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All-trans retinoic acid (ATRA) is a metabolite of vitamin A that is used for molecular
targeting therapy of acute promyelocytic leukemia (APL). Most patients with relapse after
ATRA therapy show acquired resistance to ATRA, which seems to result from low plasma levels
of the drug during therapy. This may be because of increased oxidative catabolism of ATRA
or expression of the multi—drug resistance gene product. It is important to discover novel
retinoids for refractory APL cells and investigate differentiation mechanisms of APL
cells induced by retinoids. In the present study, we examined induced genes of APL cells
by ATRA using DNA microarray systems. Increased expression of defensins, bactericidal
peptides, were identified. Moreover, defensins genes expression in HL-60 cell line are
induced by ATRA.
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VF A VBB L D0 MEFFEED AT =X A
[ZOW TR SN S, T4 DNA ~ A
sa7 LAEZFIH LT, ATRA (X Vi
SN DB TR OMEENRIT WA ST
Wb, LavL. APL JEfID ATRA JRHEREIE
TORFHEIH E D 72y, AlIFK 2 1L, ATRA
PR S APL BIRICB W T, 5%
DARN M EAZERZ HWNT DNA ~( 7 a7 L
AEEITRV, FEINDEE T EEOMERED
fFMT 23 I & BIT in vitro OfEKT AR
N

1) F3&PEAPL BIRIZ ATRA 25 L, &5
Al 57 H HICERIUL 72 KR B ER D D
RNA Z il L, FEBRICFHA L=, DNA <o
T VA (TITA4T VAR, TV AT A
A, 17000 EfsF) ZHAWT, BHEITHE
R T LTz,

2) BENFEINT-EBETFRED in vitro
ICBWT, ATRAIC X A8 A2 FHm Lo,

4. WFICRE
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a) Cell adhesion

R22412 CD31 (platelet/endothelial
cell adhesion molecule)

AA479188 intercellular adhesion
molecule 3
H00662 selectin L (1ymphocyte adhesion

molecule 1)
b) Cell growth

AI815076 cationic amino acid
transporter

H38650 facilitated glucose/fructose
transporter

T52564 iron—regulated transporter
T61913 choline transporter—like

protein 1



¢) Cell surface linked signal transduction
AA489245 mitogen—activated protein
kinase 8 interacting protein 3

AA279531 (D18

AI309439 CD11b (p170)

N64384 CD11C (p150)

R00276 CD38

d) Intracelluar signaling

AI250799 defensin, alpha 4

AI769855 defensin, beta 1

e) Apoptisis regulator

T95052 caspase 1

AA150416 TNFR, member IB

AA457114 TNF alpha—-induced protein 2

f) Nucleic acid binding

AI244667 LF-B3; variant hepatic nuclear
factor

AA284174 transcription factor 4
AI522280 transcription factor E

g) Enzymes

T46924 amiloride binding protein
AA464970  phospholipase C, beta 2
AA910884  phospholipase B

AA478553  dopachrome tautomerase
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