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Abstract: Objective To evaluate the efficacy and safety of Crisaborole Ointment in the treatment of atopic dermatitis. Methods
Randomized controlled trials (RCT) on the treatment of atopic dermatitis with Crisaborole ointment published in databases of
Cochrane Library, Embase, PubMed, CNKI, Wanfang Database, VIP, SinoMed and Yiigle were electronically searched from
database establishment until January 30, 2024. Two researchers independently screened and extracted information, assessed bias risk
using the ROB-2 tool, conducted Meta-analysis using Review Manager 5.3, and evaluated the quality of evidence using the GRADE
system. Results A total of 11 RCTs were involved with 2 789 AD patients. Meta-analysis showed that compared to placebo
treatment, Crisaborole Ointment increased the ISGA success rate [RR = 1.52, 95%CI (1.28, 1.80), P < 0.000 01] and relief rate
[RR = 1.43, 95%CI (1.27, 1.62), P < 0.000 01], decreased EASI scores [MD = -2.44, 95%CI (-4.15, —=0.73), P = 0.005], relieved
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itching, prolonged flare-free time, and reduced relapse frequency. Compared to positive controls, it demonstrated a higher disease
efficacy cure rate [RR = 1.80, 95%CI (1.33, 2.43), P = 0.000 1], improving quality of life. When compared to the use of positive
drug, combination therapy had a higher disease efficacy cure rate [RR = 1.23, 95%CI (1.03, 1.48), P = 0.02], higher EASI score
change value [MD = -2.11, 95%CI (-3.13, —1.10), P < 0.000 1], relieved itching, and improved quality of life. In terms of safety,

adverse reactions were mainly local reactions at the administration site, such as irritation, pain, itching, discoloration, and abnormal

sensations, mostly mild to moderate, with a good prognosis. Conclusion Crisaborole Ointment can alleviate the severity of AD,

relieve itching, improve the quality of life, and long-term maintenance therapy with a low dose can reduce AD recurrence after the

condition stabilizes. It is well-tolerated in both children and adults, but clinicians should pay attention to abnormal local reactions at

the administration site during clinical use.

Key words: Crisaborole Ointment; atopic dermatitis; ISGA; itching; Meta analysis
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Testfor overall effect: 2= 2.79 {F = 0.0048)

1.3.2 300 WIS i VS BLqh— 2R

Fika. 2023 -1582 4349 40 -1412 483 40 18.7% -1.80[-3.82 0237 —
a5, 2023 -18.22 318 a1 16 2.4 81 852% -2.22[-3.40,-1.04] —i—

Subtotal (95% CI) 91 91 73.9% -2.11[-3.13,-1.10] ""‘
Heterogeneity: Chi®= 012, df=1{P=073);F=0%

Testfor overall effect Z=4.07 (P = 0.0001)

Total (95% CI) 138 128 100.0% -2.20 [-3.07, -1.32] -
Heterogeneity: Chi*= 0.23, df= 2 (P = 0.89); F= 0% VR ) } !

Testfor averall effect £=4.893 (P = 0.00001)
Testfor subaroun differences: Chi*= 010, df=1{F=075. F=0%

Favours [experimental] Favours [control]

B 6 EASIF5ZEALER Meta 5347 ZR 41 E
Fig. 6 Forest plot of Meta-analysis in EASI score

B R VT - N bl 1 OV . P
2 IR IT P AD, EASTIE R AL i e v, 2 57
H4Git 2 E X [MD=-2.44,95%CI(-4.15,-0.73) ,
P=0.005]; v LI & LA FE R 0 BT SO0 L
B RE R I B v VR 9T T LT AD,
EASIVE 7> B AGAE 5, 2 7 6 4u ik 2% & X [MD=
-2.11,95%CI(-3.13,-1.10),P<<0.000 1],

2.4.5 SCORAD T4k SCORAD /& 1993 4
RN HRE R PE Bz 28 0F 78 20 2 ) PP AD Bz 453 7 B
FEE 0 & TR A0 45 R R AR O L R A AR
F W SE IR R R B BIROD 3 N 4EFE . Ik 4 A
g U204 45 7 SCORAD V43 , ¥ e FEAS & 377 4],
FoA 6 21 188 451 L X HRZH 189 31 . WF 7T 1) S Joi
B (P=93%), HEBr 1 BT 7t 7 JE = 0 v A
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2 (P=25%), %f HAth 3 Wi ffF 7002 4T A 4
BT, WL 7. 45 58 OR 58 L % 4 SCORAD 43 A%

Al & TR, 2 R gt 2 = L [MD=-1.06,
95%CI1(-2.12,0.00),P=0.05].

Experimental Control Mean Difference Mean Difference
Study or Subarou Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
141 FEEM P VS —RSEFE
akFEED, 2023 -33 817 46 -24.09 537 46 0.0% -8.91[11.06 -6.76]
48,2023 -4.54 2268 B3 -389 474 63 EB6.7%  -0.65[1.95, 0.65] —-
Subtotal (95% CI) 63 63 66.7% -0.65[-1.95, 0.65] ".‘
Heterogeneity: Mot applicable
Testfor overall effect: £= 098 (P =0.33)
144 TSI WIS TT VS Bl — R
Fitis. 2023 -4502 5327 40 -44.03 524 40 211% -0.99 [3.29,1.31] — T
thigiE, 2023 -13.31 6B4 39 -992 09 40 122% -3.39[-6.42-0.36] e
Subtotal (95% CI) 79 80 33.3% -1.87[-3.70,-0.04] -
Heterogeneity: Chi®=1.53, df=1 {P=0.22), F=35%
Test for averall effect: Z2=2.00 {F = 0.045)
Total (95% CI) 142 143 100.0%  -1.06 [-2.12, 0.00] -
Heterageneity: Chi#= 2.66, df= 2 (P = 0.26); = 25% VR )

Testfor overall effect: £=1.96 (P = 0.05)
Testfor suboroun differences: Chif=113.df=1 (F=02M. F=11.7%

Favours [experimental] Favours [contral]

B 7 SCORADiIT5HZELER Meta 5347 FR K E
Fig. 7 Forest plot of Meta-analysis in SCORAD score

20 43 A 45 B B, TE LB Bk b BE ) R A
J7 8P AD,SCORAD W L 5 s, (H 22 57 8
it 2 E L [MD=-0.65,95%CI(-1.95,0.65) , P=
0.33]; e LI 2 55 3 R I L v S R K A R
bl B2 3 ) G B B0 S RVG 9T Hh ELE AD, SCORAD
THERE, ZF LRt % & L [MD=-1.87,
95%CI(-3.70,-0.04) , P=0.05].
2.4.6 EIE  OTUWF AL TR EAR SR bR,
B ERIAF 58 T 22 S R ERCHE 41 7 10 78 B I i, T vk
BAT B I AT

Hor, 2 UIT BAR 52, N =2 5 (1) i
AD B3, L P 5 2RI L R 4 S
ERTEZRZER: S n /NG & TR a7 s S =g is
B ,137dvs 170 D), ZER B HITH¥ 8 L (P=
0.001). 7E%58.15.22.29 KAVFALH, 7a L0l % 40
(138 O LA X v T BN, 2 R A Gt
B3 8.15.22 K, P<<0.001; %529 K, P=0.002) .

1300 I A 720, gh N =2 % (1 5 AD &
& oK H E BB i, LA Sl B e iR
FIX IR VEIT 2 B G, =12 % B 9% E NRS W40 T
B4 (SED 73 ) 9-3.7(0.5) . -2.9€0.5) , Z %A 4i it
FRE N2~ B EEEE T EEEE S T B
B (SE) 43 il N-1.3(0.4).-0.900.4) , Z F L4 it 2

1 35 T AR 7 N =>2 8 8 BE AD i, bA
ST 5 BRI R R IT 4 5, =12 B 152K
& PP-NRS V¥ 7 T F#48 70 7l N-1.58.-0.79, T %18
1 8] ZE 5 19 LSM SN 0.79, 52 SE B 2 41 v T 22 Jid 741
M, HIF 2 A G 2 L (P=0.0009)

1 TG R WT RN 2~ 12 B2 FE AD 2L,
FEARIR R A, DLSE Sl 54 A X IR, VAT 4 JH
J& » S SLH B H TR REE VR 43 (R VR B A
JEIFEVE R T XRA, AR Z R BRI EE
X (P<0.05).

1 TR 72 g N =6 % 1) E FE AD 3, Xf L
S S B B A R A R I SR SRR S SR A R
S I B S, ¥R 9T 12 S NRS $E 4 4 N
3.56+0.34.2.21+0.18, 4l 0] 2 7 H g it & L (1=
4.142,P<0.05).

247 AEFE 2T R A VE R AT T
il , S KFEAE 17241, R 50 20 X I 4H % 86
Bl o W 5T 7 R MR R (P=97%) , K47 & FH 5
Bro HrF 1B SN 2~6 5 AD &L, il 7
ST S T REA T A FLE X BT 2 5, )
ZH CDLQI¥E %43 5 A 11.22+1.03,15.36 £1.54, 4
8] 22 A 48t 2 & L (1=15.156, P<<0.001) . 1
T AN 6 % DL b I E B AD SR A
LRGBS L B, S A A
T BB SO EE Y697 12 B S DLQI V4343 3l
N526+1.24.4.96+1.12, HIAIERE G E X (1=
2.271,P<0.05).

248 HRWEH 1THHRRMNTEZ1IH2K
SONL N B R 9T G 1 Ok B AR E I B B2 AD R
H (3D, RAEH LIRIGIT &, 7007
52, 5 FIAR, MR R AE DL, 45 s i
W R LR R4 A (111,30 DV EE KR
(2341194 O 2B A ALK, B R IXE0.95
K136 PO, 2 7 BA gt L.
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25 ZEMH

9 Tt 2t S A 2 735 9 2R H AT T &%
A SR, Hod 1693 49 32 33 {8 H T v L P AR
B HIRIEAR RN 193 1], A iR 56240 135 4] %)
HRZH 5849 4 BRAH T & I, W 8. SR
N AL 5w A AR N RN R AR R
®Wom . % 5 BA K E X [RR=1.68,95%CI(1.17,
2.41),P=0.005]; 5 LB B 5 BHPER T AL, AR
RN R AR AR 2 8 g ¥ B L [RR=0.52,
95%CI(0.19,1.41),P=0.20]; 7o L0l 2 BE A PR VR
7 XS EEBRPEYR ST A 2 F B g it F# & L [RR=
1.45,95%C1(0.77,2.70) ,P=0.25].

BT W SE AR08 A R R B35 BR PR 4 2
AT P J= 308 B, B0, 4 FH 24 3 AL I AR R R
A, JEOE LD R R R AR L B i R

Experimental Control
Study or Subarou Events
1141 TSENE VS B BLEE
Eichenfield, LF, 2023 2 138 4 135 558%

Risk Ratio
Total Events Total Weight M-H. Fixed. 95% CI

0.50[0.09, 2.68]

BRRE, B B IR, OGR4 IR
REBKEIN. FREGZHANBRE . FER
N, IRGER T A EARFEFYINA S AL
K, W JE BT .

PR TIN5 BH 1 2 e A A Y B AR YT
S A 388 ) 245 RIS LI PR A8 P AT 75 DT 45 25 0t
(1 &5 38 5 L o
2.6 GRADEiFE®RE

18 F§ GRADE 2 %t 5 1iE 4f8 4 1) Jo &= 347 1A
Hor  ISGA B Ih % il 58 3 AR 38 s AN R B
AR PR LA P (i R RV S S R R B 5 R
I7 20 EAST VP43 A8 A0 AB PRLEL AT 7 25 (19 fim oy XU R AS
KT, AR ZLAEHE : SCORAD T 43 A8 fb 41 P =
{6 D £25 RS R0 AR 7™ 5 R ASKE A D N B AR AR R
o HARPPR WK 2.

Risk Ratio
M-H, Fixed, 95% CI

Ma, L, 2023 1 260 24131 46.3% 1.28[0.84,1.95] -
Paller, AS, 2016 45 1012 6 498 11.7% 3.70[1.59,8.61] e
Hig.2023 2 47 i a7 08%  3.96([0.20,80.01]

Subtotal (95% CI) 1454 802 64.6%  1.68[1.17,2.41] &>
Total events 110 34

Heterogeneity: Chi®=7.24, df= 3 (P = 0.06); F=59%

Testfor overall effect £=2.81 {F = 0.0045)

1.14.2 TSEMNE VS —EREH)

ofFEEr, 2023 a 46 3 46 51% 014001, 2.6 *

18,2023 5 63 7 63 102% 0.71[0.24,213] -
Subtotal (95% CI) 109 109  15.2%  0.52[0.19, 1.41] e B
Total events g 10

Heterogeneity: Chi®=1.06, df=1 (P =0.30); F= 6%
Testfor overall effect: Z=1.28 (P =0.20)

1.14.3 5 A #5 VS JLjh— 2R #5H)

T, 2023 7 40 ] 40 FaA%
{nllEr, 2023 3 51 2 51 2.9%
RisiE, 2023 10 39 7 40 10.0%
Subtotal (95% CI) 130 131 20.2%
Total events 20 14

Heterogeneity: Chi®=0.01, df=2 (P =1.00%, F=0%
Testfor overall effect: Z=116 (F=0.25)

Total (95% Cl) 1693 1042 100.0%
Total events 135 a8

Heterogeneity: Chi®=11.05, df= 8 (P =0.20), F= 28%

Testfor overall effect: Z= 250 (F = 0.01)

Testfor subaroup differences: Chi*= 468 df= 2 (P=0100. "= 57.2%

1.40[0.48, 4.04]
1.0 [0.26, 8.60]
1.47 [0.62, 3.46] 1
1.45[0.77, 2.70]

1.46 [1.08, 1.96] L 4

| , | |
0.01 0.1 1 10 100
Favours [experimental] Favours [control]

El 8 ARRMEEZE Meta 531 7R E
Fig. 8 Forest plot of Meta-analysis in ADR rate
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P2 P AR B BE A O O T T H I R SRR R 45
A B BRIz A5 AR R 5 dn i
BT S 4 B SR DDA KB . AD BF R TL

AR AT A S A i N BB R AR . E 12
AT 1~124 %)L AD B K 51k 30.48%, 1 ~
7% JLE AD [ B9 R N 12.94% . AD [f197% K 5%
RNE IR R AL T S %, AL B AT E N 5 5
B2 BT 4 M1 (Th2) A FE N T RN AH K. AD
i R 2 30 H Ja 220 110 938 98 DA % e 52 R A T R ok 0
SHEILEEKNEFRREEZ LMW KT IEF K
(IR o H A B8 VA T 60 5T AR L o P A
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# 2 GRADEFM RIEERE
Tabel 2 GRADE evaluation and evidence strength

Ui TGk RCTs Iﬁiiﬂﬁ‘ﬁﬁf \ 1% - LA
B ERE AR R AR kR RIeA iR sty
ISGA % 32wl y G I . KKEBL 1276 637 RR=1.52[1.28,1.80] =
ISGA Zfig 3t & G o 7 KRB 1276 637 RR=1.43[1.27,1.62] =
PRIT XL plezl e 7 o mEY KRR 286 277 RR=1.43[1.22,1.69] 1%
EASIVF4r 424k, 3lexa) g e 7 T JmEY REBL 138 128 MD=-220[-3.07,-1.32] (%
SCORADIF/IAL 4l e 7 T dREmEC REIL 142 143 MD=-1.06[-2.12,0.00] %
ARRPIRAESR ghrend  FEE? 7 7 5 KEI 1693 1042 RR=1.46[1.08,1.96] i

a- AR E 5, 70 BCFRIRR $E 2, 2 U5 8ok B AT — 8 WU AT s b-REAS BRI e~ R A B /I R A X IA) B 3o i PR ke 52 B0 A

a-blind method was not used, allocation concealment was not mentioned, and most of information came from "some concerns" studies; b-small

sample size; c-small sample size or confidence interval crosses clinical decision threshold.

JRBER A S R R B N . B — T
R AR Ty 72 FE 2 MO, I 24 AT 259500 2y IR LR
1B, B — & A R R R,

AD B IR H Ax o H 5 5 A0 2% 0 R AE
KRG B 4 A TCS A/EK TCL, PL A EIT IR IT
B2 BE AD, f g% ) R B PR VR 9T R B R
FE/METR 1 AD , SR T % 28 2540 1 FH 25 I 5 27 s
PR IALE RF 16 7 A7 AE — € W AE . B TCS K3
i 5 51 R BRI AE R 2 40 4k R R L 55 2 Fh
], ANF TR LB g R, DR 7R S SR A R H
GAINIRIT k. TSI D 8 & ¥ 8 PDE-4
N5, PDE-4 J& 2 5 ¥ il 9% 4 20 o v 4 1) — Fh g
TR I E B, 2 5 RAE4E i IL-4.
IL-5.IL-10.IL-13 1 {71l i 2= (PG) E2 &5 % E K
(7= A6, vo S 2 0T 3 O 0 ) PDE-4 3% 4 R $5 AE
FH 5 508 LA B9 98RE e 8L, FH DA CSU Bz 4% 5 % AR
SRR . AR, [ S W T 2R W T S B B T
A R AD L R 407 AR BE A AE Y 1 K
P IR I PR PRV S T[], AT 40 AR ) LI AR 3
g . DAL, S SN B BCE AR RO AD 18 1 K
PRI B — e
3.2 Meta 35 R

AW FLHE T RCT I & 5 SE W %0 30CH ¥R 97 5
PE B2 7% 1) Meta 73 A1, il PR & 38 H 24 32 £t 218 5
P o AEIT T, SN 1L TR AT, 43 A JE G
IT 035 2 7 EE R B RN A A R VR T 0D ORI
A H BT TR . DU IR T SOGE R R N
H I, 5L S OB (2%) 5 H B IR A1 T 5 45
Wb IR 4~12 A, 52 EGAA LG, iT 32 = ISGA D)
R iR 2, [ K EASI.SCORAD 1143, 5 B P 24
WSt R, BBE B B 1 2 W et bl s s L B B A AR

TR R A 3R BROR e SE I B OB IR T AT
HAD HAT BRI ™ E R R 5 b, 45 14
7 e S B T B ARG DY A3 B R R R G L
B, A T A LIRSS R, R B AD A A
HEADEFHEH B ERH T — BTG DL
KT BN E B H I, 0 7045 2R, 7 il
DERH LIRS E T B, 4e ke 52 14,
5z B B, W e K TG B R 4 RE I ) LD BOR
D, 387 v U 2 OB N R KR IR T IR B
RAFILERFER

FE 22 AR5, AW RN 2 735 61 52 R % 3k AT
T, Hod T T LR OB 2
H16930, A T 13SHIAR RN, RAERN
7.97% AN KSR TE 35 DL 25 25 350 A7 14 JR) 38 I R
N ALFE FH 25T 1R SR PR IR R R R
S M RS HEHRERR R EY), A,
B g T Ae £ BB i | T2 56 5 A L 45 5 4 45
AR R RIAER B, TG R AT, B35 i 52 2
FER o R T A RN R AE 2 B H R, 5 RH A 2 1)
HIMZER LRI B RRS WA —RIBIT 4
AL, 5 S22 50 A D 28 o) ) 9 oA A B
(1) 22 4 1 1) 8 s 55 B0 P Y8 9T R A A8 D 6 Bl g
R RAERMANZE T LG58 X R B A 1F H
FEAR B IMA A ) 22 A R o 27 b, A AE ) LE AT
BN AR o 3514 S 1D i 52 P A W R A8 R B R %o
oSN U A< i A VS | I SO E S
3.3 AWMRBBERM Rt

K FAT B A — & JRHBRPE : CO BT N 98303
FR 320 D 2 i T T I PR R8s 5 LA % v ) A e 1
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