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Efficacy Outcomes at Week 48

1 Virologic Outcomes at Week 48 Absolute CD4 Count and
CO"CI usions (FDA Snapshot Analysis) Percentage at Baseline and Week 48
. In this Week 48 analysis in children with HIV aged 2 to < 12 years and weighing = 14 to < 40 kg, 100 1 96 1400 50
emtricitabine/tenofovir alafenamide (F/TAF) in combination with cobicistat-boosted atazanavir (ATV/c) 2 100
or cobicistat-boosted darunavir (DRV/c) demonstrated favorable efficacy, safety, and acceptability 80 % 40
e = 0 1000 —~ .o
 All participants with available data maintained or achieved virologic suppression through 48 weeks i 50 o o S i
of treatment = 5 3 800 5G %0
k= =9 =g
+ F/TAF in combination with ATV/c or DRV/c was well tolerated £ 40 gg °% S 3 20
© s o 7]
— There were no renal, bone, or weight gain/loss concerns . i = £ 400 =g ,
o
«  Most participants/caregivers reported that the tablets were of an acceptable shape and size 9 0 o 4 § 200
o These data support further evaluation of F/TAF in combination with ATV/c or DRV/c in children with HIV 0 >50 <50 No data >50 <50 No data 0 BLW4s  BL WA 0 BLWas  BLW4S
c/mL c/mL c/mL c/mL
Pl ain Lan g u age Summ ary nN  0/23  23/23  0/23 0/26  25/26  1/26 n= 23 23 26 25 23 23 26 25

B Cohort?2 B Cohort3

Cohort 2: 6 to < 12 years; = 25 to < 40 kg; Cohort 3: = 2 years; 2 14 to < 25 kg. BL, baseline; ¢, copies; CD4, cluster of differentiation 4; FDA, (US) Food and Drug Administration;

. F/TAF is a single tablet used to treat people with human immunodeficiency virus (HIV) Q. quartile: W, Week.
— It contains two different medicines: emtricitabine (F) and tenofovir alafenamide (TAF), +  All participants with available data maintained or achieved virologic suppression at Week 48
and is normally taken with a third HIV medicine «  Absolute CD4 count and percentage remained within the expected range of physiological fluctuation for this age group

« F/TAF is approved to be used together with HIV medicines called boosted protease inhibitors in

. . . . Cumulative Safety Outcomes
older children, including teenagers, who weigh at least 35 kg (77 Ib)

Cohort 2 Cohort 3
— Studies in children aged 2 years and older are now being done (CRCRPATETEH 2325 to < 40 kg) (2 2 years; 2 1;16to < 25 kg)
n= n=
« In this study, children aged 2 years and older and weighing at least 14 kg (31 Ib) were taking F/TAF ATV/c + FITAF DRV/c + FITAF ATV/c + FITAF DRV/c + FITAF
together with either cobicistat-boosted atazanavir (ATV/c) or cobicistat-boosted darunavir (DRV/c) n (%) = U= L=iE n=11
o - Any AE? 12 (86) 8 (89) 12 (80) 11 (100)
— ATV/c and DRV/c are HIV medicines called boosted protease inhibitors R 229 333) pme 3@
— Cobicistat helps to raise (‘boost’) the levels of ATV and DRV in the blood to make them Grade 3/4 DRAEs 0 0 2 (13) 0
work better Increased bilirubin/hyperbilirubinemiac 0 0 2 (13) 0
. . . . Seri 1 0
This poster reports results after 48 weeks, showing how well the medicines are working, if there erious DRAES ° ° )
Hyperbilirubinemia® 0 0 1(7) 0

are any new side effects, and how easy the tablets are to take

Grade 3/4 laboratory abnormalities affecting

«  After 48 weeks, F/TAF taken together with ATV/c or DRV/c worked well at controlling the amount 2 2 participants overall
of HIV in the blood Hyperbilirubinemia 7 (50) 0 7 (47) 0
. Increased amylase 4 (29) 1(11) 3 (20) 1(9)
. No new side effects were seen, and the tablets were easy to take Decreased neutrophils 2 (14) a0 3 (20) 0
Hematuria 1(7) 2 (22) 0 0
Hypomagnesemia 0 1(11) 0 1(9)
I t d t- Hyperkalemia 0 1(11) 0 1(9)
n ro u c I o n AEs leading to study drug discontinuation® 4 (29) 0 1(7) 0
Deaths 0 0 0 0
. Nu_clec_>3|de/nucleot|de reverge transcriptase inhibitors (N RTIs) N qom b|na_t|or_1 with boplsted prot.ease |nh|b.|tors (Pls) are Safety outcomes are cumulative over the duration of the study. 2AEs experienced by > 10% of participants overall were: URTI n = 18 (37%), vomiting n = 10 (20%), and
guideline-recommended regimens for the treatment of HIV-1 in children with intolerability or resistance to integrase strand hyperbilirubinemia n = 5 (10%). PDRAEs experienced by participants in Cohort 2 receiving ATV were: hyperbilirubinemia n = 2 (14%), vomiting n = 1 (7%), increased blood
transfer inhibitors bilirubin n =1 (7%), and ocular icterus n = 1 (7%); DRAEs experienced by participants in Cohort 2 receiving DRV were: vomiting n = 2 (22%) and headache n = 1 (11%));
_ _ _ o _ _ o DRAEs experienced by participants in Cohort 3 receiving ATV were: hyperbilirubinemia n = 3 (20%), abnormal blood bilirubin n = 1 (7%), and seasonal allergy n = 1 (7%);
. F/TAF is a dual NRTI approved in the US in combination with boosted Pls for adults and for children and adolescents weighing DRAESs experienced by participants in Cohort 3 receiving DRV were: vomitingn = 2 (18%), URTI n = 1 (9%), abdominal pain n = 1 (9%), and fungal skin infection n = 1 (9%).
> 35 kg, and with other antiretroviral therapies (ARTSs) for children weighing = 14 kg."22 In the European Union, F/TAF is approved cAll considered related to ATV by the investigators. 9Discontinuation of = 1 of the 3 study drugs (ATV or DRV, cobicistat, F/TAF). AE, adverse event; ATV, atazanavir;
- - - - : . L , cobicistat; DRAE, drug-related adverse event; DRV, darunavir; F/TAF, emtricitabine/tenofovir alafenamide; URTI, upper respiratory tract infection.
in combination with other ARTSs, including boosted Pls, for adults and adolescents aged = 12 years and weighing = 35 kg3 © o
— TAF is associated with improved renal and bone safety compared with tenofovir disoproxil fumarate* «  Median (quartile [Q]1, Q3) exposure to study drugs was 120.4 (59.3, 157.1) weeks and 142.6 (88.4, 184.3) weeks for
— Cobicistat is a pharmacokinetic enhancer with no antiretroviral activity that can be easily coformulated with other ARTs> Cohorts 2 and 3, respectively?
. In the pediatric population, safety and efficacy data are limited for cobicistat-boosted Pls, including boosted Pls in «  All reports of increased bilirubin (including one serious adverse event) were considered related to ATV by the investigators
combination with F/TAF «  Five participants discontinued ATV because of hyperbilirubinemia; four switched to DRV and one remained on F/TAF only®
« (GS-US-216-0128 (NCT02016924) is an ongoing Phase 2/3, multicenter, open-label, multicohort trial evaluating F/TAF and
boosted Pls in children and adolescents with HIV-1 aThe large variation in time on treatment was related to slow enroliment, which is common in pediatric studies; all available safety data are included in this analysis.

bParticipants were permitted to switch from ATV to DRV if they experienced drug-related clinically significant hyperbilirubinemia.

aln the US, the recommended dose of F/TAF for adults, adolescents, and children weighing = 35 kg is 200/25 mg once daily, regardless of whether they are receiving a

boosted PI; the recommended dose for children and adolescents not receiving a boosted Pl is 200/25 mg once daily for those weighing = 25 to < 35 kg and 120/15 mg = = .

once daily for those weighing = 14 to < 25 kg.2 In the European Union, the recommended dose of F/TAF for adults, adolescents, and children weighing = 35 kg is HEIght, Welght’ BMI’ BMD’ and eGFR at Basellne and Week 48
200/25 mg once daily for those not receiving a boosted Pl and 200/10 mg for those receiving a boosted PI.3

05 Height Z-Score? 0 Weight Z-Score? 1 BMI Z-Score?
Objective LT 05
— T -0.5 T
«  To evaluate the efficacy and safety of F/TAF in combination with ATV/c or DRV/c in children with HIV-1 aged 2 to < 12 years, i 0.5 02 / [
weighing = 14 to < 40 kg at screening, from Cohorts 2 and 3 of Study GS-US-216-0128 (NCT02016924), through Week 48 c AO0.0 0.5 ha _1é 05
- 08 Te ¢ 038 -1 -0.6|9—
© 1 AO.1
g -1.1 @ —o| 1> -1
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Study Design 9 2 2
Baseline Week 48 Baseline Week 48 Baseline Week 48
. : : - S S
Thl_s a_naIyS|s focused on participants who were aged 6 to < 12 years weighing = 25 to < 40 kg (Cohort 2), and aged = 2 years Cohort 2 n 3 ” 23 23 23 23
weighing 2 14 to < 25 kg (Cohort 3) Cohort3 n 26 o5 26 25 26 25
Endpoints at Week 48: 0.8 Spine BMD,P g/cm? 0.8 TBLH BMD,P g/cm? 200 eGFR, mL/min/1.73 m?
i e N Virologic suppression (HIV-1 RNA < 50 copies/mL; | '
Key Inclusion Criteria for Both Cohorts: FDA Snapshot algorithm) AO.04 ‘i 069
* CD4 count 2200 cells/ul Absolute CD4 cell count and % CD4 cell count 06 A0.06 0.6 06 0-65 153.2 A-12.6 I
. eGFR 290 mL/min/1.73 m? h ) - - 150 140.6
Safety analysis P 0.54 0.54 144.0
«  No evidence of active hepatitis B or Acceptability . ' % 0.5 0.49 } A-7.9 136.1
- - - 0.48 '
C infection o f AO.02 A0.05
«  On two NRTIs plus a third agent with Week 48 c 0.4 0.4 100
no regimen changes within 3 months Week 0 Secondary Endpoint '-g
before screening §
Week 2 or 4 iPK 0.2 0.2 50
Cohort 2
« Age6to<12years B F/TAF 200/25 mg :
2259 . Weight = 25 to < 40 kg + ATV/c or DRV/c' Extension Phase 0 0 ;
« ATV n=143; DRV n=9b IDMCe Baseline Week 48 Baseline Week 48 Baseline Week 48
Cohort2 n 20 20 21 21 23 23
C°'K’” ‘z , EITAF 120/15 mg (low-d blet) Cohort 3 n 18 18 23 22 26 25
. ge 2 2 years mg (low-dose tablet :
O —
==2Y . \Veight=> 14 to < 25 kg + ATV/c or DRV/c? 2 EEEE @— Cohort 2 ®— Cohort 3
« ATV n=15%DRVn=11d IDMCe _ _ _
\_ W, Cohort 2: 6 to < 12 years; =2 25 to < 40 kg; Cohort 3: = 2 years; 2 14 to < 25 kg. Baseline values were the last available values collected on/before first dose of study drug.
aZ-scores generated using 2000 US Centers for Disease Control and Prevention Growth Charts.® " BMD assessed using dual-energy X-ray absorptiometry of spine
Enrollment: @8South African = 8, Zimbabwe n = 6, bSouth Africa n = 3, Zimbabwe n = 5, USAn= '], cSouth African = 10, Zimbabwe n = 5, dSouth African = 7’ Zimbabwe n = 4. and TBLH. BMD, bone mineral denSity; BM', bOdy mass indeX; eGFR, estimated glomerular filtration rate by Schwartz formula; Q, quartile; TBLH, total bOdy less head.
¢Data review by the IDMC occurred after the last participant was enrolled in each cohort and = 50% of participants had completed Week 12. All participants weighing = 35 kg
received DRYV; cobicistat dose was 150 mg; ATV and DRV were dosed by weight. 9Participants must have been aged = 3 years and = 15 kg to receive DRV, cobicistat was a o o _ _ _ _ _ _ _
90-mg low-dose tablet; ATV and DRV were dosed by weight. "Cumulative through data-cut (when the last participant enrolled in Cohorts 2 and 3 had completed Week 48). ° There were no clinically significant changes in height, weight, body mass index, bone mineral density or estimated
ATV, atazanavir; c, cobicistat; CD4, cluster of differentiation 4; DRV, darunavir; eGFR, estimated glomerular filtration rate by Schwartz formula; F/TAF, emtricitabine/tenofovir glomerular filtration rate from baseline to Week 48
alafenamide; FDA, (US) Food and Drug Administration; IDMC, Independent Data Monitoring Committee; iPK, intensive pharmacokinetics; NRTI, nucleoside/nucleotide reverse
transcriptase inhibitor.
Acceptability
Cohort 2 — Study Drug Size Cohort 3 — F/TAF Shape Cohort 3 — FITAF Size
and Shape? When Swallowed When Swallowed
. . . o 100 100 100
Baseline Demographics and Disease Characteristics 15
2 80 e 80 2 80
Cohort 2 Cohort 3 " & "
(6 to < 12 years; 2 25 to < 40 kg) (2 2 years; =14 to < 25 kg) e 60 e 60 e 60
n=23 n =26 -y 8 s
Age, years, median (range) 10 (8-12) 6 (3-10) ,:‘E’ 40 % 40 % 40
Female sex at birth, n (%) 14 (61) 14 (54) 20 T o0 T 20
Race, n (%) ° / ® 12
Black 21 (91) 24 (92) 0 0 0
Other 22 (9) 2° (8) Baseline Week 48 Baseline Week 48 Baseline Week 48
Hispanic or Latine ethnicity,® n/N (%) 1/22 (5) 1/25 (4) n 22 22 26 25 26 25
S e ) ) a2 B Acceptable size and shape B Supergood | Good B Okay | Too big
CD4 t, cells/uL, medi 1, Q3 876 (671, 1063 940 (705, 1259 : :
el Ol SRS ( ) ( ) B Size and shape issue B Hard B Super hard
CD4, %, median (Q1, Q3) 36.2 (31.1, 41.0) 34.8 (29.5, 40.8) .
Vertical transmission, n (%) 224 (96) 26 (100) Shape issue Size issue Maybe good/maybe bad
Asymptomatic disease status, n (%) 22 (96) 26 (100) Cohort 2: 6 to < 12 years; = 25 to < 40 kg; Cohort 3: = 2 years; = 14 to < 25 kg. Denominator for percentage is based on the non-missing data at each visit. 2ln Cohort 2,

acceptability (size and shape) was not assessed separately for F/TAF and cobicistat. F/TAF, emtricitabine/tenofovir alafenamide.
a0ne participant was of mixed race (Black/White) and one participant did not want to report their race. °Both participants were of mixed race (Black/White). °Data were

unavailable for one participant in each cohort. “Mode of transmission was unknown for one participant. ¢, copies; CD4, cluster of differentiation 4; Q, quartile. . Most participants/caregivers reported that the tablets had a favorable size and shape
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