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Systematic review and Meta-analysis of efficacy and safety of
Biyuan Tongqiao Granules in treatment of chronic sinusitis

TAN Chang, ZHANG Li-dan, ZHI Ying-jie " , XIE Yan-ming "
(Institute of Basic Research in Clinical Medicine, China Academy of Chinese Medical Sciences, Beijing 100700, China)

[ Abstract] The present study conducted a systematic review and Meta-analysis on the efficacy and safety of Biyuan Tongqiao
Granules in the treatment of chronic sinusitis. CNKI, Wanfang, VIP, SinoMed, PubMed, Cochrane Library, EMbase, and Web of
Science were searched for randomized controlled trials (RCTs) of Biyuan Tongqiao Granules in the treatment of chronic sinusitis. The

quality of the included RCTs was assessed according to the Cochrane risk-of-bias assessment tool and the final included trials underwent
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Meta-analysis with RevMan 5. 4. 1. Fifty-four RCTs were included, with a total sample size of 7 278 cases. The results of Meta-analysis
showed that the clinical efficacy of Biyuan Tonggiao Granules alone or in combination in the experimental group in the treatment of
chronic sinusitis was superior to that in the control group with conventional western medicine, Chinese medicinal preparations, or
surgery only (RR=1.19, 95%CI[ 1. 15, 1.24], P<0.000 01). The combined use of Biyuan Tongqiao Granules on the basis of the
control group was superior to the control group in improving the main symptoms and signs of chronic sinusitis [ RR,,.i congostion = 1+ 33,
95%CI[1.21, 1.45], P<0.000 01, RR =1.28, 95%CI[ 1. 18, 1.40], P<0.000 01, RR =1.28, 95%CI
[1.16, 1.41], P<0.000 01]. Biyuan Tonggiao Granules alone or in combination could effectively reduce the Snot-20 score, which
was superior to the control group (MD=-2.94, 95%CI[ -3.60, —2.28], P<0.000 01). Biyuan Tongqiao Granules alone and in
=-4.44, 95%CI[ -6.05,

runny nose turbinate congestion or swelling

combination could effectively reduce the VAS score, which was superior to the control group ( MD
—2.82], P<0.000 0135 MD,,.\ congestion vas score = —0- 99, 95%CI[—1.38, —0.60], P<0.000 O1; MD,,.. e vas score = — 1. 19, 95%CI
[-1.62, -0.76], P<0.000 01; MD =-0.96, 95%CI[ -1.26, —0.65], P<0.000 O1; MD, s 1 face pain vaS score = —0- 73,
95%CI[ -0.98, —0.47], P<0.000 01). The combined use of Biyuan Tongqgiao Granules could effectively reduce the sinus CT score
s CT score = —3- 68, 95%CI[ -5.47, -1.88], P<0.000 1,
=-3.06, 95%CI[ -5.53, -0.59], P=0.02). Compared with the control group with conventional western

total score

dysosmia VAS score

and the Lund-Mackey score of the endoscopic mucosal morphology ( MD
MD oscopic mucosal morphology score
medicine, Chinese medicinal preparations, or surgery only, combined use of Biyuan Tongqiao Granules did not increase the occurrence
of adverse reactions (RR=10.68, 95%CI[0.26, 1.77], P=0.43). As demonstrated by the existing evidence, Biyuan Tongqiao
Granules can improve the clinical efficacy of chronic sinusitis, relieve the clinical symptoms and signs, and reduce the Snot-20 score,
VAS score, and Lund-Mackey score, without inducing serious adverse reactions, indicating that Biyuan Tongqiao Granules alone or in
combination are more effective and safe in the treatment of chronic sinusitis than conventional western medicine, Chinese medicinal
preparations, or surgical treatment. Since the quality of the included trials was generally low, large-scale, high-quality, rigorous,
multi-center, and blinded-designed RCTs that meet international standards should be adopted in the future to increase the strength and
level of evidence.

[ Key words] Biyuan Tongqiao Granules; chronic sinusitis; systematic review; Meta-analysis
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WLH Ay B )5 B 25 (RR = 1. 16, 95% CI1[ 1. 09,
1.24],P<0.000 01) HK& HZj(RR=1.20,95%CI
[1.15,1.25],P<0.000 01) i 5 2H ()l KA 85K 1
LT XRTIRA 2 A G2 E 3, WK 3,

2.4.2 SFERERME 6T PTG R
T B FEREIRDSE SRS U6 R I 5 8] S T A e
4494

(P=0.22,F =28%) , >R R0 B RHE AT Meta 43
Br. S5 BRI BLIA YT + 5 U E 25 B8 X &
FESEIR BB A T X 40 (RR = 1. 33,95%CI[ 1. 21,
1.45],P<0.000 01) , 2 S AG#E L, WE 4,
2.4.3 FEREEREGE 6 WP R 4
TSR TRAE AR A3 S BT A 5 s F 5 (] [ BT
PR (P=0.44,F =0) , R FH & & R0 45 78 i 17
Meta 5387, 255 o, B0 4 H LA YT + 5 UK 38 75
HORE T S o R IR 2 3 0 T X B4 (RR = 1. 28,
95%CI[1.18,1.407, P<0.000 01) , 2 %4 5 it
2.4.4 BFFLIMAAKRER S 5 0T g
FEHRAE T 5 SO R IR e S MR R S R
WFFE ][R B4 (P =0. 40,1 = 2% ) , 5% JH B 2 5%
NAERIIEFT Meta 43 #2550 WoR I 4 W MR
Y7 + 5 DA 55 TURLIA T 18 1 55 55 4 ) S R 7 ot e
AR T X B4 (RR = 1.28,95%CI[ 1. 16,1.41 ],
P<0.000 01) , 25 A4 L, WLE 6,
2.4.5 Snot-20 PS> 6 WiMtF R T REEIRTE
Snot-20 PF4Y, o s FH 25 1 Y BRA 2 S
Ty 3022 e MRS 0t R A ) S P A
(P<0.000 01,7 =94%) , W41 57 J5 B & FH 2507 5¢
6] S R (P =0.03, 7 = 62%) , 0% JH FEAIL &L
WA HIHEFT Meta 7087, 45 R Eon, 5 4 Snot-20
PR T X B ZH (MD = —2.94,95% CIL[ - 3. 60,
-2.287,P<0.000 01) , Z5 A G112 L, W45
Mrig Bt F 25 (MD = -4.34, 95% CI [ - 4. 74,
-3.947,P<0.000 01) HEA& HZ (MD=-2.51,95%
CI[-2.81,-2.22],P<0.000 01) X% 2H Y Snot-20
TR T X IR, 2 A G 5, WE 7,
DRI G 21 7 o Pk b vy, OO IR 25 164 T
AT, IR 1R Sk A 25 41 R sk
FEAK(P=0.60,1"=0) , 1] fE 1% SCk o+ i it 1L
el T S Mg 551 17T JHC At SCHR Al S W 50 B A 1R S
HABIEST , 5 IEAFAE ML 22 5, B 0 1 8508 (7 22
Fl i S HADAF BRI 25 5% ) o
2.4.6 VAS BIT4 10 TAFFEIRA T RERITE
VAS B4y, Hop o 25 1 /Y B2 9
Fg19:22:29.27 3033302530 5 o G 1 Ik S R 9 1] S SR
£ (P<0. 000 01,77 =99%) , WA M e BE & FH 24
WS 8] 5 51 8 (P<0. 000 01,77 =99%) , % FH bifi
PUAN AT AT Meta 20 B, 4553 BoR, 50 41 19
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Experimental

Control

Risk Ratio

Total Events Total Weight M-H.RRandom.95% CI

Stu or Subgrou Events

1.1.1 S

2k—fr2008 144 155 44 50 26%
BFIE 2005 77 9z 2 64 1.2%
%2018 20 106 66 103 1.9%
Fli2018 40 41 2 4 1.9%
&=472012 ag 104 34 42 21%
RS 2010 74 g5 700 8B 2.3%
PRtE=t 2012 275 300 160 200  2.8%
Dpds2008 30 a3 7284 27%
Subtetal (95% CI) 976 670 17.5%
Total events a83 508

Heterogeneity: Tau®= 0.00; Chi*= 14.08, df= 7 (P = 0.05); F= 50%

Test for overall effect: Z= 4.51 (P = 0.00001)

1.1.2 &

=E#2019 49 50 42 50 2.4%
{HEE2015 32 45 42 45 1T7%
FliEg2011 42 50 32 50 1.4%
2013 30 a7 44 53 23%
[E2017 28 40 3 40 1.5%
Pl]Nil2016 58 &0 56 B0 28%
BE£2018 37 40 26 40 1.4%
BER2019 46 48 40 48 22%
FIME2014 57 &0 48 B0 2.3%
ZERL2007 &1 64 45 50  26%
#E2014 44 50 33 80 1.5%
#2017 46 50 3 50 1.8%
HIE2013 32 34 2430 17%
FAg2021 93 100 63 100 21%
ST REIE2021 41 45 33 44 18%
HEP2015 56 60 47 B0 2%
Fakik2014 a7 40 28 40 1.6%
FIF2017 38 40 28 40 1.6%
shhlg2013 173 180 114 180 25%
SEE 2011 52 55 47 55 2.4%
HEE2016 43 52 50 52 23%
4352014 61 70 50 700 1.9%
EmiF2008 76 87 38 59 17%
FEE2015 68 75 47 TE 1.8%
Fa2015 51 55 a0 55 1.9%
F2020 29 30 25 30 1.9%
B#3R2019 46 47 3| 47 22%
2015 72 g3 53 83 1.8%
2016 58 &0 50 B0 2.4%
EHREE 2020 45 48 3 48 2.0%
SEEERh2012 82 148 35132 1.0%
HEE2016 36 40 28 40 16%
ShaEEE2020 56 &0 47 B0 21%
BRrEfE2016 125 138 112 138 27%
BRiEEE 2019 55 &0 42 61 1.8%
PFREEX2018 36 38 30 38 19%
DRI BRI EFE TR ESSSE 46 53 3| 53 17%
DR 2018EHES 49 53 a1 53 20%
DRI HEEHESAEER 50 53 42 53 21%
DR ITFEERATEER 50 53 42 53 21%
ENFS2013 56 56 2330 17%
EHiEk2018 a6 58 51 61 2.4%
Subtotal (95% CI) 2625 2496 82.5%
Tatal events 2359 1827

Heterogeneity Tau== 0.01; Chi®= 134 54, df= 41 (P < 0.00001); F= 70%

Test for overall effect: £= 7.99 (P = 0.000013

Total (95% CI)
Total events

3601
3242

2335

3166 100.0%

Heterogeneity: Tau®= 0.01; Chi®=149.24 df=49 (P = 0.00001);, F=67%

Testfor overall effect: Z= 819 (P = 0.00001)
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.38)
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44]
48]
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1.20 [1.15, 1.25]

Testfor subgroup differences: Chi*=0.53, df=1 {P=0.47), F=0%

Il PRAT B3 Y Meta 7347

Fig.3 Meta-analysis of clinical effective rate
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Favours [control]

Favours [experimental]

Experimental Control

Study or Subgrou Events  Total Events Total Weight
{H&E2015 40 45 3z 45 18.2%
[a4E2017 38 40 26 40 14.8%
#E2014 44 a0 33 50 18.7%
#2017 45 a0 3z 50 18.2%
FfcE2014 a8 40 a4 40 19.3%
E¥52013 34 34 16 24 10.9%
Total (95% CI) 259 249 100.0%
Total events 239 173

Heterogeneity: Chi*=6.98, df=5(P=022), = 28%
Testfor overall effect Z=6.14 (P = 0.00001)

S TEAEARBGE Y Meta 7347

Fig. 4 Meta-analysis of improvement in nasal congestion

Risk Ratio
M-H, Fixed, 95% CI
1.25[1.01,1.55]
1.46[1.15,1.85]
1.33[1.07,1.67]
141 [1.12,1.77]
1.12[0.96,1.30]
1.491[1.12,1.98]

1.33[1.21, 1.45]

Risk Ratio
M-H, Fixed, 95% CI

0.7
Favours [control]
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Favours [experimental]

Risk of Bias

ABCDEFG

—— 2222032
—— Peoeaeeaa
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Experimental Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed. 95% CI M-H. Fixed, 95% CI ABCDEFG
{H%EF2015 349 45 30 45 159% 1.30 [1.03, 1.65] I — 2222722
[aE2017 36 40 28 40 148% 1.28[1.02,1.61] @®@z222@7272
#HE2014 46 a0 36 a0 191% 1.28 [1.06, 1.55] e — 2222@22
#HIE2017 43 a0 34 a0 18.0% 1.26 [1.01,1.58] 222922
FaF2014 38 40 34 40 18.0% 1.12 [0.96, 1.30] T @27272@®72 2
#Fs2013 56 56 20 30 141% 1.50[1.16,1.93] —— @9e0ee0a
Total (95% CI) 281 255 100.0% 1.28 [1.18, 1.40] -
Total events 258 182
Testfor averal ot 7— 560 (- < 0000015 07 obs 12 15
e . Favours [control] Favours [experimental]
925 KL VR S -
&5 oA IR BB 1) Meta 43T
Fig.5 Meta-analysis of improvement in runny nose
Experimental Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgrou Events Total Events Total Weight M-H, Fixed, 95% CI M-H. Fixed, 95% CI ABCDEFG
[a)fe2017 3r 40 30 40 20.2% 1.23[1.01,1.51] = @222@722
#E2014 45 50 34 a0 22.9% 1.32[1.07,1.64] — P29200@
HAE2017 44 50 36 50 243%  1.22[1.00,1.49) = 922202 @
F 2014 38 40 33 40 22.3% 1.15[0.98, 1.35] | @222@2 2
EF52013 il 34 13 24 10.3% 1.68[1.15, 2.47] P2P20@@
Total (95% Cl) 214 204 100.0% 1.28 [1.16, 1.41] @
Total events 195 146
Heterogeneity: Chi®= 4.08, df= 4 (P =0.40); F=2% EIIS UIT 155 é
Test for overall effect: Z= 4.97 (P < 0.00001) Favours [control] Favours [experimental]
=] eSS
K6 G FEM AR RS Meta 7347
Fig. 6 Meta-analysis of improvement in turbinate congestion and swelling
Experimental Control Mean Difference Mean Difference Risk of Bias
Study or Subgrou Mean _SD Total Mean _SD Total Weight IV, Random, 95% Cl IV, Random. 95% CI ABCDEFEG
2.1.1 %
Hik=2018 1089 055 106 1533 1.99 103 198.7% -4.34[4.74,-3.04] - 2?7??2@@® 7
Subtotal (95% CI) 103 19.7% -4.34[-4.74,-3.94] *
Heterogeneity: Mot applicable
Test for overall effect: Z= 21.36 (P = 0.00001)
2.1.2 s
ZE472020 4.4 051 43 721 069 43 206% -2.81 [3.07,-2.55 - 792007
SHUEIE2015 1332 586 32 1762 B17 32 41% -430[7.25-135 22727@@?
F§P2019 6.88 2.11 54 942 289 54 147% -2.54[3.49,-1.59] i PPPP2007
FF2020 2.02 046 30 435 079 30 20.2% -2.33[2.66,-2.00] - 2?2?2997
k2019 213 0.35 47 446 068 47 208% -2.33[2.55-2.11] - ®??2?2@8@ 7
Subtotal (95% C1) 206 206 80.3% -2.51[-2.81,-2.22] ¢
Heterogeneity: Tau?= 0.05; Chi*=10.41, df= 4 (P = 0.03); F= 62%
Test for averall effect: Z= 16.82 (P = 0.00001)
Total (95% CI) 312 309 100.0% -2.94 [-3.60, -2.28] >
Heterogeneity: Tau®= 0.53; Chi*= 82.93, df= 5 (P < 0.00001); = 94% t t t

Test for overall effect: £=8.71 (P = 0.00001)

L
4 -2 0
Favours [experimental] Favours [control]

Test for subgroup differences; Chi®= 5237, df=1 (P = 0.00001), F=98.1%

K7  Snot-20 PE43AY Meta 43 H7

Fig. 7 Meta-analysis of Snot-20 score

VAS EPFAREARSCR AL T B 4L

(MD = —4. 44,95%

(P=0.001,I"=78%) , W HEJ&iZ SCk HHEEA 1 Ph

CI[ -6.05,-2.82],P<0.000 01) , V.£H 4345 Bl
FHZ5 (MD = - 4.89,95% CI[ -6.12, -3.66 ], P<
0.000 01) J&4& 25 (MD =-4.39,95%CI[ -6. 08,
-2.697,P<0.000 01) i F 211 VAS B4 FEAR AL
AT, 2R A5 E X WE 8,

PRI 45 Ry 48 A 5 T 8, SO0 LR AT U 43
Br, BB 5 T 10220 BRI Bk 2 ) o
UF(P=0.29, =19%) ; 5 JH -+ 3k I 55 S50 P A i e A1

4496

RS LA SCHR 22, 34 T fOUs B 7 25 4F
1% 7R RS AR R 225,

2.4.7 GIEVAS TR 11 BWFHRA T B EIRST
JE 5L IE VAS ¥4y, Hoh o 25 1 350 B0
ézj 10 IﬁL23,27-29.32,39-40.47,53,57J . ﬁﬁTﬁ*ﬁgﬁEzﬁﬁ%
B8] S R 78 (P<0. 000 01,17 =97%) , WV.4H 43 B ) Bk
A F 25 W 5% 6] S 5T PE 4TS SR 5 (P<0.000 01, I° =
98% ) , R BB LS N A AU A T 6 3400, 45 R
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Experimental Control

Mean Difference

Mean Difference Risk of Bias

Study or Subgrou Mean SD Total Mean SD Total Weight V. Random. 95% Cl IV. Random, 95% CI ABCDEFG
2.3.1 0 FH sk

%= 2018 1054 312 106 1543 556 103 9.9% -4.88 [6.12,-3.66] - 232229092
Subtotal (95% CI) 106 103 9.9% -4.89[-6.12, -3.66] <>

Heterogeneity: Mot applicable

Test for overall effect: Z=7.81 {P = 0.00001)

2.3.2 ey WAL

faE2017 112 22 40 19 37 40 98% -7E0[013,-647] —— 922720072
EEE2011 1272 536 56 1386 486 46 90% -1.14[3.13, 085 — 922200972
=47 2020 538 042 50 122 3.21 50 101% -6.82 [7.72,-5.92] —_ @2@r@®7
#E2017 11.21 215 50 19.04 367 50 9.9% -7.83[0.01,-6685 —— @?2?27@@ 7
#2013 154 054 34 322 132 30 103% -1.68[219,-1.17] - 92220072
FEII2017 1.98 038 40 279 0.58 40 10.4%  -0.81 [-1.03,-0.59] = 92272002
F¥Hz019 254 096 54 322 1.02 54  104% -0.68[1.05,-0.31] - @22 r1@® 7
PRiRIE 2019 1117 223 BO 1823 372 61 100% -8.06[8.15-687] —— @27279@ 7
BREFE2018 426 031 38 9.08 2.21 38 10.2% -4.82 [5.53,-4.11] - 232729072
Subtotal (95% CI) 422 409  90.1% -4.39 [-6.08, -2.69] e

Heterogeneity: Tau®= 6.48; Chi*= 60785, df= 8 (P < 0.00001}; F= 98%

Test for overall effect: Z=5.06 (P = 0.00001)

Total (95% Cl) 528 512 100.0% -4.44 [-6.05, -2.82] b

Heterogeneity: Tau®= 6.51; Chi®= 633.69, df= 9 (P < 0.00001); F= 98% '4 2 b 2 :1

Test for overall effect: Z= 5.38 (P = 0.00001)
Testfor subgroup differences: Chi*=0.22, df=1 (P = 0.64), F=0%

K18  VAS BITSTY Meta 737
Fig. 8 Meta-analysis of VAS total score

IR 4H Y 5 ZE VAS T4 AR SUR AR T 5 iR 4]
(MD=-0.99,95%CI[ -1.38,-0.60],P<0.000 01) .
W4H A3 Hr I B B 25 (MD = - 0. 54, 95% CI[ -0. 74,

Experimental Control

Study or Subgrou Mean SD Total Mean
3.4.1 4
Hixk=2018 1.58 045 106 212 082 103 9.6%

Subtotal (95% CI) 106 103 9.6%
Heterogeneity: Mot applicahle
Test for overall effect: Z=5.37 (P = 0.00001)

342 §L5

EEFz011 303 1.71 56 316 1.53 46 T9%
FHEImI019 048 0.23 48 1.01 047 48 9.7%
SeefEI014 056 0.28 B0 1.05 042 (=11 9.8%
#E2014 172 0.43 50 3.02 069 a0 9.6%
ARG 2015 283 233 32 385 2n 32 5.6%
FEEING 0.88 0.47 52 182 001 52 9.8%
HE20E 0829 0.46 B0 2 083 60 9.5%
EEFE 2020 312 078 48 465 089 48 9.2%
BFREE2018 1.54 0.36 38 312 059 38 9.6%
LRI SFEERATEIR 162 0.52 83 211 051 53 9.6%
Subtotal (95% CI) 497 487 90.4%
Heterogeneity: Tau®= 0.43; Chi®= 370.32, df= 9 (P = 0.00001); I*= 98%

Test for overall effect: Z= 4.80 (P <= 0.00001)

Total (95% CI) 603 590 100.0%

Heterogeneity: Tau®= 0.41; Chi*= 38518, df= 10 (F < 0.00001}); F= 87%
Testfor overall effect: Z=4.94 (P = 0.00001)
Testfor subgroup differences: Chi®= 4.33, df=1 (P =0.04), F=76.9%

F9 EZE VAS P/ Meta 2307

Fig. 9 Meta-analysis of VAS score for nasal congestion

2.4.8 Uil VAS W4 11 BIFSRHRAE T ) m%‘?ﬁﬁ
JEHYFLE VAS ¥4, Horp s F 25 1 1Y B
é}\j 10 Iﬁ[23‘27'29'32’39'40'47’53’57 . #B\%‘ﬁ*ﬂgﬁﬁﬂ?ﬁ%
A 5 M = (P<0. 000 01,17 =98%) , .40 73 A1 i Bk
A 250 5% [8) 52 51 immm ( P<0.000 01,12 =
99% ) , R LA N B RL A 75 3 08T

7N RIS ZH AT VAS ﬂ:/\[‘kﬁExﬁ%ﬁE?XTﬂ“é

(MD = - 1.19, 95% CI [ - 1.62, - 0.76 ], P <
0.000 01) , A G5 L, WA B )5 Hk
Z5(MD = - 1.46, 95% CI1 [ - 1.75, - 1.17 ], P<

Mean Difference
SD Total Weight IV, Random,95% CI

Favours [experimental] Favours [control]

-0.34],P<0.000 01) J&A H25(MD =-1.04,95%CI
[-1.46,-0.61],P<0.000 01) X5 4H i) 5L JE VAS 1T
SRR T RRA , 2 A G2 X, WA 9,

Risk of Bias
ABCDEFG

Mean Difference
IV, Random, 95% CI

054 [-0.74, -0 34] —— 72772@7 7
-0.54[-0.74, -0.34] &>

013 [-0.76, 0.50] —_ @2772@77
-0.53 068, -0.38] - @2772@®7 7
-0.49 [-062, -0.36] - @®@277@®7 7
1,30 [1.53,-1.07] — TTrTI LY
-1.02[F2.11,007] ———— T 2R22@27
-1.94 [2.07,-1.81] @272®72
111 [1.35,-0.87] — @27272@77
-1.53[1.86,-1.200 —— @7277@77
-1.58 [1.80,-1.36] — 227272@®7 7
-0.59 [0.79,-0.39] —_ 72 ?72@7 7
-1.04 [-1.46, -0.61] i

-0.99 [-1.38, -0.60] i

-2 R 0 ] ;

Favours [experimental] Favours [control]

0.000 01) A HZ5(MD=—-1.16,95%CI[ - 1. 62,
-0.70],P<0.000 01) X5 2H i i VAS P4 FFAR
SRR T XTI, 2R A G it2A 2 3, WA 10,

2.4.9 WSERERF VAS PF4r 8 WS T AH
JRIT I Y MELBE B S VAS PF 4y, Hodb Bk FH 24 1
WS A G 7 I R R B R
ST ) S 5 5 ( P<0. 000 01,1 =94%) , V.40 43 #r
JaBA 25055 (8] 52 B PEATE 8% 5 (P<0. 000 01 ,12 =
86% ) , WK BB BRI FE AT Meta 2347,

R IR 4 A R S VAS P T R IR ZH 2%

4497



202248 H | H547 B 163

d

o I o 25 %

CHINA JOURNAL OF CHINESE MATERIA MEDICA

Vol. 47, No. 16 | August, 2022

Experimental Control Mean Difference Mean Difference Risk of Bias
Studly or Subgrou Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDEFG
3.5.1 A
%= 2018 208 033 106 355 145 103 83% -1.46[1.75,-1.17] —_— 2?222@®72 2
Subtotal (95% CI) 106 103 9.3% -1.46[-1.75,-1.17] B
Heterogeneity: Mot applicahle
Test for overall effect: Z=9.97 (P = 0.00001})
352 405
EEH2011 213 1.3 56 363 1.85 46 8.0% -1.50[2.14,-0.86] @®2722@112
wEm2g 038 016 48 082 0.29 48 9.6% -0.44 [0.53,-0.359] - 9222092
Siig2014 037 015 60 075 034 GO0 86% -0.38[0.47,-0.29) - ®22207272
F#HE2014 1.02 0.54 50 279 1.09 a0 9.2% -1.77[211,-1.43] — 2222@72
SEER2015 483 151 32 598 202 32 B8%  -1.15[2.02,-0.28 2@ 2
SEENE 077 043 52 278 007 52  96% -201[213,-1838 @?77@7 7
FFEE2016 078 0.42 B0 201 0.78 60 9.4% -1.23[1.45-1.01] - ®2208092
T 2020 312 045 48 398 068 48 94% -0.86[1.08,-063] — @27272@7 7
BrEE2018 083 0.42 38 269 089 38 9.2% -1.80[211,-1.49] — 27227@772
DRz SR ER SR 123 036 53 179 042 53 86% -0.56 [0.71,-0.41] - 2222@22
Subtotal (95% CI) 497 487 90.7% -1.16 [-1.62, -0.70] et
Heterogeneity: Tau®= 0.51; Chi*= 641.54, df=9 (P = 0.00001); F=93%
Test for overall effect: 2= 4.97 (P = 0.00001)
Total (95% CI) 603 590 100.0% -1.19[-1.62, -0.76] i
Heterogeneity: Tau®= 0.50; Chi*= 658.47, df= 10 (P = 0.00001); F = 88% t t t

Testfor overall effect: Z= 5.39 (P = 0.00001)
Test for subgroup differences: Chi*=118,df=1 (P=0.28), F=16.0%
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Fig. 10 Meta-analysis of VAS score for runny nose
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Fig. 11  Meta-analysis of VAS score for dysosmia
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Fig. 12 Meta-analysis of VAS score for head and face pain
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Fig. 14 Meta-analysis of Lund-Mackey score for endoscopic mucosal morphology
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Fig. 15 Meta-analysis of adverse reactions rate
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Fig. 16 ~Sensitivity analysis of adverse reactions rate
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