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Pharmaceutical studies for the elucidation and prevention of molecule-targeting
therapeutic agents-induced acne-like rash in cancer patients
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A treatment of EGF receptor tyrosine kinase inhibitors (EGFR-TKIs) such as
gefitinib and erlotinib has been reported to frequently exhibit a typical side effect, acne-like
rash, in cancer patients. However, there is little evidence in molecular mechanisms of acne-like
rash as well as the therapeutic and preventive strategies against the side effect in the skin. In
the present studK, we have ﬁrovided novel evidence that l% EGFR-TKIs are excreted to sebaceous units

in the skin of humans, 2) human sebaceous progenitor cells are prepared, 3) EGFR-TKIs augment the
sebum ?roduction, and 4) pharmacological candidates to supBregs the sebum production are found from
natural products. These findings are likely to make contributions to the promotion of proper use of
EGFR-TKIs as well as other anti-tumorigenic agents and to the appearance care of cancer patients.



B X C—19. F—19—1, Z—19.

1. WFZEBIA Y DY =

EGFR-TK [HEZEMAMET & T 2503 A3
Wi, DTAEREO S 7 4 F =TT ra T
=T RERDHD, TNHEYORIERLE LT
R JEREE, RIS e Sl E RIS
CKYERERIB I R TR R AR,
VT 4 — AT T4 7(QOL) AL T &+,
DO AIREMRG D EE 52 5, BIE,
DX R EEEEIZITAT B A FAIRH
HERIC L DRUBEEN SN TRBY . B
R 95 D FEFERERE DO FRAC T B - 1RIEFEOBA%
B RO EFERIIEE > TW RV, £ T,
AWFFRICBWTH N AEKIZ L 5 SIEEL S
DIIERERE DRI & Z DR - T (1)
DOBFICH Y #HTeZ & & LT,

2. B A
AWFFETIX, DATRIFRIZIBIT D EGFR 1%
LT HHMNARIC L D SIERERZ O 1
BHEZ I DL, ZOWEE - THIEEE)O
BigZ B L LT, BEEEREYET LI
. BHZE Uiz e MRMMIIL 2 BEE LT, FE
FHE L OB RSO b & YO R E-AT
M, BRE AR L ONEH o EE IS
WTCLL R 5 I B 2/t L7,
(1) PUAAHED B REREATIE & B R b RE FA i
(2) ik HERRARAL OB %
() FHA L 2B —& LTDRAGNIE
RELZ 3 D HIs A RO /E A
(4) SERERZ TR E L COHEIED D)
BRIl
(5) R MRHERERAANICIE S < Tl SRR
TR - IaREE (k) OB%

3. WD ITE

(1) PN AHED B ERBATIE & B2 s B he 3
B P AR E B G U EBREMW (N L A
B =)D Rz &R, £ BE R NE
Wb D FEW) 7 B By AT A (LCIMS)IZ & 0
BIE L, AR SBT3 5, F
T2 B RREE R T LSRN T, BRI
HORERBHAGHG (Y 77 ) o
— /L3 K OB T BRARRHE (K] 1 D PEAE 732
V& EALFEITRFT 5,

(2) R b NIRRRAIAOBRFE b K ARARAH
fzZEICHEATED LT D0,

CK—19 (Jtm)

M EA L IL B R T2 L T UA VR %
AWTEAL, IERMIEE LToo ki
REZ IRFFT- D A3E b b AR A AR 2 BH 7%
T

) HHA ML AP —L& L TORIEMRE
REWCXTT P AFRDIER « 5555013
FRIZE 5 TR P LR R BRI
JRFTDA MLV A K E A R L AKRILE
PEATAEI L A b L ARILE N K B S
JIREERERR Fi D BLR D B RERTT D,

(4) ZIERRZ PRI L L COHEEDIKS)
FEAM . SIERERIE ORLERE & L CaL)y
SNDMEEDEIREAIT T 21EH &
BE R AR IR A2 W CRETHT 5,

(5) FZAB M REFREN I B S Bl SUERR RS
TR - R (1E) OB% : ZHETIC
HREE 28 L U720 SR el A
(ELVF) I, REMEkIbS
Y OFH SIERR B TR R A& LRE(4)
DB DIREET D,

4. BFZERR

(1) MBAEKOREBATH . 77 4 F=T
HEF L SIEREZNEY & B ELL (L
Bil), BEOHEC LD RIGHT 7 4 T =
TOFEEMR L (K1), £/2, =L

Gefitinibix 5 £ EHEEENETY
~ 8.0E+02
3
(2]
7 4.0E+02 } |
; 0.0E+00
0 2 4 6 8

ELRE ()

ty (

k inten:

Pe:

Bl1 Gefitinibit 5 NABEBRRDERABTYPICEITEREL

FEMORE
RED: R ZE b fARgefitinib.

=TGRS (2 F) Hko SERE
RBNEMIco L e F =7 2R LT,
L7=h3-> T, EGFR [EHDOEL - fEM
BATHEI I b S O &R BT < |
D7p &b MEANTIEC - NERBATHY
BTHOLIENPDTHRALE, —H,
FI74F=7 (K2) txzrnF=7%



)

@)

8]

(ng/ug DNA)

mram
rJFL NG EO—)L

o

c 063
Gefitinib (uM)

1.25  2.50

*p<0.05, **p<0.01, ***p<0.001 vs. R MIEPHHEI(C).
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