Decitabine
Dacogen ® somg/vial
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Myelodysplastic syndromes (MDS)

including previously treated and untreated, de novo, and secondary MDS of
all French-American-British (FAB) subtypes (refractory anemia, refractory
anemia with ringed sideroblasts, refractory anemia with excess blasts,
refractory anemia with excess blasts in transformation, and chronic
myelomonocytic leukemia), and Intermediate-1, Intermediate-2, and High-
Risk International Prognostic Scoring System (IPSS) groups.
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BEiERNS  2EEREIRE (AML) MseBiEBEARIEEE (HR-MDS) 2
EEMMIRBMER - RAKRRA/EM - HMAIRKR - HR-MDS #®EZRREHFRTE
BRED R4 (IPSS) RN BHFE 2 S EMRIEF] BRIBRIAR D 24t (IPSS-R) &F
NHHFE - FSABSEE - HR-MDS 2REMER - JREFLERS AML - @E#E
7 72fbEE (IC) - BRBIKAAE - AML WEZRRRSREES 100,000 A
42 N - ZF AMLBAR 2 8 5 FRERFZE (OS) #hIKA 10% M 2% - FEi2

S MErAMRR1E (allo-HSCT) @ HR-MDS 1 AML E—8= 754 - & HLA T -

SN - £ - EF - BFEMEBAE TR (TRM) MBEYREER (GVHD) RIR
fll - FEWMAATESEEBSHARNKGE - Bt - BUFERELEABESBENR
ARBE—EEUNRVEEITE -

Azacitidine (AZA) £ decitabine (DAC) B{E®EMLEEZLY) - B EBEmA
wY)EIRF (FDA) #ERFAE MDS - 2020 £9 B 1 H - FDA #EC AR AZA
AR AML s A4 aE - (BB EEE (HMA) 2% HR-MDS 3 AML &8

KEMEHRSE  EARME - BAEIEESFEEMERREEN - D e'f'f:iﬁ{wmﬁw 2022
EEALE
HEE



R - ARAESERFARBENETRIEECENREA - EmEEYELS
B LEEBEAE | AZA B2—EZERZYE - M DAC 2—E@MmaEEizsE - AZA A
DAC 19:&38H#E DNA PEEREERIEER - A - EmEZYEEAENER
#Hl - 80-90%H) AZA #E 5% RNA b - EXZIERARER - HIFIEEHFES
BIER ; 10% ~20%th ol fEZ B2 E R 2R IER NS 5-aza-2'-IRE e
EHDNA &S - (Mm%l DNA BE@ERE - FHlEERBERE - DAC#E
A DNA - 5% & DAC @B A% DNA 28 (cross-link) & B - 1S
E|E2 DAC Bl 7@:830%] DNA BE#ERE - EXFUEIIMBEAIGIER R E
DNA EFE(E1ER - BRIRAIHFFEEE S DAC ERE AN BIIREE S HEEL AZA &
B ; 24 - BRAREUEAEE R AZA LE DAC BFEN - HiEmMEEY I EMIR
BN mAESEAMBEMHREMANEZ (MDS-RAEB) S EHEBMHEMNEMNS
MEASE - B2 CCR (IB#aE A XR) 485 - AZA fl DAC Hl@ R IEEERES AML -
2R - XA AZA £ HR-MDS F1 20-30% B8R s AMRAY AML J&5 A S 287 ) B2
CCR(conventional care regimens B# 88 5 %K) AELE OSHREFER) nEHEA
HERS (PAIOS: #AIB/ 245 @AM 15 ER )  BEHEIACESRENR
ANE—REEEE -

25SklE - ROBEHG Y AZA Fl DAC ETEELLR - EXRANBLEES
MIBZEY RV I EMERERE - HRIA— LR M X RIEIRE RS 2T EEE
AZA M DAC £ MDS 8t AML im APRIERA L =4 - DAC B/RititE AZA 8BS
REY - TEHZ CRZE (#EEEMEE ) - M AZA B 3/4 R MAR /D 5ERE
= DACAEMRA - (https://doi.org/10.3389/fphar.2021.701690)

2022 & NEJM evidence —%& Low-Dose Decitabine t5_E Low-Dose Azacitidine
in Lower-Risk MDS - L{& 28 XiBHARSE 1 £ 3 KBXER 20 mg/m?2
decitabine 5 75 mg/m2 azacitidine LE& - #BAEFEZR 7 BIS 67% F1 48%
(P=0.042) ; BEiEZI AT &M 41% tE = 15% ; P=0.039 - #m:fE/EFE MDS 7= AR
BREEEY TS FEIUNSRBERARIREI D AR ERAS BB ARNGE

R MAGLIRZRBEZE1ER - DOl:https://doi.org/10.1056/EVID0a2200034

FEMERSE  EERME - B RS RIS EE R B - 2022

dosinTermatien

R



US FDA B &1 AR ERET AR AR RZEIE

Decitabine Decitabine | ORR:17% vs 0% Dose : 15 mg/m2 over 3
improves patient | (n=89)vs | CR  8(9%) vs0(0%) | hours every 8 hours x3
outcomes in Supportive | PR 7(8%) vs days every 6 weeks

myelodysplastic | care(n= | 0(0%)

syndromes: 81) HI  12(13%)vs
results of a phase 6(7%)
Il randomized Median time to (CR
study. Cancer. + PR) response:
2006;106:1794— 3.3(2.0-9.7)
803. Median duration of
(CR + PR)
response :10.3(4.1
-13.9)

ADR: neutropenia,
thrombocytopenia,
and anemia),
pyrexia, fatigue,
nausea, cough,
petechiae, diarrhea,

and constipation
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[ Al ) B
decitabine and
cedazuridine
for adult with
previously
treated and
untreated, de
novo and
secondary MDS
(FDA 2020,
approved)
Blood. 2020 Aug
6; 136(6): 674—
683.

Adults
(N:80) with
Internatio
nal
Prognostic
Scoring
System
intermedia
te-1/2- or
high-risk
myelodysp
lastic
syndrome
s (MDS) or
chronic
myelomon
ocytic
leukemia
(CMML)

ORR: 48 (60%), CR:
17 (21%) Grade 23
ADR : neutropenia
(46%),
thrombocytopenia
(38%), and febrile
neutropenia (29%).
Oral
cedazuridine/decita
bine (100/35 mq)
produced similar
systemic decitabine
exposure, DNA
demethylation, and
safety vs decitabine
20 mg/m2 IV in the
first 2 cycles, with

similar efficacy.

were randomized 1:1 to
receive oral
cedazuridine/decitabine
(100/35 mg) or IV
decitabine 20 mg/m2 in
cycle 1, followed by
crossover to the other
treatment in cycle 2. All
patients received oral
cedazuridine/decitabine
in subsequent cycles.
Cedazuridine and
decitabine were given
initially as separate
capsules in a dose-
confirmation stage and
then as a single fixed-
dose combination (FDC)
tablet.
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ek MDS or y 5 =
IV decitabine CMML » Q »
Q (20 mg/m?) N=80 Cycle 1 Cycle2  Cycle 3+
Systemic exposure Dose-confirmation Fixed-dose combination
150 93.5% 97.6%
120 ' - :
%0 2 @
60

Oral/IV ratios of geometric LSM 5-day AUC, (80% C1)

DNA demethylation: <17 defference

Efficacy: clinical response
@ Clinical

L response
Complete response n=48 (60%)

Safety: most common grade 23 AEs (regardless of causality)

460/6 380/0 %
Neutropenia Febrile neutropenia

Thrombocytopenia

* mPFS: medium progression free survival; ORR: Objective response rate; DOR:
duration of response, CR :complete response, MDR : The median duration of
response, DC: Disease control OS :overall survival, mOS : median Survival PR,
partial response; HI, hematologic improvement.

ER L=
Decitabine @ —EEPEHE - HifE{E% - Decitabine 2 A DNA W15 DNA
BEEERE  SEREPELCMBEENARIET (AR BEHANSE) -

Rt rEHES EE ER
> B EEEM(<10%)
> BRAIGEE  EEEMEREE - EM (31%-82%) ~ BIEPUIKEAS
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8805 (20%-29% ; 3/4 4% : 23% ) ~ BMEKRDEE (6% - 28% ) ~ MEHE
BER (12% ) ~ EIEPHIK (38%- 90% ; 3/4 4 : 87% ) ~ OME#aIEREDE
(13%) ~ 3B (12%- 39% ) ~ M/IMRIBLZDME (27% - 89% ; 3/4 #& : 85% ) ~
1S (9%) ~ [LHE (5%) ~ = MARRREIME (5%) - E%& IR - ol geid Nk
ek - BEOMIKNEEAZEBRE  MREEMRCRAVERINZRE - $TER -
ZH - RS - FRERE - UTZEMN/NMORD REMNIRER - BI85
FREA/NEM - s/ NEME - JBEERESREIES -

ABREEREREIEA

1 DM RS KIE (5% -18%) - LWHES (16%) - EME (6% -
11% ) ~ BIBIKRE (25%- 27% ) ~ DIREIB (5% ) - BERE (7%) - I
5 (6% ) M0 (7%) ~ BILE (6% ) ~ LB (8%)

2. KEBRM : EEMABRE (9% -12%) BB (9%-22% ) - BBAIBI (5% -
14%) ~ &R (23%) BEE (9% E 11%) - KEBIS (5%-11%) -
B (11% - 19%) ~ IREE (8%) ~ MEEBIALHL (5%) - REBREME (5%) - &
ERIBIE (6%) ~ 5T (5%) - BRED (6%) - BRIAE (8%)

3. WOMMRBRS : SME (6%-33%) - BHME (13%) EEEAM
fE (24% ) ~ AESPIAE ( 12%- 22% ) ~ {EMERTE (5% - 24% ) ~ R MINGE
(19% ) - MBEHBEERED (5%) - MBREEFD (5%) - RK (6% F
8% ) ~ {EFMAE (6%) - LDH 110 (8%) - MIBKEL EEIEM (6%) ), BEEIEIE
(9%)

4. BISBERS IR (14%)  BRE (16%-23%) W (30%-35%) &
TPE (8% -16% ) - IEH (28%-34% )  HIEFRE (10%-12%) - 1B
D (40% - 42% ) ~ O (11%- 12% ) ~ 18Ot (16% - 25% ) - BEHR
(5%) - EHELE (5% = 6%) - BREWR (5%) « B (5%) - FIE (8%) - #
B (7%) - HWIEREIE (9% ) - CRRSIREE (6%) - OSb (SaaA -
6% ) - OREHIEERE (B :5%) ~ TBB (7%) - FH (6%) - L iEm
(5% F6%) -

5. B SRRALEIAE (14%) - BMIEBIEEEA S (11%) - BEK (10%) - 5

- |
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MBAIRMEE (5%) - GOT (E XL aKERE) TS (10%)

6. MWMERF: ER (9%-11%) ~ 8% (16%) - =EtREM (8%-12%) - 58
& (18%-21%) - K55 (46% ) - 88 (23%-28% ) - RLEES (11%)
RHE (14%- 28%) ~ TEHE (12%) ~ &9 (5%- 13%) ~ HER (22%) - BE&

(9% ) ~BkBI (8% ) ~ ¥ (5%) ~AEAN (5%)

7. NMARANERZG : BEE (17%-20%) ~Z7(15%) 5E (17%) - I
R (18% ) ~ HLAZEEE (7%) - NABEKR®E (5% -6%) ~ Al (5% -
9% ) ~ BE (6%)

8. MIRZA : M (27% -40% ) ~ WIRAEZE (29% ) ~ 24 (13%) ~ IF
K (16%) ~ Wik (20%-22%) ~ %S (8% £14% ) - HIREES (5%
£10%) - #’&E (10% ) ~ 8850 (5% )  WEE (8% ) - MiEiER
( 5%) ~ 8BER (5% ) - K&l KiE (6%) - 28X (5% £ 6%) - £HIK

B (10%)

9. Efﬂ )% (6%-53%) - EERR (8%) EEKRE (5%) ~ THEUBAR
(5%)

10. WIREEZR : HEREEE (6%) ~ FRIR (5%) ~ FRESELER (7%)

11. SBHRE : BIMRE (7%)

12. B BIAE (5% ) ~ BRER (10% ) ~ BEIKEREME (8% ) - BEIX
BRI (7% ) ~ THIREE (5% )

13. BR : RAEH (6%)

14. B : B (6%)

15. BEhg - MARZ=IBM (10%)

HE . ERmaEmETRRS R - MRENEIER - 815 | ZYASHEITER - RRERTIZIER -

Hes MANEMZEYY O ERIER - ZYEFRANEREREERENRRHINE RBMERE
(Common Terminology Criteria for Adverse Events, CTCAE) - & #FRMMEABE(EEAER - PEgdEsR
EFUNBREESR - SUDRERELXFNFERINE - 2REMOR) - PARQA)  BEGHK ) B
(4 )T (5 4R) - B8E 3 R EWEIERR - FBENARBHETHSRARIFE , BRE 4 R1B
e RZBEERNABERE -
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T = REE
> BEINEcAEE
B BESHEESHN - SKABMEATE  F/VDGTHLOEAEGRE
=
B AEPREEFSM Serum creatinine 22 mg/dL: £E1E - EEIBINREW
& -
> RFIngE
u EZU%E}E BER - ERBENINEAZE  B/NOHEOIEEREER
EAYF R -

B AEGEAREM . ALT and/or bilirubin 22 times ULN S5 & 1= -
BHEIFFIhEENKE -
> M&EEFM : ANC <1,000/mm3 F1M/) ik <50,000/mm3 : IEERFEE
A decitabine J&8%& B - EZIMAZEWEZE ANC 21,000/mm3 A
/N\#=250,000/mm3 -
> 3 RAZE(15mg/m2g8h) : MKEEBFHIFE >6 H : EE N —FH
decitabine I/ F—EBEAH :
B FE>6BEB<8 BWIMKRESY | IEE decitabine &% 2 8 - &A%
K5 - 1% decitabine BIEERR/V 25 8 /i 11 mg/m2 (33 mg/m2/
X)) - F#E 3K (99 mg/m2/cycle) -
B FE>8EE<10 BHNMRESY B REREREBEN , BEBAER
ERBIER N - 15 decitabine BISIEERZ 2 1B - 1§ decitabine BlE
WO EE 8 /\F 11 mg/m2 (33 mg/m2/X) - IFE3I X (99
mg/m2/cycle ) ; MRBERKE - FEHEEIE AP 4EREIE M
decitabine I EI£
> FEMRBSE
B EEMESAIERIN R  BRFFA decitabine ; TERRBIBE ZRIAE
P18 decitabine -
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BHEfIH : decitabine B4E S
Ral (B P RIEkoR /D> -
OB/ FEM ) - B 3 ARA 4
ARNE D MEBKOR /D ~ /RO AT
& ch M BKom /DM B ES G

BERE A

EZR#AT G-CSF, ZEMNRERREF - BEEER
HiZar BRI M ARPR T2 ( 80/ ) - WARIE
FEEAREMSY - SEEAIGHIAIE P IEIKR

DEMERFEBHPERER - WHOJBEEE
ENBREIEE A REGFNERER - MRS

SHOEFERVEE  EELE  FZ - £R
B A2 M/ MERER - BEARER -

Tumor lysis syndrome
(REJE A RRAE1R BF)
= PR [ fiE

N

&
=
=
it

[ e
M §5E
MBERIE

db =R OO0 oot an

=l
B Hydration
< (2to 3 L/m2 daily) to achieve a urine
output of at least 80 to 100 mL/m?2
per hour urinary alkalinization
> RERICERRASHERPSZHRA
m  High risk of TLS
> EBIEMEEZEZEHA rasburicase
m3E allopurinol
B Intermediate risk of TLS
< TJF Febuxostat 2KHU 455 F
allopurinol 2k rasburicase (G6PD
deficiency £x) s
B Posttreatment monitoring
TLS SEMRRAREZRIEXIFEaE - BiEEE
RO B Rl ~ BT BRI PR 2SR - LUKSE
ZIEERAERE - fLEF(creatinine) MR EE
(uric acid) -
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ZYRZEFH
> FREGENBEZEZEYIOMER  FTEABRESIER - WNEAMN/EES
REE - FEREYREFRERNENISESFANS -

i R ESRIIEE

> CBC

> MBINEE

> HEAN/NREDA CBC (JaERMEBEEEER ; IRFZEHEE)
> WFIhEE (JAERBEIAIER )

> & Cr CEEMKAIAMEHR ) -

> HEBYEEEENMET AR TR R

> BERIRCEBIFEA -

> TERERIRHhER A REEEE (TLS) RO FRIEESA TLS ROMEAR -

> BEAMREBEN

> @EBIBFXRENE (HBsAg) ~ JEFFRZ058 (anti-HBc) ~ O

FFRF®ETEE (anti-HBs ) - AigMEBEA HBV BRABSE - Eiflg
ZETERF A IEEZSFTENRBEYIRN -

L]

Decitabine @ —EEFE(LE - Hifg{L#E - Decitabine # A DNA 171 DNA
BRRERE  SEXEPECMBEENMARIET (1EMREEENSE) -
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HO

OH H
Cytarabine (Ara-C)

NH,

.\')\N
HO L /g HO
N O
O

H H
H H Ribonucleotide H H DNAreplication H Reactivationof
reductase silenced genes
OH OH OH OH
CpG
Azacitidine Decitabine 9
RNA DNA
J. Clin. Med. 2015, 4(1), 1-17; https://doi.org/10.3390/jcm4010001

Azacitidine Decitabine
5-azacytidine 5-aza-2’-deoxycytidine

henT } —_— J

j o hENT

v v
Azacitidine Decitabine
5-azacytidine 5-aza-2’-deoxycytidine

lUCK lDCK

cpA . S-aza-CMP SfazadeMP_\ CDA
Vel .
5-aza-U lNMPK lNMPK 5-aza-dU
5-aza-COP  --FNB s 5.aza-dcop
(10-20%)
lNDPK lNDPK
5-aza-CTP 5-aza-dCTP

Incorporation

¢ ¢
k3 &
(J\) & & into DNA

Incorporation & Leukemia volume 35,

into RNA indin
PRMTBIAIE  ages1873-1889 (2021)
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AT NI

. TE2REEES SIS RSB EIERE(Myelodysplastic syndrome) B4
SRR % (AML) -
F £ M8 MBKEA /WA= HEE -
3. Ol ELEREAMAERERT - BRI T BRI IRERARENEIL - BEE4
- B2 ORI B2 508057 LUN) FRBE BEBR -
IWEBEAZEYBROFR - IBAEHEMEY)  FEMREESERZEY

ZEREEA -

. IEZCIREEREE BN KRR RE - MARREREEFER 3 EHE
KRB 2L R T -

. ERICE O BE RN R AR - EER 2B ARNHIGREEBE R
A - BERFNEERERKE - $FRIZSBHEERX (R - ORX )
KB BEIEIER - BEIIHEE -

MRBRIECORERR - FRAEZ - SERFEENE
. BIfERSEAR 3/4 REFRZEFRFELZ AR ERAE
9. BERARESRIEE: MIKETE - HBIEE - ERHER L EEMEREE
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