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ITonHOCTBIO Mparc-peTUHOEBAS KMCIIOTA, IIPUMEHSIeMasl B TEpaIiy OCTPOTrO MIPOMUETOLUTAPHOTO JICHKO-
3a, U3BECTHA KaK YacTO MCIOJb3YEeMbIil 111 MHAYKIMU 1uddepeHIMPOBKY Mpenapar, KOTOpblii BoccTa-
HaBJIMBAET SKCIIPECCUIO KITI0UeBOro pakropa TpaHckpuniuuu PU.1, neTepMUHUPYIOIIETO HOPMAaJIbHBIM T'e-
MOTI033 KJIETOK MUEJIOMIHOM TUHUU. PaHee Mbl 0OHAPYXXUJIU, UTO MHAYLIMPYeMasl CTPECCOM F'MCTOHAEME-
tunasza H3K27 — JMJD3 — npsamo aktuBupyet skcrnpeccuto PU.1, 4To cTUMyIHMpyeT KOMMUTHPOBAHNE
MUEJOMIHBIX KJIETOK B X0lle HOpMaJibHOro muenaonoa3a. Kpome toro, JIMID3 neiicTByeT Kak OHKOpeIpec-
COp U UTpaeT KPUTUUECKU BAKHYIO PETYJISITOPHYIO pOJib B MHULIMALIMY U IPOTrPECCUHU 3]I0KAYECTBEHHOIO
remorios3a. B Hacrosiieil padboTe nmponoakeHo usydeHue cBsi3u Mexay JMJD3 u PU.1 ipu ocTpoMm 1ipo-
MUEJIOLIMTAPHOM JIeliKo3e, Ipu KoTopoM JMID?3 mposiBiisieT OHKOCYIPECCOPHYIO aKTUBHOCTD, CTUMYJIH -
pys skcnpeccuio PU.1.

KimoueBbie ci10Ba: OCTPHIN MUEJOUIHBIN JIEIKO3, TMcToHAeMeTuna3a, JMJD3, PU.1, muenounnHas nudde-
pEHLIUPOBKA
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JMJD3 Exerts Oncorepressor Activity in Acute Promyelocytic Leukemia
by Promoting PU.1 Expression
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All-trans retinoic acid (ATRA) in acute promyelocytic leukemia (APL) has been the most famous differenti-
ation induction therapy during which the expression of PU.1, a key transcription factor (TF) for myeloid lin-
eage determination in normal hematopoiesis is restored. In our previous studies, we found a stress-inducible
H3K27 demethylase, JMJD3, to directly upregulate PU.1 expression to promote myeloid commitment
during normal myelopoiesis. In addition, JMJD3 acts as an oncorepressor and plays a critical regulatory role
in the initiation and progression of malignant hematopoiesis. In this study, we further resolved the relation-
ship between JMJD3 and PU.1 in APL therein JMJD3 exerts oncorepressor activity via promoting PU.1 ex-
pression.

Keywords: acute myeloid leukemia, histone demethylase, JMJD3, PU.1, myeloid differentiation
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