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(57) Abstract: [Problem] To provide, as a substitute

for a clinically used injected drug (5-azacytidine or 2'-de-
oxy-5-azacytidine ), a 5-azacytidine or 2'-deoxy-5-azacy ti-
dine prodrug having high stability against the metabolic en-
zyme cytidine deaminase, as a therapeutic drug for various
bone marrow tumors including myelodysplastic syndrome.
[Solution] The aforementioned problem is solved by a com-
pound, or salt thereof, represented in formula (1) (In the

formula, R is an OR’ group or a hydrogen atom, R', R*and
R’ are each a hydrogen atom or a silyl group represented by

formula (2) (in that formula, R*, R’ and RS are each an alkyl
group optionally having a substituent, an aryl optionally
having a substituent, or an arylalkyl group optionally having

a substituent .) However, R!, R? and R® cannot all simulta-
neously be a hydrogen atom.).
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0~10. OHBOHEAEEFIRTESZN, FFELLIE2. 0~6. OLED
SEHINBL., LYFFELLIF2., 0~4, OMEDFHEHERTHD I EHRL,

[0030] (&)

RIGORBRETEOHRRANS., ARRAORGIIBEDHFETTERET 2
ENMFFE LW, AFRBPORMICETZBEIE, RISHETTBRY IF. W
THOBRETE L\,

[0031] AHRBORGICSITZBEE LT FZE. 73 ME (BIxiE N, N
—IAFIKRIVLTIR (DMF) N, N=IUXFLF7EI7IR (DM
AC) . N, N=YJITFIT7EMT7IR N-XFILEO) K> (NMP)
EBELEN, N=IXFIHRIVLTIR (DMF) | N, N=IUXF
W77 F (DMAC) . N=XF)EQY RY (NMP) LYFFL
CIEN, N=IYXFILKRILLTIR (DMF) ) . RIEKEFY RE (FIZIE
 IUAFILANEKEEFEY R (DMSO) &)\ 2230H. INLHICREIND
EDTIFARW, BEOCFEHEILX. RISHAETTZRYIZ. WTHOETE L
W, AEBAORISICEITZBREDOERERFLEREZICLYBIICEEINSZ
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[0032]

[0033]

[0034]

[0035]

[0036]

[0037]

ENTED,

(RISERE)

AEPORIGEEIE. FICHRINAW, —DOEBRICEWTIE., INED
[, BIERYOME, RCEEDEZFORRNDL, —20C~507T (¥
Bht, x4+ ZX20C~732500C) . H#FLLKIF—-10C~307TC (
TAabLE, Y14 FTZX10C~F3R30C) OHFEHEALEHFIRTE 3,
(RIGEFRE)

AFEBPORIGIFEEIE. FICHRINAWL, —DOEBRICEWTIE, INED
[, BIEROME, RCEEDEZORRANS, 0. L5EE~1 2 0K
B, #ELKRRTEFE~7 285F. JYFFELET1EE~4 81FH. X6
WKIFE L IR TR~ 2 4RBEOHBEZHRTES, LMLANL. KRFEH
DRIGEEIFHEREFICLYBEDICHBIND &N TED,

BR D = A AR

AFBEOEEY (1) 1. TOFEE. HIVIZEFLXHOAERICEL Y FKE
FRICHFREINERERE L TERERME T &ICL Y., HAEY (
B, B T, RO TEH UT UV RDARL Sy b BILEY M
AR, DHFLQE) KNLTEREREEELTHWS I ENTES,

ZZIKBWT, EEZFNICHFEINZBEHRE LT, BEAIEME LTER
DEEED 2 W ILERIBAMENAV OGN, FIAE. BERERICH T DR
BHE. BRE, BEFRCERER ; WREFICE T 5EF. BEMEF. B
BEE. FREFRCEER ; RELPBF O D, FLABBIIHLT. BE
#l, MERLE. BRE. HERFAREOEFRIMERWS I EETE S,

EEEXRMOFRE LTE BIZE. §8&l. A TELH (VI ATEL
CRAVOATELEED) . BRAL BF. DOy THL 1AL BB
BRBF R EOROFIREDNEIF LN, ThLHIRBROMICRRITIHSTE S,
T, REBHABETHDDT, THIZRLNEZEDTIEARL,

EEERMIZ. BEEHOFICSWTEBROAE. Az, HAEFAIC
BREOAELREICIYRIETHIENTE S,
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[0038] AFFADEEY (1) ORA®R

AREBAOEEY (1) BELLOEENRVUFHHUARERET 5, FHELL
REREZRTIE. AFRBOLEY (1) & PFIVEMEIEESE (Flx
XTI EVRETHIFIV) ILLDEEICRSEEZET 5B TEHERR
REDERICAVWOND, KEBDLEY (1) ZAVWTAERTSHIENT
X5 F LWEINVEICIE. 2 LAVWISEFHOMBELIRE#ES E 0N
EFN5, TOLDBRBISEICIE. MKRFENEE, RHEESR. B40D54 7
DfE (BFIZITRFEMEERVEGSES) . BEE (B2 IETRER. FHEIR
ROKSIRESR) . IRMEEOERLRRE (77O —LMELE) . ARF
MICk ZHEBOEE. EECRASER. EELMETK. HBORHEE%
£ L5%KE RELEHEE. SEICOENMTERINTORWVERORE,
RUBEBBICH D BREESEIZEND,

[0039] IMFEFHEFEICKEK. MRMEREOEEERRLEZHLS LESIMIKOEEE
FERVCIMEZNBMEES (FIZIEBL2OHIE) NEeFEhd, MRENES
DFICIE. DEFESHRMEOIR. SURIESHERKERLRE. S v/ K
MBI, EHEHEERNE. SBERASEEERUCERRFIXENN S
FNBD. LELINSICREINGWL,

[0040] WL DA DREEHRTIE. AFEPOLEY (1) Z2BRVWT. EFMNRE
BRO/XBAE/OEVRIBER (BIX EHAKRIXEN) 22T MRKRE
BAEIND, W DO ORBEEFTIE. AFKBOLEYW (1) ZHWVWTE
EHRETDIENTE D, RIESEICIE. BIUE. RIEMFER UM O EEEREE
. PIASBRERREIRE (MDS) & &6 IChE. B X EFE/NMEREmRE (NS
CL) &FEN D, NSCLICIHBEERREXIIRITLERE. BRERCAEMBES
B2FENED, WSICIE, ARMEN, HEHGRPOBRFKREET 5 FLMEER
., RCEHERKMED OB ENR S,

[0041] ARATEAINDIETLEZBEMICIE, EEXRDIDBEDRET, T

HRERINIER B FMEES (FIZ FHRKRMEREMm) . MDSKT/
XidEE (FIZAIENSCL) ) T. HBEMRYG/XIEFHHNENEZERT 27HICE
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[0042]

[0043]

[0044]

WRBTHEEIT HEAMIEENS,

ARRATHEAINIEZRERYIZ. BROBRSRFME LTURHIN S, K
BMZICE VW TIREINZERERYIE. BROKBESDAEHIC . BF. 2B
« XSRS TREING 2, XPAMETHRVWSNhSIES. BOKR 5
I, . ERUVETHRSEEEN S, BURROKRSHWICIE. 5. 7B
T, A B, hO—F. ERFvrrT—. BFEEF. HPH. XLy
NEl. BRI F2—4 YA L, FANFL RBR FEEHF. XIFFHEAMR
=L CIRERF. BR. Tvvay | BEBR BR v RATYUS
JU (sprinkles) . TYUFIIILF, ROy TH KHEFNBH. ThbIC
BRE I NV, JEMERDICINA. EXRERYIE. BEER. TEM . BIRF.
FRIERA. REF. BRFL. REMBER. SEF, BFREEMHLER. HEHX
U BERBEZSUH, INLIKREINAWIEBULEOERE LTHFELES
BAEXBBERZEZEATE LW,

EEERIXIZFHEROARNRADEEY (1) OEIF. HIXIE. #Ing~#
2,000mg, #910mg~#92, 00 Omg, #920mg~#92, 000mg, #J50mg~#J1, 000mg,
100mg~#9500mg, #9150mg~#7500mg, X |L#Y150mg~#9250mgDEEE TdH > T
LA

AEBOLEWERNABE LTHWEEES., TOEWREEIG. FPAD
M8, PAOETRE. BERAH. GRORE. EEOE. AE. T &
RVEED GBEH) AEMEESFIUKREL TEERIRTE 2. EE2H
BOEIF—RIC, BARLBEEINZER PAOETESVWEOERICED
WTREIND, —HHZYDIRSEIL, flziE. £ MIZST2BEIE.
#90.01/kg ~#910mg/kg (AE60kgD KA TIE. #0.5mg~#9500mg) . FFE L
<I3#490.05/kg ~#95mg/kg. &£ YU FE L < 13#90.1/kg ~#2mg/kg. TH 3,
#®’EE, TETHS L THEHEICHITTHRELTH L,

ZDEIICLTH/ONES —FHIYFIVEORERY ) LT —FTIIFEE
IKDOWT, YFVVTT7IFT—EFEETCOREMEZRANLLET S, RHEHE
ICRBFEEDI B, 5 MICVI)ILI—FIEEETEFHFERK (X (1)
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R, RA=ZBHIVILETHZ, ) EVWThOBESL, YFPOUVFT7I+—
CEETTEHBICLZETHLIEMNHBEL, IhEE—THIFIY

T =YL I-TIFERRIORCHRICHIBERFIUTTIS—EIC
L BIMKDENRFHESITICK W EMNEERETE 2, —A, 5 (LICKEERE
ZBTBS—THIUFOURHD2 —FTHFIE (X (1) 258 &
AWEZHETT. 305 URICHR L =,

[0045] F/=, COELIICLTELNES —FHIFIUVEORERI)ILI—FTIL
FEAK (X (1) 23R) Io2VWT, EEMFHIGEVRIET (BIZIE 3
7C. PBSARKRR) TREMZRANLEI D, AEBICRIFEFDIL

SOIEICEFZ LEEEHRE (R4, RSRURS) #@EUNIGERT &, BE
MAE—RTKDEIN, MIETE5 - THOFIOUVELPERRISA S
CENHERTE, T, BELQAE—RTNMKSBEINDE —FHIFY

VEROEIY )L I —FTIESEIE. MEEEREE (B2 ) U RFE
DIEFEINHEME) 2R & EHERTE .,

[0046] ZFhiR, LEOMKIBHARHBERICTTIaVWEEEHZEL. B2 &
BHEET CEERMKYBRGEEET 2AKBIKRIE - TFTHIFIY
HOEEBY ) ILI—FLEEK (X (1) 231R) 3. EHEMRERE%Z
SUKALRBRERAEEOSORS Yy VERYES,

[0047] ZhSE5-—FPHIYFIVEORERINI-—FTILFESE (X (1) 258
) OENEERBBRIFO VT T7IS—FEIIRTI2REMECP B SARFD
KRS ICE T 2 EROFMEPMEHEREHIC DX, UTICRT,

[0048] ERpEf LUTIC. REFZZEIFTARBPZISICEFELIFHEBTLA. Ihb
WBAFPEZRET 5B D TR,

[0049] LITOEFEFICSEVT, BRI, M1 5~30C2EKT S, '"H-NMR
RU3C—NMRIE, HAEFJNM—ECZ 400RAEAVTAIEL.
CDCIl;, DMSO—dg, CD;OD%RAREELTHW. HNIMEEDT S
AFNOSUNSDTIANY TS (ppm) ZRLE, ZDMOAERH
EFORESIEUTOREKERY, s 2V JLyhk d :4FTLvyb
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t :MNYTFLYS m RAUFFLY S br:7O—K br s: 70O
— KoLy b brt:7O—KMYTFLy b J HEEEH Fk
. BlbE&WMDOMa s s i, Yamazen Smart Flash MS systemdE& % FHULTRIE
LieT—49Thb,
Ehefl 1

[0050] 5’ — (=B Y INLAFP-5-TFHIFIVE (1a) OERK

NZN N}T
O)\N _ 0)\N
HO R HO R
(I) R=HoroOH (1a) R=HorOH

E—TFHIFIVE (I) (1 mM) OEKNN-UAXAFILRILLTIR (3
mL) BBRICA ISV —IL (1. 5mM) ZIIx7/k% WHT32)Lo0
YR (1. 2mM) ZXATICKT ODEMNMNTTETF L, RWT, RLICER
ICHELANLERBRMNERTZET (W1 ~17850) BB LA, HOKIK
WMeHBRTF)L —MEIRAK (2 : 1) JB&RS OmLITEE, FFERT FIL Tl
H L7, HOoMEKREBHNEEK (1 0mL, ZF) ICTHE2%. BEKHERS
N)DLTEREL, NEPERVWEHERZBELZE L TR ST IHIRORE
Bnas ) ANy 275 L (Yamazen Smart Flash MS system#E@E) (CT
DEHEET L &ICLY,. BMETRE5-FHIFIVEDS MYIILT
—FIVEEHE (X (Ta) . RIKBEXIZIKRREFTHY. R'A=BHY
VIETHZIEEY. ) 2HEMKRE LTERT &N TEL, Ad. B
‘iz, ThaEBREAETTT 5,

Ehefl 2
[0051] 3’ , 5’ —¥ (ZB#) Y VIAF>-5-FHIFIVE (1b) OEK
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[0052]

NH NH

)\N N)\N
A

N
N

| I
O)\ O” N

HO— o ] Rb\ﬁ

HO R R0 R
([) R=H or OH (1b) R=H or OH

=z

-

1L

E—TFHIFIVE (I) (1 mM) OEKNN-UAXAFILRILLTIR (3
mL) BEBRICA ISV =)L (2mM) #MALE, BT HUo0U R
(1. 5mM) ZKATICHKT OPBMTTHET L, RWT, RAICEERICD
ELBDNSEHAHERT 2T () e Llik, HORBBREEBIF
I —RFBEK (2 :1) BHRS5 OmLICEE, BMFBBTFI THIH LA, HD
HMHERARBEMRIEK (1 0mL) TITERSER, |KWBFN) VLATEEL
. AEMERWEHEBRERELZE L TELONCHROZRBME ) AT L
Ry 75 L (Yamazen Smart Flash MS systemdE@E) I CHOBEREETZ &
WKLY, BRETZE-FHIOFIUEDI , B LYV YII—FTIE
B2 (X (1b) . RIKBEXIIKREFTHY., R'RUR2A=EH
SYIWETHZIEEY., ) 2EEMKRE L TBEBTZI N TE, Ad.
LAgIE. ThEEREBEFT 2,

KiEHl 3
2", 3,58 —RKY (ZB#) YI)ILFFP-5-TFHIFIUHE (1c
) DERK
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[0053]

[0054]

NH, NH,
r. IS
0o N (0] N
HG OH RIS
(1¢)

E—T7HIFIY (1 mM) OFKNN-UAFILRILLTIR (2mL) &
BRICAZISY—IL (4mW) ZMAER WHinTd>)s0Y K (3. 5
mM) ZHKBTICH 1T OEMNMI TRET L, JRWT, HRAICERICH E LAY
SERAMNMERTZET (WEEE) # L, HORBRZFET 7L — 85
BIEAK (2 : 1) BHS OmLICEFE, FFRT FILTHIH L, HOHMER%
FMBEAK (10mL, ZF) TH%EE., BKREFN)DLTEZEL. &5
MERWHBREZBELZE L TR ONHROBRBNES Y AT/
#7154 (Yamazen Smart Flash MS systemiE®E) ICTHEHESEIT A &I1ICL Y
. BRETEE-THIFIUVED2 , 37, 5 — MY YLI—FTI
FEE (X (1c) A, R', RZRURIDN=ZBF#|IVILETHZLEW, )
BEHBMARE LTERET I ENTE L, Ad. LRIE. ThEERECEM
¥ %,

BUTRIC, ARETH/ONAES —FHIFIVEOREEY YL —TILES
HICEY 2 RIGEKE. D5 LBHBESR. BENECRET —9%2RT,

5" —=O—=HFUXFILIYIL=5=-THFIFIr (IbEWA) :5 -0-Trimet
hylsilyl-5-azacytidine: (& (la) A3, R=0H, R'=Trimethylsilyl&)
BEGE: AR (RIGERE : W1EE. A5 L8308 E BRI FIL—X45/
—J)L%&. BREINE: 14 %)

'H-NMR (400MHz, CDCl,) & : 8.53 (s, 1H), 6.20 (br, 1H), 5.81 (d, J=
3.2Hz, 1H), 5.69 (br, 1H), 5.30 (br, TH), 4.38 (s, 1H), 4.25 (s, 2H),
3.87 (d, J= 10.8Hz, 1H), 3.72 (d, J= 10.8Hz, 1H), 3.45 (br, 1H), and
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0.09 (s, 9H) ppm.

3C-NMR (CDCl;) &: 166.7, 155.9, 155.5, 93.3, 87.8, 78.1, 72.6, 62,1
, and -0.82 ppm,

Mass: 317.2 (M++1) (caled. for C;;Hy,N,0:Si, MW= 316.39).

[0055] 57 —O—KUAFILIYN—2" —FTHFI-5-THFIFI > ({LEYB
) :5 -0-Trimethylsilyl-2" -deoxy-5-azacytidine: (& (1a) A1, R=H,
R1'=TrimethylsilylE)

AE: AR (RISEEE : W 1E. A5 L8H8E BRI FIL— 245/
—ILR)

'H-NMR (400MHz, CD,0D) & :8.66 (s, 1H), 6.13 (t, J= 6.0Hz, 1H), 4.35
-4,42 (m, 1H), 3.67-4.02 (m, 9H), 2,34-2.50 (m, 1H), 2.20-2,32 (m, TH
), and 0.14 (s, 9H) ppm.

BC-NMR (CDCl;) &: 166.3, 156.0, 154.1, 87.6, 86.8, 71.6, 62.3, 42.6
, and 0.1 ppm,

Mass: 301.3 (M+1) (calculated for Cy;H,N,0,Si, MW= 300.13.

[0056] 5 —O—IFIIAXAFILIYIL—BE—-THFIFIY (IL&HC) :5 -0-Et
hyldimethylsilyl-5-azacytidine: (&, (1a) A8, R=0H, R"=Ethyldimethyl
silylE)

AE: AR (RISEEE : W 1E. A5 L8H8E BRI FIL— 245/
—ILR, BEHNE: 12%)

TH-NMR (400MHz, CDCl;) &: 8.56 (s, 1H), 6.61 (br, 1H), 5.94 (br, 1H
), 5.83 (d, J= 4,0Hz, TH), 4.31-4,34 (m, 1H), 4.23-4,28 (m, 2H), 3.91
(dd, J= 11,6 and 2.4Hz, 1H), 3.74 (dd, J= 11.6 and 2,4Hz, 1H), 0.92
(t, J= 8.0Hz, 3H), 0.56 (t, J= 8.0Hz, 2H), 0.09 (s, 3H), and 0.08 (s,
3H) ppm.

13C-NMR (CDCl;) &: 166.5, 155.7, 155.6, 92.8, 87.3, 72.0, 62.0, 7.6,
6.6, and -3.03 ppm.

Mass: 331.2 (M+1) (calcd. for CiH,N,0.Si, MW= 330.41).
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[0057] 5’ —O—4A VY 7OELIAFLIYNL—-5—-THIFTY (bEWD) :5
" -0-(i-Propyldimethylsilyl)-5-azacytidine: (& (1a) ., R=0H, R =i
—Propyldimethylsily lE)

AE: AR (RISEEE : W 1E. A5 L8H8E BRI FIL— 245/
—J)L%&. BREINE: 1 3%)

TH-NMR (400MHz, CDCl;) &: 8.56 (s, 1H), 6.81 (br, 1H), 6.08 (br, 1H
), 5.85 (d, J= 3.6Hz, 1H), 5.62 (br, 1H), 4.31-4.33 (m, TH), 4.24-4,2
8 (m, 2H), 3.92 (dd, J= 11.6 and 2.4Hz, 1H), 3.76 (dd, J= 11.6 and 2.
4Hz, 1H), 3.72 (br, 1H), 0.93 (d, J= 6.8Hz, 6H), 0.79-0.88 (m, 1H), 0
.07 (s, 3H), and 0.06 (s, 3H) ppm.

3C-NMR (CDCl;) &: 166.4, 155.6, 155.4, 92,4, 87.0, 71.7, 62.2, 16.8
, 16.7, 14,1, -4.7, and -4.8 ppm.

Mass: 345.2 (Mt+1) (calcd. for Ci3H,N,0:Si, MW= 344, 44).

[0058] 5' —O— (=S v U—TFIIAFLIYI) —E-FHIFI (I
ESYE) : 5 -0-(t-Butyldimethylsilyl)-5-azacytidine: (& (1a) A, R=
OH, R"=t-Butyldimethylsilyl&)

AE: AR (RISESE : W3E. B> LRHRE BRI FIL— 245/
—J)L%&, BRENE: 1 2%)

'H-NMR (400MHz, CDCl;) &: 8.50 (s, 1H), 6.32 (br, 1H), 5.81 (d, J=
3.6Hz, 1H), 5.76 (br, 1H), 5.45 (br, 1H), 4.35 (d, J= 2.0Hz, 1H), 4.2
4-4,29 (m, 2H), 3.93 (dd, J= 12,0 and 2.4Hz, 1H), 3.78 (dd, J= 12,0 a
nd 2.0Hz, 1H), 3.54 (br, 1H), 0.86 (s, 9H), and 0.06 (s, 6H) ppm.

BC-NMR (CDCl;) &: 167.2, 156.4, 156.0, 93.6, 88.2, 78.1, 72.8, 63.7
, 26.5, 18.9, -5.0, and -5.1 ppm,

Mass: 359.2 (M+1) (calcd. for C,HxN,0;Si, MW= 358.47).

[0059] 6’ —O—RYIJLIAFIZYIN—-5—-TFTHIFIY (bEYF) :5 -0-
Benzyldimethylsilyl-5-azacytidine: (= (1a) &8, R=0H, R!'=Benzyldime
thylsily &)
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[0060]

[0061]

BRGE . AR (RISESE : W178E. B> LBHRE BRI FIL— 245/
—ILR, BEHNE: 23 %)

'H-NMR (400MHz, CDCl;) &: 8.45 (s, 1H), 7.19-7.25 (m, 2H). 7.06-7.1
0 (m, TH). 6.98-7.00 (m, 2H). 6.18 (br, TH), 5.77 (d, J= 4.0Hz, 1H),
5.67 (br, 1H), 5.27 (br, 1H), 4.31-4.32 (m, 1H), 4.10-4.16 (m, 2H), 3
.84 (dd, J= 8.0 and 2,4Hz, 1H), 3.68 (dd, J= 11.6 and 1.6Hz, 1H), 3.3
8 (br, TH), 2.16 (s, 2H), 0.12 (s, 3H), and 0.11 (s, 3H) ppm.

3C-NMR (CDCl;) &: 166.6, 155,9, 155.4, 138.1, 128.5, 128.3, 124.7,
93.1, 87.5, 72.3, 62,5, 26.3, -2.53, and -2,58 ppm,

Mass: 393.2 (M+1) (calcd. for Ci;HuN,0:Si, MW= 392.48).

57 —O0— (JIWINLNFIFINIAFIIYI) -5 —-THIFIY (ke
#G6G) :5 -0-(n—-Octyldimethylsilyl)-5-azacytidine: (& (1a) A, R=0H
, R"=n-OctyldimethylsilylE)

BE: AR (RISEEE : WGE. WS LALRAE BT FIL— X4/
—ILR, BEHNE: 18%)

'H-NMR (400MHz, CD,0D) & : 8.78 (s, 1H), 5.79 (d, J= 1,6Hz, 1H), 4.
13-4,19 (m, 2H), 4.07 (dt, J= 6.8 and 2.0Hz, 1H), 4.03 (dd, J= 12.0 a
nd 2.4Hz, 1H), 3.82 (dd, J= 12.0 and 2,0Hz, 1H), 1.22-1.42 (m, 8H), 0
.86-0.93 (m, 4H), 0.62-0.72 (m, 3H), 0.15 (s, 6H), and 0.14-0.18 (m,
2H) ppm.

13C-NMR (CD,0D) & :156.6, 156.0, 155.2, 90.8, 84,1, 75.2, 68.5, 60.5
, 33.2, 31.8, 29.1, 29.0, 22.9, 22.4, 15.5, 13.1, -3.6, and -3.7 ppm.

Mass: 415.4 (M+1) (calculated for C,HyN,0:Si, MW= 414, 23).

5" —O0— (JIWINFTIFINIAFIIYIN) -2 —FTHFY—-5-7F
HOFTY (BEYH) 5 -0-(n-Octyldimethylsilyl)-2" -deoxy-5-azacy
tidine: (& (1a) A, R=H, R'=n-0ctyldimethylsilyl&)

BE: AR (RISEEE : WGE. WS LALRAE BT FIL— X4/
—ILR, BEHNE: 24 %)
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[0062]

[0063]

'H-NMR (400MHz, CD,0D) & :8.65 (s, 1H), 6.12 (t, J= 5.6Hz, 1H), 4.3
4-4,37 (m, 1H), 4.00-4,02 (m, 1H), 3.91-3.95 (m, 1H), 3.76-3.79 (m, 1
H), 2.45 (ddd, J= 13.6, 6.4, and 4.4Hz, 1H), 2.24 (m, TH), 1,27-1,34
(m, 8H), 0.87-0.89 (m, 4H), 0.61-0.63 (m, 3H), and 0.12 (s, 6H).

3C -NMR (CD,0D) & :156.2, 155.8, 155.1, 87.9, 86.7, 70.5, 61.8, 41,
6, 33.2, 31.8, 29.1, 22,4, 15,6, 13.1, -1,38, -2.96, -3.73, and -3.83
ppm,

Mass: 399.3 (M*+1) (calculated for C;sHsN,0,Si, MW= 398, 23).

5" —0— (A—2v)=TFLIT7zZI)IN) —6—THIFIV (
{E&#I) :5 -0-(t-Butyldiphenylsilyl)-5-azacytidine: (=& (1a) &, R
=(0H, R"=t-Butyldiphenylsilyl&)

BE . AR (RISESE : #2058, WS LALRAE BT FIL— X4/
—ILR, BEHNE: 4 8%)

'H-NMR (400MHz, CD,0D) &: 8.63 (s, 1H), 7.69-7.72 (m, 4H), 7.38-7.4
7 (m, 6H), 5.81 (d, J= 2.4Hz, 1H), 4.32 (dd, J= 7.2 and 5.2Hz, 1H), 4
.23 (dd, J= 5.2 and 2.4Hz, 1H), 4.03-4.09 (m, 2H), 3.82 (dd, J= 11.6
and 2.8Hz, 1H), and 1.08 (s, 9H) ppm.

3C-NMR (CD,0D) & : 166.4, 155.5, 155.0, 135.4, 135.2, 132.5, 132.3,
129.6, 127.5, 90.8, 83.9, 74.7, 68.7, 62.5, and 26.0 ppm.

Mass: 483.4 (M++1) (calecd. for C,HN,0:Si, MW= 482.60).

5 —O0—-hUZFALYIN=-5=-THIFIY (LE¥J) :5 -0-Trieth
ylsilyl-5-azacytidine: (& (1a) A3, R=0H, R'=TriethylsilylE)
BE: AR (RISEEE : WGE. WS LALRAE BT FIL— X4/
—I)LR, BEHNE: 10%)

'H-NMR (400MHz, CD,0D) &: 8.77 (s, 1H), 5.80 (d, J= 2.0Hz, 1H), 4.2
2 (dd, J= 6.8 and 4.8Hz, 1H), 4.15 (dd, J= 4.8 and 2,0Hz, 1H), 4.03-4
.10 (m, 2H), 3.85 (dd, J= 11.6 and 2,0Hz, 1H), 1,00 (t, J= 8.4Hz, 9H)
, and 0.67-0.74 (m, 6H) ppm.
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3C-NMR (CD,0D) &: 163.0, 152.3, 151.5, 87.1, 80.4, 71.6, 64.7, 57.1
, 2.07, and 0.00 ppm.

Mass: 359.2 (M+1) (calcd. for C,HxN,0;Si, MW= 358.47).

[0064] 5 —O—KDIFILIYIL—2" —FTHFI-5-THFIFIv (bE&YK
) : 5 -0-Triethylsilyl-2" -deoxy-5-azacytidine: (& (1a) &, R=H,
R1=Triethylsilyl&)

AE: AR (RISEEE : W 1E. A5 L8H8E BRI FIL— 245/
—IL%R, BEHNE: 81%)

'H-NMR (400MHz, CDCl;) &: 8.62 (s, 1H), 6.26 (t, J= 6.0Hz, 1H), 6.2
5 (br, TH), 5.58 (br, 1H), 4.47-4.51 (m, 1H), 4.09-4.11 (m, 1H), 3.93
(dd, J= 10.8 and 2,4Hz, 1H), 3.82 (dd, J= 11.6 and 2,0Hz, 1H), 2,64~
2,70 (m, 1H), 2.66 (br, 1H), 2,23 (dt, J= 12,0 and 6.4Hz, 1H), 0.96 (
t, J= 8.0Hz, 9H), and 0.63 (t, J= 8.0Hz, 6H) ppm.

BC-NMR (CDCl;) &: 166.3, 156.0, 154.1, 87.6, 86.8, 71.6, 62.3, 42.6
, 6.7, and 4.1 ppm,

Mass: 343.3 (Mt+1) (calcd. for CiH,N,0,Si, MW= 342, 47).

[0065] 6 —O— (VY 7FOELIYIFLIYL) —5-FHIFIv (bEWL)
: 5" -0-(i-Propyldiethylsilyl)-5-azacytidine: (& (1a) A, R=0H, RT
=i-Propyldiethylsilyl&)

BE: AR (RISEEE : WGE. WS LALRAE BT FIL— X4/
—I)L%&. BRENE: 21 %)

TH-NMR (400MHz, CDCl;) &: 8.56 (s, 1H), 7.04 (br, 1H), 6.21 (br, 1H
), 5.85 (d, J= 2.8Hz, TH), 5.70 (br, 1H), 4.28 (s, 3H), 3.98 (d, J= 1
1.2Hz, 1H), 3.81 (d, J= 11.2Hz, 1H), 3.79 (br, 1H), 0.93-0.99 (m, 13H
), and 0.61-0.65 (m, 4H) ppm.

BC-NMR (CDCl;) &: 166.4, 155.6, 155.5, 92,2, 87.0, 71.5, 62.5, 17.3
, 17.2, 12.5, 7.0, 3.0, and 2.9 ppm.

Mass: 373.3 (Mt+1) (calcd. for CisH,N,05Si, MW= 372,49).
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[0066]

[0067]

37, 5 =Y (O=KDXFIIYIL) =2 —FTHF-5-THIF
T (bEM) 3,5 -Di(0-trimethylsilyl)-2" -deoxy-5-azacytidine
(X (1b) A, R=H, R"=R2=TrimethylsilylE)
ARE: BE (RISESE : W 1KE. A5 LBFHRE BRI FIL— 245/
—J)L%&, BEENE: 70%) .
'H-NMR (400MHz, CDCl;) &: 8.69 (s, 1H), 6.17 (dd, J= 6.4 and 4,4Hz,
1H), 5.89 (br s, 1H), 5.44 (br s, 1H), 4.36 (q, J= 5.6Hz, 1H), 3.94-
3.96 (m, 1H), 3.88 (dd, J= 11.6 and 2,8Hz, 1H), 3.71 (dd, J= 12,0 and
2.4Hz), 2.50 (q, J= 6.8Hz, 1H), 2,17-2.23 (m, 1H), 0.16 (s, 9H), and
0.12 (s, 9H) ppm.

3C-NMR (CDCl;) &: 166.4, 156.2, 154.0, 87.6, 86.6, 69.7, 60.8, 42.2
, 0.10, and -0.69ppm.

Mass: 373.3 (M+1) (calculated for C,HyN,0,Si, MW= 372.16.

37, 5 =Y (O—JWINFIVFILIAFILI)I) =2 —FHF
—5—FPHIFIY (IbE#N) :3 ,5 -Di(0-n-octyldimethylsilyl)-2’
-deoxy-5-azacytidine: (= (1b) #, R=H, R'"=R2=n-0ctyldimethylsily
L&)

ARE . BE (RISESE : W285@E. H 5 LBRHBRE  BFBRT FI)L —n-~F
TRk, BEEENE: 54 %)

'H-NMR (400MHz, CD,0D) & :8.61 (s, 1H), 6.10 (t, J= 5.2Hz, 1H), 4.4
6 (dd, J= 10.0 and 4.8Hz, 1H), 3.97 (dd, J= 6.4 and 2.8Hz, 1H), 3.88
(dd, J= 11.6 and 3.2Hz, 1H), 3.76 (dd, J= 11.2 and 2.4Hz, 1H), 2.41 (
dt, J= 13.6 and 6.0Hz, 1H), 2.24 (dt, J= 13.6 and 5.6Hz, 1H), 1.29-1,
34 (m, 24H), 0.87-0.91 (m, 6H), 0.61-0.68 (m, 4H), 0.14 (s, 6H), and
0.12 (s, 6H) ppm.

BC-NMR & : 166.7, 155.8, 155.0, 88.0, 86.5, 70.8, 61.2, 41.6, 33.3,
31.8, 29.16, 29.12, 29.11, 23,0, 22,9, 22.4, 16.0, 15.6, 13.2, -.2.78
, —2.89, -3.57, and -3.75 ppm.
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Mass: 569.5 (M++1) (calculated for C,HsN,0,Si,, MW= 568. 38).

[0068] 3’ , 8’ —Y (O—KYIFLIYN) —5—TFHIFT U ({tLEYP)
3,5 -Di(0-triethylsilyl)-5-azacytidine: (=& (1b) #1, R=0H, R'=R
2=Triethylsilyl&)

BEOE : BiE (RIGEEE : M1 KB, W5 L8H8%K BRI FIL —n-~F
YR, BRENE: 25%)

'H-NMR (400MHz, CDCl;) &: 8.58 (s, 1H), 6.43 (br, 1H), 5.92 (d, J=
3.2Hz, 1H), 5.58 (br, 1H), 4.34 (t, J= 5.2Hz, 1H), 4.12 (br, 1H), 4.0
8 (dt, J= 6.0 and 2,0Hz, 1H), 3.98 (dd, J= 11.6 and 2.4Hz, 1H), 3.75
(dd, J= 11.2 and 2,4Hz, 1H), 3.09 (br, 1H), 0.97 (dt, J= 8.0 and 5.2H
z, 18H), and 0.61-0.70 (m, 12H) ppm.

3C-NMR (CDCl;) &: 166.2, 156.1, 154.0, 90.3, 84.9, 76.0, 70.2, 61,1
, 6.73, 6.64, 4,62, and 4.10 ppm.

Mass: 473.4 (M+1) (calcd. for CyHuN,05Si,, MW= 472.73).

[0069] 3’ , 8’ =Y (O—KYITFALIYN) -2 —FTHFL-5-TFTHIF
v (ba#) :3 ,5 -Di(0-triethylsilyl)-2" -deoxy-5-azacytidine:

(X (1b) A, R=H, R"=R2=Triethylsilyl&)

ARE . BE (RISESE : W285@E. H 5 LBRHBRE  BFBRT FI)L —n-~F
TRk, BEEENE: 54 %)

TH-NMR (400MHz, CDCl;) &: 8.67 (s, 1H), 6.19 (dd, J= 6.4 and 4. 8Hz,
1H), 5.61 (br, 1H), 5.38 (br, 1H), 4.41 (q, J= 4.8Hz, 1H), 3.96-3.98
(m, 1H), 3.91 (dd, J= 11.6 and 2.8Hz, 1H), 3.76 (dd, J= 11.6 and 2.0
Hz, 1H), 2.51 (dt, J= 13.2 and 6.0Hz, 1H), 2.15-2.21 (m, 1H), 0.92-0.
99 (m, 18H), and 0.56-0.68 (m, 12H) ppm.

C-NMR (CDCl;) &: 166.4, 156.2, 154.0, 88.0, 86.6, 70.2, 61.5, 42,7
, 6.8, 4.7, and 4.2 ppm.

Mass: 457.4 (M+41) (calcd. for C,H,N,0,Si,, MW= 456.73).

[ee7el 2° , 37, 5 — kU (O=hUXFLIYII) -5 -FHIFIV (I
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aHR) 2,3 ,5 -Tri(0O-trimethylsilyl)-5-azacytidine: (& (1¢)
. R"=R2=R3=TrimethylsilylE)

BEOE : OF (RIGEEE : W1RE. W5 L808% BRI FIL —n-~F
TRk, BEEENE: 64 %)

'H-NMR (400MHz, CDCl;) &: 8.82 (s, 1H), 6.23 (br, 1H), 5.70 (s, 1H
), 5.49 (br, 1H), 4.09-4,16 (m, 3H), 4.01 (dd, J= 12.0 and 1,2Hz, 1H)
, 3.70 (dd, J= 11.6 and 1.2Hz, 1H), 0.20 (s, 9H), 0.19 (s, 9H), and 0
.13 (s, 9H) ppm.

BC-NMR (CDCl;) &: 166.5, 156.4, 153.9, 91.2, 82,7, 76.4, 68.3, 59.3
, 0.4, 0.2, and -0.7 ppm.

Mass: 461.3 (M+1) (calcd. for Ci;HyN,0sSi;, MW 460.75).

(00711 27, 37, 5" —hY (O—ZIFIIAFIYIYL) -5 —-TFHFIFIV
Ueasws) : 20,3 ,5 -Tri(0-ethyldimethylsilyl)-5-azacytidine: (
X (Tc) H, R'=R2=R¥=Dimethylethylsilyl&)

BEOE : OF (RIGEEE : W1RE. W5 L808% BRI FIL —n-~F
TRk BERENE: 67 %)

'H-NMR (400MHz, CDCl;) &: 8.80 (s, 1H), 6.27 (br, 1H), 5.71 (d, J=
0.8Hz, 1H), 5.49 (br, 1H), 4.08-4.16 (m, 3H), 4.01 (dd, J= 12,0 and 0
.8Hz, 1H), 3.72 (dd, J= 11.6 and 0.8Hz, 1H), 0.90-1.01 (m, 9H), 0.57-
0.74 (m, 6H), 0.19 (s, 3H), 0.16 (s, 9H), 0.10 (s, 3H), and 0.09 (s,
3H) ppm.

BC-NMR (CDCl;) &: 166.5, 156.3, 153.9, 91.1, 82.8, 68.4, 59.6, 8.6,
8.3, 7.7, 6.8, -1.8, -1.9, -2.1, -2.8, and -3.0 ppm.

Mass: 503.4 (M++1) (caled. for C,H.N,0:Si,, MW= 502.83).

[0072] 2° , 3, 8" —hY (O—qav7OEBLIAFILIYI) —5—THY
FIv (bET) 20,3 ,5 -Tri(0-i-propyldimethylsilyl)-5-azacyti
dine: (& (1c) A, R'=R2=R3=i-Propyldimethylsilyl&)

BEOE : OF (RIGEEE : W1RE. W5 L808% BRI FIL —n-~F
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YR BRENE: 74%)

TH-NMR (400MHz, CDCl;) &: 8.76 (s, 1H), 6.68 (br, 1H), 5.71 (d, J=
1.2Hz, 1H), 5.55 (br, 1H), 4.09-4.17 (m, 3H), 4.03 (d, J= 12,0Hz, 1H)
, 3,74 (d, J= 11,6Hz, 1H), 0.92-1,02 (m, 21H), 0.18 (s, 3H), 0.14 (s,

3H), 0.12 (s, 3H), 0.11 (s, 3H), and 0.07 (s, 6H) ppm.

13C-NMR (CDCl;) &: 166.5, 156.2, 153.9, 90.9, 83.0, 76.4, 68.7, 59.9
, 17.0, 16.9, 14,9, 14,6, 14.3, -3.4, -3.5, -3.9, -4.1, -4.5, and -4,
8 ppm.

Mass: 545.4 (M+1) (calcd. for CyH,N,05Si;, MW= 544,91).

(0731 27, 37, 57 —=hY (O=9—=>v)=—TFLIAFIIII) —5—
THYFIY (bEYU) @ 27,3 ,5 -Tri(0-t-butyldimethylsilyl)-5-a
zacytidine: (& (1¢) A, R"=R2=R3=t-Butyldimethylsilyl&)

BEOE ¢ OF (RIGEEE : MI156[E, h 5 LBHBEE BRI FIL —n-~F
TRk BERENE: 67 %)

'H-NMR (400MHz, CDCl;) &: 8.73 (s, 1H), 6.46 (br, 1H), 5.73 (d, J=
2Hz, 1H), 5.45 (br, 1H), 4,17 (dd, J= 3.6 and 1.6Hz, 1H), 4.06-4,13 (
m, 3H), 3.80 (d, J= 1.2Hz, 0.5H), 3.77 (d, J= 1.6Hz, 0.5H), 0.96 (s,
9H), 0.91 (s, 9H), 0.89 (s, 9H), 0.21 (s, 3H), 0.15 (s, 3H), 0.13 (s,

3H), 0.11 (s, 3H), and 0.06 (s, 3H) ppm.

13C-NMR (CDCl;) &: 171.9, 161.7, 159.4, 95.9, 88.7, 81.5, 74.6, 66.3
, 31,7, 31.4, 24,2, 23.6, 23.5, 1.45, 1,31, 0.52, 0.44, and 0.22 ppm,

Mass: 587.5 (M+1) (calcd. for C,HsN,0:Si; MW= 586.99).

[oe74] 2° , 3, 5 — kY (O—FYZTFLTYIL) —E-FHIFIV (It
ey 2,3 ,5 -Tri(0-triethylsilyl)-5-azacytidine: (& (1c) b
. RI=R2=R3=Triethylsilyl&)

BEOE : OF (RIGEEE : W1RE. W5 L808% BRI FIL —n-~F
Uk INE: 99%)
'H-NMR (400MHz, CDCl;) &: 8.78 (s, 1H), 5.87 (br, 1H), 5.73 (d, J=
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[0075]

[0076]

1.2Hz, 1H), 4.10-4,17 (m, 3H), 4.04 (dd, J= 11.6 and 1.6Hz, 1H), 3.77
(dd, J= 11.6 and 1,2Hz, 1H), 0.92-1,01 (m, 27H), and 0.57-0.78 (m, 1
8H) ppm.

BC-NMR (CDCl;) &: 166.4, 156.3, 153.8, 90.6, 83.0, 76.4, 68.8, 60.2
, 6.82, 6.80, 6.74, 4,80, 4.75, and 4,07 ppm,

Mass: 587.5 (M+1) (calcd. for C,HsN,0:Si;, MW= 586.99).

27, 3,5 =N (O—qvy7OEBLZZFILI)I) —5—TFH
FIv (bEwW) 27,3 ,5 -Tri-(0-i-propyldiethylsilyl)-5-azacyti
dine: (& (1c¢) A, R'=R2=R3=i-Propyldiethylsilyl£)

BEOE : OF (RIGEEE : W1RE. W5 L808% BRI FIL —n-~F
TRk BERENE: 7 4 %)

'H-NMR (400MHz, CDCl;) &: 8.76 (s, 1H), 6.38 (br, 1H), 5.75 (d, J=
2.0Hz, 1H), 5.47 (br, 1H), 4.07-4.22 (m, 4H), 3.81 (d, J= 10.4Hz, TH)
, 0.94-1.05 (m, 36H), and 0.63-0.76 (m, 15H) ppm.

BC-NMR (CDCl;) &: 166.4, 156.4, 153.9, 90.3, 83.2, 69.3, 60.6, 17.4
, 17.3, 13.1, 13,0, 12,4, 7.2, 7.1, 7.0, 3.9, 3.8, 3.7, 3.0, and 2.8
ppm,

Mass: 629.5 (M+1) (calcd. for C,HgN,05Si;, MW= 629.07).

XHEfl 4

2", 3 =V (O=9=Yv )=TFNIAFINIIIN) =5 -THIF
Sy (ba¥X) 20,3 - Di(0-t-butyldimethylsilyl)-5-azacytidine: (
& (lc) A, R'=H, R2=R3=t-Butyldimethylsilyl&, )

fE&#0 200mg (0.34nM) & KT h S TS VABE mLIAME L. KATF
TS TFUTUVEZDL - TLF) R (IELVREDOT 575 VBK)
0.34mL (0.34mM) ZRHOL. 2.50EIRIE L, RINEZEFEET FIL —RBANE
/K (2:1) 30mLTHRL, FFEET FILTHIH L, Z OHER%ZRIA
RIGKT OmMLTIESES L. BKREES MY U LICTERERER. NEMERE
L. BEBMHBELTEONLEZBMAEL Y ATILAZLICNMNIT (FOoakiL
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[0077]

LA 7—=)b=10:1TEH) SEEBRLLEIS, BNETZELEY
W) PEEMRE L THEBETE L (BEREINE: 37%) .
TH-NMR (400MHz, CDCl;) &: 8.22 (s, 1H), 5.45 (br, 1H), 5.30 (d, J= 5.
6Hz, 1H), 4.82 (dd, J= 6.0 and 4,8Hz, 1H), 4.23 (dd, J= 4.4 and 3.2Hz
, MH), 4.11-4,13 (m, 1H), 3.92-3.95 (m, 1H), 3.78-3.80 (m, 1H), 3.66-
3.71 (m, 1H), 0.91 (s, 9H), 0.87 (s, 9H), 0.09 (s, 3H), 0.08 (s, 3H),
0.07 (s, 3H), and 0.02 (s, 3H) ppm.
BC-NMR (CDCl;) &: 170.9, 163.3, 158.6, 100.1, 92,1, 77.4, 76.8, 66.7,
30.7, 23.0, 22.8, 4.90, 0.43, 0.24, 0.10, and 0.00 ppm,
BRI
E—THIFIVROERY VINI—FTILFEEROLFIUTTIF—HEIC
Y BREM
E—TFHIFIUHOBEH)ILI-—FTILFESE (R (Ta) 258) W1
mgZzF7tEr=bYINTmLIZE@EL. HOTOuLZPBS 1 mLIZHM
L. BoNnEBRICOFIOVTT7IF—EOPBSARKBIOuLE#MAT,
BTCICTHMIBERE L, HORBRICTEZMZ M) T mL 2 TE
DoREL. EEBREHPLCOM L, BIAIE 5 -0-(t-Butyldimethylsil
yl)-5-azacytidine ({tE¥E) &5 -0-(Triethylsilyl)-5-azacytidine (4t
ad) OBEDRIHRERTICTRY,
FIVFF I H—1 : CDA(1-146aa), Human, His-tagged, Recombinant
cytidine deaminase (ATGen%t)
HP L CRIESRMK :
h>L:CAPCELL PAK ADME
4, 6mmx150mm, BiFHA4X:3um
B BAHBRA=10mMEBEY VEZD LAZHEREK
BHEEB=7tr=KYIL
A:B=99:1->5:95 3040MEDIZIYIVIMNE—
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[0078]

[0079]

[0080]

AHEEE : 1. OmL/% FT—TVRE:40C
MHE2E:UV240nm

[5=1]

e IPLC 430 kT Zedl
5-Azecytidine 3077 %IZIE, R e — 7 13 ia g LT,
2’ —Deoxy-b-azacytidine 3000, BB — 2 e i g LT,
5 —0—(t-Butyldimethylsilvl)-b- 1T BB — 27 (050 VX
azacytidine (kG E) Y AN oY AN Lo
5 —0—(Triethylsilyl)—5- 1ERAR T8, OB — 2 1230 B2 kT
azacytidine (LS9 T) WD HaLipinoT,

CDEIIT. REBICHRDE —THIFUVEOESRV)IILI—FTILEE

B, OFIVUTTIF—EICHLTHBILEZETH >, —H. 5—7H
SFIUR2 —THFFI-B-TFHIFIUVEWThOBESE., LELEL
RISFHET TRRIHEL L,
BRI 2
5 —FHIFIUEORERS ) I I —FTILEBAEDOIEEFRIINK S MR
5—THIFIUEOEBY)IILI—TIEEE (X (la) 258) . f
ZIiE. 5 -0-Triethylsilyl-5-azacytidine (b&¥J) W1 mgaETF7E =
ML TmLICAEEL, HO5uL %1 0mMPBSIAKR1 OO0 wLITHML.
STCICTIEH L, EORBYERFNICHPLCOMLARER. 5—
YOFIUDERDERTE, BODBEMOERISRBO SNEd >k, T
. 5 -0-Triethylsilyl-2" -deoxy-5-azacytidine (/t&¥IK) DiHZE+ Bk
IRIERNME LN, WIHT B JILE (27 -Deoxy-5-azacytidine) DA
MR T X/,
BB, HPLCRIERHKIZ. BRI DBEEB UIMELTH S,

[0081] [32]

5-Azacytidine or 2’-Deoxy—5—azacytidine (%)

ARSFE T4 8RRl 24858 &

5-0—Triethylsilyl-5-azacytidine 1t &1 (J) 16 22 62

5'-0-Triethylsilyl-2'—-deoxy —5—azacytidine 1b.&49 (K 10 12 48
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[0082]

[0083]

[0084]

BRI 3

5-T7HIFOUVHEDERI)INI—TFTIFEROMBHESEMN
SBEFEHAZRPMI-8226 (#94 0 O O @) ESHAMRIC. 0.0033 M, 0.01 uM,

0.033uM, 0.1TuM, 0.33uM, TuM 3.3uM 10uM 33uM 100uM ZEE

D5 —THIFIUVEOER)INI—FTIFEFSEAREZNRIML. RPMI-

1640 (10% FBS and 1% Penn-strep2H) HhAT7 2B v Fa1— 3

VLRI, BB EEHRIL. MBEOBHEIHMRZICEE LTERHT S (

Journal of Clinical Pathology, 2006, 59, 947-951. A &HE) .

[#3]

ﬂﬁ/l:l\tf@ 1C5o (MM)
5 -0-Triethylsilyl-5-azacytidine L0 () 0. 656

2" -Deoxy-b-azacytidine 0.03
EXLoOF HaTREMHE

AEBICENIE, BHEVNEREZSORALBHEBEDAREREELT
BRARERAINTVWEERA (5 -—FHIFIIURVT2 —FTHFI-65-7F
YoFIU) IKRHLYR. B2, RBBERVFIVTTIS—HEIINT S
WREMEETSHTORS Yy TLEMEERREBARERE L TRHBT S &
NTED,



WO 2017/183215 34 PCT/JP2016/065660

=Kk D Fi
FERIET] N (1)
N "N
A
0“ "N
O .\\R
R'O s
OR?
(1)

(RXH. RiIZ. ORENEBAKIERFTHY., R'. RZRUR3Z,
ENETNKRERFXIEX (2)

R4

RO—Si—
RO
(2)

(X, R4, RSRUROIF, ZNETNEBBREZBELTVWTHLIWT
WHEFIILE, BREEEZBLTVWTHLVWTYY —ILEXIZEBREEZELT
WTESLWTY—ILTILFILETHD, ) TRINDVIYILETHS
o 7=2L. R, R2ZRU'R3IZ, ERICKRRFTHIHBEEMR<,
) TRINDIEEMIITHODIE,
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55 RIR2]

[553KIR3]

[553K1R4]

[E53KIR5]

[E53KIR6]

[553KIR7]

[53K1R8]

[553KIR9]

[55K1R10]

BIEER AN R (2) THRINDZVVIETHY., BIEERZKURID
 KRREFTHD, BHKRKETICEHDILEW,

AIEER "RUR2A, FhENNX (2) TRINDDVILETHY,
AIEER3D. KFBRERFTHB. BFKEB1ICEBDILEM.

HIEBR'. R2ZRUT'R3IP, FhEFhR (2) TRINBDVVIETH
3. BRIE 1 ICREBDOLEY.

HIEBR A, KFREFTHY. R2ZRURIN, FhEFhX (2) THK
INZVYIETHD, BRETICEHDILE,

HIEtR*. RSRUReD, FhEFhEHREZBALTVWTHLWVWC  ~
Ce7ILFI, BREEZBLTVWTHELIWVWC~C 7Y —ILEXIZ
BHREZBELTVWTHELVWC ,~C 1, 7Y —LTILFILETHD, &
RIE 1 ICEREBDIEE,

AIEEC6~C 107V —IEDR T ZIEXEFT IFILETH S,
IH 6 ICEBEHDIEEY,

Ci~C 1, 7V=ITIFILESIRVIILE, TRFILEXETT
FILAFIVETH D, FHKRIEGC ICBEHDILEY.
S5—TFHIFIOURIE2 ‘—FFXFI-THIFIOUEIYILINTA
MEaEMERIBRIBTZIEE2EET S, FRETICBRDOLEHXIG
HOBROEES E,
FERFE1RVWLBOWTNIDILEMXIBHEDIEEZEET 2EEM
%R

s==

anl
il
=t



WO 2017/183215 36 PCT/JP2016/065660



INTERNATIONAL SEARCH REPORT International application No.
PCT/JP2016/065660

A. CLASSIFICATION OF SUBJECT MATTER
CO07H19/12(2006.01)i, A61K31/706(2006.01)i, A61P7/06(2006.01)i, A61P35/00
(2006.01)i, A61P43/00(2006.01)1

According to International Patent Classification (IPC) or to both national classification and [PC

B. FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbols)
C07H19/12, A61K31/706, RA61P7/06, RA61P35/00, RA61P43/00

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched
Jitsuyo Shinan Koho 1922-1996 Jitsuyo Shinan Toroku Koho  1996-2016
Kokai Jitsuyo Shinan Koho 1971-2016 Toroku Jitsuyo Shinan Koho  1994-2016

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used)
CAplus/REGISTRY (STN)

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.

X WO 2016/057828 Al (EPIGENETICS PHARMA LLC), 1-10
14 April 2016 (14.04.20106),

claim 8; page 1, lines 27 to 33; page 2, lines
9 to 18; example 6; table 1; fig. 1

(Family: none)

X WO 2013/036846 A1 (KORONIS PHARMACEUTICALS, 1,3,4,6-9
INC.),

14 March 2013 (14.03.2013),
example 1; compound 12
(Family: none)

Further documents are listed in the continuation of Box C. |:| See patent family annex.
* Special categories of cited documents: “T” later document published after the international filing date or priority
“A”  document defining the general state of the art which is not considered to date and not in conflict with the application but cited to understand
be of particular relevance the principle or theory underlying the invention
“E”  earlier application or patent but published on or after the international filing “X”  document of particular relevance; the claimed invention cannot be
date considered novel or cannot be considered to involve an inventive
“L”  document which may throw doubts on priority claim(s) or which is step when the document is taken alone
cited to establish the publication date of another citation or other “Y”  document of particular relevance; the claimed invention cannot be
special reason (as specified) considered to involve an inventive step when the document is
“Q”  document referring to an oral disclosure, use, exhibition or other means combined with one or more other such documents, such combination
“P”  document published prior to the international filing date but later than the being obvious to a person skilled in the art
priority date claimed “&”  document member of the same patent family
Date of the actual completion of the international search Date of mailing of the international search report
02 August 2016 (02.08.1¢6) 16 August 2016 (16.08.16)
Name and mailing address of the I[SA/ Authorized officer
Japan Patent Office
3-4-3,Kasumigaseki,Chiyoda-ku,
Tokvo 100-8915, Japan Telephone No.

Form PCT/ISA/210 (second sheet) (January 2015)



INTERNATIONAL SEARCH REPORT International application No.

PCT/JP2016/065660

C (Continuation).

DOCUMENTS CONSIDERED TO BE RELEVANT

Category*

Citation of document, with indication, where appropriate, of the relevant passages

Relevant to claim No.

X

JP 2009-509531 A (Supergen, Inc.),

12 March 2009 (12.03.2009),

examples; paragraph [0218]; lines 3 to 4
& WO 2007/041071 A2

examples; paragraph [00274]; lines 3 to 4
& US 2007/0072796 Al & EP 1943264 A2

& KR 10-2008-0059612 A & CA 2623090 A

& CN 101282986 A & NO 20082050 A

& ZA 200803522 A & AU 2006297375 A

SIEDLECKI, Pawel et al., Establishment and
functional validation of a structural homology
model for human DNA methyltransferase 1,
Biochemical and Biophysical Research
Communications, 2003, Vol.306, No.2, p.558-563

WO 2004/050665 A1 (AMEDIS PHARMACEUTICALS
LTD.),

17 June 2004 (17.06.2004),

claims; examples

& GB 227905 D & AU 2003302624 A

WO 2004/050666 A1l (AMEDIS PHARMACEUTICALS
LTD.),

17 June 2004 (17.06.2004),

claims; examples

& GB 227906 D & AU 2003302625 A

1,3,4,6-9

1,4,6-9

Form PCT/ISA/210 (continuation of second sheet) (January 2015)




R ERHEEE PCT/ JP2016 /065660
A, HBUHOBTLHHHOSE (EEFTSE (1PC) )
Int.Cl. COTH19/12(2006.01) 1, A61K31/706(2006.01)1, A61P7/06(2006.01)1, A61P35/00(2006.01)1,
A61P43/00 (2006. 01) i
B AEEIToT=0%

21T o T/ MRER (HERFRF2E (T PC) )
IntCL  CO7H19/12, A61K31/706, A61P7/06, AB61P35/00, A61P43/00

B/NBE R OB B TR To - BFICEENns 60
HAREEAFEAH 1922—19964F
H AREAREAFEAR 1971—201614F
H AR EE A 285N 1996—201614F
HAREBREEAFEAR 1994—201614F

EEFHE CHA LIZET T —F =R (F—F_X—ADO4F, HEICEH L7HE

CAplus/REGISTRY (STN)

C. BE+T5 LR LNEH
5 SCRk T %
BT DY — %k BIASCENG RO SO MET 5 & X%, TOES 5 EFTOE£R FERIEOE B
X WO 2016/057828 Al (EPTGENETICS PHARMA LLC) 2016.04. 14, Claim 8, | 1-10
1 B 27~331T, 2 H 9~1817, Example 6, Table 1, Fugure 1
(77X U—721)
X WO 2013/036846 Al (KORONTS PHARMACEUTTCALS, TNCORPORATED) 1,3,4,6-9
2013.03. 14, Example 1, Compound 12
(773 U—72L)
W CRIOBEX I bR STV D, T Ty Y —ICET SRR E S,

D A DRI ST 3CRR
EBSHRE H SUTBE H R ICAR SN R CTH - T

* BIAXE OB T Y —

TA] BHIBED & 5 T <, —AIBdik ¥z "3 1T

H oD

TE] EBREEHOBBEEIIETTH L, ERRHER
PglzARINTZHD

[L ) BT RICRELIRET 5 O X I tho TR O 4T
AE L ok 2Bk 25+ 5701231 39
B30 BB &M

o] NERICL 28R, A, BTREICS kKT 5300

[P EBEMEERRTC, D EEEOTEOEME L 725 HE

HEE & P ES 5 b 0Tl FIFOFBEXIER
DEMOTDIZEI AT L

(X BCEEO S DN CHh - T, YLD A TR
OFRME AT ESER N BZ SN HD

(Y| BCEEO S DT CTH - T, SESTER S oo 1 2L
o3kl 0, BEEIZL S THETHLHEERIC
Lo THERERNEEZEZ NS LD

(& F—5 2 773U =30k

FfRAZ 7T L2 H

EFRR AR OFEE H

02. 08. 2016 16. 08. 2016
ERSFTREEE 0L TR R N T BHHITHEEE MEROHDHIEE) 4P| 9638
BARERZFT (1 SA ] P) -
TERZ100—-8915 L
HEHATREXENPE=ZTH4% 35 EEEE S 03—-3581—1101 HHE 3492

HAPCT  ISA 7210 (F23—)

(2015%#1A°)




[E| B A A EEHERS PCT/JP2016 /7065660

C (Bix) . BEd 5 R0 L5 3k

51 FSCHR D B9 %
N7 AY —% SIHSCHRY M OB OE TR BELIET 5 & &%, COBES L EpTOFR RO &
X JP 2009-509531 A (A—/"—T =y A ra—ARLbA7 v ) 1,3,4,6-9

2009. 03. 12, Fhufi, [0218], 3~41T

& WO 2007/041071 A2, Example, [00274], 3~41T

& US 2007/0072796 Al & EP 1943264 A2 & KR 10-2008-0059612 A
& CA 2623090 A & CN 101282986 A & NO 20082050 A

& 7ZA 200803522 A & AU 2006297375 A

X SIEDLECKI, Pawel et al., Establishment and functional validation | 1, 4, 6-9
of a structural homology model for human DNA methyltransferase
1, Biochemical and Biophysical Research Communications, 2003,
Vol. 306, No.2, p.b558-563

A WO 2004/050665 Al (AMEDIS PHARMACEUTICALS LTD.) 2004. 06. 17, 1-10
Claims, Examples
& GB 227905 D & AU 2003302624 A

A WO 2004/050666 Al (AMEDIS PHARMACEUTICALS LTD.) 2004.06. 17, 1-10
Claims, Examples
& GB 227906 D & AU 2003302625 A

HAPCT / ISA 210 (HE2_—Y0k%) (2015%1H4°)




	Page 1 - front-page
	Page 2 - front-page
	Page 3 - description
	Page 4 - description
	Page 5 - description
	Page 6 - description
	Page 7 - description
	Page 8 - description
	Page 9 - description
	Page 10 - description
	Page 11 - description
	Page 12 - description
	Page 13 - description
	Page 14 - description
	Page 15 - description
	Page 16 - description
	Page 17 - description
	Page 18 - description
	Page 19 - description
	Page 20 - description
	Page 21 - description
	Page 22 - description
	Page 23 - description
	Page 24 - description
	Page 25 - description
	Page 26 - description
	Page 27 - description
	Page 28 - description
	Page 29 - description
	Page 30 - description
	Page 31 - description
	Page 32 - description
	Page 33 - description
	Page 34 - description
	Page 35 - description
	Page 36 - claims
	Page 37 - claims
	Page 38 - claims
	Page 39 - wo-search-report
	Page 40 - wo-search-report
	Page 41 - wo-search-report
	Page 42 - wo-search-report

