Korean J Hematol Vol. 43, No. 3, September, 2008

Micro BCR/ABL RjHj&L T[r! H|™

Avdeleta o)) st Ak

2Uxs - oju=! -

=etsl -5

(] Case Report[]

F

ELERRE R
1 1 1 2
HMEA - ATE - A7Y

A Case of Atypical CML with Micro BCR/ABL Rearrangement

Ji-Hye Kim, M.D.", Won-Mok Lee, M.D.", Nam-Hee Ryoo, M.D.", Jung-Sook Ha, M.D.,
Dong-Seok Jeon, M.D.", Jae-Ryong Kim, M.D.' and Ki-Young Kwon, M.D.2

Departments of ' Laboratory Medicine and “Internal Medicine, Keimyung University School of Medicine, Daegn, Korea

Microtype BCR/ABL rearrangement is extremely rare and has been known to be associated with neu-
trophilic chronic myeloid leukemia (N-CML). However, there is more to be understood regarding this
phenotype. We report a case of atypical CML that exhibited micro BCR/ABL rearrangement with predom-
inant thrombocytosis. Our patient showed thrombocytosis (1,464 10°/L) and megakaryocytosis in the pe-
ripheral blood and bone marrow. However, neither leukocytosis nor neutrophilia was observed (white
blood cells (WBC), 5.02X109/L neutrophils, 45%). Bone marrow aspirate revealed increased cellularity:
12% basophils, 6% eosinophils, and 9% blasts. The 46,XX,t(9;22)(q34;q11.2),i(17q) chromosome comple-
ment was observed in 4 of 20 metaphase cells, and standard BCR/ABL fusion signals were observed
in 10% of interphase cells on fluorescence in situ-hybridization (FISH) analysis. Reverse transcriptase-
polymerase chain reaction (RT-PCR) was used to acquire the BCR/ABL fusion transcript, the identity
of which was confirmed via sequence analysis. Hematologic remission was achieved 2 months after im-
atinib therapy initiation, and molecular remission was achieved 2 months after hematologic remission.
The patient is currently undergoing regular follow-up visits and is in good health. However, further
long-term follow up is warranted. The incorporation of imatinib into therapeutic strategies may be further
established through the study of more cases of micro BCR/ABL. (Korean J Hematol 2008;43:184-189.)
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Fig. 1. Bone marrow aspiration smear (A, wright stain, x1,000) and bone marrow biopsy (B, H&E stain, x200). (A) The bone
marrow aspirate shows increased blasts (9%), basophils (12%), and eosinophils (6%). (B) Biopsy shows increased cellularity

and proliferation of hypolobulated megakaryocytes.
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Fig. 2. FISH analysis of BCR/ABL fusion. The interphase cell
have one separate green (BCR), one separate red (ABL) and
two fusion signals consistent with the presence of a
BCR/ABL fusion.
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A3t B Ao (Fig. D).

MNE |38 ZAL 2= AWEE ZHAKFluorescence
in situ hybridization, FISH): =4 &g o 2 AA]g
AAA AAF A3} 46,XX,1(9;22)(q34:q11.2),i(17q)[4]/
46, XX[16]9] AFS Ht}h FISHHAAIE LSI BCR/
ABL dual color, dual fusion &2] Z}(Vysis, IL, USA) &
A Pstqn F el BCR/ABL §32 371 10%2] 2t

1A A #ZE AH cut off >1%)(Fig. 2).

B f8st HAL YIIMYEM Al BCR/ABL
RT-PCRA| A& major BCR/ABL §3% AAMA EHt} &

H]% 4 PCR 4HEo] B2 =L (Fig. 3), RT-PCR 4AHE
o g AVIMES EM% A BCR exon 192}
ABL exon 2¥0] AZAH el9a2 AALA UL &g
1A TH(Fig. 4). JAK2V61TF £ o] HAbE 340
At

X2 U BT SAe ABE7120] e WA
A CMLE Ad3t3d ?ﬂ_rx}gl el 7} s sle] 470
43t F4 #AFs oy dauAFrrEe] A&E
imatinib (300mg/day) o2 ] g AT A8

o

1 2 3 M

Fig. 3. RT-PCR for the BCR/ABL gene. Lane 1, micro
BCR/ABL rearrangement cells of the patient; Lane 2, neg-
ative control; Lane 3, positive control with major BCR/ABL
rearrangement; M, size marker.
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Fig. 4. Sequence analysis. The vertical arrow marks the junc-
tion between BCR exon 19 and ABL exon 2.
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Table 1. Clinical and hematologic chracteristics of the 21 cases with e19a2 junction transcripts reported in the literature

. . . Additional
Patient Age/ WBC Immature Basophil Hb Platelet Splenomegaly Blastic . .

No. Sex (109L) cell* (%) (%) (g/dL) (10%L)  (cm) transformation SELOOTrT‘]’ZﬁS‘ei Diagnosis Reference
1 76/F 28 N.A. N.A.  N.A. 1,020 Yes No No N-CML 1
2 62/[F 16 N.A. N.A.  NA. 870 Yes No No N-CML 1
3 65[F 587 1 0 8.8 160 N.A. No No N-CML 2
4 51/M 43 2 0 15.8 191 Yes No No N-CML 2
5 30/F 455 0 1 12.7 1,240 Yes No No N-CML 2
6 50/F 8.8 3 0 9.5 762 N.A. Yes i(17q) CML 3
7 41/M 189 29 2 9.7 187 N.A. AP No CML 8
8 45M 344 51 7.5 7.7 297 No AP der(22)t(9;22) CML 8
9 36/M 178 0 1 12.5 147 Yes Yes Y CML 9
10 13/F 173 4 5 10.3 1,442 N.A. No 19+,1(6;9; 22) ET 4
11 45/F 15 2 1 12.9 1,370 No No No ET 4
12 70/M 683 39 5 9.5 373 Yes N.A. Y CML 4
13 29/F 203 N.A. 2 N.A. 689 Yes No No mitosis CML 4
14 29/F 205 N.A. 2 9.4 627 Yes Yes t(9;22) CML 4
15 78/M 382 7 11 7.7 1,650 No Yes 1(8;21)(g22;922)  CML 10
16 32/F 65 14 0 11.8 66 No AP polyploidy CML 11
17 70/F 315 11 4 13.1 481 No Yes der(5;17)(p10;910) CML 12
18 49M 87 45 4 NA 75 Yes Yes 2591’52”(17‘*“8’ AML 13
19  49/M 26 60 4 12.9 107 Yes Yes t(9;22),+8,i(17q) AML 14

20 38fF 3 9 7 6.6 736 No AP No mitosis CML 15

21 19/M 587 49 6 11.4 541 N.A. Yes No mitosis CML 15

*Immature cell, more premature than metamyelocyte; N.A., not available; AP, accelerated phase; N-CML, neutrophilic CML.
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