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Disclosures:  how ODNs feel?       

  
Exciting times… Mission Impossible?  



Some thoughts 

• HDV now seen as a ‘lead-

in’ for biopharma 

• Recognise the operational 

logistics 

• Heterogeneity 

• Assays 

• Level of disease - cirrhosis 

• Safety – risk vs reward 

• Need more than chronic 

suppression 

• Small numbers – endpoints 

(ALT…) 

 













SOLSTICE Study Endpoints 

• Primary Endpoints:  
–Virologic and ALT response at Week 24 

• Virologic response = HDV RNA <limit of detection (LOD; 14 IU/mL) or 
≥2 log10 IU/mL decrease  
from baseline 

• ALT response = alanine aminotransferase (ALT) <upper limit of normal 
(ULN; female = 33 IU/L; male = 40 IU/L) 

–Treatment-emergent adverse events (TEAEs) and serious adverse 
events (SAEs) 

• Selected Secondary Endpoints: 
–HDV RNA < LLOQ 
–HDV RNA < LOD 
–HDV Target Not Detected (TND) 

 

 

SOLSTICE ClinicalTrials.gov Identifier: NCT05461170. 

HDV, hepatitis D virus. Asselah T et al 2024 



Tobevibart Q2W and Tobevibart + Elebsiran (Combo de 

novo):  

Combined Response Rates (Preliminary Data) 

11 

ALT, alanine aminotransferase; combo, combination; F, female; HDV, hepatitis D virus; LLOQ, lower limit of quantification; LOD, limit of detection; M, male; Q2W, once every 2 weeks; Q4W, once every 4 weeks; TND, target not detected;   ULN, upper limit of 

normal. 

aRobogene® 2.0 assay (Roboscreen GmbH) was used to assess HDV RNA, analyzed by Viroclinics-DDL™. LOD = 14 IU/mL; LLOQ = 63 IU/mL. 
bALT ULN M = 40 IU/mL; ALT ULN F = 33 IU/mL. 
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Combo Q4W de novo Tobevibart Q2W 

Tobevibart: 26/33 (79%) and 11/33 (33%) of participants reached Weeks 12 and 24, respectively  

Tobevibart + elebsiran: 27/32 (84%) and 11/33 (33%) of participants reached Weeks 12 and 24, respectively 



Tobevibart Q2W 

Combo Q4W de novo 

Combo Q4W rollover 

Tobevibart Q2W and Tobevibart + Elebsiran (Combo) 

Cohorts: HBsAg Responses 

12 Combo, combination; D, day; HBsAg, hepatitis B virus surface antigen; Q2W, once every 2 weeks; Q4W, once every 4 weeks; SD, standard deviation. 

aN is the number of participants who have completed the study visit or discontinued before the study visit. 
bCombo Q4W rollover D1 = Day 1 of combo therapy. 

Combo Q4W rollover Tobevibart Q2W Combo Q4W de novo 

Week 12 

N = 6a 

Week 24 

N = 6a 

Week 48 

N = 5a 

Week 12 

N = 25a 

Week 24 

N = 9a 

Week 12 

N = 29a 

Week 24 

N = 14a 

Δ HBsAg relative to Day 1  
(mean ± SD),b log10 IU/mL 

–3.1 ± 1.0 –3.2 ± 0.9 –3.5 ± 0.8 –1.7 ± 0.8 –1.8 ± 0.9 –3.2 ± 0.5 –3.3 ± 0.5 

D1          12          24           36          48 

Visit (week) 

H
B

sA
g

, 
 

M
e

a
n

 (
S

D
) 

lo
g

1
0
 I

U
/m

L 

5 

4 

3 

2 

0 

1 

HBsAg Response Over Time 



Agarwal K, et al.  EASL 2024 LBP-001 

• Chronic HDV 

• HBV DNA <100 IU/mL on 

NUCs 

• Quantifiable HDV  

• HBsAg >10 IU/mL 

• Compensated liver disease 

• PLT >100 K/mm3 

• ALT ≤ 10x ULN 

• Well-controlled HIV OK 



Rapid declines in HDV RNA and ALT with BJT-778 anti-HBs 

mAb treatment 

Week 24 

Virologic Response 9/10  (90%)** 

HDV RNA <10 IU/ml (BLQ) 5/10  (50%)*** 

ALT normalization* 6/9  (67%) 

Combined response* 6/9  (67%) 

*In subjects with abnormal ALT at baseline 

**The remaining subject responded at Week 28 (100%) 

***An additional subject became <10 IU/mL at Week 28 (60%) 

Agarwal K, et al.  EASL 2024 LBP-001 







Compassionate use of REP 2139-Mg in hepatitis D patients 

with advanced liver disease 
REP 2139 is a nucleic acid polymer (NAP) with dual functions: 

Inhibits HBsAg subviral particle assembly in the secretory pathway (via binding to DNAJB12) 

Inhibits HDV RNA replication / morphogenesis in the nucleus by binding to HDAg 

Primary AE are ALT flares: 

Asymptomatic and self-resolving (mainly with pegIFN) but lower in intensity and prevalence than observed in prior clinical trials 
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On therapy*

33 HDV patients with compensated / decompensated cirrhosis and failure during pegIFN ± BLV  were 

treated with REP 2139-Mg SC QW + TDF (or TAF) PO QD ± pegIFN SC QW for a planned duration of 48 

weeks 

Removal of all therapy 

in three patients: 

all with HDV TND and 

HBV functional cure 

Virological response 
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* 4 patients are still on treatment 

Permission C Stern   



final thoughts 

• Encourage smarter 

protocols with more 

stringent end-points 

• Diversity vs site capability 

• BLV experienced…. 
• Translational elements 

critical  

• Finite therapy  

• We need to be more 

agnostic re paradigm 

(immune assets) 

• ASOs + ? 

 

 



Accept that some days you are the bird and 

some days you are the buffalo… (KA™) 

HBV vs HDV  


