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Conclusions

Plain Language Summary

(PROs) from the overall study population [Poster #P057]

benefit for people with HIV-1 (PWH)

ISL/LEN to improve QoL amongst PWH taking daily oral therapy

* In a subset of healthcare providers (HCPs) also from the ISLEND-2 study, HCPs noted .
that ISL/LEN would be easy to implement in clinical practice and have an adherence

» These results, alongside the PRO findings, support the potential of once-weekly oral

*  Semi-structured interviews with a subset of participants in the ISLEND-2 study suggest .
that switching to weekly ISL/LEN (islatravir/lenacapavir) had positive effects on quality .
of life (QoL), treatment convenience, and daily thoughts of HIV status once a week. Most HIV treatments are taken every day
—  Similar findings were observed in the comprehensive patient-reported outcomes .

Islatravir and lenacapavir are medicines used to treat HIV in combinations with other medicines
Islatravir/lenacapavir combines both medicines in one tablet. Researchers are studying it as an HIV treatment that people take

Researchers studied once-weekly islatravir/lenacapavir in people whose HIV was well controlled, with very low levels of HIV in their

blood. Before the study, they took HIV pills every day

Researchers interviewed 20 participants about their experience with once-weekly islatravirlenacapavir. The participants had an average age

of 53 years (range, 39-71) and 18 of the 20 participants were male. Researchers also interviewed 10 healthcare professionals

* At Weeks 12 and 48 of the study, most participants said that switching from daily HIV treatment to once-weekly
islatravir/lenacapavir had a positive effect on their quality of life. They also said that the weekly treatment was more convenient and
gave them fewer daily reminders of living with HIV

* Healthcare professionals also felt that people may be more likely to take a weekly HIV treatment as planned than a daily treatment

* Overall, participants reported positive experiences after switching from daily HIV pills to once-weekly islatravir/lenacapavir

Background

* The single tablet combination of ISL/LEN (a nucleoside reverse transcriptase
translocation inhibitor and a capsid inhibitor, respectively) is an investigational
once-weekly oral complete regimen for the treatment of HIV-1, and has been
evaluated in the ongoing Phase 3 study ISLEND-2 (NCT06630299), a
randomised, open-label, non-inferiority study in virologically suppressed
participants, comparing once-weekly oral ISL/LEN with daily oral standard-of-
care (SOC) for up to 96 weeks'

— At Week 48, once-weekly oral ISL/LEN demonstrated non-inferior efficacy
compared with daily oral SOC'

— At Week 48, 78% of participants receiving ISL/LEN reported greater
treatment satisfaction with the weekly option relative to prior daily therapy
and 64% found ISL/LEN to be less of a burden’

—  Comprehensive PROs based on written questionnaires administered
during ISLEND-2 are presented in HIV Glasgow 2026 Poster #P057

Objective

* To better understand patient and HCP experiences with once-weekly oral
ISL/LEN with a loading dose (initiation dose), we conducted interviews with a
subset of participants and investigators in the ISLEND-2 study

« Atbaseline, Week 12 and Week 48, we conducted 60-minute, semi-structured
interviews with a subset of participants with HIV-1 in the ISL/LEN treatment group
and local principal investigators/HCPs participating in the ISLEND-2 study at
sites in the US, UK, and Australia

« Each interview contained open-ended questions to which participants and HCPs
could provide spontaneous responses

« Interview topics focused on:

— Participant perspectives on ISL/LEN loading (initiation) and maintenance
doses and impact on QoL
—  HCP perspectives on ISL/LEN use
« Three experienced coders coded the transcripts using MAXQDA qualitative
analysis software, applying a combined deductive and inductive coding approach

—  Deductive codes were developed from the study objectives and discussion
guide; inductive codes were developed from concepts and patterns
emerging from participants’ accounts

— Codes were organised into a hierarchical coding system comprising
themes and subthemes

— The analysis aimed to identify distinct themes and subthemes relevant to
the study objectives, including unanticipated findings

Participants
« Atotal of 20 PWH in the ISL/LEN treatment group and 10 HCPs were enrolled in
this study and participated in at least the baseline interview (Table 1)
— 20, 17, and 18 study participants were interviewed at baseline, Week 12,
and Week 48, respectively
— 10, 10, and 9 HCPs were interviewed at baseline, Week 12, and Week 48,
respectively
—  The same participants and HCPs were invited to participate in interviews
at each timepoint, although the number interviewed varied across visits
* Among participants, the median (range) age was 53 (39-71) years, 18/20 (90%)
were male, 12/20 (60%) were White, and 12/20 (60%) were from the US

Table 1. Completed Interviews by Country and Timepoint

Baseline Week 12 Week 48

Participants in the ISL/LEN treatment group (n)

us 12 10 10
UK 5 4 5
Australia 3 3 3
us 6 6 5
UK 2 2 2
Australia 2 2 2

HCP, healthcare provider; ISL/LEN, islatravir/lenacapavir.

Participant Responses at Baseline

« All 20 PWH entered the clinical study on a daily oral regimen

« Most participants reported a preference for treatment taken less frequently than
daily (mentioned by 15/20 [75%]) (Table 2)

« Most participants had positive expectations about switching to ISL/LEN
(mentioned by 17/20 [85%]) and some participants anticipated that ISL/LEN
would be at least the same as their prior treatment in terms of efficacy
(mentioned by 10/17 [59%]) and absence of side effects (mentioned
by 6/17 [35%])

— Additionally, some participants expected to feel some kind of relief by
taking fewer pills (mentioned by 5/17 [29%)])

—  The weekly dosage was the most appreciated treatment feature
(mentioned by 13/18 [72%])

« Some participants noted that the ISL/LEN pill was bigger than their prior
treatment (mentioned by 4/16 [25%)]), and two participants expressed some
dislike of the pill size (mentioned by 2/20 [10%])

« No participants reported issues taking the initiation dose

Participant Responses at Weeks 12 and 48

» At both Weeks 12 and 48, participants reported positive experiences taking
once-weekly ISL/LEN across multiple domains, as measured by emotional and
psychological QoL (mentioned by 12/17 [71%] at Week 12 and 12/18 [67%] at
Week 48) (Table 2)

—  Some participants reported a reduced daily reminder of their HIV-1 status
(mentioned by 4/17 [24%] at Week 12 and 4/18 [22%] at Week 48)

—  The number of participants reporting relief from pill fatigue increased over
time (mentioned by 3/17 [18%] at Week 12 and 7/18 [39%] at Week 48)

—  Some participants at both Weeks 12 and 48 also mentioned experiencing
improved privacy (mentioned by 3/17 [18%] at Week 12 and 3/18 [17%]at
Week 48) and an elevated mood (mentioned by 1/17 [6%] at Week 12 and
3/18 [17%] at Week 48)

» For day-to-day logistics, several participants described easier travel (mentioned
by 5/17 [29%)] at Week 12 and 3/18 [17%] at Week 48) and flexibility with their
work schedule (mentioned by 1/18 [6%] at Week 48) (Table 2)

« Physically, a few participants reported being more active, having lost weight, and
having more stamina (all mentioned by 3/17 [18%] at Week 12 and 1/18 [6%)] at
Week 48), as well as an improved quality of sleep (mentioned by 1/17 [6%] at
Week 12 and 1/18 [6%] at Week 48) (Table 2)

» Participants described various strategies to remain on schedule and maintain
adherence to ISL/LEN (Table 2; Figure 1)

— Most participants found it easy or very easy to adhere to the ISL/LEN
schedule at both Weeks 12 and 48 (mentioned by 15/17 [88%] at Week 12
and 16/18 [89%] at Week 48)

Table 2. Key Supporting Quotes from Study Participants at Baseline, Week 12,
and Week 48

Participants

“I really wanted to be on the new medication because it was just

Once-weekly |°7¢¢@ week. That was really exciting for me.”

treatment “Taking one pill a week compared to once a day, it's a

massive change...”

“... just for the fact that I'm not negative is a sad reminder for me because |
Emotional QoL |/ook at my history and how everything came to be....it reminds me less of
my overall status even though my status is good.”

“Like I go on holiday in August. Well then, | have to take with me
three tablets, three weeks’ worth, which is a really nice thing to do.
There’s nothing worse than the feeling of having to pack a

Logistical QoL large amount of pills.”

“Even if | go for night out or whatever with the team or if I'm staying
with some of my mates or whatever, | don’t have to carry any pills
so | don’t have to disclose anything.”

Figure 1. Participant Approaches to Remain on Schedule and Maintain Adherence
to ISL/LEN?
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Some participants responded to more than one approach
ISLILEN, islatravir/lenacapavir.

HCP Responses at Weeks 12 and 48

At both Weeks 12 and 48, all HCPs expressed positive thoughts about ISL/LEN
and some observed that PWH liked the weekly dosing schedule (mentioned by
3/10 [30%] at Week 12 and 4/9 [44%)] at Week 48) (Table 3)

—  Between Weeks 12 and 48, HCP’s belief that that once-weekly oral
ISL/LEN could positively impact PWH increased across: emotional and
mental health (mentioned by 8/10 [80%] at Week 12 and 8/9 [89%] at
Week 48); social life and experience of stigma (mentioned by 6/10 [60%]
at Week 12 and 6/9 [67%] at Week 48); and ability to travel more easily
(mentioned by 4/10 [40%] at Week 12 and 3/9 [33%] at Week 48)

Most HCPs reported observing no adherence difficulties for ISL/LEN (mentioned
by 6/10 [60%] at Week 12 and 5/9 [56%] at Week 48)

The number of HCPs mentioning that ISL/LEN was well tolerated by their study
participants increased over time (mentioned by 1/10 [10%] at Week 12 and

5/9 [56%] at Week 48) (Table 3)

HCPs felt once-weekly oral ISL/LEN would be straightforward to implement in
clinical practice (mentioned by 8/10 [80%] at Week 12 and 3/9 [33%] at Week 48),
because it would not require additional staff or clinic capacity, though this view
was expressed more frequently at Week 12 than Week 48

— To be able to implement and sustain the once-weekly schedule, one HCP
at Week 12 and several HCPs at Week 48 suggested PWH would need
help with reminders (mentioned by 1/10 [10%] at Week 12 and 4/9 [44%)]
at Week 48)

Table 3. Key Supporting Quotes from Study HCPs at Week 12, and Week 48

“They are finding it a much more convenient way of dosing
the medication.”

Logistical QoL
“Especially travelling will be less of a hassle just taking a pill
a week.”

“People are tolerating it very well... People are doing well.”

“They have not developed any side effects.”

Tolerability
“We’ve had no significant issues with our patients who have been
assigned this treatment.”
“They’re remembering to take their medications.”

Adherence “Almost everybody’s got a mobile phone, and... can put up

alarms on their mobile phones. Therefore, the concern of what
people remember to take the medication at the right time/day |
think is manageable.”

“In a way, it's reminding me for years that, ‘Hey, you've got a condition.
Okay, you've got a condition.” But literally now, one pill a week, it's like
taking ibuprofen, let's say. So, normal is the perfect word.”

Reduced daily
reminder

“To make sure that you take it once a week, that’s going to be the
biggest challenge. For me, right now, it's Tuesdays are my days. I've
already made it in my head. Tuesday — every time | hear Tuesday;
Tuesday now means for me it's time to take my medication.”

“I have a reminder on my phone so the alarm would go off Tuesday
mornings to remind me, but at this point, I've gotten into the habit of
Jjust always taking it on Tuesdays in the morning ... I've pretty much
conditioned myself to take it on time.”

Adherence

“I put my little pill box together every week, so Monday, Tuesday,
Wednesday, | know exactly when I'm going to take it and | know exactly
if I, for whatever reason, missed a day, | would know immediately. | have
never missed a day. | have a very scheduled regimen.”

QoL, quality of lfe.

“I think we will need something that can be rolled out at scale, |
think that's important.”

“I was anticipating that it would be harder. | was surprised at how
enthusiastic a lot of people were to go in it. ... | thought there
would be more hesitancy and concern around weekly dosing
than there actually was with participants in the end”

Implementation

HCP, healthcare provider; QoL, quality of life.

The sample size is small, and results may not be generalisable

Experiences may not reflect routine care

Participants enrolled in the trial may have been more motivated than the broader PWH
population and more influenced by trial-related support

Provider perceptions may not always align with their study participants experience
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