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BACKGROUND

Analytical treatment interruptions (ATI) are considered the gold standard
for assessing efficacy in HIV cure trials.

ATl can be demanding for participants, as they involve stopping ART and
facing viral rebound and eventual secondary transmission.

There are still limited data on how people with HIV (PWH) experience
ATI, especially regarding their concerns, expectations, and satisfaction.

This study evaluated participant-reported concerns, expectations, and
satisfaction during ATl in two HIV therapeutic vaccine trials.

METHODS

A total of 72 participants entered a 24-week ATI| phase: 41 early-treated PWH
(AELIX-002") and 30 PWH treated in chronic infection (BCN032).

During ATI, HIV-1 pVL was monitored weekly and ART was resumed if
pVL >100,000 cp/mL or >10,000 cp/ml for 8 consecutive weeks.
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A 19-item questionnaire (3 dimensions: Concerns, Expectations,
Satisfaction) was administered at ATl start and 4 weeks after ART
resumption (ATl end). Iltems were rated on a 4-point Likert scale (1=highly
disagree to 4=highly agree) and dichotomized for analysis as disagreement
(1-2) versus agreement (3—4). NA-not available responses were excluded.
MD indicates missing data. Fisher’'s exact test compared proportions of
agreement (3—4 vs 1-2) at both ATI timepoints, stratified by clinical trial and
ATl duration (=12 vs >12 weeks).

Baseline characteristics of participants

AELIX-002 (n=41) BCNO03 (n=30)

Sex at birth, male (%) 40 (98) 30 (100)
Age, years 36 (33 —41) 40 (22 — 56)
Absolute CD4-(cells/mm?3) 745 (365 — 2,156) 780 (433 — 1,261)
pVL at ART initiation, log'® copies/ml 4.8 (4.4 —5.3) 5.0(3.2-5.7)
Time on ART, years* 2.3 (1.6 —3.3) 6.8 (2.2 - 15)
Duration on ATI 8.00 (3.29 — 24.29) 7.43 (3.14 — 24 .29)

<=12 weeks, n 21 21

>12 weeks, n 14 9

Data presented as median (min — max) except where specified
*Fisher test, p <0,0001.

Study Questionnaire

Dimensions and questions

Concerns
(Physical status, sexuality)

Q1. | am/have been concerned about the symptoms that can appear/have appeared during ATI.
Q2. | am/have been concerned about the viral rebound that can appear/have appeared during ATI.
Q3. | am/have been concerned that ATl will worsen/has worsened my immune status.

Q4. My health condition will worsen/has worsened after stopping antiretroviral treatment.

Q7. | am concerned/have been concerned that | will not complete the planned phase of ATI.

Q9. | feel/have felt prepared to stop antiretroviral treatment.
Q10. | feel/have felt scared stopping antiretroviral treatment.
Q16. | am worried/have been worried about infecting someone during ATI.

Q17. It is/has been important that my sexual partner(s) to take PrEP during my ATI.

Q18. | am concerned/have been concerned that ART will be less effective after
discontinuation/now having discontinued it.

Expectations
(Quality of life)

Q5. | would/would have preferred to have fewer medical check-ups during ATI.

Q6. The check-ups during the interruption will/have limited my daily life.
Q8 Would/would have been willing to carry out a longer interruption of ART.

Q11. Stopping antiretroviral treatment will make/has made me enjoy things less.
Q12. Stopping antiretroviral treatment will make/has made me less willing to go out.
Q13. Stopping antiretroviral treatment will make sleep worse/has made slept worse.
Q14. Stopping antiretroviral treatment will make/has made me less interested in sex.
Q15. Stopping antiretroviral treatment will cause/has caused me to have less sex.

Satisfaction

Q19. The information | have received about the ATI has been sufficient.
Q20. | would like to actively participate in the design of future studies involving ATI.
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RESULTS (2)

Key findings from the psychological questionnaires are presented below based on
predefined domain-specific cut-offs: concerns (250% endorsement or p<0.05 over
time) and expectations/satisfaction (=80% endorsement or p<0.05 over time).

Primary concern: Risk of HIV onward transmission was the most
frequently reported concern at ATl start (51% of participants) and
remained similar at ATl end (47% of participants, p=0.8063).

Other clinical concerns: Concerns about viral rebound and HIV-related
symptoms significantly decreased from ATI start to ATl end (43% to
10%, p<0.001), as did concerns about potential immune deterioration
(43% to 17%, p=0.002).

Sexual behavior: Reduced sexual interest was reported both at ATl start
and ATl end (37% to 43%, p=0.2990), as was decreased sexual activity
(46% to 50%, p=0.1671). These concerns were more frequent in BCNO3
participants (57% and 63%) compared to AELIX-002 (22% and 32%,
p<0.05 for both), potentially reflecting long-term impact of HIV In
sexuality.

ART interruption preparedness: Most participants felt prepared to
interrupt ART (90%), and only 14% reported fear of stopping treatment.

Quality of life: At ATl end, fewer than 15% of participants reported any
negative impact of ATl on quality of life.

Monitoring acceptance: Acceptance of weekly monitoring remained
high, regardless of ATI duration (95%).

Satisfaction levels: Across both trials, 95% of participants considered
the information provided by investigators to be sufficient, and 86%
expressed willingness to participate in future HIV cure trials.

Experiencing ATI represents clinical and
psychological challenges for participants in cure

trials. However, most felt supported, reported high
satisfaction, and expressed willingness to
participate in future ATI studies.

CONCLUSIONS

 Overall, participant experiences with ATl in the AELIX-002 and
BCNO3 trials were favorable.

« EXxpectations improved over the ATI with high satisfaction levels.

* Potential HIV transmission was the most frequent concern in both
studies and did not diminish after ATI.

* Time since HIV diagnosis may influence impact of ATl on sexual activity.

* In order to identify individuals who may tailored support, our findings
highlight the importance of incorporating systematic psychosocial
assessment into HIV cure studies that include ATI.
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