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Two types of CAM

Hui R… Yuen MF. Curr Hepatol Reports 2020;19:293-301
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Phase 1 studies: Short term 2-4 week treatment of CAM
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First-in-class CAM (NVR3-778) +/- Peg IFN



ABI-H0731 (Vebicorvir)

Yuen MF, et al. Lancet Gastroenterol Hepatol 2020:5:152-66 
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HBV RNA 
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JNJ-5616379

Zoulim F, et al. Gastroenterology 2020;159:521-33



RO7049389

13/16 (81.3%) patients who were HBeAg negative 
at baseline achieved HBV DNA levels lower than 
LLOQ (<20 IU/mL). 

Yuen MF, et al. Lancet Gastroenterol Hepatol (in press)



ABI-H2158 in HBeAg +ve patients: 2 weeks

Follow-up period

Follow-up period
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Agarwal K, et al. EASL dILC2020. #LBP5
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Phase 2 studies: > 24 week treatment of CAM



ABI-H0731 (vebicorvir) with NA 
HBeAg +ve treatment naïve patients 

Yuen MF, et al. EASL dILC2020. #LBP30
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Yuen MF, et al. EASL dILC2020. #LBP30
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Sulkowski M, et al. AASLD TLMdX2020. #LP37

Aim: To correlate levels of HBeAg, 
HBcrAg, and HBsAg with changes in 
HBV DNA and HBV pgRNA during 
treatment with vebicorvir (VBR) + ETV 
combination therapy

HBV DNA
▪ Moderate correlations 

between HBV DNA and 
viral antigens

pgRNA
▪ High level of 

correlation between 
pgRNA and HBeAg, 
HBcrAg, less with 
HBsAg

▪ High levels of 
correlation by Pearson 
coefficient between 
pgRNA and viral antigen 
reductions seen only 
with >2 Log10 decline in 
pgRNA
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HBV DNA in studies of vebicorvir and NRTI in treatment-naive patients



Yuen MF, et al. EASL dILC2020. #LBP30
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Fung S, et al. EASL dILC 2020, #070

ABI-H0731 (vebicorvir) administered with NA 
HBeAg -ve virologically suppressed patients 



HBV viral transcripts 
(max reduction from baseline for individuals)

ABI-H0731 (vebicorvir) administered with NA 
HBeAg -ve virologically suppressed patients 

-1.5

-1.0

-0.5

0.0

HBcrAg

M
a
x
im

u
m

 r
e
d
u
c
ti
o
n
 (

lo
g

1
0
 k

U
/m

L
)

-0.8

-0.6

-0.4

-0.2

0.0

0.2

0.4

HBsAg

M
a
x
im

u
m

 r
e
d
u
c
ti
o
n
 (

lo
g

1
0
 I
U

/m
L
)

Fung S, et al. EASL dILC 2020, #070



JNJ-56136379 (JADE study): week 24
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aJNJ-6379 treatment could be extended to 48 weeks if response criteria were met. 
Red boxes  above indicate this presentation focused on placebo and JNJ-6379 arms only
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• JNJ-6379 dose-related decline in HBsAg in treatment-naive HBeAg+ patients (upper left)
• No significant HBsAg declines in other groups

HBsAg reduction from 
baseline at Week 24, n (%)

NT HBeAg+ patients

JNJ-6379 75 mg + NUC JNJ-6379 250 mg + NUC Placebo + NUC
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Janssen H, et al. EASL dILC2020. #LBP12

CAM resistant strain: T33N
• 85 fold change in EC50

• Viral population in those with VBT: 96.7 – 99.7%

• Patients with VBT switched to NA rescue treatment 
or added with NA treatment, all had HBV DNA 
declines Verbinnen T, et al. EASL dILC2020. # 856

JNJ-56136379 (JADE study): week 24



GLS4/ritonavir with entecavir in HBeAg+ patients: week 24
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Zhang M, et al. EASL dILC2020. #S452

GLS4/ritonavir with entecavir in HBeAg+ patients: week 24



Vaine M, et al. EASL 2019  #191

Upcoming CAMs: EDP-514



Jekle A, et al. AASLD 2020: #823

Upcoming CAMs: ALG-000184 (prodrug of ALG-001075) 

Zhang QL, et al. EASL 2020: #2889



Safety profile of CAM in hepatitis B patients

1) NVR 3-778
• 600mg (higher dose cohort): dry mouth (12.5%)

Yuen MF et al. Gastroenterology 2019;156:1392-403

Yuen MF et al. Lancet Gastroenterol Hepatol 2020:5:152-66 

2) ABI-H0731
• Rash (grade 3) in 1 of 2 patients receiving the 

highest dose 400 mg
• No rash in patients receiving 100 – 300 mg 
• Whole group: rash (3%), dizziness (6%) 

Zoulim F et al. Gastroenterology 2020;159:521-33

4) JNJ 6379
• Headache (grade 1): 24%
• ALT increase

grade 2: 2%
grade 4: 5%

3) RO9389
• Headache: 16%
• ALT increase: 5 out of 31 (grade 2-4)

all completed 28-day treatment without 
dose change or interruption, all resolved

no evidence for association between ALT 
elevation and drug exposure

4 week studies

Yuen MF, et al. Lancet Gastroenterol Hepatol (in press)



Safety profile of CAM in hepatitis B patients

Jacobson I, et al. AASLD TLMdX2020. #820

ABI-H0731

• Rash: 14/95 (15%)
67%: related or possibly related 
33%: not related or unlikely related

All grade 1 except 1 grade 2 
(all resolve without treatment discontinuation)

• ALT increase 
N=95
Grade 1: 8 (8%)
Grade 2: 3 (3%)
Grade 3: 3 (3%)

No pattern of increased ALT indicative of hepatotoxicity

72 week study

JNJ 6379
• TEAE
Most are grade 1 or 2

• ALT increase
grade 3: 3%
grade 4: 5%

Janssen H, et al. EASL dILC2020. #LBP12

24 week study



Conclusions

• Effective mode of action has been demonstrated
– 4 weeks of treatment (primary MOA)

• HBV DNA reduction of 3 log; HBV RNA reduction of 2.5 log

• No clinical meaningful viral antigen reduction

• Better viral suppression when combined with other agent e.g. Peg-IFN

– > 24 weeks of treatment (? secondary MOA)

• More profound HBV DNA and HBV RNA reduction when combined with NA

• Start to demonstrate some viral antigen reductions especially in treatment naïve HBeAg +ve patients

• NA resistant strains remain suppression susceptible by CAM

• Resistant strain (T33N) remains a concern in CAM monotherapy

• Good safe and tolerability profile
– Monotherapy

– Combination therapy
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