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Fig. 1 CD34 immunostaining in pancreatic cancer
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Fig. 2 p53 immunostaining in pancreatic cancer(] x
4000 P53 staining was confined to the nuclei of tu-
mor cells.
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Fig. 3 Survival rates by p53 protein expression
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Table 10 Univariate analysis for clinico-pathological variables, p53 protein ex-pression

and IMD
Median
Variables Codée] casesl] survival P-value
0 Months[J

Age 060 460ys.0 60) 5100 13vs.11 0.8286
Gender Femalel 280/s. Malgl 6901 15vs.10 04931
Tumor location PRI 760vs. Pb, Pl 2100 15vs.9 0.0309
Tumor size ts |, 21 730vs. ts 3, &1 240 16vs.8 0.0031
Histologial grade well 450/s. mod, por] 52(] 13vs.10 0.9828
Infiltrating pattern INFa, 8] 440s.y1530 14vs9 0.2043
Lymphatic system ly0.0 400s. ly2, 81 570 11vs.10 0.3831
Venous system vl 270vs. T 370vs. v2, 81 330 17vs.16vs.9 0.0041
Intrapancreatic nerve neQl 140vs. nell 270vs. ne2, 81 5601 19vs.10vs.10 0.0099
Anterior pancreatic capsule S0, 0 450s. sP1 380s. s81 140 13vs.13vs.8 0.4591
Retroperitoneal tissue rp@ 350vs. rpl 180vs. rp2, 81 4400 | 16vs.19vs9 0.1654
Extrapancreatic nerve plexuses | plC 520vs. plC] 450 13vs.11 0.6554
Pancreas cut end pw( 970vs. pwll] 180 15vs.6 0 0.0001
Dissected pancreatic tissue ew[] 550s. ew [1J 4201 13vs.11 0.1079
Lymph node metastasis Negativel 350vs. positivel 6201 16vs.9 0.1678
t Category t0 70vs. t2] 240vs. t8] 660 15vs.17vs.9 0.1309
Stage II, D 290vs. IVal 520vs. IVRI 1600 | 16vs.11vs.6 0.0009
p53 Negativel 510s. positivel 460 16vs.10 0.0085
IMD lovz 490ys. high! 480 17vs.8 0 0.0001

IMDUO intratumoral microvessel density calculated by CD34 staining
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Table 200 Multivariate analysis using the Cox's
proportional hazard model among the variables
that were significant in univariate analysis

oooOoOoops300oooooon

Multivariate analysis
Variables Cases Hs;ggd 95% ClI P

Tumor location

Ph 76

Pb, Pt 21 139 0.70-276| 0349
Tumor size

ts1,2 73

ts3,4 24 1.08 0.58 -200| 0814
Venous system

v 0 27

vi 37

v23 33 128 173-875| 0191
Intrapancreatic nerve

ne 0 14

nel 27

ne2, 3 56 1.02 0.72—-146| 0894
Pancreas cut end

pvl 0O 79

pw OO 18 272 141-523| 0.003
Stage

o m 29

Va 52

Vb 16 134 090—-199| 0146
p53

negative 51

positive 46 120 0.72—-199| 0484
IMD

low 49

high 48 1.89 112-318| 0017

IMDUO intratumoral microvessel density obtained by CD34
staining, CIO confidence interval
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Fig. 5 Comparison of IMD among various degree of
venous invasion

e}

a
S 160 L
O P=0.003 -
2 120 °© 8 -
S o]
. i,
g 1 51.6+37.0| |[584%359 N
E 40 =
g 2074292
e ] g [
T
)
Z , :

v0 vl v2,v3

Venous invasion

Fig. 6 Comparison of p53 LI among various degree
of venous invasion

100 . .
_ o © P=0.011
3 i
g % o
= T
5 60+ 0 L
£
2
= 40+ B
f; 32.0+29.1
QQ 20 L

204230| [171£278
0 : : ,
v0 vl v2,v3

Venous invasion

Fig. 7 Comparison of IMD between p53-positive and
negative tumors

o}

a

S 160 -
= P=0.0004 |
é 120+ o) -
3 & -
¢ 80 -
g i 61.0 + 37.1 -
E

5 401 35.8 +31.1 i
é B é I
s 0 B

E - .

p53-positive p53-negative

high-iIMDO OOODODODOOO770036/4700000
oooooboooooooooooooboooooo
MDOOOOOOOOOO0OO0OOOOCOOOOOOOo
oooooboooooooooooooboooooo



rmooo

Table 30 Relationship between the variables that were significant in
univariate analysis and recurrent form

181870

Hepatic metastasis Local recurrence
Variables Cases Yes No pa Yes No P

Tumor location

Ph 75 33 42 50 25

Pb, Pt 21 8 13 0.748 12 9 0578
Tumor size

ts 1,2 72 31 41 45 27

ts 3,4 24 10 14 0.905 17 7 0.460
Venous system

vo0 27 7 20 18 9

vi 37 14 23 22 15

v23 32 20 12 0.014 22 10 0.698
Intrapancreatic nerve

ne 0 14 3 11 6 8

nel 27 12 15 19 8

ne2 3 55 26 29 0.213 37 18 0177
Pancreas cut end

pw 00O 78 32 46 49 29

pvia OO 18 9 9 0.488 13 5 0452
Stage

om 28 10 18 17 11

Va 52 22 30 34 18

Vb 16 9 7 0414 11 5 0.852
p53

negative 51 16 35 33 18

positive 45 25 20 0.017 29 16 0.979
IMD

low 49 5 44 36 13

high 47 36 11 00.001 26 21 0.063

IMDO intratumoral microvessel density obtained by CD34 staining, CIT confidence

interval
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Table 40 Relationship between either IMD or p53 protein expression and
cliniccopathological variable
IMD p53
Variables Cases | High Low P O O P
Tumor location
Ph 76 35 41 38 38
Pb, Pt 20 12 8 0.267 7 13 0.232
Tumor size
tsl,2 73 33 40 32 41
ts 3,4 24 15 9 0.142 14 10 0.217
Histrogical grade
well 45 22 23 20 25
mod, por 52 26 26 0.913 26 26 0.585
Venous system
v 0 27 7 20 9 18
vl 37 20 17 14 23
v23 33 21 12 0.011 23 10 0.007
Lymphatic system
lyo,1 40 21 19 21 19
ly23 57 27 30 0.619 25 32 0.402
Retroperitoneal tissue
rpe 0 35 16 19 17 18
rpe 1 18 5 13 10 8
rpe 2,3 44 27 17 0.048 19 25 0.666
Anterior capsule
s0,1 45 20 25 22 23
s2 38 20 18 17 21
s3 14 8 6 0.626 7 7 0911
Intrapancreatic nerve
ne 0 14 5 9 4 10
nel 27 15 12 16 11
ne23 56 28 28 0.481 26 30 0.171
Extrapancreatic nerve
gl 00 52 24 28 22 30
po oo 45 24 21 0.481 24 21 0.278
Pancreas cut end
pw 00O 79 37 42 35 44
pwl OO 18 11 7 0.274 11 7 0.198
Dissected margin
ew 00O 55 26 29 26 29
ew 00O 42 22 20 0.618 20 22 0973
t Category
tl 7 3 4 3 4
t2 24 9 15 14 10
t3 66 36 30 0.337 29 37 0.466
Stage
il 29 11 18 16 13
Va 52 27 25 21 31
Vb 16 10 6 0.252 9 7 0.328

IMDUO intratumoral microvessel density obtained by CD34 staining, CI0 confidence

interval
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Clinicopathological Investigation of Tumor Angiogenesis and p53 Protein
Expression in Tubular Adenocarcinoma of the Pancreas

Shuichi Fujioka, Kazuhiko Yoshida, Satoru Yanagisawa, Yasuki Unemura, Susumu Kobayashi,
Takeyuki Misawa, Teruaki Aoki and Yoji Yamazaki
Deparment of Surgery, The Jikei University School of Medicine

Expression of p530 to calculate the p53 labelling indexd p53 L10 and CD340 to calculate intratumoral mi-
crovessel densityd IMDO was immunohistochemically investigated in 97 specimens of surgically resected tu-
bular adenocarcinoma of the pancreas. And these parameters were analyzed together with patient outcome
and the clinicopathological findings. Univariate analysis revealed eight significant factorsC tumor site, tumor
sizé] tsO venous invasiori] vOO intrapancreatic neural invasiori] neJ pancreatic cut-end] pw0 stage, p53
protein expression, and IMD, and a multivariate analysis yielded two independent prognostic indicators(] pw
and IMDJ p0 0.05[1J Comparison of hepatic recurrence and clinicopathological factors revealed that both IMD
and p53 protein expression were significantly correlated with the frequency of hepatic recurrence and venous
invasion p[d 0.05(1] The data also showed a good correlation between p53 protein expression and IMDO p=
0.0004[1] Thus, the probability was suggested that p53 abnormalites are likely to influence postoperative he-
patic metastasis by facilitatng tumor angiogenesis and venous invasion.
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