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Multiple adverse drug reactions during all-trans retinoic acid 
treatment for acute promyelocytic leukemia: differentiation 
syndrome, bradycardia, intestinal necrosis
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Abstract
All-trans retinoic acid (ATRA) induces complete remission in a high proportion of acute promyelocytic 
leukemia (APL). Nevertheless it is be associated with adverse drug reactions that might be life-threatening 
including differentiation syndrome, myocarditis, myositis, Sweet’s syndrome and ulcers. We describe a case 
of APL who during induction therapy developed ATRA syndrome, cardiac arrhythmia and multiple episodes 
of intestinal necrosis that required surgery. In particular, we report here for the first intestinal necrosis 
attributable to ATRA treatment in the absence of histological evidence of promyelocytes infiltration or 
leukocytoclastic vasculitis.
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Introduction
Acute promyelocytic leukemia (APL) accounts for 10-15% of all cases of acute leukemia. APL is characterized 
by the reciprocal translocation between the long arm of chromosomes 15 and 17, causing the the fusion of the 
�’�”�‘�•�›�‡�Ž�‘�…�›�–�‹�…�� �Ž�‡�—�•�‡�•�‹�ƒ�� �����������æ�’�”�‘�•�‘�–�‡�”�� �ƒ�•�†�� �–�Š�‡�� �”�‡�–�‹�•�‘�‹�…�� �ƒ�…�‹�†�� �”�‡�…�‡�’�–�‘�”�� �����������æ�=�� �‰�‡�•�‡�•�ä�� ���Š�‡�� �…�Š�ƒ�”�ƒ�…�–�‡�”�‹�•�–�‹�…��
hemorrhagic coagulopathy is the principal responsible of the early death of these patients that may reach 
29% of the cases. On the other hand, thromboses, both arterial and venous, are more common than in other 
acute leukemias, and occurr in 2% to 15% of the cases [1]. 

���Š�‡�� �������æ�������æ�=�� �–�”�ƒ�•�•�…�”�‹�’�–�� �‹�•�†�—�…�‡�•�� �ƒ�� �…�‡�Ž�Ž�—�Ž�ƒ�”�� �†�‹�ˆ�ˆ�‡�”�‡�•�–�‹�ƒ�–�‹�‘�•�� �ƒ�”�”�‡�•�–�ä�� ���Ž�Ž�æ�–�”�ƒ�•�•�� �”�‡�–�‹�•�‘�‹�…�� �ƒ�…�‹�†�� �������������á�� �ƒ��
derivative of vitamin A, binds to retinoic acid receptor, reactivating the transcription of crucial genes for 
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