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PROLONGED SURVIVAL IN A PATIENT WITH CHRONIC
MYELOID LEUKEMIA

SHUKLAA.?

SUMMARY:

Patientswith chronic myeloid leukemiatreated with inter mittent busulphan ther apy have
an averagesurvival rateof 2to4 years. Theauthorsreport herea patient who continuesto
survive beyond one decade on busulphan therapy.

INTRODUCTION:

Allogeneic bone marrow transplantation from a
genotypically HLA-matched sibling is the stand-

ard and most effective therapy for chronic my-

eloid leukemia (CML). However, most of the pa-

tients are still managed with chemotherapy. De-

spite its lower efficacy than hydroxyurea or in-

terferon, busulphan has certain advantages. It has
apredictable dose and gradually lowersthe blood
counts'. In patients receiving intermittent busul-

phan therapy, median survival timeis2to 4 years’

Wereport here acase, probably thefirst onefrom
Nepal, who continuesto survivefor over 10 years
after the diagnosis of CML.

CASE HISTORY:

A 32-year-old femae presented in April 1989 with
pain in the left upper abdomen, weight loss and
fatigue. On examination, there was no lymphad-
enopathy and the spleen was palpable 5 cm be-
low the left costal margin. Hematological inves-
tigationsrevealed Hb of - 12 g/dl; TLC - 1.8x10%
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mm?, DLC - myeloblasts 2, promyelocytes 21,
myelocytes 12, metamyel ocytes 18, polymorphs
40, lymphocytes 4, monocytes 2 and eosinophil
1. Platelet count was 1.15x10°/mm?3. Bone
marrrow examination revealed a hypercellular
marrow with a predominant myeloid hyperplasia
Erythropoiesis was normoblastic and
megakaryocytes were unremarkable. A diagno-
sis of chronic myeloid leukemia in the chronic
phase was made. The patient was put on treat-
ment with busul phan and the dose was monitored
based on her white blood cell counts. During the
first 4 years of her illness, her hematological pa
rameters were stable and sherequired only 1to 2
courses of busulphan therapy; subsequently, she
was been requiring 3 to 4 courses of busulphan
therapy over ayears. She often complained of pain
in the left upper abdomen due to a massive

splenomegaly.

In April 1998, the patient developed severe pain
in the left upper abdomen and physical examina-
tion showed severe pallor and massive splenom-
egaly. Hematologica investigation revealed Hb -
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(46 g/di: TLC - 2.25x107mm*® and platelets -
1.15x10°/mm?. Bone marrow examination re-
vealed a mild fibrosis; however, cells of all the
series were present. A splenic infarct was sus-
pected and bed rest and anal gesics were recom-
mended. The dose of busul phan wasincreased to
8 mg/day and the patient was given blood trans-
fusions. She was subsequently maintained on in-
termittent busulphan at 2 mg/day.

DISCUSSION:

On intermittent busulphan therapy, surviva be-
yond 4 yearsis rare. One of the authors has a-
ready reported a patient who had been on inter-
mittent busulphan therapy and survived for 17
years, after which he devel oped myel oblastic blast
transformation and died®. In the literature, afew
more cases of prolonged survival have been re-
ported. Golde et.al.* reported a case of CML who
survived for 15 yearswhile receiving 19 courses
of busulphan. The duration of remission tendsto
decline with repeated courses of therapy, but this
isnot alwaysthe case. Unfortunately, the chronic
phase usually progresses to the more advanced
stage of the disease. This progression to the blast
phase occurs at an approximate rate of 5% inthe
first year and 20-25% each year thereafter. Once
the blast phase occurs, long-term survival is un-
common, with most patients succumbing within
3to 6 months.

The main underlying reason for prolonged sur-
vival in most patients described in literature has
been prolonged remission following busul phan-
induced bone marrow hypoplasia. In some cases,
profound myel osuppression may also diminatethe
Ph positive chromosome, thus changing the karyo-
type status of the patients®. After the karyotype
conversion, the risk of blast transformation be-
comes negligible. In some patients, the Ph posi-

tive chromosome may not disappear but pati ents\
may be maintained in complete hematol ogical re-
mission for along timewith a decreased percent-
age of Ph positive cells*. These Ph positive chro-
mosomes lack or lose their characteristic prolif-
erative advantage. The prolonged course of the
disease may be dueto therelatively stable mosai-
cism of the Ph chromosome.

The present case has survived for over adecade;
however, she continues to have distressing symp-
toms due to massive splenomegaly resulting in
splenic infarcts despite hematological improve-
ment. In such cases, local splenicirradiation may
prove useful.
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