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BRI, “3+77 HRTrE CEMREAYES IR ) — ERA)T AML AT, (BAT5A 57 AML B Joikin 32 s A
o RS IR A, HHTAML BRSSPSR, Pt S48 2590 AR R AML (B35 783 A B A I PR S ok
ZRIPITIEN , RGBT AML A KRR EAE N HEN R CBLRHIHIF (HDACH ZERMWBAL B 735
25y, WHMEHI4E A X OBERE (HDAC) MTETE, LIRS AR m ZBEAK-F-, FHETE N T AML Il RIFSE
H, FERREET R BB RS2 S RO . ALZRIRS 4 T HDAC I HDAC 173 MRS A KAE NG IR AR HT, ik
TRl DURIEME, BALEEME . AR . B . PEIAAIE A 6 Fi HDACI 1E AML P i I PRTETRITFE S5 R PR L A
FEHERE, V18T HDACH 5 HABSUE 25901k FIAE AML H 9 FEFIFLE], I HDAC 45 i & g i 1 i, 1SRl RIG T

AML #£(t57%

KR SWEBER FAG, HEHECBULMHDH, HEA LB, R

FESES R733.71

ZPE#E R I (acute myeloid leukemia,
AML) S I /A AR v R, LA
I8 R 2H 28 P 2R AR 5L ) S i e 4 L 3 4
MARIE . HHTERXT AML RTS8 EEA 3477
b HE TS 69T CHIV R 28 25 W 365¢ B 4 i 1
(cytarabine, ara-C) ). 573 [H 3 I+ 44 i #8 4E
(Allo-HSCT) FH¥E [ 2593777 . SR, AML 4
WHEEKFRIS PR, /ST, fil
AML Z0 X7 7 A 250, 2O 2 B Xk
7 AN HL A5 R 58X 58 = SR (complete response,
CR) &k, HER & W IoEm 32 i Ay 7 ol bl
ZHEH PR Allo-HSCT Yk, ik, k¥
25 R AML S 0957 AR EE B R S o
FNLBAL I WAV 220508 1 SR AL ke 3 DG A
M, JHOREAE . MR ER, #B5 AML A FETE
RGBT HE N ZE, [ DNMT3A | IDH il
TET2, [FIXZERASA AR AL, X E R
i AML BIGIT R Z — o dER & A B il
7 (histone deacetylase inhibitors, HDACi) HJ#77
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P i L DA 5 0 AR L S AR (histone
deacetylase, HDAC) fefiEfbaE L oWifl, 5
LA ) DNA B 456, e i 2 R4S,
PR 5% . TERa 2, HDAC Byt RA A
FI TR JE R ek, s — S i o7,
R, B, diEai. FUME. W, FE
-3 LRI TR R IR 22 0 0 g SR I S T
HDAC 3Kk, [A] IR AE FUS A R 5 HDAC i3 &
FIRA K R, HDAC KN
I3k T A 00 O T R A 0 A Y R R
K, [ S5 20 R S04 i RN A L 53 T
HDACi j&—2& ] LU HDAC I P IR 259)
A R & R IR B SRR, I A
PRI o SR 2 ik, DN T4 il o e e 2 AR
K, MEEEHSLMSEEEMA (U.S. Food and
Drug Administration, FDA) Ht#ER HDACi £ 2[R
il T I R GEE R AT, T T 20 Ak R A
Z R E RS, EEXE AML (% HDAC RTS8 IEAEFY
Witk

2 HDAC X HDACitfiA

R 5 FE R 1 40 ) 17 S AR B A B Ox e Ak 2%
B HHSE, HDAC ZK% R 18 4~ 61 434 HDACI
II. II. IVP92&, 12% (HDACIL. 2. 3. 8) %
B Rpd3 HAT[FEYE, Tz FAle, sl
FE AL T4 M 5 ol At ) 40 B A TS AU 4 TTa
(HDAC4. 5. 7. 9) filllb (HDAC6. 10), 5%
B} Hdal [, FZ0A6 T4 ; HDACHI 2SR
4y Sirtuins (Sirt), Hi Sirt1~Sirt7 41, 5EEE Sirt2
HAREM, B2 AE TR . 005 m8k
i 205 TV 28 HAT Bop X LA HDACTT, EEA T
HMut%, Bi&HDAC /MR A, HAY
DIt e AN AR, (HEiisR R, el
DB R = e 4 L i 4 B L& i ', HDACI,
1. IV R 2R B R ML Hm M, 1 HDACIIT
ST B e R S — A% T R A R A LG 2
HDAC (/)4 Fi 5 1E 5 41 AR a8 40 A i A0 B %
YIFHIE, HDAC 142 VA2 I 2R 40 0 P s DS iy
FNFERL () AR IR Bh [ K . 128 HDAC H ) HDAC1
BAS I E7E AML t (15;17). t (8;21)Flinv (16)3F. %!
TS S PAL TR B 2, HDAC3 7E APL WA g
#ik, H HDAC3##iE/KF5 PML-RARo 2 1EA
% 0 HDACS 7E AML inv (16)3F 8 sk ik 27,

1128 HDAC " HDAC4 7£ FLT3-ITD FH 1 AML & 2
T2k K B 3 T FLT3 B A= B AML SR %, 7
AML M5 B3 A /KT i & TR B & 2
HDAC10 {4 m 1% m] I 398 55 FLT3-1TD BHE AML 41
JLTE 245 ¢ 2 1112 HDAC i1 Sirtl 75 AML 5 %
B CD34°CD38 4 ffd rh R ik /K- FHimr, I HAE
FLT3-ITD fH: AML 35 1) CD34" 4il it () 35 7K
I 2 T FLT3 P AR AML J2 3% B, Sirt3 i@ 1
AT ORI E A R A AML 7= A ARy T 2 Y,
Sirt5 F R B IE 235 AML AH G JE o A 32 1
YRR A FE AL, [RIB e 2598055 AML SEAR 22, TV 2.
HDAC HHi#F AML 1 IF 5 /0. HDAC i J&£ 3%
KA G AML 4HM03E 8, A0S P T i 5 AML
40 B R W45 BT, HDAC R 2658 By H 3 Hs o L
BRAT Y FE AMLY ) b i R A 8] HDAC
s AHA W RN, HDAC#E S H S 3 L
Bt & % @ %, 40 AMLI-ETO, CBFB-MYHII,
PML-RARA 1 MLL-MLLT3 % fi & 25 (M 76 )5 31 Al
& 3 AML & A= v & 45 5 B AR B,
AMLI-ETO 7] 48 5 HDAC1. HDAC2 #1 HDAC3,
foi AML1 8 38 PR UC R, DA TfiT BEL Wy 400 f 53 £k i
fb =0, BbAk, HDAC IS 7E AR K- I R B e
P RRE R SR RGN BN PD-LL
CTLA-4., A MET 400 . 40 M 5E 1 T Ik B 40 A Fn
PriREE R A O, P AML R AR i,
HDAC10 iy 3% 15 54T 5 $ 2 41 ig b MHC 12843 F
L 33 5 4O i HDAC J5 B2 40 R RE R 2 4R
4 L AT 38 S S IFN BE R 5Er AE TRVIFN, AT
W AML 40034k Y £ 1, 9l HDAC Al
AML IR I7 5 . HDACGI ] 43 R 5 2R &9 .

a. FRIGIRZE, Flinth R AL R, DUR)
A mA Rl A M TR R ARSI PR IR
I HDAC ()RR FE R ), (H i FHEMRK,
H AT B AR R TR S B B o IR S i At A DL A1 =]
5 )5 9% FDA R I RIG 7 B2 Bk T 41 i ik =
JE o, WAk W) A Bk FDA T KOO 25 G R
(European Medicines Agency, EMA) #t# T
Jr 2 R MEEBEE S b R IR S, BTN IR
fR . THERAZR TR, HA P mest 1 TG s7 N
BEARRE I Sk 4 e R BERES, )0 BB
Feo d FRAKZE, (] 4n % oK Hi=F | trapoxin A,
trapoxin B 55, HH B oK Mo # FDA A EMA it ifE
HF G R 3697 B & P FHETR % (relapsed or
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refractory, r/r) JZHKT AMMOMKESRE . e HiAth2, 4 N4 #E A HDACH X (K1), R4 HDACI
4 Sirtuins $  7) . depudecin & ' L AT UL, A R ATES SRARAE A 22, (HIF A a0 AML 15 BT
HDACi T 88 b 28 AE i iA T 2 b o AR BAEIRIR LA SEFHURLIYI RIS SRS IEAE
KIERIR. HAET, HDACIE 2R HiES AML ?Hﬂﬂﬁ AT RS, Wil BE NPT AMLGETE, X4
A G SE A AN TR RE o HLHIL AT BE 16T AMLERAIL T — MRAFAYEERE, FeBlEXT TR
%'Ej HDAC; i i 411 il HDAC i 7) U\Wﬁlﬁ%%ﬁﬁ BTG AR AT RS T I 25 19 AML B2 .
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Fig. 1 Mechanism of action of HDACi in AML cells
El1 HDACIZEAMLAR A HIIERHLH
HDACHE I M HDACTH J3 #E M5 S IR im b S A e B ST . e BRI 0 . LR RE Rl 5 2 1 53 W AR SEHDAC L AN FLT3
FERRAE , IR T ATERER AW EH] . HDACI: 2R £ ZBHLEHIGIF; HDAC: HEHEZELEE: HAT: HE A ZHLRE;
FLT3: FMSHERCERRMNE3; 1TD: WK ERRA; TKD: FEAMMIETENRA; ac: LB,
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3 HDACGIZEAMLH Rz 3R

3.1 {AK3riEft (SAHA, Vorinostat, Zolinza)

PRAr Ay 72k C L H, N0, (E2), 437 J5
N 264.32, S0 R AL, Rk AR BT
244y, Al 128 HDAC FF A HDACT ., HDAC2 Fil
HDAC3 L) & 11 2§ HDAC ' HDACG6 [ il 75 14 .
2006410 A 6 H, FDALHE Zolinza (fR 37t it
P) FHFIRTT IR KM K 0 T 240 e ibk 08 o, it
NN FDA #EHERY S —ICHDAC, IRIRRTHFSE &30,
SAHA n] filifil AML g 36, 15 ST 7 Al
o SR S s, R HS e b | ara-C oK
FEIT 4 S5 F AL YT 25 W 3 36 97 AR B
g s el fE 5 SAHA 15 5 AML 411 il DNA XY
HEWT R A O R RN,
SAHA i 1] 55 pan-Aurora il #l 7 "> Weel 35 fiff 411
il 77 540 BET #4710 FLT3 900 il 57 0 45 5k
FH, 30 e A 00 25 AT 2 2K s o o TR ot ) e
P R G0 LA AN FLT3 JER 2678, nl B AR 43
i AML 41, 43l 23138 AML SRS FE AR Y LAY
e K . SAHA 5 A 259 W #8 & W 26 97
AML H R AEEHW AR /NI . Blan, SAHA Y
ARUREES Y 7. SAHA S5F s EH A Y ]
i AML 40 ik K . SAHA 5ir s eyt s
It SAHA 5 ara-C I % AML 40 09 38 051 1 5
D 2045, HARA RGN AML /) BUS R g g
BUAIRIET, R BERf IR OCHERS B L4, WonHiRyT
AML [ A]A TR R G i 48 4k

20094F, FEZAWFFE HO TR IHHIG PRI 5
UEBA T SAHA 1E R L —J7 X AYT AML SUR AR
NE, CRFEJLFHNO, AN SAHA TR
J¥ AML B 2, 20134, SEEEAEDFIT Pr2istit
T SAHA HX 5 ara-C FVKFEIA 167 AML & 1Y 1
WG, 255 R X PRI A FH 250 2 i A
FE IR RS (CR#% K 38.8%), JHHEfE SAHA TE
ara-C FIMKAGIAHIRIT A 11~14 d IR, HE R
200 mg, 2¥k/d, HLEMRH 7 dRIRITRCR B
F4FE, EEZH5 P01, TR RE SAHA B
AFTHLITF (Azacitidine, AZA) FIT ZERBAHIA
J7EA t/r AML BB U R, 25 RRW, %k
Y % WL 2% i % (objective response rate, ORR) 15
iK41.9%, X AIRIT EAE AML B 4t T —A4~1]
SERHTERE O (HAE 2017 4F, B T
JE R — 0 TG R s, SAHA 5 AZABKA

BITRCR 5 M AZA TGP RCR 1 CR FTORR A1 L
FRA B (CREH 22% F126%, ORR
TN 41% F142%) 12, 20154F, JingE K ASEE
ZANFFE U T R B — TR PR 25 1 THA I PRI 56
KIN, SAHA BEA Hb P4 fih i X 91 IR 97 1 AML i
HHA WK, I B FEZE A2 7 U r
(Bl VY fih 72 4 CR %58 13%, BK A SAHA 410
30%) ‘1, 2017 4F, 56 E AR A 2 I R I
I, SAHA LA Hu PG fih i Al ara-C {GYT KMT2A 3
DRy B B A 1 AMIL HR A 1 25978 1 2022
A, EE AT D IR T — I LI AR IR
K SAHA . Hb v fih 352 | 47 40 it 4 VK B T
(granulocyte colony stimulating factor, G-CSF) Hk
BRI e AMLLE B E, 45 IR, XFYTIEA
A SZ PR, T EL A Y2 e, XA o AML
M LA R, el 2 XA FRW A8 15 4 AR 1) fR
(ORR #4 54%) '/, HATE K, SAHA HHABIT
e 24549 (A B A e A iy ARG PRI G AR LS T
RMER, MRS HER B ENER, H
LR R %

32 M#F A (Belinostat, PXD101, Bel)

A EM, R CHIN,O,S (K2), 4
TR 31834, JE—FPTESSHE 2EIT SAHA,
i 3 B B IR A5 2k i HDACi, A% T SAHA, A
AR AU GRS AR, Rl A A s e
) HDAC, X} 128 HDAC H () HDAC1, 2 13 Fl1I
2% HDAC H i) HDAC6, 9 F110 DL 2 TV 2B (1
HDACI11 ¥ AETREAYZER F1. Bel T 20144E3K FDA
HEHE I FIAYT /e SNE T 40k EL98 0 FE{RSD Bel
L5 7 H R I FH AT AMIL 411 fitd B NB4 1 HL-60 Ji5] 1
P50 T GO/GL I, S HIGSE , i T 5 R fin ok
Yok 7 Bel S5 IIEA ORI A 45 24 1l 3 1k B B
NF-«B {5 i, 2% 52 = AML FItk CU 40 &
MPE AN AP T3 1 Bel B9 FH 2H 85 11 Y L/t 41 1)
FRA 4 22 P R 3 2o (e SRR RE A5 30 AT DG FE A
Je 80 B DR X IR 4 A 1Y Ha B8 2Bk A R BT
AML /EH 7,

2014 4F, S Z 0 IR RIS & 3H Bel 24
X AML 6 I7 SR I A4 (B — Nk
CR) '™, 2021 4F, 375 J& W FB A 24 A PO e i rp
O THA G R 2 B0, Bel 64 W B 45 K XA 7
AML B # 1 BIRTFRCE R (UM 4 (& i85 CR,
AR 38 R RS A s R 8k R i 1 1
XIAFFE 7)o 2023 4%, 7 e WIS K F A Y
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e G DI RIS A B, Bel K FH Weel J i 1)
Hil XA AML BE LT RAITEC ™ . RRXT
Bel 69T AML (5% 1w 4 T 5 A 25 1y B 5 7
FH, TR B RHARE I PRI B0 R 48 % Bel 75
AML " I R AME
3.3 DHEL Tt (Panobinostat, Farydak, Pan)

ML A, 4§ C,HLN,0, (K2), 437k
HoM349.42, FELRTHDACL, 2. 3. 6, T2015
AEAE FDA HEAE 5 8002 A K R ith ZEOR MR B iR IT 2
RAYEEHERE ™. Pan AT RE AML 40 45 i DNA
A6 52 VA4 5] B G A o OGS T B 1 1 R AR,
A8 H H3 M H4 2k fk, M52 DNA i
ViR A LR T, AR A AML 40 JOREZAS o S 30
KEyPt AML i M ™™ 5 SAHAMHLEL, Panfi IC,
(BB HP A 0 S A, (HHRE) = /0 SAHA
10155 7, M Pan 5 AZABCH, 1T 1 FEARAME i
AR 20 B TNFR2 (97K P8 S B (il
MYC) 1 Wt L& Y (i 40 KDM2B,
SUV39H1) TEsaAE iyt BERIA, 755 AML 4
PR A AML AU 5E , 28 K20 e /)
S A 7 MRS R, LA S R EUR
N ERESLO R, H 2 S .0 S
Ko

2015 4F, VG HE S ¥ R A — T00 Tb A1 113 1 PR3
KR, Pan 5PMiA AL . ara-C BXHXIRIT E4E
AML A REFIIEITRCR (CR&E R 64%), HXTH
/NG R SR YT A D T, (RIS S Pan 9 R
K Z 8 10 mg/d, VAMERZIGTT, HA RGH
it 5z B 20174F, 38 B 2 0F5E o0 Y Tb/1T
I RIS & BE, 76 AZA BYFERE [ Jin PAN 13504 #2
FRYT AML B E BIRCR (L AZA CR#30.8%,
I Pan CR %81 22.2%) "', 20184F, fHE[EZ i
8 HHO T R R TG PRI & B, Pan B — 124 )L
A ITRL, H Pan 5 ara-C . KIEEER BES Y
X} AML & # HI47 B B IR 8 %5 (B — H 2541 CR
RN 3.3%, BAHZYH CRFEH31%) 1, 2019
AR SE E AT PO T R T — 30 LRI IR, SR
H Pan BX & ara-C, JHik L BB IRIF 65 5 VIR
AML %, 458 B8, ORR E K 60.9%, Hr
43.5% ik F| CR, 17.4% 53| CRAHIMECATE LKA ,
H A Pan 3R Y78 FH 75 8 20 mg/d ', 2020 4
I [ H 94 7 M 5 A3 7T S A B T R T — 0 I IR
R4, R Pan SHGANIEE . ara-CEEGIRIT 24 %
DINRIERS, 47% B 345 CR, Hrh 75% B E ik

197 IR R0 VR B IRES ™, fE AT UL, Pan Bf
M X AML S E RO A W, H54057 254
— e fd X AML H 3 R T AT TR 57 12 A PR
ARE, XRUNERWEFE A . A, T
65 % VL LB HERE RN 10 mg/d, 65 % LI
A TGN %] 20 mg/d.

34 WX (Valproic acid, VPA)

Wk, X kCcH,0, (F2), HFFE
14421, SRR EFFIRIT RN . OB BRI A
A S I R BERG TR ,  RERE = PRSI HDAC2,
RHMIFIE IR, VPA ALl 15 5 RASSFI1A4 JER 1Y
FIR R YT AML A0 s VR R &, [l isim=
Ak 7w 25 B KRG8 (6] i MAKKPK?2 .
HSP90AAI . HSP90ABI M1 ACTB) *"', 7 Kasumi-1
AML 408 %2 5 RUNXI-RUNXITI Filt 45 968 & K 2 ST
AN FP RS R AR AL R 2 B, VPA G I p21 )3
FFXHEAH3, H4B LWL, SEp2l £k
B, 5 GO/GL R, I8 BT MR
JERTIIE S B VPA 5 4 R4EH R (all-trans-
retinoic acid, ATRA) EXEH, X4 A REE 4f
5T AML 400 704k ', Jf H & BIL7E ATRA Tiif
2519 APL 28R, i i VPA AT RIK &2 Hix ATRA
R

2014 47 [ B8 1 F] e 3 Ik HE A2 L ara-C Al
ATRA BB IRYT SHEM T 8 L3S I VPA IRYT 60 %
LI AML BB Y78, 4558 VPA 410 CRRE T
FRUELL (40% : 52%), HRWIIETRE S (26%:
14%) %' 2015 4F- 3 [ H /R R 27 B 2 B 11 I IR
IS R B, 7E M PG AV B A A VPA I
Eb B b PG A0 BT BE S AML BB B B Bl (A
PiAbIEL CR KN 31%, JIA VPA L R 37%)
2020 475 E Z AN 5T 0 JF R T — 30 1A PRI
55, RIS P | MV A IEVPA L HB PG b
TE+ATRA . HiVGfihE+VPA+ATRA S 4 4, 455
7N, PR H P At T 2L KU SRR 8.5%, HL P Aih
IE+VPA 5 17.5%, HLPGfhiE+ATRA 5 26.1%; Hi
Pt +VPA+ATRA Jy 18.0% . LA F#FFT4EAS,
VPA 5 ATRA B¢ FI%F AML 20 Jifd 547 BY 5 (1 {7k 1 i
P, AEFEIR IR bR AR AN T
3.5 EEiA4: (Entinostat, MS-275)

BB, 7P C,HN0, (E2), 1k
37641, J&—FhEXFHDACI, HDAC2 A T4
) 7 B B2 HDAGE ™%, BBl 41 45 11 H3 . HA4
RO R s RUEERE AT R bel-2 BYFRIA, 1
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hnp21 (s, 55 AML 20 M A= KA A T
Fy—Jr T, R T a4 AML 4H i B
Se 2R 190 FUPEARTE PE M5 5 FLT3 MR fR, X 3RW]
B AT HEXT FLT3-ITD BH: AML S35 A T A
F P AR AR T Al O A /N RS AL A
FUESE PV, 20144F, REZ AR POIRE T —
T9 LI R 4 [R5, AZA BEG s R G B
FRIATT B RENG A S LR AR AMLAE B Z B A
R, 450 WRTE AZA thin A BB I A fiE
BTG RIS (AZA 4L CR RN 12%, Bea B
WiRRL R 8%) ., H A R FETE AML H 1
FAPLEI RS D, W5 K2 FE TR S M S0 s ) 52
55, BUD AR, R R AML R YT
A AR Z [n) B R FR L
3.6 POiLZARR (Chidamide, Ei, HBI-8000)
Pk AR, fb2#h CLH,FN,O, (E2), 4
T 39041, J&—Fh R H B 2E HDACE, W]
LI HDAC1 . HDAC3., HDACI10, I Fi&
TREAE 27 i — R & ST 19 o PR AR T 40
Mk R R, H 2015 ke TR EH FIRITANE T
YRR TR D T MR RO, PR AS
Y T HFSEIRIT 5 RETR AR /)N A0 A s L g

JUFI 7] il

o M AE MR LM, VA A B 0T kg
HDAC3-AKT-P21-CDK2 1% 53l J% 3 /il r/r AML 41
JROXT A S 25 W i SO Y R el VS SR AR R
% 5 ara-C BHAERSN T AML 40 4 A2 B e 1
FH Do AT RE S b AML ZRBH AT GO/G 1AM
M H AML 4058 G 540, VEIRAREA n]
PN B IR kg

2018 41 Hv [ KB 4N =7 B T8 e s e >R H PG i
AW H PGB IR CHAG i 221497 r/r AML
B, SR ER, XFTRIRYT or AMLYITAUE
(CR F K 62.5%, H:H 40% ik ) /N ik B4 5 kB
PE) 0 2020 A R E R IR 2% SR FH Hb VG b 15 Al
ara-C BE A TH A AR BIG Y7 /e AML B, 453 WoR
ORR # 4 46.2% ', 2021 4Eh [E RN K 2F TP T
— T TG RGRTS ,  SR FH VP TR AR e 56 A5 b 1 b 35
ara-C. Pk HEFI G-CSFIAYF r/r AML Hi, 45
.75, ORR K 743%, Ifl ¥ % 5 &K R Ny
42.9%, TEAEZFTCHIMIEHEHF 14.3% 1, XLZER
T, HEA VY IR A e F 25 0T RS2 T A AR YT or
AML & ) —AT7 1), AT 5K i i AR
HEF T HE— 2B R PRAL
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N ﬂ/\O/\)kH/
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Fig. 2 Chemical formula of histone deacetylase inhibitor

E2 AZEAEZEHALEIHFRLFEERK

4 Hit5EE

JERT AML I T A1 TARKHYEA , A
AR RBIGTTITEA T 25, S T
BFEAAEAR, WOARER TS, (B4 L
ARG T Bro iR ry R AL 16 )7 25 ) 2 B 45
DNA F BRSBTS A7 9 o <= P 51

HDACi FI2H & PR L R B )50 5 o Horp e dy
B2 18 i & 6 1 11 571] ivosidenib #1 enasidenib # FDA
FIEMA L T r/r AML "7, DNA F BEHE RS B0
il 771 AZA 8% FDA L O iR 097 itk s 4k yr
J& B IR CRANTCIL 58 AL iR TT 1 s DL R BE AN
HE 17 Allo-HSCT ) AML # & "™ | HDACI
Pracinostat fil AZA 41597 1% T 2016 4E 4% FDA 2 1
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R AE, HTIRYTY 75 % VL ESORIE A5
AT RHZ I AML S . BRSO HDACH
197 AML SR IF AR, HDAC 5 At 25
BCA N HEA BT SRR IR, B
FHZ5 L) — i Ay i R] sl iy 2 ad OGS ) 345
BT, B AML SHLST SO, s i
SRR RS T, IR A 225y 2406, 5
MR, P EREROAEEAE O IARLEIAREE 3
WRTEER]: Pan 5 AZAWKH], W38T FEARAME il A1
BB 4 A TNFR2 (4 7K 1 35T 9781 9 2 DR R R 00 18
TAEM YR i iy ok B2 Rk, 155 AML 4Hi i
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Abstract Acute myeloid leukemia (AML) is a malignant clonal disease of hematopoietic stem cells,

characterized by the proliferation of abnormal primordial cells of myeloid origin in bone marrow, blood and other
tissues. At present, the standard induction therapy for AML mainly includes “3+7” standard treatment
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(anthracycline combined with cytarabine), allogeneic hematopoietic stem cell transplantation (Allo-HSCT) and
targeted drug therapy. However, AML cells usually express high levels of P-glycoprotein, which mediates the
efflux of chemotherapeutic drugs, which makes AML cells resistant to chemotherapy, resulting in many patients
who are not sensitive to chemotherapy or relapse after complete remission. And some patients can not tolerate
intensive therapy or lack of donors and can not use Allo-HSCT therapy. Therefore, it is of great clinical
significance to find new drugs to improve the efficacy of AML patients. Epigenetic disorders play a key role in
the pathogenesis of many diseases, especially cancer. Studies have shown that most AML patients have epigenetic
regulatory gene mutations, such as DNMT3A, IDH and TET2, and these mutations are potentially reversible,
which has become one of the therapeutic targets of AML. Histone deacetylase inhibitors (HDACi) can regulate
the balance between histone acetylation and deacetylation, change the expression of proto-oncogenes or tumor
suppressor genes that control cancer progression from epigenetics, and play an important role in many kinds of
tumor therapy. At present, HDACi has shown the ability to induce differentiation, cell cycle arrest and apoptosis
of AML cells. The mechanism may be mainly related to HDACi inducing chromatin conformation opening of
tumor suppressor gene by inhibiting HDAC activity, promoting oncogene damage and preventing oncogene
fusion protein from recruiting HDAC. Although the preclinical outcome of HDACI is promising, it is not as
effective as the conventional therapy of AML. However, the combination strategy with various anticancer drugs is
in clinical trials, showing significant anti-AML activity, improving efficacy through key targeting pathways in a
typical synergistic or additive way, increasing AML sensitivity to chemotherapy, reducing tumor growth and
metastasis potential, inhibiting cell mitotic activity, inducing cell apoptosis, regulating bone marrow
microenvironment, which provides a good choice for the treatment of AML. Especially for those AML patients
who are not suitable for intensive therapy and drug resistance to chemotherapy. This review introduces the
relationship between HDAC and cancer; the classification of HDAC and its function in AML; the correlation
between HDAC and AML; the clinical application of five types of HDACI; preclinical research results and
clinical application progress of six kinds of HDACi in AML, such as Vrinota, Belinostat, Panobinostat, Valproic
acid, Entinostat, and Chidamide, the mechanism of HDACi combined with other anticancer drugs in AML
indicates that the current HDACi is mainly aimed at various subtypes of pan-HDAC inhibitors, with obvious side
effects, such as fatigue, thrombocytopenia, nausea, vomiting, diarrhea. In recent years, the next generation of
HDAC: is mainly focused on the selectivity of analogues or isomers. Finding the best combination of HDACi and
other drugs and the best timing of administration to balance the efficacy and adverse reactions is a major
challenge in the treatment of AML, and the continued development of selective HDACi with less side effects and
more accurate location is the key point for the development of this drug in the future. It is expected to provide

reference for clinical treatment of AML.
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