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W NPT mnot

TP YDA DRYANM T AP - HNPCC
219 (44 513 yxvanmd) OA ymn p0 Hw
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1. Barchana M, Liphshitz , Rozen P. Trends in colorectal cancer incidence and mortality in the Israeli Jewish population. Fam Cancer 2004; 3:207-214.

2. Winawer S, Fletcher R, Rex D, Bond J, Burt R, Ferrucci J, Ganiats T, Levin T, Woolf S, Johnson D, Kirk L, Litin S, Simmang C. Colorectal cancer screening and surveillance: Clinical
guidelines and rationale-update based on new evidence. Gastroenterology 2003; 124 (2): 544-560.
3. Fearon ER, Vogelstein B. A genetic model for colorectal tumorigenesis. Cell 1990; 61: 759-767.
4. Michels KB, Giovannucci E, Chan AT, Singhania R, Fuchs CS, Willett WC. Fruit and vegetable consumption and colorectal adenomas in the Nurses' Health Study. Cancer Res. 2006;

66(7):3942-53. Davila RE, Rajan

5. E and Baron TH. ASGE guideline: colorectal cancer screening and surveillance. Gastrointestinal Endoscopy, 2006; 63(4): 546-557.

6. Half EE, Arber N. Chemoprevention of colorectal cancer: two steps forward, one step back? Future Oncol. 2006; 2(6): 697-704.
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Liver Biopsy in Patients With Normal ALT and High Viral Load :1 n'wn

Stage of Fibrosis by ALT Group
24% of individuals with persistently normal ALT (PNALT) levels had stage 2-4 fibrosis

60 | H Stage 0
| [l Stage 1

50 | Stage 2
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30 35% 55%
| 24%
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PNALT ALT 1-1.5 ULN ALT > 1.5 ULN
(n=57) (n=23) (n=110)

Patients, %

REVEAL: Relationship Between Basline Viral Load and Cirrhosis .2 D'wn

SerumHBVDNA | Total Patient Cases of Adjusted RR* PValue
(copies/mL) Cirrhosis (95% Cl)

HBeAg-Negative Patient

<10* 2132 104 1.0 (reference) --
>10*to <10° 631 55 1.9(01.4-2.7) <.001
>10° 451 55 49(3.7-6.4) <.001
HBeAg-Positive Patient
<10* 22 2 2.6(0.6-10.5) NS
>10*to <10° 18 3 6.2 (1.9-19.5) <.01
>10° 520 135 8.6 (6.6-11.2) <.001

Baseline HBV DNA predicted progression to cirrhosis - Relationship independent of HBeAg status

REVEAL: Relationship Between Basline HBV DNA Levels and HCC .3 o'wn

HCCincidence increased with icreasing baseline HBV DNA

- HBV leveles independent predictor of HCC in multivariate analysis

Elevated serum HBV DNA level (10,000 copies/mL) is a strong risk predictor of hepat-
pcellular carcinoma independent of HBeAg, serum ALT level' and liver cirrhosis
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HBV DNA <300 | 300to <10° | 1.0-9.9x 10* | 1.0-9.9x10° | > 1.1 x 10°
(copies/mL)

Adjusted RR 1.0 11.6
(95% Cl) (ref) (0.5 1.9) (1.3 4.5) (4.0 12.9) (6.7-19.9)
PValue - NS <.005 <.001 <.001
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MIAIM) PP PP DYTRY L oTRY oo b
MTRY MWRDT, in vitro AW TRUM YW
Py orEh AP (AT MPNIN TPOIRDIR
.MM 07730 pD0 XY (@PNRnw ovIn DX
an PRy YW mnnonn? ovptyn oeun
Dpn nonnn b Ry S oamas
12-6 W 320 PN DIRWIT AR TR N
DIWR 8-7-2 PTIM2 M W . owTIN
DT oM M3 URYY XA mInNT
PTNPS Tryn HBV- Pw uiom T ooy
M0 93 TN PPYTTLIR MYYD Y TIDTIRY
mayn Lpmanth orreyn ovaomen bw
2%°Wa PNDIR N2 0T AN NP0 MR
PP TADIX W I Wb Pk oy
(TIPS MITRY W 0 mas nnR) P
PSS may oy oohIna Papuik Hw nnn
PTAPVIRD DAY OO W mnnenna o
43% T TIWRIT MW 6%) DA DTN
.cross resistance-1 1XX100 DX (D°IW 4 92yD
ITWOR MY PDIRD MRy nnvpw ooina

MANINNLININLOA 14



HBV Roadmap Concept :4 D'wn

Assessment of Promary Non-Response at Week 12

\

Virologic Response:
>10 1U/mL or >50 copies/mL
reduction from baseline

\

Primary Treatment Failure:
<10 IU/mL or <50 copies/mL
reduction from baseline

\/ \/
Complaint: Non-Compliant:
Add More Counsel on
Potent Drug Adherence
\
Assessment of Early Predictors of Efficacy at Week 24
\/ Y \
Complete Virologic Partial Virologic Response: Inadequate Virologic
Response: >60 to <2,000 IU/mL (or >300 Response: >2,000 IU/mL (or
PCR negative to <10,000 copies/mL) >10,000 copies/mL)
\ \/ \ \/ \/
Continue Therapy with Drug with Low Drug with High Drug with Add more potent
same drug: monitor Genetic Barrier: Genetic Barrier: Suboptimal Antiviral  drug: monitor every 3
every 6 months add a second drug monitor every 3 Potency: months
with different genetic months; continue monitor every 3
mutation profile beyond 48 weeks months; continue
beyond 48 weeks
\/ \
If complete response  Ifincomplete response
at 48 weeks, continue at 48 weeks, add a
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SnwInd AR Domn LI 12 9°1 'D19D
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therapy
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W Y 2w TR PIR2 e nnnb
XD 7Y X .cross resistance 17 XY MO0
-NPYINT X7 Y LD KT 1P AR T
707 X de novo MHTIN HW 17w n Sw Moy
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PRy 5w minnonn neys

1. Lok AS, McMahon BJ. Chronic hepatitis B. Hepatology 2007 ;45(2):507-39
2. Lai M, Hyatt BJ, Nasser I, Curry M, Afdhal NH. The clinical significance of persistently normal ALT in chronic hepatitis B infection. J Hepatol. 2007;47(6):760-7
3. Chen CJ, Yang HI, Su J, Jen CL, You SL, Lu SN, Huang GT, Iloeje UH; REVEAL-HBYV Study Group. Risk of hepatocellular carcinoma across a biological gradient of serum hepatitis B

virus DNA level. JAMA 2006 ;295(1):65-73.

more potent drug that
is not cross-resistant
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4. Keeffe EB, Zeuzem S, Koff RS, et al. Report of an international workshop: Roadmap for management of patients receiving oral therapy for chronic hepatitis B. Clin Gastroenterol Hepatol

2007 ;5(8):890-7
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The angiogenic switch in tumor development :1 'Dn nnn
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Results in over-expression of pro-angiogenic signals, such as VEGF
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