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Abstract: Objective To analyze the efficacy and safety of celecoxib combined with chemotherapy in the treatment of
metastatic or postoperative recurrent gastric cancer. Methods Patients with metastatic or postoperative recurrent gastric
cancer were recruited between September 2010 and December 2016, and they were divided into celecoxib + chemotherapy
group and chemotherapy alone group. All patients had 6 cycles of treatment. The clinical data, progression—free survival
(PFS) and overall survival (OS) were compared between the two groups. The COX-2 positive subgroup was further analyzed
and the drug safety was evaluated. Results A total of 176 patients were included in this study, 89 in celecoxib + chemother-
apy group and 87 in chemotherapy alone group. There were no significant differences in total effective rate and disease con-
trol rate between the two groups (P>0.05). There were yet no significant differences in median OS (P=0.59) and median PFS
(P=0.734) between the two groups (P>0.05). The median OS of COX-2 positive patients in celecoxib + chemotherapy group
(14 months) were longer than that of COX-2 positive patients in chemotherapy alone group (10 months) (P=0.010). The me-
dian PFS of COX-2 positive patients in celecoxib + chemotherapy group (7.5 months) were also longer than that of COX-2
positive patients in chemotherapy alone group (5 months) (P<0.001). Nausea was the most common adverse drug reactions

in the two groups, but there was no statistical difference in the incidence between the two groups. Conclusion Celecoxib
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combined with chemotherapy can prolong the OS and PFES of patients with COX-2 positive advanced gastric cancer, but not

increase the adverse drug reactions.
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Fig. 1 Immunohistochemical staining with COX~-2 expression
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Tab. 2 Comparative analysis of short—term prognosis between the two groups [n (%)]

20571 %k CR PR SD PD ORR DCR
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Fig. 2 Comparison of OS and PFS of all patients and COX~2 positive patients between the two groups
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Tab. 3 Comparison of adverse drug reactions between the two groups [n (%)]

FEN A +1b T 4 (n=89)

FAifb I 4 (n=87)

AR B G 344 i 3-a% o i
il 32(36) 6(7) 29(33) 5(6) 0.715 0.758
MR A a2 8(9) 2(2) 7(8) 1(1) 0.823 0.574
R 15(17) 3(3) 16(18) 4(5) 0.789 0.677
HIEZBEPE 2(2) 0(0) 1(1) 1(1) 0.574 0.310
TH AL 4(4) 0(0) 3(3) 0(0) 0.976 1.000
=Rt 2(2) 0(0) 1(1) 0(0) 0.574 0.310
&5 8(9) 2(2) 6(7) 2(2) 0.608 0.982

mx it 8(9) 1(1) 9(10) 1(1) 0.761 0.987
zh 9(10) 2(2) 7(8) 1(1) 0.634 0.574
NN e 1(1) 0(0) 2(2) 0(0) 0.547 1.000
FRLGAIE 1(1) 0(0) 0(0) 0(0) 0.321 1.000
T 2(2) 0(0) 3(3) 0(0) 0.632 1.000
BT 4(4) 1(1) 2(2) 0(0) 0.422 0.321
ke 3(3) 0(0) 3(3) 0(0) 0.977 1.000
i S 3(3) 0(0) 4(5) 1(1) 0.677 0.310
T4 10(11) 0(0) 7(8) 0(0) 0.474 1.000

P, ) AL BT SRR R R B VAR 5 P, W 4 1R 3~4 SR BB LA

Note: P, means comparison of all stages of adverse reactions between the two groups; P, means comparison of stage 3~4 of adverse reactions

between the two groups.

Tl Z R S I R 2 BN 0 A b, R R S R
WAL 10% Z247 1 H SCHRIRGE , 5100 e Fiig
B e BB Y S AR AR A AR 0 B 90% LA
11% ~40% "', Ml o TR % R
REFARYE, BMERI 2 F RGBT EE R
JEAAFAE L) 50% B3 KR R, A7 A T4
AT B RN MR S i 0 B BRI ik A
WFFE 2RI, COX-2 AT fEiE i AN 15 5 5% 3 ik 1%
25 BRI A R ZB AL RS R, A o B
HITIRAE T BIE S HF . LA, A A A 5T IR S
COX2TE LU L H 2R B R HE LEA
ZUrhE Rk IR S COX-2 Ml A T
BIEZEE T LAl

ARBFGE M T 4552 COX=2 k46T 7Y 176 19
RSB 5 2 R PR I i R R BORE, O LR
T EERE A LT LS B sty AL B TS K 2R
KRN, DAPTAl ZE R 7 A0 Bk AT I AR 380Rn %2
Sk, FEORE A RSP EREE COX-2MHI 7, 5
e PR S RPT R 2540 LL, nTRRAR B i A R 3
PR S HE R . BT COX—1 24K 70 ' i vh s 22
ik Al AR BE PR R S AP R 298], v R U G

- 630 -

AN RN, BRI 8 P 2 ok AT 0 R g 3 A X
R A, AR KB, 22k E A+ )T AL R
L 0SS 1240 H Califby 20 0 104> 1, AL b s
PFS435 6 RIS A, 22 7B Egei 22 X (P>
0.05) . {H COX-2 PHME: W 20 43 M &5 S /R, ZE ok H
A +AbI7 AL s alifby 7 41 7E OS A PFS Jr T ¥4 2 A 1
#(P=0.010, P<0.001) . B 7= 5 mili ifF 55 & 8K, 76
BGC-823 1 ¥ 4 g £ v fifi 1 Z€ R A, v] 13 p21
T R 38 Ao BT P yg 24t A Sl 0340 o) JFE A
[] B AT 375 5 Fas 85 13235, DT 42 2 Ji 983 41 e 9
T T K A A AN TR B A BT 5 9R
PR E NFTEA T 70 7 6 A M AR ) 25 SR R B, Sk
AT 5467 257 AR R R, B iR i asoR o

Huang %52 F COX=2 41 il 7136 77 5 98 59 1Ifs
PRIFFEAR & B0, ZE 5k 1 A & B i Ik mT L 15 98
# R E-cadherin F1 5% 4k A= K K 7 # K% WL 5
NAG-1 R 3k, {2 2 b8 40 f 08 1=, B K vk 4 21
HP BRI R 0 A B A, LR T R 2h
YIRS BN o AHIFFE K R, i FH ZE 05 A R 186
AR RN, I H o T COX-2 FHME B3
[ OS Fl PFS, & W] ZE 4 B A Al FE A PEBOR J5 52 &



IR 225 2022 4F 10 H 58 12 3655 5 )
Anti—tumor Pharmacy, October 2022, Vol. 12, No.5

P COX=2 PR B i £ I PR AR £

AW AAFAE— LR L - e, AT AR
SR AR LD, HLA A HEBR B 1A X 55 74 45
TE R SMENE AT RESZ R s FLUK, ZER A AR B gl
SRR E R E T AR T K X
IR ERVVIPASE B/ 8 b 1 DO B &/ (A (SR ERESS - A R
SRR s iR ARSI T T AR, R — 2R
T IEA AT IR A AT S SR AR AT I R A F AL
JENIE AT I R A5 2 BT B T
Senh

gi LRIk, SR B AT IS LT R R R
SR M B 9 0 — Bl oA R B2 A IR T OT IR U
COX=2 FHE 83 AT R i e R ST IS, (755
Ja S 2 A RTREVE R FEA DTS — PR R, LA L
ZBFEMBEST TAEE K

S 3k

[1] PEAEDSERELERS. FREBEBE G PES
RER[J] F B EFATE % E(ETFR), 2017, 9(5): 29-40.
DOI: 10.12037/YXQY.2017.05-07.

(2] BRF-F, RARI, TEMS . FAEER T AR08 77 B B R 69 77
BB AV AT (I]. %R AR J &, 2017, 32(6): 996-998.
DOI: 10.3969/j.issn.1001-5930.2017.06.037.

[3] XIANG H G, XIE X, HU F Q, et al. Cyclooxygenase—2 inhibi-
tion as a strategy for treating gastric adenocarcinoma [J]. Oncol
Rep, 2014, 32(3): 1140-1148. DOL: 10.3892/0r.2014.3301.

[4] YEY W, LIU M, YUAN H, et al. COX-2 regulates Snail ex-
pression in gastric cancer via the Notchl signaling pathway [J].
Int J Mol Med, 2017, 40(2): 512-522. DOI: 10.3892/ijmm.
2017.3011.

[5] AZIZ F, YANG X, WANG X, et al. Anti-LeY antibody en-
hances therapeutic efficacy of celecoxib against gastric cancer
by downregulation of MAPKs/COX-2 signaling pathway: cor-
relation with clinical study [J]. ] Cancer Res Clin Oncol, 2015,
141(7): 1221-1235. DOI: 10.1007/s00432-014-1892~.

[6] MENG C, LU Z, FANG M, et al. Effect of celecoxib combined
with chemotherapy drug on malignant biological behaviors of
gastric cancer [J]. Int J Clin Exp Pathol, 2014, 7(11): 7622-7632.

[7] JINGH, XU W, SHI Y, et al. Celecoxib exhibits an anti—gas-
tric cancer effect by targeting focal adhesion and leukocyte
transendothelial migration—associated genes [J]. Oncol Lett,
2016, 12(4): 2345-2350. DOI: 10.3892/01.2016.4976.

[8] GUO Q H, LIU X J, LU L Z, et al. Comprehensive evaluation
of clinical efficacy and safety of celecoxib combined with che-
motherapy in management of gastric cancer [J]. Medicine,
2017, 96(51): e8857. DOI: 10.1097/md.0000000000008857.

(9] £XB, xaL&, RKE. BIRNBST 59 R LR EFH
B —i@ R R R B AR E AR 4.0 8] M, 2012,

32(2): 142-144. DOI: 10.3781/j.issn.1000-7431.2012.02.013.

[10] sa =4, ek . A3 09 EARIE 8 I7 B 7 U 47 /& (RE-
CIST) [J]. P B #3824 &, 2005, 8(1): 77-78.

[11] 28GR, ok w . P B B BARERL T RFRLRE]] F
SR WAHE &, 2014, 34: 408-415.

[12] A4, #8R A, § 4ok, 5. F B F & RATRF IR F
B i 93 16 A, 2017, 44(1): 52-58. DOI: 10.3969/j.issn.1000—
8179.2017.01.881.

[13] CHIU P W Y, UEDO N, SINGH R, et al. An Asian consensus
on standards of diagnostic upper endoscopy for neoplasia [J].
Gut, 2019, 63(2): 186-197. DOI: 10.1136/gutjnl-2018-317111.

[14] CHEN X Z, WEN L, RUL Y Y, et al. Long—term survival out-
comes of laparoscopic versus open gastrectomy for gastric can-
cer: a systematic review and meta—analysis [J]. Medicine (Bal-
timore), 2015, 94(4): e454. DOI: 10.1097/md.0000000000000454.

[15] #sd i, 828 BARs KA KT EL A einx
e B E N F B ZFF & &, 2017, 37(17): 4301-4303.
DOI: 10.3969/j.issn.1005-9202.2017.17.063.

[16] YE Y W, LIU M, YUAN H, et al. COX-2 regulates Snail ex-

pression in gastric cancer via the Notchl signaling pathway [J].

Int J Mol Med, 2017, 40(2): 512-522. DOI: 10.3892/ijmm.

2017.3011.

YAO Q, GU A, WANG Z, et al. MicroRNA~-144 functions as a

tumor suppressor in gastric cancer by targeting cyclooxygen-

ase=2 [J]. Exp Ther Med, 2018, 15(3): 3088-3095. DOLI:
10.3892/etm.2018.5763.

B30, A, TRARIE SV COX=2 474 7 2% F J a0 Mok

BGC-823 3¢ st A A =69 v [J]. F d1 K & F M (E F ),

2008, 33(12): 1123-1128. DOIL: 10.3321/j. issn: 1672-

7347.2008.12.010.

(19] Fmdsm, ik, Rlak. BT 4RI A 2R K540 7

48 I BGC-823 Fv SNU-5 38 5 % 4% fn 4 A& R A A LAR(J]. 5

M X FFH|(E FR), 2017, 52(1): 34-36. DOI: 10.13705/;.

issn.1671-6825.2017.01.009.

BT, HRR, LK, F R S-RAER S BRI

&5 R & B 8 Bk SGC-7901 A =47 A 49 [l F &

E 44w b & %8 T & &, 2018, 6(19): 3-5. DOL

10.16282/j.cnki.cn11-9336/r.2018.19.002.

HUANG M T, CHEN Z X, WEI B, et al. Preoperative growth

inhibition of human gastric adenocarcinoma treated with a

[17

[}

[18

—

—
(3]
(=)

[

[21

combination of celecoxib and octreotide [J]. Acta Pharmacol
Sin, 2007, 28(11): 1842-1850. DOI: 10.1111/j.1745-7254.2007.
00652 x.

WA B 2019-12-24 B A B4F FAE

ARSI A XUBR, WRB, B, 55 SR AR A LT X R
R S5 52 2 PR I P 0 T RO 2 AN R ELT). iR 25, 2022,
12(5): 626—631. DOIL: 10.3969/j.issn.2095-1264.2022.05.11.

Cite this article as: LIU Shuo, CHEN Meng, LU Hongchao, et al. Effica-
cy and adverse drug reactions of celecoxib combined with chemotherapy
in the treatment of metastatic or recurrent advanced gastric cancer[J]. An-
ti—-tumor Pharmacy, 2022, 12(5): 626-631. DOI: 10.3969/j. issn. 2095—
1264.2022.05.11.

-631-



