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G5 AL, 75 3E : RT—qPCR KM IEE 45 Z (cholecystokinin , CCK)A/E ] T A BRI 40 il (pancreatic cancer cells, PCC) J& [
YA 2 (interleukin, IL)-6 2 11.-8 mRNA [k /K FARAk , ffi 3735 B4 A (] 257 RAEMIREE . K PCC(Capan—1 F1 MIA PaCa-
2)CCK _E A PCC(Capan—1 I MIA PaCa—2)CCK+FGF21 5 AL T AR 2RI (pancreatic stellate cells, PSC),
CCK-8 Fl Western blot 43I F5: £5 21 T X 1 it AR 4 7% 2 K G Ak bR i) o—F- 18 ILEE 11 (e—smooth muscle protein, a—
SMA) ik /KFEIFENR,, RT-qPCR 1 Western blot #: FGF21 %F CCK 45 #) PCC EGR1 #1 PDGFB mRNA KK 14 # AR5
M, Western blot #E—46: AMPK $11i]57] (compound C)JiA PCC CCK ZHA1 PCC CCK+FGF21 4%+ AMPK-«B {5518 i
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Inhibition and mechanism of FGF21 on activation of stellate cells in
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[ Abstract)Objective . To investigate the effect and mechanism of fibroblast growth factor 21(FGF21) on the proliferation and activation
of stellate cells in the inflammatory environment of pancreatic cancer cells. Methods ;. The appropriate time to establish an inflammatory
microenvironment was determined by RT—qPCR to detect interleukin(IL)—6 and IL.-8 mRNA expression level of cholecystokinin(CCK)
on human pancreatic cancer cells (PCC) such as Capan—1 and MIA PaCa-2. PCC(Capan—1,MIA PaCa-2) CCK supernatant and
PCC(Capan—1,MIA PaCa-2) CCK+FGF21 supernatant were acted on human pancreatic stellate cells (PSC). CCK-8 and Western
blot were used to detect the effect of each group’s supernatant on the activity of pancreatic stellate cells and the expression of a—
smooth muscle protein(a—SMA),a marker of activation. RT—-qPCR and Western blot were used to detect the effect of FGF21 on the
expression of PCC EGR1 and PDGFB mRNA and protein after CCK treatment. Western blot further detected the effect of AMPK in—
hibitor (compound C) added to PCC CCK group and PCC CCK+FGF21 group on the expression of p—~AMPK and EGRI1 protein in
AMPK-kB signaling pathway. Results : The relative expressions of IL-8 mRNA in Capan—1 6 h group and in MIAPaCa-2 24 h group
treated with CCK were significantly higher than those in other groups(P<0.05). Compared with the PCC CCK supernatant group,the

{EZ 4B 445, Email ; zhengpanchun@126.com, PCC CCK+FGF21 supernatant group had significantly inhibited
BRI Tr ) 2 RAEIRIL T MM 4 BF A A6 77 o the proliferation of PSC cells(P<0.05) ,the expression of a—SMA
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(2021-04-13) nificantly lower than those in CCK group (P<0.05). After com—

protein was significantly reduced (P<0.001). Intervention with

FGF21,EGR1,PDGFB mRNA and protein expressions were sig—
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pound C was added to the PCC CCK+FGF21 group,the expression level of p—~AMPK protein decreased (P<0.01),and the expression

level of EGR1 protein expression increased (P<0.05). Conclusion:FGF21 may prevent tumor by inhibiting the proliferation and acti—

vation of stellate cells in the inflammatory environment of pancreatic cancer cells and the mechanism may be related to its activation

of the AMPK pathway of pancreatic cancer cells in the inflammatory environment,down-regulation of EGR1 expression and reduction

of PDGFB expression.
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o LS AREAERH AT 9% 2 AT, HP LA A7 [F]
A 6 AWM, PDA TERRIESE E 1 &k R fa m A
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AERRARBA R, BESEAE B 2030 4R, PDA B ]
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RAMGIER] ABH D B E PRI TEE

FGF21 & FGF FERAR MR N 53 2 — , JoHA b 1Y
PeA 2253 B M, B SOk TS, 7E S e eI %
W FGF21 J 4545 F ) 58 RE S 7 | JBe i 2 R 440 Ji
(pancreatic stellate cells, PSC){i £t 1R 5T £T 4 fb. 25
BFER, BRI, FGF21 REAMHI /I BB AR A
A FAHAE K R W B 1 (early growth response,
EGR1) A0, EGR1 VEN—FhiE Rzt st
+, AU i R AT AE AR T (platelet derived
growth factor, PDGF) i) &3k MM AE #E PSC Ao 184
FEFNEAL . R4 FGF21 i@ EGR1 (YA, 5l
ARSI LT A ik AR AR 20 LTS AR R A 4 TS

SN ] A2 JER i 98 2H 2 bl DL A 1 Bt i 2
GGG AL AT LUIE 1 0% STAT3 FIA% K «B
(nuclear factor—«kB, NF—«B) %5 {5 518 [ 2 UE 5
B geE B4) 2 A e FRE S s W LA i Rt 97 40 M ( pan—
creatic cancer cell,PCC) " 4 A= 4 [H 41 PDGF 4§
XF PSC R HEE UM, HET R BFSE R S AR
PSC it ok Rgid g i PCC 34 5H E R | M4 A
J BRI | b R — B B A T IR L T A R AR
20 T R M o 1) i R O XA 7 7 A BT
FH o PR, 3] PSC R3S FE R Al R A e v 7E
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FGF21 F8BH I 10 i) 20 g A ¢ v J i 2tk
YRR TS 1L, FEBARE A2  FGF21 W] GEIE i
0 FRe g A0 S E R B PSC A 14 5 A 1k ok
S M s 2 20 v R B R R 3 A
a—FHALE AR FRE, XN FCR21 TS5 T
[ A 2 R AR A %, W I, ARE R UL
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1.1 =3

L1l ZHMabk  BRARE AL Capan—1 MIA PaCa-2 JKJPER A
IRAAE PSC FRAF T EE RIEERLR 2200 8 2% S Mg a8 v
112 S8R RNA $2I, a7 sl iRl e A | i A
HAS Takara 4], CCK(26-33) (non-sulfated) 4 F 3 [# Phoenix
Pharmaceuticals’A ), FGF21 1 A L1431 PROSPEC A, it
ZPL a-SMA P E T Y FHRAE S 250 GAPDH 1
A2 E Affbiotech 23 A, S H4HT EGR1 Fl p—AMPK 14 H 3£ [#
Bimake 23 A, 7 20 PDGFB I [ 1 [R5 R BB A A, R
Pt B-actin 14 H £ E ABclonal 2wl ILFEHL/NE 1gG HRP il
I2EH 5 1gG HRP G [ 32 [ Biosharp 24 H], AMPK 411 51
Compound C ) 3 2% E MCE A7),

1.2 £¥F*®

121 4ifsssE AACRIEAE Capan—1 48 H RPMI 1640
SELEEFRIERE SR MIA PaCa-2 F1 PSC ZHHIKEYS F DMEM 5%
ERFEIRETE G MIEWRE N 10%, 7F 37 °C.5%C0, HI4
RIS N B 5%, A 2~3 d IS4 RG R 3 | AR A a4 B i
80%~90%H T HEAFEAR,

122 PCC RAEMIEME S K LI AT % 24 PCC 4iH
Bl 4 1 35 809% 0, 5% ] 1 nmol/L CCK #5% Capan—1 K MIA
PaCa—2 0 h.0.5 h 6 h 12 h 124 h, i1t RT-qPCR A&l i 210
A2 (interleukin, IL) -6 2% 1L-8 mRNA FAHXT Fik & | i
TE CCK M S HEAE FH B ) 2 57 RAE A BT . 4% PCC 42k
CCK ZHF1 CCK+FGF21 £H . 1 nmol/L, CCK il 1 pg/mL FGF21
A AR R st () S i A 45 3% 2 L 1000 v/min 250 10 min, 45
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4R 3%, -80 CHER .
1.2.3 RT-qPCR il mRNA 7K 88 RNA $EBGKH &
VLB A5 AR PR AS 5 RNA K RNA 3655 520 ¢DNA |, 4351
HE(T IL-6 1L-8 EGR1 Fil PDGFB f3E A 14 | 1L-6 [3i75]
.5’ ~ATGAGGAGACTTGCCTGGTGAA-3" , Filf5I¥ 5 -
GTTGGGTCAGGGGTGGTTATT-3" K J# 4 190 bp;IL-8 I1iF
5141:5’ -TTGGCAGCCTTCCTGATTTC-3" , Fii31#:5° -GG—
TGGAAAGGTTTGGAGTATGTCT-3" , K £ 4 109 bp; EGR1
519 .5’ ~CCTTCGCTAACCCCTCTGTCT-3", N7 14
5’-ACTCCACTGGGCAAGCGTAA-3’, KJ¥}y 181 bp;PDGFB
#5185 ~CTTTGATGATCTCCAACGCCTGC-3" , FiiF5]
1.5 ~GTGGGAGCGGGTCATGTTCA-3" K& 85 bp; B-
actin 514 .5’ ~CCTGGCACCCAGCACAAT-3", N i3]
1.5 ~GGGCCGGACTCGTCATAC-3" , KNy 144 bp, 453
DL 28 i AL
1.2.4  CCK-8 farill ELAR A0 MuBEZE I &0 4% PSC 253 X
ME2H PCC CCK EifZH I PCC CCK+FGF21 4, Uk
SEXTHCU AN, 8 20 2% ALy 4 x 10* >/mL, B2FHF 96
FLAR, I3 B 4, B 6 A TFATEL, FL 100 L, ik
AN FRAE 4005 B K 80% IR = 3p L . X AL
WE2H FH G IfL 775 0% R L 1% 9%, PCC s WAL A 4L 45 A n A
100 L X074 IR QML FR A 85 5% 24 b, S0 H] A5
Jei W H B SR, IAE B 1R 5 10% CCK -8 1) JC IfiL ¥ 15 37
I BOAIRE R E 1 b, FEEAR G 450 nm &b 16 % )
(optical density, OD){H . MG R=[( LIEHH OD (H-%5
F14H OD {8 )/ (X B4 OD {H-25 (141 OD {H)] x 100%, 3+ T
Graph-Pad Prism 5 F12 il 4HfLAA 16 AR E
1.2.5 Western blot SZ55  FEHURE T, BCA LI & Ik,
B ALH% 30~60 pg LA & AT SDS-PAGE HLIK 70 &5, SR )5
250 mA fHJFE 2 PVDF & I, 5%/B iR FLE A 454 60 min,
a-SMA —#(1:500) . GAPDH —#7 (1:1 000) . EGR1 —#7(1:
1 000) .PDGFB —HT(1:1 000)Fl p~AMPK —#T(1:1 000),
4 CIFE R, —Pi(1:5 000)EHIRIFF 50 min, F@id ECL &
5, BdEH Quantity One BT,
1.2.6  CCK-8 At C ik AR X EI0U1 i Joe Ml 6 &t
Jifd, Capan—1 F1 MIA PaCa~2 Z3511#% 5x10* f~mL 1 8x10* ~/mL
P2 R AT T 96 FLAR D, IR 1 B s Al Bl i 3 A4S FAT
fL, AL 100 pL, A AR F246 , A0 0% B K 80% AT 8 &
FEFRE 25 .0 pmol/L . 1 wmol/L.2 wmol/L 4 wmol/L,
8 wmol/L J 16 wmol/L, ¥ FH 24 h & W 15 95 %, in AHr &t
1% 10% CCK-8 AYSEFRIE A & 1 h, AR
I OD.so0 AN 2= (0 FIZH4L OD {E-MIZ52H OD 8 )/(0
JNZi2H OD {H-7%5 14H OD {H)] x 100% , 5% 1} GraphPad Prism
5 15 1Cs0
13 Sitsam

JIT 78 B R ] Graph—Pad Prism 5 R4 il 5245
&, LI EE A LIIEL = AR 2 (v £5)FIR . RT-qPCR A&
mRNA JKP-S8GH 5 3 YR, CCK-8 Aar i B bR 240 H 44 7 175 0. 5%
AR 6 YK, Western blot SLE & 3 ¥k, CCK-8 iU 55 5K

IR T R A 3 K, 2 426K i IBM SPSS Statistics 19
BAF AT RAI R 7 22007, 3 A s LA 2R IBM SPSS Statis—
tics 19 BRI BRI 205 225007 . KUK i =0.05,

2 &% B

2.1 Capan—1 & MIA PaCa-2 ¥ JEIRFLAIE

FH CCK 4b# Capan—1 0 h .30 min .6 h 12 h J5 0 11.-6
mRNA BYFRMEN, 4550 BoR AP 6 h Bf 1L-6 mRNA 3k
A T H AR, 22 R B S L (P=0.000) (& 1A,
#1), H CCK 43 MIA PaCa-2 0 h.30 min.6 h 12 h flI
24 h JE kil 1L.-8 mRNA (FRIEIEOL, 458 Wos b3 24 h A
IL-8 mRNA Fik &l THALA , 2R B ARG F R X
(P=0.001) (& 1B,3& 2), KL, L0R AR R ()78 F st 1) 2 57
Capan—1 Fll MIA PaCa-2 HJRMEIRBIIATIR S,

10

11.-6 mRNA HIXf Fik K
[=)}

A. CCK 4b P Capan—1 AS[A]HH] TL-6 mRNA A9k 5L

o0

b 0 h

E205h
=6 h
12 h
=324 h

a

)
a1
B. CCK Ab34 MIA PaCa-2 AN[AJHf[A] IL-8 mRNA AYZIATE N
H:a, 5 0 h AT A, P=1.000;b: 5 0 h 241 EL 4, P=0.000
1 CCK 4543 Capan-1.MIA PaCa-2 &R iE IL-6.
IL-8 mRNA R3i&1ER (n=3)

22 FGF21 MM $ A2 2R3 P 2 AR 20 IG5 09 % v

Has g IRZE AR L, PCC(Capan—1 Fl MIA PaCa-2)CCK
S WAL B PSC 24 h 5, PSC 4 i i 18 5 1 G 0 (P=
0.000) , #X1 PCC (Capan—1 F1 MIA PaCa—2)CCK+FGF21 I
TS PCC(Capan—1 Fll MIA PaCa—2)CCK | iEWiZAARLL
FL PSC 4t f 34 5 4 57 50 B 1 400 ) 22 A e it 2 0 L (P=
0.031.0.000) (&l 2A B, 3 % 4),
2.3 FGF21 A £ I 25 P 2R fm Ji & AL o %

i Western blot £l PSC 1G L FEHR a—SMA [ FRIA T
O, SRR, 525 FXT IR HL, PCC CCK g WA PSCI%
AAEFR a—SMA 25 14 2635 B 3% 5 (Capan—1; P=0.000 ; MIA
PaCa-2.P=0.002), i PCC CCK+FGF21 3&EH4l5 PCC CCK
IERAAA LY, o-SMA 2 13235 B 1 IR (P=0.000) , 22 53
Hegitegm L 3A B C,32 5.3 6), XFEW FGF21 /EH
TR A AR S RER R 4 X T PSC TS ARAE

a

11.-8 mRNA HIXf &3k 7K
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2.4 RT-gPCR #= Western blot %3] #m| FGF21 Wik & 28 A2 EGR1 A1 PDGFB mRNA (€] 4A B, 3% 7.4 8) Ml M
#2 EGR1 #= PDGFB mRNA # % & £k 5% A (E 5A B.C, 3 9.3 10) X 25 =35 8 8L F CCK 4k

FGF21 A CCK AbFHJ5 Y Capan—1 FI MIA PaCa-2 4 PRI ZERA G5 L (P<0.05), %X—45 B 425 FGF21 fig
Jii, i# 3 RT—qPCR F1 Western blot K5, HiZ% 5 8 7 2 #k4 HF AR JE R 4R EGR1 N PDGFB (363K

%1 CCK{ERTF Capan-1 REHETH IL-6 mRNA FiEER (n=3,x £5)

4151 I1.-6 mRNA P, P, P P,
Oh#H 1.000 + 0.330 - 1.000 0.000 1.000
05h#H 1.306 = 0.039 1.000 - 0.000 1.000
6hl 6.612+1.125 0.000 0.000 - 0.000
12h 4l 1.145 = 0.061 1.000 1.000 0.000 -

P A, 5 0 h LB PR : 5 0.5 h ZHEWES PAE: 5 6 h AL HUH B : 5 12 h A BUAR — R A AU

%2 CCK{EATF MIA PaCa-2 A [EBFE T HY IL-6 mRNA FRiE(ER (n=3,x +5)

2051 IL-8 mRNA P H P, 1H PAH P, 1H PH
Oh#l 1.000 = 0.969 - 0.000 0.000 0.000 0.000
05h#H 2.411+0.214 0.000 - 0.000 0.000 0.000
6hH 4.065 + 0.200 0.000 0.000 - 1.000 0.000
12h# 3.924 +0.071 0.000 0.000 1.000 - 0.000
24h 44 6.826 = 0.449 0.000 0.000 0.000 0.000 -
P AR, 5 Oh 4LEHG PR 5 0.5 h LA P AR 5 6 h 4L HES PR 5 12 h AL ERHE P A : 5 24 b Hogs s —: JEA R E
200 -
R E& Control4] 150
1501 S F = CopanlhCOK LR - %T(nzfi_pCCKLﬁWﬂ
S S = jj’g@ﬁ CORAFCR2L s 100 = o= MIA CaPa-2+CCK+FGF21
E 1001 e % ART T
% 50 4 e i% »
0 5'.‘:,. : = 0
A. Capan—1 SR I H AR AN ) B. MIA PaCa-2 #&iE#5E o ARG )
¥ :a, 5 Control ZH LLAZ, P=0.000;b: 55 Capan—1+CCK IR AL, P=0.031;¢: 5 MIA CaPa—2+CCK b5 4H LK, P=0.000
B2 AEAER PCC LiERERA PSC 24 h 3t HFEMMFIT
%3 BREREZAAE Capan-1 &4 PSC ZHAEE M (n=6,x £5)
415 PSCi 1 P H P 1H P1H
ControlZH 100.000 = 5.140 0.000 0.000
Capan-1+CCK 3§40 161.050 +5.001 0.000 0.031
Capan—1+CCK+FGF21_F 3§ i 148.700 + 10.425 0.000 0.031

2P AE, 5 Control ZHAHHLES; P, {H: 5 Capan—1+CCK iR HLES ; P AH : 5 Capan—1+CCK+FGF21 354 Ho g
#4 FEBRELAE MIA PaCa-2 & 48 PSC & (n=6,x =5 )

41531 PSCIG M PAH P AH P AH
ControlZH 100.000 + 5.140 - 0.000 1.000
MIA CaPa—2+CCK b4 125.877 + 8.240 0.000 - 0.000
MIA CaPa—2+CCK+FGF21 i iZH 99.961 +5.521 1.000 0.000 -

1P, 8,5 Control A AL ; P, {H : 5 MTA CaPa~2+CCK IR HLAE 5 P, {H : 15 MIA CaPa-2+CCK+FGF21 b I 4AH Hh g

®5 BRIMERIE Capan-1 IMET PSC iEHIEHR a-SMA BEARIEER (n=3,x £5)

215 a-SMA P P A PAH
Control 4 1.000 = 0.010 - 0.000 0.000
Capan-1 +CCK 3540 1.137£0.017 0.000 - 0.000
Capan-1+CCK+FGF2 |3 i 41 0.730 £ 0.015 0.000 0.000 -

1P fH, 5 Control 414 ; P, {H: 5 Capan—1+CCK FiFRAIM LA ; P A : 5 Capan—1+CCK+FGF21 L35 A AH L5 ;- ToXH i {H



— 892 — BRERKFZFIR 2021 £5 46 H5 8 # ( Journal of Chongging Medical University 2021.Vol.46 No.8 )

* 6 BRBREAE MIA PaCa-2 BHET PSC iEHLIERR o-SMA BEERIXESR (n=3,x +5)

2151 a-SMA PH P, fH PAH
ControlZH 1.000 +0.154 - 0.002 0.000
MIA PaCa—2+CCK 2 1.210 +0.056 0.002 - 0.000
MIA PaCa—2+CCK+FGF21 i 4] 0.710 + 0.032 0.000 0.000 -

P, fH, 55 Control ZH ELAE; P, Al : 5 MIA PaCa—2+CCK IV ZHAH LA ; P A : 5 MIA PaCa-2+CCK+FGF21 i A AH LA 5 — : TOXT R R

- . =15 :;:I"r(flrl+<:(;1g =15 = ControlZ
Capan-1 MIA PaCa-2 = RG] e g MIA CaPa-2+CCK
C -+ 4+ -+ o+ ] '=!:,qpnn-|+g%<: X F A
1.0 FGR21 L5l . MIA CaPa-2+CCK+
" -~ 4 - 4 ® e ® LO S iGrat F i
10 pani
wsir [ = = | e e 300 s s
= =
GAPDH | e ---—H_. -—‘351&) z z
- 3 0.0 3 0.0
A. Western blot ¥ PSC 75448458 B. Capan—1 45 i 4 C. MIA PaCa—2 %% 54
a-SMA H [1RAKF- a-SMA H1#E a -SMA FE 14k

7 :a, 5 Control ZHHH LL#K, P=0.000;b: 5 Capan—-1+CCK & 4 HLEL, P=0.000;¢: 5 Control ZHAH L4, P=0.002;d: 5 MIA PaCa-2+CCK I
TR LA LA, P=0.000
E 3 FGF21 % PCC KiEFREH PSC & IEHR o ~-SMA BB FIAHIHIM

1.57 1.5 -
mm CCK-8 fik4l

O3 PCC+FGR214H

0.5+ 0.5 4

EGR1 mRNA HJFIAHA
2

PDGFB mRNA 7235150
=

0.0 -
Capan-1 MIA PaCa-2 Capan-—1 MIA PaCa-2

A. RIEFFEE T PCC EGR1 mRNA #3515 B. RIEFREE T PCC PDGFB mRNA k50
a5 CCK 41 HLEL, P<0.001;b: 5 CCK 4 L4, P<0.01;¢: 55 CCK 41AH FLER, P<0.001
Bl 4 FGF21 Xt & EIME T ABERRELHAE Capan—1 & MIA PaCa-2 EGR1 #1 PDGFB mRNA #3157 B8

0.0~

F= 7 BRERERIAE Capan-1 MET EGR1 #1 PDGFB mRNARIEEMR (n=3,x £5 )

2151 EGR1 mRNA PDGFB mRNA
Capan—1+CCK B4 1.000 = 0.090 1.000 + 0.073
Capan-1+CCK+FGF21 35141 0.197 £ 0.028" 0.463 = 0.085"

¥ :a, 5 Capan—1+CCK 4 HL#%, P=0.000;b: Y Capan—1+CCK FIF R4 HLEL, P=0.001

%8 [RERERIE MIA PaCa-2 3E T EGR1 #1 PDGFB mRNA Rk &R (n=3,x +5 )

25 5] EGR1 mRNA PDGFB mRNA
MIA PaCa—2+CCK FiiiZH 1.000 + 0.056 1.000 + 0.045
MIA PaCa—2+CCK+FGF21 ik i 0.658 + 0.007" 0.315 + 0.002°

1 :a, 5 MIA PaCa—2+CCK FiHT&2H 42 , P=0.000

Capan-1 MIA PaCa-2 L5
a})anw ‘ a ‘j : E ﬁ 1.5 = CCK-8 fik41
C C+F C C+F X o ] B PCC+FGF2140
EGRI | (S 50k b & 10 .
— I a :j:_: X
rocrs | WS | 2 T |80 05 0.5 .
= =
B—ﬂctin|-- I |.——— |43kD 3 o (9:00
A. Western blot +ﬁ(mu PCC EF‘ EGRI1. Capan—1 MIA PaCa-2 Capan-1 MIA PaCa-2
. . B. RIEHEE T PCC EGRI1 IR L RIER >C PDG O [F)
PDGFB 2 (4 T RIEHIE N EIRIAEN C. RIEEFFEET PCC PDGEFB 25 18545150

H:a, 5 CCK ML, P<0.001;b: 5 CCK M HLEL, P<0.01;5¢: 5 CCK 4UAH AR, P<0.001
5 FGF21 3t REHE T ABRIREMA Capan-1 & MIA PaCa-2 EGR1 1 PDGFB & A RiZHI= M
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2.5 CCK-8 % i 5235 7% % compound C(AMPK #74] 5] ) kKB (Capan—1: P=0.046; MIA PaCa-2:P=0.000),
1Cs EGR1 #E Rk A AR, 22 7 ¥ BA G258 L (P=
v k iz BE it Vi 3% anan—1 com—
WA 2GR R S WS, Capan—1 com 0.000) , i PCC CCK+FGF21+compound C 415 PCC CCK+

pound C ICs, 4 8.532 pmol/L,MIA PaCa—2 compound C ICs, R
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1 :a, 5 Capan—1 CCK 4AHILAL , P=0.046;b: 5 Capan—1 CCK+FGF21 240 LL4E, P=0.001;c: 55 MIA PaCa-2 CCK ZHAH FL4S, P=0.000;d: 5
MIA PaCa-2 CCK+FGF21 414H L3, P=0.000;e: 5 Capan—1 CCK 414 Fe#s, P=0.000;f: 5 Capan—1 CCK+FGF21 41#H H 4 , P=0.000; C: PCC
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1 :a, 5 Capan—1+CCK 41 FL#, P=0.000
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