Clinical Significance of gp120 Polymorphisms, TMR IC,, FC, and HIV-1 Subtype in BRIGHTE
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Participants with BL TMR IC,  FC >100 had a median change in HIV-1 RNA of
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Figure 1. Mechanism of Action Figure 2. 3D Ribbon Structure of gp120
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Footnotes for Figures 4 to 7: *S375H/I/M/N/T, M426L/P, M4341/K, and M475l. Numbers include mixtures. TNo M426P was detected. *No M434K was detected. SOther includes: non-analyzable/not reported, G, AG or recombinant virus/mixtures.

Figure 5. Change in HIV-1 RNA from Day 1 at Day 8 FTR Group by (A) BL gp120 Polymorphisms of Interest (B) BL TMR IC_, FC (C) HIV-1 Subtype

-

~utp—

Without fostemsavir # With fostemsavir . (A) By gp120 amino acid polymorphisms of interest* at baseline (B) TMRIC, FC relative to reference at baseline (C) HIV-1 subtype

- g o1 - - - g 12 - o g 12 - - of participants with non-B subtypes, including AE, was small (n=40 and n=1,
? ‘:“2 | - \:'; 0:5 ] 1 :% 0.5 - Box and whisker plots respectively).
N ;‘E AT ;‘z 0.0 - ;CE’ 0.0 - 0473 Vertical lines = min, max » Consistent with previous observations,® the gp120 of the subtype AE virus carried
2 S Z 05 IR 2 054 dor=a10003 both S375H and M475I and this participant had no reduction in HIV-1 RNA at Day 8.
~ - —0.608 - zontal line = medi _
> v S > 1.0~ . il At Week 96 of open-label FTR + OBT (Figure 7):
. e =
c | c ;g _ | < ;g ) * The proportions of participants with HIV-1 RNA <40 c/mL were comparable across all
YR 6T Ry BT S — — B > ) T — 2 o BL factors evaluated.
Wh N TR .. Pl 1 e -9 - 1 o e =h 1
Temsavir binds directly to HIV-1 gp120, preventing O 3.0 . ! ! . . O 3.0 ! ! ! ! ! i i | O .30 ! ! . . . ! | .
5 initial viral attachment and entry into host CD4+ T cells None Any S375 M426LT M4341F M475I <0.5 >0.5-1 >1-10 >10-50 >50-100 >100 >1000 >5000 ( ?59) ( F1|4) (BF110) ( C6) (A12) (AE1) C()’the7r)§ ConCI US|ons
. . . . L. (n=103) (n=85) H//MIN/T (n=22) (n=9)  (n=1) (n=70) (n=27) (n=52) (n=18) (n=3) -1000 -5000 (n=4) n= n= n= n= n= n= n=
. BR-IGHTE (NCT02362503; Figure 3 )-IS an ongoing Phase 3 study nve stlgatlng Fh-e (n=61) (n=10)~ (n=7) * In the Randomized Cohort of heavily-treatment-experienced participants in the
efficacy and safety of FTR plus optimized background therapy (OBT) in HTE individuals _ _ _ _ _
who were fa|||ng their current regimen (Confirmed HIV-1 RNA =400 C/mL)_1,2 Flgure 6. Vlrologlc Response Category at Day 8 FTR Group by (A) BL gp120 POIymorphlsmS of Interest (B) BL TMR |C50 FC (C) HIV-1 SUbtype BRIGHTE trial:
* Here we present the impact of key baseline (BL) factors inCIUding gp1 20 _ _ (A) By gp120 amino acid polymorphisms of interest* at baseline (B) TMRIC, FC relative to reference at baseline (C) HIV-1 subtype * There was a broad range of TMR IC50 FC at baseline but most (87%) were
polymorphisms, TMR IC, fold-change (FC), and HIV-1 subtype on short-term virologic 100 - 100 - 100 - <100-fold.
outcomes and durability of response to FTR in the Randomized Cohort (RC). " " . " . Increased baseline TMR IC,, FC, or the presence of predefined
Figure 3. Study Design S S 19 S Ef\j'.ﬁoé‘:ﬁ:;eugc:gn: gp120 polymorphisms at positions of interest, did not preclude participants from
E#Ed;a'ng rﬁg?gﬁg current regimen with inded 2 60 - £ 60 1 e £ 60 - M >10log, achieving a reduction in HIV-1 RNA of >1 log., ¢/mL at Day 8 and did not impact
confirmed HIV-1 RNA 2400 ¢/mL and: I | . e % § % M >0.51t0<1.0log,, durability of response (HIV-1 RNA <40 ¢/mL) to FTR + OBT through Week 96
; 1(); spﬁ\g\é ddﬁjlsye:cttievrgfiggle% ’:Nlii)tehr e 3:1 p'|3"” dbe 5 Open-label FTR 600 mg BID + OBT E 40 - 14 ;c_-.:B 40 - . E 40 - W <05 og,. of therapy.
» Unable to construct viable regimen from ?éfiﬁng ' Missing data : : :
remaining agents regimen 20 - 35 20 + - 33 20 20 - 33 * Virologic response at Day 8 of FTR functional monotherapy and at subsequent
by 1 Do 5 bayo ook 285 Woek 285 Week 06 B of . . 2 . timepoints on FTR + OBT (Week 96) was not reliably predicted by baseline factors
Endpoint TR + OBT Study’ None  Any  S375  M426LT M434FF  M4T75I <05 >05-1 >1-10 >10-50>50-100 >100 >1000 >5000 B F1 BFM C A1 AE Other (genotypic, phenotypic, or HIV-1 subtype), but remained highly context dependent.
. . (n=106) (n=88) H//M/N/T (n=22) (n=9)  (n=1) (n=71) (n=27) (n=53) (n=19) (n=3) -1000 -5000 (n=4) (n=163) (n=14) (n=10) (n=6) (n=2) (n=1) (n=7)
Non-Randomized Cohort*: (n=64) (n=10) (n=7) Acknowledgments

HTE participants failing current regimen with
confirmed HIV-1 RNA 2400 c/mL and:
*0 ARV classes remaining and no remaining

Non-Randomized

Open-label FTR 600 mg BID + OBT We would like to thank all of the BRIGHTE clinical trial participants and their families.

Figure 7. Virologic Response Category at Week 96 (Snapshot Analysis) by (A) BL gp120 Polymorphisms of Interest (B) BL TMR IC_, FC (C) HIV-1 Subtype ViV Healthcare and GSK personnel: Marcia Wang and Jill Slater.

approved fully active™ agents** @ @ @- @ @
Pay 1 Week 24 Week48  Week 96T E:‘udd;‘li; (A) By gp120 amino acid polymorphisms of interest* at baseline (B) TMRIC, FC relative to reference at baseline (C) HIV-1 subtype Monogr.am B|OSC|.ences:. F)armellza .Sar?tos. | | |
*There were no screening temsavir IC_, criteria. TFully active is based on susceptibility (current or historical resistance measures) and availability (the 100 - 100 - 100 - P_r_OfeSSIOnaI medical writing and editorial assistance was provided by Esther Race at SciMentum, funded by
participant is tolerant of, eligible for, and willing to take [in the case of enfuvirtide] the ARV). *FTR demonstrated superior efficacy compared with placebo after ViV Healthcare.
8 days of functional monotherapy. $Measured from the start of open-label FTR 600 mg BID + OBT. The last participant initiated OBT in August 2016. TThe study 30 30 . 80
is expected to be conducted until an additional option, rollover study, or marketing approval is in place. **Use of investigational agents as part of OBT was — i — i — | References
permitted. "TWeek 96 database lock August 14, 2018. ClinicalTrials.gov ldentifier: NCT02362503; EudraCT Number: 2014-002111-41. 32 2 2 Response category
e 80 - - 80 - - 60 - (HIV-1 RNA c/mL): 1. Kozal M, et al. 16th European AIDS Conference; October 25-27, 2017; Milan, Italy: Abstract PS8/5. (NEJM, in press).

Methods 5 S S W <40 2. Lataillade M, et al. IAS Congress; July 21-24, 2019; Mexico City, Mexico: Oral presentation MOABO102.
» RC participants, with fully active ARVs available in 1-2 classes, were randomized (3:1) % 40 - % 40 - % 40 - : :‘8 Oto <400 3. Nowicka-Sans B, et_ a!. Antimicrob Agents Chemother 2012;56:3498-3507.

to blinded FTR 600 mg (n=203) or placebo (n=69) twice daily (BID) plus failing regimen for 0. a¥ a Vissing data 4. Zhou N, etal. J Antimicrob Chemother. 2014,69(3):573-581.

8 days of functional monotherapy, followed by open-label FTR 600 mg BID plus OBT (N=272). 20 - 20 - 20 - Z' Saty _w’:t T\:I / tAclq‘j'rA'mm_“Te Defic f)y':_dr's 20:13’2‘:)(12';;(135)'299 .

. : : . . Latalllage Ivi, et al. cquir immune peric nar. : : — :
* The impacts of BL factors (gp120 polymorphisms, TMR IC. . FC relative to reference virus, ] ] ) . 4
. 50 . .. 0 0 - 0 /. Pancera M, et al. Nat Chem Biol. 2017;13(10):1115-1122.
and HIV-1 subtype) on changes in HIV-1 RNA from Day 1 to 8, proportion of participants None Any S375  M426Lt M4341F  MA475I <0.5 >0.5-1 >1-10 >10-50>50-100 >100 >1000 >5000 B F1 BF1 C A1 AE  Other’ 8 U.S Food and Drua Administration. Center for Drug Evaluat 4R H Guid tor Industry 2015
with a clinically relevant (>0.5 log, ) decrease in HIV-1 RNA at Day 8, and virologic (n=141) (n=122) HA/M/N/T (n=32) (n=17)  (n=3) (n=93) (n=39) (n=63) (n=26) (n=8) -1000 -5000 (n=7) (n=215) (n=20) (n=14) (n=9) (n=2) (n=2) (n=9) - 29 1000 and BTug Administration, LEnter 1or LTUg Evaiuation and research. Luldance for industry -
. 10 J
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Avalilable from: https://www.fda.gov/regulatory-information/search-fda-guidance-documents/human-
Immunodeficiency-virus-1-infection-developing-antiretroviral-drugs-treatment. Accessed January 27, 2020.
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