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AIMS:

We analyzed the therapeutic results comparing the
data of patients with esophageal squamous cell
carcinoma from Japan and Germany according to the
frequency of three single-nucleotide polymorphisms.




Materials & Methods:

60 patients from Japan and 127 patients from Germany with ESCC were
analyzed according to the SNPs by real-time PCR.



Clinical data of patients with ESCC

Japanese German Significance

Japanese - German

Total n=60 n=127
Age (median) 61y 60y n.s.
min - max 46y-79y 29y-80y
Gender p=0.008
male 52 87% 87 68%
8 13% 40 32%
T-category all cT3-4 -
pT1-2 n=10
pT3 n=10
ypTO-1 n=7 46 36%
ypT2 n=5 28 22%
ypT3-4 n=28 53 42%
Therapy --
Surgery n=20 0
CTx+S n=20 0

RTx/CTx+S n=20 n=127



Frequency of three SNPs of patients with ESCC

Japanese German Significance
Japanese - German
Total n=60 n=127
ERCC1 rs11615 p <0.0001
CcC 28 47% 17
TT 7 12% 52
CIT 25 41% 58
ABCB1 C3435T rs1045642 /—
CcC p=0.0002
TT 31 52% 28 22%
CIT 8 13% 32 25%
21 35% 67 53%
GNAS- T393C rs7121 n.s.
CC
TT 12 20% 39 31%
CIT 14 23% 24 19%
34 57% 64 50%




Frequency of three SNPs in normal population and patients with

ESCC in Japan and Germany([l] data from Hapmap. [2] data from Abbasi et al. [3] data
from Hashiguchi et al.,[5] data from Alakus et al).

SNP Japanese Japanese Significanc | European normal | German patients Significan
normal _ patients with e population with ESCC ce
population ESCC

rs11615 n=122 [1] n=60 n=647 [2] n=127

ERCC1 n.s. n.s.

CC 50% 47% 13% 13%
TT 8% 12% 42% 41%
CIT 42% 41% 45% 46%
rs1045642 n=299 [3] n=60 n=226 [3] n=127
ABCB1 C3435T p=0.014 n.s.
CcC 31% 52% 15% 22%
TT 16% 13% 29% 25%
CIT 52% 35% 56% 53%
rs7121 n= 90 n=60 n=800 [5] n=127
GNAS-T393C n.s. n.s.
CcC 18% 20% 29% 31%
TT 33% 23% 22% 19%
CIT 49% 57% 49% 50%




Rate of response to preoperative chemotherapy comparing Japanese and
German cT3 ESCC patients (VTC=vital tumor cells)

Japanese German Significance
n %
n % p
Total 40 100 % 127 100%
ypT-category p=0.027
ypTO-1 7 18% 46 36%
ypT2-4 33 82% 81 64%
Histopathologic response
p<0.0001
<=50% VTCs 19 48% 107 84%
Progression or
>50% VTS 21 52% 20 26%
ypN-category
p=0.006
ypNO 11 28% 46 54%
ypN1-3 29 72% 81 46%




Frequency of genotypes of three SNPs and response to preoperative
therapy comparing Japanese and German ¢T3 ESCC patients

Japanese Response German Response
ypTO-1 ypNO .
ypTO-1 ypNO
n % n %
0,
n % n %
/ \
Total n=40 7  18% 11 28% n=127 46  36% 68  54%
ERCC1rs11615
— ] —
cC
TT 17 2 12% 5 2% 17 6 35% 6 29%
CIT 6 2 33% 2 33% 52 14 25% 24 48%
17 3 18% 4 23% 58 26 45% 39 67%
ABCB1 C3435T
rs1045642
cC
25 5 20% 5 20% 28 12 42% 12 43%
TT
3 1 33% 3 100% 32 11 34% 21  66%
CIT
12 1 8% 3 25% 67 23 34% 36 54%
GNAS- T393C rs7121
cC 9 2 22% 5 56% 39 10 26% 19  49%
TT 11 2 18% 2 18% 24 9 38% 12 50%
CIT 20 3  15% 4 20% 64 26 41% 37  58%




The multivariate regression analysis showed that the influence of these SNPs on response
varies between Japanese and German patients

Legend

M German
B J/apanese

Influence of ERCC1 rs16115 and ABCB1 C3435T rs1045642 to the response rate after
neoadjuvant chemotherapy differ between Japanese and German patients with squamous
cell carcinoma of the esophagus. Japan: response yes = 0.62 + 0.14*ERCCL1 +
0.19*ABCB1 -0.18ERCC1*ABCB1. Germany: Response yes = 1.25 - 0.99*ERCCL1 -
0.15*ABCB1 + 0.03ERCC1*ABCB1 with ERCC1rs16115TT=1,CC=2and C/T =3 and

ABCB1 C3435T rs1045642 TT =1, CC =2 and C/T = 3.VVTC: Vital tumor cell.



Kaplan-Meier survival curves comparing Japanese and German
patients with cT3NxMO squamous cell carcinoma of the
esophagus treated with neoadjuvant therapy based on cisplatin/5-

FU followed by transthoracic esophagectomy.
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Follow-up (years)
Number at risk
Group: German
125 87 61 42 35 26
Group: Japanese
40 19 15 9 6 3



Results:

* The distribution of the genotypes of ERCC1 rs16115 and of ABCB1

C3435T rs1045642 was significantly different. This response was
significantly lower in Japanese patients than in German patients. The
Influence of the three SNPs on response varied between patients from

Japan and Germany.



Conclusion:

* This result can be partly explained by different expressions of ERCC1
and ABCB1 SNPs in the Japanese compared with the German patients.
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