2017 451 H o R R AR R January, 2017
278 1 CHINESE JOURNAL OF COMPARATIVE MEDICINE Vol. 27 No. 1

W\%\%\g

JEIEEIE 5 B RAS RS0 39 71N RS Y 4 5T
R R P, BEAET Wi, W THE,
xR BOM EER B
(1. dtserp EZ R dbst 1000292, th H A FER:, L5 100029)

[HE] BW JEIEER(ERZ FEP L) 1077 3B /NI i —Fior 2080 1) 2459 | 35 LE ARG PRV FH
ITHBIERRZ P U2 W, RSB E IR, A5 5 e A AR LA S /D RAER L %
S AT TR U, BB YL B 2 S AR R G IR AN 250067 BB R b AL, ik (A
BALB/c MEPE/NER 20 H BEMLA 4 41, SCER (I T IVALD) FIWREE R 10 o/ L MR JLIARIE 100 me/kg |
YRR (T ISR FRER , BR 1 IR, THLN 24 h AE/DERELI AR, 5256 25 305 35 B
B N B R S g X R /INERAE IR B2 Bk B Fr e AL S s, R (1) g/
RZ A7 R TE R B R TR NG E] et BILY R ESE S M 2EREAERIT¥E
M(P < 0.01 P < 0.05);(2)Ki67 . WA A= R TR IFE L (P > 0.05), &8 (1) BRI ENE T i 2 i
FEH KT “EGFRIs FEUH B2 N —FP ST SN BIUL 5 (2) BB R ] S S , BAT al d 2 4 38 I T EGFRIs
JIT U 5 sh R [ R ST, AT HES RAEEIG R 8 ST A H .

[KER] JEIER)E; KIE; Bk il ; fuyie 2R Ak

[HE5>ES] R332 [ rERFRIZAD] A [XEHS)1671-7856(2017) 01-0016-06

doi: 10.3969. j. issn. 1671 —7856. 2017. 01. 004

The establishment of mouse model of Erlotinib-induced skin
adverse reactions

SONG Ya-zhong' , XU Yang-bo' , DENG Bo®, CUI Hui-juan®* , PENG Yan-mei' , LIU Dai-wei' ,
WANG Kai-han' ,LIU Fan' ,DUAN Hua',QIU Yu-gin',LI Qiang'
(1. Beijing University Of Chinese Medicine,Beijing 100029 , China ;2. China-Japan Friendship Hospital, Beijing 100029 , China)

[ Abstract] Objective Erlotinib ( Trade Name: Tarceva) is a new targeted drug for the treatment of non-small cell
lung cancer (NSCLC) that has a wide clinical application in recent years, but commonly carries many side effects, among
which the most common and unbearable one is rash. The aim of this study is to observe the changes of epidermis,
pathology, immunohistochemistry and other aspects before and after the application of Tarceva in mice and try to copy the
rash animal models caused by Tarceva and thus to provide models for the clinical topical medications of rash. Methods
20BALB/c female mice were randomly divided into four groups. The experimental group( Il (Il \IV group) was given 100
mg/kg dosage with the concentration of 10 g/L erlotinib solution by gavage, and the control group (I group)with an equal
volume of deionized water by gavage once daily. The hairs from the head,neck and back of each mouse were removed 24
hours prior to the administration, and at the end of the experiment, clipping the skin in the neck, back and waist , then
observed differences between the experimental group and the control group in mice skin, biopsy, immunohistochemistry and

the like. Results (1) There were statistically significance (P < 0.01 or P < 0.05) in the four groups of mice in five
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aspects as hair regrowth days, days of the complete regrowth of hair, desquamation time ,

the time of appearance of rash

and the number of pore expansion; (2)Ki67 : There were no statistically significant differences among the four groups( P >

0.05). Conclusions (1) This experiment confirms many researchers’ point of view that “the rash induced by EGFRIs is

an inflammatory response” (2) A mouse model of rash induced by FGFRIs is successfully established ,and this is a reliable,

practical and reproducible model which applies to a large number of establishment of " EGFRIs drug-induced rash in animal

models" ,and can be popularized for clinical, experimental and institutional uses.
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1 WA/NRARZHL(T I VA BB TR A) TG EE KRB IAEE (2 £5,n=5)
Tab.1 The timepoints of 4 group mice's change in hairs and skins before and
after the interventions with Tarceva (Group Il , I, IV ) and deionized water ( Group I)

BRTEEMAERE BB I ]

5| BRI UG P R SR s i) .
. Days of the complete L The time of
Groups Hair regrowth days . Desquamation time
regrowth of hair appearance of rash

I 41 I Group 4.20 £1.30 14.40 1. 14 0 0
1T 41 11 Group 0. 04 4.40 £0.89 " 4.00 £3.67
26 1 Group 10. 80 £6.06 * 04 4.60+1.14" 8.20+1.30"
IVZH IV Group 15.00+1.22*™ 15.20 +8.53 4.40 +1. 14 8.20+1.30"

T SR THD) AL, * P < 0.05; 550841 (IVAD) ML 2P < 0.05,®P < 0.01,
Note. Compared with control group( I 1), * P < 0.05. Compared with experimental group( IVZ1) ,“P < 0.05,™P < 0.01.

—

T (A) KRR 7 d 215 (B) XFIR 12 d 2 (C) XTI 16 d 45 (a) 5288 7 d 215 (b) 588 12 d 45 () 5K 16 d 4
1 X HRZH S50 20 /N BUE B AR ik 728 4k
Note. (A) Control group at 7 days. ( B) Control group at 12 days. (C) Control group at 16 days.
(a) Experimantal group at 7 days. (b) Experimantal group at 12 days. (¢) Experimantal group at 16 days.
Fig.1 Control group and experimantal group mice’s change in hairs and skins

W (D) XHHRL; (d) S (HE fa, x100) , (E)XFHE4L ; (e) SCHLH (IMLT O Jefa, x100) , (F)XFHRLL; () Sl (e dife, x40),
2 XFHREH  SCEG A /)N B JBR2H S AR BRI B A G e 2H AR S5 O T AR L

AN

Note. (D) Control group. ( d) Experimantal group ( HE staining, x 100). (E) Control group. (e ) Experimantal group( Oil Red O staining, x 100).
(F) Control group. (f)Experimantal group( Immunohistochemical staining, x40).

Fig.3 Pathological and immunohistochemical changes of the skin tissue of mice in control group and experimantal group
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R2 HAVNRURARBALY 5K Ki6T (Y
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Tab.2 The expressions of the number of pore expansion and

Ki67 in skin tissue of mice of four groups

o EXTORT -
Groups The number of pore expansion

I A I Group 2.20 +0. 84 0.25 +0. 14

44 1 Group 19.40 + 1. 52* 0.25 +0.61

26 1 Group 20.80 = 1. 48* 0.26 0. 02

VAV Group 22.80 +2. 28" 0.26 =0. 06

L SXTIRA (T4 M E*P < 0.01,
Note. Compared with control group( I £1),#P < 0.01.
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