or improved relationships with friends and family

B Last Gift/On Deck Participants
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o

=
o
N
o

30 40 50 60

Percent in Support of This Statement

70

2]
o
[t
o

100

Next-of-Kin/Loved Ones

Fig. 6. Perceived benefits of an eventual cure for HIV (San Diego, CA, 2017-2022).

therapeutic misconception, the research team must safeguard against
psychological distress when conducting research with terminally ill in-
dividuals*? and remain careful not to infringe on precious time between
participants and NOK/loved ones at or near the EOL.%? While no Last
Gift participants reported social risks from being in the study,
NOK/loved ones again appeared more cautious, expressing concerns
around participants being recognized as PWH. These worries were also
reflected in our prior focus group discussions with NOK/loved ones, who
expressed concerns about HIV-related stigma.'” Only one individual
expressed concern of being treated poorly by study staff. On this note,
we believe it takes a dedicated team to conduct EOL HIV cure research. '’

The most common perceived personal benefits of the Last Gift study
by both participants and NOK/loved ones related to feeling good about
contributing to HIV cure research. These findings are reminiscent of our
qualitative data, wherein Last Gift and NOK/loved ones alike reported
deep emotional and psychological benefits from the study.>'®'”
Further, the Last Gift study informed consent form states: “You will not
receive direct benefits from being in this study. However, what is learned from
this study may help other people with HIV by improving our knowledge about
HIV persistence within anatomic compartments.” The apparent contradic-
tion between what Last Gift participants and NOK/loved ones report as
benefits and the mention of the lack of direct personal benefits in the
informed consent form has been noted elsewhere,”> %’ and prompted
some scholars to advocate for inclusion of psychosocial benefits as part
of the consent process.?®*’ The Last Gift experience has taught us that
we should not discount psychosocial benefits of participation in mean-
ingful research for PWH at the EOL.

The finding that both Last Gift participants and NOK/loved ones
highly rated the coverage of cremation costs as a personal benefit also
merits attention. For ethical reasons, the UCSD IRB historically has been
hesitant to include cremation costs as benefits to avoid undue influence.
The AVRC CAB advocated that cremation costs be covered as part of the
study as a necessity, given the nature of the research, and for fair
compensation.'? Nevertheless, it remains possible that participants still
view these as benefits.>'® It is also possible that NOK/loved ones

N

appreciate being freed of the responsibility of organizing the logistics of
cremation and can use the time for mourning or reflection. Further, the
rapid research autopsy does not preclude an open-casket funeral if
desired.'? In our focus groups, NOK/loved ones were adamant that the
team should observe seamless procedures with the cremation process
(“My concern was the cremation seemed to take forever and I just wanted to
get him home”).'” The Last Gift team acknowledges that preparing for
death and funeral services in a respectful manner is important for both
participants and NOK/loved ones.*’

Last Gift participants and NOK/loved ones indicated several
perceived societal benefits from the Last Gift study, including helping
other people with HIV and advancing biomedical science. These findings
were also reflected in qualitative data, where altruistic benefits were
embedded within the context of community and moral obligations.>'°
In evaluating willingness to participate in EOL HIV research, scholars
have postulated that altruism may be heightened near the EOL.?%!
Scientific altruism also emerged prominently in the socio-behavioral
research assessing motivations for joining early-phase HIV cure trials
focused on acute HIV, where participants viewed their bodies as
uniquely suited for clinical research.”” In the cancer field, Quinn and
colleagues proposed a typology for categorizing different types of
altruism in the context of post-mortem donations: 1) gifting relationship,
2) reciprocal altruism (e.g., expecting psychosocial support), and 3)
empathy-induced altruism (e.g., deepening sense of community).*
Similar altruism in extremis was observed among organ donors.*> The
Last Gift study appeared to provide a sense of meaning to participants.
This meaning was described in terms of fulfillment, hope, legacy,
self-actualization, and existentialism™'® and is also reflected in the EOL
cancer literature.'® However, in a hypothetical study of willingness to
participate in EOL HIV cure research in Canada, PWH rated perceived
meaning as low because they already considered their lives meaningful.®
Thus, we should remain realistic in setting expectations about what
observational EOL HIV cure research can accomplish.

Moreover, respondents noted the perceived benefits of an eventual
cure for others, including having HIV eliminated from the body and not
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having to take medications, corroborating results from prior similar
studies.>>>**> Numerically, NOK/loved ones appeared slightly more
optimistic about the perceived benefits of an eventual cure for HIV,
compared to Last Gift participants.

Findings from this paper are relevant to the scholarly debate
attempting to resolve the benefit/risk ratio challenge in HIV cure
research.’* % In any clinical research, risks — whether clinical, social,
psychosocial, or financial — must be minimized (non-maleficence), while
benefits maximized (beneficence).®>*° However, there is no objective
metric with which to assess these potential benefits and risks.*! In HIV
cure research, participants face risks, while benefits oftentimes accrue to
science and society.?' Last Gift participants are not joining the study
with the hope of curing disease or prolonging their lives.'> Weijer and
Miller instead proposed the use of a ‘risk-knowledge calculus’ to deter-
mine whether clinical studies could be justified based on asymmetric
risks and benefits.’” Based on these and prior findings,”'®!” we believe
that the Last Gift study maintains a favorable benefit/risk profile. Our
findings also strengthen the argument that a thorough examination of
how participants, and additionally in this case, NOK/loved ones,
perceive benefits and risks, has ethical significance. However, a true
appreciation of benefits and risks would also require an evaluation in the
context of individual circumstances, particularly at the EOL. What rep-
resents acceptable benefits and risks may vary for each participant, and
personal values should be considered.*®

4.1. Limitations

Given the EOL condition of Last Gift participants, not all were able to
complete an interview; therefore, there is missing data. This phenome-
non has been coined ‘functional attribution’ and is common in EOL
research.’’ We used Yes/Agreement and No/Disagreement questions to
reduce cognitive burden at the EOL. It is possible that Likert scales
would have yielded more nuanced data. The small sample size precluded
complex bivariate and multivariate analyses and data disaggregation by
sex and/or gender. Because the Last Gift and NOK/loved one’s ques-
tionnaires were developed separately, there are asymmetries in the
questions asked. We also suspect a social desirability bias. The design
was cross-sectional, and we recognize that perceived risks and benefits
may change over time. The Last Gift study is occurring at one research
center in California, and data is not generalizable to all PWH. Analysis of
open-ended interview data is ongoing, will be reported separately and
likely lead to additional emergent perceived risks and benefits of the
Last Gift study.

Conclusions

We attempted to quantify perceived benefits and risks from the
perspectives of the Last Gift participants and their NOK/loves ones. The
next scientific frontier would be to introduce interventions at the EOL.**
We foresee that perceived benefits and risks would be different in the
setting of interventional EOL HIV cure research. Knowing how partici-
pants and affected parties perceive HIV cure research is critical to the
design of ethical and well-informed studies.
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