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Abstract: Objective To systematically evaluate the clinical efficacy and safety of celecoxib combined with opioid drugs (morphine,
oxycodone) for the treatment of moderate to severe cancer pain. Methods Databases including Cochrane Library, PubMed, CBM,
CNKI, VIP and Wanfang Database were searched to collect randomized controlled trials (RCTs) about celecoxib combined with
opioid drugs combined vs opioid drugs alone for moderate to severe cancer pain from January 2000 to July 2019. Two reviewers
independently screened literature, extracted data and assessed the risk of bias of included studies. Then meta-analysis was conducted
by RevMan 5.3 software. Results A total of 12 RCTs, 1 292 patients were included . Meta-analysis showed that, compared with
opioid drugs alone, celecoxib combined with opioid drugs could significantly improve the rate of pain relief (OR = 1.94, 95%CI =
1.64 ~ 2.59), reduce the daily average opioid dosage (MD = —10.64, 95%CI = -15.03 ~ —6.26) and improve the quality of life (MD =
3.53, 95%CI = 1.34 ~ 5.72), the difference were statistically significant (P < 0.01), Sub-group analysis by opioid category were
consistent with Meta-analysis. In terms of safety, celecoxib significantly reduced the incidence of morphine in constipation, nausea

and vomiting, drowsiness, headache and dizziness, and oxycodone constipation (P < 0.01), but had no effect on the incidence of
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dysuria caused by opiates drugs. The funnel plot suggested that the publication bias was small. Conclusion Celecoxib combined

with opioid drugs are effective for patients with moderate to severe cancer pain, and can significantly reduce the incidence of

constipation, nausea and vomiting.
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Table 1 Basic characteristics and quality evaluation of included studies
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Rajesh™ i & 20 55.7+13.5  HHEITAATE 10 mg/12 h, 74 50% i1 & 4k R & 0] 7
2014 WL EE 20 56.4x12.7  XFIEZH+2E0K A 200 mg/12 h, B K5 400 mg/12 h

S/ AN (5t 40 43.849.2 Nyl 46 71 68 10 mg /d , HE 4 HELRR R4 R 1R 4 5 B 0@ 5
2018 FUE~ 45 44.5+8.3  AHEZH+ZE K T AT 200 mg/12 h, iz K7 & 400 mg/12 h

I S 1200 60.5+12.3  WHERATIE 10 mg/12 h, 1% 50% i3 % 4L FR & W) 4
2017 Mez 127 57.9+11.8 X HEZH -+ 5k 41 200 mg/12 h, 2 K7 HE 400 mg/12 h ®®

[Z7F | IR 42 60.3£10.2  MHHEE GG 10 mg/12 h, 4% 50% i% 1 2 4 55 50 06) 2
2017 U3 42 59.4£11.8  XFHAZH+ZEKE A 200 mg/12 h, iz K7 400 mg/12 h @

B xR 73 60.8+11.4 k30 mg/¥X,2 ¥k/d O® 1
2017 P 73 61.3£10.3 X HEAH+ZERK LA 200 mg/12 h

[z AN SR ) 1 50 57.3+11.5  MEREERLA ) 10,20 mg/IR, 12 b/ W) 2
2014 W52 51 57.2+11.6  XFHRA+2E K47 200 mg/12 h S0y

2O KR 67 62.7+11.3  MHEFE A FIE 20 mg/12 h, 4% 50% i 1 2 4 45 ) & 0 5
2009 W 5% 58 64.3+£12.4 N HEZH+ 225k A1 200 mg/12 h, e K 400 mg/12 h ®®

XREE X 41 R BRHEFEIATE 15mg/12h, 50% i1 78 4k 1 7 & 0@ 5
2016 g3 39 AFERE IR ZERE AT 200 mg/12 h

XARER D xR 33 64.2421.2  FHEEAFLATE 10 mg/12 h, 50% % 3 28 4 F5 77 5 O® 4
2019 P = 46 62.6+22.4  XHEAH+FERK E AT 200 mg/12 h

BEAYS X 49 70+11.3  BHEEHEIAFE 10 mg/12 h, 25%~50% b S O® 2
2014 Pl = 49 67+9.8  XJHEAH+FER AT 200 mg/12 h, f A FE 400 mg/12 h
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2017 Uik 50 61.3+3.9  XFIEZH+2E KB A7 200 mg/12 h, i K55 400 mg/12 h

#AJGUT SR 57 62.7+7.3  FBREERIAHES mg/12 h,25%~50% 618 E4e e OO 4
2013 MEE 53 63.9+6.8  XfIE4+2E 30 E A7 200 mg/12 h, H K7 400 mg/12 h ®®

O LR, @-H BB Jy 29 HY i, -3 BT 50 » @-A8 R R

(D-pain relief rate, @)-daily average opioid dosage, ®)-quality of life score, @-adverse reactions
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Fig. 1 Forest plot of Meta-analysis in pain relief rates between two group
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Fig.2 Forest plot of Meta-analysis in daily average opioid dosage between two group
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Fig.3 Forest plot of Meta-analysis
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Table 2 Meta-analysis of incidence of adverse reactions between morphine and oxycodone

KB — 5 5 AR 56 pT—— Meta-7) 1 45 J
P P/% OR 95%CI P
{50 11017 0.75 0 [i] 5 20 AR 7Y 0.48 0.37~0.62 <0.000 1
ngy e 6 0.49 0 [i] 5 35 I A Y 0.44 0.32~0.61 <0.000 1
F2 2 st 0.84 0 [i] 5 2L A% 7Y 0.57 0.36~0.89 0.01
ML MR i 1107 0.60 0 [i] 5 2R3 AR A 0.65 0.48~0.88 0.005
e 61 0.39 4 JE Y R AR A 0.54 0.37~0.75 0.001
F2 7% Tl st 1.00 0 (3] 5 2R3 A 2 0.94 0.56~1.57 0.80
L Sk QU117 0.37 7 [#5] 5 2 AR TR 0.51 0.34~0.77 0.001
ny e 5t 0.38 4 [i] 5 20 AR 7Y 0.34 0.20~0.59 0.000 1
22 st 0.95 0 [i] 5 20 ASE 7Y 0.90 0.48~1.67 0.74
W il 11017 0.98 0 [i] 5 2R AS 7Y 0.62 0.43~0.89 0.01
e e 6 0.90 0 [i] 52 25 I AR Y 0.58 0.38~0.90 0.01
F2 2 st 0.83 0 [i] 5 2R3 AR A 0.73 0.37~1.44 0.36
HEJR A A Qo 1-17] 0.99 0 [1] 5 220 AR 2 0.37 0.31~1.07 0.08
e gleo 2] 0.95 0 (2] 5 2R3 AR 2 0.56 0.25~1.26 0.16
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