l:e: SERI NE PROTEASE | NHI Bl TOR Abstract The in- X .' N

Tt . el at es
to a.serine pro- -' NH2 (I) tease inhibitor hav- | ing 'for P).
J-OE (CH)m in vvhichJ isH R, R'--00(0-, Rt-CO-, fHkEr-
R3000 (~R2) de((Iil (CHZ)s&ORLRBb)zINE[@@ug ox(ca)HZAmN Het - CO- Vg7 )p ; Dis
an ani no- aci of the fornula™ “O(O)-, -NR4-CH (CH)gC(OOR 1
169 mammmxwmm@umm ]m;(ag)m Pmumpp@& ORI
D- 1F &) G %t‘g 1 pfton ElasBliGtionM.C, D-1- 1 R g ‘Publici N 2 olddpar1s
fragme er Yo ﬁislzl'r}al Ig]&%?}az’nﬁ eg Wi ?1 ei"a ) a I"?('cﬂmn ?hfm éC) aI koxy or
ben zyI fﬁ%g il b) a&skgﬁbrnatdﬂaflﬂ&aﬂ kﬂenyl 4 May 2000 (04.05.00)
(2- g2eratk "ny 3-+2C6reyetoatkyt—and{(3—126cyetoak-kyt{+- G\,, atHytene;
whi &1)Q£t9rus.‘2§nai7ﬁb’ph&mn|m1@l 'y bepSipsdordanl @ Devibradda §tades: lQQ)(pyxlgBabé(mk CA, CN, CU,
(1-pC) al koxy,. oxo, OH, CF3 or hal ogen, (and fqmm 6-H|U4 §d 13, IP, KP, KR, LC, LK, LR,
( 7- | GUO)ntrradtiss! F\h-(g@a%c:) ar‘&PR‘@aﬁylP”aﬂf?do”Q 4- 20 15 & %ﬁ%@%@ tHless:
U ARIPO
ary| groups may optionally be substitute¢d w qJEkf@ MW, SD SL, SZ, TZ. UG, ZW),
( 3- Ld&y)rewGd 0ahkyl , (1-6C) al koxy, OH, 3 or dﬂﬂﬂx:ﬂg&ﬁ;(AWAZ BR & Gaxz] ME2kuU, ar, eM),
each i ndepensent | y sBlCectee@d @HI0H. ( EPEC fo n(rstms BRéﬁyICY DE, DK, ES, FI, FR,
(3-BO) al kynyl, (3-8C) cycloal kyl and (3 6C) c %@@W ;{g
can ?%Qpl%t&(ptﬂk @%zld%mé}%ﬂfé b UAesh WD | (3- 6
or 0g ey, (NLangt @ ByA mhean GNL{. -150) ar aI kyI vvhereby t he aryl
grOJ S _may opt | onal |y be substituted wih (1-6C) al kyl, (3-6C)cycloal kyl,
(1-b f-ﬂv o .§ ts%r 0,9 Mrﬁé{s oL | AR B2 A HeLe )60 al kyl | R4
S ¢ :Bo s@ii).N W th the proviso that they are
not Rlslwmm xormmias Ben;ardﬁs— M@lia [Sumalnbrem d heterocycle containing one or
(nor ¢ het ergla Beghgiay@p. abt528 T PR, N and|S, mis | or_2; is 1, 2 or 3; .
'S Lol Aooheic, %1, v Uoc 4 153 G UG: OF @ phar maceut | cal
acc =pt ablgyaddi tion salt and/ or sol vate|thereof and its m py and
manpf acture of a medi canent for treating or preventing th mm”,m ” lﬁl’“ ted
and| t hr onbi n- associ at ed di seases. .
*G00002*
(54) Title: SERINE PROTEASE INHIBITOR
1 (57) Abstract
' The in- XN
vention relates (0
to a serine pro-
tease inhibitor hav- NH,
ing “formula m, J=D-E~(CHy)n
in which J is H,
{ Rl, R!1-0-C(O)-,
R'—C(O)— R!-S02-,
R30OCA(CHR?),, RZ, (CH,),
R25)N—CO~(CHR?)j (a)
or Het-CO—~(CHR?),—;
D is an amino-acid -N—CH-
of the formula
-NH-CHR-C(0)-,
-NR*-CH[(CH)qC(O)OR!]-C(O)-, ’
—NR4-CH[(CH2){C(O)N(R22 R?")]-C(O)—, —NR4—CH[(CHz)qC(O)Hct]—C(O)— -D-1-Tiq, D-3-Tiq, D-Atc, Aic, D-1-Piq or D 3-Piq; E is
-NR2-CH, or the fragment (a), optionally substituted with (1-6C)alkyl, (1-6C)alkoxy or benzyloxy; R! is selected from ({-12C)alkyl,
(2-12C)alkenyl, (2—-12C)alkynyl, (3—-12C)cycloalkyl- and (3-12C)cycloalkyl(1-6C)alkylene, which groups may optionaily be substituted
with (3-12C)cycloalkyl, (1-6C)alkoxy, . oxo, OH, CF3 or halogen, and from (6-14Caryl, (7-15C)aralkyl, (8-16C)aralkenyl and
(14-20C)(bisarylyalkyl, whereby the aryl groups may optionally be substituted with (1-6C)alkyl, (3—12C)cycloalkyl, (1-6C)alkoxy, OH,
CF3 or halogen; R2, R?2 and R? are each independently selected from H, (1-8C)atky!, (3-8C)alkenyl, (3-8C)alkynyl, (3-8C)cycloalkyl
and (3-6C)cycloalkyl(1-4C)alkylene, which can each be optionally substituted with (3—6C)cycloalkyl, (1-6C)alkoxy, CF3 or halogen,
1'and from (6-14Cjaryl and (7-15C)aralkyl whereby the aryl groups may optionally be substituted with (1-6C)alkyl, (3—6C)cycloalkyl,
(1-6C)alkoxy, CF3 or halogen; R3 is defined for R2 or Het-(1-6Calkyl; R4 is H or (1-3C)alkyl; X and Y are CH or N with the provxso
that they are not both N; Het is a 4-, 5— or 6-membered heterocycle containing one or more heteroatoms selected from O, N and S; m is
lor2,pisl,2or3;qisl,2or3 tis 2, 3 or 4 or a prodrug; or a pharmaceutically acceptable addition salt and/or solvate thereof and
its use in therapy and manufacture of a medicament for treating or preventing thrombin-mediated and thrombin-associated diseases.




