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Key Takeaways

e SOLAR s the first randomized study to compare metabolic, weight, and anthropometric
changes in a standardized manner among people living with HIV-1 switching to
cabotegravir (CAB) + rilpivirine (RPV) long-acting (LA) every 2 months (Q2M) or
continuing daily oral bictegravir/emtricitabine/tenofovir alafenamide (BIC/FTC/TAF).

e Median changes in weight and BMI were modest and comparable through Month (M) 12
for female (sex at birth) participants.

e In this study, switching to CAB + RPV LA Q2M vs. remaining on an established
BIC/FTC/TAF regimen resulted in an overall neutral metabolic impact among female
(sex at birth) participants through 12 months.

Methods

Figure 1. SOLAR Study Design
Phase 3b, randomized, open-label, active-controlled, multicenter, parallel-group, noninferiority study
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Randomization (2:1) Primary endpoint

* Among 687 participants randomized (2:1; n=6 not dosed), 454 switched to CAB + RPV LA Q2M (starting with injections [SWI] or oral lead-in [OLI]) and 227 continued on
BIC/FTC/TAF (Figure 1). Of these participants, 120 were female (sex at birth) (LA arm, n=79; BIC/FTC/TAF arm, n=41).

* Metabolic objectives: Changes in body weight, BMI, waist and hip circumferences,* and the proportion of participants with insulin resistance or metabolic syndromes were assessed
from baseline (Day 1) to M11 (SWI)/12 (OLI and BIC/FTC/TAF) (hereafter referred to as M12).

*A single prior INI regimen was allowed if BIC/FTC/TAF was a second-line regimen 6 months prior to screening. Any prior change in regimen, defined as a change of a single drug or multiple drugs simultaneously, must have occurred due to tolerability/safety,
access to medications, or convenience/simplification, and must not have been done for treatment failure (HIV-1 RNA 2400 copies/mL). TParticipants randomized to the LA arm were offered an optional OLI, with participant decision following discussion with
the investigator. *Standardized weight and anthropometric measurements were performed using Tanita scales and circumference tapes, respectively. Participant data were excluded from these analyses for baseline use or initiation of lipid-modifying therapy
on study, or for a history of, or initiation of, cosmetic surgery (including procedures of the torso/thighs [excludes face/neck], specifically liposuction/liposculpture/implants). $As defined by standard clinical criteria, per the joint interim statement of the
International Diabetes Federation Task Force on Epidemiology and Prevention; National Heart, Lung, and Blood Institute; American Heart Association; World Heart Federation; International Atherosclerosis Society; and the International Association for the
Study of Obesity. BIC/FTC/TAF, bictegravir/emtricitabine/tenofovir alafenamide; CAB, cabotegravir; IM, intramuscular; INI, integrase inhibitor; LA, long-acting; QD, once daily; OLI, oral lead-in; Q2M, every 2 months; RPV, rilpivirine.

* Here we report weight and metabolic changes for
female (sex at birth) participants switching to CAB +
RPV LA Q2M vs. continuing daily oral BIC/FTC/TAF.

Results

Table 1. Baseline Characteristics of Female Participants (Sex at Birth)
CAB + RPV LA Q2M

Figure 4. Waist and Hip Circumference Through M12 in Female Participants (Sex at Birth)
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BIC/FTC/TAF, bictegravir/emtricitabine/tenofovir alafenamide; BMI, body mass index; CAB, cabotegravir; IQR, interquartile range; ITT-E, intention-to-treat exposed; LA, long-

acting; Q2M, every 2 months; RPV, rilpivirine. Baseline M4 M6 M12 Baseline M4 M6 M12
: .. : : : Participants 70 68 64 58 70 68 64 58
* Overall, 120/681 (18%) female (sex at birth) participants were randomized to either switch to CAB + RPV LA (n=79) at Visitp 2 2 2 - - 2 o 2

or to continue daily oral BIC/[FTC/TAF (n=41).

* At baseline, median BMI was 27.02 kg/m?, median age was 44 years, and 36% were Black or African American
(Table 1).

*Excludes participants who started using lipid-modifying agents or received cosmetic procedures during the study. BIC/FTC/TAF, bictegravir/emtricitabine/tenofovir
alafenamide; CAB, cabotegravir; LA, long-acting; M, Month; Q2M, every 2 months; RPV, rilpivirine.

* Of the participants with a baseline BMI 230 kg/m? (n=45/120), the majority were of Black or African American
heritage (LA arm, 46% [n=13/28];t BIC/FTC/TAF arm, 59% [n=10/17]).
Figure 2. Weight Through M12 in Female Participants (Sex at Birth)
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*Excludes participants who started using lipid-modifying agents or received cosmetic procedures during the study. TIncludes participants who started using
lipid-modifying agents or who received cosmetic procedures during the study. BIC/FTC/TAF, bictegravir/emtricitabine/tenofovir alafenamide; CAB, cabotegravir; IQR,
interquartile range; LA, long-acting; M, month; Q2M, every 2 months; RPV, rilpivirine.

* By M12, a weight increase of 210% occurred in 3% of participants in both the LA and BIC/FTC/TAF arms (Figure 2).

Figure 3. BMI Through M12 in Female Participants (Sex at Birth)
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*Excludes participants who started using lipid-modifying agents or received cosmetic procedures during the study. TIncludes participants who started using lipid-modifying
agents or received cosmetic procedures during the study. *Eight participants had missing data at M12 (baseline BMI categories: normal, n=3; overweight, n=3; obesity, n=2).
SFive participants had missing data at M12 (baseline BMI categories: normal, n=3; obesity, n=2). BIC/FTC/TAF, bictegravir/emtricitabine/tenofovir alafenamide; BMI, body mass
index; CAB, cabotegravir; IQR, interquartile range; LA, long-acting; M, Month; Q2M, every 2 months; RPV, rilpivirine.

* Median BMI remained stable in both arms through M12 (Figure 3).

* No participant in the LA arm had an upward shift in BMI category leading to a classification of overweight or obesity;
one participant in the LA arm shifted from underweight to normal BMI category.

* Two participants in the BIC/FTC/TAF arm shifted BMI category from overweight at baseline to obesity at M12.

* Median waist circumference increased by 11.2 cm (4.4 inches) in the BIC/FTC/TAF arm compared with a 3.5 cm
(1.4 inches) decrease in the LA arm at M12 (Figure 4).

* Changes in median hip circumference were generally similar between treatment arms through M12 (Figure 4).

Figure 5. Metabolic Syndrome* and Insulin Resistancet Through M12 in Female Participants
(Sex at Birth)
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*Three abnormal findings out of the following five qualify a person for metabolic syndrome: elevated waist circumference (females: 288 cm [235 in]), elevated triglycerides
(2150 mg/dL [21.7 mmol/L]), reduced HDL-C (females: <50 mg/dL [<1.3 mmol/L]), elevated blood pressure (meeting either or both criteria; systolic 2130 and/or diastolic
>85 mmHg), and elevated fasting glucose level (=100 mg/dL). THOMA-IR score 22. *Includes participants who started using lipid-modifying agents or who got cosmetic
procedures during the study; therefore, treatment may have been given to participants with metabolic syndrome parameters during the study.

BIC/FTC/TAF, bictegravir/emtricitabine/tenofovir alafenamide; CAB, cabotegravir; HDL-C, high-density lipoprotein cholesterol; HOMA-IR, homeostasis model of assessment-
insulin resistance; LA, long-acting; M, month; Q2M, every 2 months; RPV, rilpivirine.

* The change in the proportion of female participants with metabolic syndrome and insulin resistance was similar
between arms at M12 (Figure 5).

Conclusions

* This is the first randomized controlled study to evaluate weight and anthropometrics using standardized
measurements and metabolic changes among female (sex at birth) participants living with HIV-1 switching to
CAB + RPV LA Q2M or continuing daily oral BIC/FTC/TAF.

* Median changes in weight and BMI from baseline were modest and comparable at M12 between treatment arms.
The proportion of participants experiencing 210% weight increase from baseline was similar and low between
treatments arms.

° A modest increase in the proportion of participants with metabolic syndrome and insulin resistance at M12 in both

treatment arms was observed.

° In this study, switching to CAB + RPV LA Q2M vs. remaining on an established BIC/FTC/TAF regimen resulted in

an overall neutral metabolic impact among female (sex at birth) participants through 12 months.
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