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Systematic review and Meta-analysis of Traditional Chinese
medicine for Postpartum lactation insufficiency

Specialty: Gynecology of Traditional Chinese Medicine
Author: Lam Yan
Tutor: Luo Song-ping

Abstract

Objective

Postpartum lactation insufficiency has been a popular clinical topic in recent years. In
view of establishing evidence-based management on postpartum lactation insufficiency in
Traditional Chinese Medicine, Meta-analysis and systematic review were performed

through analyzing clinical research literature in past 20 years.

Methods
Search strategy was established and review of various clinical databases were done.
Inclusion and exclusion criterion were set. Clinical studies which fulfilled the criterion were

screened and collected for further analysis.

Systematic review

The collected clinical studies were qualitatively analyzed using modified JadadScore
scoring system. Clinical studies of higher quality were further analyzed, using statistical
software Review Manager 5.4.

Distribution of TCM syndromes, frequency of acupoint and individual herb use were
analyzed. Through establishing a comprehensive database in Excel, statistical analysis was
done regarding the use of individual herb and acupoint.

Results

1. Meta-analysis

A total of 2018 studies were collected from databases. Of which 46
randomized-controlled trials were screened. 87% of studies screened were of high quality.

All 46 studies were randomized-controlled. In which 39 (84.8%) of them used random
number table. 7 studies (14.9%) were described as “randomized” with details unavailable.
Only 1 study mentioned the method of allocation concealment while others were not
specified. Concerning the blind method, 8 studies mentioned about application of blind
method. Of which 3 employed double-blinded method without detailed explanation on

methods and subjects. Follow-up analysis was present in 8.7% of all studies while absent in



91.3%. The follow-up interval were 1 month, 42 days,2-4 months and “not specified”
respectively.

Regarding the drop-out and lost cases, 9.1% of all screened studies reported zero
drop-out rate. 13% mentioned about lost cases / drop-out with illustration. Concerning
safety of studies, 81.8% reported absence of adverse event while 18.1% noted adverse
event. All studies underwent statistical analysis on baseline characteristics which were

comparable.

(1) Traditional Chinese Medicine (TCM) versus Routine nursing care group - Total
effective rate
(D TCM care group versus Routine nursing care group
Total effective rate in TCM care group is higher than Routine nursing care. (OR=7.40,
95%C1(5.70,9.60), p<0.00001)
(2 Chinese Medicine group versus Routine nursing care group
Total effective rate in Chinese Medicine group was higher than Routine nursing care
group. (OR=9.02, 95%CI(5.33,15.26), p<0.00001)
(3 TuiNa group versus Routine nursing care group
Total effective rate in TuiNa group was higher than Routine nursing care group.
(OR=11.16, 95%CI1(6.48,19.22), p<0.00001)
@ Combination of Chinese Medicine and TuiNa group versus Routine nursing care
group
Total effective rate in Combination of Chinese Medicine and TuiNa group was higher
than Routine nursing care group.
(OR=3.59, 95%CI(2.22,5.82), p<0.00001)
® Acupuncture group versus Routine nursing care group

Total effective rate in Acupuncture group was higher than Routine nursing group.
(OR=11.33, 95%CI(5.22,24.61), p<0.00001)

(2) TCM versus Routine nursing care group - Cure rate

(D TCM care group versus Routine nursing care group

Cure rate in TCM care group is higher than Routine nursing care group.
(OR=4.54,95%CI(2.87,7.50), p<0.00001)

(2 Chinese Medicine group versus Routine nursing care group

Cure rate in Chinese Medicine group was higher than Routine nursing care group.
(OR=16.24,95%C1(4.07,64.85) , p<0.00001 )

(3 TuiNa group versus Routine nursing care group

Cure rate in TuiNa group was higher than Routine nursing care group.
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(OR=4.04,95%C1I(1.33,12.25), p =0.01)
(@ Combination of Chinese Medicine and TuiNa group versus Routine nursing group
Cure rate in Combination of Chinese Medicine and TuiNa group was higher than
Routine nursing care group.
(OR=2.72,95%C1I(1.59,4.66), p=0.0003 )
® Acupuncture group versus Routine nursing care group

Cure rate in Acupuncture group was higher than Routine nursing care group.
(OR=4.64,95%C1(1.92,11.18), p=0.0006)

(3) TCM versus Routine nursing care group - Breast feeding rate
(D Within postpartum patients with lactation insufficiency, subgroup analysis noted
breast feeding rate was significantly higher in TCM group than Routine nursing care group.
(OR=3.65,95%CI(2.60,5.12), p<0.00001)
(2) With all postpartum patients, subgroup analysis noted breast feeding rate was also
higher in TCM group than Routine nursing care group. [( OR=4.24,95%CI(2.84,6.34),
p<0.00001)

(4) TCM versus Routine nursing care group - degree of breast fullness
TCM group versus Routine nursing care group
Degree of breast fullness in TCM group was higher than Routine nursing care group.
(SD=-1.68,95%CI(-1.81 , -1.55), p<0.00001)

(5) TCM versus Routine nursing care group - Time of initiating lactation
TCM group versus Routine nursing care group
Time of initiating lactation in TCM group was earlier than Routine nursing care group.
(SD=-1.78, 95%ClI (-1.95 , -1.60), p<0.00001)

(6) TCM versus Routine nursing care group - Serum prolactin level
(D Postpartum serum prolactin level day 3-5
TCM group was higher than Routine nursing care group.
(8D=0.44,95%C1(0.27,0.60), p<0.00001)
(2 Postpartum serum prolactin level day 6-7

TCM group was higher than Routine nursing care group.
(SD=1.28,95%C1(0.91,1.65), p<0.00001)

2. TCM syndrome distribution in postpartum lactation insufficiency
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A total of 192 randomized-controlled studies were recruited based on inclusion and
exclusion criterion.
(1) Common TCM syndrome distribution
Deficiency of Qi and blood (46.4%), Liver Qi stagnation (34.5%), Stagnation of
phlegm in lung(10%)

(2) Common treatment modalities
Chinese Medicine (29.2%), TuiNa (23.4%), Chinese Medicine and TuiNa combination
(16.1%)

3. Distribution and Frequency of acupoints in treatment of postpartum lactation
insufficiency
(1) The 20 commonest acupoints encountered are Shanzhong, Rugen, Shaoze,
Zusanli, Pishu,HeGu, Taichong, Sanyinjiao, Qimen, Ganshu, Zhongwan, Neiguan, Zhongfu,
Wuyi, Jianjing, Yingchuang, Tianchi and Geshu.

(2) The commonest meridians are Stomach meridian, Conception vessel, Bladder
meridian,Small intestine meridian, Spleen meridian, Liver meridian, Pericardium meridian,
Large intestine meridian, Kidney meridian, Lung meridian, Gallbladder meridian, Governor

vessel,Heart meridian and Triple energizer meridian.

(3) The 10 commonest Auricular points are Endocrine, liver, Chest, Shenmen,

Stomach, Mammary gland, Subcortex, Sympathesis and Gallbladder.

4. Distribution and Frequency of Chinese medicines in treatment of postpartum
lactation insufficiency
(1) The 20 commonest herbs are Chinese angelica, Astragalus, Wangbuliuxing,
Tongcao, Codonopsis, Malayan pangolin, Atractylodes and Szechwan lovage rhizome,
Bupleurum and Hupeh Biriope root tuber, licorice, East china globethistle, Playcodon,
Baishao,Processed rehmannia root and Lulutong, Common motherwort herb, Loofah,
Mutong, Snakegourd root, Poria and nutgrass galingale rhizome, Ginseng and Immature

tangerine fruit.

(2) The meridians, based on the 20 commonest acupoints encountered, are liver
meridian, followed by stomach meridian and spleen meridian. Others include lung meridian,
Heart meridian, Gallbladder meridian, Bladder meridian, Kidney meridian, Pericardium

meridian, Small intestine meridian and Triple energizer meridian.
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(3) The Nature, based on the 20 commonest herbs encountered, are mostly neutral
followed by slightly cold and warm. As for the flavor, the commonest one is bitter,

followed by sweet and acrid.

Conclusion

1. Meta-analysis of TCM literature in the past 20 years regarding postpartum lactation
insufficiency showed that the cure rate and total effective rate in treating postpartum
lactation insufficiency was higher in TCM group compared with Routine nursing care
group. TCM treatments included Chinese herbs prescription, TuiNa, Chinese herbs combine
with TuiNa and Acupuncture etc. By applying TCM treatments, the degree of breast
fullness and the breast feeding rate were improved among postpartum patients; the time of
initiating lactation was shortened; Postpartum serum prolactin level at day 3-5 and day 6-7

were increased.

2. TCM syndromes distribution analysis of postpartum lactation insufficiency consist
of Deficiency of Qi and blood, Liver Qi stagnation and Stagnation of phlegm in lung.
Analysis of frequency of Chinese Medicines showed that Herb associated meridians are
mainly liver, stomach and spleen. Nature and flavor of herbs are mostly neutral, bitter and
sweet. Common herbs include Chinese angelica, Wangbuliuxing, Tongcao, Codonopsis,
Malayan pangolin, Actractylodes, Szechwan lovage rhizome, Bupleurum, Hupeh liriope
root tuber, licroice and East china globethistle.  Literature suggests the use of Stomach
meridian, Conception vessel and Bladder meridian as the core in acupuncture and TuiNa in
treating postpartum lactation insufficiency. Common acupoints encountered are Shanzhong,
Rugen, Shaoze, Zuzanli,etc,including locate and remote cavitation. Common auricular

points are Endocrine, liver, Chest,etc.
Keywords: postpartum lactation insufficiency /Meta-analysis/ Traditional Chinese

medicine; Distribution and frequency of acupoints; distribution and
frequency of Chinese medicines
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gL, 172, AshiE FEs, ANeimEF47 o SUtdmsie s, st
INEZES) I RPN

AR BOXIA DR, Himitt 5 AMEHL SR A K. 2R E R
e s ThRE . (BFRIANEDY B - “FERRBIFTE” o BUAREE Sk B )R )
BT AR 7L RS 2y B A8 e L B P E L BT 3R, RO B8 ) Lo 2 PR e Pl g v B 2% 1
LR, fedtslit ik,

Fh, FFEIE, SERELR S 2Rt ImPK L, 257 10 £ 7L 1Y)
PR B AT BU RSl FLIT il i B 1

(=) FITERESEHNRA

FERIN AL IR, ST, AT IS T BRESRERE . JA3E A Fh.
W LN WNILERIERIAE ., AR om AR, #5+ g rgF K
fiige. R E 2. PRI T2 Ry 2 )\ bkh A kA = VIR R & .
Lo FLit AR /2 BRIA T2 oK 2

SEAEAT - R EMA K T2 “PRB BT, L8R, Alhtn” , it
LM, FRk “BRE 7, WEBGE TR KB T, SO IES, SR,
b e, R, SHAZ LK BB UM WAL ERD, AZAETA
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i 6, VAT ERREIES . ATIIT. 22 s TR UL 40 A 5 A2
BT 245 5%

2. ARSI BE2MR AR

KREAT - GREOWIERIRIE « FUME) - “RMzZ, B2k, HE®H, Mok
WETI, R B EEd A . BE RS, BT, 2R,
5 H B BBk, IR R E 2K S EAR, WAL E RS
ZU, FITAETHEAS, S . (GRIX - @fkE+) - “B ek, -
e EMPTARE, e M. FL. R B ARG BAMER. R EERT o XA
BH ] B 22 2 Bk AL, 2L B PR N SCkic 2

3. FUITAENRS MAERK IR &

AREIT - (CRAX » WEF LRI« “oPilk, AERKEE TR -8R AT,
ST, Ammes a7 o (g« )Y - PPk, BT, ez s,
P BAT” o (FEJ\IKE) F o OSBRI R R, A 2 ],
IS EAT ERCE PO A 2B gy, EAT IR AT TR AL o (R - 5
w) - AREKE, BTk, PR, EEE, bXoo, =W, EBIEmA
H” o WHMERGETHE, ETTWRazE, IFBas AR (fEa53 5 MiE.
MR R R AN Al PR S BRAIE B A IO R I mh O MR LR B AL, WK S FLi AR
A R AR MERKITREIRG . L. B RO FLH LR R

MKV - PIKE + QUG AR, ik EE Tk, TET L, AT
FaZ A KRR, 3, EXME. ARG - RS SE S e, Gk
Mg PR ARRKE T, BEERILKER. EIKEN, EiF, FmH. K- BREW
YW “TAN=17m, BB EFIRE” « e AR, R E AR,
s BAs 77 FUEB R, Al (AKRERTT « PRI BT EAMT T RS )
e “ERIOANZIL, Wbk, SRSl o O8I R T E, 2B S mE.
“HONBRAEMNE, M ERE, ETNREZRT , MER I AL 1
SR, HUEELIIRIR Z 3155 .
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BT PEXFERIAINR

= 7 JE R B DR AL

XFF P R SR FLAAR, A EVONERILE) T ZR LRI B A R BB A G . (=
IR —RIETT ) = “7 i M ELRAMT . AR E AT A IR,
RIMAATE . HEAZ, BHGZ” o WA Mg S kB .

(—) RS

AUMESBR SR R, TR T R AR UKL B K38
MAEAE SRS R, FUHALEAE, RSB T (Ee 1
NI = “ENFL, iR R, N ss, ENDNEL. R FLAR R
HARMZAE, MR AE, HOAMEZ IS « KGRI AL
Mick, BRI, FBEFRECCKE, mt b, BR=0, TREHH, k4.

(=) AR

“rimEE, AKBR” . RZWE, 807 EHEAE, FRRE, KA
W, BT, MER. (FITFEFE) B “mpSRARRARL, Sk, DR
JKAAT” o XEAE DL IR IN 7 G It i b, HEAaTE, AR, &, B
SR EUE BAAL, IR, BRCNR, SRR, B, BKOZE0LE .

(=) JRIRBH

RARNEER IR A BB B R R, R fdis, TR, R ALk L,
BN TRERRE, TEHATH, EPUREAL, REREZEEI. (REed -0
Y R NRRZERE, AR o XS IR DU R BOE L,
LA A, LA, EARIERE, MRk, g, s,
mREE, BB BTN,

N R JEERFLIIZ Wi it
(—) PR E LW

@R Lt e, MITE WAt . — AR EER N 1000m] LA E, )
AN FUBRE . B KB B4, WAL BN SRR, (HE e L
RN LI o3 it b, 5B R A 400-500m] HEkEE /b, ANREW 2L )L, ATk
RNFITAIT DR AR FLUT AR, B, At HE, R, T
77 Ja AN R A s 3L 2 S B AN [\, BORARYE 7 0 B L R LR A T R A
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SRALMTE IR A (PEEREE) Fraprrwz i, Aefalet, sl
TR EBON 53d -

(=) (REERIEZ W7 BbRHE)

Z M 2012 FEE P ERAE R ERIEZ BT 8betE) &7 5 sl
KIZWbE . SRFLE SCRIG R AN, P EfLit B G2 ToFlnl b K —FopiE,
HARZWrbrAEdn F -

L et AT e, Heliade, AERIRE)L

2. FLERARE, AIRAR, PR A, B, sELEFR, FLRK
B, HRFL RS, R

3. FHEER AL SR M BE AN AL Sk B G i i L ZERANIE, IR L PR R

= BRI RS
R AEIR YT R EREL I I S, IRTT TR R N RIEAAMAVE . RTA S
gy, AMEERER. k. HEE. HIREE. UM RIEFEPEIRT R sk LI .

(—) HEGiaTr

A TR AR, AL 85 AN FR ML, 1 LB AR, @A
AR LR 848 N FLOviavE, TR FUIRCRESOII; ik BEL DA R Ak % 8
LR, MG SRAETRF G LRI e skl w7 A A A7 2500 DL E
WISER

XUGRI ™ Wieis 56 7= fESpLr=10, AR B ANBEAL E IkE, 48 AR IT A A,
BITHR A RIS S FELT (BAT. BRERE. WIS, EARAT. A, AR, &
MLRZ S Bt B AL LR, RS, w2, R HE. AR

TN AT, S8, PR , VRIT 12 K, SERARAH Y. Birdiniriam
WA ETES . PRL K E T XHE4H (P<0.05) , HfFEEE K. B, FHLRuk
AELITIRA S (P <0.05) .

XUPELAE G 66 B P B2 W= S AL EFHIER S MR AL, BN
PIZHAS 33 1, XHEALR 48 B W AVAES, VA R AT GRI. K12,
WHEAR. K% JA. B2 3. IR, IS, HEGE. EART, EBE. 21
2. OHE. BRI SUERE, SRTSARS; WEEE, k. LhS;
fIL &, AT, MM, APAEE, InSEW. &M RIRZE, MBck. &
DD BT TR, BRIA, PR, SRR PEIE R GF e,
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FUBFH. L. s EL, ROBIEAAENEE) |« SIUAENTRTR S et
RS, MR 93, 94%, mTXTIRAL 75. 76%, =7 HA G E L (P<0.05)
S8y AT, 9T AR P R 3 R s SXTRRALLL, WEIT e SR R
EAFEARBL, ZRBEA S FE X (P <0.05) o ¥0I7 )5 M4l E# i PRL THE,
B2 PEAIG; SXTRALL, BI7 E S B I PRL s, B2 BUIK, ZREARITHE
(P <0.05) o PHATGAET:. KBl K R Wi T Rif, 1R IARIR . S Kot A

PR WEBhTEE, o A I 2 koM, 2 6B EAE, SREATEEH kR, WE
HAR WA RS o

HIEPETAEWOA 60 B BRI, BEAL S A E I R 2R R A L
MR g2, &F4H 30 . WA 2583 (GO, AR HIH. 3. £A4
AT FIL . BRERIE. 2RE) 14 K. 1697 e ME AW ILAG3h I 18] 22 B XA

(P<0.05) , MEWAERSE. WABTESPHEZSTXEA (P<0.05) , AFK
Sy FLERESE A R AR T AR (P<0.05) , REFLMEFRREZE ST 084 (P

0.05) o HACHIE " Ja B H A B A _E N 25 08 2Lz 6 7 ) ik AL AR Shist 18], 1
INIFLE, SEmBERLRIRAS, TR LD KR AT L s s ) R A

IR TR 100 7= Gkl B2, RITALR NIRRT (REMRLEZS ) IR
J7, TTAHEMN. 2. EE. WM. AR S HRARA S, IiE
S . WS IR .. FRERIGITHEA R 94%, XA 62%. 1FH A
N, WTFAEWAREE RS L, KREBNR, MOEFERET A ISR Z, Bl
JRgkFL R T LA, HEEA RIS E B L, I OS4SR 0K,
B oG T AR R, PR YT AR MG 28 ek, fEANLRIE, A EIE.

EARH AT 2RTT R B IR R 7L, W KA AR, W FARREC. Al
WAHT . EAAFT . REMILBR A, IR AR R IRE A, BT

(=) HEEIRYT
HAT A e, 7 a8l A R 7L 55 1 B RES (07 1o Sl L, 3 m
AR, [, G TR R AL R I R A

SRALSE " IR0 T IE BRI, FRBENLEU T RVE S e IR AR YT 4. W
M H A, WRHARZ 2T TEE ORIERE . T, D, fd.
B MR B2 MFLp AR, R TS R, ATARYE B AR B A LR S AT, B AT
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DEL R=EL A WML R, ARG TUER. EaSN SriFEESE. Eh. R
W B Fh AR . R, BCRAIAESE , I ETFE SRR . WE3
RIGPHF GO, J6I7 7= A BIGIRIGST SR 1BITIHR R W FL K B I ) A2
JA PG LT R HRZE (P <0.05) , FFHAERITHLEAEFA R RN 87 5 1% EE
REf Rt A = AL, R B)LTER, JRIT R L.

T3RRGO BE R R SR L P A L A RS L, R8O, ot i ZH b
HRRTT, WRIT TR 2R BT XA IZ EEIE X FUARINS JHTTON. RSN
SN R =HUX, BERUR, EEAZEES R IR AW FL RV A R 7 2807 T B
PLFXTHEAL (P <0.05) o HACFEH RIS FLTE T Bl G &7 5 /UL 3% B RE LS ALV T 70 i
AR

SR Z IR T SR T R B RS AL A A, 3 116 B, RIS E
XGRS, HESEREAESR MY FL AR I P REE B B, AR (gt 2L RIS
REA RGBT FLITIRAR, AR L5 AR B, e S SRR R A, AR
SFURBRLRCR A2, H O o A pe 2.

(=) #RiIBIT
1. &l

Zse B SEW0A 100 IS IS R AL R ERFLIN B, BENL NIEAT 51UV (b
e~ e S R0 FLA R L AR LSRG I 2L FR 11 IR I A= FLAORL G R 2H
BIT 1A G, SRILFERE LU, 097 4L 0N 94. 0%, X HRZH S A RCR 4 56. 0% (P<0. 05) 5
L7 7o B SRR LU, VRIT 4 R 96%, X HBALEE RE 48% (P <0.05) ; VAIT 4
FEIMLYE PRL 7rihi . 24h S350, *MRZIALEHEAC, BIr Ao A (P
0. 05) o ERITIAEATT/RAT RS . FMNEA U, SEE W FLA 2 E DL

MR S 92 Bl FE fE b, BEHLA N HAET I R RS A BT AR T A
AU RHGRIT OO R . 697 1 G, WITHRERE. AR E. Wi, 2L
B H/ME B A T3 B ZH (%40, 05) 5 N LR IR KB AN L iext B 498 /b (P<0. 05) «
FL B P BB BRI HH AL BB 9T IR T 7 a L T B R R R B IR IR IR, B
FL5 B SRR, RmEIRITRCR, Wb N TRFFREAN A E . O\ &
IRZAR e, ErRIBE AT RS, R, . KA M AE T AERL, REWILE.
HH ST FEL T SRR AT e L s bk B R A LR AT B, Mt LA 2, B,
i, REFLIT BIHEH
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WRE R T BB, EHRIAL 35 B BUE . EEE (D L A (0,
BRI a4l 37 1, &5 N REBINESL . B, RAER . BEE. 2K
2. HARE, BR1A, 93 RRERH. & 1 B¥GIT, ErRldnd 31 4], 4
B, S IR EE 100%; 4G 24 B, GFFE 10 B, Bk 3 B, SRR 92%,
PEIRERA T MR AR G T T AR

2. HIX

ZEMET5 T RO AL H I 2 S ik AL R 2, SR BE AL R0 Fx R A 22 41,
of HEAH R RO I FLIR YT, ISR BB 5 10 U LR T I Rl R G B UE Sk
ITIRIT . WA TG th JEEATIRYT, HITHEF48h, T2hiWh LA M Sl =
SR i A I CEAE O @S BRSSO ) [ A I s S S A S 28 Iy € S S5 B
FLIA]

A AR UG SR B R PEIA 1104, BERLA R R A SR, xR A
E MM T, WS TE A ERC S EABETHMEH . HIX
WO e B BOHE, R EINAT, BRST AN, PRSI 5 R A
FLEVY, BRERUETILS R AR WA E. RIFREEE. WA E P2 RIBTT
AL BV SR AT B2 e, PR 48hilb AL E KT S AT e 2+ . (2
FEF JE 3 RITIR, 1Y A AL BB R E 1N (P <0. 05) « & H 7T AT HY
I T] S5 BB 22 MUE TE 21— 5 (K95, A BEA T Fo O ORI BN FL =
IRk, g R sk FLIE DL .

SR T R U R B E 30001, BEALAY Axt BRZH 14040 A G TT 416040 . Xt
HRZH P BLRE 78 (Al 37, REERASE) , IRIT AR LR F AR S HHIE ik
HEABATHRATE RGBT . B UL/ O H, £SO N, e, X
R B B SRS E IR M E R, Ak B S AL s
PO HNEGIEIT I, fE24h. 48h. T2hfIFLH /b s B B T IE A, (P
0.05) o EAEATHARAEIM. ML, FAZIN, B/UEGIRT il ekt
W, BES THAE N 22w EE, BENRERSEZ.

3. %k

B AR 2 AR 138 IR A 0 7710, SR P B LS B IR R VR0 I A . A
R4, AR, TR, R, ZARRNK. B, BN, AR
BRACHE, 7= J53dRIFEJE5d, FALMAL R AL R R B I T 2 M, Z AR
2 ARG W= E R R AR, RS AL
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AL PR 10040 43 W J5 FLIT R R P24, BEHL T Axt B L AN G YT 4 o o R 2R
TRAEL, VAT A R A B SR R AR R EE N AR BEFLIR SR IR
L HAE LR /MEIREL AR LR EIE ST VRS T A YRIT TR R, ITARAIT
WA TEH A U EE90%, N HRAH FL 3 WA 1E 5 A 3 N60%, i LLECH B35 R T 5 2%
7 (P <0.05) o ML RMEHI. FUAR O EE AT s 7= Ja s AL R s O -

(WD ek
R IR T S HISERT 2 51, ST BLGR Eg S R 7 i, U FRIXCR,
IR AR R B SRR S . ST A

BN NS BT B A L R BER P S L R L I R R, WA
FEIEERFLIEE 180 B, BEMLA A=, % 60 . SRR E I JR9T 1 417
W EE AL BRSO IRIE R T s 1697 2 A O IRIE LT B A A $ B R R R AR
P, BATHTAFE LS, WK, S YA, £X BE. EAMAT. S
REAE . AR BRI T FUAR. NG, AFh. =Bz, B=H. ik, WRar. EH.
TS Hle . EIRTT 3 KRG, JRTT LRI FL D5 70 FE B AN A L s A T X R 4H (P <0. 05)
5697 1A, )T 2 AWmALEREEEE (P <0.05) .

PG A SR AR I A L A R P SR R LT R, L9011, i RRZHAY
RIUCE I JE4P 3, WS BEAEIRTT S — A BEAL 0 KR TGS WS4
L AR BRI A SR R S H R SR, ALIE T, B &
B v REEPUAFM: HOURM, A2 KRBT W . . R4
BEAMEFRIGOL, USRI 507 TdR WAL B S AL =K. a7 AR YT 5 BEFLR
TR AT BT N86. 6T%, T X HRZH42. 22% (P <0.05) , Y8I7 J5 VA T AL & S5,
FACERI TR (P <0.05) .

TR G P 2 Y IRIE A3 7L AR R YT 7 JE B FL 100 91, UERAL A E AP IR AL
GINERE . BLOT N WS AR BE. EART. B2 NIE. BRIl R
FEAE A CHE. XAIZEEEEUT AT, Mar. Bar. AR P e, DR &
B =SS BHBER . WA AR I B TR A .

(1) &7

FESCA R EATRA, MRS RR TRZESZLE. g aR)K,
SRS, IREEEAEIAEARKIEN, mfed. S/, AN, mE.
M. s, CREED) B ABEL, (SRR 180 B Bh Lk 7E

10



PERT T RRILIGRAR RSN R Meta ST

Fite (T&ZET7) Bz Sih . EinsER AR, SEEERR, o
o AR, NG RE oG & B FL 2GR KA FL R (O ERLED) 4 (5
R, FEPERZK, BULR, JBEL, Jr =ik, ZEIUTHEmMZEA. 98, K
AR BN -

FAIREFLEFL R B PR AR, AU 58 A A P LR AL I &
B, wEEze . AR SRR, WaEEE. HAERTERG. B
WBEZ . BEMERZ . WNESDE. B RO XM EIhEEESS, BT ARK
R, AR KER.

=T ABEX~ERILAIINR

—. WA
(=) FUBHIfEH S5

S5 T FLREN R ISR . S ERIELD TR ENDHE R B AR, AEARIIAIR
FURE A b LT, AW IR

FUE AL RTIES, BRI B, B2 2-3 8, TZEFE 6-7 /1, W
B 5L, SMURIRTE, FLPREE 4 5058 5 IIIAIBR . B R AL 2L 55 oK
B, B AR TR R, KA FURE T H o FUkJE B AR Y X
L, FJLERMAEENILER, (EHZ WM EEHE Ik,

FLP IS EE R = AR H R, R FUBRALS MR AR . FURAGD 15-
20 LB, PRI B, DAL G RO TERRS . BRSBTS
B, HZARH R AU S BV AT, BRI FLIRE . P55 RRAR th4h
ZRIHLALT AR, FRAL55 BW)H EURR Cooper W1l FTZRFE, X FLIRAT SCHRAEH] .

() BEARIAFLS I A AR 4

CEYRIFL IR A B AR RENS 7 Ja L 7 W I S DU A ELRZ A FEN o LT 3R 4 5-6 JA I,
FLITARIZHIE K. AR E 3, RimfFLE 2 W B A A e NVE . E R an
MIIG2E R oy B ER, B AT WA RELT AELE MO A . FEATYR 4-6 H, FLEREA IS OUE N
IR, AL E /N R E SO, BB Z, S5 b R 40 I N
BRI YEH LD . AR 729 H, FLRRNH L BRERFEIR. 2, BREETTK,
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W& W BRIEI BRI HES RS, O IRTERIFLANRE, IFoThanit. BEE
B AT YR 2 AL, DTG R I 2 BRI . AR GEIRINE], FLERR
RAKE, PR R RKEIT A 2N

(=) WL 55 ) A A A

AT, LR ERIBILIR G T . AR, LR AL
FLER P B R LR IR 204 AR IE R, e KERZ, IRE I EET K,
BRI b B A RS R BAEIR, AT BT HR S R RAR b, A A e L.
JAEF A LD, (HA BAIME 73 A o T FLIN 2% BRI Fe IR W 3L & 0 W Ja AL,
HH JE LR IRt . PR, 775 BRI AL DAGERF S rL it . Wrgle, i
B KA, ERCANM PR, AR N 0 iRl ok, FLitHE b i, S8 el
a4, M ACE AT YRR ZE I, AT I AR IR o LR S 3 AL AT RIRAS — K
T EEL) 3 A H R Ta] o

(V9D Ftr s 5

BBy, FUA AR 5N . ek, SRR, MR KPR
DIMSR . 77 e MLBMERCR 2K T, LK T &, SFLARIRIE b R 52 4k
gitr, AT, TR, BEE HACER AR B R MR SR I g 2, iR
BEFLI B AR AN 73 36 o

AMMAERSHEIL R RABNEY] . AR (PRL) 2 M E AR FT H R E A R
M0 (lactotroph) Frsrh, BEMEREFLARA K & E (mammogenesis) « FLitT HI A& A&
(lactogenesis) FI4ERFA VT 43 (galactopoiesis) FE E M o

S IR TR A L 3R 1 20 i AR FL A T AR — MR 1 T iR (HE LI E R
K7 PRE) Rl BLESPER R, 53k FAS[F )T Fe ik 4 (e R IR R
7 ¥ 2 (Thyrotrophin-releasing hormone) . Ml /& %& (Vasopressin) . f# /= &
(oxytocin), MRENIHIBMEILRIAES, IERBEARNA WS TREFHETER™, 1
h R AU = 2= AE N PRE BRI IR AR BEAS B R .

FAXE PRE (I, 2238 KB 2 N R FL R I 0 6 5 775 5 N i 208 LR B
A 2238 o 2 ELHEAT K o TRV BR AL FEHE 7O R B AR BR T, AL i = 1
e XU FL R S A AR A, B H T NS, AT R B T
(ENHIT IS A G e R B R
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AR S TR ORI, AR PN B L3R e R EA B S B LAR] (Short—1oop
negative feedback) AT 1T, MEFLZ MW TIDA & ol E Bk, Mimilslsl R
Wt — 2oyl o GEURME ], e AW RL E U5 T TIDA # 28 Jo i 37 3 B8 50 P HE Ik
(Enkephalin) , Mfi#] 1 AH<E TIDA #2270 TH FIBERRAL, Wl 2 ELH% & Bt 0 it o
(IR, o DR AL T AR T R B FLIBCR b L3R . BRI, T LN B L ER 2
FH 46 B 17 R L 4 9 T 1) ) Bk (positive feedback) ™, (g FLEATHE H &40
HEFLZR P W ARAL, AT A L 3R AE R LT ) OR A R T s R K, AN 24 e A3t 21
SipHAT ",

TER PRL 73 WA A2 52 Bk PP I8 31, A2 90 73—k, IR gRHA PRL 7K A] A 10ng/ml
(FEFIRIRA ) ETFEZ) 200-400ng/ml, H ARG HT PRL 2> T %, 4 RTiske, ™
Ja 2 /NI X E g WL BEAR. JEE S 30 438, PRL RT_EFF 50%-100%°. — %
WHIHRZ KPS R R o, H77 )5 3 N H < FRFZE 100ng/ml, 775 6
ANH 50ng/m1™ . D. L. Bunner ““HF 78 R B FLIA KA £ PRL 76745 2 AN H W, PRLH
SFrg LA R EE, 775 6 AN H PRLEAIXTEAK, I RRFEEEFL, PRL E—fEN T2
YERFER KT PRL B0 MAMFAAE BRI, CIA] PRLAE 80 W SR sl MR £
SRR BEFL, PRL 2yilh e ik, B R R .

R 7L AUT () PRI 3 25 B8 by 228 ) LIRS AT o, 28 )L e i) 7 2, I I A
LR E CATRPAL R R R — R A I R, B SRR A, 4
FEFLIT BT A M7 2 U 20 s e UL L e A i A 7 3 L B e, S8 )
i Feds, MRl U BIFCR S DR . IO R R R RI T R AR, IR R AR
TRAEWR R w2188 LSRR 5 LR R .

PRI S5 W FLI B A SR A RS ] SRR 2 Ja FURAK B IR . A b i e
1, TR R K.

L REGTRESFLME R
(—) FHEFARL

BER T A Gkl TR FLbs LA T AR H o8 = br . SR T
FLbs BB S LR e ek

(=) FSKET
RIFRIE A 2. AN PR E e HEE A S S EFLT S D,
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(=) sz

LA AR e B R D AR 22 24 . Dy RRs e, Jeh T AIRGRL ol G &
AT R 2 b S BN, T/ BT e O B FLIRAD IR L)« iR PTG Y .
(VYD far /RS

FARDIREA 2 IR R . ZROVELEEAE. BT RIERRR R & D 3 BURE
AV

G IIN N
BRI, AEGEREM/ R, WES . FWRERS . BaMaiRsg. 5
7= )L

() BHBREHARR
BRSBTS R IR L R LB R AR

) WEPARSR
R, AR SR P RERSS, DABOEIRWAL, T B

= P ERILEIIZ
MRYEF S, BEFLRA R A L AT WS 2 LR S HE 2 B2 LA
AR o

A FBIUNHASS 1 HSIHG ISR S, BERHZ 2 LRR ZEdtAT 47 BNTIRIR
T MAE 24 /NI VIR 8 12 IR SRR VIR, RERBIPRI OB D 5 6 2 9 IR
BOLHALE bR, BIVERHARMIZIES] 6 2 8 Ik, TRA 3 IREHE LR AFe(H
e, SoREILA BRI R

ESChs b, IRHEBEALMRIRIR . HEPRAURAE BT LA REORIIE AR 8 IR S . 4
HE RETNE BT, B2 LAt AT AE O LA RE VAl D7 DLIY TR) =5 20k 22 ) LEAT
PREL. A2 H ) Ll & AR ARG I E = 2 OR300 T AR M ATl 5 & A
—EZPAAKEE NN KRR JRERFLEES 3 KRB 5 RS, LK
HER AU SEEE . I RE LR R 10%R e Sk B AR AR E, BB R
BEFLIIRAA L, IFN & PR A4 £ R A E W BRI RE, DL T R
RO -
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. 5
AR R IR R B B LIRS0 AR W B FLAC G5 SR AT
A
LT HRERSLBR ST DL A B T2 ST LI 2 . s LB
FRE, REERILTH, LREERR S T 2R PRI

2. MEZEMERFLRTR, I EHABGHE LA E, BEFALRIRERA R

3. EETHURU TR, (LR AR SRR AR, FEa
BERIOGL, ERAUR, (RRALBRT A AT, LRITLBS KRR,
INETTE RIS )

ZES SR AL TR, BRI M AR TR AL 110 . X R4
AP EE, TRl 7 e A R UM IR AR A L I 5. WUERYLAE L B A
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Heterogeneity, Chi®= 33.58, of = 24 (P = 0.09); F= 29% :u S5 011 1:0 1000:

Testfor averall effect: Z=15.03 (P < 0.00001) Favours [control]  Favours [experimental]
& 2 FERITEERHRIALRBMERKE

NI, 7 RER bR T B A BRI SRR 25 F o 25 DITTUILANAN 2517

W), FHorsziga 1258 4, Xt

¥ X¥=33.59,

df=24,

P=0.09,

fEZH 1259 B, Meta 70 A Bon &0 SUEA R, st

F=29%, K FIE 2 MR M. a4 R
(O0R=7. 40, 95%CI(5.70,9.60)) , &R ERWHZEREAG %= X (XK0.00001),
PRSI H B R E TR
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SE(og[OR]

0T R
M
,1.
L%
(] x! i oy
0a+ / |
SRC)
Od) !
°T oo
|
|
ol |
oba O
15 Q o
2 1 L L !y ‘\ OR|
(i) 01 1 10 1000

EEDy 25 Ak Fe iR SR EARARTE, DRI R TR BEAF
FER LA o

L 2R 77 a BRILIN S AR

Experimental  Control Qids Ratio Odlds Ratio
Study or Subgroup  Events  Total Events Total Weight N-H, Fixed, 95% C1 Year M-H, Fixed, 95% CI
Bmma M3 WA 6% 14A0[1T2 12240 2012 1}
Ha013 oW M 18% 87378 4280 2013 o
Bl 2013 48 62 18 A0 200% 9432953018 2013 TR TR
BrE* 2015 40 340 228%  2R2{0A3 1085 018 -
=l 82107 44 100 3E% 1171(A46 2811 2017 ——
Total (95% C1) 258 254 100.0%  9.02[5.33, 15.26] o
Total events 138 147
Heterageneity Chi*= 352, df= 4 (P =0.48) F= 0% '0.01 DH 1'0 100'

Testfor overall fect Z=0.20 (P « 0.00001) Favours [control] Favours [experimental]

B 4 A RENE D BHERRMNE

2L B VAL SCRR A, TR bR P T R B8 I SRR 5 o 5 B
LGN 512 ], Ferrsea s 258 i, AL 254 B, Meta 43 Eon & B FLAA R B E,
SR PER I ¥=3.52, dr=4, P=0.48, I'=0%, XA ER MBS, Sa R

(OR=9. 02, 95%C1(5.33,15.26) ) , LERE/RFEZEREA G55 (X0.00001),
B 2T LA R TR AL
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2. HEEWRIT T E R FLIE A RR

Experimental Control Odds Ratio Otlds Ratio
Stucy or Subgroup  Events  Tofal Events Total Weight M-H, Fixed, 95% C  Year M-H, Fixed, 95% CI
#Hima014 il il a7 70 16.0% 775168, 35.80) 2014 —
WEZ014 a0 a0 § 10 0E% 28282(14.91 536287 2014 —
BT 47 ] a0 224% 4850130, 18.81] 2017 —
AEE*2018 7 28 1930 81%  27.00[3.24,225.07) 219 G
BHE 2020 3 40 2540 307% 4200135, 13.06] 2020 —
ERE020 ki 40 40 147% 633126, 31.11] 2020 7
FT V2020 A4 i an o 60 102%  27.00(6.03,120.82] 2020 S TR
Total (95% CI) KAl 320 100.0% 11.16 [6.48, 19.22] £
Total events 299 200
Heterogeneity, Chi*= 1161, df=f (P = 0.07); F= 48% 'EI.E|1 0!1 1'0 100'

Testfor overall effect; Z= 868 (P = 0.00001)

Favours [control] Favours [experimental]

E 5 #EZEMRENE D BRERMNE

G LN I AL R SCHR TR, T REEARR T B A RCRISGIRE TR . TS

g N 634 %1, HrpseiGa 314 %1, Xt

i 20

N =

320 i, Meta 73 #r o &0k FL A R i,

SRMERL ¥=11.61, dr=6, P=0.07, I'=48%, %[ &N BRI Hr. 228453
(OR=11. 16, 95%CI(6. 48, 19.22)) , R ERMHAZEREEG g% 5= X (X0.00001),

PRI A A B TR R

3. PR AR R LKA ROR

Experimental ~ Control (Odds Ratio Odds Ratio
Studyor Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI Year M-H, Fixed, 95% CI
B TH2014 nooon 030 138%  338[0821233 2014 T
{{RR015 T B8 90 525%  1.80[0.84, 387 014 ——
DEENN B9 B0 A4 B0 47%  BABIDTE G621 2015 T
TiRER2018 Wm0 3% 124314610674 2018 TR B
TEE2019 4937 48 78%  TEI[161,36.19 2019 A
RERE Y Moood0 21 40 174%  AB4[1AH 1349 2019 . T
Total (95% CI) 300 299 100.0%  359[2.22,5.82] L
Total events 17 m
Heteropeneity, Chi*=5.84, df=5 (P= 032 F=14% D'.D 1 EII 1 1'[| 1IJ'D

Testfor overall effect Z=5.18(F < 0.00001)

Fau‘ﬁurs [contral] Favours [experimental]

B 6 hEj+HEZEXRENE LS FRERRNE

HR 24 A ZE X IR AL Sk b, T SR AR S T R R I SRR 6 e
6 M FEIEGIN 599 5], HrpszIGaH 300 41, XA 299 ], Meta 73 AT Wos S0 50 B
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HEFEME, FRERLI ¥=5.84, drs5, P=0.32, I’=14%, S&FIEE RN 0T . 28
B8R (0R=3.59, 95%C1(2.22,5.82) ) , &R E WA ERHEAESGIH¥2 X
(/X0.00001), R ZECEHEZIRIT AR A RER & T XA,

4. BFRAIAITT R SELI B A ReR

Control Experimental Odls Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H,Fixed, 95% Cl Year M-H, Fixed, 95% CI
Zhou H-Y*2009 fa A8 4fi B3 BA% 31.46[1.81 54526 2009 —_—
R4 42 a0 T 80 298%  B43[1.79, 39700 2014 —
Fam2018 48 100 T 100 264% 1464 [3.35 64.00 2018 &
FiEAm*2019 ) I 41 53 266%  TAG[158 3524 2019 B —
TR 020 4 45 18 45 1448%  8.11[0.95 68.87) 2020 ——
Total (35% CI) 306 306 100.0% 11.33[5.22, 24.61] Ry
Total events 299 139
Heterogenaity: Chi*=1.12, df=4 (F=0.88); F=0% 'D.DIJE DH 1'IJ QIJD'

Testfor overall effect 2= 6.14 (P < 0.00001) Favours [experimental] Favours [confrol]

B 7 $tRAXRENE D BHERRMNE

BE RN HRE AL SRR, 97 R AR R A TS SR B SR b R

5 AT FEILAIN 612 7], o sziRaH 306 4, XFHEZH 306 41, Meta 43 Bt EoR &M
G AR, BRI X=1.12, drsd, P=0.89, I=0%, 3 HH [l 5E RS R 40 4T
gitrai R (0R=11.33 , 95%C1(5.22,24.61)) , #RERHAHAEZRAEERITFEE XL
(740.00001), FEREFRIGTTHEA MRS T XA
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—. RER

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Zhou H-y*=2009 2 a8 0 88  22% 67.09[3.94 114088 2009 T
Rale 2013 26 a2 5 &80 B2% 9.00[3.08, 2629 2013 TR
ERE2013 | 34 34 B.0% T4 [2.46, 2314 2013 T W
2014 15 M 8 30 62% 288 [0.88, v.A4) 2014 P
82014 39 70 o F0 TE% 168 [0.86,3.27) 2014 .
FREE2015 23 B0 bl B0 7.0% 277[1.20,6.39) 2014 e
HER20145 26 a0 2480 Y% 1420458 215 2014 =
HEE20145 3 a0 16 80 T.1% 347152, 7800 2014 =
SiEr2017 63 102 2100 49% 79141846 339.41] 2017 i
FEEE=2018 27 30 15 30 51% 9.00[224, 3617 2018 T
FERET2018 65 100 33100 78% ITT[2A0,6.77) 2018 a
MY 21 40 0 40 BE% 332129, 858 2019 R
TEET2019 22 49 9 48 67% 362 [1.45 8.08 20149 I R
AEE2019 18 28 4 30 54% MF0[347,43.19] 2019 S
PRET2020 20 40 16 40 6.8% 1.60 [0.62, 3.64] 2020 -
52020 36 a6 8 B0 67% 11.70[4.65, 29.46] 2020 R
Total (95% CI) 890 891 100.0% 4.64 [2.87, 7.50] ‘
Total events 474 1897
Heterogeneity: Tau®= 0.67; Chi*= 6088, df=15(P = 0.00001); F=75% 0h 0 1 1

Testfor averall effect 7=6.27 (P = 0.00001)

INIIWETTH, ST RERRRR ) TR BRI SCRE 16 &4 .
HEZH 891 B, Meta 7T SBos ST FEAFAE S L, i PEAR

il

% X¥=60. 88,
(OR=4. 64, 95%CI(2.87,7.50)) , LR ERSWAHEREHS T

HorrsizgggH 890 1, Xt

8 HEERTr~EER

FLIRMERIRNE

Favours [confrol] Favours [experimental]

16 M FT LGN 1781

df=15, /X0.00001, I=75%, K FHBEHL RN AR 01 . 45645 R

HURSEIR ALY o TR

0

05+

SE{loglOR])

SR
&

00 Oi
o O@ i o
o 1 P
-
) ) ) i ‘ _ OR
0.0 [ 1 10 100
9 hEBTEERIAGARRLE
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EEDy 16 AT A, ISR R RRE, SRR BB T AT fE
FAAE R R o

BT 3R Meta 23 #r 22 514K, 9N 16 AN FERRYE A [7] 9 TS it 43 1 7 2 53
17 Meta 7047, GFEPG4. HESA ., hGBRGHEEH . FHRdl, WIRE A,

Experimental Control 0Odds Ratio 0Odds Ratio

Study or Subgroup  BEvents Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI

12.1.1 chztjeg

2013 | 3 ] 34 B.0% TAa4[246, 2312 2013

FTES 2013 i a2 A A0 BI2% 9.00[3.08, 26.29] 2013

SET2017 63 102 2100 48% T915[18.46, 330.41] 217 —=k
Subtotal (95% CI) 188 184 17.1% 16.24 [4.07, 64.85] -*-—
Total events 110 13

Heterageneity, Taur=1.11; Chif=791, df=2 (P=0.02); F=75%

Test for overall effect: £=3.95 (P = 0.0001)

12.1.2 fpseil

Hig2014 34 Ta i 70 TE% 1.68[0.86, 3.27] 2014 -

AEEE*2019 18 28 430 A4%  170[317 4319 2019

FEkr020 36 56 a B0 B.7T% 11.70 [4.65, 28.46] 2020

RF020 20 40 16 40 6.8% 1.680[062 3.64] 2020 R

Subtotal (95% CI) 194 200 26.5% 4.04[1.33, 12.25] =i

Total events 113 58

Heterogeneity: Tau®=1.04; Chi®= 17.78, df= 3 (P = 0.0008); F= 83%

Test for overall effect 2= 247 (P=0.01)

12.1.3 tpztr e i

k2014 15 1 830 BI% 758 [0.88, 7.54] 2014 7

FREE2015 23 1] 11 B0 T.0% 2.77[1.20,6.38]) 2015

{RBR 2014 26 a0 2490 TT% 1.12[0.58,2.18] 2015 ——

FinlEr2018 27 30 15 30 &51% 9.00([2.24, 36.17] 2018

EERE 2019 21 40 10 40 6.6% 3.321[1.29,8.58] 2019

TEET2019 22 44 0 48 B7% 3.62[1.45,9.05] 2019

Subtotal (95% CI) 300 299  39.3% 2.72[1.59, 4.66] <

Total events 134 T

Heterogeneity: Tau®= 0.22; Chi®= 10,10, df= & (P = 0.07); F= 50%

Test for overall effect: 2= 3.64 (P=0.0003)

12.1.4 § 4

Zhou H-Y*2009 21 58 1] 58 2.2% 67.08[3.94,1140.88] 2009 ——*
BT 2015 kl| 50 16 0 TA% 347 [1.52,7.80] 2015 =
Fins2018 B5 100 33100 7O% 377 [2.10,6.77] 2018 ——

Subtotal (95% CI) 208 208 17.1% 4.64 [1.92, 11.18] -*-

Total events 17 44

Heterogeneity: Tau®= 0.31; Chi®= 4,56, df= 2 (F= 0,10} F= 56%

Test for overall effect 2= 3.42 (P = 0.0008)

Total (95% CI) 890 891 100.0% 4.64 [2.87, 7.50] -‘-

Total events 474 197

Heterageneity Tau®= 0.67; Chi®= 60.88, df=15 (P = 0.00001); F= 74% T o 10 o0

Testfor overall effect Z=6.27 (P < 0.00001)
Testfor subaroup differences: Chif=591, df=3(F=012), F=49.2%

B 10 R ~RRT

Favours [experimentall Favours [control]

BRI AN

7 REAR R TR R ISR, A 220 R R B R AR 3 RS . 3 ANMIEA
g\ 372 1], Horpseat ol 188 5, R 184 4, Meta 3 AT S as 2 WF FAFAE S i 1,
SRR X=7.91, dr=2, P=0.02, I'=75%, XABENLAN RS, 2ra 43
(OR=16. 24, 95%CI(4.07,64.85) ) , R BIRMAZERTBAGITFE X (X0.0001),
PR IG B E TR
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20 HRE AP AR AR 4 08 . 4 DN FEIEAN 394 51, ARG 194 il
X HEZH 200 9], Me ta 73 T 7 2 T A8 S o M, S o MEAS 36 X™=17. 78, df=3, P=0. 0005,
=83%, RABENLNARIL 34T S G485 F (OR=4. 04, 95%CI(1.33,12.25)) , 4R E
IRWZHZE R B G2 L (P=0. 01), $RifE s 4lia @ m TRl .

W 25 B A A S 2 R P B R 6 B . 6 RGN 599 1], oA szEGeH 300
i, XL 299§, Meta AT s S FUAELE R IE, R PERS: X=10. 10, dr=5,
P=0.07, I'=50%, RKFBEHLRNIER AT, e asF (OR=2. 72, 95%CI(1. 59, 4.66) ) ,
R BN ZE T BA G R L (P=0. 0003) , R 28k S ALE @R m T
i

EF RN E I HAM A 3 . 3 AMHFFEILGIN 416 1], Hrpszi6a 208 4,
XTHEZH 208 ], Meta 73 #T om0 FARAE F B PE, RS X=4. 56, dr=2, P=0.1,
I=56%, KBNS T SEa 450 (0R=4. 64, 95%C1(1.92,11.18) ) , 45L&
TN ZE S A G2 L (P=0. 0006) , #7825 B A HES AR R T IR AL

RAIEA FEIT T A B R EAT WH W G, RSN X¥=5.91, dr=3,
P=0.12, I'=49.2%.

7. 500 [OR)

1 1 L ORI
01 1 10 100

1
Subgroups
E 5] e W A

B 1 AR A S ERHE

EEA 16 AT L, RS EAEE — 5 HRRFRRE, RGN I e AT R
T
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ENE I E

Experimental Control Odis Ratio Odds Ratio
Study or Subgroup  Events  Total Events Total Weight MH, Fixed, 95% Cl Year M-H, Fixed, 95% CI
1011 Bho el
#2014 a0 all] 40 60 10.8% 2800105 594 2014 =
FHEE2015 41 a0 450 BA% 330[1.32,8.23 2015 =
BEET2015 32 40 25 40 B1% 2.40[0.88 6.56) 2015 T
BEE2015 £l 40 2840 91% 207078 5.51] 2015 o T
iR 2my 40 a0 480 M0% 188076, 4.69) 2017 T
{Eai2018 EXl 47 11 47 B1%  B.34[2.56 15.68) 2018 T T
HE3E2018 34 40 2240 54%  464[1.58, 1349 2018 TR
®EE2020 73 74 48 T4 11% 3954[519 301.14] 2020
Subtotal (95% Cl) 401 401 60.1% 3.65[2.60, 5.12] &
Total events 332 234

Heterogeneity, Chi*= 1167, df=7 (P=0.11); F= 40%
Testfor overall effect Z=7.80 (F = 0.00001)

10.1.2 G

W25 45 a0 2480 38%  BTA[3.32 2865 2014 R TR
shimiR2015 46 g2 24 65 98%  491[230,104800 2014 R P
2018 32 33 2333 1% 1391 [1.66 116.41) 2018

THERFI018 f3 4 84 B8 TE% 292[1.06 8.04 2018 o
FEARE: 2018 g4 100 67 100 17.4% 25901.31, 509 2018 T8
Subtotal (95% Cl) 314 37 30.9% 4.24[2.84, 6.34] &

Total events 270 192

Heterageneity: Chi*=6.21, df=4 (F=0.18); F= 36%
Testfor overall effect Z=7.04 (P = 0.00001)

Total (95% CI) 715 718 100.0% 3.89[3.00, 5.03] 4
Total events 02 426

Favours [confrol] Favours [experimental]
Testfor suboroup d|ﬁerences Chi*= 032 df=1(FP=057),F=0%

B 12 SR e R FLIRIERARME

NI, T RERAR R TR S BRI 2 SCERE 13 .

Y 8 F SCHERHIT FEx GO e R FLId 2, H 802 fl, SEr4H A REZH 2% 401 41,
Meta AT B RS FCEA R M, SRR X¥=11.67, d=7, P=0.11, I=40%, K
FH [ 58 N AR 0 M . R 455 (OR=3. 65, 95%CT(2.60,5.12) ) , 4R ERMHESR

HA G783 L (K0.00001) ,  $7 S5 2H BE 7L R I 2 5 T 0 2 .

13 B SCRRH A 5 st SO iE CRIERIN K55 =), 3 631 i, SEIGA
314 1], XTHEZH 317 %, Meta /i Bon SWFRRAE R FME, SRR X=6.21, dr=4,
P=0. 18, I'=36%, H[E TR T, 2Ea 45 (0R=4. 24, 95%CI(2. 84, 6. 34) )
E RGN R B G (X0, 00001) , Hos i 2H R 7L MR R = T IR A
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001 [iX i 10 1000
Subgroups
Ia wA R O Ef |

13 AT SRR
EF 13 AGIAAON L SRR MR, ORGSR e
17 R A

U, 97 IR AR SRS
0-6 0 el 6 ik

Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Fixed, 95% Cl Year IV, Fixed, 95% CI
WEE014 29 18 30 49 15 0 23% -200(287-113) 2014
Timz018 16 04 8% 34 0B &% 48.0% -1.80[1.99, 1 1] 218 3
AEH*2019 107 115 28 28 1A4 30 36% -1.73[243-1.03 2018 % A
TEEma 137 042 49 289 056 40 397% -152[1.73-131] 2014 &+
T 12020 086 114 66 256 169 60 G6.4% -160[212,-1.08) 2020 S
Total (95% CI) 218 215 100.0% -1.68[-1.81,-1.55] ¢
Heterogensity, ChiF= 4.39, df= 4 (P = 0.36); F= 0% I I ! I

2 - T z

Testfor overall effect. 2= 24.91 (P < 0.00001) Favours [experimental]  Favours [control]

& 14 FBEFTRE TS HRKE

7R R IR SR BV SCERE 13 55, LA R BE D A N7 G2
PRERISCERE 7 R Hh A =R A R MEYE R, S EEME, FHEE—X
L RINBEE SR, HRPE (4 €*x2018. XEFR*2019) , RN —E %R (4
= €x2020) o FLEAREEVES A LGN 5 A

5 AR ILGNN 433 1], HrpszIGal 218 4], WAL 215 6, Meta S0 #r BoR &t

HARFE, SRR X¥=4.39, df-4, P=0.36, I'=9%, [ 5E SN AR 347 .
LELEE R (SD=1.68, 95%CI(-1.81, -1.55)) , SR G RWAHAERAESEIT¥E X
(/X0.00001) , $R7NSLIGLAAE RS 7R EVE 77 AL T 0T HE A .
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FL5 SRV B N T RO WibR HEIRI SCHRA 4 7, b 2 05 (BRf«2018,
%2020 WA FI YT RERIIS ], REE A SR, SNSRI (1 Meta 2047

Ty WFLAR BN [E]

A=
A ER

Experimental Control $td. Mean Difference $td. Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI Year IV, Fixed, 95% CI
Ha019 149 389 50 245 489 50 148%  ATO[2161.24) 215 D
WS 1632 417 40 2541 406 40 100%  -210[LTS 16 2015 x50
W21 11234 4042403 4 108% 19[249 141 201 0
SR 21 43 % 29 56 4 84k AMSHTS0H) AN o
GRTOME) 158 33 B n7 42 % 7% -150[222, 095 2007 X
A0t 2793 481 69 3876 54 69 186%  -199[:240 -15) 2018 -+
w018 1501 349 100 2196 45 100 207%  -A71[:203 -1.38] 2018 +
Total (3% CI (1) M9 1000%  A.78[+1.95,-1.60) ¢
Heterogeney i = 8.2, df =6 (P=0.2) = 28% — —

Testfor overall effect: Z = 19,69 (P < 0.00001)

4 2 0 :

Favours experimental] Favours [canfal

15 HREEIRTr M = RRIL AL FLIAENATIEAY Meta 34

DL JE SR LA LT IO B, 97 8 bR T W FLUG BN () ISRk 7 R . e
— R TN GO 2 K UL R IR LA 2, 6T TR A AR AN [
HCHERR I SCHR . Hosk 6 NI FUSEIN 698 9], HirrsandH 349 4, XFHEZH 349 #, Meta
IR RSB M, SRS X=8. 32, df=6, P=0.22, I=28%, RKMEHE

RN I3 o

g

INH 1

HA G2 (X0, 00001) , 475 5 56 28 £ 4 R i FLAn 2l A 18] 775 1 O8 F-x fE 21

B O(Sp=-1.78, 95%CI(-1.95, -1.60)) , ZREBRHNHER

TR llet) Wean Difference Mean Difference
Studyor Subgroup  Mean ~ SD Total Mean SD Total Weight IV, Fixed, 95% CI  Year IV, Fixed, 95% CI
ERR7 f126 681 41 7654 BB 41 Z7E% -2669[20.06-2232 017 Ll
&7 4846 1039 60 TOB3 124 60 1B7% -2L17[26.26-18.08 2017 x
fE08 4569 836 33 7121 4B 33 A3T% -26A2[1784-23100 2018 f
Total (95% CI) 134 134 100.0% -24.94[-26.71,-23.17] '
Heterageneity, Chi*=2.17, df= 2 (P =0.34) F= 8% g e ] 0 o

Test for overall effect 2= 27.61 (P < 0.00001)

Favours [experimantal] Favours [control]

16 HREERTr X = FLIRThAT EIAY Meta 534
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PAF= I T B, 97 2Rk A LG S0 I TR I SCHRA 4 o SRS . SRR .
R IR AU E P A, X R IR E s RS . T IR, W
BRUEWFTE . 3 ARG 268 7, SZIG AN IRZL A 134 9], Meta Z#TiEIR Meta
AT RN B F R, B =2, 17, dfs2, P0.34, I=8%, XHAMEE
RONARTI 0T o SR EE R (SD=—24. 94, 95%CI(-26.71, —23.17)) , &R G RHHE
S BA SR L (K0..00001) , $E7R S 2H 75 45 50 s FL A6 s it 18] 75 THIL T % B2

N~ 77 IS WAL 2 A (PRL)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Maan SD Total Mean SD Total Weight IV, Fixed, 95% CI Year IV, Fixed, 95% CI
[EH:HE2010 220628 72533 51 214822 61908 51 18.3% 0.22(-0.17,081) 2010 P (R TR—
2015 33875 21137 62 26587 19175 65 225% 0.36[0.01,0.71) 2015 ——
Eflr2017 2887 1503 80 2125 138 80 27.9% 053(0.21,0.84] 2017 c—_—
RiF*2018 270363 66.296 90 23712 55341 90 31.3% 0.54(0.24,0.84) 2018 R
Total (95% CI) 283 26 100.0%  0.44[027,0.60) i
Heterogeneity: Chit= 2.20, df = 3 (P = 0.53); = 0% 1 -n:.s u?s 1

Test for overall effect: Z = 5.15 (P < 0.00001) Favours [experimental] Favours [control

17 F=fg 3-5d ihEL. 2 Meta S04

NI T, JT AR RRR R TR 5 3-5 RIMIEMWFLRISCMAE 4 /K. 41
TSN 569 1], Hrhszige 283 ], XHR4L 286 B, Meta 43 HT R/~ & 7T A
F e, SRR X=2.20, dr=3, P=0.53, I'=0%, X FH [ E RN M0, 25
G (S020.44, 95%C1(0.27, 0.60)) , SiRERFHERBERIT ¥R X
(7X0.00001), HE/RSZHHAE3E 5 55 3-5 K LI WAL /0 WAE J7 T AL T 0 BE 4 .

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Random, 95% Cl Year 1V, Random, 95% CI
frI2012 M705 604 30 25241 6097 30 242% 154(0.96,2.12) 2012 —_—
aiF2m7 3602 877 102 2909 683 100 430% 0.99(0.70,1.28) 2017 -+
B 2019 35743 3671 53 30747 3082 53 329% 146(1.03,1.89] 2019 -
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2 1 0 1 2
Favours [expermental] Favours control)

18 Zfg 6-7d ihFL3E Meta 1f

Test for overall effect Z = 6.72 (P < 0.00001)

YINTIRR T, TFRdERR R T 55 6-7 RIMEW A2 (PRL) XA 35 (=
) . IAWEFRILGIN 368 I, HrszihiH 185 ], XFHEZH 183 ], Meta Z3AT B
WFFRAFE ST, TR F=4. 71, df=2, P=0.10, I=57% RABEHLES AL )
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