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Abstract

Objective: To systematically evaluate the efficacy and safety of traditional Chinese medicine combined
with TCI in the treatment of patients with atopic dermatitis. Methods: Eight databases were searched
to screen the randomized controlled trials of traditional Chinese medicine combined with TCI in the
treatment of patients with atopic dermatitis, and the search period was from the establishment of the
database to December 31, 2024. Two review authors independently screened the literature, extracted
data, and assessed the risk of bias of the included studies, and Meta-analyses were performed using
RevMan 5.3 software, and the quality level of evidence was evaluated using GRADEprofiler 3.6. Results:
A total of 13 randomized trials involving 1012 patients were included. The results of Meta-analysis
showed that the SCORAD score [MD = -8.46, 95% CI [-11.80, -5.13], P < 0.001], clinical efficacy [OR =
4.15, 95% CI [2.62, 6.58], P < 0.001], EASI [MD = -3.70, 95% CI [-5.67, -1.73], P < 0.001], IgE [MD =
-104.14, 95% CI [-124.28, -84.00], P < 0.001], IL-4 [MD = -5.76, 95% CI [-9.10, -2.41], P < 0.001],
adverse reactions [OR = 0.30, 95% CI [0.13, 0.70], P < 0.01], and recurrence risk [OR = 0.26, 95% CI
[0.14, 0.46], P < 0.001] of patients in the experimental group were better than those in the control
group, and the difference was statistically significant. Due to the small sample size of the included
studies, the results of the quality level evaluation of the evidence suggested that the outcome indica-
tors were all low. Conclusion: Current evidence shows that oral or topical TCM combined with TCI is
helpful in the treatment of patients with atopic dermatitis relative to conventional TClIs, can reduce
SCORAD score, EASI, IL-4 and IgE, and improve clinical efficacy, but does not show that combination
therapy significantly increases adverse reactions. However, due to the quality limitations of existing
studies, it is recommended to carry out large-sample, multi-center standardized clinical studies for ver-
ification.
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1. 5|8

5 N B2 4% (atopic dermatitis, AD)YE Jy M8 M 48 5 14 Bz JR s 1) SURIAR AR, LI RARR AGE 3 30 g it ] 418 92
P05 1 R AR R TR B R D RE RS, i R S B L AR IAE ) e R R e . EEORE RR AR T RE 4K R B I
SEL . LWIER KZ RGIERIE, MEEEW AR E ], S FRRATR I R, RN R
R F L 25%, HIBFEIE 2] [3]. WATHR ZE8EE o, 120W 2 EE NSRRI EaS, JLEBE
BERIE 3.96% (95% CI: 2.81%~5.27%), HAFEAFFINIE 1.95% (95% CL: 1.37%~2.61%), AERE I EE
FHGHE 2 12141
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TG IRV TT A ZR DU S S 1T %O, YR IT 254 « JR 3 A FHE 52 5 82K (topical corticosteroids,
TCS). iR _FElG 4 (PDE-HIIHIF. RGP RAGME, LLIA R+ Z5 R B4 5 77 (topical calcineurin
inhibitors, TCI). et TCI JEHE B BUSERARRAS BN, FEKINLERHG ST b I RF 35 (5]. 1T FDA
HRATE TCl B BAEE 2, (HEOHT) Meta 7345 R 7R, TCL A2 BN 88 R e hi () ARG [ 6] (A4S =
(P52, TCI 25377 0 B AD #6778 R R Y, TCI KA ZR A, 752 B E M MELr BB O
PEE B T R, R R R R RS IRIT T & .

TR LA ERTC AD BRI A0k, (2 “PUB R . YRR SRERIA S AD IRIKEIN mERE .
fEG LR “ MR 5 “URAZEIR” WA CRAL, 8 I ) e B A 1 17 SEBLRE R AR i) 5 1 o o4
IR EIRN 7] BRI FEUESS, Th 25 77 T [R5 4% Th1/Th2 P, BE K% ERE QRIS AR
BENGE 200, ECSCRRFEIEIA 77 [ BR8], HHEiaIT AD & Z N, ZdEhE. 2RI EE
M. RS S ZAEWMFEER L, & TCI RSPt Rk S RS &, ATRETE R R
WEEE + &g afaSHER” MEHilarBal. BTk, AUT5RH Meta 0871, B OFH 2584 TCI
PRE I B 98 J 38 A RO S 2 AT RGP, NIRIK AD Mgy T s thsr iz g .

2. RS
2.1. PHERE TCLRTTHN MR X BENRNITE

2.1.1. iR
J& T BT HE {56 (Randomized Controlled Trial, RCT).

2.1.2. SRR
FeRIVE R RCWTIRA A B, Bhi. EEE. M. R TRIEEAR.

2.1.3. FHiEHE
XFRRALY TCL VAT (fil o2 55 =] Bt 56 55 m) N Hi 4Lz 25 a6 2 78 o B 2H A e it b 101 iR o 25 B4
M.

2.1.4. ZRIEFR
g EiE L T2 —: @O SCORAD. @ IRKITRL. ® EASI. @ IgE. ©® IL-4. ® ARK

2.2. PEBRE TCLATTFR MR 2 B E WV HERR R

© HEERERMCIRTERL @ ARFIRTTERBCE RGP SR8 5 — KW 7T SCHR) & AR BE LA R 7T
B BEH . DEIRE); © TFRPE B B BRI, @ 107 SR AR
TARIIT AR 2T i A R 1

2.3. REERE TCLRTTH R M KB E R TR

THENURE 206 25 15 PR 32 L 2= 2% 3030 2 (PubMed . Embase. The Cochrane Library. Web of Science) &
SCBUBCRE R P (Fh B A0 L T3 77 AR v [ AR WD R S SRR B ), KR I PR 2024 4 12 H . R AEr
G TCL IGYT R RE R R B 1) RCT, RH E @£ S B HHAGHE SR R i HE.
RN B2 28 PR L 2 R BR 24 L R TR BR A A SR B ] Al B B R A 5 D€ S0k R 1R B4 : Atopic dermatitis
Tacrolimus. Pimecrolimus. Chinese traditional Medicine. East Asian traditional medicine. Chinese herbal drugs.
Herbal medicine &5
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2.4. REELE TCIATTHR R R 5 B & B ik it S HIRIR AL

BOoH 2 A FE TR B HERR I B0 TR, 4k i iE i i BT A S IS SR T, BRA&E
A SO TE R N o BRI H BRI ST H R E(REA & . R A1) T Id 1 (R 2isAE.
JTRE) SO RO e bR . 78 LR iE 2, 3 2 ANTERIE SCHREEE IUEGE H B B, i vhie s 556 3 &
Tk 55 38 Bl v A
2.5. RS TCI AT R4 57 4 B & B 30k B OE R R = 7 AN

4 Cochrane F-Mlit 5.3 HHEZER RCT fmfar KU TTAL TH, RH 17X E B RS N R AL AT
T B PP PEAE 4R ORE T W E AU A1 D ECRREE . Bk, BdErse s 7 MRSt
KEER R, FAHESER BT, FENTF TR R g5 R A — S S5 AN 7 T 7 2 m P
2.6. PHELE TCLATIF MR X BENS T4

TEARVAF T, KA RevMan 5.3 SR 58 AN & A TAF: LA 82 8l inBUiy 2= (WMD) R &
N, T A R N B A B (OR) KRR AN, HLASFHE T 95%M B3 X 18] . LEHEAT S5 e At
SRSV R 2150 = 0.D)EEE P EAk: 24 P /NTZET 50%K R ] e RO A8, KT S0%HT ik £
BEMLRANAREAL,  FEXFHE F0 R A S o AT WAL . B e A IR K UE @ = 0.05, FEXTEE>7 MR 4E R
FIFE PR3t AT IR =1 B 20 A skt il 3k

3. R
3.1. FAHEKE TCILRTHRN MR X BE R FELS R
VIR RIS 61 RS0k, LF BT, BURIFE R A SO =G0 e, BN 13 B Er bk T 5t
[9]-[21].
3.2. REHEE TCIIATr R 14 B R B E RN SR E ARAF{E

INIER B ATPCREF, BiFWEREA 1012 FIGRIGH 510 B, XFHRZL 502 51), A9NHF T I FEAKT
AEILEE 1o

Table 1. Basic characteristics of the included study in the treatment of patients with atopic dermatitis with traditional Chinese
medicine combined with TCI

= 1. PAKKE TCURTHH MR K BEHNANRRERIHE

PR FER(x £5) JHFE(x £5) T it
@ R A i m
WO Rkl B4 Rus s X R4 Wi ximen  ME R
M
JEFM 2024 [13] 46 46 1473+£249  15+1.53  3.27+249 443.06 4w (DO DHE) - ®
FPEPE 2024 [18] 40 40 31.53+7.32  31.58+7.01  4.18+191  480+235 4w &)1 ()@ %@
JAPE2023[21] 20 20 49.80+16.51 5025+1637 13.70+849 1280+826 8w 9) (1) 1) 12w g%
Bibet 2022 [20] 28 28 27.23+10.74 28.09+18.94 921+£820 987+1035 4w (10)(1) (4 (1) ®@®
FOCHE 2021 [17] 38 30 9.33+280  10.60+2.51 - - 4w (1D Q) 1) 8w~12w %%
BREF 2021 [12] 70 69  6.01+230  635+226  477+155 483+159 4w (6)(82) 6) (1) 4w %%
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FZEK 2020 [16] 44 44 1635+4.17 1617+391 4.43+2.19 443+£1.31 4w  (13)(1) (1) %%
HC® 2018 [10] 30 30 - . . . 2w 1490 ©O) - @
f— @B
Wi35 2018 [11] 63 63  31+3.4 29+4.6 - - 3w (150 ©)(Q) 12w @
HREH 2017[9] 36 35 3433+£595 33941654 404152  3.96+1.63 8w (16)(1)  (6)() 8w %®
S5 @B
§CHE 2016 [15] 31 33 6.6+23 65+2.0 - - 3w (1)(11) 1) 12w &0
F1RE 2014 [14] 39 39 - - 2w @ad7n @06 - 00
72 2014 [19] 25 25 - - 4w (H)AD) ) - ®

¥ -r KK we A O SCORAD: @ IGRFFR: @ EASL; @ IgE: ® IL-4; ® ARKMN; @ HRE. (1)
0.03%E% 0.1% M A HE; (2) 1%ME£ZEF]; 3) KEHT A @) &Ffbef; (5) HaEFE e s (6) BRI E
Flgs (7) FELTTHRUR (8) FRICIMUN: (9) %S HARG: (10) LEARFEBN: (11) LM (12) FRAMEREIMETT
(13) MR 2575 (14) BUERE 77 (15) @IFRNERG;: (16) FRIMAERK; (17) EHEEG.

3.3. RHAHKE TCLRTTR MR X B ENRIER
BAEREIE 1 PR,

JUBVEA eI ARbITES
n=61

e 52 3R
n=0

A B i
=61

l

HEBR AN STk
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WFRFRARLEAERCT)

AR
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|
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n=13

Figure 1. Flow chart of traditional Chinese medicine combined with TCI in the treatment of patients with atopic dermatitis

L. PHEA TCHRTT R MR KB EHIRIZE
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3.4. REEE TCLRTTH R MR KB ENAAT T IwEREITFMR

PINWFFT 13 T, B8 RCT. Hr, 6 FHEFC[0] [11][12] [15] [16] [18]8#AR i SHALEEHLAF 51 2E 5%
% RF T B E SR N “BEMLA AL, AW H DR FARBEAL SR o A 1 TR 90 1314 5 B Vsl
oL, HASCERI AR IR O FC R E LS S VRS T . DL g O oe B S (0 45 R de bR, R AL
TELE M A A R i XU VPR 285 S LI 2 4] 3,

2
Ke]
g
8 o
E =&
«» o <«
3 I
c —_ = ] m
g v g g &
§ = £ & 2 4
2 5 ¢ =z 2 8
5 & ¢ E 35
S g 2 o5 &£
$ § & © T ¢
s £ 8 ¢ £ o
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s 5§ 8 3 3 8
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Figure 2. Distribution map of risk of bias
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Random sequence generation (selection bias) _
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Selective reporting (reporting bias) [
Other bios [N |

0% 25% 50% 75%  100%

| - Low risk of bias |:| Unclear risk of bias . High risk of bias ‘

Figure 3. Summary map of offset risk

E 3. ﬁ*@ﬂ.hu n@

3.5. PEHBRE TCLRTTFN MR KB E Meta 5445

3.5.1. EAEES TCLRTHR MR B EK SCORAD 4y
FEgON 8 T 7T [9] [12]-[14][16] [17][20][21], AN 628 328 (GRG0 2H 319 ], X HRZH 309 1),

& 7 =1 N [ir) e —
BRI, 7E2503% SCORAD 173771, I TXH A, 2R AA G5 X [MD = -8.46,
95% CI [~11.80, =5.13], P < 0.001] (/] 4).

Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight v, di 95% CI v, di 95% CI
#® 2021 23.68 15.66 38 36.47 24.19 30 7.2% -12.79[-22.78, -2.80] —_—
® 2022 26.14 9.4 26 28.98 11.8 26 12.5% -2.84 [-8.64, 2.96] -
#h 2021 18.51 7.95 70 23.13 8.47 69 17.8% -4.62 [-7.35, -1.89] -
58 2024 9.26 7.94 46 14.01 9.48 46 16.4% -4.75[-8.32, -1.18] -
¥ 2020 24.83 12.84 44 35.16 12.67 44 13.3% -10.33 [-15.66, -5.00] -
F 2014 24.42 18.45 39 32.17 19.09 39 8.9% -7.75[-16.08, 0.58] -
R 2017 18.51 10.07 36 30.55 13.02 35 13.2% -12.04[-17.46, -6.62] -
& 2023 21.35 7.88 20 39.55 14.05 20 10.6% -18.20[-25.26,-11.14] -
Total (95% CI) 319 309 100.0% -8.46 [-11.80, -5.13] *
Heterogeneity: Tau? = 14.30; Chi? = 22.21, df = 7 (P = 0.002); I> = 68% =_100 -éo ) 5:0 100=

Test for overall effect: Z = 4.98 (P < 0.00001)

Figure 4. SCORAD score
[ 4. SCORAD 4%

3.5.2. RABE TCLIRTTHIRIME R 2 B & BIR R TFT3

LGN 12 TR FE[9]-[12] [14]-[21], FEGIN 916 BIHRFICGRIGL 462 5], XFHEAZ 454 1), HF [ 2 &%
NARTY, FERE IR RO M, WIS B T XA, ZEREASEE L[OR = 4.15, 95% CI [2.62,
6.58], P <0.001] (4 5).

Experimental Control 0Odds Ratio 0Odds Ratio

Study or Subgroup _ Events Total Events Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
M 2018 29 30 26 30 4.2% 4.46 [0.47, 42.51] N e —
A 2023 19 20 12 20 4.4% 12.67 [1.40, 114.42] —
R 2017 34 36 27 35 8.0% 5.04 [0.99, 25.70] -
H 2014 24 25 16 25 4.5% 13.50[1.56, 117.14] R ——
X 2014 36 39 27 39 11.5% 5.33[1.37,20.78]
F 2018 62 63 58 63 4.5% 5.34[0.61, 47.13] —
X 2020 38 44 28 44 19.0% 3.62 [1.26, 10.42] L
X 2024 38 40 32 40 8.1% 4.75[0.94, 23.98] T
#2021 64 70 62 69  16.2% 1.20[0.38, 3.78] I L a—
2022 24 26 18 26 7.6% 5.33[1.01, 28.21]
#2016 30 31 29 33 4.2% 4.14 [0.44, 39.26] —
#2021 36 38 22 30 7.9% 6.55[1.27, 33.67]
Total (95% CI) 462 454 100.0% 4.15 [2.62, 6.58] -
Total events 434 357

ity: Chi? = _ - 2o
Heterogeneity: Chi® = 7.33, df = 11 (P = 0.77); I* = 0% 0.01 0.1 10 100

Test for overall effect: Z = 6.06 (P < 0.00001) Favours [experimental] Favours [control]

Figure 5. Clinical efficacy
B 5. ImKRTT

Favours [experimental] Favours [control]
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3.5.3. hEHEE TCIJRTTIF R R BEE) EASI

FLORN 3 TR FE[11] [12] [15], FEAIN 329 Fl (A5 0 3E 164 41, XFHEZAIL 165 1), A3 FHBEALAL
RifGERL, FERR(K EASI P53 J7ii, IR B RAC T X B4, 2R EG S8 X[MD = -3.70, 95% CI
[-5.67,—1.73], P < 0.001] (] 6).

Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight 1V, Random, 95% CI 1V, Random, 95% CI
¥ 2018 8.952 3.023 63 12.047 2.903 63 35.3% -3.10[-4.13, -2.06] u
#2021 5.74 3.17 70 791 3.59 69 34.7% -2.17[-3.30, -1.04]
#2016 493 232 31 11.13 4.53 33 29.9% -6.20[-7.95, -4.45] u
Total (95% CI) 164 165 100.0% -3.70 [-5.67, -1.73] ¢

Heterogeneity: Tau® = 2.58; Chi® = 14.56, df = 2 (P = 0.0007); I* = 86%

Test for overall effect: Z = 3.69 (P = 0.0002) -100 -0 0 >0 100

Favours [experimental] Favours [control]

Figure 6. EASI
[ 6. EASI

3.5.4. PEHEE TCI AT R BER IgE

LI 2 TRFFE[9] [16], FEGUN 159 Fl95 51 (R a0 41 3L 80 51, X HRAHIL 79 f51), A5 FH [F] e i A,
TEFEAIC IgE A, RIGH A BT XA, ZRBEASI5E {[MD=-104.14,95% CI [-124.28,-84.00],
P <0.0017 (& 7).

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
R 2017 225.18 112.93 36 295.03 131.79 35 12.4% -69.85[-127.01,-12.69] ——————
* 2020 341 51 44 450 52 44  87.6% -109.00[-130.52, -87.48] +—
Total (95% CI) 80 79 100.0% -104.14 [-124.28, -84.00] B
Heterogeneity: Chi? = 1.58, df = 1 (P = 0.21); 1> = 37%

~100 -50 0 50 100

Test for overall effect: Z = 10.13 (P < 0.00001) Favours [experimental] Favours [control]

Figure 7. IgE
7. 1gE

3.5.5. hEHEE TCIRITIF R R BER IL-4

LGN 3 IR FL[16] [18] [21], FEAN 208 Fil (X540 104 ], XTHRZL 104 1)), {6 BENL AR
B, FEFEAR IL-4 7T, WA BT RA, Z5BAREE X [MD=-5.76,95% CI [-9.10, —2.41],
P <0.001] (¥ 8). AR IR, FREAEE T IEBATEZE 7.

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
E 2024 3446 6.36 40 4137 6.89 40 39.4% -6.91[-9.82, -4.00] =
* 2020 83.49 26.51 44 98.17 33.04 44 6.3% -14.68 [-27.20, -2.16]
J& 2023 9.87 1.14 20 13.75 1.45 20 54.3% -3.88 [-4.69, -3.07] L
Total (95% CI) 104 104 100.0% -5.76 [-9.10, -2.41] ¢

Heterogeneity: Tau? = 5.18; Chi? = 6.61, df = 2 (P = 0.04); I* = 70%

Test for overall effect: Z = 3.38 (P = 0.0007) -100 ->0 0 >0 100

Favours [experimental] Favours [control]

Figure 8. IL-4
8.1L4

3.5.6. PHBEA TCLRTTIFNMEEREBENTRRE

LN 4 TR FE[15] [17] [18] [20], FLGHAN 264 Bl (ka4 135 5, XHHEZH 129 51), A F e 2L
MRS, FEAR KT, WEeH R TR, %% BEA S5 = L [OR = 0.30, 95% CI [0.13, 0.70], P <
0.05] (41 9).
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Experimental Control Odds Ratio 0Odds Ratio

Study or Subgroup Events Total Events Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
* 2024 2 40 5 40 24.2% 0.37[0.07, 2.02] - =
= 2022 2 26 2 26 16.9% 1.00[0.13, 7.69] —
#2016 4 31 12 33 43.8% 0.26[0.07,0.92] —
#2021 1 38 7 30 15.1% 0.09[0.01,0.77] ——=————————
Total (95% CI) 135 129 100.0% 0.30 [0.13, 0.70] e
Total events 9 26

ity: i2 = = = 12 = ; + + J
Heterogeneity: Chi® = 2.67, df = 3 (P = 0.45); I* = 0% 001 o1 10 100

Test for overall effect: Z = 2.80 (P = 0.005) Favours [experimental] Favours [control]

Figure 9. Adverse reactions

B9 TRRN

3.5.7. A TCLRITI MR R BENE &2 NS

LGN 5 TWFFE[11] [12] [15] [17] [21], FLGN 424 B 6IGREGLL 216 1, XFHELL 208 1), 14
SERUNARTY, (R RS T, IR BT R, ZEREAS2%E L[OR = 0.26, 95% CI [0.14,
0.46], P < 0.001] (] 10).

Experimental Control Odds Ratio 0Odds Ratio

Study or Subgroup Events Total Events Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
& 2023 1 20 9 20 7.3% 0.06[0.01,0.58] ———————
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Figure 10. Risk of recurrence
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Figure 11. Subgroup analysis of SCORAD scores for studies with different courses of treatment
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Figure 12. Subgroup analysis of SCORAD scores for studies with different disease severity
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Figure 13. Subgroup analysis of SCORAD scores for studies with different routes of administration
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Figure 14. SCORAD scoring funnel chart
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Figure 15. Clinical efficacy funnel chart
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Table 2. Grade evaluation of included studies of traditional Chinese medicine combined with TCI in the treatment of patients
with atopic dermatitis
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SCORAD. EASI. IL-4)R A5 K5 . GRADE WFHE 728 Bow, RGP 9NN AR 8 L 30 5 ({1
e JRURG: LU L 7R, NN BT 9083 A7 78 A AT 0 T Bk LA K B VA IR S . SCORAD. EASI il IL-4 [ 575
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