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WD 2004/ 082677 PCT/ DK2004/ 000186 1 Substituted

p- di am nobenzene derivatives Field of the invention
wab@48m3ENt i nvention relates to novel substiPCL/BE2004/000186

p- di am nobenzene derivatives being 5 openers of the

KCNQ fam |y potassium.ion channel s. The conpounds are
Subséitytedfpyfiaminebenzenedeyivaivesr eat ment and i nhi bition

of disorders and di seases being responsive to opening

of the KCNQ fam |y potassiumion channels, one such
Fidiethe ihsertipnl epsy. Background of the invention 10

lon channels are cellular proteins that regulate the
Thq pgset IvsREon r%mﬁeimgelﬁag%@ﬁe@ prdiamiobeizgpe den iy eebeing
RGN Py i o el A AR e for
the @révenijom firepmome ssd mhitigduoll digprdew nod disedseabaing sSpamsive to

nuscl e. cont tion, and.cellular secretign, 15 Humgns
onriE s AN Rl ectesinh iptemeds. onr vl fisiaSe insanrry-

(Jentsch Nature Reviews Neuroscience 2000, 1, 21-30)

Wth a great diversity with regard to both structure
Baglground of the inkenfional pot assi um channel s, which are

found in the.brain, .ar riomarily responsible. for .
Lo g e SafoBrng st SREREShehfogorasgum.
cal@litn, clasrig® aid Qdiirh thtdBADERANT cERP Sludlh tisainkieArd Bese@MrNgl

an action potential. 20 One subset of potassium

argmahasl hugegiecells and pieqtenarietyalpyoceses Hclushies Rovronal

Qut -of ' e own to underlie
trd bgg%g%néfnlwrﬁsgel? gﬁ%&gg’r%}d%%ﬁﬁlaa? ?e%g?ﬁ)m as, deafness and

epi | epsy (Jentsch Nature Revi ews Neuroscience 2000, 1,

21-30). 25 The KCNQY4 gene is thought to encode the
Hipeatlavgovebry genes snepdingotassivgheimasupuntis(depteph Fprure

iC.cell f =l s PN N

R NE ol iERe 2008, AP0 A e e Mol R paliofooth
stomiurt ead fitngtian.fNeumomd potassium chahndbavhabhsire 8OMK@NGe brain, are

gKngTl% I S. Oz asse | ed with.the product of the.KCNEL 1
PHIRPY pogeelbfe_ OF R MNg ARe8 RS TGS TPRMPRES Relghialy 3 we
adf @b Rirnzah&thBané BdpdKeidati dicbl1bwRig-dni d68okbdtentigur r ent .

Mut ations in this channel can cause one  form of

inherited long QI syndrone type 1 (LQI1), as well as

ORE LR ASERTAREIMnhd 2n Ot MR CReALASES MRS 4 four out of

five KCNQ genes have been shown to underlie diseases including cardiac

arrhythmias, deafness and epilepsy (Jentsch Nature Reviews Neuroscience 2000, 1,
21-30).

The KCNQ4 gene is thought to encode the molecular correlate of potassium channels
found in outer hair cells of the cochlea and in Type I hair cells of the vestibular

apparatus, in which mutations can lead to a form of inherited deafness.

KCNQI1 (KvLQT1) is co-assembled with the product of the KCNE1 (minimal K(+)-
channel protein) gene in the heart to form a cardiac-delayed rectifier-like K(-+)
current. Mutations in this channel can cause one form of inherited long QT syndrome
type 1 (LQT1), as well as being associated with a form of deafness (Robbins
Pharmacol Ther 2001, 90, 1-19).
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Phari nacol Ther 2001, 90, 1-19). WD 2004/082677

PCT/ DK2004/ 000186 2 The genes KCNQ@ and KCN@ were
wale@gosmred in 1988 and appear to be nutated i PCT/AK2004/000186

i nherited formof epil epsy novvn as benign famli al

neonat al __convul si ons 63Fggv\skl Trends in

Thegmss 8iQWee andBEAN Q2 wergahsrozagyl in T9&8 gidanerardo daswtetgd in
a%%xpgn‘li%g f%e E Wﬁﬁ‘%ﬁ? goa??gclﬂﬁaqgoﬁ%l&ons

(Rdgawehaﬁ’rpmév inINegrosetenoés 2000, 18, 3DB-398)5 Ahk pideinvehddded by the
u ation a d _propagation, oper et al

KBRSt RESUdsatnar hcubehis o poamid 8osos &l Bospman

Otex anf PifhotAh %db K t&1 #HR

¢ cheg(narlgl1 el SS bunll%%ss r%%?off or m %4% ?&gnt s' Sgi%ﬁgﬁéhéﬂhon and

pppgation €dooper ¢t ¢l BrocEbdndd Buianmaht cadsng of Science U S A 2000, 97,
on ctivating potassiumcurrent found in nmany

4%%‘?%%3 cell types. In each cell type, it is dom nant

in controlling menbrane excitability by being the

only sustained current in the range of action
Kﬁ@i&;?n%ﬂdaKCNQﬁ AR AP @ﬁtaémmch@mle its thet fogme “M-currents”

483 Mbdul. ati on
wm%p%és% ér arra curer? és %gorb }Paﬁ%ébatl&% Eﬂo?assmm current found
ineX @iyt ﬁﬁutdﬂal yell fypes. & aﬂﬂﬂ ®llagid, taé definaht thhendblli@H miebrane
wi |l reduce neuronal excitabili ty. Openers of these

exedtaldlishin pring themly sestaineh risnioin thaveangs efiagtionmoteptipl
1n5t?a({i1{6ﬁgl\/ﬁﬁﬁ<ﬁ§ﬁh%ﬁzl %t/‘zreﬁ’/p szgﬁ)%ib \ib§’y 59 nﬁj%fgyépt Mﬂ)‘ﬁu}?ﬁon 8% the

use e treat nen venti on dr i ion o
Meeirrant bss dmohatic bffectslbs ﬁaﬂeﬁal ardtabilitg.offod exanple activation of the

char ac erlsed b xces eur o ac y h as
AR BTG B RSty Crera o b Sy Ol B, of

adlivaRr s the h@-@hﬁ@rﬁs‘)GﬂPfé‘Eiu&eé%%%meﬁroﬂﬁi &tivAY and may thus be
Ret 1 gabine (D2

ofNise 2 thei tmatmer(tAprbvmmbne mryitiom b Hise)zupéseangl other alidpases @and

oS SR ST Ao E SRl o=
hﬁﬁi’@@,ﬁﬂﬂhw ﬁlbluélrfgr&ﬁdulwg alsbris2Bsh1dpSY 8Rd neuro dpathlc pain.

antlconvulsant properties, both in vitro and in vivo.
Is active after oral and |ntraper|tonea

RN B R il PRAYS cbemicpei

cthigl st pand GRlopueetheiddd alisctdyediBPS 345h3. Retlgabme is an anti-
pentyl enetetrazol e, picrotoxin and N-neth

oqnvaispracmroupdmiky 2 brrad ﬁmcm@ﬁépp@nbmtwamﬁw@ PropeHiss,
5 RS Rt e o R oA By 9
radenargidaica ik b natigie rod an@dmlvuksint cte:stmhe]xldmgr tleatkicslty indnesl,
sef1zuurr<tash gémlngg in%%gelac{] gqetmqggllytby pentylenetetrazole, picrotoxin and N-methyl-
D-aspartate (NMDA) and in a genetic animal model, the DBA/2 mouse (Rostock et al.
Epilepsy Research 1996, 23, 211-223). In addition, retigabine is active in the
amygdala kindling model of complex partial seizures, further indicating that this
compound has potential for anti-convulsive therapy. In clinical trials, retigabine has
recently shown effectiveness in reducing the incidence of seizures in epileptic patients

(Bialer et al. Epilepsy Research 2002, 51, 31-71).
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30 compound has potential for anti-convulsive therapy.

In clinical trials, retigabine has recently shown
we@pdoemo8i6veNness i n reduci ng the incidence of seP@IDES00H000186

epil eptic patients (Bialer,et al. Epilepsy Research

2002, 51, 31-71). WD 2004/ 0 382677 PCT/ DKZOCI 0018
Refethipabishech sRovioncinging §@) sersy & Bomon ssllvand ﬁt

L0

phh&ld;fégfe ?Sp}liﬁﬁd{‘%%ﬁ%}g& Olﬁ%kgt{ an gﬂ%ﬁf\¥1ﬁl{ tHetHuBlished
phpuicbblye df thedramaoodl oglich fecehity Mas banalakd tQ/\ﬂme d¢CNQ2/3 K(+)

ChGEL RGP RER P SE g BT S papfels may be

redp N Ble FoCdra e e Qiﬁi/coﬁﬁulsaﬁlt heHR{TIhik @gém K\?\ﬁ&@d@ﬁ efidle

nticonvul sant activity of this agent (Wckenden et
Mdkculalmh@aubdpgﬁﬁ%MSo$Qig§002 o004 sy otlsn ag@goyorking by the

t hat g ntsSlwo Ki n% by the same nechani sm may
SARGECEF ??3? E@S nﬂ%ﬁ@ and 3 channel s have al so

been reported to be upregulated in nodels of 10
neur opat hi c pain (Wckenden et al. SOCIet¥ for

K (N Oy bareh Behaendp beyadse berpogporieg 40 by upregnigieddn aadelsnl
chan I t4
e S
and |potal§kimmaﬂibﬁtdlm{whnggts A0@lheed Byp@R&ise838 pe adibve in both
Ret i gabi ne has .al so en, shown t o be ben flc&bu
neHFAPHAIC PrR and cRifePRL R gpoP smaERBeY RON AP 8s-
89%8d Jensen European Journal of Pharmacol ogy 2003, 460,

J9- 116), and it is thus suggested that openers of
KCNQ channels will be of use in treating pain

dj sorders |n | udi hi he o
Rflisagior Gat 116m ot SRONG 1 HE AR HLige 8o} BRaTT Bemsropybie gein
(B AN TRhsen Fl YoM JONSaE BF PhAAScBEP 2068, @80, 109-

wth pain (Goldstein et al. Society for Neuroscience

11 sindalcis shIE@OSgGS&@ tBat OPBWI%IGEIKQNQ] chagnegls |l bejof use in treating
Wﬁﬁ o %%Ht&Pg f g%h1 geSS|on of MRNA for KCNQ 2-5

THorsal root ganglia and in
the trigem nal nucleus caudalis inplies that openers
of these channel s nay al so affect the se

Thyy leeesgﬁmgoﬂflcmﬁ o RRNA 1s reportgd ﬂrzebwrb%nd;%hefs&eﬁf@t y

for
st PR S ool B b A tyelteey AL ScPB LY NefiRRE kR ce
A&ﬁﬁﬁmﬁﬂﬂBﬁﬁB&Kmﬁﬁ are expressed in astrocytes and

glial cells. Thus KCNQ 2, 3 and 5 channels nmay help
nodul at e synaptic activity in the CNS and contri bute

1ot R DG HERRE AEGEHAMR pain, the expression of mRNA for KCNQ 2-5 in

the trigeminal and dorsal root ganglia and in the trigeminal nucleus caudalis implies

that openers of these channels may also affect the sensory processing of migraine pain

(Goldstein et al. Society for Neuroscience Abstracts 2003, 53.8).

Recent reports demonstrate that mRNA for KCNQ 3 and 5, in addition to that for
KCNQ?2, are expressed in astrocytes and glial cells. Thus KCNQ 2, 3 and 5 channels
may help modulate synaptic activity in the CNS and contribute to the neuroprotective
effects of KCNQ channel openers (Noda et al., Society for Neuroscience Abstracts
2003, 53.9).



10

15

20

25

30

effects of KCNQ channel openers (Noda et al., Society
for Neuroscience Abstracts 2003, 53.9). WO

wQoe4/0882677 PCT/ DK2004/ 000186 4 Reti gabi ne apdr/oKh@x/000186
KCNQ nodul ators may thus exhibit protection against

Refigahinmi A A BaRO AR 156 GPeeept Pioion dgainst the
netﬂSHé ggﬁﬁ@fﬁs@@é@ Bf gﬂgag&h &@s ?&%r gﬁ‘é Qb &h sABHK®S predfnt limbic

0Si s Imic a i nduced st atus
neﬁpdé@nbnatmns andithe Ieepnesmor( &haatkesstofapopteis ﬂd}@smag kooR, acid-

oS SBEs  e h  PEG OPLEEG0E 099
This rﬁay Reve r@l@%ﬂc@ @'d)ﬂ Retasen it prggﬂe'ssﬁ@bbﬂ'@ﬂiéﬁﬁf 1@';&@6&@ él%. be

shown to del ay the progreéssion of hippocanpal
antiepiértogenion Retigabing hasaldoureeh showipidpedelayf the pragsgssipn of

H%??\é?ell iﬁ&lrbf%!)l}g 118 rraét&g\?lldi% gio%lgg%ee%nlg}% Qf@llopgent (Tober et al.

EusSanTbehal DAPhLeseId) 1096,13085163-16%91 i gabi ne and
ot her KCNQ nodul ators nay prevent neuronal damage
i nduced by excessive neuronal activation, and nmay be
of. use f
1t 5B e AR i o PR SRS KO LR
ma@qirb@dﬂt fewmbhdl dapiapepsiycedlisy @c‘aﬂmvetﬂwiomhathanmulasd may be
onpounds such as benzodi azepj. nes an .or met héﬁ%‘ ‘for

of 5o 1B ORI PSP PR VE o YiaSEn
i h |
an@%%%%&%%ﬁl)ﬁéﬁﬂ%ﬂﬁ%ﬂgn%nk ot her antlconvu sant

gabapentin, "are very effective in
ani mal nodels of this syndrone (Watson et a

Glél\{l%{f { ogﬁ%{?pngglﬂfang %ﬂ%}g{’)}}?{% ?S,‘g%’ﬁl‘f 69 X gzse%laﬁ%ncf (ghlormethlazole

aré haLsy c%&%HK& ﬁﬁth% @reb@ae@\t Bﬁ@ltelemnblnwnﬁ&awml @n@x@mﬁ dﬂd(lhlat other
and 3 subunits are found in _bra

amegmmlla@smmuad%@gmdmpws aeyeryaafctnp i Bwapl “models of this

Vi QUrS s e 5 p us

St TR it L S e eI L T
anti08Fvulsdht cAHRRNdSA%h a5 ITNQ@pbgabiteahissexpbeted robvd eficyive in

active in sonme ani mal nodels of anxiety-Iike behaviour
thisigndiziont al . Journal of Psychopharmacol ogy 2003, 17

suppl 3, A28,B 16), and other clinically wused

anti convul sant conmpounds are used in the treatnent of
mBRINPOFRIK CINQO® a3 subhi20f $65wi(n drac kegies asseiajigbwih anxiety

nodul at ors_of the Mc t f d 30
SRR OBAPRACRED SHORELDIPO GRS & MRRCRE paie ) dila

(S%g&ﬁa? g%@ oum J Re59s4ibae 2o0d Lﬂlz"131f9(5954@4) KeiGetigdindie

Ize treatment of sl éep
reportedly active in some animal models of anx1ety-11ke behaviour (Hartz et al.

Journal of Psychopharmacology 2003, 17 suppl 3, A28,B16), and other clinically

used anticonvulsant compounds are used in the treatment of bipolar disorder.

WO 200196540 discloses the use of modulators of the M-current formed by
expression of KCNQ2 and KCNQ3 genes for insomnia, while WO 2001092526
discloses that modulators of KCNQS5 can be utilized for the treatment of sleep

disorders.
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di sorders. WD 2004/ 082677 PCT/ DK2004/ 000186 5

W01/ 022953 descri bes the use of retigabine for
w@e@plogleaxi s and treatnent of neuropathic pai PCEDER00@900186

al  'odyni a, hyperal gesic pai,n, phantom pain,

neuropathic pain related to diabetic neuropathy and

WOHU02A948 eseribas theves af @ag@tunﬁog ponhylaxts apgBeErRgY 08
neug?;za%llﬁgﬁﬁa’ stugl? ﬁsu%fotd% l%éi %ﬁg Jn? é)th‘ti a‘ﬁg ﬁ{(éhfegﬁthm pain

reldﬂé&ﬁf&i%&ic&h@ﬁﬂ@pﬁﬁy aﬁaknalrypatbﬁrjﬁ[rﬂielaz&ﬁoamgrmey

di sorder, panic anxiety, obsessive conpul sive

di sorder, social phobia, performance anxiety,

I e

WG LT, Bk ARe e RBHEty Beplfeon 8B REAC idbiion
an&ﬁﬁélﬁ@hﬂl@ﬂoﬂmxweﬁ Yisolidsrsdelr as agmtnmmmahz@rﬂmx@@e dispider,

10 phobias. W97/ 15300 {fl} ri bes 1t he. use ? retl bltne
pargie, ARG PV RGBS Vet 8@8?1%? ABObe. Dejfoumpties #RLy,

posqstleﬁl(réﬂg IsfYEds d?so?de? %ﬁ% st Yeh SO Adj Sstbar @igirdee) er osi s

such as nultip 'scl erosi s and arryotroph| c lateral
hysehendriics} dlszyré@m,za’eparau@am@ﬁy@nsgébsseagomhkblﬁ $Bf srecifte
sease; encephal opat hies induced by AIDS or infection
Ph%9asrubel | a viruses, herpes viruses, borrelia and
unknown pat hogens; trauma-i nduced neur odegener ations;
neur onal hyperexcitation states such as IE’?‘Fé‘F[re%‘i canment

WQPT/h83descidpesithe wseiof aetigshinefprthe heaingbg gggnerative

ease e i
gl REP ap A En LG OB CuRYaL S BHE oy it

sclefosi @ﬂ%ﬁtyodeplinb ¢atéral scﬂmmi; G:requfnlmdwgob\dhﬁeaw Rpkinson’s

pot ent openers, of the f am si.um. channel s.
G R e Y T
Vn%é%pﬁ&lrélﬁfsanﬁ%ﬂ%\yﬁ %tﬁg%‘éﬁ@”@am@@nﬂﬁmﬁﬁkgé!ﬁ&&fbn@r e

'y pot assi um channe such_as
nemejhag‘@kpemutatmnrmmnh ap wedconentyvithdgwal peintoxication; and

IENETRNS e T ME N e
' LQfs, bioavailability, potency, formulability,
anfRALAREIARS, b ty, metabolic stability, menbrane
permeability, solubility and therapeutic index. The
HddBl @%RTE R bl d&HE RoMRRaN®IngicindS gy ark @3tknt Openers of the

I nprovenent’s such as: o an i mproved dosing regine by
KECEQuimly gotassimondbenneds. requi red doses a day,

Also desired are novel compounds with improved properties relative to known
compounds, which are openers of the KCNQ family potassium channels, such as
retigabine. Improvement of one or more of the following parameters is desired:
half-life, clearance, selectivity, interactions with other medications, bioavailability,
potency, formulability, chemical stability, metabolic stability, membrane
permeability, solubility and therapeutic index. The improvement of such parameters
may lead to improvements such as:

o an improved dosing regime by reducing the number of required doses a day,

o ease of administration to patients on multiple medications,

o reduced side effects,

e enlarged therapeutic index,
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0 ease of admnistration to patients on nmultiple
nmedi cations, reduced side effects, enlarged

wWo b@dagesot i ¢ | ndex, WO 2004/ 082677 PCT/ DK2004/ PODDEB004600186
i nproved tolerability or [ mproved conpliance. 5
Summary of the invention One object of the present
i mvemproeditalerabiliyy evi de novel compounds, which are
potent openers of the KCNQ fam |y potassi um channel s.
The 1’6’8Fppvc?§r?8§1pglﬁmtehe i nvention are substituted aniline
derivatives of the general 10 fornula I or salts
thereof R \(Us N\ / (2)9\ XR3 YENI RL (1)
wherein Y, U X Z, s, g, R, RR and R3 are as defined
bel ow. 5.The invention further relates to a

S%ngra%giéu eil%g?emﬁognposi tion conprising one or nore

O Hed! Bd sheqfredeat Milttr@tion iatdprotide usecltchampeafds, #@ich are potent
Det ai | ed description of the invention Accordingly, the

opgres ehthei KRR fagplyhefassiag ehgnugihst i t ut ed
p- di am nobenzene derivatives of the general fornula I
WO 2004/ 082677 PCT/ DK2004/000186 7 R2 x / (Z2)9\ 3

The compounds of the invention are substituted aniline derivatives of the general

formula X or salts thereof

@)
wherein Y, U, X, Z, s, q, R, R? and R? are as defined below.

The invention further relates to a pharmaceutical composition comprising one or more

compounds of formula I and the use thereof.

Detailed description of the invention
Accordingly, the present invention relates to substituted p-diaminobenzene derivatives

of the general formula I
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Y RL (I) wherein sisOorl; 5 Uis 0, S, SO, SO02NR11,

COOor CONR'; wherein R11 is selected fromthe group
w@oemngiosiesrng of hydrogen, C -6-al k(en/yn)yl, C3PGF/DK2004/000186

cycl oal k(en)yl, C3-8- cycloagk(en)yl Cl- 6- alk(en/yn)yl

or R2 and R11 together with the nitrogen atomforma

5-8 nenber ed satuR&Lgd or 10 unsaturated ring which

optionally contains or 3 further heteroatons;

gisOorl; X is CO or 2, h the proviso that g is O

when X is SO2; 15 Z i C?%é sz s selected from

t he group consi sting

g dr\oggn/ \6\§ik(en/yn)yl
C3-8- cycl oal k(en)yl
C3- 8- cycloal%f/hﬁg -al k(en/yn)yl, acyl,

hydroxy-Cl-6-allc{en/yn)yl, 20

hydr oxy- C3- 8-cycl gal k(en) yl,

hydr oxy- C3- 8- cycl%al k(en)yl -Cl-6-al k(en/yn)yl, hal o-Cl
6-al k(en/yn)yl, hal o-C3. 8-cycl oal | c(\eh) yl,

- whdip- C3-8-cycl oal I c(en)yl - Cl-6-al k(en/yn)yl, cyano-Cl

6-al k(en/yn)yl, cyano-C3_8- cycl oal k(en)yl and
cyano- C3_8- cycl oal k(en) yl - 6-al k(en/yn)yl; 25 R2
Sl%é gelected fromthe group conS|st|ng of hydrogen
allc(en/yn)yl, C3_8- cycloal k(en)yl,
C3_8-cycl oal k(en)yl Cl-6-al k(en/yn)yl, Ar

Ar-Cl-6-al k(enly - C3-. 8-cycl oal | B
UgQ.c3 Sélzg @I(Zlgﬁl kii)@)n/@WC@IN@ amdg%%n%) yf(egé%

th ! ga%ed%mgth@%‘é{lgp ﬁ’s[& %.gbifhydrogen Cre-alk(en/yn)yl, Cs g
cytixoaﬂtcoenyyloeg 8cygtot1h@|nm@1)6w1k(aa/yﬁ)ymr2004/ 082677

P / 00Q 8 al k( hal
R0 I iRt R By FyApEen Ao & pemgmrademypt o

R A %Eﬁtﬁ;a@nl?&t““%n%h% SRR IS

cyan C3- 8- cycloallc(en)yl Cl _6-al k(en/yn)yl,
?o-ClG allc(en/yn)yl, NRLORLO' - C3

-é? Poall c(en)yl

andNR1OR10' - C3_8-cycl oal k(en)yl -Cl_6-

Xis CO or SO,; with the proviso that q is 0 when X is SO;;

ZisOorS;

R’ is selected from the group consisting of hydrogen, C;.¢-alk(en/yn)yl, Cs.g-
cycloalk(en)yl, Cs s-cycloalk(en)yl-Cy.¢-alk(en/yn)yl, acyl, hydroxy-C;_s-alk(en/yn)yl,
hydroxy-Cs.g-cycloalk(en)yl, hydroxy-Cs.g-cycloalk(en)yl-Ci.s-alk(en/yn)yl, halo-C;.
¢-alk(en/yn)yl, halo-Cs g-cycloalk(en)yl, halo-Cs.s-cycloalk(en)yl-C;¢-alk(en/yn)yl,
cyano-Ci.¢-alk(en/yn)yl, cyano-Cs.g-cycloalk(en)yl and cyano-Cs_g-cycloalk(en)yl-Cy.
c-alk(en/yn)yl,;

R? is selected from the group consisting of hydrogen, C;_¢-alk(en/yn)yl, Cz.g-
cycloalk(en)yl, Cs.g-cycloalk(en)yl-C; ¢-alk(en/yn)yl, Ar, Ar-Ci¢-alk(en/yn)yl, Ar-Cs.
g-cycloalk(en)yl, Ar-Cs.s-cycloalk(en)yl-Ci.¢-alk(en/yn)yl, acyl, hydroxy-Ci.g-
alk(en/yn)yl, hydroxy-Cs.g-cycloalk(en)yl, hydroxy-Cs.g-cycloalk(en)yl-Ci.q-
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5 al k(en/yn)yl; wherein RL and R10' are independently

sel ected fromthe group consisting of hydrogen, Cl_6-
wa@bdogesaeyn) yl , C3_8-cycl oal k(en) yl, PCT/DK2004/000186

C3. 8-cycl oal k(en)yl Cl_6-alk(en/yn)yl, hydroxy-Cl. 6-

al k(en{/ﬁn)yl y- C3_8-cycl oal k(

d I
alkfgndyroxly haioge. @%»rfam Gy Ihle ca}gwéfqp%rwl halo-Cs-

ey BBt et G e B %%”@%* Q&‘W@S
oL oo S e
alkGergy i N R &?gﬁxcbfélpa%fqnﬁv R NIF TR éhs 35(%?.‘)}1%??%?&1-6-
all%eﬁwﬁﬁm&{?{/%sat urated or unsatur at ed ring which

contains 1, 2 or 3 further heteroatons;
Rlbamweaeumemmmalemd fimhoie grawp maﬁmg @@stogeg G-

LN R RC R RN

all&&ﬂﬁhﬁt '119&09{? (g]g_cg/tﬁjahlﬁélﬁw Yidvky-C53- ogrcl@ynd(agylkcfem yI

het erocycl oa

AL 00 Shlon | AT by g, hlo-Co

A —

an&@yﬁfoo@yg:bma{nqéﬁ)wl ﬁl 6@11{(611/@@1 alr k ( en/ yn) yI AI ,
-al k(en/ cycl o

Rlﬂ g@@Rocngeﬁ)gr W %‘éeﬁ m’trogen atom form a 5 g‘n é(i saturated or
unAiturgﬁedg‘m%y\%hl? ﬁ&&;@ll%(rl cofrhirl 12 % lc F 8 ?Htltﬂée?%ﬁéjg?ro atoms;
prw1déalthﬁtﬂahdam1{érs/hah)g¢hoh eyamodbss o4k bud en) yl |

pregt Syl Ga I a LAY eyt 16 AR EORRY iy or oyt

Cl. 6-al k(en/yn)yl oxy-C3_8- cycl oal k(en)yl
Cl.6-al | c(en/ yn)yl oxy-het erocycl oal k(en) (Y,
RAs seixg»tedtfroﬁ} thk letamp opnyigling ofXG;.s-alk(en/yn)yl, Cs.g-cycloalk(em)yl,

Ar-CL. 6- 3l |
oSk SRV S SR EN gt o
cySRafkGy§l, eallaad &y ytefo@p&l@m(enga 1et@bdsioberiMBI-C1.6-
C3_8-cy cloaflc en
aua(eexya)yﬁ,(@nm,rf@wa nisabtiony (s cey@oalkeapdnhyn) y1
L B D
%’ ﬁ 319@1 @@J/ﬂi(éﬁ/%)lfyhet&b_@eloﬂk(%%ﬂ/ )ﬂh)ﬁﬁlk(en/}'n)yloxy—
r en en
ewafmm @s 893’ BRI O NS0y Co Iy loxy-Cas-
cﬂﬁaﬁ((%é# LC 8 W{Ax& ﬁl?échﬁﬁ;aﬁc(Eﬂ)? %l &), édalk(en/yn)yl
Ahel @agelgym)yltdfw1L6e411e@mm>>¢1€&d}c{e@??ox&nmarbonyl Cre-
al O- e
1N € mpY BRI R b S BArT Uk Gpszeveloalk(endyi-
9%19(e%m§y1@x9'c&%%ﬂ§m) %éélkéwyn)m , hydroxy-Cy.¢-alk(en/yn)yl, hydroxy-
Ch@byn—l@k(@nm diydaiﬁyemeéﬁpwcl@ﬂC(ﬁn)Yh iy (eory yep)sydyclmalk(en)yl-Cog-

el § G Sboartaoi hen BIbARF B TRE Y e

alk(en/yn)yl-heterocycloalk(en)yl, halo-Ci.¢-alk(en/yn)yl, halo-Cs.s-cycloalk(en)yl,

et

halo-heterocycloalk(en)yl, halo-Cj_g-cycloalk(en)yl-Ci.¢-alk(en/yn)yl, halo-Ci.¢-
alk(en/yn)yl-Cs.g-cycloalk(en)yl, halo-Ci¢-alk(en/yn)yl-heterocycloalk(en)yl, halo-C;.
s-alk(en/yn)yl-Ar, halo-Cs.g-cycloalk(en)yl-Ar, halo-Cs.s-cycloalk(en)yl-Ci-
alk(en/yn)yl-Ar, halo-C.¢-alk(en/yn)yl-Cs.s-cycloalk(en)yl-Ar, cyano-Ci.¢-
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allc(en/yn)yl, cyano-C3-8-cycl oal k(en)yl,
cyan- heterocycl oal k(en)yl, cyano-C3-8-

w@eyauosdert(en)yl - C1_6- al k(en/yn)yl PCT/DK2004/000186

cyan- Cl- 6- alk(en/ yn)yl - C3- 8- cycl oaI k(en)yl, cyano-
Cl-6-al k(en/yn)yl - heterocyc? oal k(en)yl
allgeny/yn) @ cgammt Cof-esrvlgatiy(ph)yl, mymwmex@cydgaik@a}w@ﬁwca 8-

ey QR AR G h S Cop b gy oali eyl cxane-

cl% aﬁ{(@ry )@rﬂhyteﬂow!yclﬁakgmwcé@l@l %—@ﬁﬂérwn)ya&yyh@ -
-alk(en/y nL - heterocycloal k(en)yl,
CdealkéﬂﬁéNll aeyk ﬁ@ﬂcy@}w&(mﬁzmb 3@|CY@D%1M€PMT(§/W)"}H<@NYH)Y1

B TR B R c Pt e .

he@&@cr@und(@gyl | SRETR Y, gﬁl?rliaﬂlg|sh1|@(t1a?é%n?zyf1&”mﬁeg -gik(erRtDy],
and are | n naen S ecte r IO 12°

ophewal Ysﬁt‘lbﬁ&uféfl I\H@lgﬁ%ggﬁs Clz‘f)r/IO@ﬁ(@j}Wlacpny@gglﬁ%ﬂ%}l%tedﬁQR”R

ngcygfoﬁﬁgg%@gﬁ ¢1(6(em{§/eln(yna’ L %th eI c(en/yn)yl, Ar, Ar-Cl-6-

R'Akh¢ REN Aseringdpendentig3cBeied dtooathegten) qplnswtmg of hydrogen, C .-

T G SRy, v

a11§n/gﬁ)yi %@ Ml@alkqé ) A-C ?%y&é@lk(en)yl -Cy¢-alk(en/yn)yl, Ar-

2ycl oal c(en 1 6-a en/ yn

heteroacipefidey ewxaamc@hwynmyfamm%g gcloalk(en)yl, Ar-oxy-

LSRR DA RSB Yy -

fi didx cdyohlaks C
S g gy

alldya/nr@)ydzﬂwbn §I1 k@&ée;n//m)y cb@éfzaék i/éla%x?zeh) yl
|
e B G f%ﬁ’%. G ‘%?3“%‘ i ioyeRe ey
anﬁ&jybﬁb" @lgi f&%wﬂ?@ﬁwl{% 6 agh(:eaﬂyg)}?,tc&d ri ng whi ch
cont.al ns or urt 0
RO R ot Pl im it ogR ARSI A SR e o,

| Sat¥ms XXVI
e G R s e e s a7

wRCTHHE G0 R00has R’ LONRRR'A thaby s W W il IV (RS)e
i1V (R5)d (R5)f

and

Y represents a group of formula XXIV, XXV, XXVI, XXVII, XXVIII, XXXXT or
XXXXII:



w (R5)e XXVI xxvil (R5)g \ (R5)k 4N-- (R )h I]::
XXXXI XXVITT (R5)J or T XXXXII wherein 5 the line

WO egmssmt s a bond attaching the group represePCEOKRY0400186
to the carbon atomm W is or' S Vis N Cor CH W
2004/ 082677 PCT/ DK2004/ 000186 11 T |s N NH or O;
a|SO(RI.5)a20r3 5bis 0, 1, 2, 3R, 4 is 0 or 1;
disO, 1,2 eis 0, 1 or 2; frs 4ot 5;
15 gis 0, &, 3 or 4; hisO, 1,20r§ [
2; 20 kisQO or3; and each R5 is ind
sel ected fromthe group consisting of a s
Cl 65@ \?en/yn)yl, C3- 8-cycl oal k(e}ﬁ,w, (R3),

cyc oal k(en)yl - C1- 6- al k( en/ yn)yt ,

Ar Cl-6-al k(en/yn)yl, Ar-

\ R, \@/
Y

(R3),
XXVI XXVII

(R%)q

®9), v
~
N

(R,
XXVII

i
. \I\IW
T

wherein
the line represents a bond attaching the group represented by Y to the carbon atom;
WisOorS;

VisN, Cor CH;
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25 C3-8-cycl oal k(en)yl,
Ar-C3_8-cycl oal k(en)yl -Cl-6-al k(en/yn)yl, Ar-oxy,

WQo\200axy26CL- 6 al k(en/yn)yl, Ar-oxy-C3_8-cycl oal RCEDKR04/000186
C1-6-alk(en/yn)yl-heterocyﬁhoalk(en)yl, Ar -
oxy- C3_8-cycl oal | c(en)yl - CI-6-al k(enlyn)yl, acyl,

T €N,NRlok Gan/ yn) yl oxy, C3_8- cycl oal k(en)yl oxy,
C3-8-cycloall c(en)yl -Cl-6-all c(en/yn)yl oxy,
Cl-6-allc(en/yn)yl oxy- carbonyl, hal ogen,

aibel p2@-%-al k(en/yn)yl, hal o-C3-8-cycloal lc(en)yl,
haio-C3_8 30 cycloal k(en)yl-Cl-6-allc(en/yn)yl,

-CO- NR6R6', cyano, cyano-Cl-6-al k(en/yn)yl, cyano-

C3- 8-£wcl oal k(en)yl,
blgéagggéé%gecycloalIc(en)yI-C1-6-aIIc(en/yn)yl,

Nlt~7R7', S-R8 and SO02R8, or two adjacent R5 together

W th the aromatic group forma 5-8 nmenbered ring which
cipPf dnal |y contains one or two heteroatoms; WO

2004/ 082677 PCT/ DK2004/ 000186 12 R6 and R6' are

i ndependently selected fromthe group consisting of

d lkyditghen3; C1_6- allc(enlyn)yl, C3_8-cycloal k(en)yl,
C3_8-cycl oal k(en)yl -C1_6-al k(en/yn)yl and Ar; R7 and
R7' are independently selected fromthe group

ei§ONPbLSHi ng of hydrogen, Cl1.6- 5 alk(en/yn)yl,
C3_8-cycl oal k(en)yl,

C3_8-cycl oal k(en)yl -C1_6-al k(en/yn)yl, Ar,

.heterocygl oal k(en)yl -Cl_6-allc(en/yn)yl,
fl%@igé%gy%P5gﬁk(en)yI-C3_8-cycIoaIk(en)yl,

het er ocycl oal k(en)yl - C3_8-cycl oal k(en)yl -ClL_6-al |l c(en/

yn)¥l het erocycl oal I c(en)yl -Ar and acyl; or R7 and

giRP, 115gedr with the nitrogen atomforma 5-8
menbered saturated or 10 unsaturated ring which
optionally contains 1, 2 or 3 further heteroatoins;

hagdl, R8rBs selected fromthe group consisting of
hydrogen, Cl_6-al k(en/yn)yl, C3_8- cycloal k(en)yl,
C3_8-cycloal k(en)yl-Cl1_6-alk(eii/yn)yl, Ar and NROR9';

jivoer et ». R9 and R9' are independently sel ected fromthe
group consisting of hydrogen, Cl1_6- 15 alk(enlyn)yl,
C3_8-cycl oal k(en)yl and
C3. 8-cycloal k(en)yl-Cl_6-allc(enlyn)yl; or salts

]<PﬁgﬁegP? 28" n one enbodi nent, the invention relates
to conmpounds of fornula I, wherein s is 1. |n another

embqdi ment, the invention relates to conpounds_ of
eatb Rius mdepengdentiesaiected fomghe ggup gorsistingpbekars-alk(en/ym)yl, Cs.

IO 5 IR0, By PR Gl o
Cs.g-cycloalk(en)yl, Ar-Cs.g-cycloalk(en)yl-Ci_g-alk(en/yn)yl, Ar-oxy, Ar-oxy-Ci.¢-
alk(en/yn)yl, Ar-oxy-Cj.s-cycloalk(en)yl, Ci.¢-alk(en/yn)yl-heterocycloalk(en)yl, Ar-
oxy-Cs.g-cycloalk(en)yl-C;¢-alk(en/yn)yl, acyl, Ci.s-alk(en/yn)yloxy, Cs.g-
cycloalk(en)yloxy, Cs.s-cycloalk(en)yl-C;¢-alk(en/yn)yloxy, Cy.s-alk(en/yn)yloxy-
carbonyl, halogen, halo-C;.s-alk(en/yn)yl, halo-Cj.-cycloalk(en)yl, halo-Cs.s-
cycloalk(en)yl-C;.¢-alk(en/yn)yl, -CO-NR®R?®, cyano, cyano-Ci¢-alk(en/yn)yl, cyano-
Cs.g-cycloalk(en)yl, cyano-Cs_s-cycloalk(en)yl-Ci.s-alk(en/yn)yl, NR'R”, S-R® and
SOR, or

two adjacent R’ together with the aromatic group form a 5-8 membered ring which

optionally contains one or two heteroatoms;
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In yet another enbodi nent, the invention relates to
conpounds of fornmula I, wherein s is 1 and Uis S. 30
WO poog®826anot her enbodi rrent the invention rel aPE€FDKR004/000186

conmpounds of fornula I, i%el n is 1land Uis S2. W
2004/ 082677 PCT/ DK2004/ 000186 13 In yet anot her

R embséuaafemdep@nd@nﬂﬁwmt@%ﬁioméhmgp conaHg A hadrogen, Cie-

all %@%@&f' ?ﬂgglgtﬁ%%lu 3‘%? kﬁlﬂ% é@f&% % %?) ac e%f:ht 0

t he benzene ring of forrrul a | whereas the ni trogen

at om,| s attached to et anot her . e%%al ment ,
R’ epé R rare ﬁtqeﬁﬁlqﬁéﬂﬁﬁ%l@"t%ﬁ%@ iR capsistingRiiydjogen, Ci.e-

alk!é};? i§ ﬁt“ 33 % gélo& féﬁ%ug'] c%a@g(e{t&l sychngempeynds, the

f¢attachéd to the’ bénzene

hetEtdttgclOﬁlk(enm)yibﬂ?;a(, zhlk@dne_,me!}dshettdsrech@k(nnm-ﬁm1cgc]aa]ﬂ<ém:\hy§ld
t t 1
hefpmenea i n%f?ﬂ@%ﬁ& BREr F@t(tfﬂyf@?ﬁ‘e R B qryigar

an@E%irlLb'S CONRll I'n such compounds, the carbonyl
of CONull is attached to the benzene ring of
R7fat1d &ﬂ | mgethwhwith fe mbreg@n qtméemn at chinembetef seeicd & R2.

kAR R P L DA 05 3

atom 15 In yet anot her enbodi nent, the inventi on

relates to conmpounds of fornula |, wherein Xs In
R¥jiesclentest fiem theBruipreentistingrnd hydpgaii ors-3leaiyay! t%s 5

of , 0 S NIORO he
o PERI: it ot DR R A B i R et
Rif%ﬁliH(Rf : ﬁ)i%ﬁhdepbh@eﬂtlly\seﬁbﬂed) frofretha tzesipt consistiggoeliitgsiragen, Ci6-
or muy I erein IS ano
Al ki —ose el R et Mo 5ot ﬁ%ﬂ’é@éﬂr
formula I, wherein gis 1. In yet another enbodi nent,
the invention relates to conmpounds of fornula I,

orwhierieemreof.qi s 1 andZi sO. 30 In yet another enbodi nent,

the invention relates to conmpounds of fornula I,
wher ei n

In one embodiment, the invention relates to compounds of formula I, wherein s is 1.

In another embodiment, the invention relates to compounds of formula I, wherein s is
0.

In yet another embodiment, the invention relates to compounds of formula I, wherein

sisland Uis O.

In yet another embodiment, the invention relates to compounds of formula I, wherein

sisland Uis S.

In yet another embodiment, the invention relates to compounds of formula I, wherein

sis 1 and U 1s SO;.
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gis land /Zis S. WD 2004/ 082677 PCT/ DK2004/ 000186 14
In yet another enbodinent, the invention relates to
w@ormposasds of formula |1, wherein Xi sCO gi slanpPiZi/DE2004(000186
yet anot her enbodi nent, the invention relates to
conpounds of fornula I wherein 5 Xis Cco | _and
In 361 othes PROGEeh ety crsivmadiins i COmPRITAGERETIA L, Wherein

42558 5 S0, SR SRR RO SRR e

to Fif lﬂiqﬁﬁletrﬁlgccﬁ\’fﬁmuﬂdi wiferdag taliRoden atbraieattached to R,
Xi sSQ2andgi sO. I n another enbodi nent, the invention

relates to conpounds of fornula I, wherein RL is
[
[l’lﬁ[g 1%{',1%? 8121_’1%25%‘[?6@? %gﬁ)@%‘cfb‘ﬁ%h éggorﬁ oﬁﬁx |of formula I, wherein

) 18-1 (ayld I[blaIGQ-éh Yy bych compounds the carbonyl group of CO-Q is attached to

Cl 6
RTORITIES G ey Y rcosil e 8o & B ey
hal o- C3_8-cycl oal kc(en)yl -Cl_6-al k(en/yn)yl,
cyano- Cl_6-al k(en/ n)yl, cyano-C3_8-cycl oal k(en) and

Ingyeanoties cobogiviens the {ea)tidn refates 16 Conrews pﬁfqrmulazb Whseein

e R R N

atfalIR:dab Skt oA Hid MfoshulnY ditRes theGlitrbgal d¢:@ris Mmchkd to R,
C3_8- cycloal k(en)yl and

C3 8-cycl oal k(en)yl-Cl_6-allc(en/yn)yl. A preferred
REATE g L HSBM hlb my ARBE AR i
RPh@aﬁy@ﬁ@mﬁﬂﬂﬁmStlng of hydrogen and
Cl_6-al k(en/yn)yl. In yet another enbodi nent, the
invention relates to conpounds of formula I, wherein

Inyet %11§ot1%¥-eﬁ1'b%h &f/ tﬁﬁ%r}‘vlgntl&y ﬁla@é}sl th ¥ofaporidlof %Iﬁﬁ{léf n )vyﬁerem

n yet another e iment, the invention relates t
Xdo@Pounds of fornula I, wherein Rl is a hydr ogen
atom In yet another enbodinent, the invention rel ates
to conpounds of formula |, wherein R2 is selected

Inf}feP mdhe eﬁ{%ﬁﬁn&ﬁ NSk %Neﬁﬁblplfeldi‘éé(ib QegBoumBWS formula I, wherein
hydr oxy- O . 6-al [ c| en/ yn WD 2004/ 082677

IXECﬂDDW@ﬂU@b@@&&@BtaUQI Wh@k¥4€ﬁo8 cycl oal k(en)yl,
hydr oxy- C3- 8- cycl oal k(en)yl -C -6-al k(en/yn)yl, cyano-

In yet another embodiment, the invention relates to compounds of formula I,

wherein q is 0.

In yet another embodiment, the invention relates to compounds of formula I,

wherein q 1s 1.

In yet another embodiment, the invention relates to compounds of formula I, wherein

qis1and Zis O.

In yet another embodiment, the invention relates to compounds of formula I, wherein

qis1and Zis S.
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Cl- 6-al k(en/yn)yl, cyano-C3-8-cycloallc(en)yl,
cyano- C3-8-cycl oall c(en)yl -Cl-6- al k(en/yn)yl,
wWORDIRIB77 C1- 6- al k(en/yn)yl, PCT/DK2004/000186
NR1OR10' - C3_8- cycloallc(en)yl and NR1oR10' -
C3- 8- cycl oal k(en)yl - C1-6-al'fc(en/yn)yl ; wherein 5 R10
In getchndtht erabediinguie feridemtion relefes b anFuBss © HergplaJpwherein

X@@' Sti n%’é‘% htgg)r;lgen Cl-6- al k(en/yn)yl,

C3- 8- cycloalk(en)yl Cl-6-al k(en/yn)yl, hydroxy-Cl-6-
alk(en/yn)% hydr oxy- C3- 8- cycloallc(en)yl )
In gtchnoshyt a3 @iw@ﬁ, dhel Ryeiopireletes & coampquads ghiogmula I, wherein
Cl- | kfeq/ yn)yl, hal o-C3-8-cycl oal k(en)yl,

RS 1a‘a‘na“"c TEoat c(en)yl - Cl-6-al | c(en/yn)yl |
cyano Cl 6- alk(en/yn)yl cyano- C3- 8-cycl oal k(en)yl 10
and cloallc(e

In gficeoel embe%m@@k th 1o¥en (q%l b, %@gﬂgﬁ%ﬁf b ahyiagC iyt ein

Fggqgg ﬂ sgturated or unsaturated ring which
onaIIy contains 1, 2 or 3 further heteroatons;

prowded that UIS O or Swen sis 1 and R2 is a
In &égr te?? e% k?%%lpyﬁ;twn rel%pesltqézc&% SEas o% %ormulal wherein

% NRIOR @.8 cycl oal k(en)yl or NRIoRl o' -C3
8-cycl oa? k(en)yl-Cl 6-allc(en/yn)yl then the nitrogen
aton1is Iinked to the remainder of the nolecule via

In @ygﬁ%s lg{de lﬁlji I’ 11}_V6§?10$ lgé(:iXt% %a«’; klfp%ﬂé%g (ffﬁ%g@?laghvg%lﬁrem R
is 6TBAEd FBtthe W%]hﬂp icBN@trgT ac gl hydexy-Q; caikiaunayl, dfydroxy-Cs.

formul a | erein R2 is selected fr the gr up
s-ayshesile ey hpdropydregaaloaliergyl a@kr(%lkﬁf‘y%ﬂ h@%

1- lk(en/yn)yl
oIS AR SR Py Rl oy g e Gl ymy
cyésﬁo Cladlabi yenl, emnd-Cs AcydBalk@npy ahd ajldnbeil?n)gyctycloa]k(en)yl -Cy.

Ar - C3- 8- cycl oal k(en)yl - C1-6-al k(en/yn)yl, hal ogen,
s-#kleglelyle- all c(en/yn)yl, hal o- C3-8-cycloal | c(en)yl,
hal o- C3- 8- cycl oal k(en)yl - C1-6-al k(en/yn)yl and 25
cyano; provided that when R2 is hal ogen or cyano then
Ose emb@dlmnﬁoftbfv e neha@as twcomp@urmis ostmﬁme@l f@mﬂlaah d

Wﬁ%@@fﬁi i§clp %tg‘gfe@glatﬁ% gt%cg ﬂa‘%“ qyglFOr%?ﬂb@ iSGot elé{:1 Cas-

cy%fbaﬁ%erh)%l §rf€i @&}@Qzléaﬂl&@h}yﬂ@lgfaﬂﬂaﬂy‘@p& sting of
hydr ogen, C -6-al k(en/yn)yl, C3-8- cycloal k(en)yl, A,
Ar Cl _6-al k(en/yn)yl hal ogen, hal o-d - 6-al k(en/yn)yl

%ﬁﬁﬂg Fl’glb%dl tho %%/nlt\ﬁ%aor%'\%?ﬁesgg cbﬁB&%cﬁ%?\'%o enEaf %}Tula
I, Mre%z R'Ss eldtydlr ®@athagonp cMRiRng4f ABA6Zsh and Ci.- alk(en/yn)yl
PCT/ DK2004/ 000186 16

In yet another embodiment, the invention relates to compounds of formula I, wherein

R! is Cy¢-alk(en/yn)yl, typically Cjs-alk(en/yn)yl.

In yet another embodiment, the invention relates to compounds of formula I, wherein

R' is a hydrogen atom.

In yet another embodiment, the invention relates to compounds of formula X, wherein

R? is selected from the group consisting of hydrogen, acyl, hydroxy-Ci.¢-alk(en/yn)yl,
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In a preferred enbodi nent, the invention relates to

conpounds of fornula I, wherein R2 is selected from
W b@4g8wop consi sting of Cl_6-al k(en/yn)yl, PCT/DK2004/000186

C3_8-cycloallc(en)yl, Ar- q35 6-al k(en/yn)yl, hal ogen

and éano prow ded that whén R2 is _hal ogen or cyano
hydiey-(e-srayclpalk(en)yh yférpxm%tsmloé%@aﬂn%malk(qaévn)yl cyano-

Clﬁ%‘ﬁ‘?@ﬁ”gﬁ?}lﬁaﬁ“ S RN Bl SR mIeL S T

am(wm)tyn omR Palbis s- aﬂqemmmom YRAY -5 qrayuloalkign)ylhead N R "R -

s n om In. yet another
C3ér?§8mahi§ﬁ%)yl @h@%&?@%ﬁbﬂ’ Féat es to conpounds of

1P ] h&ily sBRcled @d?{ﬁéﬁ bfhd Cres
RC% %rka I%}eelﬁ}@% )yl y135 Cr? ﬁgtlnglﬁg%l&gf eS y m%en e

alli( env/gntyil, 6. wcedcmaﬁééen')wl &w&dmdﬁ(mylf@rmlk(amyn)mrd@w-ﬂ 6

a@lﬂ@n}?ﬁ@aﬁ(@m St b eswslaliei Cetie

all%gf{/?ﬂ}yl %16 el Fﬂam; ryﬁl)ypﬁmetmgdgsc;@ioaﬁlqewl Ralo-Cypperein

et anot her enbodi nent, the invention

cyelerb @Byt 6 c@m@@maw ofanp & imALs en/yniihegyener CsREYlakkbm)yl

ol bR Cirat B byl ' 257 7e 1T S

RAanCR'6 ted dif e /ithrhy hitroyphtoal foymAr 5-Ciedntakdd @nirytel pt .
In yet another enbodinment, the inventign relates to

uné@ﬁﬁé@ﬂw%g which @pHeadly|conignsrle 2ot Srpriher hetdeategen at om
p1é%18 Stlat ﬁl@@&lﬁﬁeﬁﬂgatﬂﬂzﬁ gﬁfo%%}elg{ on?Br 49fl0 atom

n yet ‘anot her e i ment, ntion rélates to
corrpounds of formula I, V\,herel n R2 is
»Cl 6-al RLYA |ca 10°
whar § GrseliyEnR) f«yﬁe aﬂi( R R-CarmtatoM T e
Nl ol ie tﬁé frR il i latoMXEirRie to th
NRW?S Gn%t }{(]3?&25(@}’6 a k(en/yn nty|c1)| ca Ina0 SRR

retnalndeif tBe aidk(caha/ wianOyk- aﬂs\(@/m)(vh/ceamtpalk(en yl or Cag-
7 In yet another enbodi nent, the
cyﬂ%@%gﬂé{; g%eéagyr{)%l conpounds of formula I, wherein

R2 is cyano. 5 In yet another enbodi ment, t he

invention relates to conpounds of fornmula I, where
In yet another embodiment, the invention relates to compounds of formula I wherem

R’ is selected from the group consisting of hydrogen, Cy.¢-alk(en/yn)yl, Cs.s-
cycloalk(en)yl, Cs.g-cycloalk(en)yl-C;¢-alk(en/yn)yl, Ar, Ar-Cy¢-alk(en/yn)yl, Ar-Cs.
g-cycloalk(en)yl, Ar-Cs g-cycloalk(en)yl-Ci.¢-alk(en/yn)yl, halogen, halo-C.¢-
alk(en/yn)yl, halo-C;_g-cycloalk(en)yl, halo-Cs.g-cycloalk(en)yl-Ci.s-alk(en/yn)yl and
cyano;

provided that when R? is halogen or cyano then s is 0; and

provided that U is O or S when s is 1 and R? is a hydrogen atom.

In yet another embodiment, the invention relates to compounds of formula L, wherein
R? is selected from the group consisting of hydrogen, Ci.¢-alk(en/yn)yl, Css-
cycloalk(en)yl, Ar, Ar-Cy.¢-alk(en/yn)yl, halogen, halo-Ci-alk(en/yn)yl and cyano;
provided that when R? is halogen or cyano then s is 0; and

provided that U is O or S when s is 1 and R? is a hydrogen atom.
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R10 and R10' are independently selected fromthe group
consi sting of hydrogen, Cl.6- alk(en/yn)yl,

w@3308/0826¢1 oal | c(en)yl, PCT/DK2004/000186

C3-8-cycloal I c(en)yl -Cl-6-alk(en/yn)yl. In yet another
enbodi nent, the invention relates to conpoupnds of

In pprofered smbegigiest, the inventien relags RIPMRAUEI} AlfeFBARdNThgrein
| . consh st j i
R3E R4 O LI 0 B

Cilgraligeb/iya)yly lelledeasmintl oyamypounds of fornula I, wherein
s.is 1, Uis O and R2 is selected fromthe group
previdied é@ﬁ ek éih_agzg&rl PE eemPyhsA 1s Oc3- 8- 15
cycl oal k(en)yl,
C3_8-cycl oal k(en)yl-C1_6-allc(en/yn)yl, )
In Aet @btGr atfbpdmient )the invantic@IeBias ye coapiynea p§ Formula I, wherein
JAr- C3-8-cycl oal l c(en)yl-Cd -6-all c(en/yn)yl,
]&HﬁﬁggéﬂE%-Q#ﬁ?enlyn)yl, hal o- C3-8-cycl oal k(en)yl and
hal o- C3_8-cycl oal k(en)yl - Cl-6-al k(en/yn)yl. In yet
anot her enbodi ment, the invention relates to conpounds ,
In gyt dnoithaylembodingnérthe mveiponarelates 10 cempauigls gh frrigtlg § wherein
selected,. fromthe group consisting of
Rdi-l%{-:%ﬁmrgﬁ‘?‘i/%t;”&’r, C3-8- cycloal k(en)yl,
Ar-Cl-6-al k(enlyn)yl and halo-d -6-alk(en/yn)yl. In
yet anot her enbodi mrent, the invention re

In yshinsilira snbodpasi the myventigndelass to gomg mp’cis ?9% %ngl?aa}q Jhesein
j . | t : i sti f
R QR O IR M B 0% Gal k(em y1 anc

Ar-Cl-6-al k(en/yn)yl. In yet another enbodinent, the
) S S35 s RGP S g E herin
RTQ ftfalg%bfba11&én)fﬂ1ﬁ-i@ah1l§r(@_rglcyeﬂoxik(elﬁ%ﬁ-

cycloal'l c(en)yr,

C3-8-cycloallc(en)yl-d-6-allc(en/yn)yl,

i G AL S Bi  RLO £
RaRUher enbodi ment, the invention relates to conpounds

of formula I, wherein sis 1, Uis Sand R2 is
sel ected fromthe group consisting of

B0, S A AR e 1. o

Réhediagent, the invention relates to conpounds of
formula I, wherein s is 1, Uis S and R2 is selected
fromthe group consisting of C3 _8-cycloal k(en)yl and

Ilf%;e’t %tﬁé@énﬁcﬁi%Xﬂ? Mk inventifn Yetde AR NDouAIRFGHARNL I, WhGein
i‘nven

Ion relates’ to conpounds of fornula I, wherein
R&isi Ar-Q,_aatk(G2yn)g], seliedlyet-€rpatkdnémyyloup consi sting of
ClL 6-allc(en/yn)yl, C3_8- cycloal k(en)yl,
C3_8-cycloal k(en)yl-C1_6-allc(en/yn)yl, A, hal ogen,
Inrl?blt Qndthefesmbodiment, the invention relates to compounds of formula I, wherein

R? is a halogen atom, typically a chloro atom, a bromo atom or an iodo atom.

In yet another embodiment, the invention relates to compounds of formula I, wherein

R? is halo-C .¢-alk(en/yn)yl, typically halo-C;.s-alk(en/yn)yl.

In yet another embodiment, the invention relates to compounds of formula I, wherein

R? is not halo-Ci¢-alk(en/yn)yl, typically halo-C.s-alk(en/yn)yl
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al k(en/yn)yl, hal o-C3_8-cycl oal k(en)yl,

hal o- C3_8-cycl oal k(en)yl -Cl1_6-al k(en/yn)yl and cyano.
wdaooksz6et anot her enbodi ment, the invention rRCEDE0O00186

conmpounds of fornmula I, wherein s is 0 and R2 is

sel ected fromthe group consisting of

Cl.6-al k(en/yn)yl, Ar, hal ogen,

ep/

i e BRI WO i kB3 cortls UERo AR Fhcrcin
thebm.ﬂoa I, wherein s is 0 and R2 is selected fromthe

group consisting of Cl_6-al k(en/yn)yl, hal ogen and

cyano. In yet another enbodi ment, the invention

In ry@{ ﬁ{oﬁ%r %&bﬁ@lﬁéﬂ%‘ nds 1&%111:{&{1@}&@% t(l) coﬂﬁﬁﬁﬁ% Bf fedfhuda I, Syhbrein

S i's selected fromthe group consisting
Rl(_o)fanmR %awl mdw;lmtw selec®d f®ne thel gretrk¢amsisting of hydrogen, Ci.6-

I LT o ™

formula I, wherein sis 1, Uis COOand R2 is
ClL_6-al k(en/yn)yl 25 I n yet another enbodi nent, the
Inuymxmlie@ smbeilintens, the inygnfsaURtides 39 cpopends of forggds bivherein

ap?é%l eréf%J ]Prﬁ%pfné% A Ve oa(?!i.'i1 a(ee%?{#%ﬁls%g Bt ftofn det ¢,

G-Zkly@h@nyyl@ 8-cycl oaI k(en)yl hal o- C3_8-cycl oal k(en) yl,
cyano- C3. 8- cycl oal k(en)yl and Ar. 30 In yet anot her
enbodi nent, the invention relates to conpounds of

Infgfgr Eﬁgtﬁe nb\gﬁﬁﬁﬁie t Nthe Savefition reltdsSo P@&Hds%@ HorfF114 B wherein

ecte romt group consisting o
s €1, B-ialOkdrelRYis sylected GdnBthe godupalokgisting/of Ci.-alk(en/yn)yl, Cs.s-

e G T e oSS B Yl . Ar-Co
cﬁm% nﬂ rg?ml V%Jgecycméﬁ%ﬁ)smcq (,Qbﬁt(&ﬁycr:g?l ﬁ@lmg,naﬁ(eafynm halo-
Cﬁlcﬁlcaﬂlk((m)yl g allo-Gan-oyeloabibes) YieG . catistsaiymylt | t he

invention relates to conpounds of formula I, wherein
5 R11 is a hydrogen atom |In yet another enbodi nent,

Intyee aﬁd!Hﬁ‘rHrﬂHbﬁuﬁ&{taﬁl@ $nvleBtiGOrRAEHtd Sofipot@isnaflferndula I, Wherem
wher ei n %s sel ected fromthe group consisting_o

s isdt Blris €/a10RT is(selepipr from the-gzeup @nsisyng of Ci- e-alk(en/yn)yl Css-
cycloalk(en)yl, Ar-Cy.¢-alk(en/yn)yl and halo-Ci.s-alk(en/yn)yl.

In yet another embodiment, the invention relates to compounds of formula I, wherein
sis 1, Uis O and R? is selected from the group consisting of Ci.¢-alk(en/yn)yl, Cs.s-
cycloalk(en)yl and Ar-C;_g-alk(en/yn)yl.

In yet another eﬁbodiment, the invention relates to compounds of formula I, wherein
sis 1, Uis S and R* is selected from the group consisting of Cy.g-alk(en/yn)yl, Cs.g-
cycloalk(en)yl, Cs.s-cycloalk(en)yl-C.¢-alk(en/yn)yl, Ar-Cy_s-alk(en/yn)yl, Ar-Cs.s-
cycloalk(en)yl and Ar-Cs.g-cycloalk(en)yl-Ci.¢-alk(en/yn)yl.

In yet another embodiment, the invention relates to compounds of formula I, wherein
sis 1, Uis S and R? is selected from the group consisting of Cy.¢-alk(en/yn)yl and Ar-
Ci¢-alk(en/yn)yl.
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het erocycl oal I c(en)yl, Ar-heterocycloall (en)yl,
Ar-Cl _6-al k(en/yn)yl 10 heterocycl oal k(en)yl,
wW@008408d6&T en/ yn) yl oxy- het er ocycl oal k(en) yl, PCT/DK2004/000186
hydr oxy- Cl. 6- al k(en/yn)yl, 1I
hydr oxy- C3_8-.cycl oal | c(en)
In brgtonn@ﬂ{@r prap! @il@é% lthﬁalmwér(t@n)ryhates ey eprpRgnds of formula I, wherein

I
5| SN s B o LGB oot o
Ay grgxenGh):- al k(en/ yn) yl - het erocycl oal | (en)yl,
hal o- het erocycl oal k(en)yl, hal o-Cl_6-

all c(en/yn)yl - het erocycl oal k(en)yl,
In % L eﬁe bAdikiche @ﬁey }ztlon)‘:r)éﬂ%fés @c&nﬁdﬂﬁﬂd@ BF krh@) V/ bwherein

cyano terocycl oa
s ispand RESs ﬁlewyﬁdl foarh Kigegrpyip e@islsﬁmgmc@,mam@yyn)yl Css-

oy B ARG B 5P ARG e PBE B ofh BERYY ficayr

aliéed mﬁl ﬁ’lé KarNCY. 9%&’&1@211@&)’12371@%1{3 {@%@g{@ﬁ%ﬂ)@ﬁ l-alk(en/yn)yl and

't er ocycl oal k(en
cymycloalk(en)yl Cl_6- aIIc(enIyn)yI,
acyl - Cl. 6-al I c(enlyn)yl -C3_8-cycl oal k(en)yl,
acyl -Cl1_6- allc(en/yn)yl-heterocycloallc(en)yl,
In N&ﬁﬁﬂ?er erbbeineing tROinREmtiandlakk20 c@mpoumld ep goreleind I, ywherein
sel ect gd fromthe group conS|st|n ydr ogen,

s ig0jaad & pg,ﬁglgqted ﬁgm %g@ug &PRS(I%Wﬁ C1 G-aﬂ((en/yn yl, Ar, fialogen

1 6-al k(en/ |, Ar, Ar-Cl_6-
haﬁgg é%?‘&é‘?@)bf%@%“‘g cyc?oal(E?eﬁ)ng/Iy a
Ar - CS 8- cycl oal | c(en)yl Cl _6-al k(en/yn)yl, Ar-
heterocycl al.k(en)

In p(,et oé&%qn&é?{g( trgﬁymnx%wesgg §;gr|n¥>(gun({s o?)fgmiula I, wherein
s i %dw% Qéﬂ}&é%édfﬁ))ﬁﬁ' th%ro@p%héiétﬁiy o\f@lsela,lk(en/yn)byl halogen and
-oxy- heterocycloal | c(en)yl, hydroxy-C
cyah&(en/ yn)yl , hydroxy C3. 8-cycl oal k(en) yl,
hydr oxy- C3_8-cycl oal k(en)yl -Cl1_6- al k(en/yn)yl ,
hal o- C1. 6-al | c(en/yn)yl, hal o-C3_8-cycloallc(en)yl,
InNRt Snddr@muerh&nl thé @ikeMtiorGlfesab lc6@BnR)of lformula I, Wherem

cyano-Cl_6- al k(en/yn)yl cyano- C3. 8- cycl oal | c(enz
s iarld Udiy &16)- @;m@-l& /8 Isolapted from fiap govpaoasiring-vhifmealk(egyn)yl,

et en atomforma
C%&”@'ci%aﬂlﬁ(g gc Cgbt%({elé%&ﬁc glllfﬂésnyjn 3 ated ring which
optionally cont ains 1, 2 or 3 further heteroatoms_

with the prowsothat when R3 is NR12R12! E
Iy Anqereapiod et sthrraverion etates (g campeids/f i al hrein

S%ﬁi%?@@?@%’ﬁlcﬁgﬁ@ﬁm Cl_6-al k(en/yn)yl then

the nitrogen atomis linked to the WD 2004/ 082677

PCT/ DK2004/ 000186 20 X- roup viat
Incyet gncghg(eéw thegn\ga %9%?%%:&1 é:ﬁjnypu% S of formula I, wherein

s 13 §r S ). %gilk (IQ“)lé’ b h?éro gen SoR 4009 1Y Rif¥dred fHRIMP C3 kN yet

anot her enbodi nent, the invention relates to compounds
cysfloallcemyt, dytiroxpHersedyeloatiden)yl, deloeGteeycloadidrnlyd cypenps-s-
)@ggﬁk(% )'y?gn(ff Cl-6-al k(en/yn)yl, C3-8-cycloal k(en)yl,

In yet another embodiment, the invention relates to compounds of formula I, wherein
sis 1, Uis CO-NRM and R? is selected from the group consisting of Cy.¢-alk(en/yn)yl,
Cs.g-cycloalk(en)yl, Cs.s-cycloalk(en)yl-Ci_g-alk(en/yn)yl.
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5 8-cycl oal k(en)yl-C 1-6-alk(en/yn)yl,
Cl-6-al k(en/yn)yl - C3-8-cycl oal k(en) yl,
whedoasasyt| oal k(en)yl - C1- 6-al k(en/yn) yl, PCT/DK2004/000186

het er ocycl oal k(en) yl, Ar AY- Cl-6-al k(en/yn)yl,
Ar-C3-8-cycloall (en)y

In ygt-aggther erpeodiaienis (f@annim rejatgs fq eompayngs of fapmudp Igwherein

s i, SR ir;/a)%ﬁ}?lo %ﬁé(%&g‘p&%en/yn)yl - 8-

cycl oal k( en) yl oxy- Cl 6-al k(en/yn)yl,

Cl-6-al k(en/yn)yl oxy- C3- 8-cycl oal k(en
In pstyangthep glﬁb%{l@?@%&, ypventlon rglates to co(mpo)unds oﬁtormula I, wherein

1 n/yn)yl oxy-C -6-al k(en/yn)Yl, Cl-6-
R kaﬁé’d?y%uyal%rﬁy car bonyl - C1- 6-al k(en/yn)yl,
C3 8-cycl oaI I c(en)yl oxy- car bonyl Cl-6- al k(en/yn)yl
Tn T3 e PR ont Hi iV esdiog raleiee & Sy its SEEoRRE T, Ghiclin

R h@%%s@d §%§1¥[ﬁ% ?fg)l; &62%13& ng of heterocycloalk(en)yl) C|1 -alk(en/yn)yl-

hetwtayeﬁalkﬁ@rayk A&ﬂﬂﬁgﬁrr)w’bzodk@l)@yéﬂ&ld@@dﬁl)/yn%’l-

he a?cgcggﬂg 113 %ﬁf(gﬁ%ﬁﬁ%y Reterocycloalk(en)yl, hydroxy-Ci.-

almah/s?n)@cﬁ 1 L(%agl-éy(cﬁﬁ)lé(én)?ﬂ- h@d@b{y&lefwwymhﬂcem)yl hydroxy-Cs.
hal o- en/yn)yl - C3- 8- cycl oal k( enE
- Rbak(en)yl- 6p¢~a fmmn)ylshﬁhm-ﬁfueﬁ k(pe yRy b s @:fy‘éoalk(en)yl

R b RGPl BDU, bt Bfbisacycfonteny, halo-Cr

allé(éﬂi)’%ﬁ)yﬂ-lhéﬁﬁbcycloalk(en)yl cyano -Ci6- alk(en/yn)yl cyano- C3 g-cycloalk(en)yl,
NR12R12' - C3- cl oal k I C@‘é (ﬁ gi é“?’)éé 1 20 | iy
cyw-h%rﬁ&%lpalb% i HSRP- iRl Ylpoyano-Ci.s-

allﬁﬁﬂ@ﬁ}igu £ q%’n& St(@ﬁhﬁ &yan ol ezll e?gﬁ)%ﬁleie%@@b@ﬂ((éﬂﬁﬁhcyl—
C@SalB(—em&}ml)}dadtdyt C@@-):yd:lpa]l{(?;n)yl acyl heterocycloalk(en)yl acyl-Cs.g-

o AL o My ot st o

B@E et 1% 1, NAC?RAE wkren al k(en/ yn) yl,
all %ql c(enﬁ’ﬁn)ﬁ%% Cl- 6-al'k(en/ yn)yl |
Rl,&\rand Calrs Bidepanfentlyyas)ggted from the group con51st1ng of hydrogen, C.¢-

L@r Ry A D e e PG o DGyt BrRr-Crs

il ﬁr & eoabatalonyl, BB0osChelGalkeihGr/alkElyA, Ar
, optional Iélsu stituted

heltmggspdczalk(@}%lﬁwwe 1/Yi R AT oY iCamaypipalk(en)yl, Ar-oxy-
I -
CEr R IR ]aer@?’-‘fnﬁe o ey Cu
alﬁ@mg;flgl('iyedgéxyf ;Eg gFuycaodlk(e\gl)}lemwdmxyBO3 ﬂ:(qurl]@lk(en)lyl Cll.ri— 9
alksaismeyl, balp r?ilf‘(F g’éc}} Ard Fiﬁ?i %Q(%} é’slya?%}ééérrpouxds
oSS LK1 o 8 SR Wﬂyiﬁngﬁ%%"m“@w
aehdyado1@picyclohkk(¢myletit 4-ak(engmaylesr t o conpounds of

REGid T cpiatbiel P eoss g i e hersenmisde

ﬁs‘xﬁﬂﬁbﬁrﬁﬁé whidlEoptUEIN Eaihel 2t €53 firthePRMedadamsof
formula |, wherein

with the prov1so that when R® is NR'™R'? then q is 0.

When R represents NRZR7_C,_¢-alk(en/yn)yl, NRPZR'.C; g-cycloalk(en)yl or
NRZR'?_C, g-cycloalk(en)yl-Cy.¢-alk(en/yn)yl then the nitrogen atom is linked to the
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5i3is Ar. In yet another enbodi ment, the invention
relates to conpounds of formula I, wherein R3 is
whedoagasyrl oal k(en)yl. 10 In yet another enbodP@EDK2004/000186
the invention relates to c ounds of fornulal
wherein R3 is not heterocyCloallc(en)yl.

I'n
X-Ghlptenad Eabet nenk(enfmdyli Avenaydlonlkiea)Apess- ‘GY@%%HS@HMSQ

wh R3
G"aﬁze({gé&o%ﬁoé}é’rk(eﬁm E]c1_6- Ialsk(en/yn)yl. 15 I'n yet

In §siOdroerer enﬂ»ednmntthe mhmtldmwelateis 0(51 cor@p@inds of tormmivh widsein
of formula I

R'ig sdeeiey Eranihg g&wﬁon@ﬁm@%ﬁ%(@ﬂwwwl G- gecoali{gRpL Cs
f
- SERABPHC, L AREISN CpRaI AR o ERTRAARS) |
he;eedsoyal’uaﬂ&{al)yb@b@dlk(mﬁyn)y]l; heteiosyanslik@En)ylepntiesCiealk(en/yn)yl,
Gemrienr SR ARy coorlepRR 1 G SRV Ay
au@(eﬁJ@ gmlgydlo%ngﬁ *@%ﬂnliy(gﬂmgﬂmyemwﬁ(mggmgynds
cy@mgm)w(o@m ﬁ)a}li:(@%’yn)&i, ca-saams@/mmw -Cs -pygjealkgRbi.nir-
t [ t d f
R R ST ST PSS
all&@nﬂyﬁ)ﬂ@ty-@dimﬂwcl%mqém/yﬁm C3t8ttgzclorau@m)y1©myxce]}bah§elsc1 2!
ounds of fornul rein i's
I A G oY oA XD EISRy e ony iy s-alk ey,
4
haf) n@b Qﬁé@%)?ﬁg SAG zhé';%c% g(g:?)gl 34100, Y81 MERRA-C6-

1 on tes to CO ounsof
allt(en/yu)ya, Halo-Ghgragi(en/yy3l- C&g—ﬁiycloalk(en)yl halo- C1 s-alk(en/yn)yl-Ar,

bl eGP e PO 5 SHGRY FEr ?@&%}S%ﬁbﬁ@%@l <
al]ﬁ(%?@ﬁwé% %yclo?(h& EBYDAL, NSRS optionally substituted NRR'?-C

n/ yn)yl’. I N %/et anot her enbodi nent,
alk(ee/ynjpleoyitionally s;lbatl‘e@dtlﬁRc *Bipéinechyclorlienyhang dptionally

SU, gﬁ%@ﬁk}%ﬁo O%fgenl)ﬂvdé‘ré ?ﬁg@%ﬁh es t éocgﬂpgﬁads

of formula I, V\/nerel n R3 IS not
hal o- C1- 6- aIIc(en/ n)yl -
In yet another embodiment, the mvent1on relates to compounds of formula I, wherein

R? is selected from the group consisting of Cy¢-alk(en/yn)yl, Css-cycloalk(en)yl, Cs.
g-cycloalk(en)yl-C;_¢-alk(en/yn)yl, heterocycloalk(en)yl-Ci.s-alk(en/yn)yl,
heterocycloalk(en)yl, Ar, Ar-Cy.¢-alk(en/yn)yl, Ci.¢-alk(en/yn)yloxy-C.¢-alk(en/yn)yl,
Ar-oxy-Cig-alk(en/yn)yl, Ar-Cy¢-alk(en/yn)yloxy-C;¢-alk(en/yn)yl, Ci.¢-
alk(en/yn)yloxy-carbonyl-C;_¢-alk(en/yn)yl, halo-C;¢-alk(en/yn)yl, halo-C;.¢-
alk(en/yn)yl-Ar, NR'R'?, optionally substituted NR'’R'?-C; ¢-alk(en/yn)yl, and
optionally substituted NR“ZRY7-C; g-cycloalk(en)yl.

In a preferred embodiment, the invention relates to compounds of formula I, wherein

R is C\_¢-alk(en/yn)yl, typically Cs-alk(en/yn)yl.

In yet another embodiment, the invention relates to compounds of formula I, wherein

R} is C3.g-cycloalk(en)yl.
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In yet another enbodi ment, the invention relates to
conpounds of fornmula I, wherein R3 is NR12R12'. 15 In

wQ ews@ssrher enbodi ment, the invention rel at esSPCDDK2004/000186
conmpounds of fornula I, wherein R3 is not NRL2R12'.
In yet another enbodlnent he invention relates to )

In adrqm@ﬂwa gmpedimsninihemyentighaeleten to cgnpends ob frmghgl, pherein

2 [1c(en/yn)yl. In yet
éﬁ ?ﬁeYaB%gg§5#§%%a$¢%y ventlon rel ates to conpounds
of formula I, wherein R3 is different fron1opt|onally
substi tut ed NR12R12 Cl-6-al k(en/yn)yl
In ypicinether embedimashithe Ixentiogrelates 6?1091%1’%’@% Of g’r’é’g‘f?pﬂo Sihgesin
Rﬁﬁﬁ%ornula I, wherein R3 is optionally substituted
R12'_C3_8-cycloalIc(en)yl. In yet another

errbodi ment, the inventi on rel ates to conpounds of
fornu

erent fro ion
In g A F@&?omﬁ%{}&@ ety el oS Porep G Y s Jierein
E@qgg&gﬁkygggg@g the invention relates to conpounds
of forml , ereln R3 is optionally substituted
NR12R12' C3 8-cycloallc(en)yl-Cl-6-alk(en/yn)yl. WO
Illégtg%{ﬁ)g}?ig%l o&ﬁ%éni eo 1%:\"/{3%2 r% t s%g’ ({)rgpéé%lds %gg Jﬂl%ﬁ%li wherein
Rﬂ@hﬂvﬂléﬂerbcyd&bkﬂk(%h)yl R3 is d| ffer ent from optionally
substituted NR R -C3_8-cycl oal k(en)yl-Cl . 6-
al k(en/yn)yl. 5 In yet another enbodi nent, the
[ rfMRET,
i P By EEAER, 01 SOARIETE a0 AR o fomhet St
R'tie heicgddyoali ey Chetlk(entygyloal k(en) yl ,
Ar-oxy-Cl.6-allc(en/yn)yl, Ar-oxy-C3.8-cycloal k(en)yl,
Ar-oxy- C3_8-cycloal k(en)yl-Cl.6-al k(en/yn)yl,
I, wherein
In?%&%i@fl} ;ﬁ%ﬂﬁﬁéﬂé ‘rthl)‘:( k;rgvgﬂtléﬂ_ pg%/algéégg @El%ﬁg&hcﬁn) i ,of formula I, w
R dmOMgﬁﬁByﬁoﬁy@mmﬂKk@edmanEBd6 lo allc(en/yn)yl,
hal o- C1_6-al k(en/yn)yl, hal o- C3_8-cycl oal k(en) yl,
hal o- C3_8- cycloalk(en)yl Cl.6-allc(en/yn)yl,
In%béﬁﬂfbﬂgr Bkt &R NhY Myv¥htiort it aies®d c EM@ﬁd@QJf ey I, wherein
and cyan- C3_8-cycl oal k(en)yl-C1_6-al k(en/yn)yl, or R12
Rand\urd2-alkiagérhek with the nitrogen atomforma 5-8
menbered saturated or wunsaturated ring which
optionally contains 1, 2 or 3 further heteroatons;
In yet another embodiment, the invention relates to compounds of formula I, wherein

R} is Cy.¢-alk(en/yn)yloxy-Ci.s-alk(en/yn)yl.

In yet another embodiment, the invention relates to compounds of formula I, wherein

R’ is not C,.¢-alk(en/yn)yloxy-C¢-alk(en/yn)yl.

In yet another embodiment, the invention relates to compounds of formula I, wherein

R is Ar-oxy-Ci.s-alk(en/yn)yl.

In yet another embodiment, the invention relates to compounds of formula I, wherein

R is Ar-Cy¢-alk(en/yn)yloxy-Ci.s-alk(en/yn)yl.
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15 with the proviso that when R3 is NRLI2R12' then q is
0. In yet another enbodinent, the invention relates to
w@orposasds of fornmula |, wherein R12 and R12' PET/BK2004/000186
|ndependently sel ect ed fron% fhe group consisting of
hydr oge 1 6- alk(en/y 8-cycl oal | c(en)yl,
Ingst gn |68§0Q1(r%%whe eivee‘ucm@ aé%/tga Gyppounds of fprmpHa | whegein

Rallskd fyéﬁ/(%)gé (%ﬁé%G% éﬁ/g‘ﬁ%n/yn)yl In yet

another enbodlnent the invention relates to conpounds

of formula.l vvhrin R12adR12 are n t
Ingit SRR TIGHTHE B S LOHEI e A GOBPORy A U D veerein

RYsMRNCY MIklendRyAT . 25 I n yet another enbodiment, the

|nvent|on relatés to conpounds of fornula I, mherein

at | east one of R12 and R12' is a hydrogen atom In

ther nbodi ment ntlon re
R L ST OTL E ey O Rp 2B pvneri
}ﬁ%k%aﬁﬁglgﬁzgmwﬁgylgﬁ al k(en/yn)yl. In yet another
enbodi nent, the Invention relates to conpounds of

formula I, wherein at |least one of R12 and R12' is
I
s 2 SRS TR AN et e
Rbfs doohalol Gy chalk(eh®mgilr. X is CO, qis 1, Zis O and R3
is selected fromthe group consisting of Cl-6-
alk(en/yn)yl C3-8-cycl oal I c(en)yl,
%{ ?ﬁ oldﬁl(l@rﬁ) e 1lgen§01{"fe‘fa{t§sn;()368?&1¥)bullcgo'f%rmula I, wherein
-C3-8-cycloal I c(en)yl ,
R?lrsN]l12 2al k(en/yn)yl, Ar-C3-8-cycloallc(en)yl, Ar 5
C3-8-cycl oal k(en)yl - Cl- 6- al k(en/yn)yl,
Ar-Cl-6-al k(en/yn)yl -C3-8-cycl oal k(en)yl, Cl-6-
Int elt %&Hér}éﬁiﬁbldﬁﬁé‘ntctlle %@hﬁ&r@f&ﬂé&é@%'compounds of formula I, wherein
-cyc 01%] k(en)yl oxy- Cl-6-al k(en/yn)Yl, Ci-6-
RaiSK(OeNR/rByI oxy- C3- 8-cycl oal | k(en) yl,
Ar - oxy- Cl- 6-al k(en/yn)yl, Ar-Cl-6-
al k(en/yn)yl oxy-d -6-all c(en/yn)yl ,
Inhek @nc@helﬁmﬂidﬁ(rﬁéﬁtyth)ﬂﬁvenﬁ&h 21465 t8-copploaads er(fermuylk I, wherein
al 0- C3- 8-cycl oal k BR{ -Cl-6-al k(en/yn)yl and
il qptionalby siibriite cEig-adldenyB)dal | c(en)yl . In yet
anot her enbodi nent, the invention relates to conpounds
of formula I, wherein X is CO gis 1l Zis 0 and R3
In yé‘et aedthatencbddimentt the 1gv'ent1pn catatsd totdongpoohdsCif-fBrmula I, wherein
n/yn)y
Rcas fé?fallem éﬂmﬁmw@bys itﬂefea hﬁ%eﬁ/ y@lwalk(%wywl 15
6- al k(en/ yn)yl oxy-Cl -6-al k(en/yn)yl and
hal o- Cl - 6-al k(en/yn)yl .
In yet another embodiment, the invention relates to compounds of formula I, wherein

R is optionally substituted NRPZR'-C; g-cycloalk(en)yl.

In yet another embodiment, the invention relates to compounds of formula I, wherein

R’ is different from optionally substituted NRZRY-C;.g-cycloalk(en)yl.

In yet another embodiment, the invention relates to compounds of formula I, wherein

R is optionally substituted NRPR%.C, g-cycloalk(en)yl-C; ¢-alk(en/yn)yl.
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In yet another enbodi nent, the invention relates to
conpounds of fornmula I, wherein Xis CO qis 1, Zis

w0 2@aad83637 i s not PCT/DK2004/000186
Cl-6-all c(en/yn)yl oxy- Cl- 6-ng k(enlyn)yl. 20 In yet
anot her enbodi nent, the invéntion relates to conpounds

In yét fnothen mbedimgnb ity inventiangelats tejcgrgpanndy of forpulgly vigrein

RS kg Rior S e LR R R PARROOt 1T

aligewpepnds of fornula I, wherein Xis CO qis 1l Zis
S and R3 is selected fromthe group consisting of Cl-6
25 allc(en/yn)yl, C3-8-cycloallc(en)yl,

_q. | ] - Cl-6-al / . "
In %ﬁ %1(0%6? g%@b{f&%l,éﬁecﬁfrggﬂ%ﬁg%@ )1/:(%[ ;@aﬁﬂ)oun@gf o formula I, wherein
R'AanCR B and indérendsmilyyse]ectad -fo8a SheqyalpainsistieppfAr- Ar - C3-
8- | k | - Cl- 6- |
el S BILFRY LIF Y57 <A BD BRI oA Py S IOPK(Sph Aroxy-
CANSRANEHYRA] FEMon/$)Fl, AREEDIHR0d Rl alken) YD hG@RRAUTYS
of forniula I, wherein 30 Xis CO qis 1, Z1s S and
alletgn/ys) b diydorerdCs saeladie cnlyb tydeoas<Tast dyiipabicyl-6i-c-
| / | - Cl- 6- alk t th
ISR AN BRofer SERoP it G or o
cyE%m@érﬁﬁl(LC1-Mﬁ(@yﬁ)y%%&m@x6—alkdeﬁ/yil)yllcy'aﬁo$3@Wclﬁaﬂd(ﬁl)yl

Cl-6-al k(en/ ynfﬁél . WD 2004/ 082677 PCT/ DK2004/ 000186
angdgyppp-Gat-cariorl Ken) b otAlERYVME i nvention relates to

R2GR m?(? eg{ fmﬁ{hr%#%]ﬁinla IBRLEIm £5-8 %eﬁ@eréﬂ dafurBted 33
i $'SEY ectsd Jromthe glgoup consisting o
urShtufatél ﬂﬁlﬁgfwlh%f?)op;ionaﬂ@- c&ntaﬁ:li/s::(]l , aa:i/r |3d(1ﬂ}1§r)ﬂetero atoms;
C3-8-cycl oa en - Q- 6-gbk(en yl,
wigh the papyvep Hiel Wheat ii%:36 k @&C |tlgf‘aq (k%g})n) yl,
het erocycl oal I c(en)yl, Ar,
Ar-Cl-6-al k(en/yn)yl, Ar-C3-8-cycl oal k(en)yl, 5 _
InAret GtBereyblodbhént,(the jnveniin Blasgsko eampaynds of formula I, wherein

Rﬁrra:n EQ@?&L @%g&%g&ﬁ%&% £ lt}?eaérlé&pe (r:]gr}/s%s‘ting of hydrogen, Cy.4-
i ;@ g- = - E B, Ar-Ci6-
allfen/infl; CLECLAMMEML, G- tBALBLE0L ¥y, s

|"'oxy- car'bony (en/yn)yl,

AKG iyl AD L ke Curpgk e IcATSomph oAk i ek Ry
C3-8-cycl oal k(en)yl - Cl1-6-al k(en/yn)yl oxy-car bonyl - Cl1-6
-al k(en/yn)yl, halo-d-6-al k(en/yn)yl,

Inhak endiBerGniivatBedt] 1BE aieption relates to compounds of formula I, wherein

al o- C3- 8-cycl oal k(en)yl -C1-6 10 all c(en/yn) ¥I ,
Riyznd R -age Hidrpendenthy salectesl momhg grapp sonsisfipg of hydrogen, Ci.s-

- Ch- | k(en/yn)yl-Ar,
alg%}@?@-ag@fm oal k(en)yl - Ar,
hal o- C3-8-cycl oal | c(en)yl - Cl1-6-al k(en/yn)yl - Ar,
hal o- C1- 6- al k(en/yn)yl - C3-8-cycl oal k(en)yl - Ar, .
Innyet apefber cradier 15 TEABEDR IR DA fegtula 1, whorcin
1l o ' ubstit ut ed
SR 0% 08 p0gk o

(en)yl. 15 In yet another
enbodi nent, the invention relates to conpounds of

Ty AP AE RGN e SR RGob et & DmepErSp TR herein

at least one of R'* and R'? is Cy_s-alk(en/yn)yl.

In yet another embodiment, the invention relates to compounds of formula I, wherein

at least one of R'* and R'? is Ar.
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cycl oal I c(en)yl,
C3-8-cycloallc(en)yl -Cl-6-al k(en/yn)yl,
whedoaiossyt| oal k(en)yl, Ar, Ar-Cl- 6-al k(en/yn)BCT/DK2004/000186
Ar - oxy-d -6-al k(en/yn)yl,
Cl-6-all c(en/yn)yl oxy-car bofyl - C1-6- al k(en/yn)
Injygt another grboRinagt. thy Wentm 18 -tﬁc@m‘elmspﬁf I wherein

k
X RIORES LARO HER T SReBt T BB consisog B ut e
allNai@RM C@C}&baﬂme@@HIGSQQ’WMhﬂi(dYD}’I)@M—ﬂﬁmﬂWDﬂ Ci6-
odi nent, the_inyvention relates tqQ caonpou

SSRGS XA oAl DY A - loak(er)yl, Ar-
3@?43’5?55%38*&)?{?yn -5%(&@&}912%9?1 6%11(% y%iyl—(% ¢-cycloalk(en)yl, Cyg-

aﬂ@ﬂ@ﬂmﬁi‘}eé‘ih kelaeryyn) @1 Cos-ab et ﬂh(@ylmlwy—(h 6—a1k(en/ yyl, Ci.6-

E DRSOt K b A CaSREE R Sy e
ané('él )ﬁo@é@ ?aik}(&{/%@n%whalo@l Gﬁcxl@dehxyﬁWmfb)wJQ - cycloalk(en)yl

6-allc C3- 8- cycl oal k( enL
oGy clonlsGuD et A e i e hal- ke By S ompounds
{&g{glgu I, wherein 30 Xis SO2, qis 0 and R3 is
CYSIOREPRE £ r om t he group consisting of
Cl-6-alk(en/yn)yl and Ar-C 1-6-alk(en/yn)yl. In a
preferred enbodi nent, the invention relates to
Ingshpraihersngodimen tha mventgnsiekiies to RGmpeundsof é%}t%a §, whggsin
X300 492877 i EThPIR004 000 A6y ROl Sodieheied

Invention relates”to co

alk@h/uh e, Ar, Amh(e{ @aln(en%)ylsCAg-aMnh/m)ybxﬁcllsralle(en/yn)yl Ar-Cy.
preferred enbodi nent, he I nv gr}ir elates to

QEWQ%XbﬁlﬁﬂlﬂﬂV@)V anygfaales not Ar when

g is 0. In another enbodi nent, the | nventl on rel ates

to conmpounds of fornula I, wherein Vis of formlae
InX¥ét YhotheAEmbOdthént, t‘l&(n;veonon relatéd to c@mppnndxmtfh@nula I, wherein
di ment wenti o
Xob s 1 Bk R g kBT TR b
anot her enbodi nment, the invention reI ates to conpounds
of formula I, vvhereln Y is of formula XXV. 15 In yet

Ingyred ehesherarblondiinrent the inwention ehtbole cosipaieds afdowwHp Mﬁ@@fem

Xg%gfcﬁ‘rgrwgn%c}%or%lﬁtlgl FEé’G {'n)&f)li)?m Areg 3tEllI (cehﬁ% Unds

of formula |, wherein

In yet another embodiment, the invention relates to compounds of formula I, wherein
Xis CO,qis 1, Zis S and R’ is selected from the group consisting of Cj.6-
alk(en/yn)yl, Cs.g-cycloalk(en)yl, Cs.g-cycloalk(en)yl-Ci.s-alk(en/yn)yl, C;.¢-
alk(en/yn)yl-Cs.g-cycloalk(en)yl, Ar-Cy_¢-alk(en/yn)yl, Ar-Cs.g-cycloalk(en)yl, Ar-Cs.
g-cycloalk(en)yl-Ci.¢-alk(en/yn)yl and Ar-C;.¢-alk(en/yn)yl-Cs.s-cycloalk(en)yl.

In yet another embodiment, the invention relates to compounds of formula I, wherein
XisCO, qis 1, Zis S and R is selected from the group consisting of Ci.-
alk(en/yn)yl and Ar-C;_¢-alk(en/yn)yl.

In yet another embodiment, the invention relates to compounds of formula I, wherein

X is CO, qis 1, Zis S and R? is C; s-alk(en/yn)yl.
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20 Y is of fornmula XXXXI. In yet another enbodi nent,
the invention relates to conpounds of fornula I,
wob@tess77Y is of fornmula XXXXI'1. 25 In yet anp€Th®dK2004/000186
enbodi nment, the invention r%l ates to conpounds of
formula |, wherein Wis arf oxygen atom In yet
In geioaiotier epbodintashithe mventiomrelatds éo corapennds of orawiepb msem

J.
X Rroore PR g ratare Ema? kuR Pt of R SR s
cy8loaliQen)ydl, € b-cysbalkeinlyl- 0{ o809}y, G PeIR(AII M, -
2004/ 082677 PCT/ DK2004/ 000186 In yet anothe
cyeleplstrmpinhoteroguclpatleniylon fetGr Ge%lliﬁeQ/YéMpé{rﬁ:ds'%Floalk(en)yl

f
Al g‘{)ggy%%drlllf(e%ﬁe 1 6%\%%?%& fel aneg1E e 2#;;@3 h %yoloaflk(en)yl
Aximwtwﬁl &aﬂar(r%mw iAr-C5-alk(es/ya) ity Ggeallcemﬁyr?yll Q1yet

no er e (0] | ON e S 0O C u
alld en/y g IigNyacar lﬁ Zié.aﬁf% lw‘m%?% Wﬁ%@h@ﬁ@ﬁ%ﬁ boRY lyQt 6
allﬁf@%ﬁﬁﬂ @;@gﬁéudmen)yt e G-hﬁY&%i)%xﬂz%bﬁioﬁ?l -£P- 51%(%%)9'15

[a I, wherein ndependent |
hake Cegalkder yml, hak-Gr.ouywledisn)st, halp-Gf. ﬁﬁymk(@!l)ﬁcl 6

AL, s P SEARRLSA cpy

haioc@ NB?B@aug( rm G O(elc Bl (k) SRCY AN en/ g FPAESal-C -
allggayni -scgy@IO@Hq(m()ﬁhz)ky|N1§fRé-,aapk19@ﬁlw&\1j3§mmteﬂé\TR RyeCi-c-
BN BN Akt g fcomoinds

selected fromthe group consisting of a
1 | k I
Inwfgogwfeggt{q%&%ﬁ)typ lr@fnfgo%qe%(téﬁgo ;‘%gjgpunds of formula I, wherein

XRPOR B4R HAM g AR P ORI RRERRLA G, Al pmm. Co

cyékoaﬂ?:’ﬁer&yE((Eﬁycg&hﬁlﬂiﬂﬂﬁ@yd—alﬁ(fn@maml h:E(teDbWQz;}k(,en)yl Aér Ar-Cy.
Pt

al D<A O{ aYlk( FRMRRY] 2 al n%ﬁﬁ Ar, NRIZR12 optlonally
suhaiioG3TR ?«/lé?cﬁgiazzig&w S oyl sabeauled NI C,

cycloalk(en)yl.

In yet another embodiment, the invention relates to compounds of formula I, wherein
X is SO, q is 0 and R? is selected from the group consisting of Ci_s-alk(en/yn)yl, Cs.
g-cycloalk(en)yl, Cs.g-cycloalk(en)yl-C;.¢-alk(en/yn)yl, Ci.¢-alk(en/yn)yl-Cs.s-
cycloalk(en)yl, Ar-Cy.¢-alk(en/yn)yl, Ar-Cs.g-cycloalk(en)yl, Ar-Cs.g-cycloalk(en)yl-
Cis-alk(en/yn)yl, Ar-C;¢-alk(en/yn)yl-Cs-cycloalk(en)yl.

In yet another embodiment, the invention relates to compounds of formula I, wherein
X is SO, qis 0 and R is selected from the group consisting of C;.¢-alk(en/yn)yl and
Ar-Cys-alk(en/yn)yl.

In a preferred embodiment, the invention relates to compounds of formula I, wherein

R3is Arand q is 1.
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al k(en/yn)yl, NR7/R7', S-R8 and SO2R8, or two adj acent
R5 together with the aromatic group forma 5-8
woreobessd’ ri ng, which 25 optionally contains POEDER004/000186
two heteroatons. When R5 represents
NR7R7' - C1_6-al k(en/yn)yl, R7' - C3. 8-cycl oal k(en) yl
Ilmprefﬁmdz’v:mb@@m&nwm akhtinenlagds tetompeutids of fymwa 1, vthenein
he nltro%%p atomis linked to the renmainder of the
Iéﬂﬁﬂﬂél i'a Cl_6-al k(enlyn)yl, C3_8-cycloal k(en)yl or
C3_8 cyclo allc(en)yl-C 1.6- aIIc(en/yn)yI 30 In yet
anot her enbodi ment, the invention relates to conpounds
Ingt preforted embpdinggmsrthe mvertinnrelipsite compeiuly @& femyila I, wherein
sel he group consisting of a
K %ﬁkfg?g %gkb Ar, Cl_6-al k(en/yn)yl oxy, hal ogen,
-NR7R7', -S-R8 and - SO2R8, or two adjacent RS MD
2004/0826 " PCT/ DK2004/ 000186 28 to
Ingngthst FrabeiiBigpt fﬂ%f‘r %V%P@nsf clateRirramPe Lﬁ Wherem Yis
Oﬂmlﬁﬁng gwm@&goﬂom In a
pre erre odlnent t e Invention relates to
compounds of fornmula I, wherein 5 each R5 is

i ndepend ecte fro t he |st

TSP OBIeh PPBP U Tviiion rlgies S RpRHPgR o) S reyegn Y is
ofnBuahlelen/ yn) yl - heterocycloalk(en)yl Cl_6

all c(en/yn)yl oxy-carbonyl, hal ogen,

hal o- C1_6-al k(en/yn)yl, NR7R7 , S-R and SO2R8, or two
dj t RS t t.her .
0 Rl P AR, ot B TRy A B AT Sy

YG$ of embRiXXvat ons. I n yet anot her enbodlnent, t he

invention relates to conpounds of fornmula I, wherein
one R5 is Cl_6-alk(en/yn)yl. 15 In yet another

n .

DA B U ek ME TR AR RARLED oAuARBIGRNOR | yhorein
Yieof fonptheXX®whodi nent, the invention relates to

conmpounds of fornula I, wherein one R5 is

C3.8-cycloal k(en)yl -d _6-alk(en/yn)yl. 20 In yet
h@@%ﬂ@cﬁetﬁéﬁ?&ﬁﬁﬁ%ﬂt thelifMenkiBy ?erl‘ﬁtésotr(‘) d’oﬁip%hﬁés SO RRMR QURBScin

ormula |, wherein one I's .

Y is of formula XXXXI.

In yet another embodiment, the invention relates to compounds of formula I, wherein

Y is of formula XXXXII.

In yet another embodiment, the invention relates to compounds of formula I, wherein

W is an oxygen atom.

In yet another embodiment, the invention relates to compounds of formula I, wherein

W is a sulphur atom.

In yet another embodiment, the invention relates to compounds of formula I, wherein

¥ is a nitrogen atom.
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In yet another enbodi nent, the invention relates to

conpounds of fornmula I, wherein 25 one R5 is
we\eeods®7al k(en/yn)yl . I n yet another enbodi mePCT/DKR@4/000186
invention relates to conmpoupnds of formula I, wherein

no RS is Ar-Cl_6-al k(en/yn)yl. 30 In yet another
Ingieb aatithe pmbodeentfhe Hrvienton wlajesds compewrgs i Aersnws I, wherein
fég&g.lla I, wherein one R5 is Ar-
cycloallc(en)yl In yet anot her enbodi nent, the
i nvention relates to conpounds of formula I, wherein
no R5 js Ar- C38ﬁcloalk en) yl . V\D2004/02677 ]
Ingtet b G50 ¢ %lweﬁtl%telaé?ﬁ&p [rampaWHs At damiula Lygherein

TV & &5l ates to conpounds of fornula I, wherein
one %%gi&gam C3- 8- cycl oal k(en)yl - C1- 6-al k(en/ yn)yl .

In yet anot her enbodi nent, the invention relates to

Inf%% t er&%o&gpg{{u th? g}}ve@tiorbreiﬂt?{s(tgﬁpwywds qsflfowlal wherein
Tq@g}&%feﬁqg@glnent the invention relates to conpounds
of forrmlal wherein one R5 is

Cl-6-al | c(en/yn)yl oxy. 10 In yet another enbodi nent,

b S sk iR SE AP S bl B frdyte 1., wherein
ea@R qfh@{ndeﬁmamsemectéd@omnu@gmp Bofisitiag @FAF-exg@ROUNds
of fornula I, wherein one R5 is

lt@nsma)ﬂc%axkpeﬂwpbdﬂ@)ﬂb Reenynpyyeieplk(emylaryet
AR, RRROCOIRRMRC ! Bfink WM CORAISLALER LhuROEROUNdS

cyahweiliten)yeadbdianedl;.q- dybl@alk(letﬁylltdjp@alk@ln@trﬂysl t o conpounds
of formula I, wherein 20 no R5 is Ar-oxy. In yet

anot her enbodl rrent the invention relates to conpounds
In%fet LRSt P%Jé?nﬂodl leﬁhveﬂﬂ@n iassto co ounds of formula I wherein

(en/yn)y eterocyc oa I'n yet
eaahtR emdepdarddntﬂneml¢ct¢d1ﬁfomrth@gltoup nommtmlgﬁ at(b seadkfoniyniid, Cs-

f I.n
Sk R e ey By R IATrRN G- IR ko her
h&&%@wmﬁ%n)yq her, 'A[ﬂl@lr};tdllé%nfyﬁ Bl RECE LcFATRRERNE, AF-C; 5-
formula I, ereln one
c@lo@l((gn)y( Enspi /Pyl Earstdidgh/yn)yloxy, Csg-cycloalk(en)yloxy, Cs.s-
cycloalk(en)yl-Cy.¢-alk(en/yn)yloxy, Ar-oxy, C;_¢-alk(en/yn)yloxy-carbonyl, halogen,
halo-Cy.s-alk(en/yn)yl, halo-C;_g-cycloalk(en)yl, halo-Cs_g-cycloalk(en)yl-C;_¢-
alk(en/yn)yl, NR'R”, S-R® and SO;R®, or
two adjacent R® together with the aromatic group form a 5-8 membered ring, which
optionally contains one or two heteroatoms.
When R represents NR'R”-Cy_¢-alk(en/yn)yl, NR'R”-C;.g-cycloalk(en)yl or
NR'R”-C;.g-cycloalk(en)yl-C;.¢-alk(en/yn)yl then the nitrogen atom is linked to the
remainder of the molecule via Cy_g-alk(en/yn)yl, C;.g-cycloalk(en)yl or Cs.s-

cycloalk(en)yl-Ci.¢-alk(en/yn)yl.

In yet another embodiment, the invention relates to compounds of formula I, wherein
each R’ is independently selected from the group consisting of a Cy_s-alk(en/yn)yl, Ar,
C1.¢-alk(en/yn)yloxy, halogen, -NR'R”, -S-R® and -SO,R®, or two adjacent R’
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30 In yet another enbodinent, the invention relates to
conpounds of fornula I, wherein no RS is
W@100840836KT en/ yn) yl oxy- car bonyl . WO 2004/ 08267 7PCT/DK2004/000186
PCT/ DK2004/ 000186 30 In yet another enbodi nent, the
invention relates to con‘po&ﬁds of formula I, wherein
togetier REthi the arohmsitio geovpafooma 3-8 mestbesstotinge Whichowdionallyt |
t he inven%&og reltat es to conpounds of formula I,
CORRIES O OF BYQATCRBIOMS hal o- C1- 6-al k(en/yn)yl. In yet
anot her enbodi nent, the invention relates to conpounds
of formula I, wherein no R5 is

In pgrefeed enbedipent (he)ipyentiop relptey ia compstupds oiopanlateherein

hgs i tl I : I .
P MBS 546 SRy L 0P 2t
Ci .Ealffmlg(leﬁ/iynlgrm?d iAm\A‘?Xy, Ctpelk{envsanyi-omero efcidatis(en)yl, €hnpounds

of formula I,

rein n 5 ” 3 3
aﬂﬁﬁm/anb@@:wlal%ﬁiakogﬁl}&w?o-gse-ﬁﬁf(w)&h DPhEy » SR and SO;R,
or€Mbodi ment, the invention relates to conpounds of

formula I, wherein one R5 is
twhalijzc G818 toyetharayik( e pydmatic Boa fopmry §-8)mydmbered yiag, which

anot her enbodi nent, .the invention relates to conpounds
opBPnalhy GafaIng one gAY RNFCIOMPIY R5 i

hal o- C3_8-cycl oal k(en)yl -Cl-6-al k(en Iyn)yl. In yet

anot her enbodi ment, the invention relates to conpounds .
In yet Frothenleabbdinyingtes mverting wiBtdsdo NRpRFunds p6 fqrguast, wherein

angt.h enbodi t, the invention relates to conmpounds
Onsﬁgflsgﬁm“?r?}y‘@ﬁgr ein no R5 is NR/R7'. In yet another

enbodi ment, the invention relates to conpounds of

formula I, wherein one R5 is S-R8. 30 In é t anot her
In grbanithas smbotiseent. ibe mvEripn Telaiasde cowPeEKls § FRrg 1, Wherein

oGS Loy ciiEr el one RS i's SO2RB. WD 2004/ 082677

In yet another embodiment, the invention relates to compounds of formula I, wherein

one R? is Cs_g-cycloalk(en)yl-Ci_s-alk(en/yn)yl.

In yet another embodiment, the invention relates to compounds of formula I, wherein

one R% is Ar.

In yet another embodiment, the invention relates to compounds of formula I, wherein

one R’ is Ar-Cy.¢-alk(en/yn)yl.

In yet another embodiment, the invention relates to compounds of formula I, wherein

no R% is Ar-C;_s-alk(en/yn)yl.

In yet another embodiment, the invention relates to compounds of formula I, wherein

one B’ is Ar- C3.g-cycloalk(en)yl.

In yet another embodiment, the invention relates to compounds of formula I, wherein

no R® is Ar- Cs.g-cycloalk(en)yl.
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In yet another enbodi nent, the invention relates to
conpounds of fornmula I, wherein two adjacent R5

WO o@etobasr7 Wi th the aromatic group forma 5-8 neob®Kea4/000186
ring, which optionally contains one or two
heteroatons. 5 In a preferré%l enbodi nent, the

Ini yw emth@‘rﬁm@danw, the invsnponredsesob CDmpnmlds df foxmmea &j wherein

5 f "

ore ]éH-( g 5%59?&?%?&?%%{@&%?? ot CHECH |
+(G2)" -0, -0-(GR)M -0, -02-0.(GR)p -0,
_CH2- O CH2- CH2)"' -, -S (CH2)

In.xgqgncgh r@qﬂgq@mgﬁ thﬁ@](q@ngor(}@atg tg|.q2mp03g s.qf(ﬁpgx)ulaINVherem

no N%éét%)g %m%hk(e (’\%ﬁg% " Ng'; - CH=CH NH,

-O(CH2)p NH-CH2 -S—(CH2)m NH, - N=CH NH,
or relnrr1|sl 2 or .3, n
Inzyet gnq}]aer@nébﬂghrﬁent ’; 111V63];1012relq‘.gs tprpop'@pmé(}ﬁoqfﬁggnula ][ Wherem
]_?g@@gll B1k(chRR)1IBYeNt i on rel ates to conpounds of
Gz}%l , Me}l} Br:%gtv\o adj acent R5 together form
-CH2-O- CH2-. I n yet another enbodi nent, the invention
rel at

es to coppounds.of formula |, where
o S S BEHTER Rl8 R sl BBOSA S By wherein
o RE RAT, el loxt’he invention relates to conpounds
of for n3u8I al, <£v(\/n&([e)?(§)|X§1, R7 and R7' are independently

sel ect ed fromthe group consi st ng of hydr ogen, Cl_6-

%n%@%rln%él?ng%% ghex{%rf% o%fc%?t % 1}oy rc])}nﬁoun%sof formulft I, wherein
oﬁmnf ke, gdyendilent1-Ct_helkiavaioen. rel ates to corrpounds

of formula I, wherein R7 and R7' are independently
sel ected from the group consisting of hydrogen and

In%%etgn tﬁ%lkn&?lélf )31}@ hg 1@\6%3%1& z%g] f ﬁ?&ﬂﬁ&m V\}}] elrgg wherein
0iXORO13A 6 x3R7 and R7' are Cl_ 6 aI k(en/yn)yl, typi caIIy

Cl_3-alk(en/yn)yl. In yet another enbodiment, the
invention relates to conpounds of fonnula I, wherein

Il%’ét Qn&ﬁe@&ﬁbﬁ?meﬂﬂ' fheGibvininh kd15B¢ C_Pouh&f%iq%hhlylal wherein
k(en/yn)yl WO 2004/ 082677 PCT/ DK2004/ 000186

n8R’linAyekyanot her enbodi nent, the invention relates to
conpounds of fornula I, V\herel n R8 is selected from
the group consisting of hydrogen, Cl_6-al k(en/yn)yl,
5%t nother embodiment, the invention relates to compounds of formula I, wherein

one R’ is Cy.¢-alk(en/yn)yl-heterocycloalk(en)yl.

In yet another embodiment, the invention relates to compounds of formula I, wherein

no R® is Cy_¢-alk(en/yn)yl-heterocycloalk(en)yl.

In yet another embodiment, the invention relates to compounds of formula I, wherein

one R’ is Cy¢-alk(en/yn)yloxy-carbonyl.

In yet another embodiment, the invention relates to compounds of formula I, wherein

no R is C}¢-alk(en/yn)yloxy-carbonyl.



10

15

20

25

30

cycl oal k(en)yl,

C3_8-cycloallc(en)yl-ClL 6-allc(en/yn)yl and Ar. 5 1n a
w@e@imeszeet enbodi nent, the invention rel ates tPCT/DK2004/000186

conmpounds of fornula I, wheyein R8 is selected from

the group consisting, of C1 -al k(en/yn)yl and Ar. In
Ingiebanaihes gmbegiizthe invenéon islaasttp smpeings o fergula I, wherein

mula I, wherein R8 is
mfﬁggggﬂgﬁgg §% yl. 10 In a preferred enbodi nent, the
invention relates to conpounds of fornmula I, wherein
R8 . In yet another enbodi nent, the j nvent| on
Inyyst m%her@eb@éwﬁae imyentiyt ielates tp compenndsef famue Lgvherein

on%%'lsﬂalo ﬁ&%rﬁﬁl)%lrs Cl_6-al k(en/yn)yl, with the

rovi so fferent from a nethyl group. In
yet anot her enbodi nent, the | nvent| on relates to

corrpo nds of fornula.l,
AR 2 tHg iRy e &g el tp Pompeisls S goriil Lowherein
mﬁﬁ@kﬁ%&)@?@%ﬁi&?ﬁbylthe invention relates to conpounds
for mul wherein Xis SO2, sis 1 and Uis
dlfferent fromO In yet anot her enbodi nent, the

ention rel.ate 0. co of fornmul
gt G e, R RS Feb sp P sego ik fofberen
Orﬁrl@ftllg%loe@p@gyd]@ﬂk(cn;}me invention relates to corrpounds
of formula I, wherein Xis CO qis 0 and R3is
Cl 6- alk(en/yn)yl with the proviso that R3 is

In éf algotffé}t terro(aLH‘ié‘mhve {\}/ htu% s t%%o}n'ﬂoéﬁ?&s dﬁilﬂﬁé I, wherein

10N re ¥es £ conpounds
nd RF i8Hato-Cs s oheloglk(en)d. i s 1, U is different fromO0, Xis
CO gis 0 and R3 is a nethyl group. WO 2004/ 082677
PCT/ DK2004/ 000186 33 In yet another enbodi ment, the

In Sﬂ:\( Ql%thé}[l-i d%h@r?t e nmﬁgyfb@aie% cgﬂlggﬁﬁ@s df: fox‘fﬂﬁﬁ € Wherein

ox@JR-‘ersa]hwcgmymg»gAk(enwlm etaﬂie(em)(m)yil so that R3is
different froma nmethyl group. 5 The nol ecul ar wei ght
of the conpounds of the invention nmay vary from

THCRIBEMAL: dnfbodSRBROMRGnyehiEn PEMECH| RMpOBAAH YT Bfm@a I, wherein
coppound of formuia I is tY ically nore than
no R° is halo-Cs. g-cycloalk(en)yl-C1 ¢-al @n/yn)yl

In yet another embodiment, the invention relates to compounds of formula I, wherein
one R® is NR'R”’.

In yet another embodiment, the invention relates to compounds of formula I, wherein

no R% is NR'R”.

In yet another embodiment, the invention relates to compounds of formula I, wherein

one R% is S-RS.

In yet another embodiment, the invention relates to compounds of formula I, wherein

one R% is SOZRS.
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200 and | ess than 600, and nore typically nore than
250 and | ess than 550. One aspect of the invention,

WO 200aigxs71 0 corrpounds of general fornula Xl X apdr/BERA03/000186
10 thereof: (U)S\ I\P-XFélZ)a\ R3 NJ: / R (XXX
wherein f, s, R2, R3 and R5 are as

Ingyest am@rmélm%d% HIvieglign relagesdp fcompgundﬁ of @rmula ¥, wherein

oS e Rt i arolfdi Shup B Kt el i Vit

ophidvyialdy cdrigineoirosti twerticseroabmat.ed to fornul a I are al so
embodi nents of formula XXl X. I n another enbodi nent,
the invention relates to conmpounds of the general

aﬂ% Il%d efShdimend Efﬁéain[i}exfltxdnsreﬁa tes20 chRpRBRL 3¢ ?ormul? vnhereln

rrent the i'nvention relates to conpounds
t\xgneembﬂ:cahtm togethar fox®l X bei ng substituted by one

QRS e R SR, 25 4, HIE IO, T dngbae
@ﬁ;@ LQ-@UIPPUOLISCEL-d-ergens! aCHF-QI - 0w, 8051 X

ng substltut “ed by two independently selected R5

—(§lbgit 1S Lt SH2)sudh -ELiTH(EHBy-Sor tHE-S-4Ak-S-CHo-,

<R Ro IChB to s R O G RRh O o R
~CETH 2004/, 00A 186 (CBA, | NHY 6t -G(OH))pINEATIag] 188(CH,)LANH-,
i nvention relates to conpounds of the general formula

NG BN, niy=SHDSt P O ey, Whereis middpd REANT 11§ 253 Pt aRdp’

o substituents. Another aspect of the invention
re at es to conpounds of the general formula XXX or 5
salts thereof: R2 NX/ M R3 NJ:

In yet another embodiment, the invention relates to compounds of formula I, wherein

two adjacent R® together form -CH,-O-CH,-.

In yet another embodiment, the invention relates to compounds of formula I, wherein

two adjacent R® together form —CH=CH-CH=CH-.

In yet another embodiment, the invention relates to compounds of formula I, wherein
R’ and R” are independently selected from the group consisting of hydrogen, Ci.-
alk(en/yn)yl, Cs.g-cycloalk(en)yl and Cs_g-cycloalk(en)yl-C.¢-alk(en/yn)yl.

In yet another embodiment, the invention relates to compounds of formula I, wherein
R’ and R” are independently selected from the group consisting of hydrogen and C;_4-
alk(en/yn)yl.

In yet another embodiment, the invention relates to compounds of formula I, wherein

one of R” and R” are Cj_¢-alk(en/yn)yl, typically C;.3-alk(en/yn)yl.

In yet another embodiment, the invention relates to compounds of formula I, wherein
both R” and R” are Cy.¢-alk(en/yn)yl, typically C;s-alk(en/yn)yl.
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(Rg !l R (R5)h (XXX) wherein g, h, s, q, U X Z

Rl, R2, R3 and R5 are as defined above, accordingly
wapy4/08d67h, s, U X, Z Rp R2 R3 R5, R6, R69, RIT/BRK2604/000186

R8, R9, R9" Rlo Rlo R11, and R12' are as defined

under formula, I. of the’’embodi ments related to _
Infyst mﬂéprlembpéu%ﬁﬂé tm gycalbielaiesrip sompoynsis of fermiad, hf:rem

RO ERRRE PR P LolEMA Rl B s PR B

cyaldafghiesll, s pgsloblikm)l-Of ¢-dlk@nAapfitayd Agr.oup via the
nmet hyl ene group. 15 I n anot her enbodi nent, the
invention relates to conpounds of the general fornmula
thFfemﬁ reﬁfbﬁdﬁl%t hd ﬁl@gﬁfbn%%@s'té c@&é?\ﬁﬂ@ de ?&HRI‘P&SI t\ﬁﬁ%?em
t he naphtyl group via 't ene group.
R/stselzntot! om theignaipnensistingef € pyallfanom)ylendtes t o
compounds of the general fonnula XXX, wherein g is O,
1, 2 or 3, typically 0, 1 or 2. In yet another
Inem@éh@a Rinbolifagnt, NS ERb 18]a8ds 88 cbRp&R1e 08 Rsttudd I, tlRrein
eneral fornula X, wherein his O, g or 2, typlcally
RDisdr1-dalk(28/yW312004/ 082677 PCT/ DK2004/ 000186 35 In yet
anot her enbodi nent, the invention relates to conpounds
of the general forml a XXX, wherein both g and h are
InQ\, preferned enodiniek, ke dhtitinelatdshe compeuids of foreludd ESviiebein
gggunds of the general formula 5 XX being
Rsigu¥t t ut ed by one substituent R5, in a particul ar
aspect thereof gis O and his 1 and in another
particul ar aspect thereof gis | and his 0. In yet
Inayw mhtﬁheresmﬂﬂmdinmm the iventiow mtdtésoo comipatets af domorkp bumldsein

X 1§1 ene d&k ﬁ%gélai@ rpégn)éfgly%l?q t?x%%?évgstou 1ﬁtd%b 1% dlf%)went from

aﬁ%{%%ﬂ}u 10 aspect thereof gis O and his 2, in
ano gartlcul ar aspect thereof gis 1 and his 1

and in yet another aspect thereof g is 2 and h is 0.
nvention.r

Incyéa %E}h%gem h%}l‘ﬂg{{b tglﬁ él}vgpﬁ?tbﬁtﬂzﬁ?s to compounds oeflfa rmuslai wherein
q is 0, R® is a methyl group and X is different from SO,.

In yet another embodiment, the invention relates to compounds of formula I, wherein
X is SO, s is 1 and U is different from O.

In yet another embodiment, the invention relates to compounds of formula I, wherein

sis 1, Uis O and X is different from SO,.

In yet another embodiment, the invention relates to compounds of formula I, wherein
X is CO, q is 0 and R? is Cy.-alk(en/yn)yl, with the proviso that R’ is different from a
methyl group.

In yet another embodiment, the invention relates to compounds of formula X, wherein

s is 1, U is different from O, X is CO, q is 0 and R? is a methyl group.
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XXX being substituted by three independently sel ected
R5 substituents, in a particular 15 aspect thereof g
WO 2009/0828@7 h is 3, in another particul ar aspectPCTYDKe@i/000186
gis land his 2, in yet agﬁther aspect thereof g is
2 and his 1 and in yet anot’her aspect thereof is 3 .
Inyigtiangihes embpdiment, the giveaiionksiairstto gpmpaendsof dopoudn L, wherein

I el . . 3. .ouk | 3.
) PLER SRRt 05 A90E1 hed S0 i sl s
diffeeét romheetiyhg@ups, g9, U W X Z, Rl, R2, R3 and W
are as defined above, accordingly any of a, o, g, U,
X, X, R, R2, R3,

J9
Tl%lxggkeaﬁaf éveﬁg;’é the BSmBShdd? of %qPﬁlﬁg%%fy tﬁ”ﬁl’él%ﬂlpound to

are as I ned unhder fornu
coanpfvadil. Bt moleetlat wdigho faorompoand of freudd Jsis tybadlyi mermsttban

T L N e T

of the general fornmula XXXI, wherein the nitrogen

atomis attached to position 2 of the heteroaromatic
Ony appctvifahe hwentipsy, rslitenie cgmpapndssoijgenerablorapla XXIX and salts
thenb,dinent, the invention relates to conpounds of the

geReral formula XXX[, wherein the nitrogen atomis

attached to positiong of the heteroaromatic group

via the nethyl ene groupx~ yet anot her enbodi nent,

the invention rel ates to( npounds of the genera

formula 10 XXXI, whereinja i%%o, 1 OQQZ. In yet

anot her enbodi nent, the_i 5{9* téS\%% conpounds

of the general fornula , Whefein ais . 15 In

yet t her odirent invention relates to

conp genéral formula XXXl being

substi tuted ne substituent W In yet another

enbodi nment , i nveR{ion relates to conpounds of the

general formula (XXIX)

wherein f, s, q, U, X, Z, R!, R% R® and R® are as defined above, accordingly any of f,
s,q, U, X, Z, R, R:L R, RS RS RY, R7, R”, R, R, R”, R, R'", R", R” and
R'%are as defined under formula I. Any of the embodiments related to formula I are

also embodiments of formula XXIX.

In another embodiment, the invention relates to compounds of the general formula

XXIX, wherein fis O.

In another embodiment, the invention relates to compounds of the general formula
XXIX being substituted by one substituent R, such as in the ortho-, meta- or para-

position.

In yet another embodiment, the invention relates to compounds of the general formula
XXIX being substituted by two independently selected R substituents, such as in the
ortho- and para-position, in the meta- and para-position and in the ortho- and meta-

position.
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XXXl bei ng substituted by two i ndependently sel ected
R5 substituents. 20 Yet another aspect of the

WO pooaf08ledn rel ates to conpounds of the gener al PEDDRRI0A/000186
XXXI'l or salts thereof: R2 (U S N X z (Z)q 1-1 R3

(R5)b WRL (R5) (X=I) 25 wherein b, c,
Inzet @othqrembrditagy, the myeaticpsretiédsitn @@lmabm’é of g@ﬂﬁmraﬂ]

b%{?g rtegel ol e E Db S R R P 00 1 66

37 R11, R12 and R12' are as defined under fornula I.
A%m% of the enhodinents related to fornmula | are also
Fdshesth o5 therinyetien relatesda qomnoynénel thaBerfrHedptnulp FolX or
’”@9§%§%Fon relates to conpounds of the general formula
wherein the nitrogen atomis attached to
position 2 of the heteroarbnmatic group via the
nmet hyl ene group. In anothef\gﬁﬁodinent, the invention
relates to conpounds of th eral formula =I1,
wherein the nitrogen atomis gttacfied to RE §|t|on 3 of

the heteroaromatic 10 group 3 e~rgtyl ér?elg; oup.
In yet another eppodi nent, vention relates to
conp@g;ds @% XXXI'l, wherein b is
0 1y 6 1 or 2. 15 In yet anot her
enbodi nent; xventionl rel ates to conpounds of the
general formula XI'|, Wderein c is 0 or 1, typically
0. In yet another dlnent t he i nvention ( es to

conmpounds of the genePaI fornula XXXI'l, wherein both
b and ¢ are 0. 20 In yet another enbodi ment, t he
inventi on relates to conpounds of the general fornula

hrlg I??psz Iilukedeéﬁdle%aré Wbt fidddeBbvéRiccdrBindly any
aspe ereo b S an cls 1 ,

of g, h, s,q,U X, Z, R, R? R ,R°, RS R, R, R”, RE, R%, R”, R, R'Y, R R™?
and R'¥are as defined under formula I. Any of the embodiments related to formula I

are also embodiments of formula XXX.

In an embodiment, the invention relates to compounds of the general formula XXX,
wherein the nitrogen atom is attached to position 1 of the naphtyl group via the

methylene group.

In another embodiment, the invention relates to compounds of the general formula
XXX, wherein the nitrogen atom is attached to position 2 of the naphtyl group via the
methylene group.

In yet another embodiment, the invention relates to compounds of the general formula

XXX, wherein gis 0, 1, 2 or 3, typically 0, 1 or 2.

In yet another embodiment, the invention relates to compounds of the general formula

XXX, wherein his 0, 1 or 2, typically 0 or 1.
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and i n another aspect thereof bis 1 and c is 0. 25 In
yet anot her enbodi nent, the invention relates to
w@orposasds of the general formula XXXI| bei ngPCT/DK2004/000186
substituted by two indepen@gntly selected RS
substituents, in an aspect ~“thereof bis 1 and cis 1
In zeichnpthea piobpdiment frecinverttiongolaite to eompaids ef the ggnerphformula

X)ggt ﬁnot er errbcgﬂi nept, the invention relates to
BT o EARENGER r al formula 30 XXXI 1 being
substituted by threee independently selected R5

substituents, in an _ aspect thereof bis 2 and c is_ 1
In ypicRnofhes Abadiment phscnvesndsietes to gompoyngs ef the sgnergpformula

. t f i
RS BERFEE 7ok BN O 4 2o ATRENRIF
h 12 A0k B8 26t RerRETH D2 GO AR1BE ¢ i8BandR A Q.U) S N X (2) q

R3 (R5)d R W(RS)e (XXX I1) whereind, e, s, q, U,
W X, Z, Rl, R, R3 and R5 are as defi ned above,

In g%@ﬁ%ﬂhﬁg Ih¥odiBrnihdBveifonFiatesfo C('):%')oﬁdﬁ’ o%egen@i%}’fdi’ﬁmla
, €9 s9 g9 YTOW X9 Z, R R Rs 599_97 7779
XBX behgsuRdtitnteRDby terndndepehdeatly selsctad Ry melebtitietitss Irf pparticwlar
I . An f .t he odi.nents related to f ordyul | .are
aspgiet et adt RS 8 Tog: oL SSssh dsBocs ekl Ras apa £ 1
angfﬂﬁyét%ﬂ%%?,ﬁfﬁha{egﬁg i@ &@pRWIds of the general

or imul a wherein the nitrogen atomis attached
to position 4 of the heteroaromatic group via the

net hyl.ene_ar oup. t ' , €
In VB R Pt Yo R e PR SR o f¥Speperat formule
XXX eirlg subbiuridnytihee Mddpogintiaseaseted Rasttstihedtst i a particular
position 5 of the heteroaromatic group vi%,the A
aspeqt yaremi @ igP g b is 3, in another particular aspect thereof gis 1 and his 2, in
yet another aspect thereof g is 2 and h is 1 and in yet another aspect thereof g is 3 and

hisO.

Yet another aspect of the invention relates to compounds of the general formula

XXXIT or salts thereof:

RZ
\\GDS
H
N 2
(R5), ™~ X TN R3
Ty
- I
Rl
(XXXIT)

wherein a, s, q, U, W, X, Z, R! R% R and RS are as defined above, accordingly any
ofa, s, q, U, W, X, Z, RLRA R RS RO RS, R, R7, RS, RO, R, R, RO, R RY2
and R are as defined under formula I. Any of the embodiments related to formula I

are also embodiments of formula XXXI.
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15 In an enbodi nent, the invention relates to

conpounds of the general formula XXXII1, wherein the
woRdmogpsn7 atom i s attached to position 6 of thRCT/DK2004/000186

het eroaromatic group via tﬁﬁ met hyl ene group. In

anot her enbodi nent, the i nvehtion relates to conpounds
Ingfn enpfen difuends e ifvsnion relatonto)Xtipoimdsyféhegenerdl dormula XXXIT,

itragen..ataom i tt.agh to.position.7 of the. .
wikeb e iRy BlrBAiSo biifiite hb R afastiific proppyia te
maf§idaerambodi ment, the invention relates to conpounds
of the general formula :Ill, whereindis 0, 1 or 2,
typically 0 or 1. 25 WD 2004/082677 PCT/ DK2004/ 000186
Il o B e S AR TPl ] Db AP bt 80 pEferdl B8mbf
XAXI]whereth the mityoeen atoat Beattacddad ipowtidn 3 boli éhei hrweodromatic
relates to c ounds of the general formula 5 .2L7, U
gPFPVKH%? eﬂnﬁggﬁﬁﬂqhnd e are 0. In yet another
enbodi nent, the invention relates to conpounds of the
general fornmula Xl Il being substituted by one
Ingygb sndtherembodimén, the prventioutelatesstopempotidsraddiie genesal Gormula
X%E& e.is. 1 aqg i n,anot her particul ar aspect thereof d
1B 2 50 9" #0 | n yet another enbodi nent, the
invention relates to conpounds of the general fornula
XXXI'I'l being substituted by two i ndependently sel ected
Inpst giydsber anphoditgent; the nvephen redaiesdio casperndsiaidheginetpl fermula
ZXRXﬁth%eg a?S,Oin anot her particul ar aspect thereof d
ISl and eis 1 and in yet another aspect thereof d
is 2 and e is 0. 15 In yet another enbodi nent, the
inventjon relates to, conpounds of the general fornmula

InyekprqthereamRpdanenis the ifveatieR TdHple ORPeptidthe general formula
Xﬁd&%h?gdsu%itﬁféa%klohﬁ%{ﬂ;s%ituelnpl{an aspect thereof dis 1
and e I's 2, 1 n anot

er aspect thereof d is 2 and e is
1 and in yet another aspect thereof dis 3 and e is

0. 20 Yet anaot her aspect .of the invention rel ates
InoishpBUREegtodHgnty R Bt iHrLo SRRRRIGE gl formula

x&ixarRafe substituted by two independently selected R® substituents.

Yet another aspect of the invention relates to compounds of the general formula

XXXII or salts thereof:

RZ
),
H
N P "
®9),
i
W S R
R, (RKKID)

wherein b, ¢, s, q, U, W, X, Z, R!, R% R® and RS are as defined above, accordingly
any of b, ¢, s, q, U, W, X, Z, R}, R%: R3, R%, RS, R, R7, R”, R®, R, R”, R R'”,
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R (T)S\ M x (2)g~ RB 3 (RS)dd VR 4 (XXIlI1)
wherein dd, s, q, U, V, X Z, Rl, lda, R3 and R5 are
wa@sgoodesiemed under formula |I. Any of 25 the enbOUDRe0I500186
HHMedtofmnwal are also enbodi nents of fornula
) W) 2004/ 082677 PCT/ 004/ 000186 40 In
R'a® hzed Rerivsdis Wefined urider fonmehtln Aayy o€ et exsbadimetapdatadito

ner a erein Vis a carbon
fofpugh] B GRb iR PP BRIl e ot t ached via the
nmet hyl ene group. 5 I n an enbodi nent, the invention
relates to conpounds of the general formula =I

In mg empaditprat, the ygetipngelstasite cempene of the aeﬁ@rahms}@
e
h\@Félﬁ Iﬂ}]e ! n%%ééldit&rﬁtisegc a%éhécpt \P]OS trlog\r?.' c?f écﬁ@ eétgi%t%%%l;a%fe
gr@m@wm]ajmeﬁﬁrldnhgrchpner al formula 10 XXXXII1, wherein
the nitrogen atomis attached to the carbon atom
which is indicated with "2", via the nethyl ene group.
In aﬁot‘ﬁep&ﬁﬁé dlﬁféﬁp @Her[ﬁ{?éntloh ?&aﬂe@%ﬁ&ﬁnﬁ@b%@ %eﬁé?al formula
onpounds of e general fornula , Wherein the
WM (yd@mmtthﬁmﬁrggen atehealtacbed w@oaﬁmdmfath@h@temmomatlcs
15 ingﬁcat d.wth "3", via the nethylene group. In
SR e%ﬁﬁ%&?ﬁ%ﬁﬂwlthe i nvention relates to conpounds
of the general formula XXXXIII, wherein the nitrogen
atomis attached to the carbon atom which is

Injyetiansalnes ¢mbiodiment, the mvantnqnerd?éqsﬁy cempogids o thepgpnprgl fermula

xR ey B S ot ot S P2 & i €70 1 o

2, typically 0 or 1. In one aspect of the invention dd

is 0. In another aspect of the invention dd is O.
In yet another embodiment, the invention relafes to compounds of the general formula

XXXII, wherein ¢ is 0 or 1, typically 0.

In yet another embodiment, the invention relates to compounds of the general formula

XXX1I, wherein both b and ¢ are 0.

In yet another embodiment, the invention relates to compounds of the general formula
XXXII being substituted by one substituent R, in an aspect thereof b is 0 and c is 1

and in another aspect thereof b is 1 and ¢ is 0.

In yet another embodiment, the invention relates to compounds of the general formula
XXXII being substituted by two independently selected R’ substituents, in an aspect

thereof b is 1 and ¢ is 1 and in another aspect thereof b is 2 and c is 0.

In yet another embodiment, the invention relates to compounds of the general formula
XXXII being substituted by threee independently selected R substituents, in an

aspect thereof b is 2 and ¢ is 1 and in another aspect thereof b is 3 and ¢ is 0.

Yet another aspect of the invention relates to compounds of the general formula

XXXIII or salts thereof:
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conpounds of the general fornmula XXXXIV or salts

wo b@apsde77 WO 2004/ 082677 PCT/ DK2004/ 000186 41PCTRRKM®4/600186
N~ (2a RSI (J)aa3 2 XR3IN-1 TRL (X1IV)
wherein aa, s, g, T, U X 2 R, R, R3 and R5 are as
defined under formula | R2ZAny of the enbodi nents
related to fornula | are ab enbodi nents of fornula
=MWV. 5 In an enbodi ment, the Ffnvention relates to
conmpounds of the general for Ia%%XXXXIVQtherein Tis
a nitrogen atomto which t¢f itT ogex &t onf Ts,at t ached
via the nmethyl ene group.

enbodi nent, the
i nvention rel ates t

of the general fornula

10 XXXV, litrogen atomis attached to

t he carbo s indicated with "1", via the
nmet hyl ene . an Bhbodi nent, the invention
relates to conpaunds of the general formula XXXXIV,

wherei n the nitngeang)om is attached to the carbon
atom which is 15 indi'tated with "2", vi ggiharr)
net hyl ene group. | n another enbodi ment, the invention

whelef! €%, 5.0, A0 WOKNFS ROTRY € A RELA af RIFRE BbovEX2eoMingly
wherein the nitrogen atomis_attached to the carbopn -
aggt o, ewhics WV, 1%, Xi AdRCAR 8 it Ry B, RUIRY e RasRhyRenB'”,

r Qup. rln ye ngt her enmhodj ment he i nyention
RPeRIF o e sried il FERGER IR oy Spb oS Hiated 0
forRIEl fe aBo lefibBdinderd ofornhila XDEXHENDOdI ment as is 0. In
anot her enbodi nent, the general fornmula HV are

substituted by one substituent W In yet another

Ixﬁ%ﬁ%ﬁl}c{lﬁ@é%t, L}{}‘%{l%ﬂﬂ%ﬁ YR B el @b oL iU AnTa 2 ©

XXXIII, wherein the nitrogen atom is attached to position 4 of the heteroaromatic

group via the methylene group.

In another embodiment, the invention relates to compounds of the general formula
XXXIII, wherein the nitrogen atom is attached to position 5 of the heteroaromatic

group via the methylene group.

In an embodiment, the invention relates to compounds of the general formula
XXXIII, wherein the nitrogen atom is attached to position 6 of the heteroaromatic

group via the methylene group.

In another embodiment, the invention relates to compounds of the general formula
XXXTII, wherein the nitrogen atom is attached to position 7 of the heteroaromatic

group via the methylene group.

In yet another embodiment, the invention relates to compounds of the general formula

XXX, wherein d is 0, 1 or 2, typically 0 or 1.
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2004/ 082677 PCT/ DK2004/ 000186 42 In one particular
weredvaasasent , the present invention rel ates to PCT/DK2004/000186

substltuted p- di am nobenzene derivatives of the

general forrmula la R2 \~S ¥°R3 YN r Rl (la) wherein
Inyesarsfflonr Embolimesit, Ghe BiveB(dh reBORNREAMPAEDRAS o6 theCEenbil formula

wherein R11 js z (écted fromthe group consisting of
XRF Ao gharen 158 A1 & en/ yn) yl, C3-8-cycl oal k(en)yl

C3-8-cycl oal k(en)yl -C1 10 6-al k(en/yn)yl; or R2 and

R11 together with the nitrogen atomfonn a 5-8
Inrmtrmmﬂm embatiment.cle orvenhaatelatestte dompwglcww éhe general formula

op ta| s 1, .2 or 3 further heteroatons;
Q@#@H@F/ ‘%E&ﬁﬂ n@@ ?OSCQ with the proviso that qis

O\/\henX|s S2; ZisOorS;, 20 RL is selected fromthe

group consisting of hydrogen, C-6-alk(en/yn)yl, C3-8-
Ingyigt preeher efrbeylipent, the invention relates to compounds of thé general formula

E\%%E[ lg(e\ﬁ%gc%%éhﬁ%ﬁc 0 ﬁ% SU?Stﬁ'ﬂLé& ﬁs/ 1%%)%%cu%yalspect thereof d is 0

arldyedis Q>@y1d(ii3 afotharqlactidull 4 (aepecy thereof d is 1 and e is 0.
hydr oxy- C3- 8-cycl oal | c(en)yl -d -6-al k(en/yn)yl,
hal o-C - o-allc(en/yn)yl, hal o-C3_8-cycl oal k(en)yl,
& @t ki '
Ing%lt Qno% g‘_ﬂ‘:ﬁg‘c‘iLn? 3 rtl A ﬁ ﬂg)/\Bé 1ﬁ%1§%t%l t;B %8@‘1%&%% okf (t}éen es}lleral fc()jrmula
xxyanbbeﬁ:ﬂg ﬁﬂasiymtadéd}d m(oanﬁgpenmnlyzsleeted |R£(sehstyme)ry$ in R2

pa@ﬂc Srga[esﬁ%g% %P&lﬁ 1s %(e%l%%qlsj gyg%ggq ]élfaé 7@1&& asiéect%geredf dis1

arf&Se_é 1%){&1'&2&%%{1%1/ hs&érﬁe@bf&(seméﬁﬁe wlo. Ar,
Cl-6-al k(en/yn)yl, C3 WD 2004/ 082677
PCT/ DK2004/ 000186

In yet another embodiment, the invention relates to compounds of the general formula

XXXIII being substituted by three independently selected RS substituents, in an
aspect thereof d is 1 and e is 2, in another aspect thereof d is 2 and e is 1 and in yet

another aspect thereof d is 3 and e is 0.

Yet another aspect of the invention relates to compounds of the general formula

XXXXIII or salts thereof:

RZ
~
U),
i
N 2
Nx T s
RSy 2 If
v )t R!
N
(COCKXIIT)

wherein dd, s, q, U, V, X, Z, R! B2 R? and R® are as defined under formula I. Any of

the embodiments related to formula I are also embodiments of formula XXXXTII.
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43 8-cycl oal k(en)yl,
Ar - C3- 8-cycl oal k(en)yl - Cl1-6-al k(en/yn)yl, acyl,
whyanoxs7CL- 6- al k(en/yn)yl, PCT/DK2004/000186
hydr oxy- C3- 8- cycloalk(en)yl
hydr oxy- C3- 8- cycl oal k(en) yl *¢1-6- al k(en/yn)yl,
Inrrabthge nmbh@n@ntjtheanmml(oanﬂyw); 0 compounds of the general formula

X%?J?Io C%}?feél},) Vi ag én g?o?ﬁ-é Eoe\&{ﬁ&;ﬁ )ﬂ§ﬁ 1’11121;‘8 %?ih%‘?m is attached via the

méthgmEhrdupal | c(en/yn)yl, cyan-C3-8 5 cycl oal k(en)yl,
cyan- C3- 8- cycl oal k(en)yl Cl-6-al k(en/yn)yl,
NR1OR10' - C1- 6- al k(en/yn)yl

111%5 @qu}i%’ﬁgﬂlg ¥1‘g&{e§g{n§ } I{o c%%%gun f (tléen genﬁfas} lﬁ;)rmula
Xute i, nwikt€in ﬁminﬁ?dgbn aom i nidephedteaht kybse hioat, echi¢l M
P.. conS|st|n of hydrogen, Cl-6- alk(en/yn)yl
méz?a@g éh dab wedhp pethylege @Wm oal k(en)yl - Cl-
6- alk(en/yn)yl hydr oxy- Cl1- 6- al k(en/yn)yl,
hydr oxy- C3_8- cycloalk(en)yl hydr oxy-C3-8 10
Infapodmiaidllmémnmy inv€htin Eellates( mrdomppyhds of the general formula

KX %X Iﬁl }ger%i}ﬁegnﬁfré% t91'|n 1&18%:95@ g)(tg\% %,:é %{1 )\%11(’:}1 is
m@.ﬁé@féd%ﬂ@“ﬁ' KaeRd Methylene &Y &%1 C3- 8- CyC| oal k(en)yl and

cyano- C3- 8-cycl oal I c{en) yl 6-al k(en/yn)yl, or R10
and R10' together mnth the nitrogen aton1forn1a 5-8

ered S& H4ns t ed
Inn%thﬁgﬁ aﬁnlby I on alllenls t10; 1r"é‘1ta%J ? copp oun%ﬁ ef\P eral forTgla
Xxmmeﬁhdréiatthe/ﬁiﬁegé%tbm 151 atltacwecm toothe EXBOH atdﬁﬁ rwtﬁch & 0;
and provided that Uis 0 or Swhen s is 1 and R2is a
indiggted e at oMadhe BEPIYEDRBIW. sel ected from the group
consi sting of Cl-6-alk(en/yn)yl, C3-8-cycloal k(en)yl,
het er ocycl oal k(en) yl,
InGhro8ret yribodiniehie ml)Q/]h’WéﬁkKﬁ ra]ale@emb()m])mmds of the general formula

1-6-al |l c(en/ 0 cycl oal k
Xgicgl Ik ‘Kl%eé‘ﬂ}“ ﬁw ToRg aé%lcl@ eftashed i bR wbozﬂiom which is
mﬁfcafg@l Witlfk4e @ﬁ/tﬂé‘}nléﬁgyleﬁé grcg%) 8-cycl oal k(en)yl,
Ar-heterocycl oal k(en C3- 8- cycloalk(en)yl Cl-6
aIIc(en/yn)yI

Inpxet é\iotg al b ngl?}ﬁ) %}% m\ﬁg.‘[l%l? 662@8&? tg)laﬂlé&k%g)hg{% of the general formula

XK 0re! &/E&t@iﬁ/wﬂﬁk vl p¥y2 Qﬂ!pl@alﬁ & 6L 10/ Mbh¥ |aspect of the invention dd
C3-8-cycl oal I c(enjyl oxy-" C1-6-al k(en/yn)yl,

is@1 s ardthes (aspgoy af ik axventisn Qd@wl oal k(en)yl,
Cl-6-al k(en/yn)yl oxy 25 heterocycloalk(en)yl,
Ar - oxy-d -6-al k(en/yn)yl,
Y& arfolhch agd el effthy ﬁv)vfh@myreﬁlcsﬁto capoeidsyoT I general formula
Cl-6- alk(en )yl oxy-carbonyl -Cl-6-all c(en/yn)yl,
X@§C§F%9%W%@I%¥@ﬁ}yloxy car bonyl - C1- 6- al k(en/ yn) yl ,
C3-8-cycl oal k(en)yl -Cl1-6-al k(enl yn)yl oxy-carbonyl - C1- 6
- allc(en/yn)yl, hydroxy-Cl-6-allc(en/yn)yl,
hydr oxy- C3- 8-cycl oal | (en)yl, hydroxy-
het er ocycl oal k(en) yl,
hydr oxy- C3- 8- cycl oal k(en)yl -Cl-6-allc(en/yn)yl,
hydr oxy-Cl-6 30 al k(en/yn)yl - C3-8-cycl oal k(en) yl,
hydr oxy- Cl-6-al |l c(en/yn)yl - heterocycl oal | c(en)yl,
hal o- C1- 6-al k(en/yn)yl, hal o- C3-8-cycl oal k(en)yl,
hal o- het erocycl oal | c(en)yl, hal o- C3- 8-
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cycl oal k(en)yl - C1- 6-al k(en/yn)yl,

hal o- C1- 6-al k(en/yn)yl - C3- 8-cycl oal k(en)yl, hal o-C1-
wo2@kkgmn’ yn) yl - het erocycl oal | c(en)yl, PCT/DK2004/000186

hal o- C1- 6-al k(en/yn)yl - Ar, haI 0- C3-8

cycl oal k(en)yl - Ar,

hal o- C3- 8- cycl oal k(em{)z%- Cl-6-al k(en/yn)yl -

hal o- C1-6 WO 2004/ 0826 / DK2004/ 000186 44

all'l (en/yn)yl-C3-8-cycl oa]R(en)yl -

cyan- Cl- 6-al k(en/yn)yl, c,ano{%s agloalk(en)yl
cyano- het erocycl oal k(e
cyan®2, 8- aycl pal k(en)

ﬁ{( en/ yn) yF

cyano- d 644l 3 8 cycl oal k(en)yl,
cyano- Cl - N al en/yn%yl - heterocycl oal k(en)yl ,
acyl -d - 6- al en/yn)yl, acyl-C3-8-cycloallc(en)yl,

acyl 5 heterocycl oal R{en)yl,

acyl - C3- 8- cycl oal k(en) yl - Cl1- 6- al k( en/ yn}¥IZdRY| - C1- 6-
al k(en/yn)yl - C3-8-cycl oal k(en) yl,

acyl -d -6-al k(en/yn)yl -heter ocycl oallc(en)yl, -
NR12R12,; wherein R12 and R12' are independently

whatciagd, (i,l'E';rU,tm@ ® QRﬁ Rbasli Rtdrags d&ﬁneﬁyﬂﬂﬁgfeﬁnula I. Any of
8- cycloalll(en)

Cl-6-al k(en/
thegmpodiranése ié(t@%pfpu@yla bafeq qole(r@qug,rﬁyl}tp of formula XXXXIV.

hydr oxy- G - 6-al k(en/yn)yl,
hydr oxy- C3- 8- cycl oal k( en) yI , hydroxy-C3-8 10
Incamcdndﬁidli&ﬁenrt) thle-iidenfiemtdiftentoyooinponnds of the general formula

-Cl-6-3 en/ 8-c en , .
it Gty gt 5 A e toreio B dp g R Aoy Kitished via the
mgﬂgehg%%g%,n)yl cyan- C3-8- cycl oal k(en)yl and

cyano- cycl oal I k(en)yl -Cl1-6-al k(en/yn)yl, or R12
and R12' together with the nitrogen atomforma 5-8
at ed..or 4 sat ur at ed

g e St e Bl O ret GBS oo M MR o 1

XRXKTIVY iR ﬂﬁiﬁlﬁr\o/%ngd’c&ﬁﬂs gifached ftha ca¥b atoXWhickd¥! ,
XXVIT or XXVIII: 2004/ 082677 PCT/ DK2004/ 000186 45

indirated WiHEYY', vinthy metylenXgoupRS) C  (R5)d (R5)f W (R5)e
XXVI - XXVI |
In an embodiment, the invention relates to compounds of the general formula

XXXXI1V, wherein the nitrogen atom is attached to the carbon atom, which is

indicated with “2”, via the methylene group.

In another embodiment, the invention relates to compounds of the general formula
XXXXIV, wherein the nitrogen atom is attached to the carbon atom, which is

indicated with “3”, via the methylene group.

In yet another embodiment, the invention relates to compounds of the general formula
XX, wherein aa is 0, 1 or 2. In one embodiment aa is 0. In another embodiment,
the general formula SXSCCKIV are substituted by one substituent R®. In yet another
embodiment, the compounds of the general formula XXXI are substituted by two

independently selected R® substituents.
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(R5)g (R5)h XXVI'II wherein 5 the |ine represents a
bond attaching the group represented by Y to the
wa@a00pose6at om  WsOorS;, ais 0, 1, 2 or 3; 10PGI/DK2@4/000186
1, 2, 3 or 4, cis O0or 1; 15 disO, 1,20r3; e is O,
1or 2, WO 2004/ 082677 PCT/BK2004/ 000186 46 fisO,
Inbn2 pal;twu}faf) embodimedy, thg prBseanantﬂqn rebitds tb suldtituked p- or

.3;.apd each R5 is i e Iectedfromthe
aigiserRe Pty os Y BRet iRy y 1. ol
g-cycl oal k(en)yl
C3-8-cycl ogl kzgn)% -6-allc(en/yn)yl, Ar,
Ar-Cl-6-al k(en/yn)yl, yl, 10 Ci-6- al k(en/yn)yl oxy,
C3-8-cycloal l c(en)yl ox , CB{S cycI@I lc(en)yl-Cl-6
al k(en/ yn)yl oxy, hal ogeg oX @kk&;n/yn)yl
hal o=C3- 8-

hal o- C3- 8- cycl oal k(
cycl oal k(en)yl ~Cl- 6~ efen/yn)yl, -CO NR6R6', cyano,
cyan- d - 6- al K(en/Nn) yI™ cyano- C3-8-cycloal k(en)yl,
cyano- C3- 8-cycl oall c(en)yl - C1-6-al k(enlyn)yl, -NR7R7',
-S-R8 and - SO02R&! or two adj acent R5 together with
the aromatic group forma 5-8 nmenber@g) 15 ring which
optionally contains one or two heteroatons; RG and R6'
Telj ndependent |y sel ected fromthe group consisting
of hydrogen, Cl-6- alk(en/yn)yl, C3-8-cycloallc(en)yl,
C3-8-cycl oal k(en)yl -Cl-6-allc(en/yn)yl and Ar; 20 R7
siamlcbrRy" are i ndependently selected fromthe group
consi sting of hydrogen, C 1 -6- alk(en/yn)yl,
C3-8-cycl oal k(en)yl,

U@?g?SP&@L %ZK@QM—OQr'@W(;W&&Eﬂl} iNeledftd @Y the group
an
consisting of hydrogen, C;_s-alk(en/yn)yl, Cs.s-cycloalk(en)yl, Cs.g-cycloalk(en)yl-C;.

¢-alk(en/yn)yl; or R? and R together with the nitrogen atom form a 5-8 membered

saturated or unsaturated ring which optionally contains 1, 2 or 3 further heteroatoms;

qisOorl;
X is CO or SO;,; with the proviso that q is 0 when X is SO»;
ZisOorS;

R is selected from the group consisting of hydrogen, C;.s-alk(en/yn)yl, Cs.g-
cycloalk(en)yl, Cs.g-cycloalk(en)yl-Cy.¢-alk(en/yn)yl, acyl, hydroxy-Ci.-alk(en/yn)yl,
hydroxy-Cs.g-cycloalk(en)yl, hydroxy-Cs.g-cycloalk(en)yl-C;_¢-alk(en/yn)yl, halo-C;.
¢-alk(en/yn)yl, halo-C;_g-cycloalk(en)yl, halo-Cs.s-cycloalk(en)yl-C;.¢-alk(en/yn)yl,
cyano-Cig-alk(en/yn)yl, cyano-Cs.g-cycloalk(en)yl and cyano-Cs_g-cycloalk(en)yl-C;.
c-alk(en/yn)yl;

R? is selected from the group consisting of hydrogen, Ci.s-alk(en/yn)yl, Cs.s-
cycloalk(en)yl, Cs.s-cycloalk(en)yl-C;¢-alk(en/yn)yl, Ar, Ar-Cy¢-alk(en/yn)yl, Ar-Cs.
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R8 is selected fromthe group consisting of hydrogen,
Cl-6-alk(en/yn)yl, C3-8 25 cycloallc(en)yl,

w@08/0826¢T oal k(en)yl -Cl-6-allc(en/yn)yl, Ar anPiCTNBER®4/000186
wherein RO and R9' are independently selected from
the group consisting of hydfdgen, C1.6- alk(en/yn)yl,

8- G}'B}l&ﬂe(}m]}’d}a‘}xﬂ(@em:ydloah@n)yl Ci¢- alk(en/yn)yl acyl, hydroxy—C1 e

b By £ e bbbt ne v GahdCrene

aliceinh@l éﬂ%l;%e?l; Egedsls@ehk(%nxthl aeflo-a5 §-cydb sk Rdhalo-Cs 5-
CWQ%‘@(@WI ﬁmﬂi%g]éylz)-}’h@vﬁ}d p%wﬂ}&-@ih@é«moﬁBm Gusopy |
el %990 R S gy R s R R B Rt epheny
allcfentya PANRA R L @ geéﬁydauc(e@) Biirid NKIORG‘B@%%@%M@Q &

| met hyl ) - am nol, 2- mehyl phenyl ) - carbam c_aci d et hyl
PG R P A ( ﬁa@ﬁmnd@mmtﬁdzﬂom e

h

o O AN 0, 3 B e e bRl
c-alki(ah/ ety hly hydrekeC s-alk(en/yn)yl, hydroxy—C3 8- cycloalk(en)yl hydroxy-Cs.s-

%&qaﬁﬂg{)&ﬁ% 67 @ﬁ‘? %)yWha%) C12 6-5? z tl]]yyn%qeﬂgllo C3%?crycl%nlk(en)yl
ha(léd3 %yél%aﬁé@éxgyloegoe@l& 1f b)c ¥ a[ﬂ%(feﬁbyh)ﬁhéﬁﬁbm

| J- am no} - y-carbanic

cww;(pn)ggm ¢yapa- .q3(859ymaﬂaﬁ¢n)y]hﬁjg@aikfen,l}m)yl or R‘“ and R
toégﬁe H’ w}d'l )the ].’]rHl gn a&o n%rrx %%em)ém}oereg rsetl)t%{rgltgd grcllm%at%ra%?&/ ring

whfbh[oqaaoﬁl@mntdmsopfzeﬁ -2k tAEt Heydroatadib;no] - 2- net hyl phenyl
}-carbam c aci,d ester; 15

pioyided thatriher & tlﬁﬁ%lsawrzcwmthﬁpms &rAndo) - 2- met hyl pheny
pll{DE( G‘[é?@panz A k@?‘hlgop e@ﬁ}%l afiPR®fs 2 hydrogen atom or acyl;

yl met hyl ) - am no] - 2- net hyl phenyl ) - car bam ¢ aci d propyl
gster; {2-Methyl-4-[(Sphenyl -thiophen-2
Ry et Lo e PR FYSTSUEE PE Gori-e KLY Vb Spgreycioplienyl,

h&&lo€cloalk(en)yl, Cs.s-cycloalk(en)yl-Cy.¢-alk(en/yn)yl, Cy.¢-alk(en/yn)yl-Cs.s-
cycloalk(en)yl, Ci.s-alk(en/yn)yl-heterocycloalk(en)yl, Ar, Ar-Ci.¢-alk(en/yn)yl, Ar-
Css-cycloalk(en)yl, Ar-heterocycloalk(en)yl, Ar-Cs.g-cycloalk(en)yl-Ci.¢-
alk(en/yn)yl, Ar-C;_¢-alk(en/yn)yl-Cs_g-cycloalk(en)yl, Ar-C;¢-alk(en/yn)yl-
heterocycloalk(en)yl, C;.¢-alk(en/yn)yloxy-Ci.s-alk(en/yn)yl, Cs.g-cycloalk(en)yloxy-
Ci¢-alk(en/yn)yl, Cis-alk(en/yn)yloxy-Cs.g-cycloalk(en)yl, C;.¢-alk(en/yn)yloxy-
heterocycloalk(en)yl, Ar-oxy-C;.¢-alk(en/yn)yl, Ar-C¢-alk(en/yn)yloxy-C.¢-
alk(en/yn)yl, Ci-¢-alk(en/yn)yloxy-carbonyl-C;.¢-alk(en/yn)yl, Cs.s-cycloalk(en)yloxy-
carbonyl-C;_¢-alk(en/yn)yl, Cs.g-cycloalk(en)yl-C;.¢-alk(en/yn)yloxy-carbonyl-Ci.s-
alk(en/yn)yl, hydroxy-Ci.¢-alk(en/yn)yl, hydroxy-Cs.s-cycloalk(en)yl, hydroxy-
heterocycloalk(en)yl, hydroxy-Cs.g-cycloalk(en)yl-Ci.¢-alk(en/yn)yl, hydroxy-C;.¢-
alli(en/yn)yl-Cs.g-cycloalk(en)yl, hydroxy-Ci.¢-alk(en/yn)yl-heterocycloalk(en)yl,
halo-Ci.¢-alk(en/yn)yl, halo-Cs.g-cycloalk(en)yl, halo-heterocycloalk(en)yl, halo-Cj_g-
cycloalk(en)yl-C;_g-alk(en/yn)yl, halo-Cy.¢-alk(en/yn)yl-Cs.g-cycloalk(en)yl, halo-C;.
¢-alk(en/yn)yl-heterocycloalk(en)yl, halo-C;_¢-alk(en/yn)yl-Ar, halo-C;.g-
cycloalk(en)yl-Ar, halo-Cj_g-cycloalk(en)yl-C; ¢-alk(en/yn)yl-Ar, halo-C; -



10

15

[4-(4-1sopropyl - benzyl am no) - 2- net hyl phenyl ] - car bam c
acid propyl ester; {4-[(5-Brono-thiophen-2

W@ evaokpsl) - ami no] - 2- chl or ophenyl } - car bam ¢ aci PCEDKR004/000186
ester; {4-[(5-Chloro-thiophen-2

ylnethyﬁg an1no - 2-chl or oph %yl} carbam c acid et hyl
alp@®néen)EiGs.s- cycloa (en)yl-Ar, cyano-Ci.s-alk(en/yn)yl, cyano-Cs.g-

)§°4Cia 1%5\]5@ ﬁwl" %r] 2115:]6:“%8 CE fi e’é)é’ﬁ é’g’ o8 N Db arkceG i 2E ophen)
alk@nGbar Graflo C4: Glaﬂé(@ﬁ/gﬂ)ggc@%%mbameﬁ% BPEDI ] - ARERARY -

%(Ig ester | oro-4 or o- benzyl am no
hettveeyalqalEarlyhrey- (elm dlkfrndp)yl, aest-éh;s-cgoloalk(en)yl, acyl-

AR e R N e

ale&hBn,)yl-Cs.s- cycloalk(en)yl acyl-Cy¢-alk(en/yn)yl-heterocycloalk(en)yl, -
47 [14:5- Met hyl thlopen 2yl metl i I) am | or ophen
Niﬂ A BT end Ny G indeRsatigry s Fise g i izcEros Sonsising

e T s L D S ST

alk&ngm)yl{ Ey(fﬁh*}OCOG-AHCKe(IﬁyIOyl bydroKtHQm#wnloalk(en)yl hydroxy-Cs.g-
YOk OV o B TR oS AR a1 6 B oy Bh &y
haib@w%amg@ﬂ?ﬁbgsuﬂﬁwﬁ%ew GALARRAAR) Ay IR

ester Benzof uranz

cyglandit(hy)y) amthéyand ﬁz%mpba&mmwyc}ﬁ-@lafemém)ﬂ acRd apddpy |

e |

o e Wy T s s pan D SaAraled o sy ring
whith@ptioddlly{ cbniairBen ZQ{r B] fulth@eeRoatoms;

yl met hyl ) - am noJ- 2- net hoxyphenyl } - carbam ¢ aci d net hyl

ester; {4-[(5-Brono-thiophen-2

{4 et hyI ) - am noJ- 2- net hoxyphenyl } - carbam ¢ acid

I sopropyl ester; {4-[(4-Fluor

0- benzyl ) - (net hyl ) am noJ- 2- net hoxyphenyl } - car bam ¢

EREER & ED Ry RIS Stnae BheryY o &b e aci d

propyl ester;



{4-[(5-Chl oro-thiophen-2

yl met hyl ) - (net hyl ) am noJ- 2- net hoxyphenyl } - car bam ¢
wa@ceiod/ogasopyl ester; {4-[(5-Brozno-thi ophen-2 PCT/DK2004/000186

yInethyl)-(nzethyl)aninoJ-Zagethoxyphenyl)-carbanic

20 acid propyl ester;

{ 2- Met(Rdky- 4- [ met hy| - (5- met hyl - t(RF)R
yl met hyl ) - n enyl }-carbam c acid Y ster;
{4-[ (4-Fl uoriobérzyl ) - (et hyl ) -am noJ- 2 poxypheny

| }-carbam c agy'd ethyl ester; 25
[4-(3-FIuorobenzylanino)-2-nethoxypheny|]-cﬁVba~)%
acid gtyyl ester; <X e
[4-(4-|sopropy|benzylanino)-2-nethoxy6%enyl]-carbanic
acid ethyl ester; {2-Methoxy-4-[(3-nethylthiophen-2
yl nzet hyl ) - am no] phenyl }-carbam c acid ethyl ester;
[4- (2, 4-Difluorobenzyl am no) - 2- net hoxyphenyl ] - car bam ¢

acid ethyl ester
[ 2- ORDgpeizt3A oxy- 4- (4-nzet | zox) ) bezzzyl ai ni no)

phenyl ] - carha aci d ethyl ester; s

[ 2- Oycl ope -(3 ®)

f 1 uor o- 2- methylepgy! ani no) phenyl | - car bari ¢ adi d et hyl
ester; [4-(3-FIuéro-gyﬁethylbenzylanino)-

phenet hyd-gxyphenyl ] - carbam ¢ acid et ester; WO
2004/0@?%?# PCT/ DK2004/ 000186 49 QX&WH

[ 2- Benzyl oxy-4- (3f | uor - 2- net hyl benzyl am no)
phenyl J-carbam c acid ethyl ester;
[ 2- Benzyl oxy-4- (4- met hyl sul f anyl benzyl am no)
phenyl ] -carbam c acid ethyl ester;
{4-[(Benzo[ b] t hi ophg 3
yl met hyl ) - am noJ- 2- cyd o
ethyl ester; 5
[ 4-(3-Fl uoro-2-net hyl benzyl™am >< 1 sopropoxyphenyl ] -
carbamic acid ethyl ester; R3),
[ 2- Benzyl oxy- 4- ( 3- met hoxybenaytani no) phenyl J-carbam c
acid ethyl ester; {4-[(Benzo[1l, 3]dioxol-5
yl nzetl zyl ) - am noJ- 2-i sopr opoxyphenyl } - carbam ¢ aci d
Wﬁ%ﬁé{ ester; {4-[(5-Brono-tl zioph.en-2
y | zvl ) - am noJphenyl ] - carbam c acid propyl ester;
10 {4-[(5-Chl oro-thi ophen-2
yl.met hyl ) - am no] phenyl } - car bam ¢ aci d_propyl ester;
the 3ineyeresents ybqnd speing ﬁ@rﬁ%paﬁ?plf?éymﬁdwgh}’ﬁg thepapben dtom;

acid ethyl ester;

enyl }-carbam c acid

WisOorsS;

ais0,1,2o0r3;

bis0,1,2,3or4;

cisOorl;

dis0,1,2o0r3;

eis0,1or2;
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{4-[ (5-Brono-thi ophen-2

yl met hyl ) - (net hyl ) am noJ- 2- net hyl phenyl }-carbam ¢ acid
WQe@pPB6est er ; PCT/DK2004/000186

{4-[(4-1sopr opyl benzyl) - (ma}@yl )am noJ- 2- et hyl phenyl }

-carbam c acid propyl ester;

{2- Met hyI 4 [methyl - (4-tri fI uoronl et hyl - benzyl ) - am no]

am c acid propyl ester;
fl?? F/bjt "Ryl - g[ met hyl - (4-met hyl sul f ar zyI benzyl ) -am no] p
henyl} carbam c acid propyl ester;
5(4 tert-Butyl -benzyl)- (inethyl )am noJ- 2- chl or ophen
giﬂ cqrbifbc acid et hyl ester; 20
{2-Chloro-4-[nietliyl-(4-tri £l uor onet hyl - benzyl ) - am no
Jphenyl }-carbam c acid ethyl ester;
h {0, ThRor 8; &nd net hyl - (4- met hyl sul fai iyl -benzyl)-am no]p
henyl }-carbam c acid ethyl ester;
{4-[(5-Brono-thi ophen-2

cbh bakp bty Lol odmIne ot COREMAlor 6T DAk EndBI, C.

ester;

pro
8 Qmm(on)cyl A s Gcnlldeyt Gi-opltéa/ By dthid-Ls etk eny/yiatiacyl,

o B o s by iR o S Svror opheny
alk% }H@f@’ Qiaﬁf‘gbﬂ HAPLY.L-alkest/ @l)yl, BBlo-Css-cycloalk(en)yl, halo-Cs g-

oro rrethl-§4tr|fg yoroni etl zyl - benzyl ) -am no

Cﬂcmaﬁym)yl QM’@H?(%’Y%)&’ dCRrIEByR > cy¥aie cyano-Cy. 6-a1k(en/yn)y1 cyano-
RSP RISIRCo: Cirai AF SR -

SOIR, Bytwo adjadcnaRy @ogamedwahmyd aresiate grodp f&@@éﬁ%ﬁeﬂmered
PCT/ DK2004/ 000186 , 50 {4-] ? Chl or o-t hi ophen- 2
rigg WEIRyAPHOPHBE FRAIBOTNES 10 PPIeFIAPS et hyl  phenyl } -
carbam c acid ethyl ester;
4- [(4 | sopropyl - benzyl) - (rret hyl )am noJ-2-tri fl uor onet
emqin}depmdbatﬂly seletdddfrore tieygroess teusistifg of hydro gen, Ci.6-

Rhynd BA
RO SHeyt-FY R BT e Ry B gtk i andA" "
{4-] Met hyI (4-trifluoronethyl-benzyl)-aininoJ-2-triflu

or0|ngthyl phenyl ) - car bai ni c
R’ and R” are independently selected from the group consisting of hydrogen, Ci.-

alk(en/yn)yl, Cs.s-cycloalk(en)yl, C;_-cycloalk(en)yl-C;.¢-alk(en/yn)yl, Ar and acyl;

and

R? is selected from the group consisting of hydrogen, C;.¢-alk(en/yn)yl, Cs.s-
cycloalk(en)yl, Csg-cycloalk(en)yl-Ci.¢-alk(en/yn)yl, Ar and ~NR’R’’; wherein R’
and R”" are independently selected from the group consisting of hydrogen, Ci.6-

alk(en/yn)yl, Css-cycloalk(en)yl and Cs.g-cycloalk(en)yl-C;.¢-alk(en/yn)yl;
or salts thereof.
In one embodiment, the compounds of the following list and salts thereof are

preferred:

{4-[(Benzofuran-2-ylmethyl)-amino]-2-methylphenyl}-carbamic acid propyl ester;
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acid ethyl ester;
{4-[ Methyl - (4-in.ethyl sul fanyl -benzyl)-aiiiiilod-2-tri

wo bavatgasret hyl phenyl }-carbam ¢ 10 aci d et hyl PEFDER(04/000186

{4-[(5-Brono-thi ophen-2
4y|nethy|) (met hyl ) am noJ- 2- %rlfluoronethyl phenyl } -
cHP S dhere-thorlerpeobyethel werino [ B Gindandl-eanbamsphed etyl
%%Wnethyl) (et hyl )am noJ-2-trifluoronethyl phenyl}-
Ccar bai nic acid propyl ester; 15

{4 A BEizA{D 50 ppienyd-y Ineanay)- bzmma]éizbyérhﬁﬁhmzl} Garbaimic dens exppit
hyl phenyl }-carbam c acid propyl ester;

esteX [ (4-t ent - Butyl - benzyl) - (nethyl)aninoJ 2-trifluoromne
R A PR D BT Bl corpamic acid i
emumnethyl phenyl } - carbanlc 20 acid propyl estera

Ao eds e e e asdgitese | V%"

/4 ?"4 Mz@rgfbg%ﬂiﬁﬂnQﬁb-@ﬁbt%zlphenyl] -carbamic acid, mpyl ester;
yl hyl ) - (i net hyl ) am noJ- 2- tyanophenyl } - car bam’c aci d

(B, ﬁp@ﬂ—C/@lgr@benzgz@esulfonvl) -3-methyl-thiophen-2-vlmethyl]-amino}-2-

’”%#%%%ﬁggﬁ’%ﬂ’”g‘é’ﬁfy”ﬁ%gw %er met hyl ) ami noJ- 2- cyanophenyl
{475y ans- tﬁro[phé}ﬁ!?l}‘,hlneﬂzﬂljiaﬁiz;ﬁd] L@fn@@w}ﬁzyl besdyhic aE PRI

henyl }-carbam c acid propyl ester;
esfez: Br ono- 4- [ (5- br ono- t hi ophen- 2

{ %é(??%rg%lg%fh &Bﬁ&ﬂﬂﬂ rﬁ@hﬁﬁ—%nﬁ%?—@-h@ﬁ&%rhp% GGt ol Bpéﬂyl

a&Q-BronD 4-[(5-chl oro-thi ophen-2yhnetliyl)-(nmethyl)am
noJphenyl }-carbainic _a propyl
{4 A Brléors- )lwqp(lanw?s%w%ﬁtaﬂwﬁ%% -yieg ﬁyﬁvévﬁﬁwfafrﬁ%gc pridwyeny!
est&arbarnic acid propyl ester; WO 2004/ 082677
/ DK2004/ 000186 51
{4 P BBy hiop keh-2-g thethydt-yhiro@2zy &y lp ket édrdamivodid propyl
henyl } -carbam c acid propyl ester,;
‘£ + Bromo-4-[ met hyl - (4-trifluoronethyl - benzyl)-am noJ
{PRRIYI- Y- [EED RAI-ShiBEAS - RYWRYIy])-amino]-phenyl}-carbamic acid propyl

ester;

[4-(4-Isopropyl-benzylamino)-2-methylphenyl]-carbamic acid propyl ester;
{4-[(5-Bromo-thiophen-2-ylmethyl)-amino]-2-chlorophenyl}-carbamic acid ethyl
ester;

{4-[(5-Chloro-thiophen-2-ylmethyl)-amino]-2-chlorophenyl}-carbamic acid ethyl
ester,

{4-[(Benzo[b]thiophen-2-ylmethyl)-amino]-2-chlorophenyl}-carbamic acid ethyl
ester;

[2-Chloro-4-(4-isopropyl-benzylamino)-phenyl]-carbamic acid ethyl ester;
[2-Chloro-4-(4-fluoro-benzylamino)-phenyl]-carbamic acid propyl ester;
2-Chloro-4-{[4-(4-chloro-benzenesulfonyl)-3-methyl-thiophen-2-ylmethyl]-amino }-
phenyl)-carbamic acid propyl ester;
{4-[(5-Methyl-thiophen-2-ylmethyl)-amino]-2-chlorophenyl}-carbamic acid propyl

ester;
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ester; 5

[ 2-1 odo- 4- (4-i sopropyl - benzyl am no) phenyl J- car bam ¢
wa@eood/ogasopyl ester; PCT/DK2004/000186

[4-(4-tert-Butyl - benzylan1n8? 2-i odophenyl J- car bam c

acid propyl ester;
{4F [F5-BoapodhipnhanI-vimeshidening-Joearppheryiiogarbamic acid propyl
esehenyIJ carbanmic acid propyl ester;

Fﬁ | odo- 4- (4- M hyl sul f anyl - benzyl ani no)

{2P0RIOYI-4 =/ CREMard-thictie-205I0iRN 1) @BkiRb [-phenyl}-carbamic acid propyl
{2-10do-4-[4-(4-nethyl pi perazin.-1
esigr) - benzyyl am noJphenyl }-carbamic acid propyl 10

fﬁ@k? z:g[béthzo Zhoent7_| lgzg hé/ rﬁ) cém nrOTét hc)hﬁ;fphen Zréo car bantzzrcla daro vl

eserhyl phenyl }-carbam c aC|d et hyl ester;

{(#:L(5Chl ar 9. Ly pohen. y

R S b BRSe et sdiagns acidern ever

{4&@5@] 18WEo ﬁéﬁ Q—ryz’m vl ammo]—Z— anophenyl} carbamic acid ethyl
4-tert- uty benzyl am no) - trlf uor onet hyl

(ﬁghenle carbam c acid ethyI ester,

{JJK@%W?@y\ ¥IE@H’| %ithd )g%ﬁ%;p??é z‘é?xyp;tenyzJ -carbamic acyd methyl

esté#; [ (5- Brono- thlophen 2

4y|neth yl)-am no] -2-trifluoronmethyl phenyl)-carbamc
{falfP Propedpipphess —@?{met@d)—ammoj 2-methoxyphenyl}-carbamic acid

propyl benzyl am no) - 2-tri fl uoronet hyl phenyl J-c
ls%rgéﬁz;egl%g_’m d propyl ester;

{4 4 {BndrecBenBul- yihetbﬂ)mmhaﬁBWha'ﬂmbkénﬁ/l | ua-baveictwyld propyl ester;

phenyl ] - car bam ¢ aci d

[ f‘ﬁBWP}W%?HJ%chX/f"eEﬁy Zylmfua?)o%@tqt{gﬂxm@ﬁ@w sty acid
p,?pﬁ%eé carbam ¢ acid propyl ester;

i net hyl ar ni no- benzylan1no)-2-trif|uoronethyl
{4ofie v drocihidpaen-C- ety Pi(mpsfly]) adBogStmethoxy-phenyl}-carbamic

$é %%,a%%%ylsulfanyl benzyl am no) - 2-tr
HoPs yl phenyl ] -carbani c acid propyl ester;
{4{1}6(5Lz(;%m%rﬂa{opﬁerltbiy@mﬁﬂ?zmkﬂw@&;nmg) 2R Ry R PRBITY

car bazi ¢ aci d” propy ester
a@dpﬁ#@l@mWoro t hi ophen- 2

{2y % )t]-%lzfn@?n 29 1;{7 ?]219 ?f? egzg%] % n}e{lﬁ) )/I—mbmr‘rz 6?}57%,})?} chr%BXzzc acid

pm%gn%hﬁ carbami c acid propyl ester;
rono- 4-[ (5- br.ono-t hi ophen- 2

{(4((Aeltlnonpbynzap (WeThyResyip/ 8&4?%?@@6)}%}@0@6@% agk &yl

ester,

[4-(3-Fluorobenzylamino)-2-methoxyphenyl]-carbamic acid ethyl ester;
[4-(4-Isopropylbenzylamino)-2-methoxyphenyl]-carbamic acid ethyl ester;
{2-Methoxy-4-[(3-methylthiophen-2-ylmethyl)-amino]-phenyl}-carbamic acid ethyl
ester;

[4-(2,4-Difluorobenzylamino)-2-methoxyphenyl]-carbamic acid ethyl ester;
[2-Cyclopentyloxy-4-(4-methoxybenzylamino)-phenyl]-carbamic acid ethyl ester,
[2-Cyclopentyloxy-4-(3-fluoro-2-methylbenzylamino)-phenyl]-carbamic acid ethyl
ester;

[4-(3-Fluoro-2-methylbenzylamino)-2-phenethyloxyphenyl]-carbamic acid ethyl

ester;
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WD 2004/ 082677 PCT/ DK2004/ 000186 52

{2-Broi no-4-[(5-chl oro-thiophen-2 yl net hyl)-am no)
w@b@agslestar bam ¢ acid propyl ester; PCT/DK2004/000186

[ 2- Brono- 4- (4-i sopr opyl benz I am no) phenyl ) - phenyl ] aC| d

ropyl ester:; tent-butyl -b I
[ZEﬁ @1%//40],@ 4 a(ﬁm%zﬂ%‘ftéylé? b&m"&@g@l@”ﬁ }éal ba%zrz]cz ZCZ% ethy ester

[ ZL% 1%{%?9 44(4(7ﬁet§ylkzyc":cﬁz9[bgﬁ%?c{np¥1é)' ﬁénﬂﬁ VPP Qkid ethyl ester;

car bam—

{- 4-[[28&2’0[@#14@A]1@M3E)tlmth$0Mnamy]-;?—bﬁrﬂayél@ﬂvmﬁenyl }-carbamic acid
phenyl ) -carbam c acid propyl ester;
eﬂNl{ﬁe’[ ( 5- Broi no-t hi ophen- 2

[ 4&3'?&?% )24%}}1)'}79@]1142[&%&2D)‘M’gﬂ%w&nﬁ@ﬂﬂy I LEABURES acid ethyl ester;

-d zl'oro-thio
[XB W@WW}/%é’mzetb@@@emidﬂauQ)QW@nyM}camryr: anidicdel ester;

{4 :}:{%@ng] é ]Sdo PR X/lmez‘/n yly a%rzrpc;]—%)sog% ogg},y% 16%)9}1 g&%l mcbclllctzéf eﬁzyl

est{ 4- (4-tent-Butyl - benzyl am no) - 2- met hoxyphenyl J- but yr
am de; N-[ 2- Met hoxy-4-(4-triflugromethyl-benzyl am no)
Mdﬁéﬁg/mwwwk@rﬁ M@teﬂn{l)ztaw(@J@ﬁ?i@%cqfﬁ%gﬂqoequl pr opy ester;

PP o P BRI
[ ZFIKBQJW)LZI)-(@abﬁ@ylbemyimmdi)eﬂyaiizy@&hdmmzc bBid ethyl ester;

4- Fl benzyl - bi
{4%{,( pm@%f?zé;he?zr—%-yhfen}t r})o(met}z;% a?;?z%o] 3—71¥e|t7] yljg eggk/) nc?llr ama}(c: Iagzd

pré? SR Chl or o- t hi ophen- 2yl i net hyl ) -am no] - bi phenyl -
)ﬁ carbamic acid propyl ester;

{4L[34-[Sopi spBbapyl)- bﬁahylj)camm]})?-m&t@ﬁpk‘qnbﬂl}m Bangiawioadyiropy! ester,
{2 @f%y%f[%gwﬁ%% %’@ﬁ?’g?tgylflre%y%ﬂigHzoé—phenyl }-carbamic acid propyl

esydrmet hyl) - (et hyl ) am noJ phenyl }-2- 20
phenyl acet ami de;

{2Npthy it [ovetl(4- (r@ﬂwisub”a;@dtbhmﬁmnngrph@tyﬁwcybw@my{ yrgpyl
m noJ phenyl }-3, 3- di net hyl butyranzi de;
es f@{Z Chl or0-4-[ (5-chl oro-thi ophen- 2yl i net hyl) - (et hyl)

fi@ﬁ M@ﬂ%ﬁz}ﬂﬁﬁné@ﬁ)ﬂ}&ﬁizw ]Ozllck)lﬁﬁcm}ﬁﬁyl }-2Brbamic acid ethyl ester;
i@tdz oro-4-[(5-chloro-tlziop

WW@@MWMO&PW%J %ﬂﬁymzijm}wg}nca@amzc acid ethyl

eSPent anoic acid
fef chl oro-4-[ (5-chl oro-thi ophen-2yl net hyl ) - (et hyl ) am
{nCAlopbenfyidhyluntbehyljfahdgreapdhenbmopphybiltcadutic acid ethyl
EZ- chloro-4-[(5-chl oro-thiophen-2 yl nmet hyl) -
eStdzet hyl ) ai ni noJphenyl } - am de;

{4-[(5-Bromo-thiophen-2-ylmethyl)-(methyl)amino]-2-chlorophenyl}-carbamic acid
propyl ester;
{2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino]-phenyl}-carbamic acid
propyl ester;

{4-[ (4-tert-Butyl-benzyl)-(methyl)amino]-2-chlorophenyl}-carbamic acid propyl

ester;

{2-Chloro-4-[methyl-(4-trifluoromethyl-benzyl)-amino]-phenyl}-carbamic acid propyl
ester;

{4-[(5-Bromo-thiophen-2-ylmethyl)-(methyl)amino]-2-trifluoromethyl-phenyl 1~

carbamic acid ethyl ester;



30 Cycl obut anecar boxylic acid
f2-chl oro-4-[(5-chl oro-thiophen-2yl nmet hyl) -
W@ 2eva0kp6l7) ai ni no] phenyl } - am de; Cycl opent anecaP@DRKR(08/000186
acid {2-chloro-4-[(5-chloro- thlophen 2yl met | zyl) -
(et hyl ) am noJphenyl } - am de?® WO 2004/ 082677
{4T+ @@@Bﬂli%@&-@@lmsﬁy@}(mbﬂméwamy}drzbgﬂﬂyt ameetladiphenyl}-

chl ono-t hi ophen-2 yl nzet hyl
‘%é‘i’@ﬁﬂf etﬁ*l{%%g henyl } - ani dg d -
45#(%125%%19 BVl Dehzl(- Fnéi‘hblflﬁﬁ;ﬁn& ZW%}D%ethyl 1enyl} carbamic acid
[)-(methyl)

am noJphenyl’} - 2-t hi ophen-
et ﬂ-@é’i‘?ét anmide; 5

J\Z{%n%%}g?u%ﬁ %eﬁf)}l ,{-gné(}gylfc{n%n%b ?79]?1?# 01% ez% {'E@ég&%}gﬁé@ﬁzxc Qz\ézd
etle{eEteE;hl oro-4-[(5-chl ono-tl zi ophen 2 ’

| me thI nzi noJphenyl }-2-(4-chl o
{ yg(é)atgg@m%@ wilnpenzyl)- amzno_y2 tr zﬂug; omez‘hyl phenyl} carbamic

ac{lg ,(;?jgyzé; 4-[ (5-chl oro-thi ophen-2yl nzethyl)-(rnethyl)a
henyl }-2-(4- 10 met hoxyphenyl ) -acet ani de;

{NM@‘JqQZhJé’GWI@YJ@lS{I&?ﬁ%yé heramb-anhiiapbenfdidromethyl- phenyl} carbamic

nﬁ F % (et hyl ) am noJ phenyl} 2-(4-fluoro-
‘{5%8’%%/ cetam de; N-{2-Chl oro-4-[ (5-chl ono-t hi ophen- 2
() FEBBWho) hEIPR Eﬁlﬂ))bﬁgﬂhﬁ@—](ﬂgﬁﬁly&rhmg] 2-trifluoromethyl-phenyl}-
qvqid ohexyl pr opi onami de;

grRiceiopepal ¢85 chl ono- th| ophen- 2yl znet hyl ) - anzi noJp

e L P T Lo

ccﬁb@imﬂ c}czc?pl dphESMyyacet anzi de,
2- Chl or 0- 4-[ (5-chl ono-t hi ophen- 2yl net hy I; am no] phe
{441 Hsappaeriyheadt-aneild)aming -2-trifluoromethyl-phenyl}-carbamic acid

loro 4- (5-chl oro-t hi ophen- 2yl znet hyl ) - am no]
pﬁgﬁ’{éﬁeff * 3, 3- di et hyl butyram de;

{N({glze;@tﬂmyldaeﬁg[u 5nezhjz@nmnb]q2mﬂwmroﬁzym)vbpheﬁyl} ~ @b avolc el
%éﬁbut yram de; Pentanoic acid
p’{oﬁl’ f%t 0- 4- [ (5- chl ono- t hi ophen- 2yl et hyl ) - ami no] pheny

Y ORISR i sl e s
a@theroph} eden, de
{4-[Methyl-(4-methylsulfanyl-benzyl)-amino]-2-trifluoromethyl-phenyl}-carbamic
acid propyl ester;
{4-[(5-Bromo-thiophen-2-ylmethyl)-(methyl)amino]-2-cyanophenyl}-carbamic acid
propyl ester;

{4-[(4-tert-Butyl-benzyl)-(methyl)amino]-2-cyanophenyl}-carbamic acid propyl ester,
{2-Cyano-4-[methyl-(4-trifluoromethyl-benzyl)-amino]-phenyl}-carbamic acid propyl
ester;
{2-Bromo-4-[(5-bromo-thiophen-2-ylmethyl)-(methyl)amino]-phenyl}-carbamic acid
propyl ester;
{2-Bromo-4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino]-phenyl}-carbamic acid
propyl ester;

{2-Bromo-4-[(4-isopropylbenzyl)-(methyl)amino]-phenyl}-carbamic acid propyl

ester;
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Cycl obut anecar boxyl i c acid
{2-chl oro-4-[(5-chl oro-thiophen-2 yl nethyl)-am noj -
w@b@apsle7am de; Cycl opent anecarboxylic acid  PCT/DK2004/000186
{2-chl or o- 4- [(5 chlono t hi ophen-2 yl met hyl ) - am noJ-
henyl ] - am de; Cycl ohexanecar boxyl i c acid
ZF QAo 6-ver f- (?@;vlchqfr@hle}(mmhmmwoépimn&mrﬁmwmd pisyyl
enyl} am de; N
‘? *Chl oro-4-[(5-chl ono-tl zi ophen-2yl rnet hyl ) -arni zzo] p

{hBrophg-4 g nietlybphentfliZorygnethplbinayl) -d8iinoND heAIMHcaBmid acid propyl
PCT/ DK2004/ 000186 54

eskg'{ 2- Chl or o- 4- [ (5- chl or o- t hi ophen- 2
[AYdBeL Py sbp )pBJlPPZ@WI Pk g?zeﬁ}g] carbamic acid propyl ester;

|nethox yphenyl) - acet a
[N Z@Frlltlmlr b@my@l(@wm wdophehy@ﬂhelrwmy Icznm’tmypj)l esaino] phe

e U GO R B o P BB Gttt oot ity
[ jlﬁﬂbb[l}(:ﬁlzm@ﬁozls }2@%%&%’1%&)‘ j@@aﬁ&‘amzc acid propyl ester;
| oro-4 chl or o- t hi‘ophen- 2
{%f!q@t%ﬁ Y4-woaithyy méﬁwl}ylzbmy meidriwy%cylb@ezenaAWdepyl
3 Di hydr o- benzo[ 1, 4] di oxi ne- 6- car boxylic acid
97 chl or o- 4- [ (5-chl oro-thiophen-2- 10

{- 4}’ (ﬁaﬁrlayﬂo)ﬂzwpham]zgnﬁmzyl)}mm /B irifluoromethyl-phenyl}-carbamic acid
- Di hydr o- benzof uran- 5- carboxylic acid
dﬁ%fﬁﬁ?oro 4-[ (5-chl or o- thlophen 2- yl net hyl ) - ani noJ

{{ﬂ?;@)@r@%gﬁz’efféylme hgll) amz p—l'tr J]]z_togy nrergltyﬁﬁz%n_y dlr—ﬁaly] (bﬁﬂétﬁeacid
ethyl &sted- cycl ohexyl propi onam de; 15

/- }?%WJ %W@qulﬂﬁzy mtzitz]ol)o ffz‘?zﬁa/ ﬁqtn@dty&ﬁg)fé—ggrbcgmg 2?1161 neollyl este;

[ 4N(4{ MeMy@u%}zﬂ r&n&ﬁ&;ﬁﬁ'&ﬁ@ “tAflugromethyl- pkenyl ]- carbcémzc acid ethyl

t hyl) = (rret hyl") al ni'noJ-"2-1 net hyl ™ phényl }
aphenylacetanlde N—{4 [ (5-Chl or o-t hi ophen-2

{%l[ &%@W%%F’é#} ))é ﬁziy))gﬁ]nz%ojl 2 ?rwyorogetigy p}}enyl} carbamzc acid
pRSpYPestdyd- Chl or o- thlophen 2yl met hyl ) - (i net hyl ) ai ni noJ- 2

[ 4; ?f }ngll op?zlr})ee;zzzj}llclm}u-ng)- 2-trifluoromethyl-phenyl]-carbamic acid propyl ester;

[4-(4-tert-Butyl-benzylamino)-2-trifluoromethyl-phenyl]-carbamic acid propyl ester;

[2-Trifluoromethyl-4-(4-trifluoromethyl-benzylamino)-phenyl]-carbamic acid propyl

ester,

[4-(4-Dimethylamino-benzylamino)-2-trifluoromethyl-phenyl]-carbamic acid propyl

ester;

[4-(4-Methylsulfanyl-benzylamino)-2-trifluoromethyl-phenyl|-carbamic acid propyl

ester;

{4-[(5-Bromo-thiophen-2-ylmethyl)-amino]-2-cyanophenyl}-carbamic acid propyl

ester;

{4-[(5-Chloro-thiophen-2-ylmethyl)-amino]-2-cyanophenyl}-carbamic acid propyl

ester;

[2-Cyano-4-(4-trifluoromethyl-benzylamino)-phenyl]-carbamic acid propyl ester;
{2-Bromo-4-[(5-bromo-thiophen-2-ylmethyl)-amino]-phenyl}-carbamic acid propyl

ester,
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phenyl pr opi onam de;

N-{4-[ (5- Chl oro-thi ophen- 2yl net hyl ) - (net hyl ) ai n
wo pwdoemet hyl phenyl } - butyrainide; 2, 2, PCT/DK2004/000186

2-Trichloro-N-{4-[(5-chl oro-thi ophen-2

yl met hyl ) - (et hyl ) ai ni noJ- 2*et hyl 25
{7ﬂh@mwk§Aﬁd@ﬂanﬂﬂ@Ph@yéh@pﬂﬁﬂhﬂ@@&dbdwyﬂ}@adEWdCaadpﬂﬂwl
4-[ (5-chl oro-thiophen-2yl metl zyl ) - (et hyl ) am noJ- 2-
hyl phenyl } - am de; Cycl obut anecar boxylic acid
[Z{Bﬂrobfo&l ﬁh ﬁmﬁzlb'e@@ﬂkﬁﬁ\ma) B darkidRichypropiizisiz] - 2-

net hy cl opent anecar boxvlic acid

[ 2{&0{1(054 @TF%F%WWM@W@W@)W’lﬁ@tlfrﬂl’)ba('%@%%?ﬁ%‘? ﬁ%@, 2-

TP U R ot o
[2- Bveintdy4 - Mﬁﬂﬁiy}m@’mﬂ?ﬁ?iﬁ&ﬁﬁeﬁj)%@g Ychr BYaic W@pﬂ@@% 6

55 N-{4-[(5-.

Nyﬁﬁé‘%%w?}o fa@ Ry ylgaeh’w oczrmzolfétwmmfwﬁ buyrgrédhen-
NGO PR e ofen, 2yimetty)-aminol-Zmetfionphanli putyramide;
N—[W&’#-ﬁyippb}gﬂ;dn}zyl@m(iib) Zmeethompbbrenwbz)zyimd@m de; 5 N

T(%%"éﬁ?;fy? rﬁgﬂlzté/ ?)CE -i)%o&yﬁﬁ& Tb(”gg%"@ﬁ ) am noJ- 2- met
N—%Zwet% QJ—?@W}*&mbﬁzﬁﬁb&z szﬁm()??%eﬁﬂ] _BIMRInide;

Irnethyl) (rnet hyl ) am noJ- henyl } - acet am de;
{ 4Nf(§ £I{l¢r@=t@jﬂpb¢rg2ﬂﬁndﬁﬂéﬂn@ncg]}}-ﬁ@(myb)l plemtlhganpamic acid
m no - 2-met hyl phenyl }-2-(4- 10
1"RB¥H@ 9pheny|) acet am de; N-{4-[(5-Chl oro-t hi ophen-2
[ kgaet Iyl g- (4( ﬁ@ﬁfbﬁb%@fﬂ)ﬂwﬁmaj‘ BRdnpy | darlnwic acitk frbpyl ester;

fl uorophenyl)-acetamd
[5hﬁ4{ﬁhlpi(®3@1l%’?l(§0/l-hﬁpéﬁiﬁéﬁ )ﬂrm"rl?éﬂweld pr@tthﬂ}ram noJ- 2-
e
B R S B B BRI T e acid preput
a?g@J phenyl) cgrbﬁrlc agkd phengl ester;
- C i_0 -2
[5y¢4rls@@wylf?efezaf&mwy§ ﬁ@érﬁﬁ@f S PIRLG ASHRTOPH S
N-{2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino]-phenyl}-2-

es

phenylacetamide;
N-{2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino]-phenyl}-3,3-
dimethylbutyramide;
N-{2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino]-phenyl}-3-
phenylpropionamide;
N-{2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino]-phenyl}-butyramide;
Pentanoic acid {2-chloro-4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino]-phenyl}-
amide;

Cyclopropanecarboxylic acid {2-chloro-4-[(5-chloro-thiophen-2-ylmethyl)-
(methyl)amino]-phenyl}-amide;

Cyclobutanecarboxylic acid {2-chloro-4-[(5-chloro-thiophen-2-ylmethyl)-
(methyl)amino]-phenyl}-amide;

Cyclopentanecarboxylic acid {2-chloro-4-[(5-chloro-thiophen-2-ylmethyl)-
(methyl)amino]-phenyl}-amide;
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benzyl ester;

{2-Chl oro-4-[(5-chl oro-thiophen-2ylrnethyl)-(nmethyl)am
w0 p@d/ogdsenyl } - carbam ¢ acid 20 isobutyl esterPCT/DK2004/000186

{2-Chl oro-4-[(5-chloro-thi o?hen 2yl rnet hyl) - (et hyl ) ar

ni noJphenyl } - carbam c acid utyl ester;
Ocdolewimacarbpxplicaciih il Seblot it ﬁhehiozcyﬂmdtehga Wwetpbhy| ) ar

arb mc acid hexyl ester; 25
(nieéﬁ}/?,fq 67‘0?%’%)(}2 a"h Or o-t hi ophen- 2yl r net hyI ) - (met hyl ) am

Nifpadmbeny/§5-crashoaiiophe-0 9 imbhN) {#emeDaminopshenyl}-2-thiophen-
{{g Chl or o[aA{r [ (5-chl oro- tﬁ/I ophgl?]I(Zyl faet hylﬁ)p (me}t hyl )grﬁ
-yh@%ﬁéﬁﬂ} carbami c acid but-3-enyl ester;

%f%b zoor 5,?'[? Ll{zé; oczh %%971 tZH 179%922 (/fz}é fwgc?l %Z%ﬂzé;ﬂﬁ} E_Y(k_) am

hen car bam
lnéz‘ﬂo;@h})lwl@l)l‘fwkmﬁﬂd‘dﬂ oro t hi ophen- 2yl met hyl ) - (et hyl ) am
nol phenyl } am ¢ [ rn yi pr
Nyfz- oSt L6~ %tl@m hioghet- 5mlfeffﬁélﬂﬂz§4 Wﬂ‘é’flﬁs??)”%f’ﬁgf'%s/f’)céfﬂ’ 0-
p;egg ﬁblclle} carbam c acid 2-chlorobenzyl ester;
4/ 082677 PCT/ DK2004/ 000186 56

N{{2-@hlbror-6-{ (5-¢H(&-oethiophen-Lhilmphph( Ry thybehiio] plest ki am
noJphe I banic acid 3-chl oropropyl ester;

’"f"‘% %HP)Q%M’C{" é”%ghl oro-t hi ophen- 2y|prre{3%yl)s(rrtr=:t hyl ) ani

e G e e i bl

P}a?lim)metgh@dfyl} 1 met hyl -1 - propyl ur ea;

N%Zl{,él%lﬁm—%[? ré]ﬁel ﬁo? ,Ch 51%]5 % mﬁﬁzﬁlh %}neé;yleﬁmzno] -phenyl}-3-

cyudﬁz@fgﬂ fbﬂa)mcw ea,
(5-chloro-thiop

Ns{pr@lﬁrﬂ—fl—)[ (%g{g?mﬂz)%@?iprgj&ﬁ@tﬁyé)}angno Jophenyli @, 2-

ke @#ﬁ?’g’?%’%ﬁ ?Isdﬁm oro- th ophen- 2

NYLrERIbyd-¥ - dve M aropthéeapyie 22 imathph) -dvind - pfempideet am de.
phenoxyacetamide;
N-{2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-amino]-phenyl}-2-phenylacetamide;
N-{2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-amino]-phenyl}-3, 3-
dimethylbutyramide;
N-{2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-amino]-phenyl}-butyramide;
Pentanoic acid {2-chloro-4-[(5-chloro-thiophen-2-ylmethyl)-amino]-phenyl}-amide;
Cyclopropanecarboxylic acid {2-chloro-4-[(5-chloro-thiophen-2-ylmethyl)-amino]-
phenyl}-amide;

Cyclobutanecarboxylic acid {2-chloro-4-[(5-chloro-thiophen-2-ylmethyl)-amino]-
phenyl}-amide;

Cyclopentanecarboxylic acid {2-chloro-4-[(5-chloro-thiophen-2-ylmethyl)-amino]-
phenyl}-amide;

Cyclohexanecarboxylic acid {2-chloro-4-[(5-chloro-thiophen-2-ylmethyl)-amino]-
phenyl}-amide;
N-{2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-amino]-phenyl}-2-thiophen-2-yl-

acetamide;
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I n anot her enbodi nent, the conpounds of the follow ng
list and salts thereof are 15 preferred:
wd@ doop08smz of ur an- 2yl net hyl ) - am noJ- 2- net hyl phePgT/pKeenio00186
am c acid propyl ester;
{4-[ (5-Chl oro-thiophen- 2yl met hyl ) - am no] - 2- net hyl pheny
NY{P-(Fhotvati/ 69-eldoxb-thidphbn-2edmenyl)-amino]-phenyl}-2-(3-

- bl.t hi pphen- 2yl net hyl ) - am noJ- 2- et hyl ph I
b BERFELA PR er 2y ) am nod-2- et ey

N{{2=-APabioy -/ 5-LAISRN@ROPheh-DLORBBDY Zimino-phenyl}-2-(4-chlorophenyl)-
yl met hyl ) - am no] phenyl } - car bam c aci cIDetIIyI ester;
adetngide;] sopr opyl - benzyl ani no) - 2- met hyl phenyl J- car bani c

[ I [, " . )
R T P D S P L e
ma@opheiyhcasigl; 25

(%4{4- (4- Chl or o- henzenesul f gnyl ) - 3- net hyl -t hi ophen- 2y
Ny 910343%4-#&15)':022/“%%_\;%%éfﬁleIjaﬂew]udIﬁnﬁl}a?cI‘ldﬂzmre@Igﬁnyl)-

1.
a‘%?én?fl% Met hyl -t hi ophen- 2yl net hyl ) - am noJ- 2- net hyl pheny
2,BIDigpdroalranco [dci [diopinegytarbestie ncid {2-chloro-4-[(5-chloro-thiophen-2-

4-1 (5- Brono- t hi ophen- 2yl net hyl ) - am noJ- 2- net hyl phenyl
il ) R R 50 et o Y peny
2,l{?ébz%&érgqan%ﬁréﬂak-emb%fayz?cyécli?éjrﬂyﬁzbroam[rboéhzgfmw})vzleme ny

}- car bam c "aci prg}oyl es
yiathy)Bemiro[-blei/ophigas 2yl et hyl ) - ami noJ- 2- met hyl phenyl

- bam j I ter: WD.2 082677
U6 Sl eeB Sher 3SR KT ni ophen- 2
cﬂyah@?u?wpya@mi@@] phenyl } - canbam ¢ acid propyl ester;

- (4-1sopropyl - benzyl am no) - 2- net hyl phenyl J- canbami c

e

4
afd'r[((ﬂ5 -bepiprthiephen-2-ylmethyl)-(methyl)amino]-2-methyl-phenyl}-2,2-
{4- - -} hi ophen- 2yl net hyl ) - am no] - 2- chl or ophenyl
d n%élé/gfg'o IO%@\%I% ethyl 5 ester;
N{{4- [[(§-SHioanphbr-0phearhid) -(methyl) amino]-2-methyl-phenyl }-2-

| met hyl ) - am no] - 2- chl or ophenyl } - carbam ¢ acid et hyl
P@Yn@?%¥zﬁdﬁ"( Benzo[ bJt hi ophen- 2

NYMORS 3703 A2 BhLASIRORERYY dr 7B LA tFiy 19ty 12 Y
dimethylbutyramide;
N-{4-[(5-Chloro-thiophen-2-ylmethyl)-(methyl)amino]-2-methyl-phenyl}-3-
phenylpropionamide;
N-{4-[(5-Chloro-thiophen-2-ylmethyl)-(methyl)amino|-2-methyl-phenyl}-butyramide;
2,2, 2-Trichloro-N-{4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino]-2-methy!-
phenyl}-acetamide;

Cyclopropanecarboxylic acid {4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino]-2-
methyl-phenyl}-amide;

Cyclobutanecarboxylic acid {4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino]-2-
methylphenyl}-amide;

Cyclopentanecarboxylic acid {4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino]-2-
methylphenyl}-amide;

Cyclohexanecarboxylic acid {4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino]-2-
methylphenyl}-amide;
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ester; 10 [2-Chl oro-4-(4-isopropyl-benzyl am no)
phenyl)-carbam c acid ethyl ester; [2-Chloro-4-(4
wo bavatogeelenzyl am no) phenyl]-carbam c aci d pr opgi/DK2004/000186
ester;
2- Chl or o- 4%[4-(4-ch| or o- benzenesul f onyl ) - 3- net hyl - t hi
Nelghen-Chlsportatopherd 2 axmetbyl)vhethyl gminahBane: bylplang] }p2-oggphen-2-

st r. ..
eFngﬂkthyl-thiophen 2yl met hyl ) - am no] - 2- chl or opheny
NL{}4 FOIRVoChRphEh-DLORY Y -%lﬁezﬁ cﬁfzmo]—Z—meﬂ%ylphenyl}—Z 3-

(5- Brono-t hi ophen- y nmet hyl ) - am no) chl or ophenyl
"@ﬂ@QWW@deaaﬁﬂﬁuﬁropyl ester;

N{y{% n@ |C91|l£§)io t7z£o% TI? nfszlh gmg Mcgmgg{ a—néet@pl(/y zenvl l—ifzzélrozzamzc
a&@n&ﬁhﬂéﬁ@nzo[b]thlophen 2
) ) - 2-chl or gphenyl } - carbam ¢ aci d propyl

Zég-l@llo; op Aeiz[y@ggﬁfd{jjlegﬁlqﬂzzophen— ~ylmethyl)-(methyl)amino]-2-

2-chl orophenyl } -carbam c acid propyl
"%é@2§?%h ﬁa?%ﬁﬂ%%loro t hi ophen-2

NyMF[Z&’f -i@hllc);oa‘hlopbén—Z-}v}ryahdeawyl)ammb barmahephdhyEt hyd-
ter % % %%%Fnzo[thhlophen 2
mﬁ‘ 1135 )-gegt ey

2- met hoxyphenyl ) - carbam ¢ aci d net hyl

Neﬁ/t ﬁBaCJz{’é‘l oLtﬁz%pﬁérg-ﬁgflﬁzQ'kﬂP I?ﬁ@ﬂz;l)amznoj 2- mez‘hylpkeny J—Z (4-

m nhoj - 2- met hoxyphenyl } - car bam™c
,ﬂu@@ph@@VHu58Med¢

N{a%_fl[kgg‘?;h@"?gf?‘%’bg%éwl)%tgzﬁ I{myhis@a%z%g) 2- merrF )tzl]ry]P e)(r%@hg nyl}-
gkﬁmkﬁﬁ il dnkiiigphen- 2y|nethy| (nethyl)an1no) 2- et hox
hen - canbam ¢ aci d ester; {4- -

(1 BLGro g5 biero fopkarnd ymer bl oxghy wminoh emasciaigcid
é%%% arbam c acid propyl ester; WO 2004/ 082677
p 004/ 000186 58 {4-[(5-Bronn-thiophen-2

{Zymiéﬁh%ﬁﬁfchmrbyhz)ophw-mﬂndhym@m%ﬂ)qahe&yyj;}}enylardaam;ﬁc acid
aci d propyl ester
bgrayiNsteioxy - 4- [ met hyl - (5- met hyl -t hi ophen- 2yl net hyl ) - azn

{2’—@‘ﬂ}&B-QIUP'(k}chEﬁBQﬁz%ﬁerﬁf—&%etlw' )Qﬁiyéthﬁ)%tnﬁ}:w [-phenyl}-carbamic acid
isobutyl ester;
{2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino]-phenyl}-carbamic acid
butyl ester;
{2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino]-phenyl}-carbamic acid
hexyl ester;
{2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino]-phenyl}-carbamic acid
4-nitrobenzyl ester;
{2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino]-phenyl}-carbamic acid
but-3-enyl ester;
{2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino]-phenyl}-carbamic acid
but-2-ynyl ester,
{2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino]-phenyl}-carbamic acid
2, 2-dimethylpropyl ester;
{2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino]-phenyl}-carbamic acid

2-chlorobenzyl ester;



10

15

20

25

30

5
{4-[ (4-Fl uorobenzyl ) - (et hyl)-am noJ-2-i sopr opoxvpheny

wo peogasisami c acid ethyl ester; PCT/DK2004/000186
[4-(3- Fluorobenzylan1no) 2- thoxyphenyIJ carbam c

acid eth ester
{A@dnrzw#fféﬁ o qmzthrmvhhwwﬁmeﬂvyﬁ Imedwbaﬁﬁ’@]ﬂ’@?’@’l}awﬁbﬂmlc acid
3eter {12 I\/bthoxy4[(3 nmet hyl t hi ophen- 2
'fﬁﬂ’iopé?ﬁ%’ FY¥<’anzi noJ phenyl)-carbanic acid ethyl 10

{26GhIBFo-4 ﬁ - &Rorb-thiophen-2-ylmethyl)-(methyl)amino]-phenyl}-carbamic acid
Di fluoro enzyl am no) - 2- met hoxyphenyl J- carbam ¢ aci d
2- é@iﬁyl]ox% ester;

Eg clgfﬁ %ggﬁ' NP2 Cﬁ?lge‘}%ﬁ%;%@%[}éﬁ?éwl %iﬁ&_’])-phenyl 3-1-methyl-1-

bamc a
p;{)ﬁyl@j@& opent yl oxy-4-(3

AT A S R R s L Je
59@’%&2 :Mgg)?tf)zengl\] carbamc acid ethyl ester;

Nf{]?t(i’irlwo% 1 (f.fecthllmoktémfzbiaﬁwﬂmwbﬂmI?l}llylfifaﬂ@ahvéefaéﬁ-él2 2-

t’"ﬁ? %’é’ﬁ?ﬂf’%‘?@aﬁdm met hyl su6r anyl benzyl anzi no) phenyl ]-c¢
e - RG50S /BYi BRERD yImethyl)-amino]-phenyl}-2,2,2-
?Z [(Benzg(r b] t hi ophen- 3y|yrret h;))}/() - amJﬁDoJ cycl opentyl o

irfpphameylayidgar bari ¢ acid 20 ethyl ester;
[ 4- (3-Fl uoro- 2- net hyl benzyl am no) - 2-i sopr opoxyphenyl J-
carbam c acid ethyl ester;

In[ 220 BRh eambedinedt, (I3 soigvaxyibeithy Fellowing lighad phifs tharcbfiaiec
acid ethyl ester;

pre l‘1[‘“~(1Benzo[ 1, 3] di oxol - 5yl met hyl ) - am noJ- 2-i sopr opoxyph
Lb- B2arb id propyl ester;
PRSI 5 b Bt B acid oyl e
{4- ﬁ5e(iﬂtlabfopﬂ1m19n-égﬂmethyl){amz{chSZ—@a?WM;dtetzjz{}{apmué acid ethyl
yl met hyl ) - am no] phenyl } - carbani c acid propyl ester;
esfé5: Cyano- 4- (4-i sopropyl benzyl ami no) phenyl J- car bani c

AL Nhi &5 _ylmethyl _2-methylphenyl}-carbamic acid ethyl
{ El(i ( EFE?[ lﬁg '[nhl %S?weer%’)zﬁmﬁ%{ i’y z%ﬁet y}l)am noJ- 2- ne%)h

esydrrphenyl} carbam c acid propyl ester;

{j—%&&éﬁiﬁg}g& %z&%—%—géngﬁyl)y ai)unror_} pP eny%} -car. %lcp act gﬂz;l

eg%& Met hyl - 4-[ met hyl - (4-trifl uoronzetl zyI benzyl ) -annin
phenyl } -carbam c acid propyl este

[ f 2’4mgml hepzvianigp)-2 mqﬁlﬁéwhezylwarlfaaﬁy reideripy pStersi ni no
[ ]E,—%g—%%% d)f 6)3%@ 9%3}1}%}?% /- —cdP Bt ac%r%ﬁ%sg§2677
(4-{[4-(4-Chloro-benzenesulfonyl)-3-methyl-thiophen-2-ylmethyl]-amino}-2-
methylphenyl)-carbamic acid propyl ester;
{4-[(5-Methyl-thiophen-2-ylmethyl)-amino]-2-methylphenyl}-carbamic acid propyl
ester;

{4-[(5-Bromo-thiophen-2-ylmethyl)-amino]-2-methylphenyl}-carbamic acid propyl
ester,

{4-[(5-Chloro-thiophen-2-ylmethyl)-amino]-2-methylphenyl}-carbamic acid propyl
ester;

{4-[(Benzo[b]thiophen-2-ylmethyl)-amino]-2-methylphenyl}-carbamic acid propyl

ester;
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59
{4-[(4-tent-Butyl -benzyl)-(nmethyl)am noJ-2-chl or*ophen

wQ kjo4osashar ni ¢ acid ethyl ester; PCT/DK2004/000186

{2-Chl oro-4-[net hyl - (4- trlfluoronethyl benzyl ) -am no] p
henyl }-carbarnic acid ethyl® ester;

{200t &1 -phpmiethiophel-8-yibrthyl) suiif alryhenp reaghapsiaiiglppy!
enyl)-carbamc acid ethyl 5 ester;

este}’ [ ( 5- Br ono- t hi ophen- 2yl net hyl ) - (et hyl ) ami noJ- 2- chl o

[4- gﬁh%?i/dpb/f Eé}{zpl@z%ﬁdﬁ—ﬁﬁzleﬂz IRERRYLaBeln®d acid 4Sarozvyl ester;

oro-4 or o- t i ophen- 2yl net hyl nethyl
{4f{q5_}7-rﬁ1femy+z‘§zwp h%rmlzlitqélu&;amz;1o$r20¢}y¢rogé¢7@ ¢ f-carbamic acid ez‘hyl
éﬁ§4 [ (4-tent-Butyl -benzyl)- (nethyl)anlnoJ 2-chl or opheny
car banai c acid propyl ester;

{425 SR tbpheeL BYhethA)-trdifd ]um&/aaﬁiphyﬁylpembyin)c @didl emyp
henyl } - carbam ¢ acid propyl ester;

‘”Fﬂr[(S Br ono- t hi ophen- 2yl net hyl ) - (nethyl)aninoJ 2-trif
[ZB% ?zéf@gz{%p yz'n}em-cgﬁ%ﬁ@ryh@ofaﬁwyst&wm%ta% ethyl

esydret hyl ) - (ngth))l)an1noJ 2-trifluoronethyl phenyl}-

am cid ethyl ester
(LA et BpRen sl rberh- s hemis A ¢ 65 omet
B ULkt f’%}%ag%?bﬂsah%’%aﬁ%%[ﬁ%%?o T or o
2-ﬁféfdryw-ﬁﬁe(ﬂ;dh]om-d?emmzmz@’omd)-d mesty ythzogéere;?uylmethyl] amino}-

4-I Methyl.- (4-trifl thyl -b | -2-trifl
PISH R AR EFban ¢ acid et hyl ester.
{4{[4‘5%%%5]11404&@1%&%}@ Tandtyd J= PerEYdphed T} B&)«baﬂud &didl prisyyl

onet hyl™ phenyl }-carbarrzic 25 acid ethyl ester;
es{ex; [ (5- Bronzo-t hi ophen- 2

{4{&?52}7 0¥z| )ﬂll(on?él %—l 6@%%2};#;&%?&]52-21%9%9%Q;B}z}lé‘&rb%?é“é’éi& propyl

ARt 3P
aﬁér[(S Chloro thiophen 2yl met hyl ) - (net hyl ) am noJ-2-tri

G DT STty ey B s L Barie sicrapy!
6&@“ phenyl }-carbam c acid

{4-[(Benzo[b] thiophen—Z—ylmethyl)—c'lmino ]-2-chlorophenyl}-carbamic acid propyl
ester;

{4-[(Benzofuran-2-ylmethyl)-amino]-2-chlorophenyl}-carbamic acid propy! ester;
{4-[(5-Chloro-thiophen-2-ylmethyl)-amino]-2-cyanophenyl}-carbamic acid ethyl
ester;

{4-[(Benzo[b]thiophen-2-ylmethyl)-amino]-2-methoxyphenyl}-carbamic acid methyl
ester;

{4-[(5-Bromo-thiophen-2-ylmethyl)-amino]-2-methoxyphenyl}-carbamic acid
isopropyl ester;

{4-[(4-Fluoro-benzyl)-(methyl)amino]-2-methoxyphenyl}-carbamic acid propyl ester;
[4-(Benzo[b]thiophen-2-ylmethyl-(methyl)amino)-2-methoxy-phenyl]-carbamic acid
propyl ester;
{4-[(5-Chloro-thiophen-2-ylmethyl)-(methyl)amino]-2-methoxy-phenyl}-carbamic
acid propyl ester;
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propyl ester; {4-[(4-tent-But

yl -benzyl) - (nmet hyl )anzin.oJ-2-trifl uoronethyl phenyl }-c
wa@edwangice7 aci d propyl ester; WO 2004/ 082677 PCT/DK2004/000186

PCT/ DK2004/ 000186 60

{4-[thhy|-(4-trif|uoroneth?q-bezzzyl)-azninoJ-2-tzifI
{%ﬁﬁ{ﬂmmbyﬂzzophenyjry]lmetéyiﬁ}émeﬂzjzl)ambﬁana)‘bgob/-ﬂ&nﬁ}-;carbamic

$2 ! é -(4 rnet hyl sul f anyl - benzyl ) -am noJ-2-trifluo

Phenyl }-carbanmic acid propyl ester; 5

{iﬂfe[[z@§yﬁ[ﬁf@hﬂﬁ59@2@ﬂ'ﬂ%Mﬁf%u fb‘rle)}' )ﬁﬂ&}ﬁinlo]-}ﬁhé@@ Bfdarilacid

yanophenyl } - canbazni'c acid propyl ‘este
propylestert ert - But yl - benzyl ) - (znet| zyl )aznl noJ- 2- cyanophe

TSR A AP TR e ety ped et
eg@ﬂphezzyl} carban1c acid propyl ester; 10
r ono- 4- [ (5- brozno-t hi ophen- 2yl znet h t}-(znethyl)am

[ 4{ ﬁzﬁéysr@hwr a/@ﬁfﬁbézmﬁféw@zéh@zyl]pqa@ nicasidesthyl ester;
[: 4{-%[ ‘Ef)]g l‘&? /ﬁvflmg?%ﬁz gjf') b Qne'ﬁwx%%/ﬂ%&] zcarbanézc aczd eth 6eil ,e.sge;

{$mﬁwh)zgsﬁé¥nietl1ylthzophen 2-ylmethyl)-amino] phenyl} carbamic acid ethyl
ZiBronD-4-[(4-isopropyIbenzyl)-(nethyl)aninoJ
S¢enyl } - carbani ¢ acid propyl 15 ester;

[4{ PRI AL b1 Bhd) ﬁm@%b@%éﬁﬂy e Bl LT B9

}-carbamc acid pro ester;

[ %Qy@ommyldx}[ M#Mkmbetnzylamuwﬁﬂhwvlﬂ&baiﬁemzwdcyd elfylasyeph
b
L O & b os D by St Plieradls oy beomiagiid e

es?+ d propyl ester,
tert But | -benz yl am no) - 2-i odophenyZJ- car bam ¢

[ é({ﬁ-é?lzp:rrgp%ﬁneé@ Z@rzzylammo)-Z -phenethyloxyphenyl]-carbamic acid ethyl

‘&2 | odo-4-(4-trifluoronethyl-benzyl am no)
EnyZJ carbanic acid propyl ester;

[ i BeApibay 4- @%ﬁ&b@h&ﬂhj}l@)a}&ylmrbﬁ@zyﬂeﬁjﬂ]%)bamzc acid ethyl ester;
henyZJ- car bam c_aci d_propy

[ Qeng@;egyj ([44121@&11@44{&@({]1%@%1&?} ﬁhepyl] -carbamic acid ethyl ester;

{ %Z;(tb?ez;r?z’%? b ﬁ}zz%ghé}ﬁk -szeg)[yl} —aﬁzﬂ[o?%ﬁld}%hﬂlﬁfzﬁ%}l }-c%?bamzc acid
etfifl-dsteb- Br ono- thiophen 2yl znet hyl ) - am noJ-2-trifl uorome

[ 4t Fy };,Bg;eﬁon %liizetz)?l%enzy amino 3 Zd isopropoxyphenyl]-carbamic acid ethyl ester;
[2-Benzyloxy-4-(3-methoxybenzylamino)-phenyl]-carbamic acid ethyl ester;
{4-[(Benzo[1,3]dioxol-5-ylmethyl)-amino]-2-isopropoxyphenyl}-carbamic acid ethyl
ester;

{4-[(5-Bromo-thiophen-2-ylmethyl)-amino]-phenyl}-carbamic acid propyl ester;
{4-[(5-Chloro-thiophen-2-ylmethyl)-amino]-phenyl}-carbamic acid propyl ester;
[2-Cyano-4-(4-isopropylbenzylamino)-phenyl]-carbamic acid ethyl ester;
{4-[(5-Bromo-thiophen-2-ylmethyl)-(methyl)amino]-2-methylphenyl}-carbamic acid
propyl ester;

{4-[(4-Isopropylbenzyl)-(methyl)amino]-2-methylphenyl}-carbamic acid propyl ester;
{2-Methyl-4-[methyl-(4-trifluoromethyl-benzyl)-amino]-phenyl}-carbamic acid propyl
ester;

{2-Methyl-4-[methyl-(4-methylsulfanyl-benzyl)-amino]-phenyl}-carbamic acid propyl

ester;
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et hyl ester;
{4-] (5-Chl oro-thiophen-2yl nzetliyl)-am noJ-2-trifluoro
woreaohps2ephenyl ) - carbam ¢ acid ethyl ester; 30PCT/DK2004/000186
[4-(4-tert-Butyl -benzyl anzi zzo)-2-trifl uoroni et hyl pher
zyi]-carbanic acid ethyl ester;
{- 45[44{1‘@% %wal)ﬁ@r@kﬂ)@mizﬂyz elroiapdyry2}-tarbbivioeddrething ésper;

i d et h
R SHEPEIRB RO Bsene henet hgrokmeel-sopass gt sy
esfd-nyl phenyl }-car bam c acid propyl ester; W
2004/ 082677 PCT/ DK2004/ 000186 61
{2 @hipro-¥oethypA-retlsulloitdpnrlarib rphephecarphmic acid ethyl
henyl J-carbam c acid propyl ester;
QSFZL (4-tent-Butyl -benzyl am no)-2-trifl uoronet hyl

{49 SIBbio GRIpROZ LS IREN )&yl aRisb PR chlorophenyl}-carbamic acid
-Trifluoroinethyl-4-(4-trifluoromet hyI benzyl am no)

Pi’smélr?ﬂ@] carbami c acid propyl ester;

{ié{z@ wzw%gw eF%?j‘ﬁgz?é gn(‘}))eﬂﬁl)%izzw]%{eﬁﬂz ehRbScia

am ¢ acl
pi{oﬁyl(e@fe?vbtl zyl sul fanyl - benzyl am no)-2-trifl uoronet hyl ph

{4{-&{%{1@%—%@?}22);6@1[ act d ngno] -2- cl%ltorophenyl, }-carbamic acid propyl

esyé,nzet hyl ) - am no] - 2 cyai zophenyl } - car bannzi c acid
propyl 10 ester; {4-[(5-Chloro-thiophen-2

{ @Chbrcb}%[}nedualméjmﬂuwwa@phmyl} -~agandiarieoylientbaprio pgid propyl
est er; [2-Cyano-4-(4-trifluoronethyl-benzylam no)
enyl ]-carbam c acid propyl ester;

4{— 5 B50m0-fidphén-DL 0B, _f//%”(ﬂ@ﬁhg@aiﬁmojd -trg uoromez‘hyl— henyl}-

nmet hyl ) - anmi no] pheny carbam c aci d propyl 5
ccerémewaC{dzetBylcﬁmm [ (5-chl oro th| ophen 2

am,no t
Sy R e el e
cABhlidUQPYhy SRS |

2- Brono-4- (4-tent-butyl -berzzyl anzi no .
%Hér{WHm@dTh?&?ﬁ%(’ﬁ@ﬁﬂ)wlﬁﬁ&? tigdyqxpmethiy —phenyl }-carbamic acid
p’ﬁr ?nzo 4-(4-trifluoromethyl-benzyl am no)
enyl’J-carbam c acid propyl ester;

{4-R4Bemimuyl-Hehz i tihethgidiaok -tiifua pinathy hphenyl}-carbamic acid

henyl J-carbam ¢ acid propyl ester;
ethyl ester;

{4-[Methyl-(4-trifluoromethyl-benzyl)-amino]-2-trifluoromethyl-phenyl}-carbamic
acid ethyl ester;
{4-[Methyl-(4-methylsulfanyl-benzyl)-amino]-2-trifluoromethyl-phenyl}-carbamic
acid ethyl ester;
{4-[(5-Bromo-thiophen-2-ylmethyl)-(methyl)amino]-2-trifluoromethyl-phenyl}-
carbamic acid propyl ester;
{4-[(5-Chloro-thiophen-2-ylmethyl)-(methyl)amino]-2-trifluoromethyl-phenyl}-
carbamic acid propyl ester;
{4-[(4-Isopropyl-benzyl)-(methyl)amino]-2-trifluoromethyl-phenyl}-carbamic acid
propyl ester;
{4-[(4-tert-Butyl-benzyl)-(methyl)amino]-2-trifluoromethyl-phenyl!-carbamic acid
propyl ester;
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N-{4-[ (5-Brono-thi ophen-2
yl met hyl ) - am no] - 2- r net hoxyphenyl } - but yram de;

woRq§o44082637 Chl or o- t hi ophen- 2yl net hyl ) - am noJ- 2- PET/DE2G0BI000186
enyl } - butyram de; 6

. 60

N-[4-(4-]sopropyl ber zzyl am no) - 2- net hoxyphenyl ] - butyra
£ 4 H{/[téz%(zl- (ZSZry‘ﬁtoryn%/eﬂtz)yl -bengyl) -amin o}-Z—triquorome%l?yl —plzgnjll }—carb%zm ic
a%%go_-léyﬁééttg,{lt - But yl - benzyl ai r zi no) - 2- met hoxyphenyl ] - but

yram de;
{NMerhethosty lulfdnA-betdyarmonet-bytifeomyigibbeyl)-carbamic

.Per]%/l %/-S?uﬂt_yr am de; {4-[(5-Chloro-thiophen-2

Gyl e 9

am no] -2 furan-2yl phenyl }-carbam c acid

LI @B @S BIpheh-25MERDD Znethvl aminoT-2- henvll-car ic aci
{y{(?4- (4-i sogrlopylytlf);enzgf) Z’r;;ie n%))%’ﬁlgg{/ r]c-yé”éo b7éeﬁ¥lé cg{:%’ag”c acid
piswpbsslerest er; 30 . . . .
(R G LRSI AID Do Lo RIS o her | SanRE i pFspi ester;
{Z-Bydd B4 Tinkyp (A riDiphene Byl BN NN o BhBBl -BhiBReRY heid pYopyi

1}-carbanzic acid propyl ester;
eYE: (4- | sopropyl benzyl ar ni no) - bi phenyl -2 yl J- car bani ¢

{%—‘éj‘&z&QW&)}‘O‘?}%—?&@%@—%&/&E%zé?]zyf))%/ir%%e)%/zl -%c%lb%gzic acid
p;fzdpizl?es@] or 0-4-[ (5-chl oro-thi ophen- 2yl metl zyl ) - (net hyl)

{. %%%?%%192?%lﬁ;q-§250ﬁ%2p r)&%f%/a?ﬁgfe@@amino [-phenyl}-carbamic acid
prepPEIhy] ) - (et hyl) azni noJ phenyl } -3, 3-

di znet hyl butyram de; 5 N
{ - Bra@m-&1/ G-t opriopy ibahzr leandiy daneno] yeng-an)hayié meidprbydm

elnonhenyI)-B- phenyl pr opi onanzi de;
‘%f{Z-Chloro-4-[(5-chloro-thiophen-2y|znethyl)-(nethyl)

BB LTNERYA bt Db AN By 1) BRI ADRS51 8 Bamic acid pr
{{ 2-chl 0%4- [ (%t?cm Rl %{)hen-%gl il R AR oP%
estaibJphenyl } - anzi de; 10 Cycl opr opanecar boxylic acid

AR R e s oo

esert d {2-chl oro-4-[ (5-chl oro-thiophen-2 yl net hyl) -
(et Jphenyl } - am de; Cycl opent anecar boxylic

[ Za@ﬂap%}z)flgq’r?rrgg bengxlamine) wheniheapuesie-azidpresvheste; 15
IR EORINETY e A5 Y SRR

[ 2 kodlo vy (4) taifunoipduleyiytehizydainine ) -phenyl] -carbamic acid propyl ester;
[2-Iodo-4-(4-methylsulfanyl-benzylamino)-phenyl]-carbamic acid propyl ester;
{2-lodo-4-[4-(4-methylpiperazin-1-yl)-benzylamino]-phenyl}-carbamic acid propyl
ester,
{4-[(3-Bromo-thiophen-2-ylmethyl)-amino]-2-trifluoromethyl-phenyl}-carbamic acid
ethyl ester;
{4-[(5-Chloro-thiophen-2-ylmethyl)-amino]-2-trifluoromethyl-phenyl}-carbamic acid
ethyl ester;

[4-(4-tert-Butyl-benzylamino)-2-trifluoromethyl-phenyl]-carbamic acid ethyl ester;
[4-(4-Methylsulfanyl-benzylamino)-2-trifluoromethyl-phenyl]-carbamic acid ethyl
ester;
{4-[(5-Bromo-thiophen-2-ylmethyl)-amino]-2-trifluoromethyl-phenyl}-carbamic acid
propyl ester;
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N-{2- Chl oro-4-[ (5-chl oro-thi ophen-2
yl met hyl ) - (net hyl ) am noJ phenyl } - 2-t hi ophen- 2
w@Q beoaogdeami de; 20 N-{2- Chl oro-4-[(5-chl oro-t hi PEHBR2®4/000186
yl met hyl ) - (et hyl ) am noJ phenyl }-2-(3-
nmet hoxyphenyl ) - acet am de;
[4N4E2erZnpdbenz. pﬁéiﬁ))caﬁtrg‘h@mmetbﬂkydmnﬁl] carbamic acid propyl ester;

TR A R e bbb acid mrmmhester

[2Y i%lﬁ?é}n}ﬂ&ﬁw byﬂz)o&amamjlz PheWhlnodplényl Poarbamic acid propyl

znet hoxyphenyl )-acetam d
estgr{ 2- Chl or o- 4- [ ( 5- chl or o- th| ophen- 2yl net hyl ) - (znet hyl)

[ 4&3‘]{12117& )Azcr? gzy? }b[e%@)(f Llrh{ng}" oAl ﬁu&%ﬁ@ll v% p?&ﬁ ?jagﬂl BEmic acid propyl

esygriret hyl ) - (nzet hyl ) anzi noJ phenyl }-3-

cl ohexyl propi on m de; 30
[ e eitnisBi ?r% aeﬂv@r%ﬂtlﬂﬁ%%@ﬁylz@/refhlét%lgﬂnjw 45 ABY!
es henyl }-2, 2- d| met hyl pr opi onam de;
~-{2-Chl oro-4-[(5-chl oro-t hi ophen-2
{- 4y[f (Ot b )thimprhavel-phveatipt }-a @inagleqyoxnypiceyAiaarbbanic acid propyl
N-{2- Chl oro-4-[ (5-chl oro-thi ophen- 2yl met hyl ) - am no] phe
€SI }- 2 phenyl acet ani de; WD 2004/ 082677

{ 4%}12%92?2092?/1§%m5%%6?-gmtuﬁol ]E)Zp cyanoghenyl }-carbamic acid propyl

esgelimstl zyl ) -am no] phenyl } - 3, 3- d| met hyl but yr am de;

[ 2%7@09%6{) Vyg’?ﬁ% %ethylh %ézﬁ)ﬁgw gto 2 51%;? d]2 Xar%gr%‘l;c cycu} p%pyp g.s]tg
{2{370%3 RI[O5-Bropl Prhedpner-Q=jineHp Jg%f’mﬁ(}ﬂ iR clir o @l oYyl

| }-am de; 5 Cvcl opropanecarboxvlic acid
estez; chl or o- 4- [ (5- chl or o-t hi ophen. -2 yl nmet hyl ) - azni noJ-

RO AU SRS SRERSISAIN i s o

esparenyl } - am de; Cycl opent anecar boxylic acid
m noJ-

e R AL TR
[ 2{%’09)% Qr(g té‘i’?—&)(t@l BN DI Biih LIRS -cEr BB LY ) o Fe e -

[2 Bromo 4 (4 trzﬂuoromethyl -benzylamino)-phenyl]-carbamic acid propyl ester;
[2-Bromo-4-(4-methylsulfanyl-benzylamino)-phenyl]-carbamic acid propyl ester;
N-{4-[(5-Bromo-thiophen-2-ylmethyl)-amino]-2-methoxyphenyl}-butyramide;
N-{4-[(5-Chloro-thiophen-2-ylmethyl)-amino[-2-methoxyphenyl}-butyramide;
N-[4-(4-Isopropylbenzylamino)-2-methoxyphenyl]-butyramide;
N-[4-(4-tert-Butyl-benzylamino)-2-methoxyphenyl]-butyramide;
N-[2-Methoxy-4-(4-trifluoromethyl-benzylamino)-phenyl]-butyramide;
{4-[(5-Chloro-thiophen-2-ylmethyl)-amino]-2-furan-2-yl-phenyl}-carbamic acid
propyl ester;

[2-Furan-2-yl-4-(4-isopropylbenzylamino)-phenyl]-carbamic acid propyl ester;
[5-(4-Fluorobenzylamino)-biphenyl-2-yl]-carbamic acid propyl ester;
{5-[(5-Chloro-thiophen-2-ylmethyl)-amino]-biphenyl-2-yl}-carbamic acid propyl
ester;

[5-(4-Isopropylbenzylamino)-biphenyl-2-yl]-carbamic acid propyl ester;
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N-{2- Chl oro-4-[ (5-chl oro-thi ophen-2
yl znet hyl ) - am no] phenyl } - 2-t hi ophen-2-yl - acet am de;

WA 2004/082677 PCT/DK2004/000186
N-{2- Chl oro-4-[ (5-chl oro-t hipphen- 2yl net hyl ) - am no] phe

n Igj 2- (3-_nmet hoxyphenyl ) -acetazni de;

N2 Gt G- aipesiheamen-goimedpihdine by amino]-phenyl)-2-
m noJphenyl } - 2- (4- chl or ophenyl ) - acet am de;

plﬁlﬁtc%mn)é%eg 4-[(5-chl oro-t hi ophen-2
Ny Rr&hlbyd-¥- @vcidofopthéaphbn-2 A4k 8thy RQmethyl) amino]-phenyl}-3, 3-

net h?%%/ﬂ?hen | ) -acet azni de;
diRety LAY g% - | (5- chl or o- t hi ophen- 2

VIR 1DYA- )= PITE YO RIS 255k Sen ) YRR D EAWO) 5 -am de;
R R e e A L R G
PHerylpnbmpeamidg,( 5- chl or o- t hi ophen, - 2-

R R TIPS A B ool s
RAakdik QEQ-{A=dnldro Chf(S1cntd BitRiphRR= 2y i -

Péblhcényl }- arr{i ddg;( KI— {[2(- CC:hI or é- 9- [ (I5-%lr??@él?g)?{}%}g)%en-gpﬁwuZ} :

argidghet hyl ) - ami no) phenyl }-3- cycl ohexyl propi onazni de;

4-[ (5- -1 -2yl 1) .18t h)-) | i)no] - 2
L L
(niéthdrdntibe ok B-dridgphen- 2yl met hyl ) - (znet | zyl ) azni noJ-

2-net hyl ph [}-2-_ph | t i de;
Crele ;l‘fll%/@?gg&ﬂ?cn '(bzlqié i{%—gk[g%f?[%ﬁcl?lg%-tlz?éphen-Z—ylmez‘hyl)-

YJr L T-bhEL Y881 nod- 2- met hyl phenyl } - 3, 3-
("chi @%k%}uéyr%% de; "WD 2004/ 082677 PCT/ DK2004/ 000186
Cpdopentanecarboxylic acid {2-chloro-4-[(5-chloro-thiophen-2-ylmethyl)-

N-{4-] (5- or 0-t hi ophen-2-yl met hyl ) - (nzet hyl ) am noJ-2
(”Zﬁﬁ‘é@%?%” V) ? 48henyl propi onam de;

Y-
Cj%léﬁ’éxﬁzhéc-a%aﬂlyﬁé Qe QRIR R4 R S iop KBt 1y bneyip0d - 2-

nmet hyl phenyl'}-butyram de; " 2, 2,
(neetiljaphinef-phawli4afigs- chl or o- t hi ophen- 2yl net hyl ) - (et hy

I I noJ-2:= net hyl, .5 .phenyl } ~acet am i,de: .
N—&g(?}gsir‘oo—%— %@Plb%&%plkgn—gé)%@%myﬁ—(}nemyk)anﬁno]-phenyl}—Z—thzophen—
24 Bakdibmedal or o- t hi ophen- 2yl met hyl ) - (rnetiiyl)ani noJ- 2-

nzet hyl phengllz- am de;
N-{2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino]-phenyl}-2-(3-
methoxy-phenyl)-acetamide;
N-{2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino]-phenyl}-2-(4-chloro-
phenyl)-acetamide;
N-{2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino]-phenyl}-2-(4-
methoxy-phenyl)-acetamide;
N-{2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino]-phenyl}-2-(4-fluoro-
phenyl)-acetamide;
N-{2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino]-phenyl}-3-
cyclohexylpropionamide;
N-{2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-amino]-phenyl}-2, 2-
dimethylpropionamide;
N-{2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-amino]-phenyl}-2-
phenoxyacetamide;

N-{2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-amino]-phenyl}-2-phenylacetamide;
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Cycl obut anecar boxyl i c acid

{4-[ (5-chl oro-thi ophen-2yl nmet hyl ) - (nmet hyl ) am noJ- 2-
woreaohpsehn7 enyl }-am i de; 10 Cycl opent anecar boxyPCT/DEEI0D/000186

(4- [(5 chl oro-t hi ophen-2 yl pet hyl)-(rnethyl)ani noJ-2-

met hyl phenyl } - am de; Cycl ohekxanecar boxylic acid

N2 l@’—Oc‘I‘rI[ @rdd@fwrt‘dxméﬂn-Zwlm@hy%a)mi@cdmhwyl}érﬁ noJ- 2-

e am de;
d%e{hlyz’[“%% B, o ophen- 2yl net hyl ) - (met hyl ) ami noJ- 2- m

N@Mi@fbgﬂgﬁcm%%ﬁﬁzm@ﬁu%dm&5yl)¥1anﬂﬁﬁtﬁ{&19l?vbulyi amide;
or o- 1 O

P@/qtéﬁ;qz%?qzzy _{gﬁé{qﬁwll)-gﬁ-,cﬁ@go—ghz?@keﬁyq Py aminpgphenyl}-amide;
C{%@éég'géélf 9%}(%%9%?}1% @I oD @.{l ﬁ/{I[(ﬂsch %ﬁ?{eg ngta)(q ngﬁﬁ/_?rhn%noj
plaaaylg! cmmtlé]yl ester;

or o-t hi_op t hyl

Cyc{é@ﬁ%c@&%& anzd {% %ﬁéﬁg)ﬂ?ma@éq}gﬁfz r}me}?zy ammo

pIMhﬁﬂ “dnkigz Chl or o- t hi ophen 2
yl net hyl )'- (et hyl ) am noJ- 2- met hyl phenyl } - 2- (4-
Cyaﬂqidn@wy:@é)nwl)wmé{%mldw -4-NESE A griosthphen-G-Winetbphemizo]/-

(met hyl ) am noJ- 2- et hyl phenyl } - 2- (4- 25
pl%/elngg ty:iﬁ%nyl) acet anmi de; N-{4-[(5-Chl oro-thi ophen-2

Cycllﬂﬁetxai}{éc}zrédﬁ?lzaMjfz)iqmcmb}ozl NEChik BAEBYAN=Bylmethyl)-amino]-

cycl ohexyl pr opi onami de;
prHepyigrangde- 4- [ (5- chl or o- thl ophen- 2yl met hyl ) - (et | zyl ) am

NS A R AR B 2R ER P s E pirt et

amm&’ephenyl} carbanzic ac:| d benzyl ester;

2- 5- chl or o- t hi ophen- 2yl net hyl net hyl
M i{ﬁcﬁfﬂﬁ%@[ (5-Ehlprathiardendoimer s gioaige] Ry ,}_ yh)anz

mﬁgégggé?ié {%% a?fflzg?g/ ?ﬂ?ggﬁen6gy| nmet hyl ) - (net hyl ) am

Nr{dJCI]dhfmy-l[}@-alﬂotr&thz@ohanwdylmbnltylpJfaneB(D]epkenyl} -2-(4-chlorophenyl)-

Cﬁ’@ll or o- 4-[ (5-chl oro-t hi ophen- 2
agef fyl ) - (et hyl ) ami noJ phenyl }-carbanic acid

N-{2-Chloro-4-[ (5-chloro-thiophen-2-ylmethyl)-amino[-phenyl}-2-(4-
methoxyphenyl)-acetamide;
N-{2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-amino]-phenyl}-2-(4-fluorophenyl)-
acetamide;

2,3-Dihydro-benzo[1,4]dioxine-6-carboxylic acid {2-chloro-4-[(5-chloro-thiophen-2-
yimethyl)-amino]-phenyl}-amide;

2,3-Dihydro-benzofuran-5-carboxylic acid {2-chloro-4-[(5-chloro-thiophen-2-
ylmethyl)-aminoJ-phenyl}-amide;
N-{2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-amino]-phenyl}-3-
cyclohexylpropionamide;
N-{4-[(5-Chloro-thiophen-2-ylmethyl)-(methyl)amino]-2-methyl-phenyl}-2,2-
dimethylpropionamide;
N-{4-[(5-Chloro-thiophen-2-ylmethyl)-(methyl)amino]-2-methyl-phenyl}-2-
phenylacetamide;
N-{4-[(5-Chloro-thiophen-2-ylmethyl)-(methyl)amino]-2-methyl-phenyl}-3, 3-
dimethylbutyramide;



10

15

20

25

30

hexyl ester; 5
{2-d zl oro-4-[(5-chl oro-thi ophen-2yl net hyl ) - (et hyl ) am
w0 n0adgdeenyl ) - car banzi c acid 4-nitrobenzyl esPEr/PK2004/000186
{2-Chl oro-4-[(5-chl oro-thi ophen-2
yl met hyl ) - (et hyl ) am noJphenyl } - car bam ¢ aci d
NHat/(B Celoyb-tlegplean-2-§ Bre@intl b (et iyl [oiBrahl-oreomi-phophed- 2

| met hyl) - (.nnet hyl ) am noJphenzyl } -carbam c acid 10
p%m’nlg’éof%}/ﬂzﬂm(’g%t er; {2-Chloro-4-[(5-chloro-thi ophen-2

N-%’Llléf?j-_@yzfo)ﬂoftﬁ&'@ﬁﬂﬂéhl—)-ﬁmzé}@ﬂ}lb@?ﬁ}ﬂmﬁ%ﬁ@n@t@l@%@l}—buzymmide;
- di et hyl prg{zyl est er’;

2 g2= Tthdero=-M-{{{{6>-eMposr-Buathenghdmetpyl)-(methyl) amino]-2-methyl-

| net hyl ) - (et hyl ) am noJ phenyl }-carbam c acid
p/%pg%“g?ljé‘ ’é‘%QZyI ester; 15

Cﬁ@of%‘a&[&a%&ﬁlﬁf &l g#xpfiail@ﬁhﬂmfuﬂéii-m;JaMl’z}l) {wethpy by oy - 2-
noJ phenyl }-carbam c acid 3-chloropropyl ester;
methylephesyld-canifle;s- chl or o- t hi ophen- 2yl net hyl ) - (et hyl ) ani

ISR e AT VLN CPH iyt
mazi_hp@flabfé,hym}djl- m;t hy: -1 - ﬁo pLopy!z- urea;
Cg}qlq{;én%qe?érz@l%cﬁg%-%%?gé’h—?ﬁ?i})_gﬂg{n(%yhnethyl)-(methyl)amino]—Z-
m%h%%?z%ﬂ{?ﬁﬂ%wef urea,

or o-4-[ (5-chl oro-t hi ophen-2
Cydlodethydcpr Baxplitgéil g [\ didbienshidphen-22 lmethyl)-(methyl)amino ] - 2-
t rhi %}Ihuorlfpace am de; 25
MREYPIERLGP Y% [ (5- chl or o- t hi ophen- 2yl met hyl ) - ami no)

Nﬁ?e Yo 2n2phéi-DEIMENARGRERIN BN ] -2-methylphenyl }-2-thiophen-2-
{[g- [ (5-Cnl o‘?o-t hl)Jéphe%?-gyl ng% hyl )]- am no)S]-)4' yézl met hli/l
Yiggvetunidé;phenyl - 2 yl }-2-(4- fluorophenyl)-acetan de;

MRS ThGeh b D I Mot g ey hensty-2--
methoSyphphiVitoramnes am de;

N LN Pk D B BT AR
a%?lﬁ’éé'f’*y:f %%’85'9?3%) 3’\;|{ rzretnﬁ;wl am Lg]Gphenyl }-
2-qeatidovodkenyl)-N-{4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino]-2-
methylphenyl}-acetamide;
N-{4-[(5-Chloro-thiophen-2-ylmethyl)-(methyl)amino]-2-methylphenyl}-2-(4-
methoxyphenyl)-acetamide;
N-{4-[(5-Chloro-thiophen-2-ylmethyl)-(methyl)amino]-2-methylphenyl}-2-(4-
[fluorophenyl)-acetamide;
N-{4-[(5-Chloro-thiophen-2-ylmethyl)-(methyl)amino]-2-methylphenyl}-3-
cyclohexylpropionamide;
{2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino]-phenyl}-carbamic acid
phenyl ester,
{2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino]-phenyl}-carbamic acid
benzyl ester;
{2-Chloro-4-[(5-chloro-thiophen-2-yimethyl)-(methyl)amino]-phenyl}-carbamic acid

isobutyl ester;
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WD 2004/ 082677 PCT/ DK2004/ 000186 66

N-[2-Methyl -4-(4-trifluoronethyl-benzyl am no)
W@ b@agpsle7but yr am de; PCT/DK2004/000186

2-(4-F uorophenyl ) - N-{2- et E%I -4-[(6-trifluorometlzylp

rid }’l met hyl ) - am no] - enyl } - acet am de;
{ﬁgﬁfoaﬁ-cﬁ’r[@( sblowo- {}401{/'(65-% rethy D (et itheJaphenyl}-carbamic acid
b%y%% 77y| ) - (met hyl ) am no] - 2- net hyl phenyl }- 5 am de; 3,
ms’th [ -N {2-net hyl -4-[ (6p-tolyl oxypyridin-3

{3 Oy WLD(5-@MOW}]’ZZWYJ YEmel)y tnedtty@Rimino]-phenyl}-carbamic acid
[2 Met hyl -4-(4-triflzioroznetl zyl - benzyl am no)

PUERE'] - car bazni c acid ethyl ester;

Nf'j o 42[}(5’ 7?[09’%—%1? al‘tr"]e?: }.‘Z)gf?i Je&lw o(@;ﬂaﬁ@/l)%m(no] 1pdzenyl} carbamic acid

4mm¢dre®pﬁenyir) pr Opl onam de;

R et e Bler P e Onesey LA b iy B F b acid

bzytlﬂgﬁﬂ)éh}, .am no] - 2- net hyl phenyl ) -carbaznic acid
propyl ester; {4-[(5-Chloro-thiophen-2

{%rCh@tf it S-atdonothiopleat holietin®- Gietipbemird]-penpazaiamic acid

ba&é 5 et hyl ester;
Y2 P5 B et hyl ani no- 3- met hyl - benzo[ b] t hi ophen- 2

{zttwmrawLﬁ(5@mow}1¢zaphaﬁez Dt RO X hyDRERRSTLSheASI L aPB 0¥ lacid

ester;
2,3- Wﬁ@y@y@pW{t%net hyl - 4-[(6-trifluoronmethyl pyridizz-3

%{F’?%?%—?G}(% Eﬁl&/g 9/11 . %neé@/ r)i~(}:{ﬁtezi_62)a%§noj—ﬁzenyl}—carbamzc acid

anophenox
Z—yhmwxayrbﬂemno} 2- net hyl phenyl ) - 2- (4-
phenyl ) -acet am de;  {2-Benzy] oxy-4-](4 o
(UG oo P EReb Iy e e R o emnsecbane aeid
3§flﬁ?g, lee§zte ; (2-Q);clopentyl oxy-4-[(4
uo obenzyl -(znetliyl)amrzoJd phenyl }-thiocarbamc
{2aChlbr&4- [Z&cklOtheﬂt%FZ—ylmeﬂzyl) -(methyl)amino] phenyl} carbamic acid

I or opyri di n- 3yl net hyl') - am no] - 2- et hyl pheny
21lg-fizé’l‘{x5(etfz¥ fS¥phenyl ) - acet ani de;

344-dHidroD)- W@N&@Q‘h%izgﬁgé%g‘ﬂ}l}”(r@%ﬁﬁ‘mgmoj phenyl} J methyl-1-

yl met hyl ) -am zzoJ- 2- net hyl phenyl ) - ‘car bazni c aci
Dispwbyteaest er ;
1-{2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino]-phenyl}-3-(2-

fluorophenyl)-urea,
N-{2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino]-phenyl}-2,2, 2-
trifluoroacetamide;
N-{2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-amino]-phenyl}-2,2, 2-
trifluoroacetamide;
N-{5-[(5-Chloro-thiophen-2-ylmethyl)-amino]-4'-dimethylamino-biphenyl-2-yl}-2-(4-
fluorophenyl)-acetamide;
N-{2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino]-phenyl}-2-(4-
chlorophenyl)-acetamide;
[4-(3-Fluoro-4-trifluoromethyl-benzylamino)-2-methylphenyl]-carbamic acid ethyl
ester,

2-(4-Fluorophenyl)-N-{2-methyl-4-[ (6-p-tolyloxypyridin-3-ylmethyl)-amino]-phenyl }-

acetamide;
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30 1-{2-Cycl opentyl oxy-4-[ (4
fluorobenzyl)-(nmetl zyl)am no] phenyl }-3-et hyl -urea,;

WQ20Wi082877 - et hyl pent anoi ¢ aci d PCT/DK2004/000186

[2-znethyl -4-(4-trifl uoro hyl - benzyl am no) -

phenyl ] -azzzi de; {4- L oxy- benzo[ b] t hi ophen- 2
N- [)ZLMeﬂan )(4%11‘%97]1121213’ mylzwm@ﬁmyl}-bwr%ﬂﬁu c acid

2- (%% %}? 41)}@%—}?#77}@9}%}2{%{?[2% ?r ]Zuogfg;z% pyp éll 28! 9ﬂii§e§hylﬁ meo]—

phé[,%z}n&t-gemhludé—- (4 trifluoromethyl -benzyl azni no) -
enyl J-amd

Peizczmc Fllclgl({ﬂo[[ﬁﬁéklz’w fhiophep-sedmaolalewlaaing)r2-pethyiphenyl)-

enyl pyrimdin-5 yl nethyl)-aininod-

enyl }-acet anai de; 5

3,33D BnddhyTeN {9 ey {-2- [W@phylylodry@(; AinSayinptiyl)-amino]-phenyl}-
rimdiiz-5ylmethyl)-am noJ-phenyl}- butyranzide;

butywumigls Chl or o- t hi ophen- 2yl net hyl ) - ani no] - 2

[2- ?Ie/r&n\? '41(435/ g{? o%»lét}zyl %ﬁ%hz%oﬁﬁhé’zyl]eédw&m@%ﬁf éthyl ester;

ropanecar oxy ic acid
N-{2ChEw wwa.cmrwkz@phgzofzazln@tlw)kWéiné)ymm]ﬂdaenylio? ~(4-

ch Pﬁ%q%&lmr”@V@WWﬂﬁ'phen 2yl met hyl ) - ami noJ-2 pyridin-4

1Yk (szyﬁe)z ARG aRYIfher@I N b@RicRItid ethyl ester,
4 Kl— 2-Meth ”g é4’r{r|fljtgrg?rrgt hyl - benzyl anji n

amit

. {4-¢(@fvﬁ§ek@ox2 bpnzp)é ) jtieipplien- %ryb?g?élg{l)aﬁmazgj 2—methylphen)yl} -car. bamzc

4- Chl or ophenoxy) - 1, 3-di net hyl -1 H pyr azol -
ac%&f@&’i{ gam no)-2 15

{42 TR ChWrphgoyhon2yBndhyiekmiiopepiinsiand-gephenyl}-carbamic acid
2-Di met hyl - N-{2-znet hyl - 4-[ (6

ethyhesi@xypyri di n- 3yl met hyl ) - am noJphenyl }- pr opi onani de:
{4- F}.‘i P ’Y?Zthg%zynmo— -4' C#tﬁnyjl fe}t%y[gce{opﬂén—?9ﬂﬁéﬁzﬁﬂhﬂ%] -2-

enyl pyrro tanai de;
mdtlﬁrl]{)lﬁéizymcmbmkmlcm@mpylzwenet hyl ) -am noJ- 2- ( 6- |net hoxy

3, %{nl(zgtl i Sh)yérmqpp )Ir;} yéfvﬁg?i%?}ﬁ%é%rﬁbg—ygmet%)ly amzno] phenyl,

henylam no) - net hyl | - benzoi ¢ acid nethyl ester,
buﬁl-ﬁz Met hyl - 4- (4-trifl uoromet hyl - benzyl ani no

N—phé[@({l—@mmhgmy) -myridind3-)diethpiltiageino /- -methyhﬂzenyl) 2-(4-
{2- et hyl - 4- [ (3- net hyl -
ﬂ”ﬁﬁ%?%@?r’% %(2’61 de4 yl i ne%/hyl)!gmi gg] Y

{2-Benzyloxy-4-[(4-fluorobenzyl)-(methyl)amino]-phenyl}-thiocarbamic acid S-ethyl
ester,

{2-Cyclopentyloxy-4-[(4-fluorobenzyl)-(methyl)amino]-phenyl }-thiocarbamic acid S-
ethyl ester;
N-{4-[(6-Chloropyridin-3-ylmethyl)-amino]-2-methylphenyl}-2-(4-fluorophenyl)-
acetamide;

{4-[(7-Dimethylamino-benzo[b]thiophen-2-ylmethyl)-amino J-2-methylphenyl}-
carbamic acid propyl ester;
1-{2-Cyclopentyloxy-4-[(4-fluorobenzyl)-(methyl)amino]-phenyl}-3-ethyl-urea;
2-Amino-4-methyl-pentanoic acid [2-methyl-4-(4-trifluoromethyl-benzylamino)-
phenyl]-amide;

{4-[(6-Methoxy-benzo[b]thiophen-2-ylmethyl)-amino] -2-methylphenyl}-carbamic

acid ethyl ester;
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25 phenyl} propi onam de; {4-[(5-Chl oro-thiophen-2
yl nmet hyl ) - am no] - 2-i odophenyl }-carbam c aci d et hyl
W@ 3108/08267N- { 4- [ ( 5- Chl or o-t hi ophen- 2 PCT/DK2004/000186
yl i nethyl)-am noJ- 2-i odopheg,yl }-2-(4 fluorophenyl)-
acet am de; and
2-nunq-g-resiiodrnentangicorsidb Ly mesy bt hytifucminathyl-berqulanshd)n-

I )-carbanaic acid 30 ethyl ester. According
p}%%&@%ﬁé%ﬁ)odi ment, the invention relates to a
2-phaiuorephiny D) N-{ 2-eHOEUL [(( D1 eI DAY He R IPR iRIE-OLy INBWS]) -amino] -

pharmaceutically acceptable carriers or diluents and a
PhesripsiGR@mfe s ormula | whereins, g, U, X, Z Y, R, RZ

i L A T e

bigyrainideg, h, s, q, U X, Z, Y, W Rl, R2, R3,_R5, §6
' . RT, R8, R9, R9', RI0, RIO' 1,

{@évC’ﬁ%—%505&515.%@@@eéﬁﬁ@%ﬂlW@%@%ﬂﬁ%ﬁg-ﬁwgﬁc@@%e éei

etliakRceutical conpositions of the invention nmay thus
conprise one or nore conpounds of forrmula I or salts

I-dneregfclomapnezsrhonelicorip fmdthyl-44(drmiflierometiyl-Berey Batito)-
]t helreof.il, or two conmpounds of fornmula | or salts

Pheg &814eo tnree conpounds of fornula | or salts

{4 Rex@bro-MssHeRli 208mbMy DIShiRETORY) BN 4-y L S¥Rn) MMBBInAP acid
relates to a pharmaceutical conmposition conprising
etly{esigt; mor e pharmaceutical |y acceptable carriers or

bl , £ formula, XXl X. rein f. ...
N—g@-ﬂggtﬂ%%-iﬂgrﬁuoégmg%gpg%gﬁgﬁz oﬁgahg;?yéﬁggnpfé ﬁ%ﬁzaﬁ—acemmzde,
NaBgye(- 4—@21&!3@&167@]@9—H.Bkylimﬁtfzyl-égl—pjggz&l#-ﬂnaeﬁy%ziiB}d— R3,
R5, : ‘WL R, R, ORI, : ', R0, R o, R11,
m?@ﬂﬁ??{&ﬁi%éméf’%r eraprarEde;under formul a XXI X,

2, 2’% 7{&%‘%{; ' 2;_ %Le)tr/iy%g- —ﬁcjéérrrt%,g\ébzzr gfn(—){g’ —?&é%t%g&&@iﬁ&@é? l}-h us

preplongnideer eof , such as one conmpound of formula XXI X or
I hereqf; or 15 two conpounds of fornula | X or,
N?é?‘?%f%%%—?%-gff{luoaf’mfﬁ}?rl_éée"@dﬁlﬁ?f@ﬁﬂ e@#ﬁﬁmﬁel ke goegggmide;
[BRSIIERRIES hen BOIREMLDGtiRo JOREs-HERRG SR Min- 35 Mepheny 1] -
invention rélates to a pharmaceuti cal "¢onpositi‘on
cagbamici asichefhphasteor nore phar maceutical |y acceptabl e

rriers or diluents . and a, c ound rmula >

Rl 4 Prapong RS0 TR By o i g
es?d; def i ned above, accordingly any of g, h, s, q, U X

z, RI, R, R3, R5, R6, R6', R7, R7, R$, R9, RO'", Rlo,
N2 dMethpad-(4-prifucspmertbbengylamis) péemika-manbelit-yhaceamide;
2, %—@gmeﬂzyl—N—{ 2-methyl-4-[(3-methyl-5-phenylisoxazol-4-ylmethyl)-amino] -
phenyl}-propionamide;
{4-[(5-Chloro-thiophen-2-ylmethyl)-amino]-2-iodophenyl}-carbamic acid ethyl ester;
N-{4-[(5-Chloro-thiophen-2-ylmethyl)-amino]-2-iodophenyl}-2-(4-fluorophenyl)-
acetamide; and
{4-[(5-Chloro-thiophen-2-ylmethyl)-amino]-2-quinolin-5-yl-phenyl}-carbamic acid
ethyl ester.

According to one embodiment, the invention relates to a pharmaceutical composition
comprising one or more pharmaceutically acceptable carriers or diluents and a

compound of formula I whereins, q, U, X, Z, Y, R!, R* and R® are as defined above,
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Phar maceuti cal conpositions of the invention may thus
conprise one or nore conpounds of fornmula XXX or
W@ al®s26hmer eof , such as one conpound of for nmul BCXBEK2003/000186
a salt thereof; or two conpounds of fornmula XXX or
salts thereof; or three 25 ®onpounds of fornuga XXX or
aceatlinglt #merafoh, bAcabredt, gght  qoHeXe#b¥Wsdht R't Rg R, R°, R,

4 i31.04 Joel b {018 phar pze utic CcO
R B g oI a8 v & n arRE ot 2 FBER forpih 1. o
saRthletedF. ?Iﬁﬁnﬁ’deﬁ’d@eﬂtcﬁ Bﬂtléhs cﬁ’@ﬁ@ﬁk}&ﬁldhfmﬁ}@ﬂﬂbl kémpe¥ed one or

wherein a Rl, R2, R3 and R5 are as
M@ caEpPweds Qafkf@wlla Loe mltmﬂmjﬁc}f sieh agPng congpoygd af forpgulxX or

» gTreaioP oo Ry L Ryl 1 St bopE B g ounds of

fofiilauloa sadthereohar maceut i cal conposi ti ons of t he
i nvention may thus conprise one or nore conpounds of
formula XXXI or salts thereof, such as one conpound of

Aéc% c!ﬂ'f% ﬁoe ek %9!9041’1191@%6&@ 15@3{1%&?4 @%ﬁ?na&%tlmbn@%ﬂon

or twd conpounds of fornu
co&qirtsmgtdmroe afqre phanﬁanamcaﬂy) a@eptabks aamdrmomulmnmﬂ aor

sal ts_thereo ordin o] k, ()
CRIRPRE POTOI A SLL NG S et oot Fehy: Too Rpdu g g asefined
ab%gg%b(%ﬂﬁ%bpﬂgl &, &TQLQI @@ @@CRUtR"'CR'S'M Ft et rE| R® R, R,
carriers O q;n s and a sound of formula XXX |
RINBM iR R @nd aLe a@deﬁmedmnd gr tornylaeXIRPhanaacmtigtle

caﬁpoi%o?s g%le%%%\{l 1%%10 < gﬁ di n péé Meh%rf mgfﬁ comqggnﬁ‘ﬁ:\%tj“{brmula
XRIK or I, thE¥eof, sBdhlas dﬁfb%oﬂlﬁidulf@&‘ fBBula X bneshltieRbs; or
formula XXII. Pharnmaceutical conpositions of the

tworppatOMEEs @fafyrmw@giwﬁm sadis thereoToer thisesomporpdaRs ipmaula
X%Xo?rﬁgé EF?%’(K or salts thereof, such as one

compoun rmula XXX | or a salt thereof; or two
Acangiay telsnoémbatimehia thO(Fdntion rdatet ® 4 plermetsutioal cotdposidion

conmpounds of forpula XXXl | or sa t her eof. cord| ng
CURPTESHIE TR AL RNATIAGEIHAE ALGBIR bl<Speiptars of lugnts 2

&lﬂw WBBGE i ?J[M&Ieid b, 5, b SO0 1R, RO, RNOR® AR
rmaceuti ca accept a irriérs_ of_ dil uents and a
decfmmameb a(fcofdlnglulaaym{g; li,ls, qhH;X;Z B!, R, R, Ry RUR"WR', R,
, are a d abo
a&oPdR#glﬁﬁanga %ldan gre gy (fégne‘il\?mf? %XX% R3,

Plﬁ?magéu%l'cw contPbsitidhs of A8 ’m\)gﬁtlorﬁ%ay thekQo Q5 ondrkmof3l 2

are as defined under fornul a 111,

cophzoumde ef formula )éxmmts barsobiuethas qm\ﬂ@ﬁmound srafprmplasX XX
f
oS5 SFaR IS SRR a0 ok BPRGHRSSAT bl Bl L o

compounds of formula XXX or salts thereof.

According to one embodiment, the invention relates to a pharmaceutical composition
comprising one or more pharmaceutically acceptable carriers or diluents and a
compound of formula XXXI wherein a, s, q, U, W, X, Z, R! R% R® and R’ are as
defined above, accordingly any of a, s, q, U, W, X, Z, Rl, Rz, ]R‘S’, Rs, RG, RG’, R7, R7’,
RS B, R”, R’ R!*, RM R and R'* are as defined under formula XXXI.
Pharmaceutical compositions of the invention may thus comprise one or more

compounds of formula XXXI or salts thereof, such as one compound of formula
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XXXI'l'l or a salt thereof; or two conpounds of fornula

XXXI'l'l or salts thereof; or three conpounds of
wo oroaBm7XXXI 1 | or salts thereof. The inventi oPCT/DKS004/000186
provi des a pharnmaceuti cal nposi tion for oral or

parenteral 25 adm nistration, said phar rraceutiacal
X6%hpiossal theroel A semapainds ehfrmy thgreof; or three
I or XXXI'l or XXXIII or
COlgpgléan{ %tfker%% %rrs r%{aeﬁi(lxcal ly effective anount
together with one or nore pharmaceutically acceptable

carriers orﬁglluents In on t he c ounds
ACGPINEIOIHO ERDPEH ey o VSRR G 0. PTGV Gortpostion
co{nﬁﬁgiﬁg SHE bpﬁlo{eyplﬁl}ﬁlﬁé&lh\fﬁlfé%@&ﬁ&mg caﬁl@rsad}@‘illﬁ@ﬂts appgct

npounds of the invention my dnjnistered as
comppaid offbrmaula¢oRinabérem I, lses, ap ¥, Ws. Xa Z;Re 25 oﬁ’sp euhls are as

i nvention m adm n ] 28@ 77
defesd BRI UIBEBE IR B DAL Mo O e Lo B T
R her ppapt e8] kY gl aeime rCSiR ey Aesnddaridegiotmgla JRKIE.

convul si ve propertl es. The effects of such other

Phegunpouticid cwapw@orasmf itheiprentiosingey thys epyepH§ecse,pgnore

coB R PP 300 T B0 S5min ot Rt
XxRanael Sltthe@eéher m@d:drﬁpdimﬁs aﬁfoﬁﬁuhmysﬁ saits therepf; or
bl ockade or modul ation of N Vi eceptors o the
thieq gprpewids of derrBHs X¥RHof spltsdher F‘é{ns enhancement
of GABA rel ease, or bl ockade of GABA—upt ake or o
menbrane stabilisation effects. 10 Current .
A@ntding tnond esibodimed) thatinvention refdtesio,a Iﬂlatmmtimitcomposmon
limted to, tiagabine, r bamazepi ne di.um d
COPISHISERTE O %ghwaﬁ@m@]iﬁbaiféwﬁﬁ ca eésg i{ﬁeﬂ“-s anc a
con ARG BF ﬁla Xk]giﬁtdvﬁ&&%t(ﬁ@} S, h@nW(XrZ RbRZfRﬁEﬁdﬁRs are
ni-sam we as menbérs of the bep adi |Qe

asaiaﬂnhhabmvbmaoﬂlrrgljaw ofid, ¢ qallb ‘H&Ke@t tH eRcoRpéil

t0g hayg: heen
R’g&fa&i m hgﬁm’ S Xﬁ‘ I’Sﬁ e aVé:ﬁQ Sﬁ‘lg’ ?{/}aneﬁrl]l% S‘térr g‘lqggxx L.
PHRG adticH c%tb?blﬁ'hbns $Mhe iy eRidINHA e cofnpeisd dih/eecn{rh@rle

relates to e use of one or nore conpounds according
comgpamhds ¢hivemnela X XHIr selsibercot suchestons gempayd of formula

X%l%{ﬁﬁ drear S rt%é:rgo o} f\xpg]co fds g‘pfo%ﬁl\é%%ﬁﬂ otr tﬁgregf or

Fesponsi Ve 10 an 1 ncreased 1on ow In
tthéto@&ﬁJloLiﬁds of formula XXXIII or salts thereof.

The invention thus provides a pharmaceutical composition for oral or parenteral
administration, said pharmaceutical composition comprising at least one compound of
formula I or XXIX or XXX or XXXI or XXXII or XXXIII or a salt thereof in a
therapeutically effective amount together with one or more pharmaceutically

acceptable carriers or diluents.

In one aspect, the compounds of the invention may be administered as the only

therapeutically effective compound.

In another aspect the compounds of the invention may be administered as a part of a

combination therapy, i.e. the compounds of the invention may be administered in
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channel such as the KCNQ fam |y potassiumion

channel s. Such di sorder or condition is preferably a
wale@ansdsr7 or condition of the central nervous BYEDER004/000186

The conpounds of the inventjon are considered useful

for increasing ion flowin a_ 25 voltage-dependent
copbination yvithcathertberapaytigalivheifestive gempeunds bAVIRE S .2 e

conpo t ' i ' : -
cof S Biesi 1 LR, 0y R AR HE i orklhive
préferendiy inoudbdungptbe ipaitesli tv @ctivitiesod:ncr eased i on fl ow

in a potassium channel such as the KCNQ faTin

pbt 488 Fhantrls fuehagsedivan, potassiuay sbraddrmabagieltondi ti on

is ef er.abl . di adi L ikon.

ner DB BRI R G I O o S PR BR Bh e e
The eespasnds of the invention are thus considered

useful for preventing, treating or inhibitigg

di s dhelEebitsry BpweEaEEILerhsians Se sEhaacemes od &/ B A release, or
neur ' M i pai n di sorders, anxiety
dis&ﬁ%%%gégﬁgggggpg%gggﬁerative di sorders. 5

A6 C ot e By stabillieat@ngifedneds of the invention are
consi dered useful for the prevention,  treatnent. or
Cuyrpasit B -CoRvWRvVemsdicdiqns terluds, AHG a7p 8AklBIiethiog dagabine,
. , . y . 5 r
caf e i EE R, LB LRI Sent Rty AR,
leyairidetanh gtherytbing iopiaimatel henicaomijeo asiersll af nictnbeisrofeint | on
are_thus 10 %P sidered to be useful for preventing,
bepzedipzepgiecndPAfEIAs fgsSsei zure di sorders such as
convul sions, epilepsy and status epilepticus. In one
enbodi nent, the conpounds of the invention are
Ineos skpket, ¢t ceafannds of thheveptiew baei bean faund4de heve effastion

i,nhi bition of .co ions,. 15 1n an odi nent ,
St e R R e
in the prevention, treatnent and inhibition of
epi |l epsy, epileptic syndronmes and epileptic seizures.
Inz2pe lembpdimentohhmvertiniogiatesio the e of onp BLMEES eornRoyads
invent.i are consi ' r
oo PR o BB RN R B F Fidliebd T iSRRI g be
pravogitel, yreatad or bitdictiiorsp@Rtleds af dmessedloatikey inca paradstum
attack, agoraphobi a, panic disorder with _agoraphobia

chamtleueh aotha SCNR damsily paigeiup Rebrhannelsctugh irder or condition

- W b y, pani i &4, ¢ phobi a,

IS?%%ggphﬁaﬁgﬁg&éﬁggg?ﬁgﬁ°§3§E% F%Q%Pgéggg#&%bsessive 25
conpul sive disorder, posttraumatic stress disorder,

acute stress disorders, generaliz : o :
The compounds o? the invention are c%nsﬁered useefgl for increasing ion flow in a

voltage-dependent potassium channel in a mammal such as a human.

The compounds of the invention are considered useful for the prevention, treatment or
inhibition of a disorder or condition being responsive to an increased ion flow in a
potassium channel such as the KCNQ family potassium ion channels. Such disorder

or condition is preferably a disorder or condition of the central nervous system.
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anxi ety disorder, anxiety disorder due to genera
medi cal condition, substance- induced anxiety
waele@ansdsr7 separation anxi ety di sorder, adj ustPE€NDK2004/000186
di sorders, performance anxjety, hypochondri aca
di sorders, anxiety disorder’'due to general nedica
The conipbiunds cfitie mubEioarcethiun dossttratnsefit] forhreventing, tagating or

S AlsoBBEtf e SHE LG a6 TR EOT e and BB
pafn Qi Sird&E SAxig R iildbrdefs anki HRuRUEYPREHB disbfRad ment and

I nhibition of neuropathic pain and m graine pain WD
2004/ 082677 PCT/ DK2004/ 000186 72 di sorders such as

al | odyni hyper al i C_pai.n hant.om pai . .
i A et 87 BiedaP At B RO MR Mub i iy ampnin
treReRRbh{hiRabm of @katied ot Gortisiisach ad conyalsionBoipiiepsy,

enbodi nent, t the conpounds of the invention are
angistisdigerders, neeerathic painsnd peurgdegrapieliss dsprdstt nent and

i nhi bition of neurodegenerative disorders such as

Al zhei ner' s di sease; Huntington's chorea; nultiple
Acoldn®si @ie myaiareptbiodinait, ghatompaings of {ls;invention are thus

Creut zf el d- Jakob di sease; Parkinson'.s di seas
cOBHABHIA BHRITATIeT PHRURILEE, BSAnARRETRINA PR giropiyrs such as

| nuses, borrelia and unknown
C"{ﬁg‘?ﬁgggﬁﬁlé&? r%ggrsr%-ﬁifsﬁﬁg%%hﬁeur odegener ati ons;
neur onal hyperexcitation states such as in 10

nmedi canment w  hdrawal .or_.intoxication; and .
In Bt PSR dbT vantedaoble g epign w3depdiided psctul ipdhs
préveRti6) tBdaeHer® A MNHIELA 8PeduRsomdNd pol yneuritides. In
yet anot her enbodi nent, the conpounds of the invention
are considered useful in the prevention, treatnent
and,.i nhi i .l on, af neur ' '
In 3 Re P B BRYSRRERIAS B0 bR ORISR the
pr&canBbA Strétmaituat ietibition bagsilepby, epiléicayhdromes and epileptic
Creut zf el d- Jakob di sease; Parkinson's di sease;
seEnt®phal opat hi es i nduced by AIDS or infection by
rubell a viruses, herpes viruses, borrelia and unknown
pat hogens; and traunma-i nduced neurodegenerations. 20
Inlyet yeitharaitvdimarthibd corpdynds o€ theanyaniind sreofonsidered useful n
i nvention are consjdered useful i t.he prevention
thp PEAEREHL UAARSTA RO HRSPONEPTIRG SO B

coRlifMoBs and AR Al tlatedBYGRIRALL, WsbRBheMWR padic disorder with
I ntoxication. The invention provides conpounds show n

agefdphobiaj parondisordenwitbowfagotaphdhod,|ageraphobia srithewt lystory o
pE:cheéigct)rid\ér? sgefcfitlicufﬁiotbri]ar, W alﬁ pthrclgia%e% Qﬁae%ﬁ?cl I;hobias, obsessive-
compulsive disorder, postiraumatic stress disorder, acute stress disorders, generalized
anxiety disorder, anxiety disorder due to general medical condition, substance-
induced anxiety disorder, separation anxiety disorder, adjustment disorders,
performance anxiety, hypochondriacal disorders, anxiety disorder due to general
medical condition and substance-induced anxiety disorder and anxiety disorder not

otherwise specified.

In yet another embodiment, the compounds of the invention are considered useful in

the prevention, treatment and inhibition of neuropathic pain and migraine pain
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Which is a neasure of the potency of the conpound at

the target channel "Maxi mum el ect roshock”™ Wiich is a
woreas0837Df sei zures induced by non-specific ONSI/DK2004/000186
stimul ation by 30 el ectrical neans o "Pilocarpine

I nduced sei zures" Seizures fnduced by pllocarglne are
disofdersrsudh £ pldedymia, byparalgesinpain, phanipneRaisineygppathic pain related

i,seizur catiopns an r.ef a nodel of
to AhE SRt B TR AR AR Pl Sne
PCT/ DK2004/ 000186 73 "Electrical seizure- thr eshol d

tests" and "Chem cal seizure-threshold tests"
In W@@p@eﬁ@a@ﬁl@l% & therfosprBnds ofthoRvenineArs a%%dea‘? useful in
[
B T R KT

Alkhdﬂﬁbﬂ ndisedseMAimtingten’ mslﬁﬁeaa;mﬂtmle aeleroslsoﬁmmiﬂqﬂm]elateral
pr ogr essi nor ani nal s t he
N NN R RTINS
ATD & tiﬁfectlocﬁ byH|RlA QHﬁses%ﬁ% JirfiSest BorddlR ddhinkBdk@pathogens;
aspect of the invention, the conpounds are K
tragoiatinduced @e\moahg@mraa@s@ n@mron@lskyp@wawtaw@@mw ps s
| ess t OOO asur st
et ARG, Ph e g s odtpert ¥R isgBEs B RS

peRBhQHL nerﬁﬁfé@Zﬁbﬁi@u&l@a@ﬁtﬂyr[b%fdpaﬂﬂésa{ndq&mhnﬁdest he
i nvention e conmpounds are KCNQ2 active wth an
EC50 of | ess than 2000nM such as | ess than 1500nM as

su b e " t
i RS s i koL B S ot My o
h@ﬁ&(f&ﬁfonpﬁééﬁﬂéﬂi &1d iakipadh of ﬁleﬁﬂoéegdnvmmre disprdetsssuch as
ounds are. KCNQ2 active W|th an EC50 of |e
Alzb@mm § dismases Huptagton s sharsg dltinleseleEqsis amefytf?ﬁa a&f‘é@t

: g ChRageh
SR o R B phaloRlEinlBocd by
AH:sSamhfanﬁom he ribelle Mmsms, herpes \GowpH bodelihandanknowmpethogens;
of less than 15 %lnthetest " Maxi mum
and tpumagadigred neypo %eni @I9B%cri bed bel ow.  According to
yet another particul ar aspect of the invention, the
conpounds have an 25 ED50 of less than 5 ng/kg in the )
Intyesanotideinbodinedrscthe oghpaikids afithehinyestige geerqopaideres apefiil

the prevention, treatment and inhibition of neuronal hyperexcitation states such as in

medicament withdrawal or intoxication.

The invention provides compounds showing effect in one or more of the following
tests:
e “Relative efflux through the KCNQ2 channel”
Which is a measure of the potency of the compound at the target channel
e “Maximum electroshock”
Which is a measure of seizures induced by non-specific CNS stimulation by
electrical means
o “Pilocarpine induced seizures”
Seizures induced by pilocarpine are often difficult to treat with many existing

antiseizure medications and so reflect a model of “drug resistant seizures”
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According to one particul ar aspect of the invention,
t he conpounds have an ED50 of Iless than 5 ng/kg in

wo b@4/08leertri cal seizure -threshold test” and PChBR2@ai000186
seizure - 30 threshold tesg" whi ch is described bel ow.
WO 2004/ 082677 PCT/ DK2004/ 390186 74 Sone conmpounds
hav@EléﬁWcairseizhfmﬂwhbM teats] agpdi‘ Ohemirtal sgidwe-dliresghoid tests”
Song, of th

ST TN NECER N T T

of Haae@%ﬂ%et@st&nhéhé%ﬁl pBindshureIEaLRdsrd RYiRatidnl ar ge
t herapeutic i ndex etvveen anti convul sant efficacy and

si deAsfygéa kirslliol” as i rrpal rrrent of |l oconpbtor activity

or axic effects as _ erfor. 0 .

7ot QU B S R AL R AT ProR R g BN et g Aibs he
exPegh et i (AR Meddl gbih6feat ede hthpahingd rscepes furtilidrng
hi gh doses to be used before side effects are seen.

Thest@byladonpl i ance with the therapy will expectedly be
good and 10 admi nistration of high doses may be
permtted making the treatnent nore efficacious in

AcB&dirnb Snvpertioalat dspethefthé Beeftione firel cdenpeihidcirs KENQ2 active
ot her nedi cati ons Definitions The het er oat

iberdebles b ASgernN srghuasiSgrarLl bR Lt GhesOiEe BY the
test BRAFHL %%fr)llééﬁ]f{hg g{e(%I? 9 rcH REQIRCR fs de’ésbe

d fow
expreSS|ons and Cl_ alk(anlen/yn)yl
mean a Cl_6-al kyl, - alkenyl or a C2_6-al kynyl

group. 20 " The. t mC16 K refers to a I an
AR oRe ogick T et ReUTRRES Bieeshotpdt BB G Ragtive
w1ﬁ'{ ﬁ{‘?cso%?héﬁ knes: 2o'ogﬁMJs%H gsl fébglthglglli (:)OIIWI h@ﬂlebﬁlré@bmie test

pr o
“RE}anm hﬁﬂuxzmmughme Iéﬁbﬂ@—ai’@mtﬁ;lf Wl‘tlwbrls:)é@ﬁmb%%/fép‘fﬁ larly,
C2_6-al kenyl and C2_6-allcynyl, respectively,
desi gnate such groups having fromtwo to six carbon

A@bRIS: tol A6 IHH hAGicARE ashobifehdianehtagihe Remipbind searb EITNQ2
respectively, incl udi n& but not limted to ethenyl

acpyopghyph ECbuo%hgﬂ thap 2HgmV suchpsdpsprihan 130y %W?@Pr‘fed bypthe

RSP T Wl AT PR Gl

According to another particular aspect of the invention, the compounds have an EDs

of less than 15 mg/kg in the test “Maximum electroshock™ which is described below.

According to yet another particular aspect of the invention, the compounds have an
EDs, of less than 5 mg/kg in the test “Maximum electroshock™ which is described

below.

According to one particular aspect of the invention, the compounds have an EDsq of
less than 5 mg/kg in the “Electrical seizure -threshold test” and “Chemical seizure -

threshold test” which is described below.
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WD 2004/ 082677 PCT/ DK2004/ 000186 75 The term

Cl 3-alkyl refers to a branched or un-branched al kyl
w@e@dssavi ng fromone to three carbon at ons PCT/DK2004/000186

i nclusive, including but n limted to nethyl, ethyl,

1-propyl _and 2-pro mlarly, C2_3- alkenyl and
Soge, c@nmouwave e Qééﬁ(mvféb’}mﬂé@ﬁlcqﬁétdé edfels- JrmepEthe

0013123\6%? o L 3%%%8 III i’hotdl‘gfs(?ﬁL t}?egt[rgxgﬁﬁte%t s%ggtlve g%édﬂ%rﬂlgc e

one't respect
atdxﬁtpidmdnmgﬂhabompbuﬂdsmted to ethenyl, pr openyl,
et hynyl and propynyl. The expressions
C3_3-cycloal l k(en)yl and C3_8-cycl oal k(an/en)yl nmean a

So@e@' #Oc Iga%u‘ﬂa;l; kiWea QF gect}igﬂaﬁéiuléqﬁﬁ/éx &Ev@éh‘ﬁ anfibSnviuddafi

cyc | kyl desi ghates a nmonocyclic or bicyclic
effi@uchany mlde—eﬁfavts cht %nwalmmnleofgmon@&talt ohiyity onefaxigisfgcts as

m%;hqeg%é/ rntl%?:g to% fgg%ﬁgg égggﬁégssl} % W nﬁey compounds will
ex &ﬂy“ ¥e kxf%ﬂ'tbl(eﬁﬁéd’lh ARentEBerifing! 10aH #dsae ey yed efote side

cycl oal kyl - or cycl oal kenyl group. The term
ef@@ts@u@ Whoﬂlﬁt@hy @@ml@nm wih shathprapy Bl expsetadieeeead and

ad%ﬁ{ugﬁ%t%l &%1% \(/%I% get%gltt'é? nﬂcfﬁg%@{rgﬂﬁxenf ﬁS{éﬁﬁQ&lous
in ﬁﬁér@@ﬁflw kyould @ther\x}lfbfehdve rsme(éiﬁfeSts wﬂi cﬂhd:ﬂqﬁmlbatlons

esi gnates a nonocyclic or bicyclic carbocycle having
three to eight Catons and including one doubl e bond.

Déﬁnggﬁ term heterocycl oal k(en)yl designates ionocyclic
|cycI|c ring systens wherein the ring is forned
THyyten hetefdatno nafers éd Agitsencdxyged onsulptive atpmoup
consi sting of carbonatons and heteroatons; with the
proviso that one or two of the ring formng atons are

H%}B?&%@%rﬁdo}‘? %ﬁi&&t&&n%& ej@atoms. The term

erocycl oal I'c(en)yl may thus desi gnate a nonocyclic
or blcycllc ring systen1mhere|n the ring is forned by

5 to 30. - t
T Gioririons b AP RED BT Gtk aen M GRaR R, A0fr €31
dﬁ&ﬁ@ofangésmé&§p§oaﬁe nor phol i ne, pyrrolidine,

pi peri dine and” pi peradi ne. WD 2004/ 082677
PCT/ DK2004/ 000186 76 The term hal o- Cl- 6-al k(en/yn)yl

TRERLIAL Sy TaBrsAb h HAYD S in- BEh OB aSHET st inY fidin one
to six carbon atoms inclusive, including but not limited to methyl, ethyl, 1-propyl, 2~

propyl, 1-butyl, 2-butyl, 2-methyl-2-propyl and 2-methyl-1-propyl.

Similarly, Cy-alkenyl and Cy.¢-alkynyl, respectively, designate such groups having
from two to six carbon atoms, including one double bond and one triple bond
respectively, including but not limited to ethenyl, propenyl, butenyl, ethynyl, propynyl
and butynyl.

The expression Cy.;-alk(en/yn)yl means a Cj.3-alkyl, Cy.5-alkenyl or a Cys-alkynyl
group.
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one or nore hal ogen atons, including but not limted
to trifluoronethyl. Simlarly,
wh 20080887 8- cycl oal k(en)yl designates ~ PCT/DK2004/000186
C3_8-cycl oal k(en)yl being s%bst ituted with one or
nore hal ogen atons and hal o-"het erocycl oal | c(en)yl

Thedeiny kas-ekvhestas -y brapehadqramybyndhed elkshzoup daving i one
i ] . . . 1-he 0 ' Cl
o B 958 SRS BRI o FREh M, -

and@hsbpyluted with NRIORLO'; NR12R12} Cl1-6-al k(en/yn)yl
desi gnates Cl-6-al k(en/yn)yl being substituted with
NR12R12' ; and NR7R7' - Cl-6-al k(en/yn)yl designates

Sifrliafly A KL AREW A LR ityLiu el {d8hs havi
e S e G RS L AR e avine

fromh éwe saatipdeasartonrabams, madmtieg obodbhblcbnst amdede disple bond

limting. .The term NRLORlo' - C3 .8-cycl gal k( en)
resed Pt iSe bR B SR et TS kA marunt
NR1OR10'; NR12R12' C3_8-cycl oal k(en)yl designates C3_8
15 cycl oal k(en)yl being substituted with NR12R12'; and
TheRrREEssios: @}&:%@X@ﬂﬁ(m)éfgyl}d Cs dewileplle(er/sn)yl mean a Cs -
cyéﬁ&ﬁ{ﬁ%‘f"c {;}!)M(gg)) Iou%ei ng substituted with NR7R7' . 1
A ho- cyclopropafe “is an exanple of such group, the
exanple is not intended to be construed as |imting.
The term NR1QR1lo' - C3 ) L ]
Thg teq Courydedkylyesignates amoapeislio gy hicyelicstagbroyels haging three

o BE A  E L BBs e,

etecycl oal k(en)yl -Cl. 6-all c(en/yn)yl designates
C3-8-cycloal I c(en)yl -Cl1-6-al k(en/yn)yl being
substituted wth NR12R12'; and
TheBYFiéssibrb 6;, ; &dydbs -
d egﬁéﬁ%t es 3(§é/y‘§ldc&% {e@gﬁﬁ%:(%/%ﬁ%fc?o@ %(6 - aﬂy%:/{%%lb f}r%j Vi
cy@lealiipl- onbyeloalkenytigioiuph NR7R7' . 25 Wien any of
NR12R12' Cl-6-allc(en/yn)yl,
NR12R12' - C3- 8-cycl oal k(en)yl, NR12R12' - C3-
Th8t&HtCOakydié A \iesiGhatbs @}nbﬁ@g/cna by bich @it RPelkMving three
substituted, then anty_of Cl-6- al k(en/yn)yl,
to @_@a@y@b @glqd(r@-gu} not limited to cyclopropyl, cyclopentyl, cyclohexyl, etc.
C3-8-cycloallc(en)yl-Cl-6-al k(en/yn)yl is optionally
substituted with one or nore substituents
The netepEngeydloatkdngl dekignhte adhbettcyd)bidycliedaBocycle having
cycl oal k(en)yl, C3-8-cycloal k(len)yl - Cl- 6- al k(en/yn)yl
thrS%/toA?lght ajas poddngludiag qne dewble botd acyl refers to
fornmyl, Cl-6-allc(en/yn)ylcarbonyl, C3-8-
cycl oal k(en)yl carbonyl, Ar-carbonyl,
Thater@lhderat yol eati(gn)yy Hesdgratasyhorocyeic@l-bdeyclic ring systems

S i kel B8 s Bave Segied Gamae aJyD Rheisips of
calgl;)ﬁat@ﬁls d8d haedarRaY Qith\h: SRV IBAGAL oPHId KA Qﬁ’ié Q&thﬁg

atoms are independently selected heteroatoms. The term heterocycloalk(en)yl may

thus designate a monocyclic or bicyclic ring system wherein the ring is formed by 5 to
8 atoms selected from 3-7 carbonatoms and 1 or 2 heteroatoms selected from N, S, or
O. Examples of such ring systems are morpholine, pyrrolidine, piperidine and

piperazine.
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When two substituents together with a nitrogen atom

forma 5-8 nenbered saturated or unsaturated ring
wokiogioswpt i onal |y contai ns one further heter oaPGHPKRI18/000186

a nonocyclic ring systemi,s forned by 5 to 8 atoms

one or two of said atons are 5 heteroatons sel ect

The tepem halo-6;-swik(evymxbdnsigastes C1eudier/ vyl yag é%stlali@i with
on&gg e o{‘e ﬁjal%n c}%sp %ﬁ%ﬁ1ﬁ@g§fgf ﬁéﬁ%& @(?tnfmgaz O?dl%ln Similarly,

hal@@s'—@*clt&ﬂk(bﬁ)tyhdés@ia&ﬁﬂ3 sicgtloatk(dndylarthgpsybstitoled wﬂMem: or

mog BelgetbHaS SR hHEYIclrey e st RgsYgoaten)y!
bcxﬁg h6S kel LA on\é"& ﬁ{br@ﬂélbégﬁait&ﬁs contains one or two

teroatons, then a ring is formed by 5-8 atons
sel ect ed from 3-8 carbonatons and O- 2 heteroatons

hgel ek é%l?’gglh%?lk%@él&lﬁg?lgg%?s Ch?]%ﬁ%yn% C%‘gtzsubstltuted
wmﬁtrﬁ%le CNR) =@, 6-&%?2‘?5@&&%%@@1 T a@glgﬁ)ﬂ'ﬁeﬁ%

O 0 0-,
subs@me@w@%ﬂm“@ﬁz’, nd ﬁl@@qui sallgen/yn)gl @@pgl)a]éﬁs c$4 -alk(en/yn)yl

bemﬁﬁ_uk%Q%SC%%W%%gmo?E%ﬁgip%ﬂ%@ is a&%’@}éh&f !},Jﬁl‘;h :

gr fHpidNsot nferidedto(Ka-Ehprudits lipfiting.
- -(CH2)p -NH CH2-, -S (CH2)ni'-NTH, - N=CH NH,
-N:CH-O- or -N:CH-S- wherein nf is 1, 2 or 3, n" is

T et Q' f@“‘s‘ﬁgggy ﬁﬁ%‘%ﬁ)f‘ Higratos DG RIS L0
Subﬁtﬁlflmd w(;m{)NRﬁ’imo R R13.Cs3- @Clo@lk{at)pbdbs@nla’wstﬁmy be
cyRiobls eroy g ERsHBES By N B AL BE s eSSBS

deﬁgﬁﬁgé Eu gg%ﬁ%k{%'ﬁ% Mhbing QRESHARE tr¥th RS tl‘-ﬁrﬁl@of@@bbbﬂpane

tiona ted quinoline, optionally

is snbstotlebé sudhretolp, teppdonéd i }AOEmtﬁSlldﬁd tﬂ@jcof@wﬂ@i gsdimiting.
optionally substituted pyrimdine, optionally
substituted thi ophene, optionally substituted furan,

THRAE R PRIS b st 1041 n)}ﬂ-lﬂl%za@t(@n/?ﬁ)ifl apsigronal G-
substituted oxazol e. tionally SlﬁpSﬂ,l t utﬁed12
cygloellqﬁ@)Yh@ys—blét(@Mnb@yh heinasabbtEIed G HR TR

bst it d 0
oA D B ol R ey S Ry QY- C‘i-ﬁ-meﬁf%’ﬁwl
be s%b%wmkesaailntﬁ BM?‘iR”’Ci cﬁNRFRZ e(:‘:b:( gY(t})C}dalk(erll)yl -Cr¢-alk(en/ym)yl
de@;%ngte& O&.g@;p 9;1ecn Sa 1-6 ]gq%:n/gﬁ%tl Pél%%é%ﬁ%%utgd Yith NR'R”,
- CO- NH- C1- 6- al k(en/yn)yl -CO N(C1-6-al k(en/yn)yl) 2,

-NH22 - NH- C1- 6- al k(en/yn)yl - gC1 6- al k(en/yn)yll) .
WSen 6ily 6fm’(1ew@myu<(en/>@m R~ al ki-exrvloaii gy MRGR

-S2NH C1-6-al k(en/ al.l c(en/ and
s-yghplleenyl- Qlk@gépym)ﬁ[‘fs oaflolgzaér %‘éftgt} RS, (¥1 6
alk(en/yn)yl, Cs.g-cycloalk(en)yl, Cs.s-cycloalk(en)yl-C;.¢- alk(en/yn)yl is optionally
substituted with one or more substituents independently being Ci.s-alk(en/yn)yl, Cs.g-
cycloalk(en)yl, Cs.g-cycloalk(en)yl-Ci¢-alk(en/yn)yl or Ar.

As used herein, the term acyl refers to formyl, Ci-¢-alk(en/yn)ylcarbonyl, Cs.s-
cycloalk(en)ylcarbonyl, Ar-carbonyl, Ar-Cy.-alk(en/yn)ylcarbonyl or a Cs.s-
cycloalk(en)yl-C.¢-alk(en/yn)yl-carbonyl group, wherein C;¢-alk(en/yn)yl, Cs.g-
cycloalk(en)yl and Ar are as defined above.
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WD 2004/ 082677 PCT/ DK2004/ 000186 78 substituents may
together with the aromatic group forma 5-8 nenbered
WO 20vg/0826fnT ch  optionally contains one or two PCT/DK2004/000186
het er oat ons and whi ch nay 9; saturated or

unsaturated. 5 The terns

C3-8-cycl oal k(en)yl -d -6-al k(en/yn)yl,

w}%% tglogl ﬁ‘% ‘lfrﬂgoé th%g 131} gé%q%g% Pfoérfg%{gﬁlyef 5’-8 ngf’:mbered saturated

or ¥Msafotatéd aih &&ﬁdwmwhally%m@nﬁonwﬁaﬁhaaﬁdtﬁeﬂ))m then a
Ar - het er ocycl oal k(en

MOAPCYEE 8m@ysaﬁt§@| g (f@mq}%yéltoé HARE-SHE PR P of g9id atoms are

c
e
p1p@r1éinlep1§1padaym)3ymovpyxphm peerale) @eamyhclmg, thig2oliling, WWZ@J@HG

cIoaI c(en ox
azeélldlﬂ%?eg WW‘&)&‘“Q “ealélnéffaé‘ﬁ&y nyl,
C3-8-cycl oal | c(en) yl oxy- Cl- 6- alk(en/yn)yl Cl- 6-
al I c(en/yn)yl oxy- C3-8-cycl oal k(en)yl,
W t8eoztlicicent suhyyihenty together witly en erdniatirgrgup toayhich they are

attgeeaorgs 4 1S ERPY Y, yhich optiopally SqpisinsARe oE[e.

heRtdatnd, Yienyd ﬁﬁg RoRhed K335-8-abdnky wrécyem) Mma@ oathbpatoms and 0-

Ar - car bony! , -Cl-6- al k(en/yn)yl carbon
2 hegreatens s@iaqztra@ &apyN, S1or ) ande @em% Eva%}mltueﬂts may
6 15 alk(en/yn)yl, S-Cl-6-alk(en/yn)yl
t°g§gh4% g‘ljh% al k(en/(yn)zl)gmd S020- C1- 6- S;u k(gnwn)w
—(Cﬂz)@*ﬂﬂﬁ,(@H%@BB(D@EW‘%aCBE@H—@-(S%hM(fEﬂ?@ﬁy@H—CH-

~(Ee-er e @’wﬁ]?%ﬁ@«&?ﬁ%é S OB
—(éﬁan kg”gi g@M a|€ 1519 QuiL, GLso- @}b(ﬁ O

acyl - heterocycl oal k((;en%\%{
—~(@Hy),~ M- B—NHG(ICHHM el\léh) IH AN HEGH) e (8 yn§H-CH

GO S R . 3

NNy - ﬁLC@{ allot L@ ! whensaraxyis €32 8r 3, n°¢ is 2, 3 or 4 and p"
cycl oal’k(en)yl, hydroxy- heterocycloallc(en)yl

is hypd2oxy- C3- 8- cycl oal k(en)yl-Cl-6- al k(enl yn)yl
hydr oxy-d - 6-al k(en/yn)yl - C3-8-cycl oal | c(en) yl,
hydr oxy- Cl-6- allc(en/yn)yl-heterocycl oal k(en)yl,

THeabEn G réfeay s ( o?ﬁbﬁ(zﬂ bstiwtb@ afcmnabicGystbma bkﬁdl@)cyibon atoms,
hal o- het er ocycl oal k

whraeis 0C3, B-3c9ict eabat @tﬁl)ny rmaaimge@mdéw Retgroptoms dndspendegtly

seﬁagfeg t%gﬁ (5}} ?)y {)e %{y\fﬁ})&% b oc%/}))?{% zfre OFum%aHPI substituted

pHéﬁirIQ oﬁlonaﬁy&hbﬂ{tﬁﬁd eyl qﬁftwnally substituted quinoline, optionally
ycl oal k(en

suh@tntéteésn@lc%}oaaﬂy ét{béﬁsvumd” Ryfidge. gptiqually jasifuted pyrimidine,
;ﬂi%hgﬂ}pgu'bg 1@!’[%?&%‘1’1@%&3’ !g})ﬁﬁqaﬁy SMIGSHPRbA ﬁﬁﬁﬁ )Gf)tléﬁally'@bﬁrtuted

eterocyc oa cyan- Cl- 6-al k(en
thiayale- eﬁﬁo@tlomilmlbbt(tew)iyob(azo@ Smoh optlonally substltuted Ar groups

e 0
iy b esst BT GERR Loy substiteent eRFRieRyY Peing BHIoBY. 6
hﬁ@géx“ﬂ ég ?—Bﬂé(éﬂ/%‘xlu)yp%g m%meénb(ﬂeea ybycloalk(en)yl-Cy.¢-alk(en/yn)yl,
6- al k( en/ f het erocycl oal I c(en)yl etc.
halo C1 s-alk(en/yn)yl, C;.¢-al 2/
-CO-NH-C.¢-alk(en/yn)yl, -CO-N(Ci¢-alk(en/yn)yl),, -NHo, -NH-C¢-alk(en/yn)yl, -
N(C1.¢-alk(en/yn)yl),, S- Ci.¢-alk(en/yn)yl, -SO,N(Ci¢-alk(en/yn)yl), and -SO,NH-

Cy.¢-alk(en/yn)yl, SO»-C.¢-alk(en/yn)yl and SO,0-Cy.¢-alk(en/yn)yl; or two adjacent

en/yn)yloxy, Cs.s-alk(en/yn)yloxy, acyl, nitro, cyano,
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desi gnate such groups in which the Cl-6-allc(en/yn)yl,

C2- 6-al kenyl, C2-6-al kynyl, C3-8- cycloal k(en)yl,
whedaengxsyt! oal | c(en)yl, Ar, cyan PCT/DK2004/000186

hal o- C1- 6-al k(en/yn)yl, haIQ cycl oal I c(en)yl,

hal o- heterocycloalk(en)yl and ac are as deflned
Sulabt)méts W tpeEheosis e mwtm@s)@m% &6 memberpd riggy hich

op el EahAS L BF nd foBlolil: Ml BIARER 6 Whlfeld of

e sa inc arnaceutlcally

un@@g@@ﬂable aC|d addition salts, pharnaceutlcally
acceptable netal salts, annnniun1and al kyl at ed
ammoni um salts. 5 The pharmaceutically acceptabl e

Th g%rbqsé_c%fﬁh@%ahdgé‘rggf LEOD (/RN S e bl epeh)d-ad Qb&él@ﬂk(en)yl

acl Fion'salts’ the inventi

C prafif(en/sthyy-hptesroyaloeld dmgl Ry, Axa@ceplﬂcéﬂml/m)slamré?mf t he

th . ' .
cylonBEV P et pioaituts ot Char ek pymm Ar
cl%%%n@ﬁ)y\l\@ lg- c@@lo@ﬂg@é}{)ylc &C(Dld@aﬂc J‘R@ﬂ[@‘ﬁﬁﬁéﬁlda\HQen)yl Ci.

| s "of suit abl i norgani c_aci ncl ude

G-aﬂis(dm/an}yﬂ@m 62 6 aﬂgﬁd}’]@w&umﬂkﬁv&m@b @@rsv@yclg%lkfeﬁmlexm Cio6-
By PRI S B SRR ke
aﬂKE‘H‘j}ﬁbyld?(ytd)ﬁg wmqeﬁ}yn |dl%chm(en/tyﬁ)sﬂm@pmeteﬁuymmuen)y1 Ar-
exanpl es of harnaceutlcall accept a @HF qq&ganlc or
oxm@asrﬂlk(ea/ofmla%ﬁumaﬂc(%m)g PRI Crs
h I |t «Ph :
D R @D G R AR oL e AR oi by
allt(eﬁ/gﬁﬁme?ongh m?ﬁs@ﬂloatk(@rgyle@amikm/mf)ylsanbbwdl € 1Gani c
aci ds_include formc ce
A ep b Seet! kéervwab Dl g 26 ARG depE
C r?auﬁ%gk&g)}%% P bbnyl- dl%gatllk(@n/yﬂﬁh edb%cﬂl’da‘ll@(enﬁﬂﬂx@%a@oonyl Ci.

prcric, pyruvic, SaIC

c-kieniyn)yd, Cﬁé?csaﬁcbvék(ea)yﬂ-fomaﬂg(en/m)yhxxycpaﬂagl@bCm-@lk(en/yn)yl

R BN, bl e R BB  so-
chL @cﬁ@aﬁlm!ﬁ)?ﬂ@? alali@d/ 8yl aﬂﬁtﬁ%%ﬁdéhfyﬁ?yliQ 8- cycloalk(en)yl acyl-
et hanedi sul'fonic, itaconic, benzenesulfon

C pralb(cobmagdictantysleadi(ge)yl, lwﬁ@esm@usra lﬁ(@n/é(@bxh Ly dg@yes 8-

cTalSthE R TS AR S <R G
alRRAKIRE Sldr6:a)-Cag a i) ¢l-Chs-tyudoaiaien)y], diydmv@a@i & acn d
addition salts_include the ph

alk@nb@)ylfheseﬂf@qyciq@ﬂs(en)ﬁbh A@al.szrclscalkém BoP e Chay EREICERS
R T
alﬁ(@hly&)}&r@ gt-ctyﬁloallk(kle)yl 3@alo-C;¢-alk(en/yn)yl- heterocycloalk(en)yl halo-C;.
s-alk(en/yn)yl-Ar, halo-Cs g-cycloalk(en)yl-Ar, halo-Cs.g-cycloalk(en)yl-Ci.-
alk(en/yn)yl-Ar, halo-Ci¢-alk(en/yn)yl-Cs.s-cycloalk(en)yl-Ar, halo-
heterocycloalk(en)yl-Ar, cyano-C;.¢-alk(en/yn)yl, cyano-Cs.g-cycloalk(en)yl, cyano-
heterocycloalk(en)yl, cyano-Cs_g-cycloalk(en)yl-Ci¢-alk(en/yn)yl, cyano-Ci.-
alk(en/yn)yl-Cs_g-cycloalk(en)yl, cyano-C.c-alk(en/yn)yl-heterocycloalk(en)yl etc.
designate such groups in which the Ci.¢-alk(en/yn)yl, Co¢-alkenyl, Cy¢-alkynyl, Cs.3-
cycloalk(en)yl, heterocycloalk(en)yl, Ar, cyano, halo-Cy.¢-alk(en/yn)yl, halo-Cs.s-

cycloalk(en)yl, halo-heterocycloalk(en)yl and acyl are as defined above.
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Exanpl es of anmoni um and al kyl ated ammoni um sal ts

i ncl ude ammonium nethyl-, dinmethyl-, trinethyl-,
we@einlos267hydr oxyet hyl -, diethyl-, n-butyl-, seRPchDKI04/000186

tert-butyl-, tetranethyl aggm)ni umsalts and the |ike.

WD 2004/ 082677 PCT/ DK2004/ 000186 80 Al so intended as
The kaltsmf dlas iy entionyere predereblly phamescgutically eERIAOL ads ayush salts

t [
e SR B e
meAl @k, aﬁ‘iﬂ{c@n&ﬁﬁﬁm&ﬂ@la@edmmhmﬁam dltand it is int ended
that any optical isoners, as separated, pure or
partially purified optical isoners or racemc
Th@ %ﬁa%@utﬁéﬂﬁg %9&{16 e éaﬂg A8 4nWintibh Qretﬂi‘@fe%%p&‘cl@fad&ﬂgn
8 rnor e, en a doubl e ‘bond or a fully

sal@ar mahhldaﬂﬂmoa atlixr cftthelinvemiprsars p@rf@rably pilerrmcesfecrﬂllyu n
t he nol ecu

iSRSNI OF e SapoupiiEs peerbropaet yhdEphb abte

ARYL&difbn Qﬂ{s m&hdéfsaﬁg bF fofEhnBORIRLHs vkl SOFBISC &ids.
m xtures thereof are included within the scope of the

i nventi on Li kewi se, nol ecules having a bond with

restricted rotati forn1 These
Regrocpll SR At Pt e R e bR 05,
hyldf$brHLRS Bytroiodits BAIRGTL, sdlfankiv)gHosphvpicend siine acids hhlda the like.

conpounds of the present i nvention may exi st in

Suehfatidradditiontsali eswrehe formest l?bfsmﬁﬂi’é?dﬁ‘ knavet foffe AgreeP fflled in the

] %HF bf lcGicldP
al?%&ﬁ#?free i cersudé W%F%]ﬁ%taltlie g ope g‘%l%ténng p?reg?gr?t ©
adidfi\e@nhitoclude thdshaenagatically abetitils salisastedi . Ragrm. Sci.

exi st i n unsol vated %(? well as.in solvated forne wth

1993} Q%R Whichdpmeernpsated hergpyf8fershsd the like. In
general, the solvated forns are consi dered equival ent
to the unsolvated forms for the pur poses of this

Réprysentation exanﬁdeﬂaoiiﬂ‘ultalbie ocgamw&r@sn@ﬁdq fosmis, aedics

vention ntai n.chiral ntres and such 25
trighiPERCriE. (ORGP RgHE B, AR lsfed ARG Y Siic
1abtﬂeé S0idio rimu{bc batifsc, dhdndeBd) ORalics Qfmbs%gﬁﬁﬁc,&{h}‘icmcs fstdopsic,

reof inclding racem c m xt ur es cemc fornms can
ethanesel§miio dattariot @scpﬁec @@mowagluanmpmae@ntﬁy ARl Stearic,

t.ho fo j.0 ric
bl DT dbyeolt i oAbl B dhof SR GHAART
meihR8ésatfbmg, étﬂﬁle@i%hlfﬁﬁhls' iYac@ﬁﬁ:J W@z&fﬁsﬁlﬁoxﬁﬁ;@t@h@ehﬂfomc acids,
treatment with a base. Another fgg§r esol g ng

theerhminesasetinaeids, l8e weptas dh 8- hﬁ?ﬂlﬁméhreeéa BARIE

bromotheophylline and the like. Further examples of pharmaceutical acceptable

inorganic or organic acid addition salts include the pharmaceutically acceptable salts

listed in J. Pharm. Sci. 1977,66,2, which is incorporated herein by reference.

Examples of metal salts include lithium, sodium, potassium, magnesium salts and the

like.

Examples of ammonium and alkylated ammonium salts include ammonium, methyl-,
dimethyl-, trimethyl-, ethyl-, hydroxyethyl-, diethyl-, n-butyl-, sec-butyl-, tert-butyl-,

tetramethylammonium salts and the like.
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chromat ography on an optically active matri x. Racemc
conpounds of the present invention can also be

WO e®aloszsd7 i nto their optical antipodes, e.g. DbRCT/DK2004/000186
fractional crystallizationgof d- or 1- (tartrates
mandel at es or canmphor sul phonate) salts. The WO

Algo griBBd 67 PhpEReeKIe b AOTDERE acghaddifigsioaiieiatedhe hydrates,
cﬁal%rb&egeﬂy i B8 g, resol ved by the

ornat on o ereoneri c derivatives. Additiona
met hods for the resolutlon of optical isonmers, known
to those_ ski hl ed in.the 5 art, may be used. Such
Tl‘r?é%o%lﬂ’émﬁl%%ﬁ theares Y davegtion H?é’é‘&vmn%m lﬁ%ﬁ‘i&é@mﬁmc centres

an@an I %teﬁ’(ﬂééi tfPat aanpﬁ@al'lébrﬁe%‘ a4 tsé FRES pu@&%a@? 11@1%1;(1

Resol ut1 ons” I'ey and ns, New York
opElotl isahérg oa tztcemec m@rml@s tigscof are latlgdedamtbmdba scmpefOf dm
.optically active starting 1o materials. The invention
m¥$§@ 'enconpasses prodrugs of the present conpounds,
whi ch on adm ni stration undergo chem cal conversion
by netabolic processes before becom ng
FipHermeicowbe & dpuble hend owa @wlbfsa@ anciady sytarairdaRs sy stesyish

SR BURG ot eopleRic PRl iy SEtob el g § oo gy
gebfaslric isOmheXXad debaratdd] plvcar paﬂtleﬁyi pifi@bgaoaidntidisemiers or

vivo into the regw red. compound of the  fornulas |
mxgws theser! aseinglu sdoxithinghe Sogge pf thedRYRAAR: Hkgise, molecules

T e i

mmnaerptoebe intlndédDesthonthe fcdpe of thegstseneulvertfionBundgaar d,
El sevier, 1985. 20 The invention al so enconpasses
active netabolites of the present conpounds. \Wenever

Fﬂ:ﬁ{éhhgfée 90x1i>1<§‘< of @k %Bin% Buﬁd% c;f Iﬂ?e ﬁ@i&ﬁpﬁﬂgﬁldﬁ mby8xibtah bt ent

XXXI'I'l, the terns
taepmeelpst’gnmmdaplsl 1ewgd@15th@tnamya@éomn1yc ﬁﬁn{sﬁ]@at Plgs compounds are

ol BRR T toefilen Pl e T A et RiyefRet o Spoy:
Proposal for revised clinical and

electroencgghalographlc classification of eplleﬁflc
Thetonpands chikig sgeBPnonayCas 41 Prsobeatednsavrll adpspiysied dorms

nt
o ST b bSHING [ 5b 8 s
cdSRigLed of@Bialesit tdEDE hmgtﬂyated:’fo@m@ $@lthé puirpoesgiod s invention.

classification of 30 epilepsies and epileptic
syndronmes. Commi ssion on C assification and

sdifib B’.fﬁlglcgﬁm\f)ounds of the present invention contain chiral centres and such
compounds exist in the form of isomers (i.e. enantiomers). The invention includes all

such isomers and any mixtures thereof including racemic mixtures.

Racemic forms can be resolved into the optical antipodes by known methods, for
example, by separation of diastereomeric salts thereof with an optically active acid,
and liberating the optically active amine compound by treatment with a base. Another
method for resolving racemates into the optical antipodes is based upon
chromatography on an optically active matrix. Racemic compounds of the present
invention can also be resolved into their optical antipodes, e.g. by fractional

crystallization of d- or 1- (tartrates, mandelates or camphorsulphonate) salts. The



10

15

20

25

30

of the International League Agai nst Epil epsy.
Epi | epsia 1989 30(4): 389-399. Wienever nentioned in
WO edoaswn’ t o t he conpounds of the fornulas |, PXI/KK2004/000186
XXX, XXX, XXXIT or XXX I I81 the term anxiety
di sorders, enbraces conditions and WO 2004/ 082677
CoOBpPY Gg RIeRFLE B VeRtorymay alse be Fasplied By e 1oFmption of
didtd-@seri LaphQbi a, panic disorder w th agoraphobi a,
pani c i sorder w thout agoraphobi a, agoraphobi a
wi t hout history of panic disorder, specific phobia,

ocCi a ohi a, .obsessi.ve-¢conpul sive dj sorder ) i
A@_&Wi b Borafi BEQugeR B ﬁaﬂgrﬁﬁf ls%aﬁsglﬂgq%@ghose skilled in the
artdhR9he @E&. SHENBEMOIE A AR¥h&E Y GLSR 881, Taghed, Al Yollet and S.

di sorder due to general 5 nedical condition,

Wiebit Fineetiomesdbatcanasaseand Rigselitides”, Tahwpdilay andh Sams Netwy
Y&%iﬂﬁﬂﬁr’ adj ust ment di sorders and anxi ety di sorder
not ot herwi se specified as defined by American
Psychiatric Association D agnostic and statistica
manual of nental disorders, 4ed 1994: 110-113,
Orsigaliviadtivgcampomndsean alsg bpipaenesdeliem eaticalbrastige staging
Inggflﬁonpounds of this invention are generally utilized
2% tHe free base or as a pharmaceutically acceptable
salt thereof. Representative exanples are nentioned
above. 15 |If desired, the pharnmaceutical conposition

Thgfinyereon Al FRIERPATHT PERAfRgT ehe Aresert GApBaRISoVhIcH R a

adminiSrARARNA&ED %ﬁerﬂ‘ictahcJﬂ%ltsnﬁrbiyﬁﬂééﬁ@féoérﬁgésgél YeYorBBkbotfing
subst ances such as those described I n e foregoing.

phiinercolpgpelindstivef substendenviergenenl, sech fredmgsinill b rretional

I [ nbi patd it 20 '
aefluiiGs Bhie e iPPrAPBrRe edlela) rufrbeB T KBRE K ey
or XNXIIR! $hielP 8RS eadiEN@®nPBAGIEE SWld i8R the eéqaﬁ%a tb@PSund of the
accor di na to the invention may be fornulated wth

forgmgasnia XXy XXX e XXadl or i (Cpnyentétinaliproreduges for the

L | an her. kn adj uvants.. and exci.pients in
sciffidn A2 AN sHOMP PRk ARy Stk RSHRE B wsbute.
in UbsgigrosERtotugs'Red] MIBemigadddeERevien¢esand Practice of

Phar macy, 19 Edition, Gennaro, Ed., Mack 25
Publ i shing Co., Easton, PA, 1995. The pharnmaceutica

THE glmmgﬁbﬁ LRy Eném%a@&ssagﬁ{;é &%%E%)ﬁ%s éﬂp%{eéérﬁ%ggl%@%ds.

I stration y any sul e route‘suc
oral, rectal, nasal, pulnonary, topical (including
buccal and s&bliﬂgual transdermal, intracisterna

Wheley dgRriionrb 5 e laait% Se conmoderisitentosmufas di XXX Y5
X}giggmmm BRTHSSEpAEpsy 4Bt eBiORGR embr ile’ RY SIS
epilepsies, epileptic syndromes and epileptic seizures referred to in International
League Against Epilepsy: Proposal for revised clinical and electroencephalographic
classification of epileptic seizures. Commission on Classification and Terminology of
the International League Against Epilepsy. Epilepsia 1981 22: 489-501 and in
International League Against Epilepsy: Proposal for revised classification of
epilepsies and epileptic syndromes. Commission on Classification and Terminology

of the International League Against Epilepsy. Epilepsia 1989 30(4): 389-399.

Whenever mentioned in relation to the compounds of the formulas I, XXIX, XXX,

XXXI, XXXII or XXXITII, the term anxiety disorders embraces conditions and
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intradermal) route, the oral route being preferred. It
W Il be appreciated that the preferred route wll

walepesnsk6oh t he general condition and age of theCEHDER@31000186
to be treated, the nature gf the condition to be

treated and the active | edlent chasen.
isor5a FORSS 1P H AR REPF DO BGPTSR Hith AEpraobia, panic

dlsg&i@ %{ hpig%refp‘%bi‘ar @éoré}ﬁﬁbﬁﬂ Witk hﬁ@ epb;uﬁls di6tdef! specific
sage orms such "~ as capsul es, dr agees,
phpbik) scidl ph@nge@sespwmemuam Q;;$Qxdml p@ttramn;qt]@ stress d1so1der

oo RRERL i, SRS D5 SRHEL b SR8 5 e

mdd@c AP EOYdieh, cantidiRtifthce€heas® ddorddresepsitivie alhx‘igjy@i’doﬁ}cﬁﬁr

such as 5 sustained or prol onged rel ease_according to
adjvstrhard dispeders andovishndiserdennat otheryisg ispecibedaselcfine

L O a ' ,

Ao 2y e A b B SN DR BT R
disRaROSidd 1998: fm 113 6emudd ahd 628v6R7.strati on i ncl ude

steril e aqueous and nonaqueous injectable solutions,

di spersions, suspensions or enulsions as well as

. @gﬁpﬁ gpbe reconstituted in sterile

lﬂ%%ﬁ%%%&%gg SO U?Po%s or dispersions prior to use.
Tliaemﬁtpounglsemﬁthﬂs Iueveimmnrmtegenmaﬁy atibzel assdhe et baﬁploataeal as

being within the sc the present inyention.
P G S P Bl A B R oS e AaidRa
absYppositories, sprays, ointnents, crenmes, gels,

I nhal ants, dermal patches, inplants etc. The
pharmaceutical conpositions of thi s invention or those

re nanuf r ed r danc [
R e R A e AT R
cotrffoun@ ¥ R0 ia cbihbidatibh mﬂ‘h@aﬂhafphaﬁmoe:@caa;mswees
govvders syrups, etc., or parenterally in the form of
suggpnges sheh asdhoserqa@mheémnﬂmd"prespl@ﬁan ng such
conpositions, nethods well known in the art may be
used, and any pharnaceutically acceptable carriers,
TiH dqu:ih Yusds oftke ﬁIEﬁGﬁMISlél@y behiminigeidi alonesr nmom:hhg/aqms\erﬂh
in the art may bhe use 25 A typical oral dosa
phapageaRgalGHCCrRt g SHBEE O, eserpiehls, hRither %@bﬁﬁ}ﬁéﬂﬁs 6‘9365

T %%g&glﬁcﬁz?% BEGLEY %gbﬁﬁn{g’ BRI ﬁ&y B@f&ﬂﬁ%&e@@lth

y weig Rt per m)re preferred from
p}ahnakteuﬁCQBI dooeptiide baxtﬁrsrtg/dﬂgemts dywakiag) My <pihﬁr Ity adjuvants

M@%ﬂ(ﬁ%lé%t s }rpf?gcclér on%&lﬁggcﬁ”a&reﬁ&lq%%f%gﬁ%qge% suckas t}lose dlgclosed n

Remington: The Science and Practice of Pharmacy, 19 Edition, Gennaro, Ed., Mack
Publishing Co., Easton, PA, 1995.

!"s‘

The pharmaceutical compositions may be specifically formulated for administration
by any suitable route such as the oral, rectal, nasal, pulmonary, topical (including
buccal and sublingual), transdermal, intracisternal, intraperitoneal, vaginal and
parenteral (including subcutaneous, intramuscular, intrathecal, intravenous and
intradermal) route, the oral route being preferred. It will be appreciated that the
preferred route will depend on the general condition and age of the subject to be

treated, the nature of the condition to be treated and the active ingredient chosen.
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30 depend upon the frequency and node of

adm ni stration, the sex, age, weight and genera
wa@ondiosicoh of the subject treated, the nature BOTDK2004/000186

severity of the condition reated and any concom t ant

di seases to be treated and®other factors evident to
Pharhosenticsk¢dnhmsitions fireraradminig@rapnindgdesotid dosage forms such

PCT/ 4/ 000186 .84.The fornulatio
o5 CRYEmTNE Py RE e il iR P RS LR Where
ap¥BHiRAE Sthek BRVKE frepdrED®Eh Skitldee dudhastdneerrdoatingstoy pheyadan be
uni t dosage formfor oral admnistration one or nore

for]ttriuﬂmgd seps toayoddepprielled releage of thegches ingeadisrh bt ai n
r.om 0. 05
s R R

0.5 ng to about 200 ngy. For parenteral routes such as
i ntravenous, intrathecal, .int r@llggscul.ar and. simlar

Liyadriinsage fotnsdar o pinaigisirotion wislids salufigng, gRVIHNS  of
dpse enployed for 10 oral
st gﬁnﬁzr’]?%t aP%%ﬁl. %‘g conpounds of this invention are
generally utilized as the free substance or as a

har maceuti cal Ly acceptahl e [t.th f J
e S o e RGP, B0y R PO o
notdueblyinfctabld JohRioRS Hspel@ty, fuspOiERIiddd c@iilsidis as well as

Invention 15 contains a free acid such salts may be |
stepiteepewdats fnbeareoensiibied isstarilereablosolutionsor digpgrsions prior to

sqlution or .sHspensi f f i - ®
us DR e biniE IRREATOR4C e Db o uta Ol LT FiERTHONAD. of
thdoprasemepiehiiedl | y accept abl e base. Representative
exanpl es are nentioned above. 20 For parentera
adm ni stration, solutions of the novel conpounds of
he in . . - _ an,
O GRLR R adlon TR e ATHTRS GRS o B, o ARM Sromes,
gelkeaidlaney Heray phichaniphmyesictcSuch aqueous sol uti ons
shoul d be suitably buffered if necessary and the
liquid diluent first rendered isotonic with sufficient

Tﬁ?ﬂaﬂﬁac{éﬁﬁ Al HEB5EtionkT tRiY URRHE0S 8F hbiPRBicR AR manufactured
particu arfy suitable for intravenous,

in inodardanes cwithethis invintion areydwesidemuisieradrbyprayi sugalda route, for

dni ni tion. Th il '
XGRS 56 R et eoBy EE P RN ARy T den s SEERSTalY
inHf foRRASST soRfibhd R irljEetioREF @ prepaPRilgshEl0EEnP SBitidns] ethbdyrerell

may be prepared by dissolving the active ingredjent,
kngmah in3e po s heaisedi @nd pyesharmageupigally drochipRle saripeh diluents,

exfc%rier{tsp l)xe gthieroarh’ditg)'egggﬁ&kﬁl}%sg& i ﬂlg %W@ used.

A typical oral dosage is in the range of from about 0.001 to about 100 mg/kg body
weight per day, preferably from about 0.01 to about 50 mg/kg body weight per day,
and more preferred from about 0.05 to about 10 mg/kg body weight per day
administered in one or more dosages such as 1 to 3 dosages. The exact dosage will
depend upon the frequency and mode of administration, the sex, age, weight and
general condition of the subject treated, the nature and severity of the condition
treated and any concomitant diseases to be treated and other factors evident to those

skilled in the art.
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adjusting the solution to a desired vol une,

sterilising the solution and filling it in suitable
W@l 7dr vials. Any suitable additive convePCT/DR2004400186

used in the art may be ad? d, such as tonicity

agents, preservatives, antioxidants, etc. WO

2004/ 082677 PCT/ DK2004/ 000186 85 Suitable

ar ceutlcal carrl [

T RSP o oo PP s ECeHiER h M oS hnitby HEHoRs
kndWidRnthEseSi1aih She &t. Exwwalemodosagaé foamcfar Dlrada a&nmnsﬁratlon

| actose, terra al ba, sucrose, cyclodextri n\’%ﬁ[c ?)
onexyaRore taestiek day suchiag 1 16 B AHRIS PLEUMAR GG 1Bt

abcff& ?86(§‘m%h%1%?érhl5‘l& 50548 5,9 1t 5000RS, %nd RE Rferred from
al'cum gnesium s earate atine,” | actose, guns,
aba 0.3t 1hg td hikeut 260t her adj uvant s or additives usually

used for such purposes such as col ourings, 10
flavourings, preservatives etc. may be used provided

Fo&ﬂ&n‘cfﬂl&?}’o sesuEﬁ’ Hpﬁﬁﬂa%rﬁué’“ﬁtt‘athwl igedrhiculan giceglinélat S .

es of liquid carriers are syrup geanut oi
admimstmtlon ) typivhldg pbsss larepi dies orflert qfwba%ﬁ fe?éft e flage 6’9111&@}’"(31 for
z@n] nes, E@PIyoxyethylene and water. Simlarly, the
orgl Afmyrstrlionyi | ent may 15 include any sust ai ned
rel ease material known in the art, such as glyceryl

nonostearate or glyceryl distear ate al one m xed

Thwcbmpaumd@mf i emf@h%\@m%r@ aapqraldy uiilized g5 iths %‘??ssugétﬁﬂ‘?o"rk?ﬁ a
t he e

LR BRI BreT TPy CBTRE DS Rimb 0% 2 bAXARIRN Bk Gt
cofnpatid Navagnibeiusiliey 6fth free aid. ZVhensa cahpountl of tieagwerftionns

suitable for the disclosed ro tes of agn1n|strat|on "
cortamstadrepacit sushsalipmay B‘?ﬂafé’ﬁ?fé £11 § CRRY el Hanges By (tps 2

tiGWRIAB&Yemical

sofd BB auBER Sl o RPA3 B RombOuld\E BE InRhrif PUTS
eq@ivalent6ifd pligneditionllyreopefieble DBsep Represtnsativasxamples atce

unjts such as capsules or tablets, each containing a
m@tieged ahMened anount of the active ingredient, and

whi ch may include one or nore suitable ex0|p|ents

Furthernore, the orally available fornul ations may  be,

Fair patenerdladministrationpevidiensof tipraavel esnpandsp{ip Ay egfion in
spensi o

S A b e G e

peaftl 1 6a% bb Sfaployed SRh agtiects aélua@km sihbﬁldftﬂatsluﬁﬁbly biffered if
preparation nmay be tablette, placed in

negessatyi and thgbgmrlehhumt;fwtd@mdemd isppistWithhy 16‘?“‘1 Stah’&%ﬂ be

glucose.hﬁle aqurg]ous sofutions are particularly suitable for intravenous,

intramuscular, subcutaneous and intraperitoneal administration. The sterile aqueous
media employed are all readily available by standard techniques known to those

skilled in the art.

Solutions for injections may be prepared by dissolving the active ingredient and
possible additives in a part of the solvent for injection, preferably sterile water,
adjusting the solution to a desired volume, sterilising the solution and filling it in
suitable ampules or vials. Any suitable additive conventionally used in the art may be

added, such as tonicity agents, preservatives, antioxidants, etc.
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troche or | ozenge. WD 2004/ 082677 PCT/ DK2004/ 000186
86 The anount of solid carrier will vary w dely but
wowdos/osesaal |y be from about 25 ng to about 1 BCT/DK2@4/000186
liquid carrier is used, the.preparation nay be in the
formof a syrup, emulsion, Soft 5 gelatine capsule or
sterile injectable Iiquid such as an aqueous or
- a I i | .
suffily PEAERKRulobtlrs SHARETRA TR R o B Herle aqueous
solufive atid wariome yrgamigsoleatst he conpound of the formul ae
I, XXIX, = XI, XXXI| or X9l in conbination 10 with
further pharmacol ogically active substances such as
Ex%&gfeé off Q?:‘lﬁf sRREsIafe PG se, tQFLA0 REerody BY Q8@ ARk 85a0f
recipes tor the fornulation of the invention are as
pettil, lacansa, steBrid peidabd divesratiyl athaisreg cslhdosecosh staradhiopgiaiond

of, the inventi.on cal cul at ed the free ;
stageh RS TP e, St BoblS ulds TP R
XXXI'l'l 5.0 ng Lactose 60 ng Maize starch 30 ng 20

Hydr oxypropylcel lulose 2.4 in M crocrystalline )
Arnyedther adseyanis op additivey wyelly westiTosuickaumeassTpsh apcaowrings,

Magnesi um st earate 0. A i i .
e e S L S
acﬁ{?@in{gfeq%nl@@se: Conpound of forrmula I, XXX, XXX, XXXI,

XXXI'T or XXXI'l'l 0.5 ng Lactose 46.9 ng 30 Maize
starch 23.5 ng Povidone 1.8 ng Mcrocrystalline

Exqaﬁllplléél o?sfﬁui]cflcaﬁi&g arc Sy RS ﬁéz{ﬁ% bRSKivedHt PRBsPYP Bphis Lally BBids,

fatty acid amines, polyoxyethylene and water. Similarly, the carrier or diluent may

include any sustained release material known in the art, such as glyceryl monostearate

or glyceryl distearate, alone or mixed with a wax.

The pharmaceutical compositions formed by combining the novel compounds of the
invention and the pharmaceutical acceptable carriers are then readily administered in a
variety of dosage forms suitable for the disclosed routes of administration. The
formulations may conveniently be presented in unit dosage form by methods known

in the art of pharmacy.

Formulations of the present invention suitable for oral administration may be
presented as discrete units such as capsules or tablets, each containing a
predetermined amount of the active ingredient, and which may include one or more
suitable excipients. Furthermore, the orally available formulations may be in the form
of a powder or granules, a solution or suspension in an aqueous or non-aqueous

liquid, or an oil-in-water or water-in-oil liquid emulsion.

If a solid carrier is used for oral administration, the preparation may be tablette,
placed in a hard gelatine capsule in powder or pellet form or it can be in the form of a

troche or lozenge.
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Magnesi um stearate 0.63 ng WO 2004/ 082677
PCT/ DK2004/ 000186 87 3) Syrup contai ni ng per

worRookiogierT e:  Conpound of formula I, XX X, XXX, PKXBEK2004/000186
XXXI'T or XXXI'lI1 25 ny SoeroI 500rrg5
Hydr oxypr opyl cel | ul ose 15 l nl%

Thmnhlyltoﬁml ier Wil vapr w;aly b%rr o) Ylb‘hﬁo EPAYF me to
ab 05 nL 10 Flavour 0.05 ng Saccharin sodium0.5 ny
% & ad 1 nL 4) Solution for injection containing per

mllilitre: 15 Conmpound of formula I, XXX XXX XXX,
XXX or

I
it oS etk By AEShb, Hfpson. son
gel%‘%ﬁ@é oagglgg & ?tgxqr%/ B%&QQI%/ lﬁlggils%@h a$8n E%@Bﬂé at hdadifeotidequid

elnventlon R -\ Ux (Ux (U<
suspedsl@Pomsolut@? ' Y &NH YN [ Y' --N XXI RI') XXII R XXl

| R R-\ R-\ R\ W (Ux M (Ux (Ux \ NH s | \
N X/ (=) ~\R I'Y N X/ (2 ~\ RI \ NX/ (Z2)n\
1f Rsired, the pharmaceutical composition of the invention may comprise the

compound of the formulae I, XXIX, XXX, XXXI, KT or XXX in combination
with further pharmacologically active substances such as those described in the

foregoing.

Typical examples of recipes for the formulation of the invention are as follows:

1) Tablets containing 5.0 mg of a compound of the invention calculated as the

free base:
Compound of formula I, XXIX, XXX, XXXI, XXXII or XXXIII 5.0mg
Lactose 60 mg
Maize starch 30 mg
Hydroxypropylcellulose 2.4 mg
Microcrystalline cellulose 192 mg
Croscarmellose Sodium Type A 2.4 mg
Magnesium stearate 0.84 mg

2) Tablets containing 0.5 mg of a compound of the invention calculated as
the free base:

Compound of formula I, XXIX, XXX, XXXI, XXXII or XXXIII

0.5 mg
Lactose 46.9 mg
Maize starch 23.5mg
Povidone 1.8 mg
Microcrystalline cellulose 144 mg
Croscarmellose Sodium Type A 1.8 mg

Magnesium stearate 0.63 mg
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4)

@N/ 02N/ H2N/ y
x Rz (U),
N\ PG

[ X I
R-\ RZ\ (U ( (Ux (Us H\ NHZ N \
WORMPELSMVPGL \ - \PGL / y\N/ YAN/ O2NeCT/BRD)O¥IB00186
Rl XVI RL Xvil Al XIVW852<, (Ux RR_, (U, R (LDx
(U N \ \\PE - \ NH2 NXRI>I X/(2 R [ I\
ZKU)---N Y\NY YAN/ P& XVIII P& XIX PG XX 1 R\
X l [ XXXIV R\ Rs\ R (Ux
! t

30 I(\%Sr\'ﬁ"?n?\‘fﬁ‘éé blmlﬁéhle HONy i |/ XXXV XXXV PG
XXXVl Compound of formula I, XXIX, XXX, XXXI, XXXII or XXXTII 25 mg

Sorbitol 500 mg

Hydroxypropylcellulose 15 mg

Glycerol 50 mg

Methyl-paraben 1 mg

Propyl-paraben 0.1 mg

Ethanol 0.005 mL

Flavour 0.05 mg

Saccharin sodium 0.5 mg

Water ad 1 mL

Solution for injection containing per millilitre:

Compound of formula I, XXIX, XXX, XXXI, XXXTI or XXXTII 0.5 mg

Sorbitol 5.1 mg

Acetic Acid 0.05 mg

Saccharin sodium 0.5 mg

Water ad 1 mL



5 WD 2004/ 082677 PCT/ DK2004/ 000186 89 The conpounds
of the invention of the general fornmula I, wherein a,
wh2o008/08877e, f, g, h, s, g, U W X Z Rl, RCT/BE2004/000186
R5, R6, W, R7, R7, R8, RO, R9', R10, R10" R11l, R12
and R12' are defr ned undef3 for rruI al my be prepared
by the met hods as described bel ow and as represented
he sg@wrre 5 Sld I. tutedt4 ni troanilines of the
P“‘é’@r‘i%ﬁ‘%ﬂo P ORGP S MY O mercial Iy  avai | abl e,
described in the literature or prepared according to
met hods known to chemsts skilled in the art. In
parti cul ar, conpounds oth\he gener al formla | X or XT\

with s being O and R2 bein “subst it ut ed anyl  or H
substituted heteroaryl as ?red—a-bove Uch_as @/ :
furanyl, thienyl, phenyl i di nyl repar ees,

from correspondl ng corrpourwls with F¥2 bbl Rg | or Br by xxin
nmeans of cross-coupling reactions known 'to chemists"
skilled in the art, such as Suzuki coupling, Stille ‘
coupling, or_ other transition. mnetal cat alyzed . ¥
ﬁr\ggs coupl i ng(ureactl ons [D. W\dﬁnl ght "Coupling ™

Re: cti Qns Betweenf spzyCarbon ntgrs” an i @,
fehensi v ganic | Syt hes V. X§ BB 481-F2 “x7 w
o, rganom, s 1991]. Al tgrnstively, /\N

“4-niktroanilinescw th the generak fonnul a I X or L Xh can
be prepared fromthe correspondi ng 2-substituted
anill ine in the protected or unprotected form by T
nityrati on known to chemsts skilled in the art [R

ehni sch " Aromatische Nitro-Verbindungen" in

tUhoden der G(Uganl sche Chem)e/(l—louben- V\é&zl) p. 255

E16d, Th| g992] riicul ar, thig _method can
p]\F@ m’ﬁd t RPFhe g gend for M a
o,\J = S, v r SO2NRILNA

cormounds of the general 'i‘orxnul a IX or & Wnere Uis F‘SXV“

can be converted ipt0d conpounds of the general

ere Uis SO2 by oxidation according

to rmethods wn to the chem st skllledlntheRart

fork e%g)anpl e”by o¥igdation witF chl or oper oxybenzai.c

acid MalO4 in the presence o FﬁuClS as a catal tN\ P

25 Unds' of =t erals f Y Pare atso R
from.eq ds of g I forrrulayI/X\ y

realgtl on wth sultable el‘éctrophr lic reagents fror mi ng

an R3x¢E)q X gr8lpxxsuch as’®bd not linited to, '

al kyl, aryl, or heteroaryl chloroform ates or

R-
o,

NO,
— XXl
H,N

XXXV

A rir rir*

XXXIV PG’ XXXV
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car banoyl chl orides, carbonic acid anhydrides, acid

fluorides, acid chlorides, acid 30 brom des, acid
WO oabtiigxs77 act i vated esters, activated carboni cCPET/DES004/000186

with activating reagents §ych as carbodii m des,

sul fonyl chlorides, or isocyanates in suitable
The obpernss of dredhventionedthergeneial formula b, AMGERD AR d; € 1, & b,
lorfe € 0L 6Met hyt eyve hiherphdepliahie pit pl2
S ‘kﬁ’t‘g}b?{; Z?égpieﬂ?a ks’lr}gh’hgé(ﬂr’vdggf n%e?%t 0¥{e oy - R and
R'Y afd d@ﬁned@hﬂ@‘v@d dnbM Icmmx/l@mpnepmﬂ byhkametipdors destebed below
m crowave irradiation, with or without addition of
andassssreseiiehngbe 205082677 PCT/ DK2004/ 000186 90
magnesi um oxi de, potassi um carbonate, sodi um hydri de,
trial kyl am nes, sodium or potassium al cohol at es,
Subsitited Snitpoindsss ol der igenasle forsrmlia Jﬁﬁ o:rr Bt aigs pummercially
bi c%r bonat.e,

o SR SR38 R 1oL, o SEPRAETEA e R 86 1o
c11§rﬂfs¥s uéa%' t8e 'aﬂnhpﬁarﬁ@umce ?&ﬁﬂﬁ o®fthd fgreamemalla [X or X1

wherein R2 is nme U is oxygen, ands
witlss lie;lng aran@& deimet shliwwttﬂ@dl aty} ommgagewﬁsqmaryﬂ as defined above

LS R A Ry UL S04 O M dponang

coffipb AN QR LIEABEIng at 08B 5 bY trAding df jSlmnﬁhpﬂh% r&uﬁbnsakncﬁvn to

Cor room tenperature. The resultlnlg n t hen .
chbmisty slqﬂécfdomb@ ajtniush @ ﬁ%ﬁlfh@@lpaflg,t% e 12%@5 fother transition

mﬁgltr C?‘% nc(’g% %ﬁsfélg%}éa&t on )f]}ﬁ Ig‘r;éto ng Ré%%tlons Between

pIZfECEﬂBdﬁ Céhﬁ?ttmd emh l@»)npg&ienmea@ngomcwsyﬁrh@mw T ap mpl 6@1 520,
such as chl or | kyl . b

qug?dlﬂ%%f@%éﬂ%% AT et DR Mg "E‘S&ene%le???%ﬂa IX or
Xt[)&g"l ge grepﬁfaerdbﬁ&hcthél%bﬁes%maﬂﬁg Qes%bst?tﬁfeﬁ%hlﬁlea@ﬂ tfle protected or

or ‘carbonic anh y drides in the presence
urpfotsdted éduinebpasﬂsuorsmm pkmmlssl driblesiainbeaare [Rj Belapisch

s i 5, B S o

Pa%ﬁ i, §Ral *hishRs ,1992]Cth ﬁﬁtlﬁﬂﬁfnﬂn@ Mehed virebeapplied for
ref tenperature; (b) the reaction with alllyl u
cohtmmn;aﬂs W;lthdhe gqteealdamlaﬂm X whave s isyh i@z, or SONR™. Also,

condi k
copettogh e Aeteel gt KOGAACETk: 8ag b, convered o

&Mﬁﬂ@gﬁh@fgeﬁé}@l Eﬁﬁﬁlﬁéﬂx Jromwhere Xl isS0) Hyeoxiddionedcording to
wi'th suitabl’'e reducing agents such as zin [

mpthade known tto dhe ceayaist skied Hrthg abhidar sxanple Yco’%léﬁtﬂ’n with 3-
c}ﬁ%lpﬁgrléfs%@%zogcam&&ﬂ ¥aIBG l.u{j‘chegEesQl}(t acgﬁg-{q%g %rs a ed:tal%pmm um

resenc ogenati on
catal yst such as palladiumon activated carbon in

suitabl e solvents such _as net hanol

CowppaNyadht EaRera oTBUR CUGHE HSSparaLIEe Grinsings gbgencral
fo%h{aaﬁa B#r Gid fe{a@@é@%tﬁ Ruitdfle OREPSPhiRN dabBRS fobrfiy AR-(Z)-X

gener a
group, such as, but not limited to, alkyl, aryl, or heteroaryl chloroformiates or

carbamoyl chlorides, carbonic acid anhydrides, acid fluorides, acid chlorides, acid
bromides, acid iodides, activated esters, activated carbonic acids with activating
reagents such as carbodiimides, sulfonyl chlorides, or isocyanates in suitable solvents,
such as acetonitrile, tetrahydrofuran, 1,2-dichloroethane, or methylene chloride, at a
suitable temperature, such as room temperature or reflux, achieved by conventional

heating or under microwave irradiation, with or without addition of bases, such
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Alternatively, tin (Il) chloride or sodiumdithionite
can be used as reducing agents under conditions well
Wheams2607 t he chemi st skilled in the art. CbtaPCBEDK2004/000186
anilines with the general forrmula X1 are subjected to
reductive al kylation 30 reactions, known to chem sts
maghkpdinm dXide, Pﬁgﬁsﬁﬂm camrwtealse@ny!dbssdrﬁiﬁ rékg@neiegl sodium- or
or.rrul A fi-ned Y% u
polgSifl look(ibitss d58fim, 45 pRRGHTES sfioRREY Sotifn? Ubd 2t &sium
bidagBdnatay olf Bfridie) reagtietiowell kindven todthe thethist sksllddharteodrt. at
suitable tenmperatures with the formation of
intermedi ate i m nes which can be reduced in situ or
A&ﬁt‘i‘or{ﬁ ?fsf&aﬁﬁl{hgfj vap¥tidn/ %Pclizatcbﬁ‘@oﬁlfldst be geolyenhl Rfrmula X1,
crystaflisation. They are réduc to the conpounds of

whARiR @044 B8RET, 1 Mdy@&zemalg OO0 186 be @@memslmtmﬁefwﬁthndehmwn
t he gen

o cBe G e B 216 gt 45 CeOmFOhPRB Ry Botiiere

soﬁbé %98{ Q@Hﬂ:‘h@dr@meﬂﬁn@ AU sahbr t%ﬁipeﬁ'ﬂlre Sithhas @SC or room
anol met hanol or acetonitrile with or without

tem]jci'atturfo AThsf regilting )pﬂlﬁ@()l& eouthes st trangforaedsigic cempeuds jof the

aci tapble t er t
geygrft Has%jl[ creipy] B)fy 1% 31 ) 1‘? IQB& d’H #&sy]ﬂ*g)f\ﬂgtr? chemists
skfiRmHtBe brt. 3h& Reffbds Sndhydt Q@&he @@R’ttlbl@ whithr élhﬁ‘foplnles such as
derivati zed bl\: t he second reductijve al ﬁ%é@tl aon

allgrl odhdetides, alkyhgramideabtlkylaiodidesdeenzyh ghlogdes i brgzdgkipydes,
elix@flhloaisdesc’ O:gﬂrygﬂlc Q¥ 891%58{%%% fic &cd %%;degegr %91‘3\6510 acid

S procedure can e per In situ after

anhiydiddesr @dihet pl\eeembl @:fy'slatabtenb:mes hswhd&hpdiession d;et:rbonate ina
general _formul

suftable o dkvERt b byUu¢ a%| Eﬁ‘&aﬁl e ! ﬁﬁ&@%%ﬁ@ﬁngfgﬁ& i gh L2
dl‘vﬁ%lgn%ethlaﬁﬁl %ﬁ%ﬂ%ﬂeﬁ&lﬁeﬁ@eﬁ OEﬁUH 83 Rfont NRngRAREB! or reflux

is a suitable [|eavin r ou
tempeftias; ( (ibd dihed ssactyoro mii theglkydy bgub/bhmraln@ergméqlk alkohols under

congiin KEriEn FrRERGPE et (o b E e gt

conmpounds of the invention with t he general formula |
can be obtained by an alternative route:
The mltIOtgin@lpgmm@rrallOuﬂ@? efithe gmelral frrayulp Xsen ﬁﬂ%l"ﬁ? with suitable

rotecti he = 20 anl
regﬁ 5% F%‘ijl? e%lcg 2R ST AR egr 1\1/1\/| %15%1{)1%&&{88 e g %élgﬁu?%?srr%c o acld
aéu%dshly@fbchwa@m Jloahgdipget gatdrngmgsroun HRRShje in the presence

rotective Goups in Organic Synthesis, diti
of suiigblocderasnaion catalypt i 85 PPN A FEPOIIBgTtable

soSI\lf'e%I?s 8rch®as methanol, ethanol, or tetrahydrofuran, at suitable temperatures or

under ultrasonic irradiation, to obtain anilines with the general formula XII.
Alternatively, tin (I) chloride or sodium dithionite can be used as reducing agents

under conditions well known to the chemist skilled in the art.

Obtained anilines with the general formula XII are subjected to reductive alkylation
reactions, known to chemists skilled in the art, with aldehydes of the general formula
YCHO where Y is defined as above in suitable solvents such as methanol, ethanol,
xylene, tetrahydrofuran, acetonitrile, or mixtures thereof, at suitable temperatures with
the formation of intermediate imines which can be reduced in situ or can be separated

by evaporation of the solvent or crystallisation. They are reduced to the compounds of
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trifloroacetyl group known to chem sts skilled in the
art as TFA group, by reaction wth the reagent

wo oooriosay7t he protective group such as trifl uor PEBKR2@4/000186
acid anhydride in 25 a sujtable solvent, such as

1, 2-di chl or oet hane_ at appropriafe tenperatures. .
the Anvénitine of Wha Beneral fgameledi wherenRl is idpogene "3t gineng ggents,

educt. on, of [ trQ. jN :
such i ancien pe afs ol e Rop ARG A uEACRRent, sueh
as &RYR,; méihenol drheytoaitdleswhh e tvethotbadditonr eficaelytie amounts of
al kylation reactions as descri bed above, with the 30
acigy sueh geiecstip pcidngl syERle SMBEHHFFa YCHO to furni sh
conmpounds with the general fornula XV. Conpounds wth
the general formula XV are subjected to the second

OptiedalBt, ifwe varddtion| et Ronttst dpained cdmpewidseef tisoseasral dormula I
furnish c ounds, wi.t h t he .general formul . .
whotsoH) 56D FIEPCHTIO OB OB BTS2 HIT S e sy o ellyition
prqkE re | Mgt RGitdTé Q[&H?dé’éarhnae re@iTaMe dadatsmedubhdsis  sodium

(1<novvn to chemsts skilled in the art, such_as

cyimpiomihydiate, wh tbscaibed ebeyep ShissPersiisarIdiraR BTqrmed g situ after

approprijat.e sqlvent. such h ' I
00k 2 ANk, T "o BB Bhed bl somo
AR LR, ¥Vlehn b6 infthluea@ITpe tivddeddfophilie subatitutidrorastidrhwith the

the general fornula | where Rl is nlg hyq{??%&rl%.are tabl
ap%ﬂbpaEMedeW_iﬁlaﬁw of ithe efFieh lf@m@ﬂ%gelﬁ G i T puttable

t he reagtio: t ionS &86WhSo th
ol g BB L BBl S o
chbaiseslaBedin the bftor of orm at es or carbanoyl chl ori des,

acid chlorides, acid brom des, acid iodides, 10
sul fonyl chlorides, isocyanates, carbonic acid

Fof ThY 4 1{%?%1-1%&‘&& YeRe dzgﬁ{db&nﬂﬁ Ripdtindsbt thed@léntiinl WEh the
reagent's such as carbodiimdes or others as luiown to
gephrahfosmaladkiah lbe ebtaimedt Hyeancalternative ravée:sui t abl e
sol vents, such as acetonitrile, tetrahydrofu an, 1, 2-
di chl or oet hane, or nethylene chloride at a suitable

CHBPREHS ML theS B&frASfoRAGR XTRASY atUirepaed bef protectivi tolff the
or- wthout addrtion of bases, such as magnesium 0xi

d L]
anilfnepuitrages inthaoawbbiditaded-nittio aatliags amihibe gensralformyp A, with an
t .hod i !
sBIoWHE PRUGHEECHOW (RCoeNar it Por ot 1 Bl Res d

EAIMEE Ogew, GredHeounds. Wi wutie Weseraterdcdemnl 2999y, aneh as a
subjected to the protection wth appr

: opriate .
triflonteeety] gy Hoa PEAFiRhScd & HIeH 8 Pk BIouRgDY Feaction
he art j i : : o
o ity R B G 0y o B it
a suitable solvent, such as 1,2-dichloroethane at appropriate temperatures.

Anilines with the general formula XIV are obtained by reduction of the nitro group
according to methods known to chemists skilled in the art, as described above. Then
they are subjected to the reductive alkylation reactions as described above, with the
aldehydes of the general formula YCHO to furnish compounds with the general
formula XV.

Compounds with the general formula XV are subjected to the second reductive

alkylation step, as described above, to furnish compounds with the general formula
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Interscience 1999], to furnish conpounds with the
general forrmula XVIII. In particular, conpounds of
wo b@4geaser al forrmula XVIIlI where P& is PCT/DK2004/000186
tert-butyl carbonyl group, known to chem sts skilled
in the ar{ as Boc grou can be prepared with th
X3 pihspy PGt & Fehgbimn the &;EiAn%mBP 621 be rwvgffidwpmgfﬁ}eﬁs Kown to
) 3 N6 86 _ . . | _
orbBle Bl in R O B AR Ruflhym pubonate i
appppriaer isaliventf esypbr at unethasalchatas +8i@0Gle ttomperapirgh furnishing
conpounds, of the_gener ormula XVIIl where P& is
copgeundseHdhe gHer ﬁ%‘%‘f%%&g{l ve group (PGl) is renoved,
as descri bed above, to furnish conpounds with the

general formula X X, followed by derivatisatipn wth
Thappmpprnids & the inyettiaphith ds gameral figrnmda [ whgrexR gisdigp hydrogen

furni sh_c ds with th I f : .
e PR P PO Ba L bt B
clBEOBRBL LA Rriting &0 -9, BT gﬂﬁPe@cﬁ r:@naliyl, aryl or heteroaryl

nitroanilines in three steps as tollows: reductive

chisirdpratatesnotofarkeorgyd ghiesides, ackkchlgadisy apidftspmisies, agikisdides,
sSR! P IR AR G Nanic it

Wigl C%t%%@ gia@'bntb etidh BwayodiiaAddsan atieera adk B P O0he08as iilled

_ )04/ 000186, 93 di met hyl am nopyridine jn a

insther aBl dn sbpvaHibly spvaRs: é\i‘“ﬂlaﬁ‘? ARSI ‘Eeﬁfﬁéydmman’ 1,2-
- epe ) REX\Y,

e, B R el oo

terhiperatira oXirefhby vath eppitbputi aldiioneofilzisery sacfeas muigoésieg oxide,

Na2S204 as  described above.. 5 Fingll he ¢ n
POgSSIRBCA PR %ﬂiﬁWmﬁw@e‘ﬁ%ﬁmﬁoﬁ’fﬁﬁy filettmggraé ?‘%E%ﬁedfj Pove.
hydr ogen are obtai ned fromthe conpounds with the

general formula X by means of deprotection of P& b
Farhbe wempoasisiofdhninventidrewith igsnerki formula hwherginRy 1s hya/rogen,

articul ar t he Bo rot.ecive. grau be .c :
coBfPoph nEth b BHTn D Ras o 05 SOpFih T nfis pBRtaGn  wito
apPHSials p RGO §EdupO(PCH), tthodh RPgHeaRSH kitleddn the &0 Protective
exanpl e trifluoroacetic acid, in the absence_or )
Gm?s eic@rasmics Syn/bes, sié EAEome hY) &reensn|forod.olVuts, Wiley
al uene apprapriat r akar as. r el
SRR "R COBMAE SRR, A e, Bt Mkleey.
patii0al o@Bounkls of ahd gameral Commaa XOAIDvheteeP @eiseemibutylcarbonyl

formula XXI , wherein R2, U, and s are as define .
grapyienown to chemists skilled in the art as Boc group, can be preprgfed with the

appropriate reagent forming protective group such as tert-butyl carbonic acid
anhydride in an appropriate solvent such as acetonitrile and at appropriate temperature
such as +80°C, to furnish compounds of the general formula XVIII where PG is Boc.
Then the TFA protective group (PG") is removed, as described above, to furnish
compounds with the general formula XIX, followed by derivatisation with appropriate
electrophiles forming R3-(Z)q-X group to furnish compounds with the general
formula XX, as described above.

Alternatively, compounds of the general formula XIX can be prepared from 4-
nitroanilines in three steps as follows: reductive alkylation of compounds of the
general formula XXXIV as described above will furnish compounds of the general
formula XXXV, which can then be protected e.g. using di-tert-butyldicarbonate and
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are comercially avail able or prepared by nethods
known to the chemist skilled in the art. These
w0 p@isds7t he reactions of 5-fl uoro-2-nitrophenpCT/DRA@x/000186

M t sunobu-, allcylation- g§ acyl ation conditions as
descri bed above for the syn

hesis of c oynds
dlmqibylg@ﬁ@(pyp MErima suisable pcgmné U NERY tetﬁg{yrﬁ 1t 213.1s yielding

0] I
oo G B R LY, WSt 88t coppogets

of iflie pheralafoimufalXKIX Hyesn epprppuiatel seducitg bpmt gocleaalNaxS;04 as
formula XXII. Alternatively, conpounds wth the
deggaied aboVeor nul a XXI | can be prepared by reductive
al kyl ati on as descri bed above of 4-nitroanilines of
the general fornula XXXI'V. Conpounds wi th the genera
Flr%lyf cbhambmpmdsl ofrdlye eveptiemavidy gsyerehdomaduydt PoTH? R! is

he nit r rried o
iy iben s ST BomaRt baribufih wABHEE grrcid] (GARAACIEPS s of
del&%&%ﬁ@h of 9@2 %9&}1’6 2sthyhd kno'ﬁhﬁtorcﬁaﬁlﬁsmﬂqnéd @cthp attni@sparticular,
the the general fornmula XXIIl with suitable

(heeB e probpivE e o cln el b diy BARGS kv 50 Gieplifs skiled in

described, abqv t
S S RS oh g L TEAIETe B BF CORRRE RO RRIE G acic
intthe Meareabr pakaics! & solvalit tsmcnatsi methylene osipanided st dpluene at
the general formula | with s being 0 and 12 being
apRIPRERCtHNBEalISs: or substituted heteroaryl as defined
above such as furanyl, thienyl, phenyl, pyridinyl can
be prepared fromthe cor respondl ng corrpounds wth R2
Albehatiyely, compBundsy ofréengensfal dooswadoopl begrenssest bpristoute as
as described above. WO 2004/082677 PCT/DK2004/000186
foldowgx anpl es  Anal ytical LC-Msdata (LC-MS = LC/ MS) were

C&H}%cﬂ.{nﬁg dr R Snbfal Rrhfa AR , 1 RPNEL aadTe B Salsfippedbove,

an APPI~ (at nospheric pressure phot 0 ionisati onI)
ar¢ opmemwiely a*amutbgmmmﬂgy gugtimds- knoayn e thy shamgst skilled in

o s T8 S DU SR Wiunc

alWAhIRIH- ok lab 16860 86ifitichs A€ ekcfibeD akbveShr Ehred;yﬁihesm of compounds
wat er/ acetonitrile/trifluoroacetic acid (5;9

of e hgsgheral i feawlagXh diosn phenals.| Buclipriplio @%nﬁat%%s ‘@E@U)Bn with
4 t
e Y PR A L B LA Kt i e

argnfgiga;i)%‘ﬁg S:ohxggldlrﬂ%svals tﬁng%rxem]l ifppeda WXH. alww!nalalvsly, compounds
edex tect t I 130 X 4.

iasarsetey Tod Sqlerion 0 Sietply SR80 40 e
ab?%laé?%ﬁﬁ%?ﬁrﬁﬂdﬁs’%f The\gnB Fridul K88 E Cotmpehds with the general

formula XXIIT may be prepared by the reduction of the nitro group, carried out under

the conditions as described above for the synthesis of compounds of the general
structures XII. The reaction of compounds with the the general formula XXIII with
suitable electrophilic reagents forming an R3-(Z)q-X group, as described above for
compounds of the general formula XI, furnishes the compounds of the invention with
the general formula L.

Alternatively, compounds of the general formula I with s being 0 and R? being
substituted aryl or substituted heteroaryl as defined above such as furanyl, thienyl,
phenyl, pyridinyl can be prepared from the corresponding compounds with R? being I

or Br by means of cross-coupling reactions, as described above.
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wat er/ acetonitrile/trifluoroacetic acid (5:95:0.03);
Met hod: Linear gradient elution wth 90% A to 100% B
w0 pood/osdemut es and with a flow rate of 2 ni/i ni PCI/BKIH08/000186
values for the found nolegylar ions (mz, wherein m
is the nolecular ion nmass §nd z is the 15 charge) are
Exapyilegned to the nol ecul ar mass (M, conposed of the

Bk (L EHRDeE BT A 70 o s
B e
ang eg @a@?‘t? L&Y §L@n}£04 ot opEtEb bR o 38 . hﬁ 4 JPH gmm  Waters
Syif ?’1'11%&111* ap18 MRS/ | with a%oju |\ ath edaRRRedi EBRI@HQ§§ten1 A =

und i sotope distribution. Purity Was
Wﬂﬁltﬁﬂmmacbthyaamht(é@@ a0bprand B Fhwat@a/a@@éﬂtrdn#ﬂﬁwuo@@gg acid

(s RERSVEBedp L $Bicet RRspur PR SR TOEE Y § i n

w1ﬁpa EB% RS PRI Pmifte ARt/ MVIHPBK (tlhfésiﬂﬂﬁlgﬁﬂtdataG@éﬂémbtalﬁéﬁ on
mn YMC CDS-A with 5 mparticle size, Mtho 25

a mumrelaaSSgL@@ ‘emeye MUXosquipner Wiy AMatsry 3A88/Bedax ?54 detector

Syﬁ?’ﬁ‘c%ﬁﬁﬂ gﬁq\l\gc 6a b gtef) ﬁgﬁetrg%%lé S {E %FIF&S'\}gn particle

siet 86lvicRRystdi: NMR spegiteArifto®acaicor aodl élO(HDOS)lBaIM-IZB =
or at 250.13 MHz, both on a Bruker. Avance DRX5 (9
waser/ascRnikilsy rifgommgetia aeid et 0.03)s SYetbiofly dfigear gradient elution

r e 0
BB o S0 BT e 5t o s
foRthel fotied fallecubdr ebml(m'z,swmdmrrd is meemokeahlas frinf assadndezsis the
ot L S oy oL i B LA st s

1s<§cbg&ta ;?tloncall?f ph?s' S9hfls ﬁq%rneﬁg uhlied exatmd(ﬁest witR |[19E—h3%/\o AM+21

= qui nt et
asﬁ@mxeﬁszmzﬁepﬁﬁmmame@mwpms t@l zduabhlghest dleale sellgefel drom

s il ion AT itk Sy potor pRosRiprs i i molecul

mQé’s MAismc A R2E1 sl 84 thdmost abundh@adofope Qh@hbutlon Purity was
Preparation of internmedi ates 5

ddsertndd o msegratign PE thet By | (394 ne) wad BIyBR fraes. ddg retention times

cordin the procedure described by G M Singer
@'ﬁ&r%e"?&\‘% %Eﬁ’d Q Med. Chem 1933, 26, 309.2-1odo-

g-nitrgaglLlne was prEpared accordlng to the procedure
escri be . Pak, T Kl

Pienbey ol CARSUGsalin S3poringd op {he GuPE Sgex AT 150X
. P Ofzqi f f I
ing SR SR 0 A AAC B At SR P Mtk

Linear gradient elution with 80% A to 100% B in 7 minutes and w1th a flow rate of

22.7 mL/minute. Fraction collection was performed by split-flow MS detection.

'"H NMR spectra were recorded at 500.13 MHz or at 250.13 MHz, both on a Bruker
Avance DRX500 or on a Bruker AC 250 instrument, respectively. Deuterated
chloroform (99.8%D) or dimethyl sulfoxide (99.8%D) were used as solvents. TMS
was used as internal reference standard. Chemical shift values are expressed in ppm-
values. The following abbreviations are used for multiplicity of NMR signals: s =

singlet, d = doublet, t = triplet, q = quartet, qui = quintet, h = heptet, dd = double
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A suspension of MJO (2.0 g), 2-chloro-4-nitroaniline
(3.768 g, 21.83 mmol) and ethyl chloroformate (5 i)

WO pooaog2eoni trile (25 nmL) was heated to refl ux PCT/DK2004/000186
tenperature for 4 hours fgglowed by addition of nore
ethyl chloroformate (4 nlL) .~ The heating was 15 )

doubdett drraddublptuiplet, dh|= dorleawdrtsh tt Zoriplehps iRl ¢femehaultiplet

acti.on m.xt.ur 1s, i lter [ a_ f Si02 (5
and 5§ O B L ot VTS, BT, 507,
vacuo (50C) gave 5.8 g (100%yield) of crude title
conpound whi ch was used in the next step w thout

Preppratien opintermediatedn. o/ MS (m z) 245 ([MrH +); RT =

N- %}t—lgl%%]i%% %Il)%é?gla%gg% wag %g%(sgé&'%@b@hggg@e g)gaée%ﬁrez 7
des?;@i’b8d BO CX M S(llerge,r ’alﬁd 49 WfAndﬂbWs JTTMed. %Gﬁdnpﬂﬂéﬁ; 2’@)3\& Grigdo-
PO IOV o BRI SO o Fo P DA R SRRt 1Y daf Bl T - R
W@a@élesréﬁﬁ@m i Bt 7 ARIP YA oorobor et s18md

tet ydrofuranwere used instead. The title conpound
was crystallized by addition of diisopropyl ether to
Preparation of ifeaedintes of thegrnestldarmyla X1 | tration. Viel d

629 | or 3 LA, .NVR (DMSO-d6): 0.94
@ %{h?o’%%f”%ﬁpéef%( o ,kg'g%bc?&%t% e}?' 2H),( 8. 06 (Zj, 1H) ,
A &s%&}sﬁdiﬁofhl\llgb)i(Z& g’ﬂl%—@:ﬂ]_,orélﬂrl)qitr&nﬂﬁle((lé ,76Blid) 21.88 mmol_) and ethyl
chiggetopaRip 47 ) Bace BT CAoarE fre e B ety Hapgaiie for 4
noif o0Bhveq TBFREGASE S oy F R e S B hongs e

coBfn{ed-witil fudpbevetsjorc@Otimnisy theeni the etabtion mdixtere wietlieredyia a
was perfornmed _at roomtenperature.in acetone as o

Pl%pf,%ﬁz_(S-Ig)émH} B@Mﬁ?ce\‘ﬁé%a ﬁ%glfﬂleﬁltn Bypporation R T %50 C) gave
ot (e, j b Gk d which d in the next step without

A SR TR R T SE H I Py

fuReercpirdicatiens. PEYNIST o) 245 r@drH] oimber at 898 ifaxf;cﬁistﬁ); 96%,
9@?&@%@&5\%}32{3{1\4{@@@[}%@ 34091947 IH), 8.6 8, NEN! 85584, 1),

8'§@(dngi109gy9 ¢; Niehr ophenyl ) - car bami ¢ aci d i sopropyl
ester. 10 Reaction was perforned at room tenperature
in acetone as a solvent. The product was used in the

Tlpeex%olﬁ)tw(?gg Wc%&%%n&éu r lxzfeil'ec abfleBQred analogously using appropriate

chloroformates:

(2-Chloro-4-nitrophenyl)-carbamic acid propyl ester.

Propyl chloroformate and tetrahydrofuran were used instead. The title compound was
crystallized by addition of diisopropyl ether to the crude product and separated by
filtration. Yield 3.3 g (62%), colorless solid. '"H NMR (DMSO-dg): 0.94 (t, 3H), 1.67
(m, 2H), 4.10 (t, 2H), 8.06 (d, 1H), 8.20 (dd, 1H), 8.31 (d, 1H), 9.52 (s, NH).

(4-Nitrophenyl)-carbamic acid propyl ester.
Reaction was performed at room temperature in acetone as a solvent. The product was

used in the next step without purification.
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(2- Met hoxy-4-ni trophenyl)-carbam c acid propyl ester.

Reaction was perfornmed at roomtenperature in acetone
w@200a/087vent . The product was 15 used in theP@ERK2004/000186

step wi thout purification. g

(2- Met hoxy-4-ni trophenyl)-carbam c acid 4-fl uorophenyl
(4-Nigrephenpibaenbric Wi eihul esé#med at room tenperature in
Re%ciﬁﬁqq)ga%% %%fo %(g %};{‘&5}5 terg g&g@%é;ﬁl%%%%)ﬂ@ﬁs a 45166ht! Phd ﬁ%duct was
use(ﬁnl’bﬁélliex)tbteﬁmmhbmqpim‘myhc)n.car bam c acid ethyl ester.

The crude product was used in the next step w thout

further purification. LCM (nfz) 207.9 ([M16]+); RT
2- : ph&y D DarBaibe oot ihfhylter.
s %5]@(%4&% 15}??0&71%13/ -ca;r a?r)nc acid propyl ester.
Remmlmmmrﬁmdm @uroms:emsezatmm int drgtome s aselypainThpBduct was

urifi. Ms (nmlz) 223.1 ([M15]+); RT

used 5 Gttt vt PRiigalish oq

(2- promo-4-nitrophenyl)-carbanic acid propyl ester. 30

The crude product was purified by crystallisation from
(2-dMethydxyetaitrapbeny neshwsic ariqd isRNRPYIINGEO- d6) : 0. 94 (t,

Reeg%]c’}n wisi_Be;rfog}_nﬁi F%rgomlt%%}wgaburgg) %cgr?o’n%és (a%l_bvlzﬁ{) The p?&ﬂuct was

usé@inl 186 Qe stiptwigihepytificatiohbanmi ¢ aci d propyl ester. WO
2004/ 082677 PCT/ DK2004/ 000186 97 The crude product

was purified by crystallisation fromethyl acetate -

(zp&sgxt%gsaﬁﬁ? Ogge,{)gg &%a RESh @Sy kit ( %02? 13) 94
Ra%c‘r}iéh Wd;dperitdﬂ)ned at 16)@11( tebmp]:tdfure n @(Retc(rmras assplwapd. The orodgct was
/gh 335. @ = 3.40, (UWV, ELSD) 99%
“Si‘bgb GS‘e’ftéFtQHiWWEP P %‘f'f’é‘ﬁﬁenyl)-carrbar nic acid pr
opyl ester. Sodium hydride was used instead as a base

prior to addition of propyl chlorofornmate at room
(2)erperyat-witeophEing)-canbdmiprad detuocepenrhiesigted with

RegEb Has Bt ot PioRb eee R i el s M ol Rt By was
usé@nh@le&éxtisve%l@wﬁa{tgaﬁﬁwlohl ash chromat ography. 1H NWR

(CDC13) 1.76 (m 211), 4.22 (t, 2H)),
7.47 (br. s, 111 NH) 8.43 (dd, 1H), 8.47 (d, 1H),

(2-Met. zyl(—dg—'nz't;]"b]p:kr)enyl)—carbamic acid ethyl ester.

The crude product was used in the next step without further purification.
LC/MS (m/z) 207.9 ([M-16]"); RT = 2.69, (UV, ELSD) 75%, 99.7%.

(2-Methyl-4-nitrophenyl)-carbamic acid propyl ester.
The crude product was used in the next step without further purification.

LC/MS (m/z) 223.1 ((M-15T9); RT = 2.97, (UV, ELSD) 62%, 99.7%.

(2-Bromo-4-nitrophenyl)-carbamic acid propyl ester.

The crude product was purified by crystallisation from ethyl acetate - hexane. 'H
NMR (DMSO-ds): 0.94 (t, 3H), 1.66 (m, 2H), 4.10 (t, 2H), 7.97 (d, 1H), 8.23 (dd,
1H), 8.44 (d, 1 H), 9.28 (br. s, NH).

(2-Iodo-4-nitrophenyl)-carbamic acid propyl ester.
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The foll ow ng conpounds were prepared anal ogously: 15

(4-Nitro-2-cyanophenyl)-carbarnic acid ethyl ester. 1H
WORMR4ORNBO- d6) : 1.28 (t, 3H), 4.21 (g, 2H), 7.BSI/D&2004/000186

1H), 8.47(dd, 111), 8.68 (d97 1H), 10.34 (s, 1H, NH)

LG MS (m z) 220. 7%

1 S

Thyeapido pradyotrivas Pwaf&ef{\w/gif Wslfaillﬁﬁ’?l??&ﬂ%ﬁmw\éﬁ%{ﬁtﬁan%%‘ane Pale
yeflev%d%&féQyﬂ%Wf(D%ﬂ) 'Hgﬁ 0(%1@1) 11663@11(%1) 3do ) {t 31,5779
(d{ tid), 8114 (dfs 150, §.60 (A HED, 805;).(b1( c, NHﬂ)IaC(Mﬁ'Klm/Z)I %660 (IM-07";

i ne , en canbam c acid et ester. 25
Rﬁﬁ o )%95}%9‘&{ 4.31 (q, 2H§/ 7.25 (br.

s, 1H NH), 8.41 (dd, 1H), 8 50 (d, 1H), 8.57 (d,

1H). N-(2-Met hoxy-4-nitr ophenyl)-butyr amde. To a
(4dﬁ¢i@1|€m¥%¢i@f) drabaiyicgsidropw esfer-2- met hoxy-4-nitro

nili 4. 00
sl sRGbe v e S b i P pRERR D P b fgrmate
at 25ofItBinperdBse. "Hféd@dde priotict cd@taminatbe svithhéouble aiyﬂmidm product
suspensi on was poured into saturated agueous,

W t@%ﬁt%wgh@awmm sodium preakopate (NgRCOy Pb’ﬁl q’aﬂé?lf@r 16

R R 4 PR, o SRt 30 76 o

21nd.22dx,i 280, V.47 ‘(lacsgdH YIE), 4.45.(84, 1g]), 84%(d, LKH)L\/$5(7 r(ﬂ,zI)H)
238.9 ([MrH +); RT = 2.69, (UV, WD 2004/ 082677
PCT/ DK2004/ 000186 98 ELSD) 98% 99% 1H NWR

THAVR Sthdé b da §R1dgusIgH) . 2. 47 (t, 2H),
¥ 98%@"”& ere%?"ar 1gsIeThs (dd. 1r). 8. 39
(d 1H), 9.50 (s 1H NH) . The fol | ow ng conpound was

(4 11% a %gm?og hen) )Ogasi'%x;nz%salc c?et%;r;?e esip P! opriate acid 5

q | Qy; 3r4-18g 1, arpbeaz@al UH), 8.68 (d,
Lm@%’%@ 5A (R G ST ADPERAT, g5, 68 (

(UV ELSD
119p 4. 311d@,% » NFLNNA @ 1([Mﬂd Q&T 313 4AGQIHY, EESB) 97%,
oog]; 1H), 7.88 (d, 1H, 7.93 (m 2H), 8.17 (d, 10 1H),
’20 (s, 1H), 10.01 (s, 1H NH). 3,
3-Di rnet hyl - N- (2- et hyl - 4-ni trophenyl ) - but yram de. To
a solution of 2-nethyl-4-nitroaniline (5 g, 32.9 nmol)

(%Wygwpmhyf ﬁ‘m@r@pi@nr&fmtb@wc g PynyE 8¢ chl ori de
dﬁ%\@ggu t e@. €D0), RS, A95ed; 2PN e APLAIREY 78 pt IR, VBB, 8.41

(dd, 1H), 8.50 (d, 1H), 8.57 (d, 1H).

(2-Trifluoromethyl-4-nitrophenyl)-carbamic acid ethyl ester.
"H NMR (CDCls): 1.37 (t, 3H), 4.31 (g, 2H), 7.25 (br. s, 1H, NH), 8.41 (dd, 1H), 8.50
(d, 1H), 8.57 (d, 1H).

N-(2-Methoxy-4-nitrophenyl)-butyramide.

To a cold (ice/water bath) solution of 2-methoxy-4-nitroaniline (4.00 g, 23.8 mmol) in
acetonitrile (40 mL) and triethylamine (5 mL) butyryl chloride (2.66 g, 25 mmol) was
added. After 30 minutes the obtained suspension was poured into saturated aqueous
sodium bicarbonate (NaHCOQ;) (300 mL). After sonication for 10 minutes the title
compound was separated by filtration as a yellow-brown solid, washed with water and

dried in vacuo. Yield 5.34 g, 94%. LC/MS (m/z) 238.9 (IM+H]Y; RT = 2.69, (UV,
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15 into 15 Smth Process Vials and seal ed. Each vi al
was heated and stirred at 150C under m crowave

WO eeoamszmti on for 10 mi nutes. The conbi ned r eacPCDDK2004/000186
m'xture was evapor at ed indéyacuo to give 9.27 g of
solid 100/9 whi ch was use

in the next ste
EL$R) 98fér 9Par iH NOMARI(BNMSQ-)MB L 1t 3112590 @(%Hf/lz 7-|( 2P§T3-98

% 0% 1.05
o T 08, 5 TR Py R 0 1 M %N?ﬂ%o 1,
8.05 (dd, 1H), 8.12 (d, 1H, 9.41 (s 1H, NH). The
foll ow ng conpounds have been red. an o ous }{1
The fgﬂwmgepwpowd( ageplghRred - Emaf iénw}g pproptiate acid
hiRE ionarnide. 25 LG/ M5 (m z) 237 1 ([ MH—I]+), RT =
, (UV, ELSD) 96.7% 98.6% 1H NVR (DVBO-d6): 1.26
(s 9H) 2.31 (s, 3H, 7.61 (d, 1H, 8.05 (dd, 1H),
2- (4-Fl uor
N@dﬂéﬁ@?ﬁj 41‘(?1(%D]i‘?&’lﬁﬂﬁ(glﬁhlr}fr‘?qﬂﬂg%ﬁgﬁyl() aeet ani de. %‘)?—I
'@1& '\M'I]+)s,72R(Uv ELSQ) QM, 1(EL/5 NMR
chgs ggdi%@ﬁ%}%ﬁ\g] ( DMSO- d6) : 1%))
(DYESO-2B) 4.00. (5830 OMe)) 7.82. @91Edd7 8&+€§1 1 ,97193(@11 %ﬁ? %517 @

1H§,8(20(§|, %P&éh@n? ﬁmg i odo- 4- nrsrg;heﬁyl)l\lg?:et arni de

WD 2004/ 082677 PCT/ DK2004/ 000186 99 The product was

washed with ice-cold acetonltrlle "H NVMR (DVMSO- d6) :
3, 3BDgdethe; N-FHmethy!- femzroaigemyl)rbul)zml €7.41-7.44 (m 2H),

Tolq_ﬁoYutg) (Qf %1 g—% i iil?] e]@') g) Car amﬁ‘)bln;ag%tgmzliﬂ@Qﬁ Qﬁ_y) tert-

bu@/ﬁic@fyl tcfﬂ’cbﬁd@ E@Q Yot lzvmls) \part]sradﬂedadl; lte%,ot‘:ﬁdla&hmlxtmre was distributed
r r o

1nt(p: g,@%g;%gg) rgq_esg 1?]{5 alngfq)ea e p]%ag;lljneﬂgl \Zéﬁ @(;e% af aflrri{:)aé\l V5oec
u11§§r2%1’1§r997a\7é21 'i'pr?[u;l%h nf&rdlo ggxﬁﬂtes TS chdBibinbhidreactidn m1xture was

uran itrop -carbam c acid pr B
evesirated 1ﬂ'|vec1m 1>ot glve 947 o @f $0daldo(1ﬂ0%0 whighway Ill§€‘-dclalrt aie¥ step

winuhsbiieh PR LCAS e 28 AT RaS HEHER £LsD)

89?9 8d996% um NMR (@(MS@I&%) (1509"G) 9515102 23 ts,,l rm)pmsems GHICTd1 (d,
in acetone 15 (2 nL) was heated to
1Hi);L&B(>:(<ﬂcbr1H3 &ﬂﬁtﬁd éeH)L A ke 15@&&351 vial under nicrowave

The following compounds have been prepared analogously:

2,2-Dimethyl-N-(2-methyl-4-nitrophenyl)-propionamide.

LC/MS (m/z) 237.1 ([ M+H]Y); RT = 2.72, (UV, ELSD) 96.7%, 98.6%. 'H NMR
(DMSO-dg): 1.26 (s, 9H), 2.31 (s, 3H), 7.61 (d, 1H), 8.05 (dd, 1H), 8.14 (4, 1H), 9.06
(s, 1H, NH).

2-(4-Fluorophenyl)-N-(2-methyl-4-nitrophenyl)-acetamide.

LC/MS (m/z) 288.9 ([ M+H]TY; RT = 2.90, (UV, ELSD) 99.6%, 99.4%. '"H NMR
(DMSO-d): 2.34 (s, 3H), 3.79 (s, 2H), 7.18 (t, 2H), 7.39 (dd, 2H), 7.91 (d, 1H), 8.06
(dd, 1H), 8.13 (d, 1H), 9.72 (s, 1H, NH).

2-(4-Fluorophenyl)-N-(2-iodo-4-nitrophenyl)-acetamide
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irradiation. The obtained reaction m xture was
evaporated and the title conpound was purified by
wo b@sloswsht omat ogr aphy on Si02 (5 g, gradi ent hPEI/AK004/000186
et hyl acet at e) Y| eI d 21 g1l 84% 1H NMR (CDCl3):
1.00 (t, 3H), 2H),7"4.18 (t, 2H), 6.62 (dd,
Themrodugt ¥A3 Wa@leﬁmltfdlceypﬂd afceﬁoamﬂe 7.64 (d, 1H, furan),

%&@g@é@) f%ﬁ@stg%g 6-7' 1)9@% 12%% "7‘%@%4?(81 @) 787 (d,

1HY, 873 (dhaHH 3.6, n@{)p@ﬁﬁ(mmiHWas prepared anal ogously
With the appropriated boronic acid: 25
(2- Phenyl - 4-ni trophenyl ) -carbam c acid propyl ester.

T gl BhS/ 26Xt step without
(2[5’%(?? ??{gﬂg@%&ony%; %Qa%z%e?l ?ntrophenyl) carbam c acid

Tletgryduct stae puﬁﬁe@bwﬁaﬂm@omatngnapb}pfsdml bentans/qtinyl@cepte).

ARROERRF S P R AR D i sasg e 80 @

1H§t by (ghtggroformate (4.25 nl) in dioxane (35 m_) was
added dropwi se, and the resulting mixture was all owed
to warmto roomtenperature and stirred over night.
Water (200 nlL) was added and the m xture was
extracted with ethyl acetate (3 x 150 nlL). The

(2qmm;mgt1)04-lafume;m 2DVAMABRGT propdTdsEk2004/ 000186 100
hase was washed wiith water (2 x 200 nlL) and br]

T@@@XW{E) of (P iiadp-dvtrophsaynsar %mq acd Propyt &stey é‘ﬂﬁag 0.086

re?p;Us?fa Fli&gﬁéaﬁo?nasmgpﬁwano#qa%o yi el ?t((?]\g%t I?L 0257 mumol),

patladiaun a@StatB((lSOﬂg)l aEl2-fmdrbdrdnde 45d (#8 lﬁg: 04128 tithdMR acetone
(DVBO- d6): 1. 26

(27mkg a$, qqtﬁd toy -+ éS"é E‘gr 3 gmilpseg 15 tgg SE:%}ed V%l(lﬂ‘gieﬁ 1{)1§>wave
1r1]ati|?at1oﬁ ZTI{@’CQﬁ'ﬁﬁé/d Aablidd PPRGRYH Ak G A RRRH hed B tﬁle&idﬂirﬁolund was

ester oxy-4-nitrophenyl)-carbam c acid eth
puesiedr by ﬂaﬂlﬁ chponvaegraplspem$¢Q; i(h g1 geadiefit dieptsne et Rk acetate).

S 0 BN S BT B . o

(dﬁhﬁﬂrﬁ@ﬁi)l €19 (@, XIE feraWR T 6L (dr T8 dfuddh), m@mdesﬂa,ts 86 Or. s, 1H,
30 minutes at room tenperature. Xture_was

NHga8 39 6bdHeB.43(d,d 1y, LeAdS \(mﬁér%t Qd[Mﬂl] \Ra%Tad]déE
carefully. The reaction m xture was neutralised wth
sat urat ed aqueous sodi um bi carbonat e and aqueous

Thy d81084th @ dotpathdl WasMrepabb® analegailstyi wgthnthx tappeopriated boronic
extracted wth ethyl acetate (3 x 100 nL). The

a@@énbi ned 15 organi ¢ phase was washed with water (2 X
100 nmL) and brine (100 inL), dried over

(2-Phenyl-4-nitrophenyl)-carbamic acid propyl ester.

The compound was used in the next step without purification.

(2-Methoxy-4-nitrophenyl)-carbamic acid ethyl ester
2-Methoxy-4-nitrophenylamine (5.0 g) was dissolved in dry dioxane (30 mlL) and
N, N-diisopropylethylamine (7.8 mL) was added at 0 °C. Ethyl chloroformate (4.25
mL) in dioxane (35 mL) was added dropwise, and the resulting mixture was allowed
to warm to room temperature and stirred over night. Water (200 mL) was added and

the mixture was extracted with ethyl acetate (3 x 150 mL). The combined organic
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magnesi um sul fate, filtered, and evaporated in vacuo
to yield the title conpound as brownish solid (1.96
wW@2009/08%y7 1H NVR (DVMBSO-d6): 1.25 (t, 3H), 4. 1FCT/nK2004/000186
2H), 7.64 (d, 1H), 7.74 (d‘floo 1H) 8.01 (d, 1H), 8.69
(s, 1H), 10.96 (br. s,
ph{se v@,sonzasb%wh @%@;ﬁrﬂ ﬁuﬁoﬂmﬁq)e@ﬂ bring 42 ¢fmh)-(drigdiayepsqdjym

sul?’%t? etgﬁc%f 2P g%&)?&%d z§17 24 %b cﬁ.{ dcpwq Yecgﬁtalhsed from

TUran) was added to enyl pho
et}faﬂtol“tﬂ yaeld ml tmtc)oman@ asleslourless Qolrcrws g, 6@)%).|nder

foll dd
%ﬁﬁﬂm% g 6%@1&%% @%}fbg%lgf@?%@%?%ﬁ a8l 200440
t dr of
R DSl Mot at e (7. 24 nL. 376 mMin dry

tetrahydrofuran). The reacti on m xture was shaken at
resin was filtered

r oo t t t. Th
(2%/@)1] ms‘fig%e f”fg/rlf %‘f? %’H%‘f g?ffi%?s 'HF) (35 ni) and
RLNARRL i RphEh)1)-cABEmEOIIM BBSH Kt @ 1§ gphas gispased in 1,2-

evaporated 1'n ‘Vvacuo. The crude product was purified

dlmombmme @Amolneardgoalsidyto OS10. B@mngt@bronmém?aﬂ @11,6) igd.2-

AR S PR lprh e Byt I bty R0

minS& dog and 3@ﬁllﬁﬁtes &Hbom]tel’é exﬁ’ﬁilre zﬁ’i)s,rnﬁtu?éwéﬁhgﬁ]lﬂbooled to
187m2}-&1 & %419 , 2H), 5.01 (

0 AH)and warez ({ ij M)as a dfgﬂgca(r Iy ﬂhye regptipy n(lafurqwjas nglt@élsed

ot RO A L PR AT, e

refids ﬁ% mﬁkture(véasl‘dlxtraae&wmﬂleﬂqﬂ Iayétam@hdﬁg ImL-)cEhdemibinedi d
eth ester 1H NWR ( DMSO- d6)

or gq,q)lc phase vap dvaslzq.cbwﬂl;grvx@ger % X 1§Q|}‘n]€)7an§%m(1§ '_?0011}364} def&:géwer
méé}ﬁ:g%%p dsult%ﬁ? ﬁlt%lgggﬂg)seva ?ﬁgd (ug vachPhto ylelcﬁt?he (R, coinJ))und as

bro6@niB3enalyd Ox96 4-9%i %y.ophenyl ) - carbam ¢ acid ethyl ester

éﬁw%&@%%d% 383 4 b1 @ Dby Toaeah g1 o @
1p2)d§ 1B, 8996 sk, s 1), 8.06 (d, 1H), 8.95 (s, 1H). 10

sopropyl oXy- 4- nltrophenyl) carbam c acid et hyl
ester 1H NW\R (DMSO-d6): 1.27 (t, 3H), 1.33 (d, 6H),

(2%@}}'0?0;%%@/&0236?%-11i?ri%%ﬁeré/?)%fz]i’?%i?zic%‘gﬁ?a.g etﬁz)%’este;’ H. 7.86 (dd,
Cyclopentanol (7.24 mL, 376 mM in dry tetrahydrofuran) was added to
triphenylphosphine (1.44 g, polystyrene bound, 1.89 mMol / g) under argon, followed
by the addition of a solution of (2-Hydroxy-4-nitrophenyl)-carbamic acid ethyl ester
(25.6 mL, 62 mM in dry tetrahydrofuran) and a solution of diethylazodicarboxylate
(7.24 mL, 376 mM in dry tetrahydrofuran). The reaction mixture was shaken at room
temperature over night. The resin was filtered and washed with tetrahydrofuran (THEF)
(35 mL) and methanol (35 mL). The combined organic phase was evaporated in
vacuo. The crude product was purified by flash chromatography (silica gel, heptane /
ethyl acetate, gradient) to yield the title compound as slightly yellow solid (294 mg,
64 %).

"H NMR (DMSO-dg): 1.27 (t, 3H), 1.59 (m, 2H), 1.76 (m, 2H), 1.87 (m, 2H), 1.94 (m,
2H), 4.19 (q, 2H), 5.01 (h, 1H), 7.72 (d, 1H), 7.86 (dd, 1H), 8.11 (d, 1H), 8.82 (s, 1H).
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Preparation of internedi ates of the general fornula
Xl 15 (4Am no- 2- net hyl oxyphenyl ) -carban c acid et hyl
W@2108/0826(2- Met hoxy- 4- ni t r ophenyl ) - carbami ¢ aci BCEDEY#04/000186
ester (2.20 g) was dissolv in ethanol (220 ni).
g)eous hydrochl oric acid 6 m., 6 and iron powder
The folioaving compeunds Hgeprepsgd than sAsgreARBINSt  rred at

R S e T L

'H mﬁr(mﬁsoaqy dass(t, saag); Bum; 20 2Hi), c%‘at%ﬁq; arp, zaml(te%ﬂ} 36,
Wi t acet at X or

R 997 A oP 350 GoBR TSl Bk RSOt hard (- THD.
dried over magnesiumsulfate, filtered, and

evaporated in vacuo. The crude product was dissol ved
(2-Bansihanbhitfopbeny)atdy ba;amdzctd]@hﬂkmwe procedure was

AR (SS oA 218, o f 5 Prbpa ahiDh {8 (e Oyl

Q6
21—1?57 95?@2%513}07%6 &1@9 nw?ﬁ)%’é{% 8256gd‘| %9%@97 ()S
6.08 (dd, 1H) 6.23 (d, 1H), 6.97 (br. s, 1H),

e, iwwéyz?@v Frivge i BB ATRRERY S, TG Cor

1HM@)M&02¢16) (1027 @), 6. :md( 6H), 4519 (ﬂlkaH) @.887h, BA),(7di8 (d,
Eﬂ ...d, 1H). The follow ng
1H9ofg6 ddd 1 58 bt Ziadﬁédg AhE dHdus v:

N- (4- Am no- 2-i dophenyl ) -2-(4 fl uorophenyl)-acetam de.
WD 2004/ 082677 PCT/ DK2004/ 000186 102 1H NWR

Préﬁ\i&@rﬁ?f:in&rﬁ@d(abﬁs.of&he gdderaBforu{sXIRH) , 6. 65 (dd,
1H), 7.05 , ,. 7.0Q09- 7.1 3 7.34-7. 37
(4‘2{1%1'”072 @Qﬂlégxyp}‘%yl) fﬂ%ﬂfﬁ’%{ﬁaé ’t(fﬁ’nf? %gf%pphenyl ) - car basnmc
225 lof)- Hﬂltrgq‘ﬁeﬁ{fl) cérblfhl@a&@ Et‘ﬁ?lf = ugE\@D %5 whglfdsolved in

Vi gor ously rréed solution o Chl or o- 4-

ethanblr @ enly). Aqummdmchbwm agtdH@h r@st@d) egd gogpowderg4.74 g)

wag Ao g RS R 455 L Rl AR e

roBRtE BB turSAhnditiieNeastRBtrA IR SFieh éalﬁﬁatb@ h@WoﬂQ sodithhe
m xture was allowed to warm sl ow y room t enper at ue

bicanbormie ard exsacteil svithctiy laeetrign3 @ﬁoﬁanﬂp)) The oygapicrphasevay

wifo R e g ROty el i S S o 2F B b e st

filenet, ahe ecapodaed Bl Jaouo. Sl o@ludeq&om waé dBs@yedimsethanol (100
urified by preC| pitation from tetrah¥1drofuran
mb)p iy Heeghoanracedup yeas sensateq usmerAReqUs fy droglpgs arid (38 mL.

6 mla%d%%hlp%Wder (3.7 g), to yield the title compound as a dark oil (1.80 g, 93 %).
"H NMR (DMSO-ds): 1.19 (t, 3H), 3.67 (s, 3H), 4.01 (q, 2H), 4.97 (s, 2H), 6.08 (dd,
1H), 6.23 (d, 1H), 6.97 (br. s, 1H), 7.92 (br. s, 1H).

(4-Amino-2-iodophenyl)-carbamic acid ethyl ester.
'"H NMR (CDCL): 1.31 (t, 3H), 3.58 (br. s, 2H), 4.21 (q, 2H), 6.52 (br. s, 1H), 6.67
(dd, 1H), 7.12 (d, 1H), 7.60 (br. d, 1H).

The following compound was prepared analogously:
N-(4-Amino-2-iodophenyl)-2-(4-fluorophenyl)-acetamide.
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solid, yield 56% LC/ M5 (mz) 214, 216 (M; RT =1.18,
(LTV, ELSD) 86% 97% 1H NMR (DVsO-d6): 1.18 (br. t,

wW@R)o4/082602 (g, 2H), 5.29 (s, 2H, NH2), 6.45 (deCT/DKPRG04/000186
15 6.61 (d, 1H) 6.98 (br.,d, 1H), 8.52 (br. s, NHCO)

MR MEE B ”ﬁ?ﬁ‘?%fﬁéﬁ{s@rf e EhERLUEd 15’ F00-
SR A A SRES 2019, (1S (71

Am nophenyl ) - carbam c acid propyl ester. Purified by

fl ash _chromat ography on Si (;gradi ent heptane - ethyl
(4-devradeyiiores ?(Wl)z@”é‘ﬂ?lﬁlaé’do GLESET-i ne solid, yield

3.,0 : _ -
To( 2066149, ég@)a%a;te? blggrb @g()%%]km%ﬁéed [MTLh%o:f% g;f grr%&% (gc(ll‘glmo -4

mrmmr;hyma@amm@mmtm/em (38.8 2(1[&\4*11@0&1) in ffrabydrofgan (THF)

ELSD) 71%
ACIRTEN T i
mdifdalin {Heztémﬂ&ﬁtu@e &M H*Q; TIRTmixthte4as afloMed ELS@)m El¥ly to

98% 4 Am no- 2- net hoxyph&&l) carbam c aci d et hyl
rowttempemmemf@szw@om@m 004) Bowgbwas bered Wha plug of

NEPIRTAVGI I A e
va€sd efid thd &HlS yeNdw JsoR@ desitiueN.9 HTwas puled bercE:hﬁﬁy)n from

tetpﬁ?égﬂf%%t @1} %ﬂA?r@nPi%ge %‘P %}%Vz%; i g(g}ép‘gfe@% %Hcgc)rtgngg% as ?pc%% yellow
Y/ = % %, 1
ool AR FIS BN 1§ U BT 1y, FLSD) 8% o7, T

NN (DESapaany 11 8et.ar 3H), 1002 Gi,MSIY, 5128) (s2 27, OTH)MEHS Gid, 1),

6-?hﬂﬁlﬁgz@9§r&h9ﬁgﬁe%)§é;&-r¢ﬁ’mg)'c aci d propyl ester.

LC/MS (mz) 208.1 (M¥); RT = 1.16, (UWV, ELSD) 95%
100% 1H NMR (CDC13): 0.96 (t, 3H), 1.68 (m 2H),

Tie. following @ypaveils wereamerabed anglogBslyNH2) | 4. 09 (t, 2H),
6.14 15 (br. s, 1H, ArH), 6.51 (m 2H), 7.32 (br. s,
1H, NH).

(4-Amino-2-chlorophenyl)-carbamic acid propyl ester.
Yield 84.6% (2.44 g, colorless solid). LC/MS (m/z) 228.1 (M"); RT = 1.53, (UV,
ELSD) 97.3%, 99%.

(4-Aminophenyl)-carbamic acid propyl ester.

Purified by flash chromatography on SiO; (gradient heptane — ethyl acetate). Dark
purple crystalline solid, yield 3.066 g, 63.3%. LC/MS (m/z) 195 (IM+H]); RT =
1.18, (UV, ELSD) 87%, 98.3%.

(4-Aminophenyl)-carbamic acid ethyl ester.
LC/MS (m/z) 180.8 ((M+H]"); RT = 0.48, (UV, ELSD) 71%, 97%.

(4-Amino-2-methoxyphenyl)-carbamic acid methyl ester.
LC/MS (m/z) 197.0 ((M+H]"); RT = 0.49, (UV, ELSD) 71%, 98%.

(4-Amino-2-methoxyphenyl)-carbamic acid ethyl ester.
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(4- Am no- 2- net hyl phenyl ) -carbam c acid ethyl ester. 1H
NVR (CDA 3): 1.28 (t, 3H), 2.16 (s, 3H, l\/le), 3.62 (br.

wezooZAeBzam—Q) 4.19 (q, 2H) 6 16 (br. s, P(E’H))KZ@AE)OOI%
(m 2H), 7.31 (br. s, . LC/I\/S(MZ) 195 20

Lé%r%%@ (W%@%oﬁ&t‘h@?gkﬁg} IB}“%ﬁQréga{‘Z)ﬁ 7¢-aci d et hyl

ester. 1H NI\/R (CDC13) 1.30 (t, 3H), 3.77 (br. s, 2H
NH2) r}) 6.52 (br. s, 1H, ArH), 6.82 (dd,
ﬁ»wmoe? wﬂwmfe )-garbuplc aczd e®ptdpyl ester. 1H, NH) .

).
LG B AR SR T Ve RS PRRSRS 3 e bz ac! d
propyl ester 1H NWMR (CDC13): 0.96 (t, 3H), 1.69 (m

s, 2H, NH2), 4.11 (t, 2H), 6.51 (br.
(43«4""1%2 Wﬁyxy@ewﬂ)fe@amwczderwl e 1H) 7.61 (br. s,

L%WQZ%% @@ﬁ%ﬁfﬁ%?@h anop enyT %a(r)ganm c

acid ethyl ester. WO 2004/ 082677 PCT/ DK2004/ 000186
104 1.21 (t 4. 07 , 2 5. 49
(4(1&11_710—?,—1715 OSCW /9 argafn?qﬁczé ﬂrﬂuomglbenylfsfy%q( d, H)]_H)

0
@/LU%?(&}%ESD) @WHE?%RTMB@(U’V B S?H449, OM);. RT 1.05,

98%
(4 Am no- 2- c) ) anophenyl ) -carbam c acid propyl ester.

(IR RGBT obi g gl B ™ 2y 72 (B
9 0 1 .
LS L)z @881 dRIE)1. 167 (BJS/ (HHSD)ER/S AEhLogdéh:) 9}% WJ/QC@.

090 (1% a6 (mo£1é) rze%@x%hmmsga v, I, AFI)LEONE, 2E), 6.14

+ (UV, ELSD) 81% 95%
(bg Mgﬂwﬂ)g %E% ’@Hﬁﬂl 56 (m 2%—|), 2? 22
(t 2H) 3. 4 (very br. S, 23 ?g (iH)SH8 (?;/E)(
: S,

M]fi‘f”"RH}"”%W’GW Mﬁbﬁwicza%tﬂﬁbwfﬂﬁenw )- 3,

e aheraen dg 1R D el B13g, (ot o

O0.OMeDr. 5. 182, AbH), 6.5 @by, 2M)2).31 Gbd 5s, (U, NEB) ,LEYMED (fdz) 195.1

Aoty (ol g T 0 a8 4 5

N- (4- Am no- 2- net hyl phenyl ) - 3, 3-di net hyl but yr ai ni de.
(4-Amino-2-trifluoromethylphenyl)-carbamic acid ethyl ester.
'H NMR (CDCls): 1.30 (&, 3H), 3.77 (br. s, 2H, NH,), 4.20 (q, 2H), 6.52 (br. s, 1H,
ArH), 6.82 (dd, 1H), 6.87 (unres. d, 1H), 7.65 (br. s, 1H, NH). ). LC/MS (m/z) 248.1
(M"); RT = 1.65, (UV, ELSD) 94%, 90%.

(4-Amino-2-trifluoromethylphenyl)-carbamic acid propyl ester.

"H NMR (CDCl): 0.96 (t, 3H), 1.69 (m, 2H), 3.76 (br. s, 2H, NH,), 4.11 (t, 2H), 6.51
(br. s, 1H, ArH), 6.81 (dd, 1H), 6.87 (d, 1H), 7.61 (br. s, 1H, NH). LC/MS (m/z)
261.9 (M"); RT =2.06, (UV, ELSD) 92%, 98%.

(4-Amino-2-cyanophenyl)-carbamic acid ethyl ester.
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LOMS (mz) 221.1 ([M+H +); RT = 1.22, (UWV, ELSD)
53.7% 92.3% 1H NMR (DVMBO-d6): 1.02 (s, 9H), 2.02

WO 200488277 2. 11 (s, 2H), 4.89 (br. s, 2H NH2), PGT/BR2004/000186
(dd, 1H), 6.38 (d, 1H, 6.1g (d 1H), 8 83 (s, 1H,

25
Nﬁ%& 11" heeU APt OF EasAby SrfbApr 58T NG, 2.

6 S

Ao Z o &’ﬁ§ ,W%? B o a_@é\#{%@@“ﬂ;’@d@@ By
EISIOLdN9%dH), 6.38 (d, 1H), 6.83 (d, 1H), 7.14 (t,

2H), 7.35 (dd, 2H), 9.16 (s, 1H, NH). 30

N- (4- Am no- 2-i net hyl ph. enyl ) - 2, 2- di net hyl propi onanti de

-2= CaPbdnk ) B-sgstm 0. 59 (UV ELSD)

(4 943471%? O)Qz%ﬁl)eﬁ%g szkﬂd;})r D) s 8 (s

"IDNMR aCBC1::4198 €, 312)41 NH2),, 21D, wzmds 2tH)NH6AQ3((a 2H), 6.81

oA B St 657 S VRO O867 o

Mh@gw kT&a[ lsgnmw guishypsmpylocester. 1H NVR (CDCL3):
, 1.68 (m 2H), 3.65 (br. s, 2H, NH2),
4.10 (t 2H) 6.50 (dd, 1H, furan), 6.58 (d, 1H,

N- :{%’ﬁm 7&7 Ziget%%agry%ﬁényb'_gﬁﬁdng&%( br. s (unresol ved d),

1H), 7.72 (br. s,
LaMIS w)z) 20€0MBIEHI2) R2E20.07 ((UMt EEI]LSD) 81%6, B %= THAYMR (DMSO-

o R L e N e G DR ary . 5, NOODY 6835 b
68§{dr, 1&243%53 1 ’?2’73 F?Lgh@@y {s) 1aakpgm ¢ acid propyl

on o n powder (20 g, excess) and
( 2- Br ono- 4- nltrophenyl) carbam c aC|d propyl ester

3 hanol L d 6 M
Na(zu‘é’éf g% ’ﬁffé é’ﬁn’g’il/fél42f@% ¢ O ?N;ag loﬁlncat ed at
LC%MQ“(BI nat GME) Rar=10m3muot EESDT*I@O%F"MO%Y EHWISIR (DMSO-

sl ow'y ured i nfo saturated aqueous sodi um
ddi 2.0 kﬁs;rfd{ eOMMRHODB Y br1 5, 33 NiHLpbro,. 15 (dd dFed6-3Add, 1H), 7.09 (d,

ubintabe o Genttn. 377 Go B, R €t 8Eaadneous

NaHCQO3, dried over sodiumsulfate (Na2SO4) and
evaporated in vacuo to give 1.67 g of the title

Nedrbound-methparenyed Bolimeiybyfrenidesol i di fi ed. Yield

27 1
N S N L
(IQMSO%:@(,()J yezi (§ )9H),?>HX)2 (g, 39) ean. ésszl\lfg)é?rs@g@»g\ég?gﬁm?gb 6.33 (dd,
16155 b 5 70, T 5 3 Gl BN,

N-(4-Amino-2-methylphenyl)-2-(4-fluorophenyl)-acetamide.

LC/MS (mv/z) 259.1 ([M+H]Y); RT = 1.36, (UV, ELSD) 48.1%, 91.4%. '"H NMR _
(DMSO-dg): 1.95 (s, 3H), 3.56 (s, 2H), 4.88 (br. s, 2H, NH,), 6.31 (dd, 1H), 6.38 (d,
1H), 6.83 (d, 1H), 7.14 (t, 2H), 7.35 (dd, 2H), 9.16 (s, 1H, NH).

N-(4-Amino-2-methylphenyl)-2, 2-dimethylpropionamide.

LC/MS (m/z) 206.9 ([M+H]); RT = 0.59, (UV, ELSD) 93%, 95%. 'H NMR (DMSO-
de): 1.19 (s, 9H), 1.98 (s, 2H), 4.87 (br. s, 2H, NHy), 6.33 (dd, 1H), 6.39 (d, 1H), 6.71
(d, 1H), 8.55 (s, 1H, NH).
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(br. d, 1H), 8.51 (br. s, NHCO . The foll ow ng
conpound was prepared anal ogously: 25
W@ 2004082807 2- | odophenyl ) - canbam ¢ aci d propyl eRCEDK2M0K000186
NVR (CDC13): 0.97 (t, 3H), .,k 69 (m 2H), 3.59 (br. s,
oH, NH2), 4.11 (t, 2H), 6.53 (br. s, 1H ArH), 6.66
[4-dano-2idfuram-2v)-phenyH iprbamig peidgiropd estery, NH) . L MBS
1 ) " [ +) ¢ > 3 )
SR 0 bt s, 7. Bags s 20 SPR 9P (Rt 650

ernme general forrnmulas
(ddXITH, furax)yl 6.58 (d,NH, 4furani) n@.6@(dd| o GtEngpir) s ynrgsolved d), 1H),

726 (i 13 SIOCHES (Gali) 778 7 315 1D LLAERS () 2610 (MFHD:
Rﬂitgfﬁichloroethane (100 inL) trifluoroacetic

anhydride (16 niL, 0.113 nol) was added. Obtai ned
yel | ow WO 2004/ 082677 PCT/ DK2004/ 000186 106 sol ution

I RS Bl oV RSHR L4 Sy AUt oS- The obtai ned
LMY @n/2) ST O ([ORHETTIRT 2,122 (U] ELSD) 62500901 de was

reduced with the Zn-powder in tetrahydrofuran
(THF) -acetic acid as described above. The obt ai ned

(4_c gigoe_%%r%gﬁgk%yg?%%&%gtaggjIy;d?%rjg %%M hydrochl oric acid

et hier. tained 5 white _
A ﬁ@!ghﬁbﬁ Qif&rhdhg@ovidﬁlh' (20 agq ekmaisg)i el %ZABﬁ)ngo—éﬁliﬂrcbIé?ienijcerbamlc
product as rochloride salt. The eous s ti.on
acifnSrarel i | A bt fr 20aTHROL it HEABBbAL) BLT i & M dqueous
| N | 4t 8bRkehDefine fr 38 rdingfes. Tt
f ogﬁgogfr%e&?(?t(%(éh%“m%%@gda&p%@l 3?2’5 sol i d. 11 I—ImNI\?ISi 16
mikBYSGva63lowhy hduretrintos sat@ietedNiipouss sasBurpdeicarbpfate gNaBHCOs)

sogl_gfg’o?)l E%grgg 8&% F)ﬁﬁa;q}evjd)'_x';llftlﬁtjhgl {c_% br']ihff(,"fm%@%f%’%l‘% ic séiidfwas

sl G st b A NUISDOE i vet byt it EhRASO.)

enyl }-2,2,2- trifluoroacetafnide. A solution of . .
anblefrdpoknier dn 2aaiolto giysHed & Yf theitle componnd pvpelevaliew @& which

4. 567,49, ), LA | +y. _ 0
soliciloY B4 K pfERUSTRA) T2, TR D BT 573, (3Y, FLSD) 9%
100! JH NMRIDMBO4S): 080 @kha(kesob@d 1),)3H)as.5oedt. ed(uneesolved

reflux for 15 m nutes and eva&orat ed in vacuo_at. 70

m), GH), 394t 280, 1 hys, 2Fih &t &% &4, dF8P (HieRolwed & 1), 696
cr Id i SOhi s dissolved in nethanol followed
(bﬁfyiglg’i %‘#gﬁorbgll\’slg%l im cyanobor ohydri de (NaBH3CN) in
met hanol (50 nlL) and acetic acid (9 nL) by portions.

The obtained reaction m xture V\&sr7 stirred at room
Thefolering sanpoynd g@s R pated<nalogolii¥por ated in vacuo to

smal | vol ume. The

(4-Amino-2-iodophenyl)-carbamic acid propyl ester.
'"H NMR (CDCly): 0.97 (t, 3H), 1.69 (m, 2H), 3.59 (br. s, 2H, NHy), 4.11 (t, 2H), 6.53
(br. s, 1H, ArH), 6.66 (dd, 1H), 7.11 (d, 1H), 7.61 (br. s, 1H, NH). LC/MS (m/z)
320.7 ((M+H]"); RT = 1.71, (UV, ELSD) 98%, 99%.

Synthesis of intermediates of the general formulas XTI — XXII1:
N-(4-Amino-2-chlorophenyl)-2,2, 2-trifluoroacetamide.

To a suspension of 4-nitro-2-chloroaniline (17.2 g, 0.1 mol) in 1,2-dichloroethane

(100 mL) trifluoroacetic anhydride (16 mL, 0.113 mol) was added. Obtained yellow
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20 concentrated solution was quenched with water and
filtered after 30 mnutes to give 6.98 g (99% vyi el d)
wo@toolgerit | e conpound as a brown-yel | ow sol i dPCT/BIKRIMER000186
(DMSO- d6): 4.43 (d, 2H), 163563 (dd, 1H), 6.77 (d, 1H),
6.79 (t, 1H NH), 6.94 (d,"BH), 6.97 1K), 7,10
soligtihn Whf evaporatss! ihacue afterty migyesD) Thﬁdﬂﬁ@@ﬁéﬁi@ﬁ%"ﬁsﬂeiﬁ of N-(4-

111trh’\%-§hl&mpglrelgylzE[Z(%gr}%ogdr:ag%l@eg@as ]l‘g(@u/(?edzélth the Zn-powder in

tetrthy@bhirhn (THERhyic) z&im B dé@lmbadlla}ae\?q T~ obtained crude product
trifl uoroacet am de.

waptreatednvish - M y@oelﬂ%q il %@ﬁ@n) and, Aisivth Al e Piaged
Wh%%@%clqplta%e Grad Tilthdefl! éb‘ %fv‘%qqef Q'&Y de dk d}%%dﬂat 28 1 8ro¥ARide salt.

ueous fornmal 30 acetic acid
Thé 3qntdus sddiomvay awomirz@ﬂu ywmhl aetu(mmws (spdipmny pigagponate

(N%HISEB% or%ﬁ&?rﬁg}'%gl%%ﬁgdg g @g&gﬁ%«;(?%ﬂﬁé&nﬁus ;lﬁng &Iéaaf solid.
1H,t1\ﬁ‘{4f§t t gr@tdﬁﬁAﬁﬁ &@rggggxlamzz 06|ff|£3f(da hH);r6s7(B(m1d 1ng @l(d, 1H),

10f7PI(be s L, MEEED LGN (i) 8398 AEMaHI édRTrr b%M)&Oa%e
3.26 g of pale vyellowbrown solid. Yield 95% 1H NWR
(DVMBO-d6): 2.97 (s, 3H, Nwe), 4.72 (s, WD 2004/082677
N—.;ZC@ BfmmSﬁhzoﬁ&%-zw;zeﬂryz)gan(my-pmyl}—529?1 (m
2H), 6 d, 1H), 7.21 (d, 1H), 10.92 (br. s, 1H
U&m@zcemfﬂ M5 (n 2) 382 0 (Mt); RT = 3.66, (UV, ELSD)

tr
(P ﬁsﬁ: Ozt - 4.567 19.14
A §(I) %l?lgi%ﬂféN @ 1§ r20- Z&%%?Q ztz% ?ftflgg(r)rg a%eéael?l)glea(l ni no phg

mxﬁﬂl}ﬂaﬂld ﬁcle;lafdgmmmlemiz«tanbexaldeimdyl(3@§tgr27 Anprgl) up gnpydrous

ciieRypL b beated pUBREREE IR G e 208 Pty el B aigr Toc
(0. (i“ ﬁr §O %a lel‘Q cﬁﬁéﬁﬁ&f‘@h&e (ﬁmG)as 228 stalfine keI tiak ld%séﬁed in

to +80C unti| reaction co | etion
mdthmroﬂ; )foud'md. mgadduﬁmsoft sodinacicinpbenahyd rsdﬁ&bﬁm in methanol

(s e o 1R SRRl Bty pfblue M simed
at (&4 telgpérafmé"far @ nhues hltEewdputited i Voo mnmlﬂn@blume The

whi ch was used in the next step w thout furth
copernitiafedatolsion was qwRchedDVEDvepbyr: angd fiereds aft@H}O manvéqs to give

6. éf‘f g{é&?@ d’lgifélf &d ‘t]%l% }_l%)rélpglirgc'f as( zgliro%ﬁp %%I%WZQIﬁidﬂ{ Iﬁ\'?['k DMSO-

d%g‘t{;t\ﬁg( mﬂé)e 8564® 16D)\6.Bo¢d, 1H), RT9%t, 181, 98, 619¢, (dEUfBD)6 97 (@,
1H), 710 (d, 1H) 10.85 (br. s, 1H, NHCO). LC/MS (m/z) 367.9 (M"); RT = 3.36,

(UV, ELSD) 99%, 100%.

N-{2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino]-phenyl}-2,2,2-
trifluoroacetamide.

To a mixture of N-{2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-amino}-phemnyl}-
2,2 2-trifluoroacetamide (3.28 g, 8.88 mmol), 37% aqueous formaldehyde (5 mL), and
acetic acid (3 mL), sodium cyanoborohydride (NaBH3;CN) (1.1 g) in methanol (10
mL) was added dropwise with stirring during 30 minutes. The reaction mixture was
allowed to stand at room temperature for 2 hours and poured into water. After the oil
solidified, it was filtered, washed with water and dried in vacuo to give 3.26 g of pale

yellow-brown solid. Yield 95%. '"H NMR (DMSO-dg): 2.97 (s, 3H, NMe), 4.72 (s,
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2-Chl oro-N(4)-(5-chl oro-thi ophen-2
yl met hyl ) - N(4) - net hyl - benzeyae-1,4-dianmn.e. To a
W@ 200dsm7 of PCT/DK2004/000186
I\I-{2-Ch| or o- 4 [(5 chl oro-t hiophen- 2-yl net hyl ) - (et hyl )
am no henyl }-2,2,2-trifl uoroacet am de és 18

.1 i
2. B ol )lvé@ll)(n( 88)n6.97 &b11EDi DAL 6> LEDof &33 {(bmns. #, Ao
b { ﬁ@%?ﬁ gq)jpy \/@5 0 0 dded
LCZ% @Rgfgg;c I 3%6’[ e’nEL ) Sléf%d)t%t :Nlasrgacfl on

con‘pl etion (24 hours) at roomtenperature The
obt ai ned reacti o

d yl
(5 4 oP bR | Mg da 2 SIS SR o Phenyl]-
ca@Ja%EEE&H%ﬁbQB?EW) and evapor at ed to give 2.26 g of
ol

r own whi ch was used in the next step
A ik o of FNH{ 2@ onoed-{ (B ahiro-dlm opHidH- Nwlmth@mm]*pherlHZ 2,2~

tr1éu ?a@t%ﬂb n{Z %%47&( g@é ’;%ﬁol)dz' sgllﬁftbb%ylg éhc%'_{)on%%z)(Z g), and
acétgnl}?@e $91n¥12) W 8Bhdhtdd chllﬂb"@ anfllrezctiorOobml&fion BEIohrs3Suring

he f'ol | om ng conpound was_prepar ed anal ogousl

thl@ 4Hmm;]drbtlenad ramesrioh Ré dirtert-PEylcdicabenate s rdded (2 3'g). The
b{ﬁ%@ go,n r&lxglgm as %Q%pdoré}%ﬁ 1 ga}ré[gg é8(g g0 Qq%ﬁér% to- glvla\“}@ crude
titRe- d=po ﬁﬁ% mgl(,l)cfﬂghs W¥dd )in 2163176@‘7 st6p ¥dthom ﬁ&ﬁh&r pLﬁlﬁZ‘;Ztl(nb r'H NMR
OMSPIh L44 (CraELh 4Bas, St el 52 o, gy (& 1, 7.3
(dﬂﬁ%4/7%2(ﬁ77 gﬂ’%@@ﬂﬁ%ﬁ%@g AORIS (m/7) 366.9 ((M-Boc]*); RT =

uoro- Opir opoxy ni'trobenzene
3.9, RUWQEDSD) 18704, 96tenol (48 g) was dissolved in dry
tetrahydrofuran (THF) (300 nmL). Triphenyl phosphi ne
(88 g) and 2-propanol (47 mL) were added, and the

Bﬂféz‘bt 95 Wzlﬁ fh?o 5—2%5?%% 9%11\‘7(4}177@‘]1)11 beiggré% 1,4-diamine.

I sopr | azo boxyl at e
Taropoligemn BieNe @sahkorcn@ -[¢hi- c&tlonoethmberaaﬂdm@@yl)dnwﬂmhaﬂéno]

ol T SR 88 1565 iy 8ol BT 392 GBon of

p(ftés]sfuﬁ{ @ﬁrboﬁahé PRIDOS) (6.4 8) ﬁh%{eﬁgﬁ mIotyd adieat @Hethe reaction
. he sol vent was evaporated in vacuo and

th
rnrxélsral Waannmdxwatﬂereﬁﬁ@nr @mitgl%tt%l (ZAsleqnrs) @nqugbfegH@rqture The
t at e 1 t
S5V (TP N OB By R B
aq&@§usl&dﬁ¥t@ Fbgfagicﬁlfd’lcel (FI\L aYﬂ%q(%Q ,andl Bda];iolrﬁed tmgnvla 22 g)bfidmktbrown
urifie ash_chromatogr a i
mh@/btvgw&aS/HSé@ny e et YerWgh %)t funghea pifi ﬁ@étf%llgwg (DMSO-de):

E@%W}"%ﬂé 'zerg) 4% (b§§ %FIZ 1\&@756%6 751§‘]HN§@ 6.82 (d,

1H), 35 3(([dd1 HL B)C/MS @f/z) 288 0 ((M+H]"; RT =2.07, (UV, ELSD) 85%, 98%.
The following compound was prepared analogously:

(4-Amino-3-chlorophenyl)-(5-chloro-thiophen-2-ylmethyl)-carbamic acid tert-butyl
ester.

' NMR (DMSO-dg): 1.39 (br. s, 9H, tert-Bu), 4.74 (s, 2H), 5.35 (br. s, 2H, NH,),
6.67-6.74 (m, 2H), 6.77 (br. d, 1H), 6.90 (d, 1H), 6.97 (d, 1H). LC/MS (m/z) 271.9
(IM-Boc]"); RT = 3.73, (UV, ELSD) 77%, 97%.
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(dd, 111). 15 The foll owi ng conpounds were prepared
anal ogously: 2-Cycl opentyl oxy-4
wo bawatse617 ni t r obenzene. 1H NVR (DMSO- d6) : 1. 57rAT/BR2{041000186
6H), 1.86-1.94 (m 2H), ? 6.97 (m 1H) 7.27- 7.32
(m 1H), 7.98 (dd, 1H. - Benzyl oxy- 4
4Flwlm2rlSPPmmdéﬂ§’éh@Z€714-l NVR (DVMBO-d6): 5.33 (s, 2H),

S—ngro-zzn{%rop{lgﬂol H@ &) \zass(%ss%lvdé% ng H}y t%@lhy(ﬁo%an( (GH-IF ) (%68 mL).

Triphei}1pifsohiae 288 gye(na J-prop e QXY mdk) Ricke azmeémdd)thé st i)
-am ne 4-Fl uoro-2-isopropoxy-I|-nitrobenzene ( gdq)

mihKe Wps g@l%@ G 3. d?lysoarqpﬁ@tz iparhprdae 460 mggsvaﬁ@? e

dr§> 81{71 % S['hlé Zr%‘??@%lﬁe %;lggve@fbdwar{rb to room temgerature and stirred

uoro en ai ni ne wer e
ovaddight. Thbeolves widsiemgp cmamﬂ i eomasndh datresjﬂmg wixt@eovasrfiltered

ht.. Aft
tnippf et e ” el Sosiate 10 e G TRRPe  pardlh o b ap
thé"%ets % Mkm?@@ﬁ@e@rﬁ%m%ea @rom—ﬁeptéﬂée eﬂfyﬂl addt&e PNay Thesganic

dri e ver sodi um sul f at e, 'tered, and evaporated
phiase wascseparatsdyfiash ghet drgstaliing s,oltsidmpfél@mamaﬁh%mlw [As

eviorr BRI U Ot TRS <SpunPE ek o P IS i hrgmatpgraphy
(31ﬁc§ gé13heﬂtéﬂ\é/ By et 9%), PbldYeg thEltitlBoh Pl aabloutledsloil

s, 3 4.71 1 4.73 2
(4%2%7&%) 1H) 6. 41H)(dd 1H)(m7 1;D(m 2H)(S7 2?)(m

Eim ik [ S psE I 6% BRI AR 6

(df) Yoy obenzyl )net hyl am n.e. LG M (m z) 320 9
([ MFH-NO2] +); RT = 3.54, (UV, ELSD) 96 % 100 % 10
(3-Cycl opent vl oxy-4-nitrophenyl) (4

Tlﬁ%ﬁé‘&l@ﬂ +h; HﬁWE%‘Pé%ﬁre(d@a E{é 22962809 iOO %
2—%’35zélép5itjdox39b¢lumw-jjz@tn@&dnyén)e.- am no- 2-i sopropoxyani l i ne
HOMR (M5 1$ 111878 Qo BpbRG- 2440 AEBnERYS T WD 727
7.32h ey ¥.98Qd8) 11es

2-Benzyloxy-4-fluoro-1-nitrobenzene.
"H NMR (DMSO-dg): 5.33 (s, 2H), 6.96-7.04 (m, 1H), 7.32-7.49 (m, 6H), 8.04 (dd,
1H).

(4-Fluorobenzyl)-(3-isopropoxy-4-nitrophenyl)-(methyl)-amine
4-Fluoro-2-isopropoxy-1-nitrobenzene (1.0 g) was dissolved in dry dimethylsulfoxide
(25 mL). Potassium carbonate (1.4 g) and (4-fluorobenzyl)-(methyl)-amine (0.84 g)
were added. The resulting mixture was heated to 90 °C over night. After cooling to
room temperature, water (75 mL) was added, and the resulting mixture was extracted
with ethyl acetate (3 x 75 mL). The organic phase was dried over sodium sulfate,
filtered, and evaporated in vacuo to yield the title compound as slightly yellow solid
(1.6 g, 100 %).
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di ssolved in nethanol (50 nmL). Ammonium formate (1.91
g) and palladium (10 % on charcoal, 0.21 g) were
wa@oaeds2e6and the m xture was stirred for 1.5 hoRCEDER004/000186
room tenperature. The reagppon mxture was filtered
t he _sol vent was evaporated in__vacuo. The residue

LGRS maézgéa%&[Mﬁst%m 4r6UINe EHEDIES 99 % and

2p
A IR 2 PSR 281, YED M AH (i, 49), 63Tk 2HeE 26 (@,
1H)bUN(AGT1IB) 7. |1@amg%H) (7e2hinh, 25De7.84 €d,d8D)el uent). The

resulting solution was evaporated in vacuo to yield
crude title conmpound as a black oil (0.76 g), which

| i LC-Ms (r/z) 288.9
Tﬁ{é?%”ﬁf’%g% Eﬁﬁgﬁﬁf@% %?e%ﬁ%too)gé e 72 % 28
(5- Chl oro-t hi ophen-2

yl met I)-. tliylh)-£3-nethyl-4-nitrophenyl)-amne A
(%éfgﬂé’fn‘%ﬂr'éﬂl 6‘?1’Ig’%l’?fﬁtaé”(?rg%’%%%ﬁ@;}ﬁmglfrbaI dehyde (1.61
LG-»MS%sz)'Z»Q |(IM+B=NeL [y RP= 354 (09 ELSDRIG %,92086. 10.0

, and erlite IRCG-84 (100 ng, H+ form in o-

xyI ene (40 nmL) was heated under nitrogen at 140C for 5

ucrlope}%}t i _%%9, ?P%R}g%zz%;gbggzytyg{mﬁ;cﬁ%ggaméhe resin

LEWR k) 999. 21([M+Hm®lz}memas @i, €56) BESD) 96 46008t ril e
(40 mL) and sodi um cyanoborohydride (1.26 g, 20.0
nol ) was added in one portion, followed by acetic
acid (1 inL) in several portions over 15 m nutes.

37%]
ey R e e B e uae Sti s red for
TRt R s ot s slaiasoceng v
dlmdtmmm&mw Araacaiioagio (s sgangmatadion (85 on
IBL a%?ewér% Q@4 i hn PG nEilkciy wgé: &il?édefoﬁ i—@%o'ﬂ}s) at 66
e dqueo e

ase was extract et hyl acetate
tefrp@rattrk. TH’eheacurogamxmrb swpe fidtened rapd dim s@divem/was saghorated i

sul fate, the solvent was evapora t.h d
vagHay sigyje RRRASTHESHBI EHIRES ngﬁwﬁ%ﬂ & %ﬁ%?lﬁ&ated
({ Sud &KHaAeh b hy@roﬁme rc@mqrwa%taaeed (Th'é%ﬁlﬁﬁﬁeﬁ‘iﬁﬁnta h%@qmered

imes (using fornal de solution, 7.4
thirguahl ccxilmin sﬁs:ih(mgﬁdﬂeth ‘@tfy@ralmt) Ihﬁ)vesgltlngsolu#ﬁﬁ Was

I
e A TBl ST  BHEE Y RP BB {85 o Nt ves
dlwﬁqudﬁiﬁhbﬁaxts@[put ed with heptane/ethyl acetate
m Xt ures dthe title conpound as_a yel |l ow oil

L@1M§E(1TéZ) ?@ﬁ%( 1oL DARNVRL O EOEN3)ELSD)E (0572 ), 3. 11
(s, 3H), 4.66 (s, 3H), 6.52 (d, 1H), 6.60 (dd, 1H),

(5-Chloro-thiophen-2-ylmethyl)-(methyl)-(3-methyl-4-nitrophenyl)-amine

A suspension of 5-chloro-thiophene-2-carbaldehyde (1.61 g, 11.0 mmol), 3-methyl-4-
nitroaniline (1.52 g, 10.0 mmol), and Amberlite IRC-84 (100 mg, H' form) in o-
xylene (40 mL) was heated under nitrogen at 140°C for 5 hour. After cooling to room
temperature, the resin was removed by filtration, and volatiles were evaporated. The
residue was dissolved in acetonitrile (40 mL) and sodium cyanoborohydride (1.26 g,
20.0 mmol) was added in one portion, followed by acetic acid (1 mL) in several
portions over 15 minutes. Formaldehyde solution (37% in water, 2.23 mL, 30.0

mmol) was then added and the mixture was stirred for a further 30 minutes. Volatiles
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6.69 (d, 1H, 6.77 (d, 1H, 8.10 (d, 1H).
N(4) - (5- Chl oro-t hi ophen-2

WQ bevasnel) - 2, N( 4) - di net hyl - benzene- 1, 4- di ani nePTDDE2004/000186
suspensi on of

W?Eg %w%f?@gwe e )’fﬁgnﬁfcﬁ@)@( g%aed (oBsethy St oo “sodium

A (12 2T Ensaatém@%w%?ﬂ%g L8R MatoltfBhase wes

exgndted edith ethyd rag@Ieﬂey(SthLBdﬁlef orgaﬁa hiyenstwere driedwarger sodium

0 ed into sat us S bona
sul 3o RPNER At Bt i R R R Bkt B ARR Bl -
méhiRtibn Qn@lﬂat%d tADredldibrel BSUbdNGeptK be Fepeuas tiaxt Itlﬁi‘ds E{dsmg
Wi th ethyl acetate (200 nL, then 2 x 100 20 nL

foemeldglsrdasabtion; ¢4 nehei00gemol #nd §rdintecyanebayoll idPe% 07 g, 33

i FOCRRRE QAP cohV eioh R MEIRE (B hls B Hndly pragpt was

pL&ﬂEﬂairﬁa Fiaskbastes Jystemn YdiBta etubeal Mthllﬁptaﬁa"pﬂnyh deetitte anixtures)

rown oil (1.51 g 91% VR ( 13) 2.16 (s, 3H),
tozwﬂé ﬂ(f‘stlﬂ%%mposm 88 '(‘Bf-‘ 0% Oﬂéﬂﬁ 24 )(s 3H),
7 Yot e
I nter ﬁgg fais'@% ,F%% 3glelnér ]]q)for ,B’ &H&&Qi‘o (g%’dm)’

6.59 ¥, 1H)06n77<)(@§|1‘]‘z€[), 8.10 (d, 1H).
(3-Met hyl - 4-ni trophenyl)-(4-trifluoronethyl benzyl)-am
ne 30 A suspension of 4-trifluoronethyl benzal dehyde

N&@é@ Ghlm@q@%pm'inytl)nezr flgﬂghxlydggcﬂ’mzézhﬂ%@%wnﬁd{a%ﬁe ng,

f or in
To- gyl @nepeqwlorrL) ofias (ﬁebbwtmwm@n-%yhneﬁqéh(mthﬂm&ﬁ@yl-*

t he oole room t.e tur
nifipPiiel aming ey ® G egreD @ by POUHECRDS & "Dtimamey in
etBatloll 86®mI Y&¥ad @@déd@ﬁﬁ(ﬁ@l @@-5/ K209 Arh615) 186 thelshilkture was stirred

filtered, and vol atiles were evaporated. The residue

Vigprougly 5 660‘5%|fqrr$ 0zeiBishilt Wps thep pouregiiytogagyraiesipquepus sodium
wEABRRRETERYA] U5l inly ol Wbl e oo >

1(POIHel ﬁe@ﬁltlﬁg QﬁlXﬂlﬁle R a9 l&(&ﬁcte&\fvilﬂf cthyf bedtdte @D mlryithed @sx 100
sol vents were e\(anr ated_and t he residue was

mbbrfthpthgﬁ@dwb% AVEtsegiuny suléate and vobdilesnyyre gyaperated. The
reﬁiﬁge uﬁﬁgd %‘g A ‘FPAQM@IQ&%} %{?ﬁ?@h%@ Sit-AnaL aa(%%/emybl acetate

anl C yer was er so |um Su
msahme)“lbsywl/é tige tleoqoaippuad as abﬂnv\trhml (. EB g8 was

P GG, 815 SRNER B RS (5 ) 53 ot b g 65
@S UTPOHNY @S, Ye! | ow powder (1.02 g, 82%

Synthesis of intermediates of the general formulas XXXV, XXXVI, and XIX
from XXXIV:

(3-Methyl-4-nitrophenyl)-(4-trifluoromethylbenzyl)-amine

A suspension of 4-trifluoromethylbenzaldehyde (819 pL, 6.00 mmol), 3-methyl-4-
nitroaniline (609 mg, 4.00 mmol), and Amberlite IRC-84 (200 mg, H' form) in o-
xylene (4 mL) was heated under nitrogen at 140°C for 6 hours. It was then cooled to

room temperature, diluted with ethyl acetate (5 mL), dried over sodium sulfate,
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1H NIIVIR (CDC13): 2.59 (s, 3H), 4.50 (d, 2H), 4.76
(br. t, 1H), 6.40 (d, 1H), 6.43 (dd, 10 1H), 7.45 (d,
wQRe{o4/082668 (d, 2H), 8.05 (d, 1H). PCT/DK2004/000186

(3- Met hyl - 4-ni trophenyl) - (ﬁ-trlfluoromsthyl befl zyl)-ca
rbamc acid test-butyl ester A .solu

ﬁlte@dn@tdmlam hieFO pYRRLAtSd. (The t@ﬁl@%@%ﬁ%ﬁ(ﬁ%%@nﬁ%‘m&}ﬁ 20

e e e s

foll‘@ved]byﬁdbemadn)i (1 add) 1t1rse'eardd)poamnse>vé685hrLl;lutdS g’gtemmﬁu)ther 30
in acetonitril 0. d
ingrse e P BRI e b aeB et depusgn <t

acéiéte ?9@1&)0%&6(25%}%%9@9@% ag¥eb@d pdtREi1ME EAbENAP OT5inEl The
d the residue was dissolved in ethyl acetate (50

OIgBJn)c 1aTI9hr svasofitied onexaedinashdfita solvests wegmsBoued. and the

%’;‘ﬂ} ¥ ffS| Pé‘gl(fzwgroél gﬁ)gga%\fllagf o\ éys%rgXS ) %ﬁl%d’kgltﬁ i v\ét@ﬁ@ethyl acetate

m1ﬂtﬁ'iés§ 't(f—‘ﬁel?ﬂh@ 11216 cﬁn@&ﬁmtaqellswm& G]I 02 gﬁZ%&] ut ed
. Q]St ane/ ethyl acetate m x (% ﬂ%?
HONMRe( Gb?@q@& 5 3HD, pdaﬁ%(cygﬁ)o@v%wrs&ol&&) 60 (@a [ Hy 6413 (@d.
I h 1H N
fiophs (2SS EARER OSIEAIOL SR P25 s, o
7.16 (dd, 1H), 7.21 (d, 1H), 734(d, 2H), 7.60 (d,
ZQ, 7.96 (d, 1H). éﬁ . o
(S Meikpii-tratmonterii(fiafyarymedhyibena sy BHCRFDEH AN s
tggmdgn 8F (Slnloflsh brfigrb{ﬁ!wheﬁag?ﬁ A SRbHlRbeRky SR 02 g, 3.29

ter m.) “was
nmuol)ytli- tmt—bm:yl dicarbonate (1.08 g, 4. 93 mmol) d1methy1am1nopyr1d1ne (201

mé,gn@r%n'g%qladfapg 'L r@g{}mr]?{ee@gﬁlﬂ r(ll l uor @h% o%ﬁﬂfe;/ Zb Iﬁﬂf was

stil1@H RO Bis Stute?@r T8 hounA ah"b@eﬁ Ql%blt ttbglow Oatbﬂn&ilmﬂe to
stirred 30 for 20 hours at +55C. After cooling ro

estapep &V alttiles werthevapatated ddbe restbie wast diswelved lweflwl acetate (50

T OGOV ) SHEGE R HRP 2 et F L ffed over
sogfu@l %@fa{ez vol#fedWere ThAp&atal Nl Medadiduel axersurideon a

ried over sodiumsulfate, solvents were evaporat ed,
Flashaster systsind (slicamsluged with depisne/sthyDacgae mgpges) to yield the
CT/ DK20Q4/ 000186 ..112 .F| ster shem
A G BBt SR HGTE S A PhF S MR tgnces of
hdobie. title conpound as a white solid (1.09 g, 83%. 1H

‘DN GG 1951 b (g 9&%53%% 1953 B8 16dad, D). 33 . 180,
754 86 248: 7.8b6%q, 2027 964, 13 -

(4-Amino-3-methylphenyl)-(4-trifluoromethylbenzyl)-carbamic acid tert-butyl ester

A solution of Na;S,04 (3.00 g, 17.2 mmol) in water (20 mL) was added to a solution
of (3-methyl-4-nitrophenyl)-(4-trifluoromethylbenzyl)-carbamic acid zers-butyl ester
(1.41 g, 3.44 mmol) in tetrahydrofuran (20 mL), and the resulting mixture was stirred
for 20 hours at +55°C. After cooling to room temperature, the water phase was
saturated with potassium carbonate, the organic layer was separated, and the aqueous
layer was extracted with ethyl acetate (2 x 20 mL). The combined organic layers were

dried over sodium sulfate, solvents were evaporated, and the residue was purified on a
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Conpounds of the invention Exanple 1 1la
{4-] (Benzofuran-2

W@ evaoksl) - ami no] - 2anet hyl phenyl } - car bam ¢ aci PCPDERY4/000186
ester. A mxture of 0.1 Msolution of

Fla(ilé\/lgéjnerggvsmn?%%{g% fp%‘%lx%ﬂhéﬁéy?%@@%}m?%g@% laﬁ?/tgqee)sto yield the
titlg %ﬁ?&ﬁdaa@ 25 tﬁ?ef Jtaﬁbggﬁ?%f%%%) 35 nL) in tetrahydrofuran

a m nutes. Vol atiles were
HnNavmv@DGl5): 1V4HC@Q9H)'OZ 10és, 6B 23.62 @b es2dlet. TR &, RH), 6.56 (d,

di o] hydr | . [ [
U5 IS, D BECL CEICl 8 (BIBR m) were added. After

sonication for 60 mnutes the reacti on m xture was

gg}mﬂgbgﬁlélﬁvmp and the title conpound was 15
separated by preparative LC/Ms to give 5.1 ng of

Exemblrll ess solid. Yield 43% LC/MS (miz) 339.2
13%%%%?@%@?}%‘?{”%?%"%%%] —2%'112%}1})%5&%’[ }—96?7‘%21171&'(}36161'61 propyl ester.

A h‘ﬂu&ﬁfefbﬂo) I mcnmiorz ofret-Mytinp e mythyiphanyoiibamis etiéphopyl ester
ester. C N5 (M z)

(0.5% 3), 4, musdhend & L SP{”@@H?gm %ﬁ%ﬁé%@ldgﬂé (0.35 mL)
in Yetx{'rﬁﬁcﬂx%f l—?@fw% Ig%% by &ﬁﬁefa)’ @) nﬁﬁfﬁt@@ "Vcﬁa(ltﬂ‘éé Qle%t ltéiﬂoved in

va&ﬂd)/oTolﬂﬁ%btaﬂEd Irekid®> mat wsemurp(csapmsylnydurﬁuedmv&ﬁsﬁm 0.5
hyl

m %e%/ b n%L Pc(eg 0?1%%5[] Cergc egt A er éﬁ%&:}eu%@r 60

m@ﬁté‘% tﬁ@m%@tlon mixture was evaporated in vacuo and the title compound was

-1 sopropyl - benzyl anzi no) - 2-i net hyl phen%(] car ba
separated Hy ptdpptativs L€/MS to@in . migzyf Gdeles colid, Yight 43%. LC/MS

(“’?@53%2 %%Fﬁljg&z ?éﬁzaﬁ‘é)’ﬁfzg%%%| r(%'nyl ] - car bani c

acid propyl ester. LCOM (ni2z) 3171([|\/H—|]+)' RT =
2.32, (WV, ELSD) 82% 96% WO 2004/08267

1P/ ]@jgzg tooigs- 2—)11mthyg-ammo] Z-methylphenyl} -carbamic acid ethyl
& {[4- (4-Chl oro- benzenesul fozzyl) - 3- et hyl -t hi ophen- 2

¢ met hyl ] - ami no}-2- znet hyl phenyl ) - car bani ¢ aci d

ONEPith/zp 2RO (MEG/RIS=(067; JUYIBLSDY PAMH 69%. RT = 3. 18,

(UV ELSD) 91% 97% 5 Ih {4-[(5-Methyl-thiophen-2
yl nzet hyl ) -am noJ- 2- znet hyl phenyl } - car banzi ¢ aci d

1c {4-[(Benzo[b]thiophen-2-ylmethyl)-amino]-2-methylphenyl}-carbamic acid ethyl

ester.

LC/MS (m/7) 340.0 (M"); RT = 2.87, (UV, ELSD) 91%, 100%.

1d {2-Methyl-4-[(5-phenyl-thiophen-2-ylmethyl)-amino]-phenyl}-carbamic acid ethyl
ester.

LC/MS (m/z) 365.3 ((M-H]"); RT = 2.89, (UV, ELSD) 97%, 99%.

1e [4-(4-Isopropyl-benzylamino)-2-methylphenyl]-carbamic acid ethyl ester.
LC/MS (m/z) 326.0 (M"); RT = 2.50, (UV, ELSD) 84%, 98%.

1f [4-(4-Fluoro-benzylamino)-2-methylphenyl]-carbamic acid propyl ester.
LC/MS (m/z) 317.1 ((M+H]); RT = 2.32, (UV, ELSD) 82%, 96%.
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propyl ester. LCOM (mz) 317.1 ([MH+); RT = 2.41,
(Uv, ELSD) 76% 93% ii {4-[(5-Brono-thiophen-2
W@ k@amslsyt ) - am noj - 2- znet hyl phenyl } - car bam ¢ aPC€TDK2004/000186

propyl 10 ester. LC/I\/B(ni1 3820(!\/9 ~RT = 2. 96,
(WV, ELSD) 70% 87% %5 Chl or o-

PRI e Oy A LY Tk S e g-2-
gﬁ{ewgéaﬁb%@a&%@pﬁggeﬁ (M: RT = 2.92, (W, ELSD)

LCI/MS[(((IBE}M[OJ(][M’H’:H)]p};&T 231 1BnETVyELSR)W 16,9 %z net hyl phen
yI} carbamc acid propyl ester. LM (mz) 355.1
([MHH +); RT = 3.08, (UV, ELSD) 93% 97% 20 11

1ht 2- n&{l@)ﬂ{etﬂvl{-ﬁz WQ@QWZHZEM&Q&WEM]ZMHethy@henyl} ca; bamic  acid

am no] phenyl ) -carbam ¢ acid propyl ester.
p;dz;ﬁﬂwe;(ln/z) 379.3 ([MH+); RT = 3.08, (UV, ELSD)

LC%/K% F%%Hzﬁﬁmén% a%n%’om‘é’ Er%@%%?@yﬁegr?;/f’\] car banzi c

acid propyl ester. LC/I\/S(rﬂz) 341.2 ([MeH +); RT =
2.71, (W, ELSD) 73% 96% lo
1i {4-/[{-Braratocrher Zopwerv Dyawae e Birhensd -coreamis asiherory!
e}/l} carbamic acid ethyl 30 ester. LC M (nfz) 389.0
SéMFH +); RT = 3.24, (UV, ELSD) 98% 99% Ip
Ld/sd (b= 5810 (Mjwmpheméz(w ELSD) 70%, 87%.
yl znet| zyl ) -am noJ- 2- chl or ophet zyl ) - car banzi ¢ aci d
ethyl ester. WD 2004/ 082677 PCT/ DK2004/ 000186 114

1j li’g/dgﬁ Cf’ A ﬁhl?é@ 792- S;{; %ﬁf}“ h)Jr )zmerj 27 nzg’th)gl}aheiiyy\/car%f@ a&@Yropyl

enzo I ophen-2
esigkt net hyI ) -am noJ- 2- chl or ophenyl ) - car bam ¢ aci d et hyl

LR L 2 O ) 8o, B,= 328, (LTV

[ 2- Chl oro-4- (4-i sopropyl -benzyl am no) phenyl J-carbam c
acid ethyl ester. LCOM (mz) 346.0

48,
1K 4] (BEL@@]t@G%enim%eth)d) gigz;{ojJmpt{jylgg@ny(};tcarbamzc acid propyl
flguoro benzyl am no) phenyl J-carbam c acid propyl
ter

LC/MS (m/z) 355.1 ((M+HT); RT = 3.08, (UV, ELSD) 93%, 97%.

11 {2-Methyl-4-[(5-phenyl-thiophen-2-ylmethyl)-amino]-phenyl}-carbamic  acid
propyl ester.
LC/MS (m/z) 379.3 ((M-H]"); RT = 3.08, (UV, ELSD) 91%, 95%.

1m [4-(4-Isopropyl-benzylamino)-2-methylphenyl]-carbamic acid propyl ester.
LC/MS (m/z) 341.2 ((M+H]"); RT =2.71, (UV, ELSD) 73%, 96%.

1o {4-[(5-Bromo-thiophen-2-ylmethyl)-amino]-2-chlorophenyl}-carbamic acid ethyl
ester.

LC/MS (m/7) 389.0 ((M+H]"); RT = 3.24, (UV, ELSD) 98%, 99%.

1p {4-[(5-Chloro-thiophen-2-ylmethyl)-amino]-2-chlorophenyl}-carbamic acid ethyl

ester.
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LG M5 (nfz) 337.1 ([M+H +): RT = 3.20, (WY, ELSD) 97%
99% It

WQ@2@hlos60? 4- { [ 4- (4- chl or o- benzenesul f onyl ) - 3- NECTPK2404i000186
ophen-2 yl net| ayl J- am no} - phenyl ) carbanmi c acid

ropyl ester é 514. é

§28/m/@)LMS~CE([§b)H]9M%T© %1 W{EL%I?B %Hﬁ&/"thi ophen- 2
yl metliyl)-am noJ-2-chl orophenyl }-carbam c acid propyl
ester. LOMS (mz) 337.0 ([M1]+); RT = 3.27, (UL,

1q ELERBAAD [ thidPhen-2-20ndihyl}- Anz[;(oﬁ—Zdemphmy@pmha@zc acid ethyl
yl met hyl ) - am noJ- 2- chl or ophenyl } - carbam ¢ aci d propyl
esiggter. LC/MS (mz) 403.9 ([MrH +); RT = 3.45, (Uv,

L X]f/%?%l_ @ﬁ?(@ﬁﬁ IRy =328 (UV, ELSD) 95%, 100%.

oro-4 orothlophen 2 yl methyl)-am noJ
phenyl} carbamc acid propyl ester. LC/ M5 (rﬂz) 356. 9

T =3.4 D 0 95%
1‘{5%’(@@2&6‘{ b*ﬂ”fﬁp%é%’g Al Oﬁégllﬁﬁdq 4 aﬁléc\]acédcﬁ?;{)?%%heny
% O 0.( | n/ 372.9
O P e N P R T h%or sone 1y
{4-[(Benzofuran-2

15 RO G O G A BREb P A T PR sl OPY

LEVEDImMA9%67.9 8% +Hp) J0D4/30BR 60V, Ecsbm&zmm%omsa 115
|z {4-[(5-Chl oro-thiophen-2

yl met hyl ) - am no] - 2- cyanophenyl } - carbani ¢ aci d et hyl
1t?Sé%%[o'i%—g%[y—g%%gfa&(}—bmnQs‘uff%ﬂ)-?—Tne?hﬁ—-t@i%ph&@yln@f@@—amino}—
pheAyl)-cladanné bdﬂbiﬂ@p:heﬂerZyl met hyl ) - ami no] - 2- net hoxypheny

cﬁé«l Caé/ggélf gi@/ﬁg[gg& /gzs iﬁ&ﬁ%}“’?&%é% 341.

{4-[ (5-Brono-thi ophen- 2yl net hyl ) - am no] - 2-i net hoxyphen
yl}-carbam c acid 10 isopropyl ester. LC/ M (in/z)
10400/ (0-Mughyl-Tiophern-298nefultanagB-chissgrhendpsanbaeic acid propyl
4 [ (5- Brono-thi ophen-2yl et hyl ) - am no] phenyl } - car bam
Tacid propyl ester.

LC/MS (m/z) 337.0 ((M-1T); RT = 3.27, (UV, ELSD) 94%, 100%.

1v {4-[(5-Bromo-thiophen-2-ylmethyl)-amino]-2-chlorophenyl}-carbamic acid propyl
ester.

LC/MS (m/z) 403.9 ((M+HT"); RT = 3.45, (UV, ELSD) 99%, 99%.

1w {2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-amino]-phenyl}-carbamic  acid
propyl ester.
LC/MS (m/z) 356.9 ((M-H]"); RT = 3.43, (UV, ELSD) 98%, 95%.

1x {4-[(Benzo[b]thiophen-2-ylmethyl)-amino]-2-chlorophenyl}-carbamic acid propyl
ester.

LC/MS (m/z) 372.9 ((M-HT"); RT = 3.49, (UV, ELSD) 93%, 99%.

1y {4-[(Benzofuran-2-ylmethyl)-amino]-2-chlorophenyl}-carbamic acid propyl ester.
LC/MS (m/z) 357.1 ((M-H]"); RT = 3.37, (UV, ELSD) 95%, 98%.
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L MS (mMz) 367.9 (M+); RT = 2.66, (UV, ELSD) 87.0%
95.0% 15 lad {4-[(5-Chl oro-thiophen-2
\thmnmhMW7-aninonhenyI} carbam c acid propyl PGI/BK2004/000186
L MS (M z) 324 (Mk) RT,;z 2.60, (W, ELSD) 88.2%
96.5% lae ér |so ro ylbenzyl g
1z pHeffyiGhlersr mhén-a?cxlfaet lﬁrylrm'é%lt ﬁyan%@e’ﬂz@ @Hiczcid ethyl
eS”37 0 (I\/p RT = 3.25, (UV, ELSD) 90.8% 99.6% I af
Fz | odo-4- (4-i sopropyl - benzyl am no) phenyl]-carbam c

LCWISAnpE)084.0 @i e RT = ROI MBI\ HINDYER60100M.; RT = 3. 72,
(WY, ELSD) 88.0%97.7% 25 |ag

[4-(4-tert-Butyl-benzyl am no)-2-i odophenyl J- carbani c

lagcég{-ﬁrg%{?/%g[l%ﬁé%?ﬁ%%}gg;é@ If-bipide 2%@5#78){)@1%}1} #ibalRlc = acid

6% Tah
mdt3d esydo- 4- (4-trifl uoromet hyl - benzyl am no)

L) SPRp T § - A AN Do O a0, 50 1o

[ 2-1 0do- 4- (4- et hyl sul f anyl - benzyl am no)

phenyl ] -carbam c acid roly ester. LC/MS (mz) 454.8
1ap] MIM(J)B; oRID-thihg®:2-y{Rihy Eusmyo e e thoxatiegul-oggdamic  acid

2004/ 082677 PCT/ DK2004/ 000186 116 1aj
isQPSORYE G894 [ 4- (4- met hyl pi per azi n- 1
Lcy/Ms h/téﬁm;xm@im(m} ;Fpay. 93, davpBbiD) 86%d10036.opyl ester.

508.9 ([MtH +); RT =1.90, (UWV, ELSD)
62 0% 79. 2% 5 1 ah {4-[(5-Brono-thiophen-2

1af é’g?ﬂh?h qiggfzsz?é}genz{_%@;?ﬁﬁ%j’ ?ﬂén ﬁ@d)%bl}ﬁ&cfﬁd ﬁ@;&ﬂéﬁer

LMY/ () SBY. 9B TRT S&.GH(UYAELED) BT 52@95@% t hi ophen- 2
yl met hyl ) -am noJ-2-trifl uoronet hyl phenvl }-carbamic 10
acid ethyl ester. LM (nmz) 378.0 (M; RT = 3. 25,

12%1% ;Elél%i o%?ua%%kn—%%)h%e/ﬁzyl{)-@tmmoz] phenylf carbamic acid propyl ester.

tent Buty berizyl am no) - uor onret hyl phenyl J
LEAES barr) 6240i( M 3t RY = 2.6% (6, ELED) 88 8%, 00152 394.2 (M) ;
RT = 3.70, (UV, ELSD) 90.2% 97.9% I an
[4- (4- Met hyl sul fanyl - benzyl am no)-2-trifl uoronet hyl
1R i CRIRBBhFopP eyl @hiRY)-pIRSY B carbamic acid ethyl ester.

LC/MS (m/7) 337.0 (MY); RT =3.25, (UV, ELSD) 90.8%, 99.6%.

1af /2-Iodo-4-(4-isopropyl-benzylamino)-phenyl]-carbamic acid propyl ester.
LC/MS (m/z) 452.0 (M"); RT = 3.72, (UV, ELSD) 88.0%, 97.7%.

1ag [4-(4-tert-Butyl-benzylamino)-2-iodophenyl]-carbamic acid propyl ester.
LC/MS (m/z) 465.9 (IM-1T"); RT = 3.85, (UV, ELSD) 86.6%, 96.6%.

1ah [2-Todo-4-(4-triftluoromethyl-benzylamino)-phenyl]-carbamic acid propy! ester.
LC/MS (m/z) 479.0 ((M+HT"); RT = 3.54, (UV, ELSD) 97.7%, 99.8%.

1ai /2-Iodo-4-(4-methylsulfanyl-benzylamino)-phenyl]-carbamic acid propyl ester.
LC/MS (m/z) 454.8 ([M-119); RT =3.38, (UV, ELSD) 98.0%, 99.8%.
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LC/MS (mz) 384.1 (M; RT = 3.22, (UV, ELSD) 84.4%
94.6% 20 lao {4-[(5-Bronp-thiophen-2

W@ bovaospel) - am noJ-2-trifl uoronethyl phenyl ] - caPGEDKE004/000186
acid propyl ester. LG M (n4 438.1 ([MtH +); RT =

&)

3.47 D 9% 99,9% 25 |ap ) ]
lajy. (%r!ffﬁggfff{ ‘E‘E‘%@ﬁw%rﬁ%é-ré-bfwfqmmioﬂ%ét"w{}rcarbamw acid
pr BYd - carbam ¢ acid propyl ester. LCOM (mz) 393.3

M 1] +;3; RT = 3.60, (W, ELSD) 71.3% 74.1% laq
LQ/MS ¢n/ze b8 BIMTHD3AY Fdrith QY V2ELSD) b6l o 7et2%.l
phenyl ] -carbam c acid propyl 30 ester. LCONMS (mz)

408.3 (M+); RT = 3.89, (UV, ELSD) 91.1% 98.6% 1lar

1ak2- /B ji($ \Beomnemmbpydir Ay fiflerhyi)-bin Q) SR I oA Ha I PRdrbami
phe{ny/I[(J-car bam% aci%l prJo)pyI eZter@V\D 20%%0826?7; e
acprhmbrs®04/ 000186 117 LG/ MS (in/fz) 421.1 ([MrH +); RT

= 99.2% : 0 0
LN G0 A P R S S R 52774 P4 ooty
phenyl J-carbam c acid propyl ester. 5 LC M (nlz)

394, 3 11+); RT = 2.02, (UV, ELSD) 63.4% 100. 0%
1a} at{ 4-[(. 5( - kll\z/}or]o—t)ziopﬁen—}y met/?yl)—c(zmino [-2-trifluoromet, 139[—phenyl —coarbamic

A G- etl zyl sul f anyl - benzyl am no) - 2-tri fl uor onet hyl
ac%aﬁeé&élﬁ}lﬁar bam c acid propyl ester. LCM (nfz) 398.1
LG/MS (RT) 3780 4d); RIA 3R5SEV IBLSD) 9D8%199.5%10 | au

{4-[(S-Brono-t hi ophen-2

yl rnet hyl ) - am no] - 2- cyai zophenyl } - car bam ¢ aci d

1a?{ Ut\)/{wgﬁ%%&ﬁg z_%éoiéz&tggﬁ;g%z\t{ | gfgnézbw&ﬁ)y—c%aﬁzf& &dd ethyl
esfen- [ ( 5- Chl or o- t hi ophen-2

h < A ]+,2< C 0 5 ] id propyl
LEE Y9 ROIr BT SRR AR B S 9T D)
99.7% 96.3% |aw
[ 2- Cyano-4-(4-trifluoronethyl -benzyl am no) ' '
1 aBhe Md( {lj—]\{@é}p}@%{‘ffaeylal@q;@yl@m@ﬁw}tr@lgowe&yl—phenyl] -carbamic  acid

ethyl ester.

LC/MS (m/z) 384.1 (M"); RT =3.22, (UV, ELSD) 84.4%, 94.6%.

lao {4-[(5-Bromo-thiophen-2-ylmethyl)-amino]-2-trifluoromethyl-phenyl}-carbamic
acid propyl ester.
LC/MS (m/z) 438.1 ((M+H]"); RT = 3.47, (UV, ELSD) 98.9%, 99.9%.

lap [4-(4-Isopropylbenzylamino)-2-trifluoromethyl-phenyl]-carbamic acid propyl
ester.

LC/MS (m/z) 393.3 (IM-11"); RT = 3.60, (UV, ELSD) 71.3%, 74.1%.

1aq [4-(4-tert-Butyl-benzylamino)-2-trifluoromethyl-phenyl]-carbamic acid propyl
ester.

LC/MS (m/z) 408.3 (M"); RT = 3.89, (UV, ELSD) 91.1%, 98.6%.

lar  [2-Trifluoromethyl-4-(4-trifluoromethyl-benzylamino)-phenyl]-carbamic  acid
propyl ester.
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LC/MS (mz) 378.3 ([MrH +); RT = 3.25, (W, ELSD)
99.6% 99.7% | ax

W@ 20081082807 4- [ ( 5- Br ono- t hi ophen 2yl met hyl ) - anzi POIYDK2004/000186
phenyl} carbam c acid propyl ester. 25 LG M (nlz)

LOMG Qo M ED: B 57 a2 W&Jﬁﬁ@%ﬁ B TI  a

phenyl }-carbam c acid propyl ester. LCM (nfz) 402.9
([MH +); RT = 3.47, (WV, ELSD) 95.7% 99.6% 30 1 az
1a§ 2- [BL@n@mwﬂkyﬁmzvzedwnmbthehzyirzﬂumom)hybhéﬁvfl]]ﬂ@”éﬂmEPm @cid

acid propyl ester. LCM (mz) 406.1 ([MtH +); RT =
p@ﬂz?ﬁe"(uv ELSD) 80.2% 93.9% | ba

dRrBneePs e { gat-e7th;,fop . oD eoxy ERRDY 6}.4p4a09)0ps.car bani ¢
L acl t?ilgr opyl gst ew WO 2004/ 082677 PCT/ DK2004/ 000186
118 LC/I\/IS(n12) 418.2 (M+); RT = 3.86, (UV, ELSD)

1a§5 2. %4@2{9}( Zf{flfu%yg Tblenz(%/lamznf),h2 17 zlguoromlez‘h%]l ﬁh%nyl] carbamic  acid

p%hg@%gg carbam c acid propyl ester. 5 LO M5 (nl2z)

M RT = ELS 9% 99.8%
LCO/WES {@ZE%%(WX Kl ét‘Wy@YH ?%P}/?Z'@ p gg} far ni aao)
phenyl ] -carbam c acid propyl ester. LC M (1n/2z)
409.0 ([M#H +); RT = 3.36, (UV, ELSD) 98.4% 99.7% 10
lalubd {4 [(5-Br: omo—z‘hzophen—Z-ylmethyl) -amino]-2-cyanophenyl}-carbamic  acid

t[(5 Br ono-t | ai ophen- 2yl net hyl ) - am no] - 2- met hoxyph
prezmheyebutyram de. LC/MS (mz) 382.0 (M; RT = 2.66,

L@%(ﬁf@é}%{r *?91113%3 irih‘%UV ELSD) 97.5%, 89.8%.

|ophen-
yl met hyl ) - am no] 2-f net hoxyphenyl ) -butyraanide. LC M5

1“"&8 42)? f (gé:'}ﬁzﬁgy[ t%l-o e;2 Q—ylmetﬁylg amz;’zo] %an )‘?ggyl}ggaréc%zic acid

p,bbd)ﬁlégsge;l | sopropyl benzyl am no) - 2- net hoxyphenyl j -butyram

LOMS (mlz) 341.1 MH_SL%) 49, (ULV,
LEMSYmez) 34849 (YO R4 3.11§UV, ELS ) 96:7%, 96.3%
N-[4-(4-tart-Butyl -benzyl am no) - 2- met hoxyphenyl ] - but yr
am de. 20 LC/ M5 (mz) 355.2 ([MtH +); RT = 2.65, (W,

a@—s?)} Qln 8% (410uBPbmethybtbenzylamino)-phenyl]-carbamic  acid  propyl
Met hoxy-4- (4-trifluoronethyl -benzyl am no)
eSrtﬁffenyI J-butyramde. LC M (n/z) 367.2 ([MtH +); RT =

LM s R AT G R B e B84 T
furan- 2yl phenyl ) - car banai c acid
lax  {2-Bromo-4-[(5-bromo-thiophen-2-ylmethyl)-amino]-phenyl}-carbamic  acid
propyl ester.
LC/MS (m/z) 447.9 (IM+H]"); RT = 3.48, (UV, ELSD) 99.3%, 99.3%.

lay  {2-Bromo-4-[(5-chloro-thiophen-2-ylmethyl)-amino]-phenyl}-carbamic  acid
propyl ester.

LC/MS (m/z) 402.9 ((M+H]"); RT = 3.47, (UV, ELSD) 95.7%, 99.6%.

1az [2-Bromo-4-(4-isopropylbenzylamino)-phenyl]-carbamic acid propyl ester.
LC/MS (m/z) 406.1 ((M+H]); RT =3.72, (UV, ELSD) 80.2%, 93.9%.

1ba [2-Bromo-4-(4-tert-butyl-benzylamino)-phenyl]-carbamic acid propyl ester.
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propyl ester. LM (mz) 390.1 (M; RT = 3.38, (Uv,
ELSD) 92.9% 99.8% Ibj [2-Furan-2

wQ 2604082677 sopr opyl benzyl am no) phenyl - car bam cPEL/DE2004/000186
propyl ester. 30 LC/I\/S(l kz) 393.2 ([MtH +); RT =

Lcﬁggimé%gﬂ%gﬁz% 32?&15&093%‘@%&9@%9]6 8c/81r baani c acid

propyl ester. LC/I\/IS (mz) 379.3 ([MH +); RT = 3. 06,
(UWV, ELSD) 83.7% 99.7% WD 2004/082677
1bbPCTL 260 4-000 Y eromalyliisnzylamino)-phenyl]-carbamic  acid pmpyl
5-[ (5- Chl or o-t hi ophen- 2-yl net hyl ) - am no] - bi phenyl -
esigf} Y- carbami ¢ acid propyl ester. LG/ MS (mz) 400.0
LCmk: (R 4313 dB+H]UYRTE: SBY, @9V 3%.SIIR259%, B0.8%m
[ 5- (4 Isopr opyl benzyl am no) - bi phenyl - 2yl J- car bam c
acid propvl ester LOMS (mz) 403.2 ([MtH +); RT =

Ib@f\l[%éi @%?Ug - (4- QF}Z%J j%r‘iﬁ@%/ %egg Zz%‘?oﬁ ﬁénvlj car bamzc acid propyl ester.

-am noJ
LCpsny/ky 20920 @M%H]I)‘IRLIGFG%E([M EIaSD)LQB&%t39f7 - this
conmpound are reported above in the synthesis of
i ntenmedi ates of the general forrmulas X I1-XXl1I
- ) noJ-2-methoxyphenyl}-butyramide.
1"52@ ABFgu%?Ooﬂ%o rl]z§;>z/2yhzzeth% Zﬁ amlar% noJ- 2- )r;r%t hJ(;>}(ypIz1yenyI }-
LGZMSb(a:Mz):3 &0 AVIpY; BV 2. 6@5@&% SDYOTP %t 3700 f
(4- Am no- 2- net hoxyphenyl ) - car bai ni c aci d propyl ester
(0.3 m, 0.1 M solution in tetrahydrofuran (THF)) and

lbéY\f i{#‘ zg @ﬁl@?@!‘iﬁ@?ﬁéﬁ-@ ﬂ@zeﬁzyl)‘-anu@oﬁ-zi)ﬁé%ﬁdxypk@yl} -butyramide.

dr of uran ﬁ was heated t 6(6
LGﬂ\/.EﬂJ{m/Sz) aTsﬁJIZé[\Mrtﬂ} é\tRe =21, MuELSEa)%He@ 8§t4 bned
resi due, sodi um cyanoborohydride (NaBH3CN) (0.6 L,
0.2 20 Msolution in nethanol) and acetic acid (0.03

1bm W—?oﬁ Lhen lh&}i%tme@kbtxﬁpk@n%lﬂdml)mzdeept St 05, oom
erat ure m nut es en fo
LGS G L. 1 G EHT) YRt (B VAt a0 0] d%ortD S

added. After 30 mnutes the reaction mxture
evaporated in vacuo. The title conpound was separ at ed
1b|gw\f ﬂ gpasatBuye-beidlyMsine)-2-giedexdpiznpij-botyrewidsr | ess

L3813 i) 955 RG22k 2 Sy OV SN R g TbRba s O

1H), 6.24 (d, 1H), 4.53 (s, 2H, CHz), 3.93 (t, 2H),
3.70 (s, 3H OwWe), 2.97 (s, NMe), 1.57 (m 2H), O.89
10k V-3 et hb/-H#A54- trzﬂuoromethyl—benzylamzno)—phenyl] -butyramide.

LC/MS (m/z) 367.2 ((M+HT); RT = 2.79, (UV, ELSD) 93.9%, 96.6%.

1bi {4—[(5-Chloro-thiophen-Z—ylmethyl)—amino]-Z—fumn—Z—yl—phenyl}-carbamic acid
propyl ester.
LC/MS (m/z) 390.1 (M"); RT = 3.38, (UV, ELSD) 92.9%, 99.8%.

1bj [2-Furan-2-yl-4-(4-isopropylbenzylamino)-phenyl]-carbamic acid propyl ester.
LC/MS (m/z) 393.2 ((M+H]"); RT =3.41, (UV, ELSD) 89.9%, 100.0%.

1bk [5-(4-Fluorobenzylamino)-biphenyl-2-yl]-carbamic acid propyl ester.
LC/MS (m/z) 379.3 ((M+H]Y); RT = 3.06, (UV, ELSD) 83.7%, 99.7%.
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(n/z) 347.2 ([MH +); RT = 2.32, (UWV, ELSD) 96% 100%
The foll owi ng conpounds were prepared anal ogously from
wapmaogasrat e anilines and 30 al dehydes: 2b  PCT/DK2004/000186

[4 (Benzo[ bJt hi ophen-2 119

B R G T e S e et

esté}ZO H NI\/R (1: 4 DI\/BOHG/DI\/BODG). 8.07 (br. s, NH),
86 (d, 6 (d, 1 7.30 4 6. 49
LCiM)’S oA MR S5 (. S es, 4. 1 “oty
.75 (s, 3H, Ow), 2.98 (s, NWe), 1.58 (m 2H), 089
(t, 3H. ). LM (mz) 385.0 ([MH]); RT = 3.25,
1b (M- (YELs GD)op 9By zy 1% ) -bip Rany|-2- - ExrChinar aid piropphesvsr2

| z - ' - 2- 0 enyl.} - cat bazyz

LS o J L e B A TR SRR By ey 2

3.07, (WV, ELSD) 99% 100% 10 2d

[ 4-] (5-Brono-thi ophen- 2yl net hyl nmet h )am’noJ-Z-mstI
1zz oxyphenyN){2rﬁrlbma41£(5 ddqﬂ@ tﬁmbgﬂ odreny)aaing-rheiyly-2,2,2-
iftd2 e&l\/y”,de RT = 3.12, (UWV, ELSD) 99% 100% 2e
" 'ﬁo%? OXYy-4-[ met hyl - (5- et hyl -t hi ophen- 2-yl met hyl ) - am
Da'td’l @drpﬂﬁwydﬂlp@ﬁlﬁb:ﬁmréporﬂea ol e iptigpyimtesisest intdchddiates of the

4)348 ﬁl\%}h = 2.46, (UV, ELSD) 95% 100% 2f

gelmal[ gngesmalltRkBbhen- 2yl met hyl ) - (met hyl ) ani no) - 2- met h

yl phenyl)-carbamic acid propyl ester. 20 LG M5 (m z)

398.0 ([M+2]+); RT = 3.10, (UV, ELSD) 97.0% 98.1% 2g
Ex@dl¢ 2- | sopr opyl benzyl ) - (rret hyl ) am noJ- 2- net hyl phenyl }

2ai EZ{%'Y[ ag uco’ %%enzy@r J’()E'Wl to&-@g@f!ﬁijg@pﬁ%ylzgaz%y?ﬁicz 2&CiG Lpropyl

esteR~ Met hyI 4-[methyl - (4-trifluoronethyl -benzyl)-am no]p
henyl )-carbam c acid propyl ester. LG M (mz) 380.3
A (ofigtpreRiT (3-Smird-2-figthoxkhIBDy1)IGriRemic 98id5epyl ester (0.3 mL, 0.1 M

solution in tetrahydrofuran (THF)) and 4-fluorobenzaldehyde (0.3 mL, 0.1 M solution
in tetrahydrofuran (THF)) was heated to 50°C for 60 minutes and evaporated in
vacuo. To the obtained residue, sodium cyanoborohydride (NaBH3CN) (0.6 mL, 0.2
M solution in methanol) and acetic acid (0.03 mL) were added. The reaction mixture
was kept at room temperature for 30 minutes, then formaldehyde (0.03 mL, 37% in
water) and acetic acid (0.03 mL) were added. After 30 minutes the reaction mixture
was evaporated in vacuo. The title compound was separated by preparative LC/MS to
give 4.3 mg of colorless solid, yield 41%. '"H NMR (1:4 DMSO-Hs/DMSO-Dg): 8.04
(br. s, NH), 7.25 (m, 2H), 7.13 (m, 3H), 6.36 (s, 1H), 6.24 (d, 1H), 4.53 (s, 2H, CH,),
3.93 (t, 2H), 3.70 (s, 3H, OMe), 2.97 (s, NMe), 1.57 (m, 2H), 0.89 (t, 3H). LC/MS
(m/z) 347.2 ((M+HT"); RT =2.32, (UV, ELSD) 96%, 100%.

The following compounds were prepared analogously from appropriate anilines and
aldehydes:

2b [4-(Benzo[b]thiophen-2-ylmethyl-(methyl)amino)-2-methoxy-phenyl]-carbamic
acid propyl ester.
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30 2i
{2-Met hyl -4-[ et hyl - (4- met hyl sul f anyl - benzyl) - am noJpl
Wﬂ) e(m}m%c"ar bam c acid propyl ester. LC M (rﬂz()T/BKSO(]@/OO()l%
= 2.42, (UV, ELSD)1,87.9% 99.0%

S AR e el

gpamgégrsamg @Bdm 1}98&@3 s, lz@i B 23 @M)Qs 75 (s, 3H,
ELSD) 8% 100.0%
OMLTHE 63 BME) H5Eigt 2mq 9 61D dride S (B 351 ) ety RT

thyl est LG/ MS (m z) 387.3
—3(%%#%’}?%{&?9% ‘f%@?l (uve E{SD)e Sggrg% 100. (()% Z)21

{2-Chl oro-4-[net hyl - (4-netl zyl sul fanyl - benzyl ) - am no] p
henyl )-carbam c acid 10 et h{N/ ester

LC. NS .
2¢ 368/ (- Chlmroryrgphemeg-pimgthy-(met) l)aEL@é)2-@2€’1f%'Ig§%5%’%a"é?ﬁllc
ﬁ%‘ﬁ Br ono- t hi ophen- 2
“C%AP Yhy’Y- (met hyl ) ami noJ- 2- chl or ophenyl } - car banzi ¢

Lcmsotnpzmﬁ o @4hHeRT 24 5.0 QUVS FUAD)9944,800% [ MkH| +) ; RT =
3.80, (Uv, ELSD) 99.3% 100.0% 2n

{2-Chl oro-4-[ (5-chl oro-t hi ophen- 2yl nzet hyl ) - (net hyl ) am

Weny(né
2d! %‘%650 %FAI;%(%-I}] zgﬁy{éﬁamﬁzet @L(?ﬂﬂﬂ)@fé%d)?sig gfegzozi\sﬁgg 9)(10/,:1 cﬁﬂggmzc
acitipropyl ester.

4-1 t I 2-chl orophen
LW&&W@%@@H@ ﬁ‘i r@wi%?Wn? 'Z) 389. o
([MtH +); RT = 4.09, (UV, ELSD) 99.6% 99.9% 25 2p
{2-Chloro-4-[nmethyl -(4-trifluoroznet hyl a} %]
ZephQ}Me}lmalflbmfhyl‘c(ém@leﬂvdﬁ@mﬂe”e%‘ﬂ’@?ef 1}L)C¢WB’0§ nﬂhf’}y gléfi" gmic

3.81, (UV, ELSD) 99.8% 100.0% 2q
acgf’ﬂg—qge)ﬁ%nco t hi ophen-2

LG’/M@(M}’B&S O (R NRD ami480 0T 2; ELSD) 9i96oh%h Zy|  phenyl } -
carbami c acid ethyl ester. LOM (in/z) 435.9
[M1]+) RT = 3.56, (UV, ELSD) 99.4% 100.0% 2r

{ O [ﬁ% ?6 ma% Ch%‘? ﬂ}zﬁg,;%'_‘k{ip[n%y;ly@re(t,,[y; y))aﬁn%ﬁ}ﬁlf‘ We)l@mh'éﬁﬂl}%aﬂfamzc

aczd propyl ester.
LC/MS (m/z) 398.0 ((M+2]"); RT =3.10, (UV, ELSD) 97.0%, 98.1%.

2g {4-[(4-Isopropylbenzyl)-(methyl)amino]-2-methylphenyl}-carbamic acid propyl
ester.

LC/MS (m/z) 355.2 (IM+H]"); RT = 2.70, (UV, ELSD) 85.4%, 99.5%.

2h  {2-Methyl-4-[methyl-(4-trifluoromethyl-benzyl)-amino]-phenyl}-carbamic  acid
propyl ester.
LC/MS (m/z) 380.3 (M"); RT = 3.18, (UV, ELSD) 95.2%, 98.5%.

20 {2-Methyl-4-[methyl-(4-methylsulfanyl-benzyl)-amino]-phenyl}-carbamic  acid
propyl ester.
LC/MS (m/z) 358.0 (M"); RT = 2.42, (UV, ELSD) 97.9%, 99.0%.
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carbam c acid ethyl ester. WO 2004/ 082677
PCT/ DK2004/ 000186 122 LC/ M5 (rn/z) 392.3 (M+); RT =

W@ 2®8/0836WV, ELSD) 99.0% 100.0% 2s PCT/DK2004/000186
[4-[(4-1sopropyl -benzyl)-(agt!ayl)am noj-2-tnifluorone

2 B P Bl P BRAS D b A

2k
esct&4- -tart- Butﬁy -+ benzyl ) - (naeth ]?)am nol -2-tnifluorom
e (LD a2y (O%: LBDEST 8% 1060NS (o)
409.2 ([MrH +); RT = 3.98, (UV, ELSD) 97.9% 99.8%
10 2u

21«[ AfT-Wblohy H- [t Py i 4-tnifta coomredhyl-bde iy yiminc mpieoyl-2at lidniit UGicid
z? tliyl phenyl)-carbamc acid ethyl ester. LC M5
etiyhessSr- 421.2 ([MrH +); RT = 3.59, (UV, ELSD) 92.9%

LS ﬁ/z%%ﬁng+H ); RT =3.59, ELSD% 99.9%, 100.0%.
[4-] methyl sul fanyl - benzyl) ~am noJ-2-tri fl uor

orrethyl phenyl) carbamc acid ethyl ester. LC/ M5

"}%&yz% [[ de%ltyé}%ln)gﬂﬁzﬁﬁﬁ é’gﬁ’éﬁi)’ Sz/rz nﬁgtv%; vl /9 ca;%a?nzc acid

etﬁy)eﬁgt hyl - am noJ-2-trifluoromnethyl phenyl)- 20 carbam c
aC|d pro ester,. LC/NSé)(ﬁUN) 449. 9 M1]+) RT =
GMs(m/e 3 E(8b)] 9,9R1§%3 3 VELSR) 92 A), 99.6%.
[4 [ (5- Chi or o- t hi ophen- 2yl nmet hyl )-(neth))Il)am noJ-2-tr
i fl uoronetl ayl phenyl)- carbanaic acid propyl ester. 25

2nii OC/O I}Vgé (%M%%ﬂzehm-yln@%yi}@zeﬂ@l)am%] -EtRBD)opA8uAMearbamic
y
"c{ @TBﬂOQF@Bpr opyl - benzyl) - (rret hyl ) am noj -2-trifl uoronet

LA GPRPRIS) (RPIERIIIEL 25680, (BUORKSREDS 86 166008 (57

30 2z

AT e e MR I R AT L

C’Cﬁigf%t’;l(e MrH +); RT = 4.29, (UV, ELSD) 98.9% 99.7% WD
1082677 PCT/ DK2004/ 000186
LC/MS (m/z) 374.0 ((M+H]"); RT = 3.77, (UV, ELSD) 99.6%, 99.9%.

20 {4-[(4-tert-Butyl-benzyl)-(methyl)amino]-2-chlorophenyl}-carbamic acid propyl
ester.

LC/MS (m/z) 389.2 ((M+H]); RT = 4.09, (UV, ELSD) 99.6%, 99.9%.

2p  {2-Chloro-4-[methyl-(4-trifluoromethyl-benzyl)-amino]-phenyl}-carbamic  acid
propyl ester.
LC/MS (m/z) 401.1 ((M+H]" ) RT =3.81, (UV, ELSD) 99.8%, 100.0%.

2q {4-[(5-Bromo-thiophen-2-ylmethyl)-(methyl)amino]-2-trifluoromethyl-phenyl}-
carbamic acid ethyl ester.

LC/MS (m/z) 435.9 ((M-11"); RT = 3.56, (UV, ELSD) 99.4%, 100.0%.

2r {4-[(5-Chloro-thiophen-2-ylmethyl)-(methyl)amino]-2-trifluoromethyl-phenyl /)~

carbamic acid ethyl ester.
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123 2aa

{4-[ Methyl -(4-trifluoronethyl-benzyl)-am noJ-2-trifluo
WO o0vei08a6l77 phenyl } - carbam c aci d propyl ester.PCTDKB04/000186

(mz) 435.3 ([MrH +); RT =,3.77, (LTV, ELSD) 99.7%

Lc?biﬁiﬁ/a"@%aﬁf‘:w LRIETS, t(ﬁl’fa ﬁg%ﬁéﬁ(w% iy }-

car barri c acid propyyl ester. LM (nlz) 412.0 (M);
3.67, (UWV, ELSD) 99.3% 99.8% Iac
2s {fnﬂ—[[’é( Boﬂ‘opybbetiﬁ}/lb-ﬁh@tﬁy@@nmo] -2-trifluoromethyl-phenyl}-carbamic acid

ﬂ t hyl) - (et hyl ) am noJ- 2- cyanophenyl }-carbam c 10
etn cffséFpropyI ester. LM (mz) 407.0 (M; RT = 3.309,
LAY, (Hgg)sg@)s ﬁ@ MAKITHPRT698.88adV, ELSD) 99.0%, 100.0%.
{4 [(4-tert-Butyl-benzyl)-(nethyl)am nod-2-cyanophenyl
-carbamc acid propyl ester. 15 LC M (nfz) 380.3

(R e s LB S
eﬁ@nyjt&r car bam E gc;i propyl ester. LC/ M5 (nﬁz) 3(9)223f
LQ/MF?Q [Mﬁ]o}r%{"f %&&h@ﬁﬁﬁ@?ﬁ@?? 8é%/‘hyl ) amano

J phenyl }- car bam c acid propyl ester. LO M (nl2z)
462.1 ([MtH +); RT = 3.84, (UV, ELSD) 98.2% 99.9%
20288 [Methyl-(4-tr zﬂuoromethyl—benzyl) -aminoj-2-1ri woromethyl-phenyl}- carbamzc

{2- Bronp-4-[(5-chl oro-thi ophen-2-)yl net hyl) - (nethyl ) am
acl%ﬁylﬁﬁféhyl} carbam c acid propyl ester. LO M (mz)

chéfﬁs /) Mt T+ IR, R B=83%9, (WV, EESBPD2.9%, 3%5%4.00. 0%
{2-Broi no-4-[(4-isopr opyI benzyl ) - (net hyl ) am noJphenyl }

2Vi Ff%;[ﬁie%y?-(%%egh)ﬁ_{u%@éyl- Z,E%ggg ]#g}%g %Egt%x)l p%gyl? carbamic

ac{cﬁgﬁpﬁjﬁgr Lgfn Eergl gut ?/I benzyl ) - (et hyl ) am noJ
LIS 347000496 ): R34 LEM S P9 Ny 2o RT =
4.15, (UWV, ELSD) 99.3% 100 0%
2w {4-[(5-Bromo-thiophen-2-ylmethyl)-methyl-amino] -2-trifluoromethyl-phenyl}-
carbamic acid propy! ester.

LC/MS (m/z) 449.9 ([M-11%); RT = 3.76, (UV, ELSD) 99.5%, 100.0%.

2x {4-[(5-Chloro-thiophen-2-ylmethyl)-(methyl)amino] -2-trifluoromethyl-phenyl}-
carbamic acid propy! ester.

LC/MS (m/z) 405.9 (M"); RT =3.73, (UV, ELSD) 98.4%, 100.0%.

2y {4-[(4-Isopropyl-benzyl)-(methyl)amino]-2-trifluoromethyl-phenyl}-carbamic acid
propyl ester.
LC/MS (m/z) 409.2 ([M+H]"); RT = 4.04, (UV, ELSD) 99.3%, 99.9%.

2z {4-[(4-tert-Butyl-benzyl)-(methyl)amino]-2-trifluoromethyl-phenyl}-carbamic acid
propyl ester.
LC/MS (mv/z) 423.1 (M+H]); RT = 4.29, (UV, ELSD) 98.9%, 99.7%.
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23]
{2-Brono-4-[nethyl-(4-trifluoronethyl-benzyl)-am no)
w@b@agpslestar bam ¢ acid propyl ester. 5 LC/ M5 P@T/DPK2004/000186
447.0 ([M+H +); RT = 3.84, 183UV, ELSD) 98.4% 99.9%
g NS PRI EBABT 2 maromc s
carbuind wad paeet agrerde. Data for this conopund are
reported abo i.n,the synthesis of internediates of
LU (1p) 4onibHIk KT & 150 (VD) B diopps0%. 54
(4-[ (4-Fl uorobenzyl)-(nmethyl)-am noJ-2-i sopropoxypheny
| }-carbamc acid ethyl ester 15
2al- (4- Fl (dr/dbehyd ¥ yrethybuligin)-teniyibaRinod Spr-iflporopeathot/ iphenyl -
%P.ZQ 3) was di ssolved in dry dioxane (3 nl).
carfaficf 4 BEABhETEt hyl ami ne (0.27 nL) and et hyi
LCeisqnot A 1med @VOPRTS= 3.6%) (UNe rFL saasioeck o, agglgdghe reaction
m xture was stirred at roomtenperature over night.
Water (5 nmL) was added, and the resulting m xture was

2o D W DS D el B TP

acidWPrypyitesidd Was evaporated in vacuo, and the crude
roduct was Pugified b§ flash chromat ography (silica

LCHIS (et @ (YD e RAT 3- 42 BY - 14892197 1700438 Toet hy| ani ne,
gradi ent). Evaporation of the solvent in vacuo
furnished the title conpound (0.20 g, 55 % as a

2ad of dof(Hhrers Bunypltbenz )SdB a0 [3B tyBrop hétylHl ddrpaliE acid propyl
2.58, (WY, ELSD) 90 % 98 % 25 Exanple 4 4a

estery. (3- Fl uor obenzyl ani no) - 2- met hoxypheny!l | - car bani ¢

LCRgisngl 0 SANELHPY; 301 HbIsan OV, Br §hyos ahevgabgenyde in
dry wethanol (84 L, 476 mVj was added to a sol ution
of (4- A nino-2-nethyl oxyphenyl)-carbam c acid et hyl

gt 3 A PP AR SRS aci

préfl ¥eHt was evaporated in vacuo, and the remaining
material was dissolved in 1,2- dichloroethane (1 ni).
LCEYS: (rx 392t MY b Rdhy dridt €Y 20L5g) 988%., 898%d, and
the resulting m xture was kept at roomtenperature
for 2 hours, under 2 periods of sonication for 10
2afn NULRImo£gdekiomoeliibphdhe-iRehivl)-Gme iy Bamine | Whényl}-carbamic
filtered through WO 2004/ 082677 PCT/ DK2004/ 000186 125
acigiprolyd egfér- (500 mg), and the col umm was washed with

Lchvis @iy PEVIARE), R I5)s4, (R, ELSD) 98.2%, 99.9%.

2ag  {2-Bromo-4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino]-phenyl}-carbamic
acid propyl ester.
LC/MS (m/z) 418.1 ((M+H]"); RT =3.83, (UV, ELSD) 99.3%, 100.0%.

2ah {2-Bromo-4-[(4-isopropylbenzyl)-(methyl)amino]-phenyl}-carbamic acid propyl
ester.

LC/MS (m/z) 420.2 ([(M+HTY); RT = 4.04, (UV, ELSD) 98.8%, 99.7%.

2ai {2-Bromo-4-[(4-tert-butyl-benzyl)-(methyl)amino]-phenyl}-carbamic acid propyl

ester.
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sol vent was evaporated in vacuo yielding the title
conpound (5.7 ny, 45 %. LC-M5 (mz) 318.1 (M RT =
wWQ2@3/08%60, ELSD) 93 % 100 % 5 The fol | ow nBCT/DK2004/000186
conmpounds were prepared i n2an anal ogous fashion: 4b
r enyl 1- car ba
o R L et | T RS R S S oD 5 T
= 2.51, (Lv, ELSD) 86 % 100 % 4c

A eth t ) -
Zajprfgn%}o;no it sl b i gt B o
}]&S%,(l\/p RT = 2. 10, (UV ELSD) 79 % %
4-(2,4-Di fl uorobenzyl am no) - 2- met hoxy hen |1 -car bam c
LGS dimis) YT O] L BIVES B BV, SAATD TRAMHIDG%. RT =
2.44, (WY, ELSD) 93 % 100 % 15 Exanple 5 Sa
[ 2- C,ycl opent yl oxy- 4- (4- net hoxybenzyl am no)
ZZZJOheN%{]ZJClﬂaﬁabﬂll[ 19-€hla-MidphbrD-ylinemen-(@8ihyl) amino] phenyl} 2,2,2-
Cycl openty oxy-4-ni trophenyl)-carbamc acid ethyl
triffuppichiginidas” di ssol ved in ethanol (26 m). Zinc
r Iy
Dafl AP YiFSohbplis B ARSGAURRLI WORIRIL OF 1RGadanesor e
geretn foaida XA-XKH t enperature for 6.5 hours, and then
kept standing at roomtenperature over night. Aqueous
saturated sodi um bicarbonate (100 nL) was added, and
Exﬁﬁgle@' xture was extracted with ethyl acetate (2 25 X
. The organi ¢ phase was washed with water (100
3anm) {aNd- Iﬂubwe(zm))e(mdﬂ)yj)—aidmbbd—immopmgmil}mﬂrémnn‘catcm’
d evaporated in vacuo. The resulting oil was
eﬂzﬁnegé%l ved in methanol (1.82 nL), and an aliquot (40 L)
4-(9Fp 1ﬁdi*b§erl§gi)1{fri I)W@fﬁmﬂl%ﬁgproﬁ‘b)h‘&nﬁmé @b .99 igPWadlissolved in dry

4- et hoxybeénzal e yde M'in methanol). The

diokenp Bty J\Mf@qumkﬂném@d (@ 67 m¢)@nﬂ@thyi ohlatoformeate (0.15
}Q%re?’&idéﬁ”én "‘é%é rep cé&%’ﬁx% 1% W Vg%eéi %‘91%%51 %ng;ﬁ e oyer ight.

enal ni I'SSO oroet

Wattek (FinilL.) wa&cuﬂdem @ﬂlt@@@k@ﬁﬂ@ﬁﬁﬂhﬁ&ﬁ@d eam(aat@d mﬁt)h ew&n;a acetate (3
added, and the resul ting m xture was

x 1P aHfpe The grganicathase wag e Wﬁa@dl%ﬂﬁélfat@@@,d éiter@énmeaiqlmt
Wa£ Q\F pgypaltéﬁ zg]tg}ggﬁ% rag ‘ﬁﬁeocgﬁﬁﬁé ﬁ’rgh%t WE? B%ﬁ%&g gﬂl ﬁgsﬂéélifﬁrﬂﬁ@gaphy

ter Ica
(sﬂﬂﬁ(gél hi8REES / RESFY dhléﬂl&()lﬁg D,(l()%&ﬁethjd%ﬁnﬁ@ Igwﬂﬂem)iﬁvmhl@cdl of
di chl or oetﬂ q The sqly was
theézgltgﬁlatrzgtvg ished the title compound (020 g,55% as a colourless oil.

LC-MS (m/z) 361.3 ((M+H]"); RT = 2.58, (UV, ELSD) 90 %, 98 %.

Example 4

4a [4-(3-Fluorobenzylamino)-2-methoxyphenyl]-carbamic acid ethyl ester

A solution of 3-fluorobenzaldehyde in dry methanol (84 pL, 476 mM) was added to a
solution of (4-Amino-2-methyloxyphenyl)-carbamic acid ethyl ester (84 pL, 0.476 M
in dry methanol). The resulting mixture was heated to 40 °C for 30 minutes. The
solvent was evaporated in vacuo, and the remaining material was dissolved in 1,2-
dichloroethane (1 mL). Sodium triacetoxyborohydrate (20 mg) was added, and the
resulting mixture was kept at room temperature for 2 hours, under 2 periods of

sonication for 10 minutes, respectively. The reaction mixture was filtered through
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vacuo yielding the title compound (6.0 ng, 84 % from
al dehyde). LC-M5 (mz) 384.1 (M: RT = 2.40, (UV,

WER®DP$667 % 96 % S5 The foll owi ng corrpounds WBC B'DK2004/000186

prepaer in an anal ogous fjashi on:

cl op

sﬂlq‘a| agb @Oﬂée%ﬁﬁséﬂlfﬁ’awwﬁﬁ‘émﬁh]l % 4ichlorocthane (3 mL). The
soh%&% &%E%tseﬁhﬁ VQEW(efdm@&ﬁe s b&hﬁ@hﬂ@MS repAtaYs) Ve

W, EL
LCMS B1/AGLE 10VEE R 5%, v bLsD) 03 %% 166 %. SD) 80

[ 4- (3- Fl uoro-2- et hyl benzyl am no) - 2phenet hyl oxyphenyl J
-carbamic acid ethyl ester The product was purified

Thé)ﬁéllewﬁ?r%ado@{po\aﬁdweﬂv@mﬂa&d\dﬁ ailrﬁlz]bgdﬁ&fa§n()wp RT =
ELSD) 84 % 91 % éf{wenz do g
4b f | ubk-@- QOM@P]’\Z)’?FWWZ’W Hisy IWWW? 5 g a%}%’é ester
t o
LepeSie o ol munieR P ESs S U RTPESD) goRugonepar sl ve
l[zésg) 80|% 82 % 20 5e
enz oX
e phew%w%am it e R e R Yyeashygrig acid
;\@e = 2.92, (W, ELSD) 83 % 89 % 25 Sf
eth% s (Ben

zo[ bJt h| ophen- 3yl net hyl ) - am n%ll 2-cycl opentyl o
LCxyisheniy) 319ca@BInRE = 280,d Ut BHSIBSPen. $¥h&- pr oduct was

purified by preparative LC-Ms. LC-Ms (nfz) 411.1
([MH +); RT = 3.12, (UWV, ELSD) 79 % 85 % 30 5¢g

4al 4 g§ r(nf Li%ﬁﬁo;%‘b@ﬁztylmhlzzb@ﬁl—)’ﬂeﬁ!ﬂxyﬂknﬁl]w&dp}ﬂmp axiginen gitar

car c acid ester The duct r|f| ed b
LChMespam/a) 3372 ([ ); RT: 78 44nf Y » D)z9 Vmﬁﬁ’f Y
2.95, (ULV, ELSD) 77 % 86 % WD 2004/ 082677
PCT/ DK2004/ 000186 127

Example 5

Sa [2-Cyclopentyloxy-4-(: 4-methoxybenzylamino)-phenyl]-carbamic acid ethyl
ester

(2-Cyclopentyloxy-4-nitrophenyl)-carbamic acid ethyl (294 mg) was dissolved in
ethanol (26 mL). Zinc granules (1.63 g) and aqueous hydrochloric acid (5.0 mL, 2 M)
were added. The resulting mixture was sonicated at room temperature for 6.5 hours,
and then kept standing at room temperature over night. Aqueous saturated sodium
bicarbonate (100 mL) was added, and the mixture was extracted with ethyl acetate (2
x 100 mL). The organic phase was washed with water (100 mL) and brine (100 mL),
dried over magnesium sulfate, and evaporated in vacuo. The resulting oil was
dissolved in methanol (1.82 mL), and an aliquot (40 pL) of this solution was mixed
with a solution of 4-methoxybenzaldehyde (40 pL, 0.466 M in methanol). The
resulting mixture was heated to 40 °C for 20 minutes. The solvent was evaporated in
vacuo, and the remaining material was dissolved in 1,2-dichloroethane (1 mL).
Sodium triacetoxyborohydrate (20 mg) was added, and the resulting mixture was kept
at room temperature for 2 hours, under 2 periods of sonication for 10 minutes,

respectively. The reaction mixture was filtered through silica gel (500 mg), and the
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511 [ 2- Benzyl oxy- 4- ( 3- net hoxybenzyl am no)

phenyl]-carbam c acid ethyl ester LC M (nfz) 407.3
W@ podeio26y7 RT = 2. 81, (Uv ELSD) 76 % 87 % 5i PET/DK2004/000186

4 [ (Benzo[ 1, 3]di oxol - 126

colf ta‘%‘g%sg@ﬂf%ﬁlwéﬁcﬁs%%e?@aﬁ’@ B The fAE N5} Evargyfied
Vﬁ(ﬁb%’@ldﬂl tBe titkbedapound DL %@m ffn aldehyde)
oro-4-[(5- chloro t |op

LCy 9) %84(1n@ét)h§\|T)—a¥rﬂﬂ >}763%, 96 %.
cycl ohexyl propi onamide. Method A: To a m xture of
2-Chl oro-N(4)-(5-chl oro-thi ophen-2-yl nethyl)-N(4)-
Thﬁﬁtlltwhn@ ennpnadd wardprapamee il ddamiygoan thshionet hyl ami ne

cet o rile
b5, ci%ﬁ/ﬁ%mw G ﬁuoeﬂﬁﬁmt@dg%@ﬂ@@mrmf’wﬂ “Gichagric acid
ethypé@gﬂ | es were evaporated 15 in vacuo and the title
compound was separated by preparative LC-Ms. Method B
Th¥ praaiust was mmt'rvd)bmprqaa@atwe LC-MS.

LCﬁngni?{%f Q@f?z%ﬁ 5§23, @ﬁéﬂﬁﬁ% %)4%0% 1,64 mmol)

and sodi um bi carbonate in acetonitrile (40 nlL)

3-cycl ohexyl Zpr0| onyl chloride (372 ng,_ 2.13 mmol) was
5c addé&(S -Figarer me%mibﬂzaymmn@)aéwhwﬂmlwgk@%&a@l ‘BBt
ethvvktgivvater (100 nL) and ice. The 20 title conpound was

depAfated by filtration as a grey-brown solid. Yield
The; ﬂo’%ﬂw@wa ﬁedl.t@/ﬂ‘x/@e(rM\?e)L@-MS4 ([ MFH] +); RT = 4.09,

EL@% 97°/q 100% ) 2: 0.87 (m 2H),

L IMSS(WZ)Z 23 VR = 3L3ﬁ7(1{‘éEL )84145% Yo.76 (in, 5H).

2.29 (t, 2H), 2.91 (s, 3H), 4.67 (s, 2H), 6.76 (dd,

1H), 6.83 (d, 1H), 6.88 (d, 1H), 6.96 (d, 1H), 7.27
5d(d, [2BenzidbyThE-flabloaimethydiermpbunits)-plerp! Jpcaepamizticid ethyl

anal ogously by the method A from correspondi ng
estghi | i nes and appropriate acid chlorides,

Theﬁak&z{uef%ﬂj!t)&h?eﬁbggﬁé PR L GMNQr i des, isocyanates, or

tent - bonate (Boc20). Triethyl am ne was
LCGudEd(m/as460. Ibé[MswLHIh) ®Rase 330, A2V AELHDHBO te$9 Ryri di ne
was used as a base in case of 30 chloroformates and
carbanyl chlorides. No base was used in case of

5ei SOGYHALRSY -mBFS BRI Ib&2SI8mMo)-phenyl]-carbamic acid ethyl
(4-g¥n no- 3- (J:ﬁngi ogﬁg}ny[f ﬂS c%l | or o)tphl gp]hen 2-yl met hy

estgr carbamic acid tert- butyl ester as an aniline, the

CRREL 25 PR 2B RSREREASH thi 1) ot oacet i ¢

acid and nethylene chloride for 1 hour and evapor at ed
aga| n befor reparative LC ME:

{4-[(Benzo[b ]l%zophen 3-ylmethyl)-amino]-2-cyclopentyloxyphenyl}-carbamic
acid ethyl ester
The product was purified by preparative LC-MS.

LC-MS (m/z) 411.1 ((M+H]"); RT = 3.12, (UV, ELSD) 79 %, 85 %.

5g [4-(3-Fluoro-2-methylbenzylamino)-2-isopropoxyphenyl]-carbamic acid ethyl
ester

The product was purified by preparative LC-MS.

LC-MS (m/z) 361.2 ((M+HT"); RT = 2.95, (UV, ELSD) 77 %, 86 %.
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35 WD 2004/ 082677 PCT/ DK2004/ 000186 128 6a
N-{2- Chl oro-4-[(5-chl oro-thiophen-2
wQ evaoksl) - (ni et hyl ) am noJ phenyl }-2- phenyl acRCEDKA@4/000186

L/ MS (i /z) 406.2 ([M+2]+)y; RT = 3.58, (UV, ELSD)
95. 5%

100.0% .5 6 . .

Sh N {2 DRIBPSY 4 6 e e B RSP 5 R RS
é ) Wi et ) 46 %, 199/ KB (1

L B RN T B ™06 306 100. 096 ~be
N-{2- Chl oro-4-[(5-chl oro-thiophen-2

51 Dot el G e L PNRD G- onegyehogt-corbapc

acilil EkSD) 98.8% 100.0% 6d | o
N-{2- Chl or o-4-[ (5-chl oro-t hi oph

n_
LCyMiSenty) %72(h6ﬂﬁyRT5n%-%fU%W1§-76§@t§ﬁ%ﬁ de. 15 LC/ MB
(mz) 356.1 (M; RT = 3.32, (WY, ELSD) 99.4% 100.0%

Er6e i’e tanoic acid
EPBPCHY or 0- 4- [ (5- chl or o- t hi ophen- 2yl ntetl zyl )-(methyl)a

603, 55, N R HBes i 50 g g im0y T-5-
’ boxylic id
cy%?égﬁ@%&%gﬁ l?é chl>/o|r o-?ﬁ: ophen-2 yl net hyl ) -
Midthed hdd YBormian odpien pf }2-&i ade- V(R vehlorer hyophges 2y imethyl)-N(4)-
et sbeAtsr e 14 g el ity iAo 0 B8 &idiltile (1
- vipldi ige (B 1 Viyldite d
T R kP roaRhenyl ) am de. JLCINE () 21 G 1 (M
in Ricwo Bd4bs tifleomEnehvaysepggted 8y pugpagive LC-MS.
C ent anegar boxyl i ' .
Mot A7 SHReT GRS o Ghloes 0y vy forlygr2-yimethy)
N(& Blcl 1rafidnedphaiylide e, LGAMBoLY a)d 88%wO titgrborRire in

.65, (UV, ELSD) 95.2% .29
ac@ygjhéhadﬂé@@&Wex@-@@?@%&lﬁc@id?h72 mg, 2.13 mmol) was added.

LB AR g e o s e
titRCHPEAA0 4/ 863BAed by filtration as a grey-brown solid. Yield 0.422 g, 60%.
LC/MS (m/z) 4254 (MHHTY); RT = 4.09, (UV, ELSD) 97%, 100%. 'H NMR
(DMSO-de): 0.87 (m, 2H), 1.05-1.29 (m, 4H), 1.47 (q, 2H), 1.56-1.76 (m, SH), 2.29
(t, 2H), 2.91 (s, 3H), 4.67 (s, 2H), 6.76 (dd, 1H), 6.83 (d, 1H), 6.88 (d, 1H), 6.96 (d,

1H), 7.27 (d, 1H).

The following compounds were prepared analogously by the method A from
corresponding anilines and appropriate acid chlorides, chloroformiates, carbamyl
chlorides, isocyanates, or di-tert-butyl dicarbonate (BocyO). Triethyl amine was used
as a base in case of acid chlorides. Pyridine was used as a base in case of
chloroformiates and carbamyl chlorides. No base was used in case of isocyanates and
Boc,O. In case of (4-amino-3-chlorophenyl)-(5-chloro-thiophen-2-ylmethyl)-
carbamic acid tert-butyl ester as an aniline, the residue after evaporation was treated
with 2% solution of anisol in a 1:1 mixture of trifluoroacetic acid and methylene

chloride for 1 hour and evaporated again before preparative LC-MS:
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129 L M5 (m/z) 396.1 (M+); RT = 3.83, (UV, ELSD)
97.3% 99.8% 6] N-{2-Chlono-4-[(5-chlono-thiophen-2
W(ylzmmhzym (nzet hyl ) am noJphenyl }-2- thi ophenPCI/DK2004/000186
-acetamide. 5 LC/I\/S (mpg 412.0 ([M2]+); RT =

6a fi{ %C@%r OE k—SF)(ogg—zfﬁ' {iy] rnggﬂ@ (nfthyl)ammo [-phenyl}-2-

phwytmtgjalwz()le(rret hyI )an2| noJ phenyl } - 2- ( 3-
ZOD -acetam de. LC/ g?% )

LQMWH]/Z)) 6@1([13/1?32] 94RT(1ﬁ/58 KUSHELSH) 5/10](906117 10 61
N-{ 2- Chl ono-4-[ (5-chl ono-t hi ophen- 2
yl met hyl ) - (et hyl ) am noJdphenyl } - 2- (4-

6b ARy BCdfrerdy ] (¥ -chbved-ahdoieen-2-ClmdBhn( nzoe hnd B iBo \-ph ey RT3, 3
3. )2 (UV, ELSD) 98.9% 100.0% 15 6m

dl”i‘@ﬂz bisRiagtide 4- [(5 chI ono-t hi ophen- 2y| met hyl ) - (rnet hyl )

CatiR d LC M5
k (mlz(])ﬁg%)se 0 {M} VE-2] ) %‘I%WB 53, (UV ELS%))Zn 92 0%
99.4% 6n N-{2-Chl ono-4-[(5-chl ono-thi ophen-2
l) - t hyl g L4527 (4- .20 .
o Y- CEF AT s Phnp e IRV S B Rl U =
plzé%z op{OmeELSD) 92.2% 100. 0% 6p
2- Chl ono- 5- chl ono-t hi ophe

LC% 7l A}]-Sah{Mo)] EITGﬂ?ﬁP @ E@M%@%pl%@énam de. 25
LC/MS (nz) 357.0 ([MeH 4): RT = 3.34, (UV, ELSD)
96. 4% 99.5%  6q

6dIW-{ 2-Chidront{ 3-dh aroahlophen-2-himghe h (raghylRiniyb )-pheriyio] phe
nyl }-2- phenoxyacetanzide. L MS (mz) 406.9 ([ MtH +);
butgirarsidg. 54, (UV, ELSD) 93. 9% 100.0% 30 6r

qlu-s{ Chl n 0
LG (t%?*{aq%; ;ﬁf{%?{ﬂ' e?i } 2-’ p enyl a%éf }Jl(t)on(l)/e LC/ VB
(m 2) 3911( [MiH +): RT = 3.29, (WY, ELSD) 98.0%
0,
6e e{n@%é’ﬂa&%?zo (c)l?l/e %-2 ! P%%EKZ 204/0 ;%'t l)—(mezgtysamzno]—
ph¥hIRLYe) - am no] phenyl} 3, 3-
LC/MS (m/z) 371.1 (M+H]"); RT = 3.55, (UV, ELSD) 98.3%, 100.0%.

6f Cyclopropanecarboxylic acid {2-chloro-4-[(5-chloro-thiophen-2-ylmethyl)-
(methyl)amino]-phenyl}-amide.
LC/MS (m/z) 355.0 ((M+H]"); RT = 3.23, (UV, ELSD) 98.6%, 100.0%.

6g Cyclobutanecarboxylic acid {2-chloro-4-[(5-chloro-thiophen-2-ylmethyl)-
(methyl)amino]-phenyl}-amide.
LC/MS (m/z) 368.1 (M"); RT =3.46, (UV, ELSD) 93.4%, 98.5%.

6h Cyclopentanecarboxylic acid {2-chloro-4-[(5-chloro-thiophen-2-ylmethyl)-
(methyl)amino]-phenyl}-amide.
LC/MS (m/z) 382.0 (M"); RT = 3.65, (UV, ELSD) 95.2%, 99.2%.

6i Cyclohexanecarboxylic acid {2-chloro-4-[(5-chloro-thiophen-2-ylmethyl)-
(methyl)amino]-phenyl}-amide.
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di met hyl butyram de. LG/ M5 (rn/z) 371.1 ([MtH +); RT =
3.40, (UWv, ELSD) 94.1% 98.1% 5 6t

wOR{§02/08871 oco- 4- [ (5- chl or o-t hi ophen- 2yl net hyl ) PEYDERWRIN00186
enyl }-butyramde. LG M (meg) 343.0 ([MrH +); RT =

L‘{QE‘@WZW% EF?@ 517‘\70?’?)/@31’ ﬁ@ﬁ% g9f’§9t 29@)/C a%CIng] pheny

- amide. 10 LC/ MB (i 2) 3571([M+H]+) RT = 3. 24,

SD % . 6 r anecay boxyl i c
6i J@%C’{% PO o tBoRher SO T ROLP YU
th%g}p];?hg%&,}m@m de. LOMS (mz) 340.8 (M; RT = 2.93,
SD) 97.6% ,100.0% 15 6w Cycl obut anecar boxylic

L@M&i(m/z)4120([l\/[+2]) RT =3.54, (UV, ELSD) 79.3%, 96.4%.

{2-chl oro-4-[(5-chl oro-thi ophen-2yl et hyl ) - am no] -
phenyl }-am de. LG M5 (mz) 355.0 ([MtH] +); RT = 3. 15,
6K AN 2- LS 495-dlor oL o ¥ 2201 Eky BN Rk ADB B IR SAERIK Y] (B.C
a]éil\{ 2- chl_g{?o 4-?(5 Cpgll orégl%lhljo@qen ggy Zneje%ﬂ }%)( (
ffl%l‘hﬁ’?ﬂ’g}’ﬁﬁé)r@ﬁle}w’&d?de LC/ M5 (' z) 368.8 ([ M+H] +) RT =

; Q- 0 o
L%%@’g%%ggﬁgﬁgﬁ 1%1‘6103199 (8% E8¥%D) 90.9%, 100.0%.

{2-chl oro-4-[(5-chl oro-thi ophen-2yl net hyl )-am noJ- 25
61(9\8%20\6@%_ gfé célﬁfo%g@/{)—g-ggnse?hyl) énze'\tézi-y%l)cz)iﬁin(l):\}-l—-ph_engl'}-529’(4-

5- chl oro-t hi ophen- 2

Ch r%é)h%fgjﬁger#ﬁo phenyl }-2-thi ophen-2 yl - acetanide. 30
L@/M$/Sn(zbrﬂ38 0887 ); RT F3+H), YV, BISP) 98.9%, 1000%. ELSD)

94.8% 100.0% 6aa

N-{2- Chl oro-4-[ (5-chl oro-thi ophen-2

ond U\nﬁ%mfo)ro L RQARRE N ophet- iﬁl‘metky 8 (meﬂzy ZBammo] fhenﬁ]}-Z ~(4-

xyphenyl') - acet am de. +),
m@ioxy-Benl)-acedgmidd. SD) 64. 6% 99 8% V\D 2004/ 082677

LERTLRSETR8DORIAO A 90y o mon,

yI met hyI ) - am no] phenyl }-2-(4- chl or ophenyl ) - acet am de.
ME (mz) 425.0 ([M+H +); RT = 3.50, (UWV, ELSD)
61913’ {gegqu_w-qf@%—chlo; o-thiophen- Z—ylmeﬂzyl) (meﬂzyl)ammo] phenyl}—Z (4-

Sfluoro-phenyl)-acetamide.
LC/MS (m/z) 421.9 (M"); RT = 3.58, (UV, ELSD) 92.2%, 100.0%.

6p N-{2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-amino]-phenyl}-2,2-
dimethylpropionamide.
LC/MS (m/z) 357.0 ((M+H]"); RT = 3.34, (UV, ELSD) 96.4%, 99.5%.

6q N-{2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-amino]-phenyl}-2-
Dphenoxyacetamide.

LC/MS (m/z) 406.9 ((M+HT"); RT = 3.54, (UV, ELSD) 93.9%, 100.0%.

6r N-{2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-amino]-phenyl}-2-
Phenylacetamide.

LC/MS (m/z) 391.1 ((M-+H]"); RT = 3.29, (UV, ELSD) 98.0%, 100.0%.
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5 6ae N

{2-diloro-4-[(5-chl oro-thiophen-2yl net hyl)-am no] - phe
wapdopoRe(7- nmet hoxyphenyl ) -acetam de. LC M5 ( nP@i/DK2@04/200186

([MH—I] +); RT = 3.24, (ULv, %SD) 95 3% 99.6% 10 6ad

Chl
6s %szlﬂ(fgtré’o[{faldgﬂ?f’pfgﬁ%ﬁ doelaaalio RIS fh o) P

= 3.31, (UV, ELSD) 97.2% 100.0%
dméé?]zylg t%)[%gﬂ dr o- benzo[l 4] dI(OXI ne- 6- E:ar box ?ic acid
LJRESofnd/oy 3714+ ([M}H:]ﬁ) &lo= 318, ﬂwo@h@a) . i/%n@%/ B¥%4.) - ami no]j

phenyl }-am de. L MS (mMz) 434.9 ([MtH +); RT = 3. 21,
(UV, ELSD) 92.7% 100.0% 6af

6tg/ 137' @Yzl@y&i'%’%'(ﬁ@%ﬁg -LHi@phen- Eﬂfﬂéﬂ?ﬂﬂd;ﬁzn@}ipﬁknvl} -butyramide.

loro oro-thi
L@Mﬁe(tnhfy) 343a01£[M161bh&il§/1=}3 Qslr;rﬂéi‘é EE@DLH% E8PZY 419.3
([MH +); RT = 3.26, (WY, ELSD) 8 1.6% 94.8% 6ag
N-{2- Chl oro- 4-[ (5-chl or o-t hi ophen- 2yl net hyl ) - am no] phe
6utpéhltc}no€v acd gcri -ehieXy MY B phloRa i atehen 2GHMB Hy I anyindLphdnyl}-
( 3.89, (WV, ELSD) 95.3% 99.5% 25 6ah
ai7Nd6{4 [(5 Chl or o-t hi ophen- 2yl net hyl ) - (et hyl ) ami no] - 2-m

iyl .dj-pet % .. (m
LG PR ey TR BUZEFREETRE g M50 G
N-{4-[(5-Ciloro-thi ophen 2y| nmet hyl ) - (net hyl )am i no] - 2
6v(qr§,‘r;ct Bmlré)gn%ggrg}gxy%tc&?j %Yg%;:) %Téigc%tlﬂ;@ghwhgw%ﬁ)neggﬁ
/ DK2004/ 000186 132 6
rﬁ)?}%?@?@@él gﬁ)— t hi ophen- 2yl net h aJ t hyl ) am no. J- 2-
LadISh/zp e (Y B RE =i (HY| ELIS?%/QW(HEIOQ MS (M z)
364.1 (M; RT = 3.10, (UVv, ELSD) 93.0% 99.7% 5 6ak N
{4-[ (5-Chl oro-thi ophen-2yl net hyl ) - (m et hyl ) am no] - 2- ne
PRE InZeyhy3R8mino]-
! P@E@E&fﬁ%@lﬁ%ﬁlww SRR
phenylf-amide.

LO/MS (m/z) 355.0 ((M+H]"); RT =3.15, (UV, ELSD) 95.1%, 100.0%.

6x Cyclopentanecarboxylic acid {2-chloro-4-[(5-chloro-thiophen-2-ylmethyl)-
amino]-phenyl}-amide.
LC/MS (m/z) 368.8 ((M+H]"); RT = 3.34, (UV, ELSD) 99.0%, 100.0%.

6y Cyclohexanecarboxylic acid {2-chloro-4-[(5-chloro-thiophen-2-ylmethyl)-amino]-
phenyl}-amide.
LC/MS (m/z) 384.0 ((M+2]"); RT = 3.50, (UV, ELSD) 98.2%, 100.0%.

6z N-{2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-amino]-phenyl}-2-thiophen-2-yl-
acetamide.

LC/MS (m/z) 397.0 ((M+H]"); RT = 3.24, (UV, ELSD) 94.8%, 100.0%.

6aa N-{2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-amino]-phenyl}-2-(3-
methoxyphenyl)-acetamide.

LC/MS (m/z) 420.9 (M+H]"); RT = 3.26, (UV, ELSD) 64.6%, 99.8%.
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6al N-{4-[(5-Chl oro-thiophen-2
yl met hyl ) - (net hyl ) am no} - 2- net hyl phenyl }- 10

whodogosasitde. LG/ M5 (mz) 337.3 ([MHH] +); RT = PCBBK2004/000186

(UV, ELSD) 92.5% 99.7%
2,2,2-Trichloro-N-{4-[(5-chl oro-thi ophen-2
yl met hyl ) - (net hyl ) am no] - 2- net hyl - phenyl } - acet am de.

6ab$/§ {?%M?rcﬂmé@-clﬁ%ﬁ%o@mMf-buy'%ethﬂ)_—amzﬁo]@@zenfw _(4L.SD)

6an | opropanecar boxylic acid
chl&r@phé@l)cdz&mde hi ophen 2 yl et hyl) -

t hyl 0 of 1n/
LCAdE i e BT 380 Db M%7 5t
20 6ao0 Cycl obut anecar boxylic acid
5-chl th h 2 yl met hy|
oAt Chibpsn i lenet e e D e TNy - F -
95.4% 100.0% 25 6
’"eé)%chf’ﬁ&hL}ygﬁ%é'ar oxyl i ¢ acid {4-[(5- cﬁiooro t hi ophen- 2
Wxﬂ J21.2 RHYIN) BT nBR42CUNELBSPRENGYe) SdhYde.

(rn/z) 363.2 ([MrH +); RT = 2.99, (UV, ELSD)
97.7% 99.9% 6aq Cycl ohexanecarboxylic acid

6a§fﬂ7ﬁ£{~ﬁ'¢ﬂghgrﬁ@f-wh)9& %sz?eyzlzg}gmwly)f &;ﬁzz@]pré;ay@ﬁ pimo} - 30

am de (rnfz) 377.1 ([MtH +); RT

fluz zh&ﬁyy (Z&MmzﬁP_SD) 88.0% 97.5% bar

sirsbie o CF AT en -5 LIV b RN o 6. ol ==

2004/ 082677 PCT/ DK2004/ 000186 133 LC/ M5 (rd z) 390.0

(M9: RT =3.02 (W, ELSD 97.2% 99 9% 0as
6aé\|-2{34DE}(yEmthnxDbl ﬂrdm;ywe@rcgrboxylzc acid {2-chloro-4-[(5-chloro-

t hyl phenyl } - 2- ( 3-
tlll%@?eﬁz—glk‘%et&@ Yn é)?l] )] amz L C}’ I\/g (n%lz;)l 41% 0
Ld/Mdrah/) 4349 ( 43Hp RT 1=~BV.).1 EUSDELSD) 9%7%4,000.0%. 6at

N-{4-]( CItI or o- t hi ophen- 2y| nmet hyl ) - (net hyl ) am noJ- 2-
nmet hyl phenyl }- mal onamic acid nethyl ester. LC/ MS

6ai gi ﬁbih%}%}ﬁo'-%ergzol\%%ﬂa - —c?zrl?ox?ﬁc a&iWZ—cﬁo@-h—ﬁﬁcﬁf&o-%@p&%Z-

yimethyl)-amino]-phenyl}-amide.
LC/MS (m/z) 419.3 (IM+H]"); RT = 3.26, (UV, ELSD) 81.6%, 94.8%.

6ag N-{2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-amino )]-phenyl}-3-
cyclohexylpropionamide.

LC/MS (m/z) 411.1 ((M+H]"); RT = 3.89, (UV, ELSD) 95.3%, 99.5%.

6ah N-{4-[(5-Chloro-thiophen-2-ylmethyl)-(methyl)amino]-2-methyl-phenyl }-2,2-
dimethylpropionamide.

LC/MS (m/z) 350.1 (M*); RT = 2.98, (UV, ELSD) 91.8%, 99.1%.

6ai N-{4-[(5-Chloro-thiophen-2-ylmethyl)-(methyl)amino]-2-methyl-phenyl }-2-
phenylacetamide.

LC/MS (m/z) 384.1 (M*); RT = 3.04, (UV, ELSD) 95.8%, 100.0%.
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6au 2-(4-Cilorophenyl)-N-{4-[(5-chloro-thiophen-2

yl met hyl ) - (net hyl ) am n. 0J- 2- net hyl phenyl } - acet am de.
wo gjomes et z) 418.1 (M; RT = 3.31, (UV, ELSD) BIT/B¥R004/000186

99.9% 15 6av

oo e B e ™

dith&hfibutdddnide ([ MEH +) . RT = 2.99, (UV, ELSD) 87.8%
98. 1% 6aw N-{4-[ (5-Chl oro-t hi ophen- 2

LG/Mifelnhy) 364 h@¥ihy Rz 480V sy $hay?3-7%- (4- 20
fI uor ophenyl ) -acetam de. LG/ M5 (mz) 403.2 ([ MtH] +);
= 3.10, (UV, ELSD) 94.5% 99.9% 6ax

6ak\|‘]\{ fs Kﬁ%ﬂ&l’&ﬁﬁoﬁﬂ@h@hﬁz@th}l} -(methyl)amino]-2-methyl-phenyl}-3-
yl met hyl) - (i net hyl ) am no] met hyl phenyl } - 3-
phepdrrereRgmddopi onani de. 25 LG/ MBS (n/z) 405.1 ([ M+H +);

92. 6241198 0 0
LPaPien) e AEPRL 22,00 95088 v so
yl met hyl ) - (et hyl )am noJ phenyl)-carbam c acid phenyl
6ag§7t {%%‘(55 lgf;%(/' ;G—étﬁmeﬂz)g (methyl)ammo]%—mét}’tjv phen)%l))

é;%oro 4-[(5-chl oro-t hi ophen- 2yhnt|zy|) (et hyl ) am
J enyl }-carbamic acid benz ester. LOMS (nfz)

LIBES (] W bh VLRI -R B oGISS, (O, FESEDP25% 27560, 3% WO
2004/ 082677 PCT/ DK2004/ 000186 134 6bc
{2-Chl oro-4-[(5-chl oro-thi ophen-2yl net hyl)-(nmethyl)am

6aﬁ9§ 2 ﬁzkk/ﬁo}o-ﬁﬁ;b c@zormzapheaoznyﬁwzhw)spwkywzw -2-methyl-
(m (UV, "ELSD) 99. 0%
phmﬂ}@%ta@z@od

L(ﬁ/;véﬁlﬂ% %&ﬁg& 1\?+§12"|),glgfn =364 gﬁg‘?gﬁ%ﬁjb@?) L Adblg naet iy

(812) 3?}?'0 (M: RT = 4.03, (W, ELSD) 97.1% 99. 9%
6be 5- chl t hi -2
Gapy @rfécfmmwfercgwméﬂ q%ﬁ{%@%m@@%jﬁ@%é%é Ao aci d

R PR G MR i Lo O ([Me21%)5 RT = 4,44

LE/RAChhm) 63 3. 1[([M+Hf_]ﬂ)pR’B—=tZ)58g|t§Hé’m F2.SD) 86.4%, 97.8%.
yl met hyl ) - (et hyl ) am noJ phenyl }-carbam c
6ao Cyclobutanecarboxylic acid {4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino]-
2-methylphenyl}-amide.
LC/MS (m/z) 348.0 (M"); RT =2.79, (UV, ELSD) 95.4%, 100.0%.

6ap Cyclopentanecarboxylic acid {4-[(5-chloro-thiophen-2-ylmethyl)-
(methyl)amino]-2-methylphenyl}-amide.
LC/MS (m/z) 363.2 ((M+H]); RT =2.99, (UV, ELSD) 97.7%, 99.9%.

6aq Cyclohexanecarboxylic acid {4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino]-
2-methylphenyl}-amide.
LC/MS (m/z) 377.1 ((M+H]"); RT = 3.16, (UV, ELSD) 88.0%, 97.5%.

6ar N-{4-[(5-Chloro-thiophen-2-ylmethyl)-(methyl)amino]-2-methylphenyl}-2-
thiophen-2-yl-acetamide.
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acid 4-nitrobenzyl ester. 15 LC/MS (mz) 465.0 (M; RT
= 3.80, (LTV, ELSD) 91.7% 97.9% 6bg

W@ 200Ti087D- 4- [ (5- chl or o-t hi ophen- 2 PCT/DK2004/000186
yl met hyl ) - (rnet hyl)am noJphgnyl }-carbam c acid

Ly . SRS (L A BT - 522

{2-Chl oro-4-[(5- chloro t hi ophen-2
yl met hyl ) - (et hyl ) am noJ phenyl ) - car bani c

6a$)Nt{42[( Morésfﬁé)pheméﬁwt(zxa -trypetBpangingf- p?/h@qtlwlphqreyl}-Z ~(3-

76.3% 99.0% 25 6bi
me?ﬁ)x)é?r{e%)/%aﬁgk?@chl or o-t hi ophen- 2yl net hyl ) - (net hyl ) ai n

LO/MSJ(HUBW(}([N&FZJE)URQ‘ 203,d %], BL-SD)eetIvg) ooyl ester .
LC/I\/S(rﬂz) 399.9 (M:; RT = 4.11, (W, ELSD) 98.8%

. 6% 6bj

L
63* f% T o oL OB O Bl B TRy ) &
mcdlzfﬁcﬂ)dﬁc (znzxcz’z;)emﬂaas@;(m RT = 4.12, (W, ELSD) 97.5%

Rl e

3-chl oropropyl ester. W 2004/ 082677 PCT/ DK2004/ 000186
135 LO M5 (nmfz) 407. M+2] +) = 3.72, (UV, ELSD
6a88. 7%(49(711@%1711@@1) M{‘@% @rﬁ@m ﬂgzeghth -wheetiod)] Gmféﬂ)azlzmo] -2-

| J phenyl b d
oG SGRUN. et er 5 LGNS (1 2) 464.0(M: RT =

LM/ ; FBI9= 3%, @8V, 18L.S16)0917.3%, 99.9%.
3-{2- Chmo [(5-ch| or o-t hi ophen- 2yl net hyl ) - (net hyl ) a
m noJ phenyl}-1- inethyl-1 propyl-urea. LCOM (M 2z)

6a 88 é\g ¥41?¢F3&lékr% rﬁi-o[op e?f}ﬁmﬁzl(hﬁ‘f C{m@hz??% %97]? Lonediphehyl)-2-(4-

meyfudmpb%y)) dcerinhiye.) am noJ phenyl }-3-(2-

LGP e 8 56 5 655 Eﬁ%ﬁéz%p“éﬁ

6aw  N-{4-[(5-Chloro-thiophen-2-ylmethyl)-(methyl)amino]-2-methylphenyl}-2-(4-
fluorophenyl)-acetamide.
LC/MS (m/z) 403.2 ((M+H]"); RT =3.10, (UV, ELSD) 94.5%, 99.9%.

6ax N-{4-[(5-Chloro-thiophen-2-ylmethyl)-(methyl)amino]-2-methylphenyl}-3-
cyclohexylpropionamide.

LC/MS (m/z) 405.1 ((M+HT"); RT = 3.61, (UV, ELSD) 92.6%, 98.9%.

6ba {2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino]-phenyl}-carbamic
acid phenyl ester.
LC/MS (m/z) 406.2 (M"); RT =3.78, (UV, ELSD) 96.3%,99.4%.

6bb  {2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino]-phenyl}-carbamic
acid benzyl ester.

LC/MS (m/z) 422.1 ((M+2]"); RT = 3.91, (UV, ELSD) 92.7%, 99.3%.
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7a
N-(4-{[ 5- (4- Chl orophenoxy) -1, 3-di net hyl -] H pyrazol -4

WQ koveiogsld - am no} - 2- met hyl phenyl ) - 2, PCT/DK2004/000186
2-di net hyl propi onam de. A pxture of

Gb%%@g -of éémié?hﬁ 6}?1?5%%462 yl%’ze%hy% ?E etpjy }cp sl Bj Bﬁ‘ea;‘z'};}} Sarbamic

aczgl gmgylggg,ophenoxy) , 3-di met hyl - I H pyr azol e- 4-carbal d
360 , 20 1. 4 nmol ) in acetonitrile (4 nl)
LOM§( 384 I DrREG 289, (LR O BRle
irradiation for 20 m nutes. The obtai ned reaction
m xture was added carefully into solution of sodium
6b8Y anahesrehy 4G deoroQhBphe)-2iyinaktiranatydohinolmelerty)-carbamic
acetic acid (1 nL). After 60 mnutes it was
flclddw@ilteﬁé?ned bet ween et hyl acetate and saturated

L R B e s
sepglr:t?d by fI ash chromat ogrgphy cr)]n Si 02 Wi th

o 35 b A TR R DL

acﬁ%@% (mz) 441; 34 (uv ELSD) 98% 100%

DVEO- d6) ; 1. 18 (s § 3H),
LQ/BIS @M)z)m 910[1\/(%2] "3RI, = 9445(L(‘6E12819)915 %, 98.9%. 1H NH)

6.29 (dd, 1H), 6.33 (d, 1H), 6.24 (d, 1H), 6.99 (d,
2H), 7.41 (d, 2H), 8.58 (s, 30 1H, NH). The fol | ow ng

6b%0 r{@%’}ﬂgi% WY ﬁcﬂb@oﬂﬁc@ﬂzeﬁ-@@llﬂ%yﬁl( WiefliyD) ooy spdspdhdanbgmic
anilines and al dehydes: WO 2004/ 082677

acRCkhivkdenzyi 60186 136 7b

L@H@Myrl Q(M-Fé%}rlmat hyT a’[z}%]?%% 91p 0@?197}9%'

propl onam de. LC/ M5-TOF (mz) 390; RT = 2.54, (UWv,

0% 100% . :
6bz- E{Z)z@tllﬁfﬂg -4y elzlﬁm—ﬂpr gn2odmebriymesphessplirbewdl srmbamic
t h I [ i de. LC/ Ms-TOF
acld DB YL 1) B tn] BLSD) 679 100% 14 N IR
LQ/DISER-I88).9 (MD); R £$,82R)Y, BLSB) 939%3P9.6%2. 3 (s, 3H),
4.11 (d, 2H), 5.85 (t, 1H, NH), 6.42 (overlapping m
2H), 6.79 (d, IH), 7.55 (in, 3H), 7.72 (d, 2H), 8.61

6[‘]15 {21@2101’\3'—&1- #LghlZ% thzophen—2—ylmez‘hyl) (methtyl)amm of- phenyl{1 -carbamic
- (4- Fl uor ophenyl) | -4- rifluoromethyl py
aazd blwtz&-y;ﬁzlyktzmet hyl ) - am no] phenyl } acet am de.

L‘g&%@/&gﬁi Q’#ﬁ\%él? #r LMV, DT 78390 90 oW, ELSD)

6bi  {2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino]-phenyl}-carbamic
acid 2, 2-dimethylpropyl ester.
LC/MS (m/z) 399.9 (M"); RT =4.11, (UV, ELSD) 98.8%, 99.6%.

6bj {2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino]-phenyl}-carbamic
acid 2-chlorobenzyl ester.

LC/MS (m/z) 453.9 (M"); RT = 4.12, (UV, ELSD) 97.5%, 99.8%.

6bk  {2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino]-phenyl}-carbamic
acid 3-chloropropyl ester.
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(DVMSO-d6): 1.98 (s, 3H), 3.54 (s, 2H), 4.39 (d, 2H),
6.28 (t, 1H, NH), 6.36 (dd, 1H), 15 6.43 (d, 1H),
we201/08877 1H), 7.14 (t, 2H), 7.35 (dd, 2H), 7.BGI/D&2004/000186
1H), 7.99 (dd, 1H), 8.74 ¢¢ 1H), 9.21 (s, 1H NH).

yA Ny _ o
LTS oa T 2T Ry 372 R BRI SSREr B0 i i n- 3
yl met hyl ) -am no] - phenyl }- but yr am de. 20 LC/ Ms-TOF
(W, ELSD) 97% 99%
bl (3. QMQ’Pr‘ﬁré((rfoC&l@ﬁg)WPﬁﬁ'{ 3 mermlwmﬂzyle@mnof -phenyl}-carbamic

yl met hyl ) -azzzi noJ-
“C%rh}é%’%%@ cég}yzf\m dﬂ LG/ VS (nf2z) 456.2 ([MeH +); RT =

LM m/E) 64 EQSD) RE2= 536, (190, EUBDY®). g, 98.7%.
3-Dinethyl -N-{2-nethyl -4-[(6 p-tol yl oxypyridin-3
ylmetlzyl)-am no] phenyl}- butyram de. LC/ M5 (nfz)

8.3 ? i henyl}f-1-
6b§1}11( . élébﬂ(*dzﬂza&oafg gacégozfé%za(ug%ﬁ IzEfk; )éyzﬁ%r{@m?l?» binb\phenyl}-1

ine‘]kyfrdtmpﬂba‘ﬁnlno} 2- et hyl phenyl ) -2-(4- 30

MY QRPN ) (RPEROIRIS: 2 SETAR ) diod bl s RT

I\I-{4 [ (6-Chlor opyri di n- 3yl nmet hyl) - am no] - 2- znet hyI phen
(24 fl uoro enyl - acetanzide. LCO M (mz)
6b9[ M+I1[|{ YChigp- 4:[ dgoro(iigipphen-Spymenyl) -(wethyl) yypno/ phenyl} 3-(2-

2677 PCT/ DK2004/ 000186 137 7j
ﬂué’;’f’?ﬁi}/fﬂ%ﬁ oiregphenylz N-{ 2- et hyl - 4- [ (4- et hyl -

LOQIMS 0 SR =-ARIGHY! ELSD) 94.9%, 99. 9%
Cgm' ng?%)hggnil FM*;CZejt)aznl de. L%JVMS (m)z) 441. 4 ([ MtH] +) ;

RT = 2.97, (W, ELSD) 90% 100% 5 7k 3,3-19i m
E?@m&lyﬂ N-{2-zrzethyl-4-[(2

A BT S A R PSR -2
7n£lz;8ﬁzen§w,2 Eln&])ylﬁ%%onﬁﬁ%e Exanple 8 10 8a
[ (S-Di net hyl am no- 3- et | zyl - benzo[ bJt]iiophezz-2yl m

A {a1l¥hu§ﬂ 9Lkt eping-2- B wishepHry-dimentamponaride (P8 e, 1.45

rmﬁél? ghpr O%O(Fljﬂ ﬂeﬁg(x%/g‘i ﬁ%%ﬂ% I@Pnﬁr{}?%cﬁg @f[}%mal(‘fé?ﬁ/ﬁ@@@ mg,

1.45- whinTod) imydca’tmrtnleia(zmaLh yas heatzd pind stivirapitel°C-umdebalicdewave
1rr%cg%’r11céh?og{%1%t?so r@#tﬂh?%ggagégrﬂ é%%tlulreew(ag agdgt} %m\égﬁly into
solution of sodium cyanoborohydride (0.36 g) in methanol followed by acetic acid (1
mL). After 60 minutes it was partitioned between ethyl acetate and saturated aqueous
sodium bicarbonate solution and the organic layer was evaporated. The title
compound was separated by flash chromatography on SiO, with gradient heptane —
ethyl acetate and then precipitated from ethyl acetate with heptane. Yield 112 mg,
18%. LC/MS-TOF (m/z) 441; RT = 2.34, (UV, ELSD) 98%, 100%. 'H NMR
(DMSO-de): 1.18 (s, 9H), 1.96 (s, 3H), 2.15 (s, 3H), 3.47 (s, 3H), 3.75 (d, 2H), 5.4 (4,
1H, NH), 6.29 (dd, 1H), 6.33 (d, 1H), 6.24 (d, 1H), 6.99 (d, 2H), 7.41 (d, 2H), 8.58 (s,
1H, NH).

The following compounds were prepared analogously from corresponding anilines

and aldehydes:
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device. After cooling to room tenperature, a solution
w@toogosheam cyanobor ohydride (25 ng, 0.40 mmol ) PCTYDK2004/000186

met hanol (0.1 nlL) vvas addedgf ol | oned by acetic acid

(50 L) s,stirred. fa 3 I nut es.
i 2O 2GR P B R S e i Sttt g ey
propoanhetrate (10 nmL) and ethyl acetate (10 ni), and

the organic | ayer was dried over sodium sul fate and

LOdIanTaHomazbdd0; Brlepaddt (WE, EISRBI0f Hided the title
conpound (32 ng, 77%yield). LCOMS-TOF (nz) 412.4
([MH +); RT = 2.02, (UV, ELSD) 81% 97% The

Tef ol | 0\0-Dn gy e r g (PhRIBI-S bR 0YRVBYYIHEDIN -amino]-
ro riate anlllnes and al dehydes: 25 8b

Pl?[e&y("g’"?ll’le’é‘?’ﬁl 4-trifluoronethyl -benzyl azzzi no) - 2- net hyl
LORRNOE 643K S S B O KM ko
1.]9-(64980 6196- berBED] & i(RoPHR- 242 eldy2EDhenys |(+,c HEb D), c6.42

(o{z‘é:r')éa%}aﬁtg[‘jé! 2@5_?3)'9 (e}ggyoxf%iﬁnégiﬁ) 77201, Seh LT 1l

{4-[ (6- Met hoxv-benzo[ bJt hi ophen- 2yl znet h) )| ) - am no] - 2-
nmet hyl phezzyl } -carbaznic acid propyl ester LC M5 TOF

T At(#)F lwzw?lleromN {Bemethyd-P6-ttiMNoroBIcBD)p)9ithil-3 Y6 TMBamino]-
]%’%9?/ 081267a7 PCT/ DK2004/ 000186 138 8e

» B et hyl am no- benzo[ b] t hi ophen- 2

LM TIOH Qm@wmm (@ﬂmﬁq*gykmhﬁ nyAs} (UvaEnsm) @9%1@0% dHyNMR
ester LG MS-T 98. 4
DM5Pydety 7Ag88 @@@HQ w,ssds 2H), 4.39 {d 25'1> 6.28 (t 1H, NH) 6.36 (dd 1H),

d.( y ]
6%329%% TR THES 0 B ROD TR0 20,7 85 40 1y P (o, 1
8.2t (uy 1 Hesq.2F (L CANSHJOF (nfz) 370.4 (M; RT = 2.79, (U,
ELSD) 98% 99% 8¢
4-[ (3- Met hyl - 4pr opoxycar bonyl am nophenyl am no) - net hyl ]

Te Rb e E zal ﬁD%ﬁét%{//l'W glb?glgﬂ yg 81 ﬁﬁ ?%Wr@g%?rﬁ)n 3 gfﬁné'th)(M Wino ] -

PhBR)[ZEchhyddeﬂf (4-tri fI uor onet hyl - benzyl ami no)

L QYRR ARl 1 22, ool sgpe. 862y ) - ca

rbam c acid
7f 2-(4-Fluorophenyl)-N-{2-methyl-4-[(6-p-tolyloxypyridin-3-ylmethyl)-amino]-
phenyl}-acetamide. LC/MS (m/z) 456.2 ([M+H]"); RT = 2.79, (UV, ELSD) 82.5%,
99.8%.

78 3,3-Dimethyl-N-{2-methyl-4-[(6-p-tolyloxypyridin-3-ylmethyl)-amino] -phenyl}-
butyramide. LC/MS (m/z) 418.3 ((M+H]"); RT = 2.75, (UV, ELSD) 62%, 93%.

7h N-(4-{[6-(4-Cyanophenoxy)-pyridin-3 ~ylmethyl]-amino}-2-methylphenyl)-2-(4-
Sluorophenyl)-acetamide. LC/MS (m/z) 467.2 (IM+H]"); RT = 2.65, (UV, ELSD)
72%, 96%.

i N-{4-[(6-Chloropyridin-3-ylmethyl)-amino]-2-methylphenyl 3-2-(4-fluorophenyl)-
acetamide. L.C/MS (m/z) 384.1 ((M+H]"); RT =2.46, (UV, ELSD) 87%, 99%.
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tent-butyl ester (500 ng, 1.31 mml) in dry
tetrahydrofuran (10 nL) at OC was added pyridine (159
wa@.2002/08%67mmol ) foll owed by butyryl chloride (1BdI/DK2004/000186
1.58 mmol) dropwi se. Aften,5 mnutes, the reaction
m xture was allowed to vvarmto room tenperature, and
stirring was conti nued for 1 hour. The reaction

7i m Xty u(%eli\{%pt]@@g) R]Oat htf })1641 [M_;hghﬁtﬁxhe@%*ﬁlz@m M@fﬁ[&eﬁj}[)_

aqueous sodi ym _bi car bona
amin\by-pﬁen)@hdcdwmzrde LandSvegz)t 4drd M-Ed] svRTE ﬁ@ﬁeéWwﬁLSD)

Dsul fate. Solvents were evaporated in vacuo and the
90%eKilere was dissolved in a 1:1 mixture of

di chl oronet hane and trifl uoroacetic acid. After 30

m nut es at roomt;gperaturethe m xture ;
Tk evapSrRtnedhtleN-dEyredss-4- [ hehere sty mele g gaio] whenl-

e T o AL a0 oy, mesh o

with water, and was then dried over sodium sulfate.
Evaporation of the solvents and recrystallization of
Exapple @si due from et hyl acetate: heptane gave the title

((3%”'\/7%%' 3%3 A3 P %9]?{15% %%%Smg‘t@%l' Ejengg[%?ﬂzf@)heﬁ@—@lmetkﬂ)lﬂmno ]-2-

sex

me@l‘%pheﬂyl}l&a(’&amﬁ byid pro@B esta® (d, 2H), 6. 24 (t, 1H),

A pelptiory, @ﬂ%@mnOM&:ﬂé?@@ﬁcargg}nc %%}1“%%?%1{ s)zel éd( J%g, 0.10

Y3 EEED-b&R%b ndheafldebyidg26 mg,
M&n‘poun el }érrlaelélare an? ogou?s ]&l@&%% 2004/ 082677
0. 19%&{}2@@%6@&&% (1B enI9bwas heated at 170°C for 2 minutes using a

r s S SO0, M0y, g 1 rom

ZhdigReyandt dr)e (B nig, B 493nm()l)Th/methanol
te‘{éﬁ%{g‘“gl?%l\{%%%f i nDl\%%wOlﬁ o 15 (br s,

(02.18B) wes adddd, followyrd by, acgty;}) ac1ch(53)5u16)5 ang ﬂ}e TG wa§}_?(t161red for
3 O—}n@g@ﬁ dIt6 33 108#?@&w3%ma£ﬁ%d?éﬁg%1s @o&gni(lﬁlgzarbgnaté-wo mL)

an&%tﬂz!ﬂ als@t@te (10 mL), and the organic layer was dried over sodium sulfate and
Met hyl - 4-(4-trifl uorometh g{gyetg%p@ 1d
evpmgen] Bimpangiird HEIB ApPrcqdes B ng b 379
[&vg@f% 4l EPSB bW/,bﬁ%zyl) ca
L(g/g/[‘?n @?faﬁ{ k } )Re](st grd (W i in DVF
(100 L) was added a solution of O (7- azabenzot riazol -
Thlg- %Iﬂ)pwgqﬁNB%fHBN o %\t?rr%a quph elduarno{%gouSQy from appropriate anilines and
aldehydes:
8b [4-(3-Fluoro-4-trifluoromethyl-benzylamino)-2-methylphenyl]-carbamic acid ethyl
ester

LC/MS (m/z) 371.2 ((M+HT"); RT =3.10, (UV, ELSD) 83%, 96%.

8¢ [4-(4-Chloro-benzylamino)-2-methylphenyl]-carbamic acid ethyl ester
LC/MS (m/z) 319.0 ((M+HT"); RT =2.57, (UV, ELSD) 79%, 95%.

8d  {4-[(6-Methoxy-benzo[b]thiophen-2-ylmethyl)-amino]-2-methylphenyl}-carbamic
acid propyl ester
LC/MS-TOF (m/z) 384.4 (M"); RT =3.07, (UV, ELSD) 97%, 94%.
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15 27.4 ng, 72 gnol) in DVMF (100 L), followed by

i-Pr2NEt (25 L, 144 nol) and piperidin-1-yl-acetic
wa@eiod/ 0§76 ngy, 60 gnol ). The resul ting m xt ur ePGEDK2004/000186

shaken at roomtenperatur gor 3 hours after which it

Se s (il d BT HERlD %ffb?*wza%’) gligrieyeltaleienyy-

1s4L;f ate, and evaporated. The residue was
ca’%\&%(fg gb%?ya F% ashl\/aster system (silica, 20 el uted

LO/MShT@E mnm)éwetM&MJrﬁj o), &ile= o4t WNGHLILY) %/7%;4 ld)O%
[ 3-met hyl - 4- (2-pi peridin-1-yl -
acetyl am no) - phenyl]-(4-trifluoronethyl benzyl)-car bam

8fC /Al @Meﬁm Vel 0 b pRloBhed Sy BnethW)-ERiel -RledpddhédnyiBearbamic
” 53@6% xjwas dl[s“gol %ed |%} di chl or omet hane (200 L)
acalmdhylwteifl uor oacetl c acid (200 L) and the sol ution

LR gD TR IAERT R AP S EIED R e e vas

dried in vacuo at 25 0.1 mrHg and +40C for 1 hour. The

resulting trifluoroacetic acid addition @Z}rr{’ of . the vl
Szt 4-{ (BeMebHpbutier AR BHDAT WY PAE VARl Bi el Qigpicfcigmethy

z%uantltatlve yield. LCOMS-TOF (mz) 406.4 ([MtH +); RT

= 2.02, (Uv, ELSD) 99% 98% The foll ow ng conmpounds
LOBIS(pEEP36. £ VA R Dg AU, (WY BOSPhB0%Gp W i at e

anilines 30 and carboxylic acids: 10b

N-[2- Methyl -4-(4-trifluoronethyl-benzyl am no)

E%@ﬂéld 2 pyrrolidin-1-yl- acetam de LC M5-TOF (m z)
([MH +); RT = 2.04, (UWV, ELSD) 98% 99% WO
9@@@44%%742(@@1}7@2@@@@@@&8@%1@#@@%7 ~butyramide

T%Héﬁ&}ll%{g;lg) I‘%%ﬂﬁm_:ﬂr'&&hﬁy eny@e@h%l gﬁﬂf@@ !i‘l%__l) z:%g})alg’uc acid
teﬁ%tﬁ eét{ewﬂdbﬁ 191 mind?Bin &Wtraﬁ#&ﬁ@fur&?@bo hDP40°6 ifcadded

Am no- 4- rret hyl Bent anoi ¢

pymmee(nsyl w187 tminpl)ufellered |bz'ybutywéﬁhm (A64 wL, 1.58 mmol)
R bSR3, APl i 22
BB o i (41t ot o b
d1(1{t¢6z]+|¥\|y1ﬂ) -etiyt gcezatég waghe with §D)N 8136:)3 iqu?%e%il gfluepus sodium
blAé‘Qbﬂ]a?%w 5 % zfp? lca%g?sgﬁﬂgbxﬁ ;1 i S)gﬁrz ﬁagnrﬁsrl]ugal sulfate. Solvents
wﬂl&em;dpbfmﬁ de vacuo and the residue was dissolved in a 1:1 mixture of
dichloromethane and trifluoroacetic acid. After 30 minutes at room temperature the
mixture was evaporated to dryness, the residue was dissolved in ethyl acetate (10
mL), the solution was washed twice with saturated aqueous sodium bicarbonate, twice
with water, and was then dried over sodium sulfate. Evaporation of the solvents and
recrystallization of the residue from ethyl acetate:heptane gave the title compound as
a colorless solid (226 mg, 49%).

"H NMR (DMSO-d): 0.90 (t, 3H), 1.58 (sextet, 2H), 2.01 (s, 3H), 2.19 (t, 2H), 4.35
(d, 2H), 6.24 (t, 1H), 6.32 (dd, 1H), 6.41 (d, 1H), 6.87 (d, 1H), 7.55 (d, 2H), 7.67 (d,
2H), 8.91 (s, 1H). LC/MS (m/z) 350.2 (M); RT =2.77, (UV, ELSD) 95%, 100%.

The following compound was prepared analogously:
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15 LO MS-TOF (nmfz) 365; RT = 1.98, (UV, ELSD) 94%
89% Exanple 11 Pentanoic acid
wd@ 2o0p0826chl or o-t hi ophen-2 yl net hyl) - (et hyl ) amP@DDK2004/000186
i net hyl phenyl }-am de 20 Toi3 sol uti on of
. i | -
9b ?}‘& ﬁ/)eté)? ﬁ%@%ﬁ%&% %ﬁéﬂ&’%ﬁg} Opﬁ’%‘il%/p)zca%%ﬁi’c%cﬁétﬂ)’l csRP
Yidldi 2hyg 655ne (84 L 0.60 mmol) in dry

Ly @GS EnE: Bne 288, AR RO YRR Mg s tor 1
"HhaUR soafy):tienpesrak, WBIe), afdzeqk, 3, Ao (g, wals 4, 35 (s, 2H), 6.29
partitioned between saturated aqueous sod

(brbs,clél)bérsﬁét(éd< BI04 latt 1EDNhG-B6 dbtedal B, (755%; 2H)h8 6794, 2H),

3.3 anlﬁ_g ayer was dried over sodiumsulfate, volatiles
vvé e evaporated, and the residue was purified on a
Fl ashMast er system (silica, eluted with heptane/ethyl
acetate mxtures) to yield the title conpound as a
white solid (61 ng, 86% . LC/ M5 (mz) 351.3 ([ MrH +);
Expmple 80 06, (UV, ELSD) 100% 99% 30 Exanple 12 12a

10:% |2u E?gg]}g ﬁ%‘slﬁyl 4(-?4 ur %i?’l%ﬂ lelﬁnﬁy)g?i?zno% fvhe; r] 5 ﬁ%egidin—] -yl-

ac@emileS- et hyl ester
(3-Benzyl o 4-nitro y or obenz | am .ne
To(aep Iyt s @ﬁ@@&-@@ﬁlﬁﬁmy 1 %@WB@E@%@Y ﬁvarbamlc acid

SR A Pl e B PRt iBhepor 00

azabeszdttiazod 1LV, 87 "\Wegetsanetb@tumaditnor hdxaflmarophdsidiate A TU,

S S T
plﬂehld{nef ?rfiacétllara‘?;&’cg 8.81thj; C80 (u%QQ) nEh)e) @&ﬁuﬁg %ﬁlﬁflﬁ& QhstPaken at

dryness. Di chl or oét hane
rodo It¢1npmf@|tutwf0¢1 i3phwsg efier which 3t WES dlllIthé Wl@?a@thybweﬁﬁt&(m ml),

5 SPTSORG5S R B
sultfeﬁgpzﬁ{da&l'#ﬁratéd 'ﬁfehﬁékﬁﬁé Ris (Firikéd i dpld F‘l‘@ﬁl\@t@f@?@yst@tﬂ (silica,

uot the resulting mxture (one quarter) wa
elutgdk e&dthv\h«tmanemt]@dt drgtedd niQUDREH torlyicldaiPemethyl- Mé‘mlpqndgl 1-yl-

aoliii ) PR A A T RS R AL Soifl Bl sty o5 o

whillergtia (169! ﬁlgx 581%). (@hﬁ Wis) digdoivedlUipl @ehietbni&@hane (200 ul) and
reparative 3/Ie|d 10 7.6 ng of the tit
il

tri @@ﬁ@l acidi @0Q: ulaz the- soBitiom wis kigpb ap rqqmwwpgratumrfef 30
m1§ut%§ aﬂ{e}%luc%l'\%@tll‘géw(g?e ?\%p?/fate-gna?]ﬁftﬁé %e%Mu@%e%oﬁpe%uz?z Vacuo at

prepared ana appropriate
0.1 mmHg and +40°C for 1 hour. The resulting trifluoroacetic acid addition salt of the

title compound was obtained as a yellow semisolid in quantitative yield.
LC/MS-TOF (m/z) 406.4 ([M+H]"); RT = 2.02, (UV, ELSD) 99%, 98%.

The following compounds were prepared analogously from the appropriate anilines
and carboxylic acids:

10b N-[2-Methyl-4-(4-trifluoromethyl-benzylamino)-phenyl]-2-pyrrolidin-1-yl-
acetamide

LC/MS-TOF (m/z) 392.3 ((M+H]"); RT = 2.04, (UV, ELSD) 98%, 99%.
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conpounds and nucl eophiles: 15 12b
{2-Cycl opentyl oxy-4-[ (4 fluorobenzyl)-(inethyl)am noJ
w@b@apsle7t hi ocarbamic acid S-ethyl ester LC MXT/DK2)04/000186
iO?él ([P%Fﬂ+);|RT = 3.30, UV, ELSD) 99 % 100 % 12c
-{2-Cycl opentyl oxy-4-[ (4 ,
106 | uor %x{ﬁz’w&ﬂ(‘{f%’e%;WO%”&WMJQ?H@HW5"9)51’@?’1%’{,4'?'ﬂ?oél&h°l§704'yl'
ace? nr}zy%eam ne was used instead of thioethanol. LC M
n'z) 386.2 ([M+H +); RT = 2.08, (UWV, ELSD) 97 % 100
LCIMS-ERRIpYA 4083 1B+ NI D2RTH boY-@V, B3-S0 9 e-10RVophen- 2
yl i nethyl)-(m et hyl)awni noJphenyl J-2-(4- 25
chl orophenyl ) - acet am de 2-Chloro-N(4)-(5

10achl ﬁﬂg@-ﬂﬁk;&pﬂ%{&ﬂ%ﬂ- biyahby! ) - Mid) - "e-ptinb4-(4-trifluoromethyl-
enzene- 1, 4-di am ne (100 ng) was added to a sol ution of
beybimiooopreepitaauée yl chloride (69 ng) in dry

c Ltril 4 r b oial. The
L P e DR AP U MR AT e (o
.150C for 15 mnutes. The reaction m xture was poured
into 30 saturated aqueous sodi um bicarbonate, (5.
10and Gt3-deveetiwatkylwergnoscet 46%¢ (5?2’656?}%}’%#6'%1‘7'&%?%"&“@1‘
hase. was hed. with water (5 nL) and brine (5 n),
Zm%?%@ "§@@?$@§d§%6%13u|fate, filtered, and evaporat ed

LA/MSITOrEsz) e[ HT8; RTed2ed, (WAS FLaD) 8986 199%.f | ash
chr omat ogr aphy (heptane/ethyl acetate, gradient) to
furnish 25.2 ng title conmpound. Yield: 16% WO

004/ Q8267 86 2 0 ) trtftbrdmethyl-
10?[ Mk %@?Jéﬁ@/&g%3;2’29;?[0&!5%'_88)&%1 5;0@ TR g
beiz@lldzrgﬁdbﬁgh@gfijpmmwd was prepared anal ogously

- ropionic acid. chl.oride, Wag.prepared b
L#@ﬁﬁ@@ﬁ%&%%&fﬁi&én@ k) SRy T chl or i de and
subsequent 5 evaporation): 13b
N-{2- Chl oro-4-[ (5-chl oro-thi ophen-2
yl met hyl ) - (et hyl ) ar ni noJphenyl }-2-(4- ehl orophenyl)

r opj O 1de LC-MB (rnlz) ,453. 0. ; =74 inol-2-
E}%_I%e gﬁ%ﬁﬂ?‘@”@“’%‘m‘é6&1@5‘%‘;}?73'@%%%{52' me7fh)§1)-?lg'teth§bymmo] 2
méthylphénf-gaide- t hi ophen- 2yl met hyl ) - ami no) - 2-i odophenyl }

-carbamc acid ethyl ester. )
To a solution of N(4)-(5-Chloro-thiophen-2-ylmethyl)-2,N(4)-dimethyl-benzene-1,4-
diamine (54 mg, 0.20 mmol) and triethylamine (84 uL, 0.60 mmol) m dry
tetrahydrofuran (1 mL) was added pentanoyl chloride (36 pL, 0.30 mmol), and the
mixture was stirred for 1 hour at room temperature after which it was partitioned
between saturated aqueous sodium bicarbonate (5 mL) and ethyl acetate (5 mL). The
organic layer was dried over sodium sulfate, volatiles were evaporated, and the
residue was purified on a FlashMaster system (silica, eluted with heptane/ethyl acetate

mixtures) to yield the title compound as a white solid (61 mg, 86%).
LC/MS (m/z) 351.3 ((M+H]"); RT = 3.06, (UV, ELSD) 100%, 99%.

Example 12

12a {2-Benzyloxy-4-[(4-fluorobenzyl)-(methyl)amino]-phenylj-thiocarbamic acid S-
ethyl ester

(3-Benzyloxy-4-nitrophenyl)(4-fluorobenzyl)methylamine (50 mg) was dissolved in
tetrahydrofuran (2 mL). Acetic acid (0.1 mL) and zinc powder (200 mg) were added
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(4- Am no- 2-i odophenyl )-carbam c acid ethyl ester (2.3
g) and 5-chl oro-thi ophene-2- carbal dehyde (1.15 g)
wowesa/08d63s0l ved in nethanol (8 nL) and heat ed P@I/AK2004/000186

seal ed glass 15 tube for gymnutes to 130C under
m crowave irradi ation. After

andy e R B ST Foisb B i Ay i GRLR Gy aY 100 me)
wad é‘dd@fl Bnd Rn[BLENRRAE cdntBusd-dor \'I’Eh%ur aﬂfé‘@@actﬁﬁdmkﬁﬁe was filtered

ting mxture was again heated in a seal ed gl ass
thrdughesificr (BO0nig)iewb evaporal@DO diydess. hi2cPihtpyecthane (1 mL) was

i Bt A sy o
Ik Pty 5 aealted Sd(héh ¥ajed td 180°@Giresohtsirs G\ fixn aeelmmls room

xtracted wwth ethyl acetate (50 nL), and éllg nbl ned
terrmegeamnecumlasdmmev(@rla mk)s el addeth AReligio| of fgtg yture

and brine (2.1]
L e i
sha%@hva@%oﬁlem\@tﬂaﬁm vag udght. Tthe mesulet Wag emporwg@ to dryness,

d1spé%¥%h§£@bq¥m{léu?§ggggbgnr—gfuh%chm ec e%ﬁg pggasa?ﬁ%}v’e r{_gC-]'_\/.[S to yield
76%?%?@1# tpﬁeé oty e |{7 .8e926y om di oxane/ water to 25

onpound (2 g, 63 % as orange
LCsMIS @vmmmmfmﬁlm =8.31((V, EBSP) 924 7929’0, 1I—I)
4.21 (q, 2H), 4.35 (d, 2H), 6.53 (b, 1H), 6.63 (dd,
1H), 6.75 (s 2H), 7.06 (d, 1H), 7.63 (bs, 1H). The
] ga\%ag pepaRarsdiopbadipdesial tie @Prdpate nitro
Th&f@[@ﬁ@g ro- ﬁ‘lwg%?]eanyl nmet r?%l ) - gm noj - 2- 8?ii))dd!(;gir?eny
combomadséhnﬂllmoboplhmyl) aeetaniide. 1H NVR (CDC13):

12% H)7 2 {%—S %%c?gﬁly%oz%lél’- ﬁ(?—’ﬂgél@ﬁgfl%}i}é@;ze(t%ﬂ)ﬁo ] i]?z e?%l# (tgzgl)cc’lrbami c
acz7d§-§th ggye2H), 7.85 (d, 1H). V‘D 2004/ 082677
004/ 000186 . 143 Exanmp

L@MS(rp/(zM@wl GENdHH .)o%”ﬁa&%gu(ﬁé@ WP)Q%%&POM di net hyl
ani no- bi phenyl -2 yl}-2-(4 fluorophenyl)-acetan de.
{4-1 (5-Chl oro-thiophen-2-yl net hyl)-am no] - 2-i odophenyl

12k -ICEr OpdToserdbt)-o (yfluczsbary)) {28y hayino] -phenyl}-3- ethyl-urea
4- di et hyl am nophenyl bor oni ‘f acid (445 ng), and
Etbﬂammﬁwmmﬂesina%w éhlSe](‘ 10 ng) were suspended in

M+ aﬁ‘f' %UQPIE@JS@ (99.934100L%%. SM
aque us)gg Qt(i and th(g mxtureovvas
heated in a seal ed gI ass tube in a mcrowave

synt hesi zer for 10 mnutes at 125C. After cooling to

Ex et'dnperature, the organi c phase was separat ed,

3§V gggf %] %%%84(5%@; cﬂﬁlzo]%h%ﬂ@/ ﬁl{#ﬁk L @by aRend]LpTRRyR @-(4-
chiraghaentyaocminide oou 1 ng sol1d e
2-Chloro-N(4)-(5-chloro-thiophen-2-ylmethyl)-N(4)-methyl-benzene-1,4-diamine

(100 mg) was added to a solution of 4-chlorophenylacetyl chloride (69 mg) in dry
acetonitrile (2 mL) in a rubber-capped glass vial. The reaction mixture was heated in a
microwave device to 150°C for 15 minutes. The reaction mixture was poured into
saturated aqueous sodium bicarbonate (5 mL) and extracted with ethyl acetate (5 mL).
The organic phase was washed with water (5 mL) and brine (5 mL), dried over
sodium sulfate, filtered, and evaporated to dryness. The crude product was purified by
flash chromatography (heptane/ethyl acetate, gradient) to furnish 25.2 mg title
compound. Yield: 16%.
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10 recrystallised three tines fromacetonitrile to
furnish 38 ng of the title conpound as a colorless

W@ elod@s26The conmbi ned not her |iquors were evapoPEL/BR2@A/000186
silica gel and subjected t4 flash chromat ography. The

f th |t
L o e < 3 P D el B e i ¢ h
the first crop to yield a total of 50 ng (199 of the
Thtg If(tgrlioe\y(lglg cg%égggrd %/gs El)gpglg%ane?lgg % %( 2 2-ph gilpré;?lgl}lg l(_abﬂgl chloride
Wa% 'f%%pagecfi%y gh‘réﬁam%:%-‘ph@nﬁ% %ﬁ)ﬂlc %J‘li in zhl ,170911@%}&&' '&ns ,d3§1l>osequent
eviporadn)i n/ z) 494.2 (M; RT = 2.50, (UV ELSD) 95 % 99

13- r?{%’t@-c%ﬁ%'%%%gﬁ’z@f:%-wrﬁ’wyw"f%Wéf%ﬂ%(tﬁ"ﬁ’ér%"-'

ch@r&@he%ﬁﬁlo%ﬁf@am cC aci d et hy| ester

| oro-thi o}ehen 2- am no} 2- 1 odophenyl

LC} Gmfahi’@ .6M); & Thy K- Wst EIe& )gyg%,

3-qui nol ineboronic acid (29.7 ng), palladiun(ll)

acetate (ca. 1 ng), 25 potassium carbonate (0.035 mi,
Ex&M gugous solution), and acetone (2 nlL) were m'xed

heated in heated in a sealed glass tube in

14m{61[ Bk oreyhioneaZermalo)- qremc’}rﬁrfefl%ear fZ#@’"lN’FlélremJ’l

poling to roomtenperature, the reaction mxture was

extracted with ethyl acetate (4 mL), the organic phase
(4dasine  -itidbphagl)ecarlfainix a2idretly] esten@. 3bg)i and 5C&hlaroZhiviphene-2-

f filt d.. Th
el FhrEe ok BOVTRasTRRed i Sbust i e SEed Bt prealidtoss
tuBRr Bihihfide8 e PYooRYBRRF RldrdRaveGrdBatidh & firRbbEEE 8toom

fraction was evaporated in vacuo, redissolved in ethyl
terp@btare a(ssmlmg)l of amruumtdyenqhogéwdndpfﬂa"é ) inaetheril €0 wily) rwas

T M A B R e B Sy
to PYGIC FRER B ErdMaVDirZRRA108 B8R B drcd3Gh S IR MeBD ARG, thd thixture

sul fate, filtered, and the solvent was renoved in
wag eursdtiniorvatar SR nelhkand; exfracted rpbetiy] aggatagS0 @394 The aqueous
+) -
bl i uflebreq Sily Qpil e o offh. andng Bombiréa ofaiidorlises

wead) dastgdusikly watkb 2 {idel 8O i) lagd Brihd (DiReNS@mL). The organic

yl met hyl ) - am noJ- 2pyri di n- 3yl phenyl )-carbamc acid
ph éqen\y,qts gdggver magnestum sulfate, filtered, and the solvent removed in vacuo.

The resulting oil was purified by flash chromatography (silica gel, heptane/ethyl
acetate gradient). The resulting product was lyophillised from dioxane/water to
furnish the title compound (2 g, 63 %) as orange solid.

'H NMR (CDCls): 1.31 (t, 3H), 4.02 (b, 1H), 4.21 (q, 2H), 4.35 (d, 2H), 6.53 (b, 1H),
6.63 (dd, 1H), 6.75 (s, 2H), 7.06 (d, 1H), 7.63 (bs, 1H).

The following compound was prepared analogously:

14b N-{4-[(5-Chloro-thiophen-2-ylmethyl)-amino]-2-iodophenyl}-2-(4-fluorophenyl)-
acetamide.

"H NMR (CDCLy): 3.72 (s, 2H), 4.01 (b, 1H), 4.35 (d, 2H), 6.62 (dd, 1H), 6.75 (s,
2H), 7.00 (d, 1H), 7.09-7.12 (m, 3H), 7.35 (dd, 2H), 7.85 (d, 1H).
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LC-MS (mz) 388.2 ([MrH +); RT = 2.01, (W, ELSD) 97
% 100 % 10 16¢

W@ 2000826Ch| or o-t hi ophen- 2yl et hyl ) - am noJ- 2pyr PAI/DK4004/000186
yl phenyl)-carbam c acid eggyl ester LC-Ms (r/z) 388.1

([MH #); RT =1.95, (Uy, ELSD) 98 % 100 % 16d .
Expingiy 5 %fr@o[i(é-%%?”epfﬁl(éwﬁz@rﬁ I B R A T
v di s i ni id ethyl
i R kB 0 S S0 S o L SD) 7o
{4%1{5-¢ﬁ12r&4thid;ﬁ_&n{243=y{n@e§h@‘rhm_ﬁmﬂ{Zkibdcpp-]'enyl} -carbamic a01.d ethyl ester
e RS B 8D R o
(e -16%3%2 (e sEbSRled 18 a%toRI(5%nL). 2Btakfumi dartdnard0ise il Vi

testing The conpounds of the invention have been .
aquass edution) wiraddedfanddhe nfkteevashepsd & o poalgd Fagsdibmin 2

nodel s: Rel at | ef - li’éﬁ]&‘%
ml?]fﬂ‘*éﬂ"éﬂé‘ﬁg?sﬂ%ef 2%r 1§)e ! }[(%%5?’&;2 %?Er%]ég%ﬁg{éoco: rif:[or Ature,
th@Y@haid phig waRpsard, 8fapblacd drstikenl,iand enltjectad thFéretimes to
assay neasures the relative effl ux through .the

ﬂagh shostatozasrhyvhertens/ sthelpceiate. sedishtli e teaningseiby?

escr.i b . t . [ . 4

reg BRaDRR B0 e psopiy 8 Rap s GAEGARCRAC omponnd os o
0029%_1? sdid. 325@&3&&1@& afotidERGus tvass exappoiahoediBcagd nd he
TR e e A AU B Rl
1n§t|H%P)2 & furniSh ﬂ’%éc%ﬁelfgéﬁﬁ?%g)awlﬁ@lﬁ‘%& Yoriibinbd Gli@rthe fifst crop to

~a nno-con l'ayér on the day of the
yieldpeaviairef$0 mgdl 9%) vethe titleedegown.t he day before the

TR R0t Ay A0 0, B Y gy

21, bl%13d, IBS§-98qn8 aHY, n920164 @i, 3F0el 0$-NEY @n, 2H), 7.22-7.23 (m,
Pgre-l ﬁcubat ed \(/{vith}(l?rug for g% rlglgﬁut es an(d the) 86Rb+(
218X, PlOaXs,vidb). sti mul at ed by a submaxi mal concentration of

LGP trfitart gV o S PYr BLBLTPF 2R cuba i on

period, the supernatant was renoved and counted in a
liquid scintillation counter (Tricarb). Cells were
Exymple 16 t h 2 nM NaOH and the anmount of 86Rb+ was

1()Cao}#j}@—%hloro-thiophen-2—ylmethyl)-amino J-2-quinolin-3-yl-phenyl}-carbamic
acid ethyl ester

{4-[(5-Chloro-thiophen-2-ylmethyl)-amino]-2-iodophenyl} -carbamic acid ethyl ester
(15 mg), 3-quinolineboronic acid (29.7 mg), palladium(Il) acetate (ca. 1 mg),
potassium carbonate (0.035 mL, 5M aqueous solution), and acetone (2 mL) were
mixed and heated in heated in a sealed glass tube in a microwave synthesizer for 10
minutes at 125°C. After cooling to room temperature, the reaction mixture was
extracted with ethyl acetate (4 mL), the organic phase washed with water (2 x 2 mL),
and brine (2 x 2 mL), dried over magnesium sulfate, and filtered. The solvent was
removed in vacuo, and the crude product was purified by preparative LC-MS. The
collected fraction was evaporated in vacuo, redissolved in ethyl acetate (5 mL), and
the organic phase was washed with saturated aqueous sodium bicarbonate (3 mL),

water (3 mL), and brine (2 x 2 mL). The organic phase was dried over magnesium
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The rel ative efflux was cal cul at ed
((CPMsuper/ (CPMsuper + CPMceu) ) Qnpd/

w¢ gRvssaser / (CPMsuper + CPMeell) ) 15nrtvl KCl) * RODDKO®4/000186
15 The conpounds of the inygntion have an EC50 of | ess

sulflf et o BB sy =aeChRut oRyiok R (prisatmged

(5 Afg, BB®)i nvention are considered to be useful in the
treatnment of diseases associated with the KCNQ fam |y
LGdEaew izl &h ENRELE); RI0=R1 3 (WY pRLSPYRY & dAP %.
pat ch-cl anp recordi ngs. Voltage-activated KCNQ@Q
currents were recorded from mamralian CHO cells by use
The ffolb@nivig Bbmpoards patre hrephitinslegarstii: ngs t echni ques in

t he whol e-ce] ] patch-cl configuration (Ham Il OP.
16@{‘?’-@((5.-0#%?@&@9 L '%‘Hl”?é%aza’ﬁWf]‘@!%’-’"%@))g'.J’Z'Eil@ygéwéamlC
acz\ﬁﬁ.ettﬁ/l% cStabl e expression of voltage-activated KCNQ

charinel s were grown under normal cell culture

LEDEH{rizpS.2 (MR ); RUb & O, §USnBLEDR A7 Parl00 %.

el ectrophysi ol ogi cal recordings 1-7 days after

pl ati ng. KCNQ potassi um channels were activated by
16¥ kY p0en Bt &R ophen-2- PinietIBD-aWinb L2108 BB h &1 P ABa i

(or wwth a ranp protocol) from a nenbrane holding
acidoatkritesial bet ween - 100 nV and - 40 nV (Tatulian L et

LM EPBLASEF YRR RR ER s OB EERAPR o Re ¥, o rpounas

wer e eval uated on various paraneters of the

vol tgge- activated KCNQ2 current. Especially effects
16dd 41/ Chbor pvltioples-2-imeshibl-aminel -2t (fenebeneridianty Bwhemd]-

|- i current were studied. WD 2004/ 082677
ca&%@%ﬁ%&%ﬁ%ﬁ%%ﬁ%@G 146 Some of the conpounds of the
LO-MEahizpal Had-HEER REstal, (Vi BLSD) €85, 1801%f t - war d

shift of the activation threshold or an increase in
t he maxi mum i nduced potassium current is expected to

e 18867V Mk 0 13l . 0f K55 t ;
O LR ik Bl B D2 DR PO e
acivibydesder activity - like epilepsia. 5 Maxinum

e BE PR gRRE e G RL Bu B o

square wave current of 26mA for 0.4seconds in order to
i nduce a

In vitro and in vivo testing

The compounds of the invention have been tested and shown effect in one or more of

the below models:

Relative efflux through the KCNQ2 channel.
This exemplifies a KCNQ2 screening protocol for evaluating compounds of the
present invention. The assay measures the relative efflux through the KCNQ2

channel, and was carried out according to a method described by Tang et al. (Tang,
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convul sion characterised by a tonic hind linb

extension (Waz et al. Epilepsy 10 Research 1998, 30,
wQ2184828Y7 Pil ocarpi ne i nduced seizures Pil ocB€PDKE2004/000186

i nduced seizures are inducg%;by i ntraperitonea

i njection of | ocar pi 0 to groups of male
Wgtcal., dnBiosisd. e’}%wqﬁgwﬁr 65%25z3ﬁrlé R/any asgay) chapppls Wlth the
m(l(dgﬁgatlo%i?figsfc BQ@%&B\@ within a period of 30 m nutes

arr et var

armacol ogy Bi ochemi stry and Behavi or
1993, 45, 321-325) Electrical seizure -threshold test

A nodification_ of the up-and-down net hod i . et
Atk CRgta PRIDSRO K O.6°Hh Stf@lwxpr%naV&lﬁgev@&ﬁ@ﬁh@%ﬂmls
W«%@ ﬁ%’ixﬂf@ 018 dehse e}ﬂ%‘# H@BnthH LRI nb QohNELE @as}ePBﬂl fhe day of the

mb ext in"response to corneal
expémnt:nto@hklmmnersegiedwpsh@ﬂayﬂmmerth@ @ipemh@nf imdstoagrsiusigh 1

@ VR CRSh 6%, A f R PalS e Mool wif
HIBSS ZHARI MRS bR COMBANdrb Prétictihéd wWah dhadise sd nﬁﬁuﬂem&hd the

for t he next nouse, however, if no seizure
"Ry sefflve avas semutaked bl sobmaxiaal copesaateRobls mM\KCé 5in the

rocedure, was
coppisdieriergy bR Tl ERRERRC LRy ARy efifplpbfian,
pekiB ehb ehstralase vals rpaoted debehtcd zoh ﬁqﬁ1€f$d1|nt1ﬂﬁit1drﬂcounter
i nduce a clonic convul sjon was neasured by t

(Triptigsi Gailsorerp brsed withe M NagHeandshgpmpundofo R+ w Was counted.

Thﬁeia%wéfﬁ&)wak Ehﬁc‘alaéd ((éﬁv{sup @nal AL, é?,, dﬂ(c@i(asugj(@pmm
mce (Nutt et al. JPharmacy and Phar macol ogy

CP%@%M%I 170 698). WD 2004/ 082677 PCT/ DK2004/ 000186
147 Anygdal a ki ndling Rats underwent surgery to

Tlgn{f Ié%notg?ltgl of' thg m\;en%orpl%v% &P%Ces% 'i)f Peg§ﬁ1ah ?E@Odnlﬂf? n most carsgs

ter surgery

lestl thaneeD(nd1 éﬁ@ﬁl\/rﬁﬁnyb@ﬁw lesstthen POCHMD.SA @fordingly, the ecm'pvmﬂs
ei ther varying doses of test compound or the dru

ofiaminypetioniye CQWI%FdstOé’WF@I i Pripeaat of difsaspasociated
W%II?E{ @Nﬁ}faﬁ{ﬂ EYol” igshol d + 25 pi A daily for

on eac occa5|on sei zure severity,
sei zure duration, and duration of electrical after

di scharge were no . (Raci ne. El ectroencephal ography
Elegtyophysiplogical wﬁﬁagﬁ%r?ﬂ% 28972, 32, 281-294). 10

v&le- £l 868 KCNQ2 currents were recorded from mammalian CHO cells by use
of conventional patch-clamp recordings techniques in the whole-cell patch-clamp
configuration (Hamill OP et.al. Pfliigers Arch 1981; 391: 85-100). CHO cells with
stable expression of voltage-activated KCNQ2 channels were grown under normal
cell culture conditions in CO, incubators and used for electrophysiological recordings
1-7 days after plating. KCNQ2 potassium channels were activated by voltage steps up
to + 80 mV in increments of 5-20 mV (or with a ramp protocol) from a membrane
holding potential between — 100 mV and — 40 mV (Tatulian L et al. J Neuroscience
2001; 21 (15): 5535-5545). The electrophysiological effects induced by the
compounds were evaluated on various parameters of the voltage-activated KCNQ2
current. Especially effects on the activation threshold for the current and on the

maximum induced current were studied.
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Central nervous systemside effects were neasured by
measuring the time mce would renain on rotarod

w@ppansieos (Capacio et al. Drug and Chem cal TePXI/DBR@gH00186
1992, 15, 177- 201); or by ijgeasuring their | oconot or

So%r OI \S{I té/cirwy &mﬁ hggqj f ?r\t/g:ivggﬁe%fesi 1nt_'s {e%‘éj Ablee?t[?}ard
shilled frta® haivaaeR tiresho k08 an 1§&eas@f§1§81e]ﬁ§aﬁ§1a@ ind ?Jo'fbﬁgﬁﬂnc

actions on the animals core body tenperature o
CUREHHPD errgctofde dereass theartinify & ndveenal sctvairkpandbusmake the

oo BB FRNEE] B UELECTIEh bk el At ke iy iy
Behavi our 2001, 74, 177- 184. 20 Pharnacoki netics The

harnacoklnetlc propertles of the conpounds were
M oghock | v, and p.o. dosing to Spraque

Thp@é@t @vlés Eﬁﬁ(ﬁmteﬂqg gr&u?@ bebShice A& ?g"cgﬂlegﬂ G043

over ours concentrattrons were determi ned
admumd:tem VBB Wi @Gtbht OBZAGTA (HBICTALAKE034h 004kt 86 indlidS8a

- di b derj vat | f
oo e A a0 IR ] a?

Re@ay\é‘yﬂ@gu@ 3®-Hoyr 1, Uis 0, S, S, SO02NRL1, CO-O
wherein'10 R11 is selected fromthe group

COI’]SI stl ng of hydrogen, Cl-6-al k(en/yn)yl, C3-8-

cI oal k (3- 8- cycl oal k(en)yl -C - 6- al k(en/yn)yl;
P11§¥ gleﬁ?ﬁs‘%lbr@fher with the nitrogen atomforma

P115ca$p1liie lﬂi’ﬁﬁiceﬁi séialrdd At esthRed bjﬂ DtRabeiehed ik b&ﬂ)nvémp‘ﬂecarﬁme
optionally contains 1, 2 3 further heteroatons,

25¢mefseta groups of malegnicsand Obﬁer\hng s spizons astivitn sesulfinggn oss
of M %&Ilﬂﬁn §9§1’10d of 30 minutes (Starr et al. Pharmacology Biochemistry and
Behavior 1993, 45, 321-325)

Electrical seizure -threshold test

A modification of the up-and-down method (Kimball et a., Radiation Research 1957,
1-12) was used to determine the median threshold to induce tonic hind-limb extension
in response to corneal electroshock in groups of male mice. The first mouse of each
group received an electroshock at 14 mA, (0.4 s, 50 Hz) and was observed for seizure
activity. If a seizure was observed the current was reduced by 1mA for the next
mouse, however, if no seizure was observed then the current was increased by ImA.

This procedure was repeated for all 15 mice in the treatment group.

Chemical seizure -threshold test
The threshold dose of pentylenetetrazole required to induce a clonic convulsion was
measured by timed infusion of pentylenetetrazole (Smg/ml at 0.5 ml/minute) into a

lateral tail vein of groups of male mice (Nutt et al. J Pharmacy and Pharmacology
1986, 38, 697-698).
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ZisOorS;, 20 R1 is selected fromthe group consisting

of hydrogen, Cl-6-al k(en/yn)yl, C3-8- cycloal k(en)yl,
w@3308/0836¢T oal | c(en) yl - C1- 6- alk(en/yn)yl, acyl , PCT/DK2004/000186

hydroxy Cl-6- al k(en/yn)yl,

8- I | k I
A'F& f’g?&(f@“‘g g& 8; kgi% Cl-6- al k(en/yn)yl,
Rt RrefdeR s gbﬁ(t%riﬁ%)%ﬁtmn Rt Eﬁ%r &ef?‘&de@ ahth (ﬂ(@(mré’dlateral
hal 0-C3-8 2 o)

cycl l'c(en)yl c(en/yn)yl
anygdrio- Lfterusgdcy ére/ 'cyumjrlylls Wewdtmve@&o 8ecoczylc‘tbafaﬂel the¢ gm)lysk of rats

oA BT BEAP R0 G HOBASC O 5 e S LRL Ehi et
werO S ghiatR it s tihifg] Sfer AERRgEMredrOr ab ket thys-5

C3-8- cycloal k(en)yl,
weEBs 8acdcyrr bashldceqsean) gﬂhzu@ seFenlyk éaniry disation,And duration of

S  y  FRARH s ovcs

Ixlogslrdraab K (enlrm) yl
hy r oxy- C3- 8- cycloalk(en)yl
hydr oxy- C3- 8- cycl oal | c(en)yl Cl-6 5 al k(en/yn)yl,
ealﬂ& hal o-C - 6-al k(en/yn)yl,
SIS 8- cycl oal k(en)yl , hal o- C3- 8-

Ce@ﬂlﬁl 0l dseitehr de ﬁf@ltd \Qére deat)ryd by eeasuring the time mice would
cyano-d - 6- al k( en/e/ , cyan-C3-8- |olog
TeRga) qydptaé?cgw} atus Capac1o et al. Drug and Chemical Toxicology 1992, 15,

B T

redNBRIADIR1F0ssEB irBa toptEaga (W etsdry tt-aClVeboldkinavdlpg) ¥997, 36, 1369-
in 10 R10 _.and 0' ar i nd ndent | sel cted
13}9’9,‘) H@eﬁplg@ﬁu%@} AR cq{@ﬁ&%@@ﬁlper e of e compound
Weq;é- nRadlréd 6 éﬁfﬁ@r%o’cal%o& &M&:[)Paﬁkéﬁ(rﬁﬁﬁbbglemetw transmitters capable
-8-cycloallc(en)yl k(en/yn)yl
of myedswing- temperatire (:I@eem{ey n) 3ll Physiology and Behaviour 2001, 74, 177-
13 ydr oxy- C3- 8-cycl oal | c(en)yl, hydroxy- C3- 8-
ycl oal k(en)yl - Cl1-6-al k(en/yn)yl,

hal o- C1- 6-al k(en/yn)yl, hal o- C3-8-cycl oal k(en)yl,

hal o- C3- 8- cycloalk(en)yl d -6-al k(en/yn)yl,
Phaypweokineticsa| k(en/ yn)yl, cyano-C3-8 15 cycl oal | c(en)yl

A0 5 BB B B B LA o

dobing torSpiagqueDasddyuntl g, ﬁferealﬂlﬁﬁ deawiag ®tbodi s@ﬁlplld@loﬁ?br 20 hours.
optlonally conta or, 3 further heteroatons;
Plasma gogeenttatigns Wﬁ@r&%l@dﬁﬂlbggw-[@w%yan then s is 0;
and provided that Uis 0 or Swhen s is 1 and R2 is a
hydrogen atom or acyl; 20




R3 is selected fromthe group consisting of
d-6-alk(en/yn)yl, C3-8-cycloal k(en)yl,
whedoasasytl oal | c(en)yl, PCT/DK2004/000186
C3-8-cyc|oa|k(en)yI-C1-6-aH en/yn)yl,
Cl-6-al k(en/yn)yl -C3- 8-cycloal k(en)yl,
Cl-6-al k(en/yn)yl -heterocycl oal l c(en)yl,
Clgfmerocycloallc(en)yl d- 6-alk(en/yn)yl, Ar,
t1-6 al k(en/yn)yl, Ar-C3-8-cycloal k(en)yl, Ar 25
1 heA eumeiyeddomiiag(instieyikene derivatives of the general formula I
Ar - C3- 8- cycloallc en)yl Cl-6-al k(en/yn)yl, Ar-Cl-6-
allc(en/yn)yl 2cycloal I c(en)yl
A«-C1-6-alIc(en/yn)\Tﬂnﬁterocycloalk(en)yl C1-
6-all c(en/yn)yl oxy-d -6-al k(en/yn)yl,
- al k( @) )yI Cl-
oI or Y

rrocycloalk(en)yl

6-al l c(en/yn)yl oxy-

Cl- 6- alk(en/yn)ylox

Ar - oxy-C - 6-g y

Ar - Cl-6-al k(en/yn)yl oxy-d -6-al k(en/yn)yl, 01-6 30

alk(en/yn)yloxy-ﬁ%rbonyl Cl- 6- alk(en/yn)yl,

C3-8-cycl oal | c(en)yl oxy-car bonyl -al k(en/yn)yl,

C3 8-cycl oal I c(en)yl - Cl-6- alk(en/yn)@ oxy- car bonyl - C1-
Wﬁl(JJTgltl;l(enlyn)yI hydr oxy- Cl-6-al l c(en/yn)yl,

hydroxy- C3- 8- cycloallc(en)yl hydr oxy-

heterocycloallc(en)yl

hydr oxy- C3 8- cycloallc(en)yl ad-6-al k(en/yn)yl,

hytsOF-1¢1 - 6-al | c(en/ yn)yl - C3-8-cycl oal | c(en)yl ,

hydroxy-d -6-all c(en/yn)yl WD 2004/ 082677

PCT/ DK2004/ 000186 . 150 het er ocycl oal k(en)yl,

haUds Q1S £S@d, SQeNR/hO0- OC}T&@@NR%I stheyednt oal k( en) yl,

o A BHBLRE A bVt ooy G B e
al éslcmm(ai)yi c%cl%h(ﬂc’(&ﬂ%ﬂ-(c#@ﬁlk{en/yn)yl or

hal’o- C g al'l c(en/ yn) et erocycl oal | c( en%
haRoai@ R tggepﬂ(lqgnmglnt)kwmtmgen atom form a 5-8 membéred saturated or

" 8 ELARSHRRbH Aol &7 i%ﬁﬁxrcﬂece@ft,gtgﬁg) yl

hal o- d - 6-al k(en/yn)yl - C3-8-cycl oal k(en) yl -
cyan-Cl-6- al k(en/yn)yl, cyan-C3-8-cycIoaIk(en)yI,
cyaifiod fleber ocycl oal k(en)yl, cyano- C3- 8-
cycloallc(en)yl-Cl-6-allc(en/yn)yl,

cyano-C -6-allc(en/yn)yl-C3-8-cycloallc(en)yl,
cyXris CIO &S0 Xk rath/ the pyavidoethatropis Yol loeal X ($Py | |

acyl - C1-6-al k(en/yn)yl, acyl-C3.8- cycloal k(en)yl,
acyl - het erocycl oal k(en) yl,

acylis 63:&cycl oal I (en)yl - C1-6 10 al k(en/yn)yl,
acyl - C1-6-al k(en/yn)yl - C3_8-cycl oal k(en)yl,

acyl -Cl-6-all c(en/yn)yl - heterocycloallc(en)yl,

Bl G R RATEE o .0

| Bidosi- d
NR12R12 (e‘%i &34@;/@%@211&&@91%@{ T ampén/}@ﬂ g%ylyln -Cke
\Ah@lkéﬁinfﬁ'fﬂlﬁlzh%dﬁ@lxﬁﬂzﬁ caielea fﬁm@debwiéw-és s,—éwée%l%@n)}fl&m-

c@%@ﬁﬁﬁ-‘én ) W fﬁ%gﬁfgngé q{a‘i’&ﬁg -gxcg@?l}((en)yl, halo-Cs.s-

@cﬁ'l@aﬂc('e@ﬁﬂ@!s%ﬂé(w/yﬁ)% GyahdCepralignyn)yhoyano-Cs.g-
cycloalk(en)yl and cyano-Cs.g-cycloalk(en)yl-C,.¢s-alk(en/yn)yl;
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Ar-Cl-6-al k(en/yn)yl, Ar-C3-8-cycloal k(en)yl,
Ar - C3- 8-cycl oal k(en)yl -Cl1-6- al k(en/yn)yl,

w@\eeohmssrocycl oal | c(en)yl, Ar-oxy-Cl-6-al k( en/ pei/PK2004/000186

Ar oxy C3- 8- cycl oal k(en) yie

hBt @rsé T@ﬂ%&“ﬁﬁ’goal o eqq%rng,g&f I%fi? ﬁl)(génﬁgmrf exY-

%{o%ﬁ%; @1 %:3§>e§{:1gglh<ke(n?§;1)al (T-alﬁ%n/ )3{1i(?1e ﬁAry%l 6};a1}<(en/yn)y1

hAMJs Sy6loalkienil/ AamCyk- cyﬁaalls(emsdscx cca,ﬂéﬁeﬁfé{m.‘/é( &}, droxy-

B oV b Bl e SRR oy QUAREIAC -
CMﬁ(%f%IShﬂwgénoﬁélls(@ra;)an:(eﬁf/ifnﬁfl 1@1&@3@403/«:1))@111((@@1 REG-Cs.5-

and RI2' ether with the nitrog 5-
nesrctb@aﬂe(@nb' m%ké%n/m)yl Esaftﬂq%%ntﬁ’r‘gt @%k? fébhm?%qo 3-8

SR SYECTRgTeiofk it él%rélﬁf“&’?%“mmm 3

aalqt(gngyn\jyr s AR EhC5s-aydoakienpi ahd DR I tCl-s- @Vcioa%k(en)yl;@l
XXVIL, XXM, X X X X 1T or XXXXI | :
2@@14?(@82@713@@1?%@004/ 000186 151 ~R5)a (R)b WW

@R?)e?h 3)3@69% séleéte& R@M the \é‘f((u?@)ﬁsﬁﬁﬁé off hy)ﬁﬁéeh

XXVI | R5)
C1 6—a1k(en/yn)yl Cas. 3-cycloa1k(en)y1 C3 g-cycloalk(en)yl-Ci6- alk(en/yn)yl

hydroxy-C;.¢-alk(en/yn)yl, hydroxy-Cs.g-cycloalk(en)yl, hydroxy-Cs.g-
cycloalk(en)yl-Ci.¢-alk(en/yn)yl, halo-C;.¢-alk(en/yn)yl, halo-Cs g-cycloalk(en)yl,
halo-Cs.g-cycloalk(en)yl-Ci¢-alk(en/yn)yl, cyano-Ci.¢-alk(en/yn)yl, cyano-Cs.g-
cycloalk(en)yl and cyano-Cs.g-cycloalk(en)yl-C.s-alk(en/yn)yl, or

R and R' together with the nitrogen atom form a 5-8 membered saturated or
unsaturated ring which optionally contains 1, 2 or 3 further heteroatoms;
provided that when R’ is halogen or cyano then s is 0; and

provided that U is O or S when s is 1 and R’ is a hydrogen atom or acyl;

R? is selected from the group consisting of C.¢-alk(en/yn)yl, Csg-cycloalk(en)yl,
heterocycloalk(en)yl, Cs.g-cycloalk(en)yl-Ci.s-alk(en/yn)yl, C1-¢-alk(en/yn)yl-Cs.
g-cycloalk(en)yl, Cy.¢-alk(en/yn)yl-heterocycloalk(en)yl, heterocycloalk(en)yl-Ci.
s-alk(en/yn)yl, Ar, Ar-Cy¢-alk(en/yn)yl, Ar-Csg-cycloalk(en)yl, Ar-
heterocycloalk(en)yl, Ar-Cs.g-cycloalk(en)yl-Ci¢-alk(en/yn)yl, Ar-Ci¢-
alk(en/yn)yl-Cs_g-cycloalk(en)yl, Ar-Cy¢-alk(en/yn)yl-heterocycloalk(en)yl, C;.
s-alk(en/yn)yloxy-Ci.¢-alk(en/yn)yl, Cs.g-cycloalk(en)yloxy-Ci.s-alk(en/yn)yl, Ci.
+-alk(en/yn)yloxy-Cs.s-cycloalk(en)yl, Ci.s-alk(en/yn)yloxy-heterocycloalk(en)yl,
Ar-oxy-Ci.¢-alk(en/yn)yl, Ar-Ci.¢-alk(en/yn)yloxy-C.s-alk(en/yn)yl, Ci6-
alk(en/yn)yloxy-carbonyl-Cy.¢-alk(en/yn)yl, Cs.g-cycloalk(en)yloxy-carbonyl-Ci.
s-alk(en/yn)yl, Cs.g-cycloalk(en)yl-Cy¢-alk(en/yn)yloxy-carbonyl-Ci.¢-
alk(en/yn)yl, hydroxy-Ci.c-alk(en/yn)yl, hydroxy-Cs.s-cycloalk(en)yl, hydroxy-
heterocycloalk(en)yl, hydroxy-Cs.s-cycloalk(en)yl-Ci.¢-alk(en/yn)yl, hydroxy-C;.
s-alk(en/yn)yl-Cs.s-cycloalk(en)yl, hydroxy-Ci¢-alk(en/yn)yl-
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XXXXI'l wherein 5 the line represents a bond attaching
the group represented by Y to the carbon atom

waeadns2e77 WO 2004/ 082677 PCT/ DK2004/ 000186 15PCT/DK2004/000186

Vi sN, Cor CH; TISN NIHor6 5 ais0, 1, 2or3; bisO
: © 0, 1,20r3;
ohe@rocysl%ﬁll%@)xl bala-Cra Bk eniymisg, islo 5 o sy clgalffentyl, halos
, 5
eyl Bt Ry ot R By . 6

C aNg &gy )y-Gak-caclodiken) ] ke y-m)lg(bn/yn)yl—heterocycloa]k(en)yl
C3-s-cycl oal

}

Chalp- €y i DRk} ineterC e aYolgaHEg b4y ho-Cs gl
Cl- 6- i ]
S AR e RS eiat o, o

Aralk(wyﬁzyl Boyahd: @Mydpglli(ellkﬂs—myO-@steglc&y]@plgéqq)ﬂema}np -Cs.8-

gD EECY St SRS gt GRANIN GogreveloglidyL

Cch@n@-U% (gfanz(wmypﬁytelo@dsalﬁ?fﬁm achy( e:mz yﬂl@eqyyn)yl acyl-Cs.g-
C3- 8- cycloalk en)

Clyeloalkigal 9@%)13116‘@}690}’@&&1%%9}’1 a%1<2;sgzéwcloa11<(en)yl -Ci6-

anfenfitsd Sl é@)vlh%"%ﬁ?%@ ,ﬁ{ég Rhifeniymyy-

C@t&%@@oaﬂc(eﬁ)yﬂml rm@tlalalry mbkt(t&fesﬂm RZ-C\e
cyano- C3- 8- cycl oal k cypanp- C3
Cyk(BiRpdroRfionglly sibsh eérwn}*w -Cswﬁpaﬂ«@)ﬁsoawaﬂy

S02RRitufl NRIZR™ -Cs.g-cycloalk(en)yl-Cy.¢-alk(en/yn)yl; wherein
R'? and R'* are independently selected from the group consisting of hydrogen,
Ci-alk(en/yn)yl, Csg-cycloalk(en)yl, Csg-cycloalk(en)yl-Ci¢-alk(en/yn)yl, Ar,
Ar-C1¢-alk(en/yn)yl, Ar-Csg-cycloalk(en)yl, Ar-Cs.g-cycloalk(en)yl-Ci.¢-
alk(en/yn)yl, Ar-heterocycloalk(en)yl, Ar-oxy-Ci.¢-alk(en/yn)yl, Ar-oxy-Cs.s-
cycloalk(en)yl, Ar-oxy-Cs.s-cycloalk(en)yl-C.s-alk(en/yn)yl, Ar-oxy-
heterocycloalk(en)yl, hydroxy-C;.¢-alk(en/yn)yl, hydroxy-Cs.g-cycloalk(en)yl,
hydroxy-Cs.g-cycloalk(en)yl-Cy¢-alk(en/yn)yl, halo-Ci.s-alk(en/yn)yl, halo-Cs.g-
cycloalk(en)yl, halo-Cs.g-cycloalk(en)yl-C.¢-alk(en/yn)yl, cyano-Cj.¢-
alk(en/yn)yl, cyano-Cs.g-cycloalk(en)yl and cyano-Cs.g-cycloalk(en)yl-Ci.6-
alk(en/yn)yl, or
R'? and R'? together with the nitrogen atom form a 5-8 membered saturated or
unsaturated ring which optionally contains 1, 2 or 3 further heteroatoms;

with the proviso that when R is NR™R' then q is 0;
and

¥ represents a group of formula XXIV, XXV, XXVI, XXVII, XXVIIL, XXXXI
or XX XXIL:



WO 2004/ 082677 PCT/ DK2004/ 000186 153 two adj acent R5
together with the aromatic group forma 5-8 nenbered
WO 20vg/0826f17 ch optionally contains one or two  PCT/DK2004/000186
het eroatons; R6 and R6' argsj ndependently sel ected
from group consi sting of hydrogen, d- 5
6-a|k§ n) C3,.8-cycl oal | c( &)yl
C3.8-cyclo yl - Cl-6-al k(en/yn)y
R7' are ind ently selected fromtR
consi sti ng ofWhydrogen, Cl- 6-al k(en/yn)yl
C3-8-cycl oal k(en) yl, 5
C3- 8-X¥EVoal k(en)yl - O -6-al | c(en/ ynyyk, Ar, (R),
het er ocycl oal k(en)yl - Cl- 6-al k(en/yn)yl,
het erocycl oal | c(en)yl - C3-8-cycl oal k(en)yl, 10
het erocycl oal k(en) yl - C3-8-cycl oal k(en)yl - Cl-6-al k(en/y
n)yl, heterocycl oal k(en)yl- Ar and acyl; or R7 and R7
togethr with t nitrogen atomforma 5-8 nenbered
sat URaked nsaturated ring which optionally
cont ai ns further hetero .15 R8 is
sel ect ed roup consisting of ~hy
Cl- 6-al k(en/yn) C3-8 cycl oal k(en)yl,
yl-@ﬁ%G-alk(en/yn)yl, and NROR9' ;
wherei g9 and R9" are independent| ected from
the group consisting of hydrogen, ClL_ = b-al k(enlyn)yl,
C3. 8-cycl oal k(en)yl and
C3_g-cycl oal k(en)yl -Cl1-6-al k(en/yn)yl; 20 or salts
t hereof 2 A conpound according to Claiml1, wherein Rl
is Cl-6-allc(enlyn)yl or a hydrogen atom 25 3 A
conmpound according to, any one of Clainms 1-2, wherein s
[ according to any one of ai s
5 A conpouangfcor 'nd\t
4 wherein [U ygen atom 30" B&’*Acoppo
accordi ng tove siie_of Clains 1-5, whereiny
sel ected fromthe grﬁgp consi sting rogen,
C1- 6- alykf Fyn)yl, CS( “cycl oal k(en) yt , Ar-Cl-6-
al k(enlyn)yl, hal ogen, hal o-Cl-6-al k(en/yn)yl and
cyano; provided that when R2 is hal ogen or cyano then
s is 0; and WD 2004/082677 PCT/ DK2004/ 000186 154
provided that Uis 0 or Swhen s is 1 and RR is a
hydr ogen atom

R
T
XXXXII

wherein

the line represents a bond attaching the group represented by ¥ to the carbon

atom;

WisOorS;



10

15

20

25

30

7 A conmpound according to any one of Clains 1-6,
wherein Z is an oxygen atom 5 8 A conpound according

wo oooatg26one of Clains 1-6, wherein Z is a sul phCr/DER@a1000186

9 A conpound according to ggy one of Clainms 1-8,
0. 10 A conpound according to any one of
a afsﬁgnqg’ébﬁmer eingis 1. 10 11 A conpound
according to any one of Cainms 1-10, wherein X is CO
12 A conpound according to any one of Cains 1-11,
V\Hérséﬂrlg&@rﬁs Cl _6- al k(en/yn)yl,
C3_8-cycl oal I c(en)yl,
C3_8-cycloallc(en)yl-Cl_6-alk(en/yn)yl, 15
hetignocyxdaml k(en)yl - Cl1_6-al k(en/yn) yl,
het er ocycl oal k(en)yl, Ar, Ar-Cl_6- al k(en/yn)yl,
Ar oxy-Cl _6-al k(en/yn)yl,
g%_? k{emn/ yn) yl oxy- ClL 6- al k(enlyn)yl,

CP ali é(sen/yn)yl oxy- car bonyl - C1_6-al k(en/yn)y1,
hal o- C1_6- al k(en/yn)yl, NR12R12', optionally
substltut ed NR12R12' - C1_6- al k(en/yn)yl and
opt’F 8R&t y substituted NRL2R12' _ cycl oal k(en)yl .
20 13 A conpound according to O a| m 12, wherein R12
and R12' are independently selected fromthe group
cahisiOsiihogr Bf hydrogen, Cl.6-al k(en/yn)yl and Ar. 14 A
compound according to any one of Clainms 1-13, wherein
Y is of formula 25 XXIV. 15 A conpound according to
anyisOneopf; G ains 1-13, wherein Y is of formula XXV.
16 A corrpound according to any one of O ains 14-15,
wherein Wis an oxygen 30 atom 17 A conpound
a I Rg,t )y one of Clains 14-15, wherein Wis a

&‘i?@(dl 2 %TLE?nlaéq’V\D 2004/ 082677 PCT/ DK2004/ 000186 155
18 A conmpound according to anyone of Cains 1-13,
wherein Y is of formula XXVII. 19 A conpound
adddPdl-rg3t% 4any one of Clainms 1-13, wherein Y is of
formula 5 d'0l. 20 A conpound according to C aim 19,
wherein Vis a nitrogen atom 21 A conpound according
t d i€l0ail B &9B; wherein Vis CH

jis0,1or2;
kis0,1,2o0r3; and

each R is independently selected from the group consisting of a Cy.¢-
alk(en/yn)yl, Cs_g-cycloalk(en)yl, Cs.s-cycloalk(en)yl-C;.¢-alk(en/yn)yl, Ar, Ar-
Cis-alk(en/yn)yl, Ar-Cs_g-cycloalk(en)yl, Ar-Cs g-cycloalk(en)yl-C;.¢-
alk(en/yn)yl, Ar-oxy, Ar-oxy-Ci_¢-alk(en/yn)yl, Ar-oxy-Css-cycloalk(en)yl, Ci.-
alk(en/yn)yl-heterocycloalk(en)yl, Ar-oxy-Csg-cycloalk(en)yl-C.s-alk(en/yn)yl,
acyl, Ci¢-alk(en/yn)yloxy, Cs_g-cycloalk(en)yloxy, Cs.g-cycloalk(en)yl-C.s-
alk(en/yn)yloxy, Ci_¢-alk(en/yn)yloxy-carbonyl, halogen, halo-C;.¢-alk(en/yn)yl,
halo-Cs.g-cycloalk(en)yl, halo-C; g-cycloalk(en)yl-Cy.s-alk(en/yn)yl, -CO-NR°R?
cyano, cyano-Ci.g-alk(en/yn)yl, cyano-Cs.g-cycloalk(en)yl, cyano-Cs.g-
cycloalk(en)yl-C_¢-alk(en/yn)yl, NR'R”’, S-R® and SO,R®, or
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10 22 A conpound according to any one of Cainms 1-13,
wherein Y is of formula XXXXII. 23 A conpound

wa@e@ansdony to C aim 22, wherein T is a nitrogePCEDER004/000186

15 24 A conpound according, 40 G aim 22, wherein T is
gen afom 25 A conp olind according_to av% one, of

an o
@%acfnéﬁ togiEIHh dhi HoRBHIp group fefapd Adberipered ring

c%kﬁﬁ%tﬂi’ﬂ?ﬁﬁlwn%“%’%&% GRSkl o1 2
al k(enl/yn)yl het er ocycl oal k(en)yl, Ar,
% lﬁ% n&%g/g%gp‘r&;ﬁ}?cte%&ad%%gmup consisting of hydrogen, C;.

h%ﬁt(&%a@yﬁ@ &%%wﬁwén)yl'\@&yoloa‘ﬁz@ﬁ)w@ -286@R9n)y06nd Ar;

wo adjacent R5 together with the aromatic group form
a 5-8 nenbered ring, which optionally contains one or

2?’ awﬁi%“a‘%%r@swd%ﬂéﬁ%@@@wéﬁﬁ%éﬁ Uit kRl ..
R, @gg@gslbam(érgylcbag Hycﬂ&lk@h)%ﬂiﬂﬂa eﬂl&enfs'n)yl Ar,
sel ect ed romt rou 30 consistin

Chetgragedpalis{eplyi- 6aq%1@(emyn)>28hq&@re®fﬁﬂﬁ?@f{an)a(&€@ﬁ gyrigake)yL,
aﬂXteroo%ec18£1k§n§hC'@ e aaug@lg?l-é Wﬁ%@yg@%{» ggtgﬁof%ga%ﬁ;@en)ﬂ-

MHahhﬁbmram1noJ 2- nethylphenyl} carbami ¢ aci d propyl

{e?R [%%1@ lhhqog? gfr{ \gq% 8 gﬂt?gge{n%rg (%grln(l) g 9 ]88 2 em’tl)gr%d saturated or

y hﬂsattﬁxﬁ x?lng&e}gg% f’f% \g@hy 'cQﬁtﬁﬁX h} 2 685 Rafes haetddtdhdihd

ester hi ophen- 2
yl met hyl ) - am noJ- 2- net hyl phenyl ) - car banai ¢ aci d et hyl

(R R ERyP ORI PR Gryr RN Pty
| LyQasRama, @? 9{) Eddyten) yE s %falk(en/%rn)yl Ar and -NR’R”’; wherein

[ 4= (4 Isopr enzyl am no) - 2- et hyl phenyl J- car bami ¢
a(R dmétR?yare e@pndently selected from the group consisting of hydrogen, C;.

a é-lajﬁ lé;’g%)’ %egggtec&?%aﬁ(@rﬁw afd ('5'3‘?8-&% ogﬁ&%grﬂC?_g-ﬁﬂé’(‘érD&&)yl,

or salts thereof.

A compound according to Claim 1, wherein R! is Cy-alk(en/yn)yl or a hydrogen

atom.

A compound according to any one of Claims 1-2, wherein s is 0.

A compound according to any one of Claims 1-2, wherein s is 1.

A compound according to Claim 4 wherein U is an oxygen atom.

A compound according to any one of Claims 1-5, wherein R? is selected from the
group consisting of hydrogen, Cy.¢-alk(en/yn)yl, Css-cycloalk(en)yl, Ar, Ar-Ci6-

alk(en/yn)yl, halogen, halo-C;_¢-alk(en/yn)yl and cyano;

provided that when R” is halogen or cyano then s is 0; and



10

15

20

25

30

(4-{[4-(4-Cnl oro-benzenesul fonyl ) - 3-net hyl -t hi ophen- 2y
| met hyl J-am no}-2 10 net hyl phenyl)-carbarnic acid

w@e@ppseest er; {4-[ (5- Met hyl -t hi ophen-2 PCT/DK2004/000186

10

11

12¢

yl rnethyl)-arnino] - 2- met hy|phenyl } -carbani c acid
propyl . ester; {4-[(5-Bropo-t{h,ophen- 2

yPiowtded that SrQ)gt %g‘&’@{lﬁﬁ goﬂ%‘ﬁ]& }SP%%\WS%HDW%I' d propyl
ester; 15 {4-[(5-Chloro-thiophen-2

yl met hyI ) - am noJ- 2- met hyl phenyl } - car bam c_aci d propyl
est @mpopdd pt@eding [bjhongptiéHaims 1-6, wherein Z is an oxygen atom.
yl met hyl ) - am noJ- 2- et hyl phenyl } - carbam ¢ aci d propyl
ester; {2-Methyl-4-[(5phenyl -t hi ophen-2

YA”&)trﬁﬁ’duhd Pt Gidg Ph Sy de FaTIhiais 1C6 a0hdeiprDOpyd sul@fhr atom.
ester;

[ 4- (4 | sopropyl - benzyl am no) - 2- et hyl phenyl J- carbam c

a I 4-

Mﬂlﬁm#ﬁ a&gosraﬁgﬁoaéﬁ%éeg&;@%l : ; %%@am C aC| d et hyl
ester; {4-[(5-Chloro-thiophen-2

yl met hyl ) - am noJ- 2-chl oro I am c acid ethyl
ba m%qgnd{a@cqréegﬁtz 61[%91{1%? i ]]z% wherein'q 15 1. g
yl met hyl ) - am noJ- 2- chl or ophenyl ) - carbam ¢ acid et hyl
ester; [2-Chloro-4-(4-isopropyl-benzyl am no)
phe Wbdﬂp@nﬂmm:rdmgnd agy hyd ofeClaams 1-10 2wiBkiorid i4C04
fl uor o- benzyl am no) phenyl J-carbam ¢ acid propyl
ester; 30

2, Aq,(ﬁh &ﬁldﬂacé&ﬁ n%ﬂf 0 &Y Ao ERAERNES Y] \fv@é}yﬁﬂms r@tshyl “th

| ophen 2yl met hyl J- ai ni no}- phenyl)-carbam c

pratiten/yeyl,&is;s-dyaloplkbenyit ky- k-CYﬁP%ib(‘F@M§1 G-alk(en/yn)yl

T I i L e

{ ‘lﬂl{(é@gﬁfy@rm' &;ty QPP@I’R(@%W Ayl allengd)yZoxghCog-opheny

-car am C acl

{ z:ikchm/an)yl 431[6(@k@MYﬁfYéO@h@%Wé’#czwaﬂﬁFWWbyl ANG]-pheny

13

lkc(an/bynfnl,CNﬁde2 ,pcgp%B}{élly §ibbfluted NRR!Y -Ci¢-alk(en/yn)yl, and
optionally substituted NR*?R'”-C; g-cycloalk(en)yl.

A compound according to Claim 12, wherein R'? and R'? are independently

selected from the group consisting of hydrogen, C;¢-alk(en/yn)yl and Ar.

14 A compound according to any one of Claims 1-13, wherein Y is of formula

XXIV.

15 A compound according to any one of Claims 1-13, wherein Y is of formula XXV.

16 A compound according to any one of Claims 14-15, wherein W is an oxygen

atom.

17 A compound according to any one of Claims 14-15, wherein W is a sulphur

atom.
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5
{4-[ (Benzo[ bJt hi ophen- 2yl net hyl ) - am noJ- 2- chl or ophenyl

WO 2@arnkesni ¢ aci d propyl ester; PCT/DK2004/000186

{4-[ (Benzof ur an- 2y| met hyl ) - %nl noj - 2- chl or ophenyl ) - car
bam c acid propyl ester; % (5-Chl or o-t hi ophen-2
18| Arsomppynciaacaslingtoapamapk ﬁ;alms d al3p aersim ¥ ig o & fompiula
esE e 10 {4-[(Benzo[ bJt hi ophen-2
ylI'met'hyl ) - am noJ- 2- net hoxyphenyl } - carbam ¢ aci d net hyl
ester;
{4-] 5 Br or no-t hi ophen- 2yl net hyl ) - noj - 2- net hoxyphen
1%”1}_0@51@551#1 accqEdige qwmng@p 9é1§1§ér13 wheremYls of formula
{ 4xfckAnfl uor o- benzyl ) - (et hyl ) am noJ- 2- met hoxyphenyl ) -
carbam ¢ acid propyl ester; 15
[ 4- (Benzo[ b] t hi ophen- 2y| nmet hyl - ( et hyI ) am no) - 2- met hox

henyIJ ar ba
o R PeIGRsT G hichitn g Prghaieiny? (A HHPRo- 2- et
hoxy phenyl }-carbam c acid propyl ester;
{4-[ (5-Brono-thi ophen- 2yl net hyl ) - (nethyl)an1noJ 2-nmet h
2lox4x cphpayhd ageardiagicClaig 19cwlerpindpid CHst er ;
(2- Met hoxy- 4-[ net hyl - (5- et hyl -t hi ophen- 2y|nethy|)-am
no] phenyl )-carbam c acid propyl ester;

24 4A[oAAmblib@hetdedAY to aryBic by Claimgi1nis] Wk GORT IO PO RARENY

| }-carbam c acid ethyl ester; 25

[ 4&XXXXlyor obenzyl ar ni no) - 2- nethoxyphenyl] car bani ¢

acid ethyl ester;

[4-(4-1sopropyl benzyl am no) - 2- met hoxyphenyl ] - carbam ¢
23ACAGogipayhd esdoeding to Claim 22, wherein T is a nitrogen atom.

{2- Met hoxy- 4-[ (3- nzet hyl t hi ophen- 2yl net hyl ) - ai ni no] phe

nyl)-carbamc acid ethyl ester; [4-(2,

5 ¢ . ' _ ) : i d
24; . %'floh‘g)gtﬁ%? S&%\é&ﬁé B 8fdm 22 MEhaeyPRenvddycaaban ¢ aci

[ 2- Cycl opentyl oxy- 4- (4- net hoxybenzyl anzi no)
2{) gg@gpgﬁg ?%@5&92 %) e egnlg)gf %ﬁlr%rs 1-24, wherein each R’ is

f | B@ESendenB) Esféo@@dlﬁaﬂlaﬂezg@ RO o@ﬁ@%@lk{e@?ﬁ 1, C.6-

ethyl™ ester; [4-(3-Fluoro-2-nethylbenzylam no

phalksty) ikysererydlgalianlyh it Gaatadk(enivp)yloxss teroxy V.
20a ﬂé %?yl ?}Zlgxyaggb%ogﬁége% P‘eﬁo Ci.¢-alk(en/yn)yl, NR'R”, S-R® and
SOzR , OF
two adjacent R® together with the aromatic group form a 5-8 membered ring,

which optionally contains one or two heteroatoms.

26 A compound according to Claim 25, wherein both R’ and R” are Cy.¢-
alk(en/yn)yl.

27 A compound according to Claim 25, wherein R is selected from the group

consisting of Cy_¢-alk(en/yn)yl and Ar .

28 A compound according to any one of Claims 1-27, said compound being selected

from the group consisting of:

{4-[(Benzofuran-2-ylmethyl)-amino]-2-methylphenyl}-carbamic acid propyl ester;
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158 [ 2- Benzyl oxy-4-(3 fluoro-2-nethyl benzyl am no)
phenyl J- canbam ¢ acid ethyl ester;

WO 2008082671 oxXy- 4- (4- met hyl sul f anyl benzyl am zzo) ptIEDKRA4©00186

anbam c acid ethyl ester;

156
en th|o hen- 3yl znet hyl ) - am noJ- 2- cycl opent
{%&g #{5 Zt? gog]g @etg@f{)%ljzmzyjh%r%ze)é’g){;dqeng}—carba%zc agzd et yl
est# (3- Fl uono- 2- rret hyl benzyl am no) - 2-i sopr opoxyphenyl J-
carbamic acid ethyl ester; [2-Benz _
{491 (Brpofib eBophest hplnetlpr b 2oy hppkenebainticd et
thyl ester;
es?ei [ (Benzo[ 1, 3] di oxol - 5yl met hyl ) - ami noJ- 2- i sopr opoxyph
{ﬁﬁﬁé}lﬂyt Zg?ﬁﬁf@dvﬁﬂﬁgp@ne} D¥leihy®ShiRlo]-phenyl}-carbamic acid ethyl
4-[ (5-Brono-t hi ophen-2
eé‘y:limet hyl ) - am no] phenyl } - canbam ¢ aci d propyl ester;

R PO R R B RGeS 4 BT BNy ¥ anbam
[ #—@‘4—&@&0-@1@@@?&7}2@8} -@tmethylphenyl carbamzc acid propyl ester;
4-1 sopr opyl benzly am no) phen If canbani c

( ‘Laéf 4%& WO f@gffZéﬁesu{fam[l)( B laidioph @hnezhyl}ammo}—Z—
mé‘zlhl)%ﬁz%%eﬂca(i%&f}%&@ﬂ}d}gﬂesgernet hyl phenyl } - canbani ¢ aci d

(R A5 ahyisbiopbpy Lhémaeny)-atimi] kaﬁﬂﬂh@ﬂylﬁ caRbanyt phiepybpyl
-canbam c aci d propyl ester;

estes. Met hyl - 4- [ et hyl - (4- trlfluoromst hyl - benzyl ) - ani no] p

{@g@)ﬁrbmgﬁﬂgﬁﬂ&r{éZ zgtlz)olr 9[91%’1%]0 y]l-zgﬁzlfez?lglﬁ)llzfifyb}e ﬁc%i;/blas/mc acid gﬁopyl

espamenyl } - canbamc aC| d propyl ester;

{4{41(5 [éé{ tg?{:?z%op ai- -y Wﬁ P/% &)ﬂz}é&e 5—%8))}2)%6}1}91}} carb%%g Ezco ?)?‘g vl

a&ﬁ Chl oro-4-[nmethyl -(4-trifluoronethyl-benzyl)-am noJ
4p enyl } -canbam c acid ethyl ester;

{ &B@ﬂoéb]éﬁzaplzewe% “Wipretipd)-arairay2gutttdpldn HeeaYuyicaridpdpy]
enyl ) -carbanzic acid ethyl ester;

4-[ (5- Brono-t hi ophen- 2yl net hyl ) - (nethyl)aninoJ 2-chlo
{2 Kipthonyl[¥5- p‘béﬁzﬁ)ﬂt‘ﬁz@pl@ﬁl ylm%ﬂzyﬁfﬁimib] -BB&BL)-carbamic acid propyl
2-Chl oro-4-[(5-chl oro-thi ophen-2yl net hyl ) - (et hyl ) am

yJphenyl } - canbami ¢ acid propyl ester;

[%.g@m%eég dn%ref mfep)yzgyey)gg DAL RO Res LgLaphen

{4-[(5-Bromo-thiophen- 2—ylmethyl)—amzno] 2- chlorophenyl}—carbamzc acid ethyl

es

ester,
{4-[(5-Chloro-thiophen-2-ylmethyl)-amino]-2-chlorophenyl}-carbamic acid ethyl
ester;
{4-[(Benzo[b]thiophen-2-ylmethyl)-amino]-2-chlorophenyl}-carbamic acid ethyl
ester;
[2-Chloro-4-(4-isopropyl-benzylamino)-phenyl]-carbamic acid ethyl ester;
[2-Chloro-4-(4-fluoro-benzylamino)-phenyl]-carbamic acid propyl ester;
2-Chloro-4-{[4-(4-chloro-benzenesulfonyl)-3-methyl-thiophen-2-ylmethyl]-amino}-
phenyl)-carbamic acid propyl ester;
{4-[(5-Methyl-thiophen-2-ylmethyl)-amino]-2-chlorophenyl}-carbamic acid propyl

ester;
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{2-d zloro-4-[inetlzyl-(4-trifluoronethyl-benzyl)-amn
WoR@hesasl} - car bai ni c acid propyl ester; PCT/DK2004/000186
{4 [ (5-Brono-tl zi ophen. -2 157
4&( t zylg (et hyl )am noJ-2-trfluoronetl|zyl phenyl}-
{4cHp unire-taiopberet priretbdl-eminolG-doompbendlraarbamic acid propyl
esi T/ DK2004/ 000186 159 {4-[ (5-Chl oro-t hi ophen-2
ﬁ ftret hyl ) - (et hyl ) am no] - 2-tri fl uoromet hyl phenyl}-
{ZGé'hbad A+ [¢5-aklotb-glibpflenesiptethyl)-amino]-phenyl}-carbamic acid propyl
4-1 (4-1sopropyl - benzyl)-(nmethyl)am no]-2-trifluoronet

EHJT phenyl }-carbaznic acid ethyl ester; 5
{4Lf(BLg&zﬂo ﬁﬁz pz%tj !mé%n) a%ki%j@r@ﬂ&%}?zéﬂzﬁ' Zcﬁ”@é’m?c ddid phdpor
ronet | zyl phetayl } - carbazni ¢ aci d

esfet; [ Met hyl - (4- trlfluoromstlzyl benzyl) amno] 2-triflu

net ' id ethyl ester;

R R Tl ey e R g Fpgsed e

{41‘ gymmaﬁ;tmdphtaﬁt@qy;ln}aﬂzs;gramﬁajzpc;sano;@em} -ELrBE a @S LRI
{4-[ (5-Brozno-t hi ophen-2

esy@rpret hyl ) - (et hyl ) ami no] - 2-tri fl uoronet hyl phenyl }-

{4{: f‘(rl?gn%1 ?])ﬂ? %%lgei ?Wéﬂ@?@ %’%Efo{iﬁ%“%’%g’ﬁygﬁe’(%hgf‘%ﬁ%p ?ARH %zethyl

eﬁ@{bamc aci d propyl ester

% 4-1 sopropyl - benzy] ) - yl )am noJ-2-trjfl uoronet
{- 1y gwrt?zLogé@rbgzzﬁrz@h%-lagzmcrjr%wfhowhgfzyl _carbamic acid

zsééw%f/ﬂes Snt - Butyl - benzyl) - (znet hyl ) am noJ-2-trifl uorom
enyl }-carbaznic acid propyl ester;

{4 K4{Mbﬂmlybeizeﬂ) (mez‘hyljwnmnjs-ﬂhyétkdv@zphqﬂy)}mrbmﬂc-ahd prdpylaster;
net .phenyl }-car nj 20 d t
(i ﬁﬁa@/té"iﬂ%hf’lr-%ﬁémﬂzyg@f@ﬁwl%? Rty b bimiansid
p,rogjypgs phenyl)-carbam c acid propyl ester;
5-Br ono-t hi ophen- 2

{ 45*[ ( MHV*O}WWW Y eeiimBY(wethyl) amioth €rmehoxap e jecanbindic
‘gﬁp%ﬂ’l ?‘%%ﬁ?r But yI benzyl ) - (net hyl ) ani no] - 2- cyanopheny!l
{4-[(GBRRBYIEopAEA-O- . BMY)) - (RSO amino]-2-methoxy-phenyl}-carbamic
acid propyl ester;
{2-Methoxy-4-[methyl-(5-methyl-thiophen-2-ylmethyl)-amino]-phenyl}-carbamic acid
propyl ester;
{4-[(4-Fluorobenzyl)-(methyl)-amino]-2-isopropoxyphenyl}-carbamic acid ethyl
ester;
[4-(3-Fluorobenzylamino)-2-methoxyphenyl]-carbamic acid ethyl ester;
[4-(4-Isopropylbenzylamino)-2-methoxyphenyl]-carbamic acid ethyl ester;
{2-Methoxy-4-[(3-methylthiophen-2-ylmethyl)-amino]-phenyl}-carbamic acid ethyl
ester;
[4-(2,4-Difluorobenzylamino)-2-methoxyphenyl]-carbamic acid ethyl ester;
[2-Cyclopentyloxy-4-(4-methoxybenzylamino)-phenyl]-carbamic acid ethylester;
[2-Cyclopentyloxy-4-(3-fluoro-2-methylbenzylamino)-phenyl]-carbamic acid ethyl
ester;
[4-(3-Fluoro-2-methylbenzylamino)-2-phenethyloxyphenyl]-carbamic acid ethyl

ester;
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{2-Cyano-4-[netl zyl -(4-trifluoronethyl-benzyl)-am no]p
henyl } -carbam c acid propyl ester;
W@ 20081082807 4- [ ( 5- br ono- t hi ophen- 2y| nmet hyl ) - ( met PET/PERIAO00186
Jphenyl }-carbaznic acid prg E ester; 30
en-

2- Bronp- 4- Ior tlzio 2 Ineth I znet hyl ) am
[Z{Q%igxmﬁy(ﬁ}ﬁu@éq) )élbggy@?num ypy ég:g%lga?ng acid ethyl )ester

C{RR el ﬂ'?‘%%%%‘%é@?éﬂ 13’1%@2%%%3 B SelpnIesey

{PBERIZ DA PRDLBBImet§d) -amino]-2-cyclopentyloxyphenyl}-carbamic acid
,ﬁ Bronco-4-[ (4-tert-butyl-benzyl,)-(nmethyl)am nod

aé, ?W} carbanai c acid propyl ester;

[4 B P[u@ﬂ&‘"}ne&ﬂjﬁbﬁ&{zlabﬁn@fz fsbﬁ%@fﬁ%%y_%%mw a9 Ber;
)-carbamc acid propyl ~ ester

(X oo s (amtrbopporsylansniayica] woybipriensi ot i
t
{f&'B? A)C) l[ gr@_ﬁz% 3- 5€yl netl %Z%lammloé]of-z?p %D(:%Weeﬁ’%} far l%lar%zglaﬁzd ethyl

aﬁﬁld propyl ester
2-10do- 4- (4- trlfluoronethyl benzyl ami no)
ér@/laﬂwcfé?oﬁél?fhﬁd’ Tagifel)-Gridtatohenylincarbamic acid propyl ester;

{J—Lﬁ/g g@iﬁgfb lhz gllﬁ*zgl!h Wdzn?eﬁ;ey lzrpapﬁc)mzc acid propyl ester;

ca r acl
[ 2{-Q'ycbmd45-( 41——1.5[oﬁr dpﬂzlben@ﬂ&}wlnp) pb&r@zﬂl—cfmﬂzamzc acid ethyl ester;

I ph d 1
{4y Qt’i el%) glr;zzg_th?)e eBEY eg %y{} g(é%ré &ezln%]-%cigzethyl;/?eez\)//l} cargamic acid
prbblNgEHY| ) -am nod-2-trifl uoromet hyl phenyl ) - car bai ni ¢
acid ethyl ester; {4-[(5-Chloro-thiophen-2

{4l (iels dpy oYyl berizplT méﬁzlvl)mhimykZanﬂhﬂyhe;pWewwmwdaémopyl ester;
j t | 15 ) ) )
PR ety G R Sy - g aynal bspliserlyimic acid propyl

esehenyl J-carbainic acid ethyl ester;
(4- Met hyl sul fanyl - benzyl am no) - 2- trifl uoronethyl
%&@ﬂw - [owihyhi(hirethubsulaeiltbenzyegmimo] -phenyl}-carbamic acid propyl
a&4 [ (5-Bronco-thi ophen-2
y hethyl) am noJ-2-trifl uoronet hyl phenyl }-carbai ni c

{ R SertBiapYBenS3)t-6héthylfumino]-2-chlorophenyl}-carbamic acid ethyl ester;
| sopropyl benzyl am no)-2-trifl uoromet hyZphenyl J-c

{iaﬂgé; q)ﬂ4c[ngélpé-(ﬁ-|tr ioézgﬂl@kzenzyl)—ammo] -phenyl}-carbamic acid ethyl

eskd= (4-tert-Butyl -benzyl am no)-2-trifluoronethyl
6ﬁenyl] carbanai c acid propyl ester;
{2-Chloro-4-[methyl-(4-methylsulfanyl-benzyl)-amino]-phenyl}-carbamic acid ethyl

ester;

{4-[(5-Bromo-thiophen-2-ylmethyl)-(methyl)amino]-2-chlorophenyl}-carbamic acid
propyl ester;
{2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino]-phenyl}-carbamic acid
propyl ester;

{4-[(4-tert-Butyl-benzyl)-(methyl)amino]-2-chlorophenyl}-carbamic acid propyl

ester;

{2-Chloro-4-[methyl-(4-trifluoromethyl-benzyl)-amino[-phenyl}-carbamic acid propyl
ester;

{4-[(5-Bromo-thiophen-2-yimethyl)-(methyl)amino]-2-trifluoromethyl-phenyl}-

carbamic acid ethyl ester;
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[2-Triuoronethyl-4-(4-trifluoromethyl-benzyl am no)
phenyl ] -carbainic acid propyl ester;

wQ 200448167 Tet hyl am no- benzyl am no) - 2-tri f | uor oneCTPKRHE1000186

yIJ car bai nic acid propyl ? ester;
(4- Met hyl sul f anyl - benzyl m no)-2-trifluoronethyl
{ 4;%%@41@”0@!1?0@&?1? -&-vauethy ) (oeyl) areiyp p@-trifluoromethyl-phenyl}-
i.ophen-2

“Zéb fﬁf{é'aﬁ?ﬁsJ 2- cyanophenyl } - car bai ni ¢ acid propyl
{4B[$¥Qfapr31@1l-benzyl) (methyl)amino]-2-trifluoromethyl- phenyl} carbamic acid

4-1 (5- Chl or o-t hi ophen-2yl m et hyl ) - am noJ- 2- cyanopheny
ety e8%8kbai ni ¢ acid propyl ester;

{4%4 %’f??t ‘}rb%gl))% (Pnfelle )g;gﬂi%ghj ?}%ﬂ%‘?ﬂ%é%?f%]%}/l, ~carbamic acid

Cc aci
eﬁbZeBPanD 4-[ (5- broi no- thlophen 2yl met hyl ) - am noJ

{4%%t§é(ddﬂz 876)?1%%/1}/?% 7p 'Yzl)]—Z %}gz}]sorr;omet 1y 2 e4n/y zE-;c2c16r Zmzc

m&geﬁggg@ﬁ4 [ (5-chl oro- thlophen 2
yl met hyl ) - anzi no] phenyl }-carbami c acid propyl ester;

{4} [MhyIre-meiisilfopt-bypgyoning] advirifboy pnethyk copkHranbaneic

ester:
“Cfcg t%t"lo‘?‘?gé)ﬂ (4-tent - butyl - benzyl ani no)

{4}0 SIRbrvGRI o?ﬁé)?—?{izhﬁ&hﬁ) -phemyl)aiemb BLstrifluoromethyl-phenyl}-
-Brono-4-(4-trifluoromethyl -benzyl arzz. i no)

awh@nvwwuﬁymgwhw@nacud propyl ester;

AT T A ™

cayb&michzwbdp;@pmeaw} 2-inetl zoxyphenyl ) - butyr atrzi de;
(5-Cnhl oro-t hi ophen

{49l %n!f 4Ry P]fylzﬁ?flﬁ’é)\](’%f@é{aﬁ@y@]p‘? Q’éfllfmr})mgt(}yg,plgﬁwg gearbamic acid
pﬁ#ﬁéﬂ&ﬁ | sopropyl benzyl anai no) - 2- met hoxyphenyl J- but yr

{ N(E/‘*e'(HBWJdﬂI%M ghethydnyhdrd-ngfudometlykohepphiemybdmioweyd

pﬁw£é”ﬁﬁtlzoxy 4-(4-trifluorornetlzyl-benzyl am no) pheny

R BSromethyl-benzyl)-amino]-2-trifluoromethyl-phenyl}-carbamic
{4 [(g Qh g%% thlgéheny Iweféyl)ﬁ;nlno)}’pfugg;-z

aqﬂph&n&h?@carban1c_a0|d propyl ester;
{%ﬁ\?{%ﬁ{ﬂﬁ%}%é{%ﬁ%@@g r%(@ %z;kz)oeﬁ 2. ¥rzﬁun0]rgm)eﬁzg]/ enyl}cc%';’?c%mc
a&gpk nggrobenzylanlno) bi phenyl - 2 yIJ carbamc acid

ﬁé¥ ester; 5-Chloro-thio -2 o
reyAoythigi e y&rzﬁhél)rfmetéyé}wv@ bcazﬁ%v’%)/l&%f@ﬁw acid

propyl ester;

{4-[(4-tert-Butyl-benzyl)-(methyl)amino]-2-cyanophenyl}-carbamic acid propyl ester;
{2-Cyano-4-[methyl-(4-trifluoromethyl-benzyl)-amino]-phenyl}-carbamic acid propyl
ester,
{2-Bromo-4-[(5-bromo-thiophen-2-ylmethyl)-(methyl)amino]-phenyl}-carbamic acid
propyl ester;
{2-Bromo-4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino]-phenyl}-carbamic acid
propyl ester;

{2-Bromo-4-[(4-isopropylbenzyl)-(methyl)amino]-phenyl}-carbamic acid propyl

ester,
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ester; [5-(4-1sopropyl benzyl am no) - bi phenyl -
yl J-carbam c acid propyl ester

wWOR§020€Dr o- 4- [ (5- chl oro-t hi ophen- 2 PCT/DK2004/000186

yl met hyl ) - (nethyl)an2|noJ pﬂ%nyl} 2- 20
{52 nyl acet am de; N-{2-Chl or0-4-[(5-chl oro-thi ophen-2

Ak 4‘(“?{’?@#5’%@%{){@31‘]@9@??}11 phemul}-carbamic acid propyl

egiret hyl but yr ai ni de;
N { 2- Chl or 0- 4- [ (5- chl or o- t hi ophen- 2

{3 Bresu bt [ dthyiey sy awmatilypbenryl) JanBno]-phenyl}-carbamic acid propyl
ﬁgenylproplonan1de 25
't2-C zl oro- 4-[ (5- chl oro-t hi ophen- 2

[ Y JsooF é}ﬁ/‘? @&L}%lﬁ@’%}h@pﬁ )éb;bagﬂé }ﬁzﬁ% i esfer

Pent anoi ¢ aci d | or O- 4- -chloro-t “zen-
(4 4rear hﬁﬂl)ﬂ-@mm]lil%@)r’d m@@phmmﬁl—@m bamicdeid propyl ester;
IR RS Bl bt Bt Gmlrod]-grha pid proeyl ester;

[ ;( VeRiohyl)-aemasliml zﬂ%ﬁbﬁﬂ&mzﬂﬂ) -BRenyBOcarbamic acid propyl ester;
{é%;lobutanecarboxy ic ac

dond-bf-64-malptripkiasind- I’ZPnbélﬁib(éWllel -Plesy Hydaybamic acid propyl
gﬁthyl)an1nonhenyI} am de; Cycl opent anecar boxylic
“aci d {2-chl oro-4-[(5-chl oro-thi ophen-2 yl nethyl) -

{4-fet Biyln) cartii syl piieylyle iy Bainiieo ] - Mﬁﬁﬂéh@ﬂ@ﬁgﬁenyl }-carbamic acid
PCT/DK2004/000186 162 Cycl ohexanecar boxylic acid

eyl &K or 0- 4- [ (5- chl or o- t hi ophen-2 yl met hyl ) -

{4 tzbﬁggl)%?ﬂé%%g@?@pl%ﬁhg?rﬁﬁlﬁoj -2- flgﬂu%l omethyl-phenyl}-carbamic acid

eMWhﬂthyl) (nethyl)an1nonhenyI} 2-t hi ophen-

[ ﬁ‘%ﬁ@’bﬁ?@?@ﬂ%y {8 rd- BB RSB RIS 1A Pid Hb extes
[4- g YRS, ﬁﬂ%ﬂl}mgyl&ﬁinowttmym%l%h@;ﬁ?} _8VpaRic Mid ethyl

| or o-t hi'ophen-2
&V@ﬁethyl) (net hyl) am noJphenyl } - 2- (4- chl or o-

{ 4P IZ‘ 1%{ @ aﬁz(%%teﬁ %e )Blgtﬁ{h&lg]angﬁ&]%tﬁ ﬂz%éreﬁze%gpl?enyﬂ— %pp %Qz_c acid

h@%&*phenyl) acet ani de:
2-Chl oro-4-[ (5-chl oro-thiophen-2

[ ‘gr( Wl’,ﬂ’lf(eﬂ’é)tlwm)%%fﬁﬂ%l%@éwﬂw pheryl]-¢apbemis-acid propyl ester;
[ zp—laﬁﬂay —buﬂz‘l:—%r?zmaglﬁno)-2—trzﬂuoromeﬂzyl—phenyl]—carbamzc acid propyl ester;
[2-Trifluoromethyl-4-(4-trifluoromethyl-benzylamino)-phenyl]-carbamic acid propyl
ester;

[4-(4-Dimethylamino-benzylamino)-2-trifluoromethyl-phenyl]-carbamic acid propyl
ester;

[4-(4-Methylsulfanyl-benzylamino)-2-trifluoromethyl-phenyl]-carbamic acid propyl
ester;

{4-[(5-Bromo-thiophen-2-ylmethyl)-amino]-2-cyanophenyl}-carbamic acid propyl
ester;

{4-[(5-Chloro-thiophen-2-ylmethyl)-amino]-2-cyanophenyl}-carbamic acid propyl
ester;

[2-Cyano-4-(4-trifluoromethyl-benzylamino)-phenyl]-carbamic acid propyl ester;
{2-Bromo-4-[(5-bromo-thiophen-2-ylmethyl)-amino]-phenyl}-carbamic acid propyl

ester;
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N-{2- Chl oro-4-[ (5-chl oro-thi ophen-2
yl met hyl ) - (net hyl ) am noJ phenyl } - 3-
W@E y@Hossxy| propi onam de; 15 PCT/DK2004/000186
N-{2-Chl oro-4-[(5-chloro-t h'iégphen- 2yl met hyl ) - am no] phe

.

{%% lf%'”%ﬁ(rz[éé‘g}’g’? %’%‘lﬂ%{?g?%ﬁgg%’@[fi@ﬂofzphenyl}-carbamic acid propyl
esydAret hyl ) - am no] phenyl } - 2- phenoxyacet am de;

N-{ 2- Chl or 0- 4- [ (5- chi or o- t hi ophen- 2
[3yBresnadt(¥-isapir ol emeylgininod pheny]-anéhaid aied prafl ester; )
[ %%6}277:2%%g?%%g%—??%&k@%g%ﬁgggﬁ—ecrc]z;bZaXJLzrcT?ztcz%r)opzy rgsrre]g] Phe

l 'f] J Dit-car ] ] ) -
I e o] Ehany 12 o P OVER - carbarmic acd propyl gt
[ a{quglm—é{T%:}met{i)(lgd]gtﬁylogeglemlQphghe;ﬁzl] -carbamic acid propyl ester;
NS Db DRSS BB
N WW-@V@PO&MOPMTQ?I&@ﬁhﬂﬁ&hz}n@m—ﬂ@ﬁwxyphenyl [ }-butyramide;

c[ycg ;J{but‘anecar boxylic acid .

NF-(% FQHBpﬂdbff'(zslﬂewOe}TZom?W@mkéwdkbwymmHyL ) - ani no] -

-, 0L aci d
VO AR R R BRI ERBSBIAS B - am nou-
NyjBddshpxiadi(de /B0 oyibYy bbexplnmivay) phey|-bugedilide; ]
{ 4%%%%1?{0%%40&%%15—_2%} 7|ngt51391}—tagzlii?o%bﬁ?z;nzz%bg%}pr}z)eilz)lzl}—-cc?irlr)]a;r;z(z?c c-zcid
pr%ﬂz?esghjl or o- 4-[ (5-chl oro-t hi ophen- 2yl net hyl ) -am i noJ

P

enyl } - 2-t hi ophen-2-yl - acetam de; WO 2004/ 082677
/. Zﬁ@zp“p@péﬂaﬂ[z(}g@g@@ylbzmlamino)-phenyl] -carbamic acid propyl ester;

- 4- z chl - thi ophen-2 .
/- 595’4%%1%4%c%b%ﬁ%ﬁnaz%%}%ﬁz@ﬁv&?—?il}géq amic acid propyl ester;
SHES IR phen-888hemy \inino ] -biphenyl-2-yl}-carbamic acid propyl
‘ KYE{ 2-Chl oro-4-| (%?ch%%g-t h|]op enyZy r#et hyl') -am n%]og’%e
estyjl } - 2- (4- chl orophenyl ) - acetani de; 5

R e ey
N-AQ{CH Gto-4-pGecilorottbiophto dgiméppwed 2y b yhdmanp.no] ph
phg%}/llcée-tg,;”(di fl uorophenyl)- acetam de;

N-{2-Chloro-4-[i (5-chloro-thiophen-2-ylmethyl)-(methyl)amino]-phenyl}-3, 3-
dimethylbutyramide;
N-{2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino] -phenyl}-3-
phenylpropionamide;
N-{2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino] -phenyl}-butyramide;
Pentanoic acid {2-chloro-4-[(5 ~chloro-thiophen-2-ylmethyl)-(methyl)amino]-phenyl}-
amide;

Cyclopropanecarboxylic acid {2-chloro-4-/ (3-chloro-thiophen-2-ylmethyl)-
(methyl)amino]-phenyl}-amide;

Cyclobutanecarboxylic acid {2-chloro-4-[(5-chloro-thiophen-2-ylmethyl)-
(methyl)amino]-phenyl}-amide;

Cyclopentanecarboxylic acid {2-chloro-4-[(5-chloro-thiophen-2-ylmethyl)-
(methyl)amino]-phenyl}-amide;
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2, 3-D hydro-benzo[|l , 4]dioxine-6-carboxylic acid
{2-chl ono-4-[ (5-chl ono-t hi ophen-2- 10

WQ koveiogaesl) - am no] phenyl }-am de; 2, PCT/DK2004/000186
3- Di hydr o- benzof uran-5-carpgxylic acid

Gy fllghéiwﬁzg%g b éﬁ‘% - %R)é ?f@?‘i" t thf(g gci?o_r%:thz’ophen-Z-ylmethyl)-
(mé)‘(%ém%&ffpﬁeyﬂﬂ &,gldghl ono-t hi ophen- 2

am no| phenyl }-3- cycl ohexyl propi onani de; 15
N- g&-chlowg-[m%mm@zdmeawlwrwtmv;arbﬂ)(anemctiyzv@earﬁ}%qhzoz:hmz—
o %zl p enyl }-2,2- dinethyl propi onam de;
af %2 Chl or o- t hi ophen- 2

N-gsd amowmﬁﬁmom kR dhen -y R IVEL tiydip @bk p enyl}-2-(3-

phenyl acet am de,
mepbcpa-plemIrtesmidehi ophen- 2yl met hyl ) - (et hyl ) ani noJ-2-m

NG Ol B elfore oA Bl PR A Pl eyl 25t ehtoro-
ph&biyhcapheidy) }rg tﬁ!ﬁggyl pr opi onam de;

\ %g- [ (5-Chl
N- @ {%914)-[ ({-icﬁ@(ﬁ% ]é(}?zl%ﬁézeg _yII')E@ﬁ;l[zyl)ammo] -phenyl}-2-(4-
me@ﬂf}?ﬁhﬁr@?"&é’é@?&_ 5- chI ono t hi ophen- 2yl net hyl ) - (et hy
N- {Q-EVﬁawo‘]¢—[Z5Wéioh¢y-lthzaﬂ1qah%ﬂ&lte}tk)é)céﬂcahml}jmmo] phenyl}-Z (4-fluoro-
ecarboxyllc acid {4-[(5-chl ono-thi oph 2

Phi%’?)e‘l’%%’&) Emet hyl ) anmi noJ- 2- net L§/I phenyl } - amI 82 o

1 a -
R L U e S

cycrie:{zd*xylvphz@nrycmudam de 30 Q/cl opent anecar boxyl i ¢ aci d

th| | )am noJ- 2
N PR Ty AP e b 22 L2
dzr{zékhj/l%)%ﬂ&ldhﬂﬂet hi ophen 2 yl met hyl ) - (an. et hyl )am n. 0J- 2
-am de; WO 2004/ 082677
ﬁtﬂhm@@g @%M%hwaie% -3 bmeryisoeobwbeniit-éphen- 2

(et hyl ) am noJ- 2- met hyl phenyl } - 2-t hi ophen- 2
phgn&{}%g%%)éfreﬁ de; N-{4-[(5-Chl oro-thiophen-2

N- Yi—ﬂkéiibyzl [(5(dk&irhyhz))phaim2}ﬂn29th)d) -kt erigl }-2-pf8rylacetamide;
N—?}stct}z 0)%p4h? g-ch%o;o le lOp}lT;n S—ylmeﬂzyl) amino[-phenyl}-3,3-
dimethylbutyramide;
N-{2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-amino]-phenyl}-butyramide;
Pentanoic acid {2-chloro-4-[(5-chloro-thiophen-2-ylmethyl)-amino]-phenyl}-amide;
Cyclopropanecarboxylic acid {2-chloro-4-[(5-chloro-thiophen-2-ylmethyl)-amino/-
phenyl}-amide;

Cyclobutanecarboxylic acid {2-chloro-4-[(5-chloro-thiophen-2-ylmethyl)-amino]-
phenyl}-amide;

Cyclopentanecarboxylic acid {2-chloro-4-[(5-chloro-thiophen-2-ylmethyl)-amino]-
phenyl}-amide;

Cyclohexanecarboxylic acid {2-chloro-4-[(5-chloro-thiophen-2-ylmethyl)-amino]-
phenyl}-amide;
N-{2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-amino]-phenyl}-2-thiophen-2-yl-

acetamide,
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5 N-{4-[(5-Chl oro-thi ophen-2

ylinetlzyl)-(nmethyl)am noJ-2-net hyl phenyl }-i 7i al onanzi
wa@ 200a0887Met hyl ester; PCT/DK2004/000186

2|— (4- ﬁh: orophenyl ) - N-{4-[ ($zchl oro-thi ophei z- 2

-(nzethyl)am zzo,J- 2- h - 1 de;

N—&-&i@%—é&é—péﬁﬁq%}ﬁ% ﬁ—e%yéve%zyl)%%in%}-ﬁlfjgwé—(.?—cet am de;
meYllogrgﬁﬁéﬂ}ﬂk-)abétbﬁ%el;zyl ) ami noJ- 2- met hyl phenyl } - 2- (4- 10

nmet hoxyphenyl ) - acet am de; N-{4-[(5-Chl oro-thi oghen- 2
N-{A-Chistrbaft[) S-Chlet dviliyrtien rdsgin@t bk winp hpheO} - 2-({-4hlorophenyl) -
fl u% ophenyl ) - acet am de;
acREIUYE[ (5- Chl or o- t hi ophen- 2yl met hyl ) - (et hyl ) ami noJ- 2- m

N-€ @i1’05’9@!0[5(5—}:7’1@7‘0%5}5@%%#}7%19@!—@&% V- BBenylB2-(4-
2-Chl oro-4-[(5-chloro-thiophei z-2yl znethyl ) -(nzethyl)
medri R iaphemgelpméds banzi ¢ acid phenyl ester;

-hl or o 4- - ¢hl -3 hi WAV -

R 5 L L PR ALY A TR
acktdmidd; or o- 4- [ (5- chl or o- t hi ophen- 2yl znet hyl ) - (net hyl) an
2, 3;?@?10] r&%g&l@ﬁ % ]%E%?ﬁ%%—g?)?l{gﬁﬂﬁﬁ%ﬁc{l Egkc)};ltoycly—zl-e[? .} —g);l'oro—thz‘ophen—Z—
ylfé%@ﬁl”ly’wfﬂ%lmﬁ&m noJ phenyl}-carbamc acid butyl
2, i—Dil@ld’bmbﬁezéﬁ{rl(zfé-ﬂﬁmb’mlit hiidgBeihiorayh-[hetlogbyhiophetby| )

am noJ phet - car, ' id h I ter; 25
yl’{{@g}iﬁﬂm@f%’(@%ﬁﬂr’%? ot hiaglphei z?)z% ot h§|r) - (met hyl ) am
N-I{%;%#&B%p(k}cht(‘ogmgﬁimena ! gzerﬁrmhﬁr@p%mz;wz}-gst er;

{2-Chl oro-4-[(5-chl’oro-thi ophen- 2yl et hyl’) - (net hyl ) ai n
cyelnbdyfpnepighdmider bami ¢ aci d but-3-enyl ester;

- - 4-1 (,5- chl - 1. hj - 2y -
MR el ke BT Bl PR
dith§pk8)iOncnill;>- chl oro-t hi ophen-2 _ _

VB 5ok Wetmigigy o st ey Dankin] 3 mens et 2

PRRUSHENTEL Carbanzic acid 2. chi o obensyl cater; VO
N-20045-OBRBI-Thi bl KAMADOGIRID ) amino] -2-methyl-phenyl}-3, 3-
dimethylbutyramide;
N-{4-[(5-Chloro-thiophen-2-ylmethyl)-(methyl)amino]-2-methyl-phenyl}-3-
phenylpropionamide;
N-{4-[(5-Chloro-thiophen-2-ylmethyl)-(methyl)amino]-2-methyl-phenyl}-butyramide;
2,2, 2-Trichloro-N-{4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino]-2-methyl-
phenyl}-acetamide;

Cyclopropanecarboxylic acid {4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino]-2-
methyl-phenyl}-amide;

Cyclobutanecarboxylic acid {4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino]-2-
methylphenyl}-amide;

Cyclopentanecarboxylic acid {4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino]-2-
methylphenyl}-amide;

Cyclohexanecarboxylic acid {4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino]-2-
methylphenyl}-amide;
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165 {2-Chl oro-4-[ (5-chl oro-thi ophen-2 _

yl rnet hyl) - (nmet hyl )am noJ phenyl }-carbam c acid
wW@20hiogasopr opyl ester; PCT/DK2004/000186

{2-Chl oro-4-[(5-chl oro-thiophen-2

]\Jé}% %hll%)?yféioﬁa%/ -é—é}?gft%?/i»()%et%ylyamm%?-rzbn?er?hflp&nyl}—2 -thiophen-2-

yRadedarkiltb,or 0- 4- [ (5- chl or o- t hi ophen- 2yl met hyl ) - (et hyl ) a
m noJphenyl }-1-naetliyl-1- propyl-urea;

N1{4{&f5@ﬂl@pd wpflf%2ﬂ¥m@‘ﬁﬂ)1(MB@mmmZ] Phmetilyhdm(apihy| )

2- fluorophenyl)-urea,;
'722{}158’%%%{52}%0%{&’%(% chl oro-t hi ophen-2-), | nethyl)-(nmeth);
Nt 1 orpheidphdn-2-yZndiy EvDdRbRaGE o -malongmi

L3 Col ot o471 (5. ohi or. Lhi ophenc.2 11 neLmyl 1 et saf ™

“%ﬁé???f/ﬂ?ﬁﬁe’” 2, 2- trifluoroacetanide;

Z_W—@Z%@ﬁ@%%—gf EP’ gggieonlihﬁ%hen -2- lm%th&% éﬁzefkyQaVF;}ojz? (4-

methubphephkasdigmidect am de; 1? o

N'yr ﬂli-é-iﬁ}:k)e’ 0%@@?&%/1 xf g(ﬂ{lﬁ o) tgﬁ%th)ﬂc}iem-goi -4-methylphenyl}-2-(4-

n t d

' EMS[??Z’% u)gbrl%&%@l?rgl ?P]uo(reorret hyl - benzyl am no) - 2- et hyl ph

Ndﬁf &Cézé]rbahqopheaef-gi’lrmthyj -(me8plpmmino]-2-methylphenyl}-2-(4-
rolphe -N-{2-met hyl -4-[ (6p-tol yl oxypyridin-

ﬂuf'% het"ﬁ% U o] phenyl }- 20 acet ani de;

NNﬁ{[ZNFV h%b Etﬂzvbﬂeﬁ—ﬂybhét@ﬂ)lﬁﬁ&thwdrﬁlﬁ@ﬁyln?élhﬂﬁl)enyl} -3-
utyranii

CJ’EZO((;ZQM’@EW%W&WI )-N-{2-nethyl -4-[(6-trifl uor onmetliylp

{Znghlggﬁg ?féy lcﬁg;a&yl zgph%n—j’] )%eﬂB;B?(“ yetl}yl)%i%%o phenj/l} carbamic acid

pHebyl dsBerchl or o-t hi ophen 2yl met hyl ) - (et hyl ) am noJ- 2- net

{ 23&3’%{5? gﬂj{ 319’?134@ {hz@lrkém?yylmﬂ{y{)dﬁwfltyll)w@sglmenﬂ}ﬁa@amzc acid

1) -am no] phenyl }- butyram de;
be”?%tg% 4-(4-trifluoronethyl-benzyl am no)

{2pGloyd-¥-/ Cacari-thiqudied-2pImethyswethyl) amino]-phenyl}-carbamic acid
l\%{(tﬁ Chl or o- 4-[ (5-chl or o-t hi ophen- 2yl naet hyl) - (ni et hyl
i5qbunie¥6T phenyl } - 2- (4- 30 chl orophenyl) propi onani i de:

{2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino]-phenyl}-carbamic acid
butyl ester;

{2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino]-phenyl [}-carbamic acid
hexyl ester;,

{2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino]-phenyl }-carbamic acid
4-nitrobenzyl ester;
{2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino]-phenyl}-carbamic acid
but-3-enyl ester;
{2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino]-phenyl}-carbamic acid
but-2-ynyl ester;
{2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino]-phenyl}-carbamic acid
2,2-dimethylpropyl ester;
{2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino]-phenyl}-carbamic acid

2-chlorobenzyl ester,
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[ 4- (4- Chl or o- benzyl am no) - 2- net hyl phenyl ] - car bam c

acid ethyl ester; {4-[(6Methoxy-benzo[b]thiophen-2
W@ evaokpslr) - ai n. i noJ- 2- met hyl phen. 111 } - car bam i BCT/B&R@4/000186

propyl ester; WO 2004/ 082674; PCT/ DK2004/ 000186 166

{2 &é}’ll%gﬁq ﬁs}c%zzgfp% Qngg yﬁn%&ﬁi%%@%&r}m&o })heny%lucar lnlnznc acid
3. MO,{O%,@ Pg@&t hyl am no- 3- net hyl - benzo[ b] t hi ophen- 2
am no) - 2- et hvl phenyl)-carbatnic acid

{Z-MMpyl-tl—é(ét(édoroEﬂnophen 2-ylmethyl)-(methyl)amino]-phenyl}-carbamic acid

N-{2-nmethyl-4-[(6-trifluoromethvlpvridirt
> Bg@.’s"J\;?’p’le l@?fﬂ‘f}r) ai ni noJphenyl } - butyram de;

3-f-CArotd-9- [fﬂc@éﬁdlﬂﬁ iéﬂ&)l))lm@ﬂzﬁzl)%J&ﬂﬁ@ammo] -phenyl}-1-methyl-1-
yli net hyl]-am no} met hyl phenyl ) - 2- ( 4-

rramirrasphenyl ) - acet ani de {2-penzyl oxy-4-[ (4

-z BRI I A DAL B0 ORIl ihd) SERATY2

ﬂuf;)rdph@;@b)em?eyzl ) - (rret hyl )agi gﬁl\]ofgenyl }-thiocarbanic acid

N- ﬁ %(%91‘6[ (51?? 659 ﬂz@ﬁfﬁ[m(a%rp’lﬂr?éw f D(Jﬂﬂflfle/of/efﬁw@n%;?)?

mﬁzﬁé?rog{;@t m‘1615 {4-[(7 Di et hyl am no- benzo] b]th| ophen 2
-am no) - 2- met hyl phenyl }- carbai ni ¢ acid

N—gj? ﬂbgdrodslf( é{cizloi:a{t@oﬁjg/azzl Ophratkpl oy ind] '[D(lényl} -2,2,2-
f| uorohenzyl) - (net hyl ) am noJphenyl }-3-ethyl -urea; 2
IRERTRECAIEE Ry | pent anoi ¢ aci d

N-Y 21 et higho-firik ﬂrehrz j‘zl%iéﬂ?/é)%ﬁz‘hb}th c&zﬁz@ﬂzymmza@iphenyz.z.yz}-z -(4-
phenyl J- am de; Met hoxy- benzo[ b] t hi'ophen- 2
ﬂuymnﬁewwqet@nﬁdﬁo) 2- et hyl phenyl }-carbamc acid ethyl

N- ?%%‘{rﬁ%ﬁlﬂ ?%éfl’? p?zppy%tr oe %@ﬁ) ﬁmea}ﬁ amm(r)]] O‘?henyl}—Z -(4-

chw?r o) h-aebMeide;
- Fl uor ophenyl ) - N-{ 2- et hyl - 4-[ (4- et hy
[ 4ﬁﬁdﬂwrgy4~p T ey y/] besexigrinoidrme v iphe!/- ca; bamzc acid ethyl
eS%penyl }-acet am de;
,’3-Di met hyl - N- (2- et hyl - 4-[ (2phenyl pyrim di n-5
2- - Fiedorophpmd iNREL pbsdpbidy ¢6-p-tolyloxypyridin-3-ylmethyl)-amino]-phenyl }-

acetamide;

N-[2-Methyl-4-(4-trifluoromethyl-benzylamino)-phenyl]-butyramide;
2-(4-Fluorophenyl)-N-{2-methyl-4-[ (6-trifluoromethylpyridin-3-ylmethyl)-amino] -
phenyl}-acetamide;

Pentanoic acid {4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino]-2-methylphenyl}-
amide;

3,3-Dimethyl-N-{2-methyl-4-[ (6-p-tolyloxypyridin-3-ylmethyl)-amino]-phenyl}-
butyramide;

[2-Methyl-4-(4-trifluoromethyl-benzylamino)-phenyl]-carbamic acid ethyl ester;
N-{2-Chloro-4-[(5-chloro-thiophen-2-ylmethyl)-(methyl)amino]-phenyl}-2-(4-
chlorophenyl)-propionamide;
[4-(4-Chloro-benzylamino)-2-methylphenyl]-carbamic acid ethyl ester;
{4-[(6-Methoxy-benzo[b]thiophen-2-ylmethyl)-amino]-2-methylphenyl}-carbamic
acid propyl ester;
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but yrai ni de; {4-[(5-Chl oro-thiophen-2
yl met hyl ) - am no) - 2pyri di n- 3yl phenyl }-carbam c acid
weeinloswst er; 30 1 Am no-cycl opropanecar boxyl i BCEDKA004/000186
[2 met hyl - 4- (4-trifluorom gthyl -benz))I ai ni no) -

| oro-thiaq

{4y %&25'{0? ?*?irﬂ ypl%ﬁné Wf@ﬂ’gé)pwznpljmumlmef%@’rle}%aﬁ%%m40 jagid

JRELGer- et hyl ester;
¢ ﬁf% ZerMEt hyl - 4- (4-t rifluoromethyl-benzyl am no) phenyl) -2

{491 pPimehyabing-3-acthdibene]b Mo 2I@AL-DB2ET) -amino]-2-
04/ 000186, , 167

”Zeﬁ-c(rl%fzeﬂ’ CRAPHE PGS 1, 3- di met hyl -1 H pyr azol -

3, 3 DAREAYILN- {M@@l—ﬁf{éﬁ%}‘lmﬁbﬂﬁﬁﬁxﬁz) 1dt-3-vImethyl)-amino]- p/zenyl,
2- di met hyl pr opi‘onam d

bugrramigeiret hy| - N-{2 nret hyI 4-1(6 phenoxypyridin-3

a/8 Y en 0 !
NP R R b Ry PR e B bt
ﬂum?dpﬁ@ﬁ)ﬂpbzgaljamwz& %l acet am de;
oco-t hi ophen- 2yl net hyl ) - an no] - 2- (
{2mg»ﬂw4{(43ﬂzmbwwangrhvlmwaﬁ%e@a Aesarigimigaeghs-efy!
[(3-Metl | -4propoxycarfbonyl am no
p]ﬁenyl am no) - met hyl ) - benzoi c acid nmethyl ester; 10

(20 [cRopblatyhosth~A4F (¢ Shior dlichzyF mmmwmzwwwmmmrarbamw acid §-
}g?en yl )-2-inorpholin-4 yl-acetamde; 2,

eyl pfidat hyl - N-{ 2-net hyl -4-[ (3-nmeth)) 1 -5

N- {‘Z@%ﬁlg&éﬁ%ﬁ%n —erhéfﬁ}t%%{ﬁ%d}{Pﬁf’zgp Zp@B}?ﬂ}LZ-}M ~fluorophenyl)-

acglammdeny| ) - ami no] - 2- i odophenyl } - carbani ¢ acid et hyl

T e i he o R PR DaD apine s mstindRlary Vs
caPBlhid A dropflGstef- [ (5- Chl or o- t hi ophen- 2

yl met hyl ) - am no] - 2- qui nol i n- Sé phen%dJ car bam ¢c acid
1- é& ﬁyerlozeeméoxy- (fluayabensyh) Heeidph arpdo et

SR TR R R ARt
ph@ﬁﬂphmzm to any one of clains 1- 25 28.
{4-[(6-Methoxy-benzo[b]thiophen-2-ylmethyl)-amino]-2-methylphenyl}-carbamic
acid ethyl ester;

2-Amino-4-methyl-pentanoic acid [2-methyl-4-(4-trifluoromethyl-benzylamino)-
phenyl]-amide;
2-(4-Fluorophenyl)-N-{2-methyl-4- [ (4-methyl-2-phenylpyrimidin-5-ylmethyl)-amino/-
phenyl}-acetamide;

3, 3-Dimethyl-N-{2-methyl-4-[(2-phenylpyrimidin-5-ylmethyl)-amino]-phenyl}-
butyramide;
{4-[(5-Chloro-thiophen-2-ylmethyl)-amino]-2-pyridin-3-yl-phenyl}-carbamic acid
ethyl ester;

1-Amino-cyclopropanecarboxylic acid [2-methyl-4-(4-trifluoromethyl-benzylamino)-
phenyl]-amide;
{4-[(5-Chloro-thiophen-2-ylmethyl)-amino]-2-pyridin-4-yl-phenyl}-carbamic acid
ethyl ester;

N-[2-Methyl-4-(4-trifluoromethyl-benzylamino)-phenyl]-2-piperidin-1-yl-acetamide;
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30 Use of a pharnmaceutical conposition according to
Caim?29 for increasing ion flowin a potassium

wa@bangde7df a manmal such as a hunman. 30 31 UsRCT/DK2004/000186

according to Claim30 for {he prevention, treatnment or
inhibitign of a disorder or_condition beipg .
N-(.ffe@J ﬁtfﬁ‘sér'}a%’”@%e’éﬂ%‘y*ﬁér‘é’ﬁé’@ ~Hawvie6 Tyﬁ"%f%dﬂwg%?}u%n
medym D_Z%gghegﬁa%g@gl%mg{decondi tion is preferably a

i Sorder or condition of the central nervous system
2, Mpinzlyi 103 2@ RET](DRRO®AYHOBIBE -y Inedy bamise/-pleeplidi ng
to C ai,m 31, wherein said disorder or disease is
PropITEItey fromthe group consisting of seizure
N-fBRITSLYUS 4SHFIN 0 RS HNB S M Bo) - B ISY 1R8I Bt Al dS etamide;
epi lepticus . 5 33 Use according to claim31
[4—éﬁa€élgr@rﬂrin@lan'rzTylmélwl)rmina]—@dﬁdveaﬂz@wpﬂwdf%ylbﬁhwl]-

Cm,spgirgc(:&c%geh{ ?‘%Pe group consi sting of neur opat hi ¢ and
m-grai ne pgln di sorders such as al | odyni a,

4- i3 pestiali gepiop opRarbonplaadii o phdpgidimindyem etpidttehoipatid methyl
related to diabetic neuropathy and neuropathic pain
eslgial ated to migraine. 10 34. Use according to claim31
r SOf r ; | T
e R 32RO Ayl ctamice,
2, 2dD st by e 1¥- { 3 wedihyd st- ABoaaghyy-5-plpemésoabiol- ey lmashy Biamino -
di sorder, panic anxiety, obsessive conpul sive
PhegylishrgRionaddds al  phobi a, performance anxiety,
{4 POSERLS- 8RB h - 2Y 1nfRy1 bR P ﬁ@fz‘od@ﬂiéhﬁl 1 2hFiRSEc hEAGHDBster;
adj ust nent ‘di sorders, "hypochondri acal " di sorders,
N-BlofAr Ghlbumitaaplice Tt anl derols iedgphieniioBi & luspinbentll
%hob'as danxiety di sorder due to general nedica
ac %Wﬁ%tﬂ%n and subst ance-i nduced anxi ety disorder. 35
{4 0BRCRIR 81 Klo PRkt By hethyD-@rhino Pt ALk - 29 Uphdnylbdirbdhr acid
di sorder or condition is selected fromthe group
ethyb@sérst i ng of and neur odegenerative disorders such as
20 Al zheimer's di sease, Huntington's chorea, nmultiple
scl erosis, anyotrophic lateral sclerosis,
Al DS encephal opat hy and ot her
iﬁ?ggkﬁgﬁggglated encephal opat hi es bei ng caused by
rubella viruses, herpes viruses, borrelia and by
unknown pat hogens, Creutzfel d-Jakob di sease,
Par ki nson' s di sease, trauma- induced
29 nduploaegengical donnwsitidh c3hptisiag ane or shiorgpliaomedeatimlBl

characterized in _that the disorder or .condition i )
acceptaﬁ)?e carlglers or dhuents and a compoung according to any one ofs claims 1-

28.

30 Use of a pharmaceutical composition according to Claim 29 for increasing ion

flow in a potassium channel of a mammal such as a human.

31 Use according to Claim 30 for the prevention, treatment or inhibition of a
disorder or condition being responsive to an increased ion flow in a potassium
channel, such disorder or condition is preferably a disorder or condition of the

central nervous system.



selected fromthe group consisting of neuronal
hyperexcitation states such as in nedi canent
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wowvdahadswaml or by intoxication. 30 PCT/DK2004/000186
168
32 Use according to Claim 31, wherein said disorder or disease is selected from the

33

34.

35

36

group consisting of seizure disorders such as convulsions, epilepsy and status

epilepticus .

Use according to claim 31 characterized in that the disorder or condition is
selected from the group consisting of neuropathic and migraine pain disorders
such as allodynia, hyperalgesic pain, phantom pain, neuropathic pain related to

diabetic neuropathy and neuropathic pain related to migraine.

Use according to claim 31 characterized in that the disorder or condition is
selected from the group consisting of anxiety disorders such as anxiety,
generalized anxiety disorder, panic anxiety, obsessive compulsive disorder, social
phobia, performance anxiety, post-traumatic stress disorder, acute siress reaction,
adjustment disorders, hypochondriacal disorders, separation anxiety disorder,
agoraphobia, specific phobias, anxiety disorder due to general medical condition

and substance-induced anxiety disorder.

Use according to claim 31 characterized in that the disorder or condition is
selected from the group consisting of and neurodegenerative disorders such as
Alzheimer’s disease, Huntington’s chorea, multiple sclerosis, amyotrophic lateral
sclerosis, AIDS-induced encephalopathy and other infection-related
encephalopathies being caused by rubella viruses, hérpes viruses, borrelia and by
unknown pathogens, Creutzfeld-Jakob disease, Parkinson’s disease, trauma-

induced neurodegenerations.

Use according to claim 31 characterized in that the disorder or condition is
selected from the group consisting of neuronal hyperexcitation states such as in

medicament withdrawal or by intoxication.



