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-2- apphcatlon publication number WO 95/21613 (published August 17, 1985). Agents, such as the
' compounds of the present invention, that are capable of binding to or modulating the KDR/FLK-1

25 receptor may be used to treat disorders related to vasculogenesis or angiogenesis such as
diabetes, diabetic retinopathy, hemangioma, glioma, melanoma, Kaposi's sarcoma and ovarian,
breast, lung, pancreatic, prostate, colon and epidermoid cancer.

Isothiazole derivatives useful as herbicides are referred to in U.S. patents 4,069,433 and
4,057 4186, both assigned to FMC Corporation.



Summary of the Invention The present inventi on rel at es to
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Cerr]-Cerr] alkyl, C-Cerr] alkenyl, C[err] Clerr] al kynyl,
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directly to each other; said aryl a 2 heterocyclic Rlerr] groups are
optionally fused to a (Jerr]-Cerr] aryl group, a (JQerr]-Clerr] saturated
cyclic group, or a 5-10 nenbpred het e cyclic group; 1 or 2 carbon
atons in the foregoing teX R¥2e optionally
substituted:by an oxo (=0 noi'ety; t\e CHZ)[ rr] noi eti es of t he
foregoing Rl err] groups optionally inttiflle a rbon- carbon double or triple
bond where t is an 15 integer from2 to 5; and the foregoing R err]
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R* groups:

R? is selected from the list of substituents provided in the definition of R’,
-80,(CH,)(Cs-Cy aryl), -SO,(CH,)(5-10 membered heterocyclic), and -OR?, t is an integer
ranging from 0 to 5, the -(CH,)- moieties of the foregoing R? groups optionally include a

20  carbon-carbon double or triple bond where t is an integer from 2 to 5, and the foregoing R?
groups are optionally substituted by 1 to 3 R* groups;

or R' and R?® may be taken together with the nitrogen to which each is attached to
form a 4-10 membered saturated monocyclic or polycyclic ring or a 5-10 membered heteroaryl
ring, wherein said saturated and heteroaryl rings optionally include 1 or 2 heteroatoms

25 selected from O, S and -N(R®)- in addition to the nitrogen to which R! and R? are attached,
said -N(R®%- is optionally =N- or -N= where R' and R? are taken together as said heteroary!
group, said saturated ring opfionally may be partially unsaturated by including 1 or 2 carbon-
carbon double bonds, and said saturated and heteroaryl rings, including the R® group of said -
N(R®)-, are optionally substituted by 1 to 3 R* groups;
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1 -yl]-butyl}- arbosytic adldS -isothi azol e-4-carboxylic acid amde; 1 5
3-(4-Chloro-2 8'5’(1}'?uoro ehzyl oxy)-5-[ 3- (3 hydr oxy-5-pyrrolidin-1-yl)-pent
yI ) - ur ei do) - B4 Chipra2d-diflugrockeniydony)-9-63-i3d#-theliyl-pirerazin-1-yl)-propyl}-ureido}-

3-(2,5-Di fluor Qadhebme.L _ggr Q&%&k’%&‘iS {3-[4-(3, 4-di hydr oxy- pyrrolldln 1

-yl -butyl]- ur ei do} -1 sot hi azol e-4-carboxylic acid ami de;

3- (4- Chi or o- 2, 6- di f BibFoBR-dfugsepheneyiqxy)-§-13-((3-methy- wwwybﬁwwemo}r 1
-yl)-butyl ke zgotmazdg%gg& lid szRtdmi@z ol e- 4- car boxyl ic acid am de
3-(2,5-Difl thyl-b - hyd -1
B oo sl 0 L PLUIE a0
3- (4- Chl oro-Z,&rd&x&ltmﬁQnﬁmnzyl oxy) - 5-{3-[ 4- (2- hydr oxynet hyl - pyrrol idin-1
- -butyl | -
3y()2 5.0 | Uor o- 4- ng{%ﬁﬂ% e@%@é%‘zﬁg"y ‘gﬁ{g‘%ﬁ%b‘g&r@&S&YBBIPQ%?Z'”ZT’“ butyl}-
2
-y

butyl]-ur enedlo}lsothrazole-4-¢asbnchazldIaendé- carboxylic acid am de;

Br ono- g 6-di f l g ?hla"o:@%yc;lfﬁé%)-beﬁzy[l&yf-é %(éi?&@{o?—ja@{ %)il%{rrw (Xg ;pentyl)-ureido}-

butyl)-ureido}- hi"azol

mesyl at e salt ispthiazole-4-carboxylic acid amide;

4- Brono- 2, 6-di f| stgz@niﬁea?&xln@mae‘%z{a&y& éxﬁmé Qlairiaxyt ppHondinti i buty RO

S
(

reldo)-lsothlazole car boxyl i c "aci
(2,6-Difluor B’-eﬂ’gh'ﬁ?‘miﬁdetﬂe‘ﬁ’ﬁﬂxﬂ%ﬁ'ﬁéﬂd& (4 hydr oxy- 5- pi peri di n-1
( pentyl)-ureido]s. (4-Chioro -2165dMubloenkyioxs)-5- 03 (h%¥JdIh?draﬁy-@rramlrdﬁyl)-butyl]-
(

I
I
| -
| -
(o G BB bRk, o, Yo oy &1 per -
4- Chl or o- 2, 6- di f 8425-Difleerayrethyydenayi§:F)-643-(422mydroxymetnyt-byyrolidin-pev)-batyth- 1- yI
) DUEYIT - el SRkl BN R i i) POXY! 1 ¢ aci d. ami de;
3-(4-Chloro-2,6-difluoro-benzyloxy)-5-{3-{4-(2-hydroxymethyl-pyrrolidin-1-yi)-butyl}-
ureido}-isothiazole-4-carboxylic acid amide;
25 3-(2,5-Difluoro-4-methyl-benzyloxy)-5-{3-{4~(3-hydroxy-pyrrolidin-1-yi)-butyl}-ureido}-
isothiazote-4-carboxylic acid amide;
3-(4-Bromo-2,6-difluoro-benzyloxy)-5-[3-(4-pyrrolidin-1-yl-butyl)-ureido}-isothiazole-4-
carboxylic acid amide;
mesylate salt of 3-(4-Bromo-2,8-diflucro-benzyloxy)-5-[3-(4-pyrrolidin-1-yl-butyl)-

3-
u
3-
-y
3-

-y
3-
)

30  ureido}-isothiazole-4-carboxylic acid amide;
3-(2,6-Difluoro-4-methyl-benzyloxy)-5-{3-(4-hydroxy-5-piperidin-1-yl-pentyl)-ureido}-
isothiazole-4-carboxylic acid amide;
3-(2,5-Difluoro-4-methyl-benzyloxy)-5-{3-{4-(3-hydroxy-5-piperidin-1-yl-pentyl)-
ureido]-isothiazole-4-carboxylic acid amide;
35 3-(4-Chloro-2,6-diftuoro-benzyloxy)-5-(3-[{4-(2-hydroxymethyl-piperidin-1-yl)-butyl]-

ureido}-isothiazole-4-carboxylic acid.amide;



3-(2,5-Di fluoro-4-nethyl -benzyl oxy) - 5- (3-{4-[ et hyl - (2- hydr oxy- et hyI ) am noj
-butyl) - ?§ g) - i sot hi azol e4- carboxylic acid am de; .
3-(4-Chl oro- 2, 6 él uor o- benzyl oxy) - 5- [ 3- (5- hydr oxy- 6- pi peri d PRTAB99/00 97
-yl)-hexyl)-ureido}- i sot hi azol e-4-carboxylic acid amde; 5 '
3-(4-Brono-2,3,6-trifluoro-benzyl oxy)-5-{ 3-‘?‘3- (4- met hyl - pi perazin-1-yl)-pro
pyl] - urei do) -i sot hi azol e- 4-carboxylic acid am de;
3-(2,6-Difluoro-4-nethyl -benzyl oxy) 5-(3-[ 3- (4 nmet hyl - pi perazi n-1

hiﬁjr 8£ﬁ|p¥)|r } dgr glal'd? b ot (2, 5-D|ﬂuoro-? n*u-:thalzbenzyloxy)cfva {3 {2 [Q(hyl-&-hygroxy-etml) amxno]-butyl}

3- (4- Brono- 2, 6-wuteifid)usptriazbiedzestboxyis abd ardidg;4- pyrrol i di n-1-yl -butyl)- 10

urei do}-i sot hi azol e-4 rbo c a

3 (2 601 L uor o 4- met o e Aoyt peay BRI EEs e ey SRy b reidor

-yl -pentyl)-ur elehl]BZOle-‘t-carboxyl&GblhlamKiei e-4-car boxyl i c aci d am de;
5-[3-(4-Pyrrglidin- o i

-yl -butyl)- ur ei do] - 331%4? rg;n%z & t?quargrbgg%'!o@t%&:;lw 4enr}%th ¥ iper)agliwsg{) ﬁmg%nol e-
4-carboxylic aergidq}mo@gazolg-tlszarboxylic acid amide;

5-[3-(3-Hydr oxy- 5 pyg pliflichs Amgihyn%mym)- 593 f0herin bBerdzif1 Iy Arbyf o= Mot

yl - benzyl oxy) - i sot hi azol e- 4- car ic acid

3- (4-Chl oro- 2, 65?}?‘?4°MWHE?F'6§?‘P95 {3 [3 ( 5- net hyI 2 5 di azabi cycl o[ 2. 2.

1] hept - 2- yl ) - a@ayéridurseu dpé t4 @@hb-lz%zdﬁluem‘beﬁiﬂ}'loh i(£pyplidh-RpLue)-

3(4 Chloroé trlfluorob %M (3-(3-(5-nethyl -2, 5-di aza- bi cycl of
.1 ]hept? ‘f@d°}"s°§}]’a)z°'ﬁﬁd’ﬁ € sot hi azol e- 4- carboxylic acid

am‘ de; 3- @ﬂmﬂ‘ﬂﬂ&l‘n@m%bﬁbﬂb&i)& [B4(3-hydexy-G-pyediliaipopkpgntyBrrdddi-2- (1

- met hyl - pyrrol |'gloth,azoleyJ c}arbox)nn\éal;d = do}- i sot hi azol e-4-carboxylic

acid am de;
3-(4-Chloro-2, 3, 6-tri W(Géymlw&nﬂbeWet&]{SQQ.@&-trﬁtyaomdl'mdhwbenzyloxy)—isothiazole-

-yl -butyl)-urei - 4-carboxylic acid am de; 25
3. (4- Cht of 0- 2, 3‘9%’?‘!"?@%%?@% enzyl oxy) -5 3[ 4 (2-hydr oxyrret byl pyr rol i din-1

-yl)-butyl]15 [ér(%rbydrw&mram 'Ey*zpecw eidol-3-@. el Oéﬂﬁ“ﬂﬁéfh)"'
5-{3-[2-(1- Met %z@k&ﬁéﬂtﬁuéﬂo@42caYdo)<yli€TaB¥lar]dere' dO) 3 (2 3 6-trifluoro-4-neth

yl - benzyl oxy) - i sot hi azol e-4-car %
5- [ 3- (4- Di et hy| ani riotihioy- 3619rﬂ%?ra‘ef023‘9w 3‘?@ (ﬁfﬂqﬂwh%f’ GE@P&VHW 208857 oxy) -
30 i sot hi azofiygrépyt-arcRopiydthiszoRCs-chrivxideicid amide;

o (5-(5-0 et vl Bt s Ao o LA BRIt R
5- 3-(3- Hy d2® X yyl Jepropyih prretdp)-isqyibzle-4icermaytic\ekiy atnidej do) - 3- (2, 3, 6-tri fl uoro-4-ne
5750 (3-1 sopropy | am e PrREor 5 ke FarBlorpby o By Btz Remyiurgdal, 1 o
y) - i sot hsathiadole-44cadmrydio rgit amideici d am de;
- 7- 3-(4-Chloro-2,3,6-trifluoro-benzyloxy)-5-{3-(4-pyrrolidin-1-yl-butyl)-ureido}-isothiazole-
4-carboxylic acid amide;
25 3-(4-Chioro-2,3,6-trifluoro-benzyloxy)-5-{3-{4-(2-hydroxymethyl-pyrrolidin-1-yl)-butyl}-
ureido}-isothiazole-4-carboxylic acid amide;
5-{3-[2-(1-Methyl-pyrrolidin-2-yl}-ethyi}-ureido}-3-(2,3,6-trifluoro-4-methyl-benzyloxy)-
isothiazole-4-carboxylic acid amide;
5-{3-(4-Dimethylamino-butyl)-ureido]-3-(2,3,6-triflucro-4-methyl-benzyloxy)-
30 isothiazole-4-carboxylic acid amide;
5-[3-(3-Dimethylamino-propyl)-ureido}-3-(2,3,6-trifluoro-4-methyl-benzyloxy)-
isothiazole-4-carboxylic acid amide;
5-[3-(3-Hydroxy-5-isopropropylamino-pentyl)-ureido)-3-(2,3,6-trifluoro-4-methyl-
benzyloxy)-isothiazole-4-carboxylic acid amide;
35 5-{3-(3-Isopropylamino-propyl)-ureido}-3-(2,3,6-trifluoro-4-methyl-benzyloxy)-
isothiazole-4-carboxylic acid amide;



(3-(4-(4-Met hyl-- pi perazin-1

yl)-butyl | - WOS%R903- (2, 3, 6- trifluoro-4-nethyl-benzyl oxy)- PCI/IB99/00797
ot hi azol e- 4- carboxylic acid am de;
(3-{4-[4-(2-Hydroxy-ethyl)-piperazin-1 -7-
yl']-butyl}-ureido)3-(2,3,6-trifluoro-4-nethyl-

enzyl oxy) -i sot hi azol e-4-carboxylic acid amde; 5

[3-(3-Pyrrolidin- 1

| - propyl ) - ur ei do]5-(3-4-(#-Metby-pipkrfariord rvb-batyfwteidp)-3-12h6-4rilnrg-f-methyl-benzyloxy)-
o]
[
b
(
| -

t hi azol e- 4+ as%ﬂﬁé%@?éla' danoi‘Wchné‘B?nfé@
3-(4- Hydroxy-5 pl(gerl din-1- Eent -ureldo] 6-trifluoro-4-nethy

5-
2
5-
be
5-
i
5-
éﬁiﬁ?ﬁém«-a' Y ERiRR5SE]- 1-zll-wl)d"a§?)c‘ﬁe(2 3,6-trifluoro-4-methyl-

| - benzyl oxy) -

4Chl oro- 2, @ediyidxy»quw&e@wéa%wnc%c.agm(aé i m dazol

yl -butyl)-ureido]-1s

(3-{4-[ Ethyl - (2- r?g/én(%WV%@WTV}-W&MWM%&@?fi "dk“%’Pd‘d}‘e‘M‘P?’Zz'%')t rifluoro-4
met hyl - |sob%ﬁlj!l4@c>é;b)ox9h8@hhlbmwe| e-4-carboxylic acid am de;

3-

5-

3-(4-Chl 2,3, 6-t t din-1
bty - e b S berihrael i S A Tl b ™
3- I(4 Chl olr;) 2rsb;rgazflenfdatm)wjebemamidaxy) 5-[3-(3-hydroxy-5-pyrrolidin-1
- ent ur ei do

3 (4 Bromo. 2. 6-di 115 8‘?’2)'°'B’§hdz‘ﬁ’ﬁ't8 ! -"f‘éﬂ ?@a‘%ﬁp e LFY'%*V%?“S "Rotpiazole-4-
-yl) - pr opyll0] - gadpxyid acid amide; | sot h| azol e- 4-carboxylic acid am de;

3

a

3-

)

3-

2, 6-Difluoro-4y f@t{hgémypﬁﬂﬁw&y%ﬂ)g%rﬁ @Ibatylf -breido)-3-(2,3, 6-}nﬂuoro-4-methyl—

(
met hyl - pyrrolidin-2 sot hi'azo carboxylic

cid amide: benzyloxy)- |sothnazole-4-carboxyllc acid amide;

2,6-Difluoro-4- rzthmworob?,rszaztlrmwbeﬁzﬁéqﬁ ﬁﬂu@h@&@awpm@ﬁwh)w)%@n do}-is

i
(
t hi azol e- % § g
(2,6-Difl quEF'dA’}'ﬁBY“ﬁﬁ?'e’ SAPPVISRAL g8 . (3_ di met hyl ani no- propyl ) - ur ei do] - |
sot hi azol &5 4—(@@?\1@@(3/3 Bmﬂa@rbdemylodms [248-hydroxy-5-pyrrolidin-1-yi-pentyl)-ureido]-

3- (4-Brono- 2, tr r I xy) 5-[3-(4-pyrrolidin-1-yl-butyl)-ureido
] -i sot hi azol e?&ﬁuazole-‘t[f%% %% '%gm' Ycid ani de;

3-(4-Chloro-2, 3, 6- t3F(#-EI’WZ)G—UIGWQ‘bmy@oxy5~5{{$f3€(4-rﬁeﬁﬁ¥ﬂﬁmaz-il&1 -yl)-propyl}-ureido}-
-yl -butyl)-ur 4-carboxylic acid am de;
3- (4- Chl or o- 2%9%]‘;1&'3?%& éﬁdza'f“de’ -5-(3-{3-[ et hyl - (2- hydr oxy- et hyl ) - ani n
o] -propyl }- 30 @r(éﬁdlﬁymﬁoyolmm-bmzalow)@dma;m¢ﬂw!-ax,rr°adlrarﬁ1ya@thyﬂ-uretdo}

3- (4- Chl orge- us%m%zszwda%emcbﬁawbé)xy) 5-(3-{3-[ethyl- (2 hydroxy et hyl)-am
noj - propyl } - do)-1 sot hi azol e- 4-car boxyl i ¢ aci

5-[ 3- (3- Met hyl ani néd: @P@WP‘P"’D’F‘%‘M‘BT“QL"{‘@ 5434t ?'WF?‘Y‘E(BH“B‘MY‘P‘r‘é’f’ﬁ?’l"s%@?ﬁ’kﬁr oxy) -
i sot hi azol e- 4-carboxyhic 66d &ragy.l i ¢ acid am de, 35

)5/; [ 3-(3- Ami 28{ Elr g%r(%ye i)t@grlpb 0'32?}F¥]' erg.glll:;{y% 5?{3 &Bedmet‘wlammg-grropyl)-urea o)+ okhlazolnzyI 0x
- 8- 4-carboxylic acid amide;
25 3-(4-Bromo-2,3,6-trifluoro-benzyloxy)-5-[3-(4-pyrrolidin-1-yi-butyl)-ureido]-isothiazole-
4-carboxylic acid amide;
3-(4-Chloro-2,3,8-trifluoro-benzyloxy)-5-[3-(4-imidazol-1-yl-butyl)-ureido]-isothiazole-
4-carboxylic acid amide;
3-(4-Chloro-2,3,6-difluoro-benzyloxy)-5-(3-{3-[ethyl-(2-hydroxy-ethyi)-amino}-propyl}-
30 ureido)-isothiazole-4-carboxylic acid amide;
3-(4-Chloro-2,3,8-triflucro-benzyloxy)-5-(3-(3-[ethyl-(2-hydroxy-ethyl}-amino}-propyl}-
ureido)-isothiazole-4-carboxylic acid amide;
5-[3-(3-Methylamino-propyl)-ureido}-3-(2,3,6-trifluoro-4-methyl-benzyloxy}-isothiazole-
4-carboxylic acid amide;
35 5-[3-(3-Amino-propy!)-3-methyl-ureido}-3-(2,3, 6-triﬂuor.o-4-methy!-benzyloxy)-
isothiazole-4-carboxylic acid amide; .



5-[3-(4-Di et hyl am no-butyl)-ureido]-3-(2,3,6-trifluoro-4-nethyl;benzyl oxy) -

i sot hi azol e-W0 99/62890}- car boxyl i ¢ acid am de; PCT/IB99/00797

3-(2, 6-Di fluoro-4-nethyl -benzyl oxy)-5-[3-(3-pyrrolidin-1

-yl -propyl ) ureido]-isothiazol e- 4-ca8-boxylic acid amde; 5
3-(3-Chloro-2, 6-di fluoro-4-nethyl - benzyl oxy) - 5-[ 3- (4-di net hyl am no- butyl)-u
rei doj - | sot hi azol e-4-carboxylic acid am de;

5-(3-{4-[Bi s-(2-hydroxy-ethyl)-am no]-butyl}-ureido)-3-(2,6-difluoro-4-neth
yl - benzyl oxb}3i(4Dikethylambboutd)-oraidbles«(2| 3 etrifuoto-methgdenzyloxy)-isothiazole-  and

t he phar mce“%‘c%ﬂ]ok%e@&&ﬁr%}héb' e salts and hydrates of the foregoing
conmpounds I nvention also relates to a pharnmaceuti cal

conposi tion for thé-[2&&uuet-methylhenzyloxy)-5ti3{Senypolgin: f-ghpepili@eidoldwothizolei n a
manal whi ch q%mokﬁ,ggc,@a&,fagr apeutically effective anmount of a

conpound of formul a phar maceuti cal ly acceptable salt or hydrate

t hereof, afd a 3- (319H19F%§'é'ﬂ¥qf ehrmelhylheoayspid-B-(¢dimethiiaming-hutghvereido}-

enbodi rrent sagoq“agb@m@%@lbgg& afiggposition is for t he treatment of
cancer such as brain guanous cel |, bl adder; gastrlc pancreatlc

breast, 15 head, 5r{éé‘ki5'sr(2rﬂ‘é‘l’f°xypﬁ"1¥91aa‘tf@1~b%r%?%ﬁe(? -dfueserfitnedwhl
gynecol ogi cal bémmlay)a@tmalemaja)bo@s.c5&'&/5.—@“1 cancer. In anot her

cancer ous. hyper pr oY BP BBl SE AR s SR Oty RGP ER PP cB e
skin (e.g.10 psori aghs)nvertion also relpteo$d atphafracgutical kempdagitionp fop Heatrdatmdny pat r opy
Commmsi ti on f SYPeeierad Feardhy H ot Wi bomeilef s heharPult R ARG i or

(i ncl udi ng pr ebmpaunditof Yasmiga direr @ phaepdteiticaly aesptatiieasslit @ shydn@uberdof, and a

renal diseas ebhérﬂa&g%%kep‘(%&le%@m@ro rﬂ)(;n'f%ﬁ%ocﬁmén? &hig Egdﬁrnéé\eaﬁcg%f)rﬁwsﬁgr‘ s YoF

anount of a conpoun har fraceut 1 cal accept abl e
salt or hydr aih® HepEealsr cansprcsugh piuaifriiag AGHeTRAUS ye" biadder, ae&y@pm%@twcla?ast er.

The i nventtison hadds feck Srerdl, PPostafs, BolbrBad] %%Hédeﬁl%yn@%fé&'(édcﬁ’ﬂs Naﬁant) Bethyroid
prevention of 25 blastoctelnp antation in a whi ¢ nprises a

t her apeut i cal F3°8% fi2eAothFeemPRJITmAN §3id pharmaceuticyl G?Fﬁ?ﬂﬁﬂﬂ’ '6f°’f’l§r"ﬁ?}f"§"tffa B a
phar naceut i cabéry:e@@l@pér@bhferaml disofder supHlEsbeRigh RgpeRmisia obihd sian (e.g., psoriasis) or
phar maceut i cal ’lﬁ’ét tra?gcepti € S o The invention al so

relates to a pharmoce en'@afmﬁB{%'éﬂ%el"fq%‘? ¥ treating a disease related
t o vascul ogenesi s ®he dnvgntiog catsosiektes Mo ca phanmadeutichl cdmpositigar fos dise  &ieatment of

B e
phar maceut i carang! diggasspinayhammal whick comprises agherapsrtiselt)i affestive ammerintiof a compound

phar maceut i cabf formula 1, QJP HRRSmbéddlallySackPhable’ SR bt FArae ﬂbé&?éﬁ ast?J ﬁ%ﬁﬁcgﬂg om

the group consisting of tumpr angiogenesis, chronic inflanmat or
di sease such a%ceptﬁ%m%. d arthritis, atherosclerosis, skin diseases such

as psoriasis, exceffe iéfios Glsel@ERS B a ?Haﬁﬁ&&ﬁi&al &h@@ﬁfeh%ﬁ Ak | fRVBRIoR Yof
reti nopahgg O;" %5 o PLE tur,rl‘ gy age- rg_' atn.leﬁlsemact | ar ude e ratloou
hemangi on&. gPFORA! E’BF'E\E%BH&, K‘fﬁ‘ﬂ& which compriseg 2y g?fﬂ%? 8’%@%{?’? amounh paist
| ung, pancr eatémpound of foatwda 1¢ ©F @nphamehcepicaly raotEptible asalt & .hydrate thereof, and a
- pharmaceutically acceptable carrier.
The invention also refates to a pharmaceutical compositibn for treating a disease related
to vasculogenesis or angiogenesis in a mammal which comprises a therapeutically effective
30 amount of a compound of formula 1, or a pharmaceutically acceptable salt or hydrate thereof,
and a pharmaceutically acceptable carrier. In one embodiment, said pharmaceutical
composition is for treating a disease selected from the group consisting of tumor angiogenesis,
chronic inflammatory disease such as rheumatoid arthritis, atherosclerosis, skin diseases such
as psoriasis, excema, and scleroderma, diabetes, diabetic retinopathy, retinopathy of
35  prematurity, age-related macular degeneration, hemangioma, glioma, melanoma, Kaposi's

sarcoma and ovarian, breast, lung, pancreatic, prostate, colon and epidermoid cancer.



The |nvent|on also relates to a nethod of treating a hyperproliferative
di sorder i'n vip go/62890 MAMTRI  Whi ch conpri ses adni ni stering to g /Fmg@

t herapeutically effective anmount of t he conpound of forrm or a
pharmaceutical ly acceptable salt or hydratg thereof. In one

enbodi nent, said nethod relates to the treatnment of cancer -such as brain,
squanous cell, 5 bl adder, gastric, pancreatic, breast, head, neck,
oesophageal , prostate, colorectal, lung, renal, gynecol ogi cal (such

as ovarian) or thyrfielneAtRGiso rbidef 05 Iﬂ%fho@ rmaiauns Bthypéarbﬁiersiﬁte mgrdé.ehaat es

to the treatnent of a_non-cancerous h proliferative disorder such

beni gn hyper plB&7rEal yghich °°mp"5?sr@"‘é‘1{§t§ﬁ'"§/ ij"d mayapgl |ad§?"§‘)e"'dﬁa“yp?ﬁ6§'b’&?@°‘("@°§g
belnl ?n p{ ost atthf ﬁ&mﬁﬁd f d éfGﬂMulf BPbh 3 pharmaceutically acceptab'Elf'bQIft oNNyRfikd !ﬂgreéﬂ 3:8 one 10
relates to a nme or e n ro i ferative di sorder

5 el P b BB A e el BEF B vhE e bl aclemoin sl |y
ef fective aammlﬂdder. gastricofancreatiotpesst) teauil ndohy dsnsb;mageal (rostate) baldreott, dutg| eadl] y
acceptabl e sal )r?g?%is%heastobgrfaﬁ Jr ’th toﬂi can a{%&?ér%%tbbﬁng% s%\]a maerhog Atet umor

agent sel ecte rou rcin
al kyl ating ag éﬁﬂw treaiment mrmb@ancsms hyipm@hfcamt dispgpen sich lais @emgmshypgplesm laf

fact or i nhi bi 4 Sin @8] hsofid} & prostae (oo Mol bRISC 13BEER SaprpPOT SOer ase

i nhi bitors, b|olog|ca response no , , ‘and 15
anti - andr ogens. The invention also refgies foR,BeHPLIRr e Septrpent gt yperprolferive disarder

treating panc r“:eamahml Mch'@osdﬂ%h‘s ahnwswrmg tdsafi mammal aﬂ%ﬁ’éﬁﬁuﬂc&l@leﬁ&hmuhts es
adm ni stering to sai F?ai era eutical l eff%bg g@; ﬁ‘ af
compound of f r?uf“&"pf“” ?f 3'"15' lﬁ' ’B%ﬂeFSFa ts‘é[l fy 68Pfaire

t her eof . combunatnon witl lae antRtusort agﬁm selested reth ateegrotipocansistia o0 dhitetic lrpﬁbeMe nting

bl ast ocyt e lr’rgb,ﬁ i8n.! a[}‘.?ﬁe?a i es,mﬁtgpglatg\ﬁn ﬁt?oh%?o wtt?%%to?‘q\%?or < o8l oyl 1O

said mamal &t rch ec rve

formula 1, or mqnbraremwﬂombdnyrammrammoml responsetmadifi arlssantmmmfs and
The invent{son af s dfhates to a nethod of treating diseases related to
vascul ogenesi s or angi ogenesi s in a mammal which conprises
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formula 1, or rﬁanﬂﬁb’ﬂvﬂ?@ﬁ&iﬂph&@'aﬁﬂim@@%ﬂ& i ﬁiaﬁﬁehlta tREraptiGHafl dedtNEEm&Unt oflah one
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retinopat hy of "prem
mel anoma, Kap®eipaund of forrrwbar%@maarma@uwwaca&ptabbrselagrthydrmerﬁg{eot;ancr eat i c,

prostate, colon an("l‘h@?}\/&ﬁ!ir{@éoq’elﬁt@@ﬁ%rmetl%q of treating diseases FelEbh&Iy aéc%%égw@&??f“”ds

of the present invention ma used as contraceptives In
Patients that 3ggpoepesigip é&’taé'@awm'q'i‘ PRErsed ABITIRENde ssbmaRyNalen effectie amaunt

phar maceut i caldfy c&ﬁﬁ&lﬁ& éhbrﬁau&aﬂ bba amniaé@trcaﬂyea%c@iab@adam oﬁwamwm&sef aeemr di ng
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cancer or cancer o
refinopathy of prematurity, macular degeneration, hemangioma, glioma, meianoma, Kaposi's

sarcoma and ovarian, breast, lung, pancreatic, prostate, colon and epidermoid cancer.
30 Further the compounds of the present invention may be used as contraceptives in
mammals.

Patients that can be treated with the compounds of formulas 1, and the
pharmaceutically acceptable salts and hydrates of said compounds, according to the methods of
this invention include, for example, patients that have been diagnosed as having psoriasis, BPH,

35 lung cancer, bone cancer, pancreatic cancer, skin cancer, cancer of the head and neck,

cutaneous or intraocular melanoma, uterine cancer, ovarian cancer, rectal cancer or ¢ancer of



t he anal region, stomach cancer, colon cancer, breast cancer, gynecol ogic

tunors (e.g. wodorkgdse sarcomas, carcinoma of the fall opi g&%%ﬁg‘m
carci noma of the endometrium carcinoma of the cervix, i
the vagina or carcinona of the vulva), Hodgkin's disease, cancer of the )
esophagus, cancer of the small intestine, cancer of the endocrine system
(e.g., cancer of the 5 thyroid, parathyroid or adrenal gl ands), sarconas
of soft tissues, cancer of the urethra, cancer the penis, prostate

cancer, chroniige ghal Agidh, "stdn%'d!'f%ﬂcé’ coridlchkel, ?F&ﬁ%ax%f yghéc%&ur im sy@,gotéxt 'c

Iynphonas cancer of the bl ad cancer
renal cell car®BAR, carcinoma ofihe faierien tubest precinamiRadf ﬂmeemOm)esnumr candwplazs the  of

t he central nafeW%arSH&ﬁ@Bﬂ thé vébina P 'chridRénfa 6NRe vulva), I’ié(cfmﬂg%eas%plﬁ!@ér S

tunors, brain st | i omas or pituitary adenonas). ! eSent
i nvention al s&™ Se&ance’ ¢f Hhetmal ditestinss canceeeftteaiendoginetyatemriagp C@lﬁﬁsqfé‘lel ng

of (2,%- dh)ffbldl%ﬁﬂ&rom&fr Bdfbnapgﬂ £rdY), Sar¢tRiab 3Nk -:tssues cancer of the urethra, cancer of

2,3, 6- f| 4- ha
2o uor oo SRERET Hlodble Bcehrcatonlt e oS lebieria, mPI 1GaiS A GHiFhS b TRERsF

(4 chl or o- 2, 6-igfhdhlonasy cancer of thepliadiigt, karet dfarekidney or ureter (e.g., renal cell carcinoma,

(3-chl oro-2, 6%}[% HJ t hang ﬁ

(4-chloro-2, 3,81 g |°ﬁt8gge?‘g )°r ""’°"'Ia*'Pr$e$r.’7f N gntral pgrvous system (e-g, primans CNS

i nvention al sdymripae, ésmal@mawrnom weinsdinglienset puttayadenonms)he gr oup

consi stingo  Of ‘The present nGdrkidn aidoGiifitbs to int s

pr esent |nvent|on al sg r% at es' n% an %snoénerm 'at sselec}egértoré\dhergr%ur%c.ioﬂ%smégro(gup

consi sting (2,gdifluoro-4-methyl-phenyl)-methanol, (236—tr|ﬂuoro-4-methyl-phenyl)-methanol, (4-bromo-
?,B-diﬂuoro-phenyl)‘methanol, (4-bromo-2,3,6-trifluoro-phenyl)-methanol, (4-chloro-2,6-difiluoro-

phenyl)-methanol, (3-chloro-2,6-difluoro-phenyl)}-methanol, and (4-chloro-2,3,6-trifluoro-phenyl)-

methanol.
15 The present invention also relates to an intermediate selected from the group consisting
of:
NH SH 0
A /U\
H
CN
co 15
—3
H
N
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N/ \ N/ \
Ng NH 17 g NH 18

OPh

The present invention also relates to an intermediate selected from the group consisting
of:



-1 1- . [err] wherein R3 is as

defi ned abowe.99/62890 The present invention also rel ates p@r/ipodpsrgpd of
preparing a conpound of fornula 1 whi ch conprises either 5 (a)
treating a conmpound of fornmula 18 [err] -11- wi th a conpound

of the fornmula R3-X wherein X is a halo group and R[err] I's as defined
above, and treating the resulting conpound with a conpound of the formul a

Rlerr] Rl err] NH wherein R and Rl err] are as defined above; or,
BnO CN
: N/ \
)k . ;c =
22 HS OPh » 0 OPh -
o OPh OPh

wherein R* is as defined above.
The present invention also retates to a method of preparing a compound of formula 1
which comprises either

5 (a) treating a compound of formula 18

o OPh

with a compound of the formula R®-X wherein X is a halo group and R® is as defined
above, and treating the resulting compound with a-compound of the formula R'R*NH wherein
R! and R? are as defined above; or,
10 (b) treating a compound of the formula 25

OPh

wherein R? is as defined above, with a compound of the formula R*'R®*NH wherein R’ and R?
are as defined above.
The term "halo”, as used herein, unless otherwise indicated, includes fluoro, chloro,
15  bromo oriodo. Preferred halo groups are fluoro, chloro and bromo.



10 (b) treating a conpound of the fornula 25 [err]

wherei n R3 me s6280f | ned above, with a conmpound of the fornubéT)fﬁﬁyob-}ﬁZNH
wherein R err] and R err] are as defined above. The term |
"hal 0", as used herein, unless otherw se-izndi cated, includes fluoro,
chloro, 15 bronmo or iodo. Preferred halo groups are fluoro, chloro and

br ono. -12-
The term "al kyl", as used herein, unless otherw se indicated, includes
sat ur at ed noTheV ehre rtalkyty cis osad hersin; amliewlos\em:ei mgncaéd alh@tlfﬁes .sawedtddc  or
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t hree carbon ato term
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her ei n, unl esgeRbP&ENNEEMbiBEHs @8bBHded BEIUTIHS SRR, &"'ﬁl&}ﬁ hydrocar bon
radi cal s havi ng at_| east one carbon-carbon triple bond and al so having

strai ght, cy Ui temoralkgiyh nBhetgd fstelt P@%ssﬁheﬁ‘?"ﬁﬁl indisetedHjeRisles mopgyalent

defini tion ofhydtdiddn radiddls havmg at least oFBQaﬂbSrﬁ-éHrSoﬂ'thﬂé(}é nd & M&ﬁﬁhvh@@@én?’h
unl ess ot herW| se ind inclu wherein ky

i ca s O al k
is as defi nea‘""éﬂ?cﬁ’(/'éfa”Ch‘a‘5 moleties 25 p"°"'g°ﬂ?8°"teéf?%‘?d%PWrP°f ayused herein, unless
ot her wi setd ndi cat ethe termchlud@s aanseamgerm onlésadihedise md:catedphadsld:deed)-:illryogrbm

aromati c hydr r bon L of one hydrogen, such as phenyl or
napht hyl . wheidin ngyl Xasr?ef i arbcm':'"4 1 0 nmenbered heterocyclic", as used

her ei n, unl ess ot hidewrsdarnyiidis csddddrein] Bnless mihennikesndicatedpincledea iad orgamic edisant | C
het er ocycl i c dﬂf\l&é‘d%m%ﬂ Al 09£}§on £Ff?<§v§| P& 58%gé:m$uch as Hhefglao? tk Aflect ed

fromQ S a wherein eac eero grou ns 1nits
ring syst emThNdﬁﬂhﬁdﬁHWf@,befﬁét"@mwt"l és wged ljseein. wolesaiethepwise finsicatadi ng

only 4 atgs nﬂxdbdwﬁﬂoﬁnafd SHd non-aromaayﬁét@re&yeﬁwro@s Qﬂi%uhuﬁg Rt er %Aéq{ewoawneu ps
must have at | east atons in eir a4

npl e
Tenber o0 hot SPULSRACIEE FOTGUS T NaPBars s PolaBIEIo S PR ACK) PR 1 168
exanmpl e 20 s@iterﬁ NoRRFIARIE HetBRERIOEPEs! ifch@ie Qrdupé Hatidy ol ydonddl il riganpl e

of a 10 membey setem but aromatic heterocyclic groups must have at least 5 atoms in their ring system. An
example of a 4 membered heterocyclic group is azetidinyl (derived from azetidine). An example

20 of a5 membered heterocyclic group is thiazolyl and an example of a 10 membered
heterocyclic group is quinolinyl. Examples of non-aromatic heterocyclic groups are
pyrrolidinyl, tetrahydrofuranyl, tetrahydrothienyl, tetrahydropyranyl, tetrahydrothiopyranyl,
piperidino, morpholino, thiomorpholino, thioxanyl, piperazinyl, azetidinyl, oxetanyl, thietanyl,
homopiperidinyl, oxepanyl, thiepanyl, oxazepinyl, diazepinyl, thiazepinyl, 1,2,3,6-

25 tetrahydropyridinyl, 2-pyrrolinyl, 3-pyrrolinyl, indolinyl, 2H-pyranyl, 4H-pyrany!, dioxanyl, 1,3-
dioxolanyl, pyrazolinyl, dithianyl, dithiolanyl, dihydropyranyl, dihydrothienyt, dihydrofuranyi,
pyrazolidinyl, imidazolinyl, imidazolidinyl, 3-azabicyclof3.1.0]hexanyl, 3-
azabicyclof4.1.0}heptanyl, 3H-indolyl and quinolizinyl. Examples of aromatic heterocyclic
groups are pyridinyl, imidazolyl, pyrimidinyl, pyrazolyl, triazolyl, pyrazinyl, tetrazolyl, furyl,

30 thienyl, isoxazoly!, thiazolyl, oxazolyl, isothiazolyl, pyrrolyl, quinclinyl, isoquinolinyl, indolyl,
benzimidazolyl, benzofuranyl, cinnolinyl, indazolyl, indolizinyl, phthalazinyl, pyridazinyl,
triazinyl, isoindoly!, pteridinyl, purinyl, oxadiazolyl, thiadiazolyl, furazanyl, benzofurazanyt,
benzothiophenyl, benzothiazolyl, benzoxazolyl, quinazolinyl, quinoxalinyl, naphthyridinyl, and
furopyridinyl. The foregoing groups, as derived from the compounds listed above, may be C-

35  attached or N-attached where such is possible. For instance, a group derived from pyrrole may
be pyrrol-1-yl (N-attached) or pyrrol-3-yl (C-attached).



het erocycl.i g, is quinolinyl. Exanples of non-aromatic heterocyclic
groups are (ﬂkﬂag?rrolldlnyl t et rahydr of uranyl, tetrahydr oPRTERHN00797

t et rahydr opyranyl , tetrahydrothlopyranyl A3 plperldlno nmor phol i no,

t hi onmor phol i no, thloxanyl pi perazinyl, azetldlnyl oxetanyl, thietanyl,
honmopi peri di nyl, oxepanyl, thiepanyl, oxazeplnyl dlazepinyl, t hi azepi nyl ,
1,2,3,6- 25 tetrahydropyridinyl 2-pyrrolinyl, 3- pyrrolinyl indoIinyI

21V BYCany i Py A e B et SUEOLE M oS B e
pyrazol i di nyl indicateg, mc@&g@gqltgyf acidic o lmsng ggqyps whtcfymay be present in the compounds of
3-azabi cycl of MUIQB hm&%poundg “of formula 1 ﬁ%taé?b VoS 19 [n%tule Q’L@ﬂbﬂenéflform%lﬁ' sl vl

and qui nol i 2| n | es of aromatiT heterocy
pyri di nyl é’z%? f 9?"5 Wilty variRusinerganic a5¢ pegatie 9¢'ds ﬂ?hp a@@ﬁ that may;pea@emq prepare

tetrazol yI 5 f bhatinaceﬁﬁbally écbé&mel acudlaaﬂlffo%zs@its\’éf suchibagig @&rﬁ(doun%?d?rlnmk 1 are those
I sot hi azol yl I ndol

[ 10 | soqui nol i nyl
benzi mi dazol yfrPWBré'H}%‘f@?c}rWIadd@qnﬁﬁ%ﬁ %"s ?%@QE’@W?’"‘EFWI'%%?W“@ anions,
pht hal azi nyl , symprss treziytrgthloride, hydrotirérhiag, Ih?dtbsodtdies fitrBtd Odulfate, biEuRALé, Phbsphate, acid

i nyl, di , |, I b |,
pur - XS AR DAL SO, ol A5 cnBETES WRE I conrenm
napht hyri di nybitartegtel ascorbatef un@prptel dnalgete, Jdndsifiate, e fpoiaree, gplocpate, agucdmnate.ed
fromthe qgnp%ﬁia?atla' Sti5ithaRPOV Gen bRY bglugma?’eS n%&h%@%t]@j\ag eﬁ%e%ﬁlﬁ:ﬂge

where such |s possi bl e. For i nstancé, deriv

be pyrrol - 9?"Z€W%lf°ﬂ%¥€nh@d9m%?5h\59ﬂ‘aﬁ%IanQ 9¢m((a@- dte.ad Hem)athylene-bls-(Z-hydfoxy-3-

- 13- _ naphthoate)] saltdne phrase phar maceut ically acceptable salt(s)", as

used herein, unlese ot herw cated, includes salts of aci di ¢ or
basi ¢ groups whi ch ‘?P&?%Ep%?dés?éﬂ‘? f‘%"ﬁ“'?ﬂ\@a&?fﬁﬁﬁ‘ﬂlﬁﬂé‘a'ﬁfe are capablerof fqsming base The

conmpounds of  $atts with aariout Iphdrmatatoglasiyi aaceplthbmaéauére a&@mﬁl@@@bb&hw‘aaé Pckibid) Ghe @

bl ds 1 hat® mgaitele §lpnie enbinbid SRLand Bame ok 80 Sty BESt aiBL 5 4
addition salts of Sertdn Mmpmdswﬁfwnuhm nedy Have asyimenelricaneatetshaygiaherefore exist hat
form non-t oxi &ﬁé@ﬂt%n@ﬂﬂh@mﬁf&nﬁ@l tTﬁls vefiton 3R eIs %%‘%Pé‘Lfe'hB% Elg 8?t|calhlsomera and

phar macol ogi cal | y accept abl e ani

hydr obr oni de, stﬁryaﬁ%ne@wfd@ COH‘P?lfﬂ&% ef forgwlefizand, mtﬁwgwrpra@fe The negpwaﬂeof forould

phosphate, | SPMaUsonBlsCas REBMBSE, ThisARJeRficR reRRb it& Healse of Gl 'sidH ButoRfelstand

citrate, g rtra gfq#othenate bitartrate, ascorbate, succinate,
mal eat e, nt T ﬁﬁt umar at e, gluconate, glucaronate, 10 sacchar at e,

f or mat e, benzoat e sulgéaﬂtmemhm alsonRic8ere KotdpRBHtISbelled edohpbersds| f snaatr,

benzenesul f on uene n
1, 1' - met hyl ene- a acel(tngl){ aace&?gle 3° {s'efhereoél "&'é‘% @3’5‘8% ]to E\g‘fe tecited in formuia 1, but
Those conpounﬁsfhgffaot thet dr‘@rormioee dorhdare replazed by dn etomrhaviay an atomic masagahdss of

f b
Lormng, ase number afidbithobfuh ik b PR TBEEL LG5 ko REGARE A Bl drons:
netal sal #% aiRRioResr PelceAnabe yncorppmatedoidiousamasUndsoefathei inventien insiude isotopes of

Certain conponyactgedfcafoah, Mitogen: oRfén ktﬂa\ﬁﬂah@ﬁ:\ﬁmw eCan@ @RS sadiad igrgfas e
exist in d;sffgéeﬁé gRapLi OMeLiC forms. This invention relatés to the
opt? onBr and Cl, g¢

use of all s%an SBeRUES o EMPOoYIdst ¢ dhe. BrRSSTIntLenen,

formula 1 ancbrndmgsu theseot, rmaemfarme?t‘b@cslmmmdn Gfaltd OF %Hihacompoundsloﬁ%i’ s@igso
exi st as taut | ent.ian a ch . tautoners
and 20 ni xt ur es m copfaﬂ\{he aforementnone& 1sotopes and/gr &Rer lsoftopes of nger atoms are

30  within the scope of this invention. Certain isotopically-labelled compounds of the present

invention, for example those into which radioactive isotopes such as *H and “C are
incorporated, are useful in drug and/or substrate tissue distribution assays. Tritiated, i.e., *H,
and carbon-14, i.e., C, isctopes are particularly preferred for their ease of preparation and
detectability. Further, substitution with heavier isotopes such as deuterium, i.e., 2H, can afford
35 certain therapeutic advantages resulting from greater metabolic stability, for example

increased in vivo half-life or reduced dosage requirements and, hence, may be preferred in



The subject i nvention al so includes isotopically-I|abelled conmpounds, and

the gr tically acceptable salts thereof, which apgpéptdcal to
those recited 1n fornmula 1, but for the fact that one or nore atons
are replaced by an atom having an atom c_qyass or nass nunber
different fromthe atom c mass or nmass nunber usually found in nature.
Exanpl es of 25 i sotopes that can be incorporated into conpounds of the

i nvention include isotopes of hydr ogen, carbon, nitrogen, oxygen,
phosphor ous, %Jn’réofl?cﬂrﬁ' t?&@sCm&Jﬂnﬁﬁy 1264464 ca® o%hﬁs Bﬁi‘bfﬁlﬂhﬁ 1[ & thisGnvention and
[err]C, 15N, [err O [err]S [err] Fp , reslpeC| ely.
Conpounds of RrAdugs taey e?ftcan 9orgrally Jig prepared byﬁ?@ﬂ?&f@j’é tr{et’%? es gisglosed’in the

phar maceut i cagdnemas El%rfl\'b{hﬁ E&%ﬁl@s £d F&éﬂdﬁ’anﬁwdﬁ sﬁﬁstnmfmgséiréidlly available
prodrugs which contain the aforenentjo i sot o nd/ or ot her isotopes of

ot her atons aFelorely 'a\?ﬁ"ﬂ’\feﬁgfrﬁg" §8%@°‘8ﬁ‘caﬂ'¥ﬁa§e”f"&%%‘ﬂt Certain
i sotopi cal y-1 abel Trﬁﬂin\ﬁéﬁm@l&(ﬁﬁcdﬂﬁpaid%prwfmmcal composutmma/@ntainmlg and methedsanpl e

those into which ra e.i sqQt opes ,suc r

i ncor por at ed, © ;{3@““@3’8%&’@ (nFpCtAng r%"ﬁglag"r'"mggﬁ ‘ﬁéq% ?’ ?géﬁge "'h tﬁ%fofmma 1.
assays. Triti @érepbunds. a. formjulr 1 |hielying free ammq.darwm wedrody or par@oxyhclgrgxps. et kfpes
are particul agl o] t

G oo 1 e o e 180 O s e o

deut eri um i . palypeptige chai ot;mq cqafriase (. BSwo, thiep P& foHr) EENCaFFdItePiduetdd sh\talfa@s
resul ting 1Pr Oﬂne@fh% % 4n gﬂf@le’s@r §rahb lal e anfirfd! h S‘Wr%arboxyhc a¢|dlgrroep?15ﬁd in

vivo half-Tife or uce osage requirenments an he ez- %ref?rred
in compounds of formula 1. The amino acid residues include but are not hmlted t{g}e 0 natural

SOMe Ci r cumst gRGRRg aﬂnﬁnetaelab Q:@Jn}rﬁénl{' Apsdrard tgqme@ udids sphbdisoBimel bido Inciffed B s
i nvention and prodr u

er eof can genera epa rrying
out the pr oce@(ﬁ’l‘%‘%"@‘f‘%@l”q{g’@&s'f‘ﬁ demgsine. iSod? Mg?égsxlgt}sgcﬁner ﬂmfaﬂ Q]éf'a?a és and
Preparati ons bﬁﬁrﬁa%mlbébuﬁftl&)%‘cidt itrig: aommsienhq fwwmsdriak| ernithine mgon@pprqml |y
| abel | ed rgage for a non-isotopically |abelled reagent. 5 Thi s
i nvention '3l s ?1ecorrpasses phar maceuti cal conpositions containing and
met hods of tr additiona typesef@rddaigs nefaisa encomeassed. diag iInstanes fiessgasiaxyl groups
prodrugs of C%Igé)u&hq\?agg d éshagnnée%rﬁlélki\ e%ters The affERAY @Qﬁr Hﬁleﬁéérrm’}l iRcofpoli®y/ i NY

OXy

free am no, or carb groups can erted into
prodrugs. Pr odﬂom@sndudmc nm@oaqumn amiap emamx%\a%fuaeioaa'ws.meé’vdfaw a

pol ypeptide cg l%h;fak Ry ﬂev&rn\%'ﬁze'mfsﬁg Qﬁu& mcleWB buttrﬂf Iﬁﬁ!te@ Eo ﬁ@hﬁu}:cuﬁemzsn phadphate
resi dues i s cova ent d't er bo E t.o,_ a~free

J ol ne rou
ami no, hy@Poxgsters. éﬁ}eé'bﬁ'ﬁ%"%ce@fﬁsd age OQE‘BSPBP’Y'°Xymeth¥'8’F¥ﬁ%’H }5 g PEsdi e 2 The
anm no aci d resie@HeR.iBAE, BIE SHWarpAdvantel Dkugruaumy Ravieins €1596) NS t105. aCbryamate

occurring am no aci commo desi gnat three | | so
i ncl udes 4- p’°dmﬁil‘§?’}5‘35%raﬂ? F%@° g‘r?ﬁ‘%ra& f%)g%{'ﬁjgd aagrr?ocgpbr?géte H@gﬁféggaté
3-met hyl hi st i détars, ofnaydmaxyl groupset cDeivatization, of hydroxy agroepsa a$ n(@mxy)me@wyla@n‘a

trull h
e D M SR 0 VA by
car boxyl Wous@ws including hutyt reited Jeaether camingsand el iccidfngipnalities coravherpriae
am de and est %éll gRLEE 'aﬁ%mﬁ%clh @% é%cl{e?énﬁed above, dFeQiiddentditidadslidNBrobrubs 6tais

limted to et am ne and car l1c acid functlonall%lles Free hydroxy
groups nay be bige preasaribesdn B&: ﬁ@b"@fﬁba‘ﬁb 4 Medichal Crpiiy (1996 ¥ Mt ed to

hem succi nat es, phosphate 20 esters, dinethylam noacetates, and
phosphor yt oxymet hyl oxycar bonyl s, as outI ined in D



Fl eisher, R Bong, B.H Stewart, Advanced Drug Delivery Reviews (1996) 19,
115. Car ban¥Pa8%628%0 prodrugs of hydroxy and ami no groups aPETABIMN0797

i ncl uded, as are carbonate prodrugs and sulfate esters of hydroxy
groups. Derivatization of hydroxy group$%as (acyl oxy)nethyl and

(acyl oxy)ethyl ethers wherein the acyl group nmay be an al kyl ester,
optionally substituted with 25 groups including but not limted to ether,

am ne and carboxylic acid functionalities, or where the acyl group is
an amino acid ester as descr i bRetaied Bescriptionof fednyeptiononpassed. Prodr ugs of
this type ar@n@@ﬁ@g blagél fokruidt Bnd fReP bRpRateBticay accepthble Ry é‘ddrb%lvates

Chem str 1996)
Det ai | edy D(es é‘ﬂﬁyﬁﬁpﬁﬁafs? as[ fracriprd Beigy- dypless otherwise "‘él?ﬁﬁﬁ%%d% 29t R A'g aFd‘PffﬁﬁF a 1

and their phabwomceutically acceptable salts and sol vates may be prepared
as dESCFIQFd bel ow. Unl ess ot herw se |§91cated R, R and Rerr] are as
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- 20- Schenme 5 Conti nued [err]

-21- W0 99/62890 The conpounds of the present inventi onpﬁf}ﬁ;ggﬁ@,g;l y
prepared by follow ng the procedures outlined in the schenes
illustrated above and typical synthetic pgﬁcedures famliar to those
skilled in the art. Schene 1 illustrates the condensation of malononitrile
with an i socyanate, oxidation with sulfur, alkylation with an R err]
cont ai ni ng conpound, and hydration of 5 the nitrile to provide the final
conpound. In step 1 of Schene 1, the conp f formula 4 may be
prepared by treating the conpound of for and the conpound of fornula
2 (Rerr] " and R2 are not H but otherwi se are as defined above) with a
suitably strong base, such as an at koxi de base, prgﬁprably sodi um
ethoxide, in a protic solvent, such as an al cohol, prefefjably

et hanol, at a tenperature ranging from-20[err o[ C.cpreferably

O[err]C to 25[err]C, oveWQa\pePNod—eLaio ac?u?\ t05§4 urs. In step 2
prared14 y treating

of Scheme 1, the conpound of Forrmuld 5 may b
t he compound of forrmula 4 with sul fur (abhegt gqui val®ent to excess) in a
pol ar sol vent, such as an al coholid sol vent, preferably nethanol, at
a tenperature ranging from 25[err]C tg780[err] C, preferably about
65[err]C, for a period of about 12 to 48 uRs, preferably about 24

hours. In step 3 of Schene 1, the conpound of forrmula 6 may be prepared by
treating the 15 conpound of fornula 5 w tNH ansR[ erQ] - cont ai ni ng

el ectrophile, such as a halide, preferably
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chl oride, brom de or iodide of such conpound, in a polar solvent,

preferabl y wetssskgsdr of ur an (THF) or N, N-di et hyl f or manPGEIKIBI0F)97
using about 1 to 5 equivalent, preferably a bit over 1 equi val ent , -
and a base, such as a tertiary am ne base18preferably

di i sopropyl et hyl am ne, for a period of about 12 to 48 hours,

preferably about 24 hours, at a tenperature ranging fromOC 20 to
80[err]C, preferably about 25[err]C 1In step 4 of Schene 1, the conmpound of
formula 1 (wherein X[err] is S) nfgheme dprepared by treating the
conpound of fornmula 6 under strongly acidic conditions, such as
concentrated sulfuric acid, for a period of about 1 to 12 hours, preferably
about 1.5 hours, at a tenperature ranging from 25[err] o 100[err]C,
preferably about 25[err]C, or under basic conditijgns, such as with
aqueous sodi um hydroxi de (10%, fomuy/ﬁércnd rangiggo from6 to 24 hours
at a tenperature ranging from25[err]Cato 120[err]C, Qref@?ably about

100[err] C. Scheme 2 illuStrates another—#ethod of preparing
t he conpounds of forrmula 1 whereiin Xerr] is S. |n step 1 of Schene
2, the conpound of formula 7 nmay be prgpared by pndensation of the

conpound of fornmula 3 with an al koxycarlbonyl i sothiocypnate, such as

et hoxy carbonyl isothiocyanate, in theYresence of a strong base, such as
an al koxi de base, 30 preferably sodi#n1ethoxide, in~a pol ar solvent, such
as an al coholic solvent, preferably N et hanol, fojf a period ranging
from1l2 to 24 hours at a tenperaturefranging fromabgyt Olerr]Cto
30[err]C. In step 2 of Scheme 2,g4 &tihd of pROrmu ﬁC% may be prepared
by oxidative cyclization of thgtconpound of fopgoula 7 by treating the
compound of fornmula 7 with about 1 — equi val ent ©f sulfur in an

al coholic solvent, such as nethanol, at at erature ranging from 35
about 50[err]C to 80[err]C, preferably about] 65[err]C, for a period ranging

from24 to 48 hours. In step 3 of Sch¥me 2, the conpound of fornula 9
may be prepared by treating the conpound of
-22- formula 8 wwth an R3-contai ning electrophile, such as a

hal i de, preferably the chloride, brom
in a polar solvent, such as THF, at a tgnper
25[err]Cto 40[err]C for a period %) n
Schene 2, the conpound of fornula 10fimay fbe ﬁgepared by hydrol ysing

t he conpound of fornula 9 with a suitably A5 rong acid, such as
concentrated sulfuric acid, at a tenper8fureNangiORffrom80[err]Cto
120[err]C for a period of about 6 to 18 hours. In step 5 of Schene 2,
the conmpound of fornmula 11 (wherein Ph is phenyl) may be prepared by
treating the conpound of fornula 10 with anjaryl or al kyl

chl orof ormate, such as phenyl chlorofornate}j4and a suitably strong base,
such as pyridine, in a polar aprotic polvent, preferably THF or

CH2Cl 2, at a tenperature ranging from 10 2p[err]C to 40[err]C for a period
ranging from 12 to 24 hours. In step 6 of §§Fene 2, the conpound of
formula 1 (wherein Xerr] is S) may be pre ed by treating the conpound of
formula 11 with an excess (about 1.1 to 6 equivalents) of a primary
or secondary am ne of the fornula R Rerr]NHin a polar aprotic

sol vent, such as THF or a THF/ DMF mi xture, at a tenperature rangi ng
from23[err]Cto 60[err]C for a period ranging from®6 to 24 hours. 15
Scheme 3 illustrates a nethod of preparing the conpounds of forrmula 1
wherein X err] is

or iodide of such compound,

ghfre rangi ng from
2 to 24 hours. In step 4 of



O. The starting conpound of formula 4 may be prepared as described above
wth ref er ewody/e2g90 O Schene 1. In step 1 of Schene 3, a 59%9%073; t he

salt of formula 4 in an inert sol vent cont ai ni ng water or,

preferably, in water alone, is treated with an oxidi zing reagent,
preferably di hydrogen peroxide. The m xture is held at a tenperature
and tinme sufficient to effect 20 di ssolution and cyclization, preferably
at reflux for about 15 minutes, and then cooled to provi de the
conpound of forrmula 12. In step 2 of § hﬁw mﬂﬁJE% conpound of formula 12
IS added to an acid sol ution, prégézggiy—eﬁﬁcentrated sul furic acid,
foll owed by water sufficient to ef feet hydration, preferably about 10

t a tenperature ranging from - -20[err]C
ient tenperature, for a period to effect
jight . The m xt is thepytreated with
provi‘de the corrpotﬁ{g') of fornmula 13. In
Jen

equi valents, and is stirred
and 100[err]C, preferably a
hydration, preferabl 5 o0
wat er or, preferably, 1
step 3 of Schene 3, the
preferably potassiumt

ound of formula 13 is t ed with a base,

oxide, in ap inert s preferably DW, at
fr -7§4Lerri(}5to 100?'gr\r§

a tenperature rangn™ . PNeff erggbl y anbi ent
tenperature. To this mxture is] added an R err] cont &i ni ng

el ectrophile, such as an'R[qégchggkaining al kyl hal i de %$$onate,
preferably an iodide 30 or Yrom of such conpound. TR ni eis
stirred until the reaction is conplete as judged by TLC analysis to
provi de the conpound of flofmula 1 (wherein Xerr] is O.

Scheme 4 illustrates anot|her nethod of preparing the conpounds of forrmula 1
wherein Xerr] is S In ep 1 of Schene 4, the procedure follows the

synt hetic procedure outlined in M Yokoyama and K. Sato, Synthesis,

813 (1988). Following this, tjhe conpound of 35 fornmula 8is treated with
an al kyl thiol, such as 4-nmet\oxy benzyl nercaptqg3 and a uitﬁbly
strong base, such as gl um h 'pe, in a polar 2as an
al cohol /water m xture,
-23- preferably /I: 1\\et hanol /water, at a te
-10C to 30C, preferably ®Wbout
6 hours, preferably about “3"ho
14. In step 2 of Schene 4, the npound of formula 15 (Ph i hen%%) may be
prepared by treating the conpg ofppf ormula 14 with an apkoxyrﬂﬁ onyl

i sot hi ocyanate, such 5 as phenoxy carbonyl i sothiocyanate, in an aprotic
sol vent, such as ethyl acetate, at about O[err]C for about 12 to 36
hours. In step 3 of Schene 4, the conpound of fornmula 16 nmay be

prepared by treating the conmpound of fornula 15 with an oxi di zi ng agent,
such as brom ne or i odine, preferably iodine, and a mld base, such
as pyridine, in a polar solvent, such as acetonitrile, for about 1
hour at about O[err]C. In step 4 of Schene 4, the conmpound of fornula 10

17 may be prepared by deprotection of the 4-nmethoxy benzyl group by
treating the conpound of formula 16 with nercuric acetate, about 1
equi valent, in the presence of an acid, preferably trifluoroacetic
acid (TFA), with an excess of anisole, preferably 10 equivalents, at a
tenperature ranging fromO[err]C to anbi ent tenperature for a period
ranging from 10 to 24 hours. In step 5 of Schene 4, the conpound of
formula 18 may be prepared by hydration of 15 the conpound of formula 17
with a suitably strong acid, such as concentrated sulfuric acid, at
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N Ngi ng from2 to
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a tenperature ranging from15[err]C to 80[err]C, preferably anbient

t enper at ur eYOP¥F2830 per i od ranging from 12 to 24 hour s pCEnpdsozdrl y 18
hours. In step 6 of Schene 4, the conpound of formula 1 nay be
prepared by treating the conpound of foreutla 18 with .an R3-containing

el ectrophile, such as a halide, preferably the chloride, brom de or iodide
of such conpound, 20 and a suitably strong base, such as diisopropyl
ethyl amne, in a polar solvent, preferably DMF, at a tenperature
rangi ng from OC t She50prapaupds, o tref present ynveBloararé Gpadiip ipreparedr byo bllovimgitheg f r om
12 to 24 hou 1N l; or
secondary a nrér%ced 146 olifivedlid ﬁQQ?Or mJﬁH&?%[ g%??%ﬁ%@%tsgﬂh%%rbcgd@& 19t
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Schene 5 |Ilustrates anot her net hod preparing a conpound of fornula 1
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in a suitabl ¥NeRlesEchs? FealEohois éql\eqnbmferéwhmethaa%datawpw@w rangigg framl e
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of the conpound of fornula in a suitable inert solvent, preferably
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Scherme 5, the conpound or mul nupin a suit I nert
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stirred ethanol, for a period ranging from 12 to 24 hours at a temperature ranging from about 0°C to

30°C. In step 2 of Scheme 2, the compound of formula 8 may be prepared by oxidative
cyclization of the compound of formuta 7 by treating the compound of formula 7 with about 1
equivalent of sulfur in an alcoholic solvent, such as methanol, at a temperature ranging from
35 about 50°C to 80°C, preferably about 65°C, for a period ranging from 24 to 48 hours. in step
3 of Scheme 2, the compound of formula 9 may be prepared by treating the compound of



at a tenperature sufficient to effect reaction, preferably at O[err]C for
about 1 houwofsdlsksoped by anot her hour at anbi ent terrpei;@f,ﬁ;?,o ];pe

m xture is then allowed to stand at a tenperature sufficien ‘t)7
increase solidification, preferably at 5[grr]C, for a sufficient period,
preferably over ni ght. The conpound of formula 23 is then isolat ed. In
step 5 of Schene 5, the hydration 20 and deprotection of the conpound of
formula 23 is effected by treatment with an acid, preferably
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30 or bromide of such compound. The mixture is stirred until the reaction is complete as judged

by TLC analysis to provide the compound of formula 1 (wherein X' is O).

Scheme 4 illustrates another method of preparing the compounds of formula 1
wherein X' is S. In step 1 of Scheme 4, the procedure follows the synthetic procedure
outlined in M. Yokoyama and K. Sato, Synthesis, 813 (1988). Following this, the compound of

35 formula 3 is treated with an alky! thiol, such as 4-methoxy benzyl mercaptan, and a suitably

strong base, such as sodium hydroxide, in a polar solvent, such as an alcohol/water mixture,



of this |nvent|on are readily prepared by treating the base conpound with a
subst ant i al V9962890 equi val ent anount of the chosen mi neral PET/BS®@MITC acid
i n an aqueous solvent nediumor in a 20 sui t abl e organi c solvent, such as

met’hanol or ethanol. Upon careful evaporatdon of the solvent, t he
desired solid salt is readily obtained. The desired acid salt can al so be
precipitated froma solution of the free base in an organic sol vent
by adding to the solution an appropriate mneral or organi ¢ aci d.
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under an inert atmosphere, overnight to powder the salt. This mixture is then treated with an
aryl chioroformate of the formula 19 (Ph is phenyl) and the resulting mixture is stirred at a
30 temperature ranging from -40°C to ambient temperature, preferably about 5°C, for a period
sufficient to effect reaction, preferably about 8 hours. The solid byproduct is filtered off and
the product is kept cool, preferably not above ambient temperature. The product is
redissolved in a suitable inert solvent, preferably ether, and additional insoluble byproduct is
removed. After concentration, the product is again redissolved in a suitable inert solvent,
35 preferably hexane, and additional insoluble byproducts removed. The compound of formula
20 is then isolated. In step 2 of Scheme 5, an acidic solution, preferably ethereal HCI, is
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test compound.
is combined with a trivalent phosphine, preferably triphenyl phosphine, and an R® containing

30 alcohol, and is treated with an azodicarboxylate derivative, preferably diisopropyl
azodicarboxylate, and stirring is continued for a period of at least 1 minute. The compound of
formula 25 is then isolated. In step 7 of Scheme 5, a mixture of the compound of formula 25
in a suitable inert solvent, preferably THF, is treated with a desired amine of the formula
R'R®NH and kept at a temperature sufficient to effect reaction, typically 0°C to 100°C,
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assessi ng t umawn r@h-tonlcbaseddatSwith the acidic compounds of formulas 1. Such non-toxic base salts
30 include those derived from such pharmacologically acceptable cations as sodium, potassium,
calcium and magnesium, etc. These salts can easily be prepared by treating the corresponding
acidic compounds with an aqueous solution containing the desired pharmacologically acceptable
cations, and then evaporating the resulting solution to dryness, preferably under reduced
pressure. Alternatively, they may aiso Be prepared by mixing lower alkanolic solutions of the
35 acidic compounds and the desired alkali metal alkoxide together, and then evaporating the

resulting solution to dryness in the same manner as before. In either case, stoichiometric



Adm ni stration of the conpounds of the present invention (hereinafter the
"active woapsgnd(sr) can be effected by any net hod tha"ﬁﬁ?ﬁﬁ' 375;7
delivery of the conmpounds to the site 20 of action. These ¢a7s
include oral routes, intraduodenal routes,.parenteral injection

(including intravenous, subcutaneous, intramuscular, intravascular or

I nfusion), topical, and rectal adm nistration. The
anount of the active conpound adm nistered will be dependent on the subj ect
bei ng treated, Lt h

adni ni strati on u%ﬁ@ stsﬁYe%Q%nttsyarg &e*egglﬁghglgyegefn orgér éSS; grﬁ's:a e co%pl’e#:esg of reac 'o?-t%wever
an effective dmwwe&dsmhtheh@lremg@mdlﬁdabout 0. 001 to about 100 ny
per kg body wei ght u / ofi N
singl e or divided A%S@ngpggggfﬁ{ @mn oo éonaﬂoépd\ﬁoaﬁ%iggﬁgt}ﬁy 0%6% osus[)fI 0. 05
to about 7 g/ dagnula1butforthe @pféhaasngformyd@g@ erccagiien @loms are Tgplaeeg by Isatopssne

i nstances, glosAggof! eg&hsco%b@%ﬁ's tdAe ubWBds tdsBarth and diagRbstit NGoldfiP nRE&BbIImM ange
may be nore than ade uate while in other cases still |arger doses may 30

be” enpl oyed wiRMA W'”%E&Lﬂﬁ'% ¥y GG ASSAYSd e SRS CAPPIIGFHRNS] 'ﬂé’&sﬁaﬁﬁt'”
| arger doses &éﬁolfgbrfdslimdmg assaydl Mitledbgaphyp s&e¥E bAd lrSWﬁd bmdﬁ@eﬁd'&@r lncluded
adm ni stration thr pund may be

applied as a S&fong ?’ﬁg?dgaxi}eii; ?m@Xf th?,‘&?(’\?@”’}ﬁ’ﬁgf fafm%;]_ éreatﬁe {nY un&ﬂl' isotopes

anti-tunmour subsesinces, for exanple those selected from for exanple,
mtotic infybitors, for I V|nlast| t] for
exarrpl e ci LU pI atin Th% grvgrg Sﬁtgtttylr c?‘]f)fh% i mg%lnds l?fogp%aagﬂ mﬁ\dnmé dﬁe KIS'IQNEQE rec§ptor
anti - met abol i treay, beﬁdermahphefomﬁdgmmcenmream |, cytosine arabinoside and
hydr oxyur ea, or, EBFWTBM% coftip6urs ofttﬁbeprgée‘?\f iV dnfish BNWrisit bR WirlabE Sctivity

di sclosed in European

-20- maxphs MeasuiedisiNg 2 RoTDEENsenEZyMed an assay that measures the ability of
N-(5-N-(3, 4- dl&hﬁédﬁd@t&ﬂhxhﬁ/ knépr%mmawed {nB- e@nyédaﬁ; QWs}ralU‘B yelTyr (PCT,
met hyl ami n utamic acid; growth factor inhybitors;

cycle i nhﬁm t%Q"éam #). Mg ki%?ﬁe@@ﬁ'f‘ﬁf q‘?\ﬁ”'&?ﬂ'f%??ﬁéece?tB"r(a@iPﬁﬁf)‘F%adédrsf’Odrryc| n

and bl eonyci njis &prassaES ShGisefCaIRRsQ glutathsone s-mér%fé‘r&@qesnamaoramtem h@hgm»aes

Lg;ngf(gnglnf | ?z)%éﬂ%gés;o Eeggwss&gg@gs\'aa 85?{3} gié[:ref‘fr ed frogn tﬁgPysates o these ceIls using =

(4'- Cyano- 3- (-4itdthigreciplresyy afirity pblamisl )Te lkyighinexassay is performed in 96-well plates that
met hyl -3" - (tri I L.on o] | y be
achi eved by wa au &}% 1B With I{% Qﬁ&@%x%ﬁ {das#éggus G, eePg'g t %g chanJnﬁg%%fdgﬁ%Jrﬂ
of the indAOi Mthyé;gtfqgua (ONISO)odnditives atideddd ﬂnelﬁ’GT plates so that the final cﬁ'rhmntranon of

phar maceut | caloyfsThoiL bl3p iR LAY, AEARRaoldng f BRMIH hahS kA o 2

adm ni stration as capsul e, owder, sustal ne
formul ati ons, bs®erysq mM Hepes, pHJ L:'P’s WBM (NﬂCl %rnl\«bbﬂg@h)s éfr?\alreacmr@éwt@wd aythg

sterile sol ut iZgBionSatHIPNS | PhhalEonBéRtthtoh Q7 107 (M. (R8¢ 30 minute incaSHibA iaBlobAt | ON
as an ointment or creamor for rectal adm nistration as a sup 05|tory The

phar maceut i cal'® RIS Mth shrkipgy thp seactipnn asriagisdagd herrialessapvshed Wiy washng| e
adm ni st r s omufdr (Pss-contaim@m ﬁ@rd@@%?srheTmuaharﬁmagmmml Pmamamtateen

.
addi tion, it Mnédnaiomdﬁbsphé&fcp@dﬁhﬂMﬁiﬁer@ﬁdap@Mﬁ&E 56'abtrm§mylbsnz:dme) .
Cor ! o o B g o g FAGBARR el TSI IARRR P! |
aqueous sol ut ikimass ertmatlezanw by, theetest eaopoupd is Pplectad ag)h yeziubed:absdbmce.cme the
30  concentration of the compound that is required to inhibit the signal by 50% is reported as the
ICs, value for the test compound.
To measure the ability of the compounds to inhibit KDR tyrosine kinase activity for the
full length protein that exists in a cellular context, the porcine aortic endothelial (PAE) cells
transfected with the human KDR (Waltenberger et al., J. Biol. Chem. 269:26888, 1994) may
35 beused. Cells are plated and allowed to attach to 96-well dishes in the same media (Ham's
| F12) with 10% FBS (fetal bovine serum). The cells are then washed, re-fed with serum
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Sodium 2, 2- dl C o%cre] and (th3 cells wgﬂ"?\eg %xter‘lg \%‘yql?l)n l(.eet &%ﬁgrms%a%n@ed salt solution, and
then 2 times with ice cold trichloroacetic acid (10% v/v). The cells are lysed by the addition of
0.2 mi of 0.1 N NaOH, and the lysates transferred into scintiliation vials. The wells are then
30 washed with 0.2 ml of 0.1 N HCI, and this wash is then transferred to the vials. The extent of
3H thymidine incorporation is measured by scintiltation counting. The ability of the compounds
to inhibit incorporation by 50%, relative to control (VEGF treatment with DMSO vehicle only) is
reported as the IC,, value for the test compound.
The activity of the compounds of formuta 1, in vivo, can be determined by the amount of
35 inhibition of tumor growth by a test compound relative to a control. The tumoar growth inhibitory
effects of various compounds are measured according to the methods of Corbett T. H., et al.
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30 be employed without causing any harmful side effect, provided that such larger doses are first

divided into several small doses for administration throughout the day.

The active compound may be applied as a sole therapy or may involve one or more
other anti-tumour substances, for example those selected from, for example, mitotic inhibitors,
for example vinblastine; alkylating agents, for example cis-platin, carboplatin and

35 cyclophosphamide; anti-metabolites, for example S-fluorouracil, cytosine arabinoside and
hydroxyurea, or, for example, one of the preferred anti-metabolites disclosed in European Patent
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the actlve compound therein may be combined with various sweetening or flavoring agents,

30  coloring matters or dyes and, if deslred emuisifying agents or suspending agents, together with
diluents such as water, ethanol, propylene glycol, glycerin, or combinations thereof.

Methods of preparing various pharmaceutical compositions with a specific amount of
active compound are known, or will be apparent, to those skilled in this art. For examples, see
Remington's Pharmaceutical Sciences, Mack Publishing Company, Easter, Pa., 15th Edition

35 (1975).
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35 in vacuo yielding 2.0 g (40%) of 3-(4-cyano-3-mercapto-isothiazol-5-yl)-1,1-dimethyl-urea as a
yellow sofid: 'H NMR (400 MHz, DMSO-dg) § 2.97 (s, 6H) ppm; MS (APCI, m/z): 227 [M-HJ
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concent r at ed %)r}o& rve&')’éﬁr(?rw |d(i“)‘ﬁte%W5téFe Pﬁa&ﬁ rac‘eth\g}FeS Mifiy nrﬂ EMYIAcRRI0.

di ssolved in é’tuhybmlatmt apanialagersmereadrisd, ovanlaff fitbred apd) rcprhceetnatvd an V@do al

chr omat ogr ap hgﬁér&nﬁ['fﬂ d9/|53$ G{}a%‘)s b19-3 5'%; = \ngéﬁ?{}i @f&@-.s%f;zﬂé E%El@bﬂ@c two

conponents. pol ar terl al N-al Kyat ed
adduct (102 ngc'dem@msmuorlesseo)@d 'HIMMR[(300/HZ. ppstene9 Md-Abs3bi 330 (.
0.86 (t, %s5= €74 ;381"?5&6%253% 3 ﬁmn&@) 1§5(§42ﬂi) 3@3((!?61 4|_Fb:78 t, 3H, J3 07

(s, 6H), S.GSQ&tH (s, 1H
ppm [err] C NRRH2) ppm; MBEAPGHp/z): é‘ﬂr]) [err] 13 94 22 45, 26. 48

28.74, 29.52, 31.52, 36.11, 42.54, 166. RERRRATIONS2 (APCI, rﬂz) 329 [M
t H+. The Iess pol ar mat er Io?um%-dscyano—?ﬂxoxycar onq)da%?rgo-é%enghro ate 0. 408

Sodium metal (1.01 g, 44 mmol) was dissolved in 40 mL of ethanol at ambient

30 temperature. The resulting solution was cooled in an ice bath, and malononitrile (2.91 g, 44
mmol) was added. The ice bath was removed, and the mixture was stirred at ambient
temperiure for 30 minutes. After cooling to 0°C, ethoxycarbonylisothiocyanate (5.77 g, 44
mmol) was added, and the mixture was allowed to warm to ambient temperature overnight.

The mixture was concentrated in vacuo, and the residue solidified upon repeated dilution with

35 hexane and concentration in vacuo. The resulting yellow solids were collected and dried in

vacuo, affording 1074 g (100%) of sodium, 2,2-dicyano-1-ethoxycarbonylamino-



mmol, 48% . [err]H NMR (400 MHz, CDC13) 8 0.88 (t, J = 6.8 Hz, 3H),
1.24-1.50 (nwo8biagedl. 75- 20 1.88 (m 2H), 3,07 (s, 6H), %B,&b = 6.7
Hz, 2H), 5.42 (s, 1H), 7.25 (s, 1H appears to be superl %9(50
CDCl[err] peak), 11.6 (s, 1H ppm 13C N\ME.(101 MHz, CDCI3 ) [err] 13.94,
22.45, 25.86, 28.83, 31.60, 36.11, 68.69, 97.69, 154.15, 162.27, 166. 20,
169. 45 ppm Ms (APCl, mz): 329 [M+ H[err].

PREPARATI ON 4 25 2- Cyano-thioacetimdic acid

4- met hoxy- benzjendiSéIRE as a light yellow solrd tFFél cBntSiRd utslrﬁurhr @&u.sqrdemara&nwrneaw&??( 13

g, 0.32 nol) in 0 - wat er

5 ot ey by MR sERFeaconyo VB (BB MHe) M) Aeh 3 6l S F D 36 3z de 024
rr})l) tAftterdsmom e, .f=er1&zhmg§dqam®€tsmqmﬂrﬁtorr)ﬁ 1}&@ f“'mﬂg*‘:ﬁﬂ{%@pg m.
of saturate e I of water an Il tered.
The solids mréH%szggﬁagwﬁpWewsqé#j' §%>:%7L@"§?lrt rated was diluted with
an equal vél une of hexane Sadigmf4-dyess-8ethoxyoarbayhiminodsbiiiadolecsthiolate  wer e

dried in vacuo,  af A %o bolnl 9988l ZobURRn AR RS el 1

4- met hoxy- benzyl as" &°corer err
CDCl 3) [err] Tn®h, subyr (B48 g.J15mnTal)Gankir)ethadel 830 rtld was iHeatgd at reflux for 23 hgurkiz Yhe 4. 74

(bs, 1 H, 3. %t&éwagmred?hnZ%or( ntr %@m%gﬂo %@oacgyt | %F%ﬁ; ﬁn&%ﬁ%@ér] '

2- Cyano- 3- ner capt o- 3 enoxycar ony am no- t
4- et hoxy- benMh %1 ether—ethyl acetate to afford 26 g (69%) of sodrum 4-cyapp-6r

- 35- 10 ethoxycarbonyfgﬁrnr@-ls%%é%lb%ﬂhr&&tecéfs a?y'eﬁd(«?é%ﬁd t‘h'h%@%b M, pmeeLdl) s
4- met hoxy- benz este ethyl acetate at

mL
Ol or ] e NABRE BHoNSE ST HARS SHok T 3 Byt MS(BRCg My 228 M-NAL. el 3 Cand

the m xture was sti rred (aICerBoes b&r@rg‘u«ényf&:ﬂozm@z&-syn&.rmamé&.uramyr\@@@r di | ut ed
with ether and S were washed ect ed

and dried in vacu 0A nyftxfrs Iog?orqusé czgano% etho(zq%:%ong?mmo-rsothrazole-3efhlmate (5. 8
2- cyano- 3- rrer oappt) ot-Bdgpeatans (Acng, tznnymanbmmwtréhymmranl 0intli) svag Gtirded at ambient

f’e??i[ hi)z(y 81(s (e\{r{fﬁﬁaturegfpbﬁbs ﬁ%og.r;s. ?%er c%\%%rgr%%v S/Lr)r l_)('ﬁﬁq:o the resl\@ &rgg %Bd %le%
6.69 (d, 2H, &the agat@e eizg bring, Thie é@ieoBHpyer Braﬁdxtr@stgd Brge timmaswithBthylaRelate, andz) : :

400 [M+|'|] [e”lhe combined organic | ers eredr d over SO fl ered and concentrated in vacuo. Th
[ 4- Cyano- 3- (4- rrrstrr'ml obenz y 'e)r SO |a‘zo ?f:ocar amc aci d t%enyl

ester 10 resrdquasaf Itafed ﬁnqugh@fpad of silica gel using 1:1 ethyl acetate-hexane as eluent. The

2- Cyano- 3- ner ﬁl@ﬁ&@wgs %&ﬂ?éié@aénbwregimré‘@ai mc%@ﬂrﬁd' fordlc8d %ﬁuéiuélmethanm
met hoxy- ber'zpzyl e; %%/3 and eth acetate é"ﬁﬁ was added,
at 0C, pyA’di A& g 2.5 o {429 %cvasgarrﬁ?}r'fv'faw'-ssa @r?'&rwdrﬂra %’ ! gty a5 g
rrrmll) in 350 muorraés salidyAn m‘bﬁﬁrgs;gqa 4%l oeslobtained byd:bmvnrtraan@maé mbthlanumor The1
resulting sus stirred for ur e

M HCl and fil F eried Pcaﬁ?q‘ %ﬂﬂdﬁ Chf"'ﬁat%grfpé'ﬁgg p'a{e £ %exa“e’e thy acetarp‘) QH NMR

[ 4- cyano- 3- ( 4498 Mhioxacetorerdy) b 3 Uh {tany H),4.32%q, 2Hs 0= 1Ti2aHx)) 351@(I2]+ ¢ar7t2§rhz)m &eid
phenyl ester ol rI S tgate a 1
of ethyl acetat g,ﬁ 5 % ?)?%g%é gm %QS%B% 3, shzgs'dvl hagﬁt&e@ l%ﬂcﬂf
dried overd iM+NaNa[ err] s, fil tered and concentrated, yielding an

additional - 2.8 g (26% Of g Hisothiazole-4-carboxylic acid amide
met hoxy- benzyl sul f anyl ) - ster. [err]H

NVR (400 MHz, A mogyre sf)(41Cé@n°}3-aepws'fwl-rsqwzof-ﬁ‘vlk@r?qmw atid ethylestgr @.71y7) |
7.20 (m 3H), g,5.0ldmbiflandonceptratePstuddZacia (§ mLBwis heated to 100°C for 6 hours. After

cooling to ambient temperature, the mixture was diluted with ice water, extracted three times

30  with ethyl acetate, and the combined organic layers were dried over Na,SO,, filtered and
concentrated in vacuo, affording 2.2 g (100%) of 5-arnino-3-pentylsulfanyl-isothiazole-4-
carboxylic acid amide as a yellow oil. 'H NMR (400 MHz, CDCl,) § 3.26 (t, 2 H, J = 7.2 Hz),
1.71 {m, 2H), 1.43-1.19 (m, 4H), 0.88 (t, 3H, J = 6.8 Hz) ppm.

(4-Carbamoyi-3-pentyisulfanyl-isothiazol-5-yl)-carbamic acid phenyl ester

35 To a solution of 5-amino-3-pentylsulfanyl-isothiazole-4-carboxylic acid amide (2.2 g,
8.0 mmol) in 36 mbL of tetrahydrofuran was added pyridine (0.90 g, 11 mmol} and phenyl



20 2H, J = 8.6 Hz), 4.34 (s, 2H), 3.73 (s, 3H) ppm M (APCI, mz): 398
[ MkH] [ err] . WO 99/62890 PCT/TB99/00797
(4- Cyano- 3- ner capt o-i sot hi azol -5-yl)-carbam ¢ acid phenyl ester

To a mixture of -33- - :

[ 4- cyano- 3- (4- net hoxy- benzyl sul fanyl ) -i sot hi azol -5-yl ]-carbam c acid
phenyl ester (1.0 g, 2.5 nmmol ), trifluoracetic acid (26 nmL.) and anisole

(2.7 g, 25 mol) at Oferr]C was added mercuric acetate (0.80 g, 2.5
mol ). The m $tdpfamgiss(tal B.olledmeld WEpTStEgrfobmheyrs. addiigedl pytidiee (/1 o Hhit .

Af ter concent fmabl) aRd ¢H&n§4 BRIBRforhdl€ (09d, WIoenMEPwaY éddte@ Gndihk ik GH Wik sfited at
wat er and 100 nL of eth acet at e. dro en sul fide was bubbled in slowy

until preci pi ©8p;tgpperature °"?ff”g}9‘hg hergyxtyre W §&P’i°§"\‘7%%d BIRTHOtilted Mt "Yﬁtﬁltaﬂ?e
was dil uted weitdactbd 2% @ith ew;m@ci @ith &Nyl\fdcétbteZ Ofhe combmedﬂ:rgﬁl‘flc Rty lweaL @bk,

Na2sor, 1171 PR RRcbih nue MOSE SR ol ere g Gl oot HonGihugis

(4- cyano- 3- nefoc & haurs 3@h ethsidrangz ehd heyrkjulting rsblidsi wera colidctpd and dries inevacass a

col orl ess sol ] ¥ ot et A 2H,
J=7.6 H), %éqg{geié gg%ol( %&%rb%ﬁl 3?9%ﬁ%%@%nyl thl?ZOF%Q%E%%ﬁHﬁ %cé {er‘iyl

( 4- Car banoyl - gsi@f@ﬁe&plpdﬁsw@hdm (Q@DMijz. €R8fhhhT 41 4ci d. méayw é’s’&9e7r20 (m,
Cster (0.70 o SYPRAP MBS GONN, R0 SBTK MOIPSOERL AT DS (one
crystal) é?\d @tﬁ'ﬁ’bé’l@r%ﬁ%’&“@ulfurlc acid 35 (3 nL) was stirred for 18 hours
at room tenperature. The m xture was dil gxaspPpeh 1 ce water,

géte: aﬁéggoix with eg Iagntylsu(f any?-g-?:’; (3%990I}d%e1-ﬁ%ropy %9& 05 rcs!t()at[;llazole-i1 Xargoxyy\egc?d drl ed
filtered and concentrated in vacuo. The anigé due was dissolved in 10 nL of
et hanol at Of[err] L, ¢

NaBH err]. After (S:[oargﬁplﬁture of (wg%rbgrﬁﬁf?%l?gntWP%gnﬂfs%%%zgl Ss\g) érmé )a019 pge?yl ! g
with 1 M M, estect(9.820.6027 rmnd) andhiynL attetrattydrofudan web asided Nﬁeﬁzﬂmmmlwmw@@l and
concentr at ed {5’?‘73 Y, mAb. Or}\ﬂér”&nrrﬁg@@r ﬂZ (\&}s@at sznblent temperature, the mixture was

(4- carbanoyl - 3-nmercapt o-1 soth é} carbam c acid phenyl ester as
a yel | ow soI |RP“"*["€'§“F’]1P\11 NW(%EF"‘M—E’W&@ t?SrFVéaeﬁt@P:rT)d the Ferpbines gyognic laygrs
11.0-10. 9 (bswerd drikd okél Na,60,, ﬂikerlsa' and -cOricetirated, H Pudficatiéh & #¥é)residue3tfy radfal 30
(E;T]arrg:_% AN orhdtoaraghy (2 mm ot )3% 20anohSrLEL & 4d% ethanol-CH,CI, containing 0.5%

5-[ 3- ( 3- C0 or NHOH)] falimwed Ibe rzRdetratiore aatbiritusatiod -ofmtehrgidusewithydtisarihesamg| effoidedt hi a

'nglg fnx éLSr e 097 4gca(r7% ?m T %-pentylsulfap%-s (S:% Wrrohd:{f Qgpéﬁ;&)-u?a -|s(3th?ézblg-§
phenyl ester Cafboxyflc(&@ld@?lﬁdeges a)cmslesnmny 1FhNU%(4ﬂ€LNﬁﬁfz CRFL GBS thgetH), 7.06

4- et hyl benZY{bQ[ﬂhn-Bré ﬁew( QHg%fﬁggn 2, 22553 (. 2H, m@b@z) 3 #honmpds by fm. 8H) 1.4 -

NN- di i sopr opyl et hyl am é ﬁg_ After stlrrln hour s
at anbi ent teh%é’f*efﬁ)-roesa(t Hrhi{d é)fRPFTaMS(@P TV MHAd foI | oned by
3-chloro-4s 15 fl uorobenzyl am ne (0. O&h@A@Tﬁijml) After stirring for
24 hours at 45[err]C, t . e d extracted
3x wWith ethyl acetate, THE=S : :

over Na2SH4, fil teAeduta:nd:f Gmlz-enyamt‘l(adencaptmylm 1maethy9weai(mdm&sapm30fg. ed
by radi al |

acet at e- hexan1eS7 rﬁ?élgﬂﬁfapeg E%Q/% t?%ét&%dgaq 81%len?teh'n})érg@re%lﬁmygrtogéﬂ peroxide (14

chl or o- 4- f | uombobahd M s)otumnéu Bl reaction waemedyand Beickeped witht sofig formatioptand o wee- 4- ¢

ar boxyl i C3g aCghted with additional water (100 mL). The mixture was heated to reflux for 15 minutes,
effecting complete dissolution and then cooled to ambient temperature. After 1 hour at

ambient temperature, the mixture was concentrated to a constant weight (35 g, > 100% due to
water content) and was used immediately in the next step.
5-(3,3-Dimethyl-ureido)-3-hydroxy-isothiazole-4-carboxylic acid amide
35 The solid obtained in the previous step (35 g) was added to concentrated sulfuric acid

(150 mL) followed by water (5 mL) and stirred at ambient temperature overnight. The mixture




20 amde as a colorless solid. HPLC ret. tinme: 4.9 mnutes. [err]H NMR
(400 MHz, aombowrssdgerr]) [err] 7.95 (bs, 1 H), 7.54 ( ' J =
7.2 H), 7.39 (m 1H), 7.31-7.25 (m 3H), 7.11 (d, 2H, J = ‘gcd"’m%’?@%z),
7.01 (bs, 2H), 4.48 (m 4H), 2.28 (s, 3Hzppm M (APCl, mz): 465 )
[MtH| [err] . PREPARATI ON 5

2- Cyano-acetimdic acid benzyl ester 25 To a solution of
ethereal HCl (4.00 L, 1 M 4.00 nol) was added warnmed (liquified)

mal ononi tril emfa§5z% i I ool ed
o ol c at@h witf} - :c%%&?é? %Pdt%ﬁgd? %ﬁfgoﬁfg Ch? ir%'lﬁsfﬂgrﬂg@%‘ a‘P’?ﬁneﬁ 2 e
m xture sti rré'&fOle&h thogake oyenishtr T@esolwomas crushed with rertarcead tiessie anpl et undes
placed in the pgafbbaRnALIRbnstAe Htwezdg b@zmnég% ahid didpfs).f or 4 days. The
solid obtai nedg\ﬁgs flltererél coTI%b washed w th col vether p%)l 5 L) and dried
under vacuum (40 30 mmHg) for 1 hour aEXe@Pidhg 545 g (2.59 nol, 65% of

t he Pinner sadduct as a 504313@m§ﬁyuuebndo}ibﬁepthy-nsoﬂﬁaibléalda%aiwi@ébu&ém:wl s HC
(3500, 2. 80 mol) | REPS G I Rt P ROBR LB PES The
:s|_ a::ut |588 V\rr/ﬁ)s adtl2d200 mg, 0. wmmnpapnzmasoﬁm viad frastkd aitrolngtBW(td‘l rﬁg ?esg rﬁrﬁil)) atgg?h
until the t enp&?%?tetflgp %u c%u%r;(g[ & g%?'s‘?&“ﬂ‘fl 'g?ft vvgi er r epllﬁ‘g 41‘ 'ﬁﬁer 35
adduct (545g, and 5@ neadtipn mdtﬂeambwddmmpmeehenmse@aﬂae drsyapbemamle dirstartinpe

f un nel Wasy oS h als as meas\él'ﬁg%gl e l.x¥ n4 r?éfx?ﬁ-’e dﬁﬁﬁ%&%&/m&%om&ﬁ%ﬁ (J;é}z\/a%/z)‘@é‘s

di scarded and the organic |l'ayer col
-37- efuemtl omehgaafstimtma\ureowas)fthegu@@eﬂmﬁd parrofap evaporgtign Bndghmiod

| ayer was pl aQS&Lufi\gﬁé PeslaDd 9is§oh/§d in ethyl a&?&i@ér@%ﬁén&%@as tr%h%'ﬁ%d‘(ylatrghté?“ ne
and allowed-to settle conp ete%gnq;@ﬁ ow VI rtual renoval of

brine |ayer. ?Pf@msfpgja?nvdz Ty glat SaRE eHEB @S &N Téﬁr%??’ét"? hee SPRRCARYY and

t het t unstrabherefpoRrfmeteridl 339 @entlieBSs WEWLalkydtdddddusq thz mayedi fkmioy 36%).t he
next step

cae Dy .
Phenoxycar1l§ony’l" NV (ﬁ?%@?én%ﬁ%) 5086 (t J=67Hhz, %’sh%%éﬁ’s‘"br?”@rf“%@? i"B@G” 823
mmol , from a B¢ sHPBSSi(HUSI72 maagmm(bmﬂlms(smm 12.1 (se‘tl-i))pbmaC’EIiSME (2

L, d f

ot der 1o povali1ifil KRR 4500 248 B A i Y 0REr s T B B B oy e 8"
Wi t ht phenyl  (APCI, o/} 829qMor et &dléﬁ@oﬂtmaﬁﬁ&l’waimbp -athyeted ﬁddmoun34 ﬁm@ 408 |
reaction was r n r rre
ot Elerr) Gt ofrigh Bt MRGR ARhaRE CARhabagR 4 FEERE Sb S 3R cpy . £

sol vent r @fovéd@8itim. 2t &G’»S/(SeGIapéﬂat(tl or 8. Kz Fedesntdt), 125 (ﬁaﬂ*rhapmrsﬁpcbduct
above anmbi ent g nerimposk§ %R@D@la%e%k) Thg (Prﬁl%% WPMQ‘% §f Plll-%eéDbla )%t hgs (2

L), the additional precipitate re di scar ded
and the et her 8&#5.2586¢ 2849, 81 5?)&56&058 %&?ﬁg c@ﬁéén’ts?é? e‘tﬁel?ﬁdtﬁg 45 ppm; M8duced
pressure taki gepa; : St pvtsogar m t he product above anbi ent tenperature. The

15 product was redi ssol ved i n hexane éz Li, t he additional precipitate
renoved by filtration and di scar P. | hexane sol uti on of
|0r0du0:1 ag!alg concentratrerg ulzctﬁ;éncmmuee@iduda:raeaauﬁeﬁmoxy-benyuteai@'r Bg care not to
war m t he product above ient te ct, SO . ai ne

(101g, 564 mol , 9\&31" H’? F°é 8;5?(5“5 g#d?'eﬂﬂafetbg["gwgfr@tf or a
-matter of sevG?CaWas addgd 4dwymxybepzytuter¢aptam(5mgmemamnend owrloaorfitde/ (210g) 105324 but
was typicall yrrHﬁ.eq\ﬂgruétﬁ;AﬂgWOr §¥olrl at HEC G Fnﬁm'e was diluted with 500 mL of saturated

aqueous NH,Cl, diluted with 4 t of water and filtered. The solids were washed with ether, and

30 the filtrated was diluted with an equal volume of hexane and filtered. The combined solids
were dried in vacuo, affording 43 g (60%) of 2-cyano-thioacetimidic acid 4-methoxy-benzyl
ester as a colorless solid. 'H NMR (400 MHz, CDCl,) § 7.22 {d, 2H, J = 7.6 Hz), 6.84 (d, 2H, J
= 8.8 Hz), 4.74 (bs, 1H), 3.98 (s, 2H), 3.78 (s, 3H) ppm; MS (APCI, m/z): 221 {M+H]".

2-Cyano-3-mercapto-3-phenoxycarbonylamino-thioacrylimidic acid 4-methoxy-benzyl

35 ester



20 exarrple err]H NWR (400 Mz, CDCI3) 8 7.10-7.21 (m 2H), 7.21-7.31

(m 1H), 7.3MOA%2s%pm 2H) ppm [err]C NMWR (101 MHz, CDGidwisobdorber ' |
120. 75, 126. 77 129. 65, 150.46 ppm IR (neat) 1190, 1232, 1491, 1590,
1751, 1960 cm 1. -35-

2- Cyano- 3- er capt o- 3- phenoxycar bonyl am no-acrylim dic acid benzyl ester

To a stirred O[err]C solution of 2-cyano-acetimdic acid benzyl ester (327
g, 1.88 nol) in 25 acetonitrile (1 L) was added a OC sol ution of
phenoxycar bonyl i sotTi acpiaiate of 35gang;thigacgimidic acid 4rmethoxyrbeazybegteni @Rid. 6. 191
L). The reacti n%l) Wag1 Ll PR a&é%atwafd%bt\&saae@édeﬂhfen&@%n%%fscﬁnde

So
stirred overni The mi xture was then placed refri eratgﬁ kept
still at 5[err e*)taaﬁ’ thg gnixture was $fiFrge at 0°Grigr 24doprg. 5r»wmre wa%dﬂpteﬁmit etier and

conpr essed, andtems hred ébincfsmé’é)WB:EHeBQn@lcéﬁé?nédllédtéoear(d?’dﬁ%d in vacuozgt%rtma
was t hen dr houqh t he rel atlvepé] stable solid fo urther

VIRl AL P SR SR L AR 1 o A gt A
429% . [err] H I\Mfér(aéeQeMthspnd 'H NMROMBROMHE e d1,) 3. 3881(s, 1301 (4, 1H,-8/681@, {HN

1067 (s, 1 h] 54&6% o o 20 ”barn% (0 S5 8) 098 YRUATOIGhier

( 3- Benzyl oxy- 4400\®#id}-.i sot hi azol -5-yl) -car bam c acid phenyl ester
To a Oferr]C > X

35  phenoxycar bonyl amn -

acetonitrif® (2 L) Toa letUm@' %@@e@swmamon'em(em@gcwmnymm lmcyyllmmmd\Aas

added a sol utiggn -b@ﬁﬂf@sf&?(tﬁ‘bh&lm%lz ar?ogﬁhyl acetate (250 mL) was added at%C pyridine
- 38- nol ) in‘acetonitril nL) e reaction

was stirred at ("'(5[9@, $ Peopoft sgiution of '°d'"%£7c9 9'|2§r57éﬂ‘°')1'” ﬁé‘ht’"'- aﬁdhx' H@?‘%Was‘aﬁqyﬁé nt

L elrrger ?t g{ e f ]oamp?mé@cwér 1 Hhe mx&sum@g %ﬁerﬁ.toﬁ%@ st.rfbdtf&el hour treaté&xltrda@mcvf and
e a err

C r
Oferr]C [Nﬁg;: @Tgn’jte'e‘dr?f@ﬁ’“tgn'lp hé (%/h)e“f uHrFé‘F“%Q]“dP%tW"KQe’gi’"rs“'{aﬂwbugh
the solid 19r idothigder-5y]-ddiamicdcidbhedy| esteass a’obddﬂéksts@hdl\laﬂhelﬂltrét% wa} exteiciet el
vi gorously for |It d dr| d LN t
drawing air thr'é%fge&g'[ﬁeeaéedlal d%gvo a%tt"?%} H‘iﬁqu?o&s E“Iar‘eé (dgi%o\@erpure
t hough still Na;S0, diterediand wgnczeotmedlvammf)g i sdditiers! 28ed, (26%6) pi{4-dyana-h@- next
step. [err]H \ 3 , Ry -
10H) . 13. 20 %%99911 fan 132[0’.? I\Z)%carbarr}]tc a%rd gtbe{n?t %é#) H/NKR (740615%@”
(4 Car banoy| - SBGPcHES b aHhT 25 61 245 7184 ta Ao oy by =E9E. 578 ¢
The wet sopg d,oH 3=BeHy 44\s,4 y; [ aagir c aci d phenyl
ester, (BY(éOg) vvaisj aﬁs H? %Qs 3&95&%&2(@%&/3 %I[fﬁc aC| d (650 n)
over 1.5 hours. Additional® atliliiaiiit. 24 -2a 08 nl) was
added and the m xt Ufoea Fiturd eﬂ%yérldﬂ-(h&nﬁettﬁaxh-ﬁbﬁz?tsulehﬁ)—lsothiazoI-S-yljSCZwanuS adigit i on

di | d b 200
vas ol uteg DB HS £8P’ e BN geRled Sl VSRR A BB K L
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solid was coll ected and drie
omnel " For C9 (e ety aceral, anqi56 Capping AR PYRch ¥are TipiRd SHoSh SFTe. CHed pige

Na,SO,, filtered and concentrated in vacuo, affording 0.70 g (100%) of (4-cyano-3-mercapto-

30 isothiazol-5-yl)-carbamic acid phenyl ester as a colorless solid. 'H NMR (400 MHz, acetone-
dg) 8 7.47 (t, 2H, J = 7.6 Hz), 7.35 - 7.30 (m, 3H) ppm; MS (APCI, m/z). 276 [M-H]".
(4-Carbamoyl-3-mercapto-isothiazol-5-yl)-carbamic acid phenyl ester

A mixture of (4-cyano-3-mercapto-isothiazol-5-yl)-carbamic acid pheny! ester (0.70 g,

2.5 mmol), 2,8-di-tert-butyl-4-methylphenol (BHT) (one crystal) and concentrated sulfuric acid

35 (3 mL)was stirred for 18 hours at room temperature, The mixture was diluted with ice water,
extracted 3x with ethyl acetate, and. the combined organic layers were dried over Na,SO,,



20 filter, and air was again drawn through the solid for another day. This

process was rwestassh until the solid was dry to afford n SO|Id
(234 g, 105% over two steps, mnor inpurities present - oNag797
interfere appreciably with the subsequent _sg.eps). [err]H NVR (400 MHz,
DMVSO) 8 7.00 (broad s, 1 H, 7.27-7.31 (m 3H), 7.40-7.45 (m 2H),
7.89 (s, 1 H, 8.08 (s, 1 H, 11.92 (s[err] 1H); M5 (APCl, niz): 184

[M(H and PhOH)] . 25

[ 4- gar bamoy! - 3fitetedardi dohttdtratedin VBEBY Thdresidus vk Vs diveRtil i B0 bi;er!hdﬁbl]a‘t §/dpam C
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silica gel usi mjz)c29deior nf acet one/ acetic acid (98. 5/ 0. 7510. 75) as
eluent to afford a white solid (802 ng, 1. , 3099 .

- 39- M Exanpl e 5
3-(2,6-Difluoro-4-net 4 -B0j0-beRzy : fany

-yl) - propylqp- urei do} - carboxylic acid amade

| sot hi azol e4-car box¥l ic acid amd susgenm on of

[ 4- Car banoyl - 3- (2, 6- giarmigyres 44- ?FE‘EWV' %ﬁiﬂ%’i‘ﬁ'ﬂ%@ﬂ%’%{ Ynic 5 phenylsester

(iaz gam' c acid ey, O{Qtrgﬁholﬁ ibr2](5|5 L, of@h@ﬁasﬂ’ﬁ&%ﬂeb} 4Lrﬁlet0%ﬂl§n£y?lchl5}qbe me %ddgsi o
-(3- am nopr.o, - 4- v| pi perazi ne : tu
was shaken at gﬁ%li) £‘}6V)389%W"B%?4?°p§'8$ﬁgam? Q%ﬁﬁ?@?ﬁ@‘g%ﬁ%’ﬂ@ f°'éﬁ8°‘f’§)aded
di rect :c y (r)rlnt o at raatlﬂieaﬂ terhpeeatme,0 gtralyrofuran  (f OZU)owss:I abyece}ful;dmm byl 131ftl'aloro~4f-f g
chl or of or t necentr O . or
a white sol ?g ? @‘g"e{ﬁ%ﬁ)""ﬁﬁ%@f@mﬁ%& ‘{Her rt]rrﬁgweﬁ’g% %/I&é?c' &%@"[ttér?r“%
[err] 1.72 (t, difited Bth8IM HO!, extrdrted Bkiwith 2thAGe@a@bar(drine torBhiled Rgdd® Igyers Bire
T pl ot £ r onepteh RS, B and Larkeriaa 17 yafiol ne resiayg s SURRE'WRABEC O
(br oag s, 1H), C*UOWQ!OQ@P’WJO":S"E? Felgluting with ethylGisetate;hexane, affordimg 2 mgaafl S43-(31H) |
11. 01 (broad S chidrbl-fluoro-beRBTlurdide)-$-(Abrhdinyl- E’ér%}lsulﬂ%-n&o‘iﬁ\'ﬁreA-carboxyhc acid

Synt hesi s qf Regr esentative Fl uorotoluene Deri vat
[err] ide as a colorless solid. HPLC ret. time: 4.9 rmnutes ‘H NMR (400 MHz, acetone-ds) 8

7.95 (bs, 1H), 7.54 (dd, 1H, J = 2, 7.2 Hz), 7.39 (m, 1H), 7.31-7.25 {m, 3H), 7.11 (d, 2H, J =
8.0 Hz), 7.01 (bs, 2H), 4.48 (m, 4H), 2.28 (s, 3H) ppm; MS (APCI, m/z): 465 [M+H]".
PREPARATION 5
2-Cyanoc-acetimidic acid benzyl ester
25 To a solution of ethereal HCI (4.00 L, 1M, 4.00 mol) was added warmed (liquified)
malononitrile {252 mL, 4.00 mol). Upon dissolution, the solution was cooled to 10°C. Next

was added benzyt alcohol (414 mL, 4.00 mol) and the mixture stirred at 10°C for 0.5 hour.
The reaction flask was placed in the refrigerator and allowed to stand at 5°C for 4 days. The
solid obtained was filtered cold, washed with cold ether (1.5 L) and dried under vacuum (40
30  mm Hg) for 1 hour affording 545 g (2.59 mol, 65%) of the Pinner adduct as a white solid. The
neutralization of this HCI salt was carried out as follows. A solution of potassium carbonate
(359g, 2.59 mol) in water (700 mL) was prepared and cooled to 5°C. The solution was added
to a separatory funnel along with ether (2L) and THF (500 mL). The entire separatory funnel
was placed in an ice bath until the temperaiure of the extractant solution was 5°C. The Pinner
35 adduct (545g, 2.59 mol) was then added to the separatory funnel and the funnel was shaken
vigorously for § minutes. The aqueous layer was discarded and the organic layer collected



13D|fluor05rrethyl benzene (G = H) A m xture of

1- br ononet t’(Y/? 9%6289¢yi f | uor o- benzene (75 g, 0.362 nol), Pd/C pETABIIBOTYY.

and sodium acetate (208 g, 2.54 nol) in ether (300 nL) was treated with
hydr ogen gas (50 20 psi) in a Parr shaR&r for 2 days. The nixture was
filtered through Celite and the organic sol ution washed three tines

W th saturated aqueous sodi um bi carbonate sol ution. The aqueous | ayers
were washed with ether and the conbined organic |ayers dried (MpSO4),
filtered, anPpuipg ifilielign elosisasndehiprticiesy d0%pWRARIE I'BIT WP iced éea"a injge ther

bath. The VOE@&akdt&y funnel, Qfa%iﬂmw bmﬁane lawea lsettfe BmpPletelyUs BloW virbaoRBeteand
the ratio (- et h erlgero uct cal cul at ed based on errlH NVR

i ntegration t'%“‘ﬁ@lt‘grbﬁ??'l %{ctTGSI”g? e’("lf’!? a@gnegntrgjed 8% a folpry eyapoggtor gnd the
product for sfsthblagrot@&R@end, 3. sa mrrtoheseensms ngnddRkOLih oe.nektatep] H NVR (400 MHz,

CDCl 3) [err] 2.25 (s, 6.58-6.60 (m 2H) ppm
1,2,5-Tri f5l uor o- 3- net hyl - benzene %@e—%%rbm&&m'ocylg}’ate The title conpound

was prepared fromAlsuspemsiomet KSON (B0 823 trwriof, from radresb.rprevinusip ynape8€d bottle) bcedur e
anal o ous to

| 3;91 (o thDPéceIa?J H’L w&ggﬁﬁ%ﬁb}dﬁﬁfﬂmfﬂ%\’&de@ &h bintdsPRR 6 RRM T
- 40- order to pOWder the KSCN.Spr finessuspeifsiomeyss diemireatqd, ¢romise, yith phesghol s

f or Conver Si @RlofofdrrRRe (100 mL, 800 mmol) over 1 hour. The reaction was stirred-overnight at ambient

[e
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sol ut | on i n bhefitrats, ar@. @&ardev, gnd te etherebludoiuton nia;srod;.tct agaird cangentrated under
addi ti onal Z%dm&uﬁrg&u?engk;x\@éara mgﬂowa%tn?edpr@&}cpa@/g a%?en?tempera&re?’SSTt{ng ) -

After stirring a
15 product was redissolved in hexane (2 L), the additional precipitate removed by filtration and

discarded, and the hexane soiution of product again concentrated under reduced pressure
taking care not to warm the product above ambient temperature. The product so obtained
(1019, 564 mmol, 68%) was highly pure and could be stored at -5°C for a matter of several
days, or at room temperature for a few hours, but was typically used quickly, as in the current
20 example. 'H NMR (400 MHz, CDCl,) 8 7.10-7.21 (m, 2H), 7.21-7.31 (m, 1H), 7.31-7.45 (m,
2H) ppm; *C NMR (101 MHz, CDCl,) 6 120.75, 126.77, 129.65, 150.46 ppm; IR (neat) 1190,
1232, 1491, 1590, 1751, 1960 cm-1,
2-Cyano-3-mercapto-3-phenoxycarbonylamino-acrylimidic acid benzy| ester

To a stirred 0°C solution of 2-cyano-acetimidic acid benzy! ester (327 g, 1.88 mol) in
25 acetonitrile (1 L) was added a 0°C solution of phenoxycarbonylisothiocyanate (353 g, 1.97
mol) in acetonitrile {1 L). The reaction was allowed to warm to ambient temperature and was
stirred overnight. The mixture was then placed in the refrigerator and kept still at 5°C for 48
hours. The solid product was filtered, compressed, and washed with 20°C acetonitrile (3 x
200 mL). Air was then drawn though the relatively stable solid followed by further drying
30  under high vacuum to yield a yellow solid (282 g, 798 mmol, 42%). 'H NMR (400 MHz,
DMSO) § 5.39 (s, 2H), 7.11-7.18 (m, 2H), 7.20-7.24 (m, 1H), 7.36-7.46 (m, 7H), 10.23 (broad

s, 1H), 10.67 (s, 1H), 12.19 (broad s, 1H) ppm; MS (APCI, m/z): 354 [M+H]".

(3-Benzyloxy-4-cyanc-isothiazol-5-yl)-carbamic acid phenyl ester

To a 0°C suspension of the  adduct, 2-cyano-3-mercapto-3-
35 phenoxycarbonylaminoacrylimidic acid benzyl ester (282 g, 798 mmol) in acetonitrile (2 L)
was added pyridine (129 mL, 1.60 mol). Next was added a solution of bromine (41.1 mL, 798



additional 45 mnutes, the solution was treated with acetic acid (40.6 ni,
0.71 nol) amb s9a2g90 flask renoved fromthe -78[err] C bath, g_Hue m xture

was stirred at anbient tenperature for 2 10 hours and was t REWIB9909792 4
successively with water (300 nL) and MeOhd 300 ni). Next was added,
portionw se, NaBH4 (26.8 g, 0.71 nol) followed by stirring for 1 hour. The
fl ask was cooled in an ice bath and the m xture treated wwth 6 N HCl
until pH - 5. The m xture was concentrated via rotary evaporation to
renmove THF a”ﬂ\n{gﬁ(ﬂ"a@é’i&’mﬁl@?zw 95@}’5\1;& qgtrﬁlﬁlﬁ&SEdTm tdbetion wasegtt?f%ﬁ A Wasded
several tinmes with small vol unes ter and once wth brine. The ether 15

| ayer was dri é‘!f"tPMjSGJW angditheneat é@b'e@rﬁﬂméfﬂf Rdwoed Tthe mixtere was plgce in theds g,
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M-z, CDCI3) ferr] 1) 12,35 (s 59 4. 72 (d, J =

6.4 Hz, 2H), gtherd1 G-H dngé in tl'ye gqufunmy gﬁwtpg anr through the solid for 4 hours The solid
(2,3,6-Triél uwa@ad@emwwr (ﬂheﬂvﬂea: waab&sw”feh Ko, ﬁtd?ed &nd dried/B, théiame fﬁ’)nel by
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orocedur o B8 anal BRonel AR (ERe AR SephGiBpiadeinicaltaht BERTERM Ml )
above wi th th&20gWasaidrg slowly tosgopesntritet sulfuiie Adidi(ASAinile @p?fo‘b@ heurs. dédf("tIQ[DA) was
used in pl acec&a@ed}al@ld'kulfuﬁggcdi@%gﬁ. Qsti ch e mlxture %d%)?ﬁrﬂﬂﬂgqotlrp 'ﬂ'é
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procedure untnl ﬁg%li?igﬁéésdr?@o bRRd ftéH solld (234 g, 105% over two sM:gs minor impurities
(2,6-difluoro-4-neth phenyl ) - met hanol , ‘above. [err

CDCl 3) [err] &’e%t 7("(’3/”93 '”‘effsre@PPEC‘aEW“h the 7‘8"5?‘3]‘3“‘\]5“‘:9313 '21%((4§WH263“@P)( app.
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uor o- no = H, ,
A sol ution of“'l% m #'F‘Eﬁéﬁaﬂiﬁ qmﬂ*'@]nedl amne (13.4 n1_ 88.6 mml ) in
THF (115 25 m.) vya&:am@mbﬂd (12,6-d1ﬂi&benﬁt@!—ﬂerdylbxﬁ&bmﬁzwst-ﬂ-camam&ﬁ:ﬁ (68.2
mL of of 1.3 Msolution in cycl oh!exgnqi 88.6 Mol ). The resulting

yell ow solution was stirred for 20 m -78C
To a suspension of (4-carbamoyl-3-hydroxy-isothiazol-5-yi)carbamic acid phenyl ester

(1.77g, 6.23 mmol), triphenylphosphine (1.99 g, 7.59 mmol), o,0™-difluoro-p-methylbenzyl
alcohol (1.00 g, 6.32 mmol) in THF (21 mL) was added diisopropyl azodicarboxylate (DIAD,

30  1.49 mL, 7.59 mmol) slightly faster than dropwise. The reaction mixture warmed and became
clear. After stirring for 15 minutes, the majority of THF was removed by rotary evaporation
and the crude mixture purified on silica gel using chloroform/acetone/acetic acid
(98.5/0.75/0.75) as eluent to afford a white solid (802 mg, 1.91 mmol, 30%).



15 and was then treated with a solution of 1-fluoro-3,5-dinethyl-benzene
(10.0 g, 8 in THF (56 nL). The m xture was sti hour
at -78C ang;vglgésm!tg%aen treated with a solution of DWF (65@%&9@#6
mml) in THF (26 nmL). The reddi sh-brown gpxture was stirred an

additional 1 hour, and was then treated wth HOAc (10 nL) and water (200
m.). The m xture was warmnmed to anbient tenperature, extracted with
ether (500 ni) and the aqueous |ayer 20 extracted with additional ether
(2 x 300 nL). The conbl ned organi c extra@ksmpese conbi ned and washed
successively with 0. 1 HCl X 200 m_ 2 OQ 'FA—Z} A
m.) . The  or ga#d Jyqre-4:3 Lttt : Feofeen at-et
t he al dehyde as a cl ear 0|I rsoth(atdle-@cg:bo:?s&icamdmwhe 97% . The aI dehyde was

treat ed port | onwi 38 19-PRERELEM gl i dfureptpendiinlB ittt S, 010
stirred ats ambibemic tadnpberyt ester (135 Moh@298 anmohds THFeh! cilncwet 2d8edd 1tdider
reduced pres he meemm Wk VehsagHaREHISt barger
was ext ?ae\raH(fl: 03{98¥ z\ngm%%%%ﬁzelqéﬁgroa? M%mOT T tg ancgi) t he COtan ned

or gani ¢ | ayeroyerpghtheepled to a”@!ﬁéb@@ﬁ?’@@f"y aﬁ\ﬁ’ i‘ﬁd‘ﬂ’ ‘i’ e\‘?ﬁ'yl-@‘ eFegeinthyomaed = (300
m), and bri f?ano&é’@@y Blution Wi Wc%&&ﬁ#@eth@%%oncentrateMﬁnﬁhh&dwy(dl’@ﬁé{(e@/ﬂ]l))toand

o e ol oy 4%, e B odfrend S (A0

= 10. 6 Hzo 1k, zr6> Zao(zsas (riI:H)OH) 2.28 (sP§Hsuperimposed on multiplet from 2.20-2.85), 2.35 (s,

(2- Fl uor o- 4- en _. A
sol ution of g?b?%ﬁ‘ﬂﬁ %Iﬁ%%’ glahfg%"ég%zag‘) 3§9&M$ rsngol? iwﬁ ﬁﬂ:(s 574 vvas
cooled to - 78[>read§m-a,rﬁj74t(ldsat edfttralp):\ﬂ@é (wﬂ-ih 7¢8Hbiopd §2'6'1)91‘r&1 @FOaé S21
solution in xa After stirring for 1 hour, the solutlon
was treated Wi F‘hmﬁﬁpg m:’?{ih SFW)% mde (DIVF) (5. 5 n, 71 nmol ) and
stirred an additional 30 m Ryntes ORE e Fijomteluene Derivatives j ¢ aci d (12
-42- m.). The flask was rgm)ved fromthe col d- t@th and allowed to
warm to anbi ent tenperature. Next was added water pnd the product
extracted with ether. The orgapi ayer Fwas washed,C

dilute HCl and brine and vig

procedure was repeated (using 11
conbined material 5 ‘subjected n: The al dehyde
(17.6 g, 127 mmol) was dissolved in THF (165 m3, MeOH (165 nL), and
wat er (165 nmL). Next was added_glaBt:M (5.3 g, 140 moT) F portionw se
over sevet@al mnutes (bubbling, exothermc) and stirring was continued for
2 hours. The reaction was diluted with a | arge volune of ether and
was treated with dilute HCl e G B b h@VEL &1 vvere separat ed and
the organic | ayer was dried (M af f

product as an oil f(ﬂ\ﬁd@egﬁﬂrﬁmomﬂwl%mro—behidﬂﬁ/ﬁf(m@@wl) PAIC (5 "/EZI§C9)8 8
|2_|233 (s, 3H), zaﬁé sgglur('a%'c?ég)ézoa% %%4(90!) n:{ ethe”&()gnhgwag tr'égted Wt@?\y&rdgen]gas (50 9
(4 Chl or0202 psi)jin plﬂnrrosrph@rrfmd%t h dthure was filtered throygh Celfie apd, e grganic

4-chl or o- 2, 5-ghikibt YaShdaCnreR] fmedClith §akiradd aGBediBdofiuinebitarbyrditeosolution.  The

aqueous layers were washed with ether and the combined organic layers dried (MgSO,),

filtered, and partially concentrated by evaporation using a cold water bath. The volatile
product was obtained as a mixture with ether and the ratio (~ 3:2, ether:product, g:g)
25 calculated based on 'H NMR integration to determine actual yield (45.5 g, 0.355 mol, 98 %) of
product for scaling reagents in the ensuing reaction. 'H NMR (400 MHz, CDCIy) 8 2.25 (s,
3H), 6.51-6.56 (m, 1H), 6.58-6.60 (m, 2H) ppm.
1,2,5-Trifluoro-3-methyl-benzene (G = F)
The titie compound was prepared from 1-bromomethyl-2,3,5-trifluoro-benzene by a
30 procedure analogous to that for 3,5-difluorotoluene, above. 'H NMR (400 MHz, CDCl,) &
ppm; MS (APCI, miz): [M+H]+,




15 (THF) (75 nL) and trimethyl borate (26 nL, 230 nmol) was added

bor ane- net hMs29/6289te conplex (86 mi, 86 nmmol, 10 M soI 9IPIVB)
and the m xture was stirred for 18 hours at ambi ent terrpera?ur .
Addi ti onal borane-nethyl sul fide conplex (-2-47 nL, 24.7 mml) was

added to drive the reaction to conpletion. The m xture was poured into 1M

aqueous NaCH, extracted 3x with ether, and the conbined organic
| ayers were dried over anhydrous MgSO4, 20 filtered and concentrated in
vacuo. Trituration of th&ystdsisthi Regreshnttivd Bdnzye Alcelioldfox@orereafohes Bed 14

g of (4- chloro-2,5-difluoro-phepyl)-nmethanol as a colorless solid. '"H NWR
(400 MHz, CDCI 3) [err] 7.286 (dd, 1H,"J = 6, 8.SGHz), 7.11 (dd, 1H, J
=6, 9.2 Hz), 4.71 (d, 2H,G.J:60Héa, 1580 (t] 1H gJ = 6.0 Hz) ppm
tert-Butyl-(2,3-difluoro-ben X i met hyl - si ["anhe To a
solution of (2,3-difluoro-phe et hanol (5.0 g, i mdazole (4.9
g, 72 nmol ) and DMF (40 vas added tert-b > OKhl or osi | ane
(5.4 g, 36 mol). After stfrring at anbi ent ée perattfe for 24 hours,
the mxture was partitioned 3aetween 400 ni of I her and 100 nL of

wat er. The organic |ayer was washed twice with water, i

MpSO err], filtered and [ Q Vé L i Ao QL af
tert- butyI (2, 3-di fluoro—36 ,@ '@e'&b ot orl ess

oil. [err]H NVR (4BGoNien, OfGMtﬂW¢? )ﬂe[wirhepzefnew ] m 0. §$§ mol7 n@xpd with a sqpl

2H), 4.79 §s, vahlile of@ind iy Tﬂ'ﬂh Tﬂ.)Jw%s @&led@WBF@Uﬁder mtrogen and treated dropwise
tert-Butyl-(2,3-difluoro-4-neth }\/@S benzy |met°¥D-S| ane
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sol ution S e ro e to a solutign o
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L9t yel | ow @hdr anh il DR R0 iman yymeCIAAIBE dlsonbe ] ochsO Tt gier
J 1ﬁ glawy/as an(l\{)@o‘)g f.'q)erecb a@d;c:{ngentrew t?)Bfliﬁrd an (ml (45 gl;_,l) 0.285 mol 8% %)
(2,3-Difl uor Othétsm&ﬁfiaa hpdmeﬁyérhndﬁetl-fm@ 400 MHz, cocms 1.75 tQ 26.8 Pz HH)ON3Dfs,
tert- butyl l_gdlf uor 0-4- net h I-benz%;loxy dinethyl -silane (6.5 g, 24

mmol) in THF t - ‘b\ﬁ@"’éﬂd@@ B9 [ab ot PIHEIHBRPEM fl uoride (24 mL of a 1 M
?,Ol ut i OR in 10 THF, 24288 d fluord - thyisghiefiyl)indhambl (ane]tcxr B MeeEperat ure for 1
our, the m xture poured | to er, I | € L th 1M aq Sous
HCl, extracted 3x Wt e (RPPOUCe RS ep,repé‘ﬁe\t,ﬁya%'ﬁrﬂ &'2%6%’8’5"%\&%”%8%9&& Y1%4yers
wer e dri e@0 overocediarg SD4logdus| toethatdfor (R6- d}m(ne%metaylewerimmmamol abone. r §3iINMR was
purified by sjihd r tQ t t-3t
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(4-Bromo-2,6-diflucro-phenyl)-methanol (G =H, G'=Br, G" = F)
The titte compound was prepared from 1-bromo-3,5-difluoro-benzene by a procedure

25 analogous to that for (2,6-difluoro-4-methyl-phenyi}-methanol, above with the following
exception: lithium diisopropylamide (LDA) was used in place of n-BuLi and deprotonation time
was extended to 45 minutes. 'H NMR (400 MHz, CDCl;) § 1.91 (t, J = 6.5 Hz, 1H), 4.71 (d, J
=6.4 Hz, 2H}), 7.06-7.12 {m, 2H) ppm.
(4-Bromo-2,3,6-triflucro-phenyl)}-methanol (G=F, G’ =Br, G" =F)




15 1- Brono- 2, 5-di fl uor o- 4- net hyl - benzene
A m xture okodezsd f| uorotoluene (25 g, 0.20 nol) and iron powder V§?171 g,
MEL "t he

0.2 nmol) was cooled to -5C. Brom ne was added dropw s i
i nternal tenperature of the reactign did not rise above OC. After
stirring for 3 hours, the mxture was diluted with ether, filtered

and washed wi th aqueous sodi umthiosul fate sol ution. The aqueous | ayer was

20 extracted with ether, and the conbined organic |ayers were dried over

MySO4, filtered a . a ' dbromb 23 J-thiftfel 2

at nospheric pr essgﬁee tglgvgong%nggoﬁgsl%%ggﬂﬁg-g%?ﬁ??%%fgb%&'%wgeégne_ by a
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1- br ono- 2 55- ¢izf {1308 75 @; JRb BHz: HeZzene 14 fn,AHYpprd.6 nMmDI ) and et her (75

m.) was cooled to -78C, gand a sal ution of n-but Ijsit i um.i n,hexane (5.4 ni,

2.5 M 13.5 mol ) % R P YRR - MEARANRLAD S FAg—te+41 hour,
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fashion to Bdditighd, 15ogi Bhdiwpothan ireater vithgi@ae 11§ mientawrier (29 mig). The mixture
2- chl or o- 5- T Ld@Laifildue %ﬁmb@ﬁih t%Fn?ér‘é!uFGQ g%ﬁd'@héeéﬁeﬁésoolnﬁ) M‘PJ(EQEKe?LlQ&eMéZIayer

CDCI[err]z) [err] 7.38 gd, ) . .92 (d, 1H, OHzo),,4.6
(s, 2H), 2D. 3#xiracted with addifigpal ey (2 x 300 mL). The combined organic exiracts were combined

;1- ghlj_o ][ I0- 2, Gapld fvh%h@& @%&emlydﬁthxoghem HC3I iz X 20? mL), viE:ér fsosg&uﬁah? Briyf (30% (r)nL).O

, o= al uoro-_1-c¢ or obenzene, . 10149) I.N [ ran

oY St L el o Sl el e DR L A smerhed i P DAY A e 1)
2.5 M 30 nmol1)Q g, 78.2 mAbll 8T%)s t Theraidetydeowaslthérodissolveld IMETHFY(10@ iy rielH (02 i,
67 mmol ) was ded,. an X . 1. ) . e

o xture e Sy b o e WEfioq porioih il KifiE, 036 o 78 AHGS. ThY

pour ed | #80 rHdureiwasfstiged alvambjerd deropanaire fohd heuuatsliwagp Higs congentraled Uaesred 3x

into et Reficed@Pdsd e 16 PERRivE e OHFARAE MeBWET ThdRERaiflhd QEUEDUE Mayl SHad.
filtered and concentrated in 15 vacuo, affordi

| € ac fford ng 5.,7e§ 9%960/%of
4- chl or o- 2, 6S¥Tacted dwige W 2Het B9 - g 200-BHIAnd das; caphineg orgabyc lpygrs washed
successively with 0.1 M HCI (300 mL), water (300 mL), and brine (300 mL). The organic layer

was dried (MgSO,) and concentrated to afford an oil (10.8 g, 70.4 mmol, 80 %). 'H NMR (400
30 MHz, CDCly) § 2.28 (s, 3H), 2.38 (s, 3H), 4.70 (s, 2H), 6.71 (d, J = 10.6 Hz, 1H), 6.79 (s, 1H)
ppm.
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(2-Fluoro-4-methyl-phenyl)-methanol (G =H, G'=Me, G"=H)
A solution of 4-bromo-3-fluorotoluene (12.2 g, 64.7 mmol) in THF (170 mbL) was
cooled to -78°C and treated dropwise with n-BuLi (25.9 mL of a 2.5 M solution in hexanes, 65
35 mmol). After stirring for 1 hour, the solution was treated with N,N-dimethylformamide (DMF)
(5.5 mL, 71 mmol) and stirred an additional 30 minutes followed by addition of acetic acid (12




NVMR (400 MHz, CDCI3) [err] 10.27 (s, 1H), 7.04 (d, 2H, J = 7.9 Hz) ppm
(4- Chl or o- 2@ eveébsoor o- phenyl ) nmet hanol To a m ﬁ’%@&g 97
4-chl oro- 2, 6-di fl uor o- benzal dehyde (5.7 g, 32 mml ), tetrahydr

(150 nL) and ethanol (20 nL) was added sogh.um borohydride (1.2 g, 32 nmol)
at 0C. The 20 m xture was stirred for 30 mnutes, warned to anbi ent
tenperature, and additional sodium bor ohydri de (0.40 g, 11 mmol) was
added to drive the reaction to conpletion (TLC). The m xture was

concentrated imb).vae lﬁ@sk wibls réHiveld \%rﬁ he@bladathand alto%atdaﬁbrﬁn%l binOibis hanptrdibte 1 M

aqueous I aque phase was extracted x with ether, and the
combi ned orgaHFg“faé &Q%é" the prodyct; exiraciRiyith ey The priosnic layer ayag washed

E:ggoc/()ent ][ aE id z?’dceisuglﬁté‘ﬁtlgﬂgtfﬁ HChend beise dmtewwhﬁw&m a:wat(mgsog}‘amltd&dm%id_ he8 0
(0] C [ | 0 t S a,Co [l €SS. S 1 Q..
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(s, 2H) ppMm subjected to the foHowmg reductaéie n‘éteadldeﬁ’ydec(eﬁﬁl ge‘ a0 (nmmdlhmsRﬁsspI&edaih oW of

| sot hi azole P $FG§§

[ 4- Car banoyl - 3- ?g’l%q@é or o- a?r%‘fvﬁ?rl (-185eWzL§/I Ne’“ 3 %% e |N§ngf (553 ?/I1]4ocarcb)am' C
acid portionwise over several minutes (bubbling, exothermlc) aprheliing was eentig@ed for 2

To a mxture by, 4Th%%z—p:%myels d’t?lth&' Q{rg’é)érde%hme% Btharaindwas GREEATKE R Kei
phenyl ester (2 ﬁ@/

(2, 5-difl uor o!°4qvﬁeefhy|Thf) RSPl ‘)’?Fét’r?a?féﬁed (apd zhey organig Iaypp| Was dried (MgSO,) and

triphenyl pbos BéHcBrrated tolaffcﬁa the- p@oduérraalan &art@b 0 tgeii1arhe:sdrr 95%). am NUR400TMHz Wa's
added Iﬁﬁp | azo box ate ter stirring for

1.
16 hours at a 233 s 3 aﬁhﬁéﬁ Gdd ‘{1I%)H%I|1H) 633 @, J 79HZ TH), 7.24-
(2,5-difl u0r04.2m,h)qbpna;henyl) net hanol (0.24 g, 1.5 nmol), 35
tri phenyl phosphine (0.42 g, 1.6 /] d. é/l 2| ca[rboxyl ate (0.30 ni,
1.8 mmol) were added, and O RREYMEINAROl o 1 hour. After
concentrating in v'&r:aor,uxtlbrbenf mchbmﬂas wamro—benzmc acid (15 g, 78 mmol) tetrahydrofuran

acet one- ad%ti VL0 A B EhibiRpd® @é""‘e%"%?@%.45?%"983534-’5‘??’8?%9,

after trituracerepexf@om. @ﬁmol.ﬁé%mﬂorl iNIDNS)( B8 %Ye wixtufeiwasstireghioy 18 hours at
3-(2,5-difluo ~bengayd =1 st hi s 95 ; ' ' nyl
2ol 2 % LopSo b IE N e ok SRR B PO BT
MHz, CD30D) | gtpqe]j topdriye thetreaclin to pomplgtian. g mixure wag pouredsinto M pqueous Na%z)

ZB 30 (d, 2H extract8d 9x Wil ethef. shd tr(eddimbﬂaéh orbamc Ryéls Verd dited ovef a%d(dﬁﬁ' Mgdl,, J

[ 4- Car bam39l @‘g@f aﬁga‘?”f’?'g@% ”3:9%‘? hiitar g@ﬁf{/i”Big‘;‘)’ reaiditertyith sher-aexang affordelani ¢

acid 14 g of (4- chloro-2,5-diflucro-phenyl)-methanol as a colorlegfianlidl ‘B NMR (400 MHz,

(22 5o 11 uor oCRER Ry 28 i ATPERER B, REF 7 St 0. 2R S 2tz aflogper
[ 4- car banoyl - 38@3.,mdpslouwppm net hyl -

benzyl oxy) -i sot hi azol -5-yl ] - ¢ @5&@ ﬁ lﬁﬁk 9—% !’8@? % col orl ess
solid. HPLC ret. tine: 4.8 tg&g 33&‘;7!“9,0%@?{‘ L , CDCI3) [err]

11.38 (s, 23H), 7. 4Tp  solutiondof (3, 3:dlﬂ80r&phzr)yl¥mtr@60l(&5 0 g BS mnal), imidazole (#.9a.[42) |
7.20 (d, 1H, .%;mﬁ afld Hmk ad mlﬁwééoa &ern-ﬂutﬁ&méthﬁﬁmsaéne— 54 @ aHZr).mouﬁ Rﬁer( t)

1H, J = 7.2
ppm 15 stirring at ambzent temperature for 24 hours, the mixture was partltloned belween 400 mL of

[ 4- Car banoy| - 8hér2and- 140 frhlUSH Watér: CTHeOsrgarfie AFet)vAasYiash6@ Wit W whte, | drie€ avdram
acid MgSO,, filtered and concentrated in vacuo, affording 6.8 g of tert-butyl-(2,3-difluoro-
30  benzyloxy)-dimethyl-silane as a colorless oil. 'H NMR (400 MHz, CDCl,) 8 7.22 (m, 1H), 7.04
(m, 2H), 4.79 (s, 2H), 0.91 (s, 9H), 0.12 (s, 6H) ppm.
tert-Butyl-(2,3-difluoro-4-methyl-benzyloxy)-dimethyl-silane
To a solution of TMEDA (3.9 mL, 3.0 g, 26 mmol) in THF (33 mL) at -78°C was added
sec butyllithium (20 mL, 1.3 M in hexane, 26 mmol). After stirring for 20 minutes, a solution of
35 tert-butyl-(2,3-difluoro-benzyloxy)-dimethyl-silane (6.0 g, 23 mmol) in 17 mL of THF was

added dropwise. After stirring for 1. hour, the solution was added dropwise to a solution of




phenyl ester Preparation of the title conpound as descri bed
for exanpl e WoYskixgy (2, 5-di fl uoro-4- chl or o- phenyl ) - ne or ded
0.86 g (26% of [4-carbanoyl-3-(2,5-difluoro4-chloro- E@Hﬁiwﬁ;é
benzyl oxy) -i sot hi azol -5-yl ] -carbam c aci dggthenyl ester as a col orless
solid. HPLC ret. tine: 4.8 20 mnutes. [err]H NVR (400 MHz, DVBO-d[err])
[err] 11.73 (s, 1H), 8.04 (s, 1H), 7.77 (m 2H), 7.51 (m 2H), 7.36
(m 3H), 7.23 (s, 1H), 5.51 (s, 2H ppm

[ 4- Car banoy!| - 3ndirda Ramdé (8 MY RAHETAO MRy ReDEY. VALY stirfryl fbﬂ ﬁ?ﬁﬁurétﬁé thix@a AT C

acid nyl ester
Preparation ofduetsieq yith gatyrataghaausauseHGh sxlracted $xfne e&?’aﬁ?ﬂ e gomaingeyorganic

(2, 6-difl uor o4dyersdhere dfiédl M@anme)ed@hﬂ Renehradd R, Qvisdss d HGBR-b@fi-

Liniﬁf oot & B el Sl iy steng s 3 ot gl gl ' YRR MEt

solid. HPLG r €OCi b mo7 (ahpA, 1H, = 7.2HzN 688 apd, BH] H KVRz), 400 (sVeH), 205, 3H, J
CD30D) [err] 7. 18 (t, 1H, J = 7.6 Hz), 7.10
(d, 2H, J = 7. 613 %’0%72529%&073&%”5%3"‘7 2 Hz), 5.45 (s, 2H) ppm

General Pr ocedure for the Prepar gs-amumw_rmmmm-reemmas 30
Exanpl e 6

3- (2. 5-di f | uor o- 4- netansofuh%n of ter}-bu I-S dlEu§r0-4-meth¥l-besz dgx%) -dime Tyl-snlane (6.5 g. 24
butyl ) - ur ei doimm&lin H‘ng(g{ @anas add%d tetrabutylammonium fluoride (24 mk/ of a 1M solution in

car boxyl i jgac 'T@Faﬁa E'lﬁlo? After stirring at amblé'xt terﬁbéﬁét&l‘é%r 1Qfour the mlxture was poured into
[ 4- car barmpyl - 2,5-di f1 uor 04- met hyl - benzyl ox Il sot h

5
car bani ¢ aci d n3Adified itp 1%3%'&"‘5 H%‘ graise)| W“ﬁ o A Eﬁt?tﬁl ?ﬂgb‘l]% FPARIGe
(0.12 g, 0. 81 orguaic)aydh werddiidd oedrNalBO]/ fitbredand eéhcsntme)d mascushTkeresidoe Wds- 50C

Lﬁ; orzrgt gglrjgaf)h)?ur(' fd:?m i#:gt %eYva%p@agEra_% @8@2&2@% %%xaa}\régetrmj Q&eftétg)g ap&diﬂéﬁ%.y

- 46- Qifilboro3Bmathylpbenfil-treBdnol 39 a ight yeewlphg 0. 31 g of the title
conpound ag a col orless solid. Tq% oZS-dEéE—ri'n?éth;Y\@&gzgﬂessm ved in ca. 10
m. of 4:1 methanol -chl orof orm at dwth

sol ution of nethandsuikpesmfe, WP?IO@GGMQ5 EL0-20me)) Farion Fpwegag g, OZAT‘Q'la‘f’aS

stirri ng for Rooled to -55¢. nLﬁr@ﬁine ME@ aBae&td#B&Nw&a@cﬁQﬁ&@cﬁé il térﬁbe\@ﬁbl(bf tend
the residue was triturated wt er affor%@utg%w@gheg of

the title conpRRSHRD fignajyise aboye 86‘] Wé%‘%""@cf?’ | Qf‘wﬁPf_hé rhigdyre was

End gut isH 'H NMgarﬁdegd deghedm@\) adu@éLZs] seoanu?’rfltrﬁdéalfatel ;&&Axftlod ‘TrﬁzﬁhueSUSGIaW)waSG ?3
: ; = 6. " , S, . .44
4H) . 2.98-2. 8f><f(aﬁ‘e]dzqafr,eﬁfr-6a2d'é@ wgﬂr,eﬂl phcBte vy vere é"e(d?f}%e' O e e,
(m 2H), 1.6- toicetigtedhlyacud.. Bistilatdn @mtmaéﬁ)'letﬂq:pnssh@ g@ﬁ@lgofﬂ#ﬁz@mo—ﬂ.ﬁ&ﬂuoro-

Mt err 1
g (|2_|] [5 di %I uoro m%hyl b?r’_lzene%sacoloiﬂess 05' “‘5" 130 f’ ﬁ) hy ro g:’/'c,qsl"“f)*|z'pceDrCTt |%?qtélqghpent yl

) - urei do] - J4=86.0, 85Hz).693 (m, 1H) 223 (s, 3H)ppm i sot hi azol e-4-carboxylic
acid am de The tit|£ SRMREY A NRsheRIERAR&SR f rom
[ 4- carbam)zyl-3(2 5-di f | uor o- 4- nEthyT=
A mixture of 1-bromo-2,5-difluoro-4-methyl-benzene (3.3 g, 16 mmol) and ether (75
mL) was cooled to -78°C, and a solution of n-butyliithium in hexane (5.4 mL, 2.5 M, 13.5
mmol) was added dropwise. Afer stirring for 1 hour, dimethylformamide (1.1 mL, 14 mmoi}

was added, and the mixture was stirred for 1 hour. The mixture was treated with 1M HCl and

water, warmed to ambient temperature and was extracted 3x with ether. The combined
30 organic layers were dried over MgSO,, filtered and concentrated in vacuo. The residue was
diluted with tetrahydrofuran (50 mL), and the mixture was treated with sodium borohydride
(0.50 g, 13.5 mmol) and ethanot {2 mL). After stirring for 30 minutes, the mixture was diluted
cautiously with 0.5M aqueous HCl, extracted 3x with ethyl acetate, and the combined organic
layers were dried over Na,SO,, filtered and concentrated in vacuo. Recrystallization of the
35 residue from hexane afforded 1.24 g (54%) of (2,5-diftuoro-4-methyl-phenyl)-methanol as a



benzyl oxy) -i sot hi azol -5-yl ] -carbam c acid phenyl ester and .
5- am no- 1- piyoeswedsm- 1- yl - pent an- 2- 15 ol by the procedurep@rmhmm to

Exanple 6. HPLC ret. time: 3.3 mnutes. 'H NVR (400 MHz, CDOD) 8 7.18
(dd, 1 H J =6.0, 9.2 Hz), 7.05 (dd, 1 ¥4 J = 6.0, 10 Hz), 5.47 (s, 2H),
3.80 (m 1H), 3.23 (t, 2H, J =6.4 Hz), 2.7-2.4 (m 7H), 2.25 (s,
3H, 1.8-1.4 (m nH ppm M (APCI, mz): 512 [MtH|[err].

Exanpl e 8 20

(R) - 3- (2, 5- Di tdlarigssosolid. 18 INMA (40&MHz. GDG)) 8 3.0p 3dd, 4H,(B3= BPAR-2Kip). B¢ fdsl TR 1

-yl)-butyl |- t,1H,J=6.0 H
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roced ur e anaO s to
e 2 P diro A ity et 4sino NGRS fleseloBee Se stz SReey 1 or |

7.19 (dd, 1 FNM@&(::oonQz C@C%)d"l?&&(d711-041=(6181Hz)16bﬁ(dJ1H 5= 00 HAD4.8t s, 2, 2484 (s,
2H), 4.34 2H), 2.86 (dd, 1 H J = 6.0, 10.4 Hz),

2.78 (m 1 Hfs )@sm 254(m 4H) 2.25 (s, 3H, 2.14 (m 1H), 1.73
(m7 1H), 1.56 (m 4H ppm M5 ( APLChioiZo-diflvbBrbdnbtddhide r] .

5 5. 5-Di 1 uor o- 4 Tos? AQYIOD LSS FES Hprabengens, (0 3 mmof SFEBE BB o, |

ot hi azol e40 mL) at -78°C was added a solution of n-butyllithium in hexanq(‘daﬂr :tob,XZﬁ M; 3agimlam de

The title CO;TB gr 1“6%58 @radarn?*h{(’l rxggnL ide &Q’Rgr@ rlwmé Wés gdo%Hférfg%é)m‘kuF?t hyl -

5 benzyl ox am ¢ aci hen ester
N1, N1- Di met hywahsiwanter 1.5 6ours. The mnduxramﬂyawdﬁm@ﬂwrémaﬁa@f%ﬁ%@gﬁﬂ§"‘?b

Exa le 6. H rr
oo gPr] D | egﬁ 60?Fef ér‘it gg) Tg oflg @M‘%&%ﬁus kFl@ TLE'aB{Mgus phase \JaQQQtrME‘a Gx mto 10
Hz), 5.45 (s, etzpq) and the com@egg)rqaplc Iaxﬂs vqpre—dnpd qu.qﬂgsoz Bre(i ﬁpd Qqqf.entrgteg 4n (s,
3;')PCI 2. r2712 16S ZM affArdﬁF'Sjn‘lﬁ(Qé%) ofdihiorcl2, 83 dor@Benzaldehydé 8% a4bibrigdpBbid VB
(Exam;” e 16) NMR (Loo MHZ, cocL)s 10.27 (s, 1H), 7.04 (d, 2H, J = 7.9 Hz) ppm.
3-(2,5-Difluoro-4-methyl - benzyl opichioko-£,8-difidoré-ghenylitmetgmoet hyl - pyrrolidin-1
-yl )-butyl]- ) ) 0}zl ' |, e-4- lic
R To & mixty, g 42 ESEAEDAENER L5t By PSR i

[ 4- car banoy| - 8!-5()20L55rdi éthamolr(ae i yeedshadlded sodium borohydride (1.2 g, 32 mmol) at 0°C. The

b | t hi

(2?2{10?2)2 - ﬁmgu}[ﬁ%«% ftu If% (%% na?m%é%%afﬁe’dqo QFS@X& tﬁﬁﬁérﬁtﬁre. &q]aeddgugr(\)aé go laJurme

anal ogous to Boramyltide @40|ﬂ?|1€mrml) wasi atded ®. q_rwmtnmr[ee@on pcemrqtni@hon (TLC).Nke ( 400

M"i f([))[ a; ;] OEM&@%J cozce}nﬁatggﬂ)vayg %l%te%’ wgzsgther%ng trbidied caﬁtl&élymﬁHMJahlneods "2 0

m , 2. 78HCIn The appeoupphmse wag extrpgted 3x with e gher and r\?l°°'?P|)"ed (Q’g%(lf)ﬁrs J =
), 2.02 dﬁé& ovér M0, 15i8Rd ndEontehtratéh) TR onBtHeAEdue with Hentarfforded
LT3 125110 8. (3R 160 (4-EiaRa 3 Siyore-ghamsl-methen s i eyt sl T AN (o0
but yl ] - uneiz0oDel,) 5 7.04 (d, 2H, J = 7.1 Hz), 4.73 (s, 2H) ppm.
General Procedure for the Preparation of isothiazole Phenyl Carbamates:
[4-Carbamoyl-3-(2,5-difluoro-4-methyl-benzyloxy)-isothiazol-5-yl}-carbamic acid
phenyl ester
30 To a mixture of (4-carbamoyl-3-hydroxy-isothiazol-5-yl)-carbamic acid phenyl ester
(21 g 76 mmol), (2,5-difluoro-4-methyl-phenyl}-methanol (1.2 g, 7.6 mmol),
triphenylphosphine (2.1 ¢. 8.0 mmol) and tetrahydrofuran (19 mL) was added
diethylazodicarboxylate (1.3 mL, 8.0 mmol). After stirring for 16 hours at ambient
temperature, additional (2,5-difluoro-4-methyl-phenyl)-methanol (0.24 g, 1.5 mmol),
35 triphenylphosphine (0.42 g, 1.6 mmol} and diethylazodicarboxylate (0.30 mL, 1.8 mmol) were
added, and the mixture was stirred for 1 hour. After concentrating in vacuo, the mixture was

6
(m 1
1.6 Hz
[ M+H]
3- (2,
_|)

y




| sot hi azol e-4-carboxylic acid am de The title conmpound was
prepared frowdeeesmwbanoyl - 3- (2, 5-di fl uor o-4- et hyl - :
benzyl oxy)i sot hi azol -5-yl]-carbam ¢ acid phenyl ester and PCT/IB99/00797

1- (4-am no-butyl)-piperidin-3-ol by 25 thg.procedure anal ogous to Exanple

6. HPLC ret. time: 3.3 mnutes. 'H NVR (400 MHz, CD30D) [err] 7.18
(dd, 1 H J =6.8, 9.6 Hz), 7.04 (dd, 1H, J = 5. 6, 10 Hz), 5.45 (s, 2H),
3.64 (m 1H), 3.24-3.22 (m 2H), 2.90 (m 1H, 2.73 (m 1H, 2.37 (m

]2-H)74 ]2- gg E d, prkied] by silicd gHZt)hromatograph)l eRithgl wity aédioneddtic dcidthethilenel cidride
m

Exanpl e 12 30 (g@%,é) g/o 99% a ordmg. after 1m)uratlon f8 onL %gﬂr{exane] 1.1 g (35%) of [4-carbamoyl-
3-(2,5-D fl uord@; MﬂdmpdA-beth&tyﬁeazy}o)ty)SsoEﬁihzétE’o-yl]Smrﬂaaﬁyémmwm@t&t ¥4 »-colomisslol -

I sot hi azol e- 4- s[%ﬁé ML E uf '4% L AENR (400 M cofc?]lg) & 4d b\, SOAY S Hoe

prepared from or o-
benzyl oxy) -9 sotl'hlJ&z'bZHﬂ Ktﬂ] (dc%tﬂ banh.4 HalcT.47 fddetty, ) £8.0812 Ha)d?.00 (dd, 1H, J = 6.4,

N1- 1| sopropyl - by t he procedure anal ogous to
Exanple 6. HPLC rzz%e“gl(ssz}ﬁ %m(Q%H%EIt es. [err]H NVR (300 MHz, 35 CD30D)

[err] 7.20 (dd, 1H, J4Sasamoyle-(@ 31difiyoro-H- mﬂ-mzquw'lsqthtazca—&y!l-cgnbammacxd5 47

(s, 2H), 3.23 (t, heny! ester
- 48- 2H, = 6. % 2. 27
(d, 3H, J = 1.8 HZ)Preaarqhom ogtn@rﬂue compouxzﬂ_ﬁs dqscgbeg fg’ ?’ﬁ{"p"fl-:b usu@ {: f-dchoroéH J
EXG- 6| HZ?L3tmmmétﬁll~bW)-meltﬂam)l afforddd [ \MrH) [(67%) of [4-carbamoyi-3-(2,3-difluoro-4-methyl-

a e e o . .
3-( r2rp 3-Di f 1 uor ARV RS BZh S BRAGadALey! esfers §iRVEFSS R P B e dme- 48
-yl)-butyl]- nmBnutes. 'H NMR (400 MHz, CDCl,) § 11.38 (s,lHRI 7O}t RB0d R iBAA).7-26-(t AHbbR Y| i C

acid am de g2(122)57 20 (d, Tﬁ%léﬁh&ﬁ?@oﬂﬂd?w 1P $P3'58¢h) [ M, 1H, U = 7.2 Ha),

[ 4- car banoyl - uoro-4
benzyl oxy) - i sc’ﬁt%ﬁba‘z*@lv5§2§ﬁl-]i|ﬂ)céi5b@r§ﬁc~l adidzppasmy| ester and

1- (4-am noggout yl ) - pyr @aﬁ'ﬂyrrl% 2 4-difluoro-4-cHioR)-beR¥yidx i BarBaMit SGPUS tO

Exanple 6. HPLC ret. Ti 1] : :
[err] 7.17 (t, 1H J = 7.6 Hz), 7.03 (@henylestey = 7 3 \p), 5.49 (s, 2H),

4.01 (s, 2H), 10 Fredardton otk title cérpoliia as%‘@scnb%d‘#& dxBinpé H) using. (2 3-diftioro3H) ,

éngrpl( 28’1 44H) cRBro phenyl)( met%‘aﬁol rsg‘forzied ggg g (26%) c'aY|+ l_lL-[carba(]noym-(Z S-difluoro-4-chloro-

3- (4- Chl or o- 2,benzyidixy kisativiatok by Lanbapic dxid pBedyB estgrais @xcylofiess polidoHPIE ret. time: 48

-yl - pentyl 1 g e |

am de - I\/Eﬁtohanesu%’or}?awéquo M’-:[ZSDMSO d‘)aﬁﬂr(%oﬁ'pi P{s 16&)23?1?9%3 7:5 ar ed

from [4-car b@2nmy363m 3HE7 33 {d, itk H5UsnaH) pin-

benzyl oxy) - i sot hi azol ;3 ZaWahio @?%@ﬂﬁor&@ cﬂloﬂ ox¥)
U PV {

-am no-5-pyrrolidin- I=yi=per : '
Exanple 6. HPLC ret. time: 3.1 mnutesh gsie NI\/R(400 M’lz[err] D20)

[err] 6.81 (d, 2H, Rleparatior ot titdcohbolifs as’édscribdd Gdr dxBiple BH)singJ24-4iftibreid- 2H) ,
?'mz' gi—lg) g 5 ﬁgo?%y}%ﬁ?%wﬂé% °'?BFS/€|—‘](ZF°€? f’ojf"') H-carbamoy-$2.& dhuorsaSRion: 2
Exanpl e 15 benzyloxy)-isothiazol-5-yl}-carbamic acid phenyl ester as a colorless solid. HPLC ret. time: 4.5

minutes. 'H NMR (400 MHz, CDCl,, CD,0D) § 7.31 {t, 2H, J = 8.0 Hz), 7.18 (t, 1H, J =76

Hz), 7.10 (d, 2H, J = 7.6 Hz), 6.92 (d, 2H, J = 7.2 Hz), 5.45 (s, 2H) ppm.

General Procedure for the Preparation of Isothiazole Ureas
30 Example 6
3-(2,5-difluoro-4-methyl-benzyloxy)-5-[3-(4-pyrrolidin-1-yl butyl}-ureido}-isothiazole-4-
carboxylic acid amide

A mixture of [4-carbamoyl-3-(2,5-difluoro-4-methyl-benzyloxy)-isothiazol-5-yl}-

carbamic acid phenyi ester (0.34 g, 0.81 mmol), 4-pyrrolidinobutylamine (0.12 g, 0.81 mmol)

35 and tetrahydrofuran (2.8 mL) was shaken at 45-50°C for 24 hours. The mixture was
concentrated and purified by radial chromatography (4 mm plate, CH;OH-CHCly-NH,OH



3-(4-Chloro-2,6-difluoro-benzyl oxy)-5-[3-(3-hydroxy-5-pyrrolidin-1

-yl - pent yl ) WO g/6ied0- i sot hi azol e-4-car 59Xé |ic acid
am de - Methanesul fonate Salt The title conpou ared
from [ 4- car banoyl - 3- (2, 5-di f1 uor o- 4- et hylg. 25 . '
benzyl oxy) -i sot hi azol -5-yl ]-carbam c acid phenyl ester and

1-am no-5-pyrrolidin-1-yl-pentan-3- ol by the procedure anal ogous to
Exanple 6. HPLC ret. time: 3.3 mnutes. 'H NVR (400 MHz, CDOferr] QD)

7.17 (d {108 | ‘ (err]CD)
(7] 737 (i i e e g i

= Hz), 2.92 (m 1H, 2.72 (m 1 H, 2. , ) ,
1.87 (m 2H), Mptea! "(%d'(si%%dw% ?MO(%&":‘ me‘ham'ff',"°'2.°2’22{ﬁ9° Was eateiwithaPCl |
ij z): I 51;6[ Mt ] doRstiér] of Ridthanesulfonic acid (0.043 mL in 0.5 mL of CH,OH). After stirring for 5
anpl e . . . . . .

3- (4- Chl or o- 2 WS+ PR BRI R WAS SANGKARted i vacyosand o 1Sxigueswas itk eskad yyith mpthanol-

-yl ;jpe ntyl ﬁh ue@bde%ferdhg 0.35 g of the title compound (82%) ﬁ@bhﬁbl&lﬂ@s&oﬁ& RLO Gty finhe: 33CI d g
am de - Metha A ' he t] as , pl.epare
from (4-car ba?rlmyﬁs?,% gkﬂg(gﬁ 'fA}J%‘deg))Afa- %4[ ﬁ?&’n 1H, I-%.o, b,E; "E)'%%QR&}'JQQ' j’"?z?‘,;, 104
benzyl oxy) - i sblizhi 42 ¢d. 28), Bl44-(ca PR A0E-2.88 (rd, 461),e288-2.855(€ 2HR 2062 (s, 3H), 1.95-1.93

1- am no- 5- | igli - Yol- b USqt
Bl e 6. P 1 Mamey MERAT S s 8. 2l 1 IRPHAGER S RPGL 59 Fey
[err] 7.17 (dM%H. J = 6.4 Hz), 5.51 (s, 2H), 3.64 (bm 1H), 3.24 (t, 2H J
= 6.0 Hz) 10 -49-

= Example 7

2.92 (m 1H), 2.72 (m 1K), 2.39 (m oH), L 88(m 1H), 1.87 (m 2H), 1.75
(m 1H, 1.54 (m (25-diAuero-4-meftyitenzylodS-rerydumy Saireridingyyhpentiupeidol
[SM(*‘SUEEH]B_- (2-h Chyl isothiaZL]le-g-carboxylicacid amided (2.5-difl Exa”p|49 1t7h
- - - | S- -nNygar oxy- e -am noJ-butyl)-urelrdo)os- , 2-dl uor o- 4- net ny
- 5 e °°’Xp‘)“”€e‘ﬁ¥y|96%9ﬁe¥ i%?ﬁ‘ h[“:st‘*ES{ BOW-3(3 Srstlegrordemetiv-d

am de benzyloxy)-Ebithiakal5}ye-caapiawoid phery st ad 6dndinoopiperidin-1-yl-pentan-2-

4-carb | -3 - di - 4- | - . . .
bonoy oxy) i s ot e Bbedd i pRCielE o Woeimpte p. SRLG 7t imgich mipytes. ' MR (400
2- [ (4- am no- bMHgI GD;0R) HY.d8 (ddy 1H, J = 6.0, 9&tHY,17)0540d, nid] & ©6.Nat0CH2) BT (s,2Hpr3BSedur e

anal ogous to I LC.r, tipy: I JUst 25 ] rr\H (400
Mz, CDerr] o@; 'rér?ﬁ(}'. 2 gdc??"t gy 2524 & é,“y’ng%é G338 E’@d?”’fﬂ%sz
6.8, 9.6 Hz),( MR Y2 MsHI2H), 3.63 (t, 4H, J = 5.6 Hz), 3.28 (m), 2.74
(m 4H, 2.68 (m 2H), 2.25 (d, 3H, J = Hz), 1.56 (m 4H) ppm M
(APCI mi%: 502 [MH [err] “Efdmple 8

Exanpl e 1 {R)-3-(2,5-Diflucro-4-methyl-benzyloxy)-5-{3-[4-(3-hydroxy-pyrrolidin-1-y!)-butyl]-
3-(2,5-Di fluoro-4-net hyl - benzyigojisothrizdledlcdrbbrdiidlacil dnvge oxy- pyrrolidin-1-yl)
-butyl]- The i ureédo}-l sot Ni a}zol e-4-car bowl iC
acid am de 15 e 1 CqamAcHY YTp BiERR e hallom r Bi5atPaRey3dfip-difluoro-4-methyl-

[ 4- car banoyl - Bngdo)-idothibrudsei]4anvanib \akid phenyl ester and (R)-1-(4-amino-butyl)-pyrrolidin-3-

b | -i sgt.hi -5-y]) - i ' | t d .
D ot oo B A BB et RREE . 556 %7 BB, LR 8984 <o
Exanpl e 825 HPMéZ»rC&QDN &9 (dei Hiitve.0, ParHz), AOKIKAR, (H.Q0= B8{Z10 Hz), 5.45 (S2BDB)348
7.20 (dd, 1 = 2 4 = 6,8, 6 :
2H) L06s (t !J(m'"]“r 393&,"‘ )22 8 stdHZ'B‘q '34‘@30'(4 ﬂ?’ 2387y 1('%1 2§5H) ?‘k%?'%é‘ﬁ%%%(za) ,
2.25 (d, 3H, & 328 (FEH), 1.786m(1H). 1488 (m24H)ppms MS (APCI, m/z): 484 [M+H]".

Exanpl e 19




5-[3-(4-tert-Butyl am no-3- hydroxy-butyl)-urerdo] -3-(2, 5-di fluoro-4-nmethyl-b
enzyl oxy) - wo 99/62890 | sot hi azol e- 4- aci d
am de The title conpound was prepared from &%B%%

[ 4- car banmoyl - 3- (2, 5-di fl uoro- 4- net hyl - 237. )

benzyl oxy) -i sot hi azol -5-yl ] -carbam c acid phenyl ester and

4-am no- 1-tert-butyl am no- but an- 2- ol by the procedure anal ogous to
Exanple 6. HPLC ret. tine 3.3 minutes. [err]H NVR (400 VMHz, CD30D)
[err] 7.18 (dd, 1 H J = 6.8, 96Hz) 7EQ§|.,1 @Igi 1H, J =6.4, 10 Hz), 5.45
(s, 2H), 3.66 . : 2 , 2. 2.25
(s, 3H), 1.69-1.66: -4-met , (o{6-gimeiny ,
[MtH [err]. 30 4-carboxylic acid amide ExarT'p| e 20

) propyl ] - urel by -tleCseiiKa W “preparss on HERRINACAFEL i E e
acid am dé- WdTZ@bkM)mthﬁeolMl]tcarbamlc acid phenyl €ster tant| 81,00 imethg-hazanepr@&par ed
from [4-car b tf(ezgrgcel%i.ufel 2}1’19{) ou% t& Ié&é}g@ ﬁe HPLC re tlme' 3.4 minutes. 'H NMR

benzyl oxy) -i so m c acl ny nd

3-(4-net hyl - MOQMKZG%ODWW)Q (&5 1H, bt 608 ém)néo%@dt%Jpr%éémzb5élﬁd$ @Jous to
Ex l e 6. 6

Exanpl e W%kﬂ@"\ﬁf 09), %(m%—ﬁriw@s %—o 25%58( Eig) 155145 (m 0. 338139,
5H), 1.67 (n{m%pmws C€A¢QF470[M+HIMZ) 503 [MtH] [err].

?%X?Zplcﬁl% 2, 6-difl b pampe 2 ' ) 1)
or o- iflu enz enty

- urei do] - 5 2,§)-D|%uoro4. l-bénzylox - acid
am de The t itl wraaammutomscamoeﬂimaeid afnfdem

[ 4- car barmoyl - 3(2 oro4c

benzyl oxy) - i sot hi 0% ltlg ?er cund bvéans\ CD?%P e IR nﬁ -catbamoyi-3:{Z,5-difluoro-4-methyl

1-am no-5-i squzmlpny) mhmolfﬁefﬂtcamamlc acid phsnxblestﬁya!ﬁr@) pridesinoratyiparegiogs t o

EXD[agP'r]e S bﬁeﬁw%ﬁaﬁ& rgéeproédgrergnglugcﬁé to [EQ%;]:&"SNW’L@F&Q tme; 3.2 Mﬂétfls_i) LA
(t, 2H, J = H MHz,(£0,0p) 818 dd, 1F}J36° %2042}42)04 (Q 5. {me“zﬂb Hz} 5481 58

Eml—l]m[_l)er r]l 0@ éFl) 3@bla 58 (m, 803283 28] 2HyE3.02 (m, 1), (m. AIH3,)2.833R6 1H), 261

3- (4- Chl or o- M@t 39448r B Wlen’§ Hak 972 47 (B84 af W'@W@o%‘?éﬁ@&%o Sentyl

)-ureido]- [M+H]. | sot hi azol e-4-carboxylic acid
am de 15 The title conpound r red from

[ 4- carbar%gyl 3-(2, 6d|f|uoro4chlor vvagxg‘pep'q .

benzyl oxy) - i sot hi aZ(25-Bifiydrg-4-cwettybben -5 dr riginyd -yl)-buty(]-ureido}-

1- am no- 5-i sopr opyl am no- pent aRuniazole-4-carbByi d dprocedure anal ogous to
Exanple 6. HPLC ret. tine: 3.2 m:—&%#%?—é@—(m L ee e T 400 oD)
[err] 7.17 (d, 1HThe tilg eomppopnd swasp prepareg{from3 [43carbamoyhd2, 5-@“%%@8*% J =
6.4 Hz), benz?lo%@-w@ﬁuaz&llﬂryn%arbaﬁlc(bcldzﬁherg edtdr e(rﬁih @@'mn )&p&@lﬂ(ﬂl pgH)
1.06 (d, ,6H, J %gpmt APC] [ b?Mlj-:(

Exanpl e the procedure analogous to Example 6." HPLC 'ret. tlm ‘3.3 minutes. (400 MHz,
CD,0D) 5 7.18 (dd, 1H, J = 6.8, 9.6 Hz), 7.04 (dd, 1H, J = 5.8, 10 Hz), 545 (s, 2H), 3.64 (m,
1H), 3.24-3.22 {m, 2H), 2.90 (m, 1H), 2.73 {m, 1H), 2.37 (m, 2H), 2.25 (d, 3H, J = 1.6 Hz),
1.99-1.87 (m, 3H), 1.74 (m, 1H), 1.74-1.53 (m, 6H) ppm; MS (APCI, m/z); 498 [M+H]".

Example 12
30 3-(2,5-Difluoro-4-methyl-benzyloxy)-5-[3-(5-isopropylamino-pentyl)-ureido}-

isothiazole-4-carboxylic acid amide

The titte compound was prepared from [4-carbamoyl-3-(2,5-difluoro-4-methyl-
benzyloxy)-isothiazol-s-yl]—carbamic acid pheny! ester and N1-Isopropyl-pentane-1,5-diamine
by the procedure analogous to Example 6. HPLC ret. time: 3.4 minutes. 'H NMR (300 MHz,

35 CD,0D) 3 7.20 (dd, 1H, J = 5.7, 9.0 Hz), 7.06 (dd, 1H, J = 6.3, 10 Hz), 5.47 (s, 2H), 3.23 (1,



-3-(2,5-Di fluoro-4-nethyl - benzyl oxy) - 5-] (346-[ 4- (2- hydr oxy- et hyl ) - pi per azi n-
1-yl]- W hexyl } - ur ei do) -i sot hi azol e- 4-carboxytic
aci d ani de YO 99/6289% The title conpound was prepared fromPCT/ABIY00797

[ 4- car banoyl - 3- (2, 5-di f | uor o- 4- net hyl - 254 :
benzyl oxy) -i sot hi azol -5-yl]-carbam c acid Shenyl ester and

2-[ 4-(6-am no- hexyl ) - pi perazi n-1- yI] et hanol by the. procedure

anal ogous to Exanple 6. HPLC ret. tine; 3.0 mnutes. [err]H NWR (400

3 6 (1) o ) =68l [g g s =hsha. Z%HHL%&G%, 7Nt fmaty

2.50 (t, 2H HHY, 16-03 i, )2H),2.133d,(8K, J 216)6 HZ p@B; MS (APCI(rs/z): 3H) [M+H]I'50 (m 4H),
1.35 (m 4H) ppm M (APCl, mz): 555 [I\/Hr !ﬁ[ler 53 30

Exanpl e 24 ) N

3- (4-Chl oro- 2, 5- di f| a2,8-Diflsoro-rostiyl-b8nzy@xy)€={8H S 14 NYeFAXMBY e ubiido] - i s
ot hi azol e- 5 ureido}-isothiazole-4-carboxylic acﬁ'&ﬁ&@oxyl i C aC' d am de
The title conpound was prepar diflu net hyl -

benzyl oxy) - i sot hi aZbg- ey |cpmpaing amee @rewaﬂeqorf@ﬁyll‘*@e&bé'ﬂwﬁﬁdz 5-d'ﬂU°f°4-mefhy'-
2- [ 4- (6- am noHRRXWK) d?bltrﬁ&‘zbﬁ@cynpcalbméécnd phid r@stzaaahah -pyarbiRebRYIPHBDItiIR-3,4-

)-

anal ogous to Exanple 6. ret. time [ 400
Mo, Dl or r] OSJ0 PBite prosedire gepioapie g e d*"ég-lf timg: g "%‘ﬂ‘f‘eﬁH)H MR s,
2H), 3.64 (t, ntd cH,GD) 5717 (t, 1H, J = 7.6 Hz), 7.03 (t, 1H, J = 7.3 Hz), 548 (s, 2H), 4.01 (s, 2H),

i o o iesdrptinh A el B B 1

4H) ppm N5 (AREH. rﬂz) 555 [MtH| [err].

Exanpl e 25

5-{3-[3- (4- Met hyl - pi perazi n- 1-yl ) - propy! ] BEE%Y 3. (2,3, 6-tri 1 uoro- 4- met h
yl - 5 3-{4-Chloro-2,6- duﬂuorqaeqnzsdpxy)gﬂa ﬁsgudmxgﬁﬁyrm»wnﬁﬁwl d
ani de The {sbtb%ﬁ‘of&@-@%&&@?’c ARFarid AR Rhebifdbte Salt

[4 Carbarml-3 2,3, 6-trTfruoro-4-met

benzyt oxy) 1§ sot h| azTGP tifley |CPMBRHNE a MRE %t’éﬁ’ﬂﬂe"p Heory | [4-6apoamoy 32, 5-difluoro-4-methyl-

3- (4- et hyl - p'b@ﬁiyﬂ)&%ﬂsoiméﬂoﬁ& vl carbam;@émﬂeayrb&er 4 t-arRinpspoeslidina-ypaitagbus

to Exanple 1 e
Exanpl feTp 26 1 & by {he procedure analogous tcg Exal;gpneé LPLC ret. time: 3.1 minutes. 'H NMR (400

3- ( 2- Fl uor 04- merizhplo)Bereayl.cery =572 Biz], 8¢ 4s, 2HY, 1381 -(pinp a2 4 {tm,\2H), B 2HY - ur e

i do) - iS i,azol es d-car | i

i de 440, 289 {1, 240, 2 Rels b 4AmRY FPEAZ: B o R MSPLE 5 Bre

[ 4- car bano3d - IMERF f | uor o- 4- et hyl - benzyl oxy) -

i sot hi azol -5-yl]-carbanmi ¢ acid phenyl estgf and,s

3-(4-net hyl - p| pera2| n-1-yl)-propylamne b procedure anal ogous to
Exanpl e 1. MB ( APCl 3-(4rChipro-2856ifiycxe-barizpexy)-5-{3t3-hydroxy-5-pyrrolidin-1-yl-pentyl)-ureido}-

Exanpl e 27 thiazole-4-carboxylic acid amide - Methanesulfonate Salt

3- (2-Fl uor o- 4- et hyl - be Wﬁ%%m—r%r urei do] -i sot
hi azol e- 4- The title ‘compound was prepared from {4—carb@5\p¥j(§g(g1 uareAdn%{ "d e
The title QG)WH tlﬂéz@pﬁylﬁdarﬁa'nﬁé%nd phenyl ester and 1-amino-5-pyrrolidin-1-yl-pentan-3-

[ 4-car barmyl

2. f nzyl oxy .
i sot hi azol - ?’ ggrp[g%ﬁ%re gggag%lﬁ é%gfa%%%é %gha ret. time: 3.3 minutes. 'H NMR (400
N-i sopropyl - pammamao)aﬁ17a(mm Jy6.4 He), 261 (s, P 8.6d e, 3. 200, ¢ & 68dalpl e

é;( aﬁl (eAgg' » Y 8D im, 1R 27 157 S.Be m, 2H), 1.98 (m, 1H), 1.87 (m, 2H), 1.75 (m, 1H), 1.54 (m,
4H), 1.22 (m, 2H) ppm; MS (APCI, m/z): 517 [M+H]".
30 Example 16
3-(4-Chloro-2,8-difluoro-benzyloxy)-5-[3-(3-hydroxy-5-pyrrolidin-1-yl-pentyl)-ureido}-
isothiazole-4-carboxylic acid amide - Methanesulfonate Salt
The title compound was prepared from (4-carbamoyl-3-(2,5-difluoro-4-methyl-
benzyloxy)-isothiazol-5-yl]-carbamic acid phenyl ester and 1-amino-5-pyrrolidin-1-yl-pentan-3-
35 ol by the procedure analogous to Example 6. HPLC ret. time: 3.3 minutes. H NMR (400
MHz, CD,0D) § 7.17 (d, 2H, J = 6.4 Hz), 5.51 (s, 2H), 3.64 (bm, 1H), 3.24 {t, 2H, J = 6.0 Hz),




3-(2,6-D fluoro-4-methyl -benzyl oxy)-5-[3-(4-pyrrolidin-1-yl-butyl)-ureidol-
i sot hi azol e¥o 99762890 car bog igvees

am de The title conpound was prepared from

[ 4- car banmoyl - 3- (2, 6-di fl uoro-4-net hyl - 254. _

benzyl oxy) -i sot hi azol -5-yl ]-carbam c acid phenyl ester and
4-pyrrolidin-1-yl-butylam ne by the procedur e anal ogous to Exanple 1.
[err]H NVR (400 MHz, CDCI3) [err] 1.63 (br. s, 4H), 1.83 (br. s, 4H) ,
2.34 (s, 3H),282 48-18),2F2((M 18)12.39 fn 28H)( $.08 h)1H) 5. 8m), 3.75Um, PH)2954 fm, 2H)
6.74 (d, J = 8.3616 ) -Hz(,m’ 2%’:? 6.638 .()g 1@? %.9%%r.)s,k%), )10.82“(br.
s, 1H ppm M h&dm. 2H) pem: MBJAPEP{E) A f INH+HI
Exanpl e 29 30 Example 17

3-(2,6-D fluoro-4-nethyl -benzyl gxy) -5-(3-4- 2- hydr oxy-. ) pi.perazin-1-
yl | -butyl}- S RT3 ot |-ammo AR Cor R Aliuore- 2 MeYET boxyl i ¢
aci d am deb Theertzilbdy@isothizpaesd dbarhvaxylipacidesmided f r om

[ 4- car banmoyl - 3- (2, 8- di. -4 Y- " .3.(2 5-di N
benzyl oxy) i sot hi 2 e §{"Jy|q§af"§%‘? dgﬁn;ag é’c‘?f’%fe%h“é"r’i?/l i-carbamoyl 3:(2.5-difluoro-4-methy!

2- [ 4- ( 4- ami nobasayisxy )yisqihiprel-arylj-earamic acid pheryl estaaend 2d{A-armieo-putdl@chydroxy-
iigfzi[ ogous t 0 Ex@EMiR-dthad¥Poy thEbrbcedieZanalogsis b Midildesd, 'HPLC reEt).( gﬂr‘r%lag %iautes.
3+ (4- Br ommo- 2, 6LMVR (498N ERQRIGAAL G9[ B (= B9 $3Heki7 R4 109, TH, J £ 63, 5. Ha),

-yl . but Iy! Yo urgisig] 2H3,S@édti. 3RO} £548Hz), _?.28 (m), 2|.74 (m, 4H), 2.68d(m, 2H), 2.25 (d, 3HaJ - 2.0
car poxyli1 c acl a e . | , conmpoun was prepare rom
5 Cabr omo- 5. FiA (e 8PP NS RS Va3 502 phor -

car banmoyl -i sot hi azol -5-yl ] -carbam c aci d Eplregliy s est er and

DY) 11 D, oo S 5, s S SIGE ©

Exanpl e 31 ureido}-isothiazole-4-carboxylic acid amide
?-yl( _2110 o tDy;ié), ﬂ?re?[jﬁifﬁ%t Bt ~d3mBGIALOMS - prebated ArdhY dia QYK amoRs RES-Lfido-3-metnyh-
i sot hi azol e- 4R8PavPBKisethiRzok%-yHcahaAMik 241 pheny! ester andThd-aminar RRtyefisng-3hs
Er epalr ed ; r Qrmoi[béfr@apr&aam?( bnafogoids 6 -Estarinple @ Qﬁ’t&ﬂléthﬁf_ﬁ? minutes. 'H NMR (400 MHz,
enzyl oxy)-is | - B- -carba | L - amnj, po:-
bt por i n- 1 EbeeBE R A FEBRER B el BrabtuaRY BRGNS ¢ 1

M5 (APCI, nl z4H, J5126 Hbk-BIRE en) 2.74 (m, 4H), 2.68 (m, 2H), 2.25 (d, 3H, J = 2.0 Hz), 1.56 {m, 4H)

Exanpl e 3
3- (4- Brono- 2,%","25% rifluoro-benzyl oxy)-5-(3-[3-(4-nethyl-piperazin-1
-yl)-propyll- 15 Example 19

ur ei do} - i sot hi azol @ 4rcah BEKMINNG. 335 b xAFtH  ureido]-3-(2,5-difluoro-4Th&nyibbrglokRPOUNd
was prepared fron| 3=(4-0romnMo-2, 3, 6- LI T T UOr0- DENZYT OXY) - 4-
car banoyl - i sot hi azol - 5- yl } - car tseHizzolerd-eprhaxdicacid amidar  and

3- (4- met hyl - pi per agheNtide Ydonpound was pﬁreg%ﬂa@nir&@ MaibBRoyn8-0L S-diliGo-amatiREOUS

g() a%?gp |3§5 % 'Obel\rgyléxﬁl?isccltﬁiazﬁ-é?«lj—ca‘?t%?nk? chd pheryl [eM;ﬂ detll’-arrlihoJ -tert-butylamino-butan-2-

3- (2, 6- Di f1 uosl by4nemprbiedurebemaipydusty Examgle-6f 3HRLE reettimel 3.pinpeuteszi'H-NMR (400
yl)-propyl] A@I@g'rc%g@pl 7.48,(dd, 1H,J = 6.8, 9.6 Hz), 7.04 (dd, 1H, J = 64, 10 Hz), 5.45 (5, 2H), 3.6
(m, 1H), 3.34 (t, 2H, J = 7.6 Hz), 2.58 (m, 2H), 2.25 (s, 3H), 1.69-1.60 (m, 2H), 1.12 (s, 9H)
ppm; MS (APCI, m/z); 486 [M+H]".
30 Example 20
3-(4-Chloro-2,6-difluoro-benzyloxy)-5-{3-[3-(4-methyi-piperazin-1-yi)-propylj-ureido}-

isothiazole-4-carboxylic acid amide-Hydrochloride Sait

The title compound was prepared from [4-carbamoyl-3-(2,6-difluoro-4-chioro-
benzyloxy)-isothiazol-5-yl}-carbamic acid phenyl ester and 3-(4-methyl-piperazin-1-yl)-
35 propylamine by the procedure analogous to Example 6. 'H NMR (400 MHz, D,0) § 6.86 (bm,



The title conpound was prepared from [ 4-Carbanoyl - 3-(2, 6-di fl uoro-4-nethyl -
benzyl oxy) - wopgdrezemmol - 5- yl | - carbam ¢ aci d phenyl ester and awCi/IB99/00797

3- (4- net hyl - pi perazin-1-yl) - propyl am ne by the procedure anal ogous
to Exanple 1. M5 (APCI, miz): 483 [MtH| [es0-]. 25

Exanpl e 34

3-(2,6-Di fluoro-4-nethyl -benzyl oxy) -5-[ 3- 3- hydr oxy-5-pyrrol idin-1-yl -pentyl
) urei dol - i sot hi azol e-4-carboxylic acid
am de 2H) 5.20 (sTbﬁ% Biatd, ee(bﬁpanpund (BVa®i), 12X 6308 54, 1.670M, 2H) ppm; MS (APC),

[ 4- car banoy!| g uor o- 4- net hyl -

benzyl oxy)lsom‘ﬁaﬁ? ‘@Jyl] carbam ¢ acid phenyl ester and 1
-am no-5-pyrrolidin-1-yl-pentan-3- 30 @Exaple he procedure anal ogous to

Exanple 1. M (APC -’(4-%%1)0::2,64-'8§m- '\-@#L riqu I3-(341ydroxy S-isopropylamino-pentyl)-ureido}-
Exanpl e 35 B SOt

-yl -butyl) sureido] -3-(2, 3, 6-triisbthieraiet4- n@‘bdwllodneirazrweoxy) -i sot hi azol e-
4- carboxyl i ¢ acid glc%q‘ﬁ gqmpound  was ph%{a?edt 'gune (£ EUTRAN - Wil A&t T Om

[ 4- car banmoyl - 3-( 2, or o- 4-me
benzyl oxy) - sbedzylawdﬂsotﬁtaydl psy&-aarqup@cug@hqubqapéqwnd Aemino-54sppropylamino-pentan-

4-pyrroli d' n- %oy i)y t%'c%f[{é"ﬁw olshE Example 6PTHHE €T Bmarsy AGRIS. HONKRasD e 1.
87

MS (APCI,
_535 MHz CD, ) (d, 1H, J =7.6 Hz), 5.52 (s, 2H), 3.69 (m, 1H), 3344 2H; L= §¢ H2).

5-[3-(3- H%romeng RMI § le'odilzg 2173 | 2H), 1.68-1.58 (m, 4H), 1.06 (d, 6H, J = 6.0 Hz) ppm; MS
-yl -pentyl)-urei tr| Iuoro4 et hyl -
benzyl oxy) - i s AFf! dﬁ’é)f%QéfMé'a]r boxylic acid anide The title

conpound was prepared . from [ 4- car barmoyl - Ixe@pld28-trifluoro-4-methyl- 5
. g L _nxl

benzyl oxy) - i sot hi azol - 5#,0@ &mﬂo pentyl}ureidol-

-am no-5-pyrrolidi a
Exanple 1. M5 (APCl, nmfz): 516 isdhiskdleed-carboxylic acid amide

Exanpl e 371 TE& t‘ﬂ? é?rﬁf,%r,{a@ \Ms O?paéed ﬁroaén é4-carb moyl-3-(2, 6 difluoro-4-chloro-

- Met hyl - pyrrol I di n- urel | 'uor 0- 4- met hyl - benzyl o
xy) - benzyloxy) -isothiazol-5-yl]-carbamic acid phgrm ester-agd d-amino-BRPESAYIeRIng e te%ni de

10 5} g{[e Fock %W&od!at% é)c%ﬁ\p@rsed-wﬁ.rcor@l fime: 3.2 minutes. 'H NMR (400

4- b | - iy
bonzyt oxy) i sH 39@1)@7y1|7)(3§1&f S ARG 5P (52t PSRRI (b 211 = 64 Ha),

et hyl - pyrT Oblddigd ¥ Lk ) 272 ﬁbﬂ? 2ndenesdivn, URE 16QE.8H) Ve @D BB MS O
Exanpl e 1. I\/BX err].
Exanpl e 3&0 (APC, m/’z) 506 +HJ.

5-[3-(4-Di net hyl am no- butyl) - urei do] - 3- ( Zamptet28i f | uor o- 4- net hyl - benzyl oxy)
The title conpound wddZRluNPAatLL b0 35012 B0 BipBiakif T A

[ 4-car barmy! - 3- (_2 3,6-trif Ihmyl}a#end@)tltmﬂ|azole-4-carboxylic acid amide

benzyl oxy) - i sot hi aﬁ'ﬁé tﬁraylcgmpcbﬂﬁé)%s qS?J ﬁ?p% 4- E‘a?lgé:f‘ﬁo R4)@2,5-difiuoro-4-methyl-

NN- di et hyl - but ane- e ure ana ogous to Exanpl e
1. M5 (AP@S, rbendyloxylgdthjagpidylepbpmic aci phenyl ester and 2-[4-(6-amino-hexyl)-piperazin-1-

Exanpl e 39 20 ﬁil} -ethanol by the. procedure analo ous to Example 6. HPLC ret. time: 3.0 minutes. 'H NMR
5-[3- (3-Di net hyl am no- pr o
) -

oo Mz, GDL00) 5747 (8 Th. 3 -%8§5m2éz7cﬂ1téfr"5%ﬁ?ﬁ&&?%%“u% y' >

5.6 Hz), 3.18 (t, 2H, J = 6.8 Hz), 2.7-2.4 (bm, 8H), 2.50 (t, 2H, J = 6.0 Hz), 2.33 (m, 2H), 2. 23
{s, 3H), 1.50 (m, 4H), 1.35 (m, 4H) ppm; MS (APCI, m/z): 555 [M+H]".
30 Example 24
3-(4-Chloro-2.5-diﬂuoro-benzyloxy)-s-[s-(6-dimethylamino—hexyl)-ureido]—isothiazole-
. 4-carboxylic acid amide

The ftitte compound was prepared from [4-carbamoyl-3-(2,5-difluoro-4-methyl-
benzyloxy)-isothiazol-5-yl}-carbamic acid phenyi ester and 2-[4-(6-amino-hexyl)-piperazin-1-

35 vyi}-ethanol by the procedure analogous to Example 6. HPLC ret. time: 3.0 minutes. 'H NMR
(400 MHz, CD,0D) § 7.17 (d, 1H, J =6.4, 9.6 Hz), 7.01 (m, 1H), 5.44 (s, 2H), 3.64 (t, 2H, J =



The title conpound was prepared from
[ 4- car banoy| worde@a2gse6-tri fl uor o- 4- net hyl -

benzyl oxy) -i sot hi azol - 5-y] - carbam ¢ aci d phenyl ester and PCT/IB99/00757
N, N- di et hyl - pr opane- 1, 3-di am ne by.g4he procedure anal ogous to
Example 1. M5 (APCl, mliz): 446 [MtH|[err]. 25

Exanpl e 40

5-[ 3- (3- Hydr oxy- 5-i sopropyl am no- pentyl)-ureido]-3- (2 3,6-trifluoro-4-nethy
;m e 5.6 H2), 318 (L 2H, 4 = 6.8 Hi)e@iihqm)sﬂ)sﬁdh %OJ es‘h&?@%&ﬂ bg), acs d

[ 4- car banoy! - Fs(Ihgl. %Nm ﬁW uﬁf’(ﬁ“ EB?T%R"F\MS (APB' mlz) 555 [M+H]

benzyl oxy) -i sot hi azol -5-yl ] -carbam c aci dg 5 ester and

é;(gmplng- ?_ ! i/gpz zg)é: amngrgg_-l_éggén-ﬁtblx_ m?’gogrj a:zg\, 1-%1 progyl}:[ure?do?»%—if,g,g-?r{ﬂgorg-garlig ?_us to

Exanple 415 benzyloxy)-lsothlazole-4-carboxyhc acid amide

5-[3-(3-1sopropyl ang, nos.nr r.ei.d 0f zyl ox
v RO S s Prbpatad From O LadeaPL B AR 1BGAZ Y

The title Conmpwpxmgot@a@b&ylb@rﬁanmn acid phenyl ester and 3- (4-methyi—p|perazm- -yi)-

[ 4- car banoyl - o'y tde fre@dte BRfidg¥ls to ERample 1. MS (APCY, m/2); 501 [M+H

benzyl oxy) -i sot hi aﬂ'@] bg %" car%amdgxléscﬁﬁ ?)m%%y eéter arzl) MHY

N-i sopropyl - propane- 1, 3- d| ani ne y Ex@plecedure anal ogous to Exanpl e
1. Ms (APClp nl z): 45@2-?1%Tb‘]ri[n‘iﬁlﬂy]-benzyloxy)-s-@-{3-(4 -methyl-piperazin-1-yi)-propyl]-ureido}-

-54- Exanpl e 42

5-{3-[4- (4- Met hyl - pi per azi n- 1- yliSethiazolexcaboxylicadid amige, 3 g ¢ rjf| uor o- 4- met hy

| - benzyl oxy) The title compound was prepared from {4-carbarhey68(2-fupal-Sméthglcbiehayloyy )} C
acid am de t Q r r )

[ 4- car bam)yl éso(rgazgl %yl cart%aP,ucoécgi gﬁw_gwggﬂ%a{ﬂgg-éx\-@\%thgl-p‘?&%zﬁ\g-Jl)-é?ggylamme by the
benzyl oxy) - i sdrériedurerrdiogphy toExarpier .cCMAAREIphen ¢85 [MEHEr and

4- (4- met hy{b— pi perazin-1-yl)- butyl agjnetd t he procedure anal ogous to
Example 1. M5 (APCl, m z) ﬁ— o
Exanpl e 43 3-(2-Fiuoro-4-methylrhe aRrQRYianNna-nentyihyEside}ispthipzole-4-

-yl]-butyl}-ureido)-3-(2, 3, 6- trlfluo,amow&%;de

benzyl oxy)-i sot hi a 4- car bo i c_acl The titl
conpound was pr eparzlg’a%??%ﬂlﬁ f%’x V{aﬁ ?m@[pf'f?’g?'%qyf'?ﬁ‘?%@%mﬂtpﬂ%mr%ﬁ'
benzyl oxy) - i sdddthiaxpies- ylEeayﬂa}md:acnbmm oestall  gride Nyisopepylepentamed1,5-diamine by the

2-(4-(4- o °
R T o A
Exampl e 44 5-[3- (3-PyrE 1
-yl - propyl ) - ur ei dolz.3-6Faudrds-hbhiilbehR :

| sot hi azol e4-car bo —
prepared from [4-carbanmyl - 3- (2, 3, 6-LERPHNCEAGANERL hy| -
benzyl oxy) i sot hi azoghe 5htlé| ]co.a@duhanwss Gkﬁé;ﬁrdah%b‘\' [esérﬁmo@mi(z 6-difluoro-4-methy}-

3-pyrroli g§1 % 3y10§¥1)7§3¥"[|ﬁg {q]eﬁaﬁamlc acid ;:}henyl Qgt(e)rca%g%-pyrro idin-1 Oﬁ%utylamme%?hnpl €

1. M5 (AP
Exanpl e 45 20 procedure analogous to Example 1, 'H NMR (400 MHz, CDCl,) 5 1.63 (br. s, 4H), 1.83 (br. s,

5L (o Py ooy g REf S s B 28 Kk 345, S ! AR
Hz, 2H), 6.98 (s, 1H), 7.94 (br. s, 1H), 10.83 (br. s, 1H) ppm; MS (APCI, m/z): 468 [M+H]".
Example 29
30 3-(2,6-Difluoro-4-methyi-benzyloxy)-5-(3-{4-[4-(2-hydroxy-ethyl)-piperazin-1-yi]-butyl}-
ureido)-isothiazole-4-carboxylic acid amide

The title compound was prepared from [4-carbamoyl-3-(2,6-difluoro-4-methyl-
benzyloxy)-isothiazol-5-yi]-carbamic acid phenyl ester and 2-[4-(4-amino-butyl)-piperazin-1-
yl}-ethanol by the procedure analogous to Example 1. MS (APCI, m/z); 527 [M+H]".



| sot hi azol e-4-carboxylic acid am de The title conpound was
pr epar ed fr%%ﬁﬁ%rbamyl 3-(2,3,6-trifluoro-4-nethyl -
0

benzyl oxy) -1'sothi'azol -5-yl ] -carbami ¢ aci d phenyl ester and PCT/B99/00797

5- am no- 1- pi peri di n-1-yl - pent an- 2- 59I by t he procedure anal ogous to
Exanple 1. M5 (APCl, m(z): 530 [MrH [err]"

Exanpl e 46

5-(3-{4-[ Et hyl - (2-hydroxy-ethyl)-am nol -butyl}-ureido)-3-(2,3,6-trifluoro-4
- met hyl - bepzyl | sot hi azol e- 4-carboxylic
acid am de The title corrpgf%le\?@sb) prepared from

[ 4- car banoyl - 3- ( 2, 3;(6Btorriofd,G:difiuod-bentyioxy)-5-[3- (4-pyrrohdm- -yl-butyl)-ureido}-isothiazole-4-
benzyl oxy) -i sot hi azol -5-yl ] -car bam&rb%Q i aQJ? L ester and

2-[ (4-am no-butyl)-ethyl-am no] - t he procedure anal ogous to
Exanpl e 1. MS (APCThe title) confpound] Masﬂ @repafqd from [3-(4-bromo-2,6-difluoro-benzyloxy)-4-

Exanpl e 474 gargar?qyl-isothla ol- 5- - arba lc ac| ‘l 3yl ester and 4-pyrrol|d|n 1-yl-butylamine by the

3-(4-Brono- 2, uor o- g/ hyl’- pi perazi n-1

_y| ) propyl ] - up@pgﬂ@}e_analogous to Example 1. M APCI, m/z 532 arid 534 [M+H]".

| sot hi azol e-4-carboxyiic acid am de Example 31 The title conpound was
prepared from [3-(4-hronm-2, 6d|f|uoro- io .

car barmoy! - i sot hi azot-{28-Riflyorg-dmethidbenzyloxy

3- (4- et hyl - pi perazin-1-yl)- :sothlazole-4-carboxyllc aC|d amide

- 55- propyl am.ne b rocedur e anal )., Exanpl y 3
(APCI, 21 . 547 aﬁrbe élﬂg coanf)mpH] sr P r]eparec!3 from [Q-Qarggméy‘f)a '(:ﬁ(,élgfﬁuo?o-} meh@
Exanpl e 48 benzyloxy)-isothiazol-5-yl}-carbamic acid phenyl ester and 5-amino-1-piperidin-1-yl-pentan-2-
3-(2,6-Difluor hydoygFol i di n-2-yl)-ethy
I1- ur ei do) - IODyAlhem?éceXure2§§gg¥us%¥}ar§blé§ l\[d@(Aq:’Z’ﬂ 'Wﬁ azcgl o f “carboxyl i ¢ acid
am de The title conpound V\B.g_?,ﬂ@ﬂﬂl’ ed from

[ 4- carbanoyl - 3-(2, 6- I@J%'B (M2 $6-HRbdAY-benzyloxy)-5-(3-{3-(4-methyl-piperazin-1-yl)-propyi}-

benzyl oxy) -i sot hi azo T=carbam ¢ acl o pnenyl ester and

2- (1- met hy'B- pyrrol i di n- 2- y| ) -ureido}-isothi id rocedure anal ogous
to Exanmple 1. 'VB ( ARCltitte Mgkapourth 4vals Mirehdréd rlom{3-(4-bromo-2,3,6-trifluoro-benzyloxy)-4-
Exanple 49 1

3 (2 6.0 11 uoPHAmMEsHPZLENIGHRRRS - She! PSRty 97 i GBIV o) - s

ot hi azol e- propylamine by the procedure analogous to Example 1. MS (APCH,an/bo 64 and 58T MHHEn de

The title conpound was prepared from [4-§%}5MI -3-(2,6-difluoro-4-nethyl -
benzyl oxy) -i sot hi azol -5-yl ] -carbam c aci est er and )

N, N- di net 180l - but anes-(2,64iflioad-methyl-benzyloyy -6 (3d4-methilpiperaging | -WirbioRY I UECI¥S A Nyl e
1. M5 (APC, nfz): 442 [ MFH) [ er gliniazbie-carboxylic acid amide

Exanpl e 50

3- (2, 6- Di f | uor o- 4- ireg Hijie - ermpeYdo WS - Brepated Joa HCAPRAMRE2 BT PF-RW do] - |

sot hi azol e- benzyloxy)~|soth|azol-5-yl]-carbamac acid phenyl ester and 4nd 31(lpmeynyl-fipetaindt -gni de
The title conpound

ared from/[4-carb 2 0-4- met hyl -
benzyl oxy) - i s@fRYEPBE b3‘5£'9P CRATE RRRIPIOUS 1) Ed‘a'ﬁﬂéﬁy ég’?é‘ h’%l&sg W'*%
NN- di met hyds- propane- 1, 3-di am ne 20 by t igganpl@®edure anal ogous to Exanple

1. Me (ARG, M 7): 4é86 élm%-me{h]ﬂ benzyloxy)-5-[3-(3-hydroxy-5-pyrrolidin-1-yl-pentyl)-ureidoj-
isothiazole-4-carboxylic acid amide
The titte compound was prepared from [4-carbamoyl-3-(2,6-difluoro-4-methyl-
benzyloxy)-isothiazol-5-yl}-carbamic acid pheny! ester and 1-amino-5-pyrrolidin-1-yl-pentan-3-
30 ol by the procedure analogous to Example 1. MS (APCL, m/z): 498 [M+H]".
Example 35
5-[3-(4-Pyrrol igi in-1-yl-butyl)-ureido}-3-(2,3,6-triflucro-4-methyl-benzyloxy)-isothiazole-
' 4-carboxylic acid amide

The title compound was prepared from [4-carbamoyl-3-(2,3,6-trifluoro-4-methyi-
35  benzyloxy)-isathiazol-5-yf]-carbamic acid phenyl ester and 4-pyrrolidin-1-yl-butylamine by the
procedure analogous to Example 1. MS (APCI, m/z). 486 [M+H]".



Exanpl e 51

3- (4- Br onb-V2O3962¢d0¢ i f| uor o- benzyl oxy) - 5-[ 3- (4-pyrrolidin-1-y Cﬁiﬁl’ rei do
]-1sothiazol e- 4- car bo‘iy | cy,gac?g

am de The title conpound wassspr epar ed

fronf 3-(4-brono-2,3,6-trifluoro-benzyl oxy)-4- 25

car banoyl -i sot hi azol -5-yl]-carbam c acid phenyl ester and

4-pyrrolidin-1-yl-butylam ne by the procedure anal ogous to Exanple 1.
M5 (APCI, m'z): 550 and 552 [MrH[err]. gxample 36
Exanpl e 52 . .

5-13-(3-Met hyl am no-p girifyorgs Azyl oxy) -

i sot hi azol e- | bnzyloy)-isothiazol’e-4:carboxylic acidleroide boxyl i ¢ acid am de
30 The title, compound was pr red fr .

“,1,?, f? m .%Q?b movl- X o-4-methyl-
[ 4- car banoyl - 3- ( Z,th,e6§qer i Pl El%’Pg-vﬁa-snﬁ{%R%’%? om ' [4-carbamoyl-3-(2,3,6-trifluor ey

benzyl oxy)5 i suEnbylaypisetbiazd-b-yi-carbamic ecidiphiedylEstengnd temiope-Sayolidin-1-yl-pentan-3-

N- et hy! - = 1.3 di anj ‘ e 1
ey P OPaB7 ksl oRe o Examd ' S RGREILRE) BehRpUS Lo Example

5-[ 3- (13- Ami no- pr op¥li3.123- IRy pyridlidh-510)- Byl weido)B-{213 6- frifkdr P4 -fhetipb Hyikyldx@nz y | OX
y) - 'sothi azo] e-4-carboxylic acid am de

The title conpound was prepar eds3thigzgle-4-carboxylic acid amide

[ 4car banoyd - 3- (2, 3rife- titd fcbmipsuad dwaseblephred foom {4-carbamoyl-3-(2,3,6-trifluoro-4-methyl-
benzyl oxy) -isot hiazol -5-yl zcarbam.c acid_phenyl. esfer anc . idin-2-vi)-

N- et hyl - pr op 8Ly 23’-5%[?'3%8"%@8?7@8"’": ac"% h%r%ﬁﬁo)égt ﬁréen%ar@lqgﬁeéhdgp%rg"gafvrﬁl e 1.
M5 (APCl, i zdthylahSie hy\Mhé-broerduie.analogous to Example 1. MS (APCI, m/z): 472 {M+H]".

Exanpl e 54

1
5-[3-(4-Di et hyl am no- butyl)-ureido]-3-( 2%?%%?‘?% | uor o- 4- et hyl - benzyt oxy) -
i sot hi azol e- 5-[3—(4-Dimethylamino-butyl)-ureido]-s-(2.3,S-triﬂquoiﬁwmi d am de

[12 b gh(ezt i3t |66t Cogpoundsm&owm&wcfmmmme

-car banoyl -3-(2,3,6-trifl uoro-4-nmet nyl - ) .

benzyl oxy) - i sot hi aZ¥ fite \FemeQuAd HAas B“’Q%'ieﬂ TR rigfcaamay!-3:%,4.6-triftuoro-4-methyl-

N, N-di et hyl - bsénapéxy Liséthidza8iyfearbamic acid phefye esteoatiN/Nediasthyidgaoe 1 4aiafbirsnpl e

é;( a%l ((EAES + L hromerd bl duStd dxample 1. MS (APCI, miz): 460 (M+H]'.

3-(2,6-D fluoro-4-nethyl -benzyl oxy) - 5- [ 3-&x8npes8olidin-1

-yl - propybg - ur ei dol - i gpt BiGZ G Rimido? 2,3,6-trifluoro-4-methyl-benzyloxy)-
4-car boxy%'ﬂ) c acid am %@ @ o ﬁ?m";]?spm e Ccomnp Was prepared from
[ 4- car banoyl - 3- (2, 6- di f | uor o- 4- igthiagple-4-carboxylic acid amide
benzyl oxy) - i sot hi agQl 1iffs Yohp&mli DS Grepaicd PG Nlcadaindyi-39P 3, 6-trifluoro-4-methy-
3-pyrrolidin-1-yl- prpr‘I amne by =~ the EProce(gjlxgjr'\(f: .an%I ogous g%_aExa&pl e
1. M5 (APCI ?ﬁﬂf)}quyhggt Fm-ﬁ“y[]-e:fzrgimlc acid phenyl ester and N,N-dimethyl-propane-1,5-diami
Exanpl e 56 20py the procedure analogous to Example 1. MS (APCI, m/z): 446 [M+H]".
3-(3-Chl 0,0~ 2, 6-di fl uoro-4-nethyl - benzyl (B%)n- - 53-(4- di nmet hyl am no-butyl)-u
; X | . .
rei doj - azol e-4-carboxylic acid
am de Th8-[3-(3tHydroxphiso lagino- @idb]-3-(2,3,6-trifluoro-4-methyl-
[ 4- carbanoyl -3-(3-chl oro-2, %’eﬁéx}ok%@&@ﬁﬁbl@ﬁﬂ&)ﬂo‘ lic acid amide
benzyl oxy) -i sot hi azol - 5-yl ] - mﬁgT{mnd ,
NN- di et hyl - but ane- Thes tile nemaeungywas prepgred [5pra cBcrarteman3r@dScifuer-£2str e 1.
MS (APQ . N ZhenzAd&)-lstihldkdi Byt kcarbamic acid phenyl ester and 1-amino-5-isopropylamino-pentan-
30 3-ol by the procedure analogous to Example 1. MS (APC1, m/z): 504 [M+H]".
Example 41
5-[3-(3-Isopropylamino-propyl)-ureido}-3-(2,3,6-trifluoro-4-methyl-benzyloxy)-
isothiazole-4-carboxylic acid amide
The title compound was prepared from [4-carbamoyl-3-(2,3,6-trifluoro-4-methyl-
35  benzyloxy)-isothiazol-5-yl]-carbamic acid phenyl ester and N-isopropyl-propane-1 3-diamine
by the procedure analogous to Example 1. MS (APCI, m/z): 460 [M+HT".




25 Exanpl e 57
5- (13- {4-[ Bi sWMO9%sgghcoxy- et hyl ) am no] - butyl } - urei do) 3- (2, 6-di fJ 9 {ﬁwget hyl
benzyl oxy) -i sot hi azol e- 4- car boxy i'c acl

am de The title conpound was.qatepared from
[ 4- car banmoyl - 3- (2, 6-di f | uor o- 4- net hyl -
benzyl oxy) -i sot hi azol -5-yl]-carbam ¢ acid phenyl ester and
2-[ (4-am no-butyl) (2-hydroxy- 30 et hyl ) -am no] - et hanol by the procedure
anal ogous to Exanple 1. M5 (APCl, nlz): 5@gampled42 [MtH [err].
The foll ow ng specifi pounds were re| ng the gener al
procedur es descri bed o et X PYed s LRy eIt Was O-trfiugro-4,methyjzbeazyloxy
synt heti c procedures descrnbadazm-«st&m:oa;b-euad ﬁmmaar ations and exarml es.
35
(3 tert-Butyl -isot hl'§z &8 £oTpIund gvas_ prepared, S dtiFaraamayt I3, §-riqrard-methy-

- Et hyl sul fanybenzylé:x3)-laetkigtol-oyicatigmic sarichi pheoy) e esterc aanh 0 #3{4-methglepimbr azin- ichd):
- 57- .
5- (3-Benzyl - ur e.“’éa“?'“%b tﬁg/rfcedf"fegnalfgof’%tgt xam 2] eMZT (ég(r%f)n@ 515[%*&](1 am de;
3- Et hyl sul f anyl - 5- (3- et hyl - ur ei do) -i sot hi E@]!Mcar boxylic acid am de;
gc.Efj hxélmsglef anyl - 5- [ (qgid-Rlp @weylemrp&%wnh ﬂmu@f?luém%%*& 35 Miord4GAlRRXY! 1
5- (3-Butyl - ur ei do) - 3- et hyl suP#&¥ ilzbatil v atl [#NdR i c acid amide; 5
S5- (g 3- Di meg hyl - ur eméo)meBc&ﬁmua swasf ar@yéred s&hhlf@a@&@no@rwmmdrmwr@
am de;
5- (3- Met hyl - urRnadpyssiviazse-wlitaroanit avid shenvhsdeeas- %&‘r(é@%yl%%“y&cﬁ‘%‘aé‘ﬁﬂde
S5- (13- But yl - ur ejilekthand-bp tiepydcadlré amydgoiso Ekantiid!. emd (AR Ay Bagveed am de;
5- (3- Met hyl - urei do) - 3- pent yl sul fanyl -i sot EI azglﬁ 4- carboxylic acid am de;
5-(3,3-Di net hyl -ureido) - 3-pentyl sul fanyl - Zol e- 4- carboxylic acid

synt hetic

am de; 10 5-[3-(3-Pyrrolidin-1-yi-propyl)-ureidol-3-(2,3,8-trifluorg-4-methyl-benzyloxy)-
5- (3, 3-Di npf hyl -urei do) - 3-i soprq ia%Ule~4%@)ﬁlox !"ég&é‘éf%ﬁ' e-4-carboxylic acid
am de; 3-Pentyls u%a'rry azol e- 4- carboxylic

aci d ani de; The title compound was prepared from (4-carbamoyl-3-(2,3,6-trifluoro-4-methyi-

3- Benzyl sul f anyghzyisxfBiscinishol By it batic bGP brdryPbitrdd Rl S:pfrdhahAGKdobyianttd By

am de;

5- (3, 3- Di et hyl'e gPesdkmanaloghus fadpmp'e dt MSdABPlem): 342 BT i ¢ aci d ani de;
( 3- But oxy- 4- car banoyl -i sot hi azol -5-yl ) - ca F,hﬁﬂ sacid ethyl ester; 15

gm( 3 e3 D nfot hyI ur e%-g H3 drgby?g' E },er} m-sﬂll-}c:gn%)-urexgé? % %%%fﬁmrof metgyl%nzx xf)‘ hd
5- (3, 3-Di net hyl - ur ei do) - 3- hexy| dsothizaolgid-camokyiic addarsidd - car boxyl i c acid
am de;

3- (4- Chl or o- but y! sul'f at|t|e| f%npfgnds &P %ar?d (oD Hoserhamsy -2 0?"“ﬂ%'caﬂ?‘h§lyl ic

aci d am de; benzyloxy)- nsothlazol -5-yl]-carbamic acnd phenyl ester and 5-amino-1-piperidin-1-yl-pentan-2-

3- But oxy- 5- ( 3, ppdin g‘f& v aci d am de;
3- But yl sul fanyl g ?gkgéﬂ&xrelﬁn‘é 3‘%%’9 f"l yot%ﬂggg?gwéhﬁgoxyl ic acid
ami de; 20 2 Example 46

3- Qécl ohexyl sul fanyl ﬁa({mmmyumﬁéw@amm&ymeﬂd@;ﬁm {itord-t eyl d
am de;
5- (3, 3-Di met hyl - ur ei do) 3- (3-9 = ] ‘ H=azol e- 4- car boxylic
aci d am de; The tile compound was prepared from [4 carbamoyl-3-(2,3 6-tnﬂuoro-4-methyl-

5-(3,3-Dinmeth ei do |so [ l.i
3 (3. 3. Di ot myFTSYERYAERPER Rt 86 fa%ryf’ ofiei, oA 2 keSS o
am de: 30 ethanol by the procedure analogous to Example 1. MS (APCI, m/z): 504 [M+H]".

Example 47

3-(4-Bromo-2,6-difluoro-benzyloxy}-5-{3-[3-(4-methyl-piperazin-1-yl}-propyi]-ureido}-
isothiazole-4-carboxylic acid amide

The title compound was prepared from ([3-(4-bromo-2,6-difluoro-benzyloxy)-4-
35  carbamoyl-isothiazol-5-yl)-carbamic acid phenyl ester and 3-(4-methyl-piperazin-1-yl)-
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5-(3,3-D nmetWoQle9/6ased do) - 3- hept yl sul f anyl -i sot hi azol e- 4- car bo}ﬁd’l‘/ﬁ9§lﬁd7§l7

am de;

5- (3, 3-Di nmet hyl - urei do) - 3-i sobut yl sul f anylssi sot hi azol e- 4-carboxylic acid
am de;

5- (3- Met hyl - ur ei do) - 3- phenyl sul fanyl -i sot hi azol e- 4-carboxylic acid am de;
5- (3, 3-Di et hyl - urei do) - 3- (3- hydr oxy- but yl sul fanyl ) -i sot hi azol e- 4- car boxyl i
c aci d prop@athife by Ife procedure analogous to Example 1. MS (APCI, m/z): 547 and 549

5- Ami no- 3- pr og\? i sot hi azol e-4-carboxylic acid am de;

3- Propoxy-5 2pﬁfOpyl ur ei do) -i sot hi azol e-4-car boxylic acid am de;

5- (3-Butyl -ureido)- propoxy i sot hi azol e-Exacpleléxyl ic acid am de;
5-(3-Ethyl -ureido)- ;
5- (3-Pentyl -urei do)3 X
5- ( 3- Hexyl Sur ei do) - 3- propoxy i sépothiazote! :

5-[(Azetidine-1 -cepbopyl ):orﬁﬁﬂuﬂ@]w% %&Q%yfhﬁokbamo?r.ﬁzwa.hmalun@u@pI d

am de;
Pi peri di ne- 1- BYRHSRYispHiazeltSyllcabamich 58y IPbYYh restsox §29 s%ﬁwra@xhwsg'wn)z‘-v&m de;
5- (13- Phenet hy kthyismingl by th3pFU’c@¢l@é<¥nalo@&ﬁshb &xathite - MSUAFDA Yrhizy: 454:[MM~@‘m de;

3- Propoxy-5-[(pyrrolidine-1 -carbonyl)-anino]-isothiazol e-4-carboxylic acid
anm de rré_mh_a

5- (3, 3- D et hyl - ur ei-{d®)Diflsoned-mgthgitdehaog))-3-Bdé-Himethglamind-bugt Hueeidd]isothiezolel
amde; 5 o

3- Cycl opent yl sul fanyl - 5- (3, 3-di net h%m%{%@gt hi azol e- 4- carboxylic acid
am de; The Bitle 3c@opragd - waseiptkPpred- ffrpop Mxsartanyhi-RApdiuato-g-metigk y| i ¢
acid am de; pep, loxy)-:soth1azol5.>'-)ﬁ]%a%aﬂcr?c¥dhﬁﬂen)‘rlre@!eFjQ)d ﬁ'h(-&\ﬁ@{%l%lté?]@ 114-diamine

-yl et hyl sul f an -isot hi azol'e-4-carb
3- [ 4- Car baroyP¥ %ee@cgium FR{ogpys- tﬁ?éﬁ"’éﬁ%‘—l@%ﬁ’?‘f’%z’ﬁfﬂ 1‘342§1[M§U] f anyl ] - propi oni ¢
acid; 10 15 3 Pr opoxy S-ur ei do i seishbiezo! e- 4-car boxyl i c aci d am de;
3- Propoxy-5- (3-pyr}|
5-(3, 3-Di net hyl -ur® 4 yH—BeH
c acid am de; 4-carboxyhc acid amide
5- (3, 3- DI et hy | - ur .0Qk: 3o 4Tl NG SR R B darodl [ Rl 4a oY
5- (3, 3-Di net hMMﬂﬁvi-Betpla@l@Mlm@wicApiémhynyseﬁtﬁrang/ N)N-timethitk-rigrane=-14-daminpoxy | i
c acid 29 eﬁcedure analogous to Example 1. MS (APCI 4) 428 [M+H]".
5- (3-Butyl -ur el do) - 3-pentyl sul fanyl -i sot hi azol e-4-carboxylic acid am de;
5- Acet yl ani no- 3- pent yl sul f anyl - i sot hi azol&8&€&i boxylic acid am de; 20
5- Benzoyl am no- 3- peid-Blowid-d, 8,831 ubrs-BbrtyR%H!543-M-Barbiim< J-yitutyddiréld G othiizole-
3- Decyl oxy-5- (3, 3-di met hyl - ur el do) 4 %ﬂ”n' ZO]de % car boxyl'1c aci cram de;
Mor phol i ne- 4- car boxyl i ¢ aci d ~carboxylic aqid amie
(4- car banoyl - 3- penThd ditle f eomrlounds okdsi prapareB- o3 dérbaenp-2.3, 6-trifluoro-benzyloxy)-4-

5-[3-(2- H&Qr Oééfba%oUMLc)tMEﬂ-g-‘%{; %b{}@'g'aé( t ?h@n&ﬁé}}& ahd® Qtf%%%' LEnbul RN he

acid am de et1di
-carbonyl ) - arrprﬁeﬁdumpelnsqnsgmﬁxw LiM® Aﬂ%z@l)eﬁwﬁaéﬁw €

Example 52
5-[3-(3-Methylamino-propyl)-ureidol-3-(2,3,6-trifluoro-4-methyi-benzyloxy)-isothiazole-

4-carboxylic acid amide

30 The title compound was prepared from [4-carbamoyl-3-(2,3,6-trifluoro-4-methyl-
benzyloxy)-isothiazol-5-yl}-carbamic acid pheny! ester and N-methyl-propane-1,3-diamine by
the procedure analogous to Example 1, MS (APCI, m/z): 432 [M+H]".



25 acid am de;

2(:'[;’;} Ea?n (I;be/dwmsylszmmpyl ) - urei do] - 3- pentyl sul fanyl -i sot hi azol e‘,&ﬁg&m&yl iC

3-Pentyl sul fanyl - 5- (3- propyl - urei do) -i sotigs.azol e- 4- carboxylic acid am de;

5- (3, 3- Di net hyl - ur ei do) - 3- hexyl oxy-i sot hi azol e- 4- carboxylic acid ani de;

5- (3, 3-Di net hyl -urei do) - 3- hept yl oxy-i sot hi azol e-4-carboxylic acid am de; 30

5-(3-1 sobutyl urei do) - 3- pent yl sul fanyl -i sot hi azol e- 4-car boxyl ic acid am de;
- (3- Furan- 2-yl net hyl - ur ei do) 3- pentyl sulé@ie s3sot hi azol e- 4- car boxylic

am de; .

, 3-Di net hyl - oAb sait. o1 =l de;

3 Di net hyl - ur ei do) 3- (3 et hyhalaam-)tbm&xy)mmﬂﬂuazol e- 4-car boxyl ic acid

| oxy-5- ( 3, 3- YiSdPhyPPTRPEICAYTS | R T8 e LaceeMRYs R3S M- et 35
- Di n&t hbénzyloxy)-dothdzerSrylHcarbamicsoidhaay lestedlargiai ety tpropane-it @-diemimkehy

- Di met hYP PRSP SR FRATRR T MG R WYL (7% BRYT) - i sot hi azol e- 4- carb
acid am de; Exam Ie 54
- Di et hyI ur %—éﬂ@ . DidthyiamiRE b uRoy- F1 NN Adrd 2 iy Ib @2 Ab g s SRR RIAX Y| | C

, 3- Di rret hyI urel do) - 3- ( 3- pheny|4&garhoxylis:aply @midehi azol e- 4- car boxylic acid

am de 10 The title compound was prepared from [4-carbamoyl-3-(2,3 G.tnﬂuoro-4-methy!-
5-(3,3-D|rrethl-ur yl oxy-i sot hi azo] e-4- car boxyli¢ acid

ami de: nzyloxy5 nsot)uaz&l-%%l]-carbamlc acid Xenyl ester and N,N- dsethyl butane){ 4-diamine by

5- (3, 3- Di met hiyk proceduekngnalbgdd-toEkdmydie &l US (ARG mizp abhivaEp] e- 4- car boxyl i ¢ acid
am de;

3-Benzyl oxy-5-(3, 3-di net hyl - urei do) -i sot h@‘é%ﬁér4 car boxyl i c aC| d am de;

5- (3, 3- D net hyl - ur 8i(2i6-PifBenpHenethyipemeyipxy)Ses 1olidia-4- isethiezbleam de;

10
3-(2-Cycl o]sﬁexyl et hoxy) 5-(3, 3-di né‘t&‘?{rqo—xgﬁ%sot hi azol e- 4- car boxylic

acid am de: The title compound was prepared from [4-carbamoyl-3-(2, G-dlﬂuoro 4-methyl-

5-(3-Et hyl - Ur@én@ﬁéxyﬁ;s&ﬁlaid( bfyadc&emc acﬁpsrtynazgkee ol CAAByraifaid-A- gx p?éHmeﬁa@‘ sje;
5-[3-(3-Di net hyl am no- propyl’) - ur ei dl 3- tyslfanl-lsot i azol e- 4- car box
ylic acid the ProRedyee analogous'to Example 1. MS (APCI m/z). 454 [M+

5-(3,3-Di met hyl -urei do) 3-(2-fluoro- 3- rretm}_,@b(sazyl oxy)-| sot hi azol e-4-carbo
xylic acig,15 , ,

5- (3, 3-Di fret hyl - —Hé
acid am de; lsothlazole-4-carboxyl|9 acid amide _
3 Pentyl sul fany! - Selc3uldoaRATRa Yiad BRI -#losbanb) 38 Bl 2 eattor L Ray! | ©
5- [ 3- ( 3- Met hybenayiexy)-sothipza-Goll-carbpraintagid pheryhespér-and Ot Nrdiathytbutane-g 4rdirmingl dyc

acid amde; e procedui'e) analogou to Exam le 1. MS (APCI, m/z): 476 [[M+H]

Q.
Qwwa
—5¢

OOOOO 00‘<“

-
- (

3.

x

VY UIQ U1 ' VWY TTUTY U1
2

5-[3-(4- Hydroxy-buty ur ei entylsulfanyl-lso hi azol e4- car boxylic
acid ami dé¥ 20 Example 57
5- 3- (3- Met hoxy- pr OPYHS-W:[B'G@i\yM@MyBﬂaﬁﬂHof SUR-urbig SR BZfHubrd=4angthdxy| i C
acid am de; OXY- erldlne % carboxyl1c acid

ic acid am de:

(4- car banoyl - 3- pent yl sul fan

5- I( 3,3-Di get hyl - ur Fiedaille Scopipotiid fwaso peapaiedy rof e (Mzsdrisanyoyi-3-QBkdiivamel-metiytc ar bo
i ¢ aci

5 (3 ot et e PEHER e E ) sepRye. B AR T PP L BT PR

acid am d&@ ethyl)}-amino}-ethanol by the procedure analogous to Example 1. MS (APCI, m/z) 502
[M+H]".

The following specific compounds were prepared using the general synthetic
procedures described above with reference to Schemes 1-5 and the specific synthetic
procedures described in the above preparations and examples.

35 (3-tert-Butyl-isothiazol-5-yl)-(6, 7-dimethoxy-quinolin-4-yl}-amine;
3-Ethylsulfanyl-5-(3-hexyl-ureido)-isothiazole-4-carboxylic acid amide;



5-(3[err]3-D net hyl -urei do) - 3- (napht hal en- 2-yl net hoxy) -i sot hi azol e- 4- car box
ylic acid WO 99/62330; ge; PCT/1B99/00797

3- Hept yl oxy-5- (3- et hyl - ur ei do) -i sot hi azol e- 4-carboxylic acid am de;

3-(3, 5-Di net hyl - benzyl oxy) - 5- (3, 3- di et hy7= ur ei do) -i sot hi azol e- 4- car boxylic
acid 30 am de;

5- (3, 3- D net hyl - urei do) - 3- (2- net hyl - benzyl oxy) -i sot hi azol e- 4- car boxylic

aci d am de; ) _ o o

[ 3- (4- Car banoyl - 3- préhBsnzyirgidekgetnylsdipmi-igothizaie-d-£arbenylis ar amidest i ¢ aci d

nethyl ester; - 3.Ethylsulfanyl-533-edylureiddpisBibzdidd-Barboxylic acid amide; _

n- 2-ylmet hyl ) - ur edoly o pen X ol ) sy aaAgl S e R PR 28 atice:

5- [ 3- (2- Hydr oxy- pr ByB/Butyluretdo)taeth@syiemi-sbibiatdeadiydrboxgiin dtidarades- 4- car boxyl i c
aci d am de; . . s o . - 60-
5-[(2,5-Di %ydr 0- py?'r(so:f'g'-"f-thé{ 5‘%’8%? I'p)rqpélﬁ%' Ifﬁ@]"fsgt-hBéﬂ?ﬁ'lcgﬁf’fygcn?ﬁ'q 309%hi azol e- 4- ¢
ar boxyl iC acS-CB-Mathxdelre_ido)-3-propylsulfany!-isotﬁaz{o&-{—@l@d}sylic_acid amide; _

H | dazol - 4- y| ) - ek bl dtidofl OhropyrliHylbibdoR i arb SlctcRflde; 4- carboxyl i c
3- Pent yl - sul f anyl - S Methywreidahsrasndsulianiisahigzolecd ¢V IiGReIM @BTdei sot hi azol e- 4-

carboxylic as#h-BiMettgi-ureido)-3-pentylsulfanyl-isothiazole-4-carboxylic acid amide; o _
5-13-(2- Q{@no- et hyl ) -urei do] - 3-pentyl sul fany] -i sot hi azol e- 4-car bé)xyl ic acid
-(3,3-Dimethyl-ureido)-3-isopropylsulfanyl-isothiazole-4-carboxylic acid amide,

am de;
5- (3- Cycl opr opy| mes-kyhtyisuitenyioLureiio @ hiaybis-ulctratylic acddnidgzol e- 4- car boxyl i c
acid am de;

5-(3- Al |yl - ur ei do) TEEMRRYE Y S 2 mety LB e R oRieaoIg 4 AR YS PPL 2Py ani de; 10

5-[ 3- (2- Di met hyl and-{8a3-Rirethyhureidai3ghodpod-ipathidzplesidar axylic-acid atrideaz ol e- 4- car boxy
lic acid | de. enthiaral Syl ic acid eth .

3- Hexyl sul f anyl - 5??%&6&3§me it ‘83".' Fgl())fﬁf,%nﬁlgfg jf- )(l:lae? el(’5x_yl i c acid am de;
3- Hexyl syP? anyl - 5- '@?J‘P'BWW L!E?'@Q)étPPeqeﬁUlstaBﬂ‘dﬂOEil}a@'eé_r%ﬁ’?th gcidamigeiani de;

5-( g, 3- Ddrret %I - Ur e{L0him3thyRiréilid) 3hexyRemhylifbtiazoleédtior iR laBid 4mfcal boxyl i ¢

acid am de; < N et . 4

3- (3, 5- Di f | uor o- beW#PUXPPutysytanyh-So3 Feimsiyl-yreidp)issthiazolsr 4iFawiie agid eayd5ox y | i ¢
acid am de; 3-Butoxy-5-(3,3-dimethyl-ureido)-isothiazole-4-carboxylic acid amide;

5-(3-Butyl -ureido);3- L, @xysi iazole-d-carhoxyl | d am de;

3-(3-Chl oro- benzyl %)%@@g@é%{%%gy%Fﬁ’éﬁ’ﬁyﬁ%% gf"c’]’%%&?'g%f %?gﬁ%i@ %Plcgr boxylic
acid am deod 3-Cyclohexylsulfanyl-5-(3-methyl-ureido)-isothiazole-4-carboxylic acid amide;

g;n.( gé?" g‘omﬁ hyl - ur £§00p ki) 3 R RBRYILRY Kb rh Rk BthaZdd-c4p63lid OXY | by aci d
5-(3, 3 Di met h8/Mideir ei do) - 3- ( 3- phenoxy- pr opoxy) - i sot hi azol e- 4- carboxylic acid
am de; 5-(3,3-Dimethyl-ureido)-3-pentyloxy-isothiazole-4-carboxylic acid amide; _ _

5- (3, 3-Di et hyl - urel do%,B- &4-Lphl§:nox - hut oxy') -i sot hi azol e-4- (i,arb xyl.ic acid
ani de: 5-(3,3-Dimethyl-ureido)-3-prop-2-ynylsulfanyl-isothiazole-4-carboxylic acid amide;

5- (3, 3- D 22t hyl - ur B{JBPimathyBsrerid)ihgptylpifonsksyhiazsetbara@qlicact asidd)oxyl i ¢ aci d
am de; . P i s

3- (5- Cyano- pent yl o§<§/3)3- g;_m (e g‘,ylf:‘"-r?ﬂ?°r)rvgf'ﬁ?9'l‘t¥'ﬁ"rlfg'?yag th 'Fé% hF%rE%’fyleleﬁf-'dc%'?l %xyl ic acid
am de; 5-(3-Methyl-ureido)-3-phenylsulfanyl-isothiazole-4-carboxylic acid amide;

SRR e el R i o S Rl

am de: amide;

3- (4- Cyangp but 0XY) 5-Amfnd-adrHoRikéthibzalelLiatdkylic 86 Binfig0l e4- car boxylic acid

am de; ) 3-Propoxy-5-(3-propyl-ureido)-isothiazole-4-carboxylic acid amide;
5-(3-Butyl-ureido)-3-propoxy-isothiazole-4-carboxylic acid amide;
5-(3-Ethyl-ureido)-3-propoxy-isothiazole-4-carboxylic acid amide;
5-(3-Pentyl-ureido)-3-propoxy-isothiazole-4-carboxylic acid amide;

35 5-(3-Hexyl-ureido)-3-propoxy-isothiazole-4-carboxylid‘acid amide;

5-[(Azetidine-1-carbonyl)-amino]-3-propoxy-isothiazole-4-carboxylic acid amide,



5- (3- Furan- 2-yl net hyl - ur ei do) - 3- hexyl sul f anyl -i sot hi azol e4-carboxylic acid
anm de; WO 99/62890 PCT/IB99/00"
5- (3-But yl - urei do) - 3- hexyl sul fanyl -i sot hi azol e- 4-carboxylic acid am ‘37
3- Hexyl sul f anyl - 5- [ 3- ( 3- hydr oxy- propyl ) - usgi do] -i sot hi azol e- 4-car boxylic
acid am de; 30
3-Pentyl sul fanyl -5-[3-(3-pyrrolidin-1-yl-propyl)-ureido]-isothiazole-4-carb
oxylic acid am de;
3- Hexyl sul f anyl - 5- [Fipefidndyy-girbosyliceiciayd-LarbsrRdyli®prop&i@ lisotnizol- Byl amiae;0oxyl i ¢
acid am de;
3- Benzyl su any 5- I r acid am de;

| sul f anyl - 5- 3P HRIEYHIBIPRBRIIRN ISP HIPAYS -6 HoIG ASMATIY% aci d ani d
5-{3-[2- ( 1- Met hyl - B-Propoxy-5-[(pyrrolidine-1-carbonyl)-amino]-isothiazole-4-carboxylic acid amide;
E;PE;L;;: | (2: gLI) de;h% 0(133‘&5&%}?}“560}3?%%Lé&iﬂaﬁﬁ%leakoﬁé’k Qér@&%@eamd ar§§e
3- Benzyl sul anyl - 53(@@!9me|me%6)3’¢t@dt\?hueem)-eowamgﬂwwt&%md ainideri de;
-61- 5. (3 5-(3 B@%F@hﬁ?)%gdﬁhoay-&sotmazoi%‘t carboxyllc amd amige;

2- [ 4- car banoyl - rel -1sot hi azol - 3-yl oxy] -et hyl ester;
5- (3, 3-Di net hyl - ur ér(aéjm@etmurﬁweh%@p@'ﬂmwmﬁtbﬂ%q'fﬁ }érbw@mo@ér%@fv'i% acid

am de; acid amide;
3- (3-Benzyl oxy- propo urei do)-i S?sur}any ol e4-car boxylic

acid ani de: 3-[4- arbarﬁgy?-‘s-?(é.g-ld;methyyureldo -isothigdzol-3- proplomc acid,;

5- (3, 3- Di n®t hyl - ur airteyoxB5-Udidd-shtrpizeiByl cafoRioA3ig armis@t hi azol e- 4- car boxylic
acid amde; 5 - s

3- (6-Chl or o- hexyl oxf)rongx’(§(%Spy(ﬁlf"ﬂé’tyhvgdﬁ)r'é?n%z)ole SHIHAS BFd aiden boxylic acid
am de; 5-(3,3-Dimethyl-ureido)-3-(4-methyl-benzylsulfanyl)-isothiazole-4-carboxylic acid

5- (3, 3-Di net h)é‘,md.éI’EI do) - 3- ( 2- et hoxy- et hoxy) -i sot hi azol e4-carboxylic acid
am de;

5- (3, 3- Di net hyl - ur &H&d Piretiykurpidpkd-(4eetbaxy-dryeyisiltaot Heahierote-4carbenytiy | #ed aci d

ani de; 15 amide;
3- Cyclohexylnethox -urei do) -i sot hi azol e-4-car boxylic acid

th
ani de: %(3 3§3|methyl-ureldo) 3/ (4-methyl-pentylsuIfanyl)-Isothlazole-4-carboxyl1c acid
5- (3, 3- Di net hymidéf ei do) - 3- (4- phenyl - but oxy) - i sot hi azol e- 4-carboxylic acid
am de; 10

5- (3, 3- Di et hyl - ur SiyByY'3reide)d-pepdsyiianyrisginiarsief-oaPenisaAd 98¢ hi azol e- 4-carb

oxylic aci d amcelmamlno-3-penlylsulfanyl—|sothtazole-4-carboxyhc acid amide;
3-(2,5-Di npt hyl - ben: = Do ~dimethyl. - i | e-4-carboxylic
1 aci d% am@?eé!w%%)mng 3 p%h@ls&*aﬁﬁti%}n(afﬁégl gr%))x lég‘ﬁ‘{%ﬂ?g

H i m dazol - 4-yl) - eﬁ@bj‘owﬁdﬁéfsl}mdﬂslbtlﬂaide)zimﬂ@amlemam?xxlIIG|aeld ammed 15  ani de;
3- Hexyl sul fanyl - 5- hRedh8mB Uil adiy lalcatariofl Qlpeh Rifah At br af-aagy! | ¢

acid am de;

3- Hexyl sul f anyl - 5- P43-(2Hydiray-shyi-yeigplha-nenivisdifapytisothiaspirid-camoxylie agid ARvsey | i c

acid am de; 5-[(3-H droxy-azetidine-1-carbonyl)-amino}-3- pentylsulfanﬁl isothiazole-4-carboxylic
3-Benzyl s fang L3 2- hydr oxy-propyl)-ureido]-isothiazol e-4-carboxylic
acid am dé® @ arig

3- Benzyl sul fanyl - 55([3(3@0@&2@(9-@&:»{5}&) waidie)idgehiyisaoylasbihizacibdcgtboryliaatid amidede; 20
3- _Benzy! sul fanyl - 3£F%nt§'f§ulf%r&ﬂ-%-(¥ %Byl-u}(eld#lrsgﬁ"g%e-k §§B@y&za%%deamld car boxylic

acid am de;
3- Benzyl sul f anyl - 55{(331Dywm yreido Ehekplpxy-isubiarorrotagodylicacid@midet ¢ aci d am de;
3-Hexyl sul fanyl - ggs E%ﬂ{@( yI-M%‘éb ephyﬁ:‘% @169 l@l arﬁ%ﬁ@ c{érﬁ‘i g@ci d am de;

3- Hexyl sul f anyl - urel | so azo Ic acid amide;

3- Hexyl sul¥anyl - 5- p43 (ssbq?éiumﬂo) Memk)tﬂfwéiselb‘]izqfesbﬁﬂ’%ﬂ@l@ld@w boxylic acid
am de; 25 5-(3- Furan—2 yimethyl-ureido)-3-pentylsulfanyl-isothiazole-4-carboxylic acid amide;
5-(3-Ethyl -ureido)-3-hexyl sul fanyl -1sothi"azol e-4-carboxylic acid am de;

5- [ 3- (2- Mor phol i n- 2<3pDipeyi-yreidple-ersylogIstinzgle-dPoaryie 26id@idfiaz ol e- 4- car box
ylic acid 5-(3,3-Dimethyl-ureido}-3-(3-methyl-benzyloxy)-isothiazole-4-carboxylic acid amide;

3-Allyloxy-5-{3,3-dimethyl-ureido)-isothiazole-4-carboxylic acid amide;
35 5-(3,3-Dimethyl-ureido)-3-nonyloxy-isothiazole-4-carboxylic acid amide;



am de;

5-[3- (2, 3--Divivy /6% Pr opy!l ) - ur ei do] - 3- hept yl oxy-i sot hi azol e- Lic
acid am de; %&%p%

3- Hept yl oxy-5-[ 3- (2- hydr oxy- propyl ) - ur ei dgd.- i sot hi azol e- 4-carboxylic acid
am de; 30

3- Hept yl oxy-5-[ 3-(2-hydroxy-propyl)-ureido]-isothiazol e-4-carboxylic acid
am de;

3- ngt yl oxy- 5- [ 3- ( 5ydn.0mwtiyr-Rensyd-thapHiidd®-yimamidtiray M inizeiaukamskyjic aci d
am de;

3- Hept yl oxy- Sa%d't‘"?}dﬁydroxy 2, 2-di met hyl - propyl ) -urei do] -i sot hi azol e-4-car bo
xylic acid aﬂwolmethyl-ureldo)-:s (3-methyl-but-2-enyloxy)-isothiazole-4-carboxylic acid

3- Hept yl oxy- 5 '[n% (2-hydroxy-propyl)-ureido]-isothiazol e4-carboxylic acid
am de; 35

3- Hept yl ox§- 5- [ 3- ( 84H3-Dinwthy-weidp)hd-(B-phemi-aiyloxy)dwsthinzole dtoarboxylia rtidampide.c aci d
am de; . g A :

3- Hept yl oxy- 5-[ 3- (5(:1#:3 8‘”‘3"‘3}”‘”? lﬁ)) pem 2 0 T—y |'s§g1faﬁ?'%§(§?rb°)2m%g? mld?l c acid
am de; 5-(3,3-Dimethyl-ureido)-3- (2-methyl-a yloxy)-isothiazole-4-carboxylic acid amldgz_

3- ngt yl oxy- 5- [ 3- ( 4-8B¥AHoRx5-(381kinethyllr &b MothiaS Qb-BicaketyBic dicaniBexyl i c acid
am de,;

5- (3, 3- Di net hy! - ur &lRPney-yrgidelFehsesiyiayseiazde hicaParvde ¢ PBYxy1 i ¢ acid

amI de; ] 1§> o 3-(2-OydoBexdt-Ehomsi-53,3- umthqla)ren&msamhmaaloemoﬂync acid amide;

-yl met hoxy) -i sot hi

5- (3, 3- Di met hyl - g{ad%‘ﬁxlé"e(‘% Bﬁgﬁvfﬁfﬁ?ﬁﬁ&%ﬂﬁmﬁ(ﬁr ?xgg R aHmcar boxylic acid
am de; 5-[3-{3-Dimethylamino-propyl)-ureido]-3-pentylsulfanyl-isothiazole-4-carboxylic  acid

5-(3,3-D rret hXdeé” ei do) - 3- (4- net hyl - pentyl oxy) -i sot hi azol e- 4- car boxylic
acid am de

3-(3-Br ono- benzyl oX{3)3-Bimethylureifedes- @ik orardemetty)-bengyiexyi-igothiaecierd-carp ey 1acld aci d
am de; 15

2C|(g 4-D ma;%y:jeb g 3|-8;X ezhyl-urgldo)-a (3-mr§IEor>]( lbénlé;lg)lcy -I%%t}\ilago é—g-lcg oxy él ac(t: arrrl%c(l)e)f ylic
3- (2, 4- D et hyI bes-pyht@sfanyD 5{BthdperrB{itngihylukedo) Bpthiasaé-Bicardotytic deidamitexy| i C
acid am de; .
3-(3,5-Bis-trifl uor gn@tmy"%uéﬂ)zV?'g?gi?)’pegtylsgﬁa?y 'dﬁ"%atzﬁ'e"t cﬁ'r'béal %I‘o)ac'? grgltdﬁ'i azol e-4
-carboxylic a—(a-(d-l’h{modselputyl)—ureldo]-S-pentylsulfanyl-lsothlazole-4-carboxyhc acid amide;

3- (4- Chl opg- benzyl §t§ (B-WA&y-éroLﬁ) - GrSo B KuRAAREtNzbE Al Bftbxyie aib hdge! €- 4- ¢

arboxylic 15 acid
3- Benzyl sul f anyl - 54Hgdrpg: HiRpdgiBsJ-cabopye Roid ldrateamayshpentislianyliaotbiagob sy i c
acid am de;

mid
3-(4-Chl oro- benz Isulfa 0 ot hi azol e-4-car
b0§<yl ic acid y g}/etl?yl-urexgo)-a-(s trrﬂuoromethyl benz\;‘ox%-lsotrgaz)ole-lis -carboxylic  acid

3-(4-Chl oro berniayl sul fanyl ) -5-[3-(2-hydroxy-propyl)-ureido]-isothiazol e-4-c
ar boxyl i c aci

3- Hexyl su anyl F?a:?'b'm tth ‘ﬁe'F y'?et@'tﬂeqzy'oﬁ 's°‘8'af°'| So?rﬁoth ?c‘d x '%eér boxyl
ic acid am BHB. 3-Dlmethyl-ureudo)-:’»-(naphthalen-z-ylmethoxy) -isothiazole-4-carboxylic acid

3-(4-Cnhloro- bg,%gl sul fanyl )-5-(3-isobutyl -ureido)-isothiazpol e-4-carboxylic
acid am de;

5- (3- Benzyl - ur ei doj-Hertyiaxychi3opesbiruieispl-sethipeaisd-carayliciags@mides- car boxyl i ¢

acid am de; 25 3-(3,5-Dimethyl-benzyloxy)-5-(3,3-dimethyl-ureido)-isothiazole-4-carboxylic acid
3-(4-Chl or8 benzgl sul fanyl ) - 5- ( 3- net hyI - ur el doyi sot hi azol e-4-carboxylic

gckg ngt S' ur ei do) 5-@,%-BintHybireidO)e3@yrhanili-bénzyibiy)-Bothiazake-¢lcarbdxyti@adidoamyide; c aci d
am de; [3-(4-Carbamoyl-3-pentylsulfanyl-isothiazol-5-yl)-ureido}-acetic acid methyl ester;
5-[3-(5-Methyl-furén-2-ylmethyl)-ureido]—3-pentylsulfanyl-isothiazole—4-carboxylic acid
amide;
35 5-[3-(2-Hydroxy-propyl)-ureido]-3-pentylsulfanyl-isothiazole-4-carboxylic acid amide;



5-[3-(2-Di net hyl am no-et hyl ) - urei do] - 3- hexyl sul fanyl -i sot hi azol e- 4- car boxyl
ic acid WO 99698 F@

3- Hexyl sul f anyl - 3-(3-pyrrolidin-1-yl- propyl ) -ureido]-isot ﬁFB%%”@ﬂ”Zar box
ylic acid 30 amde

5-[ 3- (3- D net hyl am no- propyl ) -ureido] - 3- hexyl sul fanyl -i sot hi azol e4- car boxyl
I C acid am de;

3- Hexyl sul fanyl - 5- {3- [3 (2-oxo-pyrrolidin-1-yl)-propy]-ureido}-isothiazol e-
4-carboxylic 2-carbonyl 3-pentylsulfanyl-isothiazale-4-carboxylic
3-(4-Chl or o- benzyl ssall‘@f ﬁﬂ‘gﬁfm%' caé ogy%arapcc))]xypearyc?gyan 'fJQr é?zgg] -1 sc?t l| azol e-
4- carb amideaci d ani de;

- 63- 5-ﬁ3 {2-(1H-Imidazol- 4-yl -ethylj-ureido}-3-pentylsulfanyl-isothiazole-4-carboxylic acid

3- (4-Chl oro- benzyl sul fanyl)-5-[3 3 ydr oxy-pentyl)-ureido]-isothiazol e-4-c
arboxyl i c amid®i d ani de;

3- (4- Chl or 05 benzy| sgipdnbyiyifany!E-[B-getahytrsdirancZ-yiiethyl)ureidopisotbipzdlesotatbagial e- 4- ca
rboxylic acid amde; 5

3-(4-Chl oro- be?Fﬂﬁ’@‘Qﬁ fanyl)-5-3-(2-hydroxy-butyl)-ureido]-isothiazol e4-carb
oxylic aci d asyBd®Cyano-ethyl)-ureido]-3-pentylsulfanyl-isothiazole-4-carboxylic acid amide;

g [3- ggl g Di hydr 0xy5 @rc%X&r&pyHﬂe%Pﬁ’er% :ﬂ?@ﬁ\%s%ﬂn@%%ﬁlaioﬁg&@rﬁﬂﬂic%cﬂ afmigeboxyl i
3- Hexyl sul fanyl 5 [Sﬁ(ﬁmylwmuom-yerbthW)ﬁ-er‘azﬁE}%@;’b@Wl'Ca’ﬁzc@l amide; car boxyl i ¢

aci d am de thy!)-ureido}-3-pentylsulfanyl-isothiazole-4-carboxylic  acid

3- Benzyl suI anyl 5- ‘:f% (% Bumfthélawm reo>}<l>)/ur§'r S]pyf’e”-’{ﬁ”e? O']?ItSOt hi azolé 4- car boxyl
i c aci d amidgim de;

3- ngyl S gl fanyl - 5- [ Brégriiai- ey isBemi-tekopE@hitRdie-4-SarboHyizaldeardeg ar boxyl i ¢
acl am de;

3- Benzyl sul fanyl - 5- 3 HexyuRA A4 DoprHpidP s eiaE e fSHPRIVICATARM% ar boxy! i ¢

aci d am de; 5-(3,3-Dimethyl-ureido)-3-(3-fluoro-benzyloxy)-isothiazole-4-carboxytic acid amide;

3-(4- Chl or 25_ benzyl Sé;h;sg[gﬁdo)o:b%ﬁiy?&xg)%-a}é%r%(ﬁ(il-%eri%psbwa%lgﬁ)—l:éljo&%zbi azoLgy 4-ca

rboxylic 1 acid
3- (4- Chl or o- bearmigé;sul f anyl ) - 5- (3, 3-di met hyl - urei do) -i sot hi azol e- 4- car boxyl i

c aci d am
-3-| X le-4- lic acid amide;
3. Benzyl sul f anyl - ff@ B(J%«I %relao)s hepglo ¥|s?t§uazoe ar O)?ysl%tchl e - 4 car hoxyl i c

acid am de; 3-(3- Chloro-l;_enzyloxy)-s-(s 3-d|methyl-ure|do)-nsothlazole~4~carboxyhc acid amide;

-(4- Cyano 3-pent yl sy fsaélﬁﬁét §/2%@i&&b—@%ﬂbd&béﬁ@lo@}mBY&Ie—WcQﬁexyﬁ’@acud amide;
5-(3,3-D rret hyl - ur el rinmet hyi -benzyl o glz)ll I"L %o e-4- gar boxyl
ic aci d20 and @ -Dlme yl-ureldo)-3-(3-phenoxy-propoxy)'lsothl oe—4-car oxylic acid ami

5- (3, 3-Di et hyl -ur eﬁ-@@)ﬂ|ﬁetﬁﬂ-uf-é‘doﬁ-kwmﬁ&ytvﬁloxb)emmém&)@-eamylhlaem ainide- car bo
xylic acid

5- (3, 3- Di met hyl - ur e%g'}o'@’etm'"feﬂq"? ?%W&%tpﬁ%?f’xyﬂésﬁm28|e'4)carb°’8€'%am A 4. car bo

xylic acid 25 asrisgmjano-pentyloxy)-s-(a 3-dimethyl-ureido)-isothiazole-4-carboxylic acid amide;

3-(2, 4-Di methyl - beng %ﬁl lmet?fﬂ)ﬁ e?do?3%%%::;?'%&%559{44-9&86&93 addMMidy; azol e- 4-car bo

xylic acid
' 25 3-(5-Chioro-pentyloxy)-5-(3,3-dimethyl-ureido)-isothiazole-4-carboxylic acid amide;

3-(4-Cyano-butoxy)-5-(3,3-dimethyl-ureido)-isothiazole-4-carboxylic acid amide;
5-(3-Furan-2-yimethyl-ureido)-3-hexylsulfanyl-isothiazole-4-carboxylic acid amide;
5-(3-Butyl-ureido)-3-hexylsulfanyl-isothiazole-4-carboxylic acid amide;
3-Hexylsulfanyl-5-[3-(3-hydroxy-propyl)-ureido}-isothiazole-4-carboxylic acid amide;
30 3-Pentylsulfany!-5-[3-(3-pyrrolidin-1-yl-propyl)-ureido]-isothiazole-4-carboxylic acid
amide; .
3-Hexylsulfanyl-5-[3-(2—hydroxy-ethyl)-ureid'o]-isothiazoie-4—carboxylic acid amide;
3-Benzylsulfanyl-5-(3-methyl-ureido)-isothiazole-4-carboxylic acid amide;
5-{3-[2-(1-Methyl-1H-pyrrol-2-yl)-ethyl}-ureido}-3-pentylsulfanyl-isothiazole-4-
35 carboxylic acid amide;
3-Benzylsulfanyl-5-(3-butyl-ureido)-isothiazole-4-carboxylic acid amide;



am de;

5- (3, 3- D metwybs/epsgg do) - 3- (2-f | uor o- benzyl sul fanyl ) -i sot hi azqicer,ﬂ;gg,ﬁ(;.lppxyl |
c aci d am de; 30

5- (3, 3-Di net hyl - ur ei do) - 3- (3- net hyl - benzyl&l f anyl ) - i sot hi azol e- 4- car boxyl i
o acid am de;

5-(3, 3-Di net hyl -ureido)-3-(2-fl uoro-3-nethyl -benzyl sul fanyl ) -i sot hi azol e- 4-
car boxylic acid am de;

3- (4- Cnl or o- benzy| dep3oidadid3-[3-adibambylybh(33rdimetoy-uieiio)-lsothizadlS-yloxgjeattiybaspdri ¢
acid amde; 35

3- (2- Chl or o- benzyl St ‘mf?ytéjre%?) 3(4phene ﬁg’?thoxy %‘s%fh[fm'es%'f PRyl ‘f%c'(jéla"g%er'boxyl i

c aci d ami i8-Benzyloxy-propoxy)-5-(3,3-dimethyl-ureido)-isothiazole-4-carboxylic acid amide;
-H?t4;at razol -5-yl)-i ssc’)(taﬁ damétwiupéﬂogg 18,3 dBﬁéﬁy%r%bﬂxﬁt)ag&{hnafdlé—ﬂ-carboxyl|c acid amide;
5- (3, 3- Di met hyl - ur r§Ghlose '('%Y‘PNQ’ ﬂ?ﬂﬁ’é’l‘ﬁ%"ﬁ'ﬁF’P&ﬁ%ﬂP'?Z%‘f“ﬁ?’aﬁ’%'h‘bac&’ i Hoxyl i c

acid am de; s- §3 3-Dimethyl-ureido)-3- (2-ethoxy-ethoxy) -isothiazole-4-carboxylic acid amide;

2 CI( g Ch!sor ° alronegéyl Ssu 3 SaE;%et)]yl—urega%)-g (gwrrﬁ EJeXzyI’éxﬁ-:so%azofseglt-gr&%q?hceacn a?n? epoxyl e

3-(2,5-D net hyl - bemz@;lc&uéiquﬂo)(y-&(:{ 3 dithethyrrtidg)lisathizzotied-edrisaxyyliti seldcimides - car bo
xylic acid . ]

b omo- napht hal en- 2 GTIGTRIHISFHOLE {1 sy Sidghrotipzolr - cammagigacid mides o) o
car boxyl i ctfaci d amnid8; 3—Q[rgethyl—ureldo) -3-[3-(3-methoxy-phenyl}-propoxy}-isothiazole-4-carboxylic
3-(3,4-Di net h)gc,dtgﬁnyeyl suI fanyl )-5-(3, 3-di net hyl - urei do) -i sot hi azol e- 4-car bo
xylic acid

3- (Bi phenyl - 4-yl met3r£8fﬁ'mgbx'@emmm(ﬁﬁrmw@ﬂ-a@)do) sethiRre H1cabeviar bosdfidi ¢

aci d am de; amide;

2Ci( g gmpld gt_at hyl -ur %I Igexzilsﬁfa&y -5- {A- X 1?91-"% az, -4~yf( %&yd-grgitdo |§gtl(1)||a§ole—4-car[;oxyf(é/ acud

3- (2- Chl or 15 beanmidet oxy) -5-(3, 3-di net hyl -urei do)-i sot hi azol e-4-carboxylic
acid am de; 15

de; . - fic acid
5-(3, 3- D net hyl -ur e| c1e xylszgfareyis % g' hrygrox)( b‘f)tghureﬁolis?mazso E)et cagg%ﬁy Sbvia cazanr' e(5xy| I C
acid - am de; 3-Hexylisulfanyl-5-{3- (2-hydroxy -propyl)-ureido}-isothiazole-4-carboxylic acid amide;

5- (3, 3-Di net hyl - ur %Lm},n&rfér&.émziy&awswaad]-;sem&%Mbm@é)u&ﬁh btiaamle: 4- ca

rboxylic acid
3- (4- Chl or o- benzyl étﬁef’é)f‘ﬁ?'fﬁnygs {3Renpylyreifo)-isgthiaasiort-carplis acld @) - i sot hi azol
e-4- 20  2ocar boxyl3igendtdularyis-efuran-2- ij/lmethyl-ure;do)-nsoﬂ*nazole«t carboxyhc acid amide;

I?);aE j: cnlioro-benay 3‘%382%%1;f%‘yg#3d§ébuty urg%o)-lxothlazoh & O&xw acd amr eo] -1 sothiazo

car box

3-(4- Chl or 0- benzyl| StHexgsufany-5-(3-Bertyd-umido)-sBbthdizale-4-crboxyfioasid amide,ei do] -i sot hi a
gol( 2 gﬂ or o- beﬁg;lb ?ﬁej‘xgguliﬁﬂégo %mfgﬁzu:[;éo) -isothiazole-4-carboxylic acid amide;
H-i m dazol - 4-yl) - et3ﬁ§qulsuhfml-é@ (Grraefhyhbetylybeeidgl-isothiazole-4-garbowylie acid 2meidel ani de;

25 §-(3-Ethyl-ureido}-3-hexyisulfanyl-isothiazole-4-carboxylic acid amide;

5-[3-(2-Morpholin-4-yl-ethyl)-ureido}-3-pentylsulfanyl-isothiazole-4-carboxylic acid
amide;

5-{3-(2,3-Dihydroxy-propyl)-ureido}-3-heptyloxy-isothiazole-4-carboxylic acid amide;

3-Heptyloxy-5-[3-(2-hydroxy-propyl)-ureido]-isothiazole-4-carboxylic acid arnide;

30 3-Heptyloxy-5-{3-(2-hydroxy-propyl)-ureido]-isothiazole-4-carboxylic acid amide;
3-Heptyloxy-5-[3-(5-hydroxy-pentyl)-ureido}-isothiazole-4-carboxylic acid amide;
3-Heptyloxy-5-{3-(3-hydroxy-2,2-dimethyl-propyl)-ureido}-isothiazole-4-carboxylic acid

amide; . _
3-Heptyloxy-5-[3-(2-hydroxy-propyl)-ureido}-isothiazole-4-carboxylic acid amide;

35 3-Heptyloxy-5-{3-(3-hydroxy-propy!l)-ureido}-isothiazole-4-carboxylic acid amide;
3-Heptyloxy-5-[3-(2-hydroxy-ethyl)-ureido]-isothiazole-4-carboxylic acid amide;



3-(4-Chl oro-benzyl sul fanyl)-5-(3-[2-(1 -nethyl -

H pyrrol - 2- yWO9961896 | - ur ei do) - i sot hi azol e- 4- car boxyl i pcpeiedeet de;

3- (4-Cnhl or o- benzyl sul fanyl ) - 5-[ 3- (2- mor phol i n-4-yl -ethyl ) -urei do] -i sot hi azo
| e4- 30 carboxylic acid am de; -62-

3- (4-Chl or o- benzyl sul fanyl ) - 5- (3-[ 3- (2- oxo- pyrrolidin-1-yl)-propyl]-ureido)

-i sot hi azol e- 4- carboxylic acid am de;
3- But - 2- enyl oxy- 5- (3, 3-di net hyl - urei do) -i sot hi azol e- 4- car boxylic acid
am de; 3-Heptyloxy-5-[3-(4-hydroxy-butyl)-ureido}-isothiazole-4-carboxylic acid amide;

5- (3, 3- Di et hyl ur & dR)imbiy TRIdORY (5-ReRyiHeRyiok ribsinbAicar@lRxyhic aad Bauy! |

acid am de;

3-(2,4-Difl uor 0- berfzipRdipethy-ueiol3-fhaphthalon-1-yimethasy-sPbiseale-4sybevic. cardflixyl i c

acid am Lede;

- 65-

5- (3-sec- Bit yl - ur ei ey Rimetaviurpide)-3(RhepyreperaTRginiazole 8 erP Ryl a9 AT o x y | i ¢
aci d am de; 5— 3,3-Dimethyl-ureido)-3- (4-metbyl-pentyloxy) -isothiazole-4-carboxylic acid amide;

3-(4- Cnl oro-benzyl s fagnlﬁ#ﬁ\éyllxy) é ?3 g dnme{TE l-uh]él do)-uso&%séolg-df—%ar%x%)c] acldsa%cgl azol e-

4- carboxylic

3- (4- Chl or o- benzyl sa:ldsfmmbWI{’oerﬁz:Qlo(wée(s.Byﬁmqﬂnybpyidp)-lsmPNZGb]*qa@@K%F azolasid4- car
boxylic acid &Im

3-(4-Chl oro- behzyT sul fanyl ) -5-(3-cycl opropyl nmet hyl - ur ei do) -i sot hi azol e- 4-ca
rboxylic 10 aci B-@riRimethyl-benzyloxy)-5-(3,3- dnmethyl-uresdo) -isothiazole-4-carboxylic acid
3-(4-Chloro-b é’é sul fanyl)-5-[3-(1 -nmethyl -

- phenyl - et hyl )- urei do] -i sot hi azol e- 4- car boxylic acid amde; 1

3- (4- Chl or o- benzy| sulBiSeHyrifuosmethyl-aenayienyi-Fib3- SWB@M'M@"H?P'@PG%T“‘F%'B?W%zoI e-
4-carboxylic acid ami@ci d am de

§| I(g Eglo(rjm 2-l ugrmoqj(giacr}]% o-ben Isulfang(%-s -{3- ?&H%Eo -pro%{li)e-lllrglgg]-ls razg\e chnlngyﬁc carbox
3- (4-tert - But ydcidemidey | oxy) - 5- (3. 3- di met hyl - ur ei do) -i sot hi azol e- 4- car boxylic
acid amde; 15

5-(3-1sobutyl -urei d%?engylﬂa%? F]sy(l3 h%%rowro;ml)furend 3s°t|h'§6 |'gazr%?xéhcfmg§r dgx lic
acid am de; 3-(4-Chioro-benzylsulfanyl)-5-(3-furan-2-yimethyl-ureido)-isothiazole-4-carboxylic acld
5-(3-Butyl -ur eénq&) 3- (4- met hyl - benzyl sul fanyl ) -i sot hi azol e- 4- car boxylic
acid am de;

5- [ 3- (3- Hydr oxy- pr ohi#Ghlase-beraviguifany}p-[a2- hmruxmmyl)-grap?la??w?°'ﬁﬁc9ﬁﬁP§£%| e-4-c

arboxylic 29 acidnhigh: am de;
(4- Car banoyl - 3- rrercaﬁto i sot hi azol -5-yl)-carbam ¢ aci

te
5- (3- Butyl - ur ei do) -BHeyisuizgyors- (?r'BWBM'E\j‘rYé&*N'bﬁ'f?‘f’?l"ﬁc’gﬁ?ﬁﬁf‘gf%‘b&’ﬂﬁ car?fgxyl ic
acid am de; amide; . .
?I 533 gc PI dChl oro- be %él t’fhllJ ro- enr%yl;ulfanyg)-%(&lso &yi—urel or)-%logw%)zélé—i—%&#&b}@&cogcﬁ_aﬁrﬁ&gr boxy
3-(3, 4-Di chl oro- bermgal-&mk;ﬂ-an;db))&&dh&«( -Benaylslifenyy)-igpthigzyle ¥-carbeivtiogcid amideii azol e

-4- rboxyl i i 4-carboxyiic acid amid
4-[ 4- Car ba?r%yl 5- (3§4 'oq? ﬁ‘%ﬂ ﬂg‘"fa(g}@'&ﬁs e["ﬁ'l ‘érfgf’)"?som'?zgﬁ fcgn; rr'lcata y Itte)enzm c
aci d nmet hyl e@(@utyf—urendo)-3-(4-chloro-benzylsuIfanyl)-lsothnazo|e~4-carboxylic acid ami

5-[3-(2-Dimethylamino-ethyl)-ureido}-3-hexylsulfanyl-isothiazole-4-carboxylic acid
amide;
3-Hexylsulfanyl-5-[3-(3-pyrrolidin-1-yl-propyl)-ureido}-isothiazole-4-carboxylic ~ acid

30 amide;
5-[3-(3-Dimethylamino-propyl)-ureido]-3-hexylsulfanyl-isothiazole-4-carboxylic  acid
amide;
3-Hexylsulfanyl-5-{3-[3-(2-oxo-pyrrolidin-1-yl)-propyl]-ureido}-isothiazole-4-carboxylic
acid amide;
35 3-(4-Chioro-benzylsulfanyl)-5-[3-(2,3-dihydroxy-propyl)-ureido}-isothiazole-4-

carboxylic acid amide;



4-[5-(3-Butyl -urei do) - 4-carbanmoyl -i sot hi azol - 3-yl sul fanyl met hyl ] - benzoi ¢

aci d net hyl WO 9%/6280&t er ;

4-{ 4- Car banoyl - 5[ 3- ( 3- hydr oxy- propyl ) ur ei do] - i sot hi azol - 3-yl su (1‘1‘]/153?&/ Or‘{%‘z[ hyl }
-benzoic 30 acid nethyl ester; -63-

3- (3, 3-Di phenyl - propyl sul fanyl ) - 5- (3- (3- hydr oxy- pr opyl ) -ureidol -isothiazol e
-4- carboxylic acid am de;

3- (3, 3-Di phenyl - propyl sul fanyl ) -5-(3-isobutyl -urei do)-isothi azol e- 4- car boxy
lic acid am 3(@:ChBito-benzylsuifanyl)-5-[3-(5-hydroxy-pentyl)-ureido}-isothiazole-4-carboxylic
5-(3-Butyl -ur eécgi%ld% (3, 3-di phenyl - propyl sul fanyl)-i sot hi azol e- 4-carboxylic
acid am de; - 66-

5-[ 3- (2- Di net hyI amHé'(éﬂorgrhgnzmlé@w@i&lé-({*mf,dsixm’bp‘h‘énseidobﬁdpww‘bemwmc| sot hi
azol e-4- Xyl ic acid am de;

3- Hexyl sul fanyl 5 [3 % met hoxy- et hyl Jurei do] -i sot hi azol e-4-carboxylic acid
ami de: 3-(4- hloro-benzylsulfanyl)-s- -(2~hydroxy-butyl)-urendo]-nsoth|azole-4-carboxyhc

3- Hexyl sutfanydc;d!im{.dé (2-pyridin-2-yl-ethyl)-ureidol-isothiazol e-4-carboxyl i
c acid am de;

3- Hexyl sul fanyl - 5 [343%3- R RIPRYL-reiAol &Py IS rany s T2l e b PRI e- 42841 box
ylic acid amidean de; . . .
5-(3,3- D methyl - ur of Qg frahi s TR 1 RENGM S8 hsch RLILAGR St oERTRREY | 1 ©

3- (2, 3- Di cHl or o- ber#Benepsyfarsi-5-8-3 3dihysokybrop)eirekisi-sotiszhle dzaattoxyic c ar BEky | i

aci d am geje- 10
3- Benzyl sul f anyl - 5 [ 3- (2-di met hyl am no- et hyl ) -urei do] -i sot hi azol e- 4- car boxy
lic aci d Sriierdsulfanyl-5-{3-{5-hydroxy-pentyl)-ureido]-isothiazole-4-carboxylic acid amide;

5-[3- (2- Di met hyl amismengiduyhnyt- &[39(2%961'0)&tﬁJ&f)nfﬁidb}dsoﬂﬁ%B&é’-hde}bﬁ:ﬂjﬂb’bc)ld hmigd; hi azol

S [3- (2- Di mot hy! anPrs BB BB W RO BRSSO ot hi azo

| e-4- 15 1t5cardoihayider aci d am de;

5- [ 3-(2- DI et hyl amiso-chl il bo N3 i1 DAREMHLLBIYR - | SGhdT 220

| e-4- car boxyl I'C acl

5-[ 3- ( 2- Di net #pidgn no- et hyl') - ur ei do] - 3- (2- net hyl - benzyl sul f anyl ) -i sot hi azol
e-4- car boxy lalgfenfiduftardiB-f45-ngdtoxy-pentyl)-ureido}-isothiazole-4-carboxylic acid amid
5-[3-(2- D net hyl am nonéﬁlllyaf?- uggl dg:]%)g peny).ura o] ?o ‘gﬁoz‘ill g?fl ?)g'r'ﬁ/?c)' -?ms‘oet hi azo
| e4- car boxyl 1H{$-Cxanot-Renipyifany -1sothsazol-5-yl)-3-me hyl-urea;

3-{4- Car baooy! - 5[ 3-5((3 s dirm@hyryiterid)- 52, £8-Witlehyl bRyl - StBfa ol d-@hrboxyld subémanyl m
et hyl } - e(pzm c acid nethyl ester,

3- Benzyl sul farﬂn 5-3-(3-pyrrolidin-1
-yl -propyl) - ur ei dos-(8,3-Mlirhetayt-otetiof3-(2atrifboroyethyl-beneyiaky Risothiazale-4-carboxylic  acid

3- (4- Met hyl - | sul fanyl)-5-[3-(3-pyrrolidin-1
-yl -propyl) - ur el do] -i sot hi azol e- 4- carboxylic acid am de;
5-(3,3-Dimethyl-ureido}-3-(4-trifluoromethyl-benzyloxy)-isothiazole-4-carboxylic  acid
25 amide;
3-(2,4-Dimethyl-benzylsulfanyl)-5-(3,3-dimethyl-ureido)-isothiazole-4-carboxylic acid
amide;
5-(3,3-Dimethyl-ureido)-3-(2-fluoro-benzylsulfany!)-isothiazole-4-carboxylic acid
amide;
30 5-(3,3-Dimethyl-ureido)-3-(3-methyl-benzylsulfanyl)-isothiazole-4-carboxylic acid
amide;
5-(3,3-Dimethyl-ureido)-3-(2-fluoro-3-methyl-benzylsulfanyl)-isothiazole-4-carboxylic
acid amide;
3-(4-Chloro-benzyloxy)-5-(3,3-dimethyl-ureido)-isothiazote-4-carboxylic acid amide;
35 3-(2-Chloro-benzyisulfanyl)-5-(3,3-dimethyl-ureido)-isothiazole-4-carboxylic acid

amide;



3- (4- Met hoxy- benzyl sul fanyl )-5-[3-(3-pyrrolidin-1

-yl - propyl ) - Wwewvstedsss sot hi azol e- 4- carboxylic acid am d ,?,89 0

3- (3- Met hoxy- benzyl sul fanyl')-5-[3-(3-pyrrolidin-1-yl-propyl)- u% 31079%ot hi
azol e-4- carboxylic acid am de;

3- (3- Met hoxy- benzyl sul fanyl') - 5-[ 3- (3- pyrrolldln 1

-yl -propyl)-ureido]-isothiazol e-4- carboxylic acid am de;

4-{ 4- Car banoyl -5-[ 3-(3-pyrrolidin-i-yl-propyl)-ureido)-isothiazol-3-ylsulfa
nyl methyl}- 35 ben;,(meq., @@-@&?Em%hylg 1il‘?fe'tr zol- P/?qsoth azol-s- I}-urea;

-67- enz rrolidin-1

-yl - propyl ) - urei do] - r’"&? l'%ﬁl’!)’!"éfﬁldo)'&<4°ﬂUWO@Q?%‘%?PY‘ES%’@?@’ea‘ﬁW@XY"C acid

3- (2- Fl uor o- benzyilggul fanyl ) -5-(3-(3-pyrrolidin-1

-yl -propyl) - ureldo]-lso hi azo i c. aci

5- (3-1sobutyl -urei do¥- !33&?'2”&6{‘%3(&?}'"38%%?1 %ﬂw%ﬁy@dw '§8‘f‘ﬁ?%‘&‘6‘l°%’bﬁ?‘yt’,°ar boR§i ¢
acid am de; 5 amide;

gm(g | sobut glm greel do% (2355 e%)z( su e%%%-(gyld{maeWJ L}feld -ls Itﬂ'maazzel(tz.he %oxﬁllcr: b%éé!' 'c
5-(3-Isobutyl - uare«ndo) 3- (4- met hoxy- benzyl sul fanyl ) -i sot hi azol e- 4- car boxylic
aci d am de;

5-(3-sobutyl -urei l;jo)l Q 2r§moc;nta %htl?aletg)-z Ttgyl'ﬁullfanﬁ F(s ?-g’o elt"llyléll‘zrg'fj@"séf’th(’:aaz?' oxyI iC
acid am de; carpoXxylic acid amide;

2(:'(5 Zlmugrem@enzyl S U {8 Imetyi-dedzylsBRYE-5 (3, ke BiPlurdidd) iddt iz 0k 8- rboRi® O %4 | ©
3- (4-Fl uoro- ben?W%ul fanyl)-5-(3-isobutyl -ureido)-isothiazol e-4-carboxylic

gCl Czi I%Im de; . |3 (B|phenyl-4-ylmetho )5-(3 3- dlmethyl-ure|do)-lsothlazole-4-carbox3tﬂlc acid arlmde4
r b(() x;/l i gor 0- 2 m;ci é %Eiie%gi}/neigll-ureud%-a -(2- %uogo-benzyloxys P’éothlazo‘:fe-ﬁi cgrbéx%)c acld%%v?dee ca
3- (2, 4- Di f| uor o- benzax{2scridrabynzyioky)-6-33,8-dirfatiyMireitis) fothkzole-8 QlafboRaiO héd dmig&r boxy

I

3 (5- Chl or o T hi ophere B P MEIGHLRPLHIPYoR b=y aRb Y Ras-5eaBY S ot i AT e
-carboxylic - amideici d am de; 3-(Benzo[ 1

31,0 oxol -5-y1 e Y 5 d il ritedfal( 28R i entiineih i brdy R A BLR-scahBIftE XY
5- (3- Cycl opr opyﬁcfﬁ’eﬂ"H%- ur ei do) - 3- (3, 4-di net hyl - benzyl sul fanyl ) -i sot hi azol e-

carboxylic @?Lﬁl&@:’oéﬁ lsulfanyg-s -[3-( 2-d|methy|ammo-eth i)}-ureido 1soth|azole-4-
3 (3,4-Dine hyI enzyl sul fany { i sobutyl = urei do{ i sot’hi azol e- 4- car boxy

lic aci arboxylig pgjd amiss

g (4I Br ono- 3 f1 uoro- :bgrmydrsubsfzaam’ar)yﬂ-”&{é—%s-u;&@wamho-pfoﬁymar)mbﬁmﬂhza%me 4- car
oxylic aci

3-(2.4-Di et hylcabbé’ﬁgﬁﬁg'gﬂ‘gﬁyl) 5- (3-isobutyl -ureido)-isothiazol e-4-car boxy

lic acid Af4ezhioro-benzyisuifanyl)-5-[3-(3-pyrrolidin-1-yl-propyl)-ureido]-isothiazole-4-
carboxylic acid amide;
25 3-(4-Chloro-benzylsulfanyl)-5-{3-{2-(1H-imidazol-4-yl)-ethyl}-ureido}-isothiazole-4-

carboxylic acid amide;
3-(4-Chloro-benzylsulfanyl)-5-{3-[2-(1-methyl-1H-pyrrol-2-yl)-ethyl]-ureido}-
isothiazole-4-carboxylic acid amide; |
3-(4-Chloro-benzylsulfanyl)-5-{3-(2-morpholin-4-yl-ethyl)-ureido}-isothiazole-4-
30 carboxylic acid amide;
3-(4-Chloro-benzylsulfanyl)-5-(3-{3-(2-oxo-pyrrolidin-1-yl}-propyl}-ureido}-isothiazole-
4-carboxylic acid amide;
3-But-2-enyloxy-5-(3,3-dimethyl-ureido)-isothiazole-4-carboxylic acid amide;
5-(3,3-Dimethyl-ureido)-3-(4-methoxy-benzyloxy)-isothiazole-4-carboxylic acid amide;
35 3-(2,4-Difluoro-benzyloxy)-5-(3,3-dimethyl-ureido)-isothiazole-4-carboxylic acid

amide;



3- (3, 4-D net hyl - benzyl sul fanyl)-5-[3-(3-pyrrolidin-1-yl-propyl)-ureido]-iso

t hi azol e- 4- @® 99/62859r boxyl i c aci d am de; PCT/IB99/00797
3-(4-Brono- 2-fl uoro-benzyl sul fanyl )-5-[3-(3-pyrrolidin-1-yl- propy?%l °&9r ei do]
-i sot hi azol e- 4-car boxyl ic acid am gs;

5- (3- Cycl opropyl met hyl - ur ei do) - 3- (4- net hyl - benzyl sul fanyl )-isothiazol e-4-ca

rboxylic acid amde; 35

3-(3, 4-Di et hyl - benzyl sul fanyl ) -5-[ 3- (2- nor phoi n-4-yl -ethyl ) -urei do]-isothi

aé g' e-4- car pgské-8utptiréldc} 3i(4lerloro-benzylsulfanyl)-isothiazole-4-carboxylic acid amide;

5- [ 3- (2. 2- Di met hy! -pPEAS Rar TSGRt ms Y BeRy B idP sap e ks iS ol ed-

car boxylic acid amade; d ami de;

5- (3- Cycl opr opyl nmethyl zurei d I ol e-
car boxy| Is@(% ¢ {’a r%%su?farfy?j-gﬁs -G BoR RGN fethtL AR % hibbRE NicRF

5-(3- Cycl opr opaqulmt hyl - ure| do) - 3- ( 3- et hoxy- benzyl sul fanyl )i sot hi azol e- 4- ca

rboxylic aci dy @Ml benzylsulfanyl)-5-(3-cyclopropyimethyl-ureido)-isothiazole-4-carboxylic
3-(4-Brono-2-fl uoro enzy suﬁany‘?ﬂ é % (, py-dl)f uor())- enzyl)-urelydo]-l sot
hi azol e- 4- acid amig®i boxyl i ¢ aci d ani de

5-[3-(3,4-Difluoro- Wr&-béh&ﬁéﬁél‘]yt)%-[ﬁ»@l-methyl 1-phenyl-ethyt)-ureido}-isothiazole-4-
, 3-di phenyl - propyl su fanylg i sot hi azol e-4- 10 carboxylic acid am de;
5-[3- (3, 4- Di f 19608653 3T ur ei do] - 3- ( 4- met hoxy- benzyl sul f anyl ) - i sot hi azol e

-4- 1ar boxy| i a(4ahioro-petizgleifanyl)-5-[3-(3,4-difluoro-benzyl)-ureido]-isothiazole-4-carboxylic
5-[3-(3, 4- D|f| uor o-benzyl ) -ureido]-3-(3

, 4- di met hyl - Qflng fanyl )i sot hi azol e- 4- carboxylic acid am de; 15
3- (3- Met hyl - benzyl Su4 fEgonyd-3-AEdrg-Beng Boxy5-£%3-didkethyl-rejdo)-isetbiayalg-4-garopil] - 4ditot hi a
zol e- 4- é)oxyl ic acid am de;
5-[ 3- (2- Di net hyl'am no- et hyl ) - urei do] - 3- (3- et hyl - benzyl sul f anyl ) - i sot hi azol
e- 4- car boxw&@-t%ﬁ@yl@ﬁ@zd@xy)- -(3,3-dimethyl-ureido)-isothiazole-4-carboxylic acid amide;

5-[3-(2-Diyget hyl am 5363'lﬁibbﬁ]l'-t)renw)-@l(ﬂiﬁ']eth?ﬂ(eazyﬂsuﬁbnm?fs&mbzdl@ﬂzéfb&qhd“ aitydmide; Sot hi

azol e4- 20 carboxylic ac

3- (4- Br ono- 2- f | uor & @é‘l’%’%'§ﬁ$ﬁ%ﬁﬁ3thy5bﬁn§wf‘%faq¥9&P@J@°lﬁ'#c95?f”fyhﬁ?%‘f 8P sot hi a

zol ve4- car baxgi(3-Bydioiyebrapyi)-dreldo}-3-(4-methyl-benzylsulfanyl)-isothiazole-4-carboxylic

3-{4- Car barmylac‘démlde(B 4-di fl uoro-benzyl)-ureido]-isothiazol -3-yl sul fanyl ne
thyl } - benzorc’acid nethyl ester; 25 .

3-{4-Car parmyl 5- [3(4-@3th5ndyl6%@@%")%&9!‘%?%@]'%%@P&EM egtery| sul f anyl net hy
| }-benzoi cp léﬂdo)Qﬁfsg-duchloro-benzylsulfanyl)—nsoﬂ'llazole-4-carboxyl|c acid amlde
5-[3-(3, 4- D|fluoro nz -urel 3- phenet hyl sul fanyl -i sot hi azgl e-4 carbox
ylic acid lchIoro-benzylsulfany!)-5-(3-1sobutyl-ure|do)-|sot iazole-4-carboxylic acl

amlde.
3-(3,4-Dichloro-benzylsulfanyl)-5-{3-(3-hydroxy-propyl)-ureido]-isothiazole-4-
carboxylic acid amide;
25 4-[4-Carbamoy!-5-(3-isobutyl-ureido}-isothiazol-3-ylsulfanyimethyl}-benzoic acid
methy! ester;
4-[5-(3-Butyl-ureido)-4-carbamoyi-isothiazol-3-yisuifanylmethyl}-benzoic acid methyl
ester;
4-{4-Carbamoyl-5-[3-(3-hydroxy-propyl}-ureido}-isothiazol-3-ylsulfanylmethyl}-benzoic
30 acid methy! ester;
3-(3,3-Diphenyl-propyisulfanyl)-5-{3-(3-hydroxy-propyl)-ureido}-isothiazole-4-
carboxylic acid amide;
3-(3,3-Diphenyl-propyisulfanyl)-5-(3-isobutyl-ureido)-isothiazole-4-carboxylic acid
amide; '
35 5-(3-Butyt-ureido)-3-(3,3-diphenyl-propylsulfanyl)-isothiazole-4-carboxylic acid amide;



[3-(3,4-Difluoro-benzyl)-ureido] -3-(4-nethyl -benzyl sul fanyl)-i sot hi azol e-
car bOXyl | yoHds2809C1 d am de,
[3-(3,4-Difluoro-benzyl ureido] -3-(2, 4-di met hyl - benzyl sul fanc’rsms}g@g{g?u azol
4- carboxylic acid am de;
(4-tert-Butyl -benzyl sul fanyl)-5-(3, 3-di rret hyl - ur ei do) -i sot hi azol e- 4-car bo
ylic aci d am de: 35
3- (4- Met hyl - benzyl sul fanyl ) - 5-[ 3- (2- phenyl - propyl ) - ur ei do] -i sot hi azol e-4-ca
r ggxyl Ic acl %-[g-'z%-gﬁ)?th ipmino-ethy)-ureido]-3-(3,3-diphenyl-propylsulfany)-isothiazole-4-
, 2- Di met hyl - pr‘@tbywiﬁlﬁ‘éﬁ‘ #B8ife:3- (4- net hyl - benzyl sul fanyl ) -i sot hi azol e4- car boxy
lic acid am Cﬁnlexytsulfanyl 5- [3 (2~metho -ethyl)-ureldo] -isothiazole-4-carboxylic acid amide;
5-13-(3,5-Difluoro- benzp/%{??iur 3 z i sot hi

4- car boxyl i c yj-ér[3 (25pyridin- L-‘Stl-ethyl) Xreudo}-nsot%azo}éj-cargoxgd|c acid amvdael,zOI €
5-{3-[1-(4-4I uoro- mhw:bmfaaws;{b J2-pyereiicie] -ylRetiy-urgddpsothiaesia-wicatbokyiay | ) issidt hi a
zol e- 4- car boxylic acid am de;

5- [ 3- (3- Fl uor (?"B%enzyl ) - ur ei do] - 3- (4- met hyl - benzyl sul fanyl ) -i sot hi azol e- 4-ca
rboxylic aci c-@3tmethyl-ureido)-3-(2-methoxy-benzyloxy)-isothiazole- 4-carboxylic acid amide;
5-13-(4-Fluoro-2-tryj £l >[2 Rzyl sylfanyl
)- 10 i sot hi azol é%'(E ga%r{ h@%fa&%&bno%?gﬁ 5-)d g*é'ih?/\ leho)?is&tﬁa%-ﬁéﬂrﬁ&ﬂ i

5- (3-(3- Chl or amide, | uor o- benzyl ) - urei do] - 3- (4- et hy(-benzyl sul fanyl)-isothia
zol e-4- carb 2Q@nethylamino-ethyl)-ureidol-isothiazole-4-carboxylic  acid
3-(4- Brom) 2 f1 uor o- enzy%ryﬂsm (3- ?syoaga?%/f )llj)rlgfldc())])'iol slaoztoﬁl aczol ey4 car boxyl
ic aci d amidearri de; 15

3- (3 Br ono- 2- fljuor G- [B2NB MMy Malrine- e(tr%r)l@#&ud&]-sw-eietﬂ@l)behsﬁguhar@w:;enaéo@ar boxylic
aci

3- (4- Br ono- 2 fqa[PB?“@cB‘éﬁ'ﬁ'?'F%xy) 5-[ 3- (2, 2-di et hyl - propyl ) - ur ei do] -i sot hi azo

5-
4-
5-
e-
3-
X

I e4- car boxyla[e-(aolmttr@mhﬁiﬁ ethyl)-ure|do]~3-(4-methoxy-benzylsulfanyl)-lsothlazole-4-
3-(4- Bronn1% 9 aenzlﬁloxy) 5- (3-furan-2-yl nmet hyl -urei do) -i sot hi azol e- 4-
car boxyl i ¢'20 “ePRRNE 3 FYE

5-(3-Allyl-urei do) -88[3(('40mmmcﬁdmybﬂmim-z@h’@krpw-ﬁ’m!wlfem@’r@tmaze&ﬁboxyI ic
acid am de;

l _
3- (4-Brono- 2- fﬁaﬁbg’r(ydcg%%gm Bix )-5-(3-cycl obutyl -urei do)-isothiazol e-4-car box
ylic acid am &fé- (2-Dlmethy amino-ethyl)-ureido}-3-(2-methyl-benzylsulfanyl)-isothiazole-4-

3-(4- Brono- 2- féamgﬁcgg@gwdgxy) 5 [ 3-(3, 3-di net hyl -butyl)-urei do]-isothiazol
e-4- 25 carboxylic acid a

3- (4- Bromo?®- f | uor & @%PWW@'%"B’-)&%q’%ﬁK% ApthAr RSSO Z8RT azol e- 4
. car boxaatbosyliagtidlamiaide;

?- (4-Bromo-2-f1uor 03& &Z%moylyg-[agiz-[hme&yla ino- é{hyl)%reséjo\f lsl;thlazo -3- ?s]ullesn?fpr‘emyﬁlzm e-4
benzoic acid methyl ester;
3-Benzylsulfanyl-5-[3-(3-pyrrolidin-1-yl-propyl)-ureido}-isothiazole-4-carboxylic  acid
25 amide;
3-(4-Methyl-benzylsulfanyl)-5-[3-(3-pyrrolidin-1-yl-propyl)-ureido]-isothiazole-4-
carboxylic acid amide,
3-(4-Methoxy-benzylsulfanyl)-5-{3-(3-pyrrolidin-1-yl-propyl)-ureido]-isothiazole-4-
carboxylic acid amide; '
30 3-(3-Methoxy-benzylsulfanyl)-5-[3-(3-pyrrolidin-1-yl-propyl)-ureido]-isothiazole-4-
carboxylic acid amide;
3-(3-Methoxy-benzylsulfanyf)-5-[3-(3-pyrrolidin-1-yl-propyl)-ureido)-isothiazole-4-
carboxylic acid amide;
4-{4-Carbamoy!l-5-{3-(3-pyrrolidin-1-yl-propyl)-ureido]-isothiazol-3-ylsulfanylmethyi}-
35 Dbenzoic acid methyl ester;



carboxylic acid am de; 30

5-[3-(2- I sowoomksdei no- et hyl ) - ur ei do] - 3- (4- met hyl - benzyl oxy)P&fﬁjg}og.ygql e-4-
carboxylic acid am de;

5- (3- Cycl ohexyl net hyl - ur ei do) - 3- (4- net hyl -.genzyl oxy) - i sot hi azol e- 4- car boxyl
ic acid am de;

5- (3-1sobutyl - urei do) - 3- (4- net hyl - benzyl oxy) -i sot hi azol e-4-carboxylic acid
am de; 35

5-[3-(3- D net hyl am mmm@pwbazytsmwnplps 1B@tpyrroninhiyh-plapyizytbioapigotiisoled-az ol e- 4-
car boxylic am m de

-70- carboxyhc aci amude.

3-(5-Chl oro-thi ophem(ﬁlqdrmrber‘fzylbmtahil)amal-(ﬁ-p&r-nﬁlism(131} dropiilFureida)dsokidazaieldy - ur ei do]
-i sot hi azol e- I ylic acid am de;

3-(5-Chl oro- th‘l’acr)b xg% g@ P'srzr’é’t hyl sul fanyl ) 5- (3-cycl opr opyl net hyl - urei do) - i sot
hi azol e- 5 4- caf- @dxgdutytur&@php—@-mg{byl-be@ylsulfanyl)-nsothlazoe4-carboxyhc acid amide;
3-(5-Chl oro-thi opheg a%saﬂuicwaﬁawl))s@ltm&u&% b‘éniyéuﬁa%ywr@mmwcémwyr@t hyl dadir ei
do] - i sot hi azo e-4-carboxylic aci

3- (5- Chl or o- t h#Wigeien- 2- yl met hyl sul f anyl ) - 5- [3 (3-pyrrolidin-1

-yl - propyl) - ur ei do] 5.(3-1sobutyl-ireabj3-@iAbtBoxd-teAsiRONen|i)-BotBig 2 dle- A BarBiSylic acid
5-13-(3, 4-Di fluoro-benzyl)-urei dof‘Zra (5- net hyl -t hi ophen- 2-yl net hyl sul f anyl )
- 10 i sot hi a¥BP®- 4- carboxylic acid ani de;

3- (5- Chl or e t hi opheh¢32sgtlutybrkidz)y)-(3em¢tByl-byndytapifaoylyibotiazuie-4-carsixglic)acidsotide; azol

e-4- car boxyl 4.

5- (3-1sobutyl -urei d%fz %l%( %b&@lﬁﬁ amfun5 533 -lF'I bUtykure’f’?T)e? o zgl3|4fcaarr]b0quluclagngta azol e-
4- car boxylic :a@rﬂuqmrbqulsmfasyl) -5~ (3-isobutyl ureldo) lsothuazole-4-carboxyhc acid amlde
3-(5-Chloro-thi ophe;p gFlthlré@H%)‘ﬂen?ylLLﬁra&yﬁ Sradioblt QU Sad)RREzdIz U @R | SOt hi
azol e- 4- car oxy| c acid

5- ( 3- Cycl opr op3did@®igs;| - ur ei do) - 3 (5 met hyl -t hi ophen 2-yl met hyl sul fanyl)-iso
thi azole- 15 4- CR[DPNNIdr6-béHzyIButRRYI S {3-isobutyl-ureido)-isothiazole-4-carboxylic acid
3-(5- Met hyl - t hi ophen- 2-yl net hyl sul fanyl ) 5- ( 3- (2- nmor phol i n-4-yl -ethyl)-ureid
o]- 20 isot h?'ﬁgﬁl e-4-carboxylic acid anide;

3- (5- Met hyl - t hi opheh{sChdrortitidpiibs2HyirathylsuifenyiB6{Bisgbptyi-arkidd)-ispiiiiazole-4-carboxylic

-yl -propyl)ur eécqlao mide: i sot hi azol e-4-car boxyl ic acid am de;
3-(4-Chloro- benz 0XV) - 5- [ 3- (3- hydr oxy- propyl ) - urei do] - i sot hi azol e- 4- car box
yI ic acid ami 3Benm(1,3ldioxol-5-yimethylsulfanyl)-5-(3-isobutyl-ureido)-isothiazole-4-carboxylic

3- (4- Br onogg- fJ,%H) é)enzyl oxy) 5 [3 (3, 4-difluoro-benzyl)-ureido]-isothiazo
| e- 4- car oxy Ic acid a

3- (4- Brono- 2- f | uor 05'6’e¢N£L¢P@RX)Tg‘SY‘[LBe'Q@‘MF’M’W’%{%"HH“@?WT'WWP&O] i sothia
zol e- 4- Skt @mile d ami de;
3-(3,4-Dimethy!-benzylsulfanyl)—S-(S-isobuty|-ureido)-isothiazole—4-carboxylic acid
amide;
25 3-(4-Bromo-2-fluoro-benzylsulfanyt)-5-(3-isobutyl-ureido)-isothiazole-4-carboxylic acid
amide;
3-(2,4-Dimethyl-benzylsulfany!)-5-(3-isobutyl-ureido)-isothiazole-4-carboxylic acid
amide;
3-(3,4-Dimethyl-benzylsulfanyl)-5-[3-(3-pyrrolidin-1-yl-propyl)-ureido)-isothiazole-4-
30 carboxylic acid amide;
3-(4-Bromo-2-fiuoro-benzylsulfanyl)-5-[3-(3-pyrrolidin-1-yl-propyl)-ureido]-isothiazole-
4-carboxylic acid amide;
5-(3-Cyclopropylmethyl-ureido)-3-(4-methyl-benzylsulfanyl)-isothiazole-4-carboxylic
acid amide;
35 3-(3,4-Dimethyl-benzylsulfanyl)-5-[3-(2-morpholin-4-yl-ethyl)-ureido]-isothiazole-4-
carboxylic acid amide;



3- (4-Brono- 2-fl uor o- benzyl oxy-5-[ 3- (3-di net hyl am no- propyl ) -urei do]-i sothia
zol e-4- 30 woaydgyy! i c acid am de;
3-(4-Chl oro-2-fl uoro-benzyl oxy) - 5- (3-furan-2-yl net hyl -urei doﬁ‘?’f’%?’ﬁi”a%m e-4

- carboxylic aci d am de; -68-

3-(4-Chl oro-2-fl uoro-benzyl oxy)-5-[3-(2-norpholin-4-yl-ethyl)-ureido]-isoth
i azol e- 4- carboxylic acid am de; 35

3-(2, 3-Di chl oro- benzyl oxy) - 5- [ 3- (2- nor phol i n-4-yl -et hyl ) -urei do] -i sot hi azol
9'7 ?L'r' car boxyt s @-@2icmé@f-BRpyl)-ureido}-3-(4-methyl-benzylsulfanyl)-isothiazole-4-carboxylic
3-(2,3-Dichl or?f’-ido%ﬂ‘i‘jil oxy) - 5-[ 3- (3- mor phol i'n- 4-yl - propyl ) - ur ei do] -i sot hi azo
| e4- car boxys-{3cCyzprdpyxibteid-ureido)-3-(3,4-dichloro-benzylsulfanyl)-isothiazole-4-

3-(2, 3-Dichl org- beqz)él. X EQS [ 3- (3- hydr oxy- propyl )-ureidol -isothiazol e-4-ca
rboxyl i ¢ Carapeilbsil o & g
3- (2, 3- Di ch¥ or 0- beng:akaycippropyihéthyl-dreip)-8-48-indihdkybenzylsulfanyl)-isothiazole-4-carboxylic

-yl -ethyl)- ureé'cq%]n;'i&esot ht azol e- 4- carboxylic acid am de;
3-(2, 3-Di chl oro-benzyl oxy)-5-[3-(3-pyrrolidin-1-yl-propyl)-ureido]-isothiaz
ol e- 4- car bokiptBromaflebretheraglsulfanyl)-5-[3-(3,4-difluoro-benzyl)-ureido]-isothiazole-4-

H i mi dazol - 4-yl) - et -ur €i do}-i sot hi azol e-4- 10 carboxylic acid am de;
3- (2, 3- Di chl or o- berzp(®4Piflugobgnzyl)-ureido}-3-(3,3-diphenyl-propylsulfanyl)-isothiazole-4-

-ethyl - pyry®! | gibjoxydic ¥éi@Bhidy:! ) - ur ei do] -i sot hi azol e- 4- carboxylic acid
am de; . . o

. 3- (2, 3- Di chl or o- berZ1t®&Pfiuesobgnzyb-ureidol3-iompetheny weozisHijanyl-iseiearig41 sot hi azol
e4-  cardamoylic ecidgrmide;am de; 1 5 _ _ _ _
So bt 3 D) oo e Ol bt el A ety Seryisutanyiy Bomazoid 4" & 901 !
3- (4- Chl or o- 2-cathamylioadibanigé;oxy) - 5- [ 3- ( 3- mor phol i n- 4-yl - propyl ) - ur ei do] - i sot
hi azol e- 4- C i id am.de; - e

3 (4Ol or B 2-11 uord IR fepdfs Bl stEis oot -armremygretet igh9zaR g o) - so
hi azol e- 4- 20 carboxyie aeikgmide; aci d ami de;

3-(4-Chl oro-2-fl uorn ; = 2 f3-py s oli di p- ot

1 S oropyl ) - ur ef dol TSP ek g uleloR S (L BhitbHichsuragyiyisotiazole-+

3- (4- Chl or o- 2-°RIPGVNBACRABIY 0xy) - 5- [ 3- (3-i i dazol - 1 _

-yl -propyl) -urei dO|5=[B—§2°Dihie@@lﬁﬂnﬂo—‘éthfd%-uEe%ioh@-@f,4381%X&&r%eﬁﬁlsqlféﬁ%%gthiaggfe-&

3-(4-Chl org-2-11 uor.o-benzyl oxy) - 5- ydr oxy- propyl’) - ur i do]j -
i sot hi azoléeb- 4-°arb°"y"°a¢é‘§?‘?i ylic acid anide;

3- (4- Chl or 0- 2- f | uoBq4BednIyd-icyo-bebzyiSthryl)4=[8H(3-hyarixp-pRp R ireidolisdtiidble=4- SOt hi az
ol e- 4- CRBYIY bdariéd, 4 2M de:
3-{4-Carbamoy!-5-[3-(3,4-difluoro-benzyl)-ureido]-isothiazol-3-ylsulfanylmethyl}-
benzoic acid methyl ester;

3-(2,3-Dichl or&-,g&ﬂi%g{jig%rdéj {3-[2-(1

25 3-{4-Carbamoyl-5-[3-(é-hydroxy-propyl)-ureido]-isothiazol-3-ylsulfanyimethyl}-benzoic
acid methyl ester;
5-[3-(3,4-Difluoro-benzyt)-ureido}-3-phenethylsulfanyl-isothiazole-4-carboxylic  acid
amide;
5-[3-(3,4-Difluoro-benzyt)-ureido)-3-(4-methyl-benzylsulfanyl)-isothiazole-4-carboxylic
30 acid amide;
5-{3-(3,4-Difluoro-benzy!l)-ureido}-3-(2,4-dimethyl-benzylsulfanyl)-isothiazole-4-
carboxylic acid amide;
3-(4-tert-Butyl-benzylsulfanyl)-5-(3,3-dimethyl-ureido)-isothiazole-4-carboxylic  acid
amide;
35 3-(4-Methy!-benzylsulfany!)-5-[3-(2-phenyl-propyl)-ureido]-isothiazole-4-carboxylic
acid amide;



3-(4-Chl oro-2-fluoro-benzyl oxy) 5-[ 3- (2- hydr oxy- propyl ) - urei do] -i sot hi azol e-

4- 30 carwowgkiseo aci d ami de; TB99/00797
5-(3-Cycl opropyl net hyl - urei do) - 3- (2, 3-di chl or o- benzyloxy)-lsot I azol e-4-car
boxylic acid am de; -69-

3- (4-Brono- 2-f1 uor o- benzyl oxy) - 5- [ 3- (3-i sopr opyl am no- propyl )-ureido]-isoth
i azol e- 4- carboxylic acid am de; 35

3-(4-Brono- 2-fl uoro- benzyl oxy) - 5-[ 3- (2-sec-but yl am no-et hyl ) -urei do] -i sot hi
azol e- 4- car b &3 tixDimethgl-mropyllereido]-3-(4-methyl-benzylsulfanyl)-isothiazole-4-carboxylic
-72-

3-(4-Brono- 2- fla GoFOs Benzyl oxy) - 5-[ 3- ( 2- hydr oxy- pr opyl)

ur ei do] - i sot hi azol e543-(3,5-Difluoro-penziibireidple3-Henethykheéntulisulfanyl)-isothiazole-4-carboxylic

3- (4- Brono- 2- f LygLpubenzyl oxy) 5- [3 (2- hydr oxy- propyl ) -ureido] -isothiazol e4
carboxylic acid a

3 (2, 3-Di f | dor o- benfy¥ Hx(ﬁ"f SlpPﬂlhﬁwl)rﬁS'i‘YBWé?"M349‘!“%?‘8’%”%‘%4@?%&“”@6?& azol e-

4- N car bozsa/rlbéa@noa&ld@nﬂd@ de; ol 3-(2 ] |

garD'bOX;ﬂg gglnéy a?nxgis-(%-ilnuoro Bera B 4 e B D s St -5 A b0t €4

3-(2,3-Difl uoraeidbemmy,l oxy) - 5-(3-isobutyl-ureido)-isothiazol e-4-carboxylic

acid am de; 10 oI|d|n1

_yl -ethyl)-urei do] - Fluo o-é-gfﬂiorgngtlu”% r?zgﬁ%%%i 9—§¥§8t|§&1[b%n£y§up%y

3-(2, 3-Di fI"@or 6°llb@ndgf¢-ea(99xy®é[csia(nsdqoyr rolidin- 1

-yl -propyl ) -urei do] F'[?E@t(ﬂlo‘?g@lﬂﬁorébfnzyl Erelc%fﬁ-ﬁfgl?ﬁ&h)'ﬂ- ﬁzlﬂsglfﬁg? ggm.azo:e 4.

3-(2-Fluoro-3-neth enzyl oxy urelr do]-isoth
i azol e4- 15 Cﬁfb‘?"bk‘})@yldla&“décl d ami de;
|3 (2-Fl uorg 3- et hyh(m;mslzqmu% bandyfoxl S BUE bty Hirid ShasotthiSAdleld-eerbdxiicd - Cadid OXY

ic aci .. am de;
3- (2-Fl uoro- beﬁ'?&‘;Foxy) 5-[3-(2- hydr oxy- propyl ) -ureido] -i sot hi azol e- 4- car box
ylic acid 15 am BLes-Brafo-2-fluoro-benzyloxy)-5-(3- butyl-ureido)-isothiazole-4-carboxylic acid
3- (2-Fl uoro- be%&oxy) 5-[3- (2- hydr oxy- propyl ) -ureido] -i sot hi azol e- 4- car box
yI iC acid ‘am de;

5- [ 3- (2- Di net hyl am M@pmpﬂﬂ}mrafb@nv@}(y)ﬁ@ﬂ&ﬂdumfwl-@@mék-wy!bﬂbmﬂmﬂol&%y) -isoth

i azol e- 4- ,fe aC| d am de;
3-(2- FIuoroSrret benz )-5-[3-(2-pyrrolidin-
-yl -ethyl)-ureido] - iianmaid'Perozbenq@xy) 5-@afvmﬁylm%hy&eﬁetsiouﬁ?th'ézole%arboxyhc
3- (2- Fl uor oo 3- a&@d &nfibe;benzyl oxy) - 5- [ 3- (3-pyrrolidin-1

-yl -propyl)-ureido]:is rboxylic acid amde,

o e OO SR S ren oo PR PRSP PbBi oP T o

e-4- 3-(4-Bromo-2-fluoro-benzyloxy)-5-(3-cyclobutyl-ureido)-isothiazole-4-carboxylic  acid
amide;

3-(4-Bromo-2-ﬂuoro—benzyloxy)-5-[3-(3,3-dimethyl-butyl)-Qreido]~isolhiazole-4-
25 carboxyfic acid amide;
3-(4-Bromo-2-flucro-benzyloxy)-5-(3-cyclopropylmethyi-ureido)-isothiazole-4-
carboxylic acid amide;
3-(4-Bromo-2-fluoro-benzyloxy)-5-[3-(3-phenyl-propyl)-ureido]-isothiazole-4-
carboxylic acid amide;
30 5-{3-(2-Isopropylamino-ethyl)-ureido}-3-(4-methyl-benzyloxy)-isothiazole-4-carboxylic
acid amide,
5-(3-Cyclohexyimethyl-ureido)-3-(4-methyl-benzyloxy)-isothiazole-4-carboxylic  acid
amide;
5-(3-1sobutyl-ureido)-3-(4-methyl-benzyloxy)-isothiazole-4-carboxylic acid amide;
35 5-[3-(3-Dimethylamino-propyl)-ureido]-3-(4-methyl-benzyloxy)-isothiazole-4-carboxylic
acid amide;



carboxylic acid am de; 30
3- (2- Fl uor owd gopiaiy! - benzyl oxy) - 5- [ 3- ( 3- nor phol i n4-yl - proDylMﬁ?&/&b‘?& isoth
i azol e- 4- carboxylic acid am de;
3- (4- Brono- 2-f | uor o- benzyl oxy) - 5-[ 3- (5- metAy! - fur an- 2-yl met hyl ) - ur ei do] -iso
t hi azol e- 4- carboxylic acid am de;
3-(3-Fluoro-2, 4-di net hyl - benzyl oxy) - 5-(3-1isobutyl -urei do)isothiazol e-4-carb
oxylic 35 acid am de;

- 73- 3- (5-Chloro-tmophen-z-ytmeth ]sulfanyJ -5-[3-(3, 4-dmuoro benzyl)-ureldo -isothiazole-
3-(4-Chl oro-2-fluoro-benzyl oxy) - 5- z roxy-2-net hyl -propyl)-ureido]-is
ot hi azol e- 4-carboxylicg % c aci d am de; -

3- (4-Chl oro- 2 fluor @-(3Jeﬁ18rﬁltﬁiaﬁ)ién-5ylh3m§lBulfﬁﬁ,ﬂ)tald’j-o?clﬁmbmlﬁéthyﬂu&rdy}—lsmﬁlmw) ure
i dol - -carboxylic acid am de;

3-(2, 3-Di chl or 'cf)h % [ 3- ( 3- hydr oxy- 2- net hyI propyl )-ureido]-isothia
zol e- 4- 5 car boxys-cmoramuaﬂmm ;dmpthylsulfanyt) 5-[3-(2-morpholin-4-yl-ethyl)-ureido}-

3-(2, 3-Dichl orq- met hyl - 3- mor phol i n-4-yl - propyl ) - ur ei do) -
i sot hi azol e- 4- gg@bg@/{% ?%X%xgéc?k:é aﬁn

3-(3- Fl uor o- 4- net hy3-(ﬁa@lrrlgry-llhmy?nrl'ryl{nsthtlsﬂfawrﬁw&wrmé@ihyWi'pioaxb)yqf9id%'r eido]-is

ot hi azol e- 10 5ot _RAXU bR Riggdm de;
3- (3-Fl uoro- 4- ﬁ%tlaﬁé enz a@?a 'd%’S 2- met hol i n-4-yl -propyl)-ure

h
do] - Ot hi 2 -G AR ISR et B By Erophan 2 yimethysuitany)-

3-(3,4-D chbhor goﬁ@mh.@awaxy@&,a-amehydr oxy-2-nmet hyl - propyl ) -urei do] -isothia
zol e- 4- car boxiql ic acid

3- (3, 4- Di chl or o- ben¥ 8'95?75’""5@[‘@7(Qmﬁ@f’m/FI%WPFBHW“F‘HY'ZWWQ)ﬁ”@ﬁ?’?‘%re| do] -
i sot hi azol e- 4- capdxgicidemaiej d ani de;

“y1-propyD)- ur i dol 1< BVETBEAC S Rt e e oot
3-(2, 3-Di fl uor ecibamnidg;| oxy) - 5- [ 3- ( 3-i m dazol -

-yl | d I

3y ( 3p|r:I05)c/)r gszr rerlat (f)l]y? %@?’%&z}g ﬁ@h%—éy?é‘%@) s-ﬁ.?gQ@@Gk}o%e@lﬁ)}lfjuré%]%thcazole -4-

-yl -propyl)- uréﬁf%}’flc@'étﬁﬁidQZOI e-4- carboxylic acid am de;

3- (4- Cnl or o- benzyl oy.xalcﬁrob%pﬁ,%etﬁpmmy@(s ettt oR¥A-2 Y neitlalirdngRlsbhaZam- - 4- C

ar boxylic acid

3- (4- Chl or o- beﬁ’f?’P@SY%@'d[aH‘"(eS nor phol i n- 4-yl - propyl ) - ur ei do] - i sot hi azol e- 4-

CaE bog: ic o JaCl! (B—ﬂéfhﬂ-ﬂuophen-z-ylmethleuIfanyt)-S-[S-(z-morpholm-4-yl-ethyl) -ureido)-

3-(4- or g-benz iimdazo

-yl - propyl ?9ur '3?%'8}”%1%8?'?14"2'?%98 2d&ar boxyl i ¢ aci d ani de;

3- (2, 5- Di f | uor o- bena{&-Matipy)-tiophSr-2-Bmbtglsutfayyl)B-{B¥3-pyrioligin-dpbropyieeidhd] - | sot hi a

zol e4- _ isothiazole-4-carboxylic acid amide;
3-(4-Chloro-benzyloxy)-5-[3-(3-hydroxy-propyl)-ureido]-isothiazole-4-carboxylic  acid

amide
25 3-(4-Bromo-2-fiuoro-benzyloxy)-5-[3-(3.4-difluoro-benzyl)-ureido]-isothiazole-4-
carboxylic acid amide;
3-(4-Bromo-2-flucro-benzyloxy)-5-{3-(2-dimethylamino-ethyi)-ureido]-isothiazole-4-
carboxylic acid amide;
3-(4-Bromo-2-fluoro-benzyloxy)-5-[3-(3-dimethylamino-propyl)-ureido}-isothiazole-4-
30  carboxylic acid amide;
3-(4-Chloro-2-fluoro-benzyloxy)-5-(3-furan-2-ylmethyl-ureido)-isothiazole-4-carboxylic
acid amide;
3-(4-Chloro-2-fiuoro-benzyloxy)-5-{3-(2-morpholin-4-yl-ethyl)-ureido)-isothiazole-4-
carboxylic acid amide;
35 3-(2,3-Dichloro-benzyloxy)-5-[3-(2-morpholin-4-yi-ethyl)-ureido}-isothiazole-4-

carboxylic acid amide;



30 carboxylic acid am de;

3-(2,5-Difl m”fﬁéﬂﬁzyl oxy) - 5- [ 3- (2- nor phol i n-4-yl -ethyl ) - urepélﬁ}mb,m;g;n azol
e-4- carboxylic acid am de;

3-(2,5-Di fluoro-benzyl oxy) - 5-[ 3- (3-i m dazgt-1

yl - propyl ) -urei do]-isot hi azol e- 4- car boxylic aci d anide; 35

3-(2,5-D fluoro-benzyl oxy)-5-[3-(2-net hyl - 3-nor phol i n-4-yl - propyl ) -ureido]-
i sot hi azol e- 4- carboxylic acid am de;

-74- 3~(2,3-Dichloro-benzyloxy)-5- [3-(3-morpholm-4-yl-propyl)—ureldo}-:sothcazole—4-
3-(4-Brono- 2- féa%&ﬁcgﬁé‘éﬁﬁhé’xw 5- [3 (2-isopropyl am no-et hyl ) -ureido] -isothi
azol e4- car boxyl1c acid am de;

3- (3- Fl uor o- 2, 4- di &éﬁﬂ'%ww@é‘y)—f’ -B-Edydroxy-propylopsidokisothiazale-hopbrpoxyliei do] - i

sot hi azol e-  acid anfldgecar boxylic acid am de; 5

3- (3- Fl uor o- 2, 4- di nef hyl - benzyl ox 3- (3-isopropyl am no- propyl ) urei do

i sf)t hi azol & 4- car bo’%}’l YQ{ chiorg- lg?;l\é“qxéés -(3- (E-pyrroltdm— 1-yl- eth)%/ureldo]-lsomeazo e¥4-) I-

5-[ 3- (2- sec- Buaydosynt Bexd &hibigy| ) - ur ei do] - 3- (3-fl.uoro- 2, 4- di met hyl - benzyl oxy) -
sot hi azol e- - car W cid 1de; . . e

3- (3- Fl uor o- 2, 4- di f?e‘?%ﬁé?’ﬁ’g i) 55‘%‘ BYTIdRH-Bepreipdrisethiazeledol - i sot hi a
zole-4- 10 cedolpdix gdid amidesi d ani de;

3-(3-Fluoro-2, 4-di 5BﬂlchBﬁr%X%)?n&é%%é‘-[ﬁ-%fr‘-%ﬁc?axg‘&gff)yéﬂ%rl] Péqoa-lso lazge i sothia

zol e- 4- carboxylic ac

5- [ 3- ( 2- set®- BiFepPAfi¢ aaid amiday| ) - ur ei do] - 3- (2- f | uor 04- net hyl - benzyl oxy) - i sot hi
azol e- 4- car boy sl d " . . N

3 (2-Fl uor o- 4- mat o Iq-'ge ik ‘{Zﬁ?fyzm%ﬁ((% _e&yl pgrrolldm 2- %methyl%urexdg) lsothlazol 6"] i soth
i azol e- 4- carbeXiteRd 4 acid am de;

3- (2- Fl uor o- 4- net h)BL(z b@wimwayro&y)iﬁts(@rsbg@pﬁmw anyIRReigdisttniazeie@l do] - i soth

i azol e- 4- carb$ boxdyl i.c acid amd
3-(2-Fl uoro-4- ne?’ﬁ')}‘facb ‘fﬁ oxy) - 5- [3 (2 hydr oxy- propyl ) - ur ei do] -i sot hi azol e
4- 20 dar boxyl i 8-(28iDithlamiteazyloxy)-5-[3-(3-diethylamino-2- hydroxy-propyl) ureido]-isothiazole-

3-(2- Fl uor 04- g, y)-5-[3-(3-imdazol -
-yI propyl) - urelg% -|§ot |'ggi§ole 4- carboxyllc acid am de;

3-(2, 4-Di net hyl - be ﬁi@rpblﬂwflgoqoibe(lzywwi&iax&momhol!n-4-yl-propyl)-urerdol~|sothlazole-4-

-yl -propyl) - ueghb ],cémeazol e-4- carboxylic acid am de; 25
5-[3-(3-1m dazol - ropyl)ure| do] - 4- et hyl - benzyl oxy) -i sot hi azol e-4-c
ar boxyl i c aci d gﬁlpra-érﬂuoro-benzyloxy) 5-[3~(2-pyrrolidin-1-yl-ethyl)-ureido}-isothiazole-4-

3- (2- Fl uor0- bearbylylixatjdaniidd; ( 3-i ni dazol - 1-yl - propyl ) - ur ei do] - i sot hi azol e-4-c¢
arboxylic ' ac ls-q‘t-eF’l"orgs;-ﬂuoro-benzyloxy)-s-[3-(3-pyrroIidin—1 -yl-propyi)-ureido]-isothiazole-4-
carboxylic acid amide;
3-(4-Chloro-2-fluoro-benzyloxy)-5-[3-(3-imidazol-1-yl-propyl)-ureido]-isothiazole-4-
carboxylic acid amide;
25 _ 3~(4-Chloro-2-fluoro-benzytoxy)-5-[3-(3-hydroxy-propyl)-ureido]-isothiazole-4-
carboxylic acid amide;
3-(4-Chloro-2-flucro-benzyloxy)-5-[3-(3,4-difluoro-benzyl)-ureido]-isothiazole-4-
carboxylic acid amide;
3-(4-Chloro-2-fluoro-benzyloxy)-5-[3-(2-hydroxy-propyl)-ureido]-isothiazole-4-
30  carboxylic acid amide;
5-(3-Cyclopropylmethyl-ureido)-3-(2,3-dichloro-benzyloxy)-isothiazole-4-carboxylic
acid amide;
3-(4-Bromo-2-fluoro-benzyloxy)-5-[3-(3-isopropylamino-propy!)-ureidol-isothiazole-4-
carboxylic acid amide;
35 3-(4-Bromo-2-fluoro-benzyloxy)-5-[3-(2-sec-butylamino-ethyl)-ureido)-isothiazole-4-
carboxylic acid amide;



3- (2-Fl uor o- 4- et hyl - benzyl oxy) - 5- [ 3- ( 2- hydr oxy- propyl ) -urei do] -i sot hi azol e

-4- 30 chi0regsdec aci d am de, PCT/IB99/00
5-13-(3, 3-Di net hyl -butyl)-urei do] - 3- (2-fl uoro-4-net hyl - benzyl oxyy ¢ |79s7ot hi az
ol e-4- carboxylic acid am de; -72-

5-(3-Cycl opropyl net hyl - ur ei do) - 3- (2- f | uor o- 4- et hyl - benzyl oxy) - i sot hi azol e-
4- carboxylic acid am de; 35

5-13-(2, 2-Di net hyl -propyl ) -ureido]-3-(2-fluoro-4-nethyl -benzyl oxy)-isothiaz
ol e- 4- car boxXy(HiBeonane2-tuormbeaeyloxy)-5-{3-(2-hydroxy-propyl)-ureido]-isothiazole-4-

-75- e

3-(3-Fl uoro- 2’c2{b8>fy#%?%(§/?njxg%nzyl oxy)-5-[3-(3-imdazol -1

-yl -propyl)-urei dop- (i‘@mﬂhﬁ-%tﬁlw%beﬂzyiOXV)-5-[$-(Eavtl!@&mr*i)ml)-&rﬁi@]-'amhidm'N'

3-(2- Fl uoro- 4,c§r-bg*yﬂ@£é'6/$m‘9§n2yl oxy) - 5- [3 (3-imdazol -

-yl - propyl yur ei do] -1 sot hi azol e- -carboxylic aci d amde; 5
3-(4- Chl or G- 2- f | uortd?: B@ﬂygqo&eggqu,y){sg&[@merpmol|n-4~yl-ethyl)-ure|do]-lsoth|azole-4
H-i m dazol - 4- vhboglidydid amid&i do} - i sot hi azol e- 4- carboxylic acid am de;

gég ﬁl’ 2_251 g[ﬂ oro- begzz(%la%ﬁ@%e&%&gﬁél [élnl(]&}qtgér(;))hc_wl%-4)-/)")-prop)EIr)'?tErQ%o]-li3 thlal?zgllel% urei doj -1
3- (2, 3- D chl orarbbghizadidanyidh- [ 3- (2- net hyl - 3-pyrrolidin-1

-yl - propyl) -ureidol,-i i azol e: . 4-carhb lic_acid amde; .

2 (AP o b5t 1 uor e S RE oo sob RHE b AR AS He 5by1  - ur
ei do] - 10 i sot hiBd2.8{0ifludrodbanyloxy)isH8-(amyirelidny -glesthyl)-ureido]-isothiazole-4-

3-(4-Chl oro- 2, .0Xy)-5-[3-(3-imdazol- 1

-yl -2-met hyl - 5%%68 {faégfégﬁ%é 0] - i sot hi azol e-4-carboxytic acid am de; 15
3- (2, 3- Di chl or o- beR4%:B-BifiyyproDepzyioxd-Srig-{pirroBlini -Pearoryiureldo]-isothiazole-4-

-yl -propyl) - u&%g@l,céma zoI e- 4- carboxylic acid am de;
3-(2,3-Di chl oro- benz | oxy 'I[, (2- hydr oxy- 3- mor phol i n-4-yl - propyl ) - ur ei do]
i sot hi azol & @arpw yl Eer&y’lpﬁ') g orphohn-4-yl-ethyl)—ure|do]-ssothlazole-4-

3 (5- Chl or16 tham@&m{m&-a{ﬁ.wt hoxy) - 5-[ 3- ( 3- mor phoi n-4-yl - propyl )-urei do]-iso
t hi azol e- oxylic . a . ,
o 20, oo SO0 BB RIS o smppygpiph poviszoe-scaorn  scd

-yl - propyl ) uemiddp] - i sot hi azoI e-4- carboxylic acid am de;

:?) 4E 5-Cnloor ga;[, B:))?SP?KZ gl(l:JIXFI yﬁg)?psé[g-iz(I%BIogy-prop)%)-l}f'exgEj-tSOYhta e—e‘II»c% oxylllcs Otaplld azol e

3- (5- Chl or o- t Ainigghen- 2- yl rret hoxy) - 5- [ 3- (3- hydr oxy- 2- net hyl - propyl ) - ur ei do] -

| sot hi azolg- 4- car bexy ki Godeh 1548 1o, ’ X -4- id
3- (4- Bromo-2-f | uor 3 %enz §- oxéé oi\gl g 2hydrr%x3agrog¥l) t{erdo] isothiazole-4-carboxylic  aci

-yl - propyl ) - uP®id8o] - i sot hi azol e- 4- carboxylic acid am de;
5-[3-(2-Dimethylamino-propyl)-ureido]-3-(2-fluoro-3-methyl-benzyloxy)-isothiazole-4-
carboxylic acid amide;
3-(2-Fluoro-3-methyl-benzyloxy)-5-[3-(2-pyrrolidin-1-yl-ethyi)-ureido}-isothiazole-4-
25  carboxylic acid amide;
3-(2-Fluoro-3-methyi-benzyloxy)-5-{3-(3-pyrrolidin-1-yl-propyl)-ureido]-isothiazole-4-
carboxylic acid amide;
3-(2,3-Difluoro-benzyloxy}-5-{3-(2-dimethylamino-propyl)-ureido]-isothiazole-4-
carboxylic acid amide;
30 3-(2-Fluoro-3-methyl-benzyloxy)-5-{3-(3-morpholin-4-yl-propyl)-ureido}-isothiazote-4-
carboxylic acid amide;
3-(4-Bromo-2-fluoro-benzyloxy)-5-[3-(5-methyl-furan-2-yimethyl)-ureido}-isothiazole-
4-carboxylic acid amide;
3-(3-Fluoro-2,4-dimethyl-benzyioxy)-5-(3-isobutyl-ureido)-isothiazole-4-carboxylic
35 acid amide;



3- (2- Fl uor o- 4- net hyt - benzyl oxy) - 5- [ 3- (3- nor phol i n-4-yl - propyl ) - urei do] - i sot

hi azol e- 4- 300 99/6282x boxyl i ¢ aci d am de; PCT/IB99/00797
3-(2, 4- D met hyl - benzyl oxy) - 5-[ 3- (3- nor phol i n-4-yl -propyl ) -urei do]-isothiazo
| e-4- carboxylic acid am de; -73-

3- (4- Met hyl - benzyl oxy) - 5- (3- ( 3- nor phol i n- 4-yl - pr opyl ):ur ei do] -i sot hi azol e-4
-carboxylic acid am de; 35
3- (2- Fl uor o- benzyl oxy) - 5-[ 3- ( 3- nor phol i n-4-yl - propyl ) -urei do] -i sot hi azol e-4

-carboxylic a8t(4-Chloradzfluoro-benzyloxy)-5-{3-(3-hydroxy-2-methyl-propyl)-ureido]-isothiazole-
-76-

3-(2,3-Difl uorg_car_boxyh%a?d g‘ﬁ%yl oxy)-5-[3-(3-i m dazol ropyl)-ureido]-i
sot hi azol e- 4- @5({—5:55@91 3- Quogtlpe@zyégapy)C@('S-(Z-methy|-3-morpholm-4-yl-propyl%/ureido]-
3-(2,3-Di fluor Qoﬁhgagh%gmb@ngyg,@waeﬁ [ 3- (3-nor phol i n-4-yl -propyl)-ureido] -
i sot hi azol e Cc_ac

552, 3 BT | Hor o- 4- e PDINRAA B LSBT hon Ry PreP i BHE R pr opy|
) - urei doj - carbbxyid dricearallies - 4- car boxyl i ¢ acid am de

2 et hyl < pr opyl P BipBen S P et R A Py kreily ami de:
3-(2, 3-Di f | uor isothiarme-Rycbrbbrplia gdidamyide; 5- [ 3- ( 2- met hyl - 3- nor phol i n- 4-yl - propyl)

- id 10 t
BUE SI BO}J fl§gor 2| Z: Qi(ﬂ%i?:%eﬁz& Q?Mh)lyfg?:?gq“ r@?‘*‘?y‘?‘r’é‘% )‘ure'dog)'ﬁg/tplfzotlﬁ'el do
]- I S8t hF&2EP¥wlidacaamekyl i c aci d am de;

3-(2,3-Difluoro-4- n@k@vhoﬁawahmy&yné%gﬁ =Bt SRS rRBIRRA Dprdpy ufdib- 1 sot hi a

zol e- 4- car boxylic acid

3- (2, 3- Di f | uor BOWRERIE-AFRPRBIGIYLBMISE 5. (3- f ur an- 2- yI met hyl - ur ei do) - i sot hi azo
| e- 4- car bOXbe($4@%droam1%xy)-5 -[3-(3-hydroxy-2-methyl-propyl)-ureido}-isothiazole-4-
3-(2,3-Difl uoro /i bﬁ?nzyl oxy)-5-{3-[3-(2, 6-di met hyl - nor phol i n-4-yl ) -2
- et hyl - nffﬁcy do}-l sot hi azol e- 4-carboxylic acid am de;

3-(2, 3-Di fltGoro- 4 ne{hy-Pichiervzbenzyioxy)- BRE{Smp Ry Bhbrphmiintdybprogyyrgidalt hyl - ur ei do

}- 20 i sot hi .d am de;
3-(2,3-Difl uor%&@’a?ole-@%?r%g)gﬂr%%ﬁ - 5-[ 3- (3- hydr oxy- propyl ) -urei do] -i sothi a

zol e- 4- car bo¥3 —ang@[ocpea;w%-5—[3-(3-1m:dazol— -yl-propyl)-ureido]-isothiazole-4-

3-(4-Chl oro- 2- &éry‘%ﬂb—&@w&@xy) 5- [3 (3 i sopr opyl am no- propyl ) -ureido]-isot
hi azol e- 4- car I|c aci

3-(2, 3-Di chl oro- ben%% iﬂ)“°’8‘bf’§y{°’2y-)ﬁﬁﬂf3dwafﬂ' -Spbarerygsidpbisothiageittaz ol e- 4- ca

rboxylic 20 cabdslicatidd@iide;

3- (5-Chl oro-thi Ophe&@h}?&’gﬁt ecfl%())( })enzyIny)—é—%—(g—m%gz)éh geIRe, p\§l|)-1:r Jo?lsotglaz Sgthiazo

| e-4-
carboxylic acid amide;

3-(4-Chloro-benzyloxy)-5-[3-(2-morpholin-4-yl-ethyf)-ureido}-isothiazole-4-carboxylic
acid amide;
25 3-(4-Chloro-benzyloxy)-5-[3-(3-morpholin-4-yl-propyl!)-ureidol-isothiazole-4-carboxylic
acid amide;
3-(4-Chloro-benzyloxy)-5-{3-(3-imidazol-1-yl-propyl)-ureido]-isothiazole-4-carboxylic
acid amide;
3-(2,5-Difluoro-benzyloxy)-5-[3-(3-hydroxy-2-methyl-propyt)-ureido]-isothiazole-4-
30  carboxylic acid amide;
3-(2,5-Difluoro-benzyloxy)-5-[3-(2-morpholin-4-yl-ethyl)-ureido]-isothiazole-4-
carboxylic acid amide;
3-(2,5-Difluoro-benzyloxy)-5-[3-(3-imidazol-1-yl-propyi}-ureido}-isothiazole-4-
carboxylic acid amide; '
35 3-(2,5-Difluoro-benzyloxy)-5-{3-(2-methyl-3-morpholin-4-yl-propy!)-ureido]-isothiazole-

4-carboxylic acid amide;



carboxylic acid am de;

3- (2- Fl uor o-wo %% benzyl oxy) 5- [ 3- (3- phenyl - propyl urei do] - )t hiazol e- 4-
30 car boxyl i ?:Eaigly% am de; Pci‘%;'wo 197
5-(3-Cycl obutyl - urei do) - 3- (2-f 1 uor o- 4- met hy} - benzyl oxy) - i sot hi azol e4- carbox
ylic acid am de;

5-13-(2, 3-Di fl uoro-benzyl)-ureido]-3-(2-fluoro-4-nethyl-benzyl oxy)-i sot hi az
ol e- 4- carboxylic acid am de; 35

3- (2 uor o- 4- et hy kbR ik BenklolyPERME Wopldp FiriRd-stilidioaa@liasbrecar boxy
-77- carboxyhc ac1d amide;

5-(3-Allyl -ureido)- &(éﬁmuom@némmwoxﬂmaxi Q¥R R SadlioMabasy | i C

acid am de;
3- (4- Br on- 2- f FEBPREe RIS PBES) - 5- [ 3- (3- nor phol i n-4-yl - propyl ) -urei do]-isoth
iazole-4- s car Bqx-¥iuo® @ﬁdiﬁtemﬂlﬁéﬁzyloxy)-s [3- (3-|sopropylam|no-propyl)-uretdo]-

3- (3-Fl uoro- 2, nz [3 (3-nor phol i n-4-yl -propyl) -ureido] -
5  isothiazol 5"%’%@?2&?%’@" é%‘?ﬂ'xg?n de

3-(2-Fluoro-4,6-di nsi[mgﬂ-sebauwgakmnoy@thﬁ-uiﬁdcq -3-{3uomnd-dimethylbenpyloyysdthiezate- d ) -
i sot hi azol e- 4- am de;

3-(2-Fl uoro-4. %%égw#‘ﬁd%ﬁnéz’jyl oxy)-5-[3-(2- rret hyl - 3- mor phol i n-4-yl - propyl)
-ureido] - i s0Bt3-Alroloe 4dimathidenentyloxy)ebe[B-(R-ydratp-propylBureido)-isothiazole-4-

5 {3 [ 3- (2,16 chpgg chgggﬂggg)lln 4-yl)-2-nethyl - propyl]-ureido}-3-(2-fluoro-

di met hy enzyl oxy)i sot hi azol e- 4- carboxylic acid am de;

3 (2 Fl uor o- 4, 6- di rr'ét(:hﬁPOfbérﬂzWeﬂ@%heGZY[OB)!)(5231%7wd&¥¥rP@PbeWﬁH@|"$Cr?l’aFDW‘t propy!
) ur ei doj - carbb R dticamnde- 4- car boxylic acid am de;

3-(2-Fluoro-4,6-di rreth I benZ}/ QXQ-S;&&%SJ m dazol - 1 L
-yl - 2-met hyl - propy!l 3% éeﬁeﬂ'@jub’ amino-ethylyeid 'Q‘&Q‘%‘P@-‘%ﬁﬁtﬂ%&ﬂ‘?v@x@éf@‘aazr‘ﬂed‘é;
m Gazol 2a- 31— et byl peran g e azol e- 4. car

[ z z

3 (2 Fraor 452 6 ngx%bwfseaa%%vwwv‘e%) R LT s
i sot hi azol e4- cearbaxylid dactd amidedl am de;

3- (2-Fl uor o- 4, 6- i @3?“1083%&@3}%@&%&)% 4 B A BLeBRM - Bhiidad 20t hi 2

zol e-4- car boxyT 1 ¢ aci
3- (4- Br ono- 2- f Farbexylidasigamidscy) - 5- [ 3- (4- nor phol i n-4-yl -butyl ) - urei do] -i sot hi

azol e- 4- car bexy.Fibro@ShéhyhBé -5-[3-(2-hydroxy-propyl)-ureido]-isothiazole-4- -
3-(4-Chlorg-2-fl uoro%benzfz | oxy) ﬂ -ﬁgoxy)l [ ( er roxypmp”u-r%u?];/so) -laS?gl do]-isoth

i azol e-4- 28 c¥LpylpaFidianideei d ani de
3-(4-Chloro-2-fluor @ﬂaemarksmcw J1~5er(z§|of9)$¥[i1@|-lh1ﬂa%l-ﬂyﬂﬁbMl-uréldldﬁsd@t)a'z&@-ﬁhI azol

e-4- car Qa(?'éc}lxyfc achi @ amlde
3-(2,4-Dimethyl-benzyloxy)-5-[3-(3-imidazol-1-yl-propyt)-ureido}-isothiazole-4-
carboxylic acid amide;
25 5-[3-(3-Imidazol-1-yl-propyl)-ureido}-3-(4-methyl-benzyloxy)-isothiazole-4-carboxylic
acid amide;
3-(2-Fluoro-benzyloxy)-5-[3-(3-imidazol-1-yi-propyl)-ureido}-isothiazole-4-carboxylic
acid amide;
3- (2-FluorM-methyl-benzyloxy)-5~[3 -(2-hydroxy-propyl)-ureido}-isothiazole-4-
30  carboxylic acid amide;
5-{3-(3,3-Dimethyl-butyl)-ureido}-3~(2-filuoro-4-methyl-benzyloxy)-isothiazole-4-
carboxylic acid amide; )
5-(3-Cyclopropylmethyl-ureido)-3-(2-fluoro-4-methyl-benzyloxy)-isothiazole-4-
carboxylic acid amide;
35 5-[3-(2,2-Dimethyl-propyl)-ureido]}-3-(2-fluoro-4-methyl-benzyloxy)-isothiazole-4-

carboxylic acid amide;



3-(2, 3-Di chl oro- benzyl oxy) - 5- (3- nor phol i n- 2-yl net hyl - ur ei do-i sot hi azol e-4-c

arboxylic - wo9yazssa ami de; 30 , p 0797
2- Am nonet hyl - nor phol i ne- 4- car boxyl i c acid CTABS/0
[ 4- car banoyl - 3- (2, 3-di chl or o- benzyl Qxy.) - i sot hi azol -5-yl ] -am de;

3-(2-Fl uor o- 4- et hyl - benzyl oxy) - 5-[ 3- ( 2- nor phol i n- 4-yl - et hyl ) urei do] -i sot hi
azol e- 4- carboxylic acid am de;

3- (2- Fl uor o- 4- net hyl - benzyl oxy) - 5- [ 3- (2- net hyl - 3- nor phol i n- 4-yl - propyl ) -ure
' C;g] 35 i sot hi azo}-g-Aadré2imméthy-barzyidxydBl8les-imidazol-1-yl-propyl)-ureido}-isothiazole-
5-{3-[3- (2, 6- D FEFPYVISASIAANIIS n- 4- y1 ) - 2- net hyl - propyl | - ur ei do} - 3- (2- f | uor o-

4- et hyl - benzw-Wb%lS@ﬁhﬁﬁﬂﬁzﬂoAﬁ-@%‘mm}daza_1%pﬂpﬁptrdﬂo]-lsothlazoie‘
3-(2-Fl uoro- 4- él -lbeaniiy Oé(%) -5-[3-(2- hydroxy- 3-nor phol i n-4-yl - propyl ur ei
do] - i sotf Cse! oxylic acid anide; 5

3- (2- Fl uor o-8- met hy| 3-#eChigrb-@xiydrobefiZyioky)-5aB1 R (ib-imivadel it vi)mthyiHuysida}-dsothiakele-d ot h

i azol e- 4- L aC| d am de;
3-(2, 4-Di net hyl e %\@Q%&X ﬁ“ [ 3- (2- hydr oxy- 3- nor phol i n-4-yl - propyl ) - urei do]

i sot hi azol €3 m&:@cﬂm@m;blemyloaﬁrsc[3é$ﬁrm@zol- -yl-2~methyl—propyl)-uretdo}-lsothlazoie-

3 (2, 4-Di net hyl4_ggggxy,}°%w)a-nﬁne[3 (2 et hyI 3-nor phol i n-4-yl - propyl ) -ureido] -
10 i sot hi azol e-4-carboxylic aci

3-(2, 4-Di net hyl - benz%z(zo%z‘}')’h'W{bS“Z(Y@x%lBﬁ%Wwy'&F;M"°lé4"hy1y‘;pfeﬁy&%?°h‘s§k9Pﬁ‘?‘%zo|
e-4- 1@ arHeatydxyiie aadischicem de;

3 (2 Dty Doy e B bR B sy sDbrthain 4 B SR r g 220!

car boxyl i
3-(4-Brono-2-f Iismtniazob%@tboxxl'yc)acﬁ-a[ﬁkie( 2-methyt-allyl)-ureido]-isothiazol e-4-
car boxylic aci

3- (4- Brono- 2- f | uor o- % nzy §>2< "5’°’§ bf%gyl()éy)-s S5 é‘§<a§1’"’n’f"r?bmeé’?yéﬁ"’f’}"l]‘r"gif’?llb] -isoth
i azol e- 4- Isetipdslexdyearkoxdiciagidamidge; _ _ _ _
3- (4-Bromo- 2 f 1 uoro- :43?@Ull':f%%—):é@‘yfo%])-(s‘b@-%ﬁ@ﬂ-ﬁﬁﬂr189=1%bdp}l7-%ﬂbﬁ93thiéz%fét hi a

zole-4- 20 car boxylic acid
3- (4Br ono- 2- f | bFBRBYITAFHERAE: 5- [ 3- ( 3- di net hyl ani no- 2, 2- di net hyl - propyl ) - ur

ei do] - i sot hi aszplae&éhl@a-lbb@mky)is {3¢2- ﬁydadiyd&norpholm-#yl -propyl)-utreido]-
3(25D|fluor03 %J%/ enzy %}Qd -[3-(3-imdazol -

_yl - propyl ) ur ei #}a5° ‘Fﬁr%?fﬂct?c amice,  4-carboxylic aci d ami de; 25

3-(2, 5- Di f1 uor o- 4- me-(8ydhidve thivphend-yimBthpSA-533-(fempripbdlingidyl-ptopy)- wpidblyisaliiazoo] - i

sot hi azol e-59 4. C acid am de;
3-(2,5-DiflUoro- T’gbx?ﬁﬁ%)é}e{’lhdz 1 oxy) -5 3- (2 hydr oxy- 3. rror phol | n- 4-

) - urei do] - 3-(5-Chlora-thiophen-2-ylmethoxy)-5-[3-(3-imidazol- 1-yl—propyi)-ureldo]-lsothlazugr opy!
carboxylic acid amide;
3-(5-Chloro-thiophen-2-ylmethoxy)-5-(3-furan-2-yimethyl-ureido)-isothiazole-4-
carboxylic acid arnide;
25 3-(5-Chloro-thiophen-2-yimethoxy)-5-{3-(3-hydroxy-2-methyl-propyl)-ureido)-
isothiazole-4-carboxylic acid amide;
3-(4-Bromo-2-fluoro-benzyloxy)-5-{3-(3-imidazol-1-yi-propyl)-ureido}-isothiazole-4-
carboxylic acid amide;
3-(2-Fluoro-4-methyl-benzyloxy)-5-{3-( 3—morpholm-4-yl-propy|)-ureldo]-lsomnazole-4-
30  carboxylic acid amide;
3-(2,4-Dimethyl-benzyloxy)-5-[3-(3-morpholin-4-yl-propyl)-ureido}-isothiazole-4-
carboxylic acid amide;
3-(4-Methyl-benzyloxy)-5-{3-(3-morpholin-4-yl-propyl)-ureido]-isothiazole-4-carboxylic
acid amide;
35 3-(2-Fluoro-benzyloxy)-5-{3-(3-morpholin-4-yl-propy!)-ureido]-isothiazole-4-carboxylic
acid amide;



i sot hi azol e-4-carboxylic acid am de;

3-(2,5-D fl uebyAzge®t hyl - benzyl oxy) - 5-[ 3- (3-i m dazol - 1-yl - 2- yl)u

rei do] - 30 i sot hi azol e-4-carboxylic acid am de; %59’9&8‘;)

3-(2,5-Di fluoro-4-net hyl - benzyl oxy) - 5- [ 3- ( 37ghydr oxy- 2- et hyl - propyl ) ur ei do]
i sot hi azol e-4-carboxylic acid am de;

3 (2, 5-Di fluoro-4-net hyl - benzyl oxy) - 5- [ 3- (2- hydr oxy- propyl ) - ur ei do] - i sot hi a

zol e- 4- carboxylic acid am de; 35 _ _ _

Pel g e R ORRA Bzt s Aot eyt Rlddkoiaehdy 820

-79- 4-°afboxyf103¢l€2m@e:D|fl uor o- 4- met-hyl - benzyl oxy) -5-(3-[2- (1

H i m dazol - 4-yl) - et X i I8 de;

3-(2,5-Di fl uoro-4- rrek%(?]a %eﬁf‘g)’%&’” benzytdx%%ﬂa@g@gﬁ?ﬁpfggy Wh*reﬁe\dlo gi’ﬂllagéggt hi a

zol e- 4- ?WX/‘F@E"’ avide anide; 5 .

3-(2,5-Difl upro-4- M(amloufﬂmwdnew)beézy[&y)@pl SRQRIFSXPBLASTb AN LyRPOb-4re@b)d O] -

i sot hi azol e-4-car box% ic . acid

5- (3-{3-[ Bi s- ( 22MRFP X'a@WF?m%ﬁ‘PH&] propyl } - ur ei do) - 3- (4- br ono- 2-f 1 uoro-b

enfyl oxy) - o [ sca-(msaxﬂmbwﬂm&awlbev(@ylwa@ @[ﬁl(:ldmﬁﬁﬂzda,-yl-ﬁ-n&ethyl-propyl)—ureid;J]- 4

3-(4-Brono-2-fl.u enz 3-di et hyl am no- 2- hydr oxy- pr opy ur ei

o]- 10 i sot hl%g}ngl% é’%"géé ?5 'Lgﬁl d am de;

3-(4-Br orm 2- f | uor o-3e@RDyfluoroyd) méthylBefyioRy)e-[0x3mpthgiByhorpbitieided-prapglptideide)z ol e-

4- o I

3- (4- Brono- gd)f ﬁ%@r’%%&grb%%phg?c'%arf'ge(2 hydr oxy- 3, 3-di net hyl - butyl ) - ur ei do] -

i sot hi azol e- 4- car boxXyRBdPifeloct-methyldenzylogy)-5-[3-(3- hydroxy-2-methyl-propyl)-ureido}-

3-(4-Brono- 2- fl,w,&ogg%%%ygc,g)gg@e(z 3-di hydr oxy- propyl)-ureido]-isothiaz
ol e-4- carboxylic acid

3- (4- Brono- 2- f | uor o- %éﬁﬂ}ﬂueﬁ?ﬁm?}hl[@e'czabw&@‘)@’JYEEQ’FE'PF?PV')'BW@@'P‘)"Dﬁ?‘é‘?‘ﬂ'o] -iso

t hi azol e- catboRAé Bsathibie: aC| d ami de;
28§ ﬁ; 2-251 1;| ng > 44%?%5@&% M-)bgr,:ﬁy{qéy) 5-(3- Tearf 2-ylmethyl~urgrdo) (sot%agole% ei do] -1

3-(2,3-Difl uor@agbexmtkgrdarhmzyl oxy)-5-(3-[2-(1
et hyl - pyrrol i din- 2 of Rl otk BbSigtosy)-5-ta-13-2le%RhBh{FARd ol 5 9 BHathih©
3-(2,3-Di f | uor cpfabylﬂfe'leldy}lswmmyeMmay@oxﬂc{aB»dpﬁuc(ez oxo-pyrrolidin-1-yl propyl]-u

i d t hi
:rsel( 2?) Di fl uor 1)82 n;af( en;ﬂ-ﬁ&%}é iz?:kogﬁ.(sg( %9@%‘/@ yf)-ethap-uredﬂof i sot hiaz
ol e4- Q:ar":?é)’)@}P'Pd oa@pwll@mlwnde.

5-(3- Cycl opropy| net Ry 3uifbdAlmetnyi-BerzyRkyf)1s O PhydratRbrsl-BrRs)sadad-£0t hi az

ol e-4-
carboxylic acid amide;
3-(4-Chioro-2-fiuoro-benzyloxy)-5-[3-(3-isopropylamino-propyl)-ureido]-isothiazole-4-
carboxylic acid amide;
25 3-(2,3-Dichloro-benzyloxy)-5-[3-(2-hydroxy-propyl)-ureido]-isothiazole-4-carboxylic
acid amide;
3-(5-Chloro-thiophen-2-ylmethoxy)-5-[3-(2-hydroxy-propyl)-ureido]-isothiazole-4-
carboxylic acid amide;
3-(2-Fluoro-4-methyl-benzyloxy)-5-[3-(3-phenyl-propyl)-ureido]-isothiazole-4-
30  carboxylic acid amide;
5-(3-Cyclobutyl-ureido)-3-(2-fluoro-4-methyl-benzyloxy)-isothiazole-4-carboxylic  acid
amide;
5-(3-(2,3-Difluoro-benzyi)-ureido}-3-(2-fluoro-4-methyl-benzyloxy)-isothiazole-4-
carboxylic acid amide;
35 3-(2-Fluoro-4-methyl-benzyloxy)-5-(3-isobutyl-ureido)-isothiazole-4-carboxylic  acid
amide;



carboxylic acid am de;
3-(2, 3-Di f | VP g/a2s8p®et hyl - benzyl oxy) - 5- {3- [ 3- (4- met hyl - pi perag;cth,”,om”

-yl)-propyl]-ureido)- 30 i sot hi azol e-4-carboxylic acid am )

3-(2,5-D fluoro-4-nethyl -benzyl oxy) - 5- [ 3- (-27-et hyl - 3- nor phol i n- 4-yl - propyl )

-ureido] - i sot hi azol e-4-carboxylic acid am de;

3-(2, 4- D net hyl - benzyl oxy) 5-{3-[ 3- (2, 6-di net hyl - nor phol i n-4-yl)-2-net hyl - pr

opyl ] - urei do)-isot hi azol e-4-carboxylic acid am de; 35

5- [ 3- (3- Cycl ohexy! agi®aiypureidy)-3-(2tfuerociarhetByl{bandylongismthiazate kuatbolagio 25t amigp; | SO

f gbfﬂo' e 4 C9—?39?6%'01291u%'-b%nf%x%%-[&(&morpholin-4~yl-propyl)-ureido]-isothiazole~4~

3- (2- FI uor o- 4- perbéwylic-dsidramjdeoxy) - 5- { 3- [ 3- (4- net hyl - pi perazi n-1-yl ) -propyl ] -u

rei do} - i sot hkazg, 44, A MY 4-yl- N

3- ( 2- Fl uor o- 4- et hy ’?‘%gn(?o Q éz?lo?f) 5d[3 %gl%holm yl-propyl)-ureido]

H i m dazol 49yl lséihﬁ??"}"-’f'&?"é‘?’ﬂhﬂacldsqm razol e- 4-carboxylic acid anide;

S) 3 (2-F!uoro 4 6-dsmeth l-benz ony)-S-[S-(s-morphohn-4~y|-propy -ureido]-

3-(2-Fluoro-4-pe th E}/ J {2 met hyl -al | yl ) -urei do]-i sothi azol e-4
; isot raéq{? c%( cid ami e,

- carboxylic
3- I( 4-2 Br orrﬁ- I2 fl uor 0akmﬂagtb-o)syi)méh){l~8er(z@&okyr?SG{a-zzl;metﬁyl&mgphoii?-ﬁnyl-propy(lj)oureic_joé-
-y nmet hy i sot hi azol e-4-carboxylic acid am de;
3 (4- Br ono- 2- f[sgiﬁ%%‘}' Ca%‘?g']"%"'%"{‘%e [ 3- (2, 6-di met hyl - nor phol i n-4-yl ) - 2- et h
yl- 10  prt@pyl | - ur 8{%i8}2 8-Dimetivhmotpbolib-4x - B oetl/irropyuidaly$-(Refluoro-4,6-
5I (3-Allyl ;jur eHG@%‘gﬁb@é&o&h‘i&ﬁrﬁéz%zeﬁzégrﬁ}zialélsiaQﬁn%y' oxy) -i sot hi azol e- 4- car box
y ic aci

3- (4- Brono- 2- f | uor o¥ K?e’ﬁ‘i%f?‘éﬁ;ﬂ)m%hy{'gerFB‘D{SQﬁrf%f%'wdE‘?}Y‘Bé’?qf Ritolin-4-yl-propyl)-ureido}-
;}ylz1 Br opyI]2 ]chlfsethﬂﬁt}le-4-carb<?xynda%ﬁt5ah1u%20|26 4- car boxyl ic acid itm de; 1 5I _

r ono- uor o z -5-13-(2- net eridin -urei

do]( i sot hi az%%éﬂg%%'?%%’g@ﬂ"?’%b%{{zm’@gﬁi '""J%Z -yl -methyl-a/rop)B-ur )
3d(]4 Br onn-12- flsmﬁhmd@ee&ydchw):rdﬁm[ud}- (2- et hyI 3 pyrrolidin-21-yl-pr opyl )-ure
i do i sot hia
3- (4- Br omo- 2- f | uor og !ﬁ%ow &0 f&%}’%ﬁ% gertzglg)gy r‘5 -2 H-nrnTazol-4-yl)-ethyl]-ureldo}-
-yl - but yl ) - ur eisckbipzdlesbeanbaxylslagiddmide)  car boxyl ic acid am de;
3-(4- BrormeIuoro -
-yi-propyl)-urei d03 "sot hi azle?mé%{ §en(z§\o£§/¥%£?t) fﬁopéna%ogr?%) areldo]
3- (4- Br ono- 2- f Foi3ReiaskerlaxgiepFdsmids: [ 3- (4- net hyl - pi perazin-1-yl ) - propyl ] - ur

ei do} - 20 isothi WI%-Eéfdb@ﬁﬂ-b&\z Bkydls droZy-prop l)-ureldo -isothiazole-4-
3-(2,5-Difluoro-4- ¥| - benzyl oxy) - SQ[ 3- (anrgg?phofp / blutyl )-ureido]-i

sot hi azol e- Carb”l'l"c@& BB i c acid am de; |
3-(4-Bromo-2-fluoro-benzyloxy)-5-[3-(4-morpholin-4-yl-butyl)-ureido}-isothiazole-4-

carboxylic acid amide;
3-(4-Chioro-2-fluoro-benzyloxy)-5-{3-(4-morpholin-4-yl-butyl)-ureido)-isothiazole-4-
25  carboxylic acid amide;
3-(4-Chloro-2-fluoro-benzyloxy)-5-(3-morpholin-2-yimethyl-ureido)-isothiazole-4-
carboxylic acid amide;
3-(2,3-Dichloro-benzyloxy)-5-(3-morpholin-2-yimethyl-ureido)-isothiazole-4-carboxylic
acid amide;
30 2-Aminomethyl-morpholine-4-carboxylic acid [4-carbamoyl-3-(2,3-dichloro-
benzyloxy)-isothiazol-5-ylJ-amide;
3-(2-Fluoro-4-methyl-benzyloxy)-5-{3-(2-morpholin-4-yl-ethyl)-ureido}-isothiazole-4-
carboxylic acid amide;
3-(2-Fluoro-4-methyl-benzyloxy)-5-{3-(2-methyl-3-morpholin-4-yl-propyf)-ureido}-
35  isothiazole-4-carboxylic acid amide;



3-(2,3-Difluoro-4-nethyl -benzyl oxy-5-[ 3- (2-norphol i n-4-yl -ethyl)-ureido]-is

ot hi azol e- carboxylic acid am de;
3-(2,3-Difl uo?%”if%%%’et hyl - benzyl oxy) 5-{3-[2- (1-met hyl - PCT/IB99/00797
H pyrrol -2-yl)-ethyl]-ureido}- i sot hi azol e4-car boxyl ic acid am de; -

3-(2,3-Di fl uoro4-net hyl - benzyl oxy) -5-3-(2,/B8-di hydr oxy-propyl )-ureido]-isoth
i azol e- 4- carboxylic acid am de;

3-(2,3-Di fluoro-4- rret hyI benzyl oxy) - 5- (3-i sobutyl - urei do) -i sot hi azol e- 4- car
boxylic acid

5-(3-Allyl-ureido)- %1?(@ (%Bﬂlmq"avbmemnolmwyz-mb@yip;qpuﬂkypwp}saatzwmmxmcar box
ylic aci d benzyloxy&@btﬂﬁzole-@carbox llc acnd amide;

-81- é‘%‘ | met hél -ureido)-3-(2

, 3-di f1 uor o- 4- met hy H%ErY 6’3&)}"' ‘?“'@H’Wh&@l‘ hydroxy-3-morphglp ok propyt-usidolt ani de;

3- (2, 3- Di f1 uor sethianmd-pydrbdxgitzicid@isde; 5- [ 3- (2- pi peridin-1

-yl - et hyl d h | e- 4- b
3 (275 b 1 Sor o 4. reRROYrB ey Bepprase) S i pr-+ B Ruparmaar pottesle-pr opyl )
-ureido] - carpaxliclacid 2mide; 4- car boxyl i c acid am de;

Sy O e R R i e e e,

3-(5-Chl oro- thﬁ@‘b‘ﬁ@'ﬁ-—%cwqutcheﬁym&dér [ 3-(3-1isopropyl am no-propyl)-ureido]-is

ot hi azol e- 10 4- carphups; 1l y

3-(2-Fl uor o- 4- net hylﬁg l':)en)zﬁte1hgl b%ﬁiyﬁ:xﬂrg[?gz "‘§‘”P49 'HorPhoéill-4 yn?ra%?'z)oﬁre'%]yl) et hyl) -
urei do)- 10 's?tg'é%qlﬁ“a‘i%q%('l&-aélﬁﬁ'@tﬂ%yl ic acid am de;

3- (2- Fl uor o- 4- et hyi. (Zbﬁﬂilﬁ\}édhﬂ)bﬁﬂzgm[(ﬁ'5([@-'(2‘1%6Fp%lfndt' L ethyl)- urgudo]-lsoJuazole -4-

-yl -ethyl)-urei %"}i i sot hi azol e- car boxyl’i c aci

3- (2- Fl uor o- 4- AR 288 AZPBoxy) - 5-[ 3- (2- et hyl - 3-pyrrol i din-1

-yl -propyl ) -urei do]3~(2 4-Dimethjideihyiors Bl[e(Ams h&mwﬂl-b@yt}i@rbféojaé&rﬁlﬁoreat
5-[3-(1-Benzyl - pycrol |€§WFS yl)-ureido]-3-(2-fluoro-4-nethyl-benzyl oxy)-iso

t hi azol e- 4- )(:"gla% Pc acid anide; 5-[3-(1

- Et hyl - pyrtol i di n- %(yﬂﬂmnda&%)ombwylmqy)-s-[q -@-rhdthybalyh)dreitl-ythiabusiz ydrsokyc- 20

i sot hi azol e-4-gayr ‘?gyl ic acid am de;

3-(2-Fl uoro- 4- nethy benzyl oxy) - 5-[ 3- (3- hydr oxy- propyl ) - urei do] -i sot hi azol e
- 4- car boxy! i t(4&serep-2hvatebenzyloxy)-5-[3-(3-cyclohexylamino-propyl)-ureido]-isothiazole-4-

5-[3- (3- Di net hyshargiegcidaminéli met hyl - propyl ) - ur ei do] - 3- (2 fl uor o- 4- net hyl - ben
zyl oxy) - i sot hj azol e-4-carboxylic acid am de;

3- (2- Fl uor o- 4- met hyT4E2-fegor bagzylaxy]- Qlwquhwww)d#ﬂdoilsﬂhlam‘%ﬁyl )-ure
i do] - 20 | watbokyiz adicardidg;ar boxyl i c acid am de;

3-(4~Bromo-2-ﬂuoro-benzyloxy)-5-{3-(3—dimethylamino-2,2—dimethyl-propyl)-ureido]-
isothiazole-4-carboxylic acid amide;
3-(2,5-Difiluoro-4-methyl-benzyloxy)-5-{3-(3-imidazol-1-yl-propyl)-ureido]-isothiazole-
4-carboxylic acid amide;
25 3-(2,5-Difluoro-4-methyl-benzyloxy)-5-[3-(3-morpholin-4-yl-propyl)-ureidoj-isothiazole-
4-carboxylic acid amide;
3-(2,5-Difluoro-4-methyl-benzyloxy)-5-[3-(2-hydroxy-3-morpholin-4-yl-propyl)-ureido]-
isothiazole-4-carboxylic acid amide;
3-(2,5-Difluoro-4-methyl-benzyloxy)-5-[3-(3-imidazol-1-yl-2-methyl-propyl)-ureido)-
30 isothiazole-4-carboxylic acid amide;
3-(2,5-Difluoro-4-methyl-benzyloxy)-5-[3-(3-hydroxy-2-methyl-propyl)-ureido}-
isothiazole-4-carboxylic acid amide;
3-(2,5-Difluoro-4-methyl-benzyloxy)-5-{3-(2-hydroxy-propyl)-ureido)-isothiazole-4-
carboxylic acid amide;
35 3-(2,5-Difluoro-4-methyl-benzyloxy)-5-(3-furan-2-ylmethyl-ureido)-isothiazole-4-
carboxylic acid amide; .



3-(2- Fl uor 0- 4- net hyl - benzyl oxy) 5- (3-[ 2- (1- et hyl - pyrrolidin-2-yl)-ethyl]-ur

ei do} P§8‘§¥ﬁ9&zol e-4-carboxylic acid anide; PCT/IB99/00797
3- (2- Fl uor o4- met hyl - benzyl oxy) 5- [ 3- (3- pyrrolidin-1-yl-propyl)-ureido]-isoth
i azol e-4- 30 carboxylic acid am de; -79-

3- (2- Fl uor o- 4- net hyl - benzyl oxy) - 5- (3- (4-pyrrolidin-1- yI butyl)-ureido]-isot
hi azol e4- carboxylic acid am de;

3- (2- Fl uor o- 4- net hyl - benzyl oxy) - 5-[ 3- (3- et hyl - butyl ) -urei do] -i sot hi azol e- 4
- carboxylic 3(2,51Difinorold meByl-benzyloxy)-5-(3-[2-(1H-imidazol-4-yl)-ethyl]-ureido}-

3-(2,3-Di fl uoggdn Mrbggﬂzza&b%w 5- (3-nor phol i n- 2-yl et hyl - ur ei do) -i sot hi

azol e4- car oxy I C

- 82- 32, &Qlﬂmﬂmﬁwh@ﬁnzxmbﬁar(ﬁﬁ@mmBdésﬁicbhlsablazp!e-‘»

[ 4- car banoyl - %rﬁ&yl?cééldfahhﬂéro 4 rret hyl -
benzyl oxy) -i sot hi azol

3- (2, 3- Di chl oro- beﬁ‘&? 85@9‘)’ ’3 "[@%@“FW%W? isRprARIamiR PR Ieiddko] - i sot hi azo
| e- 4- Ciabthaxalé-4-Garbexylit saiiiadfde; 5

i3 sg)tz h|3 a? or L?Zf g af'bgz:u%y[érs-gﬁFyg}/ogme%él)-am:[n% opyl -ure O:PY' bargpng]- -ﬂc?oro Bgnz}loxys ei do] -
5-[3-(3 Cycl olsetkipzderi-aambpylzmeidjamideei do] - 3- (2, 3-di f | uor o- 4- met hyl - benzyl oxy)

i sot hi azol g
3 (2, 3-Difl uoro-4- | f‘B:%gnB tﬁ%?njo b@gﬁ@kﬁ?ﬁ%&é&dﬁett\y dammci-z-hydroxy-propyl)—ureldo]-
-yl - pr opy'§ - uisethigzgle-¢ *9@9’@‘?1@'&2@1‘3@“% 10 carboxylic acid am de;

3- (2- Fl uor o- 4- net hh’ktf-@%ﬂ&ﬂﬂ@&%%&ﬁq&:@‘)—@%&h y@@%ﬁbro&yi) ureldo]-lsothlazole-4-
-yl -2-met hyl - gro pyl)-ureid azol e-4-'carboxylic acid am de;

3- (2- FI uor o- 43RAMACBEREF! oxy) - 5- (3- f uran- 2-yl net hyl - ur ei do) - i sot hi azol e- 4
car boxyl i c3-pLB@maBadero-bénloxy)-5-[3-(2-hydroxy-3,3-dimethyl-butyl)-ureido}-

5 (3-{3-[Bis- ggth:agqqes-gf#%&lh a8dfmrg§no] propyl } - ureido)-3-(2-fluoro-4-nmethyl -

benzyl oxy) - I boxylic acid am de;
5-[3-(3- Di1@t hyI ani 8r¢H-Broiny-difloorg-bpmayloxy)-5-{3+2:3-dinjdrdBy-p@pyl)-ureidal-isbthiableyt - benzyl o

Xy) - arboxylic acid am de;
3-(4- Brono- 2 )‘?'E:%bengmlla )-5-{3- [)3 (2-oxo-pyrrolidin-1

-yl)-propyl]-urei d@r}‘l‘BfE{DO'?'ﬂP@Ieibﬁ'?za'@GM S CchyetonygrmethyeripRy Jarsidgkisothiazole-

3- (4- Br ono- 2- jbgg&,@nmmz&ﬂ,&xy) 5-[3-(2-hydroxy-butyl)-ureidol -isothiazol e-4
- carboxylic

3- (4- Brono- 2-f | uor %,(%Hiﬂ\}qrgﬁWeﬂgl-t(egzy,lpéy)rﬁ;ﬁ(ﬁm{pa@]y A uBemy-deidrlisahizzglen oxy | i ¢
acid 20 ana-derboxgfic acid amide; _
gzglg e( i_ Di et hy| a%%ﬁh cx%l%ﬂgqhoylmdﬁgmxy)(g {3—[& H-me ﬁ pyrr&ng‘x-z-yB‘e y -lwpe%( }) -1 sothi
isothiazole-4-carboxylic acid amide;
3-(2,3-Difluoro-4-methyl-benzyloxy)-5-{3-[3-(2-oxo-pyrrolidin-1-yl)-propyl}-ureido}-
isothiazole-4-carboxylic acid amide;
25 3-(2,3-Difluoro-4-methyl-benzyloxy)-5-{3-(2-hydroxy-butyl)-ureido]-isothiazole-4-
carboxylic acid amide;
5-(3-Cyclopropylmethyl-ureido)-3-(2,3-difluoro-4-methyl-benzyloxy}-isothiazole-4-
carboxylic acid amide;
3-(2,3-Diflucro-4-methyl-benzyloxy)-5-{3-[3-(4-methyl-piperazin-1-yl)-propy]-ureido}-
30 isothiazole-4-carboxylic acid amide;
3-(2,5-Difluoro-4-methyl-benzyloxy)-5-[3- (2-methyl-3—morphohn-4-yl-propyl)-urendo]-
isothiazole-4-carboxylic acid amide;
3-(2,4-Dimethyl-benzyioxy)-5-{3-[3-(2,6-dimethyl-morpholin-4-yl)-2-methyl-propyl}-
ureido}-isothiazole-4-carboxylic acid amide;
35 5-[3-(3-Cyclohexylamino-propyl)-ureido)-3-(2-fluoro-4-methyl- benzyloxy)-usothaazole-
4-carboxylic acid amide;



5-[ 3- (3- Di net hyl am no- propyl ) -urei do] - 3- (2-fl uoro-4-net hyl - benzyl oxy)-i soth
i azol e4- o 9%%9Qoxyl ic acid am de; '

3-(4- Brom)-%{-fsl uoro- benzyl oxy) - 5- (3- et hyl - urei do) -i sot hi azorgﬂg??éﬂ”'f%xyl iC
acid 30 am de; )

3- (2- Fl uor o- 4- net hyl - benzyl oxy) - 5- ( 3- net h&%"— ur ei do) -i'sot hi azol e- 4- car boxyl i
C acid am de;

3-(4-Brono-2-fl uoro-benzyl oxy) - 5- (3- propyl - urei do)i sot hi azol e- 4- car boxylic
acid am de; 3 . . .

3- (2- Fl uor o- 4- met hyqs’ (2eemst- By oenayloxy SRR SR bRIBgLea YRR eI et ei do] - i s
ot hi azol e- isothidzolead-datboyylic ecidemide;am de; -

- 83- . N )

3-(2- Fl uor o- 4- et hyT oS De o R oo U1 S ey oS 6 R azol -
4- car bokgarbaxyligarid amidede;

3- (2- Fl uor og 4- net hyd phaRzya. ondyiox)B-18-12-i -ufeido}-isothiazole-4-carboxylic

H pyrrol - Z%I ) - et hy:} F urel dg@"}l béniy%xb?o‘? &% ggg,fdng_uieﬁo%g;@.ﬁ ce dgci d ém’ de;

5 3aqanideiy| - 2, 3-di f | uor o- benzyl oxy) - 5-[ 3- (3-i mi dazol - 1

-yl - propyl) - ur ei do] s {4Rbhd-SAGrEbéhzyloxy)-5-3-@AhiBEREY -i-rAdthyllprapgiklRéido)- _
3-(4-Ethyl-2,3-difluoro-benzyl oxy) % 3- {3- hydr oxy- propyl ) - urei do] -i sot hi azo
| e- 4- c alFPRIAe-dcasaxyic 3np gaide;

3- (4- Bt hyl - 2, 3- di f | y@rEorheRaYdreBaNzyIBry)-8(1-B-(D1§-dRr@thyhrorpretifiyyh-pmatyl-) - ur ei do]

- 10 i i | e-4- b I ) de:
3-(4-Et Ihilog‘gl ggrg?yﬁTuﬁéq%géﬁtgﬁéﬁgﬁ%% dlicflaﬁn']-d(a%idﬁor phol i n-4-yl - propyl ) -ureido]-i

sot hi azol e- 4- 5-(Santipaxaida)-8-(2Buctb-4 Badithethyl-benzyloxy )-isothiazole-4-carboxylic  acid
3-(4-Ethyl -2, Bérguid;-l uor o- benzyl oxy) - 5-[ 3- (4-nor phol i n-4-yl -butyl)-ureido]-is
ot hi azol e- 4- " carboxylic acid am de; 15

3- (4- Et hyl - 2, 3- di f | 31t$rBrorheRrAydreksnryiony)-5-{3-13-(2-metu-piperidin-1-yl)-propyll-ureido}-
AT TR I A P T
H-i i dazol 18- yI ) - et hiftBrome-2{Iersy-berzyery-afblanethyl-3-piperfinctaf-BERY MBI d ani de;
oo b s (L (b pperant
S e 2 5t | o Dok res) 415 Bt ool AP HE T s ot i azol
e- 4- car iseuiszoless-cathodtylia aitid @inide; _ _ _ _
3 Lyl -2, 3 AT BN Qo Bk B ARV b FBasitsbibdzbeut e do] -
5-{3-[ 3- ( 226- Deantxixpliglacidemigbiol i n- 4- yl ) - 2- et hyl - propyl ] - ur ei do) - 3- (4-et hyl -2
, 3-difluoro- 3-(4-Bromo-2-fluoro-benzyloxy)-5-{3-(3-pyrrolidin-1-yl-propyl}-ureido}-isothiazole-4-
carboxylic acid amide;
3-(4-Bromo-2-fluoro-benzyloxy)-5-{3-[3-(4-methyi-piperazin-1-yl)-propyl]-ureido}-
isothiazole-4-carboxylic acid amide;
25 3-(2,5-Difiuoro-4-methyl-benzyloxy)-5-[3-(4-morpholin-4-yl-butyl)-ureido]-isothiazole-
4-carboxylic acid amide;
3-(2,3-Difluoro-4-methyl-benzyloxy)-5-[3-(2-morpholin-4-yl-ethyl)-ureido]-isothiazole-
4-carboxylic acid amide;
3-(2,3-Difluoro-4-methyl-benzyloxy)-5-{3-[2-(1-methyl-1H-pyrrol-2-yl}-ethyi]-ureido}-
30 isothiazole-4-carboxylic acid amide;
3-(2,3-Difluoro-4-methyl-benzyloxy)-5-[3-(2,3-dihydroxy-propyl)-ureido]-isothiazole-4-
carboxylic acid amide;
3-(2,3-Difluoro-4-methyl-benzyloxy)-6-(3-isobutyl-ureido)-isothiazole-4-carboxylic acid
amide;
35 5-(3-Allyl-ureido)-3-(2,3-difluoro-4-methyl-benzyloxy)-isothiazole-4-carboxylic acid

amide;



benzyl oxy) -i sot hi azol e-4- carboxylic acid am de;

3- (4- Et hyl - 2wy sbjshgggor o- benzyl oxy) - 5-[ 3- ( 2- hydr oxy- propyl ) - urgi - | hi az
ol e- 4- carboxylic acid am de; Mwb(ﬁ?'; )
5-[3-(4-Di net hyl am no-butyl) - urei do] - 3- ( 2- fghuor o- 4- net hyl - benzyl oxy) -i sot hi
azol e-4 30 carboxylic acid am de;

3-(4-Brono-2-fl uoro-benzyl oxy) -5-[ 3-(3-di butyl am no- propyl )ureido]-isoth

i zol e- 4- carboxylic acid am de;

3- (4- Brono- 2-f1 uor o- @er@,zaoee&yr}réw?uré.&%@@s T30 -GN by isBindiodis 4SOt hi az
ol e-4- carboxylic "acid” am

3- (4- Br ono- 2- f | (6o8YIB @Fi¢ 9Ky ) - 5- [ 3- (6- di net hyl ami no- hexyl ) - ur ei do] -i sot hi a
Zg|4€‘ 4- car bO)@dz‘Scolﬁfbl'dit-ﬁﬁihﬂfbenzyloxy) 5-[3-(2-piperidin-1-yl-ethyl)-ureido]-isothiazole-4-

3- (2- Fl uor o- 4- n@fWY"CB@ﬁivpﬁxy) 5-{3-[3-(2-methyl -piperidin-1

-yl) - propyl 15 ur ei do}3-(2,3- Dlﬂuoro4-8ﬁhhlbarmbﬁf)4$-[wrb&KwJSlpﬁbeaﬁhd-yaﬁﬂoﬁﬁ)rureldo]-

5-[3-(3-Di butyliw%lep‘{%;%&%ggég%ﬁl (2 fl uor o- 4- et hyl - benzyl oxy) - i sot hi

azol e-4- am de;
3-(2,5-Difl uoro4- rret3%(_32l&m@wmwgiyyl-bsnza@xy)éd&(ﬁ-(916-dimﬁi'!¥w)°mhstb‘t-hwhzmemyi4- carb

oxylic acid pyl)< i .
5- (3- Cycl opr opyI t]ﬁfE?a@ﬁnrs%tPngzo)le %ca(onglcch? Frl?greo 4- et hyl - benzyl oxy) -i sot hi az
ol e- 4- car bogqsrwlo&ih@pm:@éﬂethoxy) 5-[3-(3-|sopropylammo-propyl)-ureldo]-lsothlazule-

3-(2,5-Di f 1 upr ordarsiR lia}éb:dﬁﬁlaé,\" oxy) 5-{3- [2 (1- et hyl -
H pyrrol -2-yl)-ethyl|-ur oe4cab ic acid am de

5-[ 3- (3- Oyci ohexyl ant@d! '“BF°o‘bQ/"F'j’Y'I?F‘EY'GM)'%&FZ@S“G&IYF?'1'16?'6313%'7%'% YRty | oxy)
i sot hnamoéze%@afobﬁwdzw gémiagi d am de;

2o ) oo T Ao ARy B Sk PR b ot Sty yraidpLisotpiagole-

2, 5- Dfluorcs:a!bomch&ydarbléﬂzyl oxy)-5-{3-[2-(1-nmet hyl -pyrrolidin-2-yl)-ethy

y
- (
i d
!(gr gl DO1}"I uor o- %Q(Etﬁﬁgoé‘inﬁfl oxsﬁﬁg%}?g [%&zargét%d. %E@)‘g?‘ p‘?i furﬁ'rd‘élu do]-iso
hi azol e- 4 'sot'&%zpbwrhowllae@@ia@ﬁ? de;

3-(2,5-Difl uoro-4- rrest[tm-s&ewpwramm)a yﬁuée?adjr@f(m}d Ardtny L TBREIOKy - 6tRbARN4- | SOt h

i azol e-4- 20 car oxg i C aC|

2- Ani nonet hyl - (fBIRERGF pritemde o boxyl | ¢ acid

[ 4- car banoyl - 3- (2 S5-5484(1- Btﬂyltpyvﬂullmﬂ-lzkyyvhethyl) -ureidol-3-(2-fluoro-4-methyl-benzyloxy)-

benzyl oxy) othiazal -5

S-(3-Allyl éuorsel%")'azzglle(‘ a &l’f‘F o?rg'dezlrret hyl - benzyl oxy) - i sot hi azol e- 4- car boxy
lic acid am-(aéguow methyl-benzyloxy)-5-[3-(3-hydroxy-propyl)-ureido]-isothiazole-4-

3-(2,5-Difl “OrQéfbHWiuQXésdQﬁi@@y' oxy)-5-[3-(tetrahydro-furan-2-ylnethyl)-ureid
ol -

3-
3
3
t

5-[3-(3-Dimethylamino-2,2-dimethyl-propyi}-ureido]-3-(2-fluoro-4-methyl-benzyloxy)-
isothiazole-4-carboxylic acid amide;
25 3-(2-Fluoro-4-methyi-benzyloxy)-5-[3-(2-methyl-3-piperidin-1-yl-propyl)-ureido}-
isothiazole-4-carboxylic acid amide;
3-(2-Fluoro-4-methyl-benzyloxy)-5-(3-[2-(1-methyl-pyrrolidin-2-yl)-ethyi]-ureido}-
isothiazole-4-carboxylic acid amide;
3-(2-Fluoro-4-methyl-benzyloxy}-5-{3-(3-pyrmrolidin-1-yl-propyl)-ureido}-isothiazole-4-
30 carboxylic acid amide;
3-(2-Fluoro-4-methyl-benzyloxy)-5-(3-(4-pyrrolidin-1-yl-butyi)-ureido]-isothiazole-4-
carboxylic acid amide;
3-(2-Fluoro-4-methyl-benzyloxy)-5-{3-(3-methyi-butyl)-ureido]-isothiazole-4-carboxylic
acid amide;
35 3-(2,3-Difluoro-4-methyl-benzyloxy)-5-(3-morpholin-2-yimethyl-ureido)-isothiazole-4-

carboxylic acid amide;



i sot hi azol e-4-carboxylic acid am de;
3-(2, 5-D f | weresdgepet hyl - benzyl oxy) - 5- {3-[ 3- (4- net hyl - pi per?ﬁarém”mo’m

-yl )-propyl]-ureido)- i sot hi azol e-4-carboxylic acid a
5-[3- (13- Cycl ohexyl am no- propyl ) - ur ei do] - 3g44- et hyl - 2, 3 di f | uor o- benzyl oky) -
30 i sot hi azol e-4-carboxylic acid am de;

3-(4-Ethyl -2, 3-difluoro-benzyl oxy)-5-(3-isobutyl-ureido)-isothiazol e-4-carb
oxylic acid am de;

5- (3-Cycl opropyl ne hi azo
I e( 1 Cycl op Cg¥ box?%hc}aﬁ: | gfjﬂbrpﬁoh(\e- ggﬁé’)lyﬁ ' a2ia 0 4 Ly PR ARtV a- e R
3-(4-Ethyl -2, Qe'aﬁybxﬂrﬁo@%@rﬁzxﬂlﬁﬁwjﬁ) 5-[3-(4-pyrrolidin-1-yl-butyl)-ureido]-i

sgtShi azol e- 4- 3-(?.@@%?6)’&—&e?nzﬁ&ws-ﬁ%-%%bropylamino-propyl)-ureido]-isothiazole-4-
5-(3- Al l yl - ur SplBYlIGaqdasiy| - 2, 3- di f| uor o- benzyl oxy) i sot hi azol e- 4- car boxyl
IC acid 5 aWB423-D|ﬂuoro-4—methyl benzyloxy 5-[3-(3-isopropylamino-propyt)-ureido}-

22 fl uoro-4- et hyl - benzyl oxy) - i sot hi

5-[3-(3-Dieth - 3-
orote g o Moot leRRid acd S,
5-[ 3- (6- Di net hyl am@(&@c;ohéxyumodﬁpyﬁu(eﬂfo]‘-?rucmdlﬂu@fdmt*de;ﬂybtk&mwypxy) - i sot hi

azol e- 4- cid am de;
3-(2,6-Dfl uo}sg %%]eéﬁ bg ﬂ:é "HW% 5-[3-(3-imdazol -
-yl -propyl) -urei doB«2, 3@iﬂhorai46¢®-benzy|oxy)-54[3€(a-mludazyn-i-yl pmnyt)l-umldoblepthlazole-4-

3-(2, 6- Df1buo;,g}bég( f?éctwm. enzyl oxy) - 5-[ 3- (2- mor phol i n-4-yl -ethyl) -urei do] -i
sot hi azol e- 2( carboxylic acid am de;

3-(2- Fl uor o- 4 met héxX3rFlueraymeig-pergylpa)- @@-(&ﬂn@mn +ylt2-methyl-propyl)-ureido}-

-yl -propyl)- Ufs@!hQQJlé u.%%suyﬁ@é&deanﬂae carboxylic acid am de;
3-(2-Fluoro-4-neth enzy -5-[3-(2-norphol i n-4-yl -ethyl)-ureido]-isot
hi azol e- 4- céﬂ%@%?ﬁ“d"%@i n&y*p)aré- (%glran-zylmethyl-ure|do)-lsothxazole-4w

3-(2- Fl uor o- 4cmﬁ9w@¢mmyl oxy) 5-[3-(3-norpholin-4-yl-propyl)-ureido]-iso
t hi | e- id i de; )
5 (22 wor§- - ot heRy HEAY P S S AL e e A2 PR RER) - sot

h| azol e- 4- isothiazcae-boarpbiylic avid aniden de;

> (28 { 3b[eﬁlzf/l éiy;‘yg?){sﬁ?'éﬁ '9'0-9?5&" %&QPQP?@X 5@ féq-gffnuggo-ﬁmg&ylfblelr{?)f 4~ met hoxy

3- (2- Fl uor 04- isethlazots-4serhoxylicacid)anidel 3- [3 (4- met hyl - pi perazin-1

5713 (3 et hy | anthoe pre R SRR S P P PR St ) - sotn
azol e- 20 soBigzeiesd-garpexyk Cd’%iﬁﬁe\de 25
5-[ 3- (4- Di et hyl aminshoyliuotelRhaRky)d-[842-hjdrisky Butin TRGddRsYthiReNE-¥ casdyid sot h
| azol e-4- acid amide;
3-(4-Bromo-2-fluoro-benzyloxy)-5-(3-methyl-ureido)-isothiazole-4-carboxylic acid
amide;
25 5-[3-(2-Dimethylamino-ethyl)-ureido}-3-(2-fiuoro-4-methyl-benzyloxy)-isothiazole-4-
carboxylic acid amide;
5-[3~(3-Dimethylamino-propyl)-ureido]-3-(2-fluoro-4-methyl-benzyloxy)-isothiazole-4-
carboxylic acid amide;
3-(4-Bromo-2-fluoro-benzyloxy)-5-(3-ethyl-ureido)-isothiazole-4-carboxylic acid
30 amide;
3-(2-Fluoro-4-methyl-benzyloxy)-5-(3-methyl-ureido)-isothiazole-4-carboxylic acid
amide;
3-(4-Bromo-2-fluoro-benzyloxy)-5-(3-propyl-ureido}-isothiazole-4-carboxylic acid
amide;
35 3-(2-Fluoro-4-methyl-benzyloxy)-5-{3-(3-hydroxy-2-methyl-propyl)-ureido]-isothiazole-
4-carboxylic acid amide;



carboxylic acid am de;

3- (2- Fl uor-o4ydredzkaayy - benzyl oxy) - 5- [ 3- (3-i sopropyl am no- propyll)c.l%g&gﬁ;,,lsot

hi azol e- 4-carboxylic acid am de;

5-[3-(3- Cycl ohexyl am no- propyl ) - ur ei do] 3- S:? fl uoro-4- met hoxy- benzyl oxy) -
30 i sot hi azol e-4-carboxylic acid am de;

3-(4-Ethyl-2,5-difluoro-benzyl oxy)-5-[3-(3-imdazol -1

-yl -propyl) - ur ei do] -i sot hi azol e- 4- carboxylic acid am de;

3-(2-Fl uor o- 4- net ho?X2 BEngY zyI 0 mbergglgxysg [5‘&%9?% B tﬂw ?doﬁgc%gg]e_‘{_sot hi azol

e-4- car boxyl
3- (4- Et hyl - 2. Seatbdxyliccacid-abddez y| oxy) - 5-[ 3- (4--nor phol i n-4-yl -butyl)-ureido]-is

ot hi azol e- 4- g?f HQ%%-&IJ:JQ%W !:%n glg}cﬂ?%- 2-(1-methyl-1 H—pyrrol-z gll)-ethyle-urejdo}-

- 86- I"'uoro- berizyl oxy) - 3-1m dazol -
-yl - 2- et hyI pisothigrole-grearpeylic acid amide;j sot hi azol e- 4- car boxylic acid amide;

3-(4-Ethyl-2,5-difl SLEJ Qhﬁsér@mhmaenéyn&x%é?zr(byrﬁl*a%m%r SrEdyNUreidt]- RBWlaYolstaei do]

|sot h| azol e-4-carboxylic acid
3 (4- Et hyl - 2, 5cAPeviigscid-apider y| oxy) - 5- [3 (3 or phol i n-4-yl -propyl)-ureido]-i
sot hi azol e- 4- Smthg&}d -diffuoREbehzAdHy HE-[3-(3-hydroxy-propyl)-ureido]-isothiazole-4-
3-(4-Ethyl-2,5-djfl uoro- zyI oxy) - 5-[ 3- (2- hydr oxy- propyl ) - urei do] -i sot hi az
ol e- 4- c‘éﬁ’% R aHl’: d ani de;
3-(4-Ethyl-2,5-difl Bu(wBthiaermgmxmwt)enSyM)@)—s{ac(armydrow-zrmetmy}prgpyeiumi)q-i sot hi azol
e-4- 10 ar | i,
3-(4-Et hyl - g Bgﬁ(‘% od%'?'ggrg&ﬁ%% oxy“}'d% {3-[2-(3Himdazol -4-yl)ethyl]-urei do}
-i sot hi azol e- 3-{4- Etaylfgo‘kwqm mﬂoyh&@e@-morpholln-4-yl-propyl)-ureldo]-lsothlazole-4-

3-(4-Ethyl -2, SCngQqu;cfaapﬁ&zyl oxy) 5- [3 ( 3- hydr oxy- propyl ) -ureido]-isothiaz
ol e-4- carboxylic acid a

3-(4-Ethyl -2, 5-di f | émﬂ@rﬁzwwwyensyw-w GyrarRofinf-autyyurgitelisohiagpierta o) - i
sot hi azol e4-  carbox E/ﬁ‘céﬂcia%de‘ c acid am de;

3-(4-Ethyl - g > dl f 3-24 gth}qeﬁngg #luoo)r(c}/ genzy! )-15 ?sgg-umﬁazow |-£i-9’)efhiyl§p%£i)$|7'e9¢10f54' car bo

xyic acid
[3-(2,3-Di hydrmnmmmepyér)»exyﬁeaattbe}m@am et hyl -2, 3-di f | uor o- benzyl oxy) -i sot hi
azol e-4- 20 carb £.(3. X |-4-vi}-ethvil-ureidol-isothiazole-

3- (2- Fl uor o- 4- net hy?@ggﬁg‘y m‘ﬂﬂgbé{* on 5'3 (ﬂj 'd Zo H) e-ﬁ]r‘gleld%}.léol s]E(!)ztoﬁl azo
| e- 4- caﬁ{whyxwl@amrﬁd%im de;

2- Ami nonet hyl - nor phgl 4 @ﬁyl‘h’&@ﬁmyédzﬁoxy)-g-@ﬂ @-(4-methyl-piperazin-1 -yl)-propyl]-urendo}-

[ 4- carbam)\é -3-(2-fl uoro 4- et c}/ benzyl oxy)i sot hi azol - 5-yl ] - am de;
25 0 nsothlazole-4-carboxy!|c acid amide;

3- (2- Fl uor o- 4- met hy b(pengmd DaorGbdndylésd)-54-uranizydhenyi-uvedidopispthipizpledazi n- 1- yl
I-propyl}- carboxylic acid amide;
3-(4-Ethyl-2,3-diflucro-benzyloxy)-5-| [3-(3-|sopropylammo-propyl)-ure;do]—xsoth|azole-
4-carboxylic acid amide;
25 5-{3-[3-(2,6-Dimethyl-morpholin-4-y!)-2-methyl-propyl]-ureido}-3-(4-ethy!-2,3-difluoro-
benzyloxy)-isothiazole-4-carboxylic acid amide;
3-(4-Ethy)-2,3-difluoro-benzyloxy)-5-{3-(2-hydroxy-propyt)-ureido]-isothiazole-4-
carboxylic acid amide;
5-[3-(4-Dimethylamino-butyl)-ureido}-3-(2-fluoro-4-methyl-benzyloxy)-isothiazole-4-
30 carboxylic acid amide;
3-(4-Bromo-2-flucro-benzyloxy)-5-[3-(3-dibutylamino-propyl)-ureido}-isothiazole-4-
carboxylic acid amide;
3-(4-Bromo-2-fluoro-benzyloxy)-5-{3-(3-diethylamino-propyl)-ureido}-isothiazole-4-
carboxylic acid amide;
35 3-(4-Bromo-2-ﬂuoro-benzyloxy)-s—[S-(G-dimethylamino-hexyl)-ureido]-isothiazole-4-

carboxylic acid amide;



ur ei do) -i sot hi azol e- 4-car boxylic acid am de;

3- (2- Fl uor owlo 9% yd} benzyl oxy) - 5-{3-[3-(2-oxo-pyrrolidin-1
-yl)-propyl]- ure?ég i sot hi azol e-4-carboxylic acid amngﬂB”/omm

5-[3-(3-Di et hyl am no- 2- hydr oxy- propyl ) urei dp] - 3- (2, 5-di f | uor o- 4- net hyl - benz

yl oxy)- 30 i sot hi azol e-4-carboxylic acid am de;

3-(2,5-Di fluoro-4-nethyl -benzyl oxy)-5-[3-(2-norpholin-4-yl-ethyl)-ureido]-i
sot hi azol e- 4- carboxylic acid am de;

5-(3-{3-[Bi s-(2- hydg px L do).-.3- di. f | uor o- 4- et
hyl - benz |o%§wu°¢ ﬁh?{’lﬁ}z eﬂgﬁ%ﬁg%gﬁ?ﬁﬁ 'mgkﬁyfa"'p ' éy%s"?"y'l'”'e‘“{

3-(4-Chl oro-2, lsofhla@l%eaﬁmeayld@m)e 5- 3- (3 i mi dazol - 1 .
% I7 propyl) - ur ei do] s {35910HuffMife-ftapyl)-ureido}- S -RM L etndiHeHRK) Pothiazole-

3- (4- Chl or o- 2, BIREXYIc agH 8TidENZ Y| OXy) - 5- { 3- [ 3- (4- met hyl - pi perazin-1
-yl)-propylg-urei dOé -Difluoro-4- g ] i
3-(4-Chl oro- 2, 5 9' (Sosro t;)éor;gf/r@ Eg)?l;tgé%?&gﬂs ?%gﬁ%??%)%ﬂ ‘ﬂ&] oxnhrcealcgo] -
sot hi azol e- 4- carboxylic acid am de;

3-(4-Cnloro- 2, 5-di f3- cmyalobrewa%abex&)-_k-Szsﬂmua?wlmétﬂynuéazwéxybH&Mia}aném.ei do] -i
sot hi azol e- 4- rboxyiic 585 bogél ic acid am de; o

3-(4-Chl oro- 2‘? 3“'?3‘3?8 nzyl oxy)-5-[3-(4-pyrrolidin-1

-yl -butyl') - ur ei do] -3-@Sthillared-séthyl-benzyloxgRs-{B2y1-neth@d HchyarBI-ZiR)-ethyl]-ureido)-

3- (4Cnl or ogg2, Ef?q'\lg%oféqtré%r&gﬂ%%&gé%de5 (3-cycl opropyl net hyl -urei do)-i sot hi azo
| e-4- 10 car
3- (4- Chl oro- 2, 5- d| 3 [363-Cydinhexyjdminos)rogid X Beil G-3HQ Srdiiugrodrmatyi-penzylekyjo] - i sot hi a

zol e- 4- I
5-[ 3- (6- Di et hﬁ%‘aﬁﬁdﬁé"x‘?’?’%?ﬂ?gﬂ" g]-s (2-f1 uor o- 4, 6- di met hyl - benzyl oxy)-i s

ot hi azol e- ﬁﬁb@w;or{;mg@yl@eaq{yioay-s f@-(s-pyrrolxdm- -yl-butyl)-ureido}-isothiazole-4-

5[ 3- (4- D et hy;b@ayyn@agwé,y,ha urei do] 3 (2 fl uoro-4, 6-di net hyl - benzyl oxy) -i so
thlazole-1 r?gﬁg}xalllc aci

3- (2-Fl uor¥- 4, 6- di Mg ”B@h“i’;’/‘?‘ﬁﬂ?f“@"’(‘@ TR APt SLg2atsiviumidlr azi n-
1-yl]- pa“oamzbl)a-d,wamod,m& afsa)arhida;zol e-4-carboxylic acid am de;

5-[3-(3-tert-Butyl ro reid benzyl ox

) [20 ( i sot hi azoly ea‘{l& g%’@&?{; *“Q?F?FY%)G%IS‘%Z g-d#lydroxy-propyg ureidtoméoth;azo!e-x Y)
5-[ 3- ( 6- Di net legibaxyinacidwmigd;) - ur ei do] - 3- (2, 4, 6-trifluoro-benzyl oxy)-i sothi az
ol e-4- car boxyb k¢ y g o reidr ) icnfhi

3 (4 Ethyl -2, 5odi £ L0 2 SOl 'f‘%@?e’l‘f"l"éy)(%‘eﬂ"é°6%“r°%”p§x?"methﬁ' Ll sANEZAPE do] - i
sot hi azol &9  carboxylic eGidaesle| i ¢ aci d ami de;

2-Aminomethyl-morpholine-4-carboxylic acid [4-carbamoyl-3-(2,5-difluoro-4-methyl-
benzyloxy)-isothiazol-5-yl}-amide;
5-(3-Altyl-ureido)-3-(2,5-difluoro-4-methyl-benzyloxy)-isothiazole-4-carboxylic acid
amide;
25 3-(2,5-Difluoro-4-methyl-benzyloxy)-5-{3-(tetrahydro-furan-2-yimethyl)-ureido}-
isothiazole-4-carboxylic acid amide;
3-(2,5-Difluoro-4-methyl-benzyloxy)-5-{3-[3-(4-methyl-piperazin-1-yl)-propyl]-ureido}-
isothiazole-4-carboxylic acid amide;
5-[3-(3-Cyclohexylamino-propyl)-ureido}-3-(4-ethyl-2,3-diflucro-benzyloxy)-
30  isothiazole-4-carboxylic acid amide;
3-(4-Ethyl-2,3-difluoro-benzyloxy)-5-(3-isobutyl-ureido)-isothiazole-4-carboxylic  acid
amide;
5-(3-Cyclopropylmethyl-ureido)-3-(4-ethyl-2,3-difluoro-benzyloxy)-isothiazole-4-
carboxylic acid amide;
35 3-(4-Ethyl-2,3-difluoro-benzyloxy)-5-[3-(4-pyrrotidin-1-yl-butyl)-ureido}-isothiazole-4-
carboxylic acid amide;



25
5-[3-(3- Cycl wiyamsibgsapi no- propyl ) -urei do] -3-(4-ethyl -2, 5-difl UO{-&/%BZ)X-}gf?XY) -
i sot hi azol e-4-carboxylic acid am de; )
3-(2-Chl or 0- 4- et hyl - benzyl oxy) - 5- 3- (4nor phgd.i n4-yl - butyl ) -urei dol -i sot hi az
ol e4- carboxylic acid am de; '
3-(2-Chl oro- 4- net hyl - benzyl oxyE5[ 3- ( 6- di net hyl am no- hexyl ) -urei do] -i sot hi az
ol e-4- 30 carboxylic acid am de:
3- (2- Cnl or o- 4- et hy|5—(‘3%§Mrélé(¢o)3'-(5=e[tr§r-ﬁ,3diﬂﬁBr@Bé’rQ&lox%—lébml%&&E)wc\arU&ﬁb do] -4gpot h
i azol e- 4- carboxylic acid am de;
3- (2- Chl or 0- 4- n¥¥Ry| - benzyl oxy) - 5- [ 3- (2- mor phol i n-4-yl -et hyl ) - urei do] -i sot h
i?)a% (2)I a I4 c ﬁr ltmpgs(h-biblﬂa/ﬁn;hoeﬁr?gwiug@fol-s-(z-ﬂugrc)l-at-methyl-benzyloxy)-isothiazole-4-

-(2- or o- 4- net -benzyl oxy)-5-{3-[3-(4-nethyl - pi perazin-1
-yl )-propyl]- urceafb(?\é’}"-cac'd a%'dei sot hi azol e-4-carboxyl i c acid anide;
- 88- 5 5-[3-(S-Djn®stfyBanhino-bexyip Lireftlo}-3-(2-fluoro-4-methyl-benzyloxy)-isothiazole-4-
-yl -propyl)-ur e&.aq:‘&y‘gééigaﬁ]ﬁd@‘t ri fl uoro-benzyl oxy)i sot hi azol e- 4-
carboxylic acid am c!l'e; '
5-[ 3- (4- Di net hyl am roSRifyoro-gnmsthybenayiexy)-2[3g3imipazobibylcprenyhayaidolispthiazele-hi az

ol e-4- Caf bkl iicacidahfbeam de; 5 , ,
5-[3-(4-tert-Butyl am no-3-hydroxy-butyl)-ureido]-3-(2-fluoro-4,6-dinmethyl-b
anzyl oxy) - | 3 Ot G EUBHOER-4r el BRI O 53  arANgl-4-¥1-thy-Ureido] sothiazole:

3-(2,5-Di f | vor ot-dertitRyia\akid iy | oxy) - 5- (3-4-[4-(;
3-(2,5-Di fluoro-4-nmet hyl - benzyl oxy) - 5-{3-[4- ((4-met hyl -pi perazin-1. .
-yl)-butyl]-urei do?1-?3'&'Hlu°r°'f'g}éh‘i’f(%éngé’%')'%'isr'éﬁri)@%"wﬁl'c&a&yifﬂr%lgqﬁ"sf@'az°'e'4'
3- (2, 5-Di fl uor ccarborgit beitl aloidezy| oxy) - 5- ( 3-{4-[ 4- ( 3- hydr oxy- propyl ) - pi perazin
S1 oyl - but y1.) mur i do) — ? %-JX AR j
3-(2,5-Di fluoro-4- ne%ﬁﬁ‘ﬁ’t%ﬁ)z“ﬁ@% é@;l ??ga{zjﬁ W&/d&'o% Jﬂ%’ﬁg@?ﬁﬂ‘%@'reé‘zi n-
1-yl]- praspypkific asiepaigy- i sot hi azol e- 4- carboxylic acid am de; _
5-(3-(3-terysButyl arQ—@CFI&F&&We_)hbwo@érEQ]:xyﬁS-(&z(afrﬁdﬂﬂfo%—ﬁ-};ﬂﬁ&ﬁ%%@@d}ls\blh%bﬂ&' SO
t hi azol e-4- 15 carboxylic acid ‘am de;
3- (2, 5- Di f | uor dvRROXYGAFId BEYEIRY | oxy) - 5- [ 3- ( 6- di met hyl ani no- hexyl ) -urei do] -is
ot hi azol e- 4- ERRIFIoYd-4-thetRinElbendyI64§)-5-[3-(4-morpholin-4-yl-butyl)-ureido]-isothiazole-4-
3-(2,4-Di fluoro- a)en.ﬂ[l ox%r}l.- 5-[3-(3-imdazol -1
_yl - propyl ) - ur TPH8t 84Y A4S 0] e- 4- carboxylic acid am de; 20
3- (2, 4- D f 1 uor o- benByBd3-{Bis-&-Hy8rdxB-ethyl-aminbjypropgl)-preida ) 8-(R-luoro-4-methoxy-
-yl) propyl ] s4ir g = iemthiar eSO L rA-carboxylic acid am de;
3-(2,4-Difl uor gd-egélnoz |'%°}'§}3%°’§f§%??%§@sa§ﬁf“’é‘g°%r am no- propyl ) -ureido] -isothiazo
| e- 4- car boxy|3@-Fisreis-methgry-benzyloxy)-5-{3-[3-(4-methyl-piperazin-1-yl)-propyl]-ureido}-
isothiazole-4-carboxylic acid amide;
5-{3-(3-Dimethylamino-propyl)-ureido}-3-(2-flucro-4-methoxy-benzyloxy)-isothiazole-
4-carboxylic acid amide;
25 5-[3-(4-Dimethylamino-butyl)-ureido}-3-(2-flucro-4-methoxy-benzyloxy)-isothiazole-4-
carboxylic acid amide;
3-(2-Fluoro-4-methoxy-benzyloxy)-5-[3-(3-isopropylamino-propyl)-ureido}-isothiazole-
4-carboxylic acid amide;
5-[3-(3-Cyclohexylamino-propyl)-ureido]-3-(2-fluoro-4-methoxy-benzyloxy)-
30 isothiazole-4-carboxylic acid amide,
3-(4-Ethyl-2,5-difluoro-benzyloxy)-5-[3-(3-imidazol-1-yi-propyl)-ureido}-isothiazole-4-
carboxylic acid amide;
3-(2-Fluoro-4-methoxy-benzyloxy)-5-[3-(3-hydroxy-propyl)-ureido]-isothiazole-4-
carboxylic acid amide;
35 3-(4-Ethyl-2,5-difluoro-benzyloxy)-5-[3-(4-morpholin-4-yl-butyl)-ureido}-isothiazole-4-
carboxylic acid amide;



3-(2,4-D fluoro-benzyl oxy)-5-[3-(4-pyrrolidin-1

-yl -butyl) - webslakeo SOt hi azol e-4- 25 carboxylic acid am dg 00
3-(2-Fluoro-4-trifluoronethyl -benzyl oxy) - 5- [ 3- (2- nor phol i n- 4- CT f1 -1
do] - i sot hi azol e-4-carboxylic acid de; _

3- (2, 4-Di fl uor o- benzyl oxy) - 5-[ 3- ( 6- di met hyT-ani no- hexyl ) - urei do] -i sot hi azol e
4- carboxylic acid am de; 30

3-(2,4-Di fluoro-benzyl oxy)-5-[ 3-(3-hydroxy-propyl)-ureido]-isothiazol e-4-ca
rboxylic acid et L
3-(2,5-Di chl or o- beni?{%ﬁ’ﬁ)’z 5§’7T’3’°(b§"§y|??‘@é§z'[81(3 imidazol B P OPEE %ot hi azol
e- 4- car isotkigkdles4-earbakylizracid @mide;

3-(2,5-Dichloro- ben o) - i sot hi azo
Toia 35 ' car boxy PR ihg Bl RN S B AR bl -

- 89- lsothlazole-4-carboxylic acid amide;

3-(2, 5-Di chkoro-ben =4 bbb y-reRbGedthib R4l azo
Lo d. 5 car boxg | %’tﬁ%%lsgffhg’ro%éni}%h)@ 3 98-Rriorbhditn-dMLbaob)-treRbAedti

3-(2, 5-Di chl or@armlmc@ﬁwdes {3-[3-(4-nethyl - pi perazin-1

-yl) - pr opyl ] - ur ei do}{4-gthyl-2,5- dxﬂ%%lﬁbﬁzgﬁakﬁ %pg@ﬁﬁ@&ylpwaynfl@rb@oﬁamazoue-

3-(2,5-D chl oro- benzyl oxy) - i net hyl am no- hexyl ) -urei do] -i sot hi azol e
- 4- car bEbYlic agidiegidgni de

3-(2, 5-Di chl oro- benzyd QK)){)2-5511f[u&o(ani?W)@‘G&-f@é@@-ylrr)efmtﬁeld@}wdtmﬁolu-taZ0I e-4-ca
rboxylic

3-(2, 5- Dfl130r83’ﬁ°xﬂi9taﬁ‘9lam5’8nzyl oxy) - 5-[ 3- (5- i sopropyl ani no- pentyl ) -urei do] -
10 i sot hi azol e- 43¢aEthp2\HdifltcraditlyRry)de(3-(2-(3H-imidazol-4-yl)-ethyl]-ureido}-isothiazole-
5-(3-{3-[Bi s-( X eth | ) - am nol - propyl }-ureido)-3-(4-chloro-2,5-diflu
or o- Z %9’§¥§) z}é'd a/eazol e-4-carboxylic acid am de;

3- (4- Chl or o- 2 5 di fB-(RaEtbyl-Bémzfybro%yr)z-y@xg{ 3-[B43- bmmipmpw)-p'uepiehaqthrﬁzoie*i-
-yl)-butyl]- urgég&%llcamd amde' sot hi azol e-4-carboxylic acid amde; 15

- urei

3-(4-Chloro-2 uor o- benzyl oxy) - 5- ( 3- éB [ 4- (2- hydroxy-ethyl) I|oera2| n-
1-yl) - 15 propyl yfwitéylaé)w ugretbﬁmze@esy)é- it—ambqe@rr'1vbb%&rkﬂe'a?h'%f§"az°e
5-{3-(4- (4- Bengybs uto%mﬁrﬁda'

-yI) butyl]-ureidof- 4-chl oro-2, 5-di f| ugr o- benz

i

sot hi azol e- 4- car bo%‘ﬁ ta lgérqgluarmba%zyloxy)-s-@ -isobutyl-ureéi do -)i(s%?h}azoleA-carboxyIic acid
3-(4-Chl oro 2 Bmidéf | uor o- benzyl oxy) - 5- [ 3- (6- di met hyl ami no- hexyl ) -urei do] -i s

t hi | e- . I d
- (4l or o- 2, 5- i T AR KB ) BT o s ST R S8 o -
i sot hi azol @04- cabdglicydcidemiej d am de;

5-[3-(2- Azepan-1-yl 5 B- A¥drda lﬂr{eﬁ\'y%lxzy?’oxgl)gs-é-lq})rgtk&ﬂf? bttt Gﬁido?@&ﬁ%*@éw -isoth

i azol e-4-
carboxylic acid amide;

2-Aminomethyl-morpholine-4-carboxylic  acid  [4-carbamoyl-3-(2-fluoro-4-methyi-
benzyloxy)-isothiazol-5-yi}-amide;
25 3-(2-Fluoro-4-methyl-benzyloxy)-5-(3-{3-[4-(2-hydroxy-ethyl)-piperazin-1-yl]-propyl}-
ureido)-isothiazole-4-carboxylic acid amide;
3-(2-Fluoro-4-methyl-benzyloxy)-5-{3-[3-(2-oxo-pyrrolidin-1-yl)-propyl]-ureido}-
isothiazole-4-carboxylic acid amide;
5-[3-(3-Diethylamino-2-hydroxy-propyl)-ureido}-3-(2,5-difiuoro-4-methyl-benzyloxy)-
30 isothiazole-4-carboxylic acid amide;
3-(2,5-Difluoro-4-methyl-benzyloxy)-5-[3-(2-morpholin-4-yl-ethyl)-ureido]-isothiazole-
4-carboxylic acid amide;
5-(3-{3-[Bis-(2-hydroxy-ethy!)-amino}-propyl}-ureido)-3-(2,5-difluoro-4-methyi-
benzyloxy)-isothiazole-4-carboxylic acid armide;
35 3-(4-Chloro-2,5-difluoro-benzyloxy)-5-[3-(3-imidazol-1-yl-propyl)-ureido}-isothiazole-4-
carboxylic acid amide;



carboxylic acid am de; 25
5-[3- (1- Azawo wysesse[ 2. 2. 2] oct - 4-yl met hyl ) - ur ei do] - 3- (2, 5- di fRctiBO9/do7oEL hy! -

benzyl oxy) - i sot hi azol e4-carboxylic acid am de;

5-[3-(4-tert-Butyl am no-3- hydroxy-butyl) - gsei do] - 3- (2, 5-di fl uoro- 4 rrethyl b
enzyl oxy) - i sot hi azol e-4-carboxylic acid am de;

3-(2,5-Di fluoro-4-nethyl -benzyl oxy) - 5-[ 3- (4- hydr oxy- 1- net hyl - pyrrolidin-2-y
| met hyl )- 30 urei do] -i sot hi azol e- 4-carboxylic acid am de;

3 (4- O or0-2. 5 0 1400 et il o Foclh iyl Aol 25y ReB oY )

ur ei doj - i sot™hi azo car

3- (4- Chl or o- 2, isnthidzbletdenarbokin agid aRigs:- 5- [ 3- (5- i sopr opyl am no- pentyl ) urei do] -

i sot hi azol e-4-car b@‘(ﬂdhfbr@f‘&-gzﬂ@d?% S’&\z @?&5 3- (2-rnorphohn—4—yl -ethyl)-ureido]-isothiazole-4-

3- (4- Chl or o- 2, 5-di f | uor o- benzyl oxy) % 4-(2- hydr oxy- et hyl) - pi perazi n-
1-yl]-butyl}- carboxylic aid2rai88:- i sot hi azol e- 4- car boxylic acid anide;

- 90- 5 3 (4-Chloro-2,5- duﬂuoro-benzyloxy)-s és (4-morphohn-4-yl-butyl) ureido}-isothiazole-4-
3-(4-Chl oro- 2, uoro enzyl oxy) - 5- [ 3- (3- hydr oxy- 2- met hyl - propyl ) - ur ei do
]- i sot kﬁaépfé\f"%a‘ii ¥f%oxyl i c acid am de;

2- Ami nonet hyl - m)r pma(lmonemz 5-aifimooclydnizyioxyd-5-4B-(4-pyrrolidin-1-yl-butyl)-ureido}-isothiazole-4-

[ 4- car bampyl - ﬁ Qr O 'ﬁ 5-difl uoro-
benzyl oxy) -i so‘ia F "55 T ? am de;

3- (4- Chl oro- 2, 5-di f&(&tﬂh@d@%&gmmwmﬂoxy%Sﬁmmmyfmzthy'r%@qiyqoﬂ\ﬂze)ﬁ 4v) -i sot h
i azol e- 4- acid am de;

3-(4-Chl oro 2, qfrbgi\??%?%hgenz | oxy) -5-{3- [[

_met hyl - pyrrol i di n-34yahjore:2, W%TW‘U{ LRYSW)-5- 33 th"°§¥)P'HP%)ZL&SP'@]A“WB'BB@I ic

acid am de; carboxyllc acid amide;

?1(4ylc]h| °10 % but ;,|5;Ll3jgé ﬁrf&{e;yla%ggfﬁﬁ%ygf{ﬁ(wgoj-ﬁ%gq%%%] @’éﬁgﬁﬁ%\s&hﬂko‘?eraz' n

3- (2- Fl uor o- 4-gvedrtifliclacid amidexy) - 5- [ 3- (5-i sopropyl ami no- pentyl ) - urei do] -i sot
hi azol e- 4- ] I 3(0- . - -isothiazole-
3-(3-Fl uor 8 2, 4- di %‘?ﬁé%‘”ﬁﬁ'ﬁ "§>t<’y g'%[dé”?&z%rr%%s P S T do - i

sot hi azol e- 4-carbockylcaclbem5db:| c acid am de;

§| (3-{4-[Bis-(2-hy @)?Yuoﬁ%{w hheﬁﬁ‘b@niyr&wy4s}{a w@rgeaox@etﬁﬁ) Siptadd-Hgy-0- 4- met h

benzyl oxy)-i sot hi'azo car boxyl i c aci
3-(2,5-Difl uormowl)mqs&rqsotb'éW@fwylaaflsamiemor phol i n- 4-yl - pentyl ) -urei do] -

i sot hi azol e- f{@feﬂ%ﬂa‘nﬁwo%p@}l)—éfﬁdd 3-(2-fluoro-4,6-dimethyl-benzyloxy)-
3-(2,5-Dif|uoro-4 math%/ nz on¥ -5-{3-[5-(4-nethyl - pi perazin-1-yl)-penty

| ]-ureido}?9 2(Jsothizolscdgane 4 &¥5P%oxyl i c acid ani de;
3-(2,5-Di fluoro-4- r&mn&buMyiayimahy))yl)&e@&]{waEm—tv(lfmomyh!znmkqu)eismﬁaéolepﬁ-per azin-

1-yl]- [ el o)-|soth| azol e-4-carboxylic acid am de;
3-(2,5-Difluor® ‘“’A’Xw}é? gl?m%enzyl oxy)-5-{3-[7- (4-net hyl - pi perazin-1
-yl ) -heptyl | - ur ei dod-{4-Ethyl-2,5-difluoro-benzyloxy)-5-[3-(3-isopropylamino-propyl)-ureido]- -isothiazole-

4-carboxylic acid amide;
25 5-[3-(3-Cyclohexylamino-propyl)-ureido)-3-(4-ethyl-2,5-difluoro-benzyloxy)-
isothiazole-4-carboxylic acid amide;
3-(2-Chloro-4-methy\-benzyloxy)-5-{3-(4-morpholin-4-yl-butyl)-ureido]-isothiazole-4-
carboxylic acid amide;
3-(2-Chioro-4-methyl-benzyloxy}-5-[3-(6-d imethylamino-hexyl)-ureido}-isothiazole-4-
30 carboxylic acid amide;
3-(2-Chioro-4-methyl-benzyloxy)-5-[3-(3-imidazol-1-yl-propyl)-ureido]-isothiazole-4-
carboxylic acid amide;
3-(2-Chloro-4-methyl-benzyloxy)-5-{3-(2-morpholin-4-yl-ethyl)-ureido]-isothiazole-4-
carboxylic acid amide;
35 3-(2-Chloro-4-methyl-benzyloxy)-5-{3-[3-(4-methyl-piperazin-1 -yl)-propyll-ureido}-

isothiazole-4-carboxylic acid amide;



i sot hi azol e-4-carboxylic acid am de; 25

3-(2,5-Diflu thyl - benzyl oxy) - 5- (3- [ 6- (4- et hyl - pi perazi n--1
-yl)-hexyl]- r0e9|9 8%5‘3 i sot hi azol e-4-carboxylic acid ani d’@T”B99/°°797

3 (2.5-Di fluoro-4-nethyl - benzyl oxy) 5- (3-6-[ 4-(2- hydroxy-ethyl)-pi perazin-1
-yl]- hexyl } - ur ei do) -i sot hi azol e- 4- c#Bboxylic acid am de;

3 (2,5-Di fluoro-4-nethyl -benzyl oxy)-5-(3-{7-[4-(2-hydroxy-ethyl)-piperazin-
1 -yl]- 30 heptyl } - ur ei do) -i sot hi azol e- 4-carboxylic acid am de;

3-(2,5-Di chl oro-4-net hyl - benzyl oxy) - 5-{3-[ 4- (4- net hyl - pi perazin-1
-yl)-butyl]-urei do} -5-[3~3- Imndaizeld%blam@}l-eeido]@dﬂb(ﬁ)dyﬁ!dom-mk)dbxaﬁﬁ@hiazole-4-
3-(2,5-Di chl or qe4; zyl oxy) - 5- [ 3- (6= di et hyl am no- hexyl ) -urei do]-is
ot hi azol e- a%XQﬁEQ% ﬁ‘?c acid am de; 35
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25 5-(3-{7-[4-(2-Hydroxy-ethy!)-piperazin-1-yl}-heptyl}-ureido)-3-(2,4,5-trifluoro-
benzyloxy)-isothiazole-4-carboxylic acid amide;
5-{3-(2-Morpholin-4-yl-ethyl)-ureido}-3-(2,4,5-trifluoro-benzyloxy)-isothiazole-4-
carboxylic acid amide
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30  carboxylic acid amide;
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isothiazole-4-carboxylic acid amide;
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benzyloxy)-isothiazole-4-carboxylic acid amide;
35 3-(4-Chloro-2,6-difluoro-benzyloxy)-5-{3-[2-(1-methyl-pyrrofidin-2-yt)-ethyl}-ureido}-
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25 3-(2.5-Difluoro-4-methyl-benzyloxy)-5-[3-(4-pyrrolidin-1-yl-butyl)-ureido}-isothiazole-4-
carboxylic acid amide;
3-(2,5-Difluoro-4-methyl-benzyloxy)-5-(3-{4-{4-(3-hydroxy-propyl)-piperazin-1-yl]-
butyi}-ureido)-isothiazole-4-carboxylic acid amide;
3-(2,5-Difluocro-4-methyl-benzyloxy)-5-[3-(3-isopropylamino-propyl)-ureido}]-
30 isothiazole-4-carboxylic acid amide;
3-(2,5-Difluoro-4-methyl-benzyloxy)-5-{3-(6-dimethylamino-hexyl)-ureido)-isothiazole-
4-carboxylic acid amide;
3-(2,6-Difluoro-4-methyl-benzyloxy)-5-[3-(6-dimethylamino-hexyl}-ureido]-isothiazole-
4-carboxylic acid amide;
35 3-(2,6-Difluoro-4-methyl-benzyloxy)-5-[3-(5-isopropylamino-pentyl)-ureido}-
isothiazole-4-carboxylic acid amide; . .
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25 5-[3-(4-tert-Butylamino-3-hydroxy-butyl)-ureido}-3-(2,6-difluoro-4-methyl-benzyloxy)-
isothiazole-4-carboxylic acid amide;
3-(2,6-Difluoro-4-methyl-benzyloxy)-5-[3-(4-pyrrolidin-1-yl-butyl)-ureido]-isothiazole-4-
carboxylic acid amide;
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3-(2,6-Difluoro-4-methyl-benzyloxy)-5-(3-{4-[4-(2-hydroxy-ethyl)-piperazin-1-yl}-butyl}-
30 ureido)-isothiazole-4-carboxylic acid amide;
3-(2,8-Difluoro-4-methyl-benzyloxy)-5-(3-{5-{4-(2-hydroxy-ethyl)-piperazin-1-yf}-
pentyl}-ureido)-isothiazole-4-carboxylic acid amide;
3-(2,6-Difluoro-4-methyl-benzyloxy)-5-(3-{6-{4-(2-hydroxy-ethyl)-piperazin-1-yi]-
hexyl}-ureido)-isothiazole-4-carboxylic acid amide;
35 5-{3-(3-tert-Butylamino-propyl)-ureido]-3-(2-fluoro-4-methyl-benzyloxy)-isothiazole-4-
carboxylic acid amide;
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25 5-(3-{3-[Bis-(2-hydroxy-ethyl}-aminc]-propyl}-ureido)-3-(5-chloro-2-fluoro-4-methyl-
benzyloxy)-isothiazole-4-carboxylic acid amide;
5-[3-(4-tert-Butylamino-3-hydroxy-butyl)-ureido}-3-(2-fluoro-4,6-dimethyl-benzyloxy)-
isothiazole-4-carboxylic acid amide;
3-(5-Chioro-2-fluoro-4-methyl-benzyloxy)-5-{3-(6-dimethylamino-hexyl)-ureido]-
30 isothiazole-4-carboxylic acid amide;
3-(5-Chloro-2-fluoro-4-methyl-benzyloxy)-5-[3-(5-isopropylamino-pentyl)-ureido}-
isothiazole-4-carboxylic acid amide;
5-[3-(6-Dimethylamino-hexyl}-ureido)-3-(2,4,6-trifuorc-benzyloxy)-isothiazole-4-
carboxylic acid amide;
35 3-(5-Chloro-2-fluoro-4-methyl-benzyloxy)-5-(3-(4-[4-(2-hydroxy-ethyl)-piperazin-1-yi}-
butyl}-ureido)-isothiazole-4-carboxylic.acid amide;
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25 benzyloxy)-isothiazole-4-carboxylic acid amide;
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3~(4-Ch!oro-2.6-diﬂuoro~benzytoxy)-s-(s-{4-[4-(2-hydroxy-ethyl)—piperazin—1-yl]-butyl}-
ureido)-isothiazole-4-carboxylic acid amide;
3-(2-Fluoro-4-methyl-benzyloxy)-5-[3-(4-hydroxy-5-piperidin-1-yl-pentyl)-ureido}-
isothiazole-4-carboxylic acid amide
3-{2,6-Difluoro-4-methyl-benzyloxy)-5-{3-(4-hydroxy-5-piperidin-1 -yl-pentyl)-ureido)-
isothiazole-4-carboxylic acid amide;
3-(2-Fluoro-4-methyl-benzyloxy)-s-[s-(4-hydroxy-s-isobutylamino-pentyl)—ureido]-
isothiazole-4-carboxylic acid amide;
5-{3-(4-tert-Butylamino-3-hydroxy-butyl)-ureido}-3-(2-fluoro-4-methyl-benzyloxy)-
isothiazole-4-carboxylic acid amide;
3-(2,3-Difluoro-4-methyl-benzyloxy)-5-{3-{4-(3.4-dinydroxy-pyrrolidin-1 -yl)-butyl}-
ureido}-isothiazole-4-carboxylic acid amide;
3-(4-Chloro-2,6-difluoro-benzyloxy)-5-{3-{4-(3,4-dihydroxy-pyrrolidin-1 -yl}-butyl}-
ureido}-isothiazole-4-carboxylic acid amide;
3-(4-Chloro-2,5-difluoro-benzyloxy)-5-{3-[4-(3 4-dihydroxy-pyrralidin-1 -yt)-butyl]-
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25 3-(2,6-Difluoro-benzyloxy)-5-{3-(6-dimethylamino-hexyl)-ureido]-isothiazole-4-
carboxylic acid amide;
3-(2,6-Difiucro-4-methyl-benzyloxy)-5-[3-(5-hydroxy-6-morpholin-4-yl-hexyl)-ureido}-
isothiazole-4-carboxylic acid amide;
3-(2-Fluoro-4-methyl-benzyloxy)-5-{3-(4-hydroxy-5-morpholin-4-yl-pentyl)-ureido)-
30 isothiazole-4-carboxylic acid amide;
3-(2-Fluoro-4-methyl-benzyloxy)-5-[3-(5-hydroxy-6-morpholin-4-yl-hexyi)-ureido)-
isothiazole-4-carboxylic acid amide;
3-(2,6-Difluoro-4-methyl-benzyloxy)-5-[3-(5-hydroxy-6-isobutylamino-hexyl)-ureido)-
isothiazole-4-carboxylic acid amide;
35 3-(2,6-Difluoro-4-methyl-benzyloxy)-5-{3-(5-hydroxy-6-piperidin-1-yl-hexyl)-ureido]-
isothiazole-4-carboxylic acid amide;.
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3-(2,3-Difluoro-4-methyl-benzyloxy)-5-{3-(5-hydroxy-6-piperidin-1-yl-hexyl)-ureido}-
isothiazole-d,-can"boxylic acid amide;
3-(4-Chloro-2-fluoro-benzyloxy)-5-[3-(5-hydroxy-6-piperidin-1-yl-hexyl)-ureido}-
30  isothiazole-4-carboxylic acid amide;
3-(4-Ethyl-2,3-difluoro-benzyloxy)-5-[3-(5-hydroxy-6-piperidin-1-yl-hexyl)-ureido}-
isothiazole-4-carboxylic acid amide;
3-(4-Chloro-2,6-difluoro-benzyloxy)-5-[3-(5-hydroxy-6-piperidin-1-yl-hexyl)-ureido]-
isothiazole-4-carboxylic acid amide;
35 3-(4-Chloro-2-fluoro-benzyloxy)-5-[3-(5-hydroxy-6-morpholin-4-yl-hexyl)-ureido}-

isothiazole-4-carboxylic acid amide;
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isothiazole-4-carboxylic acid amide;
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ureido}-isothiazole-4-carboxylic acid amide;
3-{3-Chloro-2,6-difluoro-benzyloxy)-5-{3-(6-dimethylamino-hexyl)-ureido}-isothiazole-
30  4-carboxylic acid amide;
3-(3-Chloro-2,6-difluoro-benzyloxy)-5-{3-{3-(4-methyi-piperazin-1-yi)-propyj-ureido}-
isothiazole-4-carboxylic acid amide;
3-(2,6-Difluoro-4-methyl-benzyloxy)-5-(3-[3-(4-methyl-piperazin-1-yl)-propyl)-ureido}-
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5-(3-Ethyl-ureido)-3-(2,3,6-trifluoro-4-methyl-benzyloxy)-isothiazole-4-carboxylic acid
30 amide;
5-(3-Cyclopropylmethyl-ureido)-3-(2,3,6—triﬂuoro—4-methyl—benzyloxy)-isothiazole-4-
carboxylic acid amide;
5-(3—Cyclobutyl-ureido)-3-(2,3,6-triﬂuoro-4-methyI-benzyloxy)-isothiazole-4‘carboxyl‘|c
acid amide;
35 5-(3-Allyl-ureido)-3-(2,3,6-triﬂuoro-4-methyi-benzyloxy)—isothiazole-4-carboxylic acid

amide;
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25 5-{3-[5-(4-Methyl-piperazin-1-yl)}-pentyl]-ureido}-3-(2,3,8-trifluoro-4-methy!l-benzyloxy)-
isothiazole-4-carboxylic acid amide;
5-{3-(6-(4-Methyl-piperazin-1-yl)-hexyl]-ureido}-3-(2,3,6-trifluoro-4-methyl-benzyloxy)-
isothiazole-4-carboxylic acid amide ; _
5-{3-[3-Hydroxy-5-(4-methyl-piperazin-1-yl)-pentyl}-ureido}-3-(2,3,6-trifluoro-4-methyl-
30  benzyloxy)-isothiazole-4-carboxylic acid amide; -
5-(3-{4-[4-(2-Hydroxy-ethyl)-piperazin-1-yl}-butyl}-ureido)-3-(2,3,6-trifluoro-4-methyl-
benzyloxy)-isothiazole-4-carboxylic acid amide;
5-(3-{4-]4-(3-Hydroxy-propyl)-piperazin-1-yl}-butyl}-ureido)-3-(2,3,6-triffuoro-4-methyl-
benzyloxy)-isothiazole-4-carboxylic acid arnide;
35 5-[3-(3-Pyrrolidin-1-yl-propyl)-ureido]-3-(2,3,6-trifluoro-4-methyl-benzyloxy)-
isothiazole-4-carboxylic acid amide;



15 é 6- Di fl uor o- 4- et hyl - benzyl oxy)-5-{3-[2-(1

- met hyl - pyrrocrl d yI )-ethyl]-ureido}- i sot hi azol e4-mr/imy/yd7§'-p aci d
am de

3-(2,6-Di fluoro-4-nethyl - benzyl oxy) - 5- [ 3--{¢s-di rrethyl am no-et hyl ) - urei dO]-IS
ot hi azol e- 4- carboxylic acid am de;

3-(2,6-D fluoro-4-nethyl -benzyl oxy) -5-[ 3- ('4 di rret hyl am no- butyl)-ureido]-is
ot hi azol e- 20 4- carboxylic acid am de;

3- (2, 6- Di f | uor 0- 4- NBHgHydrexyz5:bymslidin- Byl pentytYurdidfes-(2)8, eaMuda-EmbBirgll 0xy- hept yl )

-ureido] - I|c acid am de;
3-(2,6-Dfl uorozrll ﬁ&%ﬁg(ﬁﬁ%}&%—“’ a?b‘% )?'8 ‘f%m'fi (5-met hyl - 2. 5-di aza- bi cycl of 2. 2.
1] hept - 2- yl )3-Hcﬁhjdr<}-2.ﬁmduwr@})enzsloxyb}mmbmyw-(@ipipbmyI-ylcbuqmucbmm de; 25

3-(2,6-Difl uor,gb{,ﬂaiggtﬁagé gﬁ@%&h%xg 5- [g (3-di net hyl am no- propyl )-ureido]-i
ar

sot hi azol e- ic acld am
3- (2, 6-Di f 1%or o- 4- r%@ﬁy@*ﬂqsvéh‘zmpmwnzslomsas}nhwlraawp@ndusaypmwmmm pent yl

)-urei do]-  isotmidRIATRYIB24d sAELOXY| i ¢ aci d ani de;
3-(2, 6-Di f | uor 04- net hyl - benzyl oxy) - 5- [ 3- 53 i sopropyl am no- propyl ) -ureido] -

30 i sot hi azol e- 4- %@ﬂﬁgy(mhwwgbqwnyﬁql% ~(2,3,6-trifluoro-4-methyl- benzyloxy)-lsothrazole

(2,6-Difl uormﬂ:mklamhaagazyl oxy) 5-{3-[4-(4-net hyl - pi pera2| n-1
| )-butyl]-ureido} Ie4carbox ic acid am

6D 1 uor o - MR RRT T oo Siqeel i S AT wHaerzvon)
- pent yll0] - usothiskolp-4-carboxylic eddéMid@zol e- 4- car boxylic acid am de; 35

3-
i

-yl) _

P et o oS SRR ek ol e BB Saron
1

2

y
y
y
111- isothiazole-4-carboxylic acid amide;

e T It PO e oo deblfs S s nicfe ReseRoRS P ™1

2,6-Difl uoﬁ?‘hlﬁzﬁleﬁf?ﬂbobﬁﬁzﬁ}qw% 5 (3-{4-[4-(3-hydroxy- propyl) pi perazin
- yI 1- 15 but 8l s f@bn@Q)mét@%éH g&? -5 fﬁ‘{@ﬁ*&ﬁ?%&eﬁ‘azﬁﬂ -S)-5yHSreidoP

26D|fluoro4rrethl- enzy 3-pyrroli
propyl ) - uF@IthG?'eT"‘é’B'IbﬂI‘YéI%?ﬂ'Qaam' e» 4-carboxylic acid am de;

(
I
(
|
1
(
yl)-
(
1
-
I(4 Chl or o- 2, 3, 6- B2, fsJM6@4hﬁélﬂy¥bM?Iaxy§5-{33[3{(4’=n{e§:yﬂp‘Mﬁdf Wo@)}furémo} din-1
(
I
(6]
{
yl
SO
(
I

- but yl carboxylic ac
AR 59‘”@%%&?%2*# qoid amide wite acid
butyl ] - urei d0§{3(4€I4ydcdxy6m@plﬁr4djl-bbmm-meibﬂrﬂ&Iswﬂm)uorommemyp

hi azolg- 4y &&F{B&Wsolhfazag @%al%ggyﬁ]c 4cid amide;

y

y
3

yl)-

sot

3[4(4Ace

%

2

) -

but yI ] - ur ei doP{8{5¢Hydmxytbimorpbelin-4dy-restylyyureidop 8:43/8,6-riflyero-4-methyl-
,h|5aéloIc Fuglr)%ﬁg}@%%%{h‘é ﬂgh'qar?oxy c'lg_a{r%d_ei 4- (3- hydr oxy- pi peridin-1
buLy1 ] - 3- met h{HE-EHycroxy-marmBin-4 b benty brgiah U3 omipl - metagi d ami de:
benzyloxy)-isothiazole-4-carboxylic acid amide;
25 5-[3-(2-Morpholin-4-yl-ethyl)-ureido}-3-(2,3,6-trifluoro-4-methyl-benzyloxy)-isothiazole-
4-carboxylic acid amide;
5-{3-(4-Morpholin-4-yl-butyl)-ureido}-3-(2,3,6-triflucro-4-methyl-benzyloxy)-isothiazole-
4-carboxylic acid amide;
5-(3-{3-[Bis-(2-hydroxy-ethy!)-amino}-propyl}-ureido)-3-(2,3,6-trifluoro-4-methyl-
30  benzyloxy)-isothiazole-4-carboxylic acid amide;
5-(3-{4-[Bis-(2-hydroxy-ethyl)-amino}-butyl)-ureido)-3-(2,3,6-trifluoro-4-methyl-
benzyloxy)-isothiazole-4-carboxylic acid amide;
5-(3-{4-[Ethyl-(2-hydroxy-ethyl)-amino}-butyl}-ureido)-3-(2,3,6-trifluoro-4-methyl-
benzyloxy)-isothiazole-4-carboxylic acid amide;
35 5-[3-(3-tert-Butylamino-propyl}-ureido]-3-(2,3,6-trifluoro-4-methyl-benzyloxy)-
'isothiazole-4-carboxylic acid amide,; -

3-
3-
3-
3!
5
i
5-
s
3-

y



15

3- (4- Chl or o- WoB9sdsbuor o- benzyl oxy) - 5- (3-{4-[ et hyl - (2- hydr oxy, -am noj
-butyl }- 3- met hyl - ur ei do) -i sot hi azol e- 4- car boxyl i c aci ?ﬁ%ﬁé&é&mﬁm :
3-(2,3,6-Trifluoro-4-nethyl - benzyl oxy) - 5- ujqi do-i sot hi azol e- 4- car boxyl i c
acid am de;

3-(4-Brono- 2, 6-di fl uoro-benzyl oxy)-5-{3-[ 3- (4- net hyl - pi perazin-1
-yl)-propyl]-ureido}- i sot hi azol e-4-carboxylic acid am de; 20

3-(4-Brono-2, 3, 6-trigf gﬁfo?o ?F 'aﬁlMArQ)éé’r)zyléxy[) 3;1:( (ﬁ-uﬂfﬁﬁfo@-llJymd&'l)]ureldo]-tsothuazole-4-

-yl -butyl)- ureldo]-lso l'itc acCid
3- (2, 5- Di f1 uor ccazhoxtiic pgjd ammigeizy| oxy) - 5- (3 {4- [et hyl - ( 2- hydroxy et hyl ) - am no]

- butyl } - 3- metgtyyl tohR e B4 a5 i Ay B :
3-(2,6-Difluoro-4- n’g{tﬁ c:lh!bgcg%g@)lﬂﬂuggs Z? s?’l() -{ §/‘(pj(rag§y %y%y)e/rfr ol i é?n-wﬁ"a o
I

-yl -pentyl)-ur é?%IBﬁZP'e‘Z‘EPa’b°"¥"§6?‘ﬁP e-4-carboxylic acid am de;

3-(2,6-Difl yoro- rr@tdz;slmmiawlnew)beﬁzy[oﬁy)(sétswdidaWA@* -pityl pureidojrisclhigzbleent y |
) - urei do]j - Wg zol e-4-carboxylic acid am de;

3- (2, 6-Di 1 uor SRS B @B8%2y 1 oxy) - 5- [ 3- (5- hydr oxy- 6- pi peri di n- 1

-yl - hexyl ) - ur ei do] - 5-{3-[4-(2-Metbdxginethyipgrralidiod ) dulyl-ireidale3-(2, Heririfieqro-danethyl-
3-(2,6-Difluor hydroxy?plperldlnl

-yl -heptyl) - urgnl ﬁ%{gﬁ%wﬂm&%@zd%aﬁg&%m?mé %r_n{ggr boxylic acid am de

3-(2, 6-Di f | uor o- 4- mst(y@hiope8-yifiuorg-periylps)-H43- mmvl@x@ﬂsmmbwmazrﬁt Wylypronynt v

) - l(JrZe'Gdg | uororﬂaé%&kaﬁﬁh%«%ofyﬁé g@d‘%lh& aC' d am de;

benzyl o H'y éG m)op 2 yI hexyl)
-urel do]- 35 |sot5t{?é4z@|"é¥dlﬂxbf“a¥’6$${'9‘l1l‘y3 bél'éf'i] eigplr 3y, 3.6-trifluoro- methyi
E),l(lg- 6.0 f enzy!ox;tt) r:sothlzj‘z;lc-.*-ti-clzarboxyllc acn; amnéc;g{ 81 é hol i B 4-vl - hent vl
uor o- 4- e, -benzyl o 1- 4- vl - hepty
d SO BT mO R PR e B P Rer A5
é ?:21&6 ([))?fl uorcpréby:]mutemy} nsdsmaam}d-oxgtbe@hc[a’erd(aMdmr pholin-4-yl-butyl)-ureido]-i
sot hi azol e- .
5-(3-(4-[Bi & (2- hydro S Go8 @H&o&%k o “‘VB‘?"&"a}‘ B T  o- 4- met
yl - benszhnd@ty)-lscsmzmeaﬁz@ﬂrww@etd 9@»@94 ic acid am de;
3-(2,6-Difluoro- 4?55{4 zﬁw&a&},ﬂéwl-pﬁr&.&n‘} y[)%mbuybreﬁayélw Suub-Ryhetiyi-nO] - bu
i'azo

tyl}- urei do carboxylic acid

5-[3-(3-tert- BLRW%Q’FVM%P—“B?@W Jarhpxdic aep a@'de'z 6-di f uor 04 net hyl - benzyl oxy) -
10 isothiazol e- 4‘ (S)lll-lydiox?ipipénm Bbutyl]-ureido)-3-(2,3,6-trifluoro-4-methyl-benzyloxy)-
3-(2,6-Dif|é1 q d‘y {‘] g 3-[4-(2-net hoxymet hyl - pyrrolidin-1-yl
)-butyl]- s°t'ﬂ?zé?‘e' o3 l?°§ R4 58148t 4 carboxylic acid ani de;

(2, 6-Di f1 uor 04- metspH4-tesiyydxgmpthy pipbddin- muy&weuwﬁ-(@@ﬁtvﬂum $remethyl-

| )-butyl]-ur 0 S boxylic acid am de; 15
(2,6-Difl uorgﬁeg ﬁr%{()Hscfthn%zo!e-P J?:B&?%g%fémﬁgf 4- di hydr oxy- p}t/,rrol idin-1
|)-butyl]- 5-[3»(3 Cyclohexylammo-propyl)—ureudo]-s (236-tr|ﬂuoro-4-methyl enzyloxy)-

isothiazole-4-carboxylic acid amide;
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benzyloxy)-isothiazole-4-carboxylic acid amide;
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isothiazole-4-carboxylic acid amide;
35 3-(4-Chloro-2,3,6-triflucro-benzyloxy)-5-{3-[4-(3-hydroxy-piperidin-1 -yl)-butyl}-ureido}-
isothiazole-4-carboxylic acid amide;.
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25 3-(2,6-Difluoro-4-methyl-benzyloxy)-5-[3-(3-dimethylamino-propy!)-ureido]-isothiazole-
4-carboxylic acid amide,
3-(2,8-Difluoro-4-methyi-benzyloxy)-5-[3-(3-hydroxy-5-isopropylamino-pentyl)-ureido]-
isothiazole-4-carboxylic acid amide;
3-(2,8-Difluoro-4-methyl-benzyloxy)-5-[3-(3-isopropylamino-propyl)-ureido]-
30 isothiazole-4-carboxylic acid amide;
3-(2,6-Difluoro-4-methyl-benzyloxy)-5-{3-(4-(4-methyl-piperazin-1-yl}-butyl}-ureido}-
isothiazole-4-carboxylic acid amide;
3-(2,6-Difluoro-4-methyl-benzyloxy)-5-{3-[5-(4-methyl-piperazin-1-yl)-pentyl]-ureido}-
isothiazole-4-carboxylic acid amide;
35 3-(2,6-Difluoro-4-methyl-benzyloxy)-5-{3-[6-(4-methyl-piperazin-1-yt)-hexyl]-ureido}-
isothiazole-4-carboxylic acid amide; .
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o



5-{3-[4-(3-Hydroxy-pyrrolidin-1

-yl)-butyl I -wosbdedee 3- (2, 3, 6-tri fl uoro-4-net hyl - PCT/IBYY/00797
benzyl oxy) i sot hi azol e- 4- carboxylic acid am de;

5-{3-[4-(3. 4-Di hydroxy-pyrrolidin-1-yl)-butyl$-ureido}-3-(2,3,6-trifluoro-4
-nmet hyl - 20 benzyl oxy) -i sot hi azol e- 4-carboxylic acid am de;
5-{3-[4-(2-Hydroxynet hyl -pyrrolidin-1

-yl -butyl]-ureido}-3-(2,3,6-trifluoro-4-nethyl -

benzyl oxy) -i sot hi azol%ﬁ43'§a¢|myﬁm@°ﬂmpﬂ)-9[ﬁid@lé‘(2 6-difluoro-4-methyi-benzyloxy)-
5-{3-[4-(2-Hydr O%Mﬁ‘iﬁ‘io@d-cd%d&ﬁfc'a@i‘d%h{lde

-yl)-butyl]-ureido}-3 & trifluorod-meth geel ) .

benzyl oxy) -i sot hi azol @4 l‘e@%&mw -RROPYOX P thel3-(Smethyl-2,5-diaza-bicyclof2.2.1]hept-2-

3-(2, 6-Di f1 uor o- dyrpredylputeidopisdtibeoierd corbbdtie@id whiagir ei do) - i sot hi azol e 4
carboxylic acpd

3-(2, 6-Di f | uo? 04- met iﬂ/& %mhykl{egql%ytﬁuretdo-lsothlazole-lt carboxylic acid amide;

- met hyl - pyrrol i di n- 2-3/2)6-Rifloyd-4-methgi-skdzyloxy)-5-(3-ethybodeltb pisathiezole-s-@akdoxylit i Cacid
acid am de;

3-(2,6-D fluoro- ﬂ"méhyl benzyl oxy) - 5-[ 3- (2- di et hyl am noet hyl ) - ur ei do] -i sot
hi azol e- 30 4- car b@((yﬂqhlprcaz,ﬁﬁﬁ|ﬂaqnodaepzyloxy)-5-[3-(3-cyclopropylammo-propyl)-ureldo]-
3-(2,6-Di fluoro- ﬁotﬂ%ﬂﬂcaﬁﬁ%&f é)nd% [3 (4-di net hyl am no-butyl)-ureidol-is

ot hi azol e- 4-car boxyl it aci

3(2, 6- Di f uor & 4- net hyi-B#¥E zglqpmym{psoqmﬂ(eamh%ﬁﬁrwﬂ@f%4meéhzhb%zww)o[ 2.2.1

] hept 2- y.gam,mrewaaruégﬁb%mlaﬁﬁehl azol e-4-carboxylic acid am de; 35
5(3--[Bi 2- hyd t 6-trif 4- et h
T eyl o) i Sthks b Bt et oA e Tuo et smiRolpron
-116- ureido)-isothiazole-4-carboxylic acid amide;

5-{3-[3-(5-Met hyl - 2. c 2.2.1 (g idot-3-(2,3
6-trifluoro-4- % (%g%ﬁyupr 'ée:%‘zy (b)?%quxy]f ﬁ & fen?% car)(')%th§5’ g@m i?’&"’f’}‘

am' de; 15 ureido)-isothiazole-4-carboxylic acid amide;

3-(2,6- 0 {1 vor o- 4- e MlerbRNZ baibeehiAndar ShaTS el RBoR e Ry PRk G A0] -

sot hi azol e- 4-carb

3-(2,6-Difluoro- M°WWP¥'5@%§§H'W¥DQWP@¢(@"F%WW 5-i sopr opyl am no- pent yl

) - ureido] - ' SQSt (BioRABRI-£3 é'tﬁfﬂ&#écﬁéﬁiyl&y)a@[e%@iﬂr 75-lsopropylamlno-pentyf)-
5-[3-(3-Cycl ohex ro eidol-3-(2, 3, | uor o- 4- et hyl -benzyl o
xyg - (-0 i sot%?‘g") 'a%'%“g%?’ﬁff'? Ec’da%"f"ﬂe'gm de; Y Y

3-(2,6-Di fl uzoo- 4- rremﬂyicnbm&-ﬂmwwéniy&xj)»’ﬁ-[s-mpﬁdamu1ewrbnopylpmreiayj-i}ettiaailealo] -

10 i sot hi azole Q LE acid am de;
5- [ 3- ( 3- Ami no- prop°1“§a zl‘Jﬁ"g(él"lélo‘i 3-(2,3,6-trifluoro-4-met hyl - benzyl oxy) - i sot hi

azol e- 4- car box3y(#Coblorac2, ajsmgeabenzyloxy)-s-(a-{s-[ethyl (2-hydroxy-ethyl}-amino]-propyl}-
5-3-(2-(2- Ami no- &é:&l{?—%&%%xa%l@('clrb Jg,dgz 3, 6- tr| f1 uoro-4-methyl - benzyl ox
i sot hiazo car box c acl d am de;

)5/) [ 3- (4- Pyrrol di n- 1- yH3%RyMeth PMQH@]"ZS’J)(GQ‘Y&UGMPH‘@ $i&rirBuerprdrpgiiviberayiPKax y )
-i sothi azol e2s isothiazfte QaRONME béid amid; am de;

5-[3-(4-Dimethylamino-butyl)-ureido]-3-(2,3,6-trifluoro-4-methyl-benzyloxy)-
isothiazole-4-carboxylic acid amide;
5-[3-(3-Dimethylamino-propyl)-ureido]-3-(2,3,6-trifluoro-4-methyl-benzyloxy)-
jsothiazole-4-carboxylic acid. amide; .
30 5-[3-(3-Hydroxy-5-isopropylamino-pentyl)-ureido}-3-(2,3,6-trifluoro-4-methyi-
benzyloxy)-isothiazole-4-carboxylic acid amide;
5-[3-(3-Isopropylamino-propyl)-ureido}-3-(2,3,6-trifluoro-4-methyi-benzyloxy)-
isothiazole-4-carboxylic acid amide;
5-{3-[4-(4-Methyl-piperazin-1-yl)-butyl}-ureido}-3-(2,3,6-trifluoro-4-methyl-benzytoxy)-
35 isothiazole-4-carboxylic acid amide;



6{3-[3-(4 NEthyI pi perazin-1-yl)-propyl]-ureido}-3-(2,3,6-trifluoro-4-nethy
| - % S?lsot hi azol e- 4- carboxyiic acid am de;

5-[ 3- (4- Am no- but’yl") ur ei do] - 3- (4- chl or o0- 2, 6- di f | uor o- benzy| BGYRIYBYAT azol e
-4- 20 carboxylic aci d am de;

5-[3-(7- Am no-heptyl)-ureido] - 3-(4-chl oro- 2, 6 'di f1 uor o- benzyl oxy) -

i sot hi azol e-4-carboxylic acid am de;

5-[ 3- (5- Am no- pentyl)urel do] 3-(4-chloro-2, 6-di fl uoro-benzyl oxy)i sot hi azol e

- 4- carboxylic agid ap. -1-yll-b do)-3-(2,3,6-triflugro-4-methyi-
5-[ 3- (4- Ani no- but y! ur e| d I ?*?%wgmg' }pipgrazin-1-ylj.L %{ﬂe' o)be(nzy -iifluaro-4-methy

i sot hi azol e- 4- cabdrayielyl-isothigrale-4nsrerxyliczgid amide;
5-3-(3- Azepan- 1-yl - pr (2 4)[4-F§' l@}}d@@} pt%py(l)zplgbrgzﬂ-ﬂjlf butfI)-Reido) TR IBYE-rilRRZ meiky) - |

sot hi azol e- -car I C aci
5-[ 3- (3-Di et hyl ahmariow@ﬁpiﬁydwéi*f@ﬂiyuc@s'f’z"@dee trifluoro-4-nethyl - benzyl oxy)

i sot hki azol e- gtx@irRNidinl Cyl-pob)-@eii6|S-(2,3,6-trifluoro-4-methyl-benzyloxy)-
5[ 3- ( 3- Met hyl am no- prog;f ?rel Zyag;ﬁ tr(l fl uoro- 4- et hyt - benzyl oxy)-is
de

ot hi azol e- 30  13olpigz pexylicac
5-(3-[3-(2-Met hyl - pi ps*»[s-(dmydrbxys -bipgridinplyyi-peritel}-cree}es- (2 3, E3triffiora-4-friethgirbenzidaxek hy

| - benzyl oxy) 4- car oxyI ic acid am de;
3-(2,5-Difluoro- 3°1H‘Ef‘1?f’y'1la & t3-[4-(pyridin-2-ylamno)-butyl]-ureid

0} - i sot hi azol es-@‘Etayliuwmpb-B-(z,h&tnﬂumo%dmthysﬁenzyioxy)-isothiazole-4-carboxy ic acid
3-(2,5-Difl u%o get hyl - benzyl oxy) - 5- (3- [ 3- (pyri di n-2-yl am no) - propyl ] -ure
i do} - i sotﬁl Yol e- 4- car boxylic acid am de;

-117- 5-(3-Methyl-ureido}-3-(2,3,6-trifluoro- 4-methyl -benzyloxy)-isothiazole-4-carboxylic

5-[ 3- (6- Am no- hegé{&% IUéEI do] - 3- (4 chl oro-2, 6-di fl uoro-benzyl oxy) -i sot hi azol
e-4- carboxylic acid am d

3-(4-Chloro-2, 6-difl u@r(%ﬁ“ﬂ@ﬁ'@!‘ﬂf@ﬂ"’@m{'BaT‘ﬂQ](bBW HERARL-F3-dRYHSTMERYY 1 | - ur ei
do) - | sot biragel fs%ﬁﬁﬂ@mbdﬁhc%id@nﬁd& de; 5

3-(4-Cnloro- 253| SOE L: %%&%QRAQ&‘\Z 8@9%‘%”' &%ylgmegg}y:{ lzdé & ﬂuort)a-mn?h{'}q}eng‘&%l )-u

rei do} -
3-(4- Chl or o- 2, 3, Rothiakdid-4Lesrboxpiatylamidg) 5- ( 3- [ 3- (pyri di n-2-yl ani no) - propyl ] -u

Agvigee o263 " SFE A aRg R 5 B I oy gaprorc enayony,
ido)- 10 i sot hlsamiatcme-ﬂ—earamdqucldlamac&m d am de
3-(4-Cnloro-2, 6- di 1 ugt s BARGLLaHMeR2lndrsgHelaRiARH YRRy Bijiyiningy el do]

i sot h| azol e-
5 [ 3- (3- Ami n@0pr bigyll- 9f3190)mwpbdr¢élbeﬁf]’°§°"{2m'996 trifl uoro-4-methyl - benzyl ox

y)- i sot hi azol g1 fpqan lpb82iA 41 Breidd)23-(4-chloro-2,6-difluoro-benzyloxy)-
3-(3-Chloro-2,6-difl uor%[-az- PéiﬂAbp_ 3nzyg‘8§d%m el{3)l-53(-

“met hyl -pyrrol i dlsﬁth"z‘z%kf'é'ﬁfw)?’ucac'dam'de' ur ei do) - i sot hi azoI e4-carboxylic acid
am de; 5-{3-[4-(4-Acetyl-piperazin-1-yl)-butyl}-ureido}-3-{4-chloro-2,3,6-trifluoro-benzyloxy)-

isothiazole-4-carboxylic acid amide;
25 3-(4-Chloro-2.3,6-triﬂuoro-benzyloxy)-5-[3-(S-imidazol-1-yl-propyl)-ureido]-isothiazole-
4-carboxylic acid amide;
5—[3—(2-Amino-ethyl)-ureido]—3-(2.3,6-triﬂuoro-4-methyl-benzy!oxy)—isothiazole—4-
carboxylic acid amide;
5—[3-(4-Amino-butyl)-ureido]-3-(2,3,6-triﬂuoro-4wmethyl-benzyloxy)-isothiazole—4—
30 carboxylic acid amide;
5-[3-(5-Amino-pentyl)-ureido]-3-(2,3‘6-triﬂuoro-4-methyl-benzyloxy)—isothiazole-4-
carboxylic acid ariwide;
5-[3-(6-Amino-hexyl)-ureido}-3-(2,3,6-trifluoro-4-methyl-benzyloxy)-isothiazole-4-
carboxylic acid amide;
35 5-[3-(T-Amino-heptyl)-ureido]—3-(2,3,6-triﬂuoro-4-methy0-benzyloxy)~isothiazole-4-

carboxylic acid amide;



3-(3-Chloro-2, 6-di fl uoro-4-net hyl -benzyl oxy) - 5-[ 3- (3-di met hyl am no- propyl ) -

ur ei doj - © wolosygishy azol e- 4- carboxylic acid am de;
3-(3-Chl oro-2, 6-di fl uoro-4-nethyl - benzyl oxy) - 5- [ 3- (4- di net hyl g%wrll%”og?;l)
reido] 20 | sot hi azol e-4-carboxylic acid aniSde;

5-[3-(2- Am no-ethyl)-ureido] -3-(4-chloro-2, 6-difl uoro- benzyl oxy) -i sot hi azol
e-4- carboxylic acid am de;

5-[3-(2-Am no-ethyl)-ureido]-3-(2.5-difluoro-4-nethyl-benzyl oxy)i sot hi azol e
-4- car boxyl i ¢ &t 3-Diffvocdarap@balen-2-yimethoxy)-5-(3-[2-(1-methyl-pyrrolidin-2-yl)-ethyl}-

5 (2 (7- A no- et ul 144 kb incact b o- 4- ot hyl -benzyl oxy) -1 sothi azo

5-[ 3- (3- Ani no pr opyI ) -3l SiDfproSapithaien -y mebPeSFBH hydermpthykRy itz ol e

- 4- car box il aﬁhfyfeA-carbox lic acid amide;
3-(2, 5- II)|quoro4X:I“mk§/ﬁ o oggnz | oxy- Y

-{3-[4- (pyri di%-4-yl ar'P’r(ﬁl@)Q'ﬂyﬂma}’mﬁ?'@‘%rﬂwem@g)‘sﬁ Bdpmeliybtadig2ear boxyl i c
gm(g ?:m de; 2 6 c?lctyf'ofzz 1]hept—2—yl)-propyll -ureido}-isothiazole- 4-carboxyl|c acnd amide; but vl ] -
or o- i 1 uoro-henz 0 u - ur ei
0} - i sot hi azol e 669‘@82//?3” %‘?‘%\?ﬂ %y'ﬁ'%*hﬂ’g?"}’/ 3! 'py"° %l'bugy')'ure'%ﬁ'
3.-(4- Chl or o- 2, 3. w;zbbumamomazgﬂmyé S- {3- [4 (pyridin-4-ylam no) butyl]-ur
?Ilgg% ) I sothi az %'-(‘?,‘3-”01&’8%9%%&1§n-2"19dn9m§{%-9-‘i‘3-[3§imetnyl-wr%-§-@§{?aw-
1. A conpoidnd updidd}HisethiaeelertHcarboxylic acid amidg er r | : or a

h t |1 { 5
&hg; rer?‘r’]e‘;([ 'fo] ysagcgg<§£ei et A! nydrBiﬁéiﬁMQan%q E‘f}ly%@o)tdéf%rﬁ@fnﬂu&&elﬁn%tﬂg{ o

C2-Cerr] al kenylbenzzixyyisothigzolarsprhprylic agg @“(’@[ err]-Clerr] alkyl),
-(CH2) [err](Cerr]-Cg %'E_F-][ct -(3- Hydroxi’-juﬁér)dm-‘r—{dﬁ@][u%‘ ido}-642,B 8ttiflucrsenieth@denzyloxy)-
heterocyclic), -C(O (CHerr])[err Ch%rr Cerr] aryl), or
-C(O(CHerr])[ eﬁﬂ*{’@”ﬁéﬂajm c act ered heterocyclic), whereint is an

integer fromf to 5; SBB-rhiBylylaminotppopyipuieatopd-(2)8,6-trifluoro-4-methyl-benzyloxy)-
isothiazole-4-carboxylic acid amide,;
5-(3-[4-(3-Hydroxy-pyrrolidin-1-yl)-butyl}-ureido}-3-(2,3,6-trifluoro-4-methyl-
benzyloxy)-isothiazole-4-carboxylic acid amide;
5-{3-[4-(3,4-Dihydroxy-pyrrolidin-1-yl)-butyl}-ureido}-3-(2,3,6-trifluoro-4-methyl-
20  benzyloxy)-isothiazole-4-carboxylic acid amide; :
5-{3-[4-(2-Hydroxyrnethyl-pyrrolidin-1-yl)-butyl}-ureido}-3-(2,3,6-trifluoro-4-methyl-
benzyloxy)-isothiazole-4-carboxylic acid amide;
5-{3-[4-(2-Hydroxymethyl-piperidin-1-yl)-butyl}-ureido}-3-(2,3,6-trifluoro-4-methyl-
benzyloxy)-isothiazole-4-carboxylic acid amide;
25 3-(2,6-Difluoro-4-methyl-benzyloxy)-5-(3-methyl-ureido)-isothiazole-4-carboxylic acid
amide;
3-(2,6-Difluoro-4-methyl-benzyloxy)-5-{3-[2-(1-methyl-pyrrolidin-2-yl)-ethyl]-ureido}-
isothiazole-4-carboxylic acid amide;
3-(2,6-Difluoro-4-methyi-benzyloxy)-5-[3-(2-dimethylamino-ethyl)-ureido}-isothiazole-
30  4-carboxylic acid amide;
3-(2,6-Difluoro-4-methyl-benzyloxy)-5-{3-(4-dimethylamino-butyl)-ureido}-isothiazole-
4-carboxylic acid amide;
3-(2.6-0iﬂuoro—4-meﬁ1yl-benzyloxy)-5-{3—[4-(5-methyl-2.5-diaza—bicyclo[2.2.1}hept-2-
y!)-butyl}-ureido}-isothiazole-4-carboxylic acid amide;
35 5-(3-{4-[Bis-(2-hydroxy-ethyl)}-amino}-butyl}-ureido)-3-(2,3,6-trifluoro-4-methyl-
benzyloxy)-isothiazole-4-carboxylic acid amide;



includes 1 or 2 hetero noieties selected fromO S and -N(R[err])- with the
provi so t hat wio/v/62g9$0 atons, two S atons, or an O and S atom are not

attached directly to each other; said aryl and het er oc PETIBIMRjorg7r |
groups are optionally fused to a (Jerr]-Clejqgl aryl group, a (err]-(err]
saturated cyclic group, or a 5-10 nenbered heterocyclic group; 1 or 2
carbon atons in the foregoing het erocyclic noieties are optionally
substituted by an oxo (=0 m)lety the -(CH2)[err]- noieties of t he

f or egoi ng R[err] gro DR 33-' :H:ﬂ% BoR- 00 doulle. jple
bond where t is an 15@{% [ emer r% o}%&%&k ﬁgﬁ%{‘léﬁ@"f%?'gg'gﬁd%y gﬁrﬂ"'ow"1
groups, except Ff‘e"aﬂ‘@@\d‘?’i&’bﬁ@fh'??'%ﬁ%’!qxﬂ@taé@aﬂ'}del to 3 Rlerr] groups;
R2 is sel ected fromt 6101fﬁxbroﬂstm&h&kﬂ§éd 1# 3%1364 Shih&lorof\R)-iG & d) othiadle-Of
R - SO2( CHZ err C}aerr - errzya)r%e{sq -SQegr](Cf—l [err] (]5-1.2l &
menber ed het er oé‘y“@F oXyicarid pmidfid - ORerr], t is an integer rangi ng

fromO to 5, sthe -( Oﬁk{sm*ﬂubm«mem bé?ﬁyi Jl-Bf[@—(ff-@ﬁﬁbﬂpsfb@prB’leﬂrinﬂUWty()-ureldoj-
optionally inclu '2 on- car bon le or triple bond where t is an
i nteger from 2 t’sd’ﬁ‘&az°5ﬁ'o°afbﬁ@’"?6‘?de?j'8?%g Rlerr] groups are optionally
substituted by 1 to 3-[R{B3-Qycwtigglamino-propyl)-ureido}-3-(28,6-lRfeors-}-methgli-terzyny)- be

t aken toget her 'o;hrﬂaétlh%_cg' LLpgen o, which each is attached to forma
4-10 nenbered saturare cﬁ 1C of polycyclic ring or a 5-10 nenbered
het er oar yl ri ng(2 ﬁﬁwuenwmmyﬂbmylwaﬁw(3asmbf¢wlammoaro;oyl)~mreldgjs

optional I'y iqgcl ‘é@ﬁua]zolg-4-c%rb9€yhce£cﬁatnﬁc? Ffore] selected fromO S and -N(R6) -

in addition to the nitrogen and R2 are attached, said
-N(R6)- is optionally [%QA'D‘PO-DW‘WMOHR é-ﬁﬁ']ﬂugfﬁd"wh)é'béﬁzvtaw&ﬁw@g@!‘ﬁer as
sai d heteroaryl carboxyhcﬁd)é,l,pde said saturated ri ng opti onal I y may be

partially unsaturated including 1 or 2 carb on doubl e
bonds, and said satu ’c’t?‘ MW&)@&{&VW@‘M%&&Nﬁﬁ@m&ﬁﬂg‘%ﬂvh@na{'@w] group
of said - NofRi=2616 K )carbodlicacdmidenal |y substituted by 1 to 3 Rerr]
ro : e . . o =119-
R3 1S H O dPr] - er PPHrRgpIancoi B ppioa e rtsse-tymepyioeapiggyfomiazole-
(CHZ)[err] (C[e#m]asbﬁ*ﬂadid anigd; ), or -(CHZ) (5-10 menber ed

h I , Wh

opt onal Ly " norpubd el S b 30 S et S ang
-N(Rlerr]) - vvithenmlexmfsowagaje-ﬁmomfmcvamlde atons, two S atoms or an 0
and S atomare not a%-f;siﬁ%ﬁlnodﬁ Sy Srdi F]WT W&z%ﬁﬁ{oro. ﬁjox Cidely B0fs- 5

heterocycllc Rl err] E ps are ‘optiona err] aryl
group, a Cf éPr]capenlq sasidur Amide:Sdy 6T Mmo heptyl)-greigel-( '0& -ditporasbapariesy)-
het er ocyclic gr @uﬁmz&e@@argo,@wgmranmeorrs in the foregoing het er ocyclic

noi eti es areotlonall substitu an 0XO0 )t-
noi eti es of P @r‘é@%ﬁ??g%' eigp &W?éﬁﬁ%‘??@%%ﬁﬂ'é“&'&&e*

car bon- car bon deat_bcb)@noor ati | RinfideBIRU-AARDDUly!)ufeidOR3-(2,3,6-trilidhb-8GthyEtieasicdy)t O
5, and the fo_re 8%%90‘5[‘_%5&@@?0% d?re optionally substituted by 1 to 5

Rl err] groups; i s independently selected from

Clerr]-Clerp al kyl. 5ﬁ-@FP‘ZPPdE{1Qﬂ-pI})p}¢)M(QM43 (2.GB-t@ueror4-methdpenayloxy)-isothiazdie! o,

cyano, nitro, tpfla v@ J%:de trifluoronethoxy, azido, -ORerr],

-G ORerr], C‘? Rgzen}n{ OQ®err], -O(OQR,

-NR[err] S®2R[err], - M'@MWOEW -ureig)-&4:3, @(f@lwe}m‘ beoesdwﬁa[ err] R

-NRlerr]Rerr] ,,soth,azo,e_@g,g) Qlciilamigerein j is an integer ranging fromoO to

2, -SOerr]H -NRerr CH2) [ (Cerr]-

aryl), -SO2(CH2) [ err f’ladﬁcgg 'aqwqpv'}aqudylé d&ﬁﬂ&‘j"[’%ﬁ‘]"{"&@ﬂﬁ“&[@”}‘ﬁ“'&

aryl), -Q(CsR) [ searbokfic deioainide; aryl ), - (CH2) (5-10
5-{3-[3-(2-Methyl-piperidin-1-yl)-propyl}-ureido}-3-(2,3,6-triflucro-4-methyl-benizyloxy)-

isothiazole-4-carboxylic acid amide;

3-(2,5-Difluoro-4-methyl-benzyloxy)-5-{3-[4-(pyridin-2-ylamino)-butyl}-ureido}-

isothiazole-4-carboxylic acid amide;

35 3-(2,5-Difluoro-4-methyl-benzyloxy)-5-{3-{3-(pyridin-2-ylamino)-propy!}-ureido}-
isothiazole-4-carboxylic acid amide;



15 menbered heterocyclic), and -(CRlerr]Rlerr])[err] OR6, wherein mis an
i nteger froWoW962e9 and t is an integer fromO0 to 5; sp&ggf,g)gy 7group
optionally contains 1 or 2 hetero noieties selected from

-N(Rerr])- with the proviso that two 0O atdn®, two S atons, or an O and S
atom are not attached directly to each other; said aryl and
heterocyclic R err] groups are optionally fused to a Cerr]-Cerr]
aryl group, a Cferr]-Clerr] saturated cyclic group, or a 5-10 nenbered

het erocyclic group; Si3{§-Anbo-hedyi}tieridebA-(#ction-2 xdiluor-Yeprylany)-nghiazstest-ocycl i ¢
noi eties are og:g;bg La{dé,‘.ﬁgétl tuted by an oxo ( O) noi ety and the
al kyl, aryl and het'eroc Ic noieties of the foregoing err] groups are
optional |y substi tu@éﬂl‘ogvf%2§6'ﬂ%°’%’9%t"i°m&‘t3§4 fPdep%‘M'é@WPHP‘)géF%d from

hal o, cyano, niidokriazole-4-carbokylit béidigmigeret i hyl , trifl uoronet hoxy, azido,

drSer e, ST bhrshe} et AT R

-(CRerr] R err]néoirﬁzblk-@%bmbiﬂlxcmérﬁidm mis an integer from1l to 25

cach Rierr] 1 i ndepdhERiry s Bat i e i 2ol rgwem

- (CH2) [ er r ] ( Co-4isBlnizazolp-4axasbbXylic anidlamide; -(CH err])[err](5-10 nenbered

het er ocyclic wher gi i i b '

opt i onal 1y { el udes g7 EAnband S8EobAST Ty itz o B iRl
-N(R[ err]) -1Owi isqthigzeleAreaipoxdic adihamide; two O atons, two S atons, or an O
and S atom ar e not %I(L@ﬁuhﬁﬁb ﬂatﬂ&?&tbéﬁz'}l@xﬁ-%q&l( g@l@ﬁrop%tﬁo -Giy-yréigf) and
het erocyclic R err] groups are tionall'y fused to a (Jerr -C[err] aryl
group, a ( err [SOPfRpIFF-cERPXNIGEE tamide, cyclic group, or a 5-10 nenbered

het erocyclic group; sqan@g-Adife-bRp@emedy Rlr&is)13-(208iflubone-Methyl-benzyloxygxcept H,
are optlonally S 3 substituents independently sel ected

from hal o, '%Vé‘ﬁ&a'%ﬁ’fyf%mdﬁ'?‘i’? 'l uoronmet hyl , trifluoromethoxy, azido,
-C(Q Rlerr 15 - C( O OB{(2Lhipro-2,88M.0)d~}-aethll-benzyloxy)-5-{INRG Cir@yhipyrrolidin-2-yl)-ethyl]-

ON I'kyl . and
rerr]-Grerr] SkysehEiitababidad MaEETY PP L B Y

i ndependently H or gs[(éphlpr.oq Gdifidorad- Rv;1hyl-benzyloxy)—5—[3-(3 dirnethylamino-propyf)-ureido]-

-120- ,soth,azo,mmw,@a&m,w oviso that said conpound of fornul a 1
is not 1-nethyl- -car ba 5-isot hi azol yl )urea

o i o o o IO SR e Sy b aI Oy - Bulf Simeyiagmotbuby wradol:
met hyl - 3- (4ecarsbmr§wé-43ammm&&mesot hi azol yl ) ur ea,

T et byl -3 (4- car bR AP RET RN ARG epierrt - aﬁmrﬁ%w?'v"'é‘é%s%?%?% yl - 3

5 (4- car banoyarb@eyfeetcidyamide; 0) - 5- 1 sot hi azol yl) ur ea,

17 0 et hyl - 8- (4 OB EARARI A0 3'""3'.30%%20 SR obisgs

1- met hyl - Cafb@@'(&aclﬁmnyl 3- (i sopropyl t hi o) -5-isot hi azol yl ) urea.
2. A conpoggd accor QJ[:ﬂ? Mn&ﬁwukumgf(fs%m%h%éﬁyﬁ%z% JsbthlaBole-4-
i ona substituted by 1 or substituents

| k
ﬂlgreg)]encci:[eﬁ'[lrl/ S%P%‘i! -NR[err]R[err] -NR[err](CR Rerr])[err]OR err]

and 10 -(CHerr]) b4s- @]ﬁ(rﬁnolﬂommo?—d-(ﬂmmQhétl@)-b&ﬁi?lbﬁj)-&owahﬂe-&n
integer fromO tr@ 5|. . . 3. A compound according to claim 2
wherein R[err]C? X628 BV | om propyl, butyl, pentyl and hexyl, and
said R err] groups a-|(235-bmth»ro-ﬂﬂnhdtt;yl-mla}doiyb-ﬁ%{w-(byidﬁhi-«ﬂamiyb)ebmtyﬂﬂ;eidoydr oxy,

pyrrolidiny , L8] d ethyl - (2-hydroxy-ethyl)-am no
4. A corrpou!r)1d ggt(’:“g%ol n érp c% al m wherein Rlerr] is Hand R err]

]
-(CH2)[err](5-10 153-(4-%mérﬁe¢iﬂm@tt@nm)-5-&§—[4 (ml@nér%mlﬂﬂ)éumﬂruﬁem}eger from
0 to 5 said hgbRffeshboiudRd dnide;

3-(4-Chioro-2,3,6-triflucro-benzyloxy)-5-{3-[4-(pyridin-4-ylaminoc)-butyl}-ureido}-
isothiazole-4-carboxylic acid amide.
35



optional ly f‘gsed toa (err]-CJerr] aryl group, a (Jerr]-(lerr] .saturated
cyclic group, 08P/6289%_ 10 nenber ed het erocyclic group; angrasbgeemizer ]
group, including the optionally fused portions of said Rerr] group, .
is optionally substituted by 1 or 2 substituéfts independently sel ected

fromCerr]-C4 al kyl . hydr oxy and hydroxynethyl. 20 5. A
conpound according to claim4 wherein the heterocyclic noiety of said
Rlerr] group is selected from norpholino, pyrroridinyl, imdazolyl,

pi perazinyl, piperidinyl, and 2.5-diaza- CLAMZ ycl o[ 2. 2. 1] hept-2-yl, the
t variable of sai d R[err] AlcBrPoundBasStofiukm 2 to 5, and said Rlerr] group
i's optional Iy substituted by hydroxy, hydroxynethyl and nethyl.

6. A conpound according to claim1l wher Ryr] is
-(CHerr])[err](Cerr]-Cerr] aryl) wher t is an 25 integer froml to 3
and said Rlerr] group is optionally substijftuted by 1 to 4 Rlerr] groups.

7. A conpound according to claim6 wkerei erﬂ] i's _benzyl optionally

in

substituted by 1 to 4 substRrident \I nYEpen N 'Rel ect ed from hal o
and Cferr]-C4 al kyl. 8. cogpoundffaccording to claim?7
wherein R3 is benzyl substituted by 1 to'4 Qubstituents independently
sel ected fromnethyl, fluoro, chloro and brono. 30 9. A conpound
according to claim1l selected fromthe group consisting of.

nmesyl ate salt of ora pharmaceutlcall acceptable salt, prodrug or solvate thereof, wherein:

3-(4-Brono- 2, 6-difluoro-bepz -5-[3-(4-pyrrolidin-1-yl- butyl) -
ur ei do} - i sot h{ azol e- 4*E5 %gb% aci d ani de;
5-{3- [ 3- (4- Met hyl - pi pRiri@Bi Q& alkyl, C;-C,o alkenyl, C;-Cio alkynyl, <C(O)(C,-Cyo alkyl), (CHMCs-Cio

-yl ropyl rej Qr o-4-
b)én)zylooxsgl-} sch)t hlnﬂg} fCQH ﬁﬁé@r %Sg?g?eéc%585"8”5%19dg(%)(gﬁwl(cfcw aryl), or -C(O)(CH,){(5-10
3- (4- Chl or o- 2, 6-rgrhtenssy betb'ecvspd).owlygrén ¢ 3{ 4n [ireedey frofn20 oy Er sadg'-ae:yﬂ‘grb@p aprivraty] - b

?&gll} j ur ghdifebs it 5&”2“\6?%9 bﬁseﬁescf’é f@@é ¥|Jﬁh(b acheh ?«ma‘i Wwith the proviso that two O

benzyl oxy) - 514 3-4i@og, @ etags- gsiap Orand Sratom ypyow@wnpwemle tedesich other; said aryt and

i sot hi azol e- 4- caye HicR'afrbus 3R Sftionall fused o a aryl grou aC atyrated
3-(2,5-Di fl uoro-4- h I-ben&zz’yl oxgﬁl y ?ﬁ H rgx p 5 splljr?)grglyzc%'cn 1

-yl ]-butyl)- 9'°“pu1°é|ad5‘) i "BsRher zB‘?t%QQYF't‘,’aQ"B‘dB(yﬂ P& 23¢9 "aﬁ‘P@}é in the foregoing

3t g 2, 5- ID|f| uor 0-rwétefﬁﬁ':yflwmdm{@iafb@mbha@sﬁb%u&éd gy aRbivy(=oymBrtynBX Y(CH; ).umefb&@brl S
ot hi azol e-

o (ol uor o- 4- mit5(eBRER Y rafits Opkstel ke 2 oo gaen bSO EPI PO URERS s o
hi azol e. 4- 15 Integar o 2Ito §; anditie forepalre; R groups, except H, are opticdally shbstiiied by ©@l3t
of 3-(4-Brono-2,4 g h L.uoro-benzyl oxy)-5-[3-(4-pyrrolidin-1-yl-butyl)- 10
ur ei do} -i sot hi azol ‘carboxylic acid am de;

3- (4- Chl oro-2, 6-di f | (ir is- belerted Gam) the- l[SB-O(ZSUWtUBG(BIWDYIdéﬁ in the definition of R,

-yl - butyl d 5
SY(4 ut ?/Ozourz e|6 gq) ﬁ%rd; cﬁ‘egﬂyﬁ -éogcug&s-w%j\é:ﬁﬁz&d h&ﬁr@ cﬁﬁ)géeﬂrdd‘?m tjs an integer

- yI ) - propyl ] - ur &nging-from 0 to §, éfl?t m@et@scﬁi s@gﬂgpleg |qaowmoq@nalhf imlude a

3- (4- Chl or 0-2, 6-cdiobh-uRbET MBIEYJrerbYé bo'ad {WBeretlslan integer from 2 to 5, and the foregoing R?
-methyl -pyrroli %l'ort]xpg al)é o%:tlonaw/ sul:st:tuted by 1}to 3 R* groups;

or R' and R? may be taken together with the nitrogen to which each is attached to

form a 4-10 membered saturated monocyclic or polycyciic ring or a 5-10 membered heteroaryl

ring, wherein said saturated and heteroaryl rings optionally include 1 or 2 heteroatoms

25 selected from O, S and -N(R®)- in addition to the nitrogen to which R' and R? are attached,

said -N(R®)- is optionally =N- or -N= where R' and R? are taken together as said heteroary!

group, said saturated ring optionally may be partially unsaturated by including 1 or 2 carbon-

carbon double bonds, and said saturated and heteroaryt rings, including the R® group of said

-N(R®)-, are optionaily substituted by 1 to 3 R* groups;

—_—
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I sot hi azol e-4-carboxylic acid am de;

3-(2, 6-Di Tl werdsys: thyl - benzyl oxy) -5-[3-(4-pyrrolidin-1

| -butyl)-urei dg???sot hi azol e- 4- carboxylic acid ani d8CT/IBIY00797

- (2, 6-Di fl uor o- 4- net hyl - benzyl oxy) - 5- [ 344-{43: hydr oxy- et hyl ) - pi perazi n-1
]-butyl}- 20 urei do)i sot hi azol e-4-carboxylic acid am de;

(4-Chl oro- 2, 6-di fl uoro-benzyl oxy) - 5- [ 3- (3- hydr oxy-5-pyrrolidin-1

) -pentyl)ureidol - i sot hi azol e-4-carboxylic acid am de;
2

f
bﬁta i uor o- 4{;@&2 E‘é‘zxukwq)cw aa&e%yité é1., a(&yrw; hwirzﬂzsycawupu geB-10

Chl or o- 2, 6mgmberad hetetserrigh yRgrpinst lfsﬁﬁ[ 'ateeg flP"éjlth?d? osaﬁ ﬁ&‘fY‘r%'Pﬁ'RjPﬂ'°fla"§/| )
|5] 5l Ufnﬁth@é%%% or: §§ét§b %fdi@t@s Qelé‘c?é@@di\y blzsha’hgl N(Rfmwiﬁ tll'ue proviso Ithat two O
uor o- 4- ne -benzyl oxy) - - (2- [ QX - pyLr oL din. 1-
tyl]- SoEp MRS P S DT A laeb Sy e S S &y~
g:h![ olr o- g 06h6iérfal:y¢m:(rj R @exﬁp‘sydr@»m)onﬁl}y{fﬁee[déle @265:@1(;1 royk groep, ey Cs-By satodated icyelia.
ut yl - urei i sot | C ;
DU 20 k518 S RPAR PSR R L 2RI i
butyl]-ur eheta}:)eychc moieties st dptienathy) subsdtitded bwawdmd-@b’n etyrthel e(CH,) mouettes of
Bromo- 2, 6- gifel, g%?{ C%%Aa d? m[:zﬁaé g cé}é&nr Ll Joubha ¥ riPidbbhd whidEtidad - |

azol e- 4-
6- Di f| uor omlP-ngftOInyZ to@eamyh@%gppmsg Bégremswnmaﬂssﬁsa@rﬁd&wﬁ ta 5 o79uRsi v |
ido]- 49 |sotBiaZelieindesrbday XbleQed b C0,08kyl, C,-Cy, alkenyl, C,-Cy, alkynyl,

5-Di f | uor obdlongYaRgr Nien Alugseethyl. ¢ tefiyoromethony. 28, OB} &P . FOIOR:
pentyl)-  NRSc eRd0]oc(@m5h|&Re$@R4 CSO MBS, | NRACIAJRAMEIOINRSR?, -NRR®,

L 02, e DR olad ek 4 2 SHEOKATRI R DREA e 51
e

(

-y
-y
-y
-yi - 0) i Sot Ar azo
4-
buty

(
(
1) -
(
(

2
b
4-
yl)-
2,
yl)-
4-
hi

u
(
ot hi
(2,
)ure
122-
(2,
y
- (
y u
-( I 5-Di fl uor 0544) MesONCHNERLY) @ry) 5S(BLL(Cs-Cat yl)- (R(GH:KCo Ly @ntily | CHaNE1I8] -
t 13 n
( )Chl or O- 15 6! %mg Ld hgtgr Oin% fgﬁﬁf)mkhé}gﬁgig é?ﬂhtqser from 1to5andtisa
(
(
(

uoro zy1ox g Rlperl din-1
xyl ) - ur ei disfeger from 0 tg @,@amaﬂq reumon&'arpaﬂm«;ntws g5 8 helgfogroieties selected from

u

romo-2.3 Pglahd fl\l(ﬁ‘?-r »thtiﬁé"ﬁflﬁ\'nﬂi(t)ﬁt‘tﬁo b%ic[n%‘ %@Bfoh‘#] or@h@ér&ils Btorh are not

B
propyl]- 10 do}-isot hi azol e- 4-car bo
6-Di fl uor Oanacﬁgq quuygg ﬁi‘iﬂ %W) said w apg h?tarogé{uhé' Q'BPE?e‘?’ﬁfPW"T"V fused to a
pgopyl ) - ur eicgl Q}oaryi group, alﬁ% batararel eyclic gm;braxa 5i10 nmbaredrhietbeqcyclic group; 1 or

2pen'|[:)| yr l) Léﬁ FCFB;EE“ a%ms in t PWP%% F%t %c)%gcf B\él}%{l Osi(%'ea gﬁ%faépgt%?ghtﬂtfé by an oxo

3- (4- Pyrrol i ¢0)-nioiety; and the alkyl, aryl and heterocyclic mouehes of the foregomg R* groups are
butyl)-urei g&]ongly(sabs%tuﬁedt!{y ‘T {ou? E&sﬁumg Wépeh@émy ls@gted feh rHai?bz ijé'?m nitro,
trifluoromethyl, trifiucromethoxy, azido, -NR°SO,R°, -SO,NR°R®, -C(O)R®, -C{O)OR’,
-OC(O)RS, -NR°C(O)R®, -C(O)NR°R?, -NR°R?, -(CR‘R’),,,ORé wherein m is an integer from 1 to
25 5, -ORS and the substituents listed in the definition of R®;
each R® is independently selected from H, Cy-Cyo alkyl, -(CHM(C¢-C,, aryl), and
~(CH,)(5-10 membered heterocyclic), wherein t is an integer from O to 5; said alkyt group
optionally includes 1 or 2 hetero moieties selected from O, S and -N(R®)- with the proviso that
two O atoms, two S atoms, or an O and S atom are not attached directly to each other; said
30 aryl and heterocyclic R® groups are optionally fused to a C¢-C,, aryl group, 3 C,-C, saturated
cyclic group, or a 5-10 membered heterocyclic group; and the foregoing R® subsituents,
except H, are optionally substituted by 1 to 3 substituents independently selected from halo,
cyano, nitro, trifluoromethyl, trifluoromethoxy, azido, -C(O)R?, -C(O)OR®, -CO(O)RS,
-NREC(O)R’, -C(OINR®R’, -NR®R’, hydroxy, C,-Cs alkyl, and C,-C, alkoxy; and,
35 each R® and R’ is independently H or C,-C; alkyl;
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4-car boxylic acid am de; 5-[3-(3-Hydroxy-5-pyrrolidin-1
-yl - pentyl) woedebsde 3- (2, 3, 6-trifl uoro-4-nethyl - :
benzyl oxy) -i sot hi azol e- 4- carboxyl i ¢ aci d am de; PCT/IB99/00797
3-(4-Chl oro-2, 6-di fl uoro-benzyl oxy) - 5-{3- [ 344g2- met hyl - 2, 5-di azabi cycl of 2. 2.
1] hept-2- 20 “yl)-propyl]-ureido)-isothiazol e4-carboxylic acid am de;
3-(4-Chloro-2,3,6-trifluoro-benzyl oxy)-5-{3-[3-(5-nethyl -2, 5-di aza- bi cycl of

2.2.1] hept - 2- yt) - propyg- urei do}-i sot hi azol e- 4-carboxylic acid am de;
3-(4-Chloro-2,3,6-tri | Q3 g : et
hyl ] - ur ei do) - it 49F Do %}gr&’g’péﬁ"’g&g{aﬁm t"1’<ﬁ°7‘ Rhd5 Y Bsitamiyls-

3- (4- Chl or o- 2, 3 280Ky Pispihisrelilvestz y | bkgw@yf%(%csrqs\y\ovioi ethony-Stisgthiazslyyred. urlei d

o] -i sot hi azol e- methyl-s et W;ﬁrb;fb S-isdthiZbiiRirea, 1-methyl-3-(4-carbamoyl-3-(methylthio)-
3-(4-Chloro-2, 3,6 7 ﬁw y (rrethTy #roy 'lo)n-l

-yl )-butyl]- S {Y@Hr e enﬁz”dﬁ égfﬂa'é%x" 'cS?%éM"P'B}/%@H"a&H'V’MGa- .1-dimethyl-3-

5-{3-[2-(1 & (4-carbamoyl—3 (ethyltmo) S-isothiazolyl)urea, -methyl-s (4-carbamoyl-3- (propylthao)-s-

;(y'v)e E h%lo- pyr Ir gloi g'nzag?iélhﬁeac éply%:lzvfi'yl- -(‘gtc‘:%r!aar%q&f agoropyﬁhno)- -|sotFtazjyl)urea Xr i-m%trl!mzlyl ©

5-[3-(4-Di net hdem:arbarbmyu -PH(isopmpgithib)-p-isdth{e2oigl)used. r i f | uor o- 4- met hyl - benzyl oxy)
i sot hi azol e4- cg\rég

5 [ 3- (3- Di met hyl am no- pro%ﬂnd%w’%&&g} g]aﬁb gh%e'f' 8"%R1 'sr?étwlkyb%pﬁ?%")bxy

) - i sot hi alzhﬁtltetedbudrqoéﬁywatltyefaemdemndwy s%ted from -NR°R®, -NR*(CR°R")OR® and
5. [ 3-(3-Hydnoxy=(Bri)30ps ABROHN RES9aRAMSIA rERintkabe il gog. 6- L 11 T uoro. 4-me

t hyl - benzyl 0x )1 sot hi azol e- 4- |c acird am de;
y y g
-123- A compound according to clalm wherein R' is selected from propyl, butyl, pentyl

5-[ 3- (3-1 sopr opy# ChnBrsﬁlBR" bmwsea-éi@}.or%u)( Subdtitfied Byl dithetRyigniflo, WHdrbly! syRefmyl 0X

Iy% 3-f 4- (4- et ﬁ;%@ﬁﬂ'@? 257 RORE Wfroxyetyyamins,

-yi)-butyl -ureido) - 34( ZA&:oﬁmpbwridféddadnﬁg% R Y whe@BiRYRDIY H and R’ is -(CH,)(5-10
gs?gzzale (eég Hy@r :5%;}4 th%ggFI%cycgf)pg/})%%lpﬁ 1:'1 an integer from 0 to 5; said heterocyclic group is
.yl -but yl) - ur ei opiiprdlly ised fba Cg-Cf; tanyd group! -an@y- Gyydaturated cyclic group, or a 5-10 membered

ge?gyl( gx?%; Ir 2 ﬂ @Eté%%}cﬁ: g‘}oéb%ﬁos)éw#’ Eroﬁﬁ: lrﬂlu%mg%% 'optionally fused portions of said R' group,

-yi - propyl ) - ur el Refiorgilly suigstitgted riyvb 0p 24substitiepls- bdepepdenty )selected from C,-C, alkyl,

|soth|azole4cd ¥hd SvdrfxdHetgyn de;
5-[3-(4- Hyd mg?ger!fydfdr;fyl I%{n-pentyl) ureido)-3-(2,3,6-trifluoro-4-nethy
10

| - benzyi oxy of ﬁ?’ﬁ%P‘éa"@@iﬁg Isiimi4wheesinthe hetgeocyciic moiety of said R' group
3- (4Chl or o- 2, 6-idlidelested Q‘obﬁmEMhdﬂW )pyRolibiidy!( ﬁ‘mdldiblﬂ aFlﬁéraimyl plpendmyl and 2,5-diaza-

U L b BSR4 Frben 1 ks o
- met hyl - dptioreajly m;&uwmmdra@uhyemﬂymmwml aci d am de;
6. A compound according to claim 1 wherein R? is -(CH,){C¢C,, aryl) wherein t is an
25 integer from 1 to 3 and said R® group is optionally substituted by 1 to 4 R* groups.
7. A compound according to claim 6 wherein R® is benzyl optionally substituted by 1
to 4 substituents independently selected from halo and C,-C, alkyl.
8. A compound according to claim 7 wherein R® is benzyl substituted by 1 to 4
substituents independently selected from methyl, fluoro, chloro and bromo.
30 9. A compound according to ¢iaim 1 selected from the group consisting of:
mesylate salt of 3-(4-Bromo-2,6-difiuoro-benzyloxy)-5-[3-(4-pyrrolidin-1-yl-butyl)-
ureido}-isothiazole-4-carboxylic acid amide; )
5-{3-[3-(4-Methyl-piperazin-1-yl)-propyl]-ureido}-3-(2,3,6-trifluoro-4-methyl-
benzyloxy)-isothiazole-4-carboxylic acid amide;
35 3-(4-Chloro-2,6-difluoro-benzyloxy)-5-(3-{4-[ethyl-(2-hydroxy-ethyl)}-amino]-butyl}-
ureido)-isothiazole-4-carboxylic acid amide;
T
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15
3-(4-Chl oro“(@gg;‘n@-otrlfl uor o- benzyl oxy) - 5- (3- (4-(2- hydroxmetgér ” er| din-1

-yl)-butyll - ur ei do}-i sot hi azol e-4-carboxylic acid am
3-(4-Chloro2,3.6-trifluoro-benzyl oxy)-5-134§3- hydroxy-5-pyrrolidin-1
-yl -pentyl) - ur ei do] - | sot hi azol e-4-carboxylic acid am de;
3-(4-Brono- 2, 6-di fl uoro-benzyl oxy) - 5-3-[ 3- (4- net hyl - pi perazin-1-yl)-propyl ]
-ureido}- 20 i sot hi azol e- 4- car boxylic acid am de;
3(26D|fluoro4rre§ ,op(ﬁ@ 41m my{ ) -
et hyl ] -urei do}- &lyés% azo Zy@g?)g%{fﬁ?l C g@??@é}az b &Ho&mfbrédé;
3-(2,6-Difl uord§‘2¥b'ﬁ§9{9r'l’y?aﬂl?é¥ff)?F'6ﬁ9‘)de’6 [ 3- (- di met hyl ami no-butyl ) - urei do}-is
ot hi azol e 4- cag. Wﬁum%ﬁylfﬁgh%x )253(3-4-[4'(2-hydroxy-ethyl)-ptperazm- 1-yl)- butyJ ]

o] -i

e NG

3- (4- Brono- 25 3, 6- t 1 i 3-{2i5Dilluckepmgihghbphzylox]) - [346-pitietholainthorheky Mirelolt isdthisdor: dO]
-i sot hi azol e- 4l car bO)%I ic acid am de;

3@(Mm023€mmﬁ%% enzyl oxy) - 5- [ 3- (4-i mi dazol - 1-yl - but yl ) ur ei do] -
i sot hi azol e. 30 L-Eeidpmdr-metbyldenzyioay)H[8:(5-isopropylamino-pentyl)-ureido]-isothiazole-4-

3-(4-Chl oro- 2, enzyl oxy) - 5- (3-[3-et hyl - (2- hydr oxy- et hyl ) - am no
]-propyl}- %aﬁoo%l:ﬁé&?érﬂg%t hi azol e- 4- carboxylic acid am de;

3- (4- Chl or o- 2, 3, 6-t rhyfnoghinride l§é’hnyif'(ﬁx%r?mgi@WFQW%UWY)@BI’@@V@%W"& YputyD-ami
n0] ~propyl }10 - ureidopiofidiad aicabifedad dds;car boxyl i c acid ani de; 35
5-[3-(3- Met hyl am no 0 ureido | f| uoro-4-nethyl -benzyl oxy) -
i sot hi azol e- ﬁ'@%ﬁ‘i"@“%ﬁl’ﬂ’z&'m‘y@‘é [3- (4-pyrrohdm 1-yl-butyl)- urendo]-lsothuazole-4-
-124- carboxyllc acid amide;
Dy A T h e G HRE S B by i oot teropthref |
5-[ 3- (4- Di et hylisothizwoleldartoxylic neid aoie;3- ( 2, 3, 6-tri f |l uor o- 4- met hyl - benzyl oxy) i
sot hi azol e-4

3.(2,6-Dfl usor 0-4- rret(%'qﬂ%insg oxy?-r%%gﬁ(s és'béFr?%Tyl'ﬂ)("o"Tn y')'e"gdyulr?d rei doj
-i sot hi azol e- ‘s°ﬂ1'32°|4'4c¢§ﬂ1§wllyﬁ¢l%3fa'é¢»d ami de; . .
3-(3-Chloro-2,6-difl raruiﬂummém BB lof ﬂ[?h}%%jﬂ@ﬂdﬂdi-?ﬂd&(ﬂ@@fﬁ&%&%ﬁ%‘e# ure

i doj - i sot hi azol e- 4- car boxylic ac
5- (3- (4- [ Bi s- ( 228 'Biﬁd i#81 ) ami no] - but yl } - ur ei do) - 3- (2, 6-di f| uor o- 4- met hy
|- 10  benzyl Oxy) - |5(9'Gl’Dmilé@@m&hﬂaémm&ﬂﬁs-@GMZ-&W&@rethyl)-piperazm- -yl-butygnd

t he pharnmacgutic % 'h rugs and sol vates of said
conpounds. 2" ! o) lolials 'i cal conposition for the treatnent

of a hyperprolifer ata-(ué:hwcsms-dnﬂmom-uerayloxy)-s-[s (Senyraky- &hyrodﬁdlod Hﬂb)FbmtyQ-uaeido}-
e e el SR ABoRRUY ofl” SoPound according o claim 1
3-(2,5-Difluoro-4-methyl-benzyloxy)-5-{3-{4-(3,4-dihydroxy-pyrrolidin-1-yi)-butyl]-
ureido}-isothiazole-4-carboxylic acid amide;
25 3-(4-Chloro-2,6-difluoro-benzyloxy)-5-(3-[4-(3,4-dihydroxy-pyrrolidin-1-yl)-butyl}-
ureido}- isothiazole-4-carboxylic acid amide;
3-(2,5-Difluoro-4-methyl-benzyloxy)-5-{3-[4-(2-hydroxymethyl-pyrrolidin-1-y!)-butyl)-
ureido}-isothiazole-4-carboxylic acid amide;
3-(4-Chloro-2,6-diflucro-benzyloxy)-5-{3-{4-(2-hydroxymethyl-pyrrolidin-1-yl)-butyl]-
30  ureido)-isothiazole-4-carboxylic acid amide;
3-(2,5-Difluoro-4-methyl-benzyloxy)-5-{3-[4-(3-hydroxy-pyrrolidin-1-yl)-butyl]-ureido}-
isothiazole4-carboxylic acid amide;
~ 3-(4-Bromo-2,6-difluoro-benzyloxy)-5-[3-(4-pyrrolidin-1-yl-butyl]-ureido}-isothiazole-4-
carboxylic acid amide; :
35 3-(2,6-Difluoro-4-methyi-benzyloxy)-5-[3-(4-hydroxy-5-piperidin-1-yl-pentyl)-ureido]-
isothiazole-4-carboxylic acid amide;

—_—
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15 11. The pharmaceutical conposition of claim 10 wherein said

hyper pr ol | Wersajs2s9¢ di sorder is a cancer selected frorpcblrn%bg,omgyng
squanous cel |, bl adder, gastric, pancreatic, br east neck
renal , kidney, ovarian, prostate, colorect@h, oesophageal, gynecol ogi cal
and thyroi d cancer. 12. The pharnmaceutical conposition
of claim 10 wherein said disorder is a non- 20 cancer ous
hyperproliferative disorder 13. The phar nmaceuti cal

conposi tion of clai ﬂﬂ@DW&BQLﬁelﬁﬁ’-béﬁzﬂb?&S@ﬁ@-(BfﬁnOd o ?Qﬂdln- -yl-pem/l?er plasia

of the skin or prostate reatin
hyper pr ol i f er atiefe-sthigolecd-carppxyicagidgidenni ch conpri ses adm ni stering

to said nanmal a th@(mﬂbkblmlht)brdfﬁJn%x&)@ﬁﬂﬁ%ﬁidr&iynﬁth?l?%ﬂﬂd -WBegndi ng
he

to 25 claim od of claim 14 wherein said

method is for P'ﬁ@°’f‘?°§'é?zr?‘§rﬂ'°"l5'?°"éi"°@&'ﬂ@E‘l‘de sel ected from brain, squanous

cel |, bl adder, gast:;-(zcs-oqﬂadis-meﬂémwbenbylm;s -(3-faqetlyl-(2agdtoxy-ethyl)- anm&mmageal
prostate, col or%%) o’tha ung, Ie Jél dney, ovarian, gynecol ogi cal and
thyroi d cancer Yréide)isothiazale=i-car ‘R%'ca'f' thod of claim 14 wherein said

met hod is for the t3-@aChien2,tadiflmratmenzyldXg)-5- [3qa-h¢dfom63plhque1=pyl)ahexf/laematdo}de

di sorder. T hod of claim 16 wherein said nethod is
for the treat rr%‘r)lt nazo#M—caDrQnylnc&?dJWé "hyperpl asia of the skin or prostate.

18. A nethod for t rﬁa(%ﬁre'aoﬁérﬁ -trififoreabdmgylaxy b$-(3- Pl &methylripetezint w@-propyl-a manmmal
whi ch 0comﬁb)gﬁ,ﬁg@‘tnéég&g;cggdrag,dgal d mammel a therapeutically

effective amount of a conpound according to claim1 in conbination

with an anti-tunor 3@énPiflugse-dunethy-bangyioxyhe(3Rdtrpetyhripesazimyyl-propylf-uggido}-

mtotic inhibi ‘g@ﬁ,gzo]ead rbayicugicaaadt s, anti-nmetaborites, intercalating
antibiotics, growt

s B B £a1ehYLROpEow kP e SRS R R as o

i nhi bitors, bi @étmgaomad—cdrmwmmamm& fiers, anti - hor nones, NK1
recept or aptagoni st 3 rece or ant bi Lo

eCepL O AL A00N ot o O SRR S R A B s
t he group cons#4-sdrbaxgicatid(@mide: di f | uor o- 4- net hyl - phenyl) 5 met hanol ,

(2,3,6-trifluoro-4-yat y A y ) )
(4" brono- 2, 6-di f | uot (5‘%&68&% ohgf@tl I}ﬁﬂeﬂlyl) ureido}-3-(2,3,6-trifluoro-4-methyl

(4-brono-2, 3, @%n‘mhmt@aqﬁeehyaryomaqg@mude
(4-chl or o-2, 6-di f| @(4W&th&ﬂuﬂﬁtdaﬁ%q)-zi{g1%@{@|éﬁlé sﬁa.azabncycro[zz 1]hept-2-

di fl uoro- phenylg%net hanol . and (4-chl oro- uor o- phenyl’) net hanol .

20. A conpéindeservi-preiol-isethiezdied-grrbenylicasidkamidei ng of -
3-(4-Chloro-2,3,6-trifluoro-benzyloxy)-5-{3-[3-(5-methyl-2,5-diaza-bicyclo[2.2.1}hept-2-

yt}-propyl]-ureido}-isothiazole-4-carboxylic acid amide;
3-(4-Chioro-2,3,6-trifluoro-benzyloxy)-5-{3-[2-( 1 -methyl-pyrrolidin-2-yl)-ethyl]-ureido}-
isothiazole-4-carboxylic acid amide;
25 3-(4-Chioro-2,3,6-trifluoro-benzyloxy)-5-[3-(4-pyrrolidin-1-yl-butyl)-ureido]-isothiazole-
4-carboxylic acid amide;
3-(4-Chloro-2,3,6-trifluoro-benzyloxy)-5-{3-{4-(2-hydroxymethyl-pyrrolidin-1-yl)-butyl]-
ureido}-isothiazole-4-carboxylic acid amide;
5-{3-[2-(1-Methyl-pyrrolidin-2-yl)-ethyl}-ureido}-3-(2,3,6-trifluoro-4-methyl-benzyloxy)-
30 isothiazole-4-carboxylic acid amide;
5-[3-(4-Dimethylamino-butyl}-ureido]-3-(2,3,6-trifluoro-4-methyl-benzyioxy)-
isothiazole-4-carboxylic acid amide;
5-[3-(3-Dimethylamino-propyl)-ureido]-3-(2,3,6-trifluoro-4-methyl-benzyloxy)-
isothiazole-4-carboxylic acid amide;
35 5-[3-(3-Hydroxy-5-isopropropylamino-pentyl)-ureido}-3-(2,3,6-trifluoro-4-methyl-
benzyloxy)-isothiazole-4-carboxylic acid amide;

(L




[err] 10 21. A conpound selected fromthe group

consi sti ng’ ok 99/62 [err]

-126- 50 wherein R3 is H Jerr]-Cerr] al kyPCTEBIO0W |

al kenyl, C2-Clerr] al kynyl, (CHZ)[err](C[er? -Clerr] aryl), or
-(CH2)[err](5-10 nenbered heterocycllc) 2f8in t is an integer fromO to
5; said al kyl group optionally includes 1 or 2 hetero npieties

sel ected fromO, S and -N(Rlerr]) with the proviso that two O atons,

two S atons, or an O ato are no rectl t 0. each other;
said 5 aryl and het“'g?gac(;g‘?'?%' ﬁ"é"r‘?'fpﬁf é,o?ggfge HF?’S??&T?{?‘V?P‘H‘%'BXV 0 a
Clerr]-Cerr] arisothiagnledparbaxylf ecid bmiBeer r] sat ur at ed cyclic group, or
a 5-10 nmenbered heter [

het er ocyclic noieties Xlg&op E’g%az'&d%)sbt% yﬁﬁ Q@i‘% ;ﬂu&o—%%ﬁy%e%%?&@ﬂt he
-(CHerr])[err] Jsotroﬁzemfbsmcamdamldﬁhe f or egoi ng R[ err] groups optionally
i ncl ude a cagbon-car tsqwm@ware&y é%ﬁl%n&r&@ﬂﬂyqﬂé‘lﬂ}%&d&% (28 6-trifluoro-4-h&th ger

from2 to 5, and the foregoing Rerr rou optionally substitute
1to 5 Rerr] gIbGW&XYMWh'am'e ca"b°é¥;l'€ﬁ°'1’24mfd§ i ndependent |y sel ect ed from

Clerr]-Cferr] alkyl, s Pﬂrmﬂu@ﬁfylpraémﬁo]-a@is @[tﬂ[:ér]:-d,&ﬁéfwwénzyloxy)- hal o,

cyano, nitro, trifl uorometbh;/y trif) uororret hoxy, azid Rerr],
TE O R er 1] - CltaEeIabobie spE] O O) Ry o1 1] - 00 O) Rl er 1]
-NRl err] SO2R[ er r], - SQRNRHRroxy B-pipBhary bﬁ(tﬁ)}dﬂﬁfﬁdwl(z.3.64ﬁ(ﬂ0)rNRErﬂ¢m>]’3ér&Wb:}yr

]:rl\l(lj[me(r)r][(lj[(za S&?m'azolﬁﬂ[é&%yf%éer r?é[ Ear\rl\l?)e{glr p] JCRIGS an i nteger ranging
-(CH err]) [err] (d er RH4@fawo-2p-difluoro-bengylaxy)§-[3-(S0nidazpil-{-ontyl)-(rejdekisdthigfola-4-]
aryl), -S(CH2)[ gg,rb]»gygggc{gm,gerr] aryl), -QCH)(Cerr]-Cerr] aryl),
-(CH2)., (5-10 5-(3-{4-[Ethy!-(2-hydroxy-ethyl)}-amino]-butyl}-ureido)-3-(2,3,6-trifluoro-4-methyl-
benzyloxy}-isothiazole-4-carboxylic acid amide;
15 3-(4-Chioro-(2,3,6-trifluoro-benzyloxy}-5-(3-{4-(2-hydroxmethyl-piperidin-1-yl}-butyl}-
ureido}-isothiazole-4-carboxylic acid amide;
3-(4-Chloro-2,3,8-triflucro-benzyloxy)-5-[3-(3-hydroxy-5-pyrrolidin-1-yl-pentyl)-ureido}-
isothiazole-4-carboxylic acid amide;
3-(4-Bromo-2,6-diflucro-benzyloxy)-5-(3-[3-(4-methyl-piperazin-1-yl)-propyl}-ureido}-
20  isothiazole-4-carboxylic acid amide;
3-(2,6-Difluoro-4-methyl-benzyloxy)-5-{3-[2-(1-methyl-pyrrolidin-2-yf)-ethyi}-ureido}-
isothiazole-4-carboxylic acid amide;
3-(2,6-Difluoro-4-methyl-benzyloxy)-5-[3-(4- dlmethylamlno-butyl)-urendo}-:solhuazole—
4-carboxylic acid amide;
25 3-(2,6-Difluoro-4-methyl-benzyloxy)-5-[3-(3-dimethylamino-propyl)-ureido]-isothiazole-
4-carboxylic acid amide;
3-(4-Bromo-2,3,6-trifluoro-benzyloxy)-5-[3-(4-pyrrolidin- 1-yl-butyl)-ureido)-isothiazole-
4-carboxylic acid amide; .
3-(4-Chloro-2,3,6-trifluoro-benzyloxy)-5-[3-(4-imidazol-1-yl-butyl)-ureido}-isothiazole-
30 4-carboxylic acid amide;
3-(4-Chloro-2,3,6-diflucro-benzyloxy)-5-(3-{3-[ethy!-(2-hydroxy-ethyl)}-amino]-propyi}-
ureido)-isothiazole-4-carboxylic acid amide;
3-(4-Chloro-2,3,6-trifluoro-benzyloxy)-5-(3-{3-{ethyl-(2-hydroxy-ethyl}-amino}-propyi}-
ureido)-isothiazole-4-carboxylic acid amide;
35 5-[3-(3-Methylamino-propyl)-ureido}-3-(2,3,6-trifluoro-4-methyl-benzyloxy)-isothiazole-
4-carboxylic acid amide;

(e




15 menbered heterocyclic), and - (CR[err]R[err])[err]GQ[err] wherein mis
an integer fWO9%2890 5 and t is an i nteger fromO to sai d al kyl
group optionally contains 1 or 2 hetero noieties sel ected frBFr?' B99/007970 S
and -N(R[err])- with the proviso that two 0_@jons, two S atons, or an 0 and
S atom are not attached directly to each other, said aryI and
heterocyclic R err] groups are optionally fused to a Cerr]-Cerr]
aryl group, a Cferr]-Clerr] saturated cyclic group, or a 5-10 nenbered

heterocyclic group; lsey 32anno-&oﬁﬁ3[ﬁ9£}h)ﬁlh%]3&:Ié]ﬁmfo‘?&@%in’gl%enﬂfxvp)ocyd K

noieties are optjonally substituted lety; and the
al kyl, aryl and BehereRyearbeiradtanids of the foregoing R[err] groups are

optional |y substitut egl{3-ClethylarinGbUdMldrdign 3183, am&emd@mwuerﬁ@b@ﬁs&ﬂ:aicﬂé)m

hal o, cyano, nitro, trifluoromethyl, trifluoromethoxy, azido,

“NR] err] SO2R] er r e oapagsidamidaz err], -C(ORerr], -(O ORerr],
-OC(ORerr],s- NR[ er r 3 (1@%ro-46(e®)y%8[mdy)“5 [3-(3-INRR[hﬁh-ﬁ]yi—propyl)-urerdo]—nsothoazole-

(CR[err]R[err]) retn mis an integer from1l to 25 5, -ORlerr]
and the substitu ﬁ?r lﬁ%sﬁc c,’Iathe definition of Rerr];

each Rerr] is i ndepe&(ﬂe@lldary.zﬁsinftuotoeﬂdnéthyi»berhlylo@|}-é+{3—]&dﬁhehyiqmiad-wyl),-ureido]-
-(CH[err])[err] lgo?é'-{lzar%(illc)amd%%e (CH[err])[garr](S- 10 nenbered

het er ocyclic), nteget fromO to 5; said al kyl group
optionally incl udes 15-(3e{44BiprE2- M@mﬁﬁ}armeolww&gtem%i! {Zfwidiorest-amtdiy-

-N(Rlerr])- %tl‘bgngﬁ ;_g h Cﬁtb@gfb xyhcactdta gD atoms, two S atoms, or an O

and S atom are not rect to each other; said 30 ar_‘%/l and
heterocyclic R err] g? @?ﬁsphaﬁ'@cé'ﬁl"?‘ Reepipble §altsPredsugs ang eplyatescyf e4i¢ pompoynds.
group, a (Jerr]- C[ er r {0. Y8HamcBdlicat composi‘ﬁéf%r‘ the ©dathdnt of%%yﬁerﬁ‘bt#@atﬁ@ﬁ’@&‘&@% a

het erocyclic grou and t he foregoi ng % prgjsu Si t uent cept H,
are optionally | icl gorpRyises Q'Be'?,peé‘ @ﬁ?@‘f”ﬁ?f@p@ﬁ’ﬂ%ﬁ'ﬂ%‘%@?@@ﬁ@ﬂ"
from hal o, 1 dniad pharmacdutically dckfthtiendamiget hyl , tri f |l uor omet hoxy, azi do,

O O - 0 Q) R N 0
O N et H o) R b e shpegson ¢ GHR| ThrbEE S pirerpipraive
Cerr]-(err] aldta!mip [ isaan ancBselected from braac hnﬁ[squan}ouamdﬂ Mfegder] gastsic, pancreatic,

i ndependent |y H oL, (Chely Jrecg[rgﬁJ i ékwananl prostate, colorectal, oesoé)?age h@ﬁé&ﬁ&w‘? bng

preparing a conpound actor ch conprise

-127- thyroid ggneerr eat i ng a conmpound of forrrul a 18
HS NH2  [errlya The pharmaceutical itdn P TR A6 vf?rgreﬁ\rk?aldf &]§d?3&5?s a non-
Rlerr]-X wherein X is a halo group and I's as defined laim1, and

treating thed eﬁPW%@"WGWM@FﬂH" ifoffes conpound of the for rrul a
Rlerr]Rlerr]NH 5 whareme grbiacduticdd dorricaiior ofodidim A2 viefein &b bisbrder & &bdrigro!

hyperplasia of the skin or prostate.

14. A method of treating a hyperproliferative disorder in a mammal whiéh comprises

administering to said mammal a therapeutically effective amount of a compound according to
25 claim1.

158. The method of claim 14 wherein said method is for the treatment of a cancer
selected from brain, squamous cell, bladder, gastric, pancreatic, breast, head, neck,
oesophageal, prostate, colorectal, lung, renal, kidney, ovarian, gynecological and thyroid cancer.

) 16. The method of claim 14 wherein said method is for the treatment of a non-
30  cancerous hyperproliferative disorder.

17. The method of claim 16 wherein said method is for the treatment of a benign
hyperplasia of the skin or prostate.

18. A method for the treatment of a hyperproliferative disorder in @ mammal which
comprises administering to said mammal a therapeutically effective amount of a compound

35  according to claim 1 in combination with an anti-tumor agent selected from the group consisting
of mitotic inhibitors, alkylating agents, anti-metabolites, intercalating antibiotics, growth factor

L




(b) treating a conpound of the fornula 25 [err] wherein

Rerr] is- kfged in claim1l, with a conpound of the fornula R2NH
wher ei n eJrzrsP and Rlerr] are as defined in claim1. 10 PC'MBR;’&;’;J

-125-

inhibitors, cell cycle inhibitors, enzymes, topoisomerase inhibitors, biological response modifiers,
. anti-hormones, NK1 receptor antagonist, 5-HT; receptor antagonist, COX-2 inhibitor, an EG?R
inhibitor, and anti-androgens.
18. A compound selected from the group consisting of (2,6-difluoro-4-methyl-phenyl)-
§ methanol, (2.3,6-trifluoro-4-methyl-phenyl)-methanol, (4-bromo-2,8-difluoro-phenyl}-methanol,
(4-bromo-2,3,6-frifluoro-phenyl)-methanoi, (4-chloro-2,6-difluoro-phenyt)-methanol, (3-chloro-2,8-
difluorg-phenyl)-methanol, and (4-chloro-2,3,6-trifluoro-phenyl}-methanol.
20. A compound selected from the group consisting of:

NH SH /lOL
s/“ﬁ/‘\w OPh
H
CN 15
sJ\e\ >/-—0Pn

16

H,CO

H,CO

)\ -~ and )\ -
OPh 0 OPh

o
10 21. A compound selected from the group consisting of:
BnO CN

)JI ‘AN }
/U\ Ng” NH 23
. ] )\

2 HS OPh

(o]
HO NH,
)
Ng NH 24 and NH 25

0~ ~oPh 0 OPh

e
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wherein R is H, C,-C,, alkyl, C,-C,, alkenyl, C,-C,, alkynyl, -(CH,){Cs-Cyo aryl), or
-(CH,),(5-10 membered heterocyclic), wherein t is an integer from 0 to 5; said alkyl grdup
optionally includes 1 or 2 hetero moieties selected from O, S and -N(R®)- with the proviso that
two O atoms, two S atoms, or an O and S atom are not attached directly to each other; said
aryl and heterocyclic R® groups are optionally fused to a C4C,, aryl group, a C-C, saturated
cyclic group, or a2 5-10 membered heterocyclic group; 1 6r 2 carbon atoms in the foregoing
heterocyclic moieties are oplionally substituted by an oxo (=0) moiety; the -(CH,)- moieties of
the foregoing R® groups optionally include a carbon-carbon double or triple bond where t is an
integer from 2 to 5, and the foregoing R® groups are optionally substituted by 1 to 5 R* groups;

each R' is independently selected from C,-C,, alkyl, C,~C,, alkenyl, C,-C,, alkyny},
halo, cyano, nitro, trifluoromethyl, trifluoromethoxy, azido, -OR®, -C(O)R®, -C(O)OR®,
-NRC(O)ORS, -OC(O)RS, -NR°SO,R%, -SO,NR’R?®, -NR°C(O)R’, -C(ONR’R®, -NR°R:,
-S(O)R” wherein j is an integer ranging from 0 to 2, -SO,H, -NR¥(CR®R"),0R?, -(CH,)}{Cs-C,
aryl), -SO,(CH)(Cs-Cio aryl), -S(CH,)(Cs-Cy, aryl), -O(CH)(Cy-Cyp aryl), -(CH,)(5-10
membered heterocyclic), and -(CR®R’),,OR®, wherein m is an integer from 1 to 5 and t is an
integer from 0 to 5; said alkyl group optionally contains 1 or 2 hetero moieties selected from-
0, S and -N(R%)- with the proviso that two O atoms, two S atoms, or an O and S atom are not
attached directly to each other; said aryl and heterocyclic R* groups are optionally fused to a
Cq-Cyo aryl group, a C5-C, saturated cyclic group, or a 5-10 membered heterocyclic group; 1 or
2 carbon atoms in the foregoing heterocyclic moieties are optionally substituted by an oxo
(=0) moiety; and the alky!, aryl and heterocyclic moieties of the foregoing R* groups are
optionally substituted by 1 to 3 substituents independently selected from halo, cyano, nitro,
trifluoromethyl, trifluoromethoxy, azido, -NRPSO,RS, -SO,NRSR®, -C(O)R®, -C(O)OR®
-OC(O)R?, -NR!C(O)RS, -C(O)NRPR?, -NR°R®, -(CR®R"),,OR® wherein m is an integer from 1 to
5, -ORS and the substituents listed in the definition of R®;

each R® is independently selected from H, C,-C,, alkyl, -(CH,)(C¢-C, aryl), and
-{CH,){(5-10 membered heterocyclic), wherein t is an integer from 0 to 5; said alkyl group
optionally includes 1 or 2 hetero moieties selected from O, S and -N(R®)- with the proviso that
two O atoms, two S atoms, or an O and S atom are not attached directly to each other; said
aryl and heterocyclic RS groups are optionally fused to a C¢-C,, ary! group, a Cs-C, saturated
cyclic group, or a 5-10 membered heterocyclic group; and the foregoing R® subsituents,
except H, are optionally substituted by 1 to 3 substituents independently selected from halo,
cyano, nitro, trifluoromethyl, trifluoromethoxy, azido, -C(O)R®, -C(O)OR®, -CO(O)R®,
-NREC(O)R?, -C(O)NR®R, -NR®R’, hydroxy, C,-C, alkyl, and C,-Cg alkoxy; and,

each R® and R’ is independently H or C,-C; alkyl.

22. A method of preparing a compound according to claim 1 which comprises either

L
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{a) treating a compound of formula 18

with a compound of the formula R*-X wherein X is a halo group and R® is as defined
in claim 1, and treating the resulting compound with a compound of the formula R'R?NH
5 wherein R' and R? are as defined in claim 1; or,
(b) treating a compound of the formula 25

o)\omw

wherein R is as defined in claim 1, with a compound of the formula R'R?NH wherein
R' and R? are as defined in claim 1.
10
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