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95% dopmmnpoBaHne OHKOreHHOro
doyamoHHoro npotenHa PML-RARalpha

+8 TMNOB OpYyrnx peaknx XpPOMOCOMHbIX
TpaHcnokauumn, dopmMmmpoBaHne gpyrmnx
aHoManbHbIX QY3MOHHbIX
OHKOMPOTENHOB



TABLE 10.1 Types of intracellular receptor

Receptor Examples of ligands
Steroid hormone receptors ER oestrogen receptor estradiol
GR glucocorticoid receptor cortisol
MR mineralocorticoid receptor aldosterone
AR androgen receptor testosterone
PR progesterone receptor progesterone
Thyroid hormone receptors TR thyroid hormone receptor triiodothyronine (T3)
Retinoid receptors RAR retinoic acid receptor all-trans-retinoic acid
RXR retinoic acid X receptor 9-cis-retinoic acid
Vitamin D receptor VDR vitamin D receptor 1,25-hydroxy-cholecalciferol
Lipid sensors LXR liver X receptor oxysterols (e.g. hydroxycholesterols)
FXR farnesoid X receptor bile acids (e.g. chenodeoxycholate)
PPAR PPAR peroxisome proliferator fatty acids, eicosanoids (LTB4, PGJ,)

activated receptor

LTB,, leukotriene B,; PGJ,, prostaglandin J,.



XPOMOCOMHAA MYTAUWNA

Promyelocytic leukemia protein (PML) Retinoic acid receptor alpha (RAR-a)
RARA gene

NR1B1 (nuclear receptor subfamily 1, group B, member 1)
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Rb Regulation of the Cell

Unphosphorylated Rb binds Cell growth triggers the
transcription factor E2F. phosphoryation of Rb.

E2F cannot bind the DNA, and Phosphorylated Rb releases
transcription is blocked. E2F, which binds the DNA and

turns on gene expression, thus
advancing the cell cycle.
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Without ATRA

Differentiated
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PBX2

RARB /~
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miR Let-7c

AnuUreHeTnveckne PyHKLUMM OHKOreHHOro oy3noHHoro berka
PML-RARalfa B natoreHe3e oCcTporo npomMmenoymTapHoro riermkosa



Polycomb Repressive Complex 2
(PRC2)

Enhancer of zeste homolog 2 (EZH2)
histone-lysine N-methyltransferase enzyme
EED (embryonic ectoderm development)
SUZ12 (Suppressor of Zeste 12)

SUV39H1 (Histone-lysine
N-methyltransferase)

DNMT (DNA methyltransferase)

HDAC (Histone deacetylase)



NFI-A C/EBPA
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06
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miR Let-7¢

Transcription Factors:

NF-1 (Nuclear factor 1)
miR Let-7c
RARB (Retinoid acid receptor beta)

PBX2 (Pre-B-cell leukemia transcription factor
2)

CCAAT-enhancer-binding proteins (or
C/EBPs)



PML-RAR Tusion protein

The production of abnormal retinoic acid receptors

\

Continuous repression of the RAR« target genes

v

Blocked myeloid Differentiation
at the promyelocyte stage

v

Acute Promyelocytic Leukemia (APL)

ATRA-Induced Myelocytic Differentiation
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w Repression of differentiation genes
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CunHOPOM PETUHOEBOW KUCNOTHI
(andopepeHunanbHbI CUHOPOM)

3aTpyaHeHue NErovYHoro ApixaHus, rorosHasi 6one,
nnxopagka, npubaska maccel Tena,
nepudgepnyeckne oTekn,

JleunTtca onpdepeHunaumoHHbI CUHOPOM HEMeLNEHHbIM Ha3HaYeHNEM TIOKOKOPTUKOUAOB, Hanpuvep,
NpegHU3o0sioHa UNU AekcaMeTa3oHa, HeMeaneHHbIM npucoegnHeHem (Mnu yBennvyeHnem 4os3bl)
XuMmnoTepanum K yxxe nposogsiiemycsa nedeHnto ATRA. NMpu pesko BbipakeHHOM AndodoepeHumalMOHHOM
CYHOPOME MOXET NoTpeboBaTbCA BpeMeHHasd OTMeHa Ui BpeMeHHOe CHuXeHne 0o3bl ATRA.

[MpunynHa: maccmBHOE BbICBODOXAEHNE LIMTOKMHOB M3 MaccoBO AN depeHLNpyoLMXCS N 3aTeM
normdaroLmnx NIENMKO3HbIX MPOMUENOLINTOB, YTO NPUBOAUT K PE3KOMY MOBbILLEHUIO MPOHULLAEMOCTH
Kanunnapos (OTEeKW, AUCMHOS U ApP.) N HapyLUEHUSM B CBEPTbIBAOLLEN CUCTEME KPOBW.



dBET-1

Breast Cancer
Entinostat UNC0638

DZNeP

Lung Cancer

Entinostat
CG200745
Mithramycin

DZNeP
GSK2801

[Colon Cancer

Resminostat

Neuroblastoma
BiIX-01294

SB939
DZNeP
GSK2801

Prostate Cancer

Pancreatic Cancer

Belinostat
BRD4770

Vidaza
Decitabine

Belinostat
AR-42
SGC0946
EPZ00477
EPZ-5676
SGC0946
Chaetocin

Leukemia/ MDS

Guadecitabine

Tranylxypromine
ORY-1001

JQ1

I-BET-151
I-BET-762
dBET-1

Ovarian Cancer

GSK343
UNCE69
GSK2081

Lymphoma

Romidepsin SGC0946
Panobinostat EPZ005687
Belinostat EN1
Mocetinostat EPZ-6438
PCl1-24781 UNC669
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