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Introduction @ After the last subject completed their Week 48 visit, investigators  Virologic Response Safety ® Lower cumulative rates of Grade 2—4 study drug-related AEs
® Fostemsavir (FTR/GSK3684934, previously called BMS-663068) were unblinded to the original assigned FTR dose, and on a @ Virologic response rates (HIV-1 RNA <50 c/mL) at Week 144 ® FTR-based therapy was well tolerated with no discontinuations were seen with FTR (12%) when compared with REF (39%),
is a prodrug metabolized to temsavir (TMR), a first-in-class rolling basis over time (from Week 64 to Week 110), and Week 192 by FDA Snapshot algorithm and Observed related to the investigational agent throughout the study. primarily due to elevations in bilirubin (Table 5).
attachment inhibitor! (Figure 1). FTR-treated subjects were switched from their double-blind analysis were comparable between the FTR arms and the ® The most common FTR-related adverse events (AEs; of any
® TMR binds directly to the viral envelope gp120, close to the dose to the open-label continuation dose of FTR 1200 mg QD. REF arm (Table 2 and Figure 3). grade) were headache (6%) and nausea (5%), while the most Table 5. Grade 2—4 Study Drug-Related AEs*
CD4+ binding sites, locking gp120 into a closed state that Subjects in the reference arm were retained on open-label . . common REF-related AEs were nausea, dizziness (8% each),
o ; Lo Table 2. Virologic Response Through Week 192 (Snapshot) d lated to bilirubin el ; iaundi leral
prohibits the conformational change necessary for initial ATV/r 300/100 mg QD. and AEs related to bilirubin elevation (e.g. jaundice, scleral Total
interaction between the virus and CD4 cell-surface receptors, € Full study and background regimens were provided by the sponsor. Rt RA D - icterus; 8—18%). Parameter, n (%) F(T’\f*_g\égs (th_EsFl) PaTrtfii?tzi <
thereby preventing viral attachment, and subsequent entry into Figure 2. 205889 Study Design Week 400 mg BID [ 800 mg BID [ 600 mg QD [1200 mg QD| = ® A greater percentage of REF participants experienced . - (N=2%1)
and infection of host T-cells and other immune cells.2 (n=50) (n=49) - W‘)"ngg/ — (n=50)" Grade 2—4-related AEs, Grade 3-4 AEs, and AEs leading to
® FTR has a unique resistance pr0f|lt_a with no in vitro ie _ I e e ” PN TS 2556 %05 B05 discontinuation (Table 3). Any event 23 (12) 20 (39) 43 (17)
cross-resistance to other antiretroviral (ARV) classes,?# and is D R P (e TS G U [66.3-90.0] | [54.6-81.7] | [62.5-87.2] | [57.5-83.8] | [60.4-85.7] . Hyperbilirubinemia 0 7(14) 70
i ism 3-6 Table 3. Cumulative AE Summary
active regardless of HIV-1 tropism. FTR 400 mg BID | [ FTR800 mg BID | [ FTR 600 mg QD | [FTR 1200 mg QD| ATV/r 300/100 mg QD. 48 [6;116(3?4] [42%(6714-1)8] [5251(68%)9] [5343(68%)5] [5262(78?5] . Abdominal pain 1 (<1) 24 3(1)
H + + + +TDF +RAL + TDF +RAL + TDF + RAL + TDF (REF] 0—Y1L. L= (4. .1—0oU. .0o—0oU. .£—OcL.
. gtUdy 205889 (A:j438011; NCT01384734) IS a Phase 2b d Nzgﬁztlre-artzz N:iélitlreated N=51 (treated N=50 (treated] N=51 (treatsed) ) 9% 39 (78) 24 (49) 32 (63) 29 (58) 29 (57) Total Blood bilirubin i d 0 3 (6) 3 (1)
ose-ranging study assessing FTR in treatment-experience L L L = [64.0-88.5] | [34.4-63.7] | [48.1-75.9] | [43.2-71.8] | [42.2-70.7] 00d bilirubin increase
A .. I | FTR monotherapy substudy: approximately 10 participants per study arm | . . - : : . - . ’ - FTR Arms REF Treated
(TE) HIV-1-infected participants.”8 Loy ¥ 116 (58) 23 (45) Parameter, n (%) ) - ici Blood creatine phosphoki
h . . _. 144 - - - (N=200) (N=51) Participants ood creatine phosphokinase
¢ In a 7-day lead-in monotherapy substudy, FTR resulted in median £t ] Primary study —start of combination therapy [51062_(%2)9] B;;;f;” (N=251) increased 2 1@ M
decreases in HIV-1 RNA of 0.7-1.5 log,, ¢/mL across the four es v v v 192* - - -
; : . [45.3-50.6] | [29.3-57.8] Headache 1(<1) 2(4) 3(1)
StUd.Ied dpses' Through Week 48’ there were Comparable rates ) Primary endPolnt » *After the last subject completed their Week 48 visit, investigators were unblinded to the original assigned FTR dose and on a rolling basis over time Any U e (93) 50 (98) 2D (94) . .
Of V|rolog|c SuppreSS|0n (H|V-1 RNA <50 C/m L) across FTR arms (from Week 64 to Week 110), FTR-treated subjects were switched from their double-blind dose to the open-label continuation dose of FTR 1200 mg Proteinuria 3 (2) 0 8 (1)
. - . QD. Subjgcts in the REF arm were retained on open-label ATV/r 300/100 mg QD. Week 192 marks the latest study visit that all participants had an Grade 3—4 AEs 36 (18) 17 (33) 53 (21)
and the atazanavir/ritonavir (ATV/r) reference group TR G0 R T AT RAL S ToR opportuny o compet i heconclusion of e sty Jaundice 0 2@) 2 (<1)
(61_82% Vs 71%1 re-SpeCtlvely). *Blinding to FTR and ATV/r continued until the last participant completed Week;a visit. After the last subject completed their Week 48 ‘\”/\S\l, investigators were : ‘ Grade 2-4-related AEs 28 (12) 20 (39) 43 (17) NEusER 0 2 (4) 2 (<1)
unblinded to the original assigned FTR dose and on a rolling basis over time (from Week 64 to Week 110), FTR-treated subjects were switched from their
® Herea \N_e pres_ent efflcacy reSUI.tS through Week 192 (the IateSt double-biing doce to the P iabel fon dose of FTR 1200 mg QD. S(ubjecls in the REF arm wen)e retained on openglabel ATVIr 300/100 mg QD. F| ure 3. Virolo iC Response Throu h Week 192 Observed * AEs leading to discontinuation 7(4) 6 (12) 13 (5) - — -
time point achievable by all active study participants) and Grade 2 1elaed AES occurting in 22% of paricpants n either arm.
cumulative safety data through the conclusion of the study SeSdUIE)S' N £5 100 b SAEs* 35 (18) 8 (16) 43 (17)
(May 12, 2017). tudy Disposition > 9] o Related SAEs 1(<1) 2 4) 3Q0) :
. . . . @ 581 participants were screened, 254 were randomly assigned, £5 Conclusions
Figure 1. Mechanism of Action of Temsavir and F2J51 ree:eived treatment Y o559 23 Fatal SAES 3@ 0 3@ ® FTR-based therapy resulted in rates of virologic and
. S E i
2 F4 i 1 i £33 70 *None of the events occurred in > licipants in each treatment arm. s that occurred in >: licipant overall were: overdose (n=! arms, 1 1 1
gp120 binding to CD4 receptors / ' : ® The median time on FTR therapy for the combined FTR groups g3 FTR 400 mg B1D T e Iy hfanb sl wer: vrcose (13 FTR s, immunologic response comparable to an ATV/r-based regimen
7 § H _ — —— SAE, serious adverse event. - .. . . .
= oot TR int: osiomeat e ysa; #6:'(3:”(1?%/2 g; 16563éeg:)3r(2bg”3§§r :12?1 ?ﬁ:ggg?égﬁgﬁs) 5 —— gggomrgg%g[) through 192 weeks in TE participants with HIV-1 infection
. . . S 50 . .. . o
‘ Participants at Baseline 57 < RE ® A higher percentage of participants in the REF arm (12%), across a range of FTR dosing arms
. . . i o= . . K . .
@ Baseline demographic and disease characteristics were broadly 5% T weexes Weok 48 Week 96 ook 144 Weok 192 compared with the FTR arm (4%), experienced AEs leading to ® FTR den‘_lonstrated a favo_rable safety profile compared with
similar across all treatment groups (Table 1). aomgBDN 45 ° s discontinuation (Table 4). ATVI/r, with lower cumulative rates of Grade 2—4-related AEs,
. . . m N . . . . .
¢ The median age was 39 years, 60% of the participants were male, 0mE QDN 49 a5 36 ) ) bi di ] ) ) Grade 3-4 AEs, and AEs leading to discontinuation despite
and 66% had HIV-1 subtype B. 1200mg DN & - ¥ 12 us Table 4. AEs Leading to Discontinuation | .
. ; . . onger median exposure (4.5 vs 2.9 years).
¢ Median HIV-1 RNA viral load at baseline was 4.85 logy, c/mL and e i o o e e 8 0 S o e ° P ¢ years)
43% of participants had a baseline viral load =2100,000 ¢/mL. were etained on open-Jabel ATVIF 300/100 mg OD. Week 102 marks the lateet iudy iet hat ol parcipants had an opportuniy 1o Ecmplete pror o the conclusion Total ® These results are supportive of the continued development of
; p p N ’ of the study.
¢« Median CD4 T-cell count at baseline was 229.5 cells/uL and 38% of 9 FTR Arms REF Treated FTR as an important treatment option for HIV-1-infected
i Parameter, n (%) (N=200) (N=51) Participants P p
participants had <200 cells/uL. Change in CD4 T-Cell Counts (N=251) heavily TE adults who have limited therapeutic options
Table 1. Baseline Characteristics ® Mean CD4 T-cell counts increased steadily through Week 192 in i S " (€2 ARV classes remaining) due to multi-drug resistance, prior
; ; ny event .
FTR + RAL + TDF both the combined FTR arms and the REF arm (Figure 4). intolerance, or other safety concerns (NCT02362503)
. REF i ’ :
Baseline Parameter  ['400 mg BID [800 mg BID[ 600 mg QD [1200 mg QD|  (n=51) . ) Bone tuberculosis 2(1) 0 2(<1)
Sy (n=50) (n=49) (n=51) (n=50) Figure 4. Mean Change in CD4 T-Cell Count Through Week 192* Abdominal distension 0 12 1(<1) o ————————————
5 0 'e woul |e_u an e clinical trial participant an_ eir families. 3
Female 19 (38) 21 (43) 22 (43) 16 (32) 22 (43) E FTR 400 mg BID Acute kidney injury 1(<1) 0 1(<1) M. Benten vialane, . B, .. Cann, W . Casapiamorales, 1. Caseet, . Coe, .0, iabopeecs 3. Echevira, . Elon, . Eme. . Fber
Male 31(62) | 28(57) | 20(57) | 34(68) | 29(57) 2 %) —e—-rmsoomgen e 310 G L Sranadot heyio & e Vi Do e oo \ito, . Lo oot Ao
» 8 —&— FTR 600 mg OD Blood bilirubin increased 0 1(2) 1 (<) 0 Lo paredes, S 1 Lipo F. Wadues Dias v i Ramites, . Pisacar, 3 RGokSioh, 5. Rugina, M. Salsar Caso, AR Serbrer,
Median age, years 38.5 37.0 40.0 40.0 39.0 = ~ 400 —— J.G. Sierra-Madero, L.M. Sloan, A. Stoehr, O.A. Sussmann-Pena, P. Tebas, O.A. Tsybakova, E.E. Voronin, A.A. Yakovlev.
(range) (22—57) (23—60) (26—58) (20—67) (20—69) 8 = FTR 1200 mg QD . ViV Healthcare, GSK, and Icon pe‘rsonnelvz K. Barker, M. Baumgérlnér, A. Clark, K. Davis, M'Dr.ap.eau. B. McDade, P. Constantin, C. Ham, J. Lim, B. McCaughey,
Race, n (%) = % REF Completed suicide 1(<1) 0 1(<1) B. Shepherd, J. Slater, . Watson, and M. DeStefano. ) _ ) )
S § — Blac_;k/African American 14 (28) 15 (31) 16 (31) 18 (36) 13 (25) E § 300 . feseniees] e heE 1 (<1) 5 1 (<1) Z;?\{ae;iliog?éigje,dblm m:;negdasydig\t?::;tahscs;snce was provided by Nicole Ogbonnaya at Articulate Science and 3D graphics were developed by John Wong at
Temsavir binds directly to HIV-1 gp120, preventing White 20 (40) 19 (39 17.(33) 16 (32) 23 (45) 0% 200
initial viral attachment and entry into host CD4+ T celis [ [ 16(82) [ 1561 | 18(@9) | 16(62) | 15(9) £2 Flatulence 0 1) 1<)
H|V.']_ RNA %E 100 ) ) 1. Brown J, Chien C, Timmins P, et al. Compartmental absorption modeling and site of al?sorpl\oh studies m‘determine feasibility of an extended-release
?f:r?éaér)‘ 1000 et a 5.6 15) [ 2 s 54) [ @ 65 50) | 2 155 82) [ @ 7626 83) g é Hepauc_ . tea_toswf , - S zZ%Eg%ﬁﬁv%%EE%Z%%%?ZZ%‘EZE;;S‘;;pm:'g';ff“h:mIa‘fgcl“&mlg"z‘(?:“mg;éﬁ;ﬁze&g Pound 10 GP1Z0 Suggest a e
Studyv Desian and Eligibilitv Criteria >100,000 c/mL, n (%) 23 (46) 25 (51) 23 (45) 18 (36) 18 (35) =5 0 A ’ Hyperbilirubinemia 0 1(2) 1(<1) 3. Nowicka-Sans :_3. Gong S, Moauife, ot al. 1 v.\llroar‘nv\ral characterstcs of HIV-L attachment nfibitor BMS-626529, the active component of the prodrug
° Pa¥ticipan?s were randgomize)cg 1:1:1:1:1 to four FTR dosing arms | €D4 count B ompmon g Rt WegsdB Veekss  Weekr weekaoz Hypertransaminasemia 0 1) 1(<1) 1172 20001 i, Aty 1 1 afchnen bl HS-G20525, e e compret f h rocug BS-66305, g D4
; ; " A00 ; Median cells/uL 214.0 237.0 226.0 223.5 249.0 § 800mgBID.N 49 3 3 28 . . ey e . e, M, ot 1 recilon of 11l reaponee and saseosmen o esaange emergonce 1 the HIV-1 iniitor BMS626529
(400 or 800 mg twice daily [BID]; 600 or 1200 mg once daily (range) @3-640) | (47-744) | @1-771) | (32-586) | (37729 g somgQoiN 51 i “ % . . Ischemia 1(<1) 0 1(<1) iy By gy ol o g B BeRoOR g o e o SO _
[QD]) or a reference (REF; ATV/r, 300/100 mg QD) arm; each <200 cells/uL, n (%) 19 (38) 16 (33) 21(41) 21(42) 19 @7) RN S e e st s s o 2 s o o Jaundice 0 12) 1(<1) BMS 663068 3 Animerab Chemother 2014130070580, o e e acve gent of e procea
. . . . er the last subject completed their Week 48 visit, investigators were unblinded to the original assigne« lose and on a rolling basis over time (from We 7. Lalezari J, et al. Safety and efficacy of the HIV-1 attachment inhibitor prodrug BMS-663068 in i i : 24 week results of Al438011,
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