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Abstract

Acute promyelocytic leukemia (APL) is a subtype of acute myeloid 
leukemia characterized by a life-threatening coagulopathy that becomes a real 
emergency. However, it is also the first malignant disease highly curable with 
targeted therapy (all-trans retinoic acid, or ATRA) directed against a unique 
genetic abnormality, t(15; 17)/PLM-RARα, with the potential to correct the 
coagulation disorder. As a consequence, as soon as the diagnosis is suspected, 
it is necessary to start ATRA treatment without delay. Nevertheless, ATRA is a 
known teratogenic drug, therefore pregnancy in this disease is a challenge. We 
report the case of a pregnancy woman with APL. The decision between all the 
specialists is complicated. Pregnancy women treated in her last trimester of 
pregnancy could achieve a good outcome with ATRA, not only for the woman 
but also for the baby.
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Case Presentation
We report the case of a 41-year-old woman diagnosed of APL at 

35 weeks’ gestation after several days of gingivorragia, epistaxis and 
vascular purpura. A blood test revealed a severe thrombocytopenia 
(3.6x10 E3/µL), anemia (hemoglobin 8.9 g/dl) and leukopenia (3.5x10 
E3/µL). Coagulation test was in the normal range, except from a low 
fibrinogen of 140 mg/dl. Biochemical analysis including creatinine 
was normal [1-3].

Bone marrow aspiration showed 95% of abnormal promyelocytes 
of total cellularity. FISH study demonstrated a t(15;17) and RT-PCR 
was positive for PML/RARα BCR2.

Gynecological examination was consistent with a healthy fetus.

She started therapy with ATRA 45 mg/m2 and 12 mg/m2 
idarubicin (AIDA protocol) associated with supportive measures 
including blood and platelet transfusions and intravenous fibrinogen 
administration.

Once the coagulopathy was solved, 9 days after begining 
chemotherapy, she had an accomplished cesarean birth. The 
newborn was totally healthy with a weight of 2700 g and with a mild 
pancytopenia. After surgery, an antibiotic prophylaxis treatment was 
initiated following the hospital prophylaxis antibiotic guidelines. After 
several days and in the context of febrile neutropenia, the surgical 
wound became infected. Several days after beginning antibiotic 
treatment and after recovering blood counts, she was discharged 
in complete remission revealed by bone marrow aspiration and 
molecular biology.

Then, she started consolidation therapy with Mitoxantrone, 
ATRA and Idarubicine according to the previously mentioned 
protocol with no complications except from febrile neutropenia.

She continued with maintenance treatment with ATRA, 
Mercaptopurine and Metotrexate for 9 cycles. She ended up treatment 
in January 2008 with no relapse till today (102 months).
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Discussion
APL is characterized by a good response to therapy with 

teratogenic ATRA and chemotherapy once the potential mortal 
coagulopathy is under control. Therefore, treatment of APL during 
pregnancy is not easy. ATRA is not recommended at the first 
trimester of pregnancy for the proper development of the fetus, but 
treatment during second or third trimester are supposedly safe [4-6]. 
Additionally, chemotherapy is reasonably safe in the last period of 
pregnancy [6]. APL’s coagulopathy adds a high level of complexity. 
The election of the best moment for delivery should consider the 
resolution of it with the lowest drug related effects and we considered 
cesarean as the best method to select the moment in a precise clinically 
controlled environment.

Conclusion
Treatment cannot be delayed in APL. This includes teratogenic 

drugs. Therefore, a therapeutic abortion would be recommended in 
the first trimester of pregnancy. However, during the second and third 
trimester ATRA plus chemotherapy associated with supportive care 
and a close surveillance of the mother and the fetus may finish in a 
good outcome. Our case and the experience reflected in the literature 
suggest that an accurate control of the treatment required to solve 
the coagulopathy prevents ATRA syndrome and produces minimal 
drug related effects for the mother and fetus. We believe that cesarean 
should be considered to control the most suitable moment of delivery 
and to prevent and treat possible complications that may arise.
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