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Introduction

Conclusions

« Nucleoside/nucleotide reverse transcriptase inhibitors (NRTIs) in combination with a boosted Baseline Demographics and Disease Characteristics Safety Outcomes
_ o _ protease inhibitor (Pl) are a recommended treatment for children with HIV-1 who have resistance or Cohort 2 (6 to < 12 B R0 < A0 K Cohort 3 (> 2 1410 < 25 k
In this Week 24 analysis in children aged 2 to < 12 years and intolerability to integrase strand transfer inhibitors’ Cohort 2 Cohort 3 o e [
. . . . . . . . . . . . . . . n (%
weighing 14 to < 40 kg, F/TAF in combination with ATV/c or DRV/c « Emtricitabine/tenofovir alafenamide (F/TAF) is a dual NRTI approved in the US for use in combination (6 to <12 yeralr:,z? to < 40 kg) (22 T 1=42t60 < 25 kg) ATV/c +1|;/TAF DRV/c + I;/TAF ATV/c +1F5/TAF DRV/c +1|=1/TAF
. ; ; inhi : n= n= n= n=
demonstrated favorable efflcacy and safety Wlth boos_ted Pls for adults, _and for chlld.ren and adole§c_ents we|gh|n_g = 35 kg, and W|th.oth_er Any AE" 1 79) 8 (89) 12 (80) 1 1100)
antiretrovirals (ARVs) for children weighing = 14 kg'?; it is approved in the European Union in Age, years, median (range) 10 (8-12) 6 (3-10) SRAESS 429) 3 (33) 5 (33) 3@
Most participants maintained or achieved virologic suppression cor_nt;:_nahgr;;wlihsother ARVs, including boosted Pls, for adults and adolescents aged = 12 years and Female sex at birth 1 (%) 260 = Sroie 34 DRAES : - > 3) :
through 24 weeks of treatment welghing = 95 X9 _ o _ Race, n (%) Increased bilirubin/hyperbilirubinemia 0 0 2 (13) 0
— TAF has improved renal and bone safety compared with tenofovir disoproxil fumarate (TDF)* Black 21 (91) 24 (92) Serious DRAEsS 0 0 1) 0
F/TAF in combination with ATV/c or DRV/c was well tolerated — Cobicistat is a pharmacokinetic enhancer with no antiretroviral activity that can be easily Other 22 (9) 2 (8) Hyperbilirubinemiac 0 0 1(7) 0
) coformulated with other ARVs® . . . s AEs leading to study drug discontinuation 4 (29) 0 1(7) 0
_ Hispanic or Latine ethnicity,® n/N (%) 1/22 (5) 1/25 (4)
There were no renal, bone, or metabolic safety concerns - Safety and efficacy data for cobicistat-boosted Pls, including boosted Pls in combination with F/TAF HIV-1 RNA < 50 omL. n (%) 22 96) 24 92) Deaths 0 0 0 0
i i i i in the pediatric population, are limited 2 Safety outcomes are cumulative over the duration of the study.
These data Support fu rther evaluatlon Of F/TAF In Comblnatlon . GS US 21 6 01 28 NCTO201 6924 . . Ph 2/3 |t t | b | |t h rtt . | CD4 count, ceIIstL, median (Q1, Q3) 876 (671, 1063) 940 (705, 1259) aAaEes e)?:e(i%r?s:dab?/iu10%Aaofigﬂiipaﬁtgi\?groall 3veree: tJLIl?'IYI n =.1.5 (31%), vomitipg n =10 (20%), ?pd hyperbilirubinemia n=>5 (1'0%).bDRAEs experienced by pa.u'ticipants in
with ATV/c or DRV/c in children with HIV g FITAE « L e eoloceanto it i o abet mulficonort ira CD4%, median (@1, G3 3211, 410 348205 405 S Capr i DR s v 2 (259 and e - 10} DRAES xperoncos b o 3 1o AT e
. i evaluatmg F/TAF and bOOSted PIS In Chlldren and adolescents Wlth HIV-1 o, median (Q1, ) 2 G141, ) 8 (295, 8) hyperbilirubinemia n = 3 (20%), URTIn =1 (.7%), abnormal blood bilirubin n =1 (7%), and sea;sonal allergy n =1 (7%); DRAEs experienced by participants in Cohért 3 receiving
S i issi % d DRV were: vomiting n = 2 (18%), URTI n = 1 (9%), abdominal pain n = 1 (9%), and fungal skin infection n = 1 (9%). cAll considered related to ATV by the investigators.
Add|t|0na| analyses WI” be CondUCted after Week 48 Of treatment Vertical transmission, n (%) 227 (96) 26 (100) AE, ad\ZrZe :vent; %TV at;zana)vir; c, cobicista(t; DI)?:E, c?rug-r?elz{aed advers(e ev)eran; DI'\L’JV?c?arsunavir;elf/T?AF, emtri(citagine/teﬁzfosvirealifenearan(iade;cl)JRTI, ugpereresp?;tg;?r:ct infection.
Ob' t' Asymptomatic disease status, n (%) 22 (96) 26 (100) _ _ _
jective » Median (quartile [Q]1, Q3) duration of study drug treatment was 96.1 (35.0, 141.0) and 120.1 (64.1,
Plain Language Summary Lot s Bt ot e et s e i ) 160.0) weeks for Conorts 2 and 3, respectively
« To evaluate the efficacy and safety of F/TAF in combination with cobicistat-boosted atazanavir (ATV/c) ¢, copies; CD4, cluster of diferentiation 4: Q. quartile. preRE « Grade 3/4 laboratory abnormalities in > 1 participant were increased bilirubin (Cohort 2: n = 7 [30%];
or darunavir (DRV/c) in children with HIV-1 aged 2 to < 12 years and weighing 14 to < 40 kg from Cohort 3: n = 6 [23%]), increased amylase (Cohort 2: n = 5 [22%]; Cohort 3: n =4 [15%]), and
F/TAF is a single tablet containing two different medicines used to Cohorts 2 and 3 of Study GS-US-216-0128 (NCT02016924) through Week 24 decreased neutrophils (Cohort 2: n = 3 [13%]; Cohort 3: n = 3 [12%)])
treat human immunodeficiency virus (HIV): emtricitabine (F) and Efficacy Outcomes at Week 24 - All reports of increased bilirubin were considered related to ATV by the investigators
tenofovir alafenamide (TAF) » Four participants, all receiving ATV, switched to DRV after the Week 24 visit because of
hyperbilirubinemia®
- It |S nOFma” taken W|th a th|rd med|C|ne VirOIOQic Outcomes at Week 24 Absolute CD4 Cell Count and d rge variation in time on treatment was r w enrollment, which i mmon in iatric studies; vai re inclu in this an i
y « This anaIySiS focused on participants who were aged 6to <12 years Welghmg 25t0 <40 kg (FDA Snapshot Analysis) CD4% at Baseline and Week 24 ellgftilcaipgaentsawaetr(e) perrtnittz(;)totsevvaifrchefrtnma;T?/Iat:)egIg)vsilftheey e(:!:)eﬁe:;cez Zr:u;-(r:glatec?clinigaelcljyastigcnﬁ‘:c:netsr;yap”e?biﬁrljtt))ilsesr:if:.ty data are included in is analysis
F/TAF has been approved to be used in combination with medicines (Cohort 2) and aged 2 2 years weighing 14 to < 25 kg (Cohort 3) 00 o o6 45 _ _ _
called boosted protease inhibitors in children and teenagers who _ 10 10 Height, Weight, Bone, and Renal Parameters at Baseline and Week 24
We|gh at |eaSt 35 kg (77 Ib) StUdy DQSlgn 80 ilz 1200 35 Height Z-Score? Weight Z-Score? BMI Z-Score? Spine BMD,? g/cm? TBLH BMD,* g/cm? eGFR, mL/min/1.73 m?
)
5 g - - 0 © —0 . 0.5 0 1 0.8 0.8 ogs  A0OT 200
— We are now carrying out studies with F/TAF in younger children Key inclusion criteria for both cohorts: | 2 & o 1000 5% 30 g os | T oa 05 I oo | T L
In this study, children aged 2 years and over who weigh at least . oGFR = 60 mLmA.T3) g o 53 o0 55 2 Sos ol g, PR Sl R ) L | S
- eGFR 2 90 mL/min/1.73 m? & ed o < —p 08 -1 |10 n0s 05 |g6 05 0. poor : | e
’ . . .. . . . " \ o c < c5 § 1 |aa —-10 p 2 0.1
14 kg (31 Ib) are taking F/TAF plus either cobicistat-boosted No evidence of active hepatitis B or Week 24 ek 48 S 4 £5 600 55 % HEE S 15 02 02 50
. « . . . Week 0 primary endpoint secondary endpoint 4 ) © k) Ss< 15 -2 -2 -2 0 0 0
- « Ontwo NRTIs plus a third agent, with =
atazanavir (ATV/ C) or cobicistat-boosted darunavir (DRV/ C) 76 regmen changas within 3 months Woak 2 ‘ ‘ Tl ST o § 400 0 . 2|33|_ V;I:4 ;L \;\;24 3;_ v2v324 I:(I)_ V\2I§4 2|31L w2214 lz;_ w;4
This poster reports results after 24 weeks, showing how well the .+ Virologic suppression 20 S Conot3 n 26 26 % % 2 B 1 2 % 2
’ Cohort 2 200 5
. . . . HIV-1 RNA oho oho
medicines are working, if there are any side effects, and how easy ) - Agebto<t2years FITAF 200/25 mg s S L copies/mL: FDA 0 ! 0 — e Conort2 —e— CofortS
the tablets are to ta ke WWeIghtiZoitor=140 kg LIS EF R Snapshot algorithm) 0 S N > N 0 0 Cohort 2: 6 to < 12 years, 25 to < 40 kg; Cohort 3: = 2 years, 14 to < 25 kg. Baseline values were the last available values collected on/before first dose of study drug.
ATV n =143 DRV n=9° IDMC® » Absolute CD4 cell HIV-1 RNA c_lr?‘l(l)_ :I:l?_ da<t)a c_lr?'ltl)_ :/ni?_ da<t)a BL W24 BL W24 BL W24 BL W24 :Zt—slct;)r(e;s igenerr]ate(;i using 2000 US Centers for Disease Control and Prevention Growth Charts. PBMD assessed using dual-energy X-ray absorptiometry of spine and
) otal body less head.
After 24 Weeks F/TAF W|th ATV/C or DRV/C Worked We” at - A ggllil?:tC)iI:’? o LB BL, basel?lne; BMD, bone mineral density; BMI, body mass index; eGFR, estimated glomerular filtration rate by Schwartz formula; Q, quartile; TBLH, total body less head; W, Week.
! rt . . g . . .
controlling the amount of HIV in the blood 000 . Xgez 2 years IBl F/TAF 120115 mg (low-dose tablet) |IENENSNNN | - Safety analysis” n/N  0/23 22/23 1/23  0/26 25/26 1/26 n 23 23 26 22 23 23 26 22  There were no clinically significant changes in height, weight, bone, and renal parameters from
- Weight 14 to < 25 kg + ATV/c or DRV/cs xtension phase - Acceptability B corort2 [l Conort3 baseline to Week 24
ide effects were rare, and th lets wer K * ATVn =155 DRV n=11¢ . . / ohort ohort
Side effects were rare, and the tablets were easy to take \ ] owe Acceptability
The study will now continue to collect more results after 48 weeks 2: 6 to < 12 years, 25 to < 40 kg; > 2 years, 1410< 25 kg. . ici i i
y Enrollment: 2South Africa n = 8, Zimbabwe n = 6. ®South Africa n = 3, USA n = 1, Zimbabwe n = 5. cSouth Africa n = 10, Zimbabwe n = 5. 4South African =7, glc_),htc))atsiligg?c, ;§p¥::; 2:[?45 t;us?e?* l;)?dgfoe?g:ti?;tiorfz;eg,SqL:a4rttiﬁe; Vf/?Vli/geek. In COhOI’t 2 at Week 24’ 100% (22/22) Of parthIpantS Wlth avallable data reported the StUdy drugS to
Of treatment Zimbabwe n = 4. ¢Data review by the IDMC occurred after the last participant was enrolled in each cohort and = 50% of participants had completed Week 12. have an acce ptable size and Shape when swallowed whole
fAll icipants weighing = 35 kg receive DRV, ici is 150 mg; ATV and DRV ar weight. 9Participants mu >3 rs and weigh = 15 k . . . .
recgiisgg\]/;tiobiec?stat%s ago-?ngeli)?/v-gose talflce)tta; (,:;I't\a/tadnodsgl'\?v 2re d?)sed byawc(jaight. hgfr:l?lsa?i(\j/eb}[/hroeughtdat:it(jtp(svrf:n th:tIgztapgaifilcipar)\/te:nsroﬁlez inegohortSZ%:\% Most particioants maintained or achieved virologic suooression at Week 24 * In Cohort 3 at Week 24, 100% (25/25) of part|C|pants with available data reported that the size of the
m 24). ® 13 ” H 113 9 [k ”
2\'P\a/,d;[:zapr::§/eirc;l \(f,\,liilt()icills)tat; CD4, cluster of differentiation 4; DRV, darunavir; eGFR, estimated glomerular filtration rate by Schwartz formula; F, emtricitabine; p p . g pp |OW-dOS€ F/TAF tablet was Okay and 100% (26/26) reported that it was easy / Super easy to
IDMC, Independent Data Monitoring Committee; iPK, intensive pharmacokinetics; NRTI, nucleoside/nucleotide reverse transcriptase inhibitor; TAF, tenofovir alafenamide. e Absolute CD4 cell count and percentage remained stable swallow; 96% (25/26) reported that the tablet had a “good”/“super gOOd” shape to swallow
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