443

Efficacy and Safety of Switching to E/C/F/TAF in Virologically Suppressed Women
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Introduction Demographics and Baseline Characteristics Grade 3 or 4 Laboratory Abnormalities Changes in Fasting Lipids at Week 48~
¢+ Worldwide, women Comprise 51 % of people living with HIV, but remain E/C/EITAE ATV+RTV+ETC/TDE 119 in Either Group, n (%) E/CIFITAF ATV+RTV+FTCITDF 250 EIOFTAR o ATVARTVFTOTOR 5
underrepresented IN CllnlCal trlals n=i> s ;my Grade 3 or 4 Iab,oratory abnormalities 41 (26) 21 (40) ek n=ek) L hesiais el
_ _ o o _ _ _ _ o Median age, y (range) 36 (19-63) 36 (21-62) Jematuria 17 (11) 5 (9) 204
¢ The integrase inhibitor—containing single-tablet regimen (elvitegravir/cobicistat/ Black 69 (43) 32 (60) L 13 @) ' 2) 200 180 4
emtricitabine [FTC]/tenofovir diSOprOXil fumarate [E/C/F/TDF]) demonstrated :??g/;oe) White 65 (41) 16 (30) Hypercholesterolemia 7 (5) 1(2) _ —a—
superior efficacy to a protease inhibitor regimen (atazanavir [ATV] boosted by Asian 12 (8) 3 (6) A 3(2) 2 lé T S
ritonavir [RTV] + FTC/TDF) in 575 treatment-naive women at Week 48" Latino/Hispanic, n (%) 15 (9 3 (6) typoralycemia S0 o ;" :
_ _ _ _ Median CD4 count, cells/pL (range) 580 (58-1602) 687 (96—-1168) Neutropenia 2 (1) 1) = 128 445 107 110
¢ Tenofovir ala_fenamlde (TAF) has an improved renal and bone safety profile Median eGFR.., mL/min (range) 103 (53-260) 101 (35-229) o 2 (1) ! (2) > "
compared with TDF2° SraietiTE grade, 1 () 1 15 (9) 3 (6) Creatine kinase 2 (1) 0 ._‘g 100 2
¢+ TAF has been coformulated into a single-tablet regimen (E/C/F/TAF) that is 2 0 1) Amylase 1<) 1(2) = e
- - : 45 . Negative 154 (97) 52 (98) Glycosuria 1(<1) 1(2) 96
recommended as an initial regimen in adults and adolescents* HBV surface antigen status, n (%) [ " 5 (3) ) Hyperbilirubinemia 0 15 (28) 50 1
: : : : : Proteinuri 0 1(2
¢ Virologically suppressed women in the aforementioned study were given the LOV antibod o Negative 145 (91) 48 (91) T | N () H
. . . . . y StatUS, n (/0) . ALT, alanine aminotransferase; AST, aspartate aminotransferase; GGT, y-glutamyltransferase; LDL, low-density lipoprotein.
option to switch to E/C/F/TAF in an open-label extension (OLE) phase, adding Positive 14.(9) 4 (8) ; ;
to the clinical understanding of the Safety and efficacy of E/C/F/TAF in women “No participants had Grade 3 or 4 proteinuria at baseline. CG, Cockcroft-Gault; HBV, hepatitis B virus; HCV, hepatitis C virus. p:(;% N pl;lglz)1 pI;IODI(_)1 Triilzge?:i(;zles TC:IF;|=IDOLOF;atio

Ch in Spi d Hip BMD Th h Week 48~
a n g es I n p I n e a n I p ro u g ee *p-values calculated using 2-sided Wilcoxon rank-sum test to compare change from baseline between the 2 treatment groups. HDL, high-density lipoprotein; TC, total cholesterol.

- - - _ < - Spine —@— E/C/FITAF  —@— ATV+RTV+FTC/TDF Hip
T ' olcgic Suppression (HIV-1 RNA <50 copiosimL) at Weok 45 4

2.8
o ) - o/ (Q5o £ _ FTC/TDF, 0%
_ Virologic Outcome Treatment Difference, % (95% CI) S —~ ,
Study Design (GS-US-236-0128; NCT01705574) iG , F1 -
100 o 5 ' -
Randomized Phase OLE 3 = C o —
Primary Endpoint Secondary Endpoint =5 = i/T(i;Egﬁ\i(FTg?Tg&F (n=53) ATV+RTV+FTC/TDF E/C/FITAF g @ P reg nancies
Week 0 48 0 48 80 D = E/CIFITAF ATV+RTV+FTC/TDF
¢ ## & & - & E T8 0 o : n=159 n=53
Treatment-naive women* N=510 HIV-1 R'}'A 8 Live birth 3 3
HIV-1 RNA 2500 copies/mL —— <50 copies/mL n=212 —> = 7.5 -2 -2 . |
eGFR 270 mL/min 1= eGFR 250 mL/min _ V4 L WZeA;-:-k i 0 W2e4ek 48 Elective abortion 4 1
_> > _> § *p-values calculated using analysis of variance model including treatment as a fixed effect. BMD, bone mineral density. Spontaneous abortion S 1
*Women of childbearing potential had to agree to utilize protocol-recommended contraception methods, be nonheterosexually active, or practice sexual abstinence. eGFR, estimated E -1.2 19.4 Outcome pending 2 1
glomerular filtration rate. | | | 2 20 9
XL 2 4 4 i *
¢ Phase 3b, randomized, double-blind, active-controlled phase with rerandomized, 0 . _FI_ —NDt- - - : - ~ Change in eGFR Through Week 48
. . UCCESS aliure O Lala - - 20 N N |
Op.en-label,. actlve-Controllled, extensllon phase | - = 5 e . 5 - - E g ~@— E/C/IFITAF  —@— ATV+RTV+FTC/TDF B Concl usions
¢ Primary efficacy endpoint in randomized phase met: proportion of participants “By FDA snapshot. Cl, confidence interval. S 1o _ — L o
with HIV-1 RNA <50 copies/mL based on Week 48 FDA snapshot analysis' Creat N SN, o T | 42 ¢+ \Women switching to E/C/F/TAF from a protease inhibitor—based
. . . . ‘ - - B ] ] ] ] ] " ]
+ Secondary endpoints: efficacy, safety, and tolerability at Week 48 in OLE reater proportion of participants maintainea virologic suppression wi 5E ————————— o — [ o regimen maintained high rates of virologic suppression (94%)
| | E/C/F/TAF vs ATV+RTV+FTC/TDF 5 E | | through 48 wk
¢ OLE Week 48 analysis (E/C/F/TAF vs ATV+RTV+FTC/TDF) is presented + 85% on E/C/F/TAF vs 72% on ATV+RTV+ETC/TDF had HIV-1 RNA <20 copies/mL : % N Se T T 1.8  EJC/ETAR | | olerated  entr ’
(difference 13%; 95% CI 0%, 28%) =0 was generally well tolerated, and sai€ly an

N
o

L ¢ o emergent resistance mutations were detected in either group ”, . ; discontinuation rates due to AEs were comparable between

Week treatment groups

*p-value calculated using 2-sided Wilcoxon rank-sum test to compare the 2 treatment groups. Q, quartile.

Disposition for Open-label Extension Phase Summary of Most Common Adverse Events ¢ E/C/F/TAF compared with ATV+RTV+FTC/TDF demonstrated
statistically significant improvements in:

Virologically suppressed on

E/C/FITAF ATV+RTV+FTC/TDF Change in Tubular Proteinuria at Week 48*

ATV+RTV+FTC/TDF All Grades. n (%)* n=159 n=53 RBP:C BZM C - Splne BM D (p <0.001 )
N=212 ’ :Cr :Cr _ _
Any treatment-emergent AE 111 (70) 31 (59) 40 JEOREE AR ATE TR — Tubular pr'()te”']u ria (p <0.001 )
- - Upper respiratory tract infection 19 (12) 10 (19) 23.4 . . .
Rerandomized to Rerandomized to 20.7
n=159 n=53 D o
Influenza 11 (7) 1(2) § £ ;
Discontinued study Discontinued study Back pain 11 (7) 1(2) O 0
n=8 n=6 . 2 m References
e AE: 1 e AE: 1 Peripheral neuropathy 9 (6) 7 (13) —
. Pré nancv: 1 . Pré nancy: 1 © g -20 1. Squires K, et al. Lancet HIV 2016;3:e410-20; 2. Mills A, et al. 2015. Lancet Infect Dis 2016;16:43-52; 3. Sax PE, et al. Lancet 2015;385:2606-15;
. Invegsti atg'r’s discretion: 2 — —> Invegsti atg.r’s discretion: 1 Nausea 8 (5) 2 (4) S o 4. Glnthard HE, et al. JAMA 2016;316:191-210; 5. Panel on Antiretroviral Guidelines for Adults and Adolescents. US Dept of Health and Human
. Withdrgw —— ' . Withdrgw consent: 1 ' Vulvovaainal candidiasis 4 (3) 3 (6) é’ — Services: Washington, DC; Jan 28, 2016: http://www.aidsinfo.nih.gov/ContentFiles/AdultandAdolescentGL.pdf.
» Lost to follow-up: 1 » Lost to follow-up: 2 -g | -40 S
» Noncompliance: 1 Abdominal pain 3 (2) 3 (6) 7 7 Acknowledgments
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