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Key Flndlngs Results (Continued)

» Participants with pre-existing depression/anxiety and/or insomnia (D/A/l) remained stable through 24 months following
switch to B/F/TAF as indicated by: Noninferiority to DTG + F/TDF (95% vs. 91%) in achieving HIV-1 RNA < 50 ¢/mL
— Few changes to D/A/I-related comedications
- Few B/F/TAF discontinuations (3%) due to drug-related D/A/I AEs
21% (26/123) of participants who had baseline (BL) D/A/I AEs also experienced D/A/l AEs (16% were non-drug related
and 6% were drug related)

 Virologic effectiveness remained high through 24 months

» Self-reported symptoms associated with D/A/I remained stable over the course of B/F/TAF treatment, as did physical
component summary (PCS) scores. Small improvements were observed in mental component summary (MCS) scores
and treatment satisfaction over 24 months

N =123

D/A/l AEs Reported Through 24 Months

D/A/l AEs
Participants = 26 (21%)
AEs = 32

Drug-related D/A/l AEs*
Participants = 7 (6%)t
AEs =8

Non-drug-related
D/A/l AEs

Participants = 20

(16%)t AEs = 24t

Unresolvedl Unknown
n =9 (7%)

AEs =11

ResolvedT
n =10 (8%)
S

Unresolved
Participants = 1 (1%)
AEs =1

Resolveds$
Participants = 6 (5%)
AEs =7

n =2 (2%)
AEs =2

Conclusion

 In this cohort people with HIV (PWH) receiving comedications for pre-existing D/A/l, switching to B/F/TAF: Few
changes to D/A/l-related comedications
— Maintained high virologic effectiveness through 24 months, with few drug-related D/A/I AEs leading to
discontinuation of B/F/TAF
— Resulted in ort stable HIV symptom scores, mental well-being and treatment satisfaction

B/FITAF B/FITAF
discontinued discontinued
Participants = 3# Participants = 1**

(2%) (1%)

*No drug-related serious D/A/l AEs were reported; TOne participant had both drug-related and non—drug-related AEs; *None were due to HIV, six were due to an underlying condition, 14 to intercurrent iliness, one due to
comedication, two due to stress and one due to jetlag; $One participant had two AEs that resolved with sequalae; 1One participant had one AE that resolved with sequalae; IFour were described as “resolving”; #One participant
switched to DTG/RPV, one participant switched to RAL and F/TAF, and one participant switched to F/RPV/TAF; **Switched to DOR/lamivudine/TDF.
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For three participants, drug-related D/A/ls resolved while still receiving B/F/TAF

Change in D/A/l Comedications in Participants

Overall Analysis Population

Medication stopped Medication new or changed*

123 participants taking 21
medication for ongoing D/A/I

Three participants stopped

123 participants taking 2
taking all D/A/I medications

1 medication for D/A/Il

g

Abbreviations: AE, adverse event; ART, antiretroviral therapy; B, bictegravir; BICSTaR, BICtegravir Single Tablet Regimen; BL, baseline; c, copies; CD, cluster of differentiation; D/A/I, BL
depression/anxiety and/or insomnia; D = F, discontinuation = failure; DOR, doravirine; DTG,dolutegravir; EACS, European AIDS Clinical Society; EVG, elvitegravir; F, emtricitabine; HIV-SI, HIV

Symptom Index; HIVTSQ, HIV Treatment Satisfaction Questionnaire; INSTI, integrase strand-transfer inhibitor; max, maximum; MCS, mental component summary; M = E, missing = excluded,;

MedDRA, Medical Dictionary for Regulatory Activities; min, minimum; NA, not available; NNRTI, non-nucleoside reverse transcriptase inhibitor; PCS, physical component summary; Pl, protease

inhibitor; PRO, patient-reported outcome; PWH, people with HIV; Q, quartile; RAL, raltegravir; RPV, rilpivirine; SF-36, 36-ltem Short Form Survey; TAF, tenofovir alafenamide; TDF, tenofovir disoproxil

fumarate; TE,treatment-experienced; TN, treatment-naive.
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24 months

Participants Who Did Not Report Any D/A/l AEst Over 2 Years With B/F/ITAF

Introduction

. Neuropsychiatric symptoms are common among PWH

— PWH with neuropsychiatric symptoms that require medical treatment often experience a high rate of AEs, resulting in
low adherence to their ART and a high risk of treatment failure'-3

— Limited published data are available on the effectiveness and safety of INSTIs in PWH who have neuropsychiatric
comorbidities*°

The guideline-recommended single tablet regimen B/F/TAF’-° includes the INSTI bictegravir and is widely used in clinical

practice

BICSTaR is a prospective, multinational, observational cohort study evaluating the real-world effectiveness and safety of

B/F/TAF in ART treatment-naive (TN) and treatment-experienced (TE) PWH

— In planned interim analyses, BICSTaR has demonstrated the real-world effectiveness and tolerability of B/F/TAF
through 3 years (see EACS poster eP.A.081)10

Objective

«  To assess outcomes through 24 months in TE PWH with pre-existing D/A/I at the time of switching to B/F/TAF in a pooled
analysis of the BICSTaR Europe, Canada and Israel cohorts
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24 months

Participants Who Reported D/A/l AEst Over 2 Years With B/F/ITAF
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This descriptive analysis included 123 (13% of 963%) participants with BL D/A/l comedication(s)
D/A/l comedication(s) were used as a proxy to define BL D/A/I status
— Participants who received = 1 comedication at BL were classified as having D/A/l according to the reported
comedication indication
— If participants had = 2 conditions, they were counted once in the analysis
— Comedication for five participants was not specifically labeled as D/A/l, but as “neuropsychiatric disorder”. The
participants were included in this analysis as the drugs prescribed were indicated for D/A/l only
Study outcomes examined at 24 months in PWH and BL D/A/l were:
— D/A/l AEs and drug-related D/A/lI AEs
« DJ/A/l AEs were primarily defined according to MedDRA classification (Preferred Terms), but to ensure as many
potential D/A/l AEs were captured as possible, AEs were considered to be related to D/A/I if the MedDRA high-level
group term was in the following list: anxiety disorders and symptoms, sleep disorders and disturbances, depressed

BL 24 months

*Change defined as one medication stopped, and within 3 months, another medication for the same indication started; TDrug-related and non—drug-related D/A/I, included no worsening of D/A/l AE; ¥*Two of whom switched
medications before stopping; $Two participants started three medications for insomnia, one participant started one medication for depression/anxiety, and three participants started three medications for depression; 10One
participant started one medication for depression/anxiety and two participants started two medications for insomnia.

Drug-Related D/A/l AEs and Changes in D/A/I-Related Comedications

BL D/A/l comedication changed* or
comedication added to BL comedication

BL D/A/I (date)

Worsening of BL D/A/I

BL D/Al B/FITAF B/FITAF BL D/A/l comedication

I I 11 I TalIBls] I i comedication stopped
mood disorders and disturbances, suicidal behaviors, and self/injurious behaviors not elsewhere classified I gl or new DIA/l AE S " Same DIAII Different DIAJI
— Change in D/A/l comedication(s) (started, stopped or changedt regimen) indication indication
_ _ < Lost to follow-up )
H IV 1 RNA 50 C/mL . . oA November since November Woreening amdet Venlafaxine (Sep. 9, 2019) Bupropion (Aug. 19, None changed or
— Patient-reported outcomes (PROs): changes in HIV-SI (mental health—related symptoms only), SF-36 PCS/MCS 2018 2019 o anxiey 2019) added
scorest and H IVTSQ (treatment Sat|SfaCt|0n) ) 5 August W . _ il None changed or None changed or
*N = number of participants with 24-month data; TChange defined as one medication stopped, and within 3 months, another medication for the same indication started; ¥The analysis of HIV-SI and PCS/MSC scores included participants with 2019 B orsening depression ~ ralopram added added
questionnaire data at BL and Month 12 or Month 24, respectively. Escitalopram (Sep.
. 14, 2018)
Duloxetine (Aug. 31, ’ . None changed or
: BL* Month 24 i - Bupropion
Study Design | | 3 D July 2018 Ongoing Worsening depression 2018) Now 7 2018) added
| | February None changed or None changed or
4 D 2019 Ongoing New colorful dreams - Duloxetine added added
HIV-1 infection . Oxazepam, alprazolam, None changed or None changed or
TE B/FITAF once daily 5 D/A May 2019 January 2020 New sleeping disorder - bupropion added added
> 18 years of age
. . New anxiety + worsening None changed or None changed or
| N N | — Cutoff date for analysis: Aug. 4, 2021 6 D July 2019 _ depression _ Escitalopram added added
*This analysis included participants with BL D/A/l comedication(s) only
August New insomnia + worsening _ None changed or None changed or
7 D 2018 October 2018 depression - Citalopram added added

*Change defined as one medication stopped, and within 3 months, another medication for the same indication started.

Baseline Characteristics
Characteristic

With D/2/1S at BL (V= 123) Virologic Suppression (HIV-1 RNA < 50 c/mL) Through 24 Months in Participants With D/A/I

Sex, n (%)
Male 104 (85) 100 - 94 94 94 94
Female 19 (15) 94
Race,* n (%) e 80 1 91 89
White 104 (85) = 83
Black 7 (6) £ 60 -
Asian 4 (3) o
Age E
Median (Q1, Q3), years 52 (43, 59) a5
= 50 years, n (%) 69 (56)
Any other ongoing comorbidity, n (%) 123 (100) 0
Hyperlipidemia 36 (29) ‘ ‘ ‘
Hypertension 30 (24) BL 6 12 24
HIV-1 RNA viral load, n (%) Month
n 108 n=
SoosmL YEY M=E 108 105 103 %4
< c/m s
> 100,000 c/mL | o | 1(< 1) D=F 108 109 109 106
gg‘f ]Iom HIV dlagnOSIS to BIF/TAF Initiation, years, median (Q1’ Q3) 12 %’71 8) n = number of participants with available viral load data. *Denominator includes those participants discontinuing B/F/TAF prior to the visit window, and in such cases viral load was imputed as = 50 c/mL.
Median (Q1, Q3), cells/pL 650 (407, 854)
CD4/CDS8 ratio, n 96 ° : ' ' : :
Median (Q1 Q3) 0.8(0.6, 1.1) Virologic effectiveness remained high through 24 months
CD4 nadir, n 112

Median (Q1, Q3), cells/pL
Ongoing neuropsychiatric conditions, n (%)

245 (118, 383)

PRO Measures at BL, and Change in Score at 12 and 24 Months

Depression/anxiety 93 (76) PRO measure Change at 12 months* Change at 24 monthst
Insomnia 41 (33)
Depression/anxiety plus insomnia _ 11(9) HIV-SI score?
Nu1mber of ongoing neuropsychiatric comedications, n (%) 1 gg ((g%*) Felt sad, down or depressed, median (Q1, Q3) / N 2.0 (0.0, 3.0)/ 82 0.0 (-1.0, 0.0) / 82 1.0 (0.0, 2.0)/ 77 0.0 (-1.0,1.0)/ 77
2 30 (24) Min, max 0.0,4.0 -4.0, 4.0 0.0,4.0 -4.0, 3.0
23 10 (8) Felt nervous or anxious, median (Q1, Q3) /N 1.0 (0.0,3.0)/79 0.0(-1.0,0.0)/ 79 1.0 (0.0,2.0)/73 0.0(-1.0,0.0)/ 73
Prior ART, n (%) Min, max 0.0, 4.0 -3.0, 3.0 0.0, 4.0 -3.0, 3.0
'NDSTT('; ig Egg; Difficulty falling/staying asleep, median (Q1, Q3) / N 2.0 (0.0, 3.0) / 82 0.0 (-1.0, 0.0) / 82 2.0 (0.0, 3.0)/ 76 0.0 (-1.0, 0.0) / 76
EVG 21 (16) Min, max 0.0,4.0 -4.0,4.0 0.0,4.0 -4.0,4.0
P:?AL 3(1) qg) SF-36 score$
NNRTI 24 §20; MCS score, median (Q1, Q3) / N 44.1 (33.8,51.4) /77 +1.7 (-3.7,7.3)1 77 44.0 (35.2,51.4)/ 75 +0.7 (-2.9,7.9)/ 75
*Race data were not permitted to be collected for 2 participants; TPercentages do not equal 100% due to rounding. Min, max 15.1,61.2 -28.3, 38.4 15.1,61.2 -33.6, 34.2
o o _ o _ PCS score, median (Q1, Q3) /N 53.1(46.4,57.2)/ 77 +0.8 (-3.3,4.1)/ 77 53.1(47.0,57.5)/ 75 -09(4.3,24)/75
. BL characteristics of participants with D/A/l were generally similar to those reported for the overall study population®’ Min, max 31.1, 65.0 204, 19.3 31.1, 65.0 -18.6, 15.6
Proportion of Participants With D/A/l AEs Through 24 Months Over Time Al Uil 2]
_ 100 Median (Q1, Q3) /N NA NA 53.0 (49.5,59.5)/ 35 +3.0 (0.0, 7.5)/ 35
I: | m % with any D/A/l AE ® % with any drug-related D/A/l AE Min, max NA NA 8.0, 60.0 -26.0, 46.0
<_t :\J- 80 *For participants with data available at both BL and 12 months; tFor participants with data available at both BL and 24 months; ¥HIV-SI individual symptoms scored as 0 (do not have symptom), 1 (have symptom, but no bother),
E < | 2 (have symptom, little bother), 3 (have symptom, bother), 4 (have symptom, bothers me a lot); $SF-36 measured on a scale of 0—100, where > 50 is better than average function; THIVTSQ measured on a scale of 0-60, with 60
(s representing highest treatment satisfaction
25 e
L i
£ 8
E= .. .
=3 40 Limitations
=)
S5 » « Baseline D/A/l diagnoses were not documented; medication for D/A/l was used as a proxy for diagnosis
5 -° 5% 4% o 00} oo 3% o « Some people with drug-resistant D/A/l may not be taking medication and some people with D/A/I are not treated with
0 - . ] ° . I ° . I 2

Month 0-6 (n = 123) Month 6-12 (n = 115) Month 12-18 (n = 106) Month 18-24 (n = 102)

medication; therefore, this methodology could potentially underestimate the proportion of participants with D/A/I
« As BICSTaR is not a controlled study, it is not possible to show a causal association between B/F/TAF and these findings
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