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Preparation of nano-phase gel from extract of Lonicerae Japonicae Flos-
Taraxaci Herba and its pharmacodynamic evaluation on rat acne model
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Abstract: Objective The preparation process of the gel was studied and its pharmacodynamic evaluation was carried out with the
nano phase state of the extract of Jinyinhua (Lonicerae Japonicae Flos, LIF)-Pugongying (Taraxaci Herba, TH). Methods The LJF-
TH extract nanophase was subjected to gel preparation by using appropriate amount of carbomer 940, glycerol, sodium hyaluronate,
1,3-butanediol, propylene glycol, and distilled water, and the gel evaluation method was established. The effects of carbomer 940,
glycerol, pH value and drug load on the comprehensive score of gels were investigated by single factor investigation and Box-Behnken

design-response surface method, and the appearance properties, spreadability, centrifugal stability, low temperature stability and high
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temperature stability of gels were evaluated to determine the optimal process. The experimental model of acne was established in rats,
and the anti-inflammatory effects of taking the nano phase gel orally, applying it and internal-external combination’s methods of
administration were investigated by comparing the swelling rate of auricle and the content of inflammatory factors. Results The
optimal preparation process of LJF-TH extract nanophase gel was as follows: LJF-TH extract nanophase lyophilized powder 6.89%,
carbomer 940 1.31%, glycerol 4.82%, sodium hyaluronate 0.05%, 1,3-butanediol 2.5%, propylene glycol 2.5%, pH 5.09. All of taking
the nano phase gel orally, applying it and internal-external combination’s method of administration can significantly reduce the swelling
rate of the auricle (P < 0.01, 0.001) and the content of tumor necrosis factor-a (TNF-a), interleukin-6 (IL-6) and insulin-like growth
factor-1 (IGF-1) in the serum of rats, and effectively improve the pathological damage of the ears of acne rats (P <0.001). Conclusion

The nano phase gel of LJF-TH extract has a significant inhibitory effect on acne inflammation induced by Propionibacterium acnes,

which provides a reference for the development of Chinese medicine pair extract nano phase preparation for acne treatment.

Key words: Lonicerae Japonicae Flos; Taraxaci Herba; drug pair; nanophase; gel preparation; acne vuglaris; pharmacodynamics
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Fig.1 LJF-TH extract nanophase TEM characterization
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Table 1 Gel scoring rules

W CAMERIN WM EOREN iR A2 2 P el A A
0~4  AEW]. AEOFRLH . A Aok PEYE PPEE. R PESR. ZR
5~7  BUMMECE. SEBREY. AERER  BUERE B2 Bz 2O BHSE. &6
8~10 BUIMEELF. BRI S i ST EnE TE At TR A

SR RSy =25% X (SPUHEAR 4 B R 4tk + B O FsE M+
LA v+ iR A E )
25 BEREFZRSIRE-HQRRBEIURMNKEE
BRI &AL

X} G AR A - 2> PRI A K A 25 B R 711 il %
W77 AT R RS, HEERUEAY 940, Hl. #K
Zjit. pH {H 4 NHEZEX BRI A PR e,
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Table 2 Effect of carbomer dosage, glycerol dosage, pH

value, drug loading on composite score (n = 3)

FR e HME Ge BAR Ge PN
Mo W B W % e PO s
0.5 37.50 0 46.50 5.0 4750 4.0 4350
1.0 48.00 5.0 48.00 8.0 48.00 5.0 46.00
15 4550 100 4750 10.0 47.00 6.0 4350
20 4250 15.0 44.75 15.0 4500 7.0 4150

25 3950 200 4275 30.0 37.00

2.6 Box-Behnken & it-MiR % (Box-Behnken
design-response surface method, BBD-RSM) SLI&
Wit RER
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#* 3 BBD-RSM ZWFIHELER (n=3)
Table 3 Experimental design and results of BBD-RSM (n = 3)

5 X% X%

Xal% &V

1 150) 0(1)5(@0) 5.0
2 1.0(-1) 0 5 75
3 15 5(0) 5 75
4 15 0 4(-1) 75
5 15 5 5 75
6 20(+1) 5 5 5.0
7 15 5 6 (+1) 10.0
8 15 10 (+1) 5 10.0
9 15 0 5 10.0
10 15 0 6 75

42.67
42.67
44.00
43.00
44.33
41.67
43.00
41.33
42.33
42.67

F5 X% Xol% X3 Xal% ZZEVWH TS X% Xol% Xs Xd% ZREVFS
11 20 5 6 75 41.67 21 15 5 4 100 43.33
12 1.0 5 4 75 43.00 22 15 5 5 75 4500
13 15 10 6 75 42.00 23 20 5 5 100 41.00
14 15 5 5 75 44.33 24 10 10 5 75 43.00
15 20 5 4 75 4167 25 15 5 6 50 4333
16 1.0 5 5 100 43.00 26 15 10 4 75 41.67
17 1.0 5 5 50 43.67 27 15 5 4 50 44.33
18 20 0 5 75 4133 28 20 10 5 75 4067
19 1.0 5 6 75 44.33 29 15 5 5 75 44.67
20 15 10 5 50 42.67

x4 EFHIEEREK

Table 4 Regression coefficients for factors

HEXRE CFHM BHE ¥y OFE P WM AZERE CFAHM AHmE ¥ FE PHE BFME
AL 36.37 14 2.60 1491 <0.0001 #E3FE | XaXa 0.11 1 0.11 064 04378
X1 11.34 1 11.34 6511 <0.0001 #EFE| X2 10.54 1 1054 60.53 <0.0001 &
X2 0.93 1 093 532 00370 &% X2? 14.27 1 1427 81.93 <0.0001 &
X3 0.00 1 0.00 0.00 1.0000 Xa? 1.52 1 152 870 0.0106
Xa 1.56 1 156 898 0.0096 MEZE| X 3.10 1 310 17.81 0.0009 #thEE
X1Xa 0.25 1 025 144 02508 5% 244 14 0.17
X1X3 0.44 1 044 255 0.1325 KWW 1.86 10 019 129 04347 REE
X1Xs 0.00 1 0.00 0.00 1.0000 g% 0.58 4 0.14
Xa2X3 0.11 1 0.11 064 04378 MEZE 3880 28

1

0.25

0.25
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Fig. 2 Response surface plots for various factors
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Table 5 Verification experimental results

boy e L& RSD/
i S SR — Rt 28

PEIR B iR &R e %
19 9 o 8 9 44
2 9 9 9 8 9 44 130
3 9 9 9 9 9 45
27 ERE-HLRPRBETRE TN KRR
BHARER

271 WA, @R 542 B 80 A SD K
BIZBENLE = RIEH KR 2 A4 (n=10, Mk
#), BB (n=70, MEHESE). B2 AHS,
HARHKRAFE sc 20 pL FEIE R #H (5 R
KRR 8.0X 107 cfu) 29301, 4 7 d i FHRIEHAY,
% 8 KIFEFRANTIRE IR (17%MER. 45%
TG 25%fuifuf LI AT 13% A & )0) ER3K 100 uL T
KB A HER LA 5 SR T . 7o EEAMBUE ik
HAE AR (iR T 9 e R R AR
(2016)) H1, MXO =36 LUK I Fe2 Jy 3 EER I
Js JCP EiR K mEm 8. MoE, —#&iE
SR G AR &

bR (I dAh, W IR A K R AL S BE AL
ST, BH 10 R, R . B2 IR
M JCP). FHMEZGAMNHAL (MXO). BHTEZG AN S
H#H (JCP+MXO0). EHAE-THA TG KA A
W ARZE 2540 (JPdec 1) G ARAE-TH A TEG KA At
FEFIANH A 2540 (TPgel 1) &HRAE-TH A Sk A
BN MRS BRI A G 240 (JPdec + IPgel
). FUBATHIN G 24, TPdec 45T & HRAE-TH A
BEYKANZS 7, TPgel 45T SARIE-TH A TEYK
MASEER . TPdec+TPgel 445 T &R AL -1 A 4H
KA ZH) ST MXO 44T MXO. JCP 4
#5F JCP. JCP+MXO 1% F MXO & JCP.

SARIE AT ANHAEZ RN 15 gd, HA
Rl E% 70 kg T, M ANAEZEHRN 214.29
mg/(kg-d), M5 N5 S258 3 W) 55 800 E 4 45, 15 ¢/70
kgX63=135 g/kg, #EMPKMEEHEN 0.15
g/(kg-d)PIK AR T4 . LLEE O RITH AR 1
emX 1 cm 1] X IRA EARIE-TH A TEGRAR A HER 7
MEZX, HHEE 0.5~1.0 mm. JCP BAHE 18
g/d, FRANRFREZ 70 kg 11, W AEZEZ) 0.26

g/kg, MRAENE LRSS EIIATIHE, B4
FIENER 18 g/70 kgX 63=1.62 g/kg; [FFREHTE
MXO (0.025%) 0.2mL/d; =% A2 Fe AR B 4] itk 2
H&ER L 0.2 mL/d. &FH 1R, L4525 14 d.
2.7.2 RIS KIFD T3 14 RAZE, X
FHRKRMNEERAHLAKE . B, REMIL
B M 4 NHEERTG, MR A 0 ELER AW K
TEAHATWELE > AR, 103 POrdE WL 6.
6 MK 2 = (R Y A B HE R R P — b B TR
FEE )/ 4 35 i 5 JEE g
273 HH KR E B AL S E M EE KR ME 5>
FHRKREBARESENRSER (B 3) £,
TR WA 2 (RS 2 AN, B R A
KRBT %, B R IWLY 5Kk & A
L, S5AEN TG RAR . AR A A 0 R
Pt R, BRI, AR R R, B
JBRAH 2 A HE I S 0, 3R BRRE IR A R S
B R B4 9K R, B3 O A B R ik
%o BHEZG K S ARAE-TH A SRS 545 2 4.«

*6 ARHEBEBRAZWEFTNESR

Table 6 Rat auricular acne model apparent indicator score

scale

WaTHE RN MERFABE ERERh A

BkE <1mm 0 | B% 0
2mms<X<imm 1 B E 1
Imm<xX<2mm 2 Fp R B R 2
=3 mm 3 W 48 5 3

Pits Wt (EWD 0 |REB. ERB.E 0
R 1| ke BB Kb 1
AR 2 . MEps 2
[IZEN 3 L. IRERK 3

™y o~ e
y by

JPdec JPgel JPdec+JPgel
B3 BHEHRKBESFNE

Fig. 3 Morphological observation of rats in each group

JCP+MXO
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KRR RIRA A, HEGER M, ZEMWK,
KRB 5K, REEBRHAD, EE. HE
Wb STRREEMKE. Bite. M. BBk
JE AT IV o L R B AR ZH A EUBH 1 24 201
e A BRAR -3 > JEGOK AR S % 25 24 24 B0 % T FE A
PR EDLIA AR LGS (P<0.001), 55 0%
7. HH JCP+MXO HFor ik, &HAE-TH A Syl
KIS KA AN E FEED AR, 3 b2
XTI EEZE R, Ui SHRAAE-H A RPOREEN
MR AMF L IAG FH S REE B 3 CACSE e 407
274 BAKRREFEMKE 54K R 5K 2
SRR 7, 5 AHEIE, BB KRR K %
wEFE (P<0.001), HHAHLE, FHMEZ e
B A JEGRARZS %25 25 4 R B B BRI I 2 6l 3

x7T BEKRAZ 14 d FEERERITSMEEMAKE
(Xts,n=06)
Table 7 Auricular apparent scores and auricular swelling
rate of rats in each group after 14 d of drug administration
(Xts,n=6)

A FEN(gkgtdh W LB K 1%
TH - 0.00 7.95+5.14
A - 9.00+0.53 99.66+30.06™"
JCP 1.62 2.2540.89%# 32.03 £ 3.10%#
MXO 1.50 2.00+0.53%# 29.80 £ 3.42###
JCP+MXO 1.50 1.75+0.71%# 23,57 £ 7.74%#
JPdec 0.15 2.38+0.74% 36.57+10.16"#
JPgel 0.15 2.38+0.74%% 38.87 +13.96"
JPdec—+JPgel 0.15 2.00+0.53%# 34.16+16.32%#

Ha Atk ™ P<0.001; SHRHELE: #P<0.01 #P<0.001.
P <0.001 vs blank group; P <0.01 ##P <0.001 vs model group.

B (P<0.01. 0.001), &HIAEIHATEGUKME 3
Fheh 257 N BB ZE .
275 LR PN K R AORE R AR 15 PR () 5
M HCE2H K R S 4T ELISA &R, 2%
BRI AR R K P45 3R 3% 8. 5 ML,
R K B B IGF-1. TNF-a. IL-6 & &4 1N
(P<<0.001); SR, PHM:Z K EARIE-TH
PEYPRA S S A 24 K H B8 IGF-1. TNF-o.. IL-6
BIBEAIK (P<0.001); SARTE-TH A YRS KA 2
ZH AR BB BR TNF-0 1L-6 & & 45 I8 T & FH
PG

T O 53 R G Wl A S Y S A W R 4 2R
IGF-1. PI3K. AKT {55l #% S H AR H H FoxO1
1) mRNA RILTEML, RNE 8. HTHALE,
PR IGF-1. PI3K. AKT ff] mRNA FiA /KT &
EFF (P<0.01. 0.001), FoxOI ] mRNA /KF- &
(P<<0.001); SHIAYAH L, B 254 IGF-1 PI3K.
AKT mRNA Fik¥H N, FoxOI ) mRNA /K-
T, ERAESUEE L (P<0.001), HA JCP+
MXO HEHERIHE; SEMALK, JPdec 4
IGF-1. PI3K. AKT If] mRNA Fik/KF4H T4,
FoxOI ] mRNA /K FF, ZREGHFE L (P<
0.001); JPgel 41 IGF-1. PI3K. AKT ] mRNA Fik
KA TR (P<0.01. 0.001), FoxOI ) mRNA
KF_ETH (P<0.01); JPdec+IPgel 4 IGF-1. PI3K.
AKT ] mRNA ik /K3 R (P<0.001), FoxOl
] mRNA 7KF ETF (P<<0.001). Hrh&4E7E-THA
PGS B A A AN IGF-1.PI3K AKT FoxOl
) mRNA /KPR 2R, 4558 Wk 8.

=8 RUAKNFEEMHLS TNF-a. IL-61 IGF-1 KFE X IGF-1. PI3K. AKT. FoxOl mRNA $a¥tRIAKE (X+s,n=6)
Table 8 ELISA results of TNF-a, IL-6 and IGF-1 content and relative expression levels of IGF-1, PI3K, AKT, FoxOl1 in

auricular tissue of each group of rats (X £ s, n=6)

4 &l JRE K FE /(pg-mL ) MRNA Fi %} 1% 7K F

(g-kgt-d™) TNF-a IL-6 IGF-1 IGF-1 PI3K AKT FoxO1
TH - 11.70+4.73  37.76+6.35 91.50+25.64 1.03+0.07 1.004+0.06 1.004+0.03 1.00+0.08
TR - 72.414+16.19™ 71.73+12.15™ 191.104+40.54™ 1.474+0.07"" 1.71+0.13"" 1.27+£0.12" 0.39+0.08"
Jcp 1.62 27274598 49.13+591%* 112.34+18.24** 1,10+0.13** 0.75+0.16"* 0.86+0.09*# 1.01+0.29*#
MXO 150  26.46+6.86"* 43.52+6.24"* 106.97+19.98** 0.83+0.15** 0.86+0.27** 0.68+0.09*# 0.92+0.15"
JCP+MXO 150  17.85+8.48*# 43.45+11.01%* 100.48+16.28"* 0.68+0.09%# 0.64+0.22*#* 0.57 +0.06*# 0.92+0.19*#
JPdec 015 17.48+8.17** 40.38+7.57* 107.51419.93** 1.04+0.20"* 1.01+0.10** 0.53+0.13"* 0.99+0.19"*
JPgel 015 17.48+7.60"* 38.64+8.75"* 105.88420.81** 0.89+0.04** 1.23+0.25* 0.62+0.10** 0.78+0.06*

JPdec+JPgel  0.15

12.25+3.60"* 38.51+9.34%* 106.27+23.17%# 0.85+0.10%* 0,90 +0.33*# 0.48+0.15**# 0.83+0.14**

Hagdts: "P<0.01 "P<0.001; SHRABALLE: #P<0.01 *#P<0.001.
P <0.01 "™P<0.001 vs control group; #P<0.01 *#P<0.001 vs model group.
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Bl o
2.7.6 HE JtMSHEHZRHAZL  BHdE
TUERREEAL HE G+t K 4, FE4RR
FLER AR BB NS 2E, A AR o AR, Bk
IR R, REAAMEWIR IR, HE RN
JRA R+, M EACGURPUIRHES, LB

LUK R R A5 B SR A BUAE 0 A, SR SR 50, 4

0EE 7V P RV R 2 S A P R i DN R E N
BERRA GG IS, R JPRAR B m] WLRAR e A, R B ]
WG, HERAREER LK, A5 ETRL . 1
JIENEIRSE, SRAEIE T WK ISR SRR R DA
LA, A KEMRIEAIRIE, B, K
JIRAE I A R >, B LR R, F
AT LR TR . AT 2 LU BT 24 B AR A E -
NEEGPRARS S R ARG EON IR, BAH
BAMAE R TK, RVEA IR R .

i oA

El4 BEKXFREE HE & (X200)
Fig. 4 HE staining of rat auricles in each group (x 200)

3 it

H 2R IV —FioBn B o 7, & T
Xof R B I R BB A TR YT, AT DATRE G 1 R
SR LN R I AN, I PR 2 et I AR
AN B BB AR SIS 7E 4 MR AE-T A TEHRBUR 4K
FHAS LA b DRI FL R i) s BT, B ik
J& . A VERIY SITE R AT, Sk Bz RN I TG Rk
AR, HAE— @R F 2B,
YIRS R HhAE A AR, TESNH I
LA e 5 & A ZisH, BA B
JRIBIEVED RS T EH 52%~68%IM IR TE
B, 5=2BESWEYREE G, BERIT
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FEREIN, WA SLIb Ik ] = 28 o pH I,
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TR, MAUAH, TERVERE, BOR MR E
o AT SR TE-TH A TR EGRAKAR S &R
A ) A RS TR BRI AR A . A
T2 LA PH M 2 I S ARG -V A LR A K44 2

HARGEMERIEE, B B4R 7%,
RNV IR I > B A5 45 25 KRB EE IGF-1.
TNF-a. IL-6 7 &3JFFAK, IGF-1. PI3K. AKT mRNA
Lk FBE, FoxOI mRNA /KF ETF, DL EszEs
45 R S AAE-TH A TR A B N IR A1
o AR FEOT R TR R AT 19 175 3 PR 9 hE S v R
AR E I HHEIER .
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TER SR , Dy 24 24560 A T8 T R B AT L

FBAR PIAVHHFARELEA R R

SEH
[1] BiE&, &k % R TIe TR (1] P E

EREE, 2019, 28(12): 170-173.

[2] CongTX, Hao D, Wen X, et al. From pathogenesis of acne
vulgaris to anti-acne agents [J]. Arch Dermatol Res, 2019,
311(5): 337-349.

[3] Dréno B. What is new in the pathophysiology of acne, an
overview [J]. J Eur Acad Dermatol Venereol, 2017,
31(Suppl 5): 8-12.

[4] TIsard O, Knol A C, Ari¢s M F, et al. Propionibacterium



- 8424 -

FEH 202412 7 $55% B 248 Chinese Traditional and Herbal Drugs 2024 December Vol. 55 No. 24

(5]

(6]

[7]

(8]

4]

[10]

[11]

[12]

[13]

[14]

[15]

[16]

acnes activates the IGF-1/IGF-1R system in the epidermis
and induces keratinocyte proliferation [J]. J Invest
Dermatol, 2011, 131(1): 59-66.

Kim H, Moon S Y, Sohn M Y, et al. Insulin-like growth
factor-1 increases the expression of inflammatory
biomarkers and sebum production in cultured sebocytes
[J]. Ann Dermatol, 2017, 29(1): 20-25.

Mirdamadi Y, Thielitz A, Wiede A, et al. Insulin and
insulin-like
phosphoinositide-3-kinase/Akt/FoxO1 pathway in SZ95
sebocytes in vitro [J]. Mol Cell Endocrinol, 2015,415:32-44.
Im M, Kim SY, Sohn K C, et al. Epigallocatechin-3-gallate
suppresses IGF-I-induced
expression in SZ95 sebocytes [J]. J Invest Dermatol, 2012,
132(12): 2700-2708.

Dozsa A, Mihaly J, Dezso B, et al. Decreased peroxisome

growth factor-1 can modulate the

lipogenesis and cytokine

proliferator-activated receptor Yy level and signalling in
sebaceous glands of patients with acne vulgaris [J]. Clin
Exp Dermatol, 2016, 41(5): 547-551.

Su X R, Zhu Z H, Zhang L, et al. Anti-inflammatory
property and functional substances of Lonicerae Japonicae
Caulis [J]. J Ethnopharmacol, 2021, 267: 113502.
AR, S, FHH, & AT BT T
B [J]. R ERZ ST, 2022, 40(11): 148-152.
Zhang Y, Hu Y F, Li W, et al. Updates and advances on
pharmacological properties of Taraxacum mongolicum
Hand. -Mazz. and its potential applications [J]. Food
Chem, 2022, 373(Pt A): 131380.

Shang X F, Pan H, Li M X, et al. Lonicera japonica
Thunb.:
pharmacology of an
medicine [J]. J Ethnopharmacol, 2011, 138(1): 1-21.

Martinez M, Poirrier P, Chamy R, et al. Taraxacum

Ethnopharmacology, phytochemistry  and

important traditional Chinese

officinale and related species-An ethnopharmacological
review and its potential as a commercial medicinal plant
[J]. J Ethnopharmacol, 2015, 169: 244-262.

Yang N, Li C, Tian G, ef al. Organic acid component from
Taraxacum mongolicum Hand. -Mazz. alleviates
inflammatory injury in lipopolysaccharide-induced acute
tracheobronchitis of ICR mice through TLR4/NF-xB
signaling pathway [J]. Int Immunopharmacol, 2016, 34:
92-100.

Ma C H, Zhu L P, Wang J, et al. Anti-inflammatory effects
of water extract of Taraxacum mongolicum Hand. -Mazz.
on lipopolysaccharide-induced inflammation in acute lung
injury by suppressing PI3K/Akt/mTOR signaling pathway
[J]. J Ethnopharmacol, 2015, 168: 349-355.

Ge B J, Zhao P, Li H T, et al. Taraxacum mongolicum

[17]

(18]

[19]

[20]

[21]

[22]

(23]

[24]

[25]

[26]

[27]
(28]

[29]

[30]

[31]

(32]

(33]

[34]

protects against Staphylococcus aureus-infected mastitis

by exerting anti-inflammatory role via TLR2-NF-«B/

MAPKSs pathways in mice [J]. J Ethnopharmacol, 2021,

268: 113595.

BN, FEE, W84 3 wReh R 254 7 R BB s

Hyuomwm ot 7). W2 EEEZ, 2017, 28(12):

2888-2891.

FIF R, BORAR. DUaH i ARk I s g vh 245 R AT e ik

J& 1] AR, 2021, 37(1): 260-264.

mEE, A, BER. ETRBNFHEDRIES T

A3 [J]. R, 2016, 74(4): 312-329.

EIKE, /s, B, % RARFHRZESE

HBEGORAAS T  JE E  BUIRERAT 1], P IR 24 B

244, 2023, 29(11): 872-880.

KA, X, FIAKE, 5. h A% BB T kg

[, %z, 2018,40(8):1811-1814.

RAIGTE, MR, A2, 55 SHRIE-TH A RIREURAN FAH

A5 BB R i e S R P8 3 TR R AT v 00 1) 4 FH 1

BRRATRIE [J]. P2, 2024, 55(18): 6167-6173.

LA, FEE, K, % “HE-DERT RMEE

KRS TR BT LR [J]. PEZA IR,

2020, 48(10): 1-6.

BB, ENET, Z0EMS, 55 ARG KA

AP EER S ENE [J]. B ST 50 e

&, 2020, 26(11): 154-160.

MR, SRz, T8, %5 NE FBHASTRS KERIE

W [J]. Z42E0F5R, 2021, 40(4): 216-220.

Fee, wE, T % DARREES A A

Jok KA A AR A B T S RO SRR 7). R,

2021, 53(4): 993-999.

FRE 24 [S]. PUEB. 2020: 18.

Bar, mE B, BEEE, 25 B RIS MR AL

368 7 e 2 P ) 8 B A SRV R OGS R 2 B2 VRAR (D).

FREZY, 2023, 54(18): 5867-5879.

AR RS RS M T T 2. IS

BRI &I (R [J]. P ES AL, 2018,

33(1): 197-200.

Contassot E, French L E. New insights into acne

pathogenesis: Propionibacterium acnes activates the

inflammasome [J]. J Invest Dermatol, 2014, 134(2): 310-313.

XISLFE. W AERF TR ] UAREZG RN,

2014, 12(15): 29-29.

T REEEEUR R IG R R B gt R [1]. B

i&, 2013, 19(6): 1078-1080.

KA, FHER, INE, S5 Al 5 I ARIE TR S B

PRI S EA R (7). Rk, 2022(11): 80-83.

IS, W, TR, SE ORI L BRI B i A

R RN [7]. B2y, 2015, 46(13): 1892-1900.
[FiEtmit  FRALRE]



