CASE REPORT
Leukemia in pregnancy
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Abstract: Pregnancy complicated with leukemia is rare. Validated data, out of which conclusions may be
drawn regarding the management of pregnancy with leukemia are sparse. We report 5 cases of leukemia
diagnosed during pregnancy with an overview of published literature (Ref. 19). Full Text (Free, PDF) www.bmyj.sk.
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The incidence of leukemia in pregnancy is low. The rela-
tively small number of women in this situation makes it difficult
to produce absolutely reliable statistics. Although the short-term
risks for children exposed in utero to cytotoxic agents are pre-
dictable, there is little information on long-term complications.
We report herein our experience in the treatment of five cases of
acute leukemia diagnosed during pregnancy.

Case reports

A 36-year-old woman, gravida 2, para 1, presented at 28
weeks of gestation with a 2-month history of palpitation, breath-
lessness, vertigo, and headache. On examination: marked pallor,
mild hepatosplenomegaly. On investigation: WBC 10.39x107/1,
Hb 46 g/l, platelets 12x1071, blasts 39 %. Bone marrow (BM)
cytology, cytogenetic and immunophenotyping study confirmed
the diagnosis of AML FAB M2 (intermediate risk). Ultrasonog-
raphy revealed a single live fetus; liquor was adequate. The pa-
tient received blood and platelets transfusion. After two weeks,
due to progression of the disease, caesarian section was performed
at 30 weeks with viable healthy male baby (wt. 1700 g). Cord
blood examination was without malignant cells. On the 4th post-
partum day, induction chemotherapy (CHT) was delivered. Post
induction CHT was complicated by prolonged vaginal bleeding
(treated with platelets transfusion), febrile neutropenia (treated
with antimicrobial drugs). Breast feeding was withheld during
chemotherapy. Result of induction CHT was complete remis-
sion (CR) with full hematological recovery. To maintain remis-
sion consolidation, CHT was given. Planned allogeneic stem cell
transplantation (SCT) from HLA-matched sibling was not per-
formed due to relapse of AML 2 months after the start of con-
solidation (16 % blasts in BM). Re-induction CHT was given
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without the achievement of remission, she died shortly due to
sepsis. The baby was followed up with no features of malig-
nancy.

A 26-year-old female, gravida 2, para 0, abortion 1, presented
at 8 weeks of pregnancy with features of anaemia (shortness of
breath on exertion, palpitation, pre-collapse state), bone pain (hip
& thoracic spine), cough. On examination mild splenomegaly.
On investigation: WBC 98.40x10°/1, Hb 133 g/1, platelets 75x10%/1,
blasts 80 %. BM examination (cytology, cytogenetic and
immunophenotyping) confirmed the diagnosis of T-ALL. Treated
with prednisolon 60 mg/m?/day (within 3 days decrease in WBC
to 8x10%1). She wished to terminate the pregnancy. After the
stabilization of her condition, abortion was done without com-
plications. Induction CHT was given with the achievement of
CR. To maintain remission further consolidation CHT was given,
followed by HLA-matched unrelated donor allogeneic SCT. 76
days after SCT she presented with focal epilepsy, CT brain was
negative; immunophenotyping examination of cerebrospinal fluid
(CSF) confirmed central nervous system (CNS) relapse, BM was
in CR, chimerism was of donor type. She was treated with in-
trathecal CHT, systemic CHT and CNS radiotherapy. CSF be-
came without malignant cells but with high protein contents.
Therefore MRI of brain was done with a feature of multiple me-
tastases. She died 129 days after SCT due to sepsis and multi-
organ failure.

A 20-year-old female, gravida 1, para 0, at 4.5 months of
pregnancy accidentally during routine visit found to have leuko-
cytosis and hepatosplenomegaly. WBC 132.1x10%1, Hb 10.8 g/
1, platelets 623x10°1, MCV 76.8 fl., neutrophils 42 %, metamy-
elocyte 12 %, myelocyte 18 %, lymphocyte 2 %, blast 0 %. BM
examination revealed hypercelullar BM with increased granu-
lopoiesis, 1.3 % blasts. Cytogenetic study (46,XY, t(9;22)
(q34:q11), ber/abl positive), confirmed the diagnosis of chronic
phase CML. Treated initially with leukapheresis (only once), later
alpha Interferon was given for 4 months without complications,
repeated fetal monitoring revealed a single live fetus with mild
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growth retardation. Liquor was adequate. She delivered vagi-
nally a normal full term female infant weighing 2.05 kg. No con-
genital anomaly was identified. Allogeneic SCT from HLA-
matched sibling was performed, but she died 18 days after SCT
because of veno-occlusive disease of liver and sepsis. Long-term
follow up of the baby did not show any significant disease.

A 24-year-old healthy asymptomatic woman, gravida 1, para 0,
was seen in her 4th month of pregnancy for routine laboratory
evaluation and was noted to have leukocytosis (WBC 110x10%/1).
Her physical examination showed an enlarged and palpable spleen
measuring 5 cm under the left costal margin. Bone marrow aspi-
ration showed hypercelullar BM with increased granulopoiesis,
with only 0.9 % blast cells. Cytogenetic (46, XY,t(9;22) (q34;q11)),
FISH and molecular study (bcr/abl positive) confirmed the diag-
nosis of chronic CML. The patient wished to continue with her
pregnancy, she was treated with leukapheresis (a total of 15
leukapheresis), until her delivery at 36 weeks of gestation. The
procedure was without significant adverse effects on the patient
or fetus. She had a normal vaginal delivery of a healthy female
infant. After delivery she received Interferon alpha for 15 months
with no remission so treated with Hydroxyurea for 8 months fol-
lowed by autologus SCT with the achievement of complete he-
matological recovery. Molecular relapse treated with Imatinib
(Glivec) for 61 months, with initial successful molecular response
(decrease in bcer/abl), and complete hematological response.
Imatinib resistance necessitated an increased dose of Imatinib,
and later a treatment with Dasatinib. Long-term follow up of the
child revealed normal life.

A 44-year-old healthy female, gravida 3, para 2, presented at
33 weeks of pregnancy with gradually increasing weakness and
breathlessness. On examination, marked pallor was noted with
pulse 100/min. No leg edema was noted. A soft systolic murmur
was present over the precordium. On abdominal examination,
the fundal height corresponded to 33 weeks of gestation with
fetus in cephalic presentation. No hepatosplenomegaly was
present. On investigation WBC 1.09x10%1, Hb 88 g/l, platelets
60x10°/1, MCV96.3 fl., neutrophils 26 %, blast 0 %. Bone mar-
row examination revealed 17 % blast cells. Cytogenetic and
immunophenotyping were normal. The diagnosis was settled as
MDS/RAEBt. She was treated with supportive therapy until the
delivery of a full term healthy male baby. Due to progression of
the disease to AML (after 6 months BM blast 33 %), induction
CHT was given followed by HLA-matched related allogeneic
SCT in first remission. 180 days after SCT she developed re-
lapse in BM and she died shortly. The baby’s growth was nor-
mal, with nomalignant disease.

Discussion

The occurrence of leukemia during pregnancy is very rare,
with an estimated incidence of one in 75,000 to 100,000 preg-
nancies annually (1). It has been estimated that during pregnancy
most leukemias are acute: two thirds are acute myeloid leukemia
(AML) and one third are acute lymphoblastic leukemia (ALL).
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Chronic myeloid leukemia (CML) is found in less than 10 % of
leukemias during pregnancy and chronic lymphocytic leukemia
(CLL) is extremely rare (1).

Diagnosis during pregnancy is made most frequently in the
second and third trimester although the disease may have been
present earlier. This is because the early symptoms are nonspe-
cific. This emphasizes the importance of carrying out proper in-
vestigations including bone marrow examination for unexplained
anemia in pregnancy.

Leukemia in pregnancy offers a unique management dilemma
and should be managed jointly between the haematologist and
the obstetrician with full involvement of the mother. Pregnancy
itself does not seem to affect the prognosis of the disease (2, 3).
Acute leukemia (AL) is invariably fatal and without aggressive
treatment with cytotoxic drugs, the disease is characterized by
rapid deterioration and death within weeks of diagnosis. AL can
affect pregnancy and the fetus, clinical problems result from the
disease process itself and its treatment. Intrauterine growth re-
tardation, pre-term labor, and spontaneous abortions, as well as,
stillbirths are common in AL without treatment. Fetal loss oc-
curs in approximately 33 % of women with AL (3). With sup-
portive therapy alone, 20 to 30 % of women did not survive the
gestation period and fetal mortality was 50 % (4). With combi-
nation CHT, most mothers survive through the delivery with
concomitant improvement in fetal survival. Thus pregnant leu-
kemic women should be treated as non-pregnant women with
aggressive CHT until the remission is achieved. The risk of mal-
formation in first trimester is as high as 17 % especially with
folate antagonists (5). Therapeutic abortion should be consid-
ered in early gestation, but if the woman decides to continue her
pregnancy, CHT should be started and certain drugs, like meth-
otrexate, should be replaced. Delay in maternal treatment is as-
sociated with an adverse outcome (Kawamura et al, 1994,
Greenlund et al, 6). However, Patients who are well, with stable
disease may choose to defer CHT and be supported with growth
factors and blood products up to the delivery of a viable infant
that can be safely induced at about 30 weeks (19). Standard anti-
leukemic treatment can be safely administered during the sec-
ond and third trimesters (3, 5, 6, 7) if appropriate monitoring
and obstetric care are available. Delivery should be accomplished
when fetal survival can be ensured and the mother is in complete
remission. CHT given close to delivery may result in significant
fetal pancytopenia requiring intensive haematological support
(Murray et al, 1994; Reynoso et al, 1997). The termination of
pregnancy when therapy is started in the second or third trimes-
ter has to be carried out on moral and medico-social grounds, as
the fetus is likely to develop normally (7). Toronto Leukemia
Study Group showed an increased risk of premature delivery as
well as small for date babies in series of 53 women who received
CHT during their pregnancies, long-term follow-up of these ba-
bies has shown normal growth and development and no further
malignancies (8). Hansen et al observed transient oligohydraminos
during the treatment with multiagent CHT (7); no other side ef-
fects were noted. They conclude that fetal concerns should not
delay therapy.
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Chronic myeloid leukemia during pregnancy is usually man-
aged conservatively because the disease has an initial chronic phase
that may not require immediate therapy, and pregnancy does not
appear to affect the course of CML, however there is still a risk of
leukostasis and placental insufficiency with consequent low birth
weight, fetal prematurity, and increased mortality if CML is left
untreated for the duration of pregnancy (9—15). A more aggres-
sive approach, such as bone marrow transplantation, may be con-
sidered after delivery. There is limited information regarding the
successful management of CML during pregnancy; most of this
information is derived from case reports using leukapheresis (9,
10) hydroxyurea (11-13) and interferon (13—15). Leukapheresis
can be considered for treatment of CML as early as in the first
trimester of pregnancy and then it can be successfully continued
throughout the pregnancy. Because of the lack of teratogenic and
other adverse effects, it may be the optimal treatment for pregnant
patients with CML who tolerate and respond to the procedure.
Hydroxyurea inhibits DNA synthesis and therefore can potentially
cause abortion, intrauterine growth retardation and congenital
malformations. However, neither teratogenic effects nor hemato-
logical consequences to the fetus have been reported with hydrox-
yurea treatment (11-13). Alpha Interferon has been used for the
treatment of CML with variable success (13—15). Laboratory evi-
dence suggests that it crosses the placental barrier and increases
the incidence of abortion in rhesus monkeys (14). There are no
reports about its adverse effects on pregnancy and the developing
fetus in humans, but there are reports of normal infants delivered
following treatment with alpha-interferon during pregnancy (13).
However, alpha-interferon therapy may decrease fertility due to
decreases in serum estradiol and progesterone levels (14). Imatinib
mesylate (STI571, Gleevec, Glivec; Novartis, Basel, Switzerland),
a ber-abl tyrosine kinase inhibitor, is now a standard therapy for
patients with CML, with dramatic hematological and cytogenetic
responses. Imatinib has a teratogenic potential in animals, but the
effect of exposure to imatinib during conception and pregnancy in
humans is not known. There is no data concerned with continued
imatinib therapy during pregnancy (16), however, a record of 18
patients who conceived while receiving imatinib for the treatment
of CML in the university of Texas showed that there is no evi-
dence that a brief exposure to imatinib during conception and preg-
nancy adversely affects the developing fetus, most patients lose
their response after treatment interruption. Patients receiving
imatinib should be advised to practice adequate contraception (17).

Pregnancy complicated by hairy cell leukemia is extremely
rare (18). Treatment is usually conservative. Spleenectomy is a
safe and effective treatment option during the second trimester
for this rare condition (18). Single cases have been treated with
interferon during pregnancy (15).

Conclusion

Acute leukemia during pregnancy should be treated as in non
pregnant women as soon as possible. Chronic leukemia can be
treated conservatively until the normal delivery of the fetus.
Leukapheresis is safe in CML if well tolerated. There is no evi-
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dence that pregnancy can accelerate the progression of the dis-
ease or affect the outcome.
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