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Abstract

Chronic myeloid leukemia (CML) is a myeloproliferative disorder 
with clonal proliferation of all myeloid cell lines. The disease typi-
cally manifests in three phases: chronic course followed by an ac-
celerated phase and finally a terminal blast crisis. A blast crisis is 
defined as the presence of > 20% blasts in the peripheral blood or 
bone marrow. The blasts could be characterized as either myeloid (60-
80% of cases) resulting in acute myeloblastic leukemia or lymphoid 
(20-30% of cases) resulting in acute lymphoblastic leukemia. In rare 
instances, a blast crisis could present with biphenotypic expression 
for both myeloid and lymphoid blasts. In such cases, about 6-10% 
of the time, the course of the disease is more aggressive and renders 
a poorer prognosis especially if there is evidence of extramedullary 
involvement. We present a case of a 41-year-old woman with history 
of CML who presented with acute biphenotypic blast crisis with ex-
tramedullary involvement in the context of aggressive chemotherapy. 
Literature review reveals < 10 reported cases of CML with biphasic 
transformation and only three cases of CML with acute leukemia on 
presentation. Most cases described are in pediatric patients with var-
ied presentations and none involving extramedullary sites. Mortality 
rates in such cases are near 100% despite aggressive chemotherapy.
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Introduction

Chronic myeloid leukemia (CML) is a myeloproliferative neo-
plasm characterized by the dysregulated production and un-
controlled proliferation of mature and maturing granulocytes 
with fairly normal differentiation. CML accounts for about 

15% of adult leukemia cases with slight predominance ob-
served in men [1, 2]. The median age at presentation is about 
50 years of age. The disease manifests in three phases: chronic 
phase, accelerated phase and blast crisis. Presentation of bi-
phasic transition of chronic leukemia directly to blast crisis 
is seen in aggressive disease courses and is associated with 
poorer response to treatment and worst outcomes. We present 
to you a case of a 41-year-old lady with CML who presented 
with diffuse adenopathy and was found to have biphenotypic 
presentation of leukemia.

Case Report

A pleasant 41-year-old woman presented to the emergency de-
partment with complaints of generalized body aches, fever, 
night sweats, and axillary adenopathy. The patient has known 
history of CML diagnosed 6 years prior to presentation and 
was initiated on imatinib treatment with good initial response 
to treatment but poor compliance thereafter. She was doing 
well until a week prior to presentation, when she developed 
fatigue and noticed swelling in her left axillary region. At 
the time of presentation, patient had stable vital signs. Physi-
cal examination was only remarkable for diffuse adenopa-
thy. Remainder of the physical examination including car-
diac and pulmonary systems was unremarkable. Laboratory 
studies revealed elevated white blood cell count of 30.4 g/
dL with lymphocytic predominance (48.8%). Pathologic re-
view of peripheral smear was remarkable for leukocytosis 
with predominance of blasts. Bone marrow aspirate demon-
strated profound hypercellularity with lymphoblasts > 70% 
consistent with lymphoid blastic phase. Immunohistochemi-
cal markers were positive for CD34, CD79a, PAX5 and TdT. 
Axillary lymph node biopsy demonstrated morphologic, flow 
cytometry and immunohistochemical findings consistent 
with CD34-positive blasts which were weakly positive for 
myeloperoxidase and CD7 and negative for PAX5 expression 
consistent with myeloblasts (Fig. 1). Chromosomal analysis 
revealed presence of BCR-ABL1 fusion, without mutation 
in the kinase domain, with additional expressions of MYC 
gene and notable trisomy of chromosome 8 and MLL gene 
rearrangement. Given the history, patient’s presentation and 
pathology findings, the patient was determined to have CML 
with acute biphenotypic blast crisis transformation with ex-
tramedullary involvement. Salvage therapy was initiated 
with hyperfractionated cyclophosphamide, vincristine, adria-
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mycin, and dexamethasone (hyper-CVAD+) imatinib regimen 
and intrathecal methotrexate and cytarabine. First cycle noted 
improvement in counts with acute decline from 107,000/µL 
to 60,000/µL. Evaluation for allogenic hematopoietic stem 
cell transplant was initiated. A second cycle of the above 
regimen did not show signs of cytological response. The pa-
tient subsequently developed a subdural hemorrhage in the 
context of thrombocytopenia and expired during the course 
of the week.

Discussion

CML is a disorder of hematopoietic stem cells characterized 
by uncontrolled proliferation of mature and maturating granu-
locytes. Exposure to ionizing radiation is the only known risk 
factor [3]. The pathogenesis of the disease is associated with 
the fusion of two genes: BCR on chromosome 22 and ABL1 
on chromosome 9. This translocation, t(9; 22)(q34; q11), pro-
duces an abnormal chromosome 22 referred to as the Philadel-
phia (Ph) chromosome which harbors the fusion gene, BCR-
ABL1. The dysregulated, continuously activated tyrosine 
kinase protein product of this chromosome is implicated in the 
pathogenesis of symptoms [3, 4].

CML has a triphasic clinical course: a chronic phase, 
which is present at the time of diagnosis in approximately 85% 
of patients; an accelerated phase, in which neutrophil differen-
tiation becomes progressively impaired and leukocyte counts 
are more difficult to control with treatment; and blast crisis, 
a condition resembling acute leukemia in which myeloid or 

lymphoid blasts proliferate in an uncontrolled manner [3]. The 
usual presentation is in the chronic phase. Blast crisis usually 
occurs in bone marrow; about 10-16% cases present with ex-
tramedullary involvement at the time of disease transformation 
from chronic phase. Common extramedullary sites include 
lymph nodes, bones, skin, testis, and nervous system. Presence 
of disease in such sites is associated with a significantly poorer 
response to therapy and survival [3].

Acute biphenotypic leukemia (ABL) is rare and is mostly 
seen in the pediatric population [5]. The incidence of ABL in 
adults ranges from 1% to 20% of acute leukemias [6]. There 
are no set diagnostic criteria for ABL. The European Group for 
Immunological Classification of Leukemias (EGIL) proposed 
a set of diagnostic criteria for ABL [7].

Studies of ABL have suggested that these leukemias may 
arise by malignant transformation of a pluripotent stem cell. 
The finding of a significantly greater percentage of bipheno-
typic cases with CD34+ (a marker of immature blast cells) ex-
pression compared to non-biphenotypic cases, as seen in our 
patient, supports the concept that this transformation process 
occurs at a step close to the hematopoietic progenitor cell [8]. 
Furthermore, the t(9,22)(q34;q11) is the most common cytoge-
netic abnormality described in ABL [9].

The development of ABL, as was the case here, is believed 
to be derived from marrow stem cells which have the capacity 
to express antigens from more than one cell line. These cells 
have notable immunohistochemical fingerprint with notable 
expression of CD79a, which serves as transmembrane signal 
modulator early during the course of B-cell differentiation. 
Other common associations for the development of ABL in-

Figure 1. Pathology immunohistochemical staining of bone marrow (a) and lymph node (b) demonstrating increased expression 
of PAX5 in the marrow sample significant for B-cell blast (CD34+) population versus no expression of PAX5 in lymph node sample 
despite presence of blast cells (CD34+) suggesting biphenotypic expression of the cell lines. Row a1: bone marrow, a2: bone 
marrow with CD34-positive expression, a3: bone marrow with significant expression of PAX5; Row b1: lymph node, b2: lymph 
node with positive CD34 expression, b3: lymph node without expression of PAX5.
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clude the increased expression of MLL gene product (mye-
loid/lymphoid leukemia) which plays a key role in the estab-
lishment of progenitor cells during hematopoiesis. The MLL 
gene product itself has two unique characteristics in that the 
N-terminal of MLL protein product forms a fusion protein 
with the C-terminal of over 40 different partners, including 
itself, and MLL rearrangements are found in both ALL and 
AML, whereas most other translocations are lineage specific 
thus allowing for dual lineage proliferation and development 
of leukemic symptoms seen in both AML and ALL [10]. Such 
findings were seen in our patient who presented with pro-
found anemia and thrombocytopenia, leukocytosis, fever and 
night sweats as well as invasion of extramedullary tissue [11, 
12].

Other factors implicated in the pathogenesis of ABL 
are compliance to therapy. The Adherence Assessment with 
Glivec: Indicators and Outcomes (ADAGIO) study has shown 
that non-adherence to imatinib therapy is shown to have higher 
correlation with poorer outcomes, likely secondary to accumu-
lation of somatic mutation leading to resistance and thus sub-
sequent transformation from a chronic state to an accelerated 
phase and subsequently a terminal blast crisis [13]. As seen 
with this patient, interruption of imatinib treatment contrib-
uted to the development of far more aggressive disease course 
characterized by biphenotypic expression and extramedullary 
involvement [14].

Treatment of ABL is challenging and the optimal therapy 
for this sub-type of leukemia remains unclear. A case series 
by Xu et al showed that the relapse rate in ABL patients was 
significantly higher than that in AML patients, while the com-
plete remission (CR) rate after relapse was lower than that in 
AML patients. Also observed was low CR rate after relapse in 
ABL patients when compared with ALL patients [15]. Allo-
genic hematopoietic stem cell transplantation (HSCT) is an ef-
fective treatment for ABL patients, regardless of the existence 
of any known prognostic factors, with the exception of non-
remission (NR) as long as the disease is sufficiently controlled 
until HSCT [16].

Management of CML with acute transformation to ABL 
with blast crisis is a widely debated topic in the hematology/
oncology realm as no clear regimen has been shown to have 
definitive benefit in decreasing the morbidity and mortality of 
the disease. Selection of ALL specific versus AML specific 
protocol for treatment has yet to be explored. Studies are cur-
rently being conducted to select the best course regimen with 
focus on HSCT as treatment modality; however, the aggressive 
nature of the disease challenges designs of such study proto-
cols [17].

Conclusions

The prognosis of ABL patients is poor when compared with 
de novo acute myeloid leukemia or acute lymphoblastic leuke-
mia. ABL patients showed a much higher incidence of CD34 
antigen expression, complex abnormal karyotype, extramedul-
lary infiltration, relapse, and resistance to therapy after relapse. 
Further studies are needed to determine the prognostic factors 
of ABL and treatment modalities.
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