HBeAbs
Compensated Cir

Cleanng e type
~'| Clearing the type
Cleaing thet¥Pe - Claaringthe typs

q Clearing the type

fompensated Cirthosis_Co

State ailotm ent
State silotm et
Stete aliotm ent
Decompensated Cirr

State ailctm ent

State allotm ent

Pecompensated Cirhosis_Co
— 4 Dead (death due to Cir)

Dead (unrelated o Cim)
i ) Stk alliment

Dead (due to HCC)

State aliotm ent
cC.Co Dead (unrelstedto HCC)

<3 State alictm ent
e State aliotm ent

99

Sttermination ofthers e
O St et
__othewise

Rescue therepy

State alotment
termination of thEroRY 1 State elldmert

State alotment

State allctment
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Vaccination Vaccine protection Susceptible

0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%

0.24080%
0.24670%
0.25300%
0.25960%
0.26660%
0.27400%
0.28180%
0.29000%

0.29880%

0.30820%
0.31180%
0.30950%
0.30420%
0.29940%
0.29500%
0.29110%
0.28770%
0.28480%
0.28240%
0.28060%
0.27930%
0.27870%
0.27880%
0.27970%
0.00000%
0.00000%

0.00000%

0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%

99.67020%
99.62270%

'99.57470%

99.52640%
99.47780%
99.42870%

- 99.37920%

99.32920%
99.27880%
99.24850%
99.22380%
99.20520%
99.18280%
99.16120%
99.07410%
99.00030%
98.92550%
98.84970%
98.77280%
98.50270%
98.26450%
98.02420%
97.71041%
97.38840%
97.12940%
96.77420%
96.40350%
96.02490%
95.62360%
95.26040%
92.82777%
92.41093%
92.07997%
93.57589%
93.23830%
91.37952%
89.65342%
90.01622%
89.33728%
89.65122%

100

HBYV infection
0.00460%
0.00460%
0.00460%
0.00460%
0.00460%
0.00460%
0.00460%
0.00460%
0.00460%
0.00460%
0.00460%
0.00460%
0.01130%
0.01130%
0.07640%
0.07630%
0.07630%
0.07620%
0.07620%
0.24150%
0.24090%
0.24030%
0.23960%
0.23880%
0.23820%
0.23730%
0.23640%
0.23550%
0.23450%
0.14040%
0.13675%
0.13617%
0.13569%
0.13790%
0.13740%
0.13465%
0.13210%
0.13269%
0.13163%
0.08676%

AH
0.00030%
0.00030%
0.00030%
0.00030%
0.00030%
0.00030%
0.00030%
0.00030%
0.00030%
0.00030%
0.00030%
0.00030%
0.00030%
0.00080%
0.00080%
0.00600%
0.00600%
0.00600%
0.00600%
0.00590%
0.01920%
0.01920%
0.01910%
0.01900%
0.01900%
0.01890%
0.01880%
0.01880%
0.01870%
0.01860%
0.01096%
0.01087%
0.01078%
0.01100%
0.01100%
0.01072%
0.01051%
0.01058%
0.01054%
0.01051%

FH
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%

0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%

0.00000%
0.00000%
0.00010%

0.00010%

0.00040%
0.00040%
0.00040%
0.00040%
0.00040%
0.00130%
0.00130%
0.00130%

0.00120%
0.00120%
0.00120%

0.00120%
0.00120%
0.00120%
0.00117%
0.00069%
0.00069%
0.00070%
0.00070%

0.00069%

0.00068%
0.00069%
0.00068%
0.00069%

HBsAb+
0.00170%
0.00400%
0.00630%
0.00860%
0.01100%
0.01400%
0.01710%
0.02020%
0.02320%
0.02630%
0.02950%
0.03260%
0.03580%
0.04350%
0.05180%
0.10390%
0.16130%
0.21930%
0.27780%
0.33670%
0.50960%
0.69610%
0.89710%
1.13930%
1.45560%
1.71600%
1.98590%
2.27980%
2.58900%
2.91730%
3.14187%
3.46344%
3.81556%
4.13740%
4.38340%
4.56043%
4.88066%
5.14035%
5.33425%
5.56804%
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i
41
42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57
58
59
60
61
62
63
64
65
66
67
68
69
70
71
72
73
74

Vaccination Vaccine protection Susceptible HBV infection

0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%

0.00000%

0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%

0.00000%

0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%

0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%

0.00000%

0.00000%

0.00000%
0.00000% .

0.00000%
0.00000%

0.00000%

0.00000%
0.00000%

90.94309%
89.18798%
85.85873%
90.18590%
89.88400%
87.85933%
89.26121%
88.94670%
88.61979%

88.11519%

87.59240%
83.83370%
86.47153%
85.87389%
85.28009%
82.15532%
82.54997%
80.72507%
79.88989%
78.22590%
74.05938%
73.62486%
69.68851%
51.32281%
54.02638%
63.14550%
65.15100%
67.20071%
63.82447%
62.25661%
59.85839%
62.51895%
56.18465%
57.63577%

101

0.08800%
0.08626%
0.08312%
0.08730%
0.08700%
0.08504%
0.08640%
0.08610%
0.08570%
0.05310%
0.05280%
0.05055%
0.05210%
0.05170%
0.05140%
0.04947%
0.04976%
0.04864%
0.04810%
0.01633%
0.01554%
0.01545%
0.01461%
0.01075%
0.01130%
0.01319%
0.01359%
0.01406%

- 0.01340%

0.00687%
0.00664%
0.00689%
0.00624%
0.00635%

AH
0.00700%
0.00688%
0.00664%

0.00700%

0.00690%
0.00677%

0.00690%
0.00690%

0.00680%
0.00680%
0.00420%
0.00404%
0.00410%
0.00410%
0.00410%
0.00398%
0.00393%
0.00388%
0.00377%
0.00375%
0.00120%
0.00120%
0.00115%
0.00086%
0.00091%
0.00100%
0.00104%
0.00108%
0.00104%
0.00103%
0.00050%
0.00054%
0.00049%
0.00043%

FH
0.00070%
0.00049%
0.00047%
0.00050%
0.00050%
0.00049%
0.00050%
0.00050%

0.00040%

0.00040%
0.00040%

10.00029%

0.00030%
0.00030%
0.00030%
0.00029%
0.00029%
0.00029%
0.00029%
0.00029%
0.00028%
0.00009%
0.00009%
0.00007%
0.00007%
0.00008%
0.00009%
0.00009%
0.00009%
0.00009%

0.00008%

0.00000%
0.00000%
0.00000%

HBsAb+
5.81461%
5.82536%
5.66605%
6.11310%
6.26020%
6.29020%
6.57279%
6.73250%
6.90431%
7.05631%
7.19860%
7.06343%
7.55418%
7.76971%
7.98281%
7.94795%
8.24545%
8.52817%
8.89957%
9.15989%
9.04348%

9.26842%

9.03313%
6.84174%
7.39853%
8.84180%
9.31887%
9.70450%
9.30328%
9.15642%
8.87651%
9.46920%
8.69335%

- 9.10445%
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HBeAg+

0.00550%
0.00630%
0.00710%
0.00790%
0.00860%
0.00870%
0.00880%
0.00890%
0.00890%
0.00890%
0.00910%
0.00910%
0.00910%
0.00950%
0.00980%
0.01250%
0.01500%
0.01760%
0.02020%
0.02250%
0.03090%
0.03910%
0.08280%
0.10490%
0.20790%
0.23570%
0.26580%
0.28530%
0.30790%
0.33530%
0.35973%
0.40686%
0.39324%
0.40880%
0.41290%
0.40504%
0.51313%
0.51223%
0.50535%
0.49973%

HBeAb+
0.00010%
0.00020%
0.00030%
0.00050%
0.00060%
0.00080%
0.00100%
0.00120%
0.00140%

0.00160%

0.00180%
0.00200%
0.00230%
0.00250%
0.00270%
0.00300%
0.00330%
0.00370%
0.00410%
0.00470%
0.00520%
0.00600%
0.02760%
0.03840%
0.10510%

0.12470%
0.14730%
0.16500%
0.18640%

0.21340%
0.24413%
0.29586%

0.29236%

0.31610%
0.33140%
0.33678%
0.48181%
0.49724%
0.50672%
0.52095%

CH
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00010%
0.00010%
0.00010%
0.00010%
0.00010%
0.00010%
0.00010%
0.00010%
0.00020%
0.00020%
0.00030%
0.00030%
0.00050%
0.00070%
0.00150%
0.00200%
0.00400%
0.00470%
0.00550%
0.00610%
0.00670%
0.00750%
0.00822%
0.00950%
0.00931%
0.00990%
0.01010%
0.00993%
0.01274%
0.01284%
0.01288%
0.01444%

CC
0.00000%
0.00000%
0.00000%

0.00000%

0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00016%
0.00016%
0.00048%
0.00056%
0.00064%
0.00080%
0.00096%
0.00104%
0.00117%
0.00157%
0.00157%
0.00168%
0.00168%
0.00181%
0.00241%
0.00251%
0.00250%
0.00259%

102

DC
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00004%
0.00004%
0.00012%
0.00014%
0.00016%
0.00020%
0.00024%
0.00026%
0.00029%
0.00039%
0.00039%
0.00042%
0.00042%
0.00045%
0.00060%
0.00063%
0.00062%
0.00065%

HCC
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00000%
0.00010%
0.00010%
0.00020%
0.00080%
0.00110%
0.00260%
0.00310%
0.00380%

0.00410%

0.00470%
0.00530%
0.00597%
0.00715%
0.00706%
0.00750%
0.00780%
0.00777%
0.01060%
0.01078%
0.01093%
0.01307%

Dead
0.07680%
0.11520%
0.15370%
0.19210%
0.23050%
0.26890%
0.30720%

10.34560%

0.38390%
0.40150%
0.41900%
0.43660%
0.45410%
0.47170%
0.48920%
0.50670%
0.52430%
0.54210%
0.55980%
0.60460%
0.64940%
0.69420%
0.74080%
0.78690%
0.83640%
0.88350%
0.93100%

1 0.97830%

1.02610%
1.09930%
3.26194%
3.25656%
3.25338%
1.39270%
1.46490%
3.15218%
4.30133%
3.66325%
4.14662%
3.63135%



(F1fEx)

.

41
42
43
44
45
46
47
48
49

50
51
52
53
54
55
56
57
58
59
60
61
62
63
64
65
66
67
68
69
70
71
72
73
74

HBeAg+

0.49740%
0.47780%
0.44911%

- 0.46310%

0.45340%
0.43569%
0.43530%
0.42660%
0.41850%
0.40930%
0.39960%

0.37559%
0.38230%

0.37460%
0.36710%
0.34893%
0.34608%
0.33785%
0.33363%
0.32569%
0.28008%

1 0.26822%

0.24447%
0.17318%
0.17531%
0.20280%
0.20708%
0.20970%

0.19546%

0.18698%
0.17613%

0.18143%

0.16081%
0.16275%

HBeAb+

0.54070%

0.54104%
0.52948%
0.56790%
0.57760%
0.57614%
0.59710%
0.60670%
0.61640%
0.62430%
0.63240%
0.61648%
0.65000%
0.65940%
0.66850%
0.65732%
0.67371%

0.67783%

0.68981%
0.69373%
0.59179%
0.57648%
0.53391%
0.38428%
0.39485%
0.46958%
0.49250%
0.51334%
0.49233%
0.48487%
0.47049%
0.49991%
0.45715%
0.47683%

CH
0.01610%
0.01692%

10.01708%

0.01880%
0.01950%
0.01962%
0.02040%
0.02070%

0.02100%

0.02120%
0.02130%
0.02060%
0.02140%
0.02130%
0.02130%
0.02057%
0.02061%
0.02044%
0.02042%
0.02017%
0.01757%
0.01702%
0.01567%
0.01115%
0.01137%
0.01328%
0.01368%

10.01388%

0.01305%
0.01253%
0.01185%
0.01226%
0.01091%
0.01116%

. CC

0.00264%
0.00268%
0.00273%
0.00296%
0.00312%
0.00314%
0.00328%
0.00344%
0.00352%

0.00368% |

0.00384%
0.00377%
0.00400%
0.00408%
0.00416%
0.00411%
0.00432%
0.00434%

0.00434%

0.00446%
0.00390%

0.00392%

0.00368%
0.00264%
0.00275%
0.00325%
0.00346%
0.00353%
0.00339%
0.00323%
0.00316%
0.00337%
0.00295%
0.00309%
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DC
0.00066%

0.00067%

0.00068%
0.00074%

0.00078%

0.00078%
0.00082%
0.00086%
0.00088%
0.00092%
0.00096%
0.00094%
0.00100%
0.00102%
0.00104%
0.00103%
0.00108%
0.00109%
0.00108%
0.00111%

10.00097%

0.00098%
0.00092%
0.00066%
0.00069%
0.00081%
0.00087%
0.00088%
0.00085%
0.00081%
0.00079%
0.00084%
0.00074%
0.00077%

HCC

0.01510%

0.01603%
0.01642%
0.01800%
0.01850%
0.01854%
0.01930%
0.01950%
0.01970%
0.01970%
0.01970%
0.01906%
0.01980%
0.01980%
0.01970%
0.01911%
0.01934%

0.01918%

0.01926%
0.01902%
0.01637%
0.01591%
0.01470%
0.01042%
0.01067%
0.01253%
0.01299%
0.01343%
0.01262%
0.01228%
0.01168%
0.01235%
0.01108%
0.01142%

Dead
12.07400%
3.83789%
7.36947%
2.53470%
2.68850%
4.70427%
2.99600%
3.14950%
3.30300%
3.68910%
4.07380%
8.01155%
4.83929%
5.22011%
5.59951%
8.79193%
8.08546%
9.63323%
10.08983%
11.52968%
15.96944%
16.20746%
20.44916%
41.24145%
37.96716%
27.29617%
24.78484%
22.32477%
26.14003%
27.87829%
30.58379%
27.29426%
34.47164%
32.58698%



Parameter Source

Susceptibie

HBV infection Fe-28RB

Dead d Assumption

continue #

HBV infection

Symptomatic hepatitis #

Asymptomatic infection o0% Fendrick et af.

Symptomatic hepatitis

Acute hepatitis #

Dead d

Asymptomatic infection

HBsAR+ 0 years old 10% Margolis et al
1-5 years old 70% Margolis et al
older than 6 85% Margolis et al & Assumption

HBeAg+ #

Dead d

Acute Hepatitis

Chronic He patitis 1% Sugauchi ef a/ and Yotsuyanagi et &/,

Fulminant He patitis 4%-9% Sugauchi ef &/ and Yotsuyanagi ef a/.

HBsAb+ #

Dead d

Fulminant Hepatitis

HBsAL+ 20.6%-59.3% ae

Dead (cause specific) #

Dead d

HBsAb+

Dead d

continue #

HBeAg+

Chronic Hepatitis 0-18 years old 012% Harris et @l and Tilson ef al
20-39 years old 0.23% Harris et @/ and Tilson et a/
older than 40 054% Harris et af and Tilson ef al

HBe Ab+ 2% Harris et af and Tilson et al

HCGC 0-19 years old 0.05% Harris ef al and Tilson ef al
20-39 years old 0.20% Harris et al and Tilson et al
older than 40 061% Harris et af and Tilson et al

Dead d

continue #

HBeAb+

Relapse {to Chranic Hepatitis)

Compensated Cirrhosis

HCC

Dead T3R8

continue

HBeAbt

Chronic Hepatitis

HBeAb+

Compensated Cirrhosis

HCC Fo-a8R

Dead

continue

Compensated Cirrhosis

Decompensated Cirrhosis 31%-42% Spackman and Veenstra & Lecay et al

HCC 2%-6.3% Nishida ef al

Dead d

continue #

Decompensated Cirrhosis

HCC 9%-151% Nishida et af

Dead (cause specific) 3.5%-3.6% Nishida et al.

Dead d

continue #

HEC

Dead (cause specific? 16%-29% Ohkubo et a/

Dead d

continue #

Note

1. d is the annual probability of death unrelated to hepatitis B.
It is based on government statistics and is assumed to be age—dependent.
2. The rate of HBV infection is based on an expert opinion

about the infection and the survey data on sexual activities in Japan
3. In each state, #a is defined as 1 - all other probabilities there.



#2-2 MERWHEFHIC & D RBGER

1partner 2 partners 3 partners 4 partners than 5 par no partner

0-12years 0.000% 0.000% 0.000% 0.000% 0.000% 0.005%
13-14years 0.068% 0132% 0.000% 0.00C% 0.000% 0.006%
15-18years 0.113% 0.212% 0.305% 0.401% 0.4958% 0018%
20-20years 0.208% 0.382% 0.550% 0.724% 0.893% 0037%
30-39years 0.135% 0.246% 0.358% 0.470% 0.586% 0023%
40-4Byears 0.095% 0170% 0.245% 0.320% 0.394% 0.020%
50-58years 0.061% 0107% 0151% 0197% 0241% 0.016%
60~-69years 0.026% 0.042% 0.058% 0.000% 0.091% 0010%
70-74years 0.025% 0.042% 0.000% 0.000% 0.000% 0.008%

#2-3 e PUAGMR ITXT HIGRDEBHER

No_therapy IFN Entecavir Rescue Therapy From HBeAg .

Relapse to CH Crowley ef a/,

st Year) 1.8% 15.0% 20.0% 30.0% 0.0% Spackman ef &/
Relapse to CH Crowley et af
(afteI: Tst year) 10.0% 10.0% 10.0% 10.0% 0.0% S;:Eckrr::ian et'af’
CC 1.0% 1.0% 1.0% 1.0% 1.0% Lecay et &f
HCGC 0.3% 0.3% 03% 0.3% 0.3% Spackman ef af
dead d d d d d

cantinue # # # # #

The probabilities depend on whether an individual came from CH or HBeAg
and, if from CH, on the last treatment that it received in CH.

x®2-4 BUEFRICHT SIROBBHER

Y ~

Ente cawvir Entecavir
No therapy IFN (st Year) lafter 1t Year) Rescue Therapy

HBeAb+ 01 0.25: 0421‘ 013 0.08 Spackman et &l F#
o 0044 0042856 0018735 0,044 0,044 Jnene of ol Spsckmen
HCC 0.008 0008 0.008 0.008 0.008 Spackman et &/
dead d d d d d
continue  # # # # #
%25 V/FUBMICHET SHE

Probabhilities on vaccination » Source
The prevalence rate of HBsAgt 063% Noto ef af
among pregnant women
The prevalence rate of HBeAg+
among HBsAg+ pregnant women . 30% Noto ef a
The probability of successful vaccination 91.6%-05.4% Noto ef &/ and Kato et &/
The compliance rate of vaccination at the age of 13 B3.1% Government statistics
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#£2-6 HABLIVER

Baseline Min Max Source
Health state utilities (quality of fife)
AH 0685 0.63 0.7
FH 019 018 02
CH 0.855 0.81 09 Persira
cC 0.855 0.81 09
DC 0475 045 05
HCC 0475 045 05
Annual costs
AH 550,700 94,300 1,007,100 mimeo
FH 1908672 Hospital data
HBeAg 2903 847 1,535 Caleulation
HBeAb (for those who achieved 108220 68280 148160 Calculation
seroconversion in the CH state) :
HBeAb (for those who achieved o Galculation
seroconversion in the HBeAg+ state)
CH (the first vear 135,110 95170 175,050 Calculation
CH (after the first year) 108,220 68,280 148,160 Galculation’
CH (for patients whose 108,220 68,280 148,160 Calculation
cC 228287 202860 255,673
0C 427043 339351 514,735 FRME
HCC (the first year) 1712164 1325729 2,098,585 P
HCG (after the first year) 695234 559,062 831,407
Annual drug cost for treatment in CH .
IFN 1,215,000 Calculation
ENT 376,790 Calculation
Rescue 684,083 Calculation
Cost of vaccination
SV 31300 Calculation
)% 12700 Calculation

Hospital data : data from the University of Tokyo Hospital
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F4 BRBLOR

SV
108 2@A 3O B 408 s g 1Y
Age 71.873 71.541 71.905 71.955 71.917 71.918
Cost 576 514 634 418 486 526
effectiveness | 116664 | 116748 | 11.6746 | 116770 | 116756 i 11.6737
Net Benefit : 58,331,495 { 58,373,388 | 58,372,204 | 58,384,515 | 58,377,467 | 58,367,814
uveo A
1[OF 2O 8 308 4o 5o F1Y
Age 71.953 71.992 71.934 71915 71.864 71.832
Cost 5086 5081 5144 5130 5189 5126
effectiveness : 11.6757 | 11.6804 | 11.6743 . 11.6747  11.6675 | 11.6745
Net Benefit 58373260 | 53,306,896 | 58,366,603 | 58,368,204 | 58,332,503 | 58,367,493
Uve1 2
1@E 2O <{=lE] 4008 5O F )
Age 71.904 71.911 71.948 71.910 71.944 71.923
Cost 3,098 3,006 3187 3227 3,149 3151
effectiveness | 11.6737 : 11.6704 | 11.6751 116752 . 116780 : 11.6745
Net Benefit | 58,365,583 | 58,340,031 : 58,372,437 | 58,372,550 | 58,386,682 | 58,369,257
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