CHStSkAOtSHS| X M35 Al4S(20214 118)
J Pediatr Korean Med. May, 2021;35(4):141-155
ISSN 2287-9463(Online), https:/doi.org/10.7778/jpkm.2021.35.4.141

cob Wuke) ok A mel BT A YA AT 53
- EF A9 d2Z A7E FHo= -

( Abstract )

Review of Recent Clinical Research for Herbal Medicine Treatment
on Vitiligo in Children
- Focused on Chinese Randomized Controlled Trials -

Jang Jin Woo"" - Choi 1l Shin** - Park Beom Chan"’ - Kim Ki Bong'” - Cheon Jin Hong"*

'School of Korean Medicine, Pusan National University
’Dept. of Korean Pediatrics, Korean Medicine Hospital, Pusan National University
"Jang Jin Woo and Choi Il Shin arve equally contributed to this paper as first authors

Objective
The purpose of this study is to gather information from clinical studies conducted in China and analyze the
effects of herbal medicine treatment for childhood vitiligo.

Methods

The randomized controlled trials (RCTs) with herbal medicine treatment for childhood vitiligo from the Chinese
Academic Journal (CAJ) from China National Knowledge Infrastructure (CNKI) were searched. Then, each study
was analyzed by demographics, disease durations, interventions, treatment periods, outcomes, adverse events, and
compositions of the herbal medicine used.

Result

A total of 6 RCTs were included. All the trials except for one used a combination of Chinese herbal medicine
with Western medicine as their treatment groups. The total efficacy rate was used to measure the effectiveness, and
the treatment groups reported a significantly higher total efficacy rate compared to the control groups in all studies.
In one study, a control group treated with compound glycyrrhizin capsule and topical compound kaliziran tincture
combination treatment was compared with a treatment group which used the same treatment that the control group
received in addition to oral herbal medicine. This study also showed higher total effectiveness in the treatment
group than the control group.

Conclusions

In pediatric vitiligo, a combination of herbal medicine treatment rather than Western medical treatment alone
can improve symptoms. In addition, it was suggested that the therapeutic effect can be enhanced when oral herbal
medicine is used in combination with other herbal medicine treatments.
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II. Materials and Methods
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Table 1. Characteristics of Included Studies
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1" Author Sample  Gender Age distribution Duration of disease .. .
(year) size (M:F) M = SD) M = SD) Characteristics of Discase
T: 39
412y (83 + 2.6 1-24
Chen™ -8 (13:26) y( Y i Vitiligo with spleen-stomach
2020 . eak di t
(2020) (;:3?2) 412y 87 = 26y 148 m weakness syndrome type
T: 35
1513 y (8.6 + 2.3 1056 + 3.79
Han et al? o 0:15) v« Y " Vitiligo with spleen-stomach
2018 . eakn drome t
09 ((1:8'2) 2-14 y (89 = 24y) 11.77 = 3.61 m weakness synciome: bype
T: 63 1m - 38y
214 y (836 = 3.12
Luo et al? 16 (28:35) y ¢ Y (1.89 + 0.63 y) Vitiligo with Qi-blood disharmony
(2017) C 63 2m - 4ly syndrome type
Guzpy P YE =298y 2.03 = 086 y)
T: 114 Sm - 4y
6-14 y (1023 = 3.58
Goed? (6850 y (1023 + 358 y) (1332 + 431 m) R
@015) ¢ ol 614 y (1081 + 3.23 y) lm -4y
(42:49) CR YR ey (12.60 = 3.63 m)
) T: ‘45 311y G2+ 13y 3m - 44 y Number of cases by lesion site (T/C)
Wang et al 85 (27:18) 9.7 = 1.4 m) - Head/face: 10/7
(2014 C: 40 A2y 5T & 12 2m - 35y - Trunk: 26/28
(4:16) 12y 67 = 12y) ©4 + 1.6 m) - Extremities: 9/5
T %0 315 y (7.52 = 024 y) 3m -4y ini
Wang et al™® S (10.26 + 0.28 m) Number of cases by clinical type (T/C)
2014) 144 C 54 im 3y10m - Vulgaris: 50/28
- . . - Segmental: 40/26
Googy TSy T8 055y ©9.62 + 046 m) gment

MF: malefemale, M + SD: mean + standardized deviation, NR: not reported, T: treatment group, C: control group, y: year, m: month
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Table 2. Characteristics of the Included Studies

Author Intervention Outcome. measure Reauls B
(year) Methods Period
Chen T: CIx + OHM (Jianpi ) T>C . .
Xiaobai-Fang, bid) 3m 1) TER (%) T 929% : erythema, s %ng, %ster 3
(2020) C: erythema, swelling, blister 4
C: 308 nm excimer laser 2-3 times/w C: 74%
D T>C
T: CIx + OHM (Neifu-Fang, bid) T: 97.1%
C: 87.5%
Han et 2™ 1) TER (%) 2) T>C
(2018) 3m  2) Pigment score T: 2.46 = 0.03 NR
3) DLQI C: 168 = 0.07
C: 0.03% tacrolimus ointment 3) CT
T: 247 = 1.29
C 623 = 261
1) T>C
T: 84.13
C: 63.49
2) T>C
T: 62.83 + 11.47%
C: 53.78 + 10.29%
3) CGT
T: 653 + 2.85
T: CIx + OHM (Modified C: 10.25 = 4.06
Guizhi-tang, tid) T 5.66 + 1.39
C 875 =227
T: 5.21 = 247
C 973 = 292
4) T>C
1) TER (%) T: 71.52 + 1543
2) Recolor situation G 6243 = 1378
3) VASL DIQL, §g-i ) €
discord score T: 1021 = 2.03
Lo et al*? 4) MCI C: 9.87 = 243
(2017) M5 146, TgA levels T: 149 = 053 NR
6) IgM, C3, C4 level C: 1.05 + 0.35
7) CD3 + , CD4 + , 6) T=C(*)
CD4 + /CD8 + level T: 143 = 051
8) CDS + level C 1.26 + 042
T 0.82 = 017
C 081 « 0.16
T: 0.18 = 0.05
C: 0.03% tacrolimus ointment bid C: 017 = 0.04
7) T>C
T: 63.05 + 693
C: 5851 + 5.49
T: 40.66 + 4.67
C: 3652 = 3.93
T: 1.67 = 045
C 1.32 = 0.30
8) C>T
T: 25.13 + 2.86

C: 2775 + 3.06

H
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Autho Intervention
HEnor - Outcome measure Result AE
(year) Methods Period
T: CIx + OHM (Modified
Wurmei-tang, qd) + THM (Xicao . T: erythema, desquamation,
Gao et al'? Zengst?-ye) + Triamcinolone § ) TER @ D ¥>C78 EZ’) swelling 9
(2015) acetonide m ¢ C. 55'0(; C: erythema, desquamation,
: 55.0% .
C: oral treace elements + UVA swelling 7
therapy
T: CTx + OHM (Yangxue ) TC T: folliculler papule 1,
>
Qufeng-tang, 250-300ml, bid) T 911% erythema 2, itching 2,
1 1) TER (%) SO mild burning sensation 1
Wang et al . C: 72.5% .
(2014) 3m  2) Incidence of adverse 2 CT C: folliculler papule 4,
. > . .
C: 0.03% tacrolimus ointment bid reations T 13.3% erythema 3, itching 2,
C 30% mild burning sensation 2,
S atrophodermia 1
T: CTx + OHM (self-made Xiaobai 1) T>C
decoction, 300ml, bid) 1) TER (%) 2 Zizzz
Wang et al® 3 2) MER (%) 2 T' C*. 7 T: erytherm, itching, blister 14
014 C WM (Compound Glycyrrhizin, ™ 3) curative effect of different T.> 6.8580% C: erythema, itching, blister 8
25mg, tid) + THM(Compound TCM syndrome types 78.88%
Kaliziran Tincture, bid) C: 40.74%
3) T=C*)

AE: adverse effect, NR: not reported, TER: total effective rate, DLQI: dermatology Life Quality Index, VASI: vitiligo area scoring index, MCI:
melanin content index, WM: western medicine, MER: markedly effective rate, w: week, d: day, m: month, CTx: control group treatment, OHM:
oral herbal medicine, THM: topical herbal medicine, qd: once a day, bid: twice a day, tid: 3 times a day, IgA: immunoglobulin A, IgG: immunoglobulin
G, IgM: immunoglobulin M, C3: complement component 3, C4: complement component 4, CD8 + : cluster of differentiation 8, CD4 + : cluster
of differentiation 4, TCM: traditional Chinese medicine [: P<0.05, *: P<0.01, (¥): P>0.05}

Table 3. Constituent of Herbal Medicine

First author
(year)

Herbal medicine Ingredients

Chen™
(2020)

Jianpi Xiaobai-Fang (HEIE H75)

Radix Codonopsis Pilosulae (325 10 g, Radix Astragali (¥1%) 10 g, Radix Angelicae Gigantis (&57%) 6 g, Poria Cocos Wolf
(TRE) 10 g, Atractylodes lancea (F1710) 10 g, Radix Paconiae Alba (17552 6 g, Radix Saposhnikoviae (F5)R) 12 g, Periostracum
Cicadae (Y805) 6 g, Fructus Crataegi (\UK) 10 g, Fructus Hordei Germinatus (35%) 10 g, Pericarpinm Citri (BRE) 6 g, Radix
Lithospermi (38%%) 10 g, Radix Glycyrrhizae (H¥) 6 g

Han et al™!
(2018)

Neifu-Fang (RIBK77)

Galli Stomachichum Corium (HENE) 9 g, Fructus Hovdei Germinatus (FE253) 9 g, Radix Codonopsis Pilosulae (B2 9 g,
Atractylodes lancea (F171) 9 g, Poria Cocos Wolf (1R%55) 6 g, Radix Glycyrrhizae (F<H¥) 3 g, Radix Astragali (F31€) 9
g, Pericarpium Citri (RI) 6 g, Semen Sesami Nigrum (BZN) 10 g, Radix Angelicae Gigantis (¥5%) 9 g, Flos Lonicerae
(%:5R16) 9 g, Radix Saposhnikoviae (B 9 g

- constipation (KIERFE): add Semen Pruni (HBZAT)

- upper body vitiligo: add Curcuma longa (F3%)

- lower body vitiligo: add Fructus Chaenomelis (ZRJK)

Luo et al?
(2017)

Modified Guizhi-tang (FERIZHIIBR)
Ramulus Cinnamomi $%) 5-10 g, Radix Paeoniae Alba (F17558) 5-10 g, Fructus Jujubae (K3 4-10 g, Rhizoma Zingiberis
Crudus (:¥) 4-10 g, Radix Glycyrrhizae (H¥) 3-6 g, Poria Cocos Wolf (1R%5) 8-15 g, Atractylodes lancea (F1710) 6-10 g

Gao et al®
(2015)

Modified Wmei-tang (RHEES I

Fructus Mume (ki) 6 g, Fructus Tribuli (RPEER) 9 g, Semen Sesami Nigrum (B2 9 g, Radix Astragali (RIEES) 9
g, Radix Pseudostellaria heterophylla (KF2Y 9 g, Atractylodes lancea KV 9 g, Semen Astragali Complanati (P5957F) 9
g, Fructus Amomi (A7) 6 g, Fructus Crataegi (ILIH) 9 g, Concha Ostreae (WBANE) 12 g, Fructus Crataegi (FEIIKD 9 g,
Semen Coicis GEED) 15 g, Radix Glycyrrbizae CEH 6 g




146 Review of Recent Clinical Research for Herbal Medicine Treatment on Vitiligo in Children

First author
(year)

Herbal medicine Ingredients

Wang et al®
(2014)

Yangxue Qufeng-tang (FEILIHEEE)

Radix Astragali ($58) 9 g, Radix Codonopsis Pilosulae (XYHZ2) 9 g, Atractylodes lancea (XYEIN) 9 g, Semen Cuscutae (%A% )

9 g, Semen Astragali Complanati (I56F) 9 g, Semen Psoraleae (#iBNG) 9 g, Fructus Lycii WWCT) 9 g, Fructus Ligustri

Lucidi (ZCATF) 9 g, Herba Ecliptae (525EHE) O g, Semen Sesami Nigrum (BZ0ik) 10 g, Radix Angelicae Gigantis (&5 9

g, Radix Salviae Miltiorrhizae (FY22) 9 g, Caulis Spatholobi (FEIMFR 9 g, Radix Paeoniae Alba (F175%58) 10 g, Radix Saposhnikoviae

BHEY 6 g, Fructus Tribuli (RIPEL) 9 g, Radix Angelicae Daburicae Radix (A1) 9 g, Radix Glycyrrhizae (H5) 6

- Those with severe spleen deficiency, loose stools (I, ) add Dioscorea polystachya (111%8) 15 g, Poria cocos (FIIRA)
9 g, Fructus Jujubae (K3 9 g

- Those with thin yellow tongue coating and bloating (s, W) add Pericarpinm Citri (BRFZ) 9 g, Magnolia officinalis
JZFD 6 g

- Those with red tongue and less fur (GFHLEAE): add Scrophularia ningpoensis JCZ) 5 g, Ophitopogin japonicum (55 9
g, Dendrobium nobile (Fif}) 9g, Polygonatum odoratum (FEXY) 9 g

Wang et al®
(2014)

self-made Xiaobai decoction (I E175)

Radix Astragali (K3 15 g, Angelicae Gigantis (WEER) 9 g, Rhizoma Atractylodis GE) 9 g, Radix Polygoni Multiflori
(HUTEES) 12 g, Rhizoma Cnidii ON¥5) 9 g, Radix Angelicae Daburicae Radix (A1) 9 g, Radix Salviae Miltiorrhizae (Ti1122)
20 g, Radix Lithospermi CH9ESK¥E) 9 g, Radix Paeoniae Alba ¥YE75) 9 g, Semen Psoraleae CBHHENE) 10 g, Fructus Tribuli
Ol5EE) 12 g

- liver-kidney deficiency type (FFEAERY): add Exncommia ulmoides (CBHAT) 12 g, Fructus Ligustri Lucidi (BZET) 10 g
- wind-dampness retained heat type (AGEFEZAAY): add Phellodendron chinense (3K) 12 g, Notopteryginm incisum (F5i%) 10 g
- static blood obstructing collateral vessels type GRIMIHASTY: add Rosaceae Prunus (RVFKT) 10 g, Carthamus tinctorius (TEHIAE) 9

e

- spleen-stomach weakness type (ILB E55Y): add Poria Cocos Wolf (1R%5) 15 g, Dioscorea polystachya CEEKP111E8) 15 g

/= S

- liver depression and qi stagnation type (AR HFHY): add Buplenrum chinense (ALSEH) 12 g

Compound Kaliziran Tincture (1855 HTIRED)

Vernonia anthelmintica BBE3ECNEHE). Semen Psoraleae (FE NG Radix Polygoni Multiflori IWE ). Radix Angelicae Gigantis
CES). Radix Saposhnikoviae §GI). Fructus Cnidii WEIRTF). Cortex Dictamni Radicis (FVEERS). Fructus Mume (F5HD. Semen
Sinapis (AFTF)s Flos Caryophylli (1)

Table 4, Frequency of Herb Using to Treat Pediatric Vitiligo

Herb Frequency

Radix Astragali (FE5), Atractylodes lancea (FA), Radix Glycyrrbizae (W), Radix Angelicae Gigantis (Hi5%)

Radix Paeoniae Alba (17538, Radix Saposhnikoviae (FhiJ) 4

Radix Codonopsis Pilosulae (329, Poria Cocos Wolf (TR%Y), Semen Sesami Nigrum (FBZNK), Fructus Tribuli (RIEZEE), Semen
Psoraleae (RIS NE)

Fructus Crataegi (LN, Fructus Hordei Germinatus (353, Pericarpium Citri (BREZ), Radix Lithospermi (38¥E), Semen Astragali
Complanati VS35, Radix Salviae Miltiorrhizae (FY22), Radix Angelicae Daburicae Radix (F115), Radix Polygoni Multiflori 2
A 5), Fructus Mume (ehfd)

Periostracum Cicadae (W), Flos Lonicerae (8884E), Ramulus Cinnamomi (KAX), Fructus Jujubae (KRE), Rhizoma Zingiberis
Crudus (FH), Radix Pseudostellaria heterophylla (KF2), Fructus Amomi (W), Rhbizoma Dioscoreae (\LIZ8), Concha Ostreae

CHWE), Semen Coicis GETID), Semen Cuscutae (fhT), Fructus Lycii KACT), Fructus Ligustri Lucidi (L&), Herba Ecliptae
(FSHE), Caulis Spatholobi (FEMFE), Rhizoma Atractylodis &), Rhizoma Cnidii O\%5), Vernonia anthelmintica (Sasd3ihias),

Fructus Cnidii

(MeIRT), Cortex Dictamni Radicis (FAEEL), Semen Sinapis (FATFT), Flos Caryophylli (1), Galli Stomachichum

Corinm (N
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Figure 1, Flow chart of study selection process

CAJ: China Academic Journal
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