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Classic PML::RARA acute promyelocytic leukemia (APL) is highly 

curable with ATRA and ATO. In contrast, the rare ZBTB16::RARA 

variant retains APL-like morphology but is resistant to 

differentiation therapy and carries a high relapse risk. Recognizing 

its distinctive morphology may enable earlier diagnosis and 

appropriate intensive chemotherapy.
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Image 1 — Diagnostic karyotype: Abnormal male 
karyotype:45,X,−Y,t(11;17)(q23;q21)[13]/47,idem,+8[7]. 

Arrows show t(11;17) at 11q23–17q21 and trisomy 8.

Image 4 — Chromosome 8 FISH: Extra aqua D8Z1 
signals confirm trisomy 8.

Image 3 — RARA FISH (top) and PML::RARA 
FISH (bottom): Top: split RARA signals = RARA 

rearrangement (79% of cells). Bottom: no fusion 

signal = PML::RARA (-).
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ZBTB16::RARA AML is a rare, ATRA/ATO-resistant leukemia 

requiring molecular confirmation to guide therapy. In this patient, 

CLIA plus venetoclax induction and re-induction produced a 

progressive reduction in marrow blasts from 75% to 3%, 

culminating in morphologic remission. Venetoclax-containing 

intensive regimens may represent a promising approach, although 

continued molecular monitoring and consideration of consolidation 

or allogeneic transplantation remain essential.
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Image 2 — Post-induction karyotype: Normal 

male karyotype: 46,XY[20]. t(11;17) and +8 are no 

longer present after CLIA + venetoclax.
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