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Efficacy and safety parecoxib sodium for preemptive analgesia in
laparoscopic cholecystectomy: a Meta-analysis

YIN Yifeng', LUO Ming’, QIN Shu’, ZHANG Mengyu’, HE Kai’, XIA Xianming’

(1. Clinical Medical College of Southwest Medical University, Luzhou, Sichuan 646000, China; 2. Department of Hepatobiliary
Surgery, the affiliated Hospital of Southwest Medical University, Luzhou, Sichuan 646000, China)

Abstract Background and Aims: With the development of concept of fast-track surgery, perioperative
multimodal analgesia has been gradually accepted. Among them, preemptive analgesia is a common
method. This study was conducted to determine the efficacy and safety of parecoxib sodium preemptive

analgesia in laparoscopic cholecystectomy (LC) through a systematic review and Meta-analysis.
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Methods: The randomized controlled trails or observational studies comparing the preoperative
intravenous injection of parecoxib sodium (preemptive analgesia) and without intravenous use of
parecoxib sodium (blank control) or intravenous injection of parecoxib sodium at the end of operation
(postoperative analgesia group) in LC were collected by searching several Chinese and English
databases. The retrieval time from inception to May 2021. After the quality evaluation and data

extraction of the included studies, Meta-analysis was performed by using RevMan 5.1 and Stata 12.0

Results: Thirteen articles in Chinese and English were finally included, involving 974 patients. Results
of Meta-analysis showed that the visual analogue score (VAS) at postoperative 2, 4, 6, 8, 12 and 24 h
were lower in preemptive analgesia group than those in blank group (all P<0.05) and postoperative
analgesia group (partial P<0.05); the number of patients requiring additional painkillers in preemptive
analgesia group was less than that in blank group or postoperative analgesia group, and the incidence of
postoperative adverse reactions (nausea and vomiting) in the preemptive analgesia group was lower than
that in the blank group (all P<0.05). Results of publication bias sensitivity analysis based on the number
of cases requiring additional painkillers and the incidence of postoperative adverse events showed that

there was no significant publication bias (both P>0.05), and this method would not change the results of

Conclusion: Preemptive analgesia with intravenous injection of parecoxib sodium in LC has netter

analgesic efficacy with low adverse effect. It provides a safe and effective alternative for clinical

5 9 1]
software.
the initial overall analysis.
multimode analgesia.
Key words Cholecystectomy, Laparoscopic; Analgesia; Cyclooxygenase 2 Inhibitors; Preemptive Analgesia
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1.1 Tk 5 R g

£ PubMed . Cochrane library ., Web of Science .
Embase ., Ovid, CENTRAL LA K CNKI, 48 2 45
BRI R G . 1B e L RS B R R S
Y A 2% 2020 4F 9 H LU L %5 18 6 55 IH 4% U1 BR R J2
5 B T A B A B R ACR RO BERIL . 2 BE AL
X RO AE G SCHk, JF T TR RS e k&
19 5 R B0 SO B R A0 A SCHR 9 2 25 SOk .
hoCk R LG . B MDA I
AR EATEUR ;. (bR . U R AL
Parecoxib  Sodium ;

Laparoscope ;  Cholecystectomy ;

Preemptive Analgesia; Analgesia. Pain,
1.2 HREE

K LA 98 A bR e S AT BIF 5T B4« (1) 1A B
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1.3 HBIERI EETG R ERITM
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Figure 1 Literature retrieval process
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Table 1 General information of the included studies

" PRI (B 1#) AR (%) FAR S
T B AFAy = - — — -
T 2 H Rhg I 2 H AReE g B &R R
IR 2014 KAiE RAIE AAeiE KHGE  LC 20 20 KARA
XU, 4 2017 RARIE RARE RARIE AE LG 20 20 20
I, 501 2011 AAIE RAE RARiE AE LC 20 20 20
AEZER,Z 2011 11/15 11/13 AR 48.1+8.8 47.38+9.41  RigE  LC 25 25 RARE
Bl kA 2012 16/12 15/13 ARARE 53.8+7.2 56.1x8.3 KGE - LC 28 28 RAIE
FE3,EE 2011 14/16 15/15 KALE 46.3+9.4 45.2+10.2 AigiE  LC 30 30 kiR
A/INFLEEN 2016 AAiE A iE AAiE K LC 32 32 32
E4,52017 23/27 22/28 KALE 55.4+5.45 55.0+4.69 Ayl LC 50 50  oR#RiE
a1, 22012 24/49 23/50 KM iE 36.9+12.8 34.5+11.3 K LC 73 73 AAiE
Akaraviputh, %% 2009 15/25 14/16 KAE 57.6+12.7 56.2+15.1 AigiE  LC 40 30 AiE
Papadima, %> 2007 9/16 9/17 KHiE 58.2+2.7 53.2+1.7 K LC 25 26 RARE
Kouroukli, %5 2016 KR RIRE R 64.1+5.8 63.2+4.6 KiiE  LC 36 36 RiRE
Shuying, %1 2015 12/25 12/26 12/26 3829 41%12 419 LC 37 38 38
© WA I3 # [ % 8 S B 4 3 BT http:/www.zpwz.net
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Table 1 General information of the included studies (continued)
W S AEy pe q:ﬁﬁzﬂﬁ% R N IR E2E Y]
DR, 2014 SRR FIE IO AT 40 mg HIKES SRR SR EREK S mLFIK  RHRGE LA 2 R
A
XU HE, 214 2017 FARFIFIATIMAEG AT E0 40 mg FRIKTST  FARIIOTI SO R A BEIK  SCEHTIEET 40 mg ZFRJERMIKREA
5 mL kRS RS
g A 2011 JRREETT 20 min WE3 E A0 6 40 mg WKTESS  BREEHT SR LT 20 min AEREEL R K2R 20 min WA 5 SRR 52
K 10 mL S A 40 mg KRS
AN AE 2011 SIEFFIETIMAEG AT 60 40 mg FRkIS AT IRHIABEK 2 mLERk  RAE KA iE
BRIk, & 2012 JERBHT 40 mg P13 5 AT A Dk 1 IR R K 2 mLFEES R AKAiE
3R 2011 JERBETT 40 mg IDF1 B 5 A7 B DK T S8 BRI K 2 mL kST RdRGE KAiE
F/INHLAE 2016 JERIRIT 40 mg IDF 3 5 A BRI 25 SIS SRS A B K 5 mL AREETIEE B4 40 mg R H0E
i iease) bk
F5,522017 JRRIEHT 40 mg IDF1 3 5 A1 A DR T 20 JRERHT A BEER K 5 mL ST RdiaE RARIE
e 2212012 JERBETT 40 mg WF 3 1 A0 £+ 10 mL A= BERIK FRBETAE SR K 10 mL KRS R doE KRB
[idsE 0]
Akaraviputh, 25222009  BREEHT 30 min D5 E 740 20 mg## KT BREEHT 30 min ZEFEER /K 20 mL AR3RIH JULPA VS MR i
TR TE 5
Papadima, 2872007 ARAG 40 mg WA A Ak 5 IR K 10 mLEbkiEgT ARl JUUPR) S R
Kouroukli, 512016 AH{I 30 min W% £ A4 40 mg #kAST  ARFT30 min 42 HHEE/K 5 mL#FHIK  AdRIE WU 2 R
T
Shuying, %> 2015 JRE T i 17 6 40 mg FiHDR TS5 FREEHT A BRER K 4 mLR e BURZEIAEG AN RdGE
SRR A= BEER K 4 mLL 40 mg,iv
bk
F2 MAXEHEEBXEBEBER R
Table 2 The relevant outcome data of the patients in the included studies
" 2h VAS 4h VAS 6h VAS 8 h VAS
WHERE R AR A WA B R
WIRAE2014 21+1237=14 K& 1.7 = 1/2.8 + 0.9/KHRE KA iE
XITHHE 4514 2017 11+0725+1.009+04  13+09/33+13/12+08 20+1.0/37+1.720+1.0 A
{4051 2011 0.7+04/49+1830=+12  09+0335+1325+10 10204/32+15/1.6+0.5 A
AR A 2011 1.7+0.7/3.9 + L1/ARARIE 2.3 +0.8/4.6 = 1.5/K4R%1E KA IE 2.7 +0.5/5.4 = 0.8/ KR 1E
BRI, 2517 2012 2.8+ 1.7/4.0 £ 1.6/AK4RE 2.7 + 1.6/4.0 = 1.2/K4R 8 KA iE 22+ 1.9/3.9 + 1.3/K4%E
F #2011 2.2 +0.3/3.5 + 0.2/A 4R 2.4+0.1/3.9 + 0.1/ K3{iE 2.2 +0.2/3.6 + 0.2/ KR 2.5+0.2/3.2 + 0.2/ K3
L/ AE 2016 37+1.0/49+1.0/41+08  31x10/47+1.038=10 29+07/44+1.1/36+08 27+0.7/40+1.0/35+08
FAR A 2017 RAE HARIE 1.3+0.7/3.8 + L4/ARHGE KA IE
TR41., 55712012 1.6 £ 0.7/2.7 + 0.8/ ARt 2.5+ 0.4/3.2 + 0.7/ K38 2.4 +0.5/3.5 £ 0.8/ K48 2.1+ 0.4/3.1 + 0.6/ K3
Akaraviputh, %51 2009 KRAIE HARIE 2.9+0.3/3.3 + 1.0/ RIRIE HARIE
Papadima, %% 2007 3.6 +2.8/4.0 2. 1/AHHE KA IE 2.0+ 1.1/2.8 + 1.5/ A8 ESieic]
Kouroukli,Z* 2016 RAfE RATE 2.6+ 1.7/3.7 + 1.6/FARIE KA IE
Shuying, 512014 21+0.329+023.0+02  1.7+£03/2.6+0322+04 13+0.2/22+0.2/1.9+0.2 A
© MK A o B EF SR ETH http://www.zpwz.net
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BhaEHk T 2012
EREAE 2011
A/NFLAET 2016
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21,4571 2012

Akaraviputh,Z£% 2009
Papadima,%lz}l 2007
Kouroukli,Z#*Y 2016

Shuying, %1 2014
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Shuying, ZE151 2015
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5002 0 TR H ARG 4 hVAS RSN, Ah b
HEoR, HATEE A M VAS IE 0 B 8K T a5 A 4
(WMD=-1.54, 95% Cl=—1.90~-1.17, P<0.05); 7£V.

Fr— W S5 W0 3 B AT AR B R B T R R o R A LR B R SO R A T B Meta AT 1091
R2 MAXHFBEBELEREBHER (£)
Table 2 The relevant outcome data of the patients in the included studies (continued)
12h VAS 24 h VAS S 925 (n) AR (n)
/28 AR K RS AR K HRRIT/ZS AR EE RS AR K
1.3£1.22.2 + 1L4/RIRIE 1.1+ 0.9/1.8 = 0.9/ K43 1/8/AAE V/5/A A
1.3+0.8/2.9+ 1.1/1.1 0.7 1.0+ 0.5/1.9 + 1.1/0.9 + 0.4 AARIE /71
1.1£03/22+12/1.2+03 1.0£0.3/1.2+ 1.0/1.1 £0.2 1/13/7 RAIE
AHE 3.0+ 0.7/3.2 + 0.6/AARE KA iE 3/5/A A E
23+ 1.9/3.4 = 1.8/ RIRil 2.7+ 1.4/3.0 = 1.5/ K478 AAlE AR iE
2.0+ 0.1/2.9 + 0.3/AAR & 2.0+ 0.1/2.1  0.2/A4RE KA KAfiE
25+0.8/3.6+0.9/3.3+0.8 2.1+0.8/3.1£0.929+1 AAIE A
1.2 +0.8/3.6 + 1.5/ &R iH 2.6 + 1.3/2.8 + 1.3/AHRiE ARAfE AARiE
1.7 +0.3/2.7 + 0.6/ K4HE 1.120.3/2.2 + 0.4/ KR 1E K& 6/15/AARiE
1.4+ 0.3/1.8 + 0.4/ K4HGHE 0.8+ 0.3/0.6 = 0.2/ AR iE 15/18/ A48 RAiE
1.6 £2.2/2.6 + 1.6/ R3RiE KAE 8/22/AARIE 11/AHGE
23+ 1.6/3.3 = 1.5/ R4 iE 1.3+ 1.2/2.1 + LA/ARARGE 1727/ A48 KA iE
0.8+0.2/1.6+02/1.4=02 0.4+02/12+0.2/0.8=0.2 7/18/13 16/24/22
~ 2.3 Meta TR
a %ﬁ = 2.3.1 &I & VAS I 4 2 R oAt (1) 10 4B
= . £ z % SIS T R E AR T 2 h VASTEAY, SHHTAS
g =2 ¥ ¢ i WEELR M TR 2L VAS V4 1 A T A E 4
2 % i % % (WMD=-1.51, 95% CI=1.87~-1.15, P<0.001); 7&
# ® x im 4 =—1.51, o CI=1. A5, P<O. 5 TR
E ¥ ok ¥ 5 S4BT T RT L B T 2 AR B O L Y
§F EQ R 5 X RIF VAS W4 B, 22 B A G5 5 X (WMD=
® e e 2 | = -0.83, 95% CI=-1.59~-0.07, P<0.05) ([%13A). (2)8/>
® 20
@20
L

Papadima,g‘;m] 2007
AR, 55192011
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i, 45091 2011

Rer, 4212012
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Figure 2 Risk assessment plot

© WA )3 of [ FF I F A EPTA

o HT s, AT A B R SR 4L AR JE VAS
PN Rl FE AR (WMD=-0.68, 95% Cl=-1.25~-0.11,
P<0.05) ([E3B). (3) 11 4AHFgE! " "2 URIE T &
ARJ5 6 h VASPES, 234 5 Won, 8 i A2 0 41 10
VASPF B B AR T, S A4l (WMD=-131, 95% CI=
-1.58~-1.03, P<0.001); [l R, £ 45 Hr W,
A IR AL R M R 4 R S VAS T 43 [ BE
& (WMD=-0.58, 95% CI=-0.72~-0.45, P<0.001)
(FE3C) o () 5AWFFE" "B TR FE ARG 8 h
VASTFSY, srbrés s, TR 4L VAS 438
WA T 25 HdH (WMD=-145, 95% CI=-2.02~-0.87,
P<0.001) 5 782150 A1 oh B A 1 AR 5% 32 2 A
AR A1 R R HE BRI A B g, (BT DU Y AR
WM E, HASI¥E X (P<0.001) (K3D),
(5) 12 A WF 78! TR GE T B EH RS 12 h VAS 3T
gy, TSR Eon, AT 41 VAS T4 B B AR
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T2 E (WMD=-1.05, 95% CI=—1.27~-0.84, P<
0.001); TEMV.ZH 73 A, Al BE i 4 5 R B2 4R 20
ARG VAS W03 22 5 L Ge it 27 2 0 (WMD=-0.34,
95% CI=-0.72~-0.03, P=0.07) (& 3E). (6) 12 4-Hf
TR HEIRGE T RE ARG 24 h VASTESr, i 4h

R, HET A 41 VAS PR B BAR TS 4l
(WMD=-0.50, 95%CI=-0.83~-0.18, P<0.001) ; ¥
A3 Hr b, TR A5 OR B U AR R S VAS
WS TLgit %8 X (WMD=-026, 95% CI=

-0.54~-0.01, P=0.06) (& 3F),

HBRTEE A JTHRA (= A/AREE)  Weight  Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD  Total (%) IV, Random,95% CI 1V, Random, 95% CI
BRI /2 A% R
Shuying, 25292015 2.1 03 37 20 02 38 92 -0.80[-0.92, -0.68] .
Papadima,%272007 3.6 28 25 4 21 26 3.1 —0.40[-1.76,0.96] S
R4, 219 2011 1.7 07 25 3.9 1.1 25 73 -2.20[-2.71,-1.69] -
X, 1 2017 1.1 07 20 25 1 20 7.1 -1.40[-1.93,-0.87] —
Ifgeps, 45112011 0.7 04 20 49 1.8 20 54 -420[-5.01,-3.39] ——
T, %P0 2012 1.6 07 73 27 08 73 8.8 —1.10[-1.34, -0.86] -
A, E 2014 2.1 1.2 20 3.7 1.4 20 5.4 -1.60[-2.41,-0.79] S
Tk, 512011 22 03 30 3.5 0.2 30 92 -1.30[-1.43,-1.17] =
F/NFL 12016 3.7 1 32 49 1 32 74 -1.20[-1.69, -0.71] _
hzEk, 25072012 2.8 1.7 28 4 16 28 5.1 -1.20[-2.06, -0.34] _
Subtotal (95% CI) 310 312 679 -1.51[-1.87,-1.15] ¢
Heterogeneity: Tau’=0.24; Chi’=113.28, df=9 (P<0.000 01); ’=92%
Test for overall effect: Z=8.28 (P<0.000 01)
AT R B
Shuying, %2015 2.1 03 37 3 02 38 92 -0.90[-1.02, -0.78] .
XURRHE, 4142017 1.1 07 20 09 04 20 82  020[-0.15,055] -
A, S5 2011 07 04 20 312 20 70 -230[-2.85,-1.75] -
£/INA, 21112016 37 1 32 41 08 32 77 —-040[-0.84,0.04] -
Subtotal (95% C1) 109 110 321 -0.83[-1.59, -0.07] <
Heterogeneity: Tau’=0.56; Chi’=64.66, df=3 (P<0.000 01); ’=95%
Test for overall effect: Z=2.13 (P=0.03)
Total 95% C1) 419 422 1000 -1.28[-1.57,-0.99] ¢
Heterogeneity: Tau’=0.24; Chi*=195.46, df=13 (P<0.000 01); ’=93% } } } }

Test for overall effect: Z=8.63 (P<0.000 01)
Test for subgroup differences: Chi’=2.55, df=1 (P=0.11), ’=60.8%

4 2 0 2 4

TR X IRZE (5 FARSS)

HEETHEREA JtHR4H (= H/AREE)  Weight  Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean  SD  Total (%) IV, Random,95% CI 1V, Random, 95% CI
AR/ ExHE
Shuying, Z292015 1.7 03 37 26 03 38 9.7 -0.90[-1.04, -0.76] -
RN, 251 2011 23 08 25 4.6 1.4 25 7.1 -230[-2.97,-1.63] ——
XU, 21 2017 13 09 20 33 13 20 7.0 -2.00[-2.69,-131] ——
I {25051 201 1 0.9 03 20 35 13 20 7.6 -2.60[-3.18,-2.02] ——
R4, 45712012 2.5 04 73 32 0.7 73 9.6 -0.70[-0.88, -0.52] -
THE, %2011 24 0.1 30 39 01 30 9.9 —1.50[-1.55, -1.45] .
A/NFT, 45012016 3.1 1 32 4.7 1 32 82 -1.60[-2.09,-1.11] —_
sk, 45172012 27 16 28 4 12 28 67 -130[-2.04,-0.56] _
Subtotal (95% CI) 265 266 658 -1.54[-1.90,-1.17] -

Heterogeneity: Tau’=0.22; Chi*=148.87, df=7 (P<0.000 01); ’=95%
Test for overall effect: Z=8.21 (P<0.000 01)

ABRTER/ R R

Shuying, 5512015 1.7 03 37 08 04 38
KRR HE, 4142017 13 09 20 12 08 20
-, 250051201 1 09 03 20 25 1 20
£1/NH]L 2192016 3.1 1 32 3.8 1 32
Subtotal (95% CI) 109 110

Heterogeneity: Tau’=0.29; Chi*=26.66, df=3 (P<0.000 01); ’=89%
Test for overall effect: Z=2.32 (P=0.02)

Total (95% CI) 374 376
Heterogeneity: Tau’=0.30; Chi’=296.81, df=11 (P<0.000 01); ’=96%
Test for overall effect: Z=7.26 (P<0.000 01)

Test for subgroup differences: Chi’=6.15, df=1 (P=0.01), ’=83.7%

9.7 -0.50[-0.66, -0.34

] -
80  0.10[-0.43,0.63] —
84 —1.60[-2.06,-1.14] —_
82 -0.70[-1.19,-0.21] —_
342 -0.68[-1.25,-0.11] <
1000 -1.25[-1.59, -0.92] &

-2 -1 0 1 2

B3 &AfEES VASIES LR A: 2h; B: 4h; C: 6h; D: 8h; E: 12h; F: 24h

Figure 3 VAS scores at each time point
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BRI E JTERZH (= H/AREE)  Weight  Mean Difference Mean Difference
Study or Subgroup Mean SD__Total Mean SD__ Total (%) IV, Random, 95% CI__IV, Random. 95% CI
ABRTEER/ZS E R

Akaraviputh, 5% 2009 2.9 03 40 33 1 30 7.2 -0.40[-0.77, -0.03] ——]
Kouroukli, %5 12016 2.6 1.7 36 3.7 1.6 36 4.7 -1.10[-1.86, -0.34] _
Shuying, 4512015 13 02 37 22 0.2 38 8.6 -0.90[-0.99, -0.81] ®
Papadima, %51 2007 2 1.1 25 2.8 1.5 26 4.9 -0.80[-1.52, -0.08] o
XU, 5504 2017 2 1 20 3.7 1.7 20 4.1 -1.70[-2.56, -0.84] ———o
I, S5 2011 1 04 20 3.2 15 20 5.1 -2.20[-2.88,-1.52] ——
2L, 52012 24 05 73 35 08 73 8.1 —1.10[-1.32, —0.88] -
DIk, 12014 1.6 07 20 2.9 0.9 20 6.3 -1.20[-1.70, -0.70]

7R, 592017 1.3 1 50 3.8 1.4 50 6.5 -2.50[-2.98, -2.02] ——

LRk, 52011 22 02 30 36 02 30 8.6 —1.40[-1.50, -1.30] =
AR AE12016 2.9 07 32 44 1.1 32 6.7 —1.50[-1.95, -1.05] _
Subtotal (95% CI) 383 375  70.8 -1.31[-1.58,-1.03] ¢

Heterogeneity: Tau’=0.15; Chi’=113.41, df=10 (P<0.000 01); P=91%
Test for overall effect: Z=9.38 (P<0.000 01)

AT IR B

Shuying, 4512015 13 02 37 19 02 38  86-0.60[-0.69,-0.51] .
XU, 55142017 2 1 20 2 1 20 55 0.00[-0.62, 0.62] —_
I, 22011 1 04 20 16 05 20 7.8 —0.60[-0.88,-0.32] -
LU/ 4512016 20 07 32 36 08 32 72 —-070[-1.07.-033] —_
Subtotal (95% CI) 109 110 292 -0.58 [-0. 72, -0.45] 4

Heterogeneity: Tau’=0.01; Chi’=3.87, df=3 (P=0.28); ’=22%
Test for overall effect: Z=8.29 (P<0.000 01)

Total (95% CI) 492 485  100.0 —1.08[-1.32,-0.84] ¢

Heterogeneity: Tau’=0.17; Chi’=225.05, df=14 (P<0.000 01); ’=94% — T

Test for overall effect: Z=8.76 (P<0.000 01) -2 -1 0 1 2 C

Test for subgroup differences: Chi*=21.41, df=1 (P<0.000 01), ’=95.3% TR XHRA (S RS
BRI E STERZE(Z=H/ARE)  Weight  Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD _ Total (%) 1V, Random,95% CI 1V, Random, 95% CI

AR /Z B0

AR, 2509 2011 2.7 05 25 54 08 25 171 -2.70[-3.07, -2.33}a—

e, 4212012 2.1 04 73 3.1 0.6 73 185 -1.00[-1.17,-0.83] -

TRk, & 2011 25 02 30 32 0.2 30 18.7 -0.70[-0.80, -0.60] ®

/N, 2016 27 07 32 4 1 32 16.6 -1.30[-1.72,-0.88] —-

BhEHE, 55072012 22 19 28 3.9 13 28 121 -1.70[-2.55,-0.85] ——

Subtotal (95% CI) 188 188 829 -145[-2.02,-0.87] <@

Heterogeneity: Tau’=0.38; Chi’=114.22, df=4 (P<0.000 01); I’=96%
Test for overall effect: Z=4.93 (P<0.000 01)

BT IR e
F/INFD, 12016 2.7 07 32 3.5 0.8 32 171 -0.80[-1.17,-0.43] -
Subtotal (95% CI) 32 32 171 -0.80[-1.17,-0.43] E 2

Heterogeneity: Not applicable
Test for overall effect: Z=4.26 (P<0.000 01)

Total (95% CI) 220 220 1000 -1.33[-1.83,-0.84] @

Heterogeneity: Tau’=0.33; Chi’=114.52, df=5 (P<0.000 01); I’=96% —t —t

Test for overall effect: Z=5.31 (P<0.000 01) =2 -1 0 1 2

Test for subgroup differences: Chi’=3.45, df=1 (P=0.06), ’=71.0% BRTEURAL  XHARAL (5 HARER) D

E3 &EBfES VASTESER A: 2h; B: 4h; C: 6h; D: 8h; E: 12h; F: 24h (%)
Figure 3 VAS scores at each time point A:2h;B:4h;C: 6h;D: 8 h; E: 12 h; F: 24 h (continued)
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BRTEE A JTERZA (= A/ARE)  Weight Mean Difference Mean Difference
Study or Subgroup Mean SD __Total Mean SD _ Total (%) IV, Random,95% CI IV, Random, 95% CI
AERTSEEZS N R
Akaraviputh, %71 2009 1.4 03 40 1.8 0.4 30 8.5 -0.40[-0.57,-0.23] -
Kouroukli, %5 212016 2.3 1.6 36 33 1.5 36 40 -1.00[-1.72,-0.28] _
Shuying, Z7%12015 0.8 02 37 1.6 0.2 38 8.9 -0.80[-0.89,-0.71] -
Papadima, %% 2007 1.6 22 25 2.6 1.2 26 2.7 -1.00[-1.98,-0.02]
XA, AE14 2017 13 0.8 20 2.9 1.1 20 49 -1.60[-2.20,-1.00] ——
i, 45012011 1.1 03 20 22 12 20 53 -1.10[-1.64,-0.56] _
2L, 412012 1.7 03 73 27 06 73 8.6 —1.00[-1.15,-0.85] -
WKk, %2014 13 12 20 22 14 20 3.5 -0.90[-1.71,-0.09] _—
F7R, %2017 12 08 50 3.6 1.5 50 59 -2.40[-2.87.-1.93]——
THE, 452011 2 0.1 30 2.9 0.3 30 8.8 -0.90[-1.01,-0.79] -
A/ 2512016 25 08 32 36 09 32 64 -110[-1.52,-0.68] —
Bk, 47 2012 23 18 28 34 18 28 27 -1.10[-2.07,-0.13] ———
Subtotal (95% CI) 411 403 702 -1.05[-1.27,-0.84] ¢
Heterogeneity: Tau’=0.09; Chi’=82.64, df=11 (P<0.000 01); ’=87%
Test for overall effect: Z=9.73 (P<0.000 01)
BRI R
Shuying, %% 2015 08 02 37 14 02 38 89 —0.60[-0.69,-0.51] .
XU, 25 2017 13 08 20 L1 07 20 59  0.20[-027,0.67] 14—
s, 452011 L1 03 20 12 03 20 84 —0.10[=0.9,0.09] -
/N, 41912016 25 08 32 33 08 32 6.6 -0.80[-1.19,-0.41] —_
Subtotal (95% C1) 109 110 298  034[-0.72,0.03] L 4
Heterogeneity: Tau’=0.12; Chi’=33.38, df=3 (P=0.28); ’=91%
Test for overall effect: Z=1. 79 (P=0.07)
Total 95% C1) 520 513 1000 —0.85[-1.04,-0.66] ¢
Heterogeneity: Tau’=0.11; Chi*=167.40, df=15 (P<0.000 01); ’=91% — —
Test for overall effect: Z=8.65 (P<0.000 01) 2 -1 0 1 2
Test for subgroup differences: Chi’=10.48, df=1 (P=0.001), ’=90.5% BRI AL NFIEZ (25 /AR ES) E
BT A JTHRLH (2 H/AREE)  Weight  Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD  Total (%) IV, Random,95% CI 1V, Random, 95% CI
BT BN R
Akaraviputh, 22009 0.8 03 40 06 02 30 73 0.20[0.08, 0.32] --
Kouroukli, % #2016 13 12 36 2.1 1.4 36 5.0 —0.80[-1.40,-0.20]
Shuying, 12015 0.4 02 37 1.2 0.2 38 7.3 -0.80[-0.89, -0.71] -
FEHENI, 259 2011 3 07 25 32 0.6 25 6.3 -0.20[-0.56,0.16] —r
XURAHE, 45142017 1 05 20 1.9 1.1 20 54 -0.90[-1.43,-0.37————
{411 2011 1 03 20 1.2 1 20 58 -0.20[-0.66, 0.26] —_—
fRar, 4212012 1.1 03 73 22 04 73 73 -1.10[-1.21,-0.99] —=
K, 12014 1.1 09 20 1.8 0.9 20 53 -0.70[-1.26,-0.14] ————
EZR, 572017 26 13 50 28 13 50 55 -020[-0.71,031] _
Tk, Y2011 2 0.1 30 2.1 0.2 30 7.4 -0.10[-0.18,-0.02] -
£/, 451712016 21 08 32 3109 32 60 -1.00[-1.42,-0.58]
Bk, 47 2012 27 14 28 315 28 42 -030[-1.06,046] —————71—
Subtotal (95% CI) 411 402 729 -0.50[-0.83,-0.18] <
Heterogeneity: Tau’=0.28; Chi’=387.29, df=11 (P<0.000 01); ’=97%
Test for overall effect: Z=3.06 (P=0.002)
AR B4R
Shuying, 45712015 04 02 37 08 02 38 7.3 -0.40[-0.49,-031] -
XUBHFE, 2142017 1 05 20 0.9 0.4 20 6.7  0.10[-0.18,0.38] —+—
e, 22011 I 03 20 1 02 20 72 -0.10[-0.26,0.06] —
L/INAL 45112016 21 08 32 29 I 32 59 -080[-124-036] ———
Subtotal (95% C1) 109 110 271 -0.26[-0.54,0.01] <o
Heterogeneity: Tau’=0.06; Chi’=23.47, df=3 (P< 0.0001); I’=97%
Test for overall effect: Z=1.90 (P=0.06)
Total (95% C1) 520 512 100.0 -0.44[-0.68,-0.21] <>
Heterogeneity: Tau’=0.20; Chi’=418.43 df=15 (P<0.000 01); ’=96% ; ; ' '
Test for overall effect: Z=3.67 (P=0.000 2) -1 =05 0 05 1
Test for subgroup differences: Chi’=1.23, df=1 (P=0.27), P=18.7% TR AL XFHELH (23 /AR EE) F
El3 BMERVASTESZER  A: 2h; B: 4h; C: 6h; D: 8h; E: 12h; F: 24h (£%)

Figure 3 VAS scores at each time point
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A:2h;B:4h; C: 6h; D: 8 h; E: 12 h; F: 24 h (continued)

http://'www.zpwz.net



gol  FoBEMmENNEREEEENRA AN RERL S E N Meta T 1095

2.3.2 HWER S 6 MBI PPHIR S A H TAF I B ERE TR E AN R FE A CRO L K
SR, R ET B 40 R S A TR R 25 1 M) AR, HETEURE K T A H 4 (RR=0.49,
B Sk /> (RR=0.44, 95% CI=0.34~0.57, P<0.05); 95% CI1=0.34~0.71; P<0.05) , T &8 Hij 44 9 21 5 A ke
o, FELH b el LR S, BArEm AR R AW 2 5 it & L (RR=049, 95% Cl=
BE B R H 1 R S A AN I R 2 B AR 0.34~0.71, P=0.23) ([&5).

( RR=0.41, 95% CI=0.20~0.85; P<0.05) (4 4) .

BEEREE ERA(TA/ARE) Weight Risk Ratio Risk Ratio
Study or Subgroup Events Total  Events Total (%) M-H, Fixed, 95% CI M-H, Fixed, 95% CI
HRRTHON /2 BN R
Akaraviputh, %% 2009 15 40 18 30 16.1 0.630.38, 1.03] -
Kouroukli, 2 22016 17 36 27 36 21.1 0.63[0.42, 0.93] -
Shuying, 212015 7 37 18 38 13.9 0.40[0.19, 0.84] —
Papadima, 5> 2007 8 25 22 26 16.9 0.38[0.21, 0.69] —
s, 251512011 1 20 13 20 10.2 0.08 [0.01, 0.53]
Bk, 2014 1 20 8 20 6.3 0.13[0.02,0.91]
Subtotal (95% CI) 178 170 84.5 0.44[0.34, 0.57] ¢
Total events 49 106

Heterogeneity: Chi’=10.23, df=5 (P=0.07); ’=51%
Test for overall effect: Z=6.20 (P<0.000 01)

ABBTEE/Z EXT

Shuying, 5512015 7 37 13 38 10.0 0.55[0.25,1.23] ——

e, A1 2011 1 20 720 5.5 0.14[0.02, 1.06] —_—

Subtotal (95% CI) 57 58 155 0.41[0.20, 0.85] R

Total events 8 20

Heterogeneity: Chi*=1.61, df=1 (P=0.20); ’=38%

Test for overall effect: Z=2.40 (P=0.02)

Total (95% CI) 235 228 1000 0.43[0.34, 0.55] ¢

Total events 57 126

Heterogeneity: Chi*=11.97, df=7 (P=0.10); ’=42% } } } }
Test for overall effect: Z=6.62 (P<0.000 01) 0.005 0.1 1 10 200
Test for subgroup differences: Chi*=0.03, df=1 (P=0.87), ’=0% BRIBURAL AR HAREE)

B4 ARFHINEEHRBLHBE LG

Figure 4 Proportions of patients requiring additional painkillers after operation

BRIEEAE TERA(ZH/AREE) Weight Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total (%) M-H, Fixed, 95% CI M-H, Fixed, 95% CI
AR /2 B
Shuying, %% 2015 16 37 24 38 28.7 0.68[0.44, 1.07) -
Papadima, %% 2007 1 25 1 26 1.2 1.04[0.07, 15.74] _—
FEEER, 2512011 325 5 25 6.1 0.60[0.16, 2.25] e
XUARE, 26042017 1 20 7 20 8.5 0.140.02, 1.06] —
n-fleins, A5E1°12011 120 320 3.6 0.33[0.04, 2.94] —
er, 412012 6 73 15 73 182 0.401[0.16, 0.97] ——
IR, 12014 1 20 5 20 6.1 0.20[0.03, 1.56] e
Subtotal (95% CI) 220 22 124 0.49[0.34, 0.71] ¢
Total events 29 60

Heterogeneity: Chi’=5.09, df=6 (P=0.53); I’=0%
Test for overall effect: Z=3.75 (P=0.000 2)

HENERE/A FXT R

Shuying, %2015 16 37 2 38 26.4 0.75[0.47, 1.18]

XU, 25042017 1 20 1 20 12 1.00[0.07, 14.90] +
Subtotal (95% CI) 57 58 27.6 0.76[0.48, 1.20]

Total events 17 23

Heterogeneity: Chi’=0.04, df=1 (P=0.83); I’=0%
Test for overall effect: Z=1.19 (P=0.23)

Total (95% CI) 277 280 100.0 0.56 [0.42, 0.75] )

Total events 46 83

Heterogeneity: Chi’=6.15, df=8 (P=0.63); I’=0% } } I I
Test for overall effect: Z=3.86 (P=0.000 1) 0.005 0.1 1 10 200
Test for subgroup differences: Chi’=2.1 1, df=1 (P=0.15), =52.6% ;‘ﬁﬁﬁfﬁﬁﬁzﬂ X R4 (55 |':|/7KE||3 )

E5 REFARFHERER

Figure 5 Incidence rates of postoperative adverse events
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Begg's funnel plot with pseudo 95% confidence limits
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KW, EEKAAERRN ., EF2ER, X2E—1
FEIRHEZMME, RpREXEZ 28 H E LCF
AR E . T 4 e A R I R
IR ERE, WAOREEREL, KIKLE
B O ) R K TRIE O AU A A
56 0 1 A AR AR PR R 2 RS
O F Ve A, A RCEAR A R 2 R G i il i 2%
PE L I8RO 3xX — R ni 4 Y DA
BT R 28 B 24 9 BROAR R A AR R R R R K
S, AH R A B 5 WL, R KR
AR EIER, WL ek fER . R .
B RBEFE . IRUEER, ELEOPUCAD G, A R
FEREAR, HEZZ 7R AR o DR i A K b B i)
T ARG R IG YT AR S5 R 09 Y, T NSAIDs
FE U D BT R 25 25 ) F o B A BRI R B
R AR Ok FE VR T A S B A A s K
PEZGH), A I K i A R R COX-2 414 51
fRH A, 23~39 min BP AT &4 #UEIEHIFT2h N
K B e RBOR AR ) 5~9 h, ML E A X COX-2
F) 356 B PRS2 X COX-1 14 28 000 15, LA I/ 1 (R4
il COX-1 1 ™ A5 1 B M 38 @IAE R, I o 9 4 1 J
FI X Bl 28 22 S8 1 G S AR 2 B2 16 1 S A / B
ML TG AL, BRSS9 PE TR AL F o (TNF-a0)
CPR K I ¢ B il . 25 HH B R K7, il 4
BERAE RN T 2 i T i AR Ik PR P COX-2 A
R O(WZERBEAR) nTAMEMBE . IR
Regl i EmIE AN RN . K, 76 ARG .0 FK
ARG IR ik kB AR, DR
EHEMRAZEAFEN. mHA, HADHE
Jo 18 o 2 3 42 0 R S5 AR PT 5 24 T RSO a3 E A
PR R COX-2 iR, 25— T sh s e 4y
iR AR R R Y . MR E RS B Z0 )
W R ik BTG k3 B AE s AR R ZG e, kO 5
MV ity A7 40 AT RE H O IR 25 A R Y. A g
EHT, COX-2 7Rt & R FEE R, HS 5%
e UL AR . P DLk FRPE COX-2 IR, AT LA GE
ok Y T L R SR, AT A PRI A,
55 K SRR, A TR R 0 0% A A o o kR
BAERM, RS, A REIGRKIKE R, 5
HATENBE A A D AR E R AR
T AT IRt 1E Bk A A A A R
B A B 0 0 RE PR AR I PR b R P AR AT
ik 3 A3 1 R HT DR 25 R — 2 3k
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