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Abstract

BACKGROUND

Non-erosive reflux disease (NERD), reflux esophagitis
(RE), and Barrett’s esophagus (BE), the three types of

Baishidenge  WCJD | https:/ /www.wjgnet.com

gastroesophageal reflux disease (GERD), have strong
independence, and there are certain differences in their
clinical manifestations and prognosis. NERD is the
most common, but its diagnosis is the most difficult.
Reports show that nitric oxide synthetase (NOS) and
cyclooxygenase-2 (COX-2) are highly expressed in GERD,
but there are few reports on their expression in different
types of GERD. It is speculated that NOS and COX-2
have certain value in the diagnosis of NERD.

AlM
To explore the significance of expression of NOS and
COX-2 in different types of GRED.

METHODS

From January 2015 to December 2019, 78 GERD patients
admitted to the Department of Gastroenterology of our
hospital were prospectively selected. According to the
type of GERD, they were divided into three groups:
NERD, RE, and BE. In addition, 26 healthy people who
underwent gastroscopy at the Physical Examination
Center of our hospital during the same period were
selected as a control group. The expression levels of NOS
mRNA and COX-2 mRNA in each group were compared,
and the correlation between them was analyzed.

RESULTS

Endoscopic and histopathological examinations showed
that in 78 GERD patients, there were 26 cases of RE,
28 cases of NERD, and 24 cases of BE. There was no
significant difference in sex or age among the three groups
(P > 0.05). The expression levels of NOS mRNA [neuronal
nitric oxide synthase (NNOS) mRNA and inducible nitric
oxide synthase (iNOS) mRNA] and COX-2 mRNA in
the three different types of GERD were significantly
higher than those in the control group, and NOS and
COX-2 mRNA expression levels in the BE group were

2020-09-28 | Volume 28 | Issue 18 |
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significantly higher than those in the control group. The
expression levels of NOS mRNA and COX-2 mRNA in
the RE group were significantly higher than those in the
NERD group (P < 0.05). There was a significant positive
correlation between nNOS and iNOS and COX-2 mRNA
expression (r = 0.900, 0.897, P < 0.05). Receiver operating
characteristic curve analysis showed that the areas under
the curves of nNOS mRNA, iNOS mRNA, and COX-2
mRNA in diagnosing NERD were 0.662, 0.671, and 0.613,
respectively, which showed no significant difference (P
> 0.05). According to the best critical value, when nNOS
mRNA expression was higher than 1.505, the sensitivity
was 65.8% and the specificity was 89.3%; when iNOS
mRNA was higher than 1.795, the sensitivity was 65.8%;
when COX-2 mRNA was higher than 1.895, the sensitivity
was 55.3% and the specificity was 92.9%.

CONCLUSION

NOS and COX-2 are highly expressed in different types
of GRED, and their expression is the highest in BE,
followed by RE and NERD. NOS and COX-2 expression
may have appreciated value for the diagnosis of NERD.

© The Author(s) 2020. Published by Baishideng Publishing
Group Inc. All rights reserved.
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=

JE BEIZHE B 24 RUAA(non-erosive reflux disease,
NERD). EBiaMR% £ (reflux esophagitis, RE).
Barrett2 % (barrett esophageal, BE) = # % A NERD#%
Wy R GR, ERE ARG A — 2 25,
EPNERDR A F N, 124 ¥R K. il B+,
NOS. COX-2/& B &% R (gastroesophageal reflux
disease, GERD) £ % %A, 12 £ R F X A GERDZ% &
FRid A2V, i — AAL RA-B(nitric oxide synthetase,
NOS). REAFE-2 (cyclooxygenase-2, COX-2)%t
NERD#)# i A — 5 /4.

V=14
FHINOS. COX2ERRF (M F A% BRI To &
kA& ESL

Tix
AT PE M E2015-01/2019-123% % M AH & 69 GERD
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B HT8BIME AN, % BGERDAR R £ 504
NERD. RE. ZBE 3%1; 7t E 2K ZYH
B M S B AT B oAl & 69 2615) 12 RAFBEAE A 2T IR
20, P B ZINOS mRNA. COX-2 mRNA% ik, 4
M EAEE M, VABZNOS mRNA, COX-2 mRNAxt
NERD# 44 Wi 45 .

ZR

RNALR LR IR I F A& 27, T86IGERD % # ¥, RE
28264 . NERDZA28%] . BEH244); &-28 % % et
R F — TR R R F 2 F(P>0.05), 3R
] £ A GERD#NOS mRNA[#} 2 LA — F A R A
(neuronal nitric oxide synthase, nNOS) mRNA. # -3
A — AL & 4B (inducible nitric oxide synthase, iNOS)
mRNAJ]. COX-2 mRNA& ik K-F8 2 & T xF FE 40,
HABEZNOS mRNA. COX-2 mRNA% iz K-8 2
2 TRE4L, REZANOS mRNA. COX-2 mRNA %A 7K
P80 2% TNERDZ, 25134 it 5 & L (P<0.05).
nNOS mRNA. iNOS mRNAL5COX-2 mRNA¥ £
BEEAMX(E = 0.900. 0.897, P<0.05). %X T4k
HEAE W & M7 27, nNOS mRNA# B NERD# i
2, F @#%(area under the curve, AUC)#0.662, iNOS
mRNA# BNERD#AUC#40.671, COX-2 mRNA#
BiNERD#AUC#0.613; ZHIAUCK I £ F L%
5 & L (P>0.05), HAER AL, nNOS mRNA
2 T1.505 B, HARE H65.8%, 455+ 489.3%; 4
INOS mRNA & T1.795 B, HAUEE 4 63.2%, 4557
#100%; % COX-2 mRNAE T1.895 Bf, LAEE A
55.3%, 5 5+ £ #192.9%.

21t

NOS. COX2ERR AR FREERARTHEZE
ik, AP EBEERH P RERG, REEF P RIAKRZ,
NERD & # ¥ £ ik & ), 7 HAFNERD#) 4 b A — 5%
BE ML

© The Author(s) 2020. Published by Baishideng Publishing
Group Inc. All rights reserved.

KU — R RSB RAGEE-2; B R T RIS,

PR K Barrett® % kik

DR E: — 4L R A B (nitric oxide synthetase, NOS).
IREAASHE-2 (cyclooxygenase-2, COX-2) /R B £ A F &
B RURLIA P 0 FGE R R, Barrett®2F P RGE R, BURE
BE K P RGR R AR BRI B 2 F R R (non-erosive
reflux disease, NERD) % # F &z ', ENOS. COX-2F#4 2
JEFA, 3 *NERD# 4 1 A 8.

SRR E5E, PR T —SEcH. NEoH- 2T RaRR
BRERMRTPHIRIANEN. BFHENBIZRE 2020; 28(18): 891-897
URL: https://www.wjgnet.com/1009-3079/full/v28/i18/891.htm
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0515

B &% i (gastroesophageal reflux disease, GERD)HJ
S NAEBERE M B & ST (non-erosive reflux disease,
NERD). Jiiif4 % % (reflux esophagitis, RE). Barrett
% (Barrett esophageal, BE) =l f g RiE!
GERDIX =M RIEAL /b, BT VR, TiAA —E %=
5. B GRS GER DR ELAE BALHI T IR N, He
WrAERPEATIG T R O A3 BIBCOR G, il TGERD
WK Z R, KRPLEIE 2%, AFESEAGERDR HL2: K
PARAAE, FEGERDIZ YA J5 T A7 75 3k — A n 5. 78
GERDI#i2Wi 71, RE. BER @ B4, it al
FEZWT, (ENERDZE B4 MR L a B2 ks,
LEREIG RAEAR HEAT H 0, A FEBOR. Rt 58 K B —
FME A B (nitric oxide synthetase, NOS). 4 A 1§-2
(cyclooxygenase-2, COX-2)A[ftZY T GERDI KA K
J&® HETNOS. COX-27EA 2 AIGERDH 131k
BB, MR FNOSHCOX-2% & KNI F /& A& M
I, BT, AR AR GERD B INOS,
COX2[FRIEATHEAT 0T, BEHINOS. COX-2K
#, HNIGEAFRZRAGERDINZ GRS %, DUk
AR T

1 BRI

1.1 A4

111 — A ATRETEIEE2015-01/2019-128 Bt P A
AR IGERDEF 78GIE A M AL, H4341, 435641, 4
1£26-712% , “FIJH#49.24% +11.56% . 14 GERDAF
257143 NNERD. RE. KBE 34H.

1.1.2 SANFRA: GINARHE: (DA R AR 22 W AR
ForatilEr) 20144 E B 88 RUE T RILIHE
JLY W SEF-GERDIE Wb, 4 p H A7 2
B, QBEHHIBES SR, HEBME R,
Q) TEHTHEBTA S (4) o THRAT B .

1.1.3 Herk Az HEBRFRUE: (1) i y8g 25 7 5 28 i PR
AR (2)TH I H i S A 75 9 2 L At A
5 Q)FE RIS ™ H A S AR (4)1 wkP I
TE YL S e s . B AR ] 28 K
A O BEAT B B A 26451 fi HE AR Autet R4

12 7%

1.2.1 Wit s KEERT14 dis b B w2 K i)
NOS/ % GERDIGIT 25, KL AT AT 12 his AAA fr 4%
K. XA AN S8 L B (H AROlympus A,
GIF-Q240R) AT R 25, MEEIFicR B NAHLURBLRIN,
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FARYE A R T 0 4. B FRIUNRE. BE#, T
AR AT RS, A 2B LY N TR
NERDZ 8 IE 5% AL, T &8 mim ek b5
FER R A AL 72 emAbBUE RS ZHZ3 1280, K HUAS
(kA T B T-80°C R & A T A A
1.2.2 %8F & K Z EPCR (quantitative real-time PCR,
qRT-PCR)#MNOS mRNA % COX-2 mRNA # £.3i4: (1)
MRNAFE BOREGERbR A, BB 2% 5, R Trizol
HAIESEIURRNA, HR LI 66 TH(Alphal 2,
RS A A PR A DI ERN AL, WG (A)
1B AL/ Asgo = 1.8/ RRN AFZEUKIN; (2)mRNAWF4 55
JNeDNA: FlI S 56870 B0k M RN A 55 e DNA,;
(3)qRT-PCRY 4 DS 545 2 ) c DN AVE N BGEAT
PCRY"3, LAGAPDHIERHE NN ZHE, NOSHI4)7 51t
A TR AR AT SN, Z2HENCBI GenBank it
F NI R 513 T 3. COX-2. GAPDHS| 417 %1 I,
1. PCRIZMIZ&F: 94°CHIAEYE6O s, 92°CAZE30 s, 56°C
IBK30's, 74°CHEMH30 s, AR 38MEIR. FIFIH 277 vk
HHHZHNOS mRNA K COX-2 mRNAAHR ik B k4T
T, R AR 5120, TrizoikF &4 Fid
Y TRERARA R R, HAREH IR WA EME ARG
B2 ], A7) AR N P 42 Bk ) A U B P kAT
St KA S AESPSS 22,040 B K, 1T
MR BT, RS0, TR POR F (mean+ SD)#IR, 1T H11A
F b, HE— B P L AECR - SNKAS 565 AH ISP 23 4
K FHPersont it o bs RN (8 R 23R8 # TER:
fif(receiver operating characteristic, ROC) i Z&H#E47 43 7.
P<O.05HZEFAH G = XL

2 BR

2.1 B —fEFA A B SR A AT R, 78
BIGERD&E#E 1, REZH26%1]. NERDZH28%. BEZ24
il 4 R AR R 5 — AR BT R LU W 3 2
(P>0.05), B AT ELPE(FR2).

22 &4 #ENOS mRNA. COX-2 mRNA% ik K-F 1t
5 3FANEZEBUGERDIINOS mRNA[#Z e A4 4k
% & (neuronal nitric oxide synthase, nANOS) mRNA. %
S —& % A B (inducible nitric oxide synthase, iNOS)
mRNA]. COX-2 mRNAZFRIZ /KB i i -0 R 2H (P 1A
2), HBE4INOS mRNA. COX-2 mRNAEIA/K - 5
TRE4L, REAINOS mRNA. COX-2 mRNAZ L /K F-H &
EFNERDA, 2 F 456 Qi 24 5 L(P<0.05). V£ IL3K3.
2.3 NOS mRNA 5 COX-2 mRNA# 48 % H 4 nNOS
mRNA. iNOS mRNA5COX-2 mRNA# 2 23 IEF
(r=0.900. 0.897,P<0.05). WLFE3F14.

2.4 nNOS mRNA. iNOS mRNA5COX-2 mRNA & i&

2020-09-28 | Volume 28 | Issue 18 |



EEE F

—RAEHE. MaGHlE-2ENOLERERMRIPOIRIANEN

R 1 XBRHAESPCRS |5

HEREZR SI¥REBI(5- 3°)

nNOS (IEX5 1#) AGCCGAGGCCAAAAACTGAGAA
nNOS (FAX5 1#]) AATGGGGAGAAATTCGGCTGTG
INOS (IEXS 1#)) TTCCACGTTGGCAGGGTCCC
iINOS (FAX5 |1#]) GATGCCCGCAGGTGTTCCA
COX-2 (IEX3|¥D) TGCTGTACAAGCAGTGGCAA
COX-2 (FAXS1¥]) GCAGCCATTTCCTTCTCTCC
GAPDH (IENS %) GAAGGTGAAGGTCGGAGTC
GAPDH (25 1%) GAAGATGGTGATGGGATTTC

nNOS: &Rt —SL R &

;INOS: IEBR—S(L RS, COX-2: MEB5EE-2.

+® 2 BEMRBRILLR(, mean = SD)

paxiz| HBIEE/X) FH(2) BMI (kg/m?)
WIBH(n = 26) 15/11 50.35+8.27 24.50 + 2.60
NERDZH(n = 28) 15/13 49.72 +6.94 24.11+2.62
REZH (7 = 26) 14/12 49.06 +7.79 24.15+2.74
BEZH(n = 24) 14/10 48.89 +7.39 24.05+2.71
e 0.531 0.196 0.149

PE 0.466 0.899 0.930

NERD: JEEE I B BB, RE: RAIMEEY; BE: Barrett&E; BMI: {RE1EL

= nNOS mRNA

25 # iNOS mRNA

2
1.5
1
BT
0

XHE4H NERDZH  REZH BEZ

B 1 NEXEERERARP—AIESHIIRIA. aNOS: 1L
B EEE; INOS: i TS L F Al NERD: FRBEEIES
EATR; RE: SUAE T %8; BE: Barrett (7.

7J<$XTNERD€J’7 B ROCHIZE T 27K, nNOS mRNA
ZIINERDJAUCH0.662, iNOS mRNAZWINERDIY
AUCH0.671, COX-2 mRNAZKINERDJAUC 40.613;
ZRIAUCKINZ G 8 X (P>0.05), M6
% FHE, MnNOS mRNAT 1-1.5058), HAUKE 165.8%,
e S 989.3%; 24iNOS mRNAR1°1.795 I, HAgUsk
N63.2%, FiEFEN100%; 24COX-2 mRNAR T 1.8950F,
HABURSEH55.3%, FEREN92.9%. WAR4FIES.

318
ITAERGERDR R 2 ETHES, AMES 5] # B KA.
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COx-2 mRNA
2.5

2
1.5
1
0.5
0

XHAZH  NERDZH  REA BEZH

BE-20FRIK. COX-2: H
/é\f—“-’—’vJ<

B 2 AEXEBRERARPHRE
S A EE—2; NERD: EBELSME S &8 S70; RE: il

Barrett@%A

Mg IRER. PR HIL RS, M HIE R R &
WP R4, HrhBEE Ak Ry (B i, M S R
AarfdiE. HAl, GERDIAAENHMIAEAESL, LA
FOUAHGERDSZH B WAV RIS, @&k
Fefuh B 05 BB RN A 1 R U (RS SEER A 5T
1, 2 ROEARIRAFIESE, HIRK_EA50%Lh EIGERD
JUNERD, P88 AR I QB RGEAR151C, kil
ZIRIEEIR, RYEN TN FIIEE bR R FE
GERDIIEZHR A, I H 5 &8 N2l (low esophageal
sphincter, LES)IRESRU . IR BRI BESN )
prfs A
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ERE T —Bach. MaEl-2ENoLERERMRPORANEN

R 3 BEBEZ—FNEEHEMRNA, A SE-2MRNARIKKE L (mean + SD)

4R nNOS mRNA iNOS mRNA COX-2 MRNA
SIRA(n = 26) 1.08+0.14 1.10+£0.09 1.14+0.11
NERDZ(» = 28) 1.39+0.15° 1.43+0.16° 1.76 +0.10°
REZH(n = 26) 1.78+0.12% 2.13+0.18* 1.99+0.15%
BEZH(n = 24) 2.03+£0.19° 2.32+£0.21° 2.12+0.18%
FE 194.642 310.931 256.330

PE 0.000 0.000 0.000

P<0.05: SWIRELLI; P<0.05: SFEECHBERERMHRALR,; °P<0.05: SRAMBERABR. nNOS: BETE—aRSHE; INOS: 1FSH
—SLREHE; COX-2: NEE85-2; NERD: FELEMBRER MR, RE: RRMEEY, BE: BarrettBE.

x4 HRTE—SHASHENRNA, FSE—SHASIEMRNASIAESHEE-2 mRNAKIZHEFEEC B RE R RIVZINE TIFHESR

KSR AUC Cut-off{& YoudeniS#1 BURRIE(%) HESIE(%)
nNOS mRNA 0.662 1.505 0.551 65.8 89.3
iINOS mRNA 0.671 1.795 0.632 63.2 100
COX-2 mRNA 0.613 1.895 0.482 55.3 92.9
AUC: #h4 FERR; nNOS: B Til—S L R EEE, INOS: ESE—Sv R SHE, COX-2: Ma&Ts-2.
3 nNOS mRNA 5COX~2 mRNAFIFE
2.5
< 2
=
a4
€ 1.5
X *
x
g8 1 i £1 A R2 = 0.8101
0.5
0
0 0.5 1 1.5 2 2.5 3

nNOS mRNA

3 METE—SESHEMRNASIE SEE-2mRNABVAERIMEDHT. nNOS: #iZ TRl —SE b7 AR COX—2: I ATE-2.
3 iNOS mRNA5COX—2 mRNAFJFEINE

2.5

1.5

COX-2 mRNA

1 * * R? = 0.8046

0.5

0 0.5 1 1.5 2 2.5 3
iNOS mRNA

4 FSE-SHAGEMRNASIE GEE-2 mRNARVHESRIE. iNOS: 17 S —S LA &l COX—2: I ATE-2.
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ERE F —SWash. Natih- 2 foXNERE
ROCHH%k
10 B2
—-nNOS mRNA
—iNOs mRNA
0.8 - — SRR
—
06 | [
i
# o
0.4 -
0.2 -
0.0 T T T T
00 02 04 06 08 10
1S

5 METE—FIESHEMRNA, FSE—FIESHEMRNAS
WE8H-2 mRNAK 2K B R ER RIS TIFRS
fEHBLL. nNOS: # T L H A INOS: 175 S LR AT
COX—2: IEEATE—2; ROC: ~Z U5 TVERFHIE.

NOSE/FNOLE I, NONH#HLE R G NEm
REARZE . RS LR AE A 3 BHH P 2 e 5, AT i
FLESIHREM & 1. ENOF-ZE /I 4, =X
FEECR, RIEAHE 7T ANOS /KPR [ BENOZKF-. NOSHR
PEHIE AT 20 4% S8 (induced NOS, iNOS)FIFEAH!
(construction NOS, cNOS), 1McNOS X 1] 43 A Ze el
NOS (neuron NOS, nNOS)H1 4 7 41 g BINOS (endothelial
cell, eNOS). [A & ME EEZMA L, JLLALES
P22 ST H B 1328 B R 22 0 =, WO AT 5
ECNOSHIIEF HEnNOSI NI T e bR, AWFFH, 3
AR GERDAINOS mRNA (nNOS mRNA. iNOS
mRNA)KIAK R w0 4, HBEZANOS mRNA
FIEKF 5.3 5 TRELL, RE4AINOS mRNARIL /KT &
FmE TNERDZA. #27-nNOS. iNOSH AL [FHTLES
P LRSI Z sh AP & T, 5lRaE P UThae
FEhS, MIMINEGERD. EEHINAHEFANOSHE KA
AT 5ENO S ETHE, MNOR T &Ll /1, NO
SRR RN Y. REE &8RRG
NERD™E, HIEELGEIR, FIENOSHKIAK T 5, 1M
BEB A L i 4 K 4, A ™ &, IMINOSKIA
KA.

GERDIW R AR JB5 RAEFR T AT 10 JERE VK 5
), R B E R A R 2 VER . COX-2/27E 4
P S N AR R R IE, TAE I 2 rp 2 203 98 e I A
FIREARIE M —FEE A, AMUE TP A& R
T, BRI AR RE 2544 5 M S ELREAR 9%, T
H TP A 2T i B A, ot AR R AL E
B RORR B E IR AR AT COX-2K A 5 B ik & 1
K F KPR B R R R R, COX-25 MR RBEIE F-ou
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SORRIPBYZRIA RN

FI4AfE A (interleukin, TL) -1B+ IL-6. TL-8%5{E 4 K
TR BEF AKX, AR, 3SMAFEZRAGERDI
COX-2 mRNAFIR /K- i X 2, HBEZHCOX-2
mRNAFRIE/KF-15 5, RE4LIR 2, NERDAL /D, %573
Aot E L, 5 R s R — 3. LR AT Re Ok
COX-2:€ Mt 15 BRI I A0, 1753 e R G4t
HENIRGL XIS, IF H ]SRRI ERE 2, RIERRIEH,
NI I EE SE AL 5 4%, 3 B i i 1. BESR
HHCOX-2KIEAK P fe i1, & INBEH SV AL BN ™
#H, PR JEOREAE, TICOX-2ERB A
W AF, FIEBER#H P COX2RIE /K, RES
NERD/) = ZE X JIFE AT H L E BB, REF &
ERGRBERS, JORERA™ HE, T COX-2F 1L T /5.

i@ Personfl T R I, NOS5COX-2FKIA R &
FAEAE, $RNOS. COX2m e dtA 2 5 T & A
PR AR T HELIILTIRERI AT, P A et
JE4514%. NERDZ & ¥ W.AIGERD, {H i 76 B4 N %A
BRI B, e sl B — e R, EE Tt
RIMAEAFEZRBFIGERDA L H, NOSE5COX-25KIAE/K
PR, HIHEIINOS. COX-2XNERDIHZ WA — &
Wil AW T4 ROCHI 25 T i 7%, nNOS mRNAZ
NERDIFJAUCH0.662, iINOS mRNAZKINERDAJAUC
280.671, COX-2 mRNAIZKINERDIFJAUC#0.613, $&7R
NOS5COX-2%NERDI 2 Wi — &M, (EAMEAIR,
Al ReEd B G2 R s WAL

4 g
25 FRTIR, NOS. COX-27EAFZAGERDH ) 2 &
Fik, HPTEBEE A HRIE K E, REEEFREKLZ,
NERD&E#H FRiE D, HHMNNERDIEHE &S
FEANH.

NERR

AL =
L=

BEH N RATE AR BB IRESHRSE, §
B [ fti(gastroesophageal reflux disease, GERD)E
Il AR BN & WL, TR A 3 5 B TS, O™ E R
BIR A O . GERDEFEARBELNE B &8 i
(non-erosive reflux disease, NERD). S ifii P & % (reflux
esophagitis, RE). Barrett ‘& (barrett esophageal, BE) —
P, HARE. BEW#EE BE . BT A 512, A
NERDEEM AL, SHiE —EMfE CaRE
B, —% L% A B (nitric oxide synthetase, NOS). A% &
fi-2 (cyclooxygenase-2, COX-2)fEGERD KA K JEH ¥}
HEZEM O, HAEAFRREGERD T HREE D, By
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ERE, 5 —SKacs. NaGiE- 2 a8

TG RE.

Esaliig /)

NOS. COX-25GERDA KL Z W FH #k kL, 1
TEAFZRBIGERDH R A Rk B, BLAA 1) B 8x)
NERDZ Wi 45 %, & pHXINERDIKI 7>t A5 #E .
R AT 58 23 N OS . COX-27EAN A2 R GERD H1 1)
FIE, ANERDFIHHHIZ MR 2%

featg = oo
FRFINOS. COX-27EA[FIZRI B &% i dm Rk

foaly

EHAT NBRLE T 112 R B B 3, JHKHE & & pHIk
TN B 224 2 45 9 ANERDZL. RE41. KBE4;
[ B 34 BUAR B 1] 12 B AR AR iR AT P B A 25 1 26 481
e R NFEAE TR, 70 A L % TP ZHNOS mRNA.
COX-2 mRNAFKILIK-, FERLK HSPSS 22.040 FH.

NOS. COX-27EA[AIZRMGERDH 4 £ &k, HpfE
BE&EH hRiAfH, REEHFRILXRZ, NERDEH
HRIE D, BT AL LR A 3% 2 5, HNOS,
COX-2E B3 IFME, $R7"NOS. COX-24H LfEit, &
5GERDi#HE, #EhEH #— 2 0H RNOS. COX-2
XINERDH — & 2 Wi A.

foalF 735
NOS. COX-2XIGERDHI4 G ZHMH, Mg IRR
GERDZJTH —E = X

FEE=

AW FA S Z AAEREAR BN, B8 —, HARX
NOS. COX-2Z5 & B MLEIEEAT 24, et T
KEEA R ZHiikes, PP GERDIKI L
il NI RS
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