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OBJECTIVE

To analyze the safety and efficacy of glecaprevir/pibrentasvir (G/P) for 8 weeks for the treatment of acute hepatitis C virus (HCV) in

people who use drugs (PWUD)
CONCLUSIONS

8-week G/P treatmen.t for acute HCV in PWPD PWUD with acute HCV had high rates of Treatment of acutg HCV |mrne(.j|atelyll upon dlagn.os.ls.,
was well-tolerated, with adverse events similar SVR12 (cure) shortens the duration of active infection thereby limiting
to those reported in chronic HCV studies the timeframe in which HCV can be transmitted to others
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INTRODUCTION METHODS

* NCT04903626 is a multicenter, single-arm, open-label phase 3 study of G/P for 8 weeks in adults with acute HCV
®* People who use drugs (PWUD) have a disproportionately high burden of hepatitis who were treatment-naive for the current infection

: : . : : . : 1.2
C virus (HCV) infection, including new/recent infections Key Inclusion Criteria Enrollment (N = 286)

. . .
Treating PWUD for HCV during the acute (<6 months) or recent (<12 months) . Physian diagnosis of T ——
phase of infection may reduce onward transmission and improve linkage to care in acute HCV infection > Negative to positive (conversion) w‘”\ 300 mg/120 mg daily

_ . 9 . Age = 12 years? HCV antibody, HCV RNA, and/or _ X
this population HCV core antigen tests go Sth{){ sites for 8 Weeks
. countries
: : - . * No prior treatment — With reported risk behavi
L - : : ported risk benavior, People who use drugs -
Until recently, no direct a.ctlng antivirals (DAAs) were approved for the treatment of £or the current infection depending on testing history ot Analysis
acute or recent HCV, which may have delayed HCV treatment for PWUD who already : Qtuantiﬁapb HOVRNA | o e HOV RNA or core antigen| © 0199INg ilicit drug use during, or Efficacy in ITT and mITT-VF® sets
face barriers to care and treatment access? o SETEEning test with acute liver disease signs | * Within 6-12 months before study start _ SVR12¢
. Must meet = 1 acute (ALT >5 x ULN and/or jaundice) | * % HIV infection _

®* G/P, a well-studied DAA for chronic HCV, is now approved for acute HCV with evidence HCV infection oriterion ™| @nd reported risk behavior People who use drugs Safety in ITT set

supporting an 8-week treatment duration>* o TN I ) - TEAEs and serious TEAES
PP 9 Key Exclusion Criterion . Eo I”:;Itz drug :Jhsei)o; e study treat t — TEAE related G/P discontinuation
. . . . . o se montns berore the stuay treatmen _

* Here, we investigate the safety and effectiveness of 8-week G/P in PWUD with eror(1e B fitteetfon 1 cofelenes of 6lents HEY il 4 HIV infection _ ALT elevations

aCUte H CV ALT, alanine aminotransferase; HCV, hepatitis C virus; G/P, glecaprevir/pibrentasvir; ITT, intention-to-treat; mITT-VF, modified ITT-virologic failure; SVR12, sustained virologic response at posttreatment week 12; TEAE, treatment emergent adverse event;

ULN, upper limit of normal. 2 Although the study design included adolescents, none enrolled. ® Treatment period was followed by a 12 week post treatment period. °Modified ITT-VF excludes those who did not achieve SVR12 for reasons other than virologic
failure, i.e. those with reinfection, discontinuation, and missing SVR12 data. ¢Defined as HCV RNA < lower limit of quantification 12 weeks after last dose of G/P in the ITT population.

RESULTS Efficacy Safety

Table 1: Demographics and Baseline Characteristics (ITT set)  ® |n the ITT set (who received =1 dose of G/P), SVR12 of 96.2% * There were no treatment discontinuations deemed related to G/P
C”"e“tt/ Former/ overall (95% CI: 93.2%, 97.8%) overall was achieved * Serious treatment-emergent adverse events were similar across
recen non vera . - : - -
PWUD PWUD N = 286 — No participant experienced on-treatment virologic failure or the groups (Table 2)
n =137 n =149 post-treatment relapse Table 2: Overview of Adverse Events
Age, years, median (min, max) 40 (22, 67) 45 (20,78) 43 (20, 78) — Eleven individuals failed to achieve SVR12 Current/ Former/
Male, n (%) 129 (94.2) 126 (84.6) = 255(89.2) " Of those, 2 experienced post-treatment reinfection and recent E’\?’UD non PﬂgD
n= n=
Race, n (%) were current PWUD
Asiarn °(3.6) - 2(1.9) o 7(24) Figure 1: SVR12 in the ITT, mITT-VF Sets, and Sub o o o (10 e 165,
Black/African-American 5 (3.6) 25(16.8) 30 (10.5) 'gure 1. inthe TH L, mil i-ViE Sets, and subgroups Relatedto G/ 20 (14.6) 25 (16.8)
Multiple 3(2.2) 0 3(1.0) H Current/recent PWUD B Former/non PWUD Le?dmg to G/P d’SCoont’”Uat’On 0 1(0.7)
White 124 (90.5) 122 (81.9) 246 (86.0) e R T Serious TEAEs, n (%) 5(3.6) 5(3.4)
Hispanic/Latino ethnicity, n (%) 39 (28.5) 37 (248) 76 (26.6) 00 n = 286 n =275 SEEEge s L L
Risk Behavi %) = i Leading to G/P discontinuation 0 0
isk Behaviors?, n (%
’ O TEAESs occuring in 25% of
' o 30—
Unpl.’otected sex with other males 98 (;1 D) 82 (S; g) 132 (23.411) T o participants, overall
Multiple unpr(')tclecte.d sexu§l partners (28 5) - (10 1) % (1 X 9 ) a N 60 Diarrhea 13 (9.5) 5 (3.4)
Shared drug mjec.t/on equ:pment (10 2) X ( ) 20( X 0 ) D? > Fatigue 7 (5.1) 11 (7.4)
Shared persona{ items possibly 4 ( ) (4.0) (7.0) — a 40— Nasopharyngitis 10 (7.3) 4(2.7)
Contamlnated Wlth blOOd E G/P, gl ir/pibrentasvir; PWUD le wh d TEAEs, treatment tad ts. 20 rticipant had de 2 TEAE of ab
, glecaprevir/piorentasvir, , PEoplie wno use arugs, s, treatment-emergent adverse events. 20One participant had a grade or ab-
Grouped Risk Behavior, n (%,) G>J 20+ dominal pain that led to study disconitnuation, however, it was not related to G/P.
Sexual transmission 113 (82.5) 113 (75.8) 226 (79.0) O 0- Alanine aminotransferase (ALT) trend
HCV RNA =1 million IU/mL, n (% 48 (35.0 40 (26.8 88 (30.8 : : . : .
_ _ _ (%) (99.0) (26.5) (30.5) ®* ALT normalized in nearly all participants at the final treatment visit
Prior HCV infection, n (%) 28 (20.4) 24 (16.1) 52 (18.2) e T—" - Fi 2)
_ _ _ urrent/recen exua iqure
Estimated acute HCV infection — 100~ HIV co-infection injection drug use transmission® g _ _ _
duration, n (%) Ko Figure 2: Shifts in ALT Grade (ITT Set)
< 3 months 81(60.0) 77 (53.1) 158 (56.4) 2 40 _ _
3—-6 months 46 (34.1) 55 (37.9) 101 (36.1) — >°ﬁ A) Baseline to on-treatment maximum
> 6 months 8(59)  13(90)  21(7.5) o N 60- - e 1% cueim oo P e
'SSi Q il —catez 7% n:1
Vissing ° ) ° 3 2 40 = ... IG;ag%1
HCV genotype®, n (%) % » e 1230
1 80 (65.6)  85(63.0) 165 (64.2) I 20-
- N/A Grade 2
2 2 (1.6) 9 (6.7) 11 (4.3) D Gradezl i
3 12 (9.8) 20 (14.8) 32 (12.5) 0- =23
Grade 0
4 28 (23.0) 21(156) 49 (19.1) - o Gra%l e
ISS] = rade =119 0=
Missing 15 14 29 % _ _ ~ Current/recent Sexual :
HIV co-infection, n (%) 70 (51.1) = 72(48.3) 142 (49.7) 100, | HIVcoinfection mJectln drug use transmission® » »
PWID (Injection drug use) = QUOZ =2t e
Current/recent 41 (299) 0 41 (143) : O 80~ Baseline On-treatment Baéeline On-treatment
Former/non 96 (70.1) 149 (100) = 245 (85.7) E -
~ g 60 B) Baseline to final treatment visit
ALT’ UIL 8 g Current/recent PWUD Crade 3 Former/non PWUD
Mean (SD) 278.8 (347) 181.6 (210) 228.2 (288) S ) 40 - Grade4 :;%181 Gr§S§4. o
Median 153.0 121.0 136.5 o & Graz%%al I
(range) (17,2002) (9, 1316) (9, 2002) 2 20 N/A Grade 3
-
Total bilirubin, mg/dL, mean (SD) 0.78 (0.98) 0.79(0.54) 0.78 (0.78) N 0- G;a%iZI
Fibrosis stage, n ((yo) ITT, intention-to-treat; mITT-VF, modified ITT-virologic failure; N/A, not applicable; PWUD, people who use drugs; SVR12, sustained virologic response Grr]adgeézl
at posttreatment Week 12. 2Participants who were excluded from mITT-VF were those who did not achieve S ue to the following reasons:
FO—-F1 115 (852) 123 (860) 238 (856) p::mattturetdiscc;[n\:\i/nuakti:)i frcljmrireztm;nt (q.7%, 5/286|),?niising S\/llgzvgata (1.:126,4/2Q6),dp(i)st-’;[rea?ment rgfr?f:eczzts)n (E)?t?/o 2/286).g fo‘?gzo Grade 1 %rffggo
F2 9 (67) 6 (42) 15 (54) °Engaged in unprotected sexual activity with multiple partners and/or if male, engaged in unprotected sexual activity with other male(s). Grade " n=41
F3 10(74)  10(7.0)  20(72)  Limitations
F4 1 (0.7 4 (2.8 5(1.8 rade
. (9.7) (2:5) (1.5 ®* No adolescents were enrolled Grade 0 .
Missing 2 6 8 n=24
HCV, hepatitis C virus; ITT, intention-to-treat; PWID, people who inject drugs; PWUD, people who use drugs; SD, standard deviation. 2Participants may ¢ A |OW prOPOFtiOH Of Cu rrent/recent PWID were en rO”ed Compared BaAsellne Final tr_:atment Baséline Final tr:atment
be counted under multiple categories; therefore, the sum of the counts may be greater than the overall number of participants. "HCV genotype was from . . 4 . .. . oy visit visit
phylogenetic analysis or from the central lab if a phylogenetic result was not available. Percentages were calculated based on nonmissing values. to previous studies of acute HCV , which may limit generallzablllty ALT, alanine aminotransferase; PWUD, people who use drugs.
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