Table 1. Clinical Model Inputs

Parameter Value Source
Annual transition probabilities for disease progression (percentage of patients)
HBeAg seroconversion to HBeAg negative 2.8% Hsu 2002®W
HBeAg seroconversion to HBeAg positive 3.0% Shepherd 2006®
HBeAg seroconversion to HCC 0.2% Hsu 2002®W
HBeAg seroconversion to HBsAg 0.7% Dakin 2010
seroclearance
HBsAg seroconversion to HCC 0.0% Dakin 2010©)
HBV DNA <300 to HBsAg seroclearance 0.2% Chen 2009*
CC (on treatment) to DCC 1.4% Dakin 2010©)
CC (off treatment) to DCC 5.0% Fattovich 2003®
DCC (off treatment) to CC 0.0%
DCC (year 1)to CC 13.6% Dakin 2010©)
DCC (year 2) to CC 0.0%
DCC to HCC 2.9% Fattovich 2003®)
agg :g ti 122;2 Bermingham 2015®
MOF risk over 10 years for TDF-based therapies (percentage of patients)
Low risk (<10%) 5%
Medium risk (210% to £20%) 15% University of Sheffield®
| High risk (221%) 25%
MOF vs TDF, hazard ratio
TAF (vs TDF) 0.956 320-0108 and 320-0110 trials®?
ETV (vs TDF) 0.956 Assumed equivalent to TAF vs TDF
Mean change in eGFR from baseline (mL/min)
TAF
yoar? By 320-0108 and 320-0110 trials®?
Year 3 -2.5
ETV
rears 27 20179
Year 3 4.4
TDF
rears o w2017
Year 3 -4.9
Excess mortality due to active CHB by HBV DNA levels (IU/mL), hazard ratio
<300 (undetectable) to 99,999 1.0
100,000-999,999 2.0 lloeje 2007V
21 million 2.1
Excess mortality due to treatment-related complications, hazard ratio
Stage 3 CKD 1.36 Neuhaus 2010@?
ESRD 16.80 USRDS 2014%3
MOF 1.26 Bliuc 201304
Annual mortality risk due to liver-related complications (percentage of patients)
e oy Fattovich 2003
HCC 56.0% Dakin 2010©)
LT (first year) 21.0%
Post-LT (subsequent years) 5.75% Veenstra 20079

Abbreviations: CC, compensated cirrhosis; CHB, chronic hepatitis B; CKD, chronic kidney disease; DCC,
decompensated cirrhosis; eGFR, estimated glomerular filtration rate; ESRD, end-stage renal disease; ETV,
entecavir; HBeAg, hepatitis B e antigen; HBsAg, hepatitis B surface antigen; HBV, hepatitis B virus; HCC,
hepatocellular carcinoma; LT, liver transplant; MOF, major osteoporotic fracture; TAF, tenofovir alafenamide
fumarate; TDF, tenofovir diphosphate fumarate.



Table 2. Health Utilities

Health state Health utility Source
Liver disease health states
No cirrhosis—-viremic 0.68
No cirrhosis—viral suppression 0.77
Compensated cirrhosis=viremic 0.68
Compensated cirrhosis—viral 0.69
suppression ' Levy 20086)
Decompensated cirrhosis 0.35
Hepatocellular carcinoma 0.38
Liver transplant 0.57
Post-liver transplant 0.67
Flare 0.03 Assumption
18-29 0.97
30-39 0.96
HBeAg seroconversion, gg:gg ggi Assumption of 1% lower than HBsAg
by years of age 60-69 081 seroclearance
70-79 0.79
=80 0.73
18-29 0.98
30-39 0.97
HBsAg seroclearance, 40-49 0.96 16
by years of age 50-59 0.92 Levy 20086)
60-69 0.82
70-79 0.79
=80 0.74
Major osteoporotic fracture states
Average utility multiplier, year 1 0.729 Calculated based on Talevski
Average utility multiplier, year 2+ 0.729 202147
Renal disease states
Annual stage 3 CKD 0.80 18
Average ESRD utility multiplier 0.76 Calculated based on Cooper 20201

Abbreviations: CKD, chronic kidney disease; ESRD, end-stage renal disease; HBeAg, hepatitis B e

antigen; HBsAg, hepatitis B surface antigen.




Table 3. Cost inputs
Parameter Cost Source \

Annual treatment acquisition costs
TAF €2,936
TDF (88% generic) €1,431 . i
- Hellenic Association of
ETV (74% generic) €2,990 . X (19)
TAF+ETV €5926 Pharmaceutical Companies 2021
TDV+ETV €4,421
Annual liver-related costs
- 7)) -
No cirrhosis €635 Athanasakis 2(23353(21)& Athanasakis
Compensated cirrhosis €1,330 @2)
Decompensated cirrhosis €4,426 Gountas 2017
- ) -
Hepatocellular carcinoma €21,621 Athanasakis 22353(21)& Athanasakis
Liver transplant €34,620 15)
Post-liver transplant €3,952 Veenstra 2007
HBeAg seroconversion €635 Assumed same as no cirrhosis
HBsAg seroconversion 0 Assumed to be 0
Major osteoporotic fracture costs per event
Hip €12,111
Vertebral €2,679
) (23)
Forearm/wrist €740 Hernlund 2013
Weighted average cost” €5,268
Annual renal disease costs
Stage 3 CKD €866 Cicchetti 2011%4
Dialysis €33,594 Kaitelidou 2005,
Kontodimopoulos 2007,¢8)
Transplant €33,617 Naoum 2016 @)
Weighted average cost of
ESRD, year 1 €33,600 .
. Calculationt
Weighted average cost of €24 859
ESRD, year 2 ’
CHB-related costs per event
Resistance €635 Assumed same as no cirrhosis
Flare €369 Assumed equal to 1-m_0nth cost of
decompensated cirrhosis
Treatment switch €59 Assumed 16% of flare
Death €6,952 Oyaguez 20179

*Weighted average cost that 34.5% of fractures will be hip, 31.3% will be vertebral, and the remaining 34.2%
will be forearm/wrist.?)
TWeighted average cost that 74.0% of ESRD patients are on dialysis and 26.0% receive a transplant.

Abbreviations: CHB, chronic hepatitis B; CKD, chronic kidney disease; ESRD, end-stage renal disease;
ETV, entecavir; HBeAg, hepatitis B e antigen; HBsAg, hepatitis B surface antigen; TAF, tenofovir
alafenamide fumarate; TDF, tenofovir disoproxil fumarate.
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