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Clinical trial of fule cream for pediatric skin diseases
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Abstract; Objective

safety of Fule Cream alone or in combination with topical corticosteroids

To observe the effectiveness and hepatorenal

(TCS) /calcineurin inhibitors (TCI) in treating pediatric skin diseases.
Methods

and categorized into monotherapy cohort ( Fule Cream alone ) and

Children prescribed Fule cream in our hospital were enrolled

combination cohort ( Fule cream with TCS/TCI) based on medication
use. The changes in liver and kidney function indicators, the incidence
of drug — induced liver injury ( DILI) , acute kidney injury ( AKI) and
clinical effectiveness were compared between the two cohorts. Outcome
variables for effectiveness were constructed by extracting efficacy
A total of 2 439

children were included for safety analysis and 741 for effectiveness

descriptions from medical record texts. Results

analysis. Effectiveness analysis showed that the combination cohort had a
significantly higher response rate of 77. 93% (505 cases/648 cases) than
the monotherapy cohort 56.99% (53 cases/93 cases) with an odds ratio
(OR) of 0.38 (95% CI; 0.24 - 0.59). Regarding safety, after
treatment, The levels of alanine aminotransferase ( ALT ), aspartate

aminotransferase ( AST) and alkaline phosphatase ( ALP) in cohort 1
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and cohort 2 were significantly decreased after treatment (all P <0.05). The incidence of DILI and AKI was low. Data

quality analysis revealed a high missing rate for follow — up laboratory tests and a lack of standardized efficacy

evaluations. Conclusion

The Fule Cream combined with TCS/TCI regimen demonstrated not only superior

effectiveness but also no increased clinically significant hepatorenal risk in a real — world setting. Although data

missingness may affect the precision of effect estimates, sensitivity analyses support the robustness of the primary

conclusions. These findings provide real — world evidence supporting the clinical use of Fule Cream and highlight the

necessity of enhancing data governance to generate higher — quality real — world evidence.

Key words : Fule Cream; pediatric skin diseases; drug safety; real — world study; electronic medical record ; data quality
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G LS A G E L (P <0.001), L3 2,
VTS AT R, BAS 4 A5 L BRI 3 3597 A A1) OR
50.38(95% CI. 0.24 ~0.59) ,RR 5 0.73(95% CI.
0.61 ~0.88), RD Jy -0.21(95% CI. -0.32 ~ —0.10),
XEWRETEARB R AR, SR R AR A,
WBIRYT 7 2 0T LAGH AR A5 R 45 )R 1) £ 35 EL 4] 466 %)
HMZy 21 A~ E 40 8.

Data meeting initial screening criteria

(n=572 386)

1. Diagnosis mismatch (#=573)
2. Patient not present (#=43 933)

3. No paired laboratory tests before

and after treatment

1

[ Patients with paired laboratory tests before and after treatment }

|
N |

Combination

Monotherapy

cohort (n=728) cohort (n=1711)

ALT: n=502 ALT: n=1 236
AST: n=502 AST: n=1 235
ALP: n=260 ALP: n=583
Urea: n=476 Urea: n=1 187
SCr: n=464 SCr: n=1152

1 B R
Figure 1  Flowchart of data cleaning and study population selection
ALT: Alanine aminotransferase; AST; Aspartate aminotransferase; ALP.

Alkaline phosphatase ; SCr: Serum creatinine.

R1 2HBILK— BRI M (Pys, Pis) ]

25 b Pk, T L S B I Bl 1 A B R W R R
FRECA TCS/TCI iR97 L B Wi A 3R B 5 T
AR FEBL29IR YT , B i o BT R 1% 25 S AE SR i
FHEA BENGIEE SRR L.
3 YRR G

THifG , %} ALT (AST K ALP [ 4347 87,2 41 iR
LW F IR de An 2 S R AR a3, W 3, 754
R E T, BAF 1 5 BA%1] 2 (1) ALT (AST F1 ALP /K
TEMZ Y B TR (X P <0.05) . X FAi A&
RIKT-SEH L, ALT FiAST [ iR 3 2 5 o8 i
FOWER A BN, BAF 1 JEZR ALT 78 B LAY ALT
IR i B R Rk 20. 25 U - L™ (P <0.001) , pAF 2
HAR, FRE24.00 U - L7 (P <0.001) , 4875 F Hil 4 it
FIREXT O A7 76 T 2 Re v 76 7 40 A9 A8 L J2 R A 2
2,
4 HYHEEHRG

T BTG , Urea 7KF-FEG 2% b 22 RIS 1
(P >0.05);SCr K F-TES T2 | 25 5 A Gi it
B (P <0.001) , {H AR bl B2 40N, BTG rf
FELAY SCr 7K Fp AV B0 28 4 45 7 A 3% 5 17 A 1E 3
S Z N, AR 4, FETATARZE R UL, K2R 7 5
PRI TCS/TCL BINRYT I 48 , AR LI B Dy fg
A I R SR

R2 24UBI)LIBIT AR (n, % )
Table 2 Comparison of treatment effectiveness between the two

cohorts(n,% )

Item Cohort 3 (n=93)
53(56.99)
40(43.01)

Cohort 4 (n=648)

Effective 505(77.93) " **

143(22.07)

Ineffective

Compared with cohort 3, *** P <0.001.

Table 1 Comparison of baseline characteristics of the study patients [ M (P,s, Pys) ]

Ttem

Cohort 1

Cohort 2

Age (years)
Gender(n, % )
Male
Female
Pre — treatment
ALT (U - L7Y)
AST (U-L™")
ALP (U -L71)
Urea (mmol - L™1)

SCr (pmol + L71)

5.35(2.35-9.55)

362(49.72% )
366(50.27% )

16.20(12.40 -25.90)
29.20(23.00 —40.10)
255.00(208. 00 —320.00)
4.00(3.26 -5.05)
32.90(24.00 -42.00)

4.29(1.41 -8.29) ** *

844(49.33% )
867(50.67% )

18.10(12.90 -34.30) *
30.40(23.30-43.00) ~
262.00(208.00 -323.00) *
4.03(3.08 -4.93) "
29.50(22.20 -39.80) *

Compared with cohort 1, * P <0.05, "

**P<0.001.
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5 HERMEETESEKEX

ALT F1 AST 762 U FREM BB R EZ T 1
THOPE . S5 AR ARE LRI EE (40 ALT TR P A7 80
0.7 ~1.1 U« L™") PR T B 46 K 2 U8 LA b3S
Ak I S R 2 52, n] LA A JER AR R R B
TCS/TCL HARGAA W RIS S ITFE DI ER3h, WK S,
HERBTEGE 7 B B e, sl RE S 1
SBILB R RAE A 2IA R )5 , 42 B AR B BCE B ok
f14 A B e Bl i AR 25 W0 T A R LR 2 B
YEH
6 FFEMRFERAMBRERAEER

GiiteFam X (¥ P >0.05) .

YRR RS AUFFO DILLFI 2Pk
AKT ST TR, W3R 7, DILL KAERLEAG] 1
0.14% ,EA%) 2 3 0.99% , fEGe it b 22 A it
B (P<0.05), AKI EHR7E 2 410 i, fE gt it
¥ LEESTLRITFE X (3.70% vs. 3.40%,
P>0.05), #—2L5rHr & B, DILL Fff 8% A FE bk

R5 KA EHE (R, %)
Table 5

Comparison of the direction of changes in laboratory

indicators between groups(n,% )

BF llﬁy. IjJ ﬁg *E. *Ij_: g -Iﬂ%‘- ﬁ i $ % F é:g T'ﬂﬁ Tﬁ ?*‘? E{/(J i/é\ Indicator Cohort Increase Decrease No change
o — S 2] 327 ) ALT 1 217(43.20 280(55. 80 5(1.00
sl , AR T UG AT 2 A b 50 5 2 e i e et )
e - ™ G e 2 521(42.20) 706(57.10) 9(0.70)
/fTTﬁfrf‘]j *ﬁ,JLA%6o 2 éHA%JL‘{HﬁE%Iﬁ*H*/]‘# AST 1 204 (40. 60) 296(59.00) 2(0.40)
B ORAERIA T EAUKY . ALT S8 kA FTEBNSI 1 2 493(39.90)  731(59.20)  11(0.90)
%ﬂMﬁUZi’éﬁ\j481% ,AST %ﬁﬁi%ﬁ%”ﬂg 3.87% ALP 1 120(46.20) 139(53.50) 1(0.40)
2 259(44.40) 320(54.90) 4(0.70)
. == Y AL | B
Fil 4. 06% ,ALP#mZ{ﬁgKﬁﬁﬂjﬂZ%%%H 2.27% Urea 1 248(52.10) 224(47.10) 4(0.80)
TEB DRede b 7, Urea 575 R AR50 0108 5. 12% Fi 2 609(51.30)  569(47.90) 9(0.80)
5.72% ’Scrﬁﬁﬁﬁzﬁéj\%Uﬂg 4.549 *H 5.20% ’M SCr 1 291(58.10) 207(41.30) 3(0.60)
. . - vl 2 684(55.60)  534(43.40) 12(1.00)
FI 1) EiRTEbR 5B 2 A, e ge it 2R R
R3 AUUEILTBUETS AT E S RESE PR A9 2L 1L
Table 3 Changes in liver and kidney function indicators before and after intervention in each group
Indicator Cohort \% P Increase Decrease No change AMedian AMean
ALT 1 50 600. 00 <0.001 217 280 5 -0.70 -4.50
2 285 876. 00 <0.001 521 706 9 -1.10 -5.68
AST 1 49 315.00 <0.001 204 296 2 -1.35 -2.63
2 280 972. 00 <0.001 493 731 11 -1.20 -4.72
ALP 1 14 262. 50 <0.05 120 139 1 -4.00 -21.79
2 71 967. 00 <0.01 259 320 4 -5.00 -10. 16
Urea 1 61 005. 50 0.08 248 224 4 0.07 0.11
2 361 063. 50 0.24 609 569 9 0.05 0. 04
SCr 1 65 415. 00 <0.001 268 193 3 1. 00 0.99
2 370 066. 50 <0.001 637 503 12 0. 60 0.39
F4 LK REBILT UG S8R 2 1k
Table 4 Changes in laboratory indicators after intervention among patients with abnormal baseline levels
Indicator Cohort Vv P Increase Decrease No change AMedian AMean
ALT 1 701. 00 <0.001 22 56 0 -20.25 -29.43
2 3 732.00 <0.001 49 183 0 —-24.00 -34.61
AST 1 480. 00 <0.001 16 52 0 -11.60 -18.56
2 1 406. 00 <0.001 31 137 0 -24.50 -41.36
ALP 1 86. 50 0.07 9 15 0 -12.50 -169. 50
2 611. 00 0.13 28 28 0 -0.50 -72.68
Urea 1 567. 00 0.98 22 25 0 -0.14 0.03
2 3 631.00 0.45 64 61 1 0.20 -0.46
SCr 1 288. 00 0.26 20 10 0 2.65 0.91
2 1 448. 00 0.05 46 21 0 2.50 -1.10
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Table 6 Proportion of patients with normal baseline levels who

developed abnormal values after intervention

Indicator Cohort Total Abnormal (% )
ALT 1 478 23(4.81)
2 1132 54(4.77)
AST 1 491 19(3.87)
2 1207 49(4.06)
ALP 1 337 10(2.97)
2 706 16(2.27)
Urea 1 508 26(5.12)
2 1241 71(5.72)
SCr 1 506 23(4.54)
2 1268 66(5.20)

F=7T SALYPEF S S TR K ER(n, %)
Table 7

Incidence of drug — induced liver injury and acute

kidney injury in each group(n,% )

Outcome Cohort 1 (n=728) Cohort 2 (n=1711)
DILI 1(0.14) 17(0.99)
AKI 27(3.70) 59(3.40)

DIDL: Drug — induced liver injury ; AKI; Acute kidney injury.

i

WG B, SR G L H B TCS/TCI £ L
BT R B A RIS e % etk X
530 A Sk e I FH Hh 24 4 70 2E 4 R TE A 1) BF 5 A
MIAF) S BEE R TT A AR AT R L S 2
A 5% T oA 2 A B X — 4538 5 W 1 Bl AL %o R
WFIR M Z5 1R SE AW &, AT S A0 A B F — 2P IR 52
T E IR FRIRIT I 58, JUHOZ R 24 5 s 19 1k IR
ARIERS

W5 LR B F D) REAE b A T S I el a3,
HOR AR S5 BT s W s, BR AR FR A b S
750, 4 B SR A, HL T T B i T RE VR 1 A
N A E A 2 BEAE . BRI 2 () DILL & A4 R h
0.99% & FEAF 1 19 0. 14% , {54 % KU A5 40 TF 5541
Ko ZHE M B, ETEILL AT RS,
A 245 91l DILL (g 0k 57 fG B8 IR 2o 7 Ife PR S B2
IR T AR SR i B OL, RO SR I, iR
Sea BRI MR A G 25 05 %8 fE B i Rg e etk
Ji T, SCr A5 AR H BTG PR 3 S /N 8, it —

A SRR T AN 2R RLE W SRR D T 0B A

ABIFFE LA TS & B T 21 1/ v AR5 1) A AE
— B R PR i B St L (real — world data, RWD)
R, X B W T I A58 W SN S AT
5, 2 IR DI 25 K AL R B S BE VT e R e, I
LN BTREAAL D AR EE 14 0. 43% , LT vt 1
FERTRES | ATETE LR AT 5 29 AAEAS 7T BB S 4 ) T~ Fifi
VI BT R IR B A 1) R, AT 52 00 25 SR Y
R W, BT 52 56 % A £ B2k Ry, HLBZ 4
HEAL YT R 2, (A XE LA FE 58— I 0] o N aE A T 1k
VAL s AT ST MO I3 SCA R 7 304 TRy, AT RE ST A
G . 5B = LN RO AN e B T BRARAL 1 E
TRAR, XMW TE R HIZYT BB, B R R
AEWFIE B 1P 5 R RIHIE S AR Y i 2OR Z A B
WG o A TE 2 36 [ £ il 24 W B 45 38R (Food and
Drug Administration, FDA) 7£ H A5 FHamiE , = E50E
AT SRR SR B SR R DR, AR SO S IE I E
LR B BT R R IR . Rk A5
I3 ) A T BE T 11 5 45 JR da bs 0 s e 4
SRt v Bl e R

ARSI R GEPE TR B £ B, £ Al PR s o
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