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Annual Number of Death
(Thousand)

| Stomach Cancer

201 Colon

1or HCcC
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2000 HCCs

B-viral 11%
C-viral 80%
"Tokyo U"
Jap. Gen. Population 3%

|91%




<VIRUS>

<HEPATITIS>
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Omata Lancet 1991;338:914-915
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Acute Hepatitis C

Author Therapy

Omata 1991 IFNB 52 MU
4W

Hwang 1994 IFNa-2b 116 MU
12W

Takano 1994 IFNSB 336 MU
24W

Vogel 1996 IFNa 108 MU
24W

Jaeckel 2001 IFNa-2b 360 MU
24W
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SVR
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| prospectively followed
251 Biopsy-proven CH

- 127 B-viral CH
124 C-viral CH

for

6 years
Hepatology 1995 ; 21 : 650-655

'HCC Develop

B (127) 5
C (124) 13

“6Yrs”’




Stratify by "Fibrosis”

F1 (Mild Fibrosis)
F2 (Mod. Fibrosis)
K3 (Adv. Fibrosis)
F4 (Cirrhosis)

Duration Between
Biopsy and Development of HCC

( Hepatology 1995 ; 21 : 650-655)
0 (10.5) 0 (10.4)
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Route to HCC

HCV HBV

Step-wise Haphazardly
Through Cirrhosis Skip Cirrhosis

HCC

Step Dowr*

— F1
“"Natural” “Eradicated”

Fibrosis Progress. & Regress.




IFN;AE (19924 F8)
200,000 Patients Treated

l

30% Eradicated

w

KiPEaR—+ g
IHIT Study

MARIRERE (1994 —99)
2112 BAFRE £ (2001 —02)
FF ¢ R IR 2 KPR (2002 —

"To Prevent HCC"
CRFXBEARBLERESRIRE

Ann Intern Med  1999; 131 : 174-181 Ann Intern Med 2003; 138 : 299-306
Ann Intern Med 2000; 132 : 517-524 Ann Intern Med 2005; 142 : 105-114
Gastroenterology 2002 ; 123 : 483-491
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FO/F1

EmLmi 3/160(5%£0.45%)
BEH  2/710(£0.08%)

2

4 6 8

P =0.0128

F4

SAMEE 13/59 (5£5.34%) sILEE 32/107(F7.98%)
SRRt 38/564(&1. SBREE 33/230

4
0

P =0.0011 P =00573

Ann Intern Med 1999: 131 : 174-181
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Overall Deaths

Liver Liver
AI I Related

Unrelated
Untreated  (n=459) 1.9 13.5 0.5
Treated (n=2430) 0.9 4.7 0.4
Erdict. (n=817) 04 0.8 0.3
n-Erdict. (n=1613) 1.1 | 6.5 0.4

Standardized Mortality Ratio (SMR)

Gastroenterology 2002;123:483-491
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2800 IHIT

Paired Biopsies
in 593

487 Treated
106 Un-treated

(Interval 3.7 Yrs)

Shiratori Ann Int Med 2000;132:517-524

Fibrosis Progression Rate
Per Year

for example

F1toF3ind4dY = Plus 0.5
F3toF1in4Y = Minus0.5
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Fibrosis Progression Rate
per Year

106 Un-treated +0.10
183 Eradicated -0.28
304 non Eradicated +0.02

Hepatic F. ibrosis
Resolution in “Eradicated”

from F4 (n=24) - 0.283
from F3 (n=45) - 0.374

from F2 (n=69) - 0.284
from F1 (n=42) - 0.152

Even Cirrhosis could be Resolved

12



CENXRBARE (FHEBROERRE)

28901523, 60045 T2[0] HCC

Ll AR
F5
Step Up F4 Step Down
F3
F2
i 0.10 0.28 |
"Natural” “Eradicated”

Fibrosis Progression Per Year
Ann Int Med 1999:131:174-181 Ann Int Med 2000;132:517-524
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HCC

StepUp 7 '~ L— Step Down
F3
_[F2

F2
_fm 010  0.28
“"Natural” “Eradicated”

Fibrosis Progression Per Year

Annl Int Med 1999;131:174-181  Annl Int Med 2000;132:517-524

C-Viral Disease

“Natural Course”
1 Q(1 S/m

F4

F1 17 x46/m

F3

PLT
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My 339 Pts at Presentation (‘92-'94)

HCC
PLT (n) “With” “Found” “Later” ALL
210,000 ( 65; 0 0%
200 000 (22 2 9%
180,000 ( 42; 1 4 12%
160 000 (39 2 5 18%
140,000 (35) 6 1 1 23%
120,000 (32) 2 3 4 28%
100,000 (33) 4 4 24%
80,000 (40) 6 3 8 43%
60,000 (23) 7 2 3 52%
40,000 (8) 4 50%
339 34 9 29 72(21%)
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Number Needed to Treat (NTT)
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“Medical”
Resection

PTA (Percut. Tumor Ablation)

Our Experience Include 2780 Cases
PEIT (1230 Cases)
MCT ( 176 Cases)
RFA (1374 Cases)
On 1344 Patients

From 7992 to 2003, U Tokyo

Gastroenterology 2004,;127:5159-166
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S.| 54M

1991.Feb 1992. May
;989;;ib2 Ocm S4 1.8x1.8cm $227 x1.8cm
1992 May
S5-81.7x1.7¢m
PEIT 12mi
T 1993 Feb
Gibiaddor S4 6.0x4.4cm
S0y PEIT 56mi
S6 3.0 x 3.0cm
S4 3.2 x2.9cm
PEIT 24mi
100(%) Recurrence after RFA
All recurrence
80
1-year 20.5%
2-year 43.3% f
60 3-year 63.2%
4-year 74.5%
40 Local recurrence
1-year 1.5%
2-year 3.2%
20 |
3-year 3.2%
4-year 3.2%
0 T T T T ; ; " ,
0 1 2 3 4 (yrs)
No 3713 238 113 55 7
at risk

20



Interferon
for

Tumor-Ablated
(Control Study)

43 Treated
31 Un-Treated
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Cumulative Survival

SELFE

— . 86% sVvREL(18)

|

60%

- 54%
No IFN(Child A,468)

N-SVR# (216

o L

NAFEER
4 L AERBR
SELFE
sVR =21) 83%

N-SVR(=220 50%

N-IFN =31) 45%
5.3 yrs follow-up

Ann int Med 2003;138:299-306

Paticnt survival (%)

Survival of HCV+/- Recipients

=)

- [X] (%] &= i o ~ o0 0

4

P=0.0001, log-rank test

1 2 3 4 $ 6 7
Years post-transplantation

9

HCV -

HCV +

Yrs HCV+ HCYV-
1- T7% 87%
3- 65% 83%
5- 61% 76%
7- 55% 70%

Berenguer et al. Hepatology 2002;36:202-210.
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How to cure the Two Diseases

o Expertise for Ablation/Resec
* Eradication for Backgrounds

“Trasplantation Compatible”

Rk Dt (CRPTF 2 - FFI=)
FEE BRit-BRE (F4:7% vs 2-3%) KEHCC(7 F/4)
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Geno-One with High Viral Load

45 A { WPEG + RBV 48 wks

. O PEG 180ug 48wks
Ointron + RBV 24wks
c-IFN 18pg 24wks

O 1FNs (Single Use) 24wks

W
3]

»
=

VSR (%)

N
=]

Anti-HCV Treatment NOW 7?

SVR - Geno One
Blacks Whites Ours
19 51 60

SVR - Geno Two
80-90%




Geno-0One SVR

Pegintron/Rib Pegasys/Rib

Naive 43.1(59/137)
Relap. 62.6(57/91)

Null R 19.2(5/26)
All 47.6(121/254)

R RERIDRFAFR

HHCVEE X
RIAT7—
P AS—+ 3 BILN 2061

I\J-
%0)1& ~—Placebo ~~ BILN 2061 Pt —— BILN 2061 P12 ~e~ BILN 2061 Mn

Z oM

Ptasma viral load {HCV ANA coplas mi

S

4 Treatment

T2 e 120 144 1 12 216 240

Time (h}

264 288 312
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EXPERID AL R

2% 8-9FI7]

18 REBSREE(10HF AZY7000)

ﬁs [ :-1% LULY “Adherence”
Bl{ER X%

BIM (Prodrug- Viramidine)
Erythropoietin

B M Bk 4> (GCSF)

—EBHEOPEGIE12—TAY
FFREZEA~DERT]
FIZFI~DERIEET]
(Adherence DHE)

GlobaliGERDEE XL
(Mega-Pharma)
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Rate Rate

o I8 Hit
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