
(12) Iiiit.13ht feVg1:=X-50--c/.13A 	41,t.:-_- a EVE 
(19) -ftlnaili9Phadmi 	 111111 111111110111011111111111010111110 01010111110111111011101111111111111110111111 

''''' 
a iit*Az. 

(43) iiiiivw5fl El 	 ... 	
(10)111MVA*1-4 

2014 *12 	24 H(24.12.2014) 	 WO 2014/203877 Al 
WIPO I PCT 

(51) 1111Vitin1: 	 (81) IgitIll (A7T70t,:i:LNIRL), ±-00fifi01111)9ig 
C07D 403/06 (2006.01) 	A61P 35/00 (2006.01) 	 a e 17 hI ): AE, AG, AL, AM, AO, AT, AU, AZ, BA, 
A61K 31/506 (2006.01) 	A61P 43/00 (2006.01) 	 BB, BG, BH, BN, BR, BW, BY, BZ, CA, CH, CL, CN, 
A61K 31/7072 (2006.01) 	 CO, CR, CU, CZ, DE, DK, DM, DO, DZ, EC, EE, EG, ES, 

(21) 111*W 1-41 : 	 PCT/JP2014/065985 	
FI, GB, GD, GE, GH, GM, GT, HN, HR, HU, ID, IL, IN, 

a# 	IR, IS, JP, KE, KG, KN, KP, KR, KZ, LA, LC, LK, LR, 
(22) DV 	a El: 	2014 	6 	17 19(17.06.2014) 	LS, LT, LU, LY, MA, MD, ME, MG, MK, MN, MW, MX, 

MY, MZ, NA, NG, NI, NO, NZ, OM, PA, PE, PG, PH, 
(25) 111Ea0 ME: 	 19*SE 	PL, PT, QA, RO, RS, RU, RW, SA, SC, SD, SE, SG, SK, 

(26) IIIEVAORSE: 	 19*SE 	SL, SM, ST, SV, SY, TH, TJ, TM, TN, TR, TT, TZ, UA, 
UG, US, UZ, VC, VN, ZA, ZM, ZW. 

(30) .1EMt 52— 	: 
(84) At III (A7T7 0V,:i: L N PR I') . ±"C" Oft 	Timm liNa 2013-1265672013 	6 	17 B(17.06.2013) 	 e0 

JP me  Td-  ft): ARIPO (BW, GH, GM, KE, LR, LS, MW, 
(71) EA: x gaoz as iIt*A-a-  ±(TAIHO PHARMA- 	MZ, NA, RW, SD, SL, SZ, TZ, UG, ZM, ZW), 	— 5 

CEUTICAL CO., LTD.) [JP/JP]; -T-  1018444 * :4313 	7 (AM, AZ, BY, KG, KZ, RU, TJ, TM), 	— IZI V / 
ft BEI g * BEI $$ MT 1 — 2 7 	Tokyo (JP). 	 (AL, AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI, FR, 

(72) RBA t : tz TT, 	f.,, el (KAZUNO, Hideki); T 3002611 	
GB, GR, HR, HU, IE, IS, IT, LT, LU, LV, MC, MK, MT, 
NL, NO, PL, PT, RO, RS, SE, SI, SK, SM, TR), OAPI 

ath-m-D < It$X .fg 3 	XEMAIIt*A"A" 
± A 	Ibaraki (JP). 	It! R. 	ig (MUTSUMI, 	

(BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, KM, ML, 
MR, NE, SN, TD, TG). 

Tomonobu); -T3670241 ±4iM 1,111  i aPE011 I IIITX*' 
1; 	$1; 2 0 0 - 2 2 	XEMPriiIt*A4- ± 551f /s rArifi: 
1)9 	Saitama (JP). — 	IIIENVM (Mt% 21 *(3)) 

(74) ft II A : * •'6- 	N(IWATANI, Ryo); -T-  5300003 X PR 
I-4 RIXI3R$1tgl'S 2 T H 1 *3 1 	VRIS 

E)1,313-g Osaka (JP). 

= 

= 

= 
= 
= 
= 

= 
= 

= 
= 

= 

1-1 
.4 	(54) Title: STABILIZED CRYSTAL OF TIPIRACIL HYDROCHLORIDE, AND CRYSTALLIZATION METHOD FOR SAME 

IN 	5t13)10) 	4 : 	E 5 //1,11.101.05ZtffAiR9Ez.tfi-OMEW9ILM 
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1-1 
cz (57) R M : 	5 -1:11=1- 6 — 	[ 	(2 —4 E.-" / E I=1 I) 	.1i — 1 — 4 )l,) 	)4 	)1,] 	Ei)il-',),Ii- 2, 	4 	(1 
r•li H, 	3 H) — its • —±iniOrnanZtlfAiR9V 	LL 	itrilL L, i- Of45AfkL L-Ci3-1 	X NI=Itfilz 
,, 
	ck 	I=1 tif A 	( 2 0+0. 	1°) 	LL-c-  , 	1 	1. 	6°, 	1 7. 	2°, 	1 7. 	8°, 	23. 	30, 	27. 	1 °Ez..112 9. 

3 °Izliitintd: E- 	,ips„t4 	5 - 	I=1 I=1 - 6 - 	[ 	( 2 — 4 F.:- I E 1:1 1) '):)— 1 — 4 )14 	)4 	)1,] 	E 1) E-:-. ') 
:)— 2, 4 (1 H, 	3 H) — .)t:.i • —±iniOrnOMEraVatto 

(i2) mwu ft iz s-5 ivx m £ titz s issaj n 
d9) mm 

IHMMi _ 
(41) SI5S4>!H B 

2014 if 12 £24 0(24.12.2014) w,PO|pCT 

(10) 
WO 2014/203877 A1 

(51) 
C07D 403/06 (2006.01) A61P 35/00 (2006.01) 
A61K31/506 (2006.01) A61P 43/00 (2006.01) 
A61K31/7072 (2006.01) 

(21) PCT/JP2014/065985 

(22) 2014^6^ 17 0(17.06.2014) 

(25) 

(26) @(8&M©Wl§: 0*f§ 

(30) fiBfcfif1'— £: 
2013-126567 2013 ^ 6 .E 17 0(17.06.2013) JP 

(71) t±jJ8IA: A11^ppX®^£tt(TAIHO PHARMA­
CEUTICAL CO., LTD.) [JP/JP]; T 1018444 
-f-^Ba EWBaSSBT 1-27 Tokyo (JP). 

(72) tfcUr ^lit (KAZUNO, Hideki); T 3002611 
< I* 3 

tt 1*1 Ibaraki (JP). If M & fe (MUTSUMI, 
Tomonobu); T 3670241 

= JSMJS 2 0 0 - 2 2 All^papX^^^tt 
— Saitama (JP). 

= (74) ftHA: fl(IWATANI, Ryo); T 5300003 X IK 
= ^BRmdbESft 2 T g 1 # 3 1 ^ 
= t*;i/3|Jg Osaka (JP). 

(8i) Jt^ia (^ro&i^PBy > 
IS ̂  pj f I): AE, AG, AL, AM, AO, AT, AU, AZ, BA, 
BB, BG, BH, BN, BR, BW, BY, BZ, CA, CH, CL, CN, 
CO, CR, CU, CZ, DE, DK, DM, DO, DZ, EC, EE, EG, ES, 
FI, GB, GD, GE, GH, GM, GT, HN, HR, HU, ID, IL, IN, 
IR, IS, JP, KE, KG, KN, KP, KR, KZ, LA, LC, LK, LR, 
LS, LT, LU, LY, MA, MD, ME, MG, MK, MN, MW, MX, 
MY, MZ, NA, NG, NI, NO, NZ, OM, PA, PE, PG, PH, 
PL, PT, QA, RO, RS, RU, RW, SA, SC, SD, SE, SG, SK, 
SL, SM, ST, SV, SY, TH, TJ, TM, TN, TR, TT, TZ, UA, 
UG, US, UZ, VC, VN, ZA, ZM, ZW. 

(84) II£H (asrofci^isy > ±T(Dmm(Dfcm% 
11^ nlfb): ARIPO (BW, GH, GM, KE, LR, LS, MW, 
MZ, NA, RW, SD, SL, SZ, TZ, UG, ZM, ZW), 3. — =j V 
T (AM, AZ, BY, KG, KZ, RU, TJ, TM), 3 — • V / ^ 
(AL, AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI, FR, 
GB, GR, HR, HU, IE, IS, IT, LT, LU, LV, MC, MK, MT, 
NL, NO, PL, PT, RO, RS, SE, SI, SK, SM, TR), OAPI 
(BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, KM, ML, 
MR, NE, SN, TD, TG). 

- (&&£ 21 &(3)) 

(54) Title: STABILIZED CRYSTAL OF TIPIRACIL HYDROCHLORIDE, AND CRYSTALLIZATION METHOD FOR SAME 

f (54) •. Ttr^ 
(57) Abstract: The present invention addresses the problem of producing a stabilized crystal of 5-chloro-6-[(2- iminopyrrolidin-1-

^ yl)methyl]pyrimidine-2,4(lH,3H)-dione monohydrochloride. As a means for solving the problem, a crystal of 5-chloro-6-[(2-im-
f<| inopyrrolidin-l-yl)methyl]pyrimidine-2,4(lH,3H)-dione monohydrochloride is provided. The crystal has characteristic peaks at dif -
^ fraction angles (20 ± 0.1°) of 11.6°, 17.2°, 17.8°, 23.3°, 27.1° and 29.3° in powder X-ray diffraction. 

© (57)®$: 5• • - 6 - [ (2->T £ / t? • U V>- 1 -JJU) * fJU] tf'J £ V>-2, 4(1 
c* H, 3 H) —VTI-> • u LT^XHIUSTIC 
(•* cfc (2 0± 0. 1°) t LT, 11. 6\ 17. 2% 17. 8\ 23. 3% 27. 1 °Rtf2 9. 
y 3°lc^^^t°-<7^E46^ 5-<7 • 6 - [ (2--f £/tfP 'J v>— 1 -4)1) bf'JSv 
^ >-2, 4 ( 1 H, 3 H) -VT|-> • -i&Sii&0)fcSll£}I{£-r&o 


