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Conclusions Plain Language Summary

» ABI-5366 was safe and well tolerated at all dose levels when evaluated in both
weekly dosing regimens and a 1-month alternative regimen

« Many people with recurrent genital herpes still have “breakthrough” outbreaks, even when they are
taking daily medicine to suppress the outbreaks

* There were no significant differences in the proportions of participants experiencing Better suppressive treatment options are needed for patients with recurrent genital herpes
treatment-emergent adverse events or laboratory abnormalities across key
subgroups, including those defined by frequency of genital lesion occurrence, use
of suppressive therapy at screening, and seropositivity for both herpes simplex

virus type 1 and herpes simplex virus type 2 or herpes simplex virus type 2 only

ABI-5366 is an oral medicine that is currently being developed to suppress recurrent genital herpes

In this study, ABI-5366 was safe and well tolerated at all tested doses when it was given either weekly
or as a 1-month alternative

No participants had severe adverse events related to the medicine, most changes in lab tests were

? Feesulis renm il sibe SWgeen ie el GRvelepiment o7 AEHESEs e & v mild, and no participants had to stop taking the medicine because of adverse events

suppressive therapy for recurrent genital herpes

Introduction

» Herpes simplex virus type 2 (HSV-2) is the predominant cause of recurrent
genital herpes (RGH), with approximately 520 million people aged 15 to
49 years estimated to have HSV-2 globally'?

» The safety and tolerability of ABI-5366 was
assessed in a randomised, double-blinded,
placebo-controlled, Phase 1b study
(ClinicalTrials.gov ldentifier: NCT06385327)
conducted in participants seropositive for
HSV-2 with RGH (Figure 1)

* Three multiple-dose cohorts (Cohorts B1-B3)
have been enrolled

» Safety and tolerability were assessed by physical examinations, adverse events, and laboratory parameters

» Subgroup analyses were performed based on the frequency of genital herpes lesion occurrence (<6 or >6 lesion occurrences
in the past 12 months or in the 12-month period prior to initiating suppressive therapy), suppressive therapy at screening
(yes or no), and HSV type (both HSV-1 and HSV-2 or HSV-2 only)

— Suppressive therapy (systemic and topical) was discontinued beginning 7 days prior to Day 1 dosing through Day 36

» Breakthrough recurrences are common in people receiving suppressive
treatment with nucleoside analogues?®#

» There remains an unmet need for more effective suppressive therapies that
reduce recurrences and transmission of herpes simplex virus (HSV) and can
be administered long term in patients with RGH

Figure 1. Study Design
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for RGH with up to an additional 98 days of follow-up
« A Phase 1b study in participants who are seropositive for HSV-2 with RGH — Cohort B1 received ABI-5366 150 mg on Cohort B1  Screening period ABI-5366 150/30 mg QW* (n = 20) Follow-up period

Day 1 and ABI-5366 30 mg once weekly (QW)
on Days 8, 15, 22, and 29; Cohort B2 received
ABI-5366 350 mg QW on Days 1, 8, 15, 22,

assessed the safety, pharmacokinetics, and antiviral activity of ABI-5366; PBO (n =3)

safety and tolerability results are reported here

and 29; and Cohort B3 received 4 doses of Cohort B2  Screening period ABI-5366 350 mg QW (n = 20) Follow-up period
_ _ ABI-5366 350 mg over Days 1 to 7 and an PBO (n =3)
O b ,l eCtlve S additional dose of ABI-5366 350 mg on Day 8
— The combination of doses used in Cohort B3 Cohort B3 [N ABI-5366 1-month alternative® (n = 21) SelsrHI BEeE

was designed to maintain the target minimum
concentration of ABI-5366 over a month,
representing a 1-month dose. The goal was to
generate pharmacokinetic data to evaluate the
feasibility of potential once-monthly dosing in
the future

PBO (n = 5)

* To investigate the safety and tolerability of ABI-5366 in participants
seropositive for HSV-2 with RGH

Safety and tolerability assessments

* To investigate the safety and tolerability of ABI-5366 across subgroups
defined by frequency of genital herpes lesion outbreaks, use of suppressive
therapy at screening, and seropositivity for both herpes simplex virus type 1
(HSV-1) and HSV-2 or HSV-2 only

aABI-5366 150 mg on Day 1, followed by ABI-5366 30 mg QW or PBO.
bFour doses of ABI-5366 350 mg over Days 1 to 7, followed by an additional dose of ABI-5366 350 mg on Day 8 or PBO.
PBO, placebo; QW, once weekly.

Results

* A total of 76 participants were enrolled across cohorts; 61 were assigned to ABI-5366 _ _
1-month alternative cohort) and 15 were assigned to placebo (5 in each cohort) <6 Genital Herpes Lesion Occurrences? >6 Genital Herpes Lesion Occurrences?
» Key safety and tolerability results are shown in Table 1 150/30 mg 1-Month 150/30 mg 350 mg 1-Month
— No Grade =3 treatment-emergent adverse events (TEAESs), TEAEs leading to discontinuation, or PBO Qwer Alternative® Qwer Qw Alternative®
serious TEAEs were observed Participants With TEAE or TELab, n (%) (n=11) (n=13) (n=16) (n=7) (n=4) (n=5)
— Most treatment-emergent laboratory abnormalities (TELabs) were Grade 1 or 2 in severity Any TEAE 11 (100) 12 (92) 16 (100) 16 (100) 3 (75) 6 (86) 3 (75) 5 (100)
— Three Grade 3 TELabs were observed, including decreased neutrophils (subsequently Grade >3 TEAE 0 0 0 0 0 0 0 0
normalised) in 1 participant receiving placebo,increased creatine kinase (exercise related)
in 1 participant receiving 150/30 mg QW, and increased (preexisting) cholesterol levels in 1 Any treatment-related AE 5 (45) 4(31) 3 (19) 5(31) 1(25) 2 (29) 0 2 (40)
participant receiving 350 mg QW Any TEAE leading to discontinuation of study drug 0 0 0 0 0 0 0 0
— None of the Grade 3 TELabs were reported as adverse events Any serious TEAE 0 0 0 0 0 0 0 0
Table 1. Summary of TEAEs and TELabs by Cohort Any TELab 8(73) 9 (69) 12(75) 11(69) 2 (50) o (71) 3(79) 2 (40)
Grade 23 TELab 1(9 1(8 1(6 0 0 0 0 0
150/30 mg 350 mg 1-Month ©) ®) ©)
Pa rticipa nts With PBO QWa QW Alternativeb Zggﬂié%%%e:%%snl%s?nn8;§u1r,r?2|?oevi;/jet;§ Eétg;;g%}fmrgogus or in the 12-month period prior to initiating suppressive therapy.
TEAE or TELab’ n (%) (n = 15) (n = 20) (n = 20) (n = 21) j:lfo,u;c(ij\?:riz%f\/'zﬁtl;-f-l):?gg,3pslgcr2§oo;v(§\rlvl,)2¥1?:e1 vtvoegl’(r;lI'?\IIEVX(IjE,bt¥e12rﬁggitgr%:|rgg§tea:)cg\g?;:esgsgn?’f'?'S_%&ntr22¥m8ént-emergent laboratory abnormality.
Any TEAE 14 (93) 18 (90) 19 (95) 21 (100)
Grade 23 TEAE 0 0 0 0 Table 3. Summary of TEAEs and TELabs by Cohort and Suppressive Therapy at Screening
Any treatment-related AE 6 (40) 6 (30) 3 (19) 7(33) Suppressive Therapy at Screening No Suppressive Therapy at Screening
Any TEAE leading to 0 0 0 0 150/30 mg 350 mg 1-Month 150/30 mg 350 mg 1-Month
discontinuation of study drug QW- Qw Alternative® PBO QW- Qw Alternative®
Any serious TEAE 0 0 0 0 Participants With TEAE or TELab, n (%) (n=12) (n=12) (n=13) (n=7) (n =38) (n =8) (n =8)
Grade 2 TEAE by preferred term occurring in 22% of participants overall Any TEAE 7 (88) 11(92) 11(92) 13 (100) 7 (100) 7 (88) 8 (100) 8 (100)
Headache 3 (20) 1(5) 0 3 (14) Any treatment-related AE 4 (50) 3 (25) 1(8) 5 (38) 2 (29) 3 (38) 2 (25) 2 (25)
Viral URT] 1(7) 0 2 (10) 0 Any TEAE leading to discontinuation of study drug 0 0 0 0 0 0 0 0
Arthralgia 1(7) 0 0 1 (5) Any serious TEAE 0 0 0 0 0 0 0 0
Back pain 2 (13) 0 0 0 Any TELab 6 (75) 9 (75) 9 (75) 7 (54) 4 (57) 5 (63) 6 (75) 6 (75)
Grade 23 TELab 1(13 1(8 0 0 0 0 1(13 0
Ligament sprain 1(7) 1(5) 0 0 race a (13 ®) (13
ZABI—5366 150 mg on Day 1, followed by ABI-5366 30 mg QW. 3
LRTI 2 (1 3) O O O A':I;),uar(?\/ojrzz c(;fvéﬁtl- SPBBeg,BpE:gCZSO?\S\DVI,Diﬁ; vtvc:elelf;;I?Evzg,t?;ez?rﬁggﬁsr:?rggz’? acg\g?sl;esgsgn?? '(I}Errligkirltrlg:{mgént-emergent laboratory abnormality.
Any TELab 10 (67) 14 (70) 15 (75) 13 (62)
Grade 23 TELab 1(7) 1 (5) 1 (5) 0 Table 4. Summary of TEAEs and TELabs by Cohort and HSV Type
Grade 22 TELab by parameter occurring in 22% of participants overall Seropositivity for HSV-1 and HSV-2 Seropositivity for HSV-2 Only
Increased cholesterol 2 (13) 2(10) 4 (20) 0 150/30 mg 350 mg 1-Month 150/30 mg 350 mg 1-Month
. : Qw- Qw Alternative® Qw- Qw Alternative®
Increased triglycerides 1) 10 10 0 Participants With TEAE or TELab, n (%) (n = 10) (n = 11) (n =9) (n = 10) (n =9) (n = 12)
Increased creatine kinase 0 1(5) 0 105) Any TEAE 6 (86) 9 (90) 11 (100) 9 (100) 8 (100) 9 (90) 8 (89) 12 (100)
:ABI—5366 150 mg on Day 1, followed by ABI-5366 30 mg QW. 3
gE:: %c?\?;riz (évae\Etl- TL:;?IESI{ﬁggvg:?ec%\;)eirralt):r);str‘;g i?ﬁ‘é?:ltli?)\pll;e gBb()s,agl:gg&?nQa\I/\;?%Snecgva\I/-\eBell-(‘ISy:a;qI?EiSIEO, ?ga?rrr:;?e?ﬁergent adverse event; TELab, treatment-emergent laboratory abnormality; Grade 23 TEAE O O O O O O O O
, upper respiratory tract infection.
Any treatment-related AE 2 (29) 3 (30) 3 (27) 5 (56) 4 (50) 3 (30) 0 2(17)
« Summaries of TEAEs and TELabs stratified by the frequency of genital herpes lesion Any TEAE leading to discontinuation of study drug 0 0 0 0 0 0 0 0
occurrence, suppressive therapy at screening, and HSV type are shown in Tables 2 to 4 Any serious TEAE 0 0 0 0 0 0 0 0
» While limited by the number of participants, TEAEs and TELabs were generally balanced across
all subgroups, with no Grade =3 TEAEs, TEAEs leading to discontinuation of study drug, or Any TELab 4 (57) 6 (60) 7 (64) 6 (67) 6 (75) 8 (80) 8 (89) 7 (58)
serious TEAEs reported in any subgroups Grade 23 TELab 0 1(10) 1(9) 0 1(13) 0 0 0
2ABI-5366 150 mg on Day 1, followed by ABI-5366 30 mg QW or PBO.
®Four doses of ABI-5366 350 mg over Days 1 to 7, followed by an additional dose of ABI-5366 350 mg on Day 8 or PBO.
AE, adverse event; HSV, herpes simplex virus; HSV-1, herpes simplex virus type 1; HSV-2, herpes simplex virus type 2; PBO, placebo; QW, once weekly; TEAE, treatment-emergent adverse event; TELab, treatment-emergent laboratory abnormality.
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aln December 2025, Gilead Sciences, Inc. exercised its combined option to exclusively license Assembly Bioscience, Inc.’s HSV helicase-primase inhibitor programs,
including long-acting investigational candidate ABI-5366 for RGH.
Correspondence: Katie Kitrinos; kkitrinos@assemblybio.com

Congress of the European Society of Clinical Microbiology and Infectious Diseases (ESCMID Global); 17-21 April 2026; Munich, Germany






