794 Frontiers in Pharmaceutical Sciences, May 2025, Vol. 29, No.5

CigE - ZRTR -

JLERNE EFFIRIE B2 R R B 2
g frfiiMetasy i

wAeEE"?, FWE"C, AT, FREC, BB, WERE?

1. REFEHRFE R ERIERKRE+ O (K#E 3003871)
2. BRPEA RIEREFFR T (KiE 300381)

[#H2E]) BH BWIPLEANE EIEIRGE Y i) 2RO M mEE . ik T EL
ke i SRR, £045 PubMed . Web of Science, the Cochrane library, Embase, CNKI, 4
M T R E A B SCHERECE A, R AR R P R & 2024 4F 6 H, A LLERGR R
X BEIGYT JLEE 2 b I SRR YL B (G BE AL FRG G . SR A i . SRS PN 45 T
VEXIH 2 258 N BN SE I, SRR R 4.3.1 #6417 R G EH I Meta 2387, 48 S 20 437
Il Meta [R] A ZR 2RI R0 A REMA K 28 . 45 SR R b A0 A B P SR L e #2e A A i) FIRE AR
R, R RN 1L AWIIE, R 938 1, AN AWTFIT AL 2k b I e
o LG R AR RN AR m S . SR () SMERmBIAR . Meta /345 R,
1RYT 3 d By BB A AR AL T AN R 52.3% [95%C1 (42.1%, 65.0% ) |; W41
ST, BT S d SRR (5) 2 RABMAR 192 BRI R 53.1% [95%CI (44.7%,
63.2% ) 1o ANRBFGEFHAEW AL M R, FEFRETEAT . 80255 A v 24 1 2 BRI AU A
FHAEH 50.0% [95%C1 (42.9%, 58.3%) |, FEARZ Wi fT. 1502590 0 v 24 1 22 B ) sy A
IFHE N 69.0% [95%CI (61.8%, 77.1% ) |; Meta FIFSMTHER, KRGS 5 FHER ]
Wi 2 BTN /N e AR Rl e X CRERIEATE G | AEARTE AT R ) R P2 Ik [ 1) %2
TSR 43531 R 5.40 [95%CI (5.07, 5.72) 1. 9.00 [95%CI (8.17, 9.83) 1d. &it JLEEAME
P SR B e R RIS, s ST T U ST 4 SR I R R, DR
KARR LN BEH L IR A REA AR 5

[£5217) JLw; Atk FIRGEERYL  LRFR0Y; RGN ; Meta 2047
[FhESHES] R7256 [ SCEkFRIRES ] A

Placebo effect in children with acute upper respiratory infection: a systematic
review and Meta-analysis

YANG Jinyu"?, NIU Liging"?, CAI Qiuhan'?, XU Yagian?, CHEN Lulu'?, HU Siyuan'?

1. Clinical Trial Center, First Teaching Hospital of Tianjin University of Traditional Chinese Medicine,
Tianjin 300381, China

2. National Clinical Research Center for Chinese Medicine Acupuncture and Moxibustion, Tianjin
300381, China

Corresponding author: HU Siyuan, Email: husiyuanl963@sina.com

[ Abstract] Objective To systematically evaluate the placebo effect and the influencing factors

DOI: 10.12173/j.iss1.2097-4922.202411080
H4TH: LEFHHAGERTFNHATEEF & ZEAE (20202X09201-008 )
WlEHE: HEBIE, 3, MLHRAESIF, Email: husiyuan1963@sina.com

https://yxqy.whuznhmedj.com


http://dx.doi.org/10.12173/j.issn.1004-5511.202203023
http://dx.doi.org/10.12173/j.issn.2097-4922.202411080

HEETE 2025 5 A% 20 58 5 1 795

of acute upper respiratory infection (AURI) in children. Methods Chinese and English databases including PubMed,
Web of Science, the Cochrane Library, Embase, CNKI, VIP, WanFang Data, and CBM were searched from the
establishments of the databases to June, 2024. Random controlled trials, in which placebos were used as the control
treatment for AURI were included. The literature screening, data extraction and quality assessment were all conducted
independently by two reviewers. The systematic review and Meta-analysis were performed by R 4.3.1 software.
Subgroup analysis and Meta-regression were used to explore the influencing factors of placebo effect. The outcomes
were clinical recovery rate, the recovery time, and improvement rate of AURI. Results A total of 11 studies were
included, involving 938 participants in the placebo group. The diseases included in the studies were AURI or its
clinical specific manifestations, including the common cold, acute pharyngitis and/or acute tonsillitis. The results of
Meta-analysis showed that the conservatively estimated placebo effect of the recovery rate of the upper respiratory
tract infection after 3 days of treatment was 52.3%[95%CI (42.1%, 65.0%)]. The results of the subgroup analysis show
that the placebo effect of acute pharyngitis and/or acute tonsillitis after 5 days of treatment was 53.1%[95%CI (44.7%,
63.2%)]. Subgroup analyses were performed according to different study characteristics, and the results showed the
combined effect values were 50.0%[95%CI (42.9%, 58.3%)] for Chinese studies using traditional Chinese medicine
and 69.0%[95%CI (61.8%, 77.1%)] for Russian studies using Western medicine. The Meta-regression analysis
showed that the publication year and ages could affect the placebo effect. The placebo effect for the cure time of the
disease under different definitions of cure (symptoms basically disappear, symptoms completely disappear) were
5.40[95%CI(5.07, 5.72)] days and 9.00 [95%CI(8.17, 9.83)] days, respectively. Conclusion AURI in children has a
high placebo effect, which means that the results can be used to judge the clinical value of the single-arm studies and

to estimate the sample size for future exploratory random controlled trials of placebo..
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Figure 5. Meta—-analysis of the placebo effect on recovery time for complete resolution of episodic symptoms in children

1 e R AR X ) LB 38 A g 1Y 3R
H TR 7 dkER, FHERS28, %
TR A 60 1L, 7 d A 63% MHIFEKIN
FEEFAFE] T A YRTT -

3 itk

W2 iRy T LEE IR RIS B N AE , T AR
FEPEENL T R, W] DLk Ree 7 T E ,
SR (8 atEmkiAR . KR EW, £
BORARRII TR, R LR A AR R
BRbR, PEMXTRIBTARCR W] LU SGER 1E/
SR, DUERIGE R FZE R, PRI AEIRY AL
U AW BRI AR | B A ) BE
ARUGE S H R R, XA IR K/ K
M PRI ZE AT TR, B AT A DA St 351 SR xof B Ay Jek
TRVEIGIRIT T, PR A R A 5 SO AT
Al Ry )L IR B B A SR, R ARSI
W, DA 29 JLEE I PRI e R

IR as R, LRFAIT 3 d 1 JLE &
PRI PERLR ORI R 52.3% [95%CL (42.1%,
65.0%) 1o WAHSHEZ, HI7 5 dBy2atEmi
(B ) 20k e Mk A 58 5 9 98 A 238 1 22 TRt 3R R0y
H 53.1% [95%C1 (44.7%, 63.2% ) 1; ¢4 FE #E17
1Y 5 W IE X e b M2V e 25, e
BT 1 TSR T A AR AR i e 2
Yy, R RO BT RS, 2R
Aot E L, R e B R AR 2
Pyt DA ik 25 e e SR RGO o X R e R

() Meta [BIH M HTHE S, BIFSY R AP0 5 LR FIAK
NS IEAOG, 3] R PR b Bl I I R A
KR, BRI R K, FREXT R RS
FBOE AR, DT P e B Bk R 32 7 2%
PEAS U2 B2 B A RO AN R, BT A e
(B I ST AR SN AT B S5 1, — s L R Al
$552.3% 1E 0 3 d S BB S AR A0 2 S 000 5
TSGR A I 5 BNV AE I T {5 X
1] R 65.0% 1E RS, 2 5850 52 R
NG, (ARSI /N, % IEF e 5 L
NI R B R KI5 B T A 5 PN AR
TG SCR s, WO RBAS LB A A B
L BRI, RS S AR BT I 2 56 1
ARG B X UM g . AR RE T
R AR AN, Y AT SRR
PRI TEH, I IRAEARFEATH ], 2 BR800 Hy
5.40 [95%CI (5.07, 5.72) |d; 4 “¥Em” XN
JIT A BERSE 4T 2 | AR FRIARUN 24 9.00 [95%CT
(8.17, 9.83) | do DA LZERFTH T2 L&
JRL BRI 5 28 R 0 e RAN LT, DL R AR
RN BEALXT R0 AR A Al 5
RFFAFAE—E R —25 &9 Hb R R
JF RSO D, TS REAS R/, FSR A
RATRE 2 Ay, e 2 TR R AR AR i I g i
FIRIFFESR SC 8 IR LB A R A A
IUAT SR b g I 2R AN ISRy 5 d 53 d,
BT RSP RRERITRL, AR EIME 3 d el
AR AR, HES R T BE S m Al 2RI

https://yxqy.whuznhmedj.com



2y

FHIE 2025 £ 5 A% 2955 54

R

R PTANEE B U AEM 5 h 58 o

S5 3k

1

ERA, R, L, 9 . M ILERE 55 9 it M),
AT AR T HRRA: , 2022: 1338.

Heikkinen T, Jarvinen A. The common cold[J]. Lancet, 2003,
361(9351): 51-59. DOL: 10.1016/S0140-6736(03)12162-9.

e R PR 22 2 LR A 2x L P AR v I 242 2 v 24 I DR 24 2
=N N ) ST W O L] () W oy @ a R R R 0 N
B 25 T SE | 2023, 46(2): 237-244. [Chinese Society of
Traditional Chinese Medicine Pediatrics Branch, Chinese Society
of Traditional Chinese Medicine Clinical Pharmacology Branch.
Guideline on design and evaluation of clinical trials for Chinese
medicine in common pediatric diseases: acute upper respiratory
tract infection[J]. Drug Evaluation Research, 2023, 46(2): 237-244.]
DOI: 10.7501/j.i3sn.1674-6376.2023.02.001.

ERE, VRN, ETE T o 24 2 R O e v 2 22 SRR
A AR T [, I e B 24 {7 B 2% A, 2021, 28(5): 12-13.
[Lyu X, Ling L, Xia Y. Discussion on usage of TCM placebo
based on clinical trials of new drugs in TCM[J]. China Journal of
Chinese Materia Medica, 2021, 28(5): 12-13.] DOI: 10.19879/
j.enki.1005-5304.201805006.

Nations U. Convention on the Rights of the Child[EB/OL]. (1990-
09-02) [2025-03-07]. https://www.ohchr.org/en/instruments—
mechanisms/instruments/convention—rights—child.

Sterne J, Savovic J, Page MJ, et al. RoB 2: a revised tool for
assessing risk of bias in randomised trials[J]. BMJ, 2019, 366:
14898. DOI: 10.1136/bm;j.14898.

BHEAL T, RIBREA , AF L AT SC B REAR B AR,
(B 73 A BB 4 B S n e 22 B e 45 0], TP R IE R A
2017, 17(11): 1350-1356. [Luo DH, Wan X, Liu JM, et al. How to
estimate the sample mean and standard deviation from the sample
size, median, extremes or quartiles[J]. Chinese Journal of Evidence—
Based Medicine, 2017, 17(11): 1350-1356.] DOI: 10.7507/1672—
2531.201706060.

TR, RO, k4E, . B HE ORI LE R
PE I R (R IE ) 2 Pl BEATL X BRI R BF
S Z9ITNIIFSE L 2021, 44(4): 774-779. [Wang DS, Wu LQ,
Zhang W, et al. A multi—center, randomized controlled clinical
study of compound Qinlan oral liquid in treatment of children
with acute upper respiratory tract infection (wind-heat cold
syndrome)[J]. Drug Evaluation Research, 2021, 44(4): 774-779.]
DOI: 10.7501/j.issn.1674-6376.2021.04.015.

SEHE 2 AN TR] 3R i B3 R 10 BRBA YT /N L Ak —
it Bk A % i B S ARAIE 1) A R I A PR ()] RS
. 2018, (24): 112. [Mai GL. The efficacy and safety analysis of
different dosages of Pudilan Xiaoyan oral liquid in treating acute
pharyngo—tonsillitis with lung—stomach excess heat syndrome
in children[J]. New Mom and New Born, 2018, (24): 112.] DOI:
10.3969/}.issn.1671-2242.2018.24.099.

FEuEE SRR Bl A5 T R DRI R
ISP/ LAANEN — BRI 1 SEFATIE RS 22 o Ol RBIE ST [J].
FREEZY |, 2017, 48(4): 753-759. [Du HZ, Hu SY, Zhong CL, et al.

https://yxqy.whuznhmedj.com

11

12

13

14

15

16

17

18

19

20

21

801

A multi—center clinical trial: evaluation on effectiveness and safety
of different dosages of Pudilan Xiaoyan oral liquid in treatment of
infantile acute pharyngitis—tonsillitis with lung—stomach excess—
heat syndrome[J]. Chinese Traditional and Herbal Drugs, 2017,
48(4): 753-759.] DOL: 10.7501/}.issn.0253-2670.2017.04.022.
ety . ANILE BURLIR T /AN L 2 R (il 2 #
WE) A9IERBFSE (D] 2t - 1AL A S 25 K2 | 2016. https://
d.wanfangdata.com.cn/thesis/D846586.

FUg, SR L FE A . AN IR R S BRI T L 2k
IR R P IR PSR LS ()], P S LRk A
2012, 27(7): 533-536. [Wang Z, Zhang L], Dong LQ. A study
of antipyretic effect of ChaiHuang Keli with different doses on
children with acute upper respiratory tract infection[J]. Chinese
Journal of Practical Pediatrics, 2012, 27(7): 533-536.] https://
d.wanfangdata.com.cn/periodical/zgsyekzz201207015.

Geppe NA, Blokhin BM, Shamsheva OV, et al. Efficacy and safety
of ergoferon in children from 6 months to 6 years old with acute
respiratory viral infections in contemporary outpatient practice: a
multicenter, double-blind, placebo—controlled randomized trial[J].
Can Respir J, 2021, 2021: 5570178. DOL: 10.1155/2021/5570178.
Kurugdl Z, Bayram N, Atik T. Effect of zinc sulfate on common
cold in children: randomized, double blind study[J]. Pediatr Int,
2007, 49(6): 842-847. DOL: 10.1111/].1442-200X.2007.02448 x.
Maya—Barrios A, Lira—Hernandez K, Jiménez—Escobar 1, et al.
Limosilactobacillusreuteri ATCC PTA 5289 and DSM 17938
as adjuvants to improve evolution of pharyngitis/tonsillitis in
children: randomised controlled trial[J]. Benef Microbes, 2021,
12(2): 137-145. DOI: 10.3920/BM2020.0171.

Macknin ML, Piedmonte M, Calendine C, et al. Zinc gluconate
lozenges for treating the common cold in children: a randomized
controlled trial[J]. JAMA, 1998, 279(24): 1962-1967. DOI:
10.1001/jama.279.24.1962.

Taylor JA, Weber W, Standish L, et al. Efficacy and safety of
echinacea in treating upper respiratory tract infections in children:
a randomized controlled trial[J]. JAMA, 2003, 290(21): 2824—
2830. DOI: 10.1001/jama.290.21.2824.

Hutton N, Wilson MH, Mellits ED, et al. Effectiveness of an
antihistamine—decongestant combination for young children with the
common cold: a randomized, controlled clinical trial[J]. J Pediatr,
1991, 118(1): 125-130. DOI: 10.1016/50022-3476(05)81865-7.
GniB S, Kappesser J, Hermann C. Placebo effect in children: the
role of expectation and learning[J]. Pain, 2020, 161(6): 1191-
1201. DOI: 10.1097/j.pain.0000000000001811.

Taylor JA, Opel DJ. Using the placebo effect to treat cold
symptoms in children[J]. JAMA Pediatr, 2014, 168(12): 1091-
1092. DOI: 10.1001/jamapediatrics.2014.2355.

Paul IM, Beiler JS, Vallati JR, et al. Placebo effect in the treatment
of acute cough in infants and toddlers: a randomized clinical
trial[J]. JAMA Pediatr, 2014, 168(12): 1107-1113. DOI: 10.1001/
jamapediatrics.2014.1609.

W H I 2024 4F 11 A 24 H ERIHE: 20244512 H 30 H
ARG 4 W BRI


https://pubmed.ncbi.nlm.nih.gov/12517470/
https://d.wanfangdata.com.cn/periodical/Ch9QZXJpb2RpY2FsQ0hJTmV3UzIwMjUwMTE2MTYzNjE0EhV6d2tqemxtbC16Y3kyMDIzMDIwMDEaCHVsbjdiems0
https://d.wanfangdata.com.cn/periodical/Ch9QZXJpb2RpY2FsQ0hJTmV3UzIwMjUwMTE2MTYzNjE0EhJ6Z3p5eXh4enoyMDIxMDUwMDQaCDRhZnJ6dGNv
https://d.wanfangdata.com.cn/periodical/Ch9QZXJpb2RpY2FsQ0hJTmV3UzIwMjUwMTE2MTYzNjE0EhJ6Z3p5eXh4enoyMDIxMDUwMDQaCDRhZnJ6dGNv
https://www.ohchr.org/en/instruments-mechanisms/instruments/convention-rights-child
https://www.ohchr.org/en/instruments-mechanisms/instruments/convention-rights-child
https://pubmed.ncbi.nlm.nih.gov/31462531/
https://d.wanfangdata.com.cn/periodical/Ch9QZXJpb2RpY2FsQ0hJTmV3UzIwMjUwMTE2MTYzNjE0Eg96Z3h6eXgyMDE3MTEwMTgaCDM1NnJkcHpz
https://d.wanfangdata.com.cn/periodical/Ch9QZXJpb2RpY2FsQ0hJTmV3UzIwMjUwMTE2MTYzNjE0Eg96Z3h6eXgyMDE3MTEwMTgaCDM1NnJkcHpz
https://d.wanfangdata.com.cn/periodical/Ch9QZXJpb2RpY2FsQ0hJTmV3UzIwMjUwMTE2MTYzNjE0EhV6d2tqemxtbC16Y3kyMDIxMDQwMTUaCGtxYmlreWtt
https://d.wanfangdata.com.cn/periodical/Ch9QZXJpb2RpY2FsQ0hJTmV3UzIwMjUwMTE2MTYzNjE0Eg1teXNqMjAxODI0MDk5GggxZ21xb3pyMg%3D%3D
https://d.wanfangdata.com.cn/periodical/Ch9QZXJpb2RpY2FsQ0hJTmV3UzIwMjUwMTE2MTYzNjE0Egx6Y3kyMDE3MDQwMjIaCGg0ZXlobzNk
https://d.wanfangdata.com.cn/thesis/D846586
https://d.wanfangdata.com.cn/thesis/D846586
https://d.wanfangdata.com.cn/periodical/zgsyekzz201207015
https://d.wanfangdata.com.cn/periodical/zgsyekzz201207015
https://pubmed.ncbi.nlm.nih.gov/34820034/
https://pubmed.ncbi.nlm.nih.gov/34820034/
https://pubmed.ncbi.nlm.nih.gov/33789556/
https://pubmed.ncbi.nlm.nih.gov/9643859/
https://pubmed.ncbi.nlm.nih.gov/14657066/
https://pubmed.ncbi.nlm.nih.gov/1670783/
https://pubmed.ncbi.nlm.nih.gov/31977929/
https://pubmed.ncbi.nlm.nih.gov/25347413/
https://pubmed.ncbi.nlm.nih.gov/25347696/
https://pubmed.ncbi.nlm.nih.gov/25347696/

