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TR REOME (F130) : Gemcitabine D FEEIZ %I 2% F & deoxycytidine kinase F BT IE
OFBE 2RO T=, PFEEIZIE HER2 B XU EGFR BREREI L TWDH I Enn, miFZ2ENE -+
% lapatinib O3B S iz, In vitro B X OV in vive DRFHI L ¥ lapatinib B, ¥ X
O S 1 OIS K 23RV HUES 2R 23578 b vz, Lapatinib OFUEE 2 RiT HER2 8l & D
FARS S R STz,

WFFER R OEE (J£30) : There was a positive correlation between the clinical efficacy by
gemcitabine and the expression of deoxycytidine kinase in pancreatic cancer. The majority
of pancreatic cancers showed overexpression of HER2 and/or EGFR. Consequently,
lapatinib, a molecular targeting agent for both of HER2 and EGFR, may be effective for
pancreatic cancer. In vitro and in vivo experimental results demonstrated the substantial
anti-tumor effect for pancreatic cancer by lapatinib alone and combined with S-1. It was
suggested that the anti-tumor effect of lapatinib was associated with HER2 expression.
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Table 1: Clinical characteristics of patients receiving GEM monotherapy.

Number of patients

35
Age (y) Mean = SD (Range) 61.3 + 8.5(46-77)

Gender Male : Female 16:19
Location
Head 7
Body/tail 28

Follow-up time from commencement

of GEM monotherapy (mo) Median (Range)

Number of courses of GEM monotherapy
Mean + SD (Range)

GEM efficacy
Effective* 12
Non-effective 23

7.7(3.0-21.4)

5.9+4.0 (2-16)

GEM, gemcitabine

“Effective, partial response by imaging study or stable disease by
imaging study with 50% or more decrease in tumor markers compared
to pretreatment values
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Table 2: Correlation between gene expression and GEM efficacy
in patients with pancreatic cancer receiving GEM monotherapy.

Gene expression” p G{}EM efficacy - Plvalue
Effective Non-effective

hENTI 11:1(1)31 ; 194 09999
hENT2 ﬁ‘)%i‘ g 194 0.5374
deK El)i}; i 176 0.0398
bep gl)%}; 3 194 0.4765
€A i‘)%i‘ g 194 0.9999
SNT fﬁ’ g ﬁ 0.2882
RRMI 51)%3 g ]85 >0.9999
RRM2 ]]:I:)%}; ; 185 >0.9999
GEM, gemcitabine

*Gene expression was determined as high or low based on mean
values of 35 EUS-FNA samples.

SEffective, partial response by imaging study or stable disease by
imaging study with 50% or more decrease in tumor markers
compared to pretreatment value

P, examined by chi-squared test (Fisher's exact test)
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Table 3. Distribution of HER2 and EGFR expressions detected

by immunohistochemisrty in 137 resected pancreatic cancers

Number Percentage
HER2+ EGFR+ 48 35.0%
HER2+ EGFR- 38 27.7%
HER2- EGFR+ 10 7.3%
HER2- EGFR- 41 30.0%
EGFRFEHL & T4 & OBIEIIFRD oo Tz,

HER2FEHUUZ DN UL A BefifhT, S48 BT
DOWVWFTIIZBWTHLAERTREFTHL Z
R ENT (Figure 1. Table 4)
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Figure 1. HER2FEBUZ L5 FTHOME (P=0.0078) %7~
JKaplan-Meierfhft, @IZHER2[EME, OIXHER2EGME,

Table 4. Multivariate survival analyses in respectable pancreatic cancer
Variable Comparison Hazard ratio P-value 95% CI

HER2 expression Positive ; Negative  1.806 0.0258 1.074-3.036
Tumor location Head/whole ; body/ta 1.232 04516 0.715-2.123
Tumor size >2cm ; < 2cm 1.297 0.4464 0.664-2.536
Tumor differentiation ~ G3/4 : G1/2 1.009 0.9781 0.540-1.885
T category T3/4 : T1/2 2493 0.0188 1.163-5.341
N category NI :NO 1.04 0.8714 0.650-1.663

P-values were examined by the the Cox proportional hazard model

CI, confidence interval.

Tumor differentiation is according to Digestive System Tumors Classification of the World Health Organization
(WHO 2000) TNM classification is according to the International Union against Cancer (UICC 2002).
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Figure 2. Median Effect Analysis
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