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Dual Hematologic Malignancies: A Case of
Concurrent Accelerated-Phase Chronic Myeloid
Leukemia and Ann Arbor Stage III Follicular

Lymphoma
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Ahmad NURDIANSYAHS3

Abstract

Objectives: To report an extremely rare case of concurrent accelerated-phase chronic myeloid leukemia (CML)
and Ann Arbor stage I follicular lymphoma (FL) and to discuss the diagnostic and therapeutic challenges.

Material and Methods: We present the case of a 39-year-old male who presented with progressive
lymphadenopathy and abdominal discomfort. The diagnostic workup included clinical evaluation, complete
blood count, peripheral blood smear, bone marrow aspiration and analysis, BCR-ABLI transcript
quantification by PCR, contrast-enhanced computed tomography (CT), and nasopharyngeal biopsy with
immunohistochemistry.

Outcomes. The patient was diagnosed with two synchronous hematologic malignancies: accelerated-phase
CML, confirmed by the presence of the b3a2 BCR-ABLI fusion transcript, and Ann Arbor stage IIl FL,
confirmed by a nasopharyngeal biopsy revealing CD99+/Bcl-2+ germinal centers. Initial therapy with imatinib
400 mg/day and allopurinol led to a paradoxical improvement in both CML parameters and lymphoma-related
symptoms, an atypical response for FL. The patient’s clinical condition improved, with a reduction in
lymphadenopathy and splenomegaly.

Conclusions: The co-occurrence of CML and FL presents significant diagnostic and management challenges.
This case highlights an unexpected response of FL to a tyrosine kinase inhibitor (TKI) and underscores the
importance of a comprehensive diagnostic evaluation when faced with complex clinical and radiological
findings. Further investigation into the potential pathobiological interactions between these two malignancies
is warranted.
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Introduction

The occurrence of dual malignancies in a single individual
represents a rare clinical scenario. Hematologic
malignancies, which include both leukemias and
lymphomas, typically do not present concurrently in the
same patient [1]. Chronic Myeloid Leukemia (CML) is a
myeloproliferative neoplasm characterized by the
presence of the Philadelphia (Ph) chromosome, resulting
from the t(9;22)(q34;ql1) translocation and the
subsequent BCR-ABL1 fusion gene [2]. Follicular
Lymphoma (FL), on the other hand, is an indolent B-cell
lymphoid malignancy originating from follicular center B
cells, typically characterized by the t(14;18) translocation
involving the BCL2 gene [3].

The coexistence of CML and FL is exceptionally
uncommon, with only a few cases reported in the
literature [4, 5]. These rare presentations pose significant
diagnostic and therapeutic challenges, as the clinical
picture can be complex and treatment strategies must
address both diseases simultaneously. Here, we report a
case of a 39-year-old male diagnosed with concurrent
accelerated-phase CML and Ann Arbor stage III FL,
highlighting an unusual response to therapy and the
complexities of managing dual hematologic neoplasms.

Case Presentation

A 39-year-old male presented with a two-month history of
progressive, painless lumps in his neck, armpits, and
groin, accompanied by abdominal discomfort and a
feeling of fullness. Physical examination revealed pallor,
multiple fixed and non-tender lymphadenopathies in the
cervical, axillary, and inguinal regions, and significant
splenomegaly, with the spleen palpable to Schuffner III.
Initial  laboratory investigations
normocytic normochromic anemia (Hemoglobin 6.7
g/dL), marked leukocytosis (White Blood Cell count
357,000/uL) with a left shift, and hyperuricemia (uric acid

showed severe

13.0 mg/dL). The peripheral blood smear demonstrated
granulocytosis with the presence of myeloblasts,
promyelocytes, myelocytes, and metamyelocytes. A bone
marrow aspiration revealed hyperactive granulopoiesis
with 8.8% myeloblasts, 3.2% promyelocytes, and marked
eosinophilia (7.4%), consistent with the accelerated phase
of CML. This diagnosis was confirmed by a positive
qualitative polymerase chain reaction (PCR) test for the
b3a2 BCR-ABLI fusion transcript.

To investigate the widespread lymphadenopathy and
hepatosplenomegaly, a contrast-enhanced abdominal
computed tomography (CT) scan was performed. The
scan revealed multiple enlarged lymph nodes in the

paraaortic, superior/inferior mesenteric, and
internal/external iliac regions. Given the patient’s
nasopharyngeal symptoms, a biopsy of the

nasopharyngeal mass was conducted. Histopathological
examination and immunohistochemistry of the biopsy
specimen revealed follicular lymphoma, with cells
positive for CD99 and Bcl-2, and negative for CD56.
Based on the involvement of lymph node regions on both
sides of the diaphragm and the spleen, the FL was staged
as Ann Arbor Stage III.

Thus, the patient was diagnosed with two concurrent
hematologic malignancies: accelerated-phase CML and
Ann Arbor Stage III FL. Initial therapy was commenced
with imatinib 400 mg/day for the CML and allopurinol
300 mg/day for tumor lysis prophylaxis. The patient
exhibited a paradoxical and favorable response. Over the
following three months, his hematological parameters
improved, with normalization of the leukocyte count and
a significant increase in hemoglobin levels. Clinically, a
marked reduction in the size of the peripheral
lymphadenopathy and a decrease in spleen size were
observed. The imatinib dose was temporarily adjusted due
to a transient episode of anemia, but the patient’s overall
condition and both malignancies showed significant
improvement with TKI monotherapy.

Table 1. Hematological Parameters During Imatinib Treatment.

Date Hemoglobin (g/dL.) Leukocytes (x10°/uL) Thrombocytes (x103/puL)
12-Jul-2024 8.5 248.5 457
06-Aug-2024 6.1 357.0 357
09-Aug-2024 9.9 311.7 281
10-Aug-2024 11.3 336.1 257
19-Aug-2024 8.1 4243 233
03-Sep-2024 7.7 246.7 229
28-Sep-2024 5.2 9.6 137
03-Oct-2024 9.6 4.1 247
10-Oct-2024 11.0 6.8 215
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(b)

Figure 1. Clinical and Pathological Findings. (4) Clinical manifestation at first admission (July 2024), showing
cervical lymphadenopathy. (B) Peripheral blood smear showing leukocytosis with a left shift. (C) Bone marrow aspirate
showing hypercellularity and increased granulopoiesis. (D) Endoscopic view of the nasopharyngeal mass. (E) Contrast-

enhanced abdominal CT scan showing extensive lymphadenopathy. (F) Immunohistochemical staining of the
nasopharyngeal biopsy showing Bcl-2 positivity.
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Pics 3, Clinical Manifestation after Imatinib 400mg/day (October 2024)
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Pics 4. Complete Blood Count Lab Finding during Treatment with Imatinib

Figure 2. Clinical and Hematological Response to Imatinib. (4) Clinical manifestation after three months of imatinib
therapy (October 2024), showing significant resolution of lymphadenopathy. (B) Trends of hemoglobin, leukocyte, and
thrombocyte counts during the first three months of imatinib treatment, showing normalization of leukocyte count and

improvement in hemoglobin.
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Discussion

This case presents a rare and complex clinical challenge:
the synchronous diagnosis of accelerated-phase CML and
advanced-stage FL. The diagnosis of CML was
established based on the characteristic peripheral blood
and bone marrow findings, and confirmed by the
detection of the BCR-ABL1 fusion gene, which is the
molecular hallmark of the disease [2, 6]. The patient’s
blast percentage of 8.8% in the bone marrow placed him
in the accelerated phase of CML, which carries a more
aggressive course than the chronic phase [7].

The diagnosis of FL was confirmed through a
nasopharyngeal  biopsy. The immunophenotype,
particularly the expression of Bcl-2 within the germinal
centers, is a key diagnostic feature of FL, distinguishing it
from reactive follicular hyperplasia [3, 8]. The widespread
lymphadenopathy on both sides of the diaphragm led to
the classification of Ann Arbor Stage I11.

The simultaneous occurrence of CML and FL is an
exceptionally rare event. While secondary malignancies
are a known, albeit infrequent, complication in patients
with CML, particularly after treatment, a synchronous
presentation is highly unusual [4, 9]. The underlying
pathobiological mechanism for this dual presentation is
not well understood. It could represent two independent
clonal hematopoietic diseases or, more speculatively, a
progenitor cell defect with divergent
differentiation pathways.

One of the most striking aspects of this case is the patient’s
response to imatinib. Imatinib, a potent TKI targeting the
BCR-ABL1 oncoprotein, is the standard first-line
treatment for CML [6]. However, it is not a standard
therapy for FL, which typically does not respond to this

common

class of drugs [10]. The patient demonstrated a significant
hematological response for his CML, as expected.
Unexpectedly, he also experienced a marked regression of
his lymphoma, evidenced by the
lymphadenopathy and splenomegaly. This atypical
response of FL to a TKI is intriguing. While some reports
have described the development of lymphoma during TKI
therapy [5], a therapeutic response of pre-existing FL to
imatinib is not a recognized phenomenon. This
observation suggests potential, yet-to-be-elucidated
molecular pathways that might be sensitive to imatinib in

reduction in

this specific case of FL, or a complex interplay between
the two malignancies that was disrupted by the TKI
therapy.

The management of such dual malignancies is not
standardized and requires an  individualized,
multidisciplinary approach. In this case, the decision to
start with a TKI was driven by the life-threatening nature

of the accelerated-phase CML. The favorable response of
the lymphoma to this initial therapy was a fortunate and
unexpected outcome, which deferred the need for
immediate, more intensive chemotherapy like R-CHOP,
the standard for advanced-stage FL [11]. This case
underscores the necessity for comprehensive diagnostic
evaluations, including molecular and histopathological
analyses, when clinical and radiological findings are
complex.

Conclusion

We report an extremely rare case of concurrent
accelerated-phase CML and Ann Arbor stage III FL. The
case was notable for its diagnostic complexity and the
unexpected, response of the
lymphoma to imatinib therapy. This presentation
highlights the challenges in managing dual hematologic
malignancies and suggests that there may be unknown
biological interactions between CML and FL that could be
therapeutically exploited. Further research is needed to
understand the pathophysiology of such rare co-
occurrences and to establish optimal treatment strategies.

favorable follicular
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