D. ER&LUVE. &R

SO DM LNTEHRAEE LD LLUTO
L O EHTED (M8)., BN ERINENTLPS
FEILE 1 & CDI4% i LTROS L e o 7
F %5 L TUTNF -« OfEs iS4 L, ST TNE-
a OIS ASTUES 5, b/ m ST TNEF-
o IXautocrine. paracrinefyZefERliz kv, B
% 1k ETNFL 7% (CD120a, CD120b) %40 L
TRIET 3. 2O, MRANPKCOFEMEALE LT,
MUC2, MUCSACO# GRS h b L EA 5
k. ZTALORELY. AR TL. HiT
F1OLPSHHASE ik & Bk L. TNF-a &%, PKC
OIEHL RTINS L EoMUC2, MUCSACH R
ToEAST A ATREREAS A S, T O¥IFES, FRaE
FHE S ST NS H SR S NS MFRICRETH
HrEZ LN,

HIg RS 2 MUC2. MUCSACORBTLEN, cyctic
fibrosis, XA, BRI R OWEERIZD
FBELEZ LN TS LI I EDOEETIITNEF-
a, PKCHLFDREBRICEE I EX 6N TND,
OB [, B LK. SR A v zin vitroDFEER
Gk, B RTNF- o AMUC2, MUCSACO %
RHEHET 3o Lol & 20BN 2PKC
DEHLHGEEh TS, ZhH0FRED . R0E,
BaE, TERO BRI EE Uiy 7 dsER
PEELTHS EHEZLILS,

BETEN T L iz, MUCZ2 2 MUCSACIRRE O3EH
BALOAF - Em Lz, —4. MUCL. MUC3®D
REEILD AR — X B - Tl iE4, MUC2
L MUCSAC O #ix1-ix ¥ fa i 11pl5. 5D 400kd DR
BIIEE L THEETA 2 EBHLMCEN . Ei,
Z OFEEICIIMUCSB, MUCGEIZT b HFE L TS,
W7 73 ORHE 21357 v ORISR S 0
T3, Zh b4 20OMUCORB A Z— 1 3—HL
2As, MUC2 & MUCSAC D22z [RAVTEREL L T2
AT ERILN TS L2, phorbol 12-
myristate 13-acetate (PMA) i XMUC2, MUC5AC
DT FET 5 A5, MUCSB. MUC6DHEBLIX
A U2, £/, PMARTNF- « TMUC2 - MUC
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SACOBHMFEIN LA T, PKCAKEE L T
HIEHHEELTWD, ZhbnZ X, MUC2,
MUCSAC O3Bl R OMAeHN & 7 A THl s
TWDT S EZ B S,

LPSH#il#, TNF- o i@ TMUC2 £ MUCSAC D%
ARG SN AMET, FOX I RIEEFNTHEF
LT3 O TEEAF NS, ZhelBT5 1
THAED LB A5 MUC2ZOpromoterifl
iz R Tivd . MUC2EZ -0 Lz i « B
BRNAEET B0 F YNF- « Biz X 5485 40 %
TN ATREMAH . P aeruginosaic L AMUC
20EETHEIEINF- s BEA LT0DH Z EARESH
Twa, SNORBRTIXLPSHAMUCZO IR H 4 FE
T35 HBTTNF- o EPKCOBE S E 2 b icis,
TNF-a MNF-x B#FHET 5 Z LT E<MLNTE
Y, ZORTERE TPKCAEME LT St bl s
TWA, 2 b OWER b &i2d 5 & NF-« BiSMUC
2DEEERMRA T OO TH AR RIS,
% 7= MUC2HUHE D promoterffl iz i3Sp-12 &%
Sp7 7 2 U —OEGHE T & OWEBIIABTFEET 5.
N g IR N B 8 it fioft ol ol e STANGR
TNF-a. PKC¢Sp-1OEFaERHsn TS, |
FERICBWTEOL SR/ FARREINE ST
TR AS, Sp-1% MUC2MD 8 SN - D # O
1o&EZ NS, —F, MUCSACIZBIL T, #
DFEBEFITNELE B od - TR LTS B OMRS
ffrens.

AEORBRIZIY . 77 ABEEHOFHEETTH
BLPSIC L v Mg IRz 81 H5MUC2. MUCS
ACORBIMIHT S5 LM b & T, ¥,
Z 0BT, TNF-o %, #HilaNOPKCEMSALA
S LTWdEEL DN, T OMEHHREHE %
e LA AR R OB R BE-S T, BIZEHNEA O
Bz B i sl o THnD EHEX bR

F. 2RERITH
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- RS BEIEPEM S (RRER RIS
sHAHEER LT

ERIBE O, NSRS DR D X ORI Bllc &7~
K-rasigfz+E %

SHETRTEE

MRES

R
B AR A

h# 1%

TFFPARE I DK -ras i a8 RN, FFNFS A IEOH B-om ORI E & ORER 26T 5025 Chang Gung
Memorial Hospital & © #t5 & 02 fFAEG S OHFRILE LG &, EAIHFREE LA & L. o
fHAEE A mucin core protein (MUC2, MUC5AC) 5 L UMEM L Hebrush border®marker & % CD10%
Bzt BAES (MUC2 (—) /CDI0 (+)). ¥ (dk4) ® (MUCSAC (+) /MUC2 (—)).
B (fb4) B (MUC2+/MUCSAC (=) @ 3N 8 LTz, #&0 OFENOE TiL, FAREHK rasi
EFERICHBETR P - M RO EBE AR L OEK-rasBIE 1 EREAENMERIC D o T, O
LAEIBE L K-rasE S0 e TR L OB O T, SHOREBLE L Bbhi,

A. HREN

RTPHE &5 DK -rasiBl iz FE B M8 WRELED
i, FOFRKIEEIIC RS0 E SR it
L7

B. ARAE

1) #4

##%Chang Gung Memorial Hospital & » 4312
KEEH— AR Al U Tl St IR &0FF
WEREZ 136 & I DRITFARNRE A3 124,
2) K-ras®{zTHROKE

FARNEE (MeR, BA. BY 8§ -
B BE T Uie, I EN Ol bmicrodissection
#TDNAZHH U, PCR-RFLP# CK-ras codon 12
OEBERBL £, BETEROintratumoral
heterogeneity % &8 L. M—4#TH 2 AL B
5 MEI DNA A HH L 7z,
3) BEEE Sy

mucin core protein (MUC2. MUC5AC) B X
TR _E B brush border®markerT & % CD0IZ Xt
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TAHRERERTY., EOMEBEE RT3 &I
LTz,

D4R : MUC2 (—) /CDI0 (+)

@B (bd:) B MUCSAC (+) /MUC2 (—)
@5 (k) £ MUC2+/MUCS5AC (—)

C. HMiRER

1) B OHBEYNOK-rasZE B
A (+) T31% (4/13), (=) TH0% (6/12)
THY, HEEZEroTz,
2) K ERMNOK-rasEERE
DA £ RT50% (3/6). Ak BIT37% (7/
19) ThHY. HEHTRI T
SE +HRIT2/2(100%) WP RT2/11(18%)
HE+BRT3/6 (50%) THY, IEMTHRE
LR S TN, ST BT A R AR (8]
biRY. SR o

D. ERBIUVE. B

R O RO LLETiE, FFNIEEBK -rasil{E -



ERICHRARR S AR OF T & 5 ket
RV SIT RS K-rasE R L AIFOFE L5 2 T
HUHERIE NN EEZ OGNS, MG, FEOMBNE

BT K-ras B8 BETisn L o fe s,

M ETIOAL LT H A R0 b OIFK-rasill s -2 R
BN B o T RO ERE L K-rask A0 Tz
BIGFRE & OBz OWT, SH OB AN L
B,

F. fEREERIRE

iz L

G. WRAER
L. Gm3C¥ER L.

H. HOMEEOHER - SRR

Frizie L,



RS B EIE R & (KRR R 45 2)
S

18 A A 2
— 3 LSBT ORI & 21D ORBE~ DI

sapkgesE b HR
RERFHEE RSN #fR

HMREE

B M AT NS IR T U T Ic SR A MR TR Th B, RIEIT 302 B0 M R A3 T I AE
DFERAE LTERECH D, LRI 5 > B BT APGER5iF, @R atEi F R Lo bE &2 &
Iv. 7% RyBp Ay — RoOEMALIc X 3 PGE2EE ORI, PGE2OEPZRME AT 5 WHlngid, it
BEHM NS R ORRICEETH D L Ex b5, A OFS#MIZ BT 5PGE2MIY, COX-28 L TEPS%H
WOSBIZOWTHT Uiz, M LIS NNT, PGE2BLUVEPRAKRT I =R - T Fad=A b
ORMFLRERE - BREIc 5 2 B ELic>WTRE Ulc, BRI 81 5 PCGE2REIIRIA, COX-213 el ib 2,
EPS 37 % A4 ZiZRT-PCRE X ISHIC THElr L7, [ugs Eicfiiia (Mz-chA-2) i, PGE2, EP2-47 =
=Z b, EPAT X I=A MARML T, ao=—EME. DNAARK. A5 0w, MMEEREFTHHc
fosRELIZ 5 2 B MBI OV TR L, IBIERGETERLT S ol Tk, IEHIRFIZEE LT, PGE2RIZIHEE
WEMTH o, FOBB S E OB R R aTe) ICCOX-20MWIEBL & #b Tz, Iz
WTEPSZRIKD 5 HLEP2-43 7 % 4 7 ORBLA # Tz, 14 Ll 31 5 PGE2E £ i COX -2 BT R 1r
W Cdhotr, £ Mz-chA-2ic5t LT, PGE2RBIZEPAT of = A M A EKREM I 0 =%, DNA&KE.
LF LAk, c-fosm RN A& RIS ¥, EP2, 37 0= h CRATE R 2R Ad o/, —HEPAT » &
S=2 M, PGE2OIEAHEKFRICIF Uiz, AE ORI KB OME T WT, COX-2%
BI3PGE2ME A ORME T Xt 2 L, PGE2IEPARAKENT B LB L SN DI [FE - RO RLGE
BXUAF AR REETS L L. AEOHER GO ORA - 0 72 5T RIS EORAICE <
BE LTS REtsmig S i,

Zibhd, ¥k, BEEEFHEFEKE TH

A. HSEER WES T RE R 2 X 5 RRIZBN T,

FFARIIEREEETH DAL, FMRTE A DX T B FH TN TH D AIEDRI 5 %
WT LR BHEALH AR RODEIREL RV ST WIS AL T, AEZIFPRILE RO
<. FOEEER LN EIER OO RO O NAYRIRETHHEEL LD, IWHREFROR
(AfEHARE N DRI TS, A - BRI REIEEME OB L ORI LY, M

P BERAPE IR 7% 28 KL R R PERF PR AS i Tl e B Lot WK, AR, B L TEEK, JER
R BB OFTRTHY . Mz T EAR LoD BRAE L b,
THHER BT AE L <HEL. RhikeiE PRI, SRR DA OERE R T
B (AFr) PSRRI END. Zhblaggil WNIT22 2 ENRTRENDI ZE LD, BEM
B UNT F Ui B U7 G | e b O LT B i PERRAE % DI RN F DT 2 LN T & R & B
VR, IFNEEAREORRICBEE R ARU THWD & & LIt BB ThL LA b D,

_40_



TAIZINETOIMRICBOTNEZ BT DY
PEHGREIN A R OWTERIN - & LT, PR RE 7T
YRR (PGE2) &7 F % R U@t il LIN-FT
& D HH ULy R RR U =¥ A2 (LUNsPLA2)
OEE ML TE -, Sllid, A om s
A OBy rud X Fh—¥
—2{COX-D LAk 750 UV ESRR(ER)
DIZDONTHEHT A, 2 OICHRE 102
WTC, PGE2, #RPCOX-2MEH. 7265 TEPT
A=A PERRT P& D=2 M LB 4P
OWTRHAEBZ R,

B. fIRAX

ST TE M N RS AR 148 (B3R 6 1.
) Gz oW TR L.

i A LA DR R AR A A 2
BLUFOEH SROIFHERE

Lt 8

25T DI AL
Bl & HIZEB IR

HESLEH X 0 15 S IR IFNIRE Iz > T sPLA2Z,

COX-1, COX-2B L UEPH 7 % A 7OmRNAD %

8PLA,-IIA 427 a L

P

BUIRT-PCRIEIZ TR LTz, & HITCOX-28 LT
EPH7 & A4 72 oW TIRABMN 2 AT &N ST 5
e TRl L insitsu 1 70 £ 14—
VoA IS TR 277 - T N PG E2i8 3R IA
FEIC Tl Ue, OE EE#IE (Mz-ChA-1 - Mz~
ChA-2) W TCOX-2B L UEPH 7 % 1 7 D388
i L. PGE2. s#RCOX-2[H 24 (celecoxib)
BNIEPT I = A M (EP27 2= A . ONO-AE

1-259, EP37 4 =2 F.ONO-AE-248 ; EP47 5 =
Z . ONO-AEL1-329; EP47 > #2 = A ~, ONO-
AE3-208 ; /NEFSES B 22 0 ZE I LB SR L

L0 EHD 2 X AH 0 2 v =— R DNASH,
LT IREIT AT S R DU T L e,

C. HIRER

BB BB TS5 BBERFHRRARYN
—tA2, YoRFRLHFF—E-25LUTFBR
LGSO UERBRORR

[ 1 R A DA PE R R M AN B 28 BT DI

1I
e e

LIS

Cox-1

Cox-2

EP,

EP,

EP,

G3PDH

11

PCR-assisted amplifications of mRNAs of secretory-type group [LA phospholipase AZ (sPLAZ-ITIA}, cyclooxygenase (COX) -1, COX-
2, prostaglandin E-receptor 2 (EP2), EP3, and EP4 in bile duct tissues. Plasmid vectors into which each ohjective coding region of
human COX-1, COX-2, sPLA2-1IA, EP2, EP3 and EP4, had already been inserted were used as positive controls. Lane P, positive
controls; lane [, a specimen of normal bile duct; lane I, a specimen of bile duct affected by intrahepatic stones; lane 111, a specimen
of unaffected bile duct. The abundance of G3PDH mRNA was determined as an internal standard. The PCR products were 449 bp
in size for sPLA2-11A, 309 bp for COX-1, 531 bp for COX-2, 392 bp for EPZ, 416 bp for EP3, 212 bp for EP4, and 311 bp for G3PDH.
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%sPLA2. COX-1. COX-2, EPZRH#Y 754 7
OMRNADOBEBRIIZOWTEILELOTH D, [FE
MR TIXT 7% KoBh 27 — ROERAL & KR
LT. sPLA2-TIA—-{ZNZ T, #FEB s uFdFy
#r—¥ThDHCOX-20mRNAOFER 236, K
HA NI RIS OB L TEL M
LTk,

7uRE 55V EREEK (EP) IZiZEPL, EP2,
EP33 X UEP40 4 Blfiny7 % 4 ZHFET 52 &
IS ERSTNS, BR1IRRT LI, RED

W RS REMEAR A S L OIR B 12 81 DEPREHY T
& A FORRIL. EP1%4Bk < EP2, EP3B L U'EP4®
mRNAOREHZEb . £2 5 OEBIIsPLA2-
A, COX-2RIBRIC. D 5 WA IEFEER D
AR LTELEMLTW,
fRiiREtEEFAIc BTVt —H—
2 DR EAREN SR

8 BT M RRLEE A8 SR DR IZ 11T 5 COX-2 1
DRITEE R 2R TRER A TRIFLL

Immunostainingofcyclooxygenase2(COX-3inbileducts.(AYAnormalintrahepatichileduct(originalmagnification x66).(B) Proliferated
intramura! glands of the bile duct affected by intrahepatic stones (original magnification x 66). (C) Proliferated intramural glands
including mucus of the bile duct affected by intrahepatic stones (original magnification x 132). (D) Hyperplastic epithelia of the bile

duct affected by intrahepatic stones {original magnification x 66).

In situ hvbridization of prostaglandin E-receptor subtypes (EP2-4) in the bile duct affected by intrahepatic stones in a specimen
of resected liver segments from a case of hepatolithiasis. ThemRNAs of EP2(A), EP3(B), and EP4(C) subtypes are diffusely expressed
in the epithelia of proliferated intramural glands (original magnification x 200}). The mRNA of EP4 is also diffusely expressed in the
lining epithelia with hvperplastic change (original magnification x 200).



Protein

mRNA

PGE2
(pg/mL) 94.8 1.7
+AA +6.0 +0.4
= 4

Expression levels of COX-2 in the Mz-ChA-1 and Mz- ChA-2 cells, COX-2 protein and mRNA were expressed strongly in the Mz~
ChA-1 cells but were hardly detectable in the Mz-ChA-2 cells, The Mz-ChA-1 cells were ohserved to produce signilicant amounts
of PGEZin response to treatment with 10 mM of arachidonate, while the Mz-ChA-2 cells were observed 1o produce only trace amounts.
The results are expressed as means 7 SEM, and the experiment was performed in triplicate.

DNA Synthesia PGE, Produotion
125 3000
1004
F el 070 o
_An & ERRS £ 15001
g 80 |wurs " 2 -
“1e] i
I I | Iy
o ol il
- - +
125 — + 2000
aﬂ)ﬂ‘ f ;.:‘ :
~aa £ 757 : E 1500
10pm B ooyl s - £
& Ll .
254 v -
a 5 £ 04 !
- + - +

Celacoxib 10 pM Calecoxib 10 pM

= Patt O}

X 5

Effect of a selective COX-2 inhibitor, celecoxib, on DNA synthesis and PGE2 production in Mz-ChA-1 colls

X 6

RT-PCR and in situ hybridization of EP2-4 mRNAs in the Mz-ChA-2 cells. In the RT-PCR, the mRNAs of EP2, EP'3, and EI’4 are
amplified in the celts. Lane [ in each panel shows RT-negative controls. Lane [ in each panel shows the PCR products of expected
size from Mz-ChA-2 mRNA. Lane Il in each panel shows the PCR products from positive control eDNAs. [n thein situ hvbridization,
P2, EP3, and EP4 mRNAs were diffusely and strongly expressed in the cells.



(E2B), HAELRRORE LK (W2C) 2
LUZIREOMEK LR (M2D) BEFRTH T
£ oM R R B 5 S O I BT 5 COX-2&
Fl gL, T3 LRk LTH
FizEmLTwE (2 A),
RSB RICH T HTORE TS O VERE
HORR (in situ hybridization)

R I8l R R A 6 TR AL DB E i 31T BEPR B D
Bz -OW T EP2, EP3. EPAMRNADRE #insitsu
hibridizationiE iz TR LTz, AHEOHE TIXEP]
%< EP2, EP3¥ X FEPAOmMRNAD I & 8w T,
K3 xFORERLELOTH S, HMilalmi b
I LF VMBI BERGEEZR L TWDLELD
NTHBEPY7 ¥ 1 7ORHIZ. insituhybridization
IZ X AETORSER, BHERBEMERE RIS TIRA
BIRORE EELBBRE FEIZ—8 L TEP2, EP3.
EPAOMRNAD ¥ 7 F A il lc. ®¥e Z LIiIZEP
B7 % A4 7 OmRNAREIZCOX -2 & Rk k5K
HROIAE b Ak KTSBER LRI By T LI
HTHolz,

REERERIZEITS 284X —tE—2 5
IR EBRIRHMCOX - 2MEH DR

F1

WA ROBFCBNT, T7F N
B A7 — ROiEALIc &0 A XN SPGE2ZRNEIC
BETHEQEPY 7 24 L LEE L. SHEOHERD
DT AT VRS b I E ORI &
BMLTWAPEFAETHIZLIEETHS. £2T
R MRz 31 5COX-2mRNAB L UEH O
B, PGE2OEETEIZ W TG Uz, F 2B
PENR A 28 1 30 B B IRMCOX -2FRE Al - o T RE
IZOWTRETZEMCT, AFlZEMNTEZLic
£ 5 COX-2iF O MG FHITE iz B ZIET g
BlzonwTHsEBI ko,

He#ingg i ile (Mz-ChA-1 - Mz-ChA-2) iz
DWTHIRLI 2 Z5 (M 4), Mz-ChA-HIZEBWNT
FCOX2mRNAZR LR OREAEEIC#D b,
FNAEEHLLUTT 7% R BRIE DR &k OPGE2
METSEAR2L T, —JF, Mz-ChA-2izEn
THEHCOX2mRNAB LI UEAOKEIILIZ LA Vil
LE BEREP OPGE2ENE LIUETH -7 (K1 4).

Mz-ChA-1#il2iz COX -2 & #K & L <10mM®
celecoxibZIFM U7z £ Z A, ALz BIT5DNA
ER ST PGE2IX. 7 7% F U E FRB L UIE
A RORRIE I BN THRIZIHIEN (X 5).

Effect of EP, -Selective Agonisis and a EP,-Selective Antagonist on DNA Synthesis, Colony Formation
and Mucin Secretion in Biliary Epithelial Cells

DNA synthesis Colony number Mugcin secretion
pM {% of nontreated cells) (% of nontreated cells)
No treatment - 1.00 + 0.08* 211 £ 12 100+ 5
PGE, 1 221 £0.19 390 + 15¢ 176 + 18!
ONO-AEL-259 0.01 1.02 £ 0.09 227+ 13 106 £ 11
(EP,-selective agonist) 0.1 1.14+0.12 232+ 18 1051 6
1 1.i5+0.11 237+ 15 113 + 10
10 0.9% £ 0.08 222+ 10 98+ 9
ONO-AB-248 0.01 109012 228 + 17 96 £ 5
(EP,-selective agonist} 0.1 1.02+0.10 216 + 14 95+ 8
1 0.95 £ 0.07 22211 97+ 10
10 0.8910.11 21215 80+7
ONO-AE1L-329 0.01 1.23+0.13 260 + 131 107+ 6
(EP,-selective agonist) 0.1 168+ 0.18" 356 + 16! 125+ 10!
1 193 £0.19¢ 407 + 18! 155+ I8!
10 1.12+0.14 283+ 12 1047
PGE, (1 pM) 001 179+ 0.184+4 180 £ 16* 100 £ 8¢
+ ONO-AE3-208 0.1 136 £ 0,131 161 £ 171+ 85+ 13¢
(EP,-selective antagonist) 1 131 £0,15 141 + 124+ 69+ 10+
10 133£0.13" 143 + 13+ 75+ 12"

*Values represent means + SEM of quadruplicate welis
'P<:0.05 dgnificantly different from nontreated cells.
VPO significanidly different from nontrested cells.
$P<0.0] significanty different from PGE -rreated cells.
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JBE ERMMBEICE A TaRE TS O VERER
DEBMEZBEEFI_AL, PLEIAMOHR
EP7d=2 P Efik7 & d =2 b OAHFNIE)
Iz TMz-ChA-2HilRE H W THRE 2B 2 -~
o Mz-ChA-2#lIZ W R MEOPGE2DIEEIANIZT & A
i b nicd WIRMEIZS WP GEZFEBLASE D
HILEMz-ChA- T & Ll U 7oA RN L/ PGE2
HDLWEET I =A MOBRS X VIR S
Abh0EFEZ LN, M6 dMz-ChA-2iz81F 5 %
EPmRNADI A RT-PCRE X in sitsuhybridi-
zation#kiz THAT LTRSS T H 2 0 f sk ki
EP2, EP3, EPAmMRNA®REHEA D BRIz, »
FTHOLEFEDORMTH 7. EPl mRNADFEHIZ
M bedr -5, in sitsu hybridizationiz BT
L EP2, EP3. EPAMRNASFEMNGIc G E A ICED
vz (H6).

Mz-ChA-2#ifaic 3513 5PGE2. EP2, EP3. EP4
FTAd=2A N EPAT v & d = A MRINC & 2450
BRI ONT, ao=—BEE. DNAGREB X UA
F L GHIBRED ALK DG LTz,

BEIZPGEZ 1 MZ4HEMT S22 Lick .
Mz-ChA-2Iam 2 o =—%, DNA&R, LHF 5
WEEEL, o o — L B LR U TR I L e (G
1), Uz EP2, EP3, EP47d =& | %141
MR LY 2 2 A EP4T7 3 = A Mz BW T DOAMz-
ChA-2ffad 2 o = - DNAAGK, &HF 2 /it
ORIAGED bt Zh b ORI n MIRIMET
HE#KFTH - (F1), —HPGE2B X UEP4
TrAdmAMNENEREZ 2o E 2 A Mz-ChA-
2z BT S oo =—4 DNAGHE, LhF > 5T is
Tz ba A & el LT MR E THI Y&
AL (R 1), ZTHhbHOER R I 0. Nkl
RN 331 B PGE2D AN IRIZEPA& A9 5
T s aug A nd,

A

D. %

SIORHTFIE L D, AN ORI (W
At ) OIS T, 7 5% PR3 o
MALIZ BB TH HsPLAZ-TTAR L TRCOX-200 %855

i b F A SN PGE2OM M i S
THDHEPH T & A 7DEP2, EP3. EP4D3EHE b IE
W R OB IR Wi I L KT s v TR BLASY
MLTNWSZ LWL LR T, ZTHHDINFD
AEHEAR IR O & 1 BRI A 98 o0 g UG
BICHETHY, UE LEOMMHEL. D50
AT REOREORIRN-TH S M S 0z,
AHEONE | TIEF S S 7osPLA2-TIA %
i b4 B MRS PLASA I s s S
N ) AR R MR A L, Ml T X R
PEET D, WMEEEL 727 TR RO RN iz ik
Eh, PGR2AKOIHOCOX-20MEH &4 5,
O I I LT I PGE2IIHEAY 1K o S i #bilic:
WL S BIINE LRI A EP T2 47
AT DM HARE LD N R oo R REEe A
FrELOfnE i ETIERITLOLENEN
Tre

ARG IR TE S MR AL, B i
e A H W CPGE2OEP2, EP3. EPd44 4 LT
LA RN DT ER LA TH S, — 7
AL /A4 RBREWRIE R Z 3 s WA D7
o AE A RASHIE I (T D4y Wi e 2 i ik
O EBRLETH D, PGE2O-ZH Az L T,
B E TIZEP1~EP4% ToO4FEMAS 7 0 —= 0 77
NT 5, PGE2ZHSENILO A B2 im i O 484k (BYHA
il 7R b= ARG RN E o3l
Mz & A HIEREIS N, BN T 0iF g2 &) Iy
LT/ ik, BAufiifa ol v4d s OEPD
fEEBAHRTHD L EZL LD, Al DM RE
D bid, BB ST BT BN Lkd D
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A2 (ng/dl) Post 89+ 21 60+ 19
FaREFTTL Y Pre 55+ 11 20+ 19 p=0.043 p=0.0001
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