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Meta-analysis of topical tacrolimus in treatment of erosive oral lichen planus

LU Hualin, LU Yueting, DENG Qianlan, XU Yanzhi, LIU Tiejun
Department of Stomatology, The Fourth Hospital of Hebei Medical University, Shijiazhuang 050011, China

Abstract: Objective To systematically evaluate the efficacy and safety of topical tacrolimus (ointment or mouthwash) in the
treatment of erosive oral lichen planus. Methods The databases PubMed, EMbase, the Cochrane Library, OVID, CNKI, CBM, VIP
and Wanfang Data were searched for controlled trials (RCTs) of tacrolimus (ointment or mouthwash) compared with corticosteroid
drug (placebo) in the treatment of erosive oral lichen planus, from database building to December 2019. Meta-analysis was
performed using Statal 4.2 software. Results A total of 23 RCTs with 1 269 patients were included. Meta-analysis results showed
that compared with the control group, the effective rate (RR = 1.11, 95%C/ = 1.02 — 1.22, P = 0.022 ) and safety (RR = 0.62,
95%CI = 0.44 — 0.88, P = 0.007) of the treatment group were statistically significant differences (P < 0.05), and the 0.03%
concentration was safer than the 0.1% concentration. Conclusion Tacrolimus is safer and has fewer adverse reactions than
corticosteroid in the treatment of erosive oral lichen planus.
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Table 1 Characteristic of included studies

gaws wm {1 T ’?/ Gt

FLEEFI?, 2015 YR 35 20 15 JRJFRREIEEHCE 3/ 8 HRE,ARIME
WIE 35 19 16 0.03% i v B E HRE 3 k/d

BHEER,2012 X 31 10 21 BREEECE 2 ud 8 B
e 31 6 25 0.03%fth B E 2 %/d

B, 201302 WE 34 16 18 JRJFRREIEREHCE 4K/ 4 HBE ARFM
WRIE 34 14 20 0.1% M TR R BE 4 7%/d

BHEHPY, 2015 X 17 11 6 BRI EEHCE 2 /d 8 AR, A RFE
W 18 10 b 5 B R 2 T/d

ik %7,2012 XHE 15 7 8 EIR K MERCE 2 /d 4 AHMEAREMH
K 15 510 0.1%fh e BEE HE 2 W/d

T #2,2007 XHHE 14 4 10 BEKIEEESCE 2 /d 4 HREARFM
RIE 20 10 10 0.1%fhve SR B 2 vd

TR, 2014 W40 14 26 JRFUREERHCE 2 K/d 8 HRE,ARIME
WY 40 16 24 0.03% M T B E HRE 2 k/d

B, 2014 Xt 36 ANER R EECE 2 j/d 8 AR, A RFE
I 36 0.1% fih 5 5 7] 308 2 ¥/d

] H™7,2013 W 2600 11 15 FERREMEERCE 3 U0, 2 00, 1 Kk/d 4,4,12 HHE, T BHEMS
I 25 11 14 AR EEEE 3Kk/d, 2 k/d, 1 IRd

95 415,2010 X 52 28 24 R RIEmECE 2 d 4 HREARFM
RIE 60 32 28 0.1%fhvEREEIHCE 2 vd

THZEY,2013 W 56 28 28 FERRMEEECE 4 U0d, 2 0d, 1 Kk/d 4 AHME AR
R 56 25 31 ARSEEKE 49Kk/d,2K/d, 1 IR/d

fi] FB2,2015 W 40 22 18 R FURREEEHCE 4k/d,2¥Kk/d, 1R/ 4 HREAREN
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AR L™, 2017 W35 200 15 FERRRMEECE 4 00d, 2 00d, 1 xk/d 4,6,14 HRHE, ARG
I 35 21 14 ARREEKE 49k/d,2K/d, 1 IRd

B =",2019 15 3 12 BeilEmRE 470d,300d, 2 00d, 1 k/d 2 AR

WL 15 5 10

0. 1% e BE] 308 4 0d,3 vd,2 vd, 1 vd
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Fig.1 Risk of bias graph of included studies
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Study %
ID RR (95% CI) Weight
0.1% !
Corrocher 2008 " 1.03 (063, 1.71) 3.13
Guxiaoping 2014 S T E— 1.15(0.78, 1.70) 5.41
Radfar 2008 * 1.04 (0.61,1.76) 2.81
Luowenping 2013 —— 1.05(0.73, 1.51) 6.18
Revanappa 2012 —o—:— 1.04 (0.71,1.51) 563
Laeljendecker 2006 T * > 153(081,289) 209
Sonthalia 2012 : 118 (0.71,198) 307
Singh 2017 1.13 (0.57,2.21) 173
Wangkai 2007 : 116 (061,221) 210
Yangfanghong 2010 —0—:— 1.00 (0.77,1.30) 11.43
Zhangtao 2012 - 1.14 (0.64, 2.05) 2.38
Subtotal (l-squared = 0.0%, p = 0.997) <$ 1.09 (0.95,1.24) 4595
. 1
0 |
Heping 2015 —_—t 1.13 (0.80, 1.60) 6.70
Hexin 2013 > 1.13(0.72,1.78) 4.02
Jianghuazhen 2013 —_— 1.12 (0.83,152) 9.03
Liguixiang 2015 - 1.08 (0.64, 1.80) 3.05
Linlifan 2017 _ﬁ—f— 1.02 (068, 1.53) 5.38
Panyun 2019 r 122 (0.79,1.89) 427
Zuowenxin 2013 . 1.06 (0.66, 1.69) 418
Subtotal (I-squared = 0.0%, p = 0.999) -=<> 111 (0.96, 129) 3662
- 1
0.03% !
Konglili 2015 —_— 1.15(0.78, 1.69) 541
Lvxiaojun 2012 : 1.21 (0.78, 1.87) 4.40
Sivaraman 2016 * 113 (057,221) 173
Wanghongbing 2014 ——I-O_ 1.18(0.81,1.71) 589
Subtotal (I-squared = 0.0%, p = 0.997) R i 117 (0.94, 145) 17.43
1
- 1
Overall (l-squared = 0.0%, p = 1.000) ¢ 1.11(1.02, 1.22) 100.00
l
| ]
346 1 289
2 BITBEMENFARE (BB LEER)
Fig.2 Forest of effective rate (fixed-effects model)
0.1% 20 RR=1.09,95%CI=(0.95,1.24);0.03% 41 RR= {5, WLE 3.
1.17,95%CI=(0.94,1.45);041RR=1.11,95%CI=(0.96,  2.3.2 &4k KA R FHHK Meta-0 87 JE5 155

1.29),3 4L RR & I 1 95%CI 3 £& 341 7 T %50 % £k ()
P (P>0.05) , & FE RN & RR PR 5 R, fth e 52
F AR FE 0.03% A1 0.1% #1505 5 17 I3 25 [ 1 24
YDA LR, 0.1% F110.03% ¥ B ¥ I BE S 7Y 11 fi% Ji °F
BT R A G E R W 2.

K H BE ML & S R A = R X BL b 22 G B
GRS 4T Meta- 43 HT : RR=1.11, 95%CI=(1.01,
120, &H BN ERRMARME SR ZRA LE
PE(Z=2.21, P=0.027) , 5 [i5] 5& 280 B ASE 2RY 53 #fr 45 2R —
20, Ut B 1% Meta- 73 #7 45 R A28 UL, BON WS,
B 3. 0.1% 41 RR=1.08, 95%CI= (0.95, 1.24) ;
0.03% 41 RR=1.17, 95%CI=(0.94, 1.45) ; 0 41 RR=
1.11,95%CI=(0.96,1.29) , 3 41 RR [ k& 56 &7 %
SV B ENE(P>0.05) , 5 [E & 2% N ARy Hr 4k
— B, Ui B % Meta- 7 BT 45 R @ YR, BN T

SCHRP 2l g N S 5 VA 36 S R T AL 2 T
TEAE AR I 57 i ME (P=0.382, P=6.4%) , #K F [ &
24 87 A 7 3E 47 Meta- 43 HT : RR=0.62 , 95%CI=(0.44,
0.88) , RR & 1) 95% CI I 28 75 TC U B LR (1 o,
RN B RR 14 56 2, b 3 52 =] CRROE S0
KD 5 R Jof 2 [ B 24 W A B, A v BE ] YR T BE A
MO FEHENARF4SHRAG ST Y E
X (Z=2.71,P=0.007) , W& 4.

R A 200 N 0% STHR 7 3 1 S5 56 2856 FH Ath 52 25 )
72 N 0.1%10.03% O CSCHR %G 32 M A5 FH 77 &
B U B AN T 10 HEAT 0 4 4 A, S R PR G 56 B O
0.1% 2H v & W 95 2 18] 4% 78 5% ot 1 (P=0.389, P=
4.3%) ; 0.03% 41 & Wt 5T 2 (8] AN £7 1E 57 Jod % (P=
0.923, P=0%) ; 0 2H 1 & HF 5 (B AN FEAE 57 o3 1 (P=
0.756, P=0%) o K FH [F] 72 24 AR 2 33 4T Meta- 7347
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Study %
ID RR (95% CI) Weight
0.1% :
Corrocher 2008 - 1.03(063,1.71) 3.25
Guxiaoping 2014 _— 1.15(0.78,1.70) 532
Radfar 2008 - 1.04 (061,1.76) 291
Luowenping 2013 —-o-"— 1.05(0.73,1.51) 6.33
Revanappa 2012 —o—:— 1.04 (0.¥1,151) 576
Laeijendecker 2006 T * > 153(081,289) 202
Sonthalia 2012 : + 1.18(0.71,1.98) 3.09
Singh 2017 +* 1.13(0.57,221) 179
Wangkai 2007 :: 1.16 (0.61,2.21) 198
Yangfanghong 2010 —0—:— 1.00(0.77,1.30) 11.89
Zhangtao 2012 - 1.14 (0.64,2.05) 239
Subtotal (I-squared = 0.0%, p = 0.997) <:_|"> 1.08 (0.95,1.24) 46.72
. 1
0 :
Heping 2015 ———— 113(080,160) 685
Hexin 2013 - 113(072,178) 402
Jianghuazhen 2013 —— 1.12(0.83,152) 905
Liguixiang 2015 - 1.08 (0.64,1.80) 3.07
Linlifan 2017 * : 1.02 (0.68,1.563) 497
Panyun 2019 " 1.22(0.79,1.89) 425
Zuowenxin 2013 - 1.06 (0.66, 1.69) 3.75
Subtotal (I-squared = 0.0%, p = 0.999) -=<> 1.11 (096, 1.29) 3596
- 1
0.03% !
Konglili 2015 —_— 1.15(0.78,1.69) 538
Lwxiaojun 2012 : * 1.21(0.78,1.87) 434
Sivaraman 2016 + 1.13(0.57,221) 1.79
Wanghongbing 2014 ——l—o— 1.18(0.81,1.71) 581
Subtotal (I-squared = 0.0%, p = 0.997) -=':.I"__I:'.'=- 1.17 (0.94, 1.45) 17.32
- 1
Overall (l-squared = 0.0%, p = 1.000) Q 1.11(1.01,1.21) 100.00
NOTE: Weights are from random effects analysis :

| |

346

—_

E3

2.89

BIT AR E (REH R ARE)

Fig. 3 Forest plot of effective rate (random-effects model)

0.1% 21 RR=1.06,95%CI(0.62,1.81) ; 0.03% 41 RR=
0.41,95%CI=(0.17,0.98) ;041RR=0.43,95%CI=(0.24,
0.75),0.1% 21 RR & 3 11 95%CI itk 25 51 15 To 20 B 2%
() 5l (7=0.22, P=0.824) , 0.03% 41 (Z=2.01, P=
0.044) F10 41.(Z=2.95, P=0.003) , RR & FF ] 95%CI
T 2 1) 7 TG 280 B 2 1) e N 5 ik O A v 5w 2 245 )
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et A R FHAF IR Egger BLZR R H7E
7~ : P=0.334, Coef=—0.805,95%CI=(-2.561,0.950) ,
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Study
ID

0.03%

%

RR (95% Cl) Weight

Konglili 2015
Wanghongbing 2014

1
) 1
0.1% :

1

1

1

1

|
———

[

Subtotal (l-squared = 0.0%, p = 0.923) ===
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Fig. 4 Forest of adverse event (fixed-effects model)
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Fig.5 Forest plot of adverse event (random-effects model)
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Fig. 6 Funnel plot of effective rate
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