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The subject of the present invention is to provide a novel crystal form of compound with activating
clotting factor X inhibition, which is useful for a pharmaceutical compsotion for prophylaxis and/or treatment
of thrombotic and/or embolic diseases. According to the present invention, it provides a novel crystal form
of NI -(5-chloropyridin-2-ly)-N2 -((1S,2R,4S) -4-[(dimethylamino)carbonyl]-2-{[(5-methyl-4,5,6,7-
tetrahydrothiazolo[ 5,4-c]pyridine-2-yl)carbonylJamino }cyclohexyl)ethanediamide p-tosilate hydrate, and a
preparation method thereof.
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. (Nl-(5-chloropyridin-2-yl)-Nz—((1S,2R,4S)-4-[(dimethy1am
ino)carbonyl]-2-{[(5-methyl-4,5,6,7-tetrahydrothiazolo[5,
4-c]pyridin-2-yl)carbonyl]amino}cyclohexyl)ethanediamid
UT EBBLEY INEBERIBLAY 1 2 BB -
B2 JE B 55 % %4 (International Nonproprietary Names> INN)
£ f# % % I (edoxaban) - N-(5- & WM g -2- % )-N'
-[(1S,2R,4S)-4-(N,N-—_ B X ¥ BH g ¥ )-2-(5-5H X -4,5,6,7-
G O[1,3) MM H [S4-clbE -2-F B K BC X% B K
(N-(5-chloropyridin-2-yl)-N'-[(1S,2R,4S)-4-(N,N-dimethyl
carbamoyl)-2-(5-methyl-4,5,6,7-tetrahydro[1,3]thiazolo[5,
4-c]pyridine-2-carboxamido)cyclohexyl]oxamide)
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3ERE s BRETNEREBENE RBBE - BEZ K
BARELEY I 25 | DER BRI LBENAR -
KEMRERRBEBETHLR X HBRERZ &R K2
B oo B0 E 1@ () % 1E(a)(2) % 1EOG(DES
TEOMEBETRAMEGE  KTAKBER - B — FE
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BT | ERF&:

(a)f 160C ~170C ~ 215T ~225C Kk 260C ~270C A &
ZEL 1 HEHREERN DTA @ &

(b)28 SERKTHK DTA K TG & &

()% 6 [B AT % /R By 8 37 35 % % B AT 4 0k Wk e @ B -

(MDERCRARBIRUFRERAREREN L E
2 AR Ab ok Mg ot B B R -

AREHZ IBARPRBRERBERNACEY IZ2E 1B & &2 H
EHE BRAEES@QBLEYW IFRIFSEHES &%
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RREJALEY I IABWERIRE > G0 - 77 £ F0F 1
R HEALEY ICHEERRERESERZ

o
e
i
I
HF
ﬁél
E*ﬁ

BeY SF8FRIMYCE NEABEEE 1AL -
mAREREIZCALEYD 1~ F 1EAEHIE 1 8ELUHN

i

ZIERERZIE I 8B TMYCE | BEZHE II
BHERUA TR REZIULED INE THELKE - BT K (a)

N

FREBMBEANLLEYD I BREBLEY 125 1 8 &
A

RIERHCED | CFRRENFEME » Bl > 7L

-17 -



1461429

Pl EY | BHENTE BBREBSANTE  BEZRBRO
FEXEBFLERY TG BETRBOBERENNBG N E XK
BB T FETRIRBLREN T BRRER
It % Bl -

KiEY | BERBER  EFHERBEZBRBLED I
FRIFGRHENELY  ZBFBRLERTHNRE > G0 7L
Bk ~Z B aKZBKE - ZFEE- ZBK/ZFHER
BEE®  K/IZER/ZFIDIBHEESEK  BHE- -2 @Dm&
ki - FkMNEKm —"_FEFEEK "9 EIEHK  ®
ER 1,4-Z B K -~ & K 1,4-:D535f7%‘1,4-:ﬂ7‘517d6/:ﬁ3§§ﬁ}ﬁl
BEWR K/MN4-ZBig/Z_ FPEBRES K F £ LH 5K
1,4-Z“ B fe - IR ERBR B KBHEBNER > &KX KB
BRE > Bl a0 > AT B 5% 10% - 20% ~ 30% ~ 40% ~ 50% -
60% ~ 70% ~ 80% ~ 90% K 95%<Z & /K EZH M » B £ 7 £
Bl 30% > 40%  50% * 60%EK 70%Z @ KRB H » X E &

@ 5 40% S50%R 0% EKRKERZHEHR -BHIEL RS R
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~24 NBE LUk TOBE R R -
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The subject of the present invention is to provide a novel crystal form of compound with
activating clotting factor X inhibition, which is usefui for a pharmaceutical compsotion for
prophylaxis and/or treatment of thrombotic and/or embolic diseases. According to the
present invention, it provides a novel crystal form of N'-(5—ch]oropyridin—Z-ly)-Nz-(( 1S,2R,45)
-4-[(dimethylamino)carbonyl]-2- {[(5-methyl-4,5,6,7-tetrahydrothiazolo{ 5,4-c]pyridine-2-yl)c
arbonyl]amino}cyclohexyl)ethanediamide p-tosilate hydrate, and a preparation method

thereof.
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