Effects of the siRNA JNJ-3989 and/or the Capsid Assembly Modulator JNJ-6379
on Viral Markers of Chronic Hepatitis B: Results From the REEF-1Study Key Findings
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relationship was observed

o Primary Endpoint Figure 4. Mean (+SE) change in HBeAg over time in HBeAg+ patients (A) NCT or (B) VS. Figure 6. Mean (=SE) change in HBcrAg over time by treatment history and HBeAg status in patients with
R : : : . )
I nt rOd u Ct I o n e 19.1% (18/94) and 29.8% (28/94) of patients (all of whom were VS, except for 7) met NA stopping criteria with JNJ-3989 A B HBcrAg >LLOQ at baseline who received treatment with either PBO or JNJ-3989 200 mg. fO r H BeA H BC rA
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g P , Fesp y o T Follow-up 0 )  Follow-up
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pregenomic RNA and/or HBsAg <10 IU/mL and, in those who were also NCT, not achieving HBV DNA <LLOQ E ov —1.0 1 \\ [ -E or—1.0 1 Follow-up T =2 .
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by causing the formation of structually normal capsids that are devoid of HBV DNA and 2 ?f 6.3 (3.2%) patients who met NA stopping criteria and stopped NA treatment subsequently met NA restarting & .g 15 A 1 & .E 15 9 % e g rea es re u C IO n S
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o The phase 2b REEF-1 study (ClinicalTrials.gov Identifier: NCT03982186) assessed the efficacy Changes in HBsAg L:"; “;?i..- *‘:"é ) § I n VI ra I I l r (e rs We re
and safety of 48 weeks of JNJ-3989 and/or JNJ-6379 in combination with nucleos(t)ide « Consistent with the overall population,® JNJ-3989 reduced HBsAg in a dose-dependent manner in subgroups by treatment g o 207 B é o 2] % '2 .
analogues (NA) in patients with chronic hepatitis B (CHB)’ history and HBeAg status (Figure 2); the greatest mean declines were generally seen with the 200 mg dose o Y A b0 - S o o bse rved d u rl n g t h e
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subcutaneous (SC) 200 mq dose received every 4 weeks (Q4W Figure 2. Mean change in HBsAg (+SE) from baseline by treatment history and HBeAq status. 48— I t m t p h
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— There was no beneficial effect of coadministration with JNJ-6379 on HBsAg decline

NCT HBeAg+ VS HBeAg+

. . PBO: NCT HBeAg+ PBO: NCT HBeAg— PBO: VS HBeAg+ PBO: VS HBeAg- s °
— JNJ-3989 and/or JNJ-6379 were safe and well tolerated - . 1 - . Table 2. Baseline and Change From Baseline HBeAg Values a n I n atle ntS W 0 We re
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who were hepatitis B e antigen (HBeAg)+ or HBeAg— . C r a n
! PBO 7 7.76 (0.47) ~131(0.33) 0/7 169 (0.53) 0/7 -1.71(0.59) 0/7 )
| INJ-6379 8 1.60 -1.27 1/7 -1.49 1/7 -1.56 1/8 7 -0 -0.18 0/6 -0.20 0/7 -0.26 0/7
-4 I B E e e e e e B B e IS I B e -4 I B e e e e e e B e e e IS N B e (0.42) (0.31) (14.3) (0.31) (14.3) (0.28) (12.5) (0.18) (0.08) (0.16) (0.26) P
0 S S A A A A S INJ-3989 200 mg 16 8.43(0.28) —2.01(018) 0/15 2.56 (0.25) 0/14 —2.74(0.30) 0/14 e n e r a I I r e m a I n e d St a b I e
Weeks Weeks JNJ-3989 15 1.86 -0.69 1/15 -1.03 2/13 -1.13 2/15 15 0.67 -0.39 1/15 -0.54 114 -0.43 1/12 NCT HBeAg— g y
40 mg (0.38) (0.12) 6.7) (0.17) (15.4) (0.19) (13.3) (0.22) (0.05) 6.7) (0.35) (7.) (0.36) (8.3)
PBO 8 4.8(0.55) 1.23(0.32) 3/8 (37.5) 1,26 (0.43) 3/8 (37.5) 11,24 (0.45) 3/8 (37.5) d I . d d = h
JNJ-3989 14 2.77 -1.53 1/14 -2.09 2/14 -2.06 2/13 n 0.29 -0.60 3/M -0.75 3/10 -0.64 3/10 o r e C I n e u rI n g t e
Study Design and Pa rticipa nts NCTHBaAg- VS HBeAg- 100 mg (0.22) (0.13) 7.0) (0.25) (14.3) (0.24) (15.4) (0.30) (0.10) (27.3) (0.39) (30.0)  (0.40)  (30.0) JINJ-3989 200 mg 16 4.71(0.37) -1.58 (0.37) 6/16 (37.5) -1.59 (0.35) 7/16 (43.8) -1.60 (0.36) 6/15 (40.0)
! ! Mean (SE) Mean (SE) ! ! Mean (SE) Mean (SE) VS HBeA
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@ ° E|Ig|b|e patients included those aged 18 to 65 years é 5 é‘ § INJ-3989+ 2.52 —1.66 /15 —2.48 1/12 -2.59 1/12 ” 0.02 -0.39 2/14 -0.52 4/14 -0.49 1/13 JNJ-3989200 mg 14 5.80(0.22) -0.82(0.14) 0/14 -0.91(0.17) 0/14 -0.76 (0.15) 0/14
. . . ) ) € :_?_ j‘jg Eg.}égg 7—?‘2:%((%11?17)) < ;g 1.51(0.065)  ~098 (0.051) JNJ-6379 (0.25) (0.20) (0.25) (8.3) (0.26) (8.3) (0.69) (0.12) (14.3) (0.48) (28.6) (0.50) @.7) Safet r ItS h av n
e Patients were randomized to 6 treatment arms (Figure 1), all of which included NA, and 38 BOPUG ¥ G 134 00m VS HBeAg-—
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*Patients with detectable levels of HBcrAg at baseline.
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e A numerically greater decline in HBV DNA was seen with JNJ-3989 100 and 200 mg and JNJ-6379-containing arms Values are mean (SE) unless otherwise noted; LLOQ = 3 log,, IU/mL. S h owed th at a I I reg I m e n S

o Patients could stop NA treatment and enter a 48-week NA-free follow-up phase at any time if NA stopping criteria were met

. Patu?nts haymg met NA stopping criteria and having stopped NA treatmEfnt were monitored for HBV DNA and B A U A A A A AL L At B A A A L it Y compared to control in NCT HBeAg+ patients (Figure 5A) Changes in HBV RNA
alanine aminotransferase (ALT); NA treatment restarted based on predefined NA retreatment criteria o : , o , ,
Weeks Weeks e Assessment of mean change from baseline in HBV DNA in NCT HBeAg- patients was limited by a high proportion of . . . _ . We re e n e ra I I safe a nd
Figure 1. Study design. patients reaching HBV DNA <LLOQ in all treatment arms beginning at early time points (Figure 5B and Table 3) ° JNdJ'3989 200 mg resulted in prono;mced reduc(;uonbc;f H)BV RNA across all patient populations, with up to 3.66 log, g y
reduction in NCT HBeAg+ patients (Figure 7 and Table 5
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o lesion critoria: 5 nalysis up tofo low-up eek k ‘ ‘ ’ Figure 5. Mlean (+SE) change in HBV DNA over time in patients NCT and (A) HBeAg+ or (B) HBeAg-—. « Reductions in HBV RNA were sustained through 24 weeks of follow-up Wel I to I e rated3
+ Active CHB (NCT or VS) i ' FU, follow-up; SE, standard error. A. B. o Assessment of RNA reduction in VS patients was hampered by a high proportion of patients achieving HBV RNA
- HBsAg>100 IU/mL at screening § . <LOD during treatment
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ETV, entecavir; F, follow-up; LLOQ, lower limit of quantitation; PBO, placebo; PO, oral; QD, daily; = || ‘ ” ” 0 4 8 12 16 20 24 28 32 36 40 44 48 F4 F8 F12 FI6F20F24 0 4 8 12 16 20 24 28 32 36 40 44 48 F4 F8 F12 FI6F20F24 o9 J NJ = 6379 d d II I
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TAF, tenofovir alafenamide; TDF, tenofovir disoproxil fumarate; ULN, upper limit of normal. o ! 228 Egeﬁg_ s - ) | re u ce a VI ra
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o Atotal of 470 patients with CHB were included, with a mean age of 43 years and a mean duration of CHB infection of B. |

from BL from BL atFuU from BL from BL at FU

) PEO INJ-6379 | INJ-3989 40 mg | JNJ-3989 100 mg | JNJ-3989 200 mg | M Resro | BL atW24, <LLOQ atW4s, <LLOQ W24, <LLOQat BL atW24, <LLOQ atW4s, <LLOQ W24, <LLOQat
25.4 years; 66% were male and 40% were Asian (Table 1) Treatment Arm p e e TR ey (R nos ey S s A s g e —e—JNJ-3989: NCT HBeAg+ —e—JNJ-3989: NCT HBeAg— - o -JNJ-3989: VS HBeAg+  — o —JNJ-3989: VS HBeAg- o
910 910 , 910 , 910 g 910 910 , 910 g 910 g
95% of patients enrolled completed the 48-week treatment phase, with no differences across treatment groups R | RO Hosng. W/t Wmt /NG W/mE a/NG /b /NGO Wmt  W/mb /NG W/mE o/NG /b /NGO CO ntl n u e eve o p I I I e nt O
oOPp P phase, group 5 o — " 1 H " I | 'jzj-gg;g:gge;ig* Table 5. Baseline and Change From Baseline Mean (SE) HBV RNA by Subgroup for PBO and JNJ-3989
. . o . . . . - €Ag— — — — _ — — . . . .
Table 1. Baseline Demographics and Clinical Characteristics by Treatment History and HBeAg Status at Screening = N m H Hm | |H ‘ “H | ‘ ‘ ‘HH H‘ “ || IN53989.40 ma e PBO 7dR o ééfé) o (;% o (751/_1) 9 Lo o (5_4‘?@ o (fég) oan (8843) 200 mqg Treatment Arms in Patients With HBV RNA >LOD at Baseline J N J 3 9 89 i n CO bi n a tiO n
2 B UNJ-3989 100 mg HBeAg+ - I I |
3 o - 100 m eAg—
S E 2 [ ;Ejgggg §§§ gg Egzggi NJ-6379 g 8.03 —617 1/7 -6.72 5/7 -6.72 6/8 o 5.24 -4.22 7/9 -4.83 8/8 -439 9/9 . . . . Change from
HBeAg+ HBeAg— £2 B INJ-3089 100 mg+ e HBeAgH (0.35) (0.38) (14.3) (0.43) (71.4) (0.42) (75.0) (1.74) (0.47) (77.8) (0.50) (100) (0.55) (100) Change from BL Change from BL BL at ry al
h . 5= N} 3580 100 mg + INJ 6370 HBsng BL, at W24, <LOD at W24, at w4s, <LOD at W48, FU W24, t e r a Ies t at m a FOVI e
r risti n =67 n =231 S | ies/mL | ies/mL /NG ies/mL /NG ies/mL p yp
c a aCte St < ( 6 ) ( 3 ) é -4 JNJ-3989 15 7.57 -5.28 2/15 -5.89 8/14 -6.12 8/15 18 4.87 -3.84 15/16 -3.96 15/16 -4.02 16/16 DA el i R i e
Male, n (%) 45 (60.0) 61 (62.9) 49 (73.0) 155 (67.1) I 40 mg 038 (025  (B3) (029 (7)) (029  (53.3) 030) (0290  (93.8)  (0.36)  (93.8)  (0.33)  (100.0) NCT HBeAg* : -
E
Asian, n (%) 42 (56.0) 16 (16.5) 48 (71.6) 84 (36.5) |5 . 3989 777 544 314 —6.41 8/14  -640  8/13 o 529  -408 1518 -422 B8 -431 1316 PBO 6 6.90 (0.67) -112(0.53) 0/6 -1.34(0.57) 0/6 ~1.54(0.62) 0/6 fu n Ct I o n a I C u re to pat I e nts
o 8 100 mg (0.29) (0.28) (21.4) (0.22) (57.1) (0.25) (61.5) (0.33) (0.23) (83.3) (0.36) (72.2) (0.42) (81.3)
Age, years 37.2(10.99) 40.6 (10.17) 41.7 (9.06) 46.2 (10.21) . . JNJ-3989 200 mg 16 733(0.23) 296 (0.26) 2/15 (13.3) 3.6 (0.30) 4/14.(28.6) 370 (0.31) 5/13(38.5) o
JNJ-3989 8.29 -6.07 2/15 -6.56 3/14 -6.82 714 5.26 -4.16 14/18 -4.28 16/18 -4.24 15/17 t h C H B
HBsAg, |Og1o IU/mL 4.48 (0.79) 3.95 (0.50) 3.61(0.58) 3.46 (0.61) , , . 200 mg 02y (01 (B3 020 @4 (020  (50.0) 19 035 (032  (77.8) (035 (889  (038)  (88.2) NCT HBeAg- WI
Patients who achieved HBsAg loss are noted with red dots.
HBV DNA, |091o IU/mL 7.93 (1.11) 5.07 (1.37) Not applicablet Not applicable? ch in HBeA INJ3989+ . 804 -6.00 2/13 —672 6/12 —6.87 9/12 o 4.62 3.63 18/19 -3.60 17/18 371 18/18 i i S0203 Bl oo 20 oo e SO
ALT, U/L 107.1 (103.16) 92.5 (94.08) 24.4 (11.60) 23.7 (12.21) angesin €Ag INJ-6379 ©28) (19 (54 (0249 (00  (02) (50 024y (026)  (947)  (029) (944 (029  (100) JNJ-3989 200 mg 3 4.64(0.32) -2.31(0.30) 10/13 (76.9) -2.37(0.30) 11/13 (84.6) —2.23(0.36) 10/11(90.9)
’ : : : : - S « Declinesin HBeAg were observed across all treatment arms and sustained during follow-up, with reductions Values are mean (SE) unless otherwise noted. VS HBeAg+
HBeAg, log,, IU/mL 2.31(1.16) - 0.27 (0.79) - being JNJ-3989 dose dependent (Figure 4). Of note, the combination arm of JNJ-3989 100 mg + JNJ-6379 had the
, , _ . PBO 5 3.31(0.47) ~0.10 (0.20) 1/5 (20.0) ~0.41(0.14) 3/5 (60.0) ~0.18(0.12) 1/5(20.0)
HBCrAg, n (%) <LLOQ* 0 19 (19.8) 0 110 (48.2) numerically greatest decline among NCT patients Changes In HBcrAg
’  Reductions were most pronounced in NCT patients, potentially due to higher baseline HBeAg levels (Figure 4 i i i i i i e 200 ms ’ oA o029 R PO e 17059 R
HBV RNA, n (%) <LOD? 0 30 (31.9) 23 (34.8) 202 (89.0) rable2) p ) , P y g g g . JNJ-|3989 20i mgq resulted t|)n pronou;cled reductlé)n <|3f HBcrAg in NCT patlelnts, V\ch up to 2.”5(>C|jog10 rleductlc;n atI —
and Table Week 48 in the HBeAg+ subgroup, while HBcrAg decline in VS patients was limited, potentially due to lower baseline B
H H Il
Liver stiffness,” kPa 6.30 (1.88) 590 (1.45) 4.84(1.33) 4.92(1.38) e The number of patients in each treatment arm who achieved HBeAg <LLOQ was similar between NCT and VS levels (Figure 6 and Table 4) PBO 3 3.25(0.47) 0.20 (0.40) 1/3(33.3) 0.29 (0.41) 1/3(33.3) 0.46 (0.18) 0/2
E/\/I%;ﬁg(,sgipﬁi;i;Boa?erfv\r/ieslzts;itaegtigen; oD Imitefdetection b, stendard devetion patients, with the greatest proportion of patients reaching HBeAg <LLOQ in the JNJ-3989 100 mg (n =3, 30.0%) » The proportion of patients reaching HBcrAg <LLOQ was greatest in the NCT and HBeAg— patients who received JNJ-3989 200 mg 9 3.13(0.14) ~0.84 (0.15) 8/9 (88.9) -0.88(0.17) 8/9 (88.9) -0.75(0.26) 5/7 (71.4)
*98% of patients had HBV DNA <LLOQ (1.3 logy, IU/mL =20 1U/mL). and JNJ-3989100 mg + JNJ-6379 (n = 4, 28.6%) treatment arms in VS patients (Table 2) INJ-3989 200 mg (Table 4) *Patients with detectable levels of HBV RNA at baseline,
:LLOQ =3.0 ||091o ILJ/rnL./ Values are mean (SE) unless otherwise noted; N = patients with detectable HBV RNA at baseline; LOD = 2.49 log,, copies/mL.
LOD =2.49 log,, copies/mL.
"Measured with FibroScan® Paris, France.
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