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Differentiation—induction therapy with all ¢rans retinoic acid (ATRA) is the first line
therapy in acute promyelocytic leukemia (APL). Differentiation syndrome (DS) is the most
serious adverse event during ATRA therapy. Further, although mobilization of APL cells
into peripheral blood requires additional chemotherapy during ATRA therapy, the mechanism
of the mobilization is unclear. In the current study, CXCL12 appeared to be a
chemoattractant of APL cells. Treatment of APL cells with ATRA enhanced chmotaxis towards
CXCL12. Increase of chemotaxis significantly associated with occurrence of DS and the
requirement of additional chemotherapy. Activation of phospholipase C pathway appeared
to be crucial for the chemotaxis. These results suggest that chomotaxis ability of APL
cells toward CXCL12 is involved in the pathogenesis of DS and the requirement of
chemotherapy during induction therapy with ATRA. Furthermore, specific signal
targeted—therapy might contribute to prevent DS and additional chemotherapy.
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Case No. Induction ATRA Synd. WUBS ”}‘/@"‘ response  relapse
1 ATRA no 1100 352 2CR° o
2 AM80 no 1100 0 d27 CR no
3 ATRA IDA-AC from di5 BW! gain, edems, fever 800 418 d0CR o
4 ATRA DNR-AC from d17 P2, fover 1100 nd 9CR  no
5 ATRA no 1200 192 d55CR  no
6 ATRA o 1000 390 1CR  no
7 ATRA IDA-AC from 47 o 900 360 dS5CR  yes
8 ATRA no 1400 448 d28 CR yes
9 ATRAIDA-ACfromd7  IP,Sp021,fever 1700 680 nd®  nd
10 IDA-AC+ATRA dyspnes, fover 41100 392505  d28CR  yes
1" ATRA no 600 nd. d46 CR no.
12 ATRA no 1100 154 d0CR o
13 IDA-AraC+ ATRA no 2700 14985 d64 CR n
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Cont (A) ATRA(B)  &/A Cont{C) ATRAD) O/¢ Cont(E)  ATRA(F) F/E
382 6.06 159 220 1137 517 432 7066 164
426 762 179 067 6068 504 340 633 1.86
422 15 273 214 647 302 271 6557 242
292 104 568 546 2712 6817 251
621 146 235 128 623 487 7827 8029 103
621 961 1.55 071 610 859 2538 391 154
382 6.06 1.59 220 1148 523 4323 7139 165
762 254 333 113 1021 9.04 4773 7095 149
9 603 114 189 083 420 506 3251 8382 257
10 561 162 289 070 1894 2691 17899 7442 4.16
1" 12 154 1.38 076 292 386 5132 7133 139
12 748 142 1.80 335 835 249 4131 5747 138
13 347 462 1.33 019 o021 m 2278 589 259
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