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Effect of Long-Acting Cabotegravir Plus Rilpivirine on Weight

ATLAS, FLAIR, ATLAS-2M

e A median increase from baseline in weight of 1.5 kg was reported among patients receiving
long-acting cabotegravir plus rilpivirine (CAB + RPV LA) in the pooled analysis of ATLAS and
FLAIR at Week 48.%2

¢ A median increase from baseline in weight of 1.0 kg was reported among patients receiving
CAB + RPV LA in ATLAS-2M at Week 48.145

e Ina pooled analysis of all phase 3 trials, patients in the CAB + RPV LA arms had an
approximately 1.2 kg increase in weight compared to an increase of 1.0 kg in the comparator
arm at Week 48.5

e Another 48 week pooled analysis of ATLAS, FLAIR and ATLAS-2M which stratified patients by
BMI (< 30 kg/m2 or > 30 kg/m2) showed high and comparable virologic suppression rates
between BMI categories. No participant with high BMI as the only baseline factor met
confirmed virologic failure criterion. Use of 2-inch needles resulted in higher median
cabotegravir trough concentrations for participants with BMI >30 kg/m?2.2

SOLAR

e At Month 12, median changes in weight and body mass index from baseline were minimal and
comparable between treatment groups in the SOLAR trial .8

e Important Safety Information can be found in the Prescribing Information and can also be
accessed from OQur HIV Medicines.

To access additional scientific information related to ViiV Healthcare Viiv Us
medicines, visit the ViiV US Medical Portal at viivhcmedinfo.com. MP Medical Portal

ATLAS, FLAIR, ATLAS-2M

Change in weight was evaluated in the phase 3 clinical trials for CAB + RPV LA when used in virologically
suppressed patients with HIV-1.82.10

ATLAS and FLAIR 48 Week Results

Table 1. Median (Q1,Q3) Change From Baseline in Weight (kg) at Week 48 in ATLAS and FLAIR:2

ATLAS FLAIR Pooled
CAB + RPV CAR (N = CAB + RPV CAR CAB + RPV CAR (N =
LA* 308) LA* (N = 283) LA* 591)
(N = 308) (N = 283) (N = 591)
Week 48 +1.8 +0.3 +1.3 +1.5 +1.5 +1
(-0.3, 4.9) (-1.6, 2.5) (-1,5) (-1, 3.9) (n = 441) (n = 554)
(n=179) (n = 291) (n = 262) (n = 263)

*CAB + RPV LA was administered once-monthly
CAB + RPV LA = long-acting cabotegravir and rilpivirine; CAR = current antiretroviral regimen
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https://gskpro.com/content/dam/global/hcpportal/en_US/Prescribing_Information/Cabenuva/pdf/CABENUVA-PI-PIL-IFU2-IFU3.PDF
https://viivhealthcare.com/en-us/viiv-hiv-medicines/medications-and-treatments/
https://www.viivhcmedinfo.com/?MIContent=ViiVRSP

ATLAS and FLAIR Extension Phases

After Week 48, patients enrolled in ATLAS were given the opportunity to switch to ATLAS-2M or switch to
(CAR arm)/continue with monthly CAB + RPV LA in the extension phase of the study.!! Fifty-two people
opted to remain in ATLAS (23 patients on CAB + RPV LA from day 1 through Week 96 and 29 patients who
switched from the CAR arm after study Week 48 with data from Weeks 52 through 96) and 502 transitioned
to ATLAS-2M.

FLAIR continued through Week 100 as a comparative trial and beyond Week 100 to Week 124 as an open-
label extension phase where all patients were potentially eligible to transition to treatment with CAB + RPV
LAL2

Body weight increased during the extension phases of both ATLAS and FLAIR. See Table 2.

Table 2. Median (Q1, Q3) Change from Baseline in Weight (kg) During the Extension Phase in
ATLAS and FLAIR 112

ATLAS FLAIR
CAB + RPV LA Switch CAB + RPV LA CAR
Week 96 +2.1 +1.1 +2.0 +2.0
(-1.0, 5.0) (0.0, 3.1) (-0.7, 6.0) (-0.9,5.0)
(n =23) (n=29) (n =283) (n =283)

ATLAS-2M

Table 3. Median (Q1,Q3) Change From Baseline in Weight (kg) in ATLAS-2M43

Every 8 Week Group Every 4 Week Group
(N =522) (N =523)
Week 48 +1.0 +1.0
(-1.0,3.2) (-1.0, 3.0)
(n = 494) (n = 490)
Week 96 +1.8 +1.3
(-1.0, 5.0) (-1.5, 4.0
(n = 475) (n = 470)
Week 152 +2.0 +1.65
(-0.6, 6.0) (-1.2,5.0)
(n = 439) (n = 443)

In a pooled analysis of ATLAS, FLAIR, and ATLAS-2M, 13.2% and 0.6% of patients overall experienced an
upward change in BMI category at 48 Weeks from normal to overweight or normal to obese, respectively.®
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Table 4. Pooled Weight Change by Treatment Regimen from Baseline to Week 48 in ATLAS,
FLAIR, and ATLAS-2M¢

CAB + RPV LA CAB + RPV LA CAR
Q4w Q8w (n =591)
(n =918) (n = 327)
Median (range) weight change 12 1.25 1.0
(ka) (-27.5, 40.9) (-16.0, 22.2) (-28.0, 39.0)
Proportion of patients with
210% weight increase (%) 8 5 7
Median (range) BMI change 0.4 0.42 0.35
) . . .

(kg/m) (-9.9, 14.3) (-4.8,7.3) (-8.2, 13.7)

Proportion of patients with
upward shift in BMI resulting in 3.9 4.1 4.7
obesity (%)

CAB + RPV LA = long-acting cabotegravir and rilpivirine; CAR = current antiretroviral regimen; BMI = body mass index; Q4W =
every 4 weeks; Q8W = every 8 weeks

ATLAS, FLAIR, ATLAS-2M Pooled Analysis Through 48 Weeks

Efficacy, safety, and pharmacokinetics of CAB + RPV LA through Week 48 were evaluated among
participants receiving CAB + RPV LA in the ATLAS, FLAIR, and ATLAS-2M studies. Participants were
stratified by dosing regimen (Q8W vs. Q4W) and BMI category (lower, < 30 kg/m2; higher, > 30 kg/m?2).
Of the 1,245 participants randomized to receive CAB + RPV LA, 213 (17%) had a BMI =30 kg/m2 at baseline

Across both dosing regimens, 93—94% of participants with BMI < 30 kg/m2and 92% with BMI > 30 kg/m?
had HIV-1 RNA < 50 copies/mL. CVF events were uncommon across all three studies (n=13/1245; 5 in the
lower BMI group and 8 in the higher BMI group). Among 153 participants with BMI > 30 kg/m? as the only
baseline factor, none met CVF criterion.”

BMI categories did not affect cabotegravir or rilpivirine trough levels, which remained above PA-ICq
targets. Median trough levels tended to be lower in patients with baseline BMI > 30 kg/mz2; however, this
trend disappeared by Week 48. Higher cabotegravir trough levels were observed in participants in the
higher BMI cohort who utilized longer 2-in needles. Longer 2-inch needles are recommended for
participants with BMI > 30 kg/m2 to ensure appropriate administration into gluteal muscle.”

Through 48 weeks, adverse events leading to study withdrawal occurred in 2-3% of participants in the low
BMI group and < 1% in the high BMI group. Most ISRs were classified as mild to moderate in severity and
decreased in incidence over time.’

ATLAS-2M and FLAIR Pooled Analysis Through 96 Weeks

Weight changes through 96 weeks were evaluated in a pooled analysis of patients receiving CAB + RPV LA
every 4 or 8 weeks (Q4W or Q8W, n = 937) or daily oral therapy (ABC/DTC/3TC, n = 283) in the ATLAS-
2M and FLAIR studies, respectively.2

Baseline demographics were comparable between groups.t® In patients receiving CAB + RPV LA, the
median age was 39 years, 23% were female (sex at birth), and 16% were Black or African American. Overall,
33% of patients receiving CAB + RPV LA were overweight and 16% were obese at baseline.

Though Week 96, there were comparable minor median weight changes between CAB + RPV LA and daily
oral therapy.22 See Table 5 for mean weight changes from baseline. Black/African American patients in both
groups experienced the most increase in weight.
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Table 5. Pooled Weight Changes by Treatment Regimen from Baseline to Week 96 in FLAIR and
ATLAS-2ME3

CAB + RPV LA CAB + RPV LA ABC/DTG/3TC
Q4w Q8W
48 Week 96 Week 48 Week 96 Week 48 Week 96 Week
Median (IQR) weight at 76.0 770 74.0
baseline (kg) (67 — 85.4) (68 - 87) (64.5 - 83.7)
n =564 n =531 n = 306 n =294 n =263 n =255
Median weight change (kg)
from baseline 1.0 1.6 1.3 1.8 15 2.0
Proportion of patients with
210% weight increase (%) 10 14 5 11 10 13
Median (IQR) BMI at 24.8 253 24.0
(22.5-27.7) (22.7 - 28.6) (21.8 - 27.1)

baseline (kg)
n=610 n =531 n =327 n =294 n =283 n =255

Median BMI change (kg/m?) 04 05 04 06 05 06

Proportion of patients with
upward shift in BMI resulting in 4_(27) 4_(13) 4_(11)
obesity (%, n) (n=610) (n=327) (n = 283)

CAB + RPV LA = long-acting cabotegravir and rilpivirine; ABC/DTG/3TC = abacavir/dolutegravir/lamivudine; BMI = body mass

index; =%4W = eveﬁ 4 weeks; 28W = everx 8 weeks

SOLAR

Changes in body weight and body mass index (BMI) category were assessed from baseline (Day 1) to Month
12.8 At baseline, 50% of patients randomized to receive CAB + RPV LA Q2M were overweight or obese
compared with 64% randomized to continue BIC/FTC/TAF.

See Table 6 for pertinent baseline parameters.

Table 6. Pertinent Baseline Parametersé
|

Parameter CAB + RPV LA Q2M BIC/FTC/TAF
(n = 454) (n =227)
Weight (kg), median (IQR) 81.3 (70.7-91.8) 79.0 (69.4-91.7)
BMI (kg/m?), median (IQR) 26.0 (23.2-29.3) 25.4 (23.6-29.6)
BMI 2 30 kg/m? 97 (21) 52 (23)
BMI Category, n (%)
Underweight (< 18.5 kg/m?) 8 (2) 3(1)
Normal (18 - < 25 kg/m?) 175 (39) 94 (41)
Overweight (25 - < 30 kg/m?) 174 (38) 78 (34)
Obese (= 30 kg/m?) 97 (21) 52 (23)
Relevant Medical History
Hypertension 48 (11) 26 (12)
Diabetes 19 (4) 7 (3)

BIC/FTCI/TAF = bictegravir/emtricitabine/tenofovir; BMI = body mass index; CAB + RPV LA = long-acting cabotegravir and

rilﬁivirine; gZM = eveg 2 months

Changes in weight and BMI were minor and comparable between CAB + RPV LA Q2M and BIC/FTC/TAF
through Month 12.8 At Month 12, median (IQR) change in weight in the CAB + RPV LA group was -0.40
(-2.95, +2.10) kg and +0.05 (-2.30, +1.95) kg in the BIC/FTC/TAF group. See Figure 1.
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Figure 1. Median (IQR) Change in Weight Through Month 12 by Treatment Regimen?£
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a=any participant who started lipid-modifying agents during the study was non-evaluable in anthropometric assessments.
CAB + RPV LA = long acting cabotegravir + rilpivirine; BIC/FTC/TAF = bictegravir/emtricitabine/tenofovir

A weight increase of > 10% by Month 12 occurred in 3% (n = 11/454) of participants in the CAB + RPV LA
arm vs. 4% (n = 9/227) in the BIC/FTC/TAF arm.2 See Figure 2.

Figure 2. Percent Change in Weight Through Month 1228
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a=any participant who started lipid-modifying agents during the study was non-evaluable in anthropometric assessments.
CAB + RPV LA = long acting cabotegravir + rilpivirine; BIC/FTC/TAF = bictegravir/emtricitabine/tenofovir

Overall, the proportion of individuals in BMI categories remained similar at Month 12.2 No participant
shifted from normal to obesity or underweight to overweight at Month 12. See Figures 3 and 4.

MED--US-6317 5



Figure 3. BMI Categories at Baseline and Month 128
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CAB + RPV LA = long acting cabotegravir + rilpivirine; BIC/FTC/TAF = bictegravir/emtricitabine/tenofovir; Q2M = every 2 months

Figure 4. Proportion of Participants with an Upward BMI Shift Resulting in Overweight or Obesity?
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CAB + RPV LA = long acting cabotegravir + rilpivirine; BIC/FTC/TAF = bictegravir/emtricitabine/tenofovir; Q2M = every 2 months

A separate analysis evaluated weight changes in females (sex at birth) from SOLAR. Overall, 79 female
participants were randomized to receive CAB+RPV LA and 41 were randomized to continue BIC/FTC/TAF
(18% [n = 120/681]). Median (IQR) change in BMI from baseline to Month 12 was —0.26 kg/m2 (-1.20,
0.26) and — 0.11 kg/m2 (—1.45, 0.57) in the CAB + RPV LA and BIC/FTC/TAF arms, respectively. Upward
shifts in BMI at Month 12 were seen in one participant receiving CAB + RPV LA (moving from underweight
at baseline to normal), and two participants receiving BIC/FTC/TAF (both moving from overweight at
baseline to obese).

This information is scientific and non-promotional in nature and is not intended for further
distribution.

This information is not intended to offer recommendations for using this product in a manner
inconsistent with its approved labeling. Please consult the Prescribing Information. For ViiVv
Healthcare to monitor the safety of our products, we encourage healthcare professionals to report
adverse events or suspected overdoses to the company at 877-844-8872.

Selection of references follows principles of evidence-based medicine and, therefore, references
may not be all inclusive.
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