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Abstract: Objective To compare the efficacy and safety of traditional Chinese medicine injections combined with conventional
chemotherapy in the treatment of middle and advanced esophageal cancer based on network Meta-analysis. Methods The randomized
controlled trials (RCTs) of traditional Chinese medicine (TCM) injections combined with conventional chemotherapy in treatment of
middle and advanced esophageal cancer were searched in CNKI, Wanfang, VIP, SinoMed, PubMed, Cochrane Library, Embase and
Web of Science database from inception to July 31, 2022. Literature screening, data extraction, the quality assessment was
independently conducted by two authors. R 4.0.3 and Stata 14 were used for data analysis. Results A total of 51 RCTs were eventually
included, involving 3865 patients. The intervention measures in the experiment group were Aidi Injection (3l EH#, AD), Fufang
Kushen Injection (£ 777 273 81K, FFKS), Kanglaite Injection (FE3EHRFE ST, KLT), Xiaoaiping Injection (V4 ¥ -V 5, XAP)
respectively combined with conventional chemotherapy and the control group was conventional chemotherapy. The results of network
Meta-analysis showed that, combined with chemotherapy: O In terms of improving the objective response rate (ORR), the order of
efficacy was FFKS (SUCRA = 97.4%) > AD (SUCRA = 58.0%) > XAP (SUCRA = 57.3%) > KLT (SUCRA = 36.4%); @ In terms
of improving the disease control rate (DCR), the order of efficacy was FFKS (SUCRA =96.0%) > AD (SUCRA =76.3%) > XAP (SUCRA =
40.3%) > KLT (SUCRA = 33.9%); ® In terms of improving the quality of life (QOL), the order of efficacy was XAP (SUCRA =
71.3%) > FFKS (SUCRA = 69.9%) > KLT (SUCRA = 68.6%) > AD (SUCRA = 40.1%); @ In terms of improving the white blood
cell count (WBC) of patients with esophageal cancer after chemotherapy, the order of efficacy was KLT (SUCRA = 87.3%) > XAP
(SUCRA = 62.2%) > FFKS (SUCRA = 61.0%) > AD (SUCRA = 39.3%); ® In terms of improving immune function, AD and KLT
could significantly improve the level of CD4" after chemotherapy, and in terms of improving CD3* and CD4*/CD8" after chemotherapy,
the efficacy of AD was better than that of FFKS, and the differences were statistically significant (P < 0.05); ® In terms of the overall
incidence of adverse reactions, the incidence of adverse reactions of four kinds of TCM injections combined with conventional
chemotherapy was significantly lower than that of chemotherapy alone, and the difference was statistically significant (P < 0.05).
Conclusion The existing evidence showed that the combination of TCM injections with conventional chemotherapy could improve
the QOL of patients with middle and advanced esophageal cancer and reduce adverse reactions caused by chemotherapy. FFKS has the
best effect in improving ORR and DCR; XAP has the best effect in improving QOL of patients after chemotherapy, and KLT has the
best effect in improving the decline of WBC after chemotherapy. However, due to the limitation of the number and quality of studies
included, the conclusion still needs to be verified by high-quality studies.
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Fig. 4 Comparison-corrected funnel plot of ORR (A), DCR (B), QOL (C) and WBC (D)

treatment effect mean with 95%CI
AD +CGvs CG —— 1.85(1.37, 2.50)
FFKU + CG vs CG —e— 2.58(1.96, 3.38)
KLT + CG vs CG e 1.52(0.96, 2.41)
XAP +CG vs CG . 1.84 (1.48, 2.29)
FFKU + CG vs AD + CG e 1.39(0.93, 2.09)
KLT+CGvs AD+CG ~——t+— 0.82 (0.48, 1.42)
XAP+CGvs AD + CG —— 0.99 (0.69, 1.44)
KLT + CG vs FFKU + CG ——+—— 0.59 (0.35, 1.01)
XAP+CGvs FFKU+CG  —e— 0.71 (0.50, 1.01)
XAP + CG vs KLT + CG —— 1.21(0.73, 2.00)
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5 ORR BYFR#E
Fig. 5 Forest map of ORR

THEEH (SUCRA=96.0%) > Y= 4% (SUCRA=
76.3%) > W TIER W (SUCRA=40.3%) > ¥
FRESTR (SUCRA=33.9%), WK 9.
2.2.3 AR FEA E AT IR YT e
JE R QOL 521

(1) lIE*EWJé%I% 18 Iﬁ[19,22-25,32-34,37,42-44,47-48,50,54,57,62]

PFARILIER 18 AN EEE LR FRUE RS, &7
it TR R IR 55 2R LI 100 S5 R B, T e
TR FA T 5 BBl R RLTE 750 LU Rt 7 B Bt
Z HMH FUREAR B RK (6 T RCTs). iK1
TR (B 4 Bon, Frair e 2 Ak
B15], FORFER BB T REVERUDN, RS
S FUECE IR, FHESIMEAER K.

(2)VRY7 3 WA LU R AR B PT AL, YR Meta
SR 10 AN ELEL, Hb 4 MERZERA S
THERE X (P<0.05), #2575 FIBA AT
deEP IR QOL M5, WHAITIG X
HPESHE [OR=3.10, 95%CI(1.77, 5.45)]. Bt&HE
TESTESHR [OR=4.47, 95%CI(2.08, 9.60)].
A BRI SHR [OR=4.42, 95%CI(2.03, 9.64)]
IV R L [OR=4.48, 95% CI(2.93, 6.84)]
T7 R T M R TT, LKl 11. SUCRA #%
RHF RN, PAERTIECS E AT IR T g
W& BN QOL i) SUCRA HEFF NI T4
M (SUCRA=T71.3%) > I ZE 4K (SUCRA=
69.9%) > FESERHE SR (SUCRA=68.6%) > it
ESHR (SUCRA=40.1%), WA 12.
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1.0 1.0 4 1.0 1.0

0.8 0.8 0.8 0.8 0.8
% 0.6 0.6 0.6 0.6 0.6
04 0.4 0.4 0.4 0.4
02 02 02 02 02

0 0 0 0 - 0 J

1 2 3 4 5 1 2 3 4 5 1 3 4 5 1 2 3 4 5 1 2 3 4 5
£ £ Y E E393

6 ORR K SUCRA #EEHEF
Fig. 6 SUCRA probability ranking of ORR
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Fig.7 Network diagram of DCR
224 APERFIER S E AT IR TP R
XSS JF WBC T BRI 5
(1) iﬁﬁméglg] 26 Iﬁ[lél,l7,19,21,23—%,2830333&414246485053—555&6163]

treatment effect mean with 95%CI

AD +CG vs CG —e—  2.55(1.66, 3.94)

FFKS + CG vs CG —+— 3.44 (2.43, 4.86)

KIT + CG vs CG —— 1.43 (0.75, 2.72)
XAP+ CG vs CG —— 1.54 (1.17, 2.01)

FFKS + CG vs AD + CG —— 1.35(0.77, 2.34)
KIT+CGvsAD+CG ——+—1 0.56 (0.26, 1.22)
XAP+ CGvs AD + CG — 0.60 (0.36, 1.00)

KIT + CG vs FFKS + CG ——+—— 0.42 (0.20, 0.86)

XAP+ CG vs FFKS + CG ¢ 0.45 (029, 0.69)

—

XAP + CG vs KIT + CG 1.07 (0.53, 2.15)

02 04 1 22 5
RUNAE

8 DCR BIFRHFE
Fig. 8 Forest map of DCR
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Fig. 9 SUCRA probability ranking of DCR

W IR 26 ANIalH% EL A B WUE R B, & T T
it 2 T R e 2R LI 130 45 SRR, TP s
KA FURTT 5 B BI04
Z HAHRH FFEA R R K (11 T RCTs), HIKAZEL
WPESHR (7 W RCTs). LB -REIEJR-FE (K 4)
SR, WERFEA AT 2 M, EHOTTIE
EBFEX A, RFEER R MR RE.
(2)VRTT R P LR AR AR E AT I, IR Meta
SR 10 MFERE, Hi 4 AR ERE S

THERE L (P<0.05), 4352 e Tr Beh 3dyE
SHR [OR=0.36, 95%CI(0.15, 0.85)]. BES E 75
BVESHR [OR=0.24, 95%CI(0.10, 0.61)]. BEAEE
FEEESHR [OR=0.13, 95%CI(0.03, 0.47)]. Bk&
THEEFVESHR [OR=0.24, 95%CI(0.12, 0.47)] 54
MUE R IT ARG, o] LR 38 FRRALYT J5 A A Th 2
TSR A, WE 14, SUCRA HEZRHEFEK 5
TNy RSB A H AT 2 AR P R AL
I7 5 AT B0 R B4 SUCRA HEF A e RE 5
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[E 10 QOL HJMIRE
Fig. 10 Network diagram of QOL
W (SUCRA=87.3%) >JH¥& T4 (SUCRA=
62.2%) >HE TS (SUCRA=61.0%) >
HYFEH (SUCRA=39.3%), WK 15.

treatment Effect mean with 95% CI

AD +CG vs CG e 3.10(177, 545)

FFKS + CG vs CG e 447 (2.08, 9.60)

KIT + CG vs CG e 442(203, 9.64)

WA (662 D XAP + CG vs CG —e— 448293, 6.84)

FFKS + CGvs AD+CG o 1.44 (0.56, 3.72)

KIT+CGvsAD+CG  +—F+—— 1.43 (0.54, 3.73)
1.44 (0.71, 2.92)

0.99 (0.33, 2.95)

XAP+ CGvs AD + CG e
KIT + CG vs FFKS + CG ——4——
XAP + CG vs FFKS + CG  ——4—— 1.00 (0.42, 2.40)

XAP+CGvsKIT+CG —+— 1.01 (0.42, 2.46)
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Fig. 11 Forest map of QOL
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Fig. 12 SUCRA probability ranking of QOL
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Fig. 13 Network diagram of WBC
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CD4'/CD8", ¥ [ 3 P ZiE . MR Meta 4347
SER BN, EXGELIT G CDAKFITTH, HIATT
e & SR [MD=-10.48, 95%CI (-17.15,

treatment Effect mean with 95%CI

AD + CGvs CG
FFKS + CG vs CG

0.36 (0.15, 0.85)
0.24 (0.10, 0.61)

KIT+CG vs CG ———— 0.13 (0.03, 0.47)

XAP + CG vs CG —— 0.24 (0.12, 0.47)
FFKS + CG vs AD + CG —_— 0.67 (0.19, 2.35)
KIT+CGvsAD+CG ~——+—— 0.35(0.07, 1.67)
XAP + CG vs AD + CG —— 0.65(0.22, 1.94)
KIT + CG vs FFKS + CG ——t— 053(0.11, 2.61)
XAP + CG vs FFKS + CG ——+——  0.98(0.31, 3.09)
XAP + CG vs KIT + CG —f————1.85 (0.43, 8.06)
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Fig. 14 Forest map of WBC

—3.81)]. BKE BORFHESR [MD=-14.92, 95%CI
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Fig. 15 SUCRA probability ranking of WBC

T H BB T RUE % [MD=5.51, 95%CI (0.67,
10.35)], ZRASIFE L (P<0.05); M4h, S
197 f5 CD3* 5 CD4"/CDS8 J5 1, 3dyESHRE & &
BT W7 U T 507 8 2 S A 5 R T
[CD3*: MD=13.73, 95%CI (2.48, 24.97); CD4"/
CD8': MD=0.51, 95%CI(0.01, 1.01)]. W3 2.

2.2.6 2GSRI EE AL T IR T Th G &
ERm et atr A 330 RRE TARK
E[14—17,19—28,30—33,35,38,41-42,46-50,53-55,59,61-62]’ m;{ﬁ Meta 5}
MR RN, 4 M2 & T A R
SRR A L B B T B Al BT B2 R A 4
HHEE L (P<0.05), W% 3.

R2 HESTIKEERATRENTE REERIK S

Table 2 Network analysis of TCM injection combined with conventional treatment for improving immune function

MD (95%CI)

THI TH2 CD3" CD4* CDS* CD4'/CD§*
AD+CG  FFKU+CG  13.73 (2.48,24.97)" 6.30 (-8.26,20.87)  —2.00 (~12.47, 8.47) 0.51 (0.01, 1.01)*
KLT+CG 529 (-3.96, 14.54)  —4.44(-15.95,7.06)  —0.49 (-8.91, 7.93) 0.13 (-0.37, 0.62)
CG ~476 (-10.59,1.08) —10.48 (~17.15,-3.81)°  5.51 (0.67, 10.35)"  —0.19 (~0.43, 0.06)
FFKU+CG KLT+CG ~8.44 (—20.45,3.58)  10.74 (-26.73, 5.24) 1.51 (-10.05, 13.07)  —0.38 (~0.99, 0.23)
CG 8.97 (-0.64, 18.58)  —4.18 (~17.13, 8.77) 3.51 (-5.77, 12.79) 0.32 (-0.11, 0.75)

KLT+CG CG 0.53 (-=6.67, 7.74)

-14.92 (-24.30, -5.55)"

5.02 (—1.87, 11.91) —0.06 (—0.49, 0.37)

“P<0.05

F3 HHEHFESEREGTHRRREMK LR

Table 3 Network analysis of adverse reactions of TCM injection combined with conventional treatment

OR (95%CI)
T4 it
CG AD+CG FFKS+CG KLT+CG XAP+CG

CG 1

AD+CG 2.38 (1.36, 4.19)" 1

FFKS+CG 1.97 (1.14, 3.42)" 0.83 (0.38, 1.82) 1

KLT-+CG 5.05 (1.50, 17.04)" 2.12 (0.56, 8.07) 2.56 (0.66, 9.85) 1

XAP+CG 2.56 (1.59, 4.11)" 1.07 (0.51, 2.24) 1.30 (0.63, 2.67) 0.51 (0.14, 1.88) 1

"P<<0.05

3 itig fEF AR 2535950, AT RAdR B3GR T o0 B 1

BEREETEY “WiRT lE, 2 R B
M B 4 KOBUiE 2 — 04, (R ilie ) (E )
GRS EAE IR BRSO -E . AR
PR Il AL T Elss), iRy /e
EHELL CPRIERRA” N ERITREN. HATOA 2
TR FER M, EVRTT B RBOT . AT R HIE

P, (A I R 2 1Y SRR T RCR6-6T) i ] A
o288 22 (1) v 2538 S 500 AR A o PR e 3 R IS S 1)
245, —H RS IEREE .

AHE T 53 9 I 3HY Y 2 CORR Al DCR)+ QOL.
WBC. REINRENGERE I A RN KA 6 N4
fabr, ZEEVEN T IRIR L6 e B R
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4 P 2GR SR EIR, 4 R 2570 5 B e R
e G ) e SR ) QOL. FRARAN RN ) K
Az, (R B AEST R S A M E . anvE$E S ORR Al
DCR Jilfi, ET&ESEN BB R BIE (ORR:
SUCRA=97.4%; DCR: SUCRA=96.0%). & 7%
SRR T e AR B PR Hh 2
Fz—, HES AL RIUESmE, B
fil e WS LR IIVE R o T T A% 3 I R R
BRI 2 71— 7 T2 B 5 o Sy S s i B
T 2R A AR A PR R A, AT RS B B
VRS, Horr, 352 by 2 g i B i 40 A 1A
() Go 1, SEBUG & & Eca-109 41 it 3 5 110 1 A0 {2
BEE T, B S IEARST R R — R E T
SR BRI, AR, G5
iE B G I QOL. Rk, &Sk iimid s
IR A AR bR, ARASAE, g s
I ARIETT FIRCRO . LA R A U o, 2R3
JR R AR O R KB 3 R ) 2 e 0 iR R T
WIEIRIG T SR M EE VP ebr 2 — . AWFFH,
4 Firp 2GS FRISA AT DA S AT i e B A
H I QOL (P<<0.05), Horf i 1 5 vk et 2k
HitE (SUCRA=71.3%). JH3E T SR il e ik
PEEUYIRE T A, B TE AR B R I Th AL
WL, T RS T U I B e
JEE P 9 TR 3 R IR e 3 b I S e ORE AR Y
QOL. A ET & 8 Cor B4 AN AT LABH s
LA 2203, THREA R R A3 11, IAFH
il R g B 102, SR ET Dok B B AR R e
g (natural killer, NK). EWEHMuyEYE, $EnyLAk
TP ZR G0N TR 4 M R A A 30, ek, SR
WRIRZHE. AEVIREE 2 P R sy, XFTHATE .
I 8 S A7 %) R B A v FE A S R AR, e
SRR G DRE, FERIT S B R R 2R R
F WA B RIAE FH , 52 mreiiE 35 1) QOLIAL,
1 WU s PR SHRG TT BRI Meta 43T R3],
ST B Y e TR SR VR TT 7 RAESGE AR, X
AR A SRR $Em ARG (Karnofsky
performance status, KPS) P53 75 [ FRA0IT 7 %
AAWEME (P<0.05), AILLEESENITE SR
HIQOL, HAHFILER .

R SRR SRR A M A AR R 7 A el 1
AR, JETIEIR R AFMBuibhi i, % Husg B i
Jo B3 B — w8 PP A B AE A, ik nT DL

RIEANP, SESEE R B8, kb, 7EM% WBC T
Bo 3 THD RRE SRR SR VR AR LA R R 3. ASHIE FL B
SERFE ST GEALIT J5 WBC R B 7 TH R BN
3% (SUCRA=87.3%), HAW7ELEFALIKAE,
1 TR 24 3 S VR B A o P At Y ¥ o T J g %) T HR
Meta 73 #TH, SRR BESERRE ST & LT e A 80
s WBCUSL,  [FFE A B FEIESE T R SRR S 00
TALIT 23 B 8 B wE 0]  WBC T B B AR
YERU™ 1 T2 PRSEAGfRE 1 AT RE R AP AL I8,
IS ip ABERE G LN BR S AR R AL, B
W7 JE TR R RS, i I SRR R R K
P10 d J5 W E G T AL/ R S e A B 8 BRI
i E WG 2 R P W 7 20 R R AR R 4, R w3
JIIRTEREER 11w W N ol TSR I e
B EERNR ) A, AR T e R
H 1o AT 25 AMY 22 BRI 1 40 M KTt T4 248
i HA SR ZU R A B B, T B0 4 K P PRI
JigRg B ) S e Th RE N BT X T ol AT s S
ThREM M T, ABFREERER, EUCERTE
CD4*, CD8" KV J71H, i Sl e &4y b gl
WITHIT R E (P<0.05), XA]RES Wby S
w3 L0 T v WL Ik B 4T B K ST AT R T G g 1
e, JEORGRIETT. DU G, R HAR TG
BB SiH2E22 5, A 2575 A A AT 7E G
9% Dy RE 7 TR AL T Halifb 781821, A 5T FH 2531
[ AN B SN 22 skt . V5 . B BESD . i
R, MU EE SRR 4 Fhrb 2593 5 BCA F AL
IT IS RN R A R I AR T e by B2 5
BAESHE L (P<0.05), P8 d 25 7E5 7 A] LL
& v e A B e SR IR IRIT AL, PR T 51k
A RIS, BAEZOREER

AW I AELE LT R BRI O N FT I SOk
JRERAR, IANK 51 DR APAA 1 50T 7T
e R B, HArE 7 RS J5 Ao B RN 45
PN RE I, G EVHN ISR, A1
— % R Rl MK s @ N T M A B TR,
FRSERHE SN AN 6 TR 7L, Tl REe5 KHEA
WITIRIT BB IT R H TGN 50 /N A A
T, KPR MG 5 O TE=¥
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