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The present invention relates to novel acylaminocycloalkyl compounds, in particular to the compounds
of the formula I as described herein and to their salts and N-oxides. The compounds possess valuable

therapeutic properties and are suitable, in particular, for treating diseases that respond to modulation of the
dopamine D3 receptor.
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In formula I, the variables have the following meanings: mis 1 or 2, nis 1 or 2, A is selected from the
group consisting of CHp, CH,CH,, CHFCH, and CF,CH,, R! is hydrogen or C-Cs-alkyl, R? is selected
from the group consisting of hydrogen, and fluorine, R32 is selected from the group consisting of hydrogen

and methyl, R3? is selected from the group consisting of hydrogen and methyl, R* is branched C4-Cg alkyl

or branched fluorinated C4-Cg alkyl, and R is an oxygen containing radical such as C1-C;-alkoxy-C-Cy4-
alkyl, fluorinated C1-C,-alkoxy-C1-Cy-alkyl, hydroxy-C1-Cy-alkyl, fluorinated hydroxy-C;-Cy4-alkyl,
oxetanyl, fluorinated oxetanyl, oxolanyl, fluorinated oxolanyl, C3-Cs cycloalkyl, fluorinated C3-Cs;
cycloalkyl, C3-C5 cycloalkoxy-C;-Cy4-alkyl and fluorinated C3-C5 cycloalkoxy-C1-Cy-alkyl.
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CH;
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179. | CH; (418 1E) |H 3-HERERTE
CH;

180. | CH; (418 1E) |H 3-RER T H
CH,

181. |H (4LET1E) | H FRERERE
CH;

182. |H (418 5E) | H -RERLE
CH;

183. |H (418 15€) | H LEERE
CH;

184. |H (418 5E) | H “RPEEFE
CH,

185. |H (4B HE) | H -(CHRFERE)ZE
CH;

186. |H (418 %€) |H =RFEEFE
CH;

187. |H (418 5E) | H -CRFEER)IE
CH,

188. |H (4M81E) | H FEE_HFE
CH;

189. |H (418 1E) | H LEE_HERE
CH;

190. |H (418 1E) | H 2-HEE-1,I-“HIE
CH;

191. |H (4L 18 15E) |H FRECFREL
CH;

192. |H (4 E1E) | H 2-REZE
CH;

193. |H (4MEfE) | H 2-FRECNEL
CH;
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194. |H (4L18 1) |H 2-RE-2-HERE
CH;

195. |H (418 hE) |H SRR 2-E
CH;

196. |H (418 hE) |H FHIRT-3-E

| CH, |

197. |H (418 HE) | H FHEER-2- 5
CH,

198. |H (418 HE) | H FHEERN-3-5E
CH,

199. |H (M BEE) | H 3-HERERTE
CH,

200. |H (4 B HE) | H 3-REIRT
CH,

201. CH; (SYCH; |H HEEFRE

202. | CH; (S)CH; |H -REELE

203. |CH; (S)CH; |H LEFEFE

204. | CH, (SYCH; |H “HFEERE

205. |CH; (S)CH; |H -(CHERFEE)LE

206. | CH, (S)CH; |H —HHFEERE

207. | CH; (SYCH; |H -CRFEE)LE

208. | CH; (S)CH; |H HEE_F FE

209. |CH; (S)CH; |H LEE_RFE

210. | CH; (S)CH; |H 2-HEE-1,1-“HIE

211. | CH; (SYCH; |H A A

212. | CH; (S)CH; |H 2-RRE L E

213. | CH; (S)CH; |H 2-RENE

214. | CH; (S)CH; |H 2-RE-2-FAERNE

215. | CH;, (S)CH; |H SR -2-E

216. | CH, (S)CH; |H FHERET-3-E
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217. | CH; (SYCH; |H SHEERN-2-E

218. | CH; (S)CH; |H SRR -3

219. | CH; (SYCH; |H 3-RHEARTE
220. | CH; (SYCH; |H 3-RETR T E

221. |H (SYCH; |H FREEFE

222. |H (S)CH; |H 2-HEHELE

223. |H (SYCH; |H ZEEFRE

224. |H (SYCH; |H _BAAREFE
225. |H (SYCH; |H -(CHEFRE)LE
226. |H (S)CH; |H —HFEEFE
227. |H (SYCH; |H -CRAFEE)LE
228. |H (SYCH; |H FEE_# FE
229. |H (S)CH; |H LEE"HFE
230. |H (SYCH; |H 2-HEE-11- T HTE
231. H (SCH; |H FREFE

232. |H (SYCH; |H 2-RREE

233. |H (SYCH; |H 2-FRENE

234. |H (SYCH; |H 2-FRE-2-FAERNE
235. |H (SYCH; |H MR -2-FE

236. |H (SYCH; |H SR T 3-&

237. |H (S)CH; |H SHETRIN-2-E

238. |H (S)CH; |H SR IK-3-E

239. |H (SYCH; |H 3-HEEERTE
240. |H (S)CH; |H 3-RERTHE

241. | CH; (R)CH; |H HEEFRE

242. | CH; (R)CH; |H 2-FHERELE

243. | CH; (R)CH; |H ZEERE

244. | CH, (R)CH; |H “HEPSEFE
245. | CHs (R)CH; |H -(CHRARE)LE
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246. | CH; (R)CH; |H —HFEEFE
247. | CH; (R)CH; |H 2-(CHEFEE)LE
248. | CH; (R)CH; |H HFEE_HFE
249. | CH; (R)CH; |H LEE_HPE
250. | CH; (R)YCH; |H 2-HEE-1,1- "5 H
251. | CH;, (R)YCH; |H FREFE

252. CH; (RYCH; |H 2-RRELFE

253. CH; (R)CH; |H 2-FRENE

254. | CH, (R)CH; |H 2-FRE-2-FHE N E
255. | CH; (R)CH; |H SHERT2-E

256. | CH; (R)YCH; |H SR T 3-E

257. | CH; (R)CH; |H BFER-2-F

258. | CH; (R)CH; |H SHEN-3-E

259. | CH; (R)CH; |H 3-HEEETHE
260. | CH; (R)YCH; |H 3-RRERT H

261. |H (R)YCH; |H FREEFE

262. |H (RYCH; |H 2-FEELE

263. |H (R)CH; |H LEERE

264. |H (R)CH; |H _AFEREFE
265. |H (R)CH; |H -CHRHFEE)IE
266. |H (R)CH; |H —ATFREFHE
267. |H (R)CH; |H -CRFEE)ILE
268. |H (RYCH; |H HFEE_HFE
269. |H (R)YCH; |H LEBE_HFPE
270. |H (R)CH; |H 2-FEE-1,1-“HLE
271. |H (R)YCH; |H RELEREL

272. |H (R)YCH; |H 2-FELH

273. |H (R)CH; |H 2-FRENE

274. |H (R)YCH; |H 2-FREL-2-FHERNE
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275. |H (R)CH; |H SR T 2-E
276. |H (R)CH; |H SHEE T -3-E
277. |H (R)CH; |H SHERN-2-5
278. |H (R)CH; |H SHERN-3-H
279. |H (R)CH; |H 3-HERERTE
280. |H (R)CH; |H 3-RERT &

ABPLEYIAHEHEUREBXRENZ FERRE - AFEHA
BYCEBAEREHUORIER IFRRZ2-(NREZBERKE)-Z
B L& 4- RN Gk g- 15 -HiE eI it -

[ RERE L -

: : b), c)
Cohn oy cnN 2 N |
Pg—N—< >< \ / ____
H 2 A
(CHy), R 5

AREEBIT >n-m-R'-R*-R* R R RFEABEEFELEX
BRyaE - PeRENREER  HESEGRET@HE SR ARER
HE ZEEHE  E=T&EHRE(boc) - FTHEEHKE(cbz) ~ 2-=H
HWHEHZ A E R EE (Teoc) B 9-58 2 B & A Hx & (fmoc) -

ERIEE 1S Rad - RADZ BBt &Y EEFRRLRAE
TRE -BEFASERRRGIOMS Y o Pl st - |&

C175469A doc -34-



1607003

HE = 28 EMatin)  RELEEWMEE LU TARER K
WEE v X FEEMH  Bioorganic and Medicinal Chemistry Lett. 2002,
12(5) » 85795-798H &k 12(7)&E1269-1273F -

ELZEb)FHEBELES KNIV S ERE B B EE B (F140C,-
CiBi (P ZHME - NEEES T H&) - C-C-E#iB B aL
BRET)FE - EMmELERXMLEY -

AL EYE B (FI20) WO 2008/125891 2 K1 B¢ W] 5 H1 48 A A T,
Med. Chem. 43, 1878 (2000)F frift 2 5 EELff -

AN &Y E R B B 05 AT # B8 MR WO 99/02503 -~ WO
2004/080981 - W0O2004/108706 ~ WO 2005/118558 ~ WO 2005/118571
WO 2009/056625F1 Firiitt &2 5 =B -

AN EM T EHETRRUT RER2H ¢

R FERE?2 :
F‘,3a R3b R4
N
HN N-Q + Z~<\_/<N — ()
A
R5
\ (V1)

ER—ZRF > AEBRAEYV (EF QIRHEINSR 5 B ) Bl g
IRAEHVI (EPZARNR)KE > ®mMELEXIMLEY - LA EBEH
A L HIE B AT At & S AT Bl AN B B WO 99/09015 K& WO
03/002543E. 40 -

R E AL & ¥ VIZ B E 7R 58 8 0 BK 8 & (L ¥ (VI B 58 H B- e g VIT
RIEMEMZER - M EAERXNIXC4-REWIE - 35 5 H 89 LB
BINEMEE - BEE - BEE - 848 - ZRABEHNAELBH)

REBEEBARNELEYVI(2RKEER?): 5
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(VI (X)
B B VLA AR 385 4 B 3 5 R Pt 2 5 3% B FHFE B R °-COCIFE B
EdmeldrumZ F§(2,2- “ R E-4,6- A &E E-1,3- " E )R FER BN AR L
FLUATHAEGGEHEMER  B. Trost F A » Journal of the
American Chemical Society (2002), 124(35):10396-10415 ; Paknikar,
S. K.Z A » Journal of the Indian Institute of Science (2001), 81(2):175-
179 ; K Brummell, David G.Z A > Journal of Medicinal Chemistry
(2001), 44(1):78-93 -
HEDZN-EHLYTTE R EDRBEREMALTE - Fla0FEH

REREBBRWUMEEEFRERG-EBXFE) [Journal of Medicinal
Chemistry 38(11), 1892-1903 (1995), WO 03/64572] ~ 5% 4 1 &, 1k, 751 (451

03B E AL & [2 % Journal of Heterocyclic Chemistry 18 (7), 1305-1308
(1981)] 5% 38 i B & 47 5L 7] [ 2% % Journal of the American Chemical
Society 123(25), 5962-5973 (200))EBXF L GWHME - AL TE
AMEN-SELYEARIN- S CBEEY  HuFEFRE R GEM®IW
J& )50 B
ZEREBFEEERAE(LEIEEFEHREE - PlanR A &
Fe -~ NEERE SRR  PI — R EREEE - —FE 2K - N-FE UL IE
AR - MEERR - BRARES 5 B0 84T - NSRRI ~ AR Plan = &
AR EEREYUREEC,-Co- il R/BKZBEEYFE -
mRFTAtCE e RESENE » PO REBEENR-10CE

C175469A doc -36-



1607003

I00CEHBANCIRE TEH -

DEARAAAWBMFBEHREKES oI MEECEEE)EHEN
MAHEYRENRERGEY E—%BRET  THBREREYE
A EANRBRETE N EMARY - & HEERY 5 B 7E 5B K
FRETHML HFEBSERBEPACTHERGREY @ MATERE
A% el BG YR R E 1T AL, -

AMLEY - EN- S K ERERESE LA B#EZCHEEHERE
DEREZEHEESESEKRDIZE  BRMEEAVHLERZE
ED3ZBZENMAEEARERITEHAGSOEDIZE - 28
MERBELHBOEINZERDIZER/UBEEIRERRR - A
ROUAME > W58 " BE, (" treating ; K [ treatment | )FEZE AR 56§
FERBREZ AR ZBREEER - BERSKREMERCERZIEE
(B 728 5l 5= 9 B9 JiE B o 3 B R 55 B i AH Bl 2 98 0 BROEE AR ) R TR B 1
16 B (B A3 72 K e i B iE & B B 2 V6 R ) ©

HEBEZEEDIZEREBREREBEEBREBRER - EF3HRER
HH)CHRRBEHRERKNELECNSHFE  ERMEREsH
iE - HIEBE  EEEFE - £BEERER  TAEEREBMS
HBEMOHREEBCEANDEER - BER(MEZERKRK
(Alzheimer's disease))MHBE WA INEEERE) - HERIKHE - FRE -
WEERBRE(LEAZYERFGERCYEFTRRE - WEWZR
)  EEREEHBEZEIENTRE ERAEBEAMEEUR
KiE - AR HAGZERDIZRER(BERERERER - THiKkz
REFZHEERR AT OEENEZE(BIBDIEER > E8MSH
V& /K % (diabetes) (BI40%5% FR 5 (diabetes mellitus))5[#E 2 B ThRE AL -
INFEEHE FR W BRI IR -

At FFAFBRENAMEEY - EN-ELY K HATE R L85
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btagZcB AR HARBRUEHRAGSERDITEERLZ
WIEBJRE I - BIARARRAZFLEGDIAE > EARGEEGEZ
BRRBORE ~ PEH R R SR E - oE B B R R B iE 1H BR 2 E AR K
f R B R A BOR E o LB

ABFPRITRRENGERZS I EHFAASIEKDITRBIBRE MK
EEMRENBEREL S  ZATEEEAEFEIHALHY KA
ERECED-EEENILEY - EN-8ALY - HATELRHEEE L
ERCBIHIAEY  AEHSRRERBERERBEIIEER(EREMT
B HIBE IR (diabetes) (BIZ01E R 7 (diabetes mellitus))5[#8 2 B IIHE R
BOZHE  ZATGEE SRR ECHAYRETRECES — &
ZEEHAMLEY - EN-£54Y > HAiEREBR LR CBIHL
A=k

ARFHERT S REAR

o B - W WEMILHUIEMOREXREBEERAR T
%

o VHIE - HH > WEWILBW B K EMER R AEEL
R HE B T

o W EH c AEWAFYCHBERREERR T E

o B - W  NEMIALBYCEBE BT RER K FEELER
LT

o R ER LY < Y E & R R E fH B EARBY 77 8%

s BERRNEMIABY L RERAARR ZEAMRB G E

o WG W - NEWABY LB XEER KRR R AE
RLELREREBREZTE

o WEE - HH - AEHABVUZEBESRREELER T

« HE - HH - AERHIIBUIHERRFREERERREZ S

=111}
aH
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c - i WEHABYLEBESRSFEBZEANG
EX R 2 5

c R HH - WEBLBYCBEDEREEBETSERRE
75 ) B A LB B R

o« LR ] WEHILBHY L AT EE(EETEERR
)M RN ERL AR %

« RWE WERLBYIEENEELRR L T
EFEASAEEECEABYREARESE S —ER
Ry - EN-E4Y  HEERERE A EScB o BILe

) -

ABH AR AR EREE REE RSO RDIT RS Y
SMEPEFSLEN Y B AR - EE TENE, R TREENE, B
R R BRI - B - AT B B R
MEBRZEVRBER EZEELAYNE - ERRT > RBHE
e 915 2 ] 5 O A SR 2 A B U M A e R R AT R MR
I RN SRS R E B B E RN SR
e o ANARZC TR 0 75 TG, (T treatment , % I treating | ){R
FETTUAR - R - PEIE - AL AT EER A BE
HERVERFAEFEERZBEE  UREBTS 5 AL ERR
G EECRRRER GRS ANFACHE (HeY, B
AR SRS TR N ERNWERU R E SRS EE &
CHERBEETIRWER HREEE YRR ESRES
AAEERD EERBRE S EERGZES DR — T E SR
HZERNTIRMERES ELMAE BORERMES - RAE
B th— NS BT EE - RERERM D — %% 2 5 S A
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RESHBEFRAMEANES Kt ABHBEHSWHEREHE
EAZHMNEYHEBE LT cHBIMAEK T —HEY - "B
Al ) BEHEEH - MERSRBER L EEFARY c EMK B EE
HYHEEZERE -

#7ZE T #% 8 (administration of) | & B " #% B (administering a) | 1k
EYEERRERNEEETECHBREERZHALESYHAZIHL
EY) R ZE -

AERCEEERAIREEEEHSAECAE  HEBERE
FECEREBEREENECES—EEBARILEY - EN-Si4y - H
MIEREBEFTEZCEBIEHECLEY -

EE—REERA T > FNFHRBEEBEFREE S REMEBREZR
HMERCHE  HEeRERECEREREANEZEL —EEE X
ME&EY - EN-§4Y) - HREREBRE LU S B BEZLE
Y] -

B ®7 > & PY bR Diagnostic and Statistical Manual of Mental
Disorders (DSM-IV) (1994, American Psychiatric Association,
Washington, D.COIRBEERHIREREMBEMECZ2EHE TR -
ERERLE BEARWEREEAEFRBIRE - WERWKERER
B RHKE -  BENSE BEBNERERETS  ZREERF ' £

BRI - fEER - BRRME - ROBEERBREWMOAE  BHIHER
E - ERERBHISHRE  =BWRE  SRNRBHR  EXEHBEWE - H
—RBERNIECEHBAIARBABECEEE - AELERME
FERFEE  HHREKBEHRERTERWIHREFEERTH - KR
SHEERTERY BZFRVEEEENEZERMES - Kt > 7
2 T REMORE ) ERNEEMERNEMZERFEY ZELRE -

ER—REERAF  XBEHREEEYEERRBEECHE
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LBREMARECEEREENECEY—EEZBAMLEY - EN-
Y - HETEREBE tRAESZ BB ey -
EE—RBEERAF  ABHEREEREREC AL HES
METECBEEREAFUECESL—EBEEZEAXILEY - EN-E1
- HEIEREBE L EXCBIBEZIEY - HAT 0 EHURK
Diagnostic and Statistical Manual of Mental Disorders (DSM-IV) (1994,

\

il

American Psychiatric Association, Washington, D.CE B fFEEFIE
KERMRELZE TLE  -ZSFSHRELRE '  EERETERBECRE
iE - BERRERLECHEREE  BHEHRZEE - B EE
MUBHE - BB RIEEERE - SHEEER - ERMEERE - HR—#K
BERNSECERE VEFECEBEARESHEECERE -
RAFTFEMEE " EBE ) B ADSM-IVH ATt 2 % EEEE KA
RIEZIGE - AEHLERWEERZE  SHERENREREES
BEGFEERTEL  RBRAESEERSERY  AXERFEZEER
BERMEE - Hit > M58 " BEE ) BOCEREM IR H M2 8 KR
i BLREE °

ER-BEBRA T ABHAREAENBEZ HE > A5
HERECRERRENELE S —BEARILEY - HN-E 1
Y HAIEREBETTEZCBEIEZKEY - BRI > BTK
Diagnostic and Statistical Manual of Mental Disorders (DSM-IV) (1994,
American Psychiatric Association, Washington, D.C.)g £t & B iE
REMKRELCZEHE TE B ESF@IIE - ERZENEREER
MEIE  RERESKE NBEARERGKENRE SN
BiE ' OERAEE BERE  RREXFPEREWEESER S ¥
HANMBEGXEENEIE) LERS  EBERE&E  BHEHNEHR
BB E ~ ERERDEE  FEMHERER  EE M RER S
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BRAE IR AE - B a0 18Y S8 AR 1 15 RS R - TIEY B8 AR R S i R B 3R
HERRIE - AXFTAME "H8E , EFODSM-IVH fift 2 # &
HMEEKRERKIEIIGE -

S —RBREERAT  ABZHAREMREREYEEFRBRECEYE
R¥E - -VEER VEMZIRVERE ) FE  HEEREFELZ
BEREAGHECES—EEHEAMLEY - EN-E4Y - HATE K
HEZ g2 cBEciEchEY - HE] » 2 KK Diagnostic and
Statistical Manual of Mental Disorders (DSM-IV) (1994, American
Psychiatric Association, Washington, D.C.)$Z it ¥ 8 28 4 & F (0 £
BERE) BECEFRAREERBARCRENZE TR - WELRE
WK~ L IEM e (amphetamine) R BHE AR B AREE - kR -~ X
i~ AR - KEZTIE - e AEl - JBd T (nicotine) ~ HIEFE - KRS
kIE(PCPYEEMUFHFERCER - REHE - BREXNERE
2o NEESYWERBEREMRANVEERBIE - VB LBEEKME
FEREE  HHRKBEHREABEYVEERRBREFERRGH - K
WAOEERSERN  BEZFRNEEZBERZ2ERMES - EIL -
WEE "MEERREE, ERNEEMANEMEZE RKIFET ZELRE -

AR —BEEBAT  ARARMEBEPRESHFEFTLABES K
KFMERCERREZRRCHE  HESHNEETECEERETREZ
ELV-—HEEEBARIMEY - EN-E4Y -  HFEAEBE LESZ
BBeiREZIEY -

EE—BREERA G  ABHAERREEEIEERERBMSHE
RFEERICHE HEGREFTECERREERECEDY —TEE
BERMLEY) - EN-S4Y) -  HAlERHBE b @ oFE ot
=y |

AREFAGLSEEDIZHEIRMZIGE ~ FHIF - #H - B
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BRERERES  BEBHEEFEFEBEI0.01E500 mg/kgBEBE/X >
HuDBE XKL EBERHE - - & FEETEH01EH250
mg/kg /R ; BEEMAI0.SEXI100 mg/kg /K - HHE BB FHFI0.01E
250 mg/kg /K ~ $#90.05F 100 mg/kg /K #0.1E50 mg/kg /K - 7t
HERN > BIEAS0.0580.5 0.5F555F 50 mg/kg /K - HRORH
HME HHAYBRELIEIOEIEEEERBEBMS1.0 -
5.0 ~10.0 >~ 15.0 ~ 20.0 ~ 25.0 ~ 50.0 ~ 75.0 ~ 100.0 ~ 150.0 ~ 200.0 -
250.0 ~ 300.0 ~ 400.0 ~ 500.0 - 600.0 - 750.0 - 800.0 ~ 900.05 1000.0%F
RIEERMZEE RN BEUARBERFEREEEECEE - &
EYMA LA BAR/IR - BE—RBEMR/RZHEHRE - EIEE - H
B ~ 6 - B R RS IR EBR AT RS Y E Az H AR
EEERREE > EUAIEREHIOER/ATHYEECHEE - &
ELDE—HABERARU—R2E6RZSHBIERUSEEKRE A&
HAZHELEYE  EESEERBEIER HRARZHARAHALE
Y MHEHBIEFRGILIZEREHI00ER  REHIZZELHS0E
7o fET0 kgl AANEZERE T MEBBEBEBHIZEREN3IS0E
oo AERETILBIE A RDIEERERERIE - AW EERE > H)RME
—RERE FEHEERGEHAETRYG AR HERRSERZM
o BEMABRELAYIENE  BLewsRHBEEREAR
k- -Fin BE - BEEERRRE - %3 - ke - REEX KRR - 5
HHEEK - EYHEG - BEBRRACBEEEERESEEZCTFE -

ABPLEY T EREARERR(LEELB®@M - ILA - 18
R - IR~ ICV - RS ARERKEE - R TEHSEAR) K
O-#FHRAEEZ KB -RBE BB FTHETFEEARR)E
Bl o
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o RFEHAGYHEEMBEER TERHRERSESHE - it —E
EEAFEHMERRE LR - ARSI ETEHE -
AZANTRERECSES —BEABRHELEYREHEE)—HEE
EHBER  BEHEESY(BIZER) -
ZFHILH/EYHBRBRBREEL AR PHEREENE
AZRAEEITHANREERAUFERB@®IW - ILA - BEEA - &
kA ~ ICV ~ R AT HBEE - FTEHKEAR) - O - F
T RER -E2R BE KK BENEBERECBEHESGWHSA
EHBEHFESLEMABAKRES YN ERREB G E Lt
FEEER °
EBEEEYF LV —EAZHASY T EHREEMEE
ey —EBFAEREFEFEBR/NBE LAEZCERRER Y
BEEHAEETHARY S - BB PE T EEE - HFEL%EMQ‘%%M
B HEEEECEDCEHR - SFSNE - B ERE BV BREZE
REHSRT - 54 ARV ESBE L RS CHENERNSENY
F o Gl BimA  EHIRE G B RBRER  HRE  BEE  E
KEBRE > 2LEBER  WEE  BEE  ERE - RERIER ; &
fg 5 /KBRS B8 I8 A  AE  WEECnER ;- AR kgt
=Y ¢ s B 38 BE Bl (overfatting agent) : AIRNEKE - SLEBHZ R
mE S RYEMEY  BEE  BER > WEE > BREEE . &
BOEl - Blan - FEE - EAAE - BIRE - REESEEE  HEER
RIRE  GEOER AT i EERRAEYH . RS > R
B 7 REN H 3403 > f0(FI4N) Fiedler, H. P., Lexikon der Hilfsstoffe
fir Pharmazie, Kosmetik und angrenzende Gebiete [Encyclopedia of
auxiliary substances for pharmacy, cosmetics and related fields] » &4

kR » Aulendorf: ECV-Editio-Kantor-Verlag, 19964 A3t - S
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EHBEMRAEERLOKERABINER - HEBE - »HE
BREROFBACBBERRBER) &1 B8 REARENKE
B REBEE  HEAR KT IIASRFRARERAREBRER
=

AEFPLEMATRRIALE RERKEFTAREHKA -

ERER B R EEASY - B 3 B 8 5 g A (B
MEAE - B - AHE - BERRE - Ol CS AP RETRLE)IE

& e

R BEEERE BERTEYR S —EEYEXIEMT
AREHURRNERBEEGEE L EERRNECECEEERLD

FEHESEERDELERB LG MEHRES YR EZIREEHE
BETESEVBBER AR -

EEERSME T ARARREE L A K EZ KB TE S SR
BURBEREREEZHEE - ESREEZ B R F AR FERY
REXFBRNE  BRELEEECH -

IKAT B BRI SRER RS E T RO E s A - HRERKEE
| (B 40 5R £ 18 L& e B ) & SR BRI ERIR E A R B B &

ERREREREAMNAEEBRE THR S E (B0 1]
MERZZE)HMEIREIRKER  FREREREEERBEBESEHE
EEE BB R/RERE(PIIA ZERRZ B K ERER
ERHERRNER I UERFBEBRKZERK -

EHEEARDEEEE NS BEHBFRAINE —LER > AlJR
W ERERMBEREER/ LR

rEAMCEY - HATZE - EN-S{4W - - HEBEBEE - K&
VHEBE TEECEN  ARUESYIE S EMEEERRD
Hu[ B MIER L rE R BESRR -
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Kt - AEHE-FTREARNBEESY  HTFEHEEEHEESR
Ry —EFEE > HPH —BREABWPLED -

FELEBREHGYR AFULSORBERLE NS EEHEE
BEAEEHRE -

UTEPESE-SHMBEAREY -
HESINRAE > AIRRBEE —FHEHE - RAPFESRRAES T

#£400 MHz - 500 MHzE{600 MHz NMR{% 22 (Bruker AVANCE) k2 'H

NMR B 5 B 3@ # & FHHPLC-MSTE [R5 E R AECI8M £ (ENR 5T Bt +
LESDE) LR BERBEMERBLED -

C175469A.doc

1 R £ 5 56 38 % B (NMR)R 35 L) B 313 B (ppm) 35 5% 2 b B (1 7
(3) - I1H NMREEF B ZHHEEHENR S TR IR EDRER
SERFZHEE BARSEEHCAUBIEERTIEERIEG) - EEIEC(.
br.) BB (d) - HEIE br) » =& =1 br) ~ TMEE(Q)
E % (quint.) & % E & (m) -
fiE 55

AcOH Z%

DCE 1,2- 284K

DCM —&EH

EA LW Z B

EtOH Z. B

hr IINFRF

MeOH FH iz

MeOD A EE

PE £ T B

pre-TLC  SYFAIEEE T

RT R B I
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THF VY &, ik
ot s
L. W - 4 R R
L1 2= TH-4-Q-FEE-Z )65 HILHE-1-2 -1 1E
11,1 5B 425 -3 -8 45, 55 - T B 2 i

ROCZE10C Fr3-FEEFBAGLT g 359 mmol)J I 1 (87
mL, 1077 mmol)fF FADCM (400 mL)r i ¥ ¥ r 5 1 V5 I 4 FRL A (44 g,
359 mmol) - #§ K MR & W =B FHE BB - W1 N HCl (400
mL) - FIDCM (500 mL x 3)ZEHY - 4575 H /G FI K B » 48 Na,S0,8%
M o SEVE LB AE B R o A5 I IRV SRR MeOH (400 mL)ch it [5]
W2 hre SRR SYIBEESR - EHWBEEHPE : EA = 15 : 1)
MLEEER Y - T A B A EREEL S Y27 g 0 47.0 %EE) -

'H NMR (400 MHz CDCl;): § 3.72 (s, 3H), 3.65-3.62 (m, 2H), 3.49
(s, 2H), 3.31 (s, 3H), 2.78-2.75 (m, 2H)
11228 = T 3-6-Q2-F S 52 5 )- W5 1 -4- B

5o I3 - TR B P ER (27 g, 169 mmol)RE = T 3Bk
SHEERLEE(18.57 g, 185 mmol)AfE R MeOH (200 mL)H ; A10C F A
5 Y S A9 VR A0 P B8R (27.3 g, 506 mmol) o B £ 46 I FE VRS W BA 2 1
THERBER - BREESYBHEE —LBE  BE  BEEH N
HCIF L ZpH = 5 FEBEKENR  PHESEZTESR - #H
B4 R BB AL S (20 g 0 S6%EK) o

'H NMR (400 MHz CDCl3): & 11.91 (s, 1H), 6.19 (s, 1H), 3.73-3.71
(m, 2H), 3.34 (s, 3H), 2.79-2.75 (m, 2H), 1.37 (s, 9H)
[.1.32-B=TH-4-5-6-Q-BEE-Z5)-BIg

125 = T #-6-(2-FF . 55- 2 3)-HEIE -4-B2(20 g, 95 mmol)7E A
1 %5 (200 mL) K DMF (2 mL)th 7 ¥ ¥ th 3 FE 7R vk ¥4 o 22 POCI, (36.5
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g, 238 mmol) - FEESYEZEIR FTB#H3 hr- BEREESWEEE K
H - FDCM (400 mL x 3)ZZEY - K H B Na,SOH2 18 W iR ME - 11
EXEOMREELEYQ0 g, 92%ER) -

'"H NMR (400 MHz CDCl3): § 7.02 (s, 1H), 3.78-3.75 (m , 2H),
3.33 (s, 3H), 2.96-2.93 (m, 2H), 1.36 (s, 9H) -

[.1.42- B =T &E-4-Q-FEE-ZF)-6-NE ML E-1-E-BIg

NG MEER(45.2 g, 525 mmo)fFR ZEE(300 mL)F 2 AR INEE .
EREE  -[ERBAERPZRREAM-BE=TE4-K-6-QC-FEE-Z
H)-BEIE (20 g, 87 mmol)F R L ERE(S0 mL)F Z W - KB RE I3

hr WAIEER - BRINMAKIEHEA (400 mL x 3)ZINEEE - MF

WERRIMS%EERA L) SBEWIKEKEI A2 N NaOHFH i X &
TEpH > 8 » g 7K fE FHEA (400 mL x 3)ZEEY - iff; & 1% FH #E Na, SO,
Bz BB  RMEAEZCAHREELEYWQ0 g 82%E
) -

'"H NMR (CDCl; 400 MHz): & 6.17 (s, 1H), 3.76-3.73 (m, 2H),
3.60-3.57 (m, 4H), 3.33 (s, 3H), 2.93-2.90 (m, 4H), 2.83-2.80 (m, 2H),
1.72-1.70 (m, 1H), 1.31 (s, 9H) -

LC-MS (ESI): m/z 279 (M+H)" -

II. R 5 B
IL.1 B3-Q-fl&aE-ZE)-BTE]|-HERKRE=T EE
II.1.1 G-F=ZTEERERE- TR THE)-ZBFER

HG-HARE-RHTE)-BEFRE=T EE(5.6 g, 30.2 mmo)FR
KRR mL)FZBERFARIN=Z=FE-mHE)ZBEFRE0.7 g,
45.4 mmo)WFEN, FINBEFBE R - EHmaIE=RE - BESYWHER
BAKPIFHEAZKE - BA KK Na,SOEZ 1 » R TIEHE »
EERGEY)  FHUEB LEREEN(APEEA = 20:15)¥ HETHs
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b RMEADCBEBREELEDW(T g EEI6K) -

'"H NMR (400 MHz, CDCl3): & 5.71 (s, 1H), 4.86 (br, 1H), 4.25 (br,
1H), 3.70 (s, 3H), 3.60 (br, 1H), 3.23-3.18 (br, 1H),2.97-2.92 (br, 1H),
2.79-2.73 (br, 1H), 1.46 (s, 9H) -

I1.1.2 CG-B=Z=TEERERE-BETE)-ZBFEE

REBTHELREXTHEHG-E=ZTEEREKE-TRT E)- 2%
HEES(7 g, 29 mmo)F R HEE(100 mL)F 2 AW FEINPA/C (5 )it
BH¥ER  ETLCETRRETHE  BRWELBRESY - EHET
BRAFERK  RMEABCEBREELMEYT ¢ EFEII%) » HERK
E—LHMANEBERART —F8 -

I1.1.3 3-2-RE-ZE)ETE-KREFRBRE=T &R

ROCTHQG-EZTEEREKRE-BT E)-ZBEFEE(T g, 28.8
mmol)7Z A #& 7K THF (100 mL)H & Y5 ¥ X B ¥ INLiAlH, (2.18 g, 57.5
mmol){ KB S ¥ HR0C TH#2 hr- HIESGWHAK(Q mL) - NaOHE
(0.5 N, 2 mL) K& /K(2 mL)BR¥y - 3@IE I FFEAZEEY - #5751 AH A B ok
ek - RENaSOHZ % - @I FEJREE T IRAE - T E4L 5 aE BRI
BEEY(S.Tg ER2Y%)  HRRE—FSHMAMBEBEANRT 2K -
I1.1.4 [3-Q-HEE-ZE)BETE-BREFRE=T ZE

m@3-2-BE-ZE)RTEI-KERFRE=ZTEREG2 g 24.1
mmol)#F L #E/KDCM (100 mL)F 2 AW AN B AT - T @ BT (Dess-
Martin periodinane) (20.5 g, 48.3 mmol)ii R =& F#B#5 hr - BES
) FNa S0 %8 Bk » AIDCMZEY - 7EJ B TIRME A HAH > e &
LRGY > EHWEB LERET(APEEA = SIIER)BEETMAL
RMEELMEREBEREELEWQ.7Tg > EES52%) -

BH1
R -N-[4-2-{4-[2-FB =T E-6-2-FEE-ZH)-BIE-4-E]- N &
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tmE-1-FH}-ZE)- RS E-ZBEJGETD

1.1 - [4-Q2-{4-[2-B=T E-6-Q-F&EE-ZE)-BEE-4-&E]-A
SME-1-E}-Z22E)-ROE-BREFRE=T &£E

R2-E =T EH-4-Q-FERE-ZH)-6-NE M B-1-E-BEIE (500 mg,
1.796 mmol) ~ R -[4-Q-HIEE-ZE)-BCE|- EEFRE=T EE
(433 mg, 1.796 mmol) % AcOH (108 mg, 1.796 mmol)7ZZADCE (30 ml)
PZEEYHRERTERIO min - FIM=Z=Z2EEWMEHLIHGTI mg,
2.69 mmol) - 4 hi& - F{RINK - HZERZEEG x 5 mL)ZERUKE - B&
e EHERHE KR 8Na,SOH R @ BRI ERE TIEME > £&m
EEAEFEOEEMASY(00 mg - 1.680 mmol » 94%E R) - HREHAL
AR T —F8 -

LC-MS: m/z = 504 (M+H) o

1.2 R-4-2-{4-[2- 5 =T E-6-Q-F G E-Z5)- W rE-4-51-A
SfE-1-B}-Z28)-BO &M

R’ -[4-(2-{4-[2-B=T &E-6-Q2-FEE-ZH)-BIE-4-E]- &
MErgg-1-E}-28)-BOE]-REFBEE=T ZE (900 mg, 1.680 mmol)
W4 M HCI/MeOH (25 ml)H - K FT B E RN AI25C THEH#H16
h BB TRREESDREREECEEREE LS (690 mg - 1.539
mmol > 92%FER) » HRKE—-FHMAETHNT—FBER -

LC-MS: m/z = 404.0 (M+H) -

1.3 R -N-[4-2-{4-[2-55 =T £-6-Q-FEHE-ZE)-B1E-4-F -
NEME-1-E}-Z2E)-ROE]-28EE

i 7 B £, (181 mg, 2.308 mmol) ~ K -4-(2-{4-[2-FE =T #£-6-(2-
HEE-ZE)-BIE-4-E]- NS MER-1-5F}-2&)-BED E X (690 mg,
1.539 mmol) . = Z % (778 mg, 7.69 mmol)ZZHDCM (15 mDFZES
WREBRTEHEHS h- BBEREBHEEELR  BEKRYWEEZES <S5
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250 mmi BE R 3 5% MeOH/CH,CLEERR - U5 & EB4> I 7F I3k BR
TERBE DR EH RREELEY (468 mg > 1.040 mmol > 67.6
YolEE )

LC-MS: m/z = 446.3 (M+H) -

'H NMR (400MHz, CDCl3): § 6.19 (s, 1H), 5.32 (d, J =8.0 Hz, 1H),
3.77-6.63 (m, 7H), 3.34 (s, 3H), 2.84-2.81 (m, 2H), 2.50-2.36 (m, 6H),
1.98-1.95 (m, 5H), 1.79-1.77 (m, 2H), 1.46-1.41 (m, 2H), 1.32 (s, 1H),
1.24-1.06 (m, 5H) -

BH2:

KA -N-[4-2-{4-[2-FBE =T HE-6-(F EEF E)-BIE-4-F]- &M
B-1-%}-Z8)BoE]-ZBERILEY?2)

EEAEYRER LXAAMEE T XEERATEFE-4-FEE-
ZEEZBEAES-FEE3-HEE-KBRFERNS -

LC-MS: m/z= 432.1 (M+H) -

'H NMR (400MHz, CDCl5): 6 6.44 (s, 1H), 5.22 (d, 1H), 4.39 (s,
2H), 3.68 (m, Z, 5H), 3.48 (s, 3H), 2.48 (m, &, 4H), 2.37 (m, 2H),
1.98 (m, 2H), 1.95 (s, 3H), 1.78 (m, 2H), 1.44 (m, 2H), 1.32 (s, 9H),
1.24 (m, 1H), 1.03-1.14 (m, 4H) -
gH3:

JEF-N-[4-(2-{4-[2-FBE =T £-6-Q-F EE-L&)-HWIE-4-E]- N &
hEE-1-2}-Z%)- RO E-ZEEGLED3)

EEAEGYRERE LA ERAREERTEIERN-[4-2-AF
BE-ZE)BCE-BRERFRE=2TERHES -

LC-MS: m/z = 446.3 (M+H) -

'"H NMR (400MHz, CDCl;): 8 6.12 (s, 1H), 5.53 (s, &, 1H), 3.93
(s, &, 1H), 3.69 (t, 2H), 3.57 (&, 4H), 3.27 (s, 3H), 2.75 (t, 2H), 2.42

C175469A.doc -52-
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(m, 4H), 2.30 (m, 2H), 1.91 (s, 3H), 1.54 (m, 6H), 1.40 (m, 3H), 1.25 (s,
9H), 1.16 (m, 2H) -
EH4

JEZC-N-[3-(2-{4-[2-F =T ZE-6-Q2-FEE-ZE)-BIE-4-FE]- A&
HEEE-1-F)}-Z8)-BTE-Z2HBE =8 ZBEE (L& YW4a) K KK -N-[3-
(2-{4-[2-FBE=T £-6-Q-FEE-ZH)-WIE-4-E]- NG %E-1-£}-2
)BT E]-ZEEE =8 ZBE (& 74b)

N-[3-(2-{4-[2-38 =T £-6-(2-F & E-Z B )-BE1E-4-F]- AN L %-
1-BY-ZE)BTE-ZHBE=FZBEEREME L AmrHER A8
B EhEERRSERY  FERBEREZBRESS - KHBEMHPLC
SEEHUEBEBESY - M ELMERX-N-[3-(2-{4-[2-5 =T #-6-
Q-FEE-ZE)-BrE-4-F]- NS E-1-5 )} -Z8)- R T &E]-Z8E=
ALBREULE W4 KK A -N-[3-(2-{4-[2-FB=T £E-6-Q-FHE%E-Z
H)-MEnE-4-E]-AEME-1-2)-Z28)- BT E-ZEE =/ ZEE (L
Gmab) e

tE¥aa : IEA-N-[3-2-{4-2-B=T E-6-C-FEE-Z&E)- &
NE-4-FE]- NG ER-1-B)-Z8)- BT E]-ZEME =% L RE

'"H NMR (400 MHz, D,0): 3 6.72 (s, 1H), 5.24-5.20 (br, 1H), 4.28-
4.25 (br, 1H), 3.95-3.89 (m, 1H), 3.69-3.53 (m, 5H), 3.38-3.32 (m, 1H),
3.26 (s, 3H), 3.10-3.01 (m, 4H), 2.96-2.93 (m, 2H), 2.41-2.34 (m, 2H),
1.94-1.90 (m, 1H), 1.88 (s, 3H), 1.87-1.74 (m, 2H), 1.52-1.46 (m, 2H),
1.29 (s, 9H)

LC-MS (ESI): m/z 418 (M+H)*, RT: 2.840 min -

& Pab : KRR -N-[3-Q2-{4-2-FB=TH-6-Q-FHE-Z )-8
NE-4-F]-ANEME-1-5)-Z8)- BT E]-LHE =5 L HRE

'H NMR (400 MHz, D,0): 6 6.72 (s, 1H), 5.25-5.21 (br, 1H), 4.298

C175469A.doc -53-



1607003

4.26 (br, 1H), 4.16-4.12 (m, 1H), 3.70-3.54 (m, 5H), 3.39-3.31 (m, 1H),
3.27 (s, 3H), 3.07-3.03 (m, 4H), 2.97-2.94 (m, 2H), 2.20-2.16 (m, 1H),
2.06-1.96 (m, 4H), 1.89-1.84 (m, 5H), 1.29 (s, 9H) -

LC-MS (ESD): m/z 418.3 (M+H)", RT: 2.842 min
EHS -

3 -N-[4-(2-{2R)-4-[2-F =T #-6-2-F G5 - Z H)- W1 -4- % -
2-FE-ANFEME-1-F}-2F)-BOE]-ZEBEULEYS)

EELAEGWRERE LA RMER G REFEHETE S Z M 1-N-
BOC-2-FEAGMRERZEIRHES -

'H NMR (400 MHz, MeOD): & 6.41 (s, 1H), 4.12-4.05 (m, 2H),
3.73 (s, 2H), 3.72-3.70 (d, J = 8, 1H), 3.57 (s, 3H), 3.25 (s, 1H), 2.98-
2.95 (m, 2H), 2.84-2.80 (m, 3H), 2.37 (s, 1H), 2.34 (s, 2H), 1.89-1.80
(m, 7H), 1.43-1.41 (m, 2H), 1.31 (s, 9H), 1.22-1.07 (m, 8H) -

B Hl6 :

R -N-[4-(2-{(3R)-4-[2- 55 =T £-6-2-H R E-Z H)-BIE-4-%]-
3-FHE-ANEME-1-FE}-2E)-BCE]-ZBERLEY6)

EEAEYRER LXFARMERE AR -

'"H NMR (400 MHz, MeOD): & 6.34 (s, 1H), 4.83 (s, 1H), 4.21-4.18
(d, J =12, 1H), 3.73 (s, 2H), 3.71-3.70 (d, J = 4, 1H), 3.57 (s, 3H), 3.32-
3.30 (m, 1H), 3.10 (s, 1H), 2.93-2.85 (m, 3H), 2.83-2.80 (m, 2H), 2.16-
2.14 (d, J = 8, 1H), 1.90 (s, 1H), 1.84-1.81 (d, J = 12, 7H), 1.45-1.44 (d,
J =4, 2H), 1.31 (s, 9H), 1.25-1.08 (m, 8H) -
gH07

B =0 -N-[4-(2-{(28)-4-[2-FE =T &-6-2-F K E-L &)-WHIE-4-K]-
- E-ANEME-1-E)-Z28)-BCE]-ZEBE(LE7T)

EEAESYRER X RERAAEHS -
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'"H NMR (400 MHz, CDCl;): & 6.4 (s, 1H), 4.08-4.05 (m, 2H), 3.85
(s, 1H), 3.73 (m, 2H), 3.72-3.70 (m, 5H), 3.23-3.30 (m, 2H), 2.84-2.82
(m, 3H), 2.82-2.80 (m, 1H), 2.38 (m, 2H), 1.93 (s, 3H), 1.60 (m, 11H),
1.31 (s, 9H), 1.14-1.12 (m, 3H) -

A8 -

S -N-[4-(2-{(35)-4-[2- B =T &E-6-Q2-F & E-Z F)-BEE-4-F]-
3-HE-ANEMEE-1-F}-2&)-BEE]- ZBE(L&Y8)

ERELEYRER L REE GBS -

'H NMR (400 MHz, CDCl3): & 6.4 (s, 1H), 4.63 (s,1H), 4.2 (s,
1H), 3.73-3.69 (m, 2H), 3.32-3.31 (m, 1H), 3.31-3.30 (m, 6H), 3.30 (m,

| 1H), 2.90-2.87 (m, 1H), 2.84-2.82 (m, 1H), 2.82-2.80 ( m, 2H), 1.89-
1.87 (m, 2H), 1.87-1.81 (m, 1H), 1.81-1.80 (s, 7H), 1.45-1.43 (s, 3H),
1.30 (s, 9H), 1.25-1.11 (m, 7H) -
gH19 :

B -N-[4-(2-{(2S)-4-[2-B8 =T &-6-Q2-F & &-Z F)-lHrE-4-K]-
2-HE- NG MEE-1-)-28)-BREE]-ZBR(LEY)

BEEAEYRER LA RERTHESE -

'"H NMR (400MHz, MeOD): § 6.40 (s, 1H), 4.12-4.04 (m, 2H),
3.73-3.70 (m, 2H), 3.57 (m, 1H), 3.32-3.23 (m, 3H), 2.97-2.94 (m, 1H),
2.93-2.83 (m, 2H), 2.83-2.80 (m, 3H), 1.89-1.88 (m, 1H), 1.87-1.80 (m,
2H), 1.43-1.41 (s, SH), 1.41-1.40 (m, 3H), 1.32-1.31 (m, 2H), 1.30 (s,
9H), 1.26-0.10 (m, 8H) -

LC-MS (ESI): m/z 460 (M+H)", RT: 1.972 min
HH10 :

NEZ(-N-[4-(2-{4-[2-F =T &-6-2-=Z A F & E-Z5)-HIg-4-&]-
NEMER-1-E}-ZE)-BOE]-ZBZ(L &Y 10a) k K -N-[4-(2-{4-5
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R-BE=Z=TE-6-QC-=ZFFER/E-ZE)-BE-4-E]-"NalEk-1-K}-Z
E)-EROE]|-ZEBEWLEYI10b)

10.1  2-FBE=T E-4-C2-BE-ZE)-6- SR MEBE-1-F-WEIE

FROC THI2-FB=ZTE-4-Q-FEE-ZF)-6- N KM B-1-E-BiE
(2.78 g, 9.99 mmol)FERDCM (150 mL)H Z ¥ F ¥ HhnBBr; (3.75 g,
14.98 mmol) - ERBFESYNER THEHBBER - FHEAMNaHCO; /K&
WS ESY - S8 A A& Na, SO > BB IEAE - fHEE
FHEVARREME—FTHMAEIART - & -

10.2 4-[2-55 =T H-6-Q2-BRE-ZH)-Wig-4-F - NSt g-1-F B
~ E PR

FAOC FH2-85 =T E-4-Q-BE-ZF)-6- NS M Ee-1-E - (5.1
g, 19.29 mmol) ENN-—EFREZ H % (7.48 g, 57.9 mmol)7F A THF
(150 mL)F Z W ZF A MNE F BT &EE(CbzCl, 3.29 g, 19.29
mmol) - FIBREREVNEZRTEBER - KESYHEARE > H
7k~ BE/KBETR > RBNa, SO R - BIEMIEM - MBS 2 HAREHEIEE
ey ERERBIMEEETHMA NS ECQHMREDQ.3
g > EH29%) - |

LC-MS(ESI+): m/z 399 (M+H)"

103 4-R-BE=ZTE-6-QC-FEMHKEMRRKRESRE-ZFE)-&
0E -4-F 1-75 & 0k e - 1-FF R T L B

FROC TH4-[2-88 =T £E-6-Q2-RE-Z & )-BE-4-E]- NG Mt B-
- EH B (2.3 g, 5.77 mmo)7F R THF (12 mL)H Z ¥ ¥ 1 % J1NaH
(0.300 g, 7.50 mmol) - FERFEESYNERTHE#EL hr - ROCTHEE
S WP R WA ANCS, (0.879 g, 11.54 mmol) » FEAINR > FEER TH
FIBREEMERER - BEGVBERGAZRC I H ERERSTZEH
VSN B 452(0.983 g, 6.93 mmol) - FAIFESGYNZER TEA2 hro
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BESYEEENHCUKBRFIUESYHEAZT - BaH o BH#
MFENa,SOE2 1 » @RI IR - EHWEB LERETM AEEY » §#
mERS=EaHREELEYA g, 35%) -

'H NMR (400MHz CDCl3): & 1.31 (s, 9H), 2.52 (s, 3H), 3.08 (m,
2H), 3.65 (m, 8H), 4.97 (m, 2H), 5.17 (s, 2H), 6.19 (s, 1H), 7.37 (m,
5H) -

10.4 4-[5-1R-2-F =T E-6-Q-=ZFFEE-ZHE)-BIE-4-FE]- A&
MEE g - 1- B % L

FA-78C T 1,3- Z]-5,5-~ B HE-Z N EE IR (DBH, 1.12 g, 4.11
mmol)7ZZ FADCM (41 mL)th 7 ¥ ¥ B F 5 ¥ fnHF/ML 02 (2.8 mL, 112
mmol) - FEFRMSERE » BREWRIZUEAS min - FERN-78C THE
EMBEERFPZBRRBAMI-2-B=T E-6-C-FERMMERRBREEE-Z
B)-MEnE-4-F - NGt eR-1-F BT E B (670 mg, 1.371 mmol)7F R
DCM (4.1 mL)FZEWR - FEHRINE > Ak NaCIE RS R AR -2 K
W IREE YR30 min - BERKIESYAHEFINaHCO B R RS E
PHBAEBERL - KIS ESYWHADCMER » &Na,SOH - i
W BHE - FEEEHE ﬁz@iﬁ%ﬂtﬁ%ﬁ?% MBI MR EELEY
(120 mg, 16%) -

'H NMR (400 MHz, CDCl;): 6 1.31 (s, 9H), 3.28 (m, 2H), 3.65 (m,
8H), 4.50 (m, 2H), 5.16 (s, 2H), 7.37 (m, 5H) -

10.5 2-5B=TH-4-ANEHE-1-E-6-C-Z=FFEE-ZE)-BIE

A4-[5-1R-2-FF =T £-6-Q-ZRFEE-ZE)-WIE-4-F]- A &M
Me-1-FH BR X B EE (26 mg, 0.048 mmol)7ZREA (3 mL)F Z & ¥
Pd/C (10.15 mg) - FEERFEH, (15 psi)5R A TRESWHE#H40 min - fF
BREREESYHEGRMEZEANRT —FEK -

LC-MS (ESI): m/z 332 (M+H)"
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10.6 JEFN-[4-2-{4-2-F =T E-6-Q-ZHFF & H-Z H)- &
ME-4-F]- N E-1-F}- L F)- RO H - L B IE & R ZUN-[4-(2-{4-[2-
BT E-6-Q-ZFAFERE-LHE)-BE-4-E]-Nak-1-F}-LF)-

A=ZREEK-FE=TE-4-EHE-1-E-6-C-ZmFEE-Z
H)-BE1E (200 mg, 0.602 mmol)7F R MeOH (5 mL)H & ¥ ¥R i 1k & pH=9
BRERREBERMHALEBEREEpH=5 - [ALERFPEHEIIN-(4-2-H £
HZEVBOE)ZEEK (165 mg, 0.903 mmol) - EIEESYW#EB#40 min -
BE & 1) £ yE W S JINaCNBH; (56.7 mg, 0.903 mmol) - £ E IR T #
BREVEFRBER KESYRHKRGILIRGE - HEAZREGY - &
B TER Na,SOLFZ 1 » BIEMIR#ME - #E HPrep-HPLCHI(L B ERY) - 12
MEEIMFEY » ASFCHEE DM/ MBI 2EIFFHLERE
BEY  {LE®10a JEAN-[4-2-{4-[2-FE =T Z-6-C-=ZFF&EHE-Z
BE)-WIE-4-BE)]-ANEMR-1-5E}-Z28)- B H]-Z8EG mg)ktEY
10b EHN-[4-(2-{4-[2-FF =T F-6-2-ZHH & E-Z & )-B1E-4-H]-
NEMEEE-1-2}-2&)- B O E]-ZBEZ (15 mg) -

&Y 10a JEN-[4-(2-{4-[2-FB=T £-6-Q-=ZHFFEE-ZL %)-
BELE-4-F - ANEMR-1-E}-28)- RO E]- 28 % ¢

'"H NMR ( 400 MHz, MeOD): & 1.41 (s, 9H), 1.43 (m, 3H), 1.58 (m,
TH), 1.89 (s, 3H), 2.46 (m, 2H), 2.58 (m, 4H), 2.95 (m, 2H), 3.71 (m,
4H), 3.85 (m, 1H), 4.39 (m, 2H), 4.57 (m, 1H), 6.44 (s, 1H) °

EW1I0b RKEN-[4-2-{4-[2-F =T £E-6-2-=Z R F & E-Z E)-
MEE-4-F - NG R-1-5}-2F)- RO E]- LR ¢

'"H NMR (400 MHz, MeOD): & 1.12 (m, 5H), 1.37 (s, 9H), 1.67 (m,
3H), 1.81 (m, 3H), 1.90 (m, 6H), 2.21 (m, 1H), 2.22 (m, 1H), 3.01 (m,
2H), 3.16 (m, 2H), 3.57 (m, 1H), 3.58 (m, 1H), 3.64 (m, 1H), 3.85 (m,
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2H), 4.44 (m, 2H), 6.62 (s, 1H) -
BEH11

RFH-N-[4-(2-{4-[2-FB =T &-6-2-HEFE-ZE)-BIE-4-FE]- N &
hrg-1-2 -2 8)- B E]-FEBEULETIL)

BEELEYRERBEVICEFHTE  REEERFES - FH
AR IBEAELHES - |

LC-MS: m/z = 432.3 (M+H) -

"H NMR (600 MHz, CDCl;3): § 8.1 (m, 1H), 6.19 (s, 1H), 5.37 (m,
1H), 3.83 (m, 1H), 3.77 (m, 3H), 3.64 (m, 4H), 3.34 (s, 3H), 2.83 (t,
2H), 2.49 (s, &, 4H), 2.39 (m, 2H), 2.00 (m, 2H), 1.81 (m, 2H), 1.44
(m, 2H), 1.32 (s, 9H), 1.27 (m, 1H), 1.0-1.2 (m, 3H) -
BHl12: '

N-[3-(2-{4-[2-FB =T £-6-Q-F & E-ZF)-BIE-4-F]- N G 1 &-
1-B}-Z28)-BTE]-FEE=-"8ZEBREJLEY12)

HEELEYRERBENCEFHSE  ARERESEY  WT
XETERH ZBAPRERELERE -

B3-[2-[4-[2-F =T &E-6-Q2-FEE-ZE)-BIE-4-F]- NG Mk &-
1-BE]-ZE)-BTEFEFNZEFEE Q2 mL)F 2B KRN 80C TiN&E
KAl EERE  BESYWEAZAOKFIFEEHARI NaOH/KE
WG Nt EpH = 12HBERMAEAZE - EREB N REEHE - MW
ELXRGY  FHEFAHPLCHEETMMA MEEAHKPEE
:'f@ °

LC-MS (ESI): m/z 404 (M+H)" -

'"H NMR (400 MHz, MeOD): & 7.94-7.91 (d, J = 12.4 Hz, 1H),
7.03-7.02 (d, J = 3.2 Hz, 1H), 4.47-4.45 (m, 1H), 4.25-4.21 (m, 3H),
3.75-3.72 (m, 2H), 3.48 (s, 4H), 3.35 (s, 3H), 3.13-3.07 (m, 4H), 2.535
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2.50 (m, 2H), 2.17-2.15 (m, 2H), 2.00-1.91 (m, 3H), 1.89-1.66 (m, 1H),
1.44 (s, 9H) -
13 :

A -N-[4-(2-(4-[2-25 = T 2 -6-(2- 18 5 - 7 2 )- W51 -4- 2 |- A &0l
B-1-3)-2 %) BO K- ZEE (LA W13)

#550 mgBE Hl12 KA -N-[4-Q2-{4-[2-5 = T H-6-Q-F 52 5)-
- 4- BN E I - 15 ) -2 H) B O K- Z B S RS mL T 4
firh o A-20C F » FERAEI1.122 mLER S FEkt21 M BB, -
KRR S YT B E R - RN 0 5K AR 3 4 kA
FA 5% T B R K A B B pH 7 - MINZ B2 - BRERE -
WK Z B Z BRI =R - S HEHRIE - £N2,SO 18 - B L
BIRARE > RETIEA0.035 mgllEY  MEREBRELE—5 M
(b o T 40.017 melE B L &1 -

'H NMR (600 MHz, CDCl;): & 6.12 (s, 1H), 5.29 (d, 1H), 3.94 (t,
2H), 3.67 (%, 5H), 2.78 (m, 2H), 2.50 (s, &, 4H), 2.40 (m, 2H), 1.98
(m, 2H), 1.96 (s, 3H), 1.77 (m, 2H), 1.44 (m, 2H), 1.32 (s, 9H), 1.22 (m,
2H), 1.09 (m, 4H) -

LC-MS (ESI): m/z 432.3 (M+H)" - |

BHUEINZUTHLENREHELR EXRR Y EFRE -
BB E BRI E NSRS B LA YR -
514 :

K 2 -N-[(1R,38)-3-[2-[4-[2- 55 = T #-6-(2- B9 &, 2 Z 3 ) 1% -4-
EIAGRME-1- ] ZH B K] ZBEILEM14)

LC-MS (ESI): m/z 432.3 (M+H)" -

15
K 3% -N-[(18,3R)-3-[2-[4-[2- 55 = T 3£ -6-(2- B 5, 5 Z, 5 )5 1 -4-
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HEIRNEHE-1-BIZEIBXKEIZHE(LEY15)

LC-MS (ESI): m/z 432.3 (M+H)" o
gHl16

NIE = -N-[(18,38)-3-[2-[4-[2-38 = T £ -6-(2-H & & £ £ )W 1¥ -4-
HEIRNEHR-1-RIZEIBERKEIZHBE(LED16)

LC-MS (ESI): m/z 432.3 (M+H)" -
gH017

N-[EZ-3-[2-[4-[2-B8 = T E-6-Q-F & E Z E )E1E-4-F A& M
E-1-REIZEE T EIFRBEEYLT)

LC-MS (ESI): m/z 404.3 (M+H)" -
gH18

N-[[ZH-3-[2-[4-[2-FB =T E-6-2-F & & Z H )W rE-4-FE 1N F Mk
B-1-EIZERTEIFEEALEY18)

LC-MS (ESI): m/z 404.3 (M+H)" -
gH019

R -N-[4-[2-[(BR)-4-[2- 55 =T £-6-Q2-F & E Z E )W 1E-4-%1-3-
FE-ANEHE-1-ZR]IZEIECEIFEBKR(LED19)

LC-MS (ESI): m/z 446.3 (M+H)" .
120

R -N-[4-[2-[(38)-4-[2-FB=T &E-6-Q-FEE ZE)E1E-4-%K]-3-
RE-NaltR-1-R]ZE R CEIFME(LE%20)

LC-MS (ESI): m/z 446.3 (M+H)" ;: 'H-NMR (CDCl;): 8.1 (s, 1H),
6.15 (s, 1H), 5.3 (d, 1H), 4.55 (m, 1H), 4.15 (m. 1H), 3.85 (m, 1H), 3.8
(t, 2H), 3.35 (s, 3H), 3.13 (m,1H), 2.7-2.95 (3 Fm, 4H), 2.4 (m, 1H),
2.3 (m, 1H), 2.15 (m, 1H), 2.05 (m, 3H), 1.8 (m, 2H), 1.4 (m, 2H), 1.32
(s, 9H), 1.25 (d, 3H), 1.05-1.3 (& Fm, 4H) - S
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gp21

REC-N-[4-[2-[4-[2-F =T E-6-(FEEFE)EIE-4-E]ANEH
B-1-EIZEIBECEIFERULEY21)

LC-MS (ESI): m/z 418.3 (M+H)" -

g 22

FCFC-N-[4-[2-[4-[2- B =T &E-6-GREF HE )W g -4- K S R EE-1-
EIZEIRCEI|ZER(LEY22)

LC-MS (ESI): m/z 418.3 (M+H)" ; 'H-NMR (CDCl;): 6.17 (s,
1H), 5.25 (d, 1H), 4.55 (s, 2H), 4.12 (&, 1H), 3.7 (& 4H), 2.52 (&,
2H), 2.42 (&, 1H), 1.99 (m, 2H), 1.96 (s, 3H), 1.79 (m, 2H), 1.6 (&,
4H), 1.45 (m, 2H), 1.35 (s, 9H), 1.27 (m, 1H), 1.09 (m, 4H) -

B p23

S -N-[4-[2-[4-[2-F5 =T £-6-Q2-REZE))EIE-4-F [N S0 -
I-R]ZEPBRCEIREIR(L&123)

LC-MS (ESI): m/z 418.3 (M+H)"

B 124 |

RE-N-[4-[2-[(2R)-4-[2-BE =T £-6-2-F & E Z B )WEE-4-F]-2-
RE-ANaltE-1-BIZEIRCEIFBRLEYW24)

LC-MS (ESI): m/z 446.2 (M+H)" ; '"H-NMR (CDCl;): 8.1 (s, 1H),
6.2 (s, 1H), 5.35 (d, 1H), 4.1 (m, 1H), 4.0 (m. 1H), 3.85 (m, 1H), 3.77 (t,
2H), 3.35 (s, 3H), 3.27 (m, 1H), 2.7-3.05 (33 Fm, 5H), 2.5 (m, 1H), 2.35
(m, 2H), 2.0 (m, 2H), 1.8 (m, 2H), 1.4 (m, 2H), 1.32 (s, 9H), 1.05-1.3
(%Fm, 7H) -

& P25

BZF-N-[4-[2-[(38)-4-[2-55 = T £-6-(2-RE Z & )W g -4-&]1-3-H
E- N8 WR-1-EIZEIBFECE]IZERR(LEY25)
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LC-MS (ESI): m/z 446.3 (M+H)" ; 'H-NMR (CDCly): 6.11 (s,
1H), 5.25 (d, 1H), 4.56 (m, &, 1H), 4.18 (m, &, 1H), 3.94 (m, 2H),
3.7 (m, 1H), 3.2 (m, 1H), 2.94 (m, 1H), 2.83 (m, &, 2H), 2.42 (m, 1H),
2.32 (m, 1H), 2.2 (m, 1H), 2.05 (m, 1H), 1.99 (m, 2H), 1.96 (s, 3H),
1.8 (m, 2H), 1.62 (m, &, 3H), 1.43 (m, 2H), 1.34 (s, 9H), 1.28 (m, 3H),
1.08 (m, 4H) o
E 726

3 -N-[4-[2-[(2R)-4-[2-55 = T 5:-6-(2-¥8 3 7 2 )W 0 -4- 2 ]-2- &
oA EIE- 122 E RO B ZBE(L S Y26)

LC-MS (ESI): m/z 446.3 (M+H)'; 'H-NMR (CDCls): 6.11 (s,
1H), 5.25 (d, 1H), 4.1 (m, &, 1H), 4.0 (m, Z, 1H), 3.94 (m, 2H), 3.7
(m, 1H), 3.27 (m, 1H), 3.0 (m, 1H), 2.87 (m, 1H), 2.77 (m, 3H), 2.5 (m,
1H), 2.35 (m, 2H), 2.0 (m, 2H), 1.96 (s, 3H), 1.79 (m, 2H), 1.62 (m, i,
2H), 1.4 (m, 2H), 1.32 (s, 9H), 1.2 (m, 1H), 1.05-1.15 (& Fm, 5H) -

EHI27

RS -N-[4-[2-[4-(2- 55 = T 3 -6- 1 &, 1k 165 - 3- 22 - WG 0 - 4- 32 ) /5 L
e-1-3)Z BB O T MM (LS m27)

LC-MS (ESI): m/z 446.3 (M+H)" ; "H-NMR (CDCl,): 8.1 (s, 1H),
6.18 (s, 1H), 5.3 (s, 1H), 4.1 (m, 1H), 4.05 (m, 1H), 3.92 (m, 1H), 3.88
(m, 1H), 3.65 (m, &, 3H), 3.3 (m, 1H), 2.5 (m, &, 3H), 2.4 (m, &,
2H), 2.22 ( m, 2H), 2.02 (m, 2H), 1.82 (m, 2H), 1.6 (m, &, 6H), 1.45
(m, 2H), 1.3 (s, 9H), 1.28 (m, 1H), 1.15 (m, 3H) -

E 15128

N-[3-[2-[(38)-4-[2-25 = T $£-6-(2-F S 5 Z 3 ) 17 -4- 25 ]-3- F & -
REM -1 Z 5158 T 5] F R % (LS 728)

% 1129
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R -N-[4-[2-[(3R)-4-[2-FE =T E-6-2-RE Z B )W 1E-4-51-3-F
E-ANEWR-1-BIZEIRCEIZE®E(LEY29)

LC-MS (ESI): m/z 446.4 (M+H)"; 'H-NMR (CDCl;): 6.08 (s,
1H), 5.52 (m, 0.4H), 5.27 (d, 0.6H), 4.53 (s, &, 1H), 4.15 (s, &, 1H),
4.02 (m, 0.4H), 3.94 (m, 2H), 3.72 (m, 0.6H), 3.14 (m, 2H), 2.90 (m,
2H), 2.78 (m, 5H), 2.4 (m, 1H), 2.3 (m, 1H), 2.16 (m, 1H), 1.9-2.05 (m,
5H), 1.8 (m, 1H), 1.55-1.75 (3 Fm, 4H), 1.48 (m, 1H), 1.42 (m, 1H),
1.15-1.3 (% Fm, 9H), 1.1 (m, 3H) -

E 130

R -N-[3-[2-[(38)-4-[2-FB =T £-6-Q-F & E Z F )W IE-4-5]-3-
FE-ANEME-1-RIZEIETEIZEE({LEY30)

LC-MS (ESI): m/z 432.2 (M+H)" ; '"H-NMR (CDCl;): 6.15 (s, 1H),
5.55 (m, 1H), 4.55 (m, 1H), 4.25 (m, 1H), 4.15 (m, 1H), 3.8 (t, 2H), 3.35
(s, 3H), 3.1 (m, 1H), 2.7-2.95 (& Fm, 4H), 2.55 (m, 2H), 2.1-2.35 (& F
m, 3H), 2.0 (m, 2H), 1.95 (s, 3H), 1.6 (m, 2H), 1.45 (m, 2H), 1.3 (s,
9H), 1.22 (d, 3H) -

EHI31

IE=-N-[3-[2-[(3S)-4-[2-F5 =T E-6-Q-F & E L E ) 1E-4-F]-3-
FE-NEUER-1-RIZE R T EI|CEELEY3D

LC-MS (ESI): m/z 432.2 (M+H)" ; "H-NMR (CDCl,): 6.15 (s, 1H),
5.65 (m, 1H), 4.4-4.6 (m, 2H), 4.15 (m, 1H), 3.75 (t, 2H), 3.35 (s, 3H),
3.15 (m, 1H), 2.7-2.95 (& Fm, &, 4H), 2.0-2.4 (m, 9H), 2.0 (s, 3H),
1.7 (m, 2H), 1.35 (s, 9H), 1.25 (s, &, 3H) -

B 32

R -N-[4-[2-[(38)-4-[2-B5 =T £E-6-2-(ZHF EE)Z E 1 1E-

4-F]3-FE-ANEME-1-EIZEIRCEI|ZEIZ (k& 9%32)
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A N-((1S,41)-4-(2-((S)-4-(2-( 3B = T )-6-(2- I 5 2 5 ) 85 1 -4-
H)3-FEAEHE-1-H)ZE) R E)LBEIZ (200 mg, 0.449 mmol)7ZF
RZBERFZERFPHMEATFTT) (5.71 mg, 0.03 mmol) - FEMEE
45°C1#& > ¥IN2,2-Z&-2- (B HEEE £ ) Z B2 (320 mg, 1.795 mmol) » A i
BETHEARBINE - BEREEZEI10 LK P H S F R
- BEHcEBEERELER  RMEA270 mgiEY - KREWE
JE AT 5 FH 40 g Revelerisf¥ FI| F — & FF f/MeOH 0-80%1'E £ ¥ it 7 & F&
#% Chromabondf¥ ¥ HE /T > (EMEE2.6 mgiEEMALETY) -

LC-MS (ESI): m/z 496.4 (M+H)" -

V. &£Y2HR%E
1. ZHREEWR

R AKX Bl B\ 2 V0 B v % X B B2 /Chremophor® (BASF SE)Zk — H B fif
FHERAKGEEHERE -

a) ZEZD:Z 88 ¢

SIEEY0.250 mDEFFREGICEEERBRERAANESEK
D; % B 2 HEK-293 #fl M2 49 i - 0.1 oM ['®I]- Bt R 2 % (('¥1)-
iodosulpride) & £ F #& B K (FE /5 &) S A I B B (G #) #h 47)B 1 uM
BIREGEREEES) - B— o MESY— X =0 ET -

BB BER S50 mM tris ~ 120 mM NaCl + 5 mM KCl - 2 mM
CaCl, * 2 mM MgCLEO0.1%4FMBEEEH - 10 pMEZEE K 0.1% =
MBS H AR - BHEEKRFAHCIERAE ZpH 7.4 -

b) ZEIZD,LZ B

AFEEW( mDEEHICEEFRERRAESEKD.LZE
(RFER)Z HEK-293 M i #y B % 0.01 nM ['*1]-BURIRIE R 35 5 218
W (RS &) B 5341 IS 0 8 GBI B 4R )ER 1 MR JR B2 (haloperidol) (3E
REMEES) B—oMEEYW—A=(3HET - S
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EELEEWRSH50 mM tris ~ 120 mM NaCl ~ 5 mM KCl - 2 mM
CaCl, » 2 mM MgCLK0.1%4MEHEH - #4& & R A HCIFEE £ pH
7.4
c) EHI oI -

R25C T E 60538 - £ A2 T #&H Whatman GF/BI 3 i i
i@fﬂ%%ﬁ@%%ﬁﬂ@ﬂ&l%mpuﬁ%ﬁﬁ@m% B ESEEE RN R
R BT o ZEYR04 ml Ultima Gold® (Packard)#% - & AR IR
% 1/\E5 B [§5 %% 7£ Beta-Counter (Packard, Tricarb 200082200 CA) &t
EWE Y - FAZEEERRY &R BN &S 2 TR cpm (B8 LBk
dpm -

FE By % R IEAR M B B o 7 £ A B Munson J Rodbard A7 it
TLIGAND , 2 =X #5{L\ =~ Statistical Analysis System (SAS)3K 4347 ]I %l
it

EZEHRD > AFHAEGYWEHRD:Z@ EBBFHFEMME 100
nM> EBHE<50nM - HEME<10ocM)BEEEREESEDZE -

EEHRCERNEFIFHEL -

K;(D3) ! +++<10nM * ++ <50 nM » + <100 nM

K; (D20)/K; (D3) : +++>50> ++> 20> +> 10

=1

&Y |D3Ki |D2/D3 &% | D3Ki | D2/D3
1 +++ |+ 9 +++ |+
2 +++ |+t 10a +++ |+
4b ++ +++ 10b ++ |+

5 ++ +++ 11 H+ |+
6 +++ +++ 12 +++ ++

7 +++ +++ 13 +++ +++
8 +++ +++ 14 ++ +++
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&Y |D3Ki | D2/D3 &Y | D3Ki |D2/D3
15 +H+ [+ 24 ++ +++
16 ++ +++ 25 +++ +++
17 ++ ++ 27 +++ |4+
18 ++ ++ 28 ++ +

19 ++ +++ 29 ++ +++
20 +++ +++ 30 ++ ++
22 ++ +++ 31 ++ |+

23 ++ +++ 32 +++ |+

2. MANBEFEHCHE :

HUTaHF R EARAZTHAMEcRBRESE -

WTLLOS pMZIREREBHIRAYME -

R37CTFE0.S wWMEIAYEEARYECKE - AEREMYE)
Z AT PARIAE(0.25 mef KL B2 & H/mI)7EpH 7.4:2.0.05 MEEES $F 4R B ¥
EMERERT —EEEBS min - FERHBFIINADPH (1 mg/mL)EF A
JXFE 0 min~ 5 min > 10 min * 15 min * 20 min& 30 minf% + K50
pIFEGEE > XM ERENAEEBECZBWA - EBEE
EoHBIL FEHMSMSHIERBFERBARYECRGEE - BHEY
BEHRCBE/EARFHBERNESLEIH(TIZ) BE—BEIHE
AEtEMRERBNECHR /NG EANAYME L ERH - EmCl =
In2/T1/2 / (kBB E H 245 > mg/ml) x 1000 [ml/min/mg] (& 2 E 7
BA{EEL : Di, The Society for Biomoleculur Screening, 2003, 453-462 ;
Obach, DMD, 1999 vol 27. N 11, 1350-1359)=f £ 4 ki 8 15 i % (mCl) -
FEERRIRER2F -

=2
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k& | KEmCP | AEmCP b & | RKBmCP | A¥EmCP
¥ |[pimin” mg™]|[ul min" mg™] ¥ |[umin” mg"]|[pl min" mg™]
1 + + 17 + +

2 + + 18 o)

3 + + 19 n.d. +

4a + + 20 + +

4b + + 21 n.d. +

5 + + 22 + +

6 o + 23 + +

7 + + 24 |+ +

8 + + 25 + +

9 + + 26 |+ +

10b |o + 27 |+ +

11 [+ + 28 |+ +

12 |+ + 29 |+ +

13 |+ + 30 |+ +

14 |+ + 31 |+ +

15 |+ + 32 o +

16 |+ +

mCl i #7 88 B BR K

2) ++: <20 pl min"' mg™!
+: 20 - 120 pl min"' mg™’
(o > 120 pl min™' mg™’!
n.d. KEIE
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ACYLAMINOCYCLOALKYL COMPOUNDS SUITABLE FOR

TREATING DISORDERS THAT RESPOND TO MODULATION

OF DOPAMINE D3 RECEPTOR
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The present invention relates to novel acylaminocycloalkyl compounds, in
particular to the compounds of the formula I as described herein and to their salts and N-
oxides. The compounds possess valuable therapeutic properties and are suitable, in

particular, for treating diseases that respond to modulation of the dopamine D3 receptor.

o R R
RL—{ (CHy) /N \<
2)m
CHp—CHp-N N
N———< >CTTTNLY = 0
H > A
(CHg), R 5

In formula I, the variables have the following meanings:

m islor2,

n is 1 or2,
is selected from the group consisting of CH,, CH,CH., CHFCH; and CF,CH,,

R' is hydrogen or C,-Ca-alkyl,

R? s selected from the group consisting of hydrogen, and fluorine,

R* s selected from the group consisting of hydrogen and methyl,

R*® s selected from the group consisting of hydrogen and methyl,

R* isbranched C4-Cg alkyl or branched fluorinated C,-Cs alkyl, and

R’ is an oxygen containing radical such as C-C,-alkoxy-C;-C,-alkyl, fluorinated C;-
C;-alkoxy-C;-C;-alkyl, hydroxy-C;-C4-alkyl, fluorinated hydroxy-C;-Cs-alkyl,
oxetanyl, fluorinated oxetanyl, oxolanyl, fluorinated oxolanyl, C;-Cs cycloalkyl,
fluorinated Cs-Cs cycloalkyl, C;-Cs cycloalkoxy-C,;-Cs-alkyl and fluorinated C;-Cs
cycloalkoxy-C-Cq-alkyl.
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