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Expression and Regulation of an Estrogen-Responsive Gene, Cytochrome C Oxidase Subunit 7a Related
Polypeptide (COX7RP) in Endometrial Cancer

Rutsuko Hobo-Hayashi (Department of Obstetrics and Gynecology, Saitama Medical Center, Saitama Medical
School, Kawagoe, Saitama 350-8550, Japan)

Endometrial cancer is one of the most common gynecologic malignancies. Recent epidemiological studies show
that the incidence rate of endometrial cancer is increasing in Japan. Although the exact cause of endometrial
cancer is still obscured, estrogen appears to play an important role in endometrial cancer because prolonged
exposure to unopposed estrogen has been reported as a risk factor for it. Indeed, Ishikawa cells derived from
human endometrial cancer that express estrogen receptor a and 8 (ERa and ER f3) show estrogen dependent
proliferation. ERs are ligand dependent transcription factors that regulate target gene transcription. Therefore,
estrogen actions such as cell growth in endometrial cancer are exhibited by estrogen-responsive genes. However,
it has not been fully elucidated how the estrogen-responsive genes mediate the progression of endometrial cancer.

COXT7RP has been isolated as an estrogen responsive-gene with an ER-binding human genomic fragment, EB1,
obtained by the genomic-binding site cloning. COX7RP gene contains a perfect palindromic estrogen-responsive
element (ERE) in the first intron. The expression of COX7RP mRNA is up-regulated by estrogen in human breast
cancer MCF?7 cells. Based on the homology of the amino acids, COX7RP is considered as a member of COX7a
family which is a nuclear encoded subunit of cytochrome c¢ oxidase (COX).

The present study aims to determine whether COX7RP as a novel estrogen-responsive gene associates with
endometrial cancer. The expression of COX7RP mRNA is demonstrated to respond to estrogen and repressed
by ICI 182, 780, a pure antagonist for ER in human endometrial cancer Ishikawa cells. The ERE-containing EB1
fragment activates transcription in response to estrogen. In addition, the correlations between COX7RP and ER
mRNA expression levels are found in clinical samples of endometiral cancer. Western blot analysis detected
COX7RP protein in a mitochondrial fraction of cell extracts by a rabbit polyclonal antibody raised against a
C-terminal polypeptide of human COX7RP. Moreover, immunohistochemistry with this anti- COX7RP polyclonal
antibody and a ER a antibody reveals that the COX7RP protein is localized in cytoplasm of endometrial cancer cells.
In most of COX7RP positive cells, we also observed nuclear staining of ER ¢ .

Taken together, these results suggest that COX7RP is involved in the estrogen actions in endometrial cancer as a
primary estrogen-responsive gene.
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TAMOTVOFHNGZRESLSTZA MOy
TORIVE i FeRTE, 22N PO BEIE R &
ICKBEBEEIA My Y ORRENEREY R ED
ﬁiémfw%.iw,¥5m%r®m%mui
estrogen-related typelc X > T HH SN TED, HEK
TUC IR BRI GEE 35 K ORN IR O & 70 (e,
eI S NI Y 9 5. — 75, BN O
/3 {b B 1% estrogen-nonrelated typel 77 ¥ & 1 %Y.
estrogen-related type TIZER a 38X U ER 3 D i /5 DFE
H7Z2s, 2, IBEBRUT% e DBENHRE SN
TW3™, Ay v OFENBEREICNS 2 1ERIX
EEMERIC BN TBIENTEBY, TAMaT Y
2k (ER) Btk b b 75 N ERE Hsk Ol la ik T b
% Ishikawaflifiz® I 5V TR T A b o7 U AkE OB
G I

COXS il O EERENRZEICH LTS
IAbaZr OERE, VA Y MIEEOEEEN T
HBHERZNLUTRHEEINZ EEZLNTNS. TX
gy eAE LU COEEEENZERIE, TAMaS
VRN ORI FET 5 A by Y
JEEBCY] (ERE) IS L, b P OREEIR FOFEB R
ZHIET 5. (to> T, TA My VOEHENEST
WRAEAE I ER IE = A b o VG EEE FIic K o
THNENZLEZLNTWVE Y. L LADD,
THEABREICET 2T X a7y VIREEL 7O
AT THY, ZOEHERBICOVWTIRIEEA LS
MTENTVIRW.,

cytochrome c oxidase subunit 7a related polypeptide
(COX7RP) &, ERODODNAMEHMHEZHWTYT / L
L DOEREZMET 57/ LGN 7y a—=> 7k
K- THEEE Nz M7/ Ltk (EBD) 2 7' —
T LTZOEFCREENHEZAMar
VINEBIE T THB. COXTRPOH14 > b A Vi
I3 palindromic ERE B3N A7A(E L, FLmAlidtk T H
BMCF-7HI I BW TCOXTRPE & T D Hi 7= 75 HE
HAEWRZE M TR WEEDOT A~ ay Vs s
TN TWVW3Y. cytochrome c oxidase (COX) 1% 2 F
OV R T AR S 2 EFRIER D RAEEREIC
BWT, 2RO X)NF—Z2ATPERBRICILET
BMETHL, BEOY Ty bAMEINT
W5, COXL 2, BXU3DYT7az—y M bayv
KU LI a— FE N, COXiEMH O Z BT
Bh, —4, oYy 7=y MIDOT J Lica—FR
ENTHED, COXIEMEDOHIEICREbD>TWVWEEEZEZD
NTW3™. COXTRPDT 2/ ff— R 1 N Al
M S Targeting presequence, N-Terminal Hydrophilic
B XU Transmembranet it 2 5 L T H O, COXY
Ta=y bD—DTH5COX7a L AN EHNT &
M5, COXTRPIZHi7=7COX7aDT7 72— LT#H
Z6NTH3"Y,

AWFZE T, COXTRPDFEBIHIH I X CHIFIN RTE
DRI Z1TV, TERNBREICEI 2T A ey VinE
BET & L TOCOXTRPOREZ 5 TIC, TR TL
U CORREM: 2 fiat U 7z

MEEFE

M R

v b~ 7= N EE B R Ishikawafllld 3H12 No.74,
b R B B R 293THE AR 35 & OV L B il HH ok
COS-1HHf@lE, 10% fetal calf serum (Roche), 100
units/ml penicillin 35 X T 100 pg/ml streptmysinZ 55
Dulbeco’s modified Eagle’s medium (DMEM) I T £%#%
L.

FEWARERE

B EERKEREEE Y Y 2 —Em ANFHCTA >~
T4+ —LRartyDE SN E NS0 K
B X CIEFEAHRR 7 O F = NE 108 A& Z Tz, Fift
BESNTME (F5X5X5 mm KDFHER 131 XPBS
IS L7z -80°CTIR1E L Iz,

TS5 RAZ FOER

t k COX7RP cDNA (GenBank accession #;
NM_004718)" 7§51 & L COX7TRPD2%HH D7 2/
MO Ay TaARVETOEBZE TS A ~— (5-G
CGAATCCTACTACAAGTTTAGTGGCTTCA-3HB L T~
5-ACCTCGAGTCATTTGTTTTTGGGCTGCCAA-3") 7
FWT, PCRICTHAIR L, HiIFRI#Z2EcoRIl/Xhol TiH{k
L 7=WrFr 7% Flag-pcDNA3 X7 2 —IC#§ A L, Flag-tag
&5 H 75 X 2 F (Flag-COX7RP) = #§ 22 L 7=.
Fiz, 7/ LG s a—— v JFic kv B eni:
COX7RPEAZF D5 LK 551 > b I
U UERERYZ B8/ LWWiF Td % EB1 (GenBank
accession #; AY007643)" 7% Sall/Sacl¥  k T Y] b
i L, DNA Blunting Kit (TAKARA) 7 ]\ C Kt % -
1t U7z, pGL3-basic vector (Promega) 0D Smal 4
A MIHALTVY T 29— L R—EZ—TFZAIFK
(EB1-LUC) ZHhiZE L /2.

E=MPCR (real-time quantitative PCR)

Ishikawa flifid %= dextran-coated charcoal (SIGMA)
WP L7z 10% fetal calf serum (dcc-FCS) Z &5
phenol red free DMEM T 24H5[E]HiE5#E L721%, 10 nM
17 3-Estradiol (E2) Z#INLO, 2, 6, 12 35K U 24HF]
gLz, %7z, 10nM E2, 1M ICI 182, 780 (ICD ¥
X U110 nM E2+1puM ICL7Z Fihi L 6K 5% 2 L 7z.
5O X b ISOGEN (Nippon Gene) 7% U T
total RNAZfHiHi L, total RNA 2 ug 7% SuperScript II
(Invitrogen) = H W\ TR S L cDNAZFRI L7z, T
MR 3 K T IEH 5= AR D total RNAZ ISOGEN
(Nippon Gene) 7z W THiH L, & 51 Oligotex-dT30
super mRNA purification Kit (TAKARA) Z X 9 polyA
() RNAZFE#L U7z, polyA () RNA 1 ug & D ¢cDNA
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ZIER U7z, 25 OMME &AM K D 5k L 7z cDNA
% §EH L U C SYBR green PCR master mix (ABI) 7 ]
U TPCR% 17 WABI PRIZM 7000 Sequence Detector
Ko CTHEEY ZRIENICERILT 52T &I
&£ O COX7RP, ERa, ER ¥ X U GAPDH ® mRNA D
FWmzZER L. ERMNPCRICHWE T I 1< —
& FCOX7RP (5’-GCCTGCCTGACCAAATGC-3’
BXU5-GGGCGATCAGGCAGT-3),
v FERa (5°-AGACGGACCAAAGCCACTTG-3’
BEXU 5-CCCCGTGATGTAATACTTTTGCA-3),
v FERB (5’-GCCGTGACCGATGCTGCTTTG-3’
BXU5-GTTAGCCAGGCGCATGGA-3’), kb k
GAPDH (5’-GCCTGCCTGACCAAATGC-3 BXU
5-GTGGTCGTTGAGGGCAATG-3) Z Wiz, & &
MPCROD AR X O R 5 1172 COXTRP, ERa, ER 3
mRNA DF I & X GAPDH mRNA O 55 & 7 PN e
E L TCHliEL 7.
Wo7x5—€7veAa

ERa, B ZFH L T 293THlIiZ 10% dec-FCS
7% & ¢sphenol red free DMEMIC T 24 Wi RS 2 U 714,
EB1-LUCH XUy ra—)LTHSERE-LUC%Z ERa
BHBWIZER B FEHINY 2—2 LI ) Vg1V L
HFICED NI URT 27y ay Ui 12K #1%,
10 nM E2H 2 WNIBIETH 2 T2/ —)V 2T L 241K;
MEsE Uz, )L T 25— 7 v A1 dluciferase assay
system (Promega) 7 U CEIEICHEW T 72,
b FCOX7RPR 7 O—F)LinfEDrER

t ~ COX7RP 7 =/ 5D C - A 14H DGR 7 F
RicF+ U 7—H & L Tkeyhole limpet hemocyanin
(KLH) Z#a &8, viF (HARA @) 2PNl
TSNPl 7 Affigel-10 (BIO-RAD) 7 Flu THE
SIU 7z, @9l d b RIERR A B 250 D B ARG $
eV T o 7z,
I by R 7 2EDOFSR E Western blot fZ4f

293THHEIC, FuGENE™ 6 (Roche) % i\ CFlag-
COX7RP 5 & U Flag-pcDNA3% v VAT 73 3
Y UTz. 36BERIZIC b a Y R Y 7 0B AT
¥ F 4 Xbuffer (100 mM Tris-HCI, pH7.4, 250 mM
Sucrose, 1 mM PMSF) IC THREYF A X L OBkl
K0EENTEI bay RY 7% 4 X sample buffer
(1 M Tris-HCl, pH6.5, 4% SDS, 20% Glycerol, 4%
2-Mercaptoethanol) I TIAfEL7z. 80pugdD I har
RU 750 &0 #7281 %2 16% SDS-PAGE
7V Tk E#%, Immobilon-P (Millipore) ~\ 7 1@
7 4 > % LT, Flag-COX7TRPEH DM HIC X, 12X
Ptk & L C Flag M2 monoclonal§iifk (SIGMA) # X T
FEHL L 72 COX7TRPH1/A%Z A\, ECL detection system
(Amersham Pha r macia biotech) Ic X D 175 7=.
SRR E

BEIRENRT T o v Tay sz4aI sy L

TFILSTHIST 7 ¢ V1%, PUERIEEAR (10
mM 7 TV %Na(pH 6) (RS T ) T4 — 7
L—7 8 (121°C 1577 L7z, A—F 7 L—71%,
F it a3 (Bio GeneX 1-600) Z W T AT A
>7ma b a)b (glERED IChew, 8L 7z COXTRPHT
i T taztr-7z. £z, PiERa XU ATE/ 7
o —F )Lk (6F11) (g lEsEl) 12 K % fgiiemd i
AT A >7a s 2)VICiEnNT o o, B HDEEEM
#% (Leica DMLB) ZF\ 1=
TRt

7 — R OFRFTIC I 2 LLIRARE X 72 (3B R B E
ZITOP <005 T ZEEAEE L.

fmOR

F = A B #E B K Ishikawa il B2 (< & |+ 5 COX7RP
mRNADI X AT VS

Ishikawa fflifld% 10% dcc-FCS7% &5 phenol red free
DMEMIC THi%#1%, 10nM E27%0, 2, 6, 12, 24H 7
L, COX7RP mRNADT A k14 > &t 7 fiight L
7z, ZTOFEH, COX7RP mRNAZ T A b #5442
R B K U 6RERIC BV TZENTN254%, LA
R U (Fig. 1A). Z D% 1205/ H 5 24 BF Tl
RIITA MY VBER O LNVCR >, ERDT >V
2= A TH B ICHLEHGRRNIC BV TIE, ICTHMT
& COX7RP mRNA O¥EHI & & 0.41 {5 ZIHIH E N,
E2 & ICIZ [EFFIC ALY 3 C &1 & © E21C & % COX7RP
mRNADFEH EF 7240 U7z (Fig. 1B). T T &ick
D, TE N R OMILEE T & % Ishikawafifiic 35
LT COX7RP mRNADHBUIERZN LTI A by
K& > THEEINS T EHRBE N
COX7RPEELF7OE—2— /I I\ —EiHD
iy 8 N u By g ree-X

7 LB 70— FEIC & > THEEE N
7Z2EB1Wi i3 COXTRP D5 FiifEIE»N 5514 > b
VEEHR, TOHE1IA Y raicid, EREBVIDELE
LT3 (Fig. 2A). #t-> T, EB1Wifid COX7RPIEE T
DTAE—FR— /TN Y—FHEICHYS T B & L i
TA a7 A O EIEEZ2H S s Th % L&
Zb6bN%. ZZ T, Fig. 2AIRT X SICEBIALVY T =
F—ERY Z—IcHiA L, EBIMIFOTA Xy Vins
PEDEETEIELICDWTHT L7z, ERZFHEHL TV
W 293THIRIC ER o F 721X ER B DFEHIN T 2 — L i,
EB1-LUCZ—@ MR S Ly T = o —EiE i
fzelAh, TAMAT/ICKSTERa TIEL7ME, ERfS
TR 12f5ICHREIC ER U (Fig. 2B). ERFEHINT 22—
FEALGTZWEZIWEZ A bay VinBEEEA S NIR
holz. TNHEDT & XY COXTRPELETDH1A > ha
NCA#AFES B ERE # & EB1 F O#ZH1EICIZ T A b
Oy UIENNH O, 2DOTA al VREATH D
ERa,fDEBLICK > TEIEHLE N
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FERNEEICH T S COX7RP, ERa & & UERP
mRNARIREDEE

TR H 1= N 5 T E NI B
% COX7RP mRNADFH% ER o 75 5 UNIC ER f OFB
&I L7z, CO7RP mRNA, ERa 75 UICER
B DOFEBIERIZNEAEHE & L C A IC 2 & L 7z GAPDH
mRNADFEB &% WV THiiE L, COX7RP & ERa ®

A
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w %o7

FREIEAARX (Fig. 3A) 7% 5 TN COX7RP & ER B DF
B s R (Fig. 3B) /R L7z, TNHDORITRLTZX
INCIEH NI LR U T 7= NI IS B0
Tix, COX7RP mRNADFEEEMNTTHE L TV BIERIH
KON EMRD, [EIFFICZ 5D COX7RP mRNA
WMEFERE L TV SAEFNIC BV TIZERe & 5 TIC
ERB mRNAOFHHEEIE AL T3 T EMNIALMNIC

B
*
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Fig. 1. Ishikawaffifdic 351> % COX7RP mRNAD T A k117 VSE . (A) 10% dec-FCS7z & A7 phenol red - free DMEM T aij
B54% U7 Ishikawaffifiic 10 nM E2 23801, 0, 2, 6, 12, 2454 D COX7RP mRNADFEHH & 7% & £ PCRIEIC & O fiffT L 7z.
ZTNTNOEBRI3EITY, KR PIHEAHER 22 T/R U7z (¢, P<0.05). (B)10nM E2, 1M ICI&E X T10 nM E2+1p
MICIZEEINL, 6/ COX7RP mRNADFIIE % & W PCRIEIC TR L7z, ZNZNOEEBII3EFT, FiRe FaE+

PR A= TR L7z (k, P<0.05) .

A EB1-LUC
ATG
DjORF b D> d LUC
Exonl Intronl —_—
100bp
Half ERE  { ¢ IGACC
4 > GGTCA
Palindromic ERE  »4 GGTCAAGG TGACC

Relative luciferase activity

= -
Q Q
s 2% : iz
> @ @ > @ M
ERE-luc EB1-luc

Fig. 2. COX7RPE{ZF T O E—X— /TN Y= E SNV T 2 F7—P LR—Z—% Z— (EB1-LUC) OfxE. (A)
COX7RPEIG T DT OE—R— /TN Y —HEEEBEBULY 7 25— L R—Z—X 7 Z—0DkE5E. (B) COX7TRPIER
FIOE—R— /TN —EOT A basy VsE k. EBI-LUCK XU Y ha—)L CH A ERE-LUC#ERa $ %W
ERfB HEINY Z— L HICERa, fEFEH U TWERW293THIIICE A L, 10 nM E2 T 24FFLERH, Lo T2 o—8T7 vt
A 71T oz TNTNOEERI3ETY, FERZ FEME HEME(R 22 TR Uiz (k, P<0.05) .
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o7z, F£12, ERa & COX7RP mRNADFEH & OFHEY
%%0130.82T%H b, ERf & COX7RP mRNAD ¥ H &
DOMEARENZ092 272D, ERa 7% 5 TICERS mRNA
DOFEH &R & COX7TRP mRNADF R & & ORI ENTh
SRV IEOMHBANVRE Nz,
COX7RPHifADERL & COX7RP EH DN F/IED
R

RICCOXTRPO H B ZEH L N)V TN $ 5
7z, COXTRPDC- K14l o 7 I 7 51 H
LI BAMRTF RIS, F¥ VU7 —& LUTKLHER
B8, UYFICEBELChmEAERL, 77 ¢

A

0167
T ¢ Cancer _
Q01471 " r=0.82, P<0.01
% L ® Normal
o 0.12 .
< 017
% 0.08T
3 0.06[
4 0.04

0.02 [q

0
0.5 1 1.5 2
COX7RP mRNA/ GAPDH

B

05
- ¢ Cancer .
e 041 . o r=0.921, P<0.01
< Normal
Q
<
Z,
[a4
€
Q
&

COX7RP mRNA/ GAPDH

Fig. 3. TENBES K U IEH 7= BEERIC 351 % COXTRP,

ERa 5 & O'ER 8 OFIRfMEN. THNEED X CERF=N
JEAILRE & D polyA (+) RNAZFEHI U cDNAZERIL 72, 2D
cDNAZ FWTERMPCRIC & > TCOX7RP, ERa 3L UER
B, GAPDH mRNADRRHEEZ Em{b Uiz, ZNENOEIE
T OFEEIFNEFEHE L U TV 72 GAPDH mRNA D FH &
IC &> THIEL 2. (A) COX7RP & ER @ mRNA R RO
[¥. (B) COX7RP & ERf mRNA JHEDHAIX. ThEho
[ EARTS K OHHBERER () ZKIHc R LTz,

=7 4 —h T L% MW TCOXTRPHI 1A % KBl L 7=
(Fig. 4A). COX7RPEHIEZ D7 2 / Y D[
MWW EI NIV RYTICRET ST EHARBENT
W3. T T, Flag-COX7TRPE£ 7213 Z DR Z—D
HBERNT VAT 73 UTE293THIlE DI -
aY R T HEEL, —XPukE LT COXTRPHL
KE 1 Flag- hitkZ WV TO T AZ 70w M T
fEfr L, COXTRPEHAMNI Fa Y RUTICRET %
It L7z (Fig. 4B). ZOf5ER, COXTRPHIAL LT
Flagfifkid 2 Fa> KU 7 0 OF113 kDalc fH 9
% Flag-COX7RP D\ R 72 KR SLNICEERE I A 2 &
EMDENTZ. TNHOFERED, COXTRPEHIE I
Fay RUVICRET S EhRENT.
b FFEREEBRE
JICHKEEL L 72 COXTRPH A Z IV T, HHEA O IE
W E AR KO 5 N ERE O AR E 2T
COXT7RP DFEH ikt LTz, 88T, ERaHitkZEHW
TERDOFHZfiEHT Uiz, Fig. 5A, B, CEB X UDICIEH

Human COX7RP: 13 kDa

KLH- CLIALYMASQPKNK

293T

Flag- COX7RP
Flag- COX7RP

Vector
Vector

13 kDa—

WB: Flag ~ WB: COX7RP
Fig. 4. COXTRPHUADIERIB XTI ha v RV 757z
WL AZ>7 1y b (A) & b COXTRPD CARD 141
DT 3B EHEBERNTF FIcFv ) 7—EAL LT
KLH 2§56 &, 4RI LT b e il 7z ki
U7z, (B) Flag-COX7RPZ i il 6 B & <& 7= 293 TR Al fid &
DI bay RUT7EZHES L, SDS-PAGEIC X D 776
U7z, HiFlaghifhF 7213 COXTRPHAZ N TY T AR VT
oy ko 7.
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TEHNEHKICB 28R 2Rz, ERDIEE 75
NI BT 2R N2 — 3 HTi X O mEDHA SN
ZEIICHBERBIXUOHEOKICZ S BB LTV
(Fig. 5. B, D). ¥fic, fiao K EWONERRHIIE TOER
a PURIC K BRI EATH -T2, —), KBlLk
COX7RPHUAS A TI, FTICER a Btk NRARHIE O
Ml EIC Yt E iz (Fig. 5. A, C). Fig. 5E, F, G k&
CHICHEANBERIC BT 2R 2R Uz, ERa ik
1 (Fig. 5. F, H) B X UFEHL L 7z COXTRPH 1A S {1 (Fig.
5 E, G) TRIEH FHENEE FARGZREN2— 2%
R LU, ERaB51ED BRI A AL Ol in B 1< T COXT7RP
DFBE 7RSIz, [EHFHEANEB X T NEEIC
B B BRI 350 C COXTRPE IS M I B IS MR
HENED, Chi@ YT RAZy7ay MEFICED
COX7RPEHMI bV RY 7HEICFEET 5 T &I
—HT BRI Tz T, BNZBIATHBDER
BEICKICREET ST EMRENE. TDOXSICERa
& COX7RP DI N RFE/ S 2 — I s o TV 7y,
[Al— 1= NEFHRRIC B 2 i OFRBUIIERICE < HH
BILTHD, co-expressd % T EHRE Nz,

z £

AWZE T, & b e PN HR O Ishikawa fifEic
BT COX7RP mRNADFHH EIZ T A~ L
B2KERE & WV S HRFR TIAEE I N, MDERDT > &
d=AMTHBICHC KO ZZT5 T LR LTz,
F 7z, COXTRPE LT D5 Eimfaish 5 ERENELE
THHEIA PO VETESCHEEEE T OE—2—
JIUNYY—iEEEGEL, TA AT Vb5 UIC
ERa, ERBZMN LTI A bl VIO ERE
fkEZHIT B AL RSz, TN EDRER
X0, b b5 NEYEEO Ishikawaflifdic 3BT,
COX7RPIZ TR b Vi k> CHH L\ )L ClE#
fHENZ A bay VEEBEETTHD, TODE,
ERa BLUERBICHED PRI EEIL T THAH &
AR E Nz,

Fiz, vZAZYT 0y FOFTICE D, MO
k3> RY 755 COXTRPEHFMNFEE T % T EHVR
TNz, COXTRPDT 2/ EldHIE COXDY 7=y
kT3 % COX7AH, COX7AL & fHEIMENE WD, ch b
DT s, COXTRPIIMKICO— RENIH7-7% COX
YI72=y FTHH COXDIEMZHIMH L TV nhE
WHAEEEINS. I7abb, TAMary VINEEIE T
T % COX7RPIZERD Mo E#EI & LTI b
Y RV TOMRIEEZHIE L TWB I HetEnd 5.
COX2 W HEXUCOX3 Y71y b T A sy
SRS T EPMEESNTEBD, TAXAMar U
COXIEMEHIEL TCWE T EHRBENS. LA LA
A5, COX2BLUCOX3IEIFayRUTH /LI
I—RENTEY, EREZFEWV?. chbicxl,

w %o7

COX7RP %7 Difii B fHIKIC ERE Z4 L COX7RP 1
IA Ay vOEENENEE T & LT COXTEME
DOHENCEE D B A REMED R E NS,

Vit { PA, 5 s

Fig. 5. COX7RP#ifA¥5 X OUERa HiltkZ H -t b IEH T
AN KO N O SR G, ¢ NI AN
IS AR D COXTRPH AL (A) 75 5 UER o Hitk#E (B). (C)
ADFEHLKIK. (D) bDFRHL KK, N O COXTRP
PRt (BE) 75 5 CICER o Hitkdta (F) . (G) EDREHE K.
(H) FOsBHERK. A7 =)L 3—1310 pmZ7R9.
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KIEDIEH O 1= NI K O 7= N e Rz
P e 21 35V C, COX7RP & ERa D F A
co-expressd B C EMWRE NI THIC, BEY Y
7 IVIC BT COX7RP £ ERa % 72 1ZER 3 mRNA®D
FHEEICIE, mOIEOHBBEFRIED b Lk
MoT, TAMAF YO TEELRENHIRTH S 7=
BEOTCICZ A by UHAHLS ST % = NREEIC
BT, COXTRPHWERD FiRISEEIE T & L THEE
L2 %. MEMHOGH) THEICR D EROFEEED
2P, Fil, TENEEX O T N REEOBSHIC
IAMAFTUHAEETHIEEZGDES L,
COX7TRPIZ TR b7 VibE#E & LTIZ A b1
7Y O HEGEIEEIC B S U T B AT REME DYV R &
n3.

A, S hE A 2 R T R N R L e AR S
BOWTHEBEGKETHY, TAMaS UHTFENED
FE, BHICHE S5 EMETNTVS. TDR
7 Z AL DWW TIERIAHDER T IO, HIT A B
07 2 IREED BT X D IEH FE NI R RI(E L,
R N T & B EHER BRI SEE AN (B L, E5IC
R, e, RARITAR BN AN & 57
tIT%LEZENTVS. HMEBERTORANZXLE
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