
�	


��������������

International Journal of Hematology Oncology and Stem Cell Research (IJHOSCR), Jan., 2011

Fournier's Gangrene in a Case of Acute Promyelocytic Leukemia during 
ATRA Therapy

Nasim Valizadeh1

Hematology-Oncology Department, Emam Khomeini Hospital, Urmia University Of Medical Sciences, Urmia, Iran

Corresponding author: Nasim Valizadeh, MD, Assistant professor of Hematology/Medical Oncology
Department of Internal Medicine, Urmia University Of Medical Sciences, Emam Khomeini Hospital, Urmia, Iran.
Tel: +989125474755
Email: Nsedaha0@gmail.com

Abstract
Introduction: Fournier's gangrene or necrotizing fasciitis of external genitalia is a medical emergency. It was 
reported in cases of acute promyelocytic leukemia (APL) before and during induction therapy with all-trans
retinoic acid (ATRA).We present a case of APL that developed Fournier's gangrene  during ATRA therapy.
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Introduction: Combination of all-trans retinoic 
acid (ATRA) with systemic chemotherapy leads to 
induction of complete remission in 90% of APL 
cases. The side effects of ATRA in most patients 
are included: fever, fatigue, skin dryness, rash, 
nausea, vomiting, abdominal pain and headache 
.These are seldom permanent and irreversible.(1) 
Scrotal ulceration is reported as a rare adverse 
effect of ATRA therapy in literature.(2, 3, 4, 5)
These ulcers improve after discontinuing of ATRA.
Genital ulcers during ATRA therapy may be 
progressed to Fournier's gangrene.(5, 6, 7)

Case Report
A 36 y/o male came with prolonged bleeding after 
tooth extraction. On admission he had pancytopenia 
(WBC= 2000/µL, Plt count= 7000µl, Hb= 8 gr/dl).
Bone marrow aspiration and biopsy revealed AML 
(M3). We administered induction of remission 
therapy with all-trans retinoic acid (ATRA) 
followed by 3-7 regimen (daunorobicin and 
cytarabin). About 2 week after starting 
chemotherapy and during treatment with ATRA he 
developed fever, oral and genital ulcers with scrotal 
swelling and erythema, then broad-spectrum 
antibiotics was started. Testicular sonography was 
showed only scrotal edema and without 
subcutaneous emphysema. We consulted with 
urologist and infectious disease specialist; they 
recommended continuing antibiotic therapy. At 
first, they said that there is no evidence of
Fournier’s gangrene, but fever and perineal edema 

and pain did not resolve and in repeated 
examination we found overt gangrene and 
subcutaneous emphysema in external genitalia of 
the patient and the diagnosis of Fournier’s gangrene 
was made. Again, we consulted with urologists; 
they recommended surgery for debridement of the 
diseased tissue and continuing of appropriate 
antibiotics.

Results
This 36 y/o male with AML (M3) during induction 
therapy with ATRA developed initially scrotal 
swelling and ulcers that finally progressed to 
Fournier’s gangrene.

Discussion
Scrotal ulceration is a rare side effect of ATRA 
therapy; it may progress to Fournier’s gangrene 
which is a urologic emergency.(2, 3, 4, 5, 6, 7) If 
corticosteroids cannot control progression of genital 
ulcers, ATRA should be stopped temporarily. 
Clinicians should consider Fournier’s gangrene in 
any patient with acute leukemia and fever 
especially in patients with APL during ATRA 
therapy. We should repeat perineal examination in 
APL patients with fever and perineal pain, edema or 
ulceration, because any ulceration can progress to 
Fournier’s gangrene. Wide spectrum antibiotic 
therapy and surgical debridement would be 
necessary in this situation. ATRA combined with 
systemic chemotherapy is most effective therapy in 
patients with APL. The exact mechanism of ATRA 
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induced genital ulceration is not understood but 
possible pathogenesis is cytokine release and 
superoxide production and leukocyte activation and 
tissue damage.(8, 9) Our patient developed genital 
ulceration two weeks after starting ATRA and 
chemotherapy that progressed to fournier’s 
gangrene. ATRA induced genital ulceration with 
progression to fournier’s gangrene can not preclude 
using of this effective therapy in APL patients.
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