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Effect of P—selectin Deletion on Intestinal Tumorigenesis in 15,24-week—old Apc"™" Mice
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Abstract: [Objective] To investigate the effect of P—selectin on the intestinal tumorigenesis in the 15, 24—week—old Apc"™*
mice. [ Methods ] Male Apc"™ mice were mated with female P-selectin knockout ( P—sel” ) mice to generate A""Ps™ mice. The
diameters and numbers of the intestinal tumors in the intestines of Apc™ and A" Ps™ mice were measured using an inverted
microscope. The tumor volumes were measured using the following equation: volume = 0.52 X (length X width®). [Results] There
were no significant difference between the volume and number of intestinal tumor in 15-week—old Apc"™* mice and 15-week—old A+
P- mice. The volume and number of intestinal tumor were significantly increased in 24—week—old A+P- mice compared to 24—week—
old ApcMin/+ mice. P-selectin deletion significantly prolonged the survival time of ApcMin/+ mice. [ Conclusions] P-selectin deletion
promotes the intestinal tumorigenesis in the 24-week—old ApcMin/+ mice.
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NO.1 and NO.2 mice were A"*Ps” mice. A : The image of
Min gene identification. B : The image of P—selectin gene iden-
tification.
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Fig.1 Identification of Apc*™™* and P-selectin knockout

mice

22 P-iZEZEBRXT 15 B Apc"™ /N BRI RY &£
KR BFRAER

FATLART O 2R W] P-1E 5 2wl 5% 5 7T LA
il 4] Ape™™ /N BRI AR 1, O TR E P-iE R
Xt Ape™™ /I S P R A AR T, 4 Ape™ /N



496 LR AR (R 2R 938%:
150 - v
- Apcm.nu 100 -
. AMHPSf/f

g n=>5 \ 801
% 100 1 £
=

g £ 607
g £

g = 40
E 501 S
= s
=

20 4

0 - 0-

Total tumor

A

Adenoma

Microadenoma

Total tumor

B

Microadenoma Adenoma

A : There were no significant difference of tumor volumes between 15—week—old Apc™ mice and 15-week—old A+P— mice. B:

There were no significant difference of tumor numbers between 15-week—old Apc"™* mice and 15-week—old A™'Ps™ mice.
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Fig.2 Effect of P—selectin deletion on the intestinal tumor growth of Apc
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A: The role of P-selectin deletion in the tumor volumes of microadenomas, adenomas and total tumors. B: The role of P—selec-

tin deletion in the numbers of microadenomas, adenomas and total tumors. 1)P < 0.05; 2)P < 0.01,
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Fig.3 P-selectin deletion significantly promoted the intestinal tumor growth in 24-week—old Apc

Vit mice
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Fig.4 P-selectin deletion significantly shortened the

survival time of Apc™™* mice

34t i

P-iE B R BB R MW — N E R T
AR T B AR AE B b8 1 ke A R ik v &
PET EZAER . FRATLANTH P-1E 88 2 Mk /D Bl g
ST T SRR ZE 00 A R I B R AR R i A RS AR T
I P 15 2% 38 A 10 4 I /DN A i R 2 2 R
R, NI HIH TR AW E R MRS, 5
Ah,FRATH P B R miR /NS A & 15 B A iy
Rip1-Tag2 7 FE /N2 28, 57 T P-1E B 28 il
BRS¢ T ) Ripl-Tag2 /N, AL A B P-EHE R
v 53 Je 30 3 0 o) AL/ I B I B AT LR v SR AR
HEIANH] T Ripl-Tag2 /NS A K IR
Al -1 B R AR (IR MR A B
T R BEIHI Ripl -Tag2 /N, AT A PE P-1E 4R
T AR R AT AR A R

Apc"™/INERJ& H Dove SEI ZAE 1990 4 HE 5 AL
iy, 76 /N BURIR APC JE K5 850 7 s e A= T8 X 3R
A EEWNT {5 538 1 2L, W15/ U iE 2
2 KM ARG AL T AR IR v B A
I, e I 5T 45 L iR 1 48 L 1 A Rk D)) RS
T, AN — R B FAP/NERUASE L2 Apeh™
/N BRI 3 R RE 1) AR R J ELAE — s IR R
I8 KM AE /N B9 JE B IR B, MR8 A AR BUR T R
E2 BR800 H AR AN S s AE /N B 15 TRl el i 1
Jea 1 P A K 5 R 2 B0 INBRUAE 24 R B 2 1h T4
MLTAET: o A T BFFE P-3e#% Z XF Ape™ /N U
T8 B TR AR L R P B R AR NS
Apc"™ /N ZRAZ , ESE T P-E B R AR T BN Y

Apc"™ /NI (A" Ps™ /NERD) o B Apc"™ /NS
A Ps™/INER Y B 18 FORT T WYV T
FOE e (o 5, 70 (30 B I G0 T WL i 1 5 H O
T 2 Je g AR, /N %) e R A LRI L3
h /N SRR (LA < 2 mmx2 mm) FR IR (B
2 >2 mmx2 mm) o K MRE AN DX 43l Bt 98 R
o MIRARGET, oA & B PR+ 2 B 5R J5 XF
15 J& Ape™™ /)N USRI 1 AR A 0 B S A L (H
JETE 24 JAN, P PR R U W ALHE T Ape™™ /)N B
JeE m AR T HL AMPs /N BR Y AR A IR ] B L
Apc"™ /UL, ABRFRATTLART AT 58 20 R ] P-ik
PER B EIH] T Ape™™ /Iy B E 40 g il A K
BL 2] T i/ MRTE Ape™™ /N B 38 B9
R . R, P8 3 R X Ape™ /)N U
A M AR T 58 A R AR T FRATT & BAE /N
LR, A Ps™ /N BB — FBOIR B0 B R B Ape™ /)N
2%, P-4 22 i 5% J 6T/ BRU IR 4 B R 00 1) 52 i
PR, BAR A HL R ot 75 i — 2D SR

25 E PR, Pk 3 mBR X Ape™™ /I B ]
H T A A T W s, (E 2 5 (R T Ape™
/I B DT e A A, L v R i — 2B

SE k-

[1] Disdier M, Momssey JH, Fugare RD, et al. Cytoplas-
mic domain of P-selectin (CD62) contains the signal
for sorting into the regulated secretory pathway [J]. Mol
Biol Cell, 1992, 3(3): 309-321.

(2] Fujimoto T, Stroud E, Whatley R, et al. P-selectin is
acylated with palmitic acid and stearic acid at cysteine
766 through a thioester linkage [J]. J Biol Chem,
1993,268(15) : 11394-11400.

[3] Mehta P, Patel KD, Laue TM, et al. Soluble monomeric
P- selectin containing only the lectin and epidermal
growth factor domains binds to P-selectin glycoprotein
ligand—1 on leukocytes [J]. Blood, 1997,90(6) : 2381-
2389.

[4] Manka D, Collins RG, Ley K, et al. Absence of p—se-
lectin, but not intercellular adhesion molecule— 1, at-
tenuates neointimal growth after arterial injury in apoli-
poprotein e—deficient mice [J]. Circulation, 2001, 103
(7):1000-1005.

[5] Larsen TB, Nielsen JN, Fredholm L, et al. Platelets
and anticoagulant capacity in patients with inflammatory
bowel disease [J]. Pathophysiol Haemost Thromb,

(F#% 5441 to page 544)



