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WD 2007/ 000339 PCT/ EP2006/ 006255 1 BI CYCLIC
DERI VATI VES AS P38 KINASE I NHIBITORS Field of the
WO 2008000839n 5 The present invention rel ates to PLCTER2006/006255
series of bicyclic derivatives, to processes to
prepare them to pharmaceutlical conpositions
conprising these conpounds as well as to their use in

t heg Ry Basksr0uRds ofs bhe drfventidndfk Ki nases are
proteins involved in different cellular responses to

exﬁélﬂ%fthﬁﬁ@%ﬂkigg In the Nineties, a new famly of
ki K (mtogen-activated protein
ki nases) was di scovered. MAPK activate their

subie presemYinveitisp hekydats an new serieseofabidytily @efivatves, to
resi dues. 15 MAPK are activated by other kinases in

progessesnie Rreparenthrm, 4o gehasmaseytedls compesiignsgcemenising these
S N AL I ines, UV radiation,
Corﬁe%r%x?sn@%g%%é@%@tﬁ%g %{Ifééré@{f Once they are
activated, MAPK activate by phosphoryl ati on ot her

ki nases or proteins, such as transcription factors,
\MﬂEﬂﬁﬁﬂmﬂﬂékﬁﬂﬁyﬁlﬁﬁﬁﬂbe an increase or a decrease
in expression of a specific gene or group of genes. 20
The MAPK fam |y includes kinases such as p38, ERK

( exKinases lare aproteing uhadledd pinodiffiereiti celiddr aesbohsés to external
. -Jun N-tern nal kinase).. 8 ki nas crucial ..
sigpee i, bifelies, rsefanguy. Kessecalel kR sFitbGef-activated
pro#éih! Vﬁhb@éh)D%E@@YdibBo@é}édSy'IUIA‘PR' Sa&tfvatd Meheys subas)trates by

cyt oki nes, 'especially tunmor necrosis factor (TNF-
phaospherylatitn in gerina_ang threanine regiduesé (1 L-6) and

interleukin-8. 25 (1L-8).. .1L-1 and TNF-a, are .qroduced, .

by, HAER Bl el b st ibesds, B eseths b Sufie Pane g signats
incRREH G IoWth Factoranprelieliathaiatery dteiRss a3V aadiatibReéndotoxins and

ph§3| opat hol ogi cal conditions. 'For exanpl e, elevated

osmeliesiess. QrEe dhey are astiviipd: MARK estivaiel inrBespondiation other
inBl e GO LSS0 S AR SAS350 SR, il SRbuce or
incréeenat » decriatbrin expressist efcaspéwifit gene dir gpetesf genes.

bl TE0CHAHIA: TSy IFGIA0E (HAREES Gehoan BaSudeRt) Tegracellular-
B ABIPIRS al SRCEL IR AL, oS oue"

PCThEP205e0 p&R/S5a @uoiaksoleemt celhdar edspomse to stress and in the
activation pathway in the synthesis of numerous cytokines, especially tumor
necrosis factor (TNF-a), interleukin-1 (IL-1), interleukin-6 (IL-6) and interleukin-8
(IL-8).

IL-1 and TNF-a are produced by macrophages and monocytes and are
involved in the mediation of immunoregulation processes and other
physiopathological conditions. For example, elevated levels of TNF-a are
associated with inflammatory and autoimmune diseases and with processes that
trigger the degradation of connective and bone tissue such as rheumatoid arthritis,
osteoarthritis, diabetes, inflammatory bowel disease and sepsis.

Thus, it is believed that p38 kinase inhibitors can be useful to treat or

prevent diseases mediated by cytokines such as IL-1 and TNF-a, such as the
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On the other hand, it has al so been found that p38

inhibitors inhibit other pro-inflammtory proteins
weewmoes3d L-6, |1L-8, interferon-7 and Gw CSF PCT/EP2006/006255

(granul ocyt e- macr ophage col ony-stinul ating factor).

Moreover, in recent studieg it 5 has been found that

p38 inhibitors not only bl ock cytokine synthesis but
oneslpentiored abevde of signals that these induce, such

as Anduct i.on h C - ) W

Ac QPR HGE: Rendof AR R B e o BRYTERAET fhioit other
proSRIRAHMSWIpRReips e sueRPady e(lob, | nhBbi IntevgeroRey P38d GM-CSF

Kinase. 10 WD 2004/ 108672 di scl oses conpounds L
(grarwsioeytaimacraphage metnrysstimdating fastet)y Morepyer, b reaent studies it

nasp B i B Paeh RS 65 SPRE BlasB Rl e but atso the
cadiaB8estt sid}jﬁ‘éﬂ@ thaOthdsel iAtiage t Sudhhas GeITKioNdSt the @erxg@benase-2

formulaT O "at RS A (R6)n R4 20 wherein: A
enzyepe €6OMt3). CRIR2 or NR3; Rl and R2 independently

cr ACETRnG Bt B oy St TR EbFpl el By yhich are
capableRF etiting theop3B kindseR4 represents -B-R8; WO

2007/ 000339 PCT/ EP2006/ 006255 3 R5 represents . . ,

hy dY\§3e RO041 08642 k fisclasgso §eMRAUNES £ORIANNRY; ardsqingolin-1-one

t. . i : |

ey AT RSP oA Rieth AAEubg KR

or 1; 5 B represents -CONR9-, -NROCO or -NRIOCONRO-;

R7 represents._hydroxy, Cl 4 al koxy, hal ogen, -NRLOR10
or t f Al hstituted with one or nore
groups selected from Cl_4 al kyl, hal ogen, Cl1_4 al koxy,

Cl_4 hal oal kyl and Cl1_4 hal oal kox?/, and additionally
t woORE gspegisofdhet preseptinvention relates to the compounds of general

formula |

wherein:

A represents CRyR; or NR3;

R, and Ry independently represent C14 alkyl;

R3 represents -(CHz)p-Cy1, or C4 alkyl optionally substituted with one or more Ry,
m represents 1 or 2;

R4 represents -B-Rg;
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carbon atom can be bonded together to forma -(CH2)Q-

group; 10 R8 represents ClL 6 alkyl or -(CH2)p-Cy2; p
woepreesets O, 1 or 2; q represents 2, 3, 4, SPOI/EB2006/006255

Cy1l represents phenyl, heteroaryl, C3_7 cycloal kyl or

het erocyclyl, which can alB be optionally substituted

with one or nore R11: 15 Cy2 represents phenyl,
Rs epresesds hydiagens Cr aliol. dialrgen oufki-¢ AIKOX: al | ~ be

i i
s G 3R B M i e 8 Sy i bprents
haldgen oemetsdnt s hal ogen, R13, -OR13', -NO2, -CN,

-COR13', -CD2R13', -CONR14'R14', -NR14, R14',
n reptpaenteerasl; - NR14' CONRL4. R14', - NR14' CCRR13,

5 ~19C - S ~0)- 20 R%ﬂ? --S02R13,
B re—@%ﬁlﬁ%@l@g? os'ﬁﬁéc/g Ogng Fepresents CL 4 al kyl,
R, heboesemts Glydtory k Gy, alkioxy, hiadlogeiy -NRiiR4 loal phedxgptionally

sl Sl R B Hehett o G AL 2L b
01_é§2f&1a4kw SR ES Nt falbdikdx @l &vd %E@t@iﬁg%tﬂbmy@rbubs' on the same

represents hydrogen or ; 3 represents
carhbbe@yom daet ke banged tagethercipdpoalaciCHale- BERWocycl v |

whi ch can.al |, be ionalaly substituted with one or
Rs Fﬁprrgs%rlltg S %léﬁe%t'g(gh?)lp% Cl-4 al kyl, halogen, Cl 4
p répres¥its (CH &r sral oal kyl and C1_4 hal oal koxy. 30 The

present invention also relates to the salts and
q reesanss2.ot 4 Br Gonpounds of fornula |. Some

oy SPBHORE MeshR A1 DUE R SRR, i con an be
optigtidllgsubstitrtedrdthraresor Mbee Prgsent i nvention rel ates

o each of these t ereogi sogers and, al so n xture .
Cy Hep@sPiSTRBORY nBIRIBE IOt Gr iV QORIHh ik S 2l ebe optionally

subdib e oRO%: fhoig i bit the product ion of
cyto

I'nes such as TNF-a. 5 Thus, another aspect of the
R iamdeR ol indeparidently represent hpdipgensir Geralkdl  fornul a |
R1PreRpSresents halogen, Ri3, -OR43, -NOy, -CN, -COR13, -CO2R 3, -CONR14R14,
-NR14R14, -NR1#4COR;3, -NR14CONR14R 14, -NR14CO2R13, -NR14SO2R13, -SR13,
_SOR;3, -SO2R43, -SO.NR4R14, or Cy>;
Ri, represents Ci4 alkyl, halogen, Ci4 alkoxy, C14 haloalkyl, C4.4 haloalkoxy, or
Cy’;
Ri3 represents Cq4 alkyl, C44 haloalkyl or C14 hydroxyalkyl;
Ry represents hydrogen or Ris;
Ri4 represents Cq.4 alkyl or C14 hydroxyalkyl;
Ri4 represents hydrogen or Ri4; and
Cy® represents phenyl, heteroaryl, Cs.7 cycloalkyl or heterocyclyl, which can all be
optionally substituted with one or more groups selected from C4.4 alkyl, halogen,
C1.4 alkoxy, C1.4 haloalkyl and C1.4 haloalkoxy.

The present invention also relates to the salts and solvates of the
compounds of formula .

Some compounds of formula | can have chiral centres that can give rise to
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A m(R6)n R4 10 wherein: A represents CRLIR2 or NR3;
R1 and R2 independently represent Cl-4 al kyl; R3
wo epreesst s - (CH2) P-Cyl, or Cl_6 al kyl opti onaP¢TEP2006/006255
substituted with one or nore R7; mrepresents 1 or 2;
15 R4 represents -B-R8; R54represents hydrogen, Cl 4
al kyl, hal ogen or_C1-4 al koxy; R6 can be attached to
varigny~ slefepisemersar bba avesenst inyentigenplates ndoagach of these

sterggﬁgﬁfeerg eahdé]_@%&@r& tlﬁé% ? fﬁ%%ﬁ%s ORgr 1; 20

r em\@se@hpobm& @f Yorntillad aekpedd/ klriaabqihmtorsl\laﬂtﬂ%lﬁb irhibit the
phenyl optionally substituted with one or nore groups
pro@@tm@fcpmiﬁnemuqh ask\¥F-chal ogen, C1_4 al koxy, Cl-4

hal k I 4 .h I

o ol B S8 AL VYot DI ) Bl nebPpEBeneral
formmaﬂorm a -(CH2)qg- group; 25 R8 represents Cl.6 al kyl

or -(CH2)P-Cy2; WO 2007/000339 PCT/ EP2006/ 006255 5 p

represents O, 1 or 2; q represents 2, 3, 4, 5 or 6;

Cy' representsgphenyl, heteroaryl, C3 7 cycl oal kyl or

het er ocycl yl , ‘ICh can all be optlonally substituted

with one or norg R11,; Q2 represents phenyl,

het eroaryl or C& < can all be

optionally syb : i nore R12; R9and

R10 i ndepende

R11 represents A

- COR13', -CO2R1¥ ' ' - NR14, R14",

-NR14' COR13' ' T2 OB 3,

-NR14' SO2R13, - SR13',

- SO2NR14, R14', or Cy3; Rl2 repres

hal ogen, Cl1_4 al koxy, Cl1-4 hal oal k I

or Cy3; Rl13 represents Cl_4 al kyl

Cl. 4 hydroxyal kyl ; Rq

S CL 4 al kyl ,
Cl. 4 hal oaI koxy,
C1-4 hal oal kyl or

wherein:

A represents CR{R; or NR3;

R and R; independently represent C14 alkyl;

R3 represents -(CHz)p-Cy1, or C alkyl optionally substituted with one or more Ry;
m represents 1 or 2;

R, represents -B-Rg;

Rs represents hydrogen, Cq4 alkyl, halogen or Cq4 alkoxy;

Re can be attached to any available carbon atom of the phenyl ring and represents
halogen or methyl;

n represents 0 or 1;

B represents -CONRg-, -NRgCO- or -NRgCONRGg-;

R; represents hydroxy, Ci4 alkoxy, halogen, -NR1oRio or phenyl optionally
substituted with one or more groups selected from Cy4 alkyl, halogen, C1.4 alkoxy,
C14 haloalkyl and Cy4 haloalkoxy, and additionally two R7 groups on the same
carbon atom can be bonded together to form a -(CH.)4- group;

Rs represents Cq. alkyl or -(CHz),-Cy?;
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R1T represents hydrogen or R13; 15 R14 represents Cl_4
al kyl or Cl_4 hydroxyal kyl; R14, represents hydrogen
W@erooRbd33aNnd Cy3 represents phenyl, heteroaryl PCTZBP2006/006255
cycl oal kyl or heterocyclyl, which can all be
optionally substituted with one or nore groups
sel ected from Cl-a al kyl, hal ogen, Cl-4 al koxy, Cl 4
p repeaseatk 01 186@&; C1_4 hal oal koxy, 20 for use in therapy.
t apc this invention relates to a
qre eﬁ%%u 2 Ogéh'posml on which conprises a conmpound
cy' qépfesemé phénylr hetepdaanylr@wtycﬂeélkyl arcdustptaryclyl, sahith can all be

eof and one or nore aFgmaceutl cally acceptabl e
Opt'@&%ﬂYp$‘étPﬁt§Uteﬂr\’t9fh1@Feé’éﬂé‘g’? fi. t he present invention

2”% ?%%%E%?ﬁ%%ﬁ’y acceé?%gfggggﬁﬂxgﬂereog¢§%ggbﬁg'be”xﬂmnmw

subeﬁﬂmtéchwitbraneo:ﬁrmorerﬁdi canent for the treatnent or
revention of diseases diated b ot her aspect

Re §1¢ FrensRBeBre I EaRe s Hragen ol 67 lodee of a

R“Creﬁ%érr‘n@ﬁ ﬁéloq‘eﬂr RJLaORY, N acmacengaLd:msz13 -CONR4R14,

acceptabl e salt théereof for e manufacture

-NRmth,aMu ‘GOR13,hdNR &0 NRat Rw, PRERas NRdiS@Aes -SR13,

-S 31 vei(%g?r\gé“r&g‘l“apé A’QOE E:ruznggt aof:o:rggund of

R12fr%bFé§eané GV, AkPHPEIBRESYLE CabIkexRcCephalakdact 4 haloalkoxy, or
her eof for the manufacture of a nedi cament for the

CYtreat ment or prevention of diseases nedi ated by TNF-a,

R13ﬁé?%eéﬁﬁ‘g%g/‘6%@§/égé1 I i'r%!ﬁa 5‘9%2807/ g?%g Iy present

R13| rRpeeserts hydrajersot Ry4 he use of a conpound of formula
or a phar maceutl cal acce table salt thereof for

R14trﬁ@“?%ﬂ§$ Sov @yl of Gy t for the treatnent or
R14pFe$Y8§éﬁthh f-%g%rﬂ?ISR?S% gel ected from i nmune,

ol mune et ory di seases, cardiovascul ar
Cyﬂraﬂesersts phenyt tHeteroabyId Cs e ayeoalkyb e hetesoeyalylowhich can all be

P OSSOl CeE Or ot olo i SeErRl Bom Gt RS, halogen,
C..9hIKeXg! X haRMeS aAd Cﬁj;ﬁélbﬁn(oﬁ‘ipeﬁ of the present

Invention relates to t use of “a conpound of fornula
forluserin dhgrlapymaceut i cal |y acceptable salt thereof for

LQSA% f&nn%trh?&f of éﬁ%ﬁ‘ﬁ%%bh{)’lﬂ Slatéd $635 ﬁa%?b&ﬁtﬁ%l R¥mposition

preésent nven

whichl ebpris@s teheompeund of fcnfml@undr af phdratateuticallyoaceeptable salt
phar maceutical |l y acceptabl e salt ther eof for the

thereefanfkane o m%ﬁ@r@ﬁma&ﬁuwlw ARG BYFIRIGNES by
Cyt RKbRRS- as@%ﬁf Qﬁ"hejfregéﬁt |ﬂf/eﬁﬂ§\ RIS815 thdVi881df @compound of
a conmpound of

relates to e use
formula | or a pharmaceutically acceptable salt thereof for the manufacture of a

medicament for the treatment or prevention of diseases mediated by p38.

Another aspect of the present invention relates to the use of a compound of
formula |1 or a pharmaceutically acceptable salt thereof for the manufacture of a
medicament for the treatment or prevention of diseases mediated by cytokines.

Another aspect of the present invention relates to the use of a compound of
formula | or a pharmaceutically acceptable salt thereof for the manufacture of a
medicament for the treatment or prevention of diseases mediated by TNF-«, IL-1,
IL-6 and/or IL-8.
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formula | or a pharmaceutically acceptable salt
thereof for the treatnent or 15 prevention of

wWelt@eass3 nedi ated by TNF-a, IL-1, |L-6 and/ orPCLER006/006255
Anot her aspect of the present invention relates to the

use of a conpound of forngla | or a pharmaceutically
acceptabl e salt thereof for the treatnent or
pr énetharaspert ef tesresentisvectiatrglaiemtpiiamse of a compound of

LT b AT Bolond R Ereot e ottt of o

medltamedefsT, thelrewtiiend egasreraitiore oflasdisgsase selected from immune,
proliferative di seases and processes associated wt

auteimenungiuatd oWflamregtens oisaasass e cardioyaschlar ggs[g@@psognfectious
i ' ' t t Log: .

s EETE oA HE0H ARaTEEL B TERI, SleSEEE e

disédsesentd ploeessds assqutatedivith the ihduetiorbefi cyclookygdnase-2.

© heAnayer pehack o s Biecest MEMiRR A AN dRsogh campound of
forr{\ﬁl'é\"\“(? b Eﬁa Q&@Iﬂ@%ﬂ?%?&?‘téde%?ﬁh@@& fA! fhe treatment or
. Anhot 0

er eo er aspec he present invention
preventidresf diseasesemiediited bympS8t i ng or  preventing a

{neher SR Gl 417 §rabRL e ol Atk oo i P € sgmpound of

forrggg'érl‘i Ster ﬂgrﬁ\tgc%l.?tliéé"?ugd':(%ﬁt%ﬁe?’@all heepRsFUtdrctld Yreatment or

ctive amount of a conpound of formula | or a
prepentionnotdiseases ymediaied pyagytekines.t t hereof . Anot her

aspgect,, of the present inyentli

O dAothg" areeq RETES Blons s WlertBoaidtr T b G T @ YnHound of
forbtal | bi-b phashatelticallyi Bceeptableesalti theWdf20d}7 (M adAment or

PCT/ EP2006/ 006255 7 need thereof, especially a human

prevention owiseasgsfapqﬁdiafﬂf@d bydihios tllerti, Hegrbtanddar -8subj ect
! o .
o AT ARF b5 dripd B ISR el o REUBFaRompound o

fortnf 90br ApHdiRacashesly atcéptabler earnthersvfefdr tre treatment or
relates to a nethod of treating or 5 preventing, a

previestioR eofsa| disease Selaetedntiane, iMMNRG. naviREmAk@e and inflammatory
dis%aﬁ%%ﬁ%ﬁ@(lésmﬂéF‘&@E*S%es qafreg{i&Ysgﬁfé%Qés,g%cﬁ‘%g%g’%rption disorders,

I Seases, bore resorption di
nelidegepgeaitivealisoased| pruliferative disleabes aindvrodessessassoaiated with
ociated with the induction of

pr ocesses. as
th%ﬂj‘épﬁmaﬁ?@%@%’gﬁﬁaﬁe%bj ect in need thereof,

eSp?\ﬁbﬁ{éryasﬁ)eBt‘gF‘%e_ Rhdtht iMPErONCRIREL X858 method of treating or
admnistering to sald subject a therapeuticall

presfeindiogi & dist@sarmediated by pihiroarsubjgctfisrnrgdathereef, #specially a

har maceutical |l y accept abl e |t ther : t .
oL BE TG WHEN orBEASY AdbnRBiec kel sy, A dherpeuticaly
effbtivd BfouBt 8Pacahipyunef ofForAtiRAWI phafmadaltizally asceptable salt

defi ned above, which conprises: (a) reacting a

thereapound of fornula Il with a conpound of forrmula |11
Another aspect of the present invention relates to a method of treating or

preventing a disease mediated by cytokines in a subject in need thereof,
especially a human being, which comprises administering to said subject a
therapeutically effective amount of a compound of formula | or a pharmaceutically
acceptable salt thereof.

Another aspect of the present invention relates to a method of treating or

preventing a disease mediated by TNF-a, IL-1, IL-6 and/or IL-8 in a subject in
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YRAZ " RM ARO-OR 01511 11l wherein A R4,
R5, R6, mand n have the neaning described above, Y
WO 2preesst s hal ogen or trifl uoronet hanesul f onBEBHEP2AE006255
each R and R represent Hor Cl alkyl or they can be
l'inked together to formtogether with the B and O
atons a five or 20 six-nenbered ring which can be
needpthieserf| leppeiplly ia huamropeinge Whichmompriseryadmiigapag to said

b),, wh
sunfiee Bkl ol SR Beu b P b PRun L TP 1 or o
phadiiaBeuidallyidveb a8 Rhdrepf. WO 2007/ 000339
PCT/ EP2006/ 006255 8 COOH ~Rs)n Rs m A O |

whénathemaspert ofsthepyresgot irw\egiign relagsta ﬁemﬁmq ﬁbtreatlng or
f
oreflE351d PELIQBRIE s M) gORE Iy, SRGHARAE! o fmaton

diséaﬂeﬁﬂcard\(d)vamwlaramsmet qrﬁetﬂnumdlaemdne\tbsmpﬂldﬁ disorders,
~Rs)n RS m A OV ej.n R8, m and n
neHﬂ@@%g‘l?mﬁ:!aﬂ\é%lﬁﬁ?@sﬁésférﬂhg‘éat“éﬁﬁ\?@as%ﬁ’ ang pregesRe ASsAciated with

theﬁ@%ﬂ&rﬂ\gof‘gycfdy%éﬁaée PAn L58&NH heelthéMoR&specially a human
being, which comprises administering to said subject a therapeutically effective
amount of a compound of formula | or a pharmaceutically acceptable salt thereof.
Another aspect of the present invention relates to a process for the
preparation of a compound of formula | as defined above, which comprises:

(a) reacting a compound of formula Il with a compound of formula 1l

wherein A, R4, Rs, Rg, m and n have the meaning described above, Y represents
halogen or trifluoromethanesulfonate, and each R; and R; represent H or C,salkyl
or they can be linked together to form together with the B and O atoms a five or
six-membered ring which can be optionally substituted by one or more methyl
groups; or

(b) when in a compound of formula | R4 represents -CONRgRg, reacting a
compound of formula IV with an amine of formula HNRgRg (V)
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conpound of fornmula VI with an isocyanate of fornula

R8BNCO (VII1); or (e) converting, in one or a plurality
w@poghens39 a conmpound of forrmula | i nto anot hePCT/EP2006/006255

compound of forrmula I. In the above definitions, the

termCl_r, alkyl, as a groB8p or part of a group, 15

means a straight or branched al AHchain whi ch

contains from1l to n carhematofts. Wien nis 4, it

i ncl udes the groups neth l, eti®d), propyl, isopropyl,

butyl, isobutyl, secTQ Zand tent-butyl. Wien nis

6, exanples include anong ot hers the groups nethyl,

et hyl, propyl, isopropyl, |, isobutyl, sec-butyl,

tert-butyl, pentyl, isop , heopentyl and hexyl .

20 A C1_4 hal oal kyl group™3 3\a group resulting from

the repl acenent of one WO 200 Vd

00339
PCT/ EP2006/ 006255 9 or nopy# Mydrogen atons from a
Cl- 4al kyl group with one & nore hal ogen atons (i.e.
fluoro, chloro, brono or ioda&. whi ch can be the sane
or different. Exanples include, anong others,
trifluoronmethyl, fluoromethyl, 1-chloroethyl,
2-chl oroethyl, 1-fluoroethyl, 2-fluoroethyl,

wherelr AnBet Ry Rs, Rd, oulend myhavethe rpeaning dﬁﬁcciéed;ab,ovg; or

(c) gv?/ fe%f %\ut%;t%?atgmc{&adgdfgﬁﬁ\% A Olp)ﬂ,g', résﬁr‘élgéﬁtrso%ﬁ@fbm, reacting a

compaurid 8f forieid Ui Withraaeiayof formeulh ROODBIVIY |
4-fl uorobutyl and nonafluorobutyl. A Cl_4 al koxy
group neans an al koxy group having from1l to 4 carbon
atoms, the alkyl noiety having INKg sanme neani ng as
previ ously defined. Exanpl@s N ncl ude methoxy, ethoxy,
propoxy, isopropoxy, butoxy, isdBesoxy, sec-butoxy and
10 tert-butoxy. A Cl_4 Ral oaf koxy group neans a group
resulting fromthe replacengiit of one or nore
hydrogen atonms froma Cl-4 Koxy group with one or
nore hal ogen atons (i.e. flugro, chloro, brono or
i odo), which can be the same(ordifferent. Exanples
i ncl ude, anong others, trifljdaromet hoxy,
f I uor onet hoxy, 1-ch|oroethm{§, 15 2-chl or oet hoxy,
1-fluoroet hoxy, 2-fluoroethoxy, 2-bronoethoxy,
2-iodoet hoxy, 2,2,2-trifl uoragthoxy,
pent af | uor oet hoxy, 3-fl uoropropoxy, 3-chl oropropoxy,
2,2,3,3- tetrafl uoropropoxy,

2. 2. 3, 3,3pe I , - L ard-
wigrda A Re Sy Rt SRS magha Rerhige B or”
(d)Indip mean&omp@ﬁngpof ésrhula nig R‘f4r @présents epll-alb(@hsﬁiﬁe, ofeacting a

20 one or nore hydrogen atons, fr a C roup
compayngf feimuad Vﬁ%gawcveﬂat?pgf%@@%é?é‘éebn& 11} &or

1 steps Ny @bMPBEHBYAf.formula | into another
(eﬁ§§?%§§@9ﬁ93¥“g¥gé3%%%§§2§y%?%y1, Sﬁﬁﬁhroxypropyl,
cofpouidoofyfprroplall,  1- hydroxypropyl, 2, 3-d

! hyﬁjrr\ ?ﬁ(g % 8e¥|deﬂ#t|r%%f gﬁ(é/ ?éjrw |C1_n3a'I@f,dar\§) ’éyé’r%i%' or [gért of a group,
means a straight or branched alkyl chain which contains from 1 to n carbon atoms.
When n is 4, it includes the groups methyl, ethyl, propyl, isopropyl, butyl, isobutyl,
sec-butyl and tert-butyl. When n is 6, examples include among others the groups

methyl, ethyl, propyl, isopropyl, butyl, isobutyl, sec-butyl, tert-butyl, pentyl,

isopentyl, neopentyi and hexyl.
A Cy.4 haloalkyl group means a group resulting from the replacement of one
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hydr oxybutyl and 1-hydroxybutyl. 25 A hal ogen radica
means fluoro, chloro, brono or iodo. A C3 7 cycl oal kyl
w@emapoaseans a sat urated nonocyclic hydrocar boPCT/EPZP06/006255
having 3 to 7 carbon atons, i.e. cyclopropyl,
cycl obutyl, cyclopentyl, c9clohexyl and cycloheptyl.
The tern1heteroaryl means an aromatic 5- or 6-nenbered
or mereoltydrppen gitoms faemta Craalghe@uddwith @ne pemore dajggerhatoms

e RS, B Al 8 o5, SERR GBS aE of fEith, Brarmples
inclade t Bmong! etets triflto@ugdthgn fluavanéthigl, e1-chidvoethel, 2-chloroethyl,

nitrogen atom N atons in the ring_can be optiaonal
1-flepativdd ZoHvRTRgtNLO Phiromeaethyar 3?" qﬁjbylcagé,gélglf,u%roethyl,
' 39 006 I
eGPV, ‘L HPLARER:S  SETERRAORIO0E 58 0 Mbanyororop,
2,2 Gy3,3-gerRafustopycpy!,i Heptafhstropropyt 4-fludrebetyband noaaflsorobutyl.
can be th?( same or different and can b Iacfed 0

ava G 8l OX¥$sIOHBMEANE H! ARy %ggppﬁg@ngf rom°T 8" carbon
atofi! g{é’éi'kyf m@fe%y‘:‘ Pi%vin?%é%%n@ﬁié%n preVicusly defined. Examples
adiazofyl, 12,4

0X hi adi azol yl, I, 3, 4-oxadiazol yl,

incliidd, Methoxgdetwaly y progfaxyy IsopBopaxyd butsxyl jsabsitoyz segtbutoxy and
I sot hiazol yl, oxazolyl, pyrazolyl, pyrrolyl,

terttit@¥¥%| yI , "thienyl, 1,2, 3-triazolyl, 1,2, 4-triazolyl,

PYrR7Zd NYhaloBWoxgazrboly meds adgravip. reBMItingi fidvthe replacement of
benzi m dazol yl, " benzof uran\él , benzot hi azol yI,
3Z A

onévenruerei ysregen atoms dearo @y Haxy group with one or more halogen
i m dazopyridazinyl .. 1md i gi-nyl ;
ot 438 S PEREIAY) ordThSZREE B gam oe the sqme pr iferent
ExaspRig ineludey hmomgpdthbig, ittiiugrbmerhoxgz filiorynethoxy, 1-chloroethoxy,
razol opyridinyl, 10 pzyrazol opyrimn %iﬁn%l ,KPuri n¥l.,
2-chinraathexy ny1-flugteetbexny I2-ByRIogilIoyx af aRgMoefioxy, - 2-iodoethoxy,
3 s r€ | -
2 SRSy BB hOBBR P BRaENeY). 2 202
teteflubaspropoxy,r i ng,2\83chpentaflbercpaopoxt, ed beptafeoropedpgxy,  4-

unsaturated (i.e. non-aromatic) and which contains
ﬂUWPQHiQE‘Yt%"%“%‘é@fE’P&?B'ﬁtQXVSeI ected fromN, S and 0, and

whepesn ﬁﬁ&géﬁgg g@ﬂm%ebh@ kegtolip reb@ting FlonPthd RepldSement of

mol ectl® thro y avail abl e carbon or nitrogen
onatarnmodel diytiregeri Biomefwnora Fowsalkyt aseurs vittoapei o Mgse hydroxy

' b ti,onal | i di.zed, i
ardjizn pERamaes IR B8 AT Bt AR Bsty, oy, 2-
iHvit edq asdili b ' fef i 2vhyd wpyl, 1-
P e ot o et e S/can he
hydiexypeomylor 2@ dihgdenypeamyl,cart-hydigxybetyl.on 3rhydroxybutyl,  2-

vaj St j he ring. Preferably, the 20

hyﬁ%@k’@&'f%f‘gﬁsbi&@%@&% 7- menber ed nonocyclic ring.

Mor @& palegen abdigal means flaber, chiord ybromagr ieds. 5 or 6

ring atormns. npl es of heterocyclyl , groups j.nclude .

but ,Q;.ynacl%ﬁylt ga)%pomegﬂsr?oq . yqa?(eq.)gmré%ylc!uc %ydrocarbon ring
ha%'gtén%l 7 dd?b?ﬁzéibhﬁ', Mgl cybispidpyRz&@lcdsBuiyl cyclopentyl, cyclohexyl

I soxazol 1 di nyl, oxazolidinyl, pyrazolidinyl,
angycyctdhepitylyl , thi azolidinyl, dioxanyl,

The term heteroaryl means an aromatic 5- or 6-membered monocyclic or 8-

to 12-membered bicyclic ring which contains from 1 to 4 heteroatoms selected
from N, S and O. The heteroary! group can be linked to the rest of the molecule
through any available carbon or nitrogen atom. N atoms in the ring can be

optionally oxidized forming N'O". The heteroaryl group can be optionally
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nmor phol i nyl, piperazinyl, piperidinyl, pyranyl,

tetrahydropyranyl, azepinyl, oxazinyl, 25 oxazolinyl,
w@orobi3syl , thiazolinyl, pyrazolinyl, im dazoPCTEP2006/006255

i soxazol i nyl, isothiazolinyl,

t et rahydr oi soqui nol i nyl, ieoxo-pyrrolidinyl,

2- oxo-pi peridinyl, 4-oxo- piperidin

sub§t+totagba$)d|sapseyl|ab03/@1n tthe gefiniieny iof \éy ,1Cy2 and Cy3' if substituted,

ine EYSA e b 55 Bl oI A Yo 5P oy avatabe
posf#@hl iRl tth'eonn%f Eia@rhgre%abv hetetbaryl gh@msomlddea@nm@pth 1,2,4-
refer to bi cycle in general terns, all poss

oxadiazplybi t i oA+ tbmadlmolmluoné 361119X?F|l§7-9%d - t"@é’dﬁﬁlw furyl,
|m|q[q%§}yltljd|s%8é§@6% Suc%ﬁ)%ln&iicﬁylt byPE2 NI PR tRSZolyl, thienyl,

1,2 Blrtﬁw@lgtpl off 2, 4-trig 2o dlpyyézlnyiyr xoidagihyb- apyridingj nydyrimidinyl,
pyr azol o[ 3, 4- 1pyr| di n

benﬂ"@'ﬁ'ﬁé@‘dl henzefidpsy qQﬁr];ﬂthlg;,@yli benzothlophenyl imidazopyrazinyl,
midZPUASRHRY 0 o OBMBKR AL, WBRIED AR TTRGRZI,  indoly

isoinddigt, stisoquimslinylc! umaiphthiddioyps ps,mamlapymzmyl pyrazolopyridinyl,
yrazin

pyf%gnpgﬁ?rﬁgﬁ@[l 1pl5rlrlgﬁp%|a§;%myl . d [@%& Hyirpog(r ?rz“illnyl

pyr bg. syiicnéarbocycli
s

ringHeppnaB-aico] 2-nBerdbesed bicyclioyCarbpgyelicoling whech san be saturated or

Pal‘§£@¥égénqtdl ¥g¢ga”d 1[:\g?)zrﬁ%tbégthr?duﬁ%@x\&oﬁhﬁhﬂﬁog} Tlr?rg Acheteratoms
sel@&éﬂsfrdrhﬂ 8 artd O arkPWhefeiA Wasd rihgtazth bé tihkeddo ahe rest of the

nore, preferably with 1, 2, 3 or 4 substjtuents, nore
motaoerleaﬂt(bugh @nyravailablexcasber or nifkagen ateryAdglitionally; one or more

c 7S a0, B8R RCEplgl, ol gy ceRl 0o so
gro’ilfbbsﬂ’hé erdrdcyenl gleublwnswe‘erMnaliyfs‘tmlsanne@ad disotodesl above in
thef é;fm(inqmq of p{(eaa‘éﬁ'oq'; sq,tggl%\;gtgldgﬁgeew%s?ﬁ oum&?%il?ﬁ]?ame or
dlff(epeﬁlt)ancr\@ﬁﬂ g Ia%eer&?%ﬁg a\}atllaﬁénp&qtl@rln %‘ﬁﬁ’e PgaWYeferably, the

avai |l ab oSl |on on t phenyl " ring. 15 Wen in a
hetdeddydlyli mn an3-a teuBshembened t monocyatior @Ingr oIMlpse b@l@fﬁffﬁ@'y the

ek WAL e s ey ol TR, roppg, e

but QFE nbhﬁbhltﬁa"t% b@lrf@ﬁhyl dextdridl oxdtamyl, mhidakéeidin |soth|azohd|nyl
i ndependenty ' sel ect’ed fromthe list of possi

isoxezolidiny, posazaligin.or pymaelidjpyuppydalidiarer H’f'@l@'d"w%eydloxanyl

e the
3Pl DB pEES! S RFy RS Ry, ovezing
oxakslsi, | pyidtibpler eHidgslingknt pytdmlmylyenlrmdazomw,t essd:xazollnyl
corrpounds of formula | wherein A rell%y s|e§t

isothiazolinyl, tetrahydroisoquinolinyl, 2-oxo-pyrrolidiny OXo- plperldlnyl 4-0x0-
piperidinyl,  2-oxopiperazinyl,  2(1H)-pyridonyl,  2(1H)-pyrazinonyl,  2(1H)-
pyrimidinonyl, 2(1H)-pyridazinonyl and phthalimidyl.

In the previous definition of heteroaryl, when the specified examples refer to
a bicycle in general terms, all possible dispositions of the atoms are included. For
example, the term pyrazolopyridinyl is to be understood as including groups such
as 1H-pyrazolo[3,4-b]pyridinyl, pyrazolo[1,5-a]pyridinyl, 1H-pyrazolo[3,4-
clpyridinyl, 1H-pyrazolof4,3-c]pyridinyl and 1H-pyrazolo[4,3-b]pyridinyl; the term
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I n anot her enbodi nent, the invention relates to
conpounds of fornula 25 wherein A represents NR3. In
w@2doaedssy enbodi ment, the invention rel ates tBCT/EP2006/006255

compounds of fornula | wherein mis 1. In a further
enbodi nent, the inventiontelates to conpounds of
formula | wherein mis 2. 30 In a further enbodi nent,

imidakepyrazinyt iscie beLnderstoed 8 ipuding aseups sk @s|1H-imidazo[4,5-

wh in_A . ' ]
N
pyrdzidPiritnilinyWhier & nbd negésrettt sas\Raclatdthgngreups S¥eh as 1H-
2007//000339 PCT/ EP2006/ 006255 12 In a further

pyrazeleididrelpyrimidieyh nvent 1dwpyraaolelds3-dpyemigeyhds of Pyrazolo[1,5-
. . O i o f
alpyiifahe RRSREARORM, 2 o comounds of

f orTRg @xpreselsT eoptidrially ssulstituted alvith corie? canmhobs’t means that a
represent neth

. 51n a further enbodi nent, the
groumvean i i s@s&?@gdtwﬂeoﬁﬁsuﬁa@ef&far‘%ﬁ@'x Wiheleidn B o 4
| ; j i i
sosbuBrl, erd Dol Vo 108, B VIS 03 s orovp
hasOemsudh pbsitiant Lavdilablec sbeatiptible of Hleing substituted. dheat gyesent,

soid Sub RS Lo 7L R e 1 el BeSRal G B vl
posﬁ%gunds of formula | wherein R3 represents

)p-Cyl. In a further enbodi nent, the invention
r el lat 2 sotmpotmdpaffedmuts | ftberaroep IRs o bsi abgent (n=0) or present

_represents - (CH2) p- Cyl _an LN is.0 dnca e
(=G PR BRscrissRnt. ¥ e R chietesh by AvaigBid pasiiason the
pheqﬁ]iiﬁg_nula I wherein R3 represents -(CH2)p Cyl, p in

R:¥ 1s”0 and 1 represents phenyl or heteroaryl,

whi Wherdin adefiniion of iaoslstijuenidwe; arunete araupsobrarig the same

e 5B, 45 9 CORPEL TR R NS BAR R, et i

dodL Mo TREAS thalCHiBy heyéd , topbeé rid&tidad. Bachnof tem is independently
represents

phenyl, whjch 20 can be optional |l
selggibstamitBa T8 ohPEREDIST ms%aﬂg'gm&fp\'\dﬁdg'l of diqtrrbup, and therefore
é‘ﬁ'{ét I ion relates to conmpounds of
theslorgr%ma smgﬁéidrllwﬁgmfepresents - (CH2) p- Oy1, in R3
i s Theridvéition tusestates tptheydompursisi ofufosmiuld 1 Asairfined here

hydroxy group and which can optionally be further
abQ{fst i t ut ed

In another embodiment, the invention relates to compounds of formula |
wherein A represents CR1Ra.

In another embodiment, the invention relates to compounds of formula |
wherein A represents NR.

In a further embodiment, the invention relates to compounds of formula |
wherein m is 1.

In a further embodiment, the invention relates to compounds of formula |
wherein mis 2.

In a further embodiment, the invention relates to compounds of formula |
wherein A represents CR{Rz; and mis 1.

In a further embodiment, the invention relates to compounds of formula |
wherein A represents NRyand mis 1.
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with one or nore groups selected fromRl1l. 25 In a
further enbodi nent, the invention relates to conpounds
W@Roof00038d a |  wherein RS represents Cl_4 al kyPCT/EP2006/006255

hal ogen or Cl_4 al koxy. In a further enbodi nent, the

i nvention rel at es to conpd2nds of formula | wherein
R5 represents Qgen or tho n a further
entddd MEHIET R ° Weﬁq NI %eeéﬁp%ﬂmra%u of formua |

whr%r@fﬂ‘ﬁ'%rd%ﬂtr&ﬁ]ﬁ%ﬁén R5 represents nethyl or hal ogen.
nafurt

er e Iment, the invention relates to
corpaufartherf efmbodimhent, thehimveritionnrelates . tov@mpaddx0oBgomula |

PCT/ EP20Q6/ 00625 13, In furth di t, th
wheTETLRt FoRePBraltaRa gt B eRE e M Mol & 1 wher oi n B
I eNh S etiser EEdimeMHEe: iRventidiCidites tbnccﬁnf)e'urﬁd@bf formula |

embodi nent, the invention relates to compounds of
whéreimplisOlor Wher ei n B represents -CONH- or -NHCO-. 5 In

a further enbodi nen LNV ntr

corlftn N SR BT a HaHBRE R B f b Sagiegf formua
whériRpfiVR;Ne0 &mhodi nent, the invention relates to

compounds of fornul a wherein R8 represents

- ( dr2g gutther embogiment Hee iBvetinmEsiatest ivecompenpdpf formula |

unds of formula | 10 wherein R8
Wh%'%rﬁléqé ngqs )p-C,yZ and Cy2 represents C3 7

cyclnoalflisther bmtﬂ)dfmehhetheernbenﬁrdrerelatdshm compotinds of formula |
relates to conpounds f,formula | wherein B
Wheein BsdRPEeseiNOH2mEYR8 represents - (CH2) p-Qy2. In a

f ur hSrfuﬁﬂ@f%hﬁdb‘rrmehpethe”\ﬁ@@ﬁﬂr&{‘ réISleal Fo%ér?lg%%@é’%%rmula |

of nu ein B represents -
wheffpn éﬁeepeese(rﬂ-lé(pﬂrlzwzyéadd@m Reisresents C3_7 15

?éc oaltkiftb' EI ikt rglrgt £t gﬁﬁgﬂg”ﬂérm& hgr\é%%lngg of formula |
whé?eﬁﬁ eﬁ?ﬁ‘éére‘s@ﬁN‘"(O@*ﬂﬂ -BY'r prinergNé 0 @nel Rt aeplesents f)henyl or

Furt hernore, the resent invention covers all possib
hetemmryhafmlolrnsamall qﬂoprlmlbrrs@ﬁatqbecéwéhr@w ervapsRit.

|d(rer\s/ 6‘%&&%@@@%@% ﬁ)% Hw}&s 'é\ccéllraﬁsnga?’gmr)@ ﬁﬁﬁlc}fr}?rmula !
wr@bémq?mmés@ﬁ@\t(@ﬁz)gmyé pharR512% antidy 't iepreseEntpPBenyl, which

activity at nor e preferabl at 1 Mand still
can@eeommaavaybyﬂtat%bwrhmnerqrraorsas 1assay such as the

ey SRAID b RFEATPLR, onkn 2ol 1 GoRRRAbes ommuia

wherein R; represents -(CHa)p- Cy', p in Rz is 0 and Cy represents phenyl
substituted with one hydroxy group and which can optionally be further substituted
with one or more groups selected from Ry.

In a further embodiment, the invention relates to compounds of formula |
wherein Rs represents C1.4 alkyl, halogen or Cy_4 alkoxy.

In a further embodiment, the invention relates to compounds of formula 1
wherein Rs represents methyl, halogen or methoxy.

In a further embodiment, the invention relates to compounds of formula |
wherein Rs represents methyl or halogen.

In a further embodiment, the invention relates to compounds of formula |
wherein n is 0.
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25 formula | selected from

N- Cycl opr opyl - 4- net hyl - 3- ( 1- oxo- 2- phenyl - 2, 3-di hydroi s
W@L0ade0033% yl ) benzam de;  N-Cycl opropyl PCT/EP2006/006255

met hyl - 4- net hyl - 3- ( 1- oxo- 2- phenyl -

3- di hydr oi soi ndol -5- yl ) bd3zani de;

3-(2-Ben 2, 3-

oI5t SHIBNRTsepPpORE o i TNRIIoR. Fiates 1B eoraRpURdS offormula |
wh%?ﬁ%ﬁﬁ@@fpkm%yﬁ&m‘ibwrd?' -RAICHQH-5-yI) - N-cycl opro

enzam de;
N- Qgca dyntlogryémBofiibnért, 2heliimnertiiph- i@lated rtoxgpmpynds of formula |

g PR RBR G Ry ! perear dei YO
N- GHch ‘?@r’tl‘i’él’/ém%bhﬁnérlr huéi r.m@ﬁmhwmgltep@wbands K Formula |

2, 3-di hydroi soi ndol -5-yl |- 4-met hyl benzam de;
WhQGBSB RPGAENtHrOENR3- [ 2- (2- hydr oxy- 1- hydroxyrret hyl -
phqnyl

F Oi gozflﬁ rgl?{l |) embf))éf{nﬁgﬁ' HD? B'a%eg'gﬁﬁnd elatgs to compounds of formula |

whéﬂeﬂﬂ%ahdeghe%bﬂwieewz)% 2-(1- hydroxycycl ohex-4-yl)-1-ox
0- 2, 3-di hydr oi soi ndol - -yI ]- 4-nmet hyl benzam de;

N- Qjica cfpvt @y eopogiment, Hpgrlawpir@éhsﬁlqteﬁ toxePmpaupgs wfifermula |

whiel) BedeorEatnts ALSIRLCY, A €37 Etespnts Coo pycloallyl,

- 2 8- difasteen eaodiaent- tMé]lﬂVéJﬁldh' rethtey| toeosmpodads of formula |

clopropyl 2-(3-h drox henyl XQ- 3, 3-di hydro
Wh?%%”ﬁd'iﬂpf%s%ﬂf QBNF&( AR ts)(CH% v ’

3 %ﬁhbgrﬂglﬂg%: H&({d%g(ea htl‘\%_|ﬂ?f¥ﬂtﬁ>f"”ﬁ%%ﬁzégfnﬁegéfﬁ1?bﬁh8§Q)‘f%ormula I

whbreﬁ)ydﬂ Epregsrts 4@@1%1 Rs{Qpree&otsz-(((‘,Hh)paﬁﬁl artd Gy reprasents Csz
%/igr oi soi ndol -5- yl)benzam de;
CYQ{P ¥t opr opyl - 3- [ 2- (4- hydr oxyphenyl ) - 1- oxo- 2, 3- di hydr o

' Saﬂ‘goﬁunﬁey 'e}ntfddlﬁ%hhyﬂhaelmémlaﬁrelates to compounds of formula |
or o- N-cycl opr opyl - 3-[ 2- (2- hydr oxyphenyl ) - 1- oxo- 2,
whe:einrﬁymmesmtadGDNH and [s|represgntsdeyclopropyl.

Y SHAURRLASE, el et hOE R R M GaK bt cBiibirfations of

paMcQy| 0er peferred Pﬁbdp% ddyopibed hehgidabay@henyl ) - 1- oxo- 2,
3-di hydr0| soi ndo -4- et hyl benzam de,

In a further embodlment the invention relates to compounds according to
formula | above which provide more than 50% inhibition of p38 activity at 10 puM,
more preferably at 1 uM and still more preferably at 0.1 uM, in a p38 assay such
as the ones described in Example 15.

In a further embodiment, the invention relates to a compound according to
formula | selected from:
N-Cyclopropyl-4-methyl-3-(1-oxo-2-phenyl-2,3-dihydroisoindol-5-yl)benzamide;
N-Cyclopropylmethyl-4-methyl-3-(1-oxo-2-phenyl-2,3-dihydroisoindol-5-
yl)benzamide,
3-(2-Benzyl-1-ox0-2,3-dihydroisoindol-5-yl)-N-cyclopropyl-4-methylbenzamide;
3-(2-Benzyl-1-oxo0-2,3-dihydroisoindol-5-yl)-N-cyclopropylmethyi-4-
methyibenzamide;
N-Cyclopropyl-3-[2-(2,2-dimethyl-3-hydroxypropyl)-1-oxo-2,3-dihydroisoindol-5-yl]-
4-methy|benzamide;
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N- Cycl opropyl - 3- (2- (2- hydr oxyphenyl ) - 1- oxo- 2, 3-di hydro

WO s@i7nesBs 5-yl ) - 4- met hoxybenzam de; PCT/EP2006/006255
N- Cycl opr opyl - 3- (2, 2- di et hyl - 1- oxoi ndan- 5-yl ) - 4- net hy
| benzam de; 14

N- Cycl opr opyl net hyl - 3- (2, 2- di et hyl - 1- oxoi ndan-5-vyl ) -
y@igmypbl&gém -@ydroxymethylcyclopenty% 1-ox0-2,3- dlhydr0|somdol -5-yl}-

4'”%”5@%1},65’”‘% 2-di net hyl - 1- oxoi ndan- 5-yl) - 4- met hyl benza
(1SRERNhioptomyl 342 @diyuiexy-S-tydyexymettis2-pepjithylptruxo-2,3-
dlhxedr@‘i_sozmm'rﬁevlmmftwawm'ds yl)-4-met hyl - N-(pyridin-4
trarés}’ t\%@g@léﬁm h)?l [2;(1-hydroxycyc ohﬁx)4 Kl-)l138)[()? gp&;/dlha/drmsomdol -5-ylJ-
4-n&rth91biedeamlde _
N-Coopioslatians T ST RoB v e ERERraDkES e

me%)ﬁge@zﬂ]@gt hyl - 1- oxoi ndan- 5-yl ) - 4- met hyl - N-[ 3- ( nor pho
yl ) phenyl ] benzani de;

N- qulqmpm B2 Hthytroxs bratdammyynhenyl)reoxg12, Judjrydrigpingiol-5-yll-

é—iﬁ}g/phen | ] benzam de;
MREBYIPAa8Y % 2-di net hyl - 1- oxoi ndan-5-yl ) - 4- et hyl benz
N- @VélgﬁFOp}INSQYQBQ’Wd?B OFH’er(yE) ﬁbhdJZ-:Srdlhydrmsomdol 5-yl]-4-

tetrahyd roisoquinolin-6-yl)-45
maﬁleylhgmm@@m de;

Néxtgﬁpﬁe@?é [}R@f@@d ?)x%rﬁigna;é/ Ly p Bk dinydroisoindol-5-yI}-4-
methyiBeReamide; 1- oxo- 1, 2, 3, 4- tetrahyd
N- {;3{:@3?&}&5}%@2 S %ll -ol\;_(g Cthlggglpél y|sn=2t§1 %lhydrmsomdol 5-

%arﬁ ChI orophenyl) 1-oxo-1, 2, 3, 4-t et rahydr oi soqu
| R0 yI ]-N-cycl opropyl - 4- net hyl benzam de;
N- Ny@ppkmwldp@-(@hfd&p@ﬂhmlhwoxm -2,3- dlhydr0|somdo| -5-yl]-4-

tetrahydronapht hal en- 6-yl ) - 4-
mﬂgv'ﬁﬁnsam%n N- Cycl opr opyl met hyl - 3- (2, 2- di net hyl -
4- CﬁPé)‘Po N %yéoﬂrdéﬁA-Bqu(QEWBWdﬁﬂn?n =Boyd-P;3dihl@roisoindol- 5-

hyl behzam
yl]mﬁgwhtﬂa’opyl 3-[2-(2-hydroxyet hyl)-1-o0xo-2, 3-di hydr oi

doéa%ﬁ—%t#-(f cn@f@%\gﬁ{ﬂwe‘#@ 1 oxo 2(‘.13 -dihydroisoindol-5-yl]-4-
métﬁyl%ehlzaﬁtldwl) 2, 3-d i hydroi soi ndol 5 yl ) benzani de;
N- @v@iﬂﬂr@w‘ow (rehlorend-bedrpsyrheny H-aKedihyargigging ok 5-yil-4-

gdol -5- yl] benzan de;
m%fh%)(y(% @:\ﬁanophenyl) 1- oxo- 2, 3-di hydr oi soi ndol
N-CyctdprpppldH(242- hydtd)wlphenylarmm -2,3-dihydroisoindol- 5-y|¥

met{\%yéogéac}g% 4- et hyl - 3-[ 2- (3- (mor phol i n- 4-yl ) phenyl)

hydr oi soi ndol -
N-Cyclopropyl-3-(2,2-dimethyl-1-oxoindan-5-yl)-4-methylbenzamide;

N-Cyclopropylmethyl-3-(2,2-dimethyl-1-oxoindan-5-yl)-4-methylbenzamide;
N-Butyl-3-(2,2-dimethyl-1-oxoindan-5-yl)-4-methylbenzamide;
3-(2,2-Dimethyl-1-oxoindan-5-yl)-4-methyl-N-phenylbenzamide;
3-(2,2-Dimethyl-1-oxoindan-5-yl)-4-methyl-N-(pyridin-4-yl)benzamide;
3-(2,2-Dimethyl-1-oxoindan-5-yl)-N-isopropyl-4-methylbenzamide;
3-(2,2-Dimethyl-1-oxoindan-5-yl)-4-methyl-N-(thiazol-2-yl)benzamide;



10

15

20

25

30

25 5-yl ] benzam de;

3-(2-(Bi phenyl -3-yl)-1-o0x0-2, 3-di hydr oi soi ndol -5-yl)-N
WO eycloapsopyl - 4- met hyl benzam de; PCT/EP2006/006255

N- Cycl opropyl - 3-[2-(3- hydroxypropyl) 1 0xo0- 2, 3-di hydro

i soi ndol -5-yl]-4- methyl bddzam de;

o e RATG Er ok  HESIIR ASHNbiarie
S AO RRY Srshyers oty o
N- Bé@ﬂlEB’-ZEQ@dﬁ&Gﬁﬁa -ok6indan- 5 yl) -4-methylbenzamide; .

N- Qyﬁ%rogylﬁo/fél thy*h?wgg B%ﬁé g¥1y21r0|soqumglln36 O;'/'I)hX droi so

g@yl 3-[2-(indol -5-yl)-1-0x0-2, 3-di hydroi soi n
meMgﬁé‘?‘l_z% I - 4- et hyl benzami de; 3-[2-(1- Acetyl pi perid i
3- (Z}B&nyyl)1-bxoxb22,,4-tetrahydrmsoquunolln -6-yl)-N- cyclopropyl—4-

i hydr ai,soi ndol -5-yl ]-N-cycl opropyl -
meﬁ)é/ &ni de;

3-(NBergyRIoBY, 263 Metcrﬁhy@b@@zmmm:e -PH-Bt-gydlopropyiméthgt-d-

i hydr oi soi ndol - 5-yl]-4- met hyl benzam de;
meftrylyenzspnidgy | - 3- [2 et hyl - 1- oxo- 2, 3- di hydr oi soi ndol -5-y

SRR ISP 2 A el g oS Y °8(°|%’pé°%y' “
metlﬁ%é}ﬁ@lml@eyl ]- 4 I 18r gegh%/!zbenzam ?gx
N- %y@onwbﬁs(ﬁ.?nametgywom- ﬁ%’( tb@?ﬁ%ﬁ?%@%‘en

I-5 fl uoro-3-[2-(2, 2-d inethyl-3- hyd
mewi y%'l‘ér)ag{]pyl’) 1- oxo-2, 3- dihyd

N- @mlsproﬂ%e&WB}(Q@mmbeam 28, 4etrahydronaphthalen-6-yl)-4-

opyl - N-[ 4- net hyl - 3- (1- oxo- 2- phenyl - 2, 3- di hydr
me@h %?ﬂ%{%ﬁé yl ) phenyl ] acet ani de;

| ] 14.5-y!
N- %%ISRWYS [2?(2(Hyo% hﬂljtqnd*o 2, BdMlyBrisahas5.90.4-5- v

uran 3- ca oxam de;
mdthyiBe(2arpidai; net hyl - 1- oxoi ndan- 5-yl ) - 4- net hyl phenyl ]

| |
NGB RR RIS % 2 PRy Y ey Ay ppoiposs
y)béFathriey| ] acet ami de; |
N- ﬁu%%é&ﬂ el S RERZY 1 5010, S dipydfoisoingor 8. P
y|]b8,§£’érﬂ%%n 5-yl ) - 4- net hyl phenyl ] t hi ophene- 3- car boxani de

3- [IZ-(I33C9£n<2prEénW)t-h-plxe;lz B>dithydtaisodpll-5- )4]—Nmyh>}0mbpy\|y4 I fur
-3-carboxam de; N-[3-(2,2-D nethyl -
metb)(@ieﬁéﬁﬂ“@ 'yl ) - 4- met hyl phenyl ] - 2- (pyrrol idin-1

N-Cyclopropyl-4-methyl-3-[2-(3-(morpholin-4-yl)phenyl)-1-ox0-2,3- dihydroisoindol-
5-yllbenzamide; _
3-(2-(Biphenyl-3-yl)-1-ox0-2,3-dihydroisoindol-5-yl)-N-cyclopropyl-4-
methylbenzamide;
N-Cyclopropyl-3-[2-(3-hydroxypropyl)-1-oxo-2,3-dihydroisoindol-5-yl]-4-
methylbenzamide;
N-Cyclopropyl-4-methyl-3-[2-(2-(morpholin-4-yl)ethyl)-1-ox0-2,3-dihydroisoindol-5-
yllbenzamide;
N-Cyclopropyl-4-methyl-3-[1-ox0-2-(2-pyridin-3-ylethyl)-2,3-dihydroisoindol-5-
yllbenzamide;
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25 yl )i soni coti nam de;
N-[ 3- (2, 2- Di net hyl - 1- oxoi ndan-5-yl) - 4- nmet hyl phenyl ] - 2-
W@ pwrpisBd n-4- yl)isonicotinam de; 1 PCT/EP2006/006255
- Benzyl -3-[3-(2, 2-di net hyl -1
- oxoi ndan-5-yl) - 4- net hyl ph@nyl ] ur ea

1-[3-(2, 2-Di net hyl - 1- oxoi ndan-5-y 4meth§/ henyl ] - 3-
N-CiyslopramgH3diZedndazzd-6-yl)-1-oxo-2,3- dlhydr0|somdo| ylﬁ)-

metﬁx&)gpgﬁ%%nobenzyl ) - 1- oxo- 2, 3- di hydr oi soi ndol -5-yl ] -N

4- et hyl benzam de;

N- cwcfab%@ﬁm lindoll Ry 3~6%d- la;’fﬁﬂdmlybfmsmhdui—ﬁqueﬂnmdtr)yluewmlde;
3-di hydr oi soi ndol -

3- [a(ﬂeApetyMB@lcm*ﬂfﬂMm @@é@%xé‘ forir%'mélbf yﬁ-ﬂvcyc%propyl 40

2- 1- oxo-1, 2, 3, 4-t etrahydr oi soqui nol i n-6-yl) -
mefﬁyfgﬁ %Bﬁ%%jyl benzam de The conpounds of the present

N- GW:VcﬁﬂbEer > ¥6-prasthakypyoidin-8+y|rboxokadidihydidispingionS-\hé-

ore, formsalts with organic or inorganic
meﬁtyitlﬁg‘zaﬂid d@ples of these salts include: salts with

N- C;]\{/E dﬁ&‘gpgl‘:&gf—'eﬂfquumé% 5%98Rﬁ%lﬁﬂbl%?ﬂlﬂme&\ylbenzam|de

roi odic acid, ric acid
N- W@abﬂopvi—@-[%?dnethokmhenyl)a‘opdoé’r3 Mpﬁgmd@l-é&%-
and salts with organic acids such as nethanesul fonic
meﬁult@pnzmlpﬁ uor onet hanesul foni ¢ aci d, ‘et hanesul fonic

{ b&ypHemyhol _BRe2s3 iy sisoiridd)-5-y]-4-
N- (?ﬁél%ro?? q@%ﬁga qu;@?d% acetyl)c acid, narm:dl c acid, i
mettsydoemzamideci d, citric acid, lactic aC|d tartaric

c id, m 10
b e S O CRUR
d,hzgrm%mg@ -BiIlihmeth@bentamideyent i on may contain one or
re acidic protons and, therefo hgé ¥@§o

2-Cyiopromy - mrtdd-orecibess 88 dihudiisold

nc s with inorganic cations such as sodium
VDBB ’é\é%‘:ﬁ?ﬁﬁggr cium magngsn um lithium alum nium
N-A-NMethy@t3(1-ore-2- ﬁl@éﬂ)&Zf:bdrhydrmsomdph&ryﬁabeuylifuwn g

acceptabl e am nes such as ammoni a, 15 al kyl am nes,
cafaxegNgeal kyl ani nes, |ysine, arginine,

kaﬁ%@éﬂﬁﬁtb gngsh@ﬂ?ﬁgge%rﬁa%i@g;dgleg)grgﬂs},ﬂcabloaamde;
2- %dmpotﬁmmm (2, 2+dametha/ﬂ-é Wdﬁitétw)r‘&é'ﬂﬂﬁtW@E‘@B]b‘ﬂ%t@mde;
t f t.h .
2- SHE)?%N g%-(f ée ifne Cgéi(oégﬁéﬁgg\m 4r et g Sd[h ?\?ﬁﬁﬁﬁ'&%tlﬁghme,
Nf&(3 9- Mﬁhﬁé{ﬁyﬂﬂo&bﬁ\daﬂf:&ww m@thwpmwmbphmb}emboxamde
uirtable for use in contact with the tissu
Nmmﬂstmhmbh@xomaﬁawM m@wlpmwmu&aaxf-w&?xam'de
| -
NEh L 2B el SR eIz

are known i n
|}|§tﬁn@d$ttnanTHe salts of a conpound of fornmula | can be
obt ai ned duri ng the fi

NP DB h TNy BRI ERh e Ea AP oo

ylﬁgomcotlnamlde,

1-Benzyl-3-[3-(2,2-dimethyl-1 -oxoindan-5-yl)-4-methylphenyllurea;
1-[3-(2,2-Dimethyl-1 -oxoindan-5-yl)-4-methylphenyl]-3-isopropylurea;
3-[2-(3-Aminobenzyl)-1 -ox0-2,3-dihydroisoindol-5-yl}-N-cyclopropy!-4-
methylbenzamide;

N-Cyclopropyl-3-[2-(3-methanesulfonylaminobenzyl)-1 -oxo-2,3-dihydroisoindol-5-
yl]-4-methylbenzamide; and
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25 treating a conpound of formula | with a sufficient
anount of the desired acid or base to give the salt in
w0 b@70e039€nt i onal nmanner. The salts of the conpOURB206606255

formula | can be converted into other salts of the
conpounds of formula | by1i7on exchange using ionic
exchange resins. The conpounds of fornula | and their

3-(2Benzylragxetil2, ér4-t€ﬁfa§‘t)’ﬁ‘é0|§ﬁ%'ﬂ@b’l‘ -6-vibNprsirprepydepgamide.
| s PEmBOHPHE' Qe Slesbfif IREHRER tRag'oontin e B more basic

mtr@g@wsloaﬁdé Wf tizl\%rblﬂbre fchﬁr; S@I@Wlt?forgammdn\rmrgaom aditi® Examples
unds o

of {oeh 8Bl dnelsdos s, v ieyoanie peds; suchas TURTdRale acid,
e o S SR S b RISyt o

ph@@h&ﬂbvaéles ands salie dwitler aiganict Iaeldsesm:h; dsy aethapésulfonic acid,
| ex of var,i ab) e st Oll chi one

f
g pRe sl indod: FERREEAIG 20k, L BPREeTRrye acid. p
tO|L@E\%Salf§ﬂEV§d’1& Tnﬁ’@fr@la%ﬁi Pxahill aegdt ScetiCa¢ldemaleic acid, ascorbic

maceutical ly acceptable solvents such as water,
cmkt blsrn:oiamdnuadtlbeadld k@rtaAcmn@.l Rlonic EcWaigdycqllg awick resigginic acid

dr at Sol t
and GropING Adter 21T TreisucPRnehPirpeedmBoLRHS Bl present
invBhiich a}"‘@oﬁffaﬂ’i’%n@foﬂ Rforé r&b‘ﬂ:ﬂé';ﬁﬂton@% Ghetdfére, they may also
conpounds present i nvention na¥ exi st as

formesaitsanith biaass.drxamplesefsheseisaits g sabipwithanorganic cations

Di ast erem SQ d - : .
Sugty AR U DGy oL A e e T B BN BT, liminjum. zine, etc
and rsdifsi foraled] Witk Mﬁhﬁhbd:@tﬁtdaﬂ .addebtatié araimesr sudarasbammonla
resol ved by conventional tec aqgl;lles 0
P

f
alkylasoingsi bydiaxylglkdampase dvsipe ”'P§or%‘F’BthYﬁﬂﬁ’§amme procaine

ng hgél on can be carried out on any chiral synthetic
a ‘rﬁ'?éernedl ate or on products of general formula I.

Qgt Tr_heféd)s npuiraitattomenstheatypel cfosdlk thatdéan tealided, provided that
obt ai ned using enapntio ific nthesis. The S
thes GHE | BRAFBRGRLIRIY PRI dal oG e JiEr" 4 Therapouti

' r t \ bt K
SR 10148 S R eSS sl v

ares,}audmed;ng toméxdicalliydgemieny; suitablegfor tigenin vneta@é)w/t«rﬂbdheélssues of

can be obt. f
nufanscetStnge SEPRENS U Lt Rigch. DRt slergig response
an@Be $iké! PRErmhacdiRaly becéptabRxsdlts aretviesltknawe th the art.
prepare a gi ven conpound nmay vary. dependi

cherfiheapals ofica moewmmdvef evewla | $280he Qb&amﬁg ddring the final

dFCRS DARERIATEE e HpblngB I, ASERRATEY o be propared o

tre%hg@fcbﬁﬂidundroﬁmmuwﬂ vgtmlapsuff Benthamoenh af mlnee d@slred acid or
t hese rotectlvetg roups and the roc ures, fo
r

basgttoive thesain eplanaiomengon s sl tid Splpgunds of

fof&‘?ulaelxé’émb%égrﬁ/%%d-ﬁnw ottt b tﬁe@d}vﬂ\poﬁfd%t §cfdrivi@la | by ion
oups 1n gani c nt hesi s", John W Sons,

exchange using ionic exchange resins.

The compounds of formula 1 and their salts may differ in some physical
properties but they are equivalent for the purposes of the present invention. All
salts of the compounds of formula | are included within the scope of the invention.

The compounds of the present invention may form complexes with solvents

in which they are reacted or from which they are precipitated or crystallized. These
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25 3°d edition, 1999). As an exanple, as protective
groups of an amno function tert- butoxycarbonyl (Boc)
WwW@eoopesgd (Bn) groups can be used. The car boxBCT/HP290§B06255
can be protected for exanple in the formof Cl_4
al kyl esters or arylal kyl 18sters, such as benzyl,
whil e the hydroxyl groups can be protected for exarrlp

compplexes gee Kanywr apyrolates.(Asisedr heeimsyihe (1B gplvelss .elfeers to a
conffE0 Y SorAuf SbERIUNEP 5L By ALAUEE R ormBol BB formut Lo

a gatr froreell amdlex sobteantd &xanaleslidfi solsents orahede pharmaceutically
synthesis, such as those descrj

b in.th b - . .
acopbiale selents sHehes. Welsrcs6agphangita "E?ZAZIQP%S'HXWHH‘ water is
d ' ' f idR806r AN3
ndlfil PR3 LHRREG) SEA/AEs U SOt FRAIS, DO e InRte (o S hereon.

includingnimadratess ade iciudesbiwiibiovtbe wcope ot thveotian.
co nd of | f La |. Mst.of th d
of Sommuph e et &' RigSraakVeRlOS Magrektnas several
dia?t%ré&é%le?s | dndlfok hs@vérarpestidl Ofsoﬁ%r%f' %ia‘slé(rsg%%nfégﬁv\?an be
= n

the followng 5 schene: R4 Y\
sefRBaedrl® oRnventiapah techniques| swuch vage rafirpmatographysor fractional

N NI e e A g
opticl résAifich trgReadbticaliepere iomdrsohis @solution can be carried out

trifluoronet hanesul fonate, and each R, _and R .
on @m@g@hﬁymr@,ﬂcmt@gmm@rortqugrqggﬁts g@gqmenl;igormula I. Optically
0 f 0 ] i d .
puf UG (4h SRTULOBBNIRTN, SBel0 B miotefc syrthess
The wheserituheshtion coversallimdieidoat ispmeys aspeell adinsixtures thereof (for

reaction is carried out.in th 1 f .
examole 5aCamIOcTKNESEE Miktires, of JatpEaTerg wiehe! obtained by

' tyi Pd(PPh3) 4, in a sol vent
sy@ﬁ%ﬁ@?g%ﬁﬁ%@y@&%@fﬁgi oxane, di gl gms or

di nEhayddropoendsief famularatary berobthinedpbyJekmuingfthe processes
wat er

oSS SR DS A BB rB oFBLd g e gy xect method
usePDIRPERare! AYiveAtd?ipound may vary depending on its chemical structure.
Moreover, in some of the processes described below it may be necessary or
advisable to protect the reactive or labile groups by conventional protective
groups. Both the nature of these protective groups and the procedures for their
introduction or removal are well known in the art (see for example Greene T.W.
and Wuts P.G.M, “Protective Groups in Organic Synthesis”, John Wiley & Sons, |
3" edition, 1999). As an example, as protective groups of an amino function tert-
butoxycarbonyl (Boc) or benzyi (Bn) groups can be used. The carboxyl groups can
be protected for example in the form of C1.4 alkyl esters or arylalkyl esters, such as
benzyl, while the hydroxyl groups can be protected for example with
tetrahydropyranyl (THP) or benzyl (Bn) groups. Whenever a protective group is
present, a later deprotection step will be required, which can be performed under
standard conditions in organic synthesis, such as those described in the above-
mentioned reference.

Unless otherwise stated, in the methods described below the meanings of
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obtai ned froma conpound of formula IV and an ami ne of

formula V, as shown in 20 the follow ng schene: WO
WQoe70@88839 PCT/ EP2006/ 006255 20 COOH \ CONRBERBEPRR06/006255

(Rs)n HNRBRO Rs _ (RE) N RSV mm AA OO IVila

wherein A, R5, R6, R8, R9,19m and n have the neaning

descri bed above. This reaction is carried out in the

tllepq’Igg[:Qi&% %&Sﬂwe&"&ﬁ W@tti 'ﬁg"'&@@lﬁlgss@l%%r@@d( BEﬂ‘ﬁ%t“r'ﬂ‘ai%q;ard to a
(# é%” P Fq F “0p|IOS h
E%xa uo Op% dI; lelé IN- ( 3- P oni um

ﬂi gﬁbb%lcﬁﬂihmmmdUth okt foynakar bodan'l ntb@leobtained by reacting a
ydrochl orid N dic cIo Icar odi i
COFFLPQ%C# 8%y %3( Wgécﬁ ,COTQRHKP éﬂné% W@ '”b&?efo"ow‘”g

SC@%W L as N, N—diisopropylethylan1ne or

nmet hyl norpholine and in a suitable solvent such as
di methyl formam de. Alternatively, the reaction can be
carried out 10 by conversion of the carboxylic acid Qf
forn?Ia IV into an acyl chloride, by using stahda ard
conditions in organic synthesis, followed by

yl am ne—-h—a>sui t abl g
| e dichl oronet hane,

canOe obt ai ned by react| ng a conmpound of fornuljg
wth a conmpound of fornula Ilia, as shown in thg
follow ng schene: COOH\ COON = (R6)n | = (Rs)n RS
)M+ Rgmg ARO- FORNOA O I

wherein A, R4, Rs, Rg, m and n have the meaning described above in connection
with a compound of general formula 1, Y represents halogen, preferably bromo, or
trifluoromethanesulfonate, and each R; and R; represent H or Cy_salkyl or they can
be linked together to form together with the B and O atoms a five or six-membered
ring which can be optionally substituted by one or more methyl groups. This
reaction is carried out in the presence of a base, such as K;COj3, Na,COs, CsF or
KsPO4, and a palladium catalyst, such as Pd(PPhs)s, in a solvent such as
dimethoxyethane, dioxane, diglyme or dimethylformamide, optionally in the
presence of water, and heating, preferably at reflux.

Alternatively, a compound of formula | wherein Rs= -CONRgRg (la) can be
obtained from a compound of formula IV and an amine of formula V, as shown in

the following scheme:
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Il Ilia IV 20 wherein A RS, R6, m n, Y, R and R
have the neani ng descri bed above. This WO 2007/ 000339

weFan/aRaen6/ 006255 21 reaction is carried outPCIERI006/006255
the sane conditions descri bed above for the
preparation of conmpounds ROfrom conpounds Il and I11.
The conpounds of fornula |I wherein R4= 'NFICCRScéhg)
can be gk A&@CH rom a conpound of formy 9Ron
acid of ulr) VIL, as sh inthe 5 IRAY
schenge: N%—FQIE:)(]?S -(R )nﬁ% R5 RREX
mAA®* OQ VI |b wherein Ay RS, R6, R,
ing. descri bed above., This reacti op Ois
under the sane conditions deed above
gration of conpounds la fro gfigounds 1V
and V. The cofpounds of forrmula | wherein R4=
gr—al kyl may be obtained fromths
correspofdi ng conpound of formula Ib by aPkyl ation
under basic conditions, follow ng standard pgtocedures.
15 Corrpound:wof formula VI can be obtai ned fﬁ%m

compounds of fornula IV, as shown in the follow ng

scheme: COOH NH2 (R6)n I / (RB)n RS RS 1 \I )m)m A
whévreid A) RY, R, R0 Rihaneamd A hRGe tRé, meaning debenled labove. This

nmeani ng described above. This re ct{'

reastion i9Baried Bt K BmSEHEE 5N activa
1-yloxy)tripyrrolidinophosphonium hexafluorophosphate, N-(3-

ir?g a&%ﬂt gu\%h as (benzotriazol-

dimethylaminopropyl)-N’-ethylcarbodiimide hydrochloride or N,N-
dicyclohexylcarbodiimide and 1-hydroxybenzotriazol, and in the presence of a
base such as N,N-diisopropylethylamine or N-methyimorpholine and in a suitable
solvent such as dimethylformamide. Alternatively, the reaction can be carried out
by conversion of the carboxylic acid of formula IV into an acyl chloride, by using
standard conditions in organic synthesis, followed by conversion of the latter into
the amide of formula la by reaction with an amine of formula V in the presence of
a base such as triethylamine, in a suitable solvent such as for example
dichloromethane, and cooling, preferably at 0 °C.

Compounds of formula IV can be obtained by reacting a compound of

formula Il with a compound of formula llla, as shown in the following scheme:

' H
. ‘ x (o70]0)
COOH 5 (Rg)
AN Rs Z "
| R,
+ R5 P ——
)m /B\

(@] m

A

o}
I illa v

wherein A, Rs, Rg, m, n, Y, R; and R; have the meaning described above. This



10

15

20

22 be carried out under standard Curtius conditions,
for exanple by treatnent with
wale@heossphosphoryl azi de, in the presence of aPOHER2006/006255
such as for exanple triethylamne, in a suitable
sol vent, such as dinethyl qrmam de and at a suitable
tenperature, preferably 100 C, foll owed by aqueous
reatticratisecarriel Tht widerothelsante feandiliens deiserikedh abpve for the

- N R8 (| b t ai d of

prepaaan e sormines o ot BRI 3 chere: Nz
NHGEPNRS BhpoLRES NofFotREleNl RiheRBNGR-RENHAOR; (i) oah Be dbtained
O VI NCO'lc (R6)n R5 /HNRBRO V m A O XX || 1

fromhereimpeundi®f fremule ViFnd @naasidnoh fQreylaeVile 88 sipwn in the

descri be bove. The conpounds of fornmula Ic wherein
foll%mg W%@i'ﬁ&be obt ai ned by reaction of conpound VI
with an isocyanate of formula VIII. This reaction is
carried out in sui tabl e sol vent, such as
di met hyl f g’ @E? and at a suitable tenpers JIHCORB
conpri sedlbet we@),r oom t enperature and tihe tefRwyr ature
of thegrpdiNATg point of RLEQO# sol verits vely,
a conmpound of fornula Ic cgy be obtained firoma
compound rmula VI by a twg step sequenge which

i nvol ves ¢ grting the amne into the

i socyanat € I{) with triphosgene, in the pgsence
of a base such Yak™N, N-di i sopropyl et hyl ani ng, m
triethyl anz'ae Br N- met hyl nor pholine, in smfitabl e
sol vent suth as acetonitrile or a hal ogenated 20

hydr ocar bon S\l}fh as chl orof orm or dichl oroqu,hane; and
then reacting the WO 2007/ 000339 PCT/ EP2006/ 006255 23

wherein A, Rs, Rg, Rg, m and n have the meaning described above. This reaction
is carried out under the same conditions described above for the preparation of
compounds la from compounds IV and V. "

The compounds of formula | wherein R4= -NRgCORg and Ry = C14 alkyl
may be obtained from the corresponding compound of formula Ib by alkylation
under basic conditions, following standard procedures.

Compounds of formula VI can be obtained from compounds of formula IV,

as shown in the following scheme:

COOH NH,

A
| 5 Ran | _—(Rehn
R5 R5
) m ) m
A A
g S
v Vi

wherein A, Rs, Rg, m and n have the meaning described above. This reaction can
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resulting i socyanate XXIIl with an am ne of fornmula V
in a suitable solvent, such as the solvent used in

w0 b@700033¢ step. Conmpounds of formula Il wher ePCT/BR20006255
R2 (Ila: A= CRL R2, m= 1; Ilb: A= CRR2, nr 2) and Y
represents hal ogen can be2@btai ned by reacting a

compound 5 of fornmula I X with an al kyl ating agent of
be ¢arigdl eutxyundgr sthodard urtivs p@ndl&mmgfors&ﬂwée by treatment with

d'p'iﬁrbé”q W%gz%'ﬂg S@sﬁ?‘% bﬁgggg%e&e nrbe%p]?reese (‘?P%Sr for example

triethl=PEiRg, in A0utablesalkyt, Wupivas BimethyifesamideRandratRR suitable
and Wrepresents hac! ogen or al kyl sul fonate, preferably
temp@d@urer Hirsferably 0o G ﬁ"%eééwrawéoaﬁttrqaﬁnﬁﬂg presence

h |
soI nt WSQ %glﬁ)gﬁieu%nl elrgﬂdrofuﬁt};\lﬁ@j('}mh Re (Ic) can be

obtéin&ﬁtfl‘l)fhfaod:dmﬂomed offuimatia ¥I taswmvam i thecfoltpwingestheme:
between roomtenperature and the tenperature of the
boiling point of the solvent. Wien R1L 15 ~ R2, this
reaction LS cAg |-r2i ed out in a two-step segque Nelcolmattha
i nvol veqjal'®yl ating a conpound of for

ag&tn RIW t 0 a mono- al Kyl gBeden
i nt erfeedi af e and t hen rgb{&ag t hi s Rsnteffnedi ate with

of for
NR3 and

a, b. Conpounds—of fornul a
(I'lc) can be obtained by
conpound of fhnpula Xla with an am ne of
as shown | fie follow ng schenme: WO 200/A4-A00339
PCT/ EP20@B7 006255 24 Y Y H2NR3 Br XIDOR NR3 O O
Xla I'lc wherein R3 has the neani ng descri bed above, R
represents @4_4 al kyl andY _NcCO

=~ (Re)n

\ Rs HNR8R9

Jm
A

\ /

0
XXl

wherein A, Rs, Rs, Rs, Re, m and n have the meaning described above. The
compounds of formula lc wherein Rg = H can be obtained by reaction of
compound VI with an isocyanate of formula VIII. This reaction is carried out in a
suitable solvent, such as dimethylformamide, and at a suitable temperature
comprised between room temperature and the temperature of the boiling point of
the solvent. Alternatively, a compound of formula Ic can be obtained from a
compound of formula VI by a two step sequence which involves converting the
amine into the corresponding isocyanate (XXIIl) with triphosgene, in the presence
of a base such as N, N-diisopropylethylamine, triethylamine or N-
methylmorpholine, in a suitable solvent such as acetonitrile or a halogenated

hydrocarbon such as chloroform or dichloromethane; and then reacting the
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represents hal ogen, preferably brono. This reaction

can be carried out in a 5 suitable solvent such as
woreionaesB9 et hanol or di met hyl f or manmi de, opti oP@I/ER20061006255

the presence of a base such as a tertiary am ne (like

triethylamne or N, N dii2®propyl ethylam ne), sodium

car bonate or Eot assi um car bonate, and at a

resuléngisogyanatedolifrwith anmstine & fopuHR NG @ sHitaple sahentnguch as

a e oi ling point of the solvent.
the %\?&gﬁ{ﬁ%‘%{/@\ t?/'fe ftr%'l Ss:tep'eacti on can be carried out in a
t wg chRpGireis stfpmeut Iit WaereimAs! C&Rar(lapAdi GRhRg amertt; llb: A=
froma conmpound of fornula Xla ,k by the i ne X¥I in a
CR& Mab?)ea® VvEapresein halogan %%B?,Obé?'ﬂsagay igacting a compound
. hul f . o . , _ '
of TR "SR ARytato B! oL B A sown I the following
schéaigrul a lic by heating in acetic acid or
pol yphosphorig acid. Conmpounds of fornua Il wherein Y
represents tr fluoronethag | fonate 15 can be
obt ai ned st ihg froma Sﬁéound of fo
shown in th pl | owi ng sc&gne: oHY
wherein A amd ve t he—neantrg descr
represents i/M uor onet hanesul f onat €.
reaction can g arried out in the pregence
sui tabl e sulQonyl ati ng agent such as
trifluoronethanesul foni c anhydride or
trifluoronmethanesul fonyl chloride, in a suitable
sol vent such asppyridine or WO 2007/ 00033Ra,b
PCT/ EP2006/ 006255 25 di chl oronet hane, in the presence
of a base such as pyridine or triethylamne, and at a

sui.tapl g t i-
nB 0, By AP RIS ST R GeBPIE RO et hagen
prefdiadiynastoricar Ryngefresents GonuouRy ahdf WnuepreXents dwmlogen or
shown in the follow ng schene: 5 oH Yym)m, A AO
alkgiSupREtR) preterahly e AN IPARAR. AN B CHIISH %t) in'the presence of
r O¥&dium’! ctino dbfe CSB|( Ht ash toluene,
a g %égpfk'gggngg %ﬁdlgﬁgt%c{}rg%écilnd,rh gﬁgh as ﬁ(gg/sﬂgrs,&and at
teteahydrdfatdre of @irhethytfoerhaméde; amst at adtepparetine respaprised between

tenperature and, the te ratuyre of .the .boild.j |t
oo (eeeEl LAY i (GrHPRRGTE, e Beiip RoITCY, bEFaREr when R
+ RYGRisA2aRREQs carried out in a two-step sequence that involves alkylating a

compound of formula IX with an alkylating agent R4W to give a mono-alkylated

intermediate and then reacting this intermediate with a second alkylating agent
R,W to yield the compound of formula lla,b.
Compounds of formula Il wherein A= NR3and m= 1 (lic) can be obtained by

reacting a compound of formula Xla with an amine of formula XIl, as shown in the

following scheme:
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tribromde, in a suitable solvent such as

di chl oronet hane, and at a tenperature conprised
WQer@ieees) y bet ween -78 C and room t enper at ur ePCT/EP2006/006255

Conpounds of fornmula XIV wherein A= CRIR2 (Xl Va: A=

CR1IR2, m= 1; 15 XlIVb: A=28R1R2, m= 2) can be obtai ned

by reaction, of conpounds of fornula XV unger t he sane

condi tions previously described for the copversion of

a compound X qQf formula I X i fzNRs compoun formul a

Ila,b, as inthefollo'ng schene: Oove RkW
X ~I )m)Rs CRIR2BrO O XV XIVa, b 20 whe R2

and m have the meani ng descri bed above. WD\200/7/ 000339
PCT/ EP2006/ 966@R5 26 Conpounds of fornmul NRwher ei n
A= NR3 an®ne 1 (Xl Vc) can be obtained bY reacting a
conpound of formula XIb with an am ne of fornula X1,
as shown inXide followi ng schene: Ove Ow HSNR3  Br
XIl ORNR3 OO 5 XIb XIVc wherein R and R3 have the
meani ng descri bed above. This reaction can be carried

wh?ﬂé‘in URdeEstiRe ARERINE destAPed Ublvel R SepREENIDET,_ABKYE and Y
or the preparation of conpounds || c fromX a. 10
repGzsgydsi nuogén f preferablK kroma afhise regsatignnean shearearigd out in a

sui{a{?l?qmsahvﬁﬁFg@ﬁg%@%eg.h%%nugltﬁalﬁld&gﬂ%e%@%ﬂnwﬂ& eoptionally in the
presence of a base such as a tertiary amine (like triethylamine or N,N-
diisopropylethylamine), sodium carbonate or potassium carbonate, and at a
temperature comprised between room temperature and the temperature of the
boiling point of the solvent. Alternatively, this reaction can be carried out in a two-
step sequence that involves bromo displacement from a compound of formula Xla
by the amine XlIl in a suitable solvent such as methanol, ethanol or
dimethylformamide, to yield an intermediate aminoester, and final cyclization to
the compound of formula llc by heating in acetic acid or polyphosphoric acid.
Compounds of formula I wherein Y represents trifluoromethanesulfonate
can be obtained starting from a compound of formula XIlll, as shown in the

following scheme:
OH Y

Xl !

wherein A and m have the meaning described above and Y represents
trifluoromethanesulfonate. This reaction can be carried out in the presence of a
suitable sulfonylating agent such as trifluoromethanesulfonic anhydride or

trifluoromethanesulfonyl chloride, in a suitable solvent such as pyridine or



XVl Xla,b 15 wherein R has the neaning described

above and Y' represents hal ogen, preferably brono, or
wWoregaonosos39 Thi s reaction can be carried out in PEEEP2006/006255

presence of a suitable hal ogenating agent, such as

N- br onosucci nim de, optio2&lly in the presence of a
_radical initiator such as . . .
dlcfﬁplzom%t‘ﬁaaeslozthﬁmrﬁw%@& OF arhasei sueh 2% Pydding,qr triethylamine, and
at PESRHE Bod RS L AHEPOLHERN FUE BB To6R] il e

t erpempounds cbripmidadXiletaw de obtamed:saeting diroen @ndompeund of

tegp)g tur of tf}gk% l i |nt.of t he sol vent,
forrgpta; alaﬁf oL tae ﬂlltbo“t"ﬁ &M&re. Conpounds of

formula XVI can be obtained by reacting a carboxylic

acid of formula XVII with an al cohol of fornmula XVl
Mef ol | owi ng schenme: WO 2dp7/ 000339

5 27 Y Y ROH XVI |
Rhas t he neani ng def

Il
as shown int
PCT/ EP2006/ 004
XVI XVI whé

Y' represen 2 en, 5 prefegably kgomh, or
met hoxy. Thi s \redgjjon can be carried o Nt he
presence of anor gani ¢ acid such as gengentrated

sul furic aci@; using the alcohol of fd&@nula XViIIl as
the solvent, and at a suitable tenperature conprised
bet ween room tenperature and the tenperature of the
boi | i ng poi nt O?Pb he sol vent. Alternativ?k . a
compound of for a XVIl can be converted into the
correspondi ng acyl chloride 10 by using standard
conditions and then the latter can be converted into
whergin Acand asbamﬂn@ maaning geserdradaloveyThis reagtion; eam be carried

out 0B LREE'of b RO bk 50 RS BHCSRES o sutavie

terspeerature émﬁpn@wm@t\ﬁeén abbar terepbrtere and the aamperature of the
sui tabl e t enper at ure conpri sed betvve?ﬂg’ C. and, roogm

bolBarRtiak aF 16 SONESpBLHISNBIPTEERHRR 2 A Ve ASichsueh as boron
SRR, e 00, S oy b i st
complrllsed\nprejeredﬂh batweadVe78RE arkRBioonxtemperature.

Compounds of formula XIV wherein A= CRiRz (XIVa: A= CR4R;, m= 1;
XIVb: A= CR{R;, m= 2) can be obtained by reaction of compounds of formula XV
under the same conditions previously described for the conversion of a compound

of formula IX into a compound of formula lla,b, as shown in the following scheme:

OMe OMe
)m )m
CR¢R,
0] 0

XV XIVa,b

wherein Ry, Rz and m have the meaning described above.
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J)m)m NHNR3 OOX X XIVe,d 20 wherein R3 and m

have the neani ng descri bed above. Wen R3 is an
W@RkMylewype group, this reaction can be carriBCI/BP1006§06255

treatment with an al kyl ati ng agent such as a halide

or al kyl sul fonate of form@ba XX, preferably an al kyl

iodide, in the presence of a base such as sodi u%y
hy dGardpounds ofsiarmals XIVowherrinsdthNRs and dane! (gY/c) can be

o GRRE BT PR 5o un Lty B e .

shoR@ai iWeRe follwirgtsempaieat ure and the tenperature of the
boiling point of the solvent. When R3 is a phenyl or

heteroaryl group, this reaction can be carried out by
reaction wghean halide of fornmula XX, preferably a
brom de, in|the presence of se, such a
Na2CO3 or RO4, and a copper?catal yst,
, in a solvegil such as
de?e and heating—peef er ab

Al ternativel conpounds of fornmula Il whergi v A= NR3

(I'lc: nr L, ATER nr 2) can be obtained inqan gﬁélogous

manner sta?ting froma conmpound of formula XX, as

shown in the followi ng scheme: Y Y R3X XX ypyem NH

NR3 O O 10 Ilc,d wherein R3 and m have the

nmeani ng descri bed above and Y represents hal ogen,

preferably brono. This reaction is carried out under .
whehsin Ruerd iReteviedthegoeaing slescribied ebpye dT ki deactiasy cambe carried

[ f ds  XlL.Vc, d fr. 1 .
oub RS} it 2o ARG BB AbsETGR e for R epRton o
co{;}&lgluhas IRGtanad. starting froma conpound of fornula

as shown in the follow ng schenme; R4 R4 (aR63n
| =Cemspoundssofdrmula Xla,b can be obtained starting from a compound of

r ef | ux.

formula XVI, as shown in the following scheme:

Y Y
Br
OR OR
O 0]

XVI Xla,b

wherein R has the meaning described above and Y' represents halogen,
preferably bromo, or methoxy. This reaction can be carried out in the presence of
a suitable halogenating agent, such as N-bromosuccinimide, optionally in the
presence of a radical initiator such as 2,2'-azobis(2-methylbutyronitrile) or benzoyl
peroxide, in a suitable solvent such as CCls, CHCl3, acetonitrile or chlorobenzene,
and at a suitable temperature comprised between room temperature and the
temperature of the boiling point of the solvent, optionally irradiating the mixture.
Compounds of formula XVI can be obtained by reacting a carboxylic acid of

formula XVII with an alcohol of formula XVIlI, as shown in the following scheme:



RO B'OR XXII Il 20 wherein A, R4, R5, R6, n, R
and R have the neani ng descri bed above. This
WO e@chomsBy i S carried out in the presence of a POI/BP2006/006255
reagent such as WD 2007/ 000339 PCT/ EP2006/ 006255 29
bi s( pi nacol at o) di boron, aZ2pal | adi um cat al yst such as
[1,1 -
bi s(di phenyl phosphi no) f errocene] di chl or o- pal | adi um
(1) and a base such as potassiumacetate, in a
sui tabl e sol vefpt such as dinethyl f or mam de,

di met hoxyet hagte™~r di oxaneRQ@Hd at a s
pri sed bet Wegfj © room

t enper at ur e, per at ure and

t he tenperat ure~0f\t he mMAAq}4uM nt of e~sol vent,

preferably heat|n8 or alternatively in th§ presence

of a trlalkyI:ara 5 and a strong basey”su R a

butyllithium™~in a suitable solvent such as

t et rahydr of ur an Pd at a suitable tenpgrature,

preferably cooI%Wg -78 C, optionally foll owed by

hydr ol ysis of the boronic ester to yield the

correspondi ng boronic acid. 10 Conmpounds of fornul ae
whareinviR, has| the |meamngX|descv(bed xabave xand |Y' xepresgrts halogen,

5 pref%gBIg d K ﬁxggy |§| |J>e%| ﬁ%@%ﬁ@lggg%rﬁe? Lﬁqﬂtﬁ’g presence of

an iddr?éﬂfbtﬁcﬁd s@Bﬁ’ 8o it ntRE BLIITd Hcig! Qémgtthé alcohol of formula
Furthernore, sone conpounds of the present invention

XVHhasatheo spvenb hand ratdar séiabig HemPeEHHEF@ERIISedoPRtYYGEN room
ten*pd%éku‘?g% ?%Fg% no ‘élpén}}ﬁg% éf f(yr% lgcg@rg g@.‘ﬂ? of t"h'?—) chlvent Alternatively, a

coMﬁbuncﬂ(mmnﬁlﬂaO(VH)@snl lve eogwerited mdaehesbrryespnddmgtatwl chloride
reported standard_ experinental  c tions., Such

e on

10 by jysing cBADds Gﬁgd@ﬁﬁg band aihenethey Cﬂ"ﬂpﬁﬂ” gPeLpvestegy into the
cor%%p%h%nr\ E51&7f forhlila SWAR) FeadiBR vRENHR BRdSHYI oF férmula XVIII, in

up Into an am ne by reaction with a reducing
thezﬁmgaene ofuztbass $yakr egetnethylamleepnre@eaw@bje solwent such as for
such,as Pd on or o
exaTBnG Ry CRyBRIH DG AP RUES tmpaiatie SmPrilEd Beween 0 o

and YbdRlRbmper¥ent such as nethanol, ethanol or acetic

aci d; the conversion of an am ne |nto a sul fonan de by

15 reaepnmoumdsmfafoguuleoxw whwmo%- Nﬁad%\é@ B 1 okNd: m& 2) can
oe TS S ARSLAGR koAl B FHGRIE B, S8R e olown

schemaé: sui tabl e sol vent such as d| oxane chl or of orm
di chl oronet h o Of pyrldlne optionally Kp.the

? e -
presence of a Ase such riethylam ne or pyridine;
t he conversi of an anlne 3t o an am ar bamate or
urea under

Im )m
NH NR3
0] o
XIX Xive,d

20 wherein Rz and m have the meaning described above. When R3 is an alkyl-type
group, this reaction can be carried out by treatment with an alkylating agent such
as a halide or alkylsulfonate of formula XX, preferably an alky! iodide, in the

presence of a base such as sodium hydride, in a suitable solvent such as toluene,
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standard conditions, for exanple follow ng the nethods

di scl osed above; 30 the conversion of an aromatic
whadoreessnt o an aromati ¢ am ne by reaction w PET/EP2006/006255

am ne, optionally in the presence of a suitable

solvent, and preferably R8ating; the al kylation of an

am de by treatnent with an al kyl ati ng agent under

tetramedfofufmn ﬁnodﬁn@mmmmmﬂgpao@@/t coteraperatdrecepmpriseth detween
< . . /5298 j
oo ke hPE3BePh TR AL B SRRAQBOIFOF 1 Bygbrtenen R:

is afhErgusr hetdrbagegrup, ltieid reactidmecaar be cahétout by reaction with an
i nterconversion 5 reactions. can be carried out

haligReotciomilin X, grrefesnhiyl & bromide,dn | the PraRsRce,ay @ base, such as

I tgble~s { S At er ' r ' i
GRS P IESS ol 2 PBEpT cRht, Sdch al cdBErpitde, in a
sohesnt spidB dsi Nasethyipyriolidons and heatinggpreferablydatoeflox. of

proi nflammatory cytokines. Therefore, t campounds, .. . _
of AlRnatvan GRP S RERETLlR § WhsielaT E‘ﬁ?at@c_t Fiat g m=2)
carflgepélﬁ\éﬁ@d H'I %ﬁaé'rféﬁ. %@ué""?‘r‘\éﬂhe‘?%aﬂi‘nﬁ}’ﬁoﬁ\ AQdmpdund of formula
manmmal s, |1 ncl udi ng ﬁ man bei ngs. TRAi s includes
XXHissestoee tathedd!idyingvsahemeduct i on of cyt oki nes such as
TNF-a, IL- 1,,1L-6 or IL-8. These diseases incl ude,

but are not ljimted to, i e, aut oi ne and
i nfl anmmat or iseases, card#’ovascul ar »

i nfectious

neur odegenery di seases, protiferatnny
ami ated with cycl ooxyge ;.

i nducti on. ettt ed di seases to be tredt dfor

prevented wi®h the conpounds of the in 2ntion are

i mmune, autoi nmune and inflamuatory di seases. As an

exanpl e, i mmugg, autoi mune and inflanmatiggy di seases

that can be treated or prevented with the conpounds

of the present invention include 20 rheunmatic

di seases (e.q. rheumatoid arthrifi i At '
Wher@ifriRy PaC mﬁwgﬂﬁSJQea?mﬂr e(slcgbé%?agagégsr{losg r%ﬁlrreosr?in}:s halogen,
préfetdbly brémodehey fidetionris Raidd outogh@srathehsde seaction conditions
traunmatic arthritis, ?OUt arthritis Relter')%
desgribzdabove fontbe preparalion oksorpoypdeXiYed tem XIX.

spo litis ul NE ook A | |
mephiabe s, of oBiTeleL 1 R Elther colfictolily “aigiRithe or_ can be
obtfingd dienmigyirom anesipounad|afsfoemalzeXXdl, asisbpanhincthe following
t hronbocyt openi a 25 and neutropeni a), autoi nmune
scheB¥riti s and autoi mmune infl ammatory bowel di seases
(e.g. ulcerative colitis and Crohn's di sease), host
versus graft disease, allograft rejection, chronic

P

thyroiditis, B4 di sease, schl eroder medidbet es
(type | and flype.t@R)), active hepatitis ( tut !
chroni (:),Rs ﬁai riary cirrhosis, g =
i ~Bo
RO” TOR

XXl i

wherein A, R4, Rs, Rs, n, R and R; have the meaning described above. This

reaction is carried out in the presence of a boron reagent such as
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nmyast henia gravis, multiple sclerosis, system c |upus
eryt hemat osus, psoriasis, 30 atopic dermatitis,
w@onrae3der matitis, eczemn, skin sunburns, chPOHEP2006/006255
renal insufficiency, Stevens-Johnson syndrone,
I di opathic sprue, sarcoid@dis, CGuillain- Barre
~ syndrome, uveitis, conjunctjvitis, ,
bis(rimegoletoNinnieni vi t as, daledymed; gatalydr i odiehal as  [1.1-

s bR oS AR b ERe s sl B B oBcPaaeauch =
potakkighnuatdtats, AnelarDGRItabl S solvehtrosacly iaws utiimeihgiioynamide,

~ syndrone, pul npnary enphysenmg, . pulnonary fibrosis,
dlm§¥hqwgm@e ehAxage; anpmtsmb%utem%ra#redpgm@ed between

e. i C uctd a i - an e
cob BpEEREN a5 B ARYTTR S oSt esaent
preferélly tieatinge ot attediatigalyeis thegiresencebef artaalkpldomate and a strong

basi%;]g\gg&qigp,li’ltg ﬁ%ﬁapagny%g@pf%gﬁl&ghkg C%%%t?a!\hydrofuran, and at a

it BRI \rafdtaBiy adofiRgr bYsi7® i septienally followed b
Swttbﬁir%cj)nfgggqeg,aﬁ%{%r odr{%fég-i 'r?duced gl atelet a grpggat iYon,o o y
hydrolysie afdhe bargnic gsterdowisld e eprespandiag Hoggic acid.

Cedsorpiopae of e g1b X 01 B XS RERE S, xx, 3

and®DOGN Sare EBRITNSTCIalG PAV AN, canded PrepafdtPdy, niheds widely
by G am negative bacteria, shigellosis, neningitis,

desnébedrig!th_ lesatuze, akeamheLonvanentypaiestedyi ral
o Re, ST PORBRIAL, 41178 ibEnt ol e, o oe

on, “retinitis cause
obtalHed oAl other wdmpdiidseolzformiués pey, appreptiatencorversion reactions
i nfections 15 associated with severe buyrns

of fungterpligronns kxene es seyatH S1eRs. y@wwgﬁ-ynowgn%%'cﬁéﬁs?m organic
ch%rﬂfs‘?&tdﬁlfé?'thé‘ (?/r?éoeﬁaﬂ%yd éiéﬁéjiméﬁ‘tfa?%h@iﬂénéu‘?h_ as

enti'virus, caprine arthriti virus, Visna-nmaedi
vi r 8ach firtercomvie rsioms dah bei candgd vt upon goaupseRs or R4 and include,
innunqdeficiency virus or canine i nmunodefi ci ency
forgxampleBone resorption disorders that can be treated

or HLUERI&GdionNst éq'ﬁtro?}oﬁﬁtiﬁfboéﬁ Gfmhipe B FeAiohhwith issreducing
traumatic arthritis and gouty arthritis, as well as .
ageohsuchdas dydeagen il theauresenee of ptRpataiysdisyeh, asplBd on activated

cobichY M BB 308,80, 47, PBARE oo’ BPSSurav

soRSheeltngs infethahol Ethanchbd atetic aeide bone nass.
Neur odegener ati ve di seases that can be tre

D o COTVE AN Eb AN ST, P RePuIEOTIIag, GaERNgh assulfony/
nofteE ShE e g 7 s EeLERtendllg B TRAS s of eatabe ayounts o
a baseases dhatdimethysaminamtidihegrin @ suitakledsdlverituglieh as dioxane,
chﬁag;g rrl%t rgllc%%ggqstﬁgﬁg otr %%Eﬁsne %B%r?alﬁ/nud\ tﬁgrp?gsié:nc@/gfl g l)gse such
as triethylamine or pyridine;

the conversion of an amine into an amide, carbamate or urea under
standard conditions, for example following the methods disclosed above,

the conversion of an aromatic halide into an aromatic amine by reaction
with an amine, optionally in the presence of a suitable solvent, and preferably
heating;

the alkylation of an amide by treatment with an alkylating agent under basic
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sarcoma, multiple myel onma, netastatic nelanoma and
angi ogeni ¢ di sorders such 30 as ocul ar
woe@vaessd ari sati on and i nfantil e haemangi oma. PEBBP2006/006255
ki nase inhibitors also inhibit the expression of
proi nflammatory proteins 3Quch as cycl ooxygenase- 2
(COX-2), the enzyne responsible for prostagl andin
COW@NE&@ctlon Theref ore, the conpounds of the present

7 . . o
DS5598 5385 18 e 6 A A B0 8T R i, rester et
thersxdngdlesl by COX-2 and especially to treat processes

Z“e};ﬂ%ﬁge”ﬁﬁé AL &y%rsé’gﬁé@ﬁ o@@LS > Hh8s& Sinterconversion
rea@flct)rlfg 4k BeRArfied BUPEHAH %‘éb@mﬁ%nﬁs 'o‘??‘d’rrHLﬁa | 'a? Wl 88 upon any
In vivo assays to dete ability of a
sunatmlmsymtjesle lmtehnbdiate thepd8f.activity are well known in
o Shen et ST e BB DRACaS ind 74 gt act oo

p38"hﬁhﬂ§é InPRHitrs,| ‘i’r'ikid}fmdj)3§1e aelLMidY @fc%'bﬁ\ﬂammatory cytokines.
Alternatively, cell-based assays can be used to

Therefarer ¢he sempisiunds yof the iaventigroarel expectedi toi be tuseful to treat or

oreRE kR8s B oD A8 s oM BLBAS, fiind By beings.
ThidlinBLBes dildset ¥aesed By &rdrptdRittigh iﬁ'é)%l{ﬁeé)éu&‘ﬁ%m\w o, IL-

that can be used to test the biological activity of

1, tthéé @otpBundbessd diseases cintiude, alsuto3ei nht dintitged toanimmune,
be found bel o

Ex I 15 E t t
o BRSPS, SHARLTS2 neh e SFUSE. SR BEH . Yectons
disehs&®r Bohd aesdRfonnAidordén ndmréﬂed;vb ERsrhtienalisdaddse proliferative
tests provided in Exanple 15 re preferably

dlS@@ﬁ@%@ﬁ@sPW@ﬁ%ﬁ @sﬁpglatewl@ t:h%lﬁosmna&ﬁr%ulmdtmoat Preferred

dlsMasgs‘SR é@%tc?(g Loerb Fe‘?/feﬁ{égf k/\éth {r{ﬁeﬁ?ﬁ@%ﬂngiggéﬁ kR Ginvention are

immnmenaut@nnahme arel mﬂamnn@toey giseaseseut i cal conposi tion
mhlch conpri ses npound of the sent invantlon

(orAg %hﬁ?‘?l’ﬁ'@@ﬂ'm@?ﬂ’l%/ afieigynype @nds '&ﬁ?’%‘r‘a@fﬁ iseases that can
be! f1€4EAT & ?Féivé?ﬂg%%ltmh@ &Iﬂﬁégﬁﬁé’é“df%b' ﬁré%%ﬁ?ﬁﬁ@%tﬁ)rr]\ include

excl pl ent e excl pients nust be "acceptab
rheumeatiediseasés ke gnthexongtaid bitbritig, tpsoriatic asthiniéis, infectious arthritis,

pragtiesiie Y iR BRTOr ke S ARG, [sARalt arthrits,

golJﬂ'Véfﬂ‘ﬂIﬁﬁlt%n R‘élfér@%ﬁﬂ%mesb@ry%ﬁoharlﬁ§%du% RyAbviBsand spondyhtls)
phar maceuti cal formulation, the nature of which, as it

gIqmemnenhﬁww'tmqnw'thmﬁé\@@hcqimﬁmﬁiéomb,ual@ommun@ hematologic
dlsﬁaé O&ﬁ@"ﬂ?)%&n A s Ir“ai Irgﬁ a%lé) ngmn'do%égﬁw'ico%ronfo%cytopenia

use or exa

andrabutromma) eaaloimnasa gastlﬁlsl alhd aetriuallmtmml mﬂmnmdtory bowel
adm ni stration. Solid corrp83| tions for_or

d'Wﬁ.@tg Aiceratiye Qofite andhbEaha's gisgaselt 'é%StaYﬁ:TSUS graft disease,
all k&8ctid. é‘ﬁ%nﬁ? rBIb‘i"tlsTB@Fg\fé%t YisdubdTed ik obi@rma, diabetes
sed

na sinple mxture,
(type | and type ll), active hepatitis (acute and chronic), primary biliary cirrhosis,

myasthenia gravis, multiple sclerosis, systemic lupus erythematosus, psoriasis,
atopic dermatitis, contact dermatitis, eczema, skin sunburns, chronic renal
insufficiency, Stevens-Johnson syndrome, idiopathic sprue, sarcoidosis, Guillain-
Barré syndrome, uveitis, conjunctivitis, keratoconjunctivitis, otitis media,

periodontal disease, pulmonary interstitial fibrosis, asthma, bronchitis, rhinitis,
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granul ation or wet granul ation of the active conpound
W th excipients. These 30 excipients can be, for
W@ amohs39 di | uents such as | actose, m crocrystBCT/EPZ06/006255
cellul ose, mannitol or cal ci um hydrogen phosphat e;
bi ndi ng agents such as ford1 exanple starch, gelatin or
_ povi done; disintegrants such as sodi um car boxynet hyl
sinusiti, c hpReUHEEPRIASIS o HBMABRND s disUllicienebr isyadionge, ~ pulmonary

ts._su re l e, 00 3
em%’w@]f@é@& f'@@’%n@ég%é“\sé?&% stZ é&%gfe?}ﬂgp erg?tlogy ab Iuglnonary
disédsd .. chednietabstatibe puidbhagndiskgsepahe dtiet inflammatory or

sui tabl e excipients by using known techniques with the
obstichye dissasgsiodyihgdIrva¥sr  disintegration and

abs@évgﬁéﬁ%ch&rtd@eﬁ%%t ik RLAShHe 'ﬁ%'at%d ?F ré\%té@jﬁ&ﬁde, among

provide a sustalned action over a longer period, or
otheisypl mybeardigir anarttien,r cargéaw! apperdrophyr opardiaes insufficiency,

SR RDIRBEIAY  EBRIT5TY: ontEOTRERE. pelleibIitped  platelet
a Hfigh Qculy UdiGhag SUhdronted | BtheR8sdkdsisSahld @etebrblascular
g@’g sule }lb

s are al so poss e, In which the active
academqtsund is mxed with water or an oily nedium for

| e i i | qil | i i1
e ioGRRe o BBk e B ey Pl ARG ot
sefist Reepiid0 shdek t @hdetoxet Shoclan sepsiebbyl Branbyegativédbacteria,
the active conmpound with dispersing or wetti

n . .
shiggltesis,; meniegitis ng camhias arrlapaes SPGHIONES . @l%ﬁéiulos'& viral
exci pi.ent.s . " . eni .
BRI g SRR DRt et B SRE MR H pfection,
retmitd Ragbeat bpreytarakgdievios) ffluenzas tlempeniseatment of infections
suspensi ons, syrups and elixirs cont aifni ng )

asgesiaied] Wit sevelenayinsaMy@igies cause bydnfegions, Gachgyia secondary

to ‘f\‘%@ﬁ?ngmq}ete 1 JiRd infl XiBRE (guchpgi;yléﬁﬁwl%r,‘ecaprine arthritic
gl'ycol's’(macrogol s) “and propyl ene glycol. Sai

virggmissa-maedi ias, fline ioumunodefoieniyuviargs, Payinshinagunodeficiency

. wetti n8,, .suspen W% sweet eni ng, flavouring agents,

virgy 5 &7 ‘Q?i'mu'b‘?fge BHYCENATYSt nj ect abl e preparati ons,
aCCBro?n'engeéé’rgiiBﬁ BIsRPESLs ithatetbinobe ftatdfr &ntwedénted include
adm nistration, conprise sterile solutions,

ostopEEoss opsteoartbritig, draymsati¢ arthritis 20d goubbaghetis, as well as bone

.non- aguequs sol vent. suc r I . :
dipets A AEnch JEle B PJeBhidufd iR kbl pone grafting and, in
geRBNOSN theyespzBssés Wheesihal i maadisanaotinducsiobteablastic activity

wetting, enulsifying, dispersing agents and
angring@asgationesmashey may be sterilized by any known

met | [ i g.C | 14,0 ' i

w | 195uBGeBERPRERE, BReAtst het S BoPRERRY dripRvetel include
Alimgisrirabldisease] uPaikimeet'saitdisgaseef oerebiale ischaeimia adgd traumatic

25 possible tq start fromsterile materials and keep
NUFRGRIRNFERLYE, §€a§%vr%mpp8r9§hertshroughout all the

Manub aitdtativid H‘i%%%@ that fcaﬁf rest dleadim B Shi@dMed  include

the active conmpound can be preferably fornulated as a )

ersloppetsiosisr ysalid dunwirsy dcude, asdclehsenie omyelaidplaukemia, Kaposi

sa¥g eg?mu?tipqgalrﬁyggma, metastatic melanoma and angiogenic disorders such
as ocular neovascularisation and infantile haemangioma.

p38 kinase inhibitors also inhibit the expression of proinflammatory proteins

such as cyclooxygenase-2 (COX-2), the enzyme responsible for prostaglandin

production. Therefore, the compounds of the present invention can also be used
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solid sem synthetic glycerides, or on a hydrophilic
base such as pol yethylene 30 glycols (nmacrogol). The
w@ooepousss of the invention can al so be for nul BCEEP1006/006255
their topical application for the treatnent of
pat hol ogi es occurring in B@nes or organs accessible
through this route, such as eyes, skin and the
to tieat @stiregntidisrases\vinedpiad by(22%-Pend mspesEigde dat psacesses

w050 DU GRS oA 05 55080 npI0R AP caused by
candes b iy adihdtiopaiadhyperatgdsibhnd adodypiant s. For t he

nasal adm nistration or for i1nhalation, the corrj[Pound L

carnBbétro eAHD ViYQ @ssaysie aeteszie Higyabiitycaia gempound to inhibit
ent : .

oo AENGE SR R SETE RSO L EBRNE, pSoRERARIY 86 etea can

be pettactecawith the\penified @38 eheyniedealstetoinbevhetbar athibitibe of p38

aCt@ﬁ?ioéEBE%- %it%%ive O%Hteﬁa%%p?;%@gg%ga‘%gg% (hnddilire the ability
of %?'}?g?bﬂf\jrﬁf &Sl irfHigit tRE proQuétorPof %kam%%t §@c¥:ﬁ g@ul'l(;ﬁFHIwa, e.g. in

actors. A representative example o
stirsulatesh | peeriphiesaj e blomdg enosoriuadearalbells (BMCeyp/acg other cell types.

D2 SO i S con B e B8 AL B8 Sy of e
corhhbHﬁéé at &tk wentienf 4 Fgwi iRBibRYATBAR De folidEEBR @2e Example

The foll ow ng abbrevi ati ons have been used in the
19)exanpl es: ACN: acetonitrile DVF: dimethyl for mani de

20 O, di. hyl | foxid . : . .
0 B Ao TR A, o el n city
of %%_Qﬁ@h C5d°/9|¢nhi_5¥ti@§rgih I—& l_lé;)élst apetsttthe RESHS pRivitRstoin Example 15.

. acetic acid : 1-hydroxybenzotriazol e
Mang grefieeab jecinpoends aboulpyeabibit more than 50% inhibition at 1 uM, and

s s B R Sk Sh AR BHOS Pt 0.1 .
t et TREYFEOLM AlentiOn Wiko TEBRRL PR gHaMaebulal ddmipbdltion which
chromat'ogr aphy- nass spectronetry
comprises a compound of the present invention (or a pharmaceutically acceptable
salt or solvate thereof) and one or more pharmaceutically acceptable excipients.
The excipients must be “acceptable” in the sense of being compatible with the
other ingredients of the composition and not deleterious to the recipients thereof.

The compounds of the present invention can be administered in the form of
any pharmaceutical formulation, the nature of which, as it is well known, will
depend upon the nature of the active compound and its route of administration.
Any route of administration may be used, for example oral, parenteral, nasal,
ocular, rectal and topical administration.

Solid compositions for oral administration include tablets, granulates and
capsules. In any case the manufacturing method is based on a simple mixture, dry
granulation or wet granulation of the active compound with excipients. These
excipients can be, for example, diluents such as lactose, microcrystailine
cellulose, mannitol or calcium hydrogenphosphate; binding agents such as for
example starch, gelatin or povidone; disintegrants such as sodium carboxymethyl

starch or sodium croscarmellose; and lubricating agents such as for example
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WD 2007/ 000339 PCT/ EP2006/ 006255 35 LC-MS spectra
have been perforned using the foll ow ng

w@ booonensayr aphi ¢ nmet hod: Met hod 1: Col unm Tr aRP€Y/EE200€006255
120, OOSB 5 m (10 nmx 0.21 nmm), tenperature: 30 C
flow 0.35 nmUmn, eluent:33= ACN, B = 0.1 % HCOOH, 5
gradient: O mn 10%A - 10 mn 90% A - 15 m n 90% A )
magnashyn stearate ustaasc Bsid ar facclabists,ran ke W‘QOQ@'@ fogted with

sl PTG 7T 4 TR S et i e
disintefPatiorn aB@%fsorpiomiim t9E gabtrolvitestothl IracCandrthetebyrpravide a

MS C18 5 . :
susfaioRR Z511gB HHSMANOTGPLERIOIACT APV (& TIPIOYE b Ganolepti

ot o aboc . e . 09
orof LR 25l SLAY T aOReTE BRI o ke Afbrat by
coatihg into sterbyeliaisiusatg maturatod syothetic dilrs eating ragents. &oft gelatin

capBUlGs RS SRR AT S AGKF ORI s Hixed with water or
an énﬁh@@@;mmamé@é RGildrriferaf o or Bivaoimol ) i n
MEOH (170" 20 nL), H2SO4 95% (3 ml -) was added. It was
hedtewlders aed | granolatesifghthemdepanatiopdofl pealcwipensions by the

BT A R T T
or wélting Hgemtd\uspBnding dyetEBnapresuryatives. Dikecexdipieats can also

orgam C phases were dried over Na2SO4 and the sol vent
be added dfonprampiaiswesteaiie flaveudy gndcolayging agents.

ot i) s | cotprififuogoirtldtRariifolfee, solutions.
sushensibr8, syupslard elixirstdorftdihing comBndnitused’ irert diueiats, Such as
punisch . (716ABoR SSPUATD SBIERIR) BSIYEATENS Sy RS dmacrogols) and
o 1 3 Bl Bl s g s i
suspiEsling, lsweiténiogpBaniringragents, raservatveand pulfacs.

et Serseals Siee R T b BB e o or parentera
adRTiSERRAP6cBRMARE  sBildNsalutibR® Msuepdians!r 6r Wihligions, in an

irradiated wwth a 250 Watt lanp and it was then
aqueous or non-aqueous solvent such as propylene glycol, polyethylene glycol or
vegetable oils. These compositions can also contain coadjuvants, such as wetting,
emulsifying, dispersing agents and preservatives. They may be sterilized by any
known method or prepared as sterile solid compositions which will be dissolved in
water or any other sterile injectable medium immediately before use. It is also
possible to start from sterile materials and keep them under these conditions
throughout all the manufacturing process.

For the rectal administration, the active compound can be preferably
formulated as a suppository on an oily base, such as for example vegetable oils or
solid semisynthetic glycerides, or on a hydrophilic base such as polyethylene
glycols (macrogol).

The compounds of the invention can also be formulated for their topical
application for the treatment of pathologies occurring in zones or organs

accessible through this route, such as eyes, skin and the intestinal tract.
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filtered to renove the precipitated solids. The

filtrate was washed with 1 N NaOH and water and it
wor®7deized over Na2SO4. The sol vent was evaporBCEEP1006/006255

afford 11.87 g of the desired conmpound as an oil that

soI idified on standing (yigld: 92% 5 uncorrected).

"H NWMR (300 MHz, CDCI3) S (TMS): 3.94 (s, 3 H), 4.90
Forfhslatidnkl) includel c(rddmsJ lotiBng, gets, powders, 1se|pt|o_an Hpnd patches

whw@%w@mlgé_%dqéed or dlssolve(ddh swtab% ex01p|ent1$ H).
S5- BEGIMRg - Hé’seélyladl%nﬁst%t'iwrd?' s @atibr o Tenfbound can be

sol uti on of nethyl br omo- 2- (br ononet hyl ) benzoat e
fornidlatedasl anoaer@.snb@ndn it can hermoaverigntly dejgased Meing suitable

4 ), aniline (0.93 g, 5.1 mmol) and TEA (1.05 ni,
proéelgarﬂ?ﬁm) were added. The mixture was heated to refl ux

forrred dosage érﬁ@rfréc’fije@idyowdiots@swml déperidaipon the nature and
tenperature. The solvent was evaporated and the crude

sevprlbd@étthe;bil%@aﬁ@jtcm@ eated, dhe o HhenaerryehsRPdien and body

ol 5708 5 8, 1 B T il e e

rouf® FOHBhinis R, f Bedbny othet f%rdtd:nsg Aniepresentdine example of a
roduct was di ssolved in CHCl 3 the or ga E}R d
sui WesSREE ANgR isNrey abeyt, %@%RP@( @QHEG goper day,

I the titl
whitl cfifbe BUARRRNES o5 %@M@%"%@s AT

(TI\/S)485(S 2 H, 7.18 (m 1 H, 7.46 (m 2 H),
7.64- [ REFERE EXAMPLES
3A--§|P>e "B’,QA‘ '§ﬁ "g')étr?tﬂ%qm'}?gfog%g’fqﬂ FXFMRB |e8t:edure to

that described in reference exanple 3, but starting
fromthe appropriate am ne in each case, the conpounds
i n Eremptdd owi ng table were obtained: Reference LC-MS
Compound name Starting am ne exanple Method tR niz
(mn) [MrH + 3A 2-Benzyl - 5-brono-2, 3- Benzylanmne 1
8. 69h3931d%ing UbbPeURIGRDRARHB38H UBET IERRDEKAIDPIBRSS 37
di hydroi soi ndol -1 -one 5-Brono-2-(py rid i n-4 4-

ACNy;aagtonitrile

DMF: dimethylformamide

DMSO: dimethylsulfoxide

EDC.HCI: N-(3-dimethylaminopropyl)-N-ethylcarbodiimide hydrochloride

EtOAc: ethyl acetate

EtOH: ethanol

HOAc: acetic acid

HOBT: 1-hydroxybenzotriazole hydrate

MeOH: methanol

PyBOP: (Benzotriazol-1-yloxy)tripyrrolidinophosphonium hexafluorophosphate

TEA: triethylamine

THF: tetrahydrofuran

tr: retention time

LC-MS: liquid chromatography-mass spectrometry
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3B yl met hyl ) -2, 3-di hydroi soi ndol - 1 4.01
Am nonet hyl pyridine 305.0 1-one 3C
wWG2@rom33®2- ( 3- ni trobenzyl ) - 3- Ni trobenzyl am nepdI/BPBB6/006255
347.0/ 2, 3-di hydroi soi ndol -1 -one hydrochl oride 349.0
5- Brono- 2- (3- cyanophenyl ) 35NMR 3D 3- Ami nobenzonitrile
1 - (see 2, 3-dihydroisoindol-1 -one bel ow)
5- BroMS zpestre rhenvshioeem perirened disirg &ieuipllowieg shigmatggraphic
§10) phenyl) -2, 3- di hydroi soi ndol - 30 1 8.72 375.1 1-one
B8 phenyl - 3-yl ) - 5- br omo- 2, 3- 364. 0/  3F

Me?rfoﬁmmotzbmﬁyvraﬂeelola%@eld 1Qbyobls®|51§£rh- 110 ofmen 3660.21 mm),
5- Br ono- 2- ( 3- h 270. 0/
tentpetatune- $0pc}(bpé¢w1 0x fsnzlynnnsewarﬁym{’@\l nBoF @.1- gndiCOOH,

gra 7@]%‘&2%@%%93@ S8 §5JO FiaghoR& Y 4 56 258, 0

Me?hd%r @@ol%n(r?xnmrﬂi‘ms 018% gm ?IZU@ hin x5211 mm), temperature: 30 °C,
yl ) -2, 3-di hydr oi soi ndol -

hyl
floW/b@ ﬁﬁthhmet lagueam Ae AEXN, B = dAanBt anmlgtr( bicpibaniage,i gradient:

-3 17 1/
0 ’WnPeWS’/%)Pyié §“B Y 1§JPHH€(#A’1 1 4.07 yl)ethylanine
egﬁrﬁj 3 CSI&%&XBT&‘FQM?S C ol n5f1>€10 men 2. $2r7m§l/tenﬁiérature 30 °C,

Am noi ndol e hydr oi soi ndo one 1 8.
flow: 0.35 mL/min, eluent A= ACN,B=01% HCOOH gradlent 0 min 10% A -

10 min 90% A- 15 min 90% A

The MS spectra have been obtained with positive electrospray ionization

mode over a scan range from 100 to 800 amu.

REFERENCE EXAMPLE 1
Methyl 4-bromo-2-methylbenzoate

To a solution of 4-bromo-2-methylbenzoic acid (6.17 g, 0.29 mol) in MeOH (170
mL), H,SO,4 95% (3 mL) was added. It was heated to reflux overnight and allowed
to cool to room temperature. The solvent was evaporated and EtOAc was added.
The organic phase was washed with saturated NaHCO3, aq Na,CO; and water.
The combined organic phases were dried over Na;SO4 and the solvent was
evaporated, to afford 6.43 g of the title compound as an oil (yield: 98%).

'H NMR (300 MHz, CDCl;) § (TMS): 2.58 (s, 3 H), 3.89 (s, 3 H), 7.36 (d, J = 1.8
Hz, 1 H), 7.41 (dd, J = 8.1 Hz, J’'=1.8 Hz, 1 H), 7.78 (d, J= 8.1 Hz, 1 H).

REFERENCE EXAMPLE 2
Methyl 4-bromo-2-(bromomethyl)benzoate

To a solution of methyl 4-bromo-2-methylbenzoate (9.60 g, 0.42 mol, obtained in
reference example 1) in CCly (150 mL), N-bromosuccinimide (7.46g, 0.42mol) and

benzoyl peroxide (0.19g, 0.79mmol) were added. The reaction mixture was stirred
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5-Bronp-2-(1- 1-Ami no-1 3L hydroxynet hyl cycl opentyl) -
cycl opentane- 1 7.14 310.0/ 2, 3-di hydroi soi ndol -1
wo evgoomsshanol 312. 0 5- Brono- 2- (2, 2- di nmet hyl - BCT/EP2006/006255
3- Ami no-2,2- 298.1/ 3M hydroxypropyl)-2,3- 1 7.41
di met hyl pr opanol 300.1 didg/droi soindol-1 -one
5- Brono- 2- ( 2- hydr oxyphenyl )- 304.0/ 3N 2- Am nophenol
4h at o6 tanper@tmdwb eotrad@rteqwheaezw yVatt lamp and it was then

fi Ite;e& 48 %H‘%dg%?@ég%fgﬁﬁpeﬁ gél}qed%%% ﬁ @&%%W}Rl 1N NaOH
an@%?épgﬂaaf)w}%@'rdﬁé@@@@f MRGBEH. TR solvent was evaporated to afford
5- Brono- 2- (6- met hoxypyrid in 5-Ami no-2- 319.

11.87yg pf theadasirgdicompoLng As an of tbabeohdﬁ%%ewﬁ%d'm fyeld: 92%,

one 5-Bronp-2-(2 2- 318.1/ 3AA
un%ﬂ%cg?(?/phenyl) 2,3- 2 7.68 nethoxyphenyl am ne 320.1

H NMRC(BOOS\QIHEd(ﬂDOh) @XEMS)BB ©a0(s23(H), @od (s, B), 7 51 (dd, J = 8.4
2-am no- 4-

hydr oxyphenyl )-2,3- 2 7.
HzoH1 0P oHETbII3IB3U( i) B 7 o b AOBAA. b 7e8 &1 b 2
-(4-ch | o ro-2 2-amno-5- 338.0/ 3AC
hydr oxyphenyl)-2,3- 2 7.62 chl orophenol 340.1
REFERENCE EXAMPLE 3

5-Bromo-2-phenyl-2,3-dihydroisoindol-1-one

To a solution of methyl 4-bromo-2-(bromomethyl)benzoate (4.9 mmol, obtained in
reference example 2) in MeOH (40 mL), aniline (0.93 g, 5.1 mmol) and TEA (1.05
mL, 7.6 mmol) were added. The mixture was heated to reflux for 24 h and then
allowed to cool to room temperature. The solvent was evaporated and the crude
product obtained was purified by chromatography on silica gel using hexane-
EtOAc mixtures of increasing polarity as eluent, to afford 1.07 g of the desired
compound, impurified with starting aniline. The product was dissolved in CHCl3
and the organic phase was washed with 1N HCI, dried over Na,SO, and the
solvent evaporated to afford 0.98 g of the title compound (yield: 67%).

'H NMR (300 MHz, CDCl3) & (TMS): 4.85 (s, 2 H), 7.18 (m, 1 H), 7.46 (m, 2 H),
7.64-7.86 (complex signal, 5 H)

REFERENCE EXAMPLES 3A-3P, 3AA-3AC

~ Following a similar procedure to that described in reference example 3, but

starting from the appropriate amine in each case, the compounds in the following
table were obtained:

Reference . . LC-MS
Compound name Starting amine

example tr m/z
Method (min) | [M+H]"

3A 2-Benzyl-5-bromo-2,3- Benzylamine 1 8.69 302'?)/
304.




di hydr oi soi ndol
(300 MHz, CDC13) 8 (TMB):
W@ comobsz9 si gnal ,

2H) ,

4.86 (s,
7.71 (m 2 H),

2H) ,

-1-one Reference exanple 3D: 1H NWR

7.45- 7.60
7. 80 ( m PAT/ER2006/006255

8.19 (m 2 H). REFERENCE EXAMPLE 3Q 5 (1
S, 2S) - 5- Brono- 2- ( 2- hydr ox\g71- hydr oxynet hyl - 2- phenyl eth
yl) -2 3-dihydroisoindol-1 -one To a solution of
met hyl 4dibydseigpingiol-bermonet hvl ) benzoat e (0 B ol
obt-atred iB” reference—exanpte 2y T MeOR {7 1L)
(1S, 25) {2* é?ﬁ“ﬁ%ﬁpi’f'ﬁﬁ'éhyl -1, Bapropanedi ol 10 (0.27 g, | 393
1.3 mol ylmakh.lsl)-aédﬁdsimﬂéhiedcvh %ure was heated to refdox '
over ni ght_,aod then al | oned {0MC8YGF ngr\dggm 305.0
t enperatiure. The solvent was$ evaporated ang the |crude
prqocfluct biBuema{Zninenyd)s S| 8HNitiobehzylam@ielCl 3 and 347.0/
fittered, e i h CHC| 3 &nd| 832
droRoinfGi-1¥nk &Hiotid
water, an (nﬁ/ hrn?e under N@@cuur%lto afford 0.13 g of 349.0
ttnge&titl 8-BEP Ry ey ahypheh)- Lg? ofljs Lclirl}/s met hod 1): | NMR
t 6 0/ 3&Anminopgpapittie  REFERENCE (see
EXANPLEC%t?Eg'g/VOE ﬁ“f’@vﬁ‘é a simlar procedune to that | below)
descr i bed-gromé-efi e(mareieanl e@SQ, but l20 starting
fr t hd i| Reterapke @@awle t he conpounds 373.1/
i n°t he féﬁ@%ﬂﬁﬂ%g%{'%f"ém Fdagbt ai ned: WO 2007/ 00088 | 475 4
PCT/ EP2C081n606255 39 Reference LC- M5 Conpound nane
Start++ e —ex g gt Rz \lnli"r) [MTH]'
trgns-5- r(BWBeryl-%-il 1bf Z- 3Rminobiphenyl 1079 | 3640/
hydr oxy gydlydrossindbiytione 2, 3- Ami nocycl ohexangl 1 6|18 366.1
310 0f—idihydret-setndel—1—agnre—hydroechlor+de—312+0
5- B, ono- | 2= E{‘Qmﬂ‘ﬁd? BW°’QP'°SY')Am3 Ab_ Srosdhdi aroyl phenyl ) 4 2700/
2,% hy drexyiheirasnesk-oe 1 q. ?8“% ggmﬁ %3 272.0
di h\J/rlr oilsoindol -1-gne namde 382 9 r M l-ﬂ !
5- Br ono- zﬁ:féfpfﬂ?eﬁz(&hy@mg)/le%y'?, 256.0/
6- Am noi ncnadiRjdeoisdiidoy ey Soi|n %croﬁg%mone 1 7./541329. 489 258.0
2-(1 -Acletylpiperidin-4-yl)-
5-Bromo-2-(2-morpholin-4-
3l Jlethyl)-2,3-dinydroisoindol-1- | -~ 1 | 370 | 3V
Morpholinoethylamine ) 327.1
one
5-Bromo-2-(2-pyridin-3- o
. - 2-(Pyridin-3- 317.1/
3J ylethyl)-2,3-dihydroisoindol-1- . 1 4.07 )
yh)ethylamine 319.1
one
-B -2-(indol-5-yl)-2,3-
3K >-Bromo-2-(indol-5-y) 5-Aminoindole 1 | asa | 2V
dihydroisoindol-1-one 3291
‘ 5-Bromo-2-(1- 1-Amino-1-
3L hydroxymethylcyclopentyl)- cyclopentane- 1 7.14 310.0/
2,3-dihydroisocindol-1-one methanol 312.0
5-Bromo-2-(2,2-dimethyl-3- )
3-Amino-2,2- 208.1/
3M hydroxypropyl)-2,3- , 1 7.41 '
dimethylpropanol 300.1
dihydroisoindol-1-one
- -2-(2-hyd 1)-
3N 5-Bromo-2-(2-hydroxyphenyl) 2-Aminophenol ] 255 304.0/
2,3-dihydroisoindol-1-one | 306.0
302.0/
5-Bromo-2-(3-hydroxyphenyl)- .
30 3-Aminophenol
2,3-dihydroisoindol-1-one P 1 744 [3|\24H?
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1- Acetyl -4- 337.0/ 3U brono-2, 3-di hydroi soi ndol -1- 1

5.91 am nopi peridine 339.0 one 5-Brono-2-ethyl-2, 3-
WQ2®7000338V Et hyl amine 1 6.83 di hydr oi soi ndol PAT/EPR2966/006255

242.0 5-Brono-2-(2-hydroxy-6 2-Am no-3- 317.9/ 3W

nmet hyl phenyl )-2,3- 1 7.7738net hyl phenol 319.9

di_ hydr oi soindol -1 -one 5-Brom-2-(thiazol-2-yl)-2 3-

294. 9/ | 3Erdanoi2¥ierrotthoxgzyoidin- d| ht//drm soi ndo| - 1-onfe 1

4.440 296 5 ?r 2344 hy (it RPptenyl ) - 304.0/ B 319.0/
3P~ -y1)-2:3- I%% dal

4-"Am nop%gl)wl yg. 8 2, 3- di igtdexgpwidinadol - (1 -1co)ne él&% 0 321.0

REFERENCEN"SEXAMPLE 4 5- Brorm 2,2-dinmethylindan-1 tone b

Toa SuspPgENSI Ofr pf —sodiunm nydride (55% 1 n i neral oi |
15&3 g, 5%;\ °n%{)ﬁ2i%n tol uéme (8.5 ni), 3181/
5 ono-| Methawheny8-2(33. 00 g I d| ne2 hy| 7.68 '
; . ’ th . .
i odi de (émﬁﬁous&ndoﬁi-oﬁ’e nmol ) Wer e y%g%mﬁ% m xt ure 3201
was heatled" at 90 C overnight and allowed to coel to

D

roomterrp@rtahm%é -chidro-8r  addi g_g sone drops pf MeOH to
gggroy hg,cngxygpg,@ﬁg,of hydr i #&MB0Ac and hatgr herg | 3380/
a hases were sepanat@dpiefoland t he aquepus 340.1
phase vvag'hb’%f@'i?”f'%?éﬂ @B twice{with Et OAc. The conbi ned

1%

orgamni c 5@@%85 ()!Fﬁﬁ'gm%“ ed gver NaZSO4 and{the sol vent
was evapo peadirets-obt ai ned was 338.0/

pdALfi ed hwoﬂﬁh%‘@é‘graphy c gel usi ng hexaite '
WO 2007/ |@Hy3RoiRdsl-h k2 006/ 0C gg@%bﬁe&g‘ Et OAc rri xt uj.es of 3401

increasilng polarity as eluendt to afferd-2 +-hd

Refarenee ee@mmera@ (A 8INR (3900hHz, GOGR gww et ), 7.45-

7.6 Grortajex sompl. 2Hed-77 6 2 BBy %naﬁ g2 o~

REFERENCE EXAMPLE 3Q
(1S,25)-5-Bromo-2-(2-hydroxy-1 -hydroxymethyl-2-phenylethyl)
-2,3-dihydroisoindol-1-one

To a solution of methyl 4-bromo-2-(bromomethyl)benzoate (0.8 mmol, obtained in
reference example 2) in MeOH (7 mL), (1S,2S)-2-amino-1-phenyl-1,3-propanediol
(0.27 g, 1.6 mmol) was added. The mixture was heated to reflux overnight and
then allowed to cool to room temperature. The solvent was evaporated and the
crude product thus obtained was slurried in CHCI; and filtered. The solids were
washed with CHCl; and water, and then dried under vacuum to afford 0.13 g of
the title compound (yield: 45%).

LC-MS (method 1): tr = 6.54 min; m/z = 362.0/364.0 [M+H]".

REFERENCE EXAMPLES 3R-3Y
Following a similar procedure to that described in reference example 3Q, but

starting from the appropriate amine in each case, the compounds in the following

table were obtained:
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REFERENCE EXAMPLE 5

2, 2-Di net hyl - 6- met hoxy-1, 2, 3, 4-t et rahydr onapht hal en- 1-
wWo@a@7/00B3a suspensi on of sodi um hydri de (55% i PCIEP0E06255

oil, 26.80 g, 0.55 nmol) in 10 benzene (159 ni),

6- met hoxy-1, 2, 3, 4-t et r ahydgonapht hal en- 1- one (50.00 g,

0.28 nol) and nethyl iodide (99.10 g, 0.69 nonl) were
Rqur@ he m xture was heatped to reflux overni ghc-tasd
'owed| t 0 @aaipound nemm t enper$tading amide er*ado‘i—n[g OTEe
egBPI8 of MeOH to destroy the excess of hydNelkod

tod
dded_ thn hncae wer-e—s-epatrated—and

t he aqupltiis-Sphese2uls reext ee4d with Et GAc. 15| The
cgprbi ne jhy@fo@?d?bl@hd&t'*ﬁ)‘a?@&\l\er Ao dolskenol NaRSQ ang 1hhie 1Y
sol vent %‘d %gﬂra‘geed to gf% Hﬁ_@e title conppund | 312.0
(quant i { 4RSI 59 1H NV YRS coal B) 8 (ITVB)

1.19 (s

o 5 H | SEoBEItE sy | PaMe  C ot 6 B

m/z
C| (M+H]

D 380.9/
(@8, J Fsufappylphgny=237, 1 lrr)r}irovaegge"@éu'f% =9 H 61D | o
H . 20 RERfaR¥daoEXMPLE 6 | namide -
2, 2- Di met hyl - 6- hydroxy-1, 2, 3, 4-t et r ahydr ongpht ha| en- 1} [M-H]
one A JBFndf-‘z Qhdazol-6-yl)-2,3- o 3979/
2,3- di péj gpox -1, 2, 36-Amingindageledr onapht hal rb41t 229.9
one ( 20. 5‘ roispindg obflai ned in referénce ekanpl p 32%

5) and U(q AGtTRberdA By 115_) Was heated to feflux|for
2h. Thed” MBr was. dj Stil g ofAcetyieh-t he rea¢tion ¢rude| 337.0/

welt al | cW@H‘°t2o3 d‘E’(S’é‘P'S‘%'QﬁmP oM haBRssAhdre and i | it%Yd | 3394

wi th watjene and et hyl ether. [The phases wer¢ separated

fr +hao P ISP | NP
- and the lnreduct—was—extractgd—f+rom-the—organe—phase

P

V\n:% 1N | Reftepmo-2-phé-isi ¢ aquegysmpRase was |aci diflieg | 2400/
W 2N |di6ldreissindohe-osel i d t hus oB‘t ai ned 30 {was ' 242.0
Lsol at ed h\l fil tion and dried-uynder V-acHHH—

afford 16: EU@“‘@'ZI@ hydi@ydesi regm%ound as|a tan|solid
(yvivel d: &@thm)mﬂw 000339 S ':(20806/ 006255 417 4H 331179-‘;’
NMR (300 (TI\/S)me yiphenos - 6 H)|, 1.96 (t, :
J =63 ﬁwrﬁ'sgﬁ‘t)"qg J=6.3H, 2 H), 562 (s,

1 H Os @orﬁé-z((ﬂ'azdl 2—yl)22‘.4- Hz, 1 H), 6.76 (|dd, J (= 8.4 594
Hz3X J' 9 Z(PdanIhI&ZO@4 Ha, 1 H)|.4.50 '
REFERENC'E''hflé‘*,‘(/‘ﬂ‘x'ﬁi?*[l‘i‘:"'%'OtRa 296.9

Z, Z- D metgybmd 29X fydrodoRerfini |t r ahydr onapht Ral en- §- yl
traYl uor orrertmangsu oﬁgt ”/h?'o 4ghrsindpen@dn of 1 7.20 304.0/

2, 2-di ”Et%?'h\@r%ipmdakymle 2, 3, 4- t et r ahydr ongpht hallen- 1 3060

0

one (15700 10 g, /8.8 nnDI obtained in reference
exanple 6) in pyridine (40 rrL), cooled at 0 C,
trifluoromet hanesul RERERENGEEXAMRLE 446 g, 86.7

mmol) was added. '5- Eromo 2,2-dimethylindan-1-one

To a suspension of sodium hydride (55% in mineral oil, 1.37 g, 31.3 mmol) in
toluene (8.5 mL), 5-bromo-1-indanone (3.00 g, 14.2 mmol) and methyl icdide (4.43
g, 31.3 mmol) were added. The mixture was heated at 90 °C overnight and
allowed to cool to room temperature. After adding some drops of MeOH to destroy
the excess of hydride, EtOAc and water were added. The phases were separated
and the aqueous phase was reextracted twice with EtOAc. The combined organic
phases were dried over Na,SO4 and the solvent was evaporated. The crude

product obtained was purified by chromatography on silica gel using hexane-
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reaction mxture was allowed to warmto room

tenperature and stirred overnight. After dilution
wowrdovsser and Et OAc, the phases were separ at BOI/BPIZN06/006255

t he agueous phase was reextracted 3 tines with Et OAc.

The conbi ned organi c phaseg were 15 washed with water

and twice with 10% HCI, dried over Na2SO»4 and the )
EtQAd veirturesasf éncapasing epblaritye asr elenpr i @ffordR 43 n@gof the title

was Lfie chromat ography on silica gel using
COfﬂ@?("éfﬁt '60\22%&tures of increasing polarity as
1 taHaf 4)0126 (she Hps2.p8dscP l7”5ﬂdJ-84
H?JI\WRVKSOO M2 t@"@lﬁ Na’-R%Tlgo ) ,G ?) QTNB)WA))O (
Hz(tH)ﬁ?l@p?BS({Qor(npleXJsugn@ ZHHZ 2 H, 3.03 (t, 20 J =

6.3 Hz, 2 H, 7.15 (d, J = 2.4 Hz, 1 H),

7. 20(dd,J:8. THz,J'=2.4Hz, 1 H), 8.13 (d, J = 8.7 Hz,

1 H). REFERENCE EXREEERENGHEXAMPLE(S- meth
oxyphenyl ) et hyl]carbamate 25 To a sol ution of

3- met ZQXEﬁﬁéﬂﬁ}Iéﬂ msthexy-A52,804-tetrahyidronaiphthaenFEANE5
m, .18 mol) in CH2CI 2 (500 nl), cool ed at OC
et hyl chI orof ormate (19.53 g, 0.18 nol ) was
Toda smspspsiandoft hediuenbyddde bkl roiasralt ik r&89t9 00é5 mol) in

f 1. . t
vebSing 1fadimn S Shuag: DRI El BBl She 00 0. 029
mclﬂ\:EgﬁiH nethPRicERIEd (9L 10 @, W69 endlj ares added. Thiadixwerwas heated
and the solvent was evaporated to afford th

to deftux evemighicant a(lqwaﬁttpt%&ql Je roprefempengtyirep dtiehRyztiag some
dr{pcsg/ggpfem/ 8%&3%&% %e@y%f(w d@"?t%ﬁ%ﬁtéﬂ— b@bre added.
Th% pﬂi’as(e@ wére—s@aﬁafé?:i ad e aquébug phase Mjas reextacigd Witk EtOAC.
Th§| gﬁ@blnq;i anécgé\qq%rsogﬁlacgﬂrgeq_gveiwds@ 79gE&%Igg?vent was
Eéﬁ\gﬁg@t@a Qrdv?rﬁ#‘ﬂﬂé( céw%oﬁné -(HEAR@RBNGE Piekqui nol i n- |

ure

1H\N[vﬁ% (6o Wﬁiiﬁ@qy@t}%xw@)hylﬂ@@r Banptea4 {8 9=86 6,H82 B, 2.93 (t,
Jﬁﬁm@sa&?f B2 st 0 (687 gPrapeks mERD B (B8 = B zp He 1

H)3 7o JtheHal1 |yed to cool to 60 C. Water and Et OAc
were added and the m xture was allowed to cool to room
tenperature. The phases were separated and the

aqueous phase was r RERERENCE EXMIRLES nes with
CHCI 3. _Th nbi_ned
O o e RR B2 SRS b i

product obtained was purified by chromatography on
A%ﬁ#xb.met(g]}s %%e%lm?zw% E&%%,%g‘téﬁ%ﬁ&oﬂgphﬁ%ﬁe%?'&fé (20.0 g,
98 mmol, obtained in reference example 5) and 48% aq HBr (279 mL) was heated
to reflux for 2h. Then HBr was distilled off and the reaction crude was allowed to
cool to room temperature and diluted with water and ethyl ether. The phases were
separated and the product was extracted from the organic phase with 1N NaOH.
The basic aqueous phase was acidified with 2N HCI and the solid thus obtained
was isolated by filtration and dried under vacuum, to afford 16.06 g of the desired

compound as a tan solid (yield: 86%).
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of the desired conpound (yield: 68%. 'H NVR (300 Mz,
ChCl3) S(TMB): 2.97 (m 2 H, 3.55 (m 2 H, 3.85 (s,

w@®@20dy/000382 31 (broad s, 1 H), 6.70 (d, J = 2.1 PZI/ER20BH/006255
6.85 (dd, J =8.7 Hz, J' =2.4 H, 1 H), 801 (d, J =
8.4 Hz, 1 H. 20 REFERENCB1EXAMPLE 10

. 2-(2- ChI or ophen i 6- net hoxy-1, 2, 3, 4- tetrahydr0| soqui n
H NMR{30D Wiz, 'QDéla (UM 141 (s 6 H) 1.96 (t, J =6.3 Hz, 2'H), 2.92 (t,

t Y, oqui 0

0= & $Haa . Bt ] OGO LI P 7hl0d v daa vz
s b HRd] Pyi7.9Bidose 44 142)1 Mpder argon, -

br ono- | or obenzene (2.34 g, 12.3 mmol ), copper (I)

i odi de (0.33 g, 1.7 mvol) and pot assi um car bonat e

(2.33 g, 16.9 nmmol m xture was

heated at 200 C ovhﬁ%?ﬁﬁ? Was aF'F?vved to cool and

CHCI 3 argj2-Dibhdth( vexe-1,28detétraliyirphaphthalencs-yl

separated and the aqueous phase wa reextract ed 2 30

times with cHCl 3. tluememethanesulianatephases were

dried over Na2SO4 and the solvent was evaporated. The
crude product thus obtained was purified by

To ehsalotidrogf ];aqumm“thyll-ﬁ-lhqdrcgqm 253, #rgetnatnadrenapidhalen-1-one (15.00
m xtures of increasi ar i t el uent ord
9, BB Gmgnals Oblainea Fele e cuAible, BLimpY i (RAL). Cdoled at 0

°C 29@7@28%@?&? %%ggﬁhygrgd?iz4%%$0 8@7(%&#&@&@ ‘addBd. The

redEKANI?h&ture was aIIowed to warm to room temperature and stirred overnight.

Aftgr Eiﬁut%qr{)ﬁ/‘it phe la)gd%{t%&: Otﬁgcﬁ%asm v&erteesterp%l?ggr oér?é) % Qqueous
phgsé Qg Fe@x@rl%w B)hrﬁeth@EY@AcZTﬂeAcdrﬁ[blh@b ahroghages were

olin-1-one (2.0 obtained in reference

wasRedpwvith w@get andrtwl@qz\'qjmw%of-lﬁq_,)drm@wer NagSQa ansbffagy solvent
wa%ge\@prﬂxr%‘e)d G]'r\n%ncryg'sgﬂdgmllgtgolgt]a rwlﬁfr \é/avgv?% %F %ﬁroﬁato?mphy on

siliea &Q@lﬁ@ﬁ'@ﬁéﬂé-@t@ﬁ@nmp&mdsr efdintfeasirey polzinty adfeleent, to afford
(of0]0) %?V\/lth ice, ded and the m xture
21\/%9@[“ ¢ desigrd cg@pQUfIgr(Y@@ @i The phases were then

1H§i@?§f§(fpﬂl¥l oﬁl'od@'é)aggﬂg'g’ﬁ. c phaSes vvere H :? qu'iMZth) 303,

J =N62§Q% 2&Hﬂ I3 ’ﬂ@é@od wehY hast elyapaoxdddJ =08 af If-hardf 42%Hz 1 H),
0 esired conpound (yield: 98%. 15 LC- M5
8%%1%6813 Hzi fH).6.41 min; mz = 274.1/276.1 [ M+H] +.
REFERENCE EXAMPLE 12

2-(2-Chl or ophenyl ) - 1-oxo-1, 2, 3, 4-t et rahydr oi soqui nol i n
- 6-yl REFERENCE EXAMPLE 8

Ethyl N-[2-(3-methoxyphenyl)ethyl]carbamate

To a solution of 3-methoxyphenetylamine (25.00 g, 0.17 mol) and TEA (25 mL,
0.18 mol) in CH2Cl, (500 mL), cooled at 0 °C, ethyl chloroformate (19.53 g, 0.18

.mol) was added dropwise and the reaction mixture was stirred at 0 °C for 1.5 h.

Water was then added and the phases were separated. The aqueous phase was
reextracted with CH,Cl,. The combined organic phases were dried over Na;SO4
and the solvent was evaporated to afford the desired compound (quantitative
yield).
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trifluoronmethanesul fonate 20 To a solution of
2-(2-chl or ophenyl) - 6- hydroxy-1, 2, 3, 4-t et rahydr oi soqui n
wo@bkionodssnme (1.82 g, 6.7 nmol, obtai ned in rePEr/EPIE6/006255
exanple 11) in CH2C12 (50 m.), pyridine (1.1 ni, 13.3
nmol ) was added. The sol ut42on was cooled at 0 C and
trifluoronethanesul foni ¢ anhydri de (2. 06 , 7.3 mmmol)
'H W&&I@QMHZ’@D%&&(TMS)QH 29 {t dr=el wed8t(b Jvals® Hz, 2

H). g8 oh™ B g . 38045 ph A L 1B ”'j%éﬁa% Pl 69 proad s,

I—QQG%M?Q has®p v@@sugﬁﬁeatm)aqt@(tm Ehy. @WﬂﬁH?\lThe
onbi ned organi ¢ phases vere washed with 1 HO '
dri ed over Na2SO4 and the solvent was evaporated. The

crude product obt ai j £l chr omat ogr aphy
on silica gel usi nﬁ'% W%W%es of 30
i ncreasi ngeAAbEHd Y- 625361-%@(% ydreistduindli-1Léng of the

desi red conpound (yi el 80%. LC-MS (nethod 1): tR =
9.65 min; nmz = 406. 0/408 0 [ MtH] +. WO 2007/ 000339

SRR LIGIET o SO BRS (5 5. 550 v
obflinedd #oteferenteoéxample 8) and polyphosphoric acid (60 g) was heated at
2R et ke S BRSO s
aan h%eﬁgtgdé) V\';%Q a@B@SEHFO é:égl %)rooﬁp@é@ﬂg ddgbé?.'ﬂﬁe (pHees were

separatédand tke afiepls phaded/eas( &e?@agtedélse@ra‘rrtﬂmpsmgﬂ CHCI3. The
then added and .the m xture
ORI HOAN A RHAYE R oo vaE. NorSPanantls the golvent was

evﬁﬁor?atm He WRIR prédeaet Bﬁ?lralri’ed Wﬁgﬁﬁﬁlﬂbd\{ﬁ/ @l’ﬁfbmdwgﬂa‘phy on silica

e mxture was heated at . The reaction m xtu
gel Osing EtQIAMeDH eistuses ©b i lrmaznsm@ PHaTHy @seelaent, é@ﬁﬁ‘ord 1024 g

rops._.of , MeOH wer e . A0 destroy the excess of
Ofﬂ‘y%ﬁ?ﬂ'éed ??mﬂﬁgn%ﬁ%@gg&@th Et OAc and water and the
'HPRRFE $300RI1EZ, SEPDN AL ATMS eZQGlU(ﬂ@b@ kghe% was2 H), 385 (s, 3 H),

thoroughly reextracted w CQAc an t he conbi ned

6.3t ¢enoad qOHaH¢s6 er(d, maeme tHH)zﬁ & @d.ahd 8K HIGI) = 2.4 Hz, 1
T angG was dried over Na2SO4 and the
sgﬁve@rg é e'a i?—gt ed. The crude 15 product obtai ned
was purified by chromat ogr aphy on silica gel using
hexane- Et QAc m xtures_of increasi n%gool arity as

eluent, to afford RBOERENCEFXAMPLE 1@onpound

(V' 88 crf;@f@w&ﬁ%ﬁ-%ﬂggn’%z 3%@%@1@&@ %uam -one

351364(corrplex3|gnal 4 H, 3.64 (s, 3H) 6. 65
Tcga-poi&tlonloa? m%thgéy-(1d2,%f? %etga%\ydigsqupﬁmn 1 one . L]':O g, 8.5 mmol,
obtained in reference example 9) in N-methylpyrrolidone (4 mL) under argon, 1-
bromo-2-chlorobenzene (2.34 g, 12.3 mmol), copper (I) iodide (0.33 g, 1.7 mmol)
and potassium carbonate (2.33 g, 16.9 mmol) were added and the mixture was
heated at 200 °C overnight. It was allowed to cool and CHCIz and 1N NaOH were
added. The phases were separated and the aqueous phase was reextracted 2
times with CHCIls. The combined organic phases were dried over Na;SO4 and the
solvent was evaporated. The crude product thus obtained was purified by
chromatography on silica gel using hexane-EtOAc mixtures of increasing polarity
as eluent, to afford 2.01 g of the desired compound (yield: 77%).
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REFERENCE EXAMPLE 14

2- Et hyl - 6- hydr oxy- 1, 2, 3, 4-t et rahydr oi soqui nolin-1 -one
WQ@200F00d389 ng a simlar procedure to that descPCTEPRR0061006255

reference exanple 11, but starting from

2- et hyl - 6- met hoxy- 1, 2, 3, 448et r ahydr oi soqui nol i n- 1- one

(obtained in reference exanple 135 the desired
LC-b8rfmetiidibls tobtBdh atn; mE WQB(Bn’B’tZH d IM+HkR = 4.66

mn;, mz = 192.1 [ MH +. 30 REFERENCE EXAMPLE 15

2- Et hyl - 1- oxo- 1, 2, 3, 4-t et r ahydr oi soqui nol i n- 6-yl

trifluoronet haneSLREpEREN@/E)EAOA)MCE)iBiBQ
PCT/ EP2006/ 006255 45 Following a sim|ar procedure to

t h&t(20Cblarophenyh-§-Bydrexy-d, 3 fateahydrojgequinolin:1qpe

from
2-et hyl - 6- hydr oxy-1, 2, 3, 4-t et rahydr oi soqui nol i n-1-one
To éobélah@rﬁ?(d)flm(z cleibespteey ) Beargthexyk4)2,3 dhtetrdhgdroisbquinolin-1-one
npound was obtai ned. LC-MS (nethod 1 A}ﬁl
(2. Qﬁ f; 7{9/ pnol gobtamgdypHpierenee Rpﬁpm ?E‘)@W&EZ(% 0 mL) under
argé B%B@éld &¢ ”?Bh’@(yoo}og tﬁb@)rﬁﬁ%r Ry G %@5@19' q I9' H111 %3¢ mmol)

a sim procedure t t hat escri
was @dﬂeelndeweewaxtpreemﬂas alaned:stongam@ tbanem tebnpemadwe and stirred

ov%ﬁ%&{?f‘@@é’r‘c ccp?ct@jjr}w}élgvl g dggl %}5 desaécge%%ow nd R tyre_was stirred at
30 36850 JOMH é hy ?ﬁgmrm ldephfated and the aqueous phase was

2- Benzyl - Xy-1, 2, 3, 4-tetrahydroi soqui nol'i n-1
reextraetedlﬁntﬁoCH@M nchea combineg opgamemhva@es ovengadried over Na;SOq4

and Toc 5o Was SaR 3t & A0 1 3R mBhine BiBlte BrigR ieta

gg(/ogbt ained in reference exanpl e 16), the desired
npound was obtained, LC- M5 %EEEt hod 1): tR = 6.53
LCrMﬁ (mgthod 1)5te 26 AdwAjni m/zzH2 Ek'ANPLE 18
2- Benzyl - 1- oxo-1, 2, 3, 4-t et rahydr oi soqui nol i n- 6-yl
trifluoronethanesul fonate Followng a simlar
procedure to that RERERENCE BEXAMPRLEMZ: exanple 12,

but 25 startlngf . A
2- ben 22 Ghigrarheny)-boxon 2eb Aryahyreeisamineinf-vhe

(obtained in refeng ﬁ%r@ﬁ@fﬁ%ﬁeéﬁ%nét@e desired

compound was obt ai ne LC M5 od 1): tR = 9.82

mn; mz = 386.1 [ MtH] +.
To a solution of 2-(2-chlorophenyl)-6-hydroxy-1,2,3,4-tetrahydroisoquinolin-1-one
(1.82 g, 6.7 mmol, obtained in reference example 11) in CH2Cl> (50 mL), pyridine
(1.1 mL, 13.3 mmol) was added. The solution was cooled at 0 °C and
trifluoromethanesulfonic anhydride (2.06 g, 7.3 mmol) was added. The reaction
mixture was allowed to warm to room temperature and stirred overnight. After
dilution with water, the phases were separated and the aqueous phase was
reextracted with CH,Cl,. The combined organic phases were washed with 1N HCI,
dried over Na,SO, and the solvent was evaporated. The crude product obtained
was purified by chromatography on silica gel using hexane-EtOAc mixtures of
increasing polarity as eluent, to afford 2.14 g of the desired compound (yield:
80%).
LC-MS (method 1): tr = 9.65 min; m/z = 406.0/408.0 [M+H]".
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REFERENCE EXAMPLE 19 30
4- Met hyl -3-(4,4,5,5-tetranmet hyl [ 1, 3, 2] di oxaborol an- 2-y
WO 2i9enesse acid To a sol ution of 3-iodo-4- net hpCHEP206/@6255
acid (3.71 g, 14.2 mmol) in DW (130 nl),
bi s( pi nacol at 0) di boron (7430 g, 28.4 mol),

[1, 1 -bis(di phenyl hosphi n WO 2007/ 000339
PCT/ EP2006/ 006255 EEEE&N% EXAMPUE $80- pal | adi um

Il 95
o vo. et hoRialR fAleRaPRRANSHRARRAY Aohe [0,
heat ed at 80 C overnight and then aI | owed to cool to

roomtenperature. The solvent was evapor ated
To AESIiRg Vil mAth @0 4 ftﬁewamwcmm 1 oredaiaetso mmol,

obt% ﬁ ét %i@r%h% a?ﬁ@ mafBi'@éHéS ARG ﬁﬁé Laia r(%trﬁg) sodium

organ| phases were was
hydr\deceﬁfy%t in 3netal oind. 81] |geoBb9emrrMi)2m adtied rmrtlommse Ethyl

o A T it sEadt S A PP s
ov&ﬁ@%‘?ep\g&%ﬁ forgwcﬁﬁdt | o'rﬂ‘tﬁ{seﬁmﬁb R, erhdel) Aere aﬁded for 3

tle compound I npurified wt
corstegutiveglay® white thenaisluse oyas beatad atrh@ ¥ odihe reaation mixture

fil d d
wa gHlgigita Dol G5 tpeHiie.AnG sy diogd g ARG pdced to
deétWtH@@xce@@gf%dﬁdé ﬁmas élluED& (vth EtDAD and Mﬁalen( énd the phases

, 8.02 (dd, J =
wepe separaiecS—lzThq ap‘yeogs 4p3a§g waps thogoqghqg regxt}ngcteg@anEtOAc and

thel BBk L opgdiiernraskh Wehs Whénea St N Meddi-and 3N . The

orgamidplade watalrieaevdrNia SG, dhditiexsbloent waskvyalpbbaied oThe crude
acid Following a simlar proceduretothaﬁ descri bed
pradyct catiriaad ewak apkpified: 9y ghromaiographyi Ay $ilicinge US'“Q hexane-

Etéﬁb’\ﬁ)&g? om&egségg?o[)dr?\ﬁ_% %rﬁl’é}’rfgq? V\Qﬁolrgbﬁ FH0 ‘;d of the title

co(rtp,oudd=(y%lc84lﬂf/o) 1H, 803 (m 1H, 8.19 (m 1

e BRI T raa szz
9L ISRy B 1,500 S B0% 5 it 1, .

exanp starting from
(deh-LhI80T biz3dJi e @obeklzz ditt), BcﬁZj(d tJheSt?i Hze1dbnpound was

obtained. 'H NMR (300 MHz, CDCI3) 6 (TMB): 1.38 (s, 12
H, 7.45 (d, J = 8.4 Hz, 1 H, 8.04 30 (dd, J = 8.4

Hz, J' = 2.4 Hz, 1RBFERENCE GEXAMPLE 14Hz, 1 H).
REFERENCE EXAMPLE 19C

4- Met hox3-EshyU6-hysirexy < 2 3nttetyahydmispauinalfbil ving- 2-

yl ) benzoi c acid
Following a similar procedure to that described in reference example 11, but
starting from 2-ethyl-6-methoxy-1,2,3,4-tetrahydroisoquinolin-1-one (obtained in
reference example 13), the desired compound was obtained.
LC-MS (method 1): tr = 4.66 min; m/z = 192.1 [M+H]".

REFERENCE EXAMPLE 15
2-Ethyl-1-0x0-1,2,3,4-tetrahydroisoquinolin-6-yl

trifluoromethanesulfonate



10

15

20

25

30

WO 2007/ 000339 PCT/ EP2006/ 006255 47 Fol |l owi ng a
simlar procedure to that described in reference
wez@mpbms3d9, but starting from 3-io0do-4- nmet hoORGDEP06/606255
acid, the title conpound was obtai ned. 1H NVR (300
Mz, CDCI3) S (TMS5): 1.3646s, 12 H), 3.91 (s, 3 H)
690(d J =87 5H, 1H, 815 (dd, J =8.7
Followingt aHsimilarHproc@date (td, that described lnlrégrencamﬁﬂ but

starfge (R)) -Se{y-50Bhd Aoyl AR abiens. (pitgined in

efé?éﬁd:é ei‘ém%lel%)T%éldééiﬁét?BémQBuﬁﬁ was obtained.
rono- 2- phenyl - 2, 3- di hydr oi soi ndol - 1-one (400 ng,
LC-M&(methﬁd 1): boE R A tnin M2t §24re Mekknpl e 3)
4- et hyl - 3- (4, 4,5, 5-

tetranethyl [ 1, 3, 2] di oxabor ol an- 2-yl ) benzoic acid (0. 36

%a(épﬁg) mT?IO obt aRBEEHaNCEeEmwmeE ¢ganpl e 19) and
4 16 g, in 1, 2- dlneth t hane
(20t 7 Banay e mathok A A4 HelsaRIdERiSaRUITON GAe The
m xture was heated at 15 90 Cfor 4 h. It was all owed
to cool and 2N NaOH and CHC13 were added. The phases

FolWﬁg segiatilat peocaitire bethat glestibed is eeferen ce exanple t18d but using
bk BTA il HERT CHOl 1oHide etk deired CorRapra ns oiasc.
LCHMERHRAL@ 4930 8. ehﬁlﬁgsrmﬁeez@gozm er Na2804 and the

ent was’'evapor at e The crud duct thus
obt ai ned was purified by 20 chromat ography on silica

gel using hexane- easin ol arit

as eluent, to affﬁzgégl{gﬂé '?iemp't?ﬁ?e corrgoﬁnd d
(yield: 2 %En%n 6|-|‘Ey &Cénm&téﬁrahy&mssqamdnm -dHe =

344.0 [ M+H +] REFERE EXAMPLES 20A-200 25

Folfl owng a simlar procedure to that described in
roliecsr St Mptedle RitaalhEltin b iedice erampte 11, bu

starit®y friopd Izommlsahbmowrezwaetr@rwdrasbqumom1l=nﬁh¢/$obta|ned in
Conpound nane Starting products exanpl e Method R (mn)

referange-exagapie 116) o desiredmamreund Wag optainetket er ence
chrgl%'%&hédﬁ)?’t% 4 B mindh 20250908834 PCT/ EP2006/ 006255

REFERENCE EXAMPLE 18

2-Benzyl-1-0x0-1,2,3,4-tetrahydroisoquinolin-6-yl trifluoromethanesulfonate

Following a similar procedure to that described in reference example 12, but
starting from 2-benzyl-6-hydroxy-1,2,3,4-tetrahydroisoquinolin-1-one (obtained in
reference example 17), the desired compound was obtained.

LC-MS (method 1): tgr = 9.82 min; m/z = 386.1 [M+H]".

REFERENCE EXAMPLE 19
4-Methyl-3-(4,4,5,5-tetramethyl[1,3,2]dioxaborolan-2-yl)benzoic acid

To a solution of 3-iodo-4-methylbenzoic acid (3.71 g, 14.2 mmol) in DMF (130
mL), bis(pinacolato)diboron (7.20 g, 28.4 mmol), [1,1’-bis(diphenylphosphino)
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di hydr oi soi ndol -5-yl )-4- 3A and reference

nmet hyl benzoi ¢ acid exanple 19 3-[2-(1-Hydroxynet hyl
waredognesse exanpl e cycl opentyl)-1-o0x0-2, 3 20BCBEPANE006255

reference 1 7.18 366.1 dihydroisoindol-5-yl]-4

exanple 19 nethyl benzoi c4gcid

(1S, 2S)-3-[2-(2-Hydroxy-1- Reference exanple

ferrh@gejilglcguiwflladlpheﬂy)l (ét(:fyg) 1.2800mEd) ardl petassidrcacetate (6.95
o, ThECrH dye e TofhSTo8h o LRl P et a1 00 o0

oveﬁﬂ;}ﬁf e tﬁé@mlo@ved“yt@lf exsyPrePYom 1tem@3r2td6e20[he3 NMotetht was
erence 6.83 354.1 dlégdrm soi ndol -

evappzatpd earmothen@lsmeowlazdmt wetht wakes and Et(%&'l Rﬁh% PBAgES were

Sep@é%n‘ﬁeﬂeg%grgé%g%‘&%%%és \g&é %)i'tdél;gl sol nd?cgﬂ‘d The combined

orgﬁﬁ@%h@sé@wd’f@t\haémmw@ thhd3N HCI and dried over NaZSO4 The

Hydr ox phen I - 0x0- Reference e
Sol. WehyeNaRoraRHdand sthp pui oot {Ff iSRRG waS gRurified by

chrgg%é%%ragﬂgl R ﬁ |363 |“$§'r% F?A? n%x{lﬁeé %T W&é@éhﬁg%olanty

exanpl e 0Xxo0- 2, 3-
as eluent, to afford the tltle compound lmpunﬁed W|th starting

bis(pinacolato)diboron. The product was slurried in hexane, filtered and dried
under vacuum to afford 2.41 g of pure material (yield: 65%).

'H NMR (300 MHz, CDCl3) & (TMS): 1.36 (s, 12 H), 2.61 (s, 3 H), 7.25 (d, J = 8.1
Hz, 1 H), 8.02 (dd, J = 8.1 Hz, J'=2.1 Hz, 1 H), 8.48 (d, J = 2.1 Hz, 1 H).

LC-MS (method 1): tg = 7.57 min; m/z = 261.0 [M-H]".

REFERENCE EXAMPLE 19A
3-(4,4,5,5-Tetramethyl[1,3,2]dioxaborolan-2-yl)benzoic acid

Following a similar procedure to that described in reference example 19, but
starting from 3-iodobenzoic acid, the title compound was obtained.

'H NMR (300 MHz, CDCl3) & (TMS): 1.28 (s, 12 H), 7.48 (t, J = 7.8 Hz, 1 H), 8.03
(m, 1 H), 8.19 (m, 1 H), 8.55 (s, 1H).

REFERENCE EXAMPLE 19B
4-Chloro-3-(4,4,5,5-tetramethyl[1,3,2]dioxaborolan-2-yl)benzoic acid

Following a similar procedure to that described in reference example 19, but
starting from 4-chloro-3-iodobenzoic acid, the title compound was obtained.

'H NMR (300 MHz, CDCl3) & (TMS): 1.38 (s, 12 H), 7.45 (d, J = 8.4 Hz, 1 H), 8.04
(dd, J =8.4 Hz, J =24 Hz, 1 H), 8.41(d, J =2.1 Hz, 1 H).

REFERENCE EXAMPLE 19C
4-Methoxy-3-(4,4,5,5-tetramethyl[1,3,2]dioxaborolan-2-yl)benzoic acid
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200 3S and reference 1 6.18 dihydroi soi ndol -5-yl]-4-
[MH exanple 19 nethyl benzoic acid

wW@2002/00B83Hy dr oxyphenyl ) - 1- oxo- Ref erence exanpP@I/BB1d06/006255
2, 3-di hydroi soi ndol -5-yl]-4- 30 and reference 1 7.42
360.1 nethyl benzoic aci dggxanple 19 3-[2-(2-Hydroxy-6
Ref erence exanpl e net hyl phenyl ) - 1-oxo0-2,3- 372.0 201
3Wand reference 1 7.44 di hydroi soi ndol -5-yl]-4-

M I 9 I i ¢ .aci,d.
FollpWiad 1 Sratar, Pigredbire i 20 eskaPEbcincteferencs example 19, but
sta R'rr%I flord Bodoh HahsjuEiRbicdacié Xhanitlerenepeuinrewas Dbldined.
351.0 yl]benzoic acid exanple 19 20K

'H BIMR {320 Midz ok DEHa By (TMS): k86 (Ret2Hin3&1elearpi 6.90 (d, J = 8.7

240 S 8T R B b SRR TS . TP
nmet hyl benzoic acid exanple 19 4-Chloro-3-[2-(2

Ref erence exanpl e 378. 3/ hédroxxnphen | )-1-o0xo0-2,3 20L
3N and reference 3REFERENGEFXAMPLE 20

G SS90 5SS TRYES HBhot aci
hydr oxyphenyl ) - 1- oxo- 2, 3- 394.2/ 20M 3AB and

reference 2 5.32 dihydroi soindol-5-yl]-4- 396.2
Toeg asHsiPeNgion ﬁﬁtﬁmog@édpllery&!?d's-dihydrc}/isclinéol-‘?-oer;\e (400 mg, 1.39

mmol, obtained in reference example 3), 4-methyl-3-(4,4,5,5-
tetramethyi[1,3,2]dioxaborolan-2-yl)benzoic acid (0.36 g, 1.39 mmol, obtained in
reference example 19) and Pd(PPh3),4 (0.16 g, 0.14 mmol) in 1,2-dimethoxyethane
(20 mL), 1M Na,COj3 (12 mL) was added under argon. The mixture was heated at
90 °C for 4 h. It was allowed to cool and 2N NaOH and CHCl; were added. The
phases were separated and the organic phase was reextracted with 2N NaOH.
The combined basic aqueous phases were acidified with 3N HCI and extracted
with CHCIl; The combined organic phases were dried over Na;SO4 and the
solvent was evaporated. The crude product thus obtained was purified by
chromatography on silica gel using hexane-EtOAc mixtures of increasing polarity
as eluent, to afford 0.13 g of the title compound (yield: 27 %).

LC-MS (method 1): t = 8.41 min; m/z = 344.0 [M+H]".

REFERENCE EXAMPLES 20A-200
Following a similar procedure to that described in reference example 20, but

starting from the appropriate compounds in each case, the compounds in the
following table were obtained:

Reference LC-MS

Compound name Starting products
example Method tr m/z .
(min) | [M+H]

356.1
[M-HT

20A 3-(2-Benzyl-1-0x0-2,3- Reference example 1 7.99




3-[2-(4-Chloro-2 Reference exanple 392.1/

hydr oxyphenyl ) - 1- oxo- 2, 3 20N di hydr oi soi ndol

-5-yl]-4-

WQ207a0339 ef erence 2 5.28 394.1 net hyl benzoi cPEER2006/006255

exanple 19 [MH _

Ref er ence exan‘pl e 200 2, 3-4@ hydr oi soi ndol -

and reference

3-[2-(2- hydroxyphenyl ) - 1- oxo-
5-yl]-4- 3N
4 53 ?76 4 et hoxvhenzoic acid

exanpl e i'QGVWEQEN@E“EXAI\/PI Foandire®ENER)| | o ng a
sim | ar |pletgBeidor acid t hat deseiipked i n ref erence
exanple 20 _hut 5 starting frnmfhg_a_p_pLg_;_Li_a_t_e
conpound$-3-6-ysehxymatsd, t he gotn%o g(sém ne
f ol | owi ngydicpBht )-\1\4@;(@2 abt ai ne ey ene e L<, %)
C@ﬁ%ounc ae Li 'T%' pr odydt andugigrgse Met hod t R7nfez| 366.1
(min) [N \DIY rm%”‘%% 27D met hybgahpteooi ndan- $- Ref ¢rence
exanpl e meﬂg[berjzmczarldand ref erence 1 8.37
\l| ) A At hul bhon=zat ~ acnt A T AULI o onas
/ - IIL lJbIIL AUl IIJ C/\a||’J| C J.J
3 (2-Et h)ﬂ % Yo (?LH?dr%"VZﬂ' Re ﬁ@{e%g@em[gal ¢ NWR |22
tetr ahydmmrsxquthytaz pien@lethlyl)--| 4 and refernence 1 -
SeEC netlh 4 ?@z&rya oq)s%|ng0|@garrﬁpé‘”i?f?5éﬁ"8w 1 6.36 | 418.1
3-(2-Benz Refanpnt®e exanplie 23
t et r ahy dvdi MJ‘Q‘FB?Q"?@@ yl)-4- 18 and reference ] 8. 6]
3T2 11 7z aci u exanpte 19 23A
3- (2 Ben%)}?)(ily 'me%iy%i RedeRFenoe exaenpiaplie 1 8./06
3%? hZQ)'QWPOIDM'I%?sQX@Z}W EPL gpAG ng @grééc o 50
Pahy droy @@L assiy46- 18 Ference |yl )bendft | 3541
aci d ex I £ 19A. 3-]2-(2- Chlemrmbh&yl )-1 -|oxo-
Ref er encld"SWHTBIA FH 1, 2, 3, 4- t et r ahydr oi sodui nol ijn- 12
and ref ert%ngg{jl.(18 48 392 17 | 6-yI]-4-met hyllbenzoi|c
aci d exagr_P | h _4 N O)SO_ Refyrenge Rydmple oo- 1, 2,|3, 4-
Refogr enc QSPAYFﬂFg e?( Y 3R and reference 1 596 | 366.1
2,3-dihydroisoindol-5-yl]-4- ' '
o example 19
methylbenzoic acid
3-[2-(2-Hydroxyphenyl)-1-oxo- | Reference example
20F 2,3-dihydroisoindol-5-yl]-4- 3N and reference 1 7.35 | 360.1
methylbenzoic acid example 19
3-[2-(2-Hydroxy-5-
Ifamoylphenyl)-1-ox0-2,3- Reference example
20G > .yp. ' 3S and reference 1 61s | 24370
dihydroisoindol-5-yl]-4- ' [M-HJ
. example 19
methylbenzoic acid
3-[2-(3-Hydroxyphenyl)-1-oxo- | Reference example
20H 2,3-dihydroisoindol-5-yl]-4- 30 and reference 1 742 | 360.1
methylbenzoic acid example 19
3-[2-(2-Hydroxy-6-
thylphenyl)-1-0x0-2,3- Reference example
201 rrTe yp. _ y ' 3W and reference 1 744 | 3720
dihydroisoindol-5-yl]-4- [M-H]
) example 19
methylbenzoic acid
4-Methyl-3-[1-ox0-2-(thiazol- | Reference example
20J 2-y1)-2,3-dihydroisoindol-5- 3X and reference 1 504 | 351.0
yllbenzoic acid example 19
3-[2-(4-Hydroxyphenyl)-1-oxo- | Reference example
20K , . 1 6.90 | 360.0
2,3-dihydroisoindol-5-yl]-4- 3Y and reference




25 tetrahydronapht hal en-6-yl)-4- and reference 1 9.56
309.2 nethyl benzoic acid exanple 19 Reference exanple
WQ@20070603B0VR (300 MHz, CDCI3) 8 (TMS): 1.24 (cop@l/BR2006/006255

signal, 3 H, 2.34 (s, 3 H, 3.05(t, J =6.6 H, 2
H, 3.60-3.71 (con‘pl ex sigital, 4 H, 7.14 (broad s, 1
H,7.30 (m I—h7‘22(d1—91|—|71“

7. 96-8.CTeWk9ﬁ'iﬂ°€>?°§| gnal , |&®P919 8 14 (¢, J =|7.8

Fz, 1T H) FE EXAVPLE[ 26

5- (5- Am ﬁ'é‘j-—{h;-r?‘fgﬁhﬁrtphenyl ) - 2REBARNY exdmBredi Nydr oi $0i ndo
| - 1 - one hjdioxfphemyly-dlone-RSn of 378.3/
4-tet hy dr'ﬁycfr&s&ﬁ‘&ﬂ gyﬁ’Jé‘ﬁEBfé 23 20 KRR s 0i ndoB- 5{y197¢ 3803
nzoi c agi myexampEote®i ned in refetence| [M-H]
exanpl e 29)’ |n DI\/F (30 m_) under _argon, @ sol uti on

TE=A

Ot "I"I:F\\ T IIIIUI) DBV \o |||_) Was—acceqr
dr opwi se%[Hﬁé?H% by a sol thgrbngée)gh@t@en)

phosphoriyydrepbnyl)-0-043-2¢p; 1. in DMF (3 L), |3904.2/
M B '

artd™t he '&]h&&ers&nd@% yﬁ‘h' rred af‘ PB‘U TePer at uke o133 |,

h. After &mter (1.i6xamhpg 1% he reagtion

mi xt ur e |WRENYIRERROKPCit 100 Clfor 1 h and then it was

alowed tsgz_ggghlgrﬁ%_r oom tenperature. The sQf vent [was
evapor at 3 was ad@efbrentdiexaaipganilc phage wag

vva%ged 3 hydrapenheayDi-axa2dr at EQA&%W Cied over 392.1/
rdidwy&rb&mﬁdﬂl\zqmm was gvaporated. The |crdde| 928 | 3941
product gal ned a|d pur i f ij@®m3e thr omat odr aphy [on [M-H].

silica dge 'be"ZO' Xane- Et OAc m xtures of 20

it_nC{eaSI quw@hﬁfdxwheaﬂ) @okk%TtRefeT[éhcélE)féMdﬂatﬁ 381391 c{ Rt h
| e CO . € e (e =
6.2@8 i anpar#EydLo %/?i”fam'gs W 43N gﬁ%ﬁéﬁ? EXAMPRRE 274.53 | 376.4

7l ONN220 PCT L I:n”ﬁﬁt‘l faYaVake N sl = C1 | H PN

5- (5- Am nnﬁﬂmxmimnhgﬂtaMenyl ) - zxanmw&t hyl i ndan- 1-jone

Calll Ay n
I'NUVUUOJJI T Ol LIrZ2UU UUULJJ JL TUI1 UV‘M gy a

simlar procedure to that descrlbed in reference
exanpl e 26, but RERERENCEEXAMPLES 21-25 _ _
3- (2, 2-di met hyl - 1- oxoi ndan- 5-yl ) - 4- met hyl benzoi c aci d
(obtained in reference exanple 21), the desired

oA B SRR 18 AP ALIERRE i e e Sy 20,
stdﬂtn%d&cﬂﬁrmpybp&dpadce 4ommiduideeinz aatitlcas€d the ssmipowitds in the
i odo- 4- net hyl benzoic acid (4.5 g, 17.2 mmol) in

folloving 1afje yrgre ohtaiped: Hol (3.93 g, 20.5 nmol ), HOBT
(2.32 g, 17.2 mmol ), and N nethyl nor pholine (5.21 g,
51.5 mmol)) were added and the m xture was stirred at

Reference ) LC-MS
Compound name Starting products t .
example Method | = [M“lfi],
i . Reference example 4 :
3-(2,2-Dimethyl-1-oxoindan-5- 293.1
21 . and reference 1 8.37 '
yl)-4-methylbenzoic acid ) [M-HJ
example 19
3-(2-Ethyl-1-ox0-1,2,3,4- Reference example NMR
22 tetrahydroisoquinolin-6-yl)-4- | 15 and reference 1 - See
methylbenzoic acid example 19 below
3-(2-Benzyl-1-ox0-1,2,3 4- Reference example
23 tetrahydroisoquinolin-6-yl)-4- | 18 and reference 1 863 | 372.1
methylbenzoic acid example 19

23A 3-(2-Benzyl-1-o0x0-1,2,3,4- Reference example 1 8.08 358.2
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roomtenperature for 1 h. Cycl opropylam ne (0.98 g,
17.2 mol ) was added and the m xture was stirred at

WO omr0omsaper at ur e over ni ght. The sol vent was PCT/EP2006/006255
evaporated and CHC13 and saturated NaHCO3 were added.
The phases were 15 separakgd and the organi c phase was
then dried over Na2SO4. The solvent was evaporated

and t he|tetralydrojspannabin-bobt ai nEcandaefergeaei f i ed by

chromat bgjhapie LIy Silica gedxathplengahexaner Et CAc
mxtures of jncreasing polafity as eluent [to afiford

4.12 g p3-{2@ECHdroghenydotenniR¢fgeadedxa8@e) . | LC- VS

(|t hod P 1 - (e o gl = MHH] + 2 392.1/
RERCRE ﬁ‘%@ﬁhﬁggg&mm e etbiéndd (M4 B4 394.1

N- Cycl opPdbimesvpepin acsl (4| 9xaBP8.10et r anet hyl [ 1, 8, 2] dj

OXa00T OF 80s £ U RAENLTG, PReEah D3 51 m 12y

procedut e described|in reference ekanpl e| 19,
bus st aletrahgranpeiihalen-6-yl)-4- | and reference 1 9.56 | 309.2

N- cycl opmemyberkoicedia- 4- met hybbaprag de (obfai ned|in

reference exanple 28) theldesired conpouhd was

obtained. LC-M (nmethod 1): tR=8.58 nin; mz = 302.2

Re&ﬁ@e@yﬁ%@%?i@ﬁﬁﬁw Fbcly) 5 (TMS): 1.24 (complex signal,

3 Hi: £ 34Nist BaRhengs xror-pea Hee2WD, 2080.8300@3hplex signal, 4H 7.14
ké’CT/ EPSOOGI docszsé 52 To a s\c'flguu on of ﬁ% phol i r?e )

(bread s77.H), draf) {mi h HIVES] (b hE 8.1 Hzt 1 bk d-90-8.01 (complex signal,
5 Fﬁné 3b@n3e_2§1§((e§%,ghgigt 14.2 nmol ) was added and the

110 C for 48 h. Additional
nor pholine (3.4 nL, 38.9 mml) was added and stirring

t 110 5 C t d_f h. Th

?eactl on m\)/(v?argo\r;\glgnue §§u€é3$"b‘\’je$% ter, eand t he

regi t

oS AN S S e

yi e 799 . LC—I\/B(mathod 1) tR=7.18 min; mz =

209. Mk Titl d,.I
To (sgilqji{op ﬁéﬁ9ﬂﬁy (qu_ﬁ_&%%n‘gpgﬁ %,h)?(ir%lio?mTSO ﬁ)benzmc acid
(0. %?/}__ga' T‘Qd mmols%fdlﬁh‘b @ﬁ referéndk exaimpldIne) o [ﬂVIQ‘(B@nmL) under

10% Pd on active carbon (we
arcaOmmaldtgn 06TE Adaddonnd | eroels s DM é@ rok) Waomdded dropwise

ol AR e HEBISEN SBSEE 8, 12 i g O o

mL?hQna ithé fnﬁl'kﬁ)ré/a@a§§ﬁ|¢@6tdtab©ﬂ1 temmhrmee?.out 8 rafAfterdadding water
g of the title conmpound (yi el ?
(1.6 mL), the reaction mixture was heated at 100 °C or 1 h and then it was

allowed to cool to room temperature. The solvent was evaporated and CHCI3 was
added. The organic phase was washed 3 times with saturated NaHCO;, dried
over Na,SO, and the solvent was evaporated. The crude product obtained was
purified by chromatography on silica gel using hexane-EtOAc mixtures of
increasing polarity as eluent, to afford 0.18 g of the title compound (yield: 50 %).
LC-MS (method 1): tr = 6.90 min; m/z = 315.2 [M+H]".

REFERENCE EXAMPLE 27
5-(5-Amino-2-methylphenyl)-2,2-dimethylindan-1-one
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LC-MS (nethod 1): tR = 1.47 min; mz = 179.2 [ MtH] +.
20 REFERENCE EXAMPLE 31 2-(3- Ami nophenyl)pyridine To
W@ 2®aspsssi on of 2-bronmopyridine (0.5 g, 3.2 nP@I/EP2006/006255
3- am nophenyl boronic acid (0.49 g, 3.2 mol),
anhydrous K2CO3 (0.87 g, §43 muol ) and Pd(PPh3)4 (0.36
, 25 0.32 mmol) in 1, 2-di met hoxyet hane (50 nlL) under
Follawggna siatikar pn@.cédureL)tovthat desdebed Thereférengeeexample 26, but

o5 i 295 Ry 2B AR S ol S8 BBhined i

reer‘@*ic% 2 Ml I%t?ﬂ ﬂiéddéélﬁad SépoUsd RARSEhtamedr eext ract ed
th Et OAC The conbi ned or%anl C hases were dried

LC- Mﬁefme\ﬁi@SOQ trd Bt4fe i MENT 2082 Nh'dbr ated. The crude
product obtained 30 was purified by chromat ography on
silica gel using hexane-Et OAc m xtures of increasing

polarity as el uentREFERENCEEXAMPLE 28 the title
conpound (y| eld: 42% . LCM (nmethod 1): tR = 1.46
nin; N-Cyeloprapyl-3-igdodomnetindhgnzamide

PCT/ EP2006/ 006255 53 REFERENCE EXAMPLE 32

5- (Cycl opr opyl am nocar bonyl ) - 3-fl uor o- 2- net hyl boron ic
To a&otution) o&-iﬁdm4¢néth&ﬂu&rzérdm¢|@% 1Beqzti .2 ram'o@ i DMF6(150 mL),

o b o A BB TSR 2B o
me@gg%glg)gtggnlg é%&ﬁ @ﬂgﬁﬁﬁ_ﬁg?w&g%d@%d%cﬁthe nggmgk)cs:tlrred at

I ONns. m xture was stirre

roofmterﬁ;bmeratldetfben h.aCyclopropydamimeato®& govérdinyhol) Widseadded and
de was pour.ed ,ov

40 foi ter.. lid
they FARIEF QB SUTEE s rdaT: SerBnetaitrenBryoly s 1 BarRvent was
evaBﬂir&teBré'l‘i'@ @Hb‘lgdanﬁ%tdfa‘-téﬁ"NﬁquO} Wetd\adyed. gﬁases were
brine. The organic phase was dried over Na2

Semnateldh@nds the @mgamasnr@asapwaattl@@w deiegdr evardNa.30g Yie spvent was

evatLp'oti%t%H]C Q0% cru é)‘f‘églf% éﬁ@lneldc\g/yg) 6&“%%093/ Qwrorrngtog raphy on

silich Pbu Qélﬂg%é)@mé- Btowe myikheeg of linarbhsihigdsolarityi a8 efuent] to afford
| uor o-5-i odo- 4- nethylben20|c acid (2.3 g, 8.2 mol,
4. 18k§1 af theditlercorgpeundyielt: BR%)hi onyl chloride (3nL) was

t Th I +was 20 ditilled
LC{)@% (ﬁ%tgﬁs? é?g th-;e%tglrﬁi é%:%n’p%%%g as 4 ‘crude product
that was directly used in the follow ng step. c)
N- Cycl opr opyl 3-fl ﬂ%rF%ééhgﬁoéiAWEEIzgenzam de
N-Cyclopropyl-4-methyl-3-(4,4,5,5-tetramethyl[1,3,2]dioxaborolan-2-

yl)benzamide

Following a similar procedure to that described in reference example 19, but
starting from N-cyclopropyl-3-iodo-4-methylbenzamide (obtained in reference
example 28), the desired compound was obtained.

LC-MS (method 1): tg = 8.58 min; m/z = 302.2 [M+H]".

REFERENCE EXAMPLE 30
4-(3-Aminophenyl)morpholine

a) 4-(3-Nitrophenyl)morpholine
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25 A m xture of 3-fluoro-5-iodo-4-nethyl benzoyl

chloride (8.2 mmol, obtained in section b), sodium
wa@200boosse ( 2.5 g, 23.5 mmol) and cycl opr opyl BET/AR2006/006255

(1.3 m, 18.7 mmol) in CH2CI 2 (10 nlL) was stirred at

roomtenperature for 72 hgpThe solid that

precipitates is filtered-off and washed with CH2Cl 2

and Et OAc. The filtrate is concentrated to dryness

To Brsesblin & SHepRBRTe b S P RGN G 1 Horo--

n.tré%eﬂzérn%S(M I M'Z%ﬁidl‘ﬂwﬁ@'a@ﬁé&)énd&ﬁe&hl*ﬁﬂb wa® hééfe@r@t 110 °C
8 ¢ fthetltleco ound 69 %9. LC M

for Q&@t Aalditipnal mrphqhnm(aﬁl L, n’dég mrng veag miqiqed- anggtirring at 110
2007/ Orgossgl\{) ¢ E@iqorogl{ 0064R° re ol miltliret Wi TREH Bbufted over

wat%r fédd)ﬂ\@ Srecpitatetthietdbthinen Zas filteréd abiddiridd i avatuum oven to
obtained in section ¢c) in THE (27 m-) was cooled to O

affard @ndfe 0 ﬁl’ﬁh%ﬂﬁ@ﬁomoﬂﬂﬁ‘&ﬁ@l{bﬂ@(’ﬁﬁhen sodi um hydri de
LC-E\@??&\e%oqpsﬁﬁ =9 netah. Qi = obb gk vas added in

i ons. hydf ogeh evolUti o st pped, the
reaction m xture was cooled at -78 C and
n-butyllithium (7.2 nL of a solution 1.6Min hexanes,
b) 11'1'%”'??#9!-’7‘%5 slow y added over a period of 25 min
mai ntai ning the tenperature below -70 C. Then,
triisopropyl borate (2.88 nL, 12.4 mmol) was slowy
To aaldeiutibh ahdi-(Heitiopheny@mogehadiner ¢ @B4itg, - T030nfroel, obtained in

seqtith #gna +dimiing ot oK 2ed DVELLATL, e ol Jofh B Gh acive

ca@og (ﬁb@%%%téﬁtvvér@tﬁéﬂeﬁmf%‘!t%é?&ir%d derodh eermgersture under
the phases were separated. The organi ¢ phase was

a hydsogeh wtmhsrmietfpoﬂaln he mixtusel wamfiltereeh thepugh adgread of celite

ine and dri
and i BiafE s e taRilo A9RRER 16 Bfiokd 1.0 e B copoune
(yiéld: 98yynat ogr aphy on silica gel using hexane-Et OAc
m xtures of increasing polarity as eluent, to afford
LCoMBAmgetbed tihetrts 1144 m&brﬁlﬂféun?%{%[@‘!*‘éﬂ 46% . LC-MS
(method 2): tR=4.11 mn; mz = 238.4 [MtH +. 20
EXAVPLE 1

N- Cycl opr opyl - 4- rreRlE;HEBEN(DEoEKAMRiI:EWI -2,3-di hydrois
oi ndol -5 yl ) benza To a on,of

4- et hyl - 3- (1- oxonéd(gﬁ%mnoﬁ s yridine

I hydr oi soi ndol -5-yl ) benzoic aC|d 25 (62 ng, 0.18
mmol , obtained in reference exanple 20) in DVMF (5

Tocf:;/susmmtsmn afi2 sonopyridined 0519 ndra| mmqlmTar(nmpp&@nytpo)Igmc acid

1) 9 )
©. Eigolﬁ o ?Eﬁ pgﬂ g’?ﬂ&”ﬁn@h@f gafgz 911661? Y 3B (036 .
0. STﬁnﬁijtlHrﬁZ dimetisdxyetiRthea(50 aflh tedgreamjon; &vater (0.66 mL) was
overni ght. The sol vent was evaporated and

added. The mixture was heated under argon at 80 °C overnight. It was allowed to
cool and water and EtOAc were added. The phases were separated and the
aqueous phase was reextracted with EtOAc. The combined organic phases were
dried over Na,SO4 and the solvent was evaporated. The crude product obtained
was purified by chromatography on silica gel using hexane-EtOAc mixtures of
increasing polarity as eluent, to afford 0.22 g of the title compound (yield: 42%).

LC-MS (method 1): tr = 1.46 min; m/z = 171.2 [M+H]".
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CHCI 3 and 1 N Na2CO3 were added. The phases were

separated and the organic 30 phase was dried over
WON2@S0H339The sol vent was evaporated and t he crRCEEP2006/006255

product thus obtained was purified by chromatography

on silica gel using hexangsEt OAc m xtures of

increasing polarity as eluent, to afford 34 ng of the

title compound (REFERENCBEEXAMPRERZ 000339

7 Bl T oo

simlar procedure to that described in exanple 1, but

starting fromthe appropriate conpounds in each case,
a) 3:hlwarorpindeid-methylbenapicoagisly tabl e were obt ai ned:

LC- M5 Exanpl e Conpound nane Starting products Method
tRmz (mn) [MH + N-Cycl opropyl net hyl -4- Reference

To eéarmmumet 614 smdolowmm@mdncz asid 2@1 5ng 1A0D 8n@ol) in
397. di hydr oi soi ndal - 5- cycl opr opyl et hyl
tnﬂtwrpﬁ@ilzamﬁ%fon@ eméz(@ém_zg» coplegén § °G 'Mé%?%ﬁ@@'mlde (2.25 g,

10.@@{1{@)‘%\/@151 &84 Wﬂ{arj'oﬁg' PAE izt Lﬁ¥é IWER &91%(?%@? %%o#éh nd then

el opr opy cycl opropyl am ne b&nzam d
at r%p(rﬂieﬁapélsdturb overngyht- TFBefceueeweaﬁpatmﬂdeover 40 mL of lcy water.

di hydr ol soi ndal 20A a 1
Thq;§@¥qn§h@tp9|}eﬁ;gglmd Xva?scb\tgq; S\@épcﬁ:gﬂ\g&lp water ]ThIS crude solid
wa{@&%'\%gpé gi_;lfl()‘i% ?rgd g\% ﬁéﬁ ﬂne.DBThheygrrgg)?;/cp;r)gase w_as_dorlxed over
Naf5Q, &nd the solvent was evaporated to afford 2.3 g of the tltle compound
(yield: 82%).

LC-MS (method 2): tg = 4.17 min; m/z = 279.2 [M-HT.
b) 3-Fluoro-5-iodo-4-methylbenzoyl chloride

A mixture of 3-fluoro-5-iodo-4-methylbenzoic acid (2.3 g, 8.2 mmol, obtained in
section a) in thionyl chloride (3mL) was heated at 100 °C for 2.5h. The solvent was
ditilled off to afford the title compound as a crude product that was directly used in
the following step.

c¢) N-Cyclopropyl 3-fluoro-5-iodo-4-methylbenzamide

A mixture of 3-fluoro-5-iodo-4-methylbenzoyl chloride (8.2 mmol, obtained in
section b), sodium carbonate ( 2.5 g, 23.5 mmol) and cyclopropylamine (1.3 mL,
18.7 mmol) in CH,Cl, (10 mL) was stirred at room temperature for 72 h. The solid
that precipitates is filtered-off and washed with CH2Cl> and EtOAc. The filtrate is
concentrated to dryness and the crude product thus obtained was purified by
chromatography on silica gel using hexane-EtOAc mixtures of increasing polarity
as eluent, to afford 1.8 g of the title compound (yield: 69 %).

LC-MS (method 2): tr = 7.41 min; m/z = 320.3 [M+H]".
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di hydr oi soi ndol - 5-yl ] - 4-nmet hyl benzam de To a sol ution
of

W@B2002/00@32- di et hyl - 3- hydr oxypr opyl ) - 1- oxo- 2, 3rdi/Rpn©006255
soi ndol -5- 15 yl]-4-nmethyl benzoic acid (85 ng, 0.24
nmol , obtained in referenagy exanple 20D) in DWVF (3
nm.), EDC. HCl (50 ng, 0.26 mmol), HOBT (30 ng, O0.24

d) hitte ompodurd net hyl nor phol i ne (67 ng, 0.69 nmol)) were
added and the m xture was stirred at roomtenperature
for 1 h. Cyclopropylamne (13 ng, 0.24 mmol) was added

A RR&uret BﬁNﬂmyrélam S-fRidré5eddat4-hiaRyIbeABShRIU(ES g, 5.6 mmol,
over ni he so vent was 20 evaporated and 13 'and

obtsinad dn emecmamcsc)smeTrféF d@deml) Twaspeegled tRePe’@punder an argon

s LSRR STABRF ORI o AR TR RAF B, 3o v
ad@¥@lin S - Whea i»lregeh mtmwmbddtwdeéétbmhﬁﬂare was
product_ obt ai ned was purified chr omat ogr aphy o

coglieph & e PC anchg- bmévdhﬁhémzt(@% an Qf ar 2ajutign | rﬁivléashqa@nes 11.5

mrh S 5y R oy b of T rfifad e ggmoerature
bemmpn,—rgm ngggturk&eddtvgbﬂtmh-%ora@(mBEﬁé_lFﬁl?nﬁmb:)amaﬂ%slwly added
an%hhesmaqtlfnen\ga? SoipFed: at rﬂé B}ro@ftﬁsfé Bo@%h@lz Mk was then
adggmeuga%dmtﬂéﬂ?eéaldnogr{wtﬁ@%&tuesrﬁag%uew(s%dto wedrmVB 5 °C.

npound nane Starting products Method tR m z
Ettomcn}an{j Mathrated\- @ypoianuropghloBdp2wete Fazdcmdemd th@mbia@es were

seéﬁg%tgg OITIr o%gg@g%%&gﬁg vﬁ%ﬂe&{}wﬁﬁacﬁﬁ Sﬁaiurat Oc? ammonium
chi%‘ri@i%t é‘r)/d BRRdAT8riéd ove? Na Gy Sh@RRERVIvent [vs?as evaporated. The

(2- hydroxy-1- hydroxynmet hyl - Reference exanple 1F
cridephaduett bptainad oxas 2p@ifier byachromatogeapflyr on silica gel using

he%'gﬁ%j#t@' RoLhAges qu’ﬂéﬂl{géﬂngpc} %@&%%@lﬂ%h{‘io fford 0.62 g of the title
compound (yleld 46%).
LC-MS (method 2): tr = 4.11 min; m/z = 238.4 [M+H]".

EXAMPLE 1
N-Cyclopropyl-4-methyl-3-(1-oxo-2-phenyl-2,3-dihydroisoindol-5-

yl)benzamide

To a solution of 4-methyl-3-(1-oxo-2-phenyl-2,3-dihydroisoindol-5-yl)benzoic acid
(62 mg, 0.18 mmol, obtained in reference example 20) in DMF (5 mL),
cyclopropylamine (12 mg, 0.21 mmol), HOBT (24 mg, 0.18 mmol), PyBOP (94 mg,
0.18 mmol) and N,N-diisopropylethylamine (0.09 mL) were added and the mixture
was stirred at room temperature overnight. The solvent was evaporated and
CHCI; and 1N Na,CO3; were added. The phases were separated and the organic
phase was dried over Na,SO,4. The solvent was evaporated and the crude product
thus obtained was purified by chromatography on silica gel using hexane-EtOAc
mixtures of increasing polarity as eluent, to afford 34 mg of the title compound
(yield: 49 %).
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Ref erence exanple 1G hydroxycycl ohex-4-yl)-1-oxo- 20E
and 2, 3-di hydroi soi ndol -5-yl]-4- 1 6.08 405.1
we s om3dapyl anm ne et hyl benzam de PCT/EP2006/006255
N- Cycl opropyl -3-[2-(2 Reference exanple 1H
hydr oxyphenyl ) - 1- oxo-2, 3- 550F and 397.1
di hydr oi soi ndol - gn@]n 4- 1 7.28 wm+
LC-4% I(anethgs itk AeB. 3Brdting mbe A 84. G eM+H]".
N- Cycl opropyl -3-[2-(2 Reference exanple 11
hydr oxy- 5- sul f anoyl phenyl )-1- 20G and 476.0
0X0- 2, 3-di hydr oi soi ndgixAMPLES 1A8.C36
cycl opropyl am ne [MH  4-nmet hyl benzam de
N- Cycl opropyl -3-[2-(3- Reference exanple 1 J 1 7.27

Folgagﬁgg &%é‘%? é@%é@z‘%& }tb%g%ssénggc}%pg&%%lew but starting from the

apptopridteotsrapodnds i ghth 4aseytieopormpyliads ivethe following table were
met hyl benzam de N-Cycl opropyl -3-[2-(2- Reference

obtg | e 1K hydroxy- 6- net hyl phenyl )-1- 201 and
0xo0- 2, 3-di hydroi soi ndol -5-yl]- 1 7.53 413.1
cycl opropyl am ne 4-net hyl benzani de

N-Cycl opropyl - 4- met hyl - 3- (1 |Ref er ence exanpl e |_Lc MS

Example (t|hi azoObmpewid natne3- 2(0J Saamtdngiproyaktsi sotrdol f
R

5.07 390.0 cycl opropyl anine yl)benzani de|Method miz

(min) | [M+H]*

N-Cyclopropylmethyl-4- Reference example
methy!-3-(1-oxo-2-phenyl-2,3- {20 and

1A . -~ . 1 8.97 | 3971
dihydroisoindol-5- cyclopropylmethylami
yl)benzamide ne

3-(2-Benzyl-1-ox0-2,3-
dihydroisoindol-5-y!)-N-

18 20A and
cyclopropyl-4- 1 8.1 397.2

Reference example

cyclopropylamine
methylbenzamide yelopropy

3-(2-Benzyl-1-0x0-2,3- Reference example
dihydroisoindol-5-yl)-N- 20A and
1C : 1 8.66 | 411.1
cyclopropylmethyl-4- cyclopropylmethylami
methylbenzamide ne
EXAMPLE 1D

N-Cyclopropyl-3-[2-(2,2-dimethyl-3-hydroxypropyl)-1-0x0-2,3-
dihydroisoindol-5-yl]-4-methylbenzamide

To a solution of 3-[2-(2,2-dimethyl-3-hydroxypropyl)-1-oxo-2,3-dihydroisoindol-5-
yl]-4-methylbenzoic acid (85 mg, 0.24 mmol, obtained in reference example 20D)
in DMF (3 mL), EDC.HCI (50 mg, 0.26 mmol), HOBT (30 mg, 0.24 mmol) and N-
methylmorpholine (67 mg, 0.69 mmol)) were added and the mixture was stirred at
room temperature for 1 h. Cyclopropylamine (13 mg, 0.24 mmol) was added and
the mixture was stirred at room temperature overnight. The solvent was
evaporated and CHCI; and saturated NaHCO; were added. The phases were




10

N- Cycl opropyl -3-[2-(4 Reference exanple 1M
hydr oxyphenyl ) - 1- oxo- 2, 3- 20K and
waledwydesssoi ndol -5-yl]-4- 1 7.05 399.1 PCT/EP2006/006255

cycl opropyl am ne net hyl benzam de 4-Ch | oro-N-cyclo

propyl -3-[2 Reference exagg e IN

(2- hydroxyphenyl)-1-oxo0-2,3- 20L and 419.3/ 2 6.93
sepagateq2and theyeigapico phbaei wias washedz withderine and then dried over

opr. |- 3-[2-(5-chl or . .

NagS Gy GRS ARERG Wat £voBgfEied aRa e ShilY, BuptiRTBLRiAcd was purifed
by dihhyshaedgapRyodn Ssilidd ol an@g? H3Gane-ENTA e phixdilegdMofiéincreasing

met hyl benzam de N- Qécl opropyl-3-[2-(4-ch lora
polgetycrenltient e @hioed 4B mg v teobiispeempeynd (¥l 230). 20N

i h I SOl |- 2 7.53 435.2

L% Gt ke et SRt PR B g

N- Cycl opr opyl - 3-(2-(2- hydroxyphenyl) -1-oxo- 2, 3-

Ref erence exanple 1Q 200 and di hydroi soi ndol -5-yl)-4-

met hoxybenzammée 2 6. @(&ME’.L%S I&?é%plrzplyl am ne o

EXAMPLE 2

N- Cycl opr opyl - 3- (2, 2-di met hyl - 1- oxoi ndan- 5-yl ) - 4- met hy
Folldeingaarisiailarspieckedure ity thatsdesicribed jn cocduple 1, bitastarting from

descrih
the appropri

i n exanpl

e 1, but start
age compoun s,%he compounds in

ihnegfofllg)\(l)vmgstable were obtained:

LC-MS
Example Compound name Starting products t ;
Method | , R it
(min) | [M+H]
N-Cyclopropyl-3-[2-(1-
Reference example
hydroxymethylcyclopentyt)-1-
1E . 20B and 1 7.19 | 405.1
oxo0-2,3-dihydroisoindol-5-yl}- )
cyclopropylamine
4-methylbenzamide
(1S,28S)-N-Cyclopropyl-3-{2-
(2-hydroxy-1-hydroxymethyl- | Reference example
1F 2-phenylethyl)-1-ox0-2,3- 20C and 1 6.46 | 457.1
dihydroisoindol-5-yl]-4- cyclopropylamine
methylbenzamide
trans-N-Cyclopropyl-3-{2-(1-
Reference example
hydroxycyclohex-4-yl)-1-oxo-
1G . . 20E and 1 6.08 | 405.1
2,3-dihydroisoindol-5-yl]-4- . _
cyclopropylamine
methylbenzamide
N-Cyclopropyl-3-[2-(2-
hvd henyl)-1 03 Reference example
roxyphenyl)-1-oxo-2,3-
1H y y_p ) y 20F and 1 7.28 397.1
dihydroisoindol-5-yl]-4- . [M-H]
. cyclopropylamine
methylbenzamide
N-Cyclopropyl-3-[2-(2-
hvd 5-sulf iphenyl)-1 Reference example
roxy-5-sulfamoylphenyl)-1-
11 y y . .yp y 20G and 1 6.36 . 476.0
ox0-2,3-dihydroiscindol-5-yl]- . ' M-HT
. cyclopropylamine
4-methylbenzamide
N-Cyclopropyl-3-[2-(3- Reference example
1J 1 7.27 | 399.0
hydroxyphenyl)-1-oxo-2,3- 20H and




(2, 2-di net hyl
(obtained in .

reference e

xanpl e 21),

W@ 0vpoen3sd was obt ai ned. WO 2007/ 000339

PCT/ EP2006/ 006255 58 LC-Ms (method 1):

- 1- oxoi ndan- 5-yl ) - 4- net hyl benzoic acid
the desired

PCT/EP2006/006255

tR=28.34 mn;

mz = 334.2 [MrH +.  EXAMBEZES 2A-21 5 Fol | owing a
simlar procedure to that described in exanple but
st ar t i ngdifydenisoindel-5-ispr opr i pRYEORIOMFFNIRIS i|n eachl case,
t he coma,qgtnggedzamidge follow ng table were | obtaijned:
LC- NS Yaml e Conmpound odiucts l\{hc
tRnz '("r‘ﬁy PPTP %N C,yc F@g@@,@él%@gl -B-(2, 2
Ref er encleydeoxg@phethyBtheayiel-2 A
~di'fet hyl o)go %gwg\%m@ %l 42%3% 04 348.2 | 1 | 753 | 4131
cycl opr op Ly dyelngrapyilahdnene '
N- But yI - UFQ‘Y@%ﬁafPé’{ehyl 1 -| Reference exanple 2B
0X0i NndanNEyyloprofyl-4InéhylB-(B5 '3‘31‘ 21 and Ibut yl am ng
met hyl bénzayr 3 ﬁ 42- Di METHGEOE-JRBPAdan- 5- 2C
yl-4- nme %oaﬂ"?\fzogy r%Ence exzoueine 21 and apiljnel kg7 | 3900
10. 02 3"@|h@r0!§m@®y$ benzanmide . oo ' '
3-(2, 2- [)H;Héhiﬁhhdel oxoi ndan- 5Y°IRRPRIANES exanpl e D
yl)-4-ne N(opvridin-4- 21 and-4-1 598 371 D
yl ) benzaRrQIEPRBPATFS 4 di ne | Reference example
3- (2, 2- Dhydedxtyphenyh-ooeo-2dan- 5- Ref erence exanpl e RE
yIMN-i 949 g&}gg&ﬁ(ﬁ_& ,&4and 1 d336. 2 1 7.05 | 3991
met hyl ben e |1 sopfopyl am| eylopropylamine
3-(2, 2- [)F"WEWI‘??F”T"’@XOl ndan-§- Reference exanple 2F
yT) - 4- mehtier M Rb@ésh-3 - 21 and 2- 1 9.59 377.2
2-hydroxyphenyl)-1-ox0-2,3 Reference example
iN (2-hy oxypheny ¥ | 5oL and ) 603 | 119
dihydroisoindol-5- . 421.3
cyclopropylamine
yllbenzamide
N-Cyclopropyl-3-[2-(5-chloro-
Reference example
10 2_—hydro.xyp.>henyl);1-oxo-2,3- 20M and ) 7 63 4332/
dihydroisoindol-5-yl]-4- . 435.2
. cyclopropylamine
methylbenzamide
N-Cyclopropyl-3-[2-(4-chloro-
Reference example
P 2-hydro.xy;.)henyl)-1-oxo-2,3- 20N and ) 2 53 433.2/
dihydroisoindol-5-yl}-4- , S 435.2
cyclopropylamine
methylbenzamide
N-Cyclopropyl-3-(2-(2-
Reference example
1Q hydroxyphenyl)-1-oxo-2,3- 200 and _
dihydroisoindol-5-yl)-4- ' _ 2 645 | 4154
. cyclopropylamine
methoxybenzamide

EXAMPLE 2
N-Cyclopropyl-3-(2,2-dimethyl-1-oxoindan-5-yl)-4-methylbenzamide

Fo|ldwing a similar procedure to that described in example 1, but starting from 3-
(obtained

5

(2,2-dimethyl-1-oxoindan-5-yl)-4-methylbenzoic  acid in  reference

example 21), the desired compound was obtained.



yl ) benzam de am not hi azole 3-(2,2-Dinethyl-1
- oxoi ndan-5- Reference exanple 2G
wQ kgo7AMeased hyl - N-[ 3- (nor phol i n- 21 and r ef er enceC/ER206@006255
455.2 4-yl)phenyl ] benzam de exanple 30
3-(2, 2- D nmet hyl - 1- oxoi ndarggh- Reference exanpl e 2H
yl é-4- nmet hyl - N- [ 3-épy_ri din-2- 21 and reference 1 9.53
LCA43 (method plidry § B8 mianiz =e33h3I[M+s1 -Wo 2007/ 000339
PCT/ EP2006/ 006255 59 N-Benzyl -3-(2,2-di nethyl-1
Ref erence exanpl e 21 oxoi ndan-5-yl)-4- 1 9.59 384.2
21 and benzyl am ne netgxAMPIES12062EXAVPLE 3
N- Cycl opr opyl - 3- (2- et hyl - 1- oxo0-1, 2, 3, 4-t et rahydr oi soqu
inolin-6-yl)-4- nethyl benzamde 5 Followng a sinmlar

Folfcgvg@g%‘éiﬁwifa? orbAldIE36 thieded RibBEARR:Emble BUbub bRind Bom the

apfirdpeiatey borhpoxndd ir? each-daskr &y domipeaqds riolthe fé@llowing 4abte were
et hyl benzoic acid (obtained in reference exanple 22),

obi@i€diesi red conpound was obtai ned. LC-M5 (nethod 1):
tR=7.12 mn; mMz 349.2 [M+H +. 10 EXAMPLE 4

3-(2-Benzyl -1-0x0-1,2,3,4-tetrahydroi soquinolin-6-yl)-
N-cycl opr opyl -4- net hyl benzgm de 15 Fol | owilng a Lc-MS
Examplar pr ocedmpeutdndrat desStadtieg praduetsarpte—t—ut
; R mi/z
starting from 3- Method in) | [MeH]?
(2-henzyl -1-0x0-1,2 3 4A-tetr ah\%'dr oi-sogui-nohi-n-6 3,!(5" Y| |
met hyl benzai ¢ aci d (obt aj ned Refsiencep&@ite lexanplle
23), ther}\éggﬁ?pe%pyc_gn‘gouﬁi wa21@hd ai ned. LC-|M5 (ngt hod
1) 2At R =| dngayltioxeinganzs-w)-41 1) 3 (L + a%g EXAMPLES.QA | 348.2
. . cy%l OD metrall . .
Fol | owi noma@nyideikarade pr ocedur e at descrli bed ijn
exanple 4, but starting fromfehe appropriate
nnnnnnnn + P + £ [ | . + [ |
Cormpounu T11C, TP OULT _I_II e T Oorrowrtry ldU!l:‘ S
obt ai ned N’Eﬂfyk?s&'jgz'g%?‘]é ConpeudiehdRa@mp arft i ng
pr @duct s|oxoindan-5-yl)-4- . 1 9.46 350.2
21 and butylamine
methylbenzamide
3-(2,2-Dimethyl-1-oxoindan-5-
Reference example
2C yl)-4-methyl-N- " 1 10.02 | 370.2
21 and aniline
phenylbenzamide
3-(2,2-Dimethyl-1-oxoindan-5- | Reference example
2D yl)-4-methyl-N-(pyridin-4- 21 and 4- 1 593 | 371.2
yl)benzamide aminopyridine
3-(2,2-Dimethyl-1-oxoindan-5- | Reference example
2E yl)-N-isopropy!-4- 21 and 1 9.03 | 3362
methylbenzamide isopropylamine
3-(2,2-Dimethyl-1-oxoindan-5- | Reference example
2F yl)-4-methyl-N-(thiazol-2- 21 and 2- 1 959 | 377.2
yl)benzamide aminothiazole
3-(2,2-Dimethyl-1-oxoindan-5- | Reference example
2G yl)-4-methyl-N-[3-(morpholin- |21 and reference 1 972 | 455.2
4-yhphenyllbenzamide example 30
3-(2,2-Dimethyl-1-oxcindan-5- | Reference example
2H yl)-4-methyl-N—[3-(pyridin-2— 21 and reference 1 953 | 447.3
yl)phenyl]benzamide example 31
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Method tR nmz (mn) [MH + 3-(2-Benzyl -1-o0xo-1, 2,
3,4- Reference exanpl e tetrahydroi soquinolin-6-yl) 23
W@ 7490339 9. 22 425.3 - N-cycl opropyl met hyl - 4- PCT/EP2006/006255
cycl opropyl net hyl ami  net hyl benzam de ne WO 2007/ 000339
PCT/ EP2006/ 006255 60 EXABBLE 5
3-12-(2-Chlorophenyl)-1-0x0-1,2 3 4-tetrahydroisoquino

l'i n- 6- yl N-Benzyt§2 Dpimefiyt1-4- e h% benzam de 5
Foj,| ow n&o 4sh-Bihar proceduf rRefe ”Wé?m@%scn bed § B sg | 3842

exan‘pl e ut st arting from13and benzylamine ' ‘

[ 2- ( 2- chP"Sﬁhb'B?f@ﬁ'}Wd? 1- oxo- 1| 2, 3, 4- t et r ahydf oi soqui nol

m=-6-yt=-4=-methytbenzoi ¢ aci d (obtained in reference
exanpl e 24), the desired conpound was obtai ned. LC M5
(met hod 1) tR = 8.60 mBEXAMPLE3431. 1/433.2 [ M+H] +.

NG CLRRTaRYI-3(2 athyldr e iy? 34 tateahy droisaayieialins G-
napht hal en-6-yl ) -4- ngd e 15 Fol lowi ng a
simlar procedure to that descri bed in example 1, but
starting from 3-

Fol fuach FHB iesife o o et et Y PARE L B B id rom
(2- 8@” 1Id3<% 119 métrarwm@isequm@ﬁn@ommaéthyg%dg%wnﬁbgﬁobtamed

in rsiﬂreowa ﬁga@npiﬂ 22), dne geviced g@@pp@nti rwas eleiathedoed in
LeRiRBag 17ie St PR TRESR TR RG tabi e ves
obt 3i nted: I\/létchw(? tgx?ﬂrrpl e Cprrpoundl_unarre Starting
roduct s 0 z i n +
KI_—Q/CI opr opyl et hyl - 3-(2,E§A'\a?e¢-gl+r4ence exanpl e
d3 BB k-8R0 4,333 etraRy @l 8 Guindlirti6-yiRR-Sy clopropyl-4-

methylbenzamide

Following a similar procedure to that described in example 1, but starting from 3-
(2-benzyl-1-oxo0-1,2,3,4-tetrahydroisoquinolin-6-yl)-4-methylbenzoic acid (obtained
in reference example 23), the desired compound was obtained.

LC-MS (method 1): tr = 8.54 min; m/z = 411.3 [M+H]".

EXAMPLE 4A

Following a similar procedure to that described in example 4, but starting from the

appropriate compounds, the compound in the following table was obtained:

LC-MS
Example Compound name Starting products
Method | , {} miz
(min) | [M+H]
3-(2-Benzyl-1-ox0-1,2,3,4- Reference example
: tetrahydroisoquinolin-6-y1) 23 and :
4A
-N-cyclopropylmethyl-4- cyclopropylmethylami 1 9.22 | 4253
methylbenzamide ne
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25

t et rahydr onapht hal en-6-yl )-4- cycl opropyl net hyl am

nmet hyl benzam de ne 25 EXAMPLE 7 WO 2007/ 000339
wegN/aRBe06/ 006255 61 PCT/EP2006/006255

N- Cycl opr opyl - 3-[ 2- (2- hydr oxyet hyl ) - 1- oxo- 2, 3- di hydr oi

soi ndol -5-yl ]-4- nethyl begpam de To a suspensi on of

5- br ono- 2- ( 2- hydr oxyet hyl ) - 2, 3- di hydr oi soi ndol - 1- one

(150 5 ny, 0.59 nnDI obtai ned in reference exanple

3H), N-cycl opropyl -

(4,4,5,5-tetranet hyI [1 %M%&Faﬁorol an- 2-yl ) benzam de

(1 - pHEvyl)-1 XAt fze@l,4'-t6t|fah FeizoR el

angqu:? cF:>ﬁ|3)4 (67 y#r)g‘l 0.0 ﬂ’ mol ) fv@, A Y-
di met hoxyet hane qys;!omqwlmnmr\zsnzdm) was added
under argon. The mxture was heated at 90 C overni ght
and it was allowed to cool to room 10 tenperature.

FoIleﬁg aasithilat PRccere tedHatdesdribephiaseamyseel, dapatatiad from 3-
and the aqueous phase was reextract ed wi th Et QAc

- CiipTPheRy ydnpko s Al oY OrasaaRs T S i Ik mehilhenzoic. acid
(oo 8 e R A0 U ERl A ARpAS bBkindd.

LCIB gnwetiogd dptty =oB168irhing en/ged 46511114133 ﬁe{bdbl-rHa] .Et OAc
m xtures of increasing polarity as eluent, to afford
56 ng of the title 15 conpound (yi el d: 28 %. LC M

(method 1): tR = 5.41 m pxAMBLE 63°1. 2 MrH| +.
EXAI\/PLES 7A—7P 20 Followmng a simlar Er ocedure to

N-ByclafopyiliSe(?, 2+dmeahpl-1.>oxo-b,at3 4ttatrahydronaphthaten-6-yl)-4-

appropri ate conpounds, gnpounds in the foll ow ng
tabl e were obtained: T& %g% rrg Corrpound namne

Starting products Method tR niz (m n) [ M+H +

N- Cycl opr oi) -4- et hyl - 3-;1 Ref erence exanpl e
Follovsing-g gini mmegimr@etqma desgrited i eyaimplesbi bifostaginggfrom 3-

Q%%Sﬁﬁp e 0 443y %ﬁgg@arog RGN ERFBESoRY acid

(obtained in reference example 25), the desired compound was obtained.
LC-MS (method 1): tg = 9.23 min; m/z = 348.2 [M+H]".

EXAMPLE 6A

Following a similar procedure to that described in example 6, but starting from the

appropriate compounds, the compound in the following table was obtained:

LC-MS

Example Compound name Starting products

Method (min) [M+H]"

N-Cyclopropylmethyl-3-(2,2- | Reference example
dimethyl-1-ox0-1,2,3,4- 25 and

6A . 1 9.87 | 362.3
tetrahydronaphthalen-6-yl)-4- | cyclopropylmethylami

methylbenzamide ne

EXAMPLE 7
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Ref erence exanple (3-n itrobenzyl)-1-o0xo0-2, 3 7B 3C

and reference 1 7.88 442.2 di hydroisoindol-5 exanpl e
WQ079003Benzamnm de 3-[ 2- (3- Cyanophenyl ) - 1- oxo- REF/EPN@EV6255

exanple 7C 1 8.34 408.3 2, 3-di hydroi soi ndol -5-yl]-N-

3D and reference WO 2007/ 30339 PCT/ EP2006/ 006255 62

cycl opropyl -4- exanple 29 nethyl benzam de

: Gyclwmw:[&rﬁehuwowqtbyméf -oxerd 8-dihydppisoindol-5-yl]-4-
3- (nor phol i n- 4- yI)ph and reference 1

7.98 468.3 oxo0-2, 3-di %J&'M&%% ’ﬁ 5 yl ] benzam de
exanple 29 3- (2 (Blphenyl 3 yI) 1- oxo-2, 3- Reference
exanpl e di hydr oi soi ndol - N 7E 3F and reference 1

To 1@, 9ppeH9IoR Oof y&-bEpnepir(2 h!yesswgtfw')zlﬁ diaydrpiseinaaini-aee (150
oY YA 1 o1 eE ErutoThl o cycoppopylgmet -
4, 8655-%tradméwi[oe:mdmdaboﬁﬂam ]2 -yberaaplide 29176 mg, 0.59 mmol,
nmet hyl benzam de N Cy

obiREYeE Ehé%fe%?pﬁéa@i? (215’5J it %Péhge &E%t%bg)mﬂ’on in 1,2-
dimethoxyethane (22 mL), 1M Na,CO; (5.2 mL) was added under argon. The
mixture was heated at 90 °C overnight and it was allowed to cool to room
temperature. Water and EtOAc were added, the phases were separated and the
aqueous phase was reextracted with EtOAc. The combined organic phases were
washed with brine and dried over Na,SO, and the solvent was evaporated. The
crude product thus obtained was purified by chromatography on silica gel using
hexane-EtOAc mixtures of increasing polarity as eluent, to afford 56 mg of the title
compound (yield: 28 %).

LC-MS (method 1): tg = 5.41 min; m/z = 351.2 M+H]".

EXAMPLES 7A-7P

Following a similar procedure to that described in example 7, but starting from the

appropriate compounds, the compounds in the following table were obtained:

LC-MS

Example Compound name Starting products

tr ml/z
Method (min) [M+H]+

N-Cyclopropyl-4-methyl-3-(1-
o Reference example
oxo-2-(pyridin-4-ylmethyl)-2,3- '
7A , o 3B and reference 1 451 | 3982
dihydroisoindol-5-
. example 29
yl}benzamide

N-Cyclopropyl-4-methyl!-3-[2-

. Reference example

7B (3-nitrobenzyl)-1-oxo-2,3- 3G and ref
and reference

| dihydroisoindol-5- 1| 788 4422

. example 29

yllbenzamide

3-[2-(3-Cyanophenyl)-1-oxo- | Reference example
2,3-dihydroisoindol-5-yl}-N- 3D and reference

7C 1 8.34 | 408.3




7G and reference 1 4.39 420.2
exanpl e 29 yl]benzanm de

0xo0- 2, 3-di hydr oi soi ndol
WORM@Y OV opy |
0X0-2-(2-pyrid i
1 4.59 412.2 di hydroi soi gdol -
yl ] benzam de

-5-
- 4- et hyl

N- Cycl opr opyl

exanpl e 29
-3-[2- (indazal

-3-[1 Reference exanpl ePCT/EP2006/006255
n-3-ylethyl)-2, 3 7H 3J and reference

-6- Reference

exanpl e| @tlogiopy-#- oxo- 2, 3- di |gx@mBe28i ndol - {3T and
referen ,getjl, Wer28mide3. 1 5- y ] - 4- met hyl benzjam de
exanpl e Y\I— Cycl opr oovl 2-(indol-5- Referencle
exanpl e 'ﬂﬁyy'PBFDEYJ'é)E‘@ﬂ‘Z,'%pdi Qé gﬁé%hgﬁ@ 3K and
referen :@ (fofphdith Aﬁ)%hanyl)a y >4 enzjam de _
ex&npl e} 2 )(233 E%é"(‘ Aty ﬁddefﬁrﬁmz?« yl )} 1 Refe7®Ack 468.3
exanpl e | 6% AP 8r0| so admpredeyl ] 7K BU and
r ef er en¢glbgnBniE 432 2 N-cycl opropyl - exanpl e| 29
met iyt beg@\ Blﬂ.h%nw_laty}),y](,‘dxgj@%o yi=3-12-16- Reference
exanpl e ITe! z/l ! di n- 3- y| Refdremoecex@hpl8P pnd
r efer engd YLre/‘S"?'Q AR 2, 314 hwdeRiesal ndo -5: Y 5d0a | 4503
exanpl e | 2lopropylaty| benzam de : :
N- Cycl of Fn%wjbe&a%% et hyl - 1- | P0MREFEr ence ekanpl e| 1
6. 82 33f 3- di hvdrm soindol -5-yl]
2007/ 00085%y cerPPriRdd(s/ OOGZ'\E rgﬁ e Fyi penzam de 3V
ce ex [
and ref enphR&gpropy 2,29 | %S/ oprop 3t[2-(2
7F ) L 3G and reference 1 554 | 3652
dihydroisoindol-5-yl]-4- ' '
. example 29
methylbenzamide
N-Cyclopropyl-4-methyl-3-[2-
) Reference example 3|
76 (2-(morpholin-4-yi)ethyt)-1- d ref
and reference
ox0-2,3-dihydroisoindol-5- 1 439 | 420.2
) example 29
yllbenzamide
N-Cyclopropyl-4-methyl-3-{1-
o Reference example
7H ox0-2-(2-pyridin-3-ylethyl)-2,3- aJ and ref
and reference
dihydroisoindol-5- 1 459 ) 4122
example 29
yljbenzamide
N-Cyclopropyl-3-[2-(indazol-6- | Reference example
71 yi)-1-ox0-2,3-dihydroisoindol- | 3T and reference 1 729 | 4231
5-yl]-4-methylbenzamide example 29
N-Cyclopropyl-3-{2-(indol-5- Reference example
7J yl)-1-ox0-2,3-dihydroisoindol- | 3K and reference 1 813 | 4222
5-yl}-4-methylbenzamide example 29
3-[2-(1-Acety!piperidin-4-yl)-1-
. Reference example
ox0-2,3-dihydroisoindol-5-yl}-
7K 3U and reference 1 6.00 | 4322
N-cyclopropyl-4- ' '
) example 29
methylbenzamide
N-Cyclopropyl-3-[2-(6-
Reference example
methoxypyridin-3-yl)-1-oxo-
7L o 3P and reference 1 773 | 4141
2,3-dihydroisoindol-5-yl]-4- ' '
. example 29
methylbenzamide
_ N-Cyclopropyl-3-[2-ethyl-1- Ref ) |
c e
ox0-2,3-dihydroisoindol5yll- | oo e P 1] 682 3351
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Ref erence exanpl e nethoxyphenyl)-1-o0x0-2, 3 7N 3AA
and reference 2 7.33 413.3 di hydroisoindol-5-yl]-4
wezampbs3®L9 net hyl benzam de N- Cycl opropyl - 5- f PCTYEP2006/006255

ro-3-[2

Ref er ence exanpl e

(2- hydr oxyphenyl )-1-oxo0-2g3- 415.3 70 3N and

ref erence di hydr oi soi ndol - 5-

yl1-4- 2 715 [MH"

exanpl e| 8metmgbérygmisiazani de |3V and reference

N- Cycl opropyl - 5-f | uor o- 3- [ 2texaripid2di met hyl + 3-
Referen‘gogxlarrpl a{?bg(zgydrox propyl)-1-o0x0-P 3- 3M and
referen clgpresy di hy [ -yl]-4-

exanpl e &gth{,,l\ﬁph&n -118R6 28 be Q%f%e@%egg& E 8 :
2-18ycl opr g@(o dg hyl - 31 34A ¥ndgefecepefeny | - 22 3- di7idpdf 413.3
oi soi ndofMETOSANISR WE 7 acet aénad@ez@ To a splutioh of

5- (5-am nemzlbmtamyihphenyl ) - 2- phenyl - 2, 3- di pydr oi 50i ndp
t=t=ome (& IoHrB ltg,fmgro[gj - Db[ ained I n reference

exanpl e %-Z; %thF 8 Befeleogrrexpyblaceti c acid (34
g 0. 94 BTN PERBT-P0 o | 0 2b s . P 0; 1A | 4199
ng, 0. 28 dinpddigoisdods-N]-W- di i sopr Zel et hyl am 0. 15°1m.) [M-HJ
wer e add %%t@fggnzlaguotehe m xt uf & ¥tirred room

t enper at|u overni ght. The golvent was ev; apnr ated _and

CHCl 3 ardl%momoafléd]umkiﬂ@e were added. The|phases$ wer¢e
separ at ¢ Afhetije3-0r gani ¢ phaseraneses@mprd over Na2SO4)

The sol V apor at ed d th de product thus 409.4
obtfai ned%%éig yB'iﬁ’PY'H' g"%_\? chrg'on'aapéée?%%%c% on sPli ¢l mrr
usi ng heximdroiBoiamt-51il4t ur es |efanpicdZeasi ng pol arity as
el uent, téﬁ?lethoyAﬂe'én?afnTide 70 ng jof the title cgnpoun

(yield: LCMS (nethod—1) - tR =9 76-lmn—W2z—+=

397.2 [M+H +. EXAMPLES 8A-8D WO 2007/ 000339
PCT/ EP2006/ 006255 EXAMPLE 8

2-Cyclopropyl-N-[4-methyl-3-(1-ox0-2-phenyl-2,3-dihydroisoindol-5-
yl)phenyl]Jacetamide

To a solution of 5-(5-amino-2-methylphenyl)-2-phenyl-2,3-dihydroisoindol-1-one
(90 mg, 0.28 mmol,
cyclopropylacetic acid (34 mg, 0.34 mmol), HOBT (38 mg, 0.28 mmol), PyBOP
(145 mg, 0.28 mmol) and N,N-diisopropylethylamine (0.15 mL) were added and

obtained in reference example 26) in DMF (8 mL),

the mixture was stired at room temperature overnight. The solvent was
evaporated and CHCI; and saturated NaHCO; were added. The phases were
separated and the organic phase was dried over Na;SOs. The solvent was
evaporated and the crude product thus obtained was purified by chromatography
on silica gel using hexane-EtOAc mixtures of increasing polarity as eluent, to
afford 70 mg of the title compound (yield: 62 %).

LC-MS (method 1): tr = 9.76 min; m/z = 397.2 [M+H]".

EXAMPLES 8A-8D
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64 Following a simlar procedure to that described in
exanple 8, but starting fromthe appropriate
w@eowpouses i n each case, the conpounds in the POI/EPAWD6IG6255
table were obtained: LCM Exanple Conpound nane
Starting products Method g m z (rri n) [ MH +
N- [ 4- Met hyl - 3- ( 1- oxo- 2 phenyl - 2, 3- di hydr oi soi ndol - 5-
Follmefireg arsinailaxprioseduroto that SAsgmt)chwqurﬂD'ﬁa& Bt startingdrom the

apq(p?ru?ftgléz(ééﬁ’l@lfpé{lshv ea_ch{ngF{% tng g&@cﬁ@g dfﬁ the following table were

obtawagndan-5-yl)-4 8B 27 and cycl opropane 1 9.23 334.2
nmet hyl phenyl ] carboxylic acid cycl opropyl carboxam de
2 Q/cl opropyl N-[3 (2 2- Reference exanpl e 8C

DO A

eh IICLIIyI'J. oxotrhdan=—5= yl)-"- 27 and—1—95-297348: LLCMS
| phenyl ] acet am de cycl ppLQ Iace acid )
é}e Y b N- [ T'?‘ﬁ‘l‘? dPME hy | hStRiggbt é“r?gs

€or q e Lle &D | miz
oxoi ndamn-5-yl)-4- 27 and 2-|1 9.93 405. 2/ ethba (min) | [M+H]"

met Nyl phenyMethgPR{1csxbi2nam dé chloroisonicofinic hcid

407.2 % 9
N-d3- (2, E*-‘Eexﬁﬁﬁ'\%“ﬁwd-“ls°é&d8‘ Rdans 50194 REt hy! phenyigishj 407-1

ophene- 3y)pbantibixand-de 10 To |86 &gl dfuiosrreist ' [IM-HJ
t hi ophergargo,@,ﬁ{(}goxyl ic acid (24 ng, 0.19 npol) ip DWF
(5, HCl (43 ng, 019 mpl ) HOBT {25 hgl 01

mol ) aré’[?\ﬂ%i)ﬁ?ﬁ\t%? phoI i ng Ref'(;,;\ijégr&amgb% ol ) wer b
added andxdiftan$iytadr e was stiirred at room {enperature
fo$8 1 h. meth Ipheny 27 and cyclopropane 1 923 | 3342
5- (5- Am{n ol A a%l phenyl ) - 2¢ca@tbakylivedchiy | i ndan- 1- one (50
ng, 0. 19 CYﬁ'ﬁlepV'C PEMAE i n|reference exampl e 27] was

11°)

added ang. 5yfaf3pr'8b%110{61%2 was St Rék%ﬂc@éxah@@m 15
te erature overn he ‘gl vert was evaporated and
Et ¢ and dan5yl)4- 1 929 | 348.2

methy|pheny|]acetam|de cyclopropylacetic acid

2-Chloro-N-{3-(2,2-dimethyl-1- | Reference example

8D oxoindan-5-yl)-4- 27 and 2- 1 9.93 405.2/

methylphenyllisonicotinamide | chloroisonicotinic acid 407.2

EXAMPLE 9
N-[3-(2,2-Dimethyl-1-oxoindan-5-yl)-4-methylphenyi]thiophene-3-

carboxamide

To a solution of thiophene-3-carboxylic acid (24 mg, 0.19 mmol) in DMF (5 mL),
EDC.HCI (43 mg, 0.19 mmol), HOBT (25 mg, 0.19 mmol) and N-methylmorpholine
(57 mg, 0.56 mmol)) were added and the mixture was stirred at room temperature
for 1 h. 5-(5-Amino-2-methylphenyl)-2,2-dimethylindan-1-one (50 mg, 0.19 mmol,
obtained in reference example 27) was added and the mixture was stirred at room
temperature overnight. The solvent was evaporated and EtOAc and 1N NaOH
were added. The phases were separated and the organic phase was washed with
1N HCI, brine and then dried over Na,SO,4. The solvent was evaporated and the

crude product obtained was purified by chromatography on silica gel using
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wer e added. The phases were separated and the organic
phase was washed with 1N HCl, brine and then dried
wo@r@r/oMg2504. The sol vent was evapor ated and tPEI/ER2006@6255
product obtai ned was purified by chromatography on
silica gel using WO 2007/ (8¥339 PCT/ EP2006/ 006255 65
hexane- Et OAc m xtures of increasing polarity as
hexaneeBtQAC misfures of kEreasiog potasity asleduerdotepalford 46/img of the title
66%%@/5 thod 1): tR=9.70 min; nmz = 376.1
corpRppd (el LE 9A Fol lowing a sinilar procedure to
LCIMBt(nitaR6d e < 9 704AmPhezS 3peil [MaM]ting from the
appropri at e conpounds, the conpound in the foll ow ng
tabl e was obtained: LCGMS Exanple Conpound namne

EE F‘rSt I( SQZDBOETEEL; N?thg%gfmﬁ_%gélm) nz'r [ gzrue:ence
exanple 9A 1 9.27 360.2 nethyl phenyl] 27 and 3-furoic
acid furan-3-carboxam de 10 EXANPL

E 10
Folipwing(@ spmilar pseegaure-tetbahdascribeg in_examala 9. by staring from the

B o e

henyl] isonicotinam de (105 ng, 0.26 mmol, obtai ned

n—exanple 8D i A—pyrrobi-di-ne—{-0—28—m—-)—was—-heat ed
at 80 C jovernight. The sol vgnt was evapor atjed andLC-MS

fearapleand  CAempourd Bamgided. | ARG RINCRee SEpaT gl ed 1y

and the pgueous phase was rjeextracted vvitk"’@F‘l@ld; 1m?“7€ M+H]"

combied I\‘ﬂ[3‘-’(2,'2'—[§imé’th SES wer g drred over NagSO4—20Ttg
sol vent was evaporated and the crude produdt obtgi ned
wag, pur i FRIRIYO- Y omat ogr altRERITE §XATRS del 1usi Nor | 2600
hexane- Etrtdylphiexglur es of | ncr2Zasd adurgiobeidi tly 'as | ™ :

el uent, } I f of the title conpound (yijel d:
599 Lc-fﬁféﬁfr?g{b%’é%ﬁ‘i{g ftR 2660 mn mzl= 4403

[ MiH +. 25 EXAMPLE 10A WD 2007/ 000339
PCT/ EP2006/ 006255 EXAMPLE 10
N-[3-(2,2-Dimethyl-1-oxoindan-5-yl)-4-methylphenyl]-2-(pyrrolidin-1-

yl)isonicotinamide

A  solution of 2-chloro-N-[3-(2,2-dimethyl-1-oxoindan-5-yl)-4-methylphenyl]
isonicotinamide (105 mg, 0.26 mmol, obtained in example 8D) in pyrrolidine (0.28
mL) was heated at 80 °C overnight. The solvent was evaporated and water and
CHCI; were added. The phases were separated and the aqueous phase was
reextracted with CHCIl;. The combined organic phases were dried over Na;SOs.
The solvent was evaporated and the crude product obtained was purified by
chromatography on silica gel using hexane-EtOAc mixtures of increasing polarity
as eluent, to afford 68 mg of the title compound (yield: 59%).

LC-MS (method 1): tr = 6.60 min; m/z = 440.3 [M+H]".

EXAMPLE 10A
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66 Following a simlar procedure to that described in
exanpl e 10, but starting from the appropriate
w@eospoensass, the conpound in the foll ow ng tabl BCTNER2006/006255
obtai ned: LC-Ms Exanpl e Conpound nane Starting
products Method tR Mz (m®@6en) [ MHH| +
N-[3-(2, 2-Di net hyl -1 oxoi ndan-5-yl)-4- Exanple 8D and
Fol_rp@sting asioalagggogeduret toythat steprribed (inmexprulle iy -but starting from

e BRSBTS 500 GO O 0 RGN e cpes:

‘henyl Jurea To a sol ution of

5-(5-am no-2-nethyl phenyl)-2 2-dinethylindan-1 -gne-

(75 ng, (0.28 nmol, obtained in reference faxanpl eLems
Prambile- (1 nifombeundnanesocy an&tagtingmyodudss my —0. 37 miz
mml) wgs added and the m'xture was sti rredMathOFio((),n?n) M+H]"

anmnoxL

1 1
tenperat ﬁ The—sotvent—was—evaporateg—and

t he crudw[gr(ddu Tét us obtaijned was purifiled by
c_hirgmat cherpm S5afi-%si | i ca gel| ExamrigBhaddne- [t OAc

>9 ur es n{&hwphW]quo%omm-clHotp}ﬁola;é el uent, td aflt®ia| 4963
84 ng of | edcorrpound (yield: 569% . |LC M5
(et hod 1§'50"e°ﬁ'03"@ %1 nin, Mz = 399.3 [ M +. 11

EXAMPLE 11A Following a siml|ar procedure to that
described in exanple 11, tarting from the
appropriate conpounds, tﬁﬁ&'@ﬁﬁg" din the follow ng

t abj g L
St art| G prg@afgggq"ivrgt%&yg m ﬁ}-@ﬁﬁ@%‘ﬂﬂh@ﬁ?ﬁurea
1-[3-(2, 2-Di net hyl - 1- Reference exarrpl e 11A

ToReRpI ARk LA Ince oV PERY v smand ndiistone 7 390, 0.28
mrA80 PuiPA8d In REIERZD @RARIAZ2T) in DMF (1 mL), benzyl isocyanate (45
mg, 0.34 mmol) was added and the mixture was stirred at room temperature
6vernight. The solvent was evaporated and the crude product thus obtained was
purified by chromatography on silica gel using hexane-EtOAc mixtures of
increasing polarity as eluent, to afford 84 mg of the title compound (yield: 56%).

LC-MS (method 1): tg = 9.51 min; m/z = 399.3 [M+H]".
EXAMPLE 11A

Following a similar procedure to that described in example 11, but starting from

the appropriate compounds, the compound in the following table was obtained:

LC-MS
Example Compound name Starting products
' Method | , I8 miz
(min) | [M+H]
1-[3-(2,2-Dimethyl-1- Reference example
11A oxoindan-5-yl)-4- 27 and isopropyl 1 878 .| 3512
methylphenyl]-3-isopropylurea | isocyanate

EXAMPLE 12
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67
3-[2-(3- Am nobenzyl ) - 1- oxo- 2, 3- di hydr oi soi ndol -5-yl ] -

WO eopcloanssopyl - 4- met hyl benzam de  To a sol ut i oPCEP2006/006255
N-cycl opropy | -4-nethyl-3-[2-(3-nitrobenzyl)-1-o0xo0-2,3
5 di hydr oi soi ndol - 5-yl ] begzam de (73 ng, 0.17 rmol
obtained in exarriple 7B) in EtOH (5.5 n), tin )
3H2(3-Aminpbearzyl)(Boxo- 23;5 cbhsdrotﬁglrydq/ba’ésyad%ﬂ@ac oplyé-4-

m xture was heated to_refl It was all owed
to cool, the sol vent %@By&%{{}%&@gd and the residue
was diluted with Et OAc. The organic phase vvas washed

w th saturated NaHCO3 and brine, and dried :
To Na2So4solmen s ol afent Ny clapsorylArBieiidd-En- pREbERZ1-0X0-2,3-
dlhgc[{S%Lq?rfdcoA-%‘-‘@;boéj{g%@8% (P35mBUI0 {7 HinBY. ofRAPHOEKARBIE 7B) in

EtOHﬂQﬁ%mmgtmqlmrchtqndealsycﬁ’at&ém 19tq @BBanchdiwerg addedhand the
title conpound (yiel d; LC I\/S nmet hod 12) h
mixgurgowgsphealed to zgf@xe,fqr,\,@ 4+t was WL ¢qol, the solvent was

0 0 e
evafoldEHCBRERNE. Riadug il IBREE WhDEIOAE! THRCBRRIC biftte was
wasﬁed with sdturated NaHCO3; and brine, and dried over NaZSO4 The solvent

3-am nob [)-1- -2 dr oi s0i ndol -
was 9@8@9@%%@&& e hestvdR bar o Y4 10R4gnes 1Vf{a§rm9 rifled by

ch@hﬁ@%@%@h&%rﬁ?@ﬁ& r%%l %’éh ﬁﬁﬂéﬁ@EMﬁ)&?%@ﬁﬂéﬁ 'o‘f“n;i@eégné polarity
as dlugnCHa afford 45ngilof theatibe bgmponndf(ylﬁ@t BRfSsul f onyl

LC\%ZE ﬁb“g%{aé agotér %8513 o )— %{%ﬁiw CIszs§ |0rr5e:JIT1 az

room tenperature overni ght It was then diluted with
CH2Cl 2 and saturated NaHCO3 and 25 the phases were
separated. The aqueous [FREAMRIE13cextracted with

e e L

evapor at ed aruihydmmusouﬂmlm-qumdthpmemdzamided was
purified by chromatography on silica gel using
hexane- Et OAc mi xtures of increasing polarity as

og 6;5'“ %&@ééf f QJJ 4{ T Qﬁwurﬁ&tfeﬁz'gt)heoﬁ&mumdﬁd«&&haél-s-yl]-N-
cy¢|w¢eqpy1 -4- rﬁmymsrazamm(moﬂgooassmmnmmmmw@aawle 12), 4-

dirsciylaginopYiding, (8.5 s, §-004 SPaNALPIIP (1P g 6yJR mmol) in

drNCHLEH @R 8yl Beyoraondss metHdrsulienyd childtidea1 50m@c 0 mmol) in
I'}{\Igtha degg}r))lbedin exanpl e 1, butﬁstartleﬁ%frgmB )

dry 2Hh€itz(p.5 mikwas apdedancaraEgaeedsiogunhdienvas @Fl;rse rat room
temperat@rce gvér%%tl'\?.' IF%S tHen diluted with CH,Cl, and saturated NaHCO; and
the phases were separated. The aqueous phase was reextracted with CH.>Cl, and
the combined organic phases were washed with brine and dried over Na,SOq4. The
solvent was evaporated and the crude product thus obtained was purified by
chromatography on silica gel using hexane-EtOAc mixtures of increasing polarity
as eluent, to afford 45 mg of the title compound (yield: 86%).

LC-MS (method 1): tr = 6.89 min; m/z = 490.3 [M+H]".

EXAMPLE 14
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reference exanple 23A), the desired conpound was
obtai ned. LCG-Ms (nethod 1): tR =8.15 mn; nmz = 397.2
wQ rwiHPe0339 EXAMPLE 15 10 Bi ol ogi cal assays | nhP@i/EP2906/006255
of p38a enzyne activity (test 1): In a final vol une of
25 L, atotal of 5L of tlgg test product (final
concentration, 15 0.001-10 M, 5-10 nU of p38a with
0. 33 n§+@:Benzyhtioxe-b2s3.4-tetrahyidroisiasprinolp-&-yuh<V- 10
mV) and [y33P-ATP] (1 1fic.activity 500
cpni pmol ) i n buf'fergy‘?’&féﬂoﬁ%%—'ﬁ! " EGTA 0.02 nMis
i ncubated. The reaction is started by addi ng My 2+[y
33P- ATP]. After incubation for 40 min at roo
Followfipe @asintilar procedusadeitbat d%scrtﬁa@énler@@weahdwﬁgst@mng from 3-

S I Xt ;
(2 VR 3 43 eREh PR S Bp6FRTE) e L Uhfaiped in
refér’eheé exafmpte PBA), Ethmdeswetih:omdﬂmanthbtanMi c acid
luti on and once w th nethanal g drying it and
LCd\Aﬁr(me#god i tr 58 Iﬁ’dﬁ‘ﬂd"’gél‘n%w | nhi bi tion of
p38a enzyne activity (test 2): 25 Corrpound stocks in
100% DMSO are first diluted in DMSO to a concentration
of 1x10'3 up to 3.2x10-EXAMBLE 1Hen further dil uted
i n kinase assay buffer %&o Tris-HCl, pH 7.2, 10 mM
MyCl 2, 0.01 % tween 20BIM0YEH RERAYS 1 M DTT) to a
concentration range of 4x10-5 up to 1.3x10"9 M O
each conpound solution 5 L is 30 transferred into a
Inh#@ddemef b38dleackmemdtipitatitest Prckard, 6007279), fol |l oned
by the addition of 5 L of ATP (Boehringer, 519987), 5
of Fluorescein-1abel ed EGFR peptide substrate and

e e e T
0.00410 Imptﬂa1omnomasaa \@ixtp10e33 eag/ml Bf ooyelinbyasic proteln Mg?*

Upstate, 14-251), all diluted in kinase assay buff
ac@@&(‘fo V) aeh EETR AR 1dA90iwM Tengcific activityS0Q &wnammoh) dn buffer

TobOBRTL 71 G168 Al REYAORCTAR 6T s b acing

Mg?‘* Fpg\TrgaaRet indUbatiBnitas 40eemh dt fedrade atotel the reaction is
P Dbi nd| ng buffer (stock concentration 5 tines

queithecby addMd pLQf 3%\phesphome abidisobuticro T hegeactiommixture (10
rreas

nLy u%aaéé%imfeug pIA f%ﬁ‘?'&% M&”H%HDE%) fogid min with a 75

f
A O ety comin

it, bpfiquidi soirdtillétioase Fi nal Substrate Final ATP final

Inhibition of p38a enzyme activity (test 2):

Compound stocks in 100% DMSO are first diluted in DMSO to a concentration of
1x10™ up to 3.2x10° M and then further diluted in kinase assay buffer (10 mM
Tris-HCI, pH 7.2, 10 mM MgCl,, 0.01% tween 20, 0.05% NaN3, 1 mM DTT) to a
concentration range of 4x10°° up to 1.3x10° M. Of each compound solution 5 pL is
transferred into a 384-wells black Optiplate (Packard, 6007279), followed by the
addition of 5 pL of ATP (Boehringer, 519987), 5 ul of Fluorescein-labeled EGFR
peptide substrate and 5 pL of active p38a kinase (GST-tagged fusion protein
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(from Upstate) concentration concentration
concentration p38a/ SAPK2a, 0.30 U niL

WO MEPLTBICGEAPNQK- (FI') 240 nM 20 pM active DatBCT/EP2006/006255
handling is perforned as follows: percentage effects
are cal cul ated based on gg-p38-enzyne-addition as the
maxi mum i nhi bitory effect and with p38 enzyne

correégohding teSulldengtih hiumsm p38u;bexpreysexf ineEfcoli by Epsthte, 14-251),
experinment, individyal 15 conpound concentration re .

'@able 13. '?he mixture

all qikiedin kinage @spenbuffanpashinal coageNtEatQns, in;
s GBS U AR oBOREABLERERT)! Hhepdih SlpdhFedty e

era

addifsronf G0eal. sfelIAP (hBYEY) read@nEBMAEh hisp docieni dituted 400-fold in
venous bl ood, obtained fromhealthy volunteers, is.
IMAR | binding Juffier afsteeuiongsntiaiomnr 5 sunesediedpitht Milli Q). After

. u rewt . cal chym ' | Lqu ™3 :
nedgalsF b 3 SRE" BB SESUHY of s RhapBlohwitmode
ﬂuotrel&?e&wcegl;ﬂateatdyd@g (M@lé‘dulairfDE\Vié@éJ| atrdseitation Wavelehgth of 485 nm
d%nu . The tubes are centrlfug)e at 25 1200 x g for 20
anchemisgion waielesstrph®3P ami sRIWEk aki ng. Appr oxi matel y
two-thirds of the band of platelets |ying above the
nmononucl ear cells is renoved with a pipette. The
Tabterioagshgaonditbhs are carefully transferred to a 50 nL
—tube, —washed twice Ww-th-saline phosphatebuffer;
Kinasgit ri f uged@lt 300 KSYSHHEP 10 nin at r JOHR WO ATP final
(fr&0 O'pstoe) 33&nBiateP2006/ 006255 70 t enpesoatantraticanidconcentration

(7]

resuspended—nmn RPMsupptemented—wth 1% nactTvated
f et al bovi ne serum

at a cell density of 2x106
p3BeISRBIG,. MARHYAL 10pLYEPLIP SREAGNEKNREr 2485 ( 2xiReM

acG@ | s/mL) are incubated in 96-well plates with BO L

—ooroot

of the tect nrodiuctlt (final concantrati nn 0O NN1-h10 N
T T T o TTOOC \I T T TCAT A A" A N A A0 Il Il " B v 9 " | Ull, V. UU L - \J |vy

p
and 50 L 5 LPS (E. coli 055B5, Sigma) at a final

OREPRERAEPY e L G sy BBt gocd o
noip38térezynserpdditianaas thes nopramuint irddbitary neffect covdnaithi pd8 enzyme

oA kSRR AL FRCGEE Ty oD BGE g i
corg oudd E&R&EnteRNef a?é‘ete@,%@niawwéatemaoﬁéfc%%@%’@ effect is

[ EP2006/ 006255 71 CLAI M5 - A compound o
calguiatedforfaachgaacentration.

Inhibition of TNF-a release induced by LPS in_ human_peripheral blood

mononuclear cells (PBMCs):

PBMCs: Heparinized venous blood, obtained from healthy volunteers, is diluted
with an equal volume of saline phosphéte buffer without calcium or magnesium.
Aliquots of 30 mL of the mixture are transferred to 50 mL centrifuge tubes
containing 15 mL of Ficoll-Hypaque (1.077 g/mL). The tubes are centrifuged at
1200 x g for 20 min at room temperature without braking. Approximately two-thirds
of the band of platelets lying above the mononuclear cells is removed with a
pipette. The mononuclear cells are carefully transferred to a 50 mL tube, washed
twice with saline phosphate buffer, centrifuged at 300 x g for 10 min at room
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R5 Al MI (R6)n 1---e 5 R4 wherein: A represents

CR1R2 or NR3; Rl and R2 independently represent Cl1 4
w@bdoghoo3l® R3 represents -(CH2)p Cyl, or Cl_6 edkyP2006/006255

optionally substituted with one or nore R7; m

represents 1 or 2; R4 repi7@sents -B-R8; R5 represents

hydr ogen, Cl-4 aIk |, hal ogen or Cl-4 al koxy
temneraatum@nddrqsysaﬂgd%m/am|%B€/lé srisReRiednvih 1%em|aﬁtw§d fetal

[ r methyl; n

bovrr{epr e@gﬂ%&%ﬁ%ﬁs&%ﬁ%?@g@%g@ gC(]\IR9- -NR9CO or
AssaRIOONRR- of ﬁ%?orrmcmmalshmnoimenm@ afémm;ubated in 96-well

hal oge - NR1LOR10 or phenyl optionall substi t ut
platRIoAR 1 Ofiestes Dificl el canopnisation GiOGH 4 D) and 50 L

B e N e

in 8A" BRfogiteCathbEdprdedyd. ogaehamouat foff MNFa (relédsed in the
group; R8 represents Cl.6 al kyl or -

supespatastistguantifiedaising agopupewidkldSH, klta(lglqsochrlntsmamnal)

Cyl represents phenyl, heteroaryl, C3_7 cycloal kyl or

het erocycl yl, which can all be WO 2007/ 000339
COrlﬁ%bﬁa’gQﬂ%lpﬁﬁaﬁ@es?%xﬁmiteenﬁbfef ti5a S0P4 WhraBitioht &t q)@&pM in at

or nore R11; Cy2 represents phenyl, heteroaryl or .
least;wh%aflhplabmm aspayan all be opti onal l'y substitut ed

with one or nore R12; R9 and R10 i ndependently

represent hydrogen or Cl.4 alkyl; 5 R11 represents

hal ogen, R13, -OR13', -NO2, -CN, -COR13', -CO02R13',

- CONR14, R14', -NR14,R14', -NR14' COR13',

-NR14' CONR14, R14', -NR14' CO2R13, -NR14' SO2R13, -SR13',

-SOR13, -S02R13, -S02NR14,R14', or Cy3; Rl12 represents

Cl_4 al kyl, halogen, Cl_4 al koxy, Cl_4 haloal kyl, Cl1_4
hal oal koxy, or
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Cy3; 10 R13 represents Cl_4 alkyl, Cl1_4 hal oal kyl or
Cl 4 hydroxyal kyl; R13, represents hydrogen or R13;
woish7oepsesents Cl_4 al kyl or Cl_4 hydr oxyal KyPCT/ERDAG/006255
represents hydrogen or R14; and Cy3 represents phenyl,
heteroaryl, C3_7 cycloal kyh or heterocyclyl, which can
all be 15 optionally substituted with one or nore
CLAWSps selected fromCl_4 al kyl, halogen, Cil-4
al koxy, Cl.4 hal oal kyl and Cl_4 hal oal koxy; or a salt
thereof. 2.- A conpound according to claim1l wherein
1.- Reongpo et gendr@Hdymulyll. 3. - A conpound according
to claim1l erein A represents CRIR2. 20 4.- A
conmpound according to claim1 or 2 wherein A
represents NR3gp 5- A conpound according to any of
clains 1 to 4 erein mrepresents 1. 6- A conpound
according to any NE 1 to 4 wherein mrepresents
2. 7.- A conpo Iy to anyref clains 1, 2, 4,
5 or 6 wherei CHP)p Cyl, pin R3 is
0 and Cyl repft's ¢roaryl, which can
all be 25 optipne et i one or nore
R11. 8.- A conpouimt clains 1 to 7
wherein R5 represents Cl-4 alk ogég)ar Cl- 4
al koxy. 9.- A conpound accordi ng to/, of clains 1 to
8 wherein B represents -CONR9-. A conpound
according to any of clainmns 1 to 9 erein R8
represents -(CH2)p- 30 Cy2. 11.- ARconpound accordi ng
to claim 10 wherein R8 represents *“CH2) P Cy2 and Cy2
represents C3_7 cycloalkyl. 12.- A conpound according
to claim1 selected from W 2007/000339
whBf&ihEP2006/ 006255 73

A rgp%&ﬂn?g&yﬁo%@- 4?&% hyI 3- (1- oxo- 2- phenyl - 2, 3-di hydroi s

B b ERIMEoTdserRidy, alRyl( 1- oxo- 2- phenyl - 2, 3-di h
R1)I§-nr@érs%g‘?%go | -5- yl; )pTenzatr%h‘ollieaﬁ% (2- Benzyl - 1- oxo- 2 3-d

R3|rhymsent&)-|(ﬁdb)p-@y \ior Onecfiey| opttiopgily. aubsituter ety aRe @6 more Ry;

m roep(rgs%'étﬁzwq)r% oxo0- 2, 3- di hydr oi soi ndol - 5-yl ) - N- cycl opr o
R, Rgpraviehyd B!LR et hyI benzani de;

N- Cycl opr (2, 2-di nmet hy roxypropyl)-1-ox
deegrwimbﬁr@ggai GmalksL hla]QQelﬂ-‘?fe(t;hyg g@ﬁ& am de;

Rs can be attached to any available carbon atom of the phenyl ring and represents

halogen or methyl,

n represents 0 or 1,

B represents -CONRg-, -NRgCO- or -NRgCONRGg-;

R; represents hydroxy, Ci4 alkoxy, halogen, -NRioR1o or phenyl optionally
substituted with one or more groups selected from Cq.4 alkyl, halogen, C1.4 alkoxy,
Ci4 haloalkyl and Cy4 haloalkoxy, and additionally two Ry groups on the same
carbon atom can be bonded together to form a -(CH2)q- group;

R represents C1. alkyl or -(CHy),-Cy?,

p represents 0, 1 or 2;

q represents 2, 3, 4, 5 or 6;

Cy' represents phenyl, heteroaryl, Cs.7 cycloalkyl or heterocyclyl, which can all be
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N- Cycl opr opyl - 3-[ 2- (1- hyd
roxynmet hyl cycl opentyl ) - 1- oxo- 2, 3- di hydr oi soi ndol - 5-yl |

W0 200/0d038®et hyl benzam de; (1 PCT/EP2006/006255
S, 2S) - N- Cycl opr opyl - 3-[ 2- ( 2- hydr oxy- 1- hydr oxynet hyl - 2-
phenyl et hyl )-1-0x0-2,3- 72
di hydr oi soi ndol -5-yl ] - 4-nmet hyl benzam de;

optionatlg subﬂ}'tutanbwblpphe:br[rﬁel(ethyd

Cyr 40#0 tgh X |, b%tei%aryp o‘?‘ 6’37 cyéfgalgylsgvhqgﬁlca?\ é’lll ]be optionally

suﬂgtlfbféb%ﬂ\o&ﬁlé oPmlote 3;hydr oxyphenyl ) - 1- oxo- 2, 3- di hydr o
i sol ndol -5-yl]-4- rretﬁ | benzam de;

Re andRb dpstapsyidently ze;(rgswmmwg@n otGhar@¥Mlphenyl ) - 1- oxo

R A

-NR§R1QdONR$4&DR1§ PZR1J®©th1bRﬁ14ZamNﬁ;COZR13, -NR14 SO5R43, -SRy3,

N- Cycl opr opyl - 3- 2-hyd 6- met hy| pheny| 5
TN e Gl hyrgengafn ARG

| - 1-

Rig fepies sl pllMaen G g E R RAGAIKA, €1k Raidaioxy, or
yﬁzgyﬁgoFropyl 3-[2-(4- hydroxyphenyl) 1- oxo- 2, 3-di hydro

i soi ndo - nz
R13 @Péewftt?@tw;#@ﬁypis Ffé{)a:ﬂ?/' gﬁ‘*&@b‘ﬁ@ﬁhw 1- oxo- 2,

b d
RiQTE8IREEAR RRSGEN PR | Dor e o
R cegrgpsmntyl 2 1Q+= dalb»da}thSffla)Ydfpxiyajilngl ngol 45“ ]-4- Sg .
e cl opro -3-[2-(4- -2-

*6‘?{?/%ﬁ@ﬂ{}z|3yrgf[°%§%°§ 'aﬂf)*yg?/m soi[ ndgl g ylo]r o4- b
Cyﬁ?éC@aQsEﬁ&Z n%ﬁ hé‘l@r&é?gw@QQ?y%&) /&%@&%g&gﬁwlcw&an all be

cl opr opyl -'3- ydroxyphenyl ) - 1- oxo- di hydro
optlemllydstubgmyte;i Wi h @geh@xmmwmselected from Ci.4 alkyl halogen,

C114t?%02§ %oaﬁk;,?an%g RLf4lkoky 2% ol ndan-5-yl) - 4- net hy

orbl—@nqh@m@pyl nmet hyl - 3 (2, 2- d| rret hyl - 1- oxoi ndan-5-yl)-4
- met hyl benzam de; N- But y éz 2-di 3/ h
2- /wa@mmwd@qppydlagﬁ%pmmbkwﬁsfﬁ' & represents -(CHz)p-Cy'.

-3A Qén%ﬂn@%é&%dﬂg & RidfieNwheldin Areprésarts prgny| benz
4, GA(cagﬂ)annimdmirdlmgmtxclaunahe&wr)erémrvhu'egﬂesan(sﬁym din-4
5- é’y @%Egéﬂw@pﬁgrdm I@PHaLFEEDS 1o 4 Whsin By fePies Rty b

éﬁfggﬁnd accordlnlg tg)x%rl%ggcrz]lagns I1 tof wherhe|r|1 m represents 2.
7.~ ;9\| gq;mpqmﬁ agcor_dmg to any of cla_lr¥1s)1_ 2,4 mst5 or_GI\\I;v ctarhelwzi1 %Rogl represents
-(CHz)p-Cy , pin Rais 0 and Cy’ represents phenyl or heteroaryl, which can all be
optionally substituted with one or more Ry4.
8.- A compound according to any of claims 1 to 7 wherein Rs represents C1.4 alkyl,
halogen or C1.4 alkoxy.
9.- A compound according to any of claims 1 to 8 wherein B represents -CONRg-.
10.- A compound according to any of claims 1 to 9 wherein Rg represents -(CH>),-
Cy?.
11.- A compound according to claim 10 wherein Rg represents -(CHz)p-Cy2 and
Cy? represents Cs.7 cycloalkyl.

12.- A compound according to claim 1 selected from:
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10
3-(2, 2- D net hyl - 1- oxoi ndan- 5-yl ) -4-net hyl - N-[ 3- (nor pho
WO 2097400389 phenyl ] benzam de; PCT/EP2006/006255
3-(2, 2-Di net hyl - 1- oxoi ndan-5-yl ) -4-nmet hyl - N-[ 3- (pyri di
n- 2-yl ) phenyl ] benzam de; 73
N- Benzyl - 3- (2, 2- di net hyl - 1- oxoi ndan- 5-yl ) - 4- net hyl benz
N-Gyelapsopyl-4- methy| 3-(1-oxo0-2-phenyl-2,3-dihydroisoindol-5-yl)benzamide;

N-QYiaBRR N el ATk phars Benvd s ek bRBioR o< 01
yhbgngamiganzyl - 1- oxo-1, 2, 3, 4- tetrahydr0| soqui nol i n-6-yl) -
pyl - 4- net hyl benzanm de;

N-cycl o
3- (Z%B@Z'Zﬁeﬁ'?yp -2, 3hitydroisomdel-bex|-Nngurlnrepyudmsthnbengamide;

%‘Bﬁf‘%f’a%ﬁorﬁ@@rp‘éo@ By PRAEAREIBpyImethyl-4-

me&y{béﬁambgdrm soqui nolin-6-yl]-Ncycl opropyl 4- 20
t hyl benzam

N-CisioRropal & 42, iéqi%%ﬁéﬁﬁkﬁﬁxp@p -G o023 Bhydroisoindol-5-yil-

N- Cycl opr opyl et hyl - 3- (2, 2-di et hyl -
4- ni@hgl‘ﬂeﬁﬁgﬁl?dsﬂ ‘4-tetr ahydr onapht hal en-6-yl) - 4-
N- ®yxt|dxgﬂdpqh3¢m(diéxydﬁcﬁ(ymethylcyclopentyl) 1-0x0-2,3-dihydroisoindol-5-yl)-

N- | o pyl - 3-[ 2- (2- hydr oxyet hyl ) - 1ox023d|hydr0|
4’%@?‘% ? 4- net hyl benzani de;

(1é\'%§\§N eg&gpvdpﬁsﬂ[ét é’rok%b%rgxyﬁﬁé!nyﬂQIbl@MéTﬁ?IWdeo -2,3-

ol soi nd enzam de;
d|hW@mlo¢ole®y|]menﬁWn@m@e(3 ni trobenzyl) - 1- oxo- 2, 3-

trags{l% sm ng'gﬁ[é?ngl ﬁycﬁ&%@&?gﬂﬁ) -1-0x0-2,3-dihydroisoindol-5-yl]-

4- m@y,gmyrﬁghn@i@l -5-yl]-N-cycl opropyl - 4 nmet hyl benzam de;
007/ 000339 PCT/ EP2006/ 006255

N-Syclppranyi-ddgH2hyssexynhenyf)st 930(2n%1dﬂw(§l|rq)|ﬁomgj§;| Sty | )
m%tﬂn( géﬂﬁgm di hydr oi soi ndol - 5-yl ] benzani de;

ehyl 3-yl)-1-o0xo0- 2, 3-di hydroi soi ndol -5-yl)-N
N- C?&I@bﬁcﬂM}B}{Q (Q-hymbWBtarhhmroydkmherﬁjl)M-@yo#ZJB{dﬂmdrmsomdol -5-ylJ-
52 (3- hydr oxypr opyl ) - 1- oxo- 2, 3-di hydr oi soi ndol - 5-y
4- ’I‘“F”W be?ﬂ?taﬂyé%enzam de;
I I-bejifyl ) -
N R O B A RIrt ot b
methypehaamat®)l - 4- met hyl - 3-[ 1- oxo- 2- (2- pyri di n- 3-yl et hyl

N-hy I’opropyq%d{Z (Zsr?yé] Aoy -6- megh Igﬂén%‘f)qf-%%gfé-dihydroisoindol-5-yl]—4—
methylbenzamide;
N-Cyclopropyl-4-methyl-3-(1-oxo-2-(thiazol-2-yl)-2,3-dihydroisoindol-5-
yl)benzamide;
N-Cyclopropyl-3-[2-(4-hydroxyphenyl)-1-oxo-2,3-dihydroisoindol-5-yl]-4-
methylbenzamide;
4-Chloro-N-cyclopropyl-3-[2-(2-hydroxyphenyl)-1-oxo-2,3-dihydroisoindol-5-
yllbenzamide;
N-Cyclopropyl-3-[2-(5-chloro-2-hydroxyphenyl)-1-oxo-2,3-dihydroisoindol-5-yl]-4-
methylbenzamide;
N-Cyclopropyl-3-[2-(4-chloro-2-hydroxyphenyl)-1-oxo-2,3-dihydroisoindol-5-yl]-4--
methylbenzamide;
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N- Cycl opr opyl - 3-[ 2- (i ndazol - 6-yl ) - 1- oxo- 2,
3-di hydr oi soi ndol -5-yl]-4- nethyl benzam de;
WORW@YOVBEY opyl - 3-[ 2- (i ndol - 5-yl ) - 1- oxo- 2, 3- di hRdFr/BP206/006255
dol - 5-yl ] - 4- net hyl benzam de;
3-[2-(1-Acetyl pi per| d| n 4-74 ) - 1- oxo 2, 3-di hyd
[ oi soi ndol - 5_¥| ]- | opropyl -4 15 met hyl benzam de;
N-GYatSRIEBYF Sbi( étvpzoxy@hﬁ@vhdmw%?dﬂmdrqmmdolo’éayl)% 3-d

' i SOl | -5-yl]-4- nethyl benzam de;
meh"%%?'a%@‘é‘p _3-[2-ethyl -1

N-Gyclapdp$H-8H(Bpddimetbylrtioke idph] S-yh-dembit itesrzzamide;

N- GO RTam I Se T 342 Ziialbvi | BYRAGA ey ) 4Ty benzamtde;

N- %t%@'(?@r éth?l 1 b%@ﬁ'\@aﬁ ffgp-@zm ?nzgmlds

phenyl) - 1-0xo- 2, 3- di hydr ol soi
i?rﬁt—layhetdalyllz&mxde‘;dan-@yb%}matbylkNJ@hfehwbeozsm[cb(2 2-d

Qe ib T RISy P A st R Aridin foybopgamide:

3- (Zﬂ%%PPﬂ)édxona‘h ltmllsc?prbéymmﬁ%hﬂbeﬁiém%é di hydr

ol soi ndo | ) phenyl Jacet am de

22(-@%&@5\5/211&1@ anpdyledt m&ihyirthm@m[l 25ylibgrmen9e] fura
32 QS AR An- Sy ety o halisdvpRbggy Joenzamide;

(Q)EDQﬁé@\WHWdﬂm ,-4 ni?éihyl N-[3- (pyrldln 2- yI)phenyI]benzamlde
2-Cycl o I nmet hyl - 1- oxoi ndan-5-yl) - 4-ne
N-BepZyhtde E?y?jd\ég'eéﬂ‘é[ 15@(0|ndan 5-yl) -methylbenzamide;
N- ﬁgﬁ@‘)ﬁp&%%‘[@ tﬁi gb”feﬁ I?Ml Tétrﬁ%wr&ggawﬁomj\-b ﬁf JE hylp
methyIBehZardida; met hyI 1- oxoi ndan- 5-yl ) - 4- net hyl phenyl ] t hi

ene- 3- car boxam de; i .
r%r:'%' 118 ﬁ?rtegfab)(%ﬁqﬁﬂ%u@'Vrfi'yﬁt'\'fét/ﬂ?PB}Pé’hf}r] fur
mé! |§eﬁ§é,g@éam de; WD 2007/ 000339 PCT/ EP2006/ 006255 76
3-(2,2-Dinethyl -1

Zeamz;d-dﬁem-frla 3 4-tetrahyd whisoguinolid-§-y+N-oycldprapylmethyl-4-

soni cotinam de; N-[3-(2,2-Di nethyl-1
me}{bilb?ﬂﬁ%\ CLe 'yl') - 4- met hyl phenyl ] - 2- (mor phol i n- 4-

3- [QL()ZL@ﬁm@;sﬁemm BRo-192 B 4-BstraildrSisbquihdlirt 6 djipRtdY¢loptopyl-4-

- oxoi ndan- 5-yl’) - 4- nethylphenyl]urea
m@hylgenzarzud:q met hyl - 1- oxoi ndan- 5- yl ) - 4- net hyl phenyl ] - 3-

NP G5 sty 100512 e g naphnglenedy ey
methylbeapamigd;- 4- met hyl benzani de;

NG PO GRS EHEBIIYS 0o LA S T BB AR e 80 6-)4-
mé&RFibenzamide:
N-Cyclopropyl-3-[2-(2-hydroxyethyl)-1-oxo-2,3-dihydroisoindol-5-yl]-4-
methylbenzamide;
N-Cyclopropyi-4-methyl-3-(1-oxo-2-(pyridin-4-ylmethyl)-2,3-dihydroisoindol-5-
yl)benzamide;
N-Cyclopropyl-4-methyl-3-[2-(3-nitrobenzyl)-1-oxo-2,3-dihydroisoindol-5-
yllbenzamide;
3-[2-(3-Cyanophenyl)-1-o0x0-2,3-dihydroisoindol-5-yl}-N-cyclopropyl-4-
methylbenzamide;
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3-(2-Benzyl - 1- oxo- 1, 2, 3, 4-t et rahydr oi soqui nol i n-6-yl) -
N-cycl opropyl benzam de. 13.- A pharnmaceuti cal

wW@e 0vpoai3sd on whi ch conpri ses a conpound of f orpil/BP1006/006255
according to any of clains 1 to 12 or a
pharmaceutically acceptablg salt thereof and one or
nore pharnmaceutically acceptable excipients. 15 14, -

N-Cysloposp - dcediyndal 20(3- (m@mmoam Herfsnint-oxe-2adildroisoindol-

to 12 or a pharmaceutically acceptable salt
ylﬁ?@gﬁ}&?or the manufacture of a nedi canent for the

3-(& SRM3-PIN-1P642 18- dibpd AdisGindolsBgH Nty dioptssy1-ay p38.
gmph ﬂD V e 9‘?3 @m@%séage

Use according to claim 14, wherein
metﬁﬁ@ﬁ&?é@“@ﬁi p38 is selected frominnune, autoi mmune

R AR a0, SR L DU Bpsaes
mettwlh:endagwdmr ative diseases, proliferati ve di seases and
N-C@yoa%géﬁﬁ%g%%zlgﬁgahe& Y\Aworphtotﬁ?\ i—?ll(;et% |)o1n 0x0-2,3-dihydroisoindol-5-
yllbenzamide;
N-Cyclopropyl-4-methyl-3-[1-0x0-2-(2-pyridin-3-ylethyl)-2,3-dihydroisoindol-5-
yljbenzamide;
N-Cyclopropyl-3-[2-(indazol-6-yl)-1-oxo-2,3-dihydroisoindol-5-yl]-4-
methylbenzamide;
N-Cyclopropy!-3-[2-(indol-5-yl)-1-0x0-2,3-dihydroisoindol-5-yl]-4-methylbenzamide;
3-[2-(1-Acetylpiperidin-4-yl)-1-oxo-2,3-dihydroisoindol-5-yl]-N-cyclopropy!-4-
methylbenzamide;
N-Cyclopropyl-3-[2-(6-methoxypyridin-3-yl)-1-oxo-2,3-dihydroisoindol-5-yl]-4-
methylbenzamide;
N-Cyclopropyl-3-[2-ethyl-1-0x0-2,3-dihydroisoindol-5-yl]-4-methylbenzamide;
N-Cyclopropyl-3-[2-(2-methoxyphenyl)-1-0x0-2,3-dihydroisoindol-5-yl]-4-
methylbenzamide;
N-Cyclopropyl-5-fluoro-3-[2-(2-hydroxyphenyl)-1-oxo-2,3-dihydroisoindol-5-yl]-4-
methylbenzamide;
N-Cyclopropyl-5-fluoro-3-[2-(2,2-dimethyl-3-hydroxypropyl)-1-oxo-2,3-
dihydroisoindol-5-yl]-4-methylbenzamide;
2-Cyclopropyl-N-[4-methyl-3-(1-ox0-2-phenyl-2,3-dihydroisoindol-5-
yl)phenyllacetamide;
N-[4-Methyl-3-(1-oxo0-2-phenyl-2,3-dihydroisoindol-5-yl)phenyljfuran-3-
carboxamide;

N-[3-(2,2-Dimethyl-1-oxoindan-5-yl)-4-methylphenyl] cyclopropylcarboxamide;
2-Cyclopropyl-N-[3-(2,2-dimethyl-1-oxoindan-5-yl)-4-methylphenyljacetamide;
2-Chloro-N-[3-(2,2-dimethyl-1-oxoindan-5-yl)-4-methylphenyl]isonicotinamide;
N-[3-(2,2-Dimethyl-1-oxoindan-5-yl)-4-methylphenyl]thiophene-3-carboxamide;
N-[3-(2,2-Dimethyl-1-oxoindan-5-y!)-4-methylphenyljfu ran-3-carbbxamide;
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N-[3-(2,2-Dimethyl-1-oxoindan-5-yl)-4-methylphenyl]-2-(pyrrolidin-1-
ylisonicotinamide;
N-[3-(2,2-Dimethyl-1-oxoindan-5-yl)-4-methylphenyl]-2-(morpholin-4-
yllisonicotinamide;
1-Benzyl-3-[3-(2,2-dimethyl-1-oxoindan-5-yl)-4-methylphenyl]urea;
1-[3-(2,2-Dimethyl-1-oxoindan-5-yl)-4-methylphenyl]-3-isopropylurea;
3-[2-(3-Aminobenzyl)-1-ox0-2,3-dihydroisoindol-5-yl]-N-cyclopropyl-4-
methylbenzamide;
N-Cyclopropyl-3-[2-(3-methanesulfonylaminobenzyl)-1-oxo-2,3-dihydroisoindol-5-
yi]-4-methylbenzamide; and
3-(2-Benzyl-1-ox0-1,2,3,4-tetrahydroisoquinolin-6-yl)-N-cyclopropylbenzamide.
13.- A pharmaceutical composition which comprises a compound gf formula |
according to any of claims 1 to 12 or a pharmaceutically acceptable salit thereof
and one or more pharmaceutically acceptable excipients.

14.- Use of a compound of formula 1 according to any of claims 1 to 12 or a
pharmaceutically acceptable salt thereof for the manufacture of a medicament for
the treatment or prevention of a disease mediated by p38.

15.- Use according to claim 14, wherein the disease mediated by p38 is selected
from immune, autoimmune and inflammatory diseases, cardiovascular diseases,
infectious diseases, bone resorption diseases, neurodegenerative diseases,

proliferative diseases and processes associated with the induction of
cyclooxygenase-2.



