+ 1504 « %k Drug Evaluation Research 35 41% 3583 20184E8 A

FTREERM LA ERMMHE "R L IE &R 2 R Meta-53 47

DT, NS, O, REA
AR R A T OBER G LB BB ™8 WdE 34 435000

 OE. BE RV R UG e E0 E g s SR I IR T RO 4. sk FHE N R EMbase. PubMed.
O E A SRR (CNKD . 435 b SCRHS T A SCEl e (VIPD . B A B 7 SCmk S 2 (CBMD R J5 B8l
WA= DL46 = 20 L4 o 22 AT P07 7= g B LR BEATLG) BT (RCTD, AT I BRIIM 2000 45 1 H A 2017 42 12 H. H 2
PIWFFTHE TR IE SCHR . FEIURE, RA Rev Man 5.1 #U{3E4T Meta-43#7. 258 L4 14 4 RCTs, 3 052 il . Meta-43
et BB RN T4iE &R, K NSE £AE L& BRAC™ 5 R ILR[OR=0.48, 95%CI (0.36~0.63), P<<0.001], A Hiif &
[MD=-67.31, 95%CI (—86.34~—48.28), P<<0.001]. AJ5 2h HiME[MD=-50.43, 95%CI (-71.32~-29.55), P<<0.001]F
ARG 24 h I H[MD=62.87, 95%CI (—85.59~-40.16), P<<0.001]; 415 HR/P[MD=—-4.24, 95%CI (—6.16~-2.31),
P<<0.0011FIA KL [ B & A [OR=0.52, 95%CI (0.41~0.65), P<<0.001]. £5it AWFFT4EE R B N4 s £ o &
G IRST RO 2 R T 4B %=, IR .

KEIR: RIAEFE: A, fHEr e Meta-7 bt

PEDES: R969.4 XHERFRERS: A XERES: 1674-6376 (2018) 08-1504-08

DOI: 10.7501/j.issn.1674-6376.2018.08.027

Meta-analysis of effectiveness and safety of caebetocin vs oxytocin in prevention
of postpartum hemorrhage of cesarean section
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Department of Obstetrics and Gynecology, Huangshi Central Hospital of Edong medical group, Affiliated Hospital of Hubei
Polytechnic University, Huangshi 435000, China

Abstract: Objective To evaluate the effectiveness and safety of caebetocin vs oxytocin in prevention of postpartum hemorrhage of
cesarean section. Methods The related literatures were searched in the following databases: PubMed, EMbase, CNKI, VIP, and
WanFang Data from January 2000 to December 2017. Randomized controlled trial (RCT) of caebetocin vs oxytocin in prevention of
postpartum hemorrhage of cesarean section was included. Two reviewers independently screened literatures and extracted data.
Meta-analysis was conducted by RevMan 5.1 software. Results A total of 14 RCTs were collected, including 3 052 patients. The
Meta-analysis showed that: compared with oxytocin, caebetocin could significantly reduce the rate of postpartum hemorrhage
[OR=0.48, 95%C1(0.36~0.63), P<0.001]; intraoperative bleeding [MD=-67.31, 95%CI(—86.34~—48.28), P<0.001], postoperative 2 h
bleeding [MD=-50.43, 95%CI(—71.32~—29.55), P<0.001], and postoperative 24 h bleeding [MD=-62.87, 95%CI(—85.59~—40.16),
P<0.001]; hemoglobin reduction [MD=-4.24, 95%CI(—6.16~—2.31), P<0.001] and incidence of adverse reactions [OR=0.52,
95%CI(0.41 ~ 0.65), P<0.001]. Conclusion The results of this study showed that the clinical efficacy and safety of caebetocin is
better than oxytocin in prevention of postpartum hemorrhage, and it is worthy of clinical use.
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Table 1 Basic information of included studies
NI FT aun  wfl CPRSER/Y ZRE TR E) =L
Attialakos G %6 186 25.8+1.3 37.542.1  TEMRJLE S B im = D4 2 100 pg DRB@
2010 pajit 189 26.2+1.5 381425 TEfif)LHG IS B im 4675 # 10 pg
Borruto F”!' 46 52 26.4+1.1 38.4+1.7 TR S R im R DI4EE 3R 100 pg D0y
2009 pagicl 52 25.9+0.8 37.6+1.2  TEMR)LUGH S BK im 4675 3 10 pg
Jagielska I® XI5 150 252439 37.8+1.9  {EfRJLHEHE E K im R U4 E 3 100 pg @e®
2015 X I 160 26.9+4.1 37.3+1.8  TEMif)LIGH S B im 4575 % 20 pg
Razzli N! R 271 25.842.7 36.842.8  TEMif)LAGH S BR im R W46 % 100 pg 0
2016 X I 276 24.6+2.2 373424 TEMiR)LIGH S B im 455 % 10 pg
ik 4t N 103 28.4+4.9 38.5+0.8  TEJifi LU S ER im R DI4HET 3 100 pg LE®
2017 pait 103 28.5+5.1 38.5+0.7  TEfif)LHE S B R im 455 % 10 pg
sk gz R 160 25.243.9 37.8+1.9 TR H S FR im R DI4EE 3R 100 pg 0@
2011 pait 50 26.9+4.1 37.3+1.8  1EfiG)LHG S B R im 4575 F 20 pg
ISR L 64 — — TEAR LA H 5 B im = DU 3R 100 pg @®
2017 pai 64 - — TEfR) L S B R im 45 % 10 pg
Pl st R 107 29.145.4 349+1.6 TR H S R im R DU4EE 3R 100 pg OO@®
2017 pagicl 110 29.845.9 35.241.7  TEMR)LUGH S BK im 46 3 20 pg
FESii 6 100 24.8+3.1 38.742.6  TEMAJLUGH S FK im 5 DU4H T 35 100 pg O2E®
2016 X I 100 25.143.1 39.1+1.1  FEMR)LIGH S B im 455 % 10 pg
B U R 90 28.2+4.4 35.1+1.9  TEMR)LGEHE BT im R 4HE % 100 pg LB
2014 X 90 28.3+4.5 354421 FERRJLUEH R B im 455 100 pg
[ Faa s 22 — — TR LI L5 DR im R DL4E 27 % 100 pg )
2007 pait 23 — — FENG LI S B im 457 2 10 pg
e R 60 28.3+2.6 36.4+2.1 TR LG S FR im R DU4EE 3R 100 pg OO@
2016 papi 60 28.9+2.7 36.9+1.7  TEfif)LHG IS B R im 4575 % 10 pg
G b W 85 26.6+3.2 37.242.1  {ENGJLBEH G R im R DU E 5 100 pg @e®
2017 pai 85 26.1£2.8 367424 LEfiR)LH S B R im 4575 F 10 pg
Jit /Nt R 120 27.8+4.1 37.4+1.9  TEMGJLI IS R im R DU4EE 3R 100 pg @3
2016 X I 120 28.1+4.7 37.742.1  TEMR)LUGH S BR im 46 3 10 pg
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Table 2 Quality evaluation of included studies
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Jagielska I (2015) [® TR KK KK =2 2 1

RazzliN (2016) THEAL H B L BE 2 2 1

8 (2017) 1O ANii 4 AP AR KK & =

KEAEE (2011) B AN A AR ES FHE M o i

Jutmg (2017) 12 ANii 4 AP AR KK & =

My (2017) 13 Bl LA 3R AP AR N4 & =

B (2016) 14 BENLE TR HHE K HHE K FHE M o i

e E (2014) 1Y Bl LA 3R A AR KK & =

mEx (2007) 1O ANii 4 AP AR KK & =

mO# (2016) U7 Bl LA 3R AP AR KM & =

HHE (2017) U8 Bl LA 3R AP AR KK & =

Ji /i (2016) 1) WL H 7% AL AL KRR = B
FNEER ek Odds Ratio Odds Ratio
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Aftilakos G 2010 | 1848 11 186 7.1% 0.80[0.32, 1.97] -

Borruto F2009 12 a2 23 52 11.89% 0.38[0.16, 0.88] -

Razzli b 2016 10 276 15 271 9. 9% 0.64[0.28, 1.44] -

Seig2017 25 103 41 103 21.0% 0.48[0.27, 0.88] -

okEEAEE 2011 11 160 9 a0 2.6% 0.34[0.13, 0.87] -

PEETR 2017 ] 107 20 100 12.8% 0.37 [0.16, 0.84] -

HEES2016 7 100 11 100 G.9% 0.61[0.23,1.64] -
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HHTFIEER THHTHEER

1 =[5 H M LA Meta-53 47

Fig.1 Meta-analysis of postpartum haemorrhage rate between two groups
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EDffFE®E e Mean Difference Mean Difference

Study or Subgroup Mean S0 Total Mean S50 Total Weight IV, Random, 95% CI IV, Random, 95% Cl

211 #rh

Attilakos G 2010 2116 744 186 2564 883 189 11.4% -44.80 [F61.41,-28.19] —

Jagielska | 2015 1035 237 150 1386 328 160 123% -35.10 [-41.44, -28 TE) -

BkEREE 2011 235 89 160 340 103 50 9.3% -105.00 [-136.71,-73.29] ——

BRIHER2017 1324 234 B4 2397 3849 4 120% -107.30[-118.43 -9617] -

R 2017 2248 493 107 2767 537 100 11.7% -51.90 [66.04, -37 7E] =

FIBE 2016 1864 2458 100 2212 322 100 122% -34.80 [42.89,-26.71] -

EFE= 2007 360 76 22 450 30 23 6.9% -590.00 [-138.32,-41.68]

E2016 2375 237 GO 372 296 B0 121% -79.70 [89.29,-70.11] -

2017 1033 214 85 1784 328 85 122% -TEI0 [F83.43 -66.77] -

Subtotal {95% Cl) 934 831 100.0% 67.31 [-86.34, 48.28] <>

Heterogeneity: Tau®= 755 46; Chi®= 205.96, df= 2 (P = 0.00001); 7= 96%

Testfor overall effect: Z=6.93 (P = 0.00001)

21.2 A J52h

Fazzli M 2016 236.7 564 271 2894 B1.3 2THE 16T% -52. 70 62,87 -42.83)] -

JEE 2016 196.4 B1.7 120 2585 7149 120 156% -62.10 [-79.05 -45.15] e

AT Z0T 474 1.2 64 893 364 64 16 T% -41.90 [-52.24, -31.56] -

EIBER 2016 479 212 100 649 14897 100 17.2% 1700 -22.67,-11.33] =

=5 2016 M1E 224 GO 4014 316 B0 16.7% -89.80 [-99.60, -80.00] -

w2017 535 156 85 944 258 85 171% -40.90 [-47.31,-34 44] -

Subtotal {95% CI) 700 705 100.0% -50.43 [-71.32, -29.55] <>

Heterogeneity: Tau?= 653.17; Chi*=175.33, df= 4 (P = 0.00001); *= 97%

Testfor overall effect: £=4.73 (F = 0000013

2.3 A 5240

Eaorruto F2009 2367 8453 52 3845 4967 52 81% -81.80[116.85, -46.75] —_—

Jagielska | 2015 2843 564 130 316 B24 60 9.4% -27.30[45.83,-8.77] -

Razzlit 2016 M8 211 27 453 238 276 TA% -42.00 [79.68,-4.32] —

BkEREE 2011 312 78 160 408 102 50 8A% -96.00 [-126.75, -65.25] I

Bkt 2017 2206 533 B4 3196 TE4 B4 91% -99.00[-121.82, -T6.18] I

2017 1065 243 107 1417 264 100 9.9% S35.20 4213, -28.27] -

FemE 2016 602 221 100 @44 185 100 100% -4.20 [-9.85, 1.45] -
BEEEI014 3616 1058 a0 4707 1172 a0 8.3% -10910[-141.72, -76.48] I

SE= 2007 a0 20 22 20 30 23 9.6% -30.00 -44.84 -15.16] -

=Sfpz016 3896 304 60 4627 386 60 9.7 % -¥3.0[-85.53 -60.67] -

ErnizoT 230,y 384 85 3386 693 25 9.5% -107.90[-124.79 -91.01] -

Subtotal {95% CI) 1141 960 100.0% -62.87 [-85.59, -40.16] <

Heterogeneity: Tau?=13359.71; Chi®= 29291, df= 10 (P = 0.00001); *= 97%

Testfor overall effect: £= 542 (P = 0000013

-200 -100 0 100 zoo
Testfar suboroun differences: Chi®=1.43. df= 2 (P=0.4%. F= 0% FFFNSEER FTHE
2 FERYME A Meta-5> 47
Fig. 2 Meta-analysis of blood loss between two groups
EHETEES WmaX Mean Difference Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Aftilakos G 2010 T3 34 186 848 35 183 134% -1.20 [-1.80,-0.50] b
Jagielska | 2015 6.2 25 180 74 028 160 135% -1.20 [-1.79,-0.61] b
RazzliM 2016 6.5 22 271 83 27 276 136% -1.80 [-2.21,-1.349] "
JE 2016 g4s 53 120 143 491 120 121% -F.80 [-8.68,-4.97] -
2RAFZ017 7751 103 82 49 103 128% -0.50 [-1.87,0.87] T
efERz017 132 741 64 274 43 B4 11.8% -1420[16.23,-12.17] -
FIBEE201A .2 1048 100 71 102 100 10.458% -080[-3.77,1.97] -
S 2017 11.7 3.8 85 198 64 85 12.5% -B10[-9.68,-6.52] =
Total (95% Cl) 1079 1097 100.0% 4,24 [-6.16, -2.31] 4
Heterogeneity, Tau®= 7.058; Chi®=238.33,df=7 (P = 0.00001Y; F= 97% ‘a0 EE b 45 a0

Test for overall effect £=4.32 (F <= 0.0001)

3 FERMAEATEELLE Meta-2 47

Fig.3 Meta-analysis of decline of postpartum hemoglobin between two groups
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ENEE®E WER Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Aftilakos G 2010 H 186 81 189 19.7% 0.54[0.33,0.89) —=—
Borruto F20049 13 a2 16 a2 5.6% 0.7a[0.32,1.77] T
Jangielska |l 2014 28 140 47 160 17.3% 0550032, 0.94)] —
Razli M 2016 47 271 83 ZY6 31.8% 04891032, 0.73] =
S EAEE 2011 13 160 2 a0 1.3% 212046, 9.74] N
SR 2017 ] 107 22 100 9.8% 02810012, 0.68)] -
e 2016 T 100 9 100 3.9% O.7E[0.27,2.13] B
BRET 2014 a a0 3 a0 1.6% o400, 271 4
=016 a g0 4 G0 4.0% 0.30[0.08,1.16]
EanEz201 7 4 a4 11 a5 4. 9% 0.33[0.10,1.09)]
Total (95% CI) 1261 1162 100.0% 0.52 [0.41, 0.65] L
Total events 154 243 . . . .
Heterogeneity: Chi*=8.45 df=9(FP=049); F=0% 'D_m EI!1 ] 1'I:| 1I:|I:|'

Testfor overall effect £=5.76 (P = 0.000013)
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Fig. 4 Meta-analysis of rate of ADR between two groups
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Fig.5 Analysis of funnel plots of postpartum haemorrhage rate
3 Wig
3.1 FNHEERMHEMAGNTR

A BT Bhm IR B HH B, R
FPRURE L PR R BRI P e DL
BRG] SgE =M, a1 e
LA 38 ARGl 5 g i 1 s e e i, o8 1
Bk, AEAFEARIRAS TN, SRR R AR

HARMG, FEAEURIAMIG I, AUtk s, PRI
XU GRS RN 2 U ) 7 8 A e i A . 24
AR EoR, R E Z AT 4 4
orkio (1) R, FREem . Erka s skl A
HS 2 min, RPADRFFE AR, HLER kA
SFFEEITRIZ) 60 min, WLPAEGT R Z 120
min®', (2) Btk SYEEERERT A R, KR
ks TR N4 E 2 1.0 mgkg (ANEH HFER
10 %), 28 d JEHIAR KA G RIAET- 3R IR
R (3 WIS AR RN, AEA
H75~125 pg Yo N B R /b, B
AR KA, WL 100 pg 7E il R T AvG
7 HBLR R FERD P, () WL et A
SCHRAOE R D4 e = AE RV Th IR 29 iR FE SR 1
H 1/50, LA 2R R S AE T I ) it 26 T
FEEMCY (1.7£0.9) %~ (3.1£2.8) %, Kt
e /AN W4 R AT EIFL, WL
BB UG AN 25 5 R I 8 (1 22 4 i 24 ey
R4 E B T4, 275 2016 RGN
25 AR RIE T & A (1A B F8 S0, <
D4 ZVESHR (1 mL 2 100 pg/32) Mk A 242 7o/
Y, e ST (1mL : 10 TU/S0) sk 2.6
JG/3, PIRESZ T A% DR 25 A8 R D48 3 R B
WHO H#EFEF T RaT 7 7= i B I 1 3 24
32 FRHBEZRMILHEERMMAEE =G LMY
BREINR SN

ENGISTRAE vt SUIETH=S 5 1R F= e NE TN



* 1510

%k Drug Evaluation Research 35 41% 3583 20184E8 A

ARl R ENT4E % (P<0.01), Kt
— B B S I R A, S SRR
AHEFMH MR T E DN THEZE (P<0.01), [FHf
= 2T R BRI B N T4 5% (P<0.01),
FU S D4 E 28] 25 A I I P R . - I
AR | AT E A4 1~2 h, RREC
I [ RE 22 P R A A R 4 7 ey, A I e ek
A, FERERSE 2 h IR, 45 RS 1 IREE
SR 30~60 min, [RIIIG R 77 BERESLE T
PG 7 2% LUA Bl i i H . ASF9T 45 R AR
SRR VLA 2 A SO 1D 5 R R R SR TR 4 4R
TaRE F. UG SZ MG s Z R LR,
e~ A NG 2R A RN, o DL sl i
AR ORI THIAT . SR Sk A L
ARG RGN, TR, RIUge R
FIROA R RNV RAERE (P<0.01). FRPHRE R
DL B 25 BE SR 5 ek /0 77 4000 8y ok ORI ofn P 580 1
AR R AR . 4G BRSNS
TR W RTER N, DA B ik A7 =X
525, REERFEICR NS RZ 1A R R RAER,
DR o] AR D4 e 2 A5 o = Ty FH 247 i il 7
T LA R e 9 N FH AT 5%
33 AMREERME

KIFFALAE 4 AT RRYE: (1D g9 N SCHR
Y IR A3 AIIEBEN LT H0 7= A1 T 43 E B
ARG E, Il B S, J5Uah SCHR IR AU
i £ RO T F ] R 2 5 M) AN 5 4 SR PRIt 2 5 (2D
AN T BOR VAT A AT S AN T s i 1)
AT 25 1717 5% Wi ) 2 5 SRR PR, AT SE A AR S 45 R
UERTE: (3D BETR DUAR S B M A B, A
WA SCHRI AT 28 B 2 AT L, PR
T HAETFEVEN s (4 Fr TR STk D

Toiken B E LT A R A . A, A
BRI EE DT REHRREAR . 2l TR

BEHLX T HE 2D Rk

Zi b, HENIESE RS, SAEFEAME, R I4E
R B PR E A S iR CRFP L RJS 2 h
ARG 24 ) MLZLE AR FRIERL, i BRI S H
1116 SRS 0 N S P e S S i) 1 o
AL ST AW SN SCRRTR AN, X
WFFTES R HERATE P REA Prag i, DRI HERR 4518 1
T ATRE YRR REA R R 2 O (R BTN T 0k
ATIRAIE -

5230

(1]

(2]

(3]

(4]

(3]

(6]

(7]

(8]

(9]

[10]

[12]

[13]

[14]

[15]

WAKEK, BB, abeE, 8. A BREES WK A4S
FIRT ARG R A R S A TER Meta-
ST [3]. SIS T 2 AR, 2016, 22(2): 200-206.
FERRBE, XV, DT REE ™ 5 L) 2503697 (7).
o E SR E RS PR R RE, 2014, 30(4): 262-265.
LR, HRE, FAY), S KA RS
U E AR MG B R AR N (0], T 25 L
KA%7E, 2012, 31(3): 134-138.

A |AFREE M7 G dbat AR AR
1, 2008: 205-208.

Higgins G S. Cochrane Handbook for Systematic
Reviews of Interventions Version 5.1.0. (2011-03-01)
[2017-07-01]. http://www.handbook.cochrane.org/.
Attilakos G, Psaroudakis D. Carbetocin versus oxytocin
for the prevention of postpartum hemorrhage following
caesarean double-blind
randomized trial [J]. Int J Obst Gynaecol, 2010, 117(13):
929-936.

Borruto F,Treisser A. Ultilization of carbetocin for

section:the results of a

prevention of postpartum hemorrhage after cesarean
section [J]. Arch Gynecol Obstet, 2009, 280(5): 707-712.
Jagielska I, Kazdepkaziemi SKA, Kaczorowska A, et al.
Evaluation of carbetocin and oxytocin efficacy in
prevention of postpartum hemorrhage in women after
cesarean section [J]. Ginekol Pol, 2015, 86(9): 171-176.
Razali N, Mdlatar I L, Chan Y K, et al. Carbetocin
compared to oxytocin in emergency cesarean section: a
randomized trial [J]. Eur J Obstet Gynecol Reprod Biol,
2016, 198(3): 35-39.

Ko, A M, M, S RIgEE R KRS
TR 2 5 20T TSI B PR 0 77 I I PR RO %
[0]. FERIAET %4E, 2017, 25(5): 314-317.
SRR, REME. R LA E SR AL TR RA T R
RS LRI R TS (], T EBUREE 228, 2011,
21(14): 1659-1661.

SRUEIE, [ 4. R4S 300 B 48 = 0 a i
BB AE I EE [J]. R = B4k, 2017, 23(1):
120-123.

WA, TUkEE, KR, R U4 e R 47 = =1
G 00 v L P 2 T 7 R A S R BCR T B (0], SEH
BEZi54iK, 2017, 34(8): 715-717.

B, TS, AMEENR, 4. I DU B RSN S AR
TSR TSI RERTIER BRI 1 ) 7 A R i 9 R b
B0 T EE 25PN 23T, 2016, 16(8): 715-717.
BT, T 07, B, 5F R DU E SR T AR
e Hs 50 0 ) 7 O RO A (9], bR
FERFEIGE, 2014, 41(4): 423-425.



%k Drug Evaluation Research 35 41% 3583 20184E8 A

* 1511~

[17]

[18]

[19]

mEL, TR, ZEE RIgEZ 0y Ra s
FER =G AT O EE (1] AP 4 A
7, 2009, 4(9): 665-668.

e E RN AR R R DL R T R
7R A T O SR (7], E A R K %S,
2016, 17(3): 248-249.

B, FERE. I DGR E 2O I R 5 R A e
BB Z R fE LR T [T]. SRR 2,
2017, 38(5): 810-812.

JE/NGE, PERede, B W6 IR AR FER s e A Yl
SrUre e L TR VE R 7). 2 #BE R, 2016, 37(11):
1351-1353.

SR, 25 SL. ai BERLVE SIS 4E w2 B e
77 e AL R SR ORI (3], TR RIS, 2017,
40(6): 820-823.

W, vk M IR DU4RE ST YR I o R 1A
B e AR WA ROR [J]. YEIREEZG, 2017, 43(3):

[22]

(24]

213-214.

Klenerova V, Krejci I, Sida P, et al. Modulary effects of
oxytocin and carbetocin on stress-induced changes in rat
behavior in the open-field [J]. J Physiol Pharmacol, 2009,
60(2): 57-62.

van Dongen P W J, Verbrugcen M M, de Groot AN J A,
et al. Ascending dose tolerance study of intramuscular
carbetocin administered after normal vaginal birth [J]. Eur
J Obstet Gynecol Reprod Biol, 1998, 77(2): 181-187.
Silcox J, Schulz P, Horbay G L, et al. Transfer of
carbetocin into human breast milk [J]. Obstet Gynecol,
1993, 82(3): 456-459.

XK SR E AT E TR AN BN
MEE (1], LAY SRR, 2016, 19(10): 1300-1302.
TR, % 7. R DA B SR AN R 4 2 X )
AR R RN R (7], S E R E e R
ik, 2015, 7(6): 46-50.



