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Background Results

N Tobevibart (VIR-3434) is an investigational human immunoglobulin G1 (IgG1) Participants Characteristics Table 2. PK Parameters for Tobevibart Following Single Subcutaneous Dose of Table 3. PK Parameters for Elebsiran and AS(N-1)3’VIR-2218 Following Single
hmOH?i!Onsl ar']ftlbody (tr_nAb) tthgt,gmdS to the antigenic loop present in all forms of N Eight (8) participants with cirrhosis and CPT-A HI and 8 HV were enrolled for each cohort Tobevibart 300 mg or Tobevibart 300 mg + Elebsiran 200 mg Subcutaneous Dose of Tobevibart 300 mg + Elebsiran 200 mg
epa ' IS B surrace an.lgen (HBsAQ). | | of tobevibart monotherapy and tobevibart + elebsiran combination therapy. A Tobevibart + Elebsiran Elebeiran T ER R
N Etlreaasc;rea dnl'\(’\l(lliﬁtze 1r1§e)rlesnieN(-l?{(l:\le;\}i/)l?r?\llzzttci)gS:trigerael gﬁ:ﬂgﬁ;&ﬁﬁﬁﬁ%Z:Sgisdt%ueb;?_ N The baseline demographics and other selected clinical characteristics of the participants — Gl e UE D) o
: ono ono

region of the hepatitis B virus (HBV) genome that is common to all HBV viral RNA are shown in Table 1. Liver Status CPT-A Liver Status

transcripts. Table 1. Demographics and Clinical Characteristics AUC,__ (day*ng/mL) 675,000 (33.2) 775,000 (19.0) | 696,000 (40.0) | 695,000 (21.9) AUC,, (h*ng/mL) 7,290 (26.8) 5,810 (22.4) 857 (37.8) 579 (58.4)

N The GalNAc moiety enables targeted delivery of elebsiran into the liver via uptake _ e R
by asialoglycoprotein receptors (ASGPR) expressed primarily and abundantly on Tobevibart Monotherapy Combination Therapy AUC,, (day*ng/mL) 684,000 (33.1) 783,000 (20.5) 713,000 (39.5) 706,000 (21.7) AUC, (h"ng/mL) 7,660(25.0) 6,130 (23.6) 1,190 (NA) 1,020 (NA)
the surface of hepatocytes.’ Cohort

. CPT-A C__ (ng/mL) 278 (36.1) 337 (37.0) 32.3 (49.9) 33.0 (62.0)

N Both tobevibart and elebsiran are in clinical development for the treatment of 7 S C.. (Ng/mL) 24,600 (56.7) 25,700 (36.6) 23,900 (61.0) 22,600 (33.6)
chronic hepatitis B virus (HBV) infection and hepatitis D virus (HDV) infection. N 8 8 8 8 T (day) 5.54 (3.90, 14.1) | 4.02(3.99.7.00) | 548(1.01,13.9) | 642 (4.00, 13.1) T e () 10.0(2.00,12.0) | 7.00(1.00,8.05) | 18.0(12.0,23.6) | 9.03(4.00, 18.0)
— In participants with chronic HBV infection, tobevibart 300 mg and elebsiran Male, n (%) 4 (50.0) 4 (50.0) 6 (75.0) 6 (75.0) ’ ’ ’ ’ T (h 48.1(36.0,72.0) | 36.0(24.0,48.4) | 36.0(35.7.48.1) | 24.3(18.0.36.0)

200 mg administered subcutaneously (SC) in combination achieved the largest Age (years), median (min, max) 57.5(50,62) | 56.5(43,62) | 59.5(53,70) | 56.5(48,63) Tiost (2Y) 126 (119, 133) 127 (36.0, 134) 126 (124, 128) 126 (123, 127) -
HBsAg reductions at nadir and sustained HBsAg reduction?>. White. n (%) 5 (100) 6 (75.0 5 (100) 5 (75.0) CL/F (L/n) 26.1 (25.0) 32.6 (23.6)
e, n (/o . .
— Similarly, in participants with chronic HDV infection, at week 12, potent antiviral — CLF (mt/day) +98 (331) 509 (20.9) 121999 20 @17 VJF (L) 353 (53.3) 327 (57.8)
activity with up to -4.3 log decline in plasma HDV RNA was observed with the Ethnicity, n (%) VF (L) 12,5 (32.1) 1.8 (27.4) 13.5 (43.3) 12.4 (34.7) :
combination in the Phase 2 SOLSTICE study.? Hispanic or Latino 7 (87.5) 5 (62.5) 7 (87.5) 6 (75.0) : t,, (h) 8.61(6.55, 18.6) | 7.28 (3.05,10.7) | 11.4(8.03,14.9) | 8.01(5.02, 11.0)
N We have previously demonstrated that a dose of elebsiran 200mg SC was Not Hispanic or Latino 1(12.5) 3 (37.5) 1(12.5) 2 (25.0) t,, (day) 194 (164,252) | 20.7(18.6,29.7) | 226(19.2,26.8) | 21.2(13.8,256) % fe 18.2 (29.7) 14.8 (32.4) 2.93 (31.7) 1.94 (44.3)
enerally well tolerated in participants with CPT-B HI. While elebsiran exposures . .
\?vere hig);wer in participantspwith (Fl)PT-B HI, increase in exposure was not P BMI (kg/m), median (min, max) 56.4(23,40) | 9161(26,37) | 343(27,40) | 31.1(27, 36) SELIURUBL LRI A RS el Geometric Mean Ratio (90% CI) CPT-A vs HV
: . : : 5 . , . . 95.92 80.78 91.84 94.86
considered clinically relevant and did not warrant any dose adjustment. eGFR (mL/min/1.73m?), median (min, max) (56.7, 124.1) (67.5. 87.2) (67.2, 143.2) (70.9, 127.8) c_ 0.957 (0.64, 1.42) 1.058 (0.71, 1.59) - 0.626 (0.60. 1.14) 0.978 (0.60. 1.59)
CPT Score, median (min, max) 5.0 (5, 6) NA 5.0 (5, 6) NA =
T i AUC, 0.871 (0.69, 1.10) 1.002 (0.76, 1.32) AUC 1.254 (1.00, 1.56) 1.482 (0.96, 2.28)
0 bj eCtlve CPT, _ChiId-Pugh-Turcotte; eGFR, Estimated glomerular filtration rate; HI, Hepatic impairment participant; HV, healthy volunteer last ’ ’
participants. AUC 0.874 (0.68, 1.12) 1.009 (0.77, 1.32) AUC__ 1.249 (0.99, 1.57) 1.165 (0.77, 1.76)

N -arg rilsnslzf:rézeassl r;gl)eng?hseerggfE)T?ncgglr?lﬂlr?:tl(cl):nK\?vﬁEdelsefgltr);r?fl ;OSae;’::gﬁagnts with Pharmacokinetics of Tobevibart Median (minimum, maximum) are reported for T__, T __ and t, ,; geometric mean (geometric CV%) are reported for the other PK Median (minimum, maximum) are reported for T__, T __ and t, ; geometric mean (geometric CV%) are reported for the other PK
cirrhosis and mild hepatic impairment (HI) with a Child-Pugh-Turcotte Class-A U Tobevibart PK exposure was comparable in participants with CPT-A and HV (Figure 1). K?Jrgr,naereeerlsunder curve; AUC__, AUC to last measurable concentration; CL/F, apparent clearance; C__ , maximum concentration; T,__, K?Jrgr,naeree;sunder curve; AUC__, AUC to last measurable concentration; CL/F, apparent clearance; C__ , maximum concentration; T__,
(CPT—A) score. and in matched healthy volunteer participants (HV). — |n tobevibart monotherapy COhOI’t, geometric mean ratios (GMR) Of tobevibart C , time of last measurable concentration; T__, time to reach C__ ; t. ., half-life; V/F, apparent volume of distribution. time of last me_asur_able concentration; T__ , time toreach C__: t ., half-life; V/F, apparent volume of distribution, % fe, percentage of

| AUC__ and AUC__in participants with CPT-A compared to HV were 0.87-0.96 - T : : : : ; drug excreted in urine.
(TabietZ), indicatihg no significant impact of hepatic impairment on exposure of Pharmacokinetics of Elebsiran and its Major Metabolite AS(N-1)3°VIR-2218 Safety and Tolerability
Meth OdS tobevibart relative to healthy volunteers. N Exposure of elebsiran was comparable in participants with CPT-A and HV (Figure 2A). N In tobevibart th Hort th total of 14 ad ts (AE). out of
: : N : GMR of C___, AUC__ and AUC. . in CPT-Ato HV were 0.83-1.25 indicating no significant n tobevibart monotnerapy conort, there was a (otal o adverse events , OUL O
— In tobevibart + elebsiran combination therapy cohort, GMR of tobevibart C, ., AUC, i f Repatic impai T f elebsi lati health X | ° which 9 AEs were observed in participants with CPT-A Hl and 5 in HV. Most of the events

N VIR-2218-V107 (NCT05484206) is a Phase 1, open-label, single-dose parallel- and AUC,  in participants with CPT-A compared to HV were 1.00-1.06 (Table 2), 'mpact of hepatic impaiment on exposure of elebsiran refalive o healthy volunieers. were unrelated to the study drugs except for extremity pain and lower abdominal pain

group study. P S P also indic'ating no significant impact of hepatic impairment on exposure of tobevibart N Similar metabolite PK exposure was observed in participants with CPT-A compared to that were observed in a payrticip%nt withpCPT-A and aZs%ssed as related to tobevilgart.
. . relative to healthy volunteers. HV (Figure 2B). GMR of C__, AUC, and AUC, . of in participants with CPT-Avs. HV These 2 events were not serious and recovered with no sequelae. One unrelated SAE

N Participants with HI and the HV were matched (1:1) by sex, age (£ 10 years), and _ o L , . were 0.98-1.48 (Table 3) . . ) Sequelae. . ;
body mass index (BMI) (z 20%) at screening N Tobevibart PK was similar in monotherapy and combination therapy in both participants ' ' ' of Grade 2 asthma exacerbation was reported in a participant with CPT-A HI with a prior

N Kev eligibilitv criter B ' with CPT-A and HYV, indicating no PK drug-drug interaction (DDI) between tobevibart and N The percentage of drug excreted in urine (%fe) was similar in CPT-A participants history of asthma that resolved with no sequelae.

riceria. : i ) )

_ey;\e;g; I1I8yt§ |<e7(|)a cars elebsiran. compared to HV with 18.2% versus 14.8% (Table 3). N In the tobevibart and elebsiran combination therapy cohort, a total of 5 events were
Bﬁ/ll > 18.5 to < 43 ca/m? Figure 1. Tobevibart Serum Concentration Profiles in Participants with CPT-A and HV Figure 2. Plasma Concentration Profiles Following Single Subcutaneous Dose reported, out of which 4 AEs were observed in participants with CPT-A Hl and 1 in HV.

_ > 18.5 to < . g/m 2 - o Following Single Subcutaneous Dose of A) Tobevibart 300 mg and B) Tobevibart of Tobevibart 300 mg + Elebsiran 200 mg in Participants with CPT-A and HV for All the events were unrelated to the study drugs, were not serious and recovered with no

_ SC_BFR > ((SI?Manégr)unM .7f_>m as calculated by the Maodification of Diet in Renal 300 mg + Elebsiran 200 mg A) Elebsiran and B) Major Metabolite AS(N-1)3’VIR-2218 sequelae.

isease equation _ _ _

— Liver cirrhosis as defined by either a historical (a) liver biopsy with METAVIR A. Treatment Cohort: Tobevibart 300 mg A. Treatment Cohort: Tobevibart 300mg and Elebsiran 200mg COhCl USionS
F4 or (b) liver elastography with liver stiffness =2 12.5 kilopascal (kPa) within I/H\T Tobevibart in CPTA - Tobevibart + Elebsiran in CPT-A
_12 months Of_ scre_enlng or (c) liver elastography _Wlth liver stiffness 2 12'_5 kPa 8 10000+ T -~ Tobevibart in Healthy Volunteers 8 1000 -0~ Tobevibart + Elebsiran in Healthy Volunteers . _ _
in the screening window. CPT score 5 or 6 for mild HI (CPT-A) at screening E ¥ /L e + N Assingle subcutaneous dose of tobevibart 300 mg monotherapy and tobevibart

N Participants received a single SC dose of tobevibart 300 mg or tobevibart &S E § E 300 my .SC + elebsiran 200 mg SC combination therapy was well tolerated in CPT-A
300 mg + elebsiran 200 mg. Blood samples were collected up to 18 weeks to 100045 c D e @@ o ———¢ HI participants and no drug related SAE was observed.
post-dose to measure the concentrations of tobevibart, elebsiran and its major = Tc;: % Tc;: i \ N Tobevibart and elebsiran exposures were comparable in participants with CPT-A
metabolite, AS(N-1)3’VIR-2218. Urine samples were collected over 72 hours post- b= 25 100 T versus matched HV.

. . . . . o 1 = © g
i%s(ilt?)g‘,\e/?suzrg}ge concentrations of elebsiran and its major metabolite, "'% £ o0 L:% £ N Based on collective PK and safety data, no dose adjustment is warranted for
) ) - o O 0 2 tobevibart and elebsiran in participants with CPT-A HI.
. . . . . = 5 =5

B Col_r:jcetn’gatllonts ofr;[obe_lwbgrt in human ser;J_tmt_were dtehte(;mln?rc]i ulang aS | © © N Data supports continued evaluation of the tobevibart 300 mg monotherapy and

\Si‘ \aated e SC ric_”emI{/Iqulnle?ence %‘:anl' a |ve|_ m_? fo Ont't et' 93?188 e/ 1 10— | | | | | | | o | | | ! | tobevibart 300 mg + elebsiran 200 mg combination therapy in patients with HBV and
IScovery (_ OcKVITe, | ) pla or.m W | a lower 'nf" C_) quantitation o ng/me. 0 47 14 28 42 56 70 84 126 0246 81012 18 24 36 48 72 HDV infection with up to CPT-A hepatic impairment.

" Lrine moasured using valdated liquid chromatography-time.of-ight macs rime (G rime (hoers) " Based on these data, tobevibart 300 mg monotherapy and tobevibart 300 mg +
sp_ectrometry methods with lower limit of quantitation of 10 ng/mL in plasma and B. Treatment Cohort: Tobevibart 300mg and Elebsiran 200mg B. Treatment Cohort: Tobevibart 300mg and Elebsiran 200mg \?vli?r? SérS-?_iolg Irggdclczlrlgt\)/l?ﬁgle%?iér;egzpcyhforﬁigt:rr]reerr;tglI?glglg_se_\ll_?clgus tlze)ﬁe:gepg r#icglp?ants
urine. | | o e Tobevibart + Elebsiran in CPT-A —o- Tobevibart + Elebsiran in CPT-A EASL Congress 2024 presentation No. OS-127; ClinicalTrials.gov Identifier:

- \F/)VK pNara|r-n<e@t(e(gS rV;’ere LeFS)ngn_atGdtUS'nﬁj;on'gompartm_entdal analyjls In " 10000 - —e- Tobevibart + Elebsiran in Healthy Volunteers 1000- e~ Tobevibart + Elebsiran in Healthy Volunteers NCT05461170).

iINNonlin® (Certara LP, Princeton, and summarized using descriptive '

statistics.
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