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WO 2006/ 003494 PCT/ | B2005/ 002002 -1 CHEM CAL

COVPOUNDS The present invention relates to piperidine
walesoowed4bves, to processes for preparing thenPCT/B2005/002002

i nsecticidal, acaricidal, nolluscicidal and

nemati ci dal conpositions cooprising 5 themand to

met hods of using themto conbat and control insect,

acarine, nollusc and nenatode pests. Piperidine

derivatives wth fungicidal, pr ' are di scl osed

in for exanmple in é%ﬁéﬂégch’ fiéﬁ¢§§vsurpr|3|ngly

been found that certain piperidines have insecticida

10 properties. The present invention therefore
pr Ghiegessent ineéttiod rdhtes tnbigtiidige dedvativag, rt@ptqcn@es for preparing

I nsects, arin tod S, Or.
theng,dainseeid ajpiﬂawlﬁ@l ysqigdat o gepa 6121612‘30&}1’051“08% gymprising
ther? bnd & B g@{f)f RHRCGEOhL D Ic&in a%ﬁtc%ﬁﬂfolkﬁisét Fﬁ@éﬁi’neaﬁlollusc and
I nsect1 Cl caricidally, nematicidally or
nmnmwdb@@a30|dally effective anDunt of a conpound of

formula (1):.15 R3a (Ra)p TZ.R .(R4n Rl .
(1 Poerice derigongs e etsbprapa s ra g e i GHepl n
EP484717 0 2; the ring Z T 20 is a 6 nenbered aromatic
ring or is a5 or 6 nenbered heteroaromatic ring; Z
andt Has mvesyrprisiagly byerafosind thae centain piperibines bordnsecticidale
=C- or -N provided that both are not N, WO
Propagdes 003494 PCT/ | B2005/ 002002 - 2

The present invention therefore provides a method of combating and controlling

insects, acarines, nematodes or molluscs which comprises applying to a pest, to a locus of a

pest, or to a plant susceptible to attack by a pest an insecticidally, acaricidally, nematicidally

‘or molluscicidally effective amount of a compound of formula (I):

R;a /R8
R3
(Ra)p

A

{ | _R2
B )
(R)n Q{\

R1 0

Y is a single bond, C=0, C=S or S(O)y, where m is 0, 1 or 2;
the ring

is a 6 membered aromatic ring or is a 5 or 6 membered heteroaromatic ring;
| |
7 and Z’ are joined by a single or a double bond and are =C- or —-N- provided that
both are not N;
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R1 is hydrogen, optionally substituted al kyl,

optionally substituted al koxycarbonyl, optionally
waamshomt ed al kyl car bonyl, am nocar bonyl, optPCHEB20§5/002002

substituted al kyl am nocar bonyl, optionally

substituted dial kyl am nocarhonyl, optionally

substituted aryl, optionally substituted heteroaryl,

optionally substituted al koxy, optionally substituted

5 aryl oxy, optianal ubst it Ut ed het ey oar yl oxy,

o o s Bidioeeh befpea b ieed sl L epRey hsiieY atioxyearbonyl,

.Qnkti f . i | sdituted
B e L e e
alkydhinosab byl safimnally subdtimyec dalkiklemjhqcafbonyly pptionally substituted aryl,

optg b TpsH B4 Gptiodl g PRI kR LR e s

. , |
ory B E PPERE AR ed K SHBLY, SoREhaly Py aRE hettrocyclyloxy, eyane,
optiopallyosudbtitytelihllsanlyk toiptiomatly shiedtidutedalkynylopptiomally kybstituted

supstituted heterocyclyl or and R14 together with
cyclogtkyly opHeRHIV Y OHHPIH Wﬂ@@lﬁgrygjfgw Py ?He%%ﬂgii%ﬁﬁfbﬂefocydyla

] ~ 7 a3 3 140 L3
op B o A hod Forey art Ry enre drdepudity
hydseseancoRM) epticndilgtsabsityted alkyl, optignallyi sohstitetgd egibtaptionally

one or two further heteroat sel ected;fromQ, N.or S
subatﬁatemeteﬁoarnla9ptwa8pstsw&t}§}t?<§ﬂ§%g¥§¥kﬂr3%1 ndogsher pgth the N

; ' Gyt Ly Lpub gt 1o B 1

amlglltﬁ)eﬂ , ﬂg%% Y g{?g#ﬁg)élhesd E%%tl ??lrf%ﬁg d Q&?;T(E@? , ILI}ép?{i oﬁltaII{I 3h§ﬁ “ogether
with tHesX iatoumt ecwhiciltheyopt attavakd forsiebfive, tsixt @theeenymempered heterocyclic
_optionally substituted heteroaryl, optionall .
ring Whishinpa outaie pas ol yxtherdietatpatoms sole ‘2%@%8»71‘1 of §pnd which
3o GuigSLARTERRPSRSK oLyl K IFA R s
alk@pbptivially yulsstibieted alicbeyd optigallyrsubgiitited atyil yopsiohalty substédted aryloxy

heteroaryl; R2 is H, hydroxy,. optignall ubst it Utseeh.
opt&nngxyuwﬁﬁ%?ﬁ heserapms oplipralisubstifuts I@ﬁIe}’gla&ﬁmﬁéior R R RO, RY

am@igmta?%&ltcﬁ gﬁ%egbﬁ&ntdgg G BYRal alii?heh&dflg“o %@inﬁéﬁilcllently optionally

menber e teroc I'c ring may optionally
substtuted alkydneptionalinsubstititel aplt @roptioha bt sibstitntehhe®@roakylor
S angd_ which may be gptionall ubstituted by .Cl-4 )
al kB\? is Hihyalrgigh eam%wly(wb%}t%@ OXY@r §Iiio fjﬂxﬁbswme&g%lwh orR!
2 ' S, i I5_ o B3R hich
e BRI K L URER Bk e (GiRploerc JRIr EoRE e whic
mafapigeilly cohtatrDonecither, hetqpoatomalelepted s O, Dt @B @il Bhich may be
al kill , . optionally substitut eﬂXCZ 6_al kenyl,
optispelly mehstitted by Ci atkal Coa hgloglkil orhalogsps i onal |y
subst i tyt I / ' y substituted
21151 B QR RS AERBRS o QR
al kpPagNecRT Bar? togticr Gorad 4 forsdybst i t ut ed
di al kyl gmi nocar bonyl, optionally substituted GC3 7
cyc p@\ﬁI B?‘ylrs ,md@p@md%\ﬁv bglogem sitra, GYans- apymally spbssifmed G alkyl,

S ti : te I | . su ' :
or BBy SRR CLS AR o PR PR ATCRL B Mol st
alkeRydagivak/l, ypsomglyisubitiatea aldylashonyl ppiiamudlylsybstituted

substituted heteroaryl oxy, optionally substitut egFI )
alkylokynedarhengh, optigwBbSUb#hted ikylamumorabomyleoptionally substituted Cs.7

“in endent hy:dr.oge I . 0al:
e dSERERYY see PG oiori s iy S g DR Ky
sub3Ettd BERAQBRIAOGRi omaBy substituted alkoxy, optionally substituted aryloxy,
optionally substituted heteroaryloxy, optionally substituted alkylthio or R?'R?N where R*!

and R* are, independently, hydrogen, C;.g alkyl, Cs.7 cycloalkyl, Cs.¢ alkenyl, Cs.¢ alkynyl,
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C3_7 cycloal kyl (C1_4)al kyl, C2_6 hal oal kyl, C1.6

al koxy(C1_6)al kyl, Cl1.6 al koxycarbonyl or R21 and R22
wo ogehiBar4s with the N atomto which they are atPeEDiBd05/002002

forma five, six or seven- nenbered heterocyclic ring

whi ch may contain one or twoasfurther heteroatons

selected from 0O, N or S and which naybe optionally

substituted by one or two Cl.6 al kyl groups, or 2 5

e RS RHE RIS ST, S Gt
and R&* gg&fﬁﬁl With 9‘{)6 Maideh %%&Jch"‘dﬁ{g' DY atth D FRY P Bve, six or seven-
op y s y | 1

t1rona ubstituted ogen; nis 0, 1, 2, 3 or
merdber&Bhéterooydlicaing whick nagtcohtatrexheadr kyb further heiesdatoms selected from

0, N 91 S oniMrnibees Seiioss Tk GBI by SRR syt BDS, or 2
. i tut oDk i

o RIS o iy Pl o om Ao WS Iy bR g 4.5

6,01 Hemperd kamptycliopt heteaddyylictids tvhich trexy tel dpgionalthorytituted by

or optionally substituted al kenyl carbonyl; each Ra is
halqgeaapisifdnt| 301kl ogen, hydroxy, cyano, optionally

subgsd.i t uf: I . ' e
SR LGS oy BRIty
sub&ithic@Alyhyl, sptisially ytiestituted kytoatien beaptiphallyopibstiusdd ayyl, optionally
substituted al kyl car bqn¥l , optionally, substit t(ﬁ(d 15
subgfitripr ahsomp.cantionaly subsht e@r?avlpyy»msgwlkylﬁugaﬂmte alkoxycarbonyl,

di_ah k 7.Nac ' ' .
or B ARASRER SR SRLARREL, uSpiRL] ittty
s ubgich Rutie thdepsrdlenity kalogaphidrogy, lcyands upsdriallytsebktituted C;.5 alkyl,
heterocyclyl, optionally substjtuted al k&xy, . bstituted
optiopellosretitated (Ers alkenybripyallyspbstitpige o alkggyl, optionally substitute

substituted. - ' i t:
L A L S
alkY bR ciRB3ndAnchtiR2dla sehstihnetbdialkgmiihycariongt, ogonalighuBstituted Cs.;
al kyl, C3_7 20 cycloal kyl, C3 6 al kenyl, C3 6. al kgnexl ,
cyckpliyl.optipaallepbetcuted anylkgntionedy eifuled hejsroatedy ogtionally
al. k . N (o) .
s AL fonfy Sy PSRRIy oA By
optfdilﬁn%f] aulbfstitt@ed ISdtero @yl oxey eptiomeiipartetitutest Ak ylthie ldptionallygubstituted
whi ch nay, contain,one of two further hgtero%o
arybblloe)éﬂ?ed{ fNovhere RN and RS alf?dlrvéﬁp%ﬁleﬂ%m 986 Sriat Akl Caa

ubstit ut 0 | 0
oM. bl Grda P e te R G o R CR S b 2
alk3y(ENBalkyE CRG RikomyesBorhh or RE @R Rebgether imditieheNdeorh ty which they
H or optionally substituted alkyl; p .is. 0, 1, 2, 3 or,
arepttaehed £pms a fiveNsin oF sRvniRRpRased eferaCyisgigyclymay contain one or
f or qul I i Pl t hy -
o B G 3 i SRR eyl s b
onEOMoC A dlkyd Yedups SRR AfdupLattaohey 1o thershnnd odrboretom are =0, =S,
thereof in all proportions as well as isotopjc fo

I.nNs
=NRbe iCRsRd ahees Rb.dRe ashivé aredaderspdansly i1 oy eitionatly sybptituted alkyl; p

. et al one..or Qs t | arger group (such as

15 (gllkgbe({/?r % q?&%@f%}gﬁéﬁ t}lglg?ﬁyl car bonyl ,
al kyhagdapsaideonydrmulh @) iy axisiiacifféenydepmetricor optical isomers or
straight or branched chain and is, for_exanple,

tautarnérid forras. nYhis inveption poveralbsich isomerp antt {pptomersgnd mixtures thereof
in eillfgro\;/)%)rtlzogso gs/ \gvg éé? 14so 0%-]1-(4 %o?r%(s) Qgc/hoag %glgt%raté(f'compounds.

Each alkyl moiety either alone or as part of a larger group (such as alkoxy,
alkoxycarbonyl, alkylcarbonyl, alkylafninocarbonyl, dialkylaminocarbonyl) is a straight or

branched chain and is, for example, methyl, ethyl, n-propyl, n-butyl, n-pentyl, n-hexyl, iso-
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propyl, n-butyl, sec-butyl, iso-butyl, tert-butyl or

neo-pentyl. The al kyl groups are suitably Cl1 to Cl12
wa@bkdoglogeoups, but are preferably O -C o, norePCT/IB2005/002002

preferably Cl1-C8, even nore preferably preferably

Cl-C6 and nost preferably Cl4C4 al kyl groups. Wen

present, the optional substituents on an al kyl noiety

(al one or as part of a b5 larger group such as alkoxy

oo SRR, SRR B ST PR g s

C; t9id,J B ¥1C%fai(i}, m'recplt(é@exgblgml@l@' Hdte préfelta’éfsJ @1-Q§)tdv@1ﬂﬁiok6/

subst | 6 or hal ogen),
prefengblyqakfeeah)y C(- Ctssmi mostpirefar@ﬂy §1-Cg alst gnoups;d with Cl1 6

| k hal d Cl 10
2| bt i e R S en S et iy BloASnnagy ot
| 1
i S AU Bt et o
d1a1b3dhmmhﬂbxbnyslm betidewhne dy moﬁeot?halo)gdnomltrhyd:}@nq, NGheCa.7chieloalkyl
(1tseé]y %}fc%la \ ﬁgq%{;‘glg%) \!vis t I 1@1@@8 LDt %%ty%ldaIWenyl (1%61{6 optionally
| |

subﬁﬁfﬁé?%‘i@? i @5{1 0 al 8 V\xﬂe#f%dr%ﬁ}e @é rugik&)%’ hl‘? 1(Pﬁk8?§'9(€hio%1k0xy,

tﬂ(moalhﬁ&ﬂﬂ’lﬁﬂl%bmmm Gﬁ edlkDXﬁirW)n&K& QQAlkgotyt, Enmo l(améktecy, aryl(Ci4)-
the cycl oal k group s t| onal | 8Ub5ti ? th
alkoy (@/hgqq&;p ala(i/ SIOLp 6‘“9%3? onal substitute 3.7 cycloa oxyvxw ere the

cyclio%il&gﬁrgﬂg (ﬁ% oD é&%@d@vﬁﬂlqlty 18f Mﬁﬁ)?érﬁ (@é"@%ﬂ&nyloxy, Ca-10

gro p I's optiona bstltu

alkyalykoslys SHE d[l},()lalkw}hlcﬁ had h)aibdikdflﬁud) faoylyC 1r4)811{x16110 (where the aryl group

is oplipiAly SuhielEd) Cé.-f Surorig e ees reatlo i Gobn N Resigpatty
sub%t&&{e? ﬁf(@' 5%/115 y(i SI oﬁ?ﬁ)yﬁﬁtﬂ% g}ﬂlykﬁ %‘aik{dthw arylthio (where the

trlary
arylagrkmb Q;afplmﬁally sublﬁﬁ(ﬂ;edﬁQJs@ﬂl@ﬂduhﬁo}m]aCb@hg/lbalkylsulfonyl Cis
m_nocar bony kyla nocar bon

allcpilf ny ol S BERHS WS g GpeAe (R ] D ey be optionally

B

alkylod® oyl LEO6T,, C;.dialkoky&yladryy,| aarinomctzmiyh 63 ls caﬂ«ylanmmombonyl di(Cy6
h =NCal_kyl , = | oal k d = | ' | f
Al BB APYSBNLE -+ TRBIN-(ar sk e brfata i arbonyloxy,
t |
ary RHBSRYIbAY Eilere EEHAREM] sloblibuly PRAERAL Y, |
di(GuhsikitanfisdatbiohilodL, rindck yhotoms D dlpiny N Celphtizyand =NOary]
1S, 0 pt 1 on

e e 5Bl i Sl b S st oot
| X
s Bt SHA g LB 0 LR Ge Ble, atory

(wKéie theal-H{ydrowgris bph@gfb]ly)subﬂnmtﬂd)),, hét&ro@q&d))tgy (winire the heteroaryl group is
(C1_6) al kyl am no,

| kyl bo
OptheH:z[ s@asamfgd)cw@eﬁgﬂlﬂm@% el 59ﬁ>§ Pgreépes optionally

R o e ) ST By o .

alkﬂb&ﬂb@ﬂylaﬁiﬂwl‘ﬂyéclQMle}ﬂ&rb(tﬂyb-I\a((w o) kylapirios O@Lph]kemyibdrbonyl Cas
substituted) and arylcarbonyl (mhere the ar 1T%rou
alkppiileasbenily Cs-sotksuatsicathoay) Coplionyryershoy oxydarbonyl (whee

/1 B20Q5/ V.
theﬁlgli group s op@ ngfzsubﬁt gﬁéﬁﬂoérrylg{}}g% l ¥1Je g}ﬂgﬁ Sr?f %‘Ggp tbtionally
subshiitah kenyl noi eti es, mhere approprlate can be of
either the (E)- or (Z)-configuration.
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Exanpl es are vinyl, allyl and propargyl. Wen present,
the optional substituents on al kenyl or al kynyl

w0 p@baeBa94 hose optional' 5 substituents givenP@bmB2e05/002002
for an alkyl moiety. In the context of this
specification acyl is optionally substituted Cl1_6
al kyl carbonyl (for exanple acetyl), optionally
substituted C2_6 al kenyl carbonyl, optionally

bst i | K | . b ' ] .
: 3 béli(%ﬂ%}g {ag% a%mqgg% tb%?ﬁ\{m %)? E)r} &lgng% gggtlﬁag%}l? & it()fanglrled chains, and
the ?ISQEI%}{P Rlidties, WHES apprdpBste @h Ve dTeithGARO@Y br (Z)XohEp@gtioh.

uorine, .chlorine, brom ne or iodine. Hal oal kyl
Exagipbespse aingl, allkydndgrepapgylwhi ch are substituted with one

or re of t sane ,or, djfferent. hal o at o and .

ar SVbeS pressainiir ncash Stehines & oGy o TRtb e Hpse optional
subdilEeri OBl EX b thih AkPSARbySPeci fication the terms

“aryl™T "aromatic ring" an “aromatic ring systent

r eflarthd contéxtgf thisspendicalivrcacyhizyopbienattynmubstitbted Grs alkylcarbonyl

tricyclic, Exanmples .1 f,such. rin i ncl ude enyl
e M A S L
alkﬁﬁ/ﬁfaﬁfoﬁlgfj o?fiéﬂall%@ﬁb’s@itﬁtéd RREAMonyl ForP&@kipOBenzb$i§ of Stithally
"heteroaryl™, "heteroaromatic ring" or
substiteted hemraampitarbonylng systent refer to an aromatic ring
'system contai ni ngh&tﬁ | east .one . het eroat om and
corE?lgg‘i_’Wé PRECIH0S, PH‘@T%OrrlPﬂ’&%r of two or nore
f usﬁﬂoﬁl’l&ﬂ%’ upd &E 61FPEbups Whidllafe SubBgkatadiviikh 686 3hoke\d the same
to three a 8 Icyclic systens up to four heteroatons
or differetit hdldgen2fbms afdeara by extsenid CFaNCFiAnCRi CHl oo F2CH,.
oxygen and sul phur. Exanples.of such groups incl.ude ,,
fur%tﬁe EHETHAE ?hedgrﬁear wePI%?%W$?®Si az Boypatic ing” and
" icXidd 4yt Sylstel i XREXL, bi- or tricyclic. Exampl
i P e K e P e i or tricyelic. Examples
of sticRrigoinahidapbémil,, naphthalénylx atdh@zmﬂ,l indenyl or phenanthrenyl. A
preéngdéérﬁ)%?(giﬁaigg{g%iﬁ Iniacéltlspn? ﬁ}aegml Y o‘%%%ﬁ’r?al‘yl”, "heteroaromatic ring” or
“hegerg’aréfngﬁé ﬁﬁg @fs@élﬂ‘zjrefel' & a ato AL - AEQly¥tbm coBMirdifY bt least one
pyrimdinyl?y pyridazinyl, pyrazinyl, 1,2,3-triazinyl,
hetdro@tofh drrdi niistihg eitheBpba singlezingydr of 2Go bemwpof fwsgd rings. Preferably,

single g@'gg S Egﬁtgiﬁgﬁ% FrPe Syt saa 3&) T four HefRESitons which will
pre%‘?ﬂ}/ ﬁQEﬁBs@ﬁ ;ﬂoﬂ nittBEAE A% 54! b sul}BOZ | BR%FAS M such groups include

enzi m dazo 2,173- benzoxadi azol e quinolinyl,

furyls thigniyh plyirolll, pycazohyd) itmigdzolypht, Batteiazaiyl, 1.2diriazelyl, iokgdolyl,

soSeo T PSR Lo P BB S R By,

1,2 %ﬁéﬁd&%mﬁ %§-tﬁi§-ﬂi‘a§§lg§ 10068811 O l4-thiMid-81yEN|2,5-thiadiazolyl,
t , Pyl 30 1yl |

triazi nyl’, i eny oxazol ylI, isoxazolyl,

pyrilyl, pSrintidingk aghidzaiy, pymakinyhj b2,0HyikzinVID! 200616084 948,5-triaziny,
PCT/ | B2005/ Q020

2 -6 The terns. hefer cle, .
benggtiyloBSAES rwhf%_éw%%ylﬁ&%? i o glsel&ﬁ&g}’ﬁ?%olyh
ol O 0. 05, BB ST 12
berlzs aafitte @hinslirgh, ikéquirsolingl; lcinmelidyl 3pldhaazihgln gyinazolinyl,

tetrahydrof uran and norphol | ne.. VMen,Qrei%gbé t he d
quigpxalisnh meplfbyidipyebengobiazingl engRye Pipridmy L pagindelizigyl. Preferre
exa%;hé@ oﬂ{égerggreélatic radicals include pyridyl, pyrimidyl, triazinyl, thienyl, furyl,

oxazolyl, isoxazolyl, 2,1,3-benzoxadiazole and thiazolyl.
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5 hal oal kyl as well as those optional substituents
gi ven above for an al kyl noiety. Cycloal kyl i ncl udes,

we ywbomepyl , cycl opentyl and cycl ohexyl . Cycl pel/kengd/002002
i ncl udes cycl opentenyl and cycl ohexenyl. When present,
t he optional substituents ongcycl oal kyl or
cycl oal kenyl include C1_3 alkyl as well as those
optlonal substituents given above for an aIkyI nnlety

ocC cI|c r i ncl ude. aryl G cl oal k
APRE il nekestof B b ARGt Contining up o
10 a‘% §§ Irlclud @neQﬁ' Rl fereﬁﬂ/ SHOS thlo) BERroatIRLdefibted from O, S and
ependently, fromhal ogen, nitro, cyano, NCS-, Cl 6

N. Ekekt;tplps Gﬂmﬁh halge ailckyde, 1 mloeohn%datyahy@mﬁmpan&morpmns

cy c‘?’ggﬂ R’f%’@%g gi’??o‘@i F%H%e%m&?&‘?‘f% 81(5%? ei-s@fkyg and Crs
haldd I&X bs % 1 Q?klﬁﬁ@ B%MOr@s%sﬁﬁﬁ%ht@ ?%ﬁ%bvé f 88 lafkyl moiety.

opt’i onal substtftuted wth 1 al kyl or "hal ogen),
h y ctﬂymkqa,lk}(lljndlwdeﬂl ckdryrop@] ejral)omhm 2yq Cyclokekal. koxy,

! ) al S| |yl (CL 6 Cl. 6
k‘g‘@”ﬁ"i’ Dohieladss )Ry S igb RIS koxy.
S UbSt i Bt e%lt kmé Y)pHSIF%; gg}%tlgl{éﬁ%%ﬁ'%éyg%%pOf %ﬁﬁtl&eﬁﬂf?lhélﬁde C1 3

alkyl s @l als yhosx yopn()mﬂ eulstmtmtscgmdncﬁ:loky Ifor@m@dlgfl nwiety.
optional l substl ut ed w t aI g&en)
c2. Ggbogye %H?B%W ocyg

al k\yhgﬁbcy Crﬁ'l%a% E)ypfhb] @lﬂg‘sYlltJeB’tsQ)n ﬁ'&yér(lgerée)rﬁl ¥ ka8 &

I 0 (where the’cycloal kyl group is ‘
1ndemahdemhz|, Frgmshsbsgdeint nitredcyand INC3-, €13lakgll, ©rs hahmlllq@,e(h)s alkoxy-

(Cal WS4 SR o B P sy loft o3l sl optonally
sub?drlt:ﬁ%ggiﬁg'g ar]{ é%gﬁ#l@hp alky ab‘a{lf(érﬁll' htseﬁfo\f)ltlﬁh‘e{lf}%ﬁétltuted with

aryrdi(Cl_4)

C1.{ &lkylbr dlbloghn, Aydrosy,|Gily alkokyGilis a]ﬂ(yky(Cﬁ;]g)amoxy, tri(C 1.4)alkyl-
al kyl car bonyl

Sﬂ%ﬁ%lﬁlﬁ@%ﬁoﬁw alk@iycerbgwl&ﬁ]—’amaﬂ%?g&xéc Hy %?0%06%1&%1(01 -+)alkoxy

(WI% { ))?sﬁ:%&%glg: fg% ll'y s%b&%ut@wg%w%{ﬁ ))/)lr g;l( %/g—ﬂcyﬁ C;.7 cycloalkyloxy
(wlﬁateyﬂle aybioaiktfbgmup ISd‘Jp(tlﬁihal@ subkiythgediwith Cas dbylydrdelogen) ¢b-10

b5y A broks i amd B foondPily ot o o
cyc‘ﬂ@a@lgl F(T&I}fé%( Eloglﬁgp%eﬁ%ls o%ﬁ%ﬁélﬁps)ﬁ%ﬂtluteﬁ'\hﬁﬁbf 3 alkyl or

opti‘onal t'y su tute al’kyl or hal ogen

haleganl) Qﬁ&CﬁMﬁ(}éﬁlM{ﬁ@)’aWyltbroo aylth®, 63}3)3 abyblfynyl, Ci.6
substituted with Cl 6 alkyl

halpaiReelaG Gret WGP othrls B IBReS s, S Jakytsist,
arsRRG L ER B Lot Sl BIAR) alkyloarbonyl, HOLC, Cro

alkOﬁdaﬂfd)ﬁM yms$ndeaitiohyl, €4l Nkiyhnﬁﬁoc@r‘t&inlyy Idl(ﬁh s BlklyDepemipocarbonyl, N-

ng, Cl 6 al kyl ani no, dlf % k nlno %0
(Cla;| qllg,yl);hlr@maﬂlgﬁﬁy}pémnocarbony Ci% alkylcarb ny oxy, arylcarbonyloxy,

o O S R B s

hetbtoaryd (ifslelfgfpﬂbﬁallﬁsub‘sﬁtateﬂ vﬁﬂ‘t Cppdkﬂyor&mhgbn}, hetenbcywly]t’(ltself
hal ogen or Cl or two_adjacent positions

OPtmnaayyubS@wt%weth&trawﬂksé g bdngamyAsKORy Gvhre dha Yk Py i optionally

oal ] TP S Sl o
optddall subitdtb® fvithubstallkyd enhalof@r), lesterb C}Qﬂylh}%t @vtmae the heterocyclyl

i nclude aryl carbonyl am no S ere the aryl
group is optionally substituted with Cy.¢ alkyl or halogen), ammo C1.6 alkylamino, di(C;.

¢)alkylamino, Cy.¢ alkylcarbonylamino, N-(C;.¢)alkylcarbonyl-N-(Cy.¢)alkylamino,
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5 group is substituted by C1_6 al kyl or hal ogen),
(C.6)al kyl oxycar bonyl am no
w@ @beB)abKyl oxycar bonyl - N- (C1. 6) al kyl am no, PCT/IB2005/002002
aryl oxycar bonyl ami no (where the aryl group is
substituted by Cl1_6 al kyl or7hal ogen),
aryl oxycar bonyl - N- (C1_6) al kyl am no, (where the aryl
group is substituted by C1_6 al kyl or hal ogen),

arylgz{i é@ﬂ({%{?@%bg ?@Tg@ %E{}?el‘%c?p%ﬂi{ﬂ&%%&éﬁpedi with halogen or C;.¢ alkyl)

or ti@5 YHRR EQﬁMJ}ﬁSNSn( £alar§) & Hevdr A NG sted1asEbE brlisédAo ffeuEs, 6 or 7
10 1’s substituted by Cl_6 al kyl "or hal ogen), )

mermabertd dirb@ych) ait hepéranyalic ringhiésedf aptienaltysubgtityiad with halogen or C16

T SRR T S A
groﬁﬂs%ggsgiztul\te@ﬁif el g ?/fk%ilmgmél nf,‘(ﬁﬁ&)@lk&fb&y&@ﬁ(ﬁ{y@cﬂﬁﬂlb group

iI's su tuted yl" "or ” hal ogen), .
(C1 BrilgioyyabyidN-10;.slkgeming erietyenboydpinofvdge ths aryl group is

sub%i‘lﬂk;%é '@g{u g%}}%’gﬁ{ : gg e(a§ giégm%&wg%ﬁ%ﬁ’g%b@%ﬂa%% {where the aryl
0 ﬁsgﬁb{g\l\%@egﬁ &1 AR m&%en},%rﬁgﬁlﬁﬁbnyﬁﬁﬁih@(‘?ﬁ&ﬁ @l’é@ﬁ?ﬁ’éroup is

b
m no re the aryl group i's substituted by Cl
substititeld byiC _shatityd gehdlogen), arylsulphonyl-N-(C.¢)alkylamino (where the aryl group

TR .
sub%#tjp%f%g')%}%ckéﬂf}}? BF¥Alo %I{B%w@rﬂl\é‘wh&éﬂh@ Qryl group is substituted by Ci.6

ylam noc C1_6) al Kyl” am no, :
alkylroy halvgacheteronyl advirodwHsyeathk pbtemmiyl @ravpds substignted §y Ci.¢ alkyl or

hal%e;ﬁ%e?@%b atg{‘l}%&&%e?%@gﬁgg@{yéﬁ g%’[lpgia %‘qqqgsﬁl)te%dcl-s alkyl or
hal%g%nﬁ?&ﬁgqogggﬁrgﬁéﬂ E)I%ra%ﬁo Sdtb&tyl bbRA dle, ShikSlaminocarbonyl

S I tuted "phenyl noietiés,
amine} ahaindoatboaparhiaberteae the agyl @y is substitpedbeCr-ealkyl or

b g B RS RS e O GRERIER] Yo by 1.
alkgl]({r%ag):g % %%1 ﬁﬁllﬁ%arbog}l-ﬁ-qél_ﬁﬁﬁéyl %151;31160(,5 afiel galkRxdnocarbonyl-

1.6 hal oal kyl thi o, )
N-@, ¥)alis i bfinvy hryldiin6cdrbdmydNe(C sdrlkylraplino @he the aryl group is

o Tt Sl oo b S S BN et

j t
amg#ok‘gl%;%gﬁrégdg}ﬁﬁ , iRESS%%%utgé B%Z%E}Ziﬁ pf(é;a;;ﬁbvﬁgr ei n R25, @ A that
- R26FoiRiBstitntkd BASnyA meoietiesdlrgieno lapg he goupsrit igpreferred tha
o ore Fﬁ{tﬁ@&&%@‘frﬁqﬁ%&%&pﬁgg }:été(fﬁg%}ag{ggna ,’{%ﬂgﬂdcl s haloalkyl
ONHIBPISHH . A » C1- ,
' e ' | BhlohiRSlthio, C;.
C: GERURACIRla AN, 36 % HRS: L Kb BB RIS TP BilokSithio, Ci
alkty{]sdﬂnsrtv,mmg hhlttbﬁlkygpﬁ}ﬂzy,:(am aﬂiqusﬂtifo:iylj, Ctu,ﬁ hﬂsamcgﬁu%% |\?2-6 alkenyl,
ose ere e dial ky oups toge r W, e
Cr ahDRRKE et AIKY) Gty SIORITh e GY o LR ble Cig kS lgatbonyl, Ci
alkgg)yc%ﬂion @?{zelq oD RLHIBRY: 1 GyHel Y RM RN R¥BY, CR¥LAL Andependently,
ore or two further heteroat ons seFec’:ted rom WD
hy #0861 HA34MPCFLHBAGREHA62 OlRtitueBts@re dtybandheterdarghgrohps.

I32| 5 tci@ﬁ(ne%]lyllcéoéjsgai%%{k%éﬁ%g@és%@ﬁ@%@éﬁ%}%ﬁ%@ Rfﬁt@dq%igfqla\émre of the
sarﬁé&ﬁtii?f%%glg?ﬁﬁ%éno%{t&hgg two groups on an N atom the

S are suitably pyrrolidine, piperidine,

t hi NP EPbwlndRest@skhandipiiglainieo actituent ivdhidethoseywitee the dialkyl
substituted by one or two i ndependently selected
grqupd tagethst with thg Ngbem to which they are attached “form a five, six or seven-

membered heterocyclic ring which may contain one or two further heteroatoms selected from
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5 Preferably the optional substituents on an al kyl

noi ety include one or nore of halogen, nitro, cyano,
woHaRe003dh4 i o al koxy (itself optionally substitRCEIB20§5002002

G _lo al koxy), aryl(Cl-4)alkoxy, d-lo alkylthio,

G -1o0 al kyl carbonyl,.d _10 akkoxycarbonyl, Cl1-6

al kyl am nocar bonyl, di (Cl-6 al kyl)am nocar bonyl

(C1-6)al kyl car bonyl oxy, optionally substituted

Wk Sashpicy Oonely s%fiﬁbﬁ?té e P ORS Ry lesred
(C1 %1%&%@1 Fié Wg&ﬁ ﬁébtfaro@ﬁﬁic 'alle ﬁ)ﬁﬁ@& by {8 ﬁﬁg Wb @roup% on an N atom,

hal ogen) 7 cycl oa
the myldhﬂg hhgmyde suﬁﬂ)lﬁpyi'kdigdlmsu pfm:n;iin,e thiorﬁorgh(klmewldfmqryhohne each

of v iy 04 S HRA S o P (G M.

tr 'P?éf)é*a% 3& 'Bﬁle P r?aFl gﬁ‘tﬁgiﬁégenﬁ AR rﬂﬁéle@%@ﬁdé MRYrIné?8 of

al ken I nc one or nore” of hal ogen,
haloged,| nige d:y%o TH(%G; ICaad zklkbxy aﬁe]Aoptl@iaéﬂlyrsebiStmpth bn&hi-o alkoxy),

bstit t f t Cl-6 f bl
aryl(%a?@%@fyghﬁ‘a+lo 5%13 e@f@@% y arrb'0§ éraﬂ AorSeinopbieCie
alky 191385} 0 i ue 4 Slrﬁnoéﬁ ﬁg&lb}énﬁbﬁy, oElgnally

i'ona ubs or cyc |nclu e
sub:iiitﬁt}éﬂ phbl@ll dgaﬁd’ﬂoz&yld ary&y@nmyloﬁfboﬁybﬁc_whe&dogybupshd@pcyﬂyl

hetqrqa@qcbfé@xy, Coa cg@@al]gdt(lttﬁ%ﬁ diﬁ;o%n §é$ 'flé{l;lit n\%)ﬂ} g&g @E}t{} glalogen), Cs.
; cy%Q%gB%ﬂ% Jeoal en ébl fsﬁf@ O}’c él%ylgt%lgr glglcrﬁcgﬁ’)ﬁﬂ(ylsﬂyl

prefe

‘fl’l((bﬁlﬁigﬁgl@il‘yll(@lel)fk@iﬁé?ﬂyzdlﬂ?agﬁalkﬂSlﬂbdﬁﬂﬂi M)alkymléé?ldglal ftﬁﬂ tiigfylsilyl.
- cycl oa a a
h etl@p@g@h}y (1@ 1&41 eyl st%wg N %%@qyé g?g%é éI}CS],Hl& %/)6 fnore of

t bstituted by halo, nitro, cyano,
hah%}{ﬁﬁg %ﬁla %%ngmflﬁroal kyl, d-6 al koxy, Cl-6
- hal A@Jréf@bf@’d ofitionél subktytient! foomsterocylylGs & kylksll i nyl ,

Cl1-6 al kylthio, Cl1.6 al koxycar
al klgneéeaaﬂﬁmw QRHPRY oSN 96 ﬁwqoaﬂ%)ﬂ 1?5(561%1&6}1%@%0 and Cis
lk}EiOSItI ons on the 30 heteroaryl system may be cycli sed
o forma 5, 6 or 7 menbered carbocyclic or
het Ble@eylY it optiong, subdtitedrits fopicydoalkenyl schstei G utadid/lhaldgen and
hal ogen), aryl (Cl-6)al kyl (wherein the aryl group may
cyape optionally substituted by halo, nitro, cyano, Cl 6

s SR M g v

are attkout Belofvonyl , C1_6 al kyl sul fi nyI Cl 6 al kyl thi o,

ClL 6 al kox carbonyl, Cl 6 al kyI car bonyl ami no,

ar_PT@éﬁ‘?l‘ lsacﬁm%‘\?\bo Qe CHdsi tions on the aryl
Sys [ i f @ 5, 6 or 7 menbered
car ngl %{yhgtae?@gy |dcafr| ng, itself optionally

SUbMdstpi’é Mlehsh}H(Dgen) Cl 6 _

g:gt( f&%ﬂﬁ;% lls }T;fdr;gg(eilcss)s gllkly(ly Ci. 6%;e>tlrl10a{kv}\ﬁ1,lé:12 hgﬁ)%lkgfi Cs7
oycloalkyl(C4)alkyl, C1. alkoxy(Ci.¢)alkyl, heteroaryl(Ci.s)alkyl (wherein the heteroaryl
group may be optionally substituted by halo, nitro, cyano, C;.¢ alkyl, Ci-¢ haloalkyl, Ci.¢
alkoxy, Ci.¢ haloalkoxy, Cy. alkylsulfonyl, Cy.¢ alkylsulfinyl, C;.s alkylthio, Ci.6
alkoxycarbonyl, Cy.¢ alkylcarbonylamino, arylcarbonyl, or two adjacent positions on the
heteroary] system may be cyclised to form a 5, 6 or 7 membered carbocyclic or heterocyclic

ring, itself optionally substituted with halogen), aryl(Cy.¢)alkyl (wherein the aryl group may
be optionally substituted by halo, nitro, cyano, Cy.¢ alkyl, Ci6 haloalkyl, C;.¢ alkoxy, Ci
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5 substituted by halo, nitro, cyan, ClL.6 alkyl, Cl1.6

hal oal kyl , Cl.6 al koxy, Cl-6 hal oal koxy, Cl_6
w@bkdoglsdbf onyl , Cl_6 al kyl sulfinyl, Cl_6 al kyl»&i/m82005/002002

Cl 6 al koxycarbonyl, C1_6 al kyl carbonyl am no,

aryl carbonyl, or two adj acentp-positions on the aryl

systemmay be cyclised to forma 5, 6 or 7 nenbered

carbocycllc or heterocyclic ring, itself optlonally

T L N T

lafnknd, 28583 ditly Ent PokiBdMs ohelaryl s stem may be
alkyﬁé Ff)ﬂn I?ox c allﬁklyl sulofaé)ﬁarjﬁlc @811 6 Sél(l)k Iesa/ 7 Y

cycliSed 6o ﬁ)lnln)d 5 7] Ql‘ 7 m@fhbareé Icmbnglypap loo hyﬂel;oc@_hcﬁmg, 1tse1¥ optionally

o G SRR S RRSBY . 5 i ay ppomns

subgtﬁ?ﬁtgal ?/'ﬁaloI 1?1 o, ct?ya'ﬁgr@eé' '{ﬁﬁlylc@{ beayaliic C?Eal'k@f(ﬁ Q¢ ¥aldatkoxy, Ci.s

tse i‘onal Iy substituted wth halogen),
alk}@-ﬂiﬁnﬁ L Kpx ykaEﬂllffhyh &healkyttkip, Cphelkoxyca(rbdm'i &1 allfyécarbonylamino,

e SR e W e S o

axly suddif@dOith hal
me a?(ﬁé%iam noS’CN' et erc%(glr%y ngxﬁﬂﬁg%tﬁl on};llsl y 1substll t uet1 ggen)

hetdwarhla(Muchhy be opty@natly s@ﬂsﬁﬁltal Toyhalo Glitr6, dyahadlikalkyl, Ci6

halqall Gk s Civs DPIERD. 6 oL 2516 it Ry Ty L alkyibi,
Ci- 6@ 3@%@(51)%%1—%%11(21[0 Eﬁ%ﬁfun@laﬁldﬂoﬁ?i %PW& adj Qééﬂf‘posmons on the

cycl oal kyl

hanmmﬁmmmkmnmhybheﬁﬁmetynbyha@oﬁmraaaﬁhymshbsbwgah@drm#mothc
hal o, nitrg,

ringa Ok gP ot SEPRHE Y KB RGP ERAC s SRRET G o0 ey, premy

oLl TS S R S A s, .«
haldalkyd, @ Ketylkdxy, CB), NO@yhryl ﬂnhtergdryl( amlrml”omhq}]gyelamlno) heteroaryloxy

(op’gq)r:@h,lg(;%slg%utzum ;1]:9;121%3} C a@ﬁ,éél g‘éh &bipalo Cllkoxy orCis
halgap%o 2}%%{ ?5@/% yféxy @n&?‘ﬂ(%{l lﬁ}ﬂa@ 910061 5334,1{91 Cy haloalkyl, i

carpo wherei n

alk@@‘“ﬁ& sgfatﬁa&dm)',hﬁamﬁz@ aﬁdehyl €Mb81kylh¥11 @ds ersldakyl Cs.7
oSl ot R, B L Bl
halgdll?}%lk(y, 9@5& %rtfé %ﬁédﬂy&ﬁz'&%wﬁ 1th§§lf£1 6%1&11&9&%@@;&”1{”

p03|t| on t phenyl ring may be
wherg ®' s8R taré axdependsntlBhyairogenn€npalkgll Cs.a hbloekkyl, iCe-s elkoxy(C;-

S A PR B S &, .
lfHSLCP R, N L4 A i

alk@;lk}}kéaribybn?llg;]plﬁlnﬁé(g.@) 6al<1@|1< )éwhéibmﬁtha pkigriyd gtdfupmyhy, beQipt®nally substituted
a in a i 0

by @logenZEky ke KonlknG; ik ploplkyl, Eoﬂgﬁl%a X}{/«/@"g@%&@(}t

het r?)a:hr]i aggﬁo 1a1k§]gmﬁ1£b§btglr§gg&lésglrf§%}ﬁ;§m RYBRAOGYI, 6%(; &jacent

I ¢ or’ heterocyclic

postdnd QRGhOPRAI Y rilECidal B2 Qﬁﬁis@@ﬁﬁﬁﬂn a3 ® ariTigembersé kdrbocyclic or
optionally substituted with ha en)

hetenwc&w ringy Heelbpitiosally slgbst@kﬂsis\ﬂth 8%1886 r het oy &ilﬁ&%lfyl (wherein
'chef%fl %%o@p a§-\6!3 Rp'&#l}?ﬁ)s(/ Igﬂlgs?%tgg le &%} 1§it1’8| L‘}%ﬁé{ @/ ik18c;. 6

car

haléz!ﬂkyl' Cak bzmex& mer}moanmw@mﬁﬂww ammkﬂm&m;e; @y alkylthio,
t he phenyl group is optionally substituted
C1-halkogearbogyl, 431a|aEW<:aﬂmyl4man¢e axylcarbany, qxéwea?ﬁwpnt pegitigns on the

heteroaryl system may be cyclised to form a 5, 6 or 7 membered carbocyclic or heterocyclic
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5 hal oal koxy, CN, NO2, aryl, heteroaryl, am no or
di al kyl am no), amno, Cl1_6 al kylam no or phenyl am no

w@ aveneds t he phenyl group is optionally substPeTIB2d05/002002
hal ogen, Cl1-4 al kyl, Cl4 al koxy, Cl_4 hal oal kyl, Cl1 4
hal oal koxy, CN, NO2, aryl, hgjeroaryl, am no or
di al kylamno)). More preferably RlL is Cl1.6 alkyl, Cl1 6
hal oal kyl, C1_6 al koxy(Cl_6)al kyl, heteroaryl (C _

ﬂngo%%%llff%gpw@i%@é@ﬁ%t%@i%@ #3 Br ot RRR1 BRish Faegepegptipally

subﬁiﬁlﬁw b}/ f106nifta! %5 aq:l&l(aCPé KQ3Aky1 alﬁ@k}o@ﬂ &QP4loalkoxy, Ci.

kyl sul fonyl, 6 aikoxycarbony
4 allady@ar‘mrtyl Cos aﬂayhnaﬂoouylatﬂmm h}dteey]oaygalrbcgy@amm (mlyer@@ the phenyl

s PRI REDTIHgE by heldefh S PGy BT LBl e
halcl'éﬂéo‘}lg:@%l It\IIOg nha?r?%/hétgoa%)l alinb of WREL ﬁ)ﬁnﬁ‘mb)b‘ Qe Ty g aﬂ@%‘rﬂno or

y substituted by ogen, Cl-4 aé@
pheﬁéldapﬁnml (Imhm;em thie-pheind | goaipkiy Ioptuﬁihllzjz shbdtlblab& badygeICﬂM 1, C14

alkogqry{l 14 Eﬁfogﬁgfa ag)nhqo%&é]g ]gl al X gprnog% aélaljng oL ﬂ]lalkylamlno))
po?d[)ll %@fe % rrbIS (91 aﬁg‘{@bocyc lmylb@ &éllﬁ&kﬁégf)ﬁl‘kyf ﬁét@}oaryl(Cl

ere I c or eterocyc ic’ring
3)a1ky1€(®héreﬁpthe hetatdayyl 2dgt maybedptivinh iy katistigaed by e miiro, cyano Cis

' allqé; G halc@i bél 4(()% |9)?yr,]%|1|5£ ﬁgﬁ(@%}lf,wlfs (ill@?g/ll&fql}gi g’gﬂs lggc)gigycaélbonyl or

t i
o Pl o SR s byt 1o
merlﬁb&bdl bzﬁb&:ynhc Bﬂhétbl@ﬁgﬁ&rrgig, Itsag@optmlylalbg subgtitutsieditiy blalo gen),
or .7 _menbered carbogcyclic gr clic
phenylﬁgl 3)q111<3§1e(whe¥9¢1% thePheny! SEQHRSRAY %1&5%& }ﬁs‘ﬂ%? Eﬁ%‘ﬁg halogen, Ci.4
b
SRR DR ORI G otk

- dialkylsmio, Gk aﬂiyltmllfoaylk oxy alkﬁ‘ztxcﬁrboabfk pt t:wrb ﬁdg mﬁlnt p@itlcﬁls on the

al koxycar bonyl, or two ad] acceg 0Si

phengk@egapy be expliseshionfaym Be> 6 Op ¢ REBRFTe cqec Q%C ic glhheéerS?ycl}c ring,

N L
hal&ébnﬁChaﬂkﬁlL Kox ylko&. Glﬁhekleadkjd Chehdodkyxy )GN NOZ, aryl heteroaryl

am{l}SP (F@Ialgggaalgjlé%% Slusba%@l %Hépx]@ %6 8 o&c q%g( Qa%ggyfcenégb%tlons on
the %&% it k?nnagg%—ee? dfg%ld%‘ k(ﬁ’)ﬂ 3 5 ©00F m%%ﬁﬁ%a%@fl&c%%e@%ychc

ydr ogen, al kyl or
ring) alselfl bﬂudnallﬁiulﬁtlaitk@wth@hlo@aﬂ kg/tbl;o a@& L‘ﬁhmh kl}dydmrdp@nyally

Su@&@%!h@’m rrllélfp ﬁéﬁ\{r@g g.ia alfsy FAJD é‘%ﬁij/)]alkygﬁ %%g’lx i-6 ]@ioal{koxy, Cis
S A PR o

cycligdteto eorin a5he opih Gﬁ‘ﬁyﬂlbegd?cbrhwbmyhdaﬂ lepdrooyelit kipg, itself optlonally
substituted by _hal oge alkyl, C1 4 a

I
subgHiuEss wigh halggqp),r@ k‘k’%}’x 15 éﬂoal@y, (%wﬂlken tggt?ég)gy%)]yl (optionally

) A 6 S ARRfgr, honons .

alk§utke; )@P@{Mwltm@br Nﬂﬁléﬂwaaelﬁ B@&Rf i ajzel md(epertdb&tly hydrogen, Cy.¢
phen ri nﬁ? d}; cyclised to fo é
all red@l%l yhdecilkaybr - ek by élkvl,cmfhor%@l pharyfgarbonyl, (where

[l hal
e TR E R
halﬂﬁk@)@ C‘I*ptN@{‘ @f}‘l,yhefﬁétb 1, bitiir@Ooralialk@llaming)) phanﬂ(ﬁygal&yl (Wherem

al kyI €176 hal oa kyI, Cl. 6 al kox
the phenyl group may be optionally substituted by halogen, 14 alk_l C1.4 alkoxy, Ci4

haloalkyl, C;.4 haloalkoxy, CN, NO,, aryl, heteroaryl, amino, dialkylamino, Cj.¢
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5 hal oal koxy, C1_6 al kyl sul fonyl, C1_6 al kyl sul fnyl,
ClL 6 alkylthio, C1_6 al koxycarbonyl, Cl1 6

wa@bdogloervbonyl am no, aryl carbonyl, or two adj aR€niB2005/002002
positions on the heteroaryl system maybe cyclised to
forma 5, 6 or 7 nenbered carjpocyclic or heterocyclic
ring, itself optionally substituted w th hal ogen).
Even nore preferably Rl is C1 6 alkyl, Cl1_6 hal oal kyl,

S I A A0S SRR e

cyclfstd & Rl 5, @r"ﬁn&lﬁbé‘i@ﬁ Kyﬂboc}%ﬁg OMI@CE@)CSI&IR: iRy @sdfsptionally

group Is a thiazole, pyridine, pyrimdine, pyrazine or

subgpiyutd wzﬁhrhalogem)ng)h,etehl@ml(ﬁ ax)yllkyl( (yhtereimthielhptesodsyk sroun way be

optipkabiupsiti §v h@lp oiror waonG BRHeC i s HEKS 1

Qlkox 1, C
haloby R0 Sﬁéé‘%ﬁ%ﬁﬂ‘%@m T P Cre

alkyﬁiaﬂﬁorgrldn}dno(,)e@'ﬂiarwmﬂkgd tenoi admcont pl)Sltlons on the hetéroaryl system may be

het er aryl ég & p’% al K qu cgng;ﬂ %/\(ﬁer eégtetaf;%ﬂ%%%?egr ?tgg}g%tlonally

subs%u{@d%Mi .6 hal oal kyl ‘and where the heteroaryl
group 1's a thiazole, pyridine, pyrindine, pyrazine

or pEV&rﬁaznemeeﬁerabb/)R MEHts aﬂi{yé,f@ré:ﬂmﬂgalm hegerpgryl(@yt)alkyl (wherein

e o sSSP o S st
and'wchegé ﬁ%@%fe?&r}fl@ﬁguﬁg a tﬁlaQMg r he, B%@tﬁﬁl’fﬂe Rﬁ:hzi@e dk kyfidazine

More preferably’ R2 ydr ogen,
nngg;]heﬂera:hﬂyy(opﬁoneﬂ&lkuhﬂitumﬂ loy haloFogmon®r- eal]gyleﬂeg h@pg:lkﬂzand where .

hyd C I k f bl
the hitapon %%%Ell%ﬁyéﬁr@@?w%mdwsf by bRt By wagin bRpridazine
nnéay%{]by eﬁf(&%ﬁ P %ﬁto!&(gi %)aﬂ{f €I f6y1kalh, 83 h&r&mcpgﬁl&ylammo or

oxy, “halogen orr C1_6 ha oa

hetdibaﬁrECab)h&yﬁﬁnms (Wiydeio ghmhetbtpalnyb goup mw,yd@mpn@gzll}eﬁulbymtuted by
B v B AR g i vl i
thyl. Mbst f bly R3
pyﬂn%qﬁj%dﬁﬁgﬂhé 4 %?2“1%? e?gr a)tgl y hydfogggeo?r 23 )a/md
R3a I\/ﬁgepﬂeﬁara‘tﬂp Rﬁlsapydm]wb(c@tlbnalw subgtitefed ibathlalo, €ac hlkglor Ci3
i ndependent |y hal g g)ﬁa ClL 8 alkyl, C1.8
hal%kﬁéhﬁwﬁaﬂy %}aﬁa‘%ﬂtwg PEI%: al koxy(Cl_6)al kyl, C3_7
I |,
°y°§8%%4%%f%§$%% KB o) 2 K014 Gl Sl

al kllimyé j(ibeﬁ(rﬁ)lxlﬁksl Hytage;3CH4 ﬁkﬂm}ﬂmm(o@]kys) al kyl ,
aryl oxy(Cl_6)a car bo Cl 6
al kjyeempeiyeierd ¥>61}a1|s iny&rog@mg 2

| SRR s Sy

a: th}t‘fl&feMi' R llﬁ)iﬁiglew C3_6
Z| kgggpqoﬁxyc g,rtgeg ot r(%eéq, ﬁxfirbxﬁ‘al%gen Ci.6 alkyl or C;.¢ haloalkyl.

ar yé/ﬂ))fé{ &ae“fé?%i% lR(3 g h{;@f@ée!ﬁyﬁydr&gy ﬁal%%gﬁ/ t ﬁhlﬁ&ﬁr_@lbq{ai@éllkyl
Even more preferably R?is hydrogen or C;.4 alkyl.
Yet more preferably R is independently hydrogen or methyl.
Most preferably R? is hydrogen.
R is preferably hydrogen or R? and R* together form a double bond.
Preferably each R” is independently halogen, cyano, Ci.s alkyl, C1.g haloalkyl,
cyanoalkyl, C;.¢ alkoxy(Ci.6)alkyl, Cs.7 cycloalkyl(Ci.¢)alkyl, Cs.6 cycloalkenyl(Ci.¢)alkyl,
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-five, six or s

5 al kyl sul finyl (C1_6)al kyl, Cl.6

al kyl sul fonyl (d _6)al kyl, am nocar bonyl (C _6) al kyl ,
w@2006/003bKkyl am nocar bonyl (C1_6) al kyl , PCT/IB2005/002002

di (A _6) al kyl am nocar bonyl (C1_6) al kyl , .

phenyl (C1. 4) al kyl (wherei n the phenyl group is

optionally substituted by hal ogen, Cl-4 alkyl, Cl-4

aI koxy, Cl 4 haI oal kyl, C1-4 hal oal koxy, CN, N2,

ooy BAT L e R PRI, AR 9fg: Gupospionyalo,

teut 4eBo1oyl(C
Ci. 6%@{2}1‘%9@&1{3/(&% %ﬁ%}é l(% 6|%@<ekﬂ¥lcgﬂgﬁil(@ g)myl tgsam@ﬂylc o18/1(C1.e)-

alkyﬂ],alll%dlkmmarbonyd(@t@ﬂﬂyﬁl @i (ﬂke%ﬂ@xycyﬂbonﬂﬁﬁﬁr)@kﬂa Che

sl R bs: Soh gtk CY R oS ERREC sy O

a1k39§u1 4 rb%h@' &égzmkyls%néd(@l@% -aminocarbonyl(Cy.¢)alkyl, C1.¢

6)al kenyl

. alk}&zirhmbaz{rbm@déﬂ‘lbﬁaﬂyyl,(dﬂ?lﬁs)dkjdemmocarbonyl(c1 ¢)alkyl, phenyl(C;.4)alkyl

(Whﬁlrevég%’fr‘% M R oD AR SHYTECEE Bl ST BETh o ARV T4 aldoxy, Cus
hal%mt ﬁﬁ?&fﬁg&l\]om rgghéte?ééfw am&lm‘} dia@kﬁarhﬁ%y

4 "hal 04l kox
hetdiﬁdrg?l(dax)yllql avhemln dre Itteabdyl goup ) thlO@H}SS@BWtﬁﬂ by halo, nitro,

cya%c;,:(ggt Sk yla&éﬂ%@ﬁ%ék%%xy célCleg haloalkoxy), heterocyclyl(Ci-4)alkyl

(Whgl‘é(f%gﬁa ﬂ{l‘ﬁ@f g@m@’d g %@(%](ﬂ;/l:af(i 65t1'5aut<l3<(§/ ll?]}gl halo, nitr% cyano, C.¢ alkyl, Ci6

halcwll&dx@f:@ﬂhwér CGhaloatigeadyp dlokellkeng amlm@@yﬂl(ﬁad)ﬂwnyl Cis
B i G i
AT ﬁigwwwow e, Cra

alkdrat, Gctloﬂiaydmlk}a,rﬂl nphadmalkcdayacm N, amy) hemaeyloanyjo or dlalkylammo)

B
h |
alk%lglggrgdclﬁlg&%lécz %&1&?@&3/ %156 eliﬂi@%lfﬁggi&ba%ﬁ a}(lt@zt SRS, AP

alkexseaondl (B, aydiyélkylmlﬁhdimymwaﬂ@ﬂ Csejcyan@dyklox&yb €1.£alkgl(Cs.7)-
hal oal kox or 2 adj.ac roups .R4 .t oget her
ey O A oL Ot B3 S REe B highle .

a t I
i gl TETPRABHLECEP bR B I P ecthOBumpo

dialylemiyio), ﬁ&tefbah_ﬁl(qﬁidnably substienaklyy idptiioaayhyo, Cie alkyl, Ci¢
halgéﬁfﬂ;bﬁ(;gﬁ(gabggggl ﬁ%&{ikﬁygéft g%g:'hd ! %ﬁ@}l) tﬁg héterocyrﬁyl group is
opt%%taﬁg 9@%\{ Ih.gé(&’ Pi H@B ' ff@l éyﬁnf s tdllE}Ht %{i ﬁb)loﬂl%l'l o, Mtké:8s or Crg

‘0al’k koxy or
hal@ilk@xﬁﬁd)ﬂﬂhdﬁ aoeyﬁ groGis R* wigkthlet Wlth t]nrr CMOINS thh@h Ry are

attsgggdp?égbf %,Sﬁ ;@;querggrnlgeerg o Wy?lc (geo ot c@fnaybe
B TS BT s
sulfsﬁﬁiﬁédiby hdlygnitrs] oyand, Cy\atky, rmlrdi&ﬂcmﬂkﬁe@ﬁd akqgsgl arcCirsibatpalkoxy),

whi ch contain one or two further VE 2@@61/ 8034% Il C
hetpowil Higugbyombstityted g halogaitioneyane) eet A% Fomgoalipl Cis
alkggr%gr 16 a@%ﬂ&&%g?b ﬁkﬁﬁ‘hb gpﬁhglRyo ngl%fé I@'%ﬁ@ qu/ar@ NBd&endently,
hy@bgér? @}9 'aka‘? &Tsh7 d?élohﬁiyl '@3 2 @H@ﬂﬁl@ﬂh Y aﬂ@hﬂgéﬁs haiwlklxd Ci

hal oal kyl Cl. 8 cyanoal kyl, Cl1 6

alkakk@xly(r@{ o@a| an;uR tgge@egwp@ iy N atom to which they are attached form a

trimet hé(/l Si |

en- me¥nl:$ere 6&&05%?% ring %]hlal may contain one or two further
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5 al koxycarbonyl, C3_7 cycloal kyl, Cl1_3 alkyl ,(C3_7)
cycl oal kyl, phenyl (optionally substituted by

whadoegenvs C1_4 al kyl, Cl-4 al koxy, Cl-4 hal oal Rg1/1B2@154002002
hal oal koxy, CN, NO2, aryl, heteroaryl, amno or
di al kyl am no), heterocyclyl_j3aptionally substituted by
hal o, nitro, cyano, Cl1 6 alkyl, Cl1 6 haloalkyl, Cl1 6
al koxy or Cl1_6 hal oal koxy), Cl_8 al koxy, Cl 6

ete?pgqu%gsles}l%: e)c(:\éﬂ f&) ﬁ:ﬁ/ %@t élwg}cb&%ysbu b&’;ﬁoﬁg % qbﬁéﬁiuted&if oje or two
Cmgﬁé{f)gllolﬁg Yris Olp N3 N2, aryl, heteroaryl, amno or

m no) ., het er oaryl oxy (optl onal |y substi t ut ed
by Maﬂe@re&raibl;oeach nmnde}iﬁnﬂelal}#dydlqge@lc)@nh,a@%alkxh C1.g haloalkyl,

Cragrmpali doeiogs isialid, Co %l?%é{l Gt BTl e

alkotr)ng %ﬂi é/g éc3ar cl@ 1 L E@F 9E§El§alﬂyl Ehen@l Qﬂotlznally substituted by

é or Focyclic Ting which may be
halogpi, G0 alityy, (Sththﬂka))tyu t@&d Hajoakial, d@]lamalqalk@yoCNlNQ&, ayl, eteroaryl,
15 Even nore prefer a éilly(ReaCh R4 i

amipgpijakkyl agy@g}ohetgfc 91]101’18.& sgbs Wﬁ?{ﬁﬁ? E e, m%? > gano, Ci-6 alkyl,

L 7T BT o o 25 ey o

(optichally slibstired lﬁgilhaﬁo gl @aJ4 kikyly Cip Ialéqwx,y Cﬁ@ beloalil, @-4 haloalkoxy,
substituted by  hal o,

CN%Owrﬂyhgterow% omuae g1 SRk eoERG FohelP Oﬁ‘yY% BLEPEeRd sppstituted by

a Whibalk di(C
el (il R0 afidh- € ShhIGH CrbafkeAgioP B s fibalkoxy), dC-
3)a1k\y1§rhm3901t Ilﬁdj G@Jhb groups Bireogethemtvith hhet m1yomattematt¢ Wd:lbbdhey are

forma 4, or 7 _nmenbered car Hc

attaphaddowr ¢ 36 REPeRICE GBI S SRGITHS Tiogsdich B he
optlg}{alﬂa%ﬁ%ﬂted%gjlﬁlo%gnjn is4), ?rZ gr3.Yet nore preferably

epe et | 1'uoro, chloro, bronp, cyan,
CL. Bvenahdsy preféibbly dacth Réhs}qymepeﬁdemlydmgaaj dypho,dt1.s@lkyd, Ciog

| k Cl_3)al kyl; 0, f b
halesVky, l(zsscyn@%q?lqai’ GieflkpPyCeatlyRES s slbymbL BERRENT Y Optionkly
subgtltHf%d %y aﬁ&@) g@ggﬁh 6 h%l(galrllg%kly g?en yeopnlﬁﬁ!ﬂga%ulﬁytlituted by

eferably

hal&}ﬁyérﬁ) lﬂll Kyikyl &lcllphahaﬂbﬂb Ihyterowylykj @ptl@)l@lll)kgubs’r@mt@érbeﬂhalo
the ar group

cya,-Gi-s W or C@ihqlog]ﬂcyﬁi(@x(()é]%aal%ylgéf%gr% b!Y %oupsolg‘etogether with
rpoar I li ’
i

hetét@t:y&ih@ iiiﬂ;lg :Wlﬂdilonmay Ibls Epﬁbnaﬁiyaﬁbsﬁft‘lﬁa@by hallugmj nby OhBI20mén,
al Ky C1 al ko 1-4 ha
ha“éaq meseypreferdblynesh R)érlwg pﬁé\figt}tkwaf? rX %rﬁgbr&:no cyano, Ci.4

alkgr é kMenggﬂ(ﬁobl 4 g%éﬂoglg&gﬂgﬁy lf yaﬁlé%z—byg%l 1)5116&/1 nGYDEN, 8 di 3t PRferably 0,

group uted by hal ogen,
1091 4 al kyl , Cl _4 al koxy Cl_ WD 2006/ 003494
PCT/ | B2005/ 002002 - 14 4 hal oal kyl &4 hal oal

CN, Mmre@ra,h Y carbilis idgpendamitn Bues, ehlatox Giomh G644l or Cru

alk tionally substituted by
halgé:ﬂgyl %Ogger%‘&?ylygzor%phal oal kenyl ,
ar YPl(e@alﬁif Réh#@{l yol alkylOefy Ghalibaﬂdyﬁ gyl ulkyl fwherein the aryl group is
optionally substituted hal oge

optinaBy yubstifuted bihlaglegank 93]14 a]@y]? @144, aﬁ%épll,k %IX; %a]ep\]%ylké 4+ haloalkoxy,
CN?%z, aryf&le{ego%rrﬁl amm'gI or%1£ﬁylghﬂm¥ ﬂe?e%?ﬂ?l(cl él)a-l@yl (wherein the
heteroaryl group is optionally substituted by halogen, C1.4 alkyl, Ci.4 alkoxy, Ci4 haloalkyl,
C1.4 haloalkoxy, CN, NO,, aryl, heteroaryl, amino or dialkylamino), arylcarbonyl-(C1.¢)alkyl
(wherein the aryl group may be optionally substituted by halogen, C;.4 alkyl, C;4 alkoxy, Ci.
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5 al koxycarbonyl, or two adjacent substituents can

cyclise to forma 5, 6 or 7 nenbered carbocyclic or
whedoenaaycl i c ring), heteroaryl (C2_6)-al kenyl ¥euEs2003002002

the heteroaryl group is optionally substituted

hal ogen, Cl1-4 al kyl, Cl-4 al kpxy, Cl_4 hal oal kyl, Cl-4

hal oal koxy, CN, N2, aryl, heteroaryl, amno or

di al kyl am no, Cl1_6 al koxycarbonyl, or two adjacent

BRGSO  noFc

grm.gnhﬂl /b aﬁ?&ﬁhﬂ% M@Mﬁtéd"ﬂi‘;ﬁéﬁl) nc; pﬁka{w rtyzl g Iﬁt[dhlll&nyﬁ aryl(Cz ¢)-alkenyl

stituted by hal ogen,
(Whaﬂekmhy arytgmp habloiadﬂally sul@llhﬁemhalo@ﬁnk @X—y alkmcml@ﬂcoxy, Ci4

NI EE T .
alko?( wﬁé ORI AR Y |a8ﬁ5§ﬁ @Mll)sti@lﬁen@sr %h(c‘}@hs@)t@ lfdeanY b CosbPmbered

erei’'n the aryl group may be Optionally subst it ut ed
cartivaydpen het@iteczgzclm mg), h@@groaryi(Jsa)x gkl {whereipetha heteroand group is

optigral iy s alogF Copriliy Rk Poraaciatastind Gl ON
Noﬁahg %ertéf%ar?/ agﬁ-](o Malﬁ%l%gﬁ%@ %}%‘ﬂ(dxﬁgﬁ‘w eftivy agjacent

are each 'i ndepen ently
subdrﬂuudsm capanycli€lio Lfomi kﬁl 6 or 7 mermoelnai @ehhdoytlicercierBecyichc ring), Ca-s

alkm é)ggxgyfl{ﬁ/z 68 bSt {y\ﬂg; 6R§1 &1'2)}%&%&,1})%%} S%St : é;ﬁtbyqlalogen

Cy 4(M%ﬁt | | Patk RITIH; o3 U@Clll ﬁal@ﬂf(é)&’n@NiNO erl heterpcai'yé‘} amino or

ute o en, 4 al koxy,

dlalk?“aﬂﬂﬂld%/CT 7 @fbldhm}d%l @adddlerogycalﬁhwll\ag alkglegrbonyl, Cy.6
roar no oy dia
bl AR P AR GOTR R PRE e BbgiayP TR ptionslly

subktiftﬁ%gglaf?%?xll l(ylﬁ;sﬁlﬂggﬂ% ﬁue{lﬁgxfg 4 ;digba&% é1ﬁa¥dﬂll?\?§1€N NO,, aryl,
hetexoatyl, ahﬁﬁceasmaw,amm)mr -dE(Fd YRRy [GRY ‘HGR 12-R> where zis 1 or 2,

R BBR o7 LS e BE AT GG 47Ty e dagh jpdependently
H, ﬂl@@ﬁyﬁé eﬁylnﬂ 13 kb ggxf'd ﬁﬁllé’éﬂ)ﬁ‘&fé}iy stifeltbd MGPor optionally

roar am no or dial kyl am no),
subhtﬁnmddmteyéa(rﬂz 6) al kenyl (vvher ein the heter oaryl group
option sebstit Cl.4

I | k
aI kYE PIE réﬁ}i}ﬁg MW?’I(S yﬂ&l% qq;( B;&p]fﬁ@al gr%&ls optionally
rovl
SIS P o Bl % kA Bl oo, o Now
aryb htictoanyl] atnmutmstilaﬂkyladmb)’ Hetelr@ggll(ﬁl &)Hlkyla(mlytem e heteroaryl group

i CaH gL b ProES o ATt St Pllodg i hloalkosy, N,

NO%}%%&%’( éfl %ﬁg’l ﬁg{éﬁlf%@ﬁg ;’yﬂ@ﬁﬁ% G)a'ikehyp wl?erelgz@d'e phenyl group

is dﬁlﬁanﬁt}l?hul?%ﬁtu’izd ﬁyléﬂako:gﬁm lr(dle;mkbdﬁgu glkcb—i;y, r@ludgi@a,lk}(l;@“ haloalkoxy,
EHE ST Gt gl S0 158 e BUBTSLL ) o e
het a%/(i) %ﬁfeg %ﬁ%@%@é@gé&&gﬁ?g n g}%ﬁlgé?gbl Qraﬁ(fo%/a@ ghaloalkyl

clphabakaﬂ YN, NO Ryl A&, arrenceatcdlalikykaﬁmm)dne phblwldqu)alkynyl

Cl 2 al kyl R53 and R54 are each, i en nt |
(wh@mgg]@q]pﬁ/e@yl Srowp Wptl@palbis@sﬁigrqglg] [}V]f 1¥y1 Ci4 alkoxy, Ci4

halgzglggny bl 4 @8%&%} %#I,E‘Yﬁ)p, %@gﬁﬁﬁmﬁ% Eﬂﬁé‘éﬁl %ﬁ}%l'aﬁnno or —

CRMYR? 2 f[@Ré%ﬂsﬂersé RiHeee Pis dbred, RyT amd R% a0¢ each independently H, halo
or Cy alkyl, R* and R** are each independently H, halogen, Ci4alkyl or C;.¢ haloalkyl and

R is optionally substituted aryl or optionally substituted heteroaryl.
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5 heteroaryl substituted by hal ogen, Cl-4 alkyl, Cl1_4

al koxy, Cl_4 hal oal kyl, Cl-4 hal oal koxy, CN, NO2,
wa@eoob/00daet er oaryl , ami no or dial kyl am no. R51 eemMIB6E5/002002

are preferably hydrogen. R53 and R54 are preferably

hydrogen or hal ogen, especialdy hydrogen. R55 is

preferably phenyl substituted with one to three

substituents selected from hal ogen, Cl-4 10 al kyI

RO L R T T

R %ﬁsz%e bachi iAPRENGEN ¥r O QkylC yehand R ae édcl¥hdependently H,
hydroxy or two Ra groups ogether with the carbon

halogtnr@itallohioc £1.4 hdgallylend R’ absdenyleubstitated hsshalﬁgmb Ci4alkyl, Ci4
RS SN N T P —
hete%’irﬁl d%?cft@ﬂ'eé‘% Ywﬁ%&lﬂ CRQ, a'll@yl | adenrsdent | Mhafdalien, @G, 4 haloalkoxy,

ydrox or Ra "groups toget her wi'th the
CNcM@t;cmylahejmanfl \Mnmdflomcﬂleﬂcyhinan@.ttached form a carbonyl

P . -Most preferabl is 0. It
OPpr an ﬂ?eﬁePFFg‘?ra‘%leélﬁ’deﬁ% Z Tp20 is a )(g Prerrber ed
ar q{m\t/a\#u& RM 49 %feﬂa@ly%y@fog@n @Hﬁ@%&d efiRERIP Zﬂrd}ﬂgéﬂ C

55rlng erein he ring nmbers ot hér than and Z' are
R &apl’ﬁfelreﬁﬂpplmnybmbls’gltu@d, WJS; om; toNRebe sObstituenGRelgsted\ifagefalogen, Ci4

oo P47k 1 NEPERH] B ASPKoRRE R N 2t A B 3ho or
dialRCIBZ S pyridine, pyrimdine, pyrazine, pyridazine,
fl I'azi ne, pyrrole, imdazole, quinoline,

i s dRyefenadily eech Rahis mdwpmﬂ,enﬁy halpotyano o azadky, hydupxyresteo Ra groups
TR S T
wh%g g@{z Iﬁg I ﬁdpg{dle%%%%ﬁ?& QBtionatRy suﬁ@ﬁﬁte@ RRYE LA !p)is 0,1o0r2.

_ enzene, pyridine, pyrimdine,
py er)rmprpfetetbl}o plohRa io nnqypcmlmtlg flubreg medgyyb,dwdmxbry)r 4wo Ra groups

benzene .
together with the carbon atom to which they are attached form a carbonyl group and pis 0, 1

or 2.
Most preferablyp is 0.
It is preferred that that ring

is a 6-membered aromatic ring or is 5 or 6 membered heteroaromatic ring wherein the ring
members other than Z and Z’ are each independently CH, S, N, NR*, O, or CR* provided that
there are no more than one O or S atoms present in the ring.

More preferably the ring

is a benzene, pyridine, pyrimidine, pyrazine, pyridazine, triazine, pyrrole, imidazole,

quinoline, isoquinoline, thiophene, pyrazole, oxazole, thiazole, isoxazole, isothiazole,

[1,2,3]triazole, [1,2,3]oxadiazole or [1,2,3]thiadiazole.



ring. 5 Certain conpounds of fornmula (1) are novel and

as such forma further aspect of the invention. One
w@e@apoxd4 novel conpounds are conpounds of forpal/EB2005/002002

R3a ,R8 N R3 (Ra)p ZT/R2 (R4)n RL (I') wherein

Rl, R2, R3, R3a, R4 Ra, T, Yi6n and p are as defined

inrelation to formula | and R8 is

-C(R51) (R52) - [ CR53=CR54] z- R55 where z is 1 or 2,

pr fertabé# §51 and R52 are each 10 i ndependently H

or "CI5PT @}Y,t R588and R54 are each independently H,

hal ogen, Cl1-4 al kyl &G -4 hal oal kyl and R55 is

phenyl substituted/by halpgen, C1_4 alkyl, Cl1_4 .

al koxy, Cl-4 hal oal kyl, i{C1-4 hal oal koxy, CN, NC2,

aryl, heteroaryl, am # dial kyl ami no or heteroaryl

substituted by hal ogen, Cl-4 alkyl, Cl.4 al koxy, Cl1 4
is a behazabkppiridin€] prrithiline biexipe, tTphaERor pysazple ring, especially a benzene
. heteroaryl, amno or dialkylamno or salts or N oxides
1N& hereof. 15 The conpounds in Tables Ito XCV bel ow

i1l ; FRAK i \@Torm A &R hspect of the
, > pr o%%@g%g@&gg?}pounggﬂéﬁrfe Ec}?@nﬂlagaigggﬁ% N', R4apf
invdntion. Rble growRoof idseBtompRaiddg ara )comphendsiof fomauly Kl ues of

R8, Rd4a, R4b, Roo and,R4d are given in Table 1. WO

2006/ 003494 PCT/ 1 B20 02 - LR8 Tabl e 1 Conpound

RS Rda R4b RAC R4a N

R3
(Ra)p
A
T
Ny
(Ryn x{\
RT @)

wherein R}, R%, R3, R*®, R*Ra, T, Y, n and p are as defined in relation to formula I and R8s
-CR*HRH)-[CR’ 3=CR>"12-R’® where z is 1 or 2, preferably 1, R and R* are each

10  independently H or C;., alkyl, R and R are each independently H, halogen, C.4 alkyl or
C;haloalkyl and R is phenyl substituted by halogen, Ci.4 alkyl, C14 alkoxy, Ci4
haloalkyl, C,.4 haloalkoxy, CN, NO,, aryl, heteroaryl, amino or dialkylamino or heteroaryl
substituted by halogen, Cy.4 alkyl, C1.4 alkoxy, Ci.¢ haloalkyl, Cy.4 haloalkoxy, CN, NO,,
aryl, heteroaryl, amino or dialkylamino or salts or N-oxides thereof.

15 The compounds in Tables I to XCV below illustrate the compounds of the invention.

Table I provides 1127 compounds of formula Ia

R8
R4a N d
R4b
Re NH cl
—Z
R4d o \
Y N

(a)

wherein the values of R®, R*®, R*, R* and R* are given in Table 1.



No I-1 4-chl orobenzyl HHHH 1-2 Gnnanyl HHHH

1-3 4-chlorocinnainyl HHHH 1-4 4-fluoroci nnanyl H
wo2ad6003424 5 4- br onoci nnanyl HHHH 1-6 PCT/IB2005/002002

4-trifluoronethylcinnanyl HH HH 17

4-trifluoronethoxyci nnanyl HHH H 1-8

4- pent af | uor oet hoxyci nnanyl HH H H 1 9
4- met hoxyci nnamyl HHHH 1-10 . 4-ethoxyci nnanyl H H
HH I-11 4-cyanoci nnanyl ITI HH 1-12

3-(6-cliloro-pyridin-3-yl)-= HHHH 1-13
3-(4-chl orophenyl)-hut - 2- eny| HHH
Compotmnd ophenyl )-3psfluoro 1-14 ghdayl H RH H fdcl5| pad
3-ckNéorof4-fluoro-cinnanyl HHH 1-16
'3, 5p.fli chlioro- cinoEeydbehit H H L 1ﬁ H H H
5-phenyldpenta-2 4-dienyl- HH
4- i BDpPr 0[Ey| oxycar@mn%mﬂm no 1-18 C|Hmarryl H H|H B H
- - plllll:% > I=al |1 yt—H++HH
(51-3rifluoro F%W%W%WnZlZOWI)-aIII'yII HHHH H
%- chl Oﬂgdgy(gdnqﬁa yl)-all H{HHH |1-
I}‘llldl m-4-yl - w HH 1 23)ﬁ ' i H
3 (RsChl or o- py44bdmmeaimydn)y1al lyl |H HHH 11-124 H H
4 r\hl or nlf\anvul 1 Cihnapmel HH-\AD
T || r || || X ATy LILK LI \'A .94
20055003494413(1#3“?1‘82@65’/1%@296@21 l18H-24 H H H
A=thiorogi #=TT yor gci npamnmy| FH
H k728 4- %?@%c.%im“fﬁwéﬂﬁf’ B L W{ H
1-8 4-pentafluoroethoxycinnamyl H H H H
19 4-methoxycinnamyl H H H H
I-10 4-ethoxycinnamyl H H H H
I-11 4-cyanocinnamyl H H H H
I-12 3-(6-chloro-pyridin-3-yl)-allyl H B H H
I-13 3-(4-chlorophenyl)-but-2-enyl H H H H
3-(4-chlorophenyl)-3-fluoro-
I-14 H H H H
allyl
I-15 3-chloro-4-fluoro-cinnamyl H H H H
-16 3,5-dichloro-cinnamyl H H H H
I-17 5-phenyl-penta-2,4-dienyl H H H H
4-isopropyloxycarbonylamino-
I-18 . H H H H
, cinnamyl
I-19 3-naphthalen-2-yl-allyl H H H H
3-(5-trifluoromethyl-pyridin-2-
- H H
1-20 y1)-allyl H H
1-21 3-(5-chloro-pyridin-2-yl)-allyl H H H H
1-22 3-pyridin-4-yl-allyl | H H H
1-23 3-(2-Chloro-pyridin-4-yl)-allyl H H H H
1-24 4-chlorobenzyl H F H H
1-25 Cinnamyl H F H H




1-29 4-trifluoronethylcinnanyl HF HH 1-30

4-trifluoronethoxycinnanyl HF HH 1-31
wa2wentxd4 uor oet hoxyci nnanyl HF HH 1-32 PCT/IB2005/002002

4- met hoxyci nnanmyl HF HH 1-33 4-ethoxycinnanyl HF H

H 1-34 4-cyanocinnanyl HFE 4 H 1-35

3-(6-chloro-pyridin-3-yl)-allyl HF HH 1-36

3-(4-chl orophenyl) but 2-enyl HF H H 3

(/I cehl-aranberr

-f\..unu-uupncn 3—Huvero1+=37 atH /i —H—F H H
1- 3263- chl or o- ‘frclfﬂP{P&PBlaE} :]marryl HEHH ®39| H H
3, 5= gichiror 0- C} g B H H [I-4
5- 61? nyl 1pent a- 21 rf%inélnvy HFHH % F H H
4-i y| oxy4-ardnestytramyho 1- 4{1 C|Hnnanyl HFIH K H
vl H
3- (™ot ri |u@1h@ﬂ@trﬁ1y/1|e Wm@irwlz 1-481ylj-alfyl [HEHH H
=443 (5% O LAL :lII —H|F HI-
3- gy30i di - ti?ﬁu?ﬂ“ 3 AT ¥ ¥ | =
3- ;2 Cnl o QpBiythfldrBethoXyoin@iny | | H fy H H 47
4- géloro en?vl Hd }—#’ R}y nnEIm/I %11? H - %_-4% H
4- ghypor ogi nnarlnmth@x}@innalmyl 1 50 4-HI uorocIF nngnylHH 0 H
H H I B r\i nnanﬂ.l 1 H 1_ L
4- ¢33 | udr omet 4 F‘ﬁﬂ%?ﬁ}‘i‘ylH ad HHHI1- 53 F H H
Z-11j fTuaromet Yl S H O |H H W[2006/ 0034
PCH¥B2005/ 002 O°§' R, i ¥ by H
4- gept af | u@{@ehlbﬁxymdmanylb alﬂlel HiH 1-55p H H
~4-rethoxyclananyl—H O __H 1-56—4—et-hgxyeinnamH—H-tl
H H3d - 51 Mfwlaﬁ?mhﬁﬂidh?}lt-%e@l [ HE F H H
3-(4-chlorophenyl)-3-fluoro-
1-37 H F H H
- allyl '
1-38 3-chloro-4-fluoro-cinnamyl H | H
1-39 3,5-dichloro-cinnamyl H a H
1-40 5-phenyl-penta-2,4-dienyl | F H H
4-isopropyloxycarbonylamino-
I-41 . H F H H
cinnamyl
1-42 3-naphthalen-2-yl-allyl H F H H
3-(5-trifluoromethyl-pyridin-2-
- : H H
1-43 §1)-allyl H F
1-44 3-(5-chloro-pyridin-2-yl)-allyl H H H
1-45 3-pyridin-4-yl-allyl H F H H
1-46 3-(2-Chloro-pyridin-4-yl)-allyl H F H H
1-47 4-chlorobenzyl H cl H H
1-48 Cinnamyl H Cl H H
1-49 4~chlorocinnamyl H cl H H
1-50 4-fluorocinnamyl H cl H H
I-51 4-bromocinnamyl H Cl H H
1-52 4-trifluoromethylcinnamyl H cl H H
1-53 4-trifluoromethoxycinnamyl H Cl H H




1-58 3-(6-chloro-pyridin-3-yl)-allyl HAO HH 1-59
3-(4-chl orophenyl)-but-2-enyl HAO HH 3

WO gobsobd4or ophenyl )-3 -fluoro 1-60 allyl H O HEI/1B206:1002002
3-chloro-4-fluoro-cinnanyl HA HH 1-62
3,5-dichloro-cinnanyl HA HH 1-63
5- phenyl -penta-2,4-dienyl HdA HH
4- |sopropyl oxycar bonyl am no 1-64 ci nnarryl HA HH

1=—653-rmaphthategn=2 c1r*r¥1 vg HH ,
3-{54trifl uBP‘g‘ﬁJé‘F‘?{W Y2 h-68 ylj-aQlyl (HE HHE
I- (- chl aLRs1RYs cﬁinarnty') al | H| C H|l 18
3 G0 by Rttt Y 76§ c | b8 |
3- 25Chl or o- py4-|e'd1|omy04nr;aln)y1al I yI Heg HH Cl 7C H H
A-chl or nhnn-uzl H-H 1 nam/l 1_79
y v.nf | || = '4. ooy T | I || 1= 14
4- @301 oci nnarryf‘ -qupngeingimy} - 73 4-f| Bbr o¢i nﬁélrryl HEH F HH
=74 41 1575
4- 158f | uoroﬁef@gwmanylwl HH-7¢6 © H H
A-trdof T uor npethiowphbmyipbut2-bhfl F Hyp 1- 77
4- l‘I)_PSI t af luor aet hny\/rl:ibgﬁnmzl I—lﬁll—l E IEI 1-178 a H H
4- met hoxy C|3r(|4&lmf0]9h€lﬂy}? -3rfluaro79| 4- et hoxyci nnanyl H H F
H 16080 4-cyanoci nnﬂ%}/ HHF H 1181 Cl H H
3- (6-chl gro- pyr|d| yl)-allyl |l HHF H W 2006/ 003494
PCL/ 1820 ST OROALA-frudfd-dinBAmyl r'_[_I Cl H H
3- (4-chl aor ophenyl)-but-2-enyl H/HF H
3- ([4chl croptﬁeiry&ic}ﬂo%e-fcinmeml |-83 WH F Hclal llyl H-84 H
2_chl oro HAarao- ot r\lno-\nf\l HHFH
T 63 4 5-phenyl-penta-2,42dienyl H Cl H H
4-isopropyloxycarbonylamino-
1-64 . H Cl H H
cinnamyl
1-65 3-naphthalen-2-yl-allyl H cl H H
3-(5-trifluoromethyl-pyridin-2-
- H H
1-66 y1)-allyl H Cl
1-67 3-(5-chloro-pyridin-2-yl)-allyl H Cl H H
1-68 3-pyridin-4-yl-allyl H Cl H H
1-69 3-(2-Chloro-pyridin-4-yl)-allyl H cl H H
-70 4-chlorobenzyl H H F H
I-71 Cinnamyl H H F H
I-72 4-chlorocinnamyl H H F H
1-73 4-fluorocinnamyl H H F H
1-74 4-bromocinnamyl H H F H
1-75 4-trifluoromethylcinnamyl H H F H
1-76 4-trifluoromethoxycinnamyl H H F H
-77 4-pentafluoroethoxycinnamyl H H F H
1-78 4-methoxycinnamyl H H F H
1-79 4-ethoxycinnamyl H H F H
1-80 4-cyanocinnamyl H H F H
I-81 3-(6-chloro-pyridin-3-yl)-allyl H H F H




1-85 3,5-dichloro-cinnanyl HHF H 1-86
5- phenyl -penta-2,4-dienyl HHF H

wa200s0a40pyl oxycar bonyl am no 1-87 HH F H ci nPerB2005/002002
1- 88 3-naphthal en-2-yl-allyl HHF H
3-(5-trifluoromethyl-pyridip®@- 1-89 HHF H
yl)-allyl 1-90 3- (5-ch| or o- pyri di n- 2- yI) allyl HHF H

1-91 . 3pyr|d|n yI aIIyI HHFH 92
(9. Chl 1 oo
oGt IPLBELULL H 7 IO
4= ¢8Ror ob &%’ﬁhlpfqgh@ylﬁdtlfgyfc gii'ryl HEA |1 Fi-gs H
4-chorocin E(Hl@hl nlzlll %)Ij ﬂ&or@ﬁ A-fluoroci nnamfl HH|A
H -]8397 4 rom)c:| H ¥ 98 H F H
4-tIr|qu3ronethyI cialiglany| H H a H 1-99
/! t -r ! f ! U("r CI"T"E‘: !“\f‘\V\lr‘l nllull | H H H I 1 Of'\
A- psdt af | uoﬁ’%@?’fﬁ’o’;@é‘P’Fﬂﬁ‘éﬁﬁmﬂl Hat 11 F H
A4=Tret TOXYCT M JZ et moxXygi nnamy Hu
ad 1485 1-703 2%%%@6%#3 i Ha B L 104
3- (i 6chl Or o5R¥heh Lﬂen&ryh)dlaiyl yl|lHHO |H H-105 F H
3- chlorophenylY-but-2-enyl HHC HI 3
- (4- chl of diseprpbylogycarbanytasnino-1p6 rlth O H oalllyl, o
1- 17 3-¢hl oro- 4- quoTr1 - ci nnany 08
3, 5-di chlloro- ci nn9AJ#™A H A H WD 2006//003494
CE_%BZO 57 0820@Bthatea2-§-a1R9 S- phenyl - pent@- 2, 4-dienyl H
H 4-i sopropyl oxycarbonyl am no-
3-(5-trifluoromethyl-pyridin-2-
g ( yl-pyri q q . -
yl)-allyl
1-90 3-(5-chloro-pyridin-2-yl)-allyl H H F H
1-91 - 3-pyridin-4-yl-allyl H H F H
1-92 3-(2-Chloro-pyridin-4-yl)-allyl H H F H
1-93 4-chlorobenzyl H H Cl H
1-94 v Cinnamyl H H Cl H
1-95 4-chlorocinnamyl H H Cl H
196 4-fluorocinnamyl H H Cl H
1-97 4-bromocinnamyl H H Cl H
1-98 4-trifluoromethylcinnamyl H H Cl H
1-99 4-trifluoromethoxycinnamyl H H Cl H
1-100 4-pentafluoroethoxycinnamyl H H Cl H
I-101 4-methoxycinnamyl H H Cl H
1-102 4-ethoxycinnamyl H H Cl H
1-103 4-cyanocinnamyl H H Cl H
1-104 3-(6-chloro-pyridin-3-yl)-allyl H H Cl H
I-105 3-(4-chlorophenyl)-but-2-enyl H H Cl H
3-(4-chlorophenyl)-3-fluoro-
I-106 ( pheny) H H Cl H
allyl
I-107 3-chloro-4-fluoro-cinnamyl H H Cl H
I-108 3,5-dichloro-cinnamyl H H Cl H




[-110 HH A H cinnanyl 1-111 3-napht hal en-2-yl -al |yl
HHOA H 3 -(5 -trifluoronmethyl-pyridin-2 1-112 HH
W@R00610034b3 - al | yl 1-113 3-(5-chl oro-pyri di n- 2- ypQFEB20§4/002002
HHdO H 1-114 3-pyridin-4-yl-allyl HHdO H 1-115
3-(2-Chloro-pyridin-4-yl)-alpylL HHdA H 1-,116

4-chl orobenzyl d d HH 1-117 Cnnanyl d d HH

1- 118 4-choroci nnarryl a d HH 1-119

4—H-vorogtnna =104z bronoginn rryﬁT"F

G LEO% 1 13 P g EDhy | i by allg Wi |

T-T27" 2-TTA_f LN h R oS0 AR AGY HH 1-1123

4- ggmafl uorso%&?onygc’:%nnarryl Cl }H,{ H 1- 124 Cl H

oxyci nnanylmﬁlar@l H 1- 125 4- etthoxyci nnanyl

Q H H = 1’75: 4 |uu| T G H LELI 1'127 *

3- (1Lhl cro-é hibalen- Vlyﬁﬁcﬂh v a By f HHI- 18 € H

3=t4-cht O HH 3

: (f | orG &ﬁ@?ﬁ)&‘gg&h‘ﬂwﬂf 27h @ Ol Hi d Iy H

1- ¢hl or o- 4- fyl)uaityd- Ci nnarryl ada diHH 1-131

3, 5- dl {"h| oro-cinnanyl GG H HL 1-1321

5- phenyl - p&ﬁiﬁhlgr%pm@n;a-ylbjaﬂﬂ H H Cl H

A=-sopropytoxycarbonylgm 133G Ci HHF— crnngnyt

VOL1086/ Jo3904 BRI I0boz00s Th2 - 1gh | C | B

3- napht hal £ Zhidro Pytidlin-4h)@iyH| H H H Cl H
-116 4-chlorobenzyl Cl Cl H H
1-117 Cinnamyl Cl Cl H H
1-118 4-chlorocinnamyl Cl Cl H H
1-119 4-fluorocinnamyl Cl Cl H H
1-120 4-bromocinnamyl Cl Cl H H
I-121 4-trifluoromethylcinnamyl Cl Cl H H
-122 4-trifluoromethoxycinnamyl Cl Cl H H
1-123 4-pentafluoroethoxycinnamyl Cl Cl H H
1-124 4-methoxycinnamyl Cl Cl H H
125 4-ethoxycinnamyl Cl Cl H H
I-126 4-cyanocinnamyl Cl Cl H H
I-127 3-(6-chloro-pyridin-3-yl)-allyl Cl Cl H H
1-128 3-(4-chlorophenyl)-but-2-enyl Cl Cl H H

3-(4-chlorophenyl)-3-fluoro-
1-129 ( phenyl) Cl Cl H H
allyl
1-130 3-chloro-4-fluoro-cinnamyl Cl Cl H H
-131 3,5-dichloro-cinnamyl Cl Cl H H
-132 5-phenyl-penta-2,4-dienyl Cl Cl H H
4-isopropyloxycarbonylamino-
I-133 PrOpyIo%y Y Cl Cl H H
cinnamyl




-(5 -trifluoromethyl-pyridin-21-135 Cd d HH
yl)-allyl 1-136 3-(5-chloro-pyridin-2-yl)-allyl d d
woR0d6/0034987 3-pyridin-4-yl-allyl d O HH 1-RGBIB2005/002002
3-(2-Chloro-pyridin-4-yl)-allyl d d HH 1-139
4-chl orobenzyl FF HH 1-14 Cnnanyl FF HH 1-141
4-chl orocinnanyl F F HH 1-142 4-fluorocinnainyl F F
HH 1-143 4-bronocinnainyl FF HH 1-144

4tr|fluoronethyIC|nnanyI FFHH 1- 145
A-tri fl nior —H 1 _46
A- bedd af || uor 6 E%f@ )él‘n%ﬂ-‘/1 FFHA 1]14F1 H H
A=TTET TOXY 48 4-ethoxyci nnanyl  F[ F
H H, 5 d- 143# anyanf;dg?ﬁlﬁﬂﬁ{?lndff‘% L Heyl - 150 ¢ H H
3- {632hl gro- pyri diyy-@kyyl )-al Iyl |F F H i 1-151
3-(4-chlorophenyl )-buyt-2-epyl FIEF HH 13
- (#4861 or o%aﬁ%@bfoya-sym@n@oylbaﬂﬂ 152Q1 1yl I y HH H
+=1533-¢hlorof4= = manyt—F &7 HH 4154
3. 514 ohilor o- I AT EVh 1 1. 168 o H
S- phenyl -Ipe-ehibréd-pgHenyd-yh-atiyH| H Cl Cl H H
4- f’ég ropyl gzxvcar bggi\} am %’g }’ 156 cinngnyl F HHH
1- 1579 3- rapht haHehIoZebdnzﬂl lyl F|F B H F H H
2 (B + vy £l H 100 AN ol I ol
oY t+H+H1+4ofr unl:L IUIII L = Io0ylI[j-artyli - = T
1- 1890 3- (|5- chl or o ‘é}‘i“‘irﬁgfnZyl) all§l B FHHMWH H
2006/ 003494 PCJ/ JRA00Z {23, T-]160
3 pyA i - 4-yi . I 11467 F H H
3- (45Nl ar o- pydifiicrednydmylal |yl |F FpH H F H H
1-143 4-bromocinnamyl F F H H
1-144 4-trifluoromethylcinnamyl F F H o
1-145 4-trifluoromethoxycinnamyl F F H H
1-146 4-pentafluoroethoxycinnamyl F F H H
1-147 4-methoxycinnamyl F F H H
1-148 4-ethoxycinnamyl. F F H H
1-149 “' 4-cyanocinnamyl F F H H
1-150 3-(6-chloro-pyridin-3-yl)-allyl F F H H
151 3-(4-chlorophenyl)-but-2-enyl F F H H
3-(4-chlorophenyl)-3-fluoro-
I-152 F F H . H
allyl ,
1-153 3-chloro-4-fluoro-cinnamyl F F H H
I-154 3,5-dichloro-cinnamyl H H
1-155 5-phenyl-penta-2,4-dienyl F F H H
4-isopropyloxycarbonylamino-
I-156 . F F H H
cinnamyl
1-157 3-naphthalen-2-yl-allyl F F H H
3-(5-trifluoromethyl-pyridin-2-
- ’ H H
I-158 SA)-allyl F F
I-159 3-(5-chloro-pyridin-2-yl)-allyl F F H H




1-162 4-chl orobenzyl FHF H 1-163 Cnnanyl FHF H
1-164 4-chorocinnanyl FHF H 1-165 4-fl uoroci nnanyl
WO-204600394 1- 166 4- bronoci nnanyl F H F H 1-167PCT/IB2005/002002
4-trifluoronmethylcinnanyl F HF H 1-168
4-trifluoronmethoxyci nnanyl PH F H 1-169

4- pent af | uor oet hoxyci nnanyl F HF H 1-170

4- et hoxyci nnarryl FHFH I-171 4- et hoxyci nnanyl F H

F—H—— 172 -4-cyanoc : Aeap FH—1173
3 £B60chl or o- p?r dip-4- 'Iawlal lyllF HFH £174 H H
(77 CNTOT30pg ZqWhyiF H B H 13
IEI I0| p{?g H]?él)! gw(;l?uoﬁg }-, 175 EI Lyl EFHEIH H. 176 H
ﬁi‘l& 14-fl uos-ohlototeamyl F HF Hg 1-177 g H
3, chloro-cinnanyl F HE H 1-178
5- pheny! {perita- Zcmnémﬂnyl FHF HF H H
4=1S0 |upy| OXY fampo =179 cinnanyt _F A F
1- 1804 3- hapht h%@rﬁ"é& VY yl FlHEH |3 H F H
-( |f|uorowgtfh%k0@ﬁﬁ{a in-2 1; 18% yl )-aliyl |F K F H
1§é¥ 3-(5-chloro-pyri dIh%UZ yl)+al I:!Fyl [ I_i H 1%1_9? H
3-pygd di n- 4-yl 4éalr¢rybc1mlamy¥ H 1i184 H F H
3 (2 CI«\I!( A4 nll\:l F—HFH 1=185
4- I:-ﬂ]6’brobenﬂ§ﬁﬂ Wﬁhlﬁn%é Cinndiwyl |[F HIH A ®E18y H
ZA-Thorocin b ciameP 6] 003494
Pcﬁ'/lﬁ%zoc 5/ D0 Bg et yh *) |k oci nnaddyl FAHE o
1- il % br asRaiafinsrdgthokyditdnkyl 1- 19}0 H F H
4-Tr1 Tl ugromethyl cinnami—E HH
1-170 4-methoxycinnamyl F H F H
1-171 4-ethoxycinnamyl F H F H
1172 4-cyanocinnamyl F H F H
1-173 3-(6-chloro-pyridin-3-yl)-allyl F H F H
I-174 3-(4-chlorophenyl)-but-2-enyl F H F H
3-(4-chlorophenyl)-3-fluoro-
I-175 F H F H
allyl
1-176 3-chloro-4-fluoro-cinnamyl H H
1-177 3,5-dichloro-cinnamyl H H
I-178 5-phenyl-penta-2,4-dienyl F H F H
4-isopropyloxycarbonylamino-
1179 . F H F H
cinnamyl
1-180 3-naphthalen-2-yl-allyl F H F H
3-(5-trifluoromethyl-pyridin-2-
- H F H
181 yD)-allyl F
I-182 3-(5-chloro-pyridin-2-yl)-allyl F H F H
1-183 3-pyridin-4-yl-allyl F H F H
I-184 3-(2-Chloro-pyridin-4-y1)-allyl F H F H
I-185 4-chlorobenzyl F H H F
1-186 Cinnamyl F H H F
1-187 4-chlorocinnamyl F H H F




[-191 4-trifluoronethoxycinnanyl FHHF 1-192
4- pent af | uor oet hoxyci nnanyl F HH F 1-193

wa2eenbsasy/ci nnanmyl F HH F  1-194 4-et hoxyci nneamyiB2603402002
HF 1-195 4-cyanocinnanyl F HHF 1-196
3-(6-chloro-pyridin-3-yl)-alggl FHHF 1-197
3-(4-chl orophenyl )-but-2-enyl FHHF 3
- (4-chl orophenyl) 3 -fl uoro I-198 aIIyI FHHF 1-199

3—eht-eroT4- u cHaah F—H+HF—1=200
3, 5188 chl or o- o C“Pila}l?%'h S 20f H H F
5- yr{pent ay 3 ‘fn&dﬂ%ﬂ%ﬂlF H
4- f% ropvl oxvcafqbon\} amno 1- 2[)2 cl,:nnaﬁryl oy f F
1- EQ - napthifth@om2ihyleimlampll FFH it F |3 g H F
_( trifluoromethvl -pvridin-2 -1 20_r v/ al- fyl H-H
1- 208 3- 5%@&@@%‘5@@@@%1 )1al K F HEH F| 14206| F
S—pyridim—%: 207
fi%m org ﬂ%‘!"ﬁeﬁ“’x “lﬂlﬁnﬂ%u FHHE fHog H F
4 robenzy|4 -théthbk m{dm 1 209 G panyl H |C
1- gigg) hor aci nnanr\/}fal y 1qj;11 G Hl F
4- flgpr oc| nnanﬂf-leﬂ@xymmﬂ I - 212 4 br grociinnamy|lHA | H F
c—H—1 1 uOi’O“l’Ellh_ylbl yamy—¢—HC—H— =214
4- 14105 | udr omet ﬁd‘)@‘&‘? CI Hl C 1- 218 F
4-pent af TTuey oL IIOXYGHEAAZIYN- 1 H O H WO 2006/003494
cﬁ?ézoc 57 605n0 PRSI I ok nﬁarryl donl F
C 1Ho71- 13"-(4I-chlok’mphﬁnylbl-|bah’2-lenﬂ H G H| 1-318 F
nogi nnnmll 12194
3 (6-chl qr & @WMQFPHh%W§/}§'ﬂ&PW°yI o Hd|H
1-198 F H H F
allyl
1-199 3-chloro-4-fluoro-cinnamyl F H H
1-200 3,5-dichloro-cinnamyl F H H
1-201 5-phenyl-penta-2,4-dienyl F H H
4-isopropyloxycarbonylamino-
1-202 . F H H F
cinnamyl
1-203 3-naphthalen-2-yl-allyl F H H F
' | 3-(5-trifluoromethyl-pyridin-2- " . .
1-204 y1)-allyl F -
1-205 3-(5-chloro-pyridin-2-yl)-allyl H H F
1-206 3-pyridin-4-yl-allyl H H F
1-207 3-(2-Chloro-pyridin-4-yl)-allyl H H F
1-208 4-chlorobenzyl Cl H cl H
1-209 Cinnamyl Cl H Cl H
1-210 4-chlorocinnamyl Cl H Cl H
1-211 4-fluorocinnamyl Cl H Cl H
1212 4-bromocinnamyl Cl H Cl H
1-213 4-trifluoromethylcinnamyl Cl H Cl H
1214 4-trifluoromethoxycinnamyl Cl H Cl H
1-215 4-pentafluoroethoxycinnamyl cl H Cl H




1- 220 3-(4-chl orophenyl) - but - 2- enyl
-(4-chl orophenyl )-3 -fluoro 1-221 allyl
wa2@aa0139£hl or o- 4-f |1 uor o- ci nnanyl

ad HAd H 3
ad HdA H
C HdJA H 1reeB2005/002002

3,5-dichloro-cinnanyl d HdO H 1-224
5- phenyl - penta-2, 4-dienyl d2H+d H
4-i sopropyl oxycar bonyl am no 1-225 cinnanyl d HdO H
1-226 3- naphthalen 2-yl - aIIyI ad HA H 3
/5t||f=uxuu et UL ILJ.'22_I’ yi -diiyi G#Hb
H 2128 3- ( 5° &‘Pﬁﬂé‘?’ﬁyﬁ?}‘?’iﬂé{ n-2-yl)Chilyl & H|d H
. 8- PYT 4L a4yl O H Hl 1-230
§P7Chl or o- Dvrltgloﬂy vI )}L allyl|d 8|1—| d ngl- 3101 H
4 ggt robenzyl4&$amkmMEhndl 232| G ppanyl G H{H ¢ H
¢horoci nnnmll a—HHd 1-234 -
4-I-Qwar o¢ |3Tﬁ%ﬁ§lpm@yl’}4ﬂl‘43dl) al1113!12 35 Clbr onodinngin@l ¢ H
HH-C ] T Focrmmamyl O __H k d
1-53%0 4. n?-i‘F %‘iplr}%é‘lt‘ﬂg&‘%? Iﬁ“ /| e H
4- pentaflugqqthgamﬁmgpqnﬂhoﬁl H Hd |I1-239
4- %Fox30|nnanyl - 240 4- etthoxyci nnayl € H
H 1- 241 cyaﬂah nnanyl O HHQ 1-242
2. /1. ~hl A4 o Ly 11t a PN
o0 72 1 1 IUII clII I I 1 U 1-2435
3- 1-22Zhl gr ol ‘i%‘ﬂ ﬂ&ﬂf"y %‘1"8 Hah o wa12006) 683494 B
PCT] ZULb/OQ@Qngl S8 chlor henyl )3 -ffl ygro
| badallly Yol “mﬁ{ﬁ A Be A0 H
3- f@%g)r o- 4 fSLp]mnpl-pnntmz,ﬁrydw@l HiH ¢ 1-248 Cl H
3’ 5 chlioro~-ci nnlgm H 1-247
5. pheny! - pHOBPYRXYFaE ylaeannpr H C
? 225 y p‘& W Cl H Cl H
cinnamyl
1-226 3-naphthalen-2-yl-allyl Cl H Cl H
3-(5-trifluoromethyl-pyridin-2-
- : "H Cl H
1227 y1)-allyl cl
1-228 3-(5-chloro-pyridin-2-yl)-allyl Cl H Cl H
1-229 3-pyridin-4-yl-allyl cl H Cl H
1-230 3-(2-Chloro-pyridin-4-yl)-allyl Cl H Cl H
I-231 4-chlorobenzyl Cl H H Cl
1-232 Cinnamyl Cl H H Cl
1-233 4-chlorocinnamyl Cl H H Cl
1-234 4-fluorocinnamyl Cl H H 1
1-235 4-bromocinnamyl Cl H H Cl
1-236 4-trifluoromethylcinnamyl Cl H H Cl
1-237 4-trifluoromethoxycinnamyl Cl H H Cl
1-238 4-pentafluoroethoxycinnamyl Cl H H Cl
1-239 4-methoxycinnamyl Cl H H ' Cl
1-240 4-ethoxycinnamyl Cl H H Cl
1-241 4-cyanocinnamyl Cl H H Cl
1-242 3-(6-chloro-pyridin-3-yl)-allyl Cl H H Cl
1-243 3-(4-chlorophenyl)-but-2-enyl Cl H H Cl




4-i sopropyl oxycar bonyl ai nino I-248 cinnanyl d HHO{
1-249 3-naphthalen-2-yl-allyl d HHdO 3 -(5

WO 200600404 onret hyl - pyridin-2 1-250 yl)-allyl C Pea/BB2@5/002002
[-251 3-(5-chloro-pyridin-2-yl)-allyl d HHdO 1-252
3-pyridin-4-yl-allyl d HH4%4. 1-253
3-(2-Chloro-pyridin-4-yl)-allyl d HHdO 1-254
4- chl orobenzyl F d H H I-255 Cnnanyl F A HH

12564 (‘Tn Ham | =257

4-f1 uor og¢i r@rfiworﬁ YRr3 Eluqm'ZSB 4- rormcifﬁlnanyl o1

H H244.- 259 4-triflygrpnet hyl cinhandt F|O i H| 1-260

4-trifluoronethoxycihnanyl FE A{HH 14261

4-ped af | udi-olelbfmxmmaarmamﬂ C Hod 1-2623 H Cl

—4-ethoxyci-rramy HH 263—4—ethoxyetrrnamt—F
O LB#6 .1- 264> &dwm@e}mﬁm| O QHH|l 1-Be5| H Cl
—3=(6- un(rup ] yrl— | H[H 1-2606

3-%347:hl crog eh?l)ﬁ%f?ati'é dié{)}}ll Fld all H| 3 H H Cl

-(4-chl of O;p{g@pﬁ%» oXycdrbdi@iamiho267 allyll F O HH

1-?@@8 hl oro- 4-fl uoro-cinnanyl Fc@ H Hygl-269H Cl

3, 5-di chljor o-ci nnalmlilm]d cd HH{1-270

5= phcll —=pent HHWO—Z2006/.003¢94

PCF2A®2005/ 062565 Lhafe?; ﬁt 'Tﬂg}gpr opy! &tycdr byl ajmi rd- Cl

[-271 Ci I’I’Eﬂ_(@L{nﬂ:uog)mHh{ﬁ_ ywidd(2- $- napht hal en- 2-yl - al |yl

F &hshl H -(5-trifl uororret hyl ipyichdin-2 41-278 g Cl

yl)y=allyl F C| H Pyl)almm

2 (B ~rhl Ar~ v FN ol -

S ehbar e AR TS Ty 5 |
1-252 3-pyridin-4-yl-allyl Cl H H Cl
1-253 3-(2-Chloro-pyridin-4-yl)-allyl Cl H H Cl
1-254 4-chlorobenzyl F Cl H H
1-255 Cinnamyl F cl H H
1-256 4-chlorocinnamyl F cl H H
1-257 4-fluorocinnamyl F Cl H H
1-258 4-bromocinnamyl F cl H H
1-259 4-trifluoromethylcinnamyl F Cl H T H
1-260 4-trifluoromethoxycinnamyl F Cl H H
1261 4-pentafluoroethoxycinnamyl E Cl H H
1-262 4-methoxycinnamyl F cl H H
1-263 4-ethoxycinnamyl F Cl H H
1-264 4-cyanocinnamyl F e H H
1-265 3-(6-chloro-pyridin-3-yl)-allyl F cl H H
1-266 3-(4-chlorophenyl)-but-2-enyl F Cl H H

3-(4-chlorophenyl)-3-fluoro-
1-267 F Cl H H
allyl
1-268 3-chloro-4-fluoro-cinnamyl F cl H a
1-269 3,5-dichloro-cinnamyl F cl H H
1-270 5-phenyl-penta-2,4-dienyl F cl H H




1-275 3-pyridin-4-yl-allyl F O HH 1-276
3-(2-Chloro-pyridin-4-yl)-allyl FA HH 1-277
wad2@bhausbenzyl F H C H 1 278 Cinnanyl F H CGPCHIB2005/002002
1-279 4-chorocinnanyl F HO H 1-280 4-fluorocinnanyl
FHCO H 1-281 4-bronocinnapyl F HCO H 1-282
4-trifluoronethylcinnanyl FHO H 1-283
4-trifluoromet hoxyC| nnany!l F HdA H 1-284"
4—pentaiHruproet nO""Ci r‘nau H HCE—H—3=285
4- met hoxy ¢t ’r?ﬂ%’iﬂ? YEr 4m1T°'2 86 4: et hoxygi nnanyl FIH
a i/l 1-287 4- cya&gﬁérﬁﬁarryl FHaH 1-2
3-(6-chloro-pyridin-3-yl)-allyl|F HA {H 1-28
3- S@;{hl or opBemphihabemt2-g-diyyl F|H @G H| 3 1 H H
_( l-chl Ornnhnn\ll\ 3 fluoro1-290 &} lyl FH-cH—H
J-291 3-crﬁr(§r61fhlorf<|>re%thb‘-wrﬂﬁa?ryl FHO| H_ 1-292
3, 52@3 chllor o- ci nn e}}f 1- 203 Cl H H
5- phenyl -|pent a- 2, F H Cl H
4- ggggropygqg%ﬁm@.@wﬂmm -fig-allyl294 %ﬁpnnarryIClF H dygH H
apht hal pr)--’)- yl-allyl FIHCO H
3 (575ri f|l uorcﬁ-nmqhw ﬂyqﬂybi n-2(1-206 yl)-@lyl] FHH ¢ H
H-WO—2606/-003494—PCT/ 002 ——=2§1-297
3- (8760, cr%-f%-%ﬂcawdw}’?ﬁﬁ"%‘ FHG | Gogg H | H
3- IIn-4- yT aakhlothbdnz 1-299
3?%[7 aro-pyrijdin-4-yl ) IyI Fiz—]I?d H 130 d H
4- q%grobenzyl F E]iﬁﬂaﬁyl 1- 301 Cinnpnyll F HH{O 1 H
1 Qn’) /I Chul o+ ||| || | I H H G I 303 4'f= 'u'Oi"‘.,l ||||a||y=
F B250C HT rocmnamyl F H H
1-280 4-fluorocinnamyl ‘F H Cl H
1-281 4-bromocinnamyl F H Cl H
1-282 « 4-trifluoromethylcinnamyl F H Cl H
1-283 4-trifluoromethoxycinnamyl F H Cl H
1-284 " 4-pentafluoroethoxycinnamyl F H Cl H
1-285 4-methoxycinnamyl F H Cl H
1-286 4-ethoxycinnamyl F H Cl H
1-287 4-cyanocinnamyl F H el H
1-288 3-(6-chloro-pyridin-3-yl)-allyl F H Cl H
1-289 3-(4-chlorophenyl)-but-2-enyl F H cl H
3-(4-chlorophenyl)-3-fluoro-
1-290 F H Cl H
allyl
1291 3-chloro-4-fluoro-cinnamyl H cl’ H
1-292 3,5-dichloro-cinnamyl H cl H
1-293 5-phenyl-penta-2,4-dienyl H Cl H
4-isopropyloxycarbonylamino-
1-294 . F H Cl H
cinnamyl
1-295 3-naphthalen-2-yl-allyl F H Cl H
3-(5-trifluoromethyl-pyridin-2-
I-296 F H Cl H
yl)-allyl




| -304 4-Dbronocinnanyl FHHd 1-305
4-trifluoronethylcinnanyl FHHd 1-306

wWa2a06/063400r oret hoxyci nnanyl F HH A 1-307  PCT/IB2005/002002
4- pent af | uor oet hoxyci nnanyl F HH O 1-308

4- met hoxyci nnanyl F'HHJ _48309 4-ethoxycinnanyl F H
HdA 1-310 4-c Y anocinnamyY 1 FHHO 1-311
3- (6-chl oro- pyridin3y|) aIIyI FHHO 1-312
2. (4 ehl hanyvl ] L~ 2
O~ T OO0 ST 1T i o)
- (B2%hl o ﬁeﬁ&iﬁﬁo @’ﬂ'aﬁlil-g&ﬁbmyl 313 &1yl FH H|a Cl H
I=314 3-c¢htor Q- nany| F Hd 1-315
3, 52U chl or o- gé?ndhyﬁ }i@ EMH | -316 H c H
5- ph&ny! ; me@t@mzmﬂpmcanw ylkattyH O ¢ H a H
| 4-1 Sopropyl oxycarbonyl M%nﬂﬂ FH-H-d
1- B3@) 3- hapht hat- éwoszynzs& lyl FfIHEO| 3H(5| H cl
—tr+ftuotromethyl m=2—t=31pvyi)=altyt__F H H_ T
1- B30l 3- (5-chl oro@éﬁ)"i”m%’] n-2-yDtal i1 Bl al #H32p ©
S- din-4-yl 4ahlo¥dcifmahyt! & -3
3- %6 | oro-pyridi n-4-yl )}}-Tlal Lyl | E éZH d H 333 H G
4- ghhprobenzyl 4Qluokodihtdmyll - 324 Ci npanyl| COHF H HAAD Cl
20061003494 pC'rl Dznn:/ 002002 20 1-325
4- A0r ogi nnanﬂl‘l I@O%HWWI 1- 326 4-F 1 uar odilnnanyHa | F Cl
HH_—1-337 % Hg@g 1 F|H 1{32¢
4- +8P7 1 ucro?re{iﬂy(lr)pal nn Kﬁa&iﬂ H H- 1- ’-298H H cl
4-1hpE! ucrmnﬁiﬂm@m&thm@lmnaﬂyl FIH B 1-330g H Cl
4- pent af lluor get hoxyci-nnamyl o 331
4- pBHnoxy cﬁmaw@pomethpxwmpamyl F H H Cl
1-308 4-methoxycinnamyl F H H Cl
1-309 4-ethoxycinnamyl F H H | cl
I-310 4-cyanocinnamyl F H H Cl
I-311 3-(6-chloro-pyridin-3-yl)-allyl F H H Cl
1312 3-(4-chlorophenyl)-but-2-enyl F "H H Cl
3-(4-chlorophenyl)-3-fluoro-
I-313 F H H Cl
allyl ‘
1-314 . 3-chloro-4-fluoro-cinnamyl F H H Cl
I-315 3,5-dichloro-cinnamyl ‘ H H 1
1-316 5-phenyl-penta-2,4-dienyl F H H Cl
4-isopropyloxycarbonylamino-
1-317 . F H H Cl
cinnamyl ,
1-318 3-naphthalen-2-yl-allyl F g .| H Cl
3-(5-trifluoromethyl-pyridin-2-
- H Cl
I-319 §1)-allyl F H h
1-320 3-(5-chloro-pyridin-2-yl)-allyl H H Cl
I-321 3-pyridin-4-yl-allyl H H Cl
1-322 3-(2-Chloro-pyridin-4-yl)-allyl F H H Cl
1-323 4-chlorobenzyl Cl F H H
1-324 Cinnamyl Cl F H H




1- 332 4-ethoxycinnanyl d F HH 1-333 4-cyanoci nnanyl

ad FHH 1-334 3-(6-chloro-pyridin-3-yl)-allyl d F H
W0OH2008/088% 3- (4-chl orophenyl ) -but-2-enyl G F HEI/IBR005/002002

-(4-chl orophenyl )-3 -fluoro 1-336 allyl d FHH

1- 337 3-chloro-4-fluoro-cinnzowyl. d F HH 1-338

3,5-dichloro-cinnanyl d F HH 1-339

5 phenyl - pent a- 2, 4 di enyI ad FHH

4—-sopropytoxy anino—1= o-|-0 ci-manyt— ¢ F H H '
1-BaAS 3- napht h§1°bﬁf%¥%amé{;‘| yl FCl H| 3 F H H
=T T uor ongidnilednvs: ahﬂ*l n-2 I 342 .yl Y-allyl |C HH
gﬁ 5-chloro-pyridin-2-yl) -aI %\l/l H H 1&’%44 H
3 ?%ﬁ d| n- 4- yl 4-drdygbdcifdantylH H | - F H
3-\ Chloro-pvridin-—4-— | y—allyl ["I F 3 3_4r.6 :
4-1;311:8)ropenf‘nWﬂFPer@Fth‘Pm@né’A? G nGanyll HE Q] HE H
1=348—4=chuy I- 5 94-ftyoraci nnamyl
HEY H %%‘W’E%%{}’cmﬁlﬁfé’ Lk o | A-3s1 H
4- [ udr agRhalusiobmaRydindd 1CI - 352
4-1 '?# [ ud roln%t hoxyci nnfaa?nll Iﬂ:y SI\ 7nnIf:/ 0 349H/.L H
PCILA3 82005/ ooza@gthoanan%3 cl F H H
A-neont afl el e~ Ll 1 oF A
= 'JCIIL a1 Hoetroetn Cl IIIIClII ISR 1 =994
4- 83hoxyci nna%ﬁhoéﬁ’—‘ | - 355 £let HoxyBi nnamil H/ F H
@ 56 4- QY I H F[d Il- 35
13- }53%hlcro pyridi n- 3vIﬁ%Wallvl HD‘-jI'CI H ]%BEFLH H
3- gg ghlar B»mﬁehwro-pmmn%—ﬁm-yllylH Fe H 3 F H H
= ( chlorophepv V-3 -flyoro-+—359-aH y’l H-F—cHH
I-335 " 3-(4-chidrophenyl)-but-2-enyl” cl F H H
3-(4-chlorophenyl)-3-fluoro-
I-336 Cl F H H
allyl
1-337 3-chloro-4-fluoro-cinnamyl cl F H q
1-338 3,5-dichloro-cinnamyl Cl F H H
1-339 5-phenyl-penta-2,4-dienyl Cl F H H
4-isopropyloxycarbonylamino-
1-340 . Cl F H H
cinnamyl
1-341 3-naphthalen-2-yl-allyl Cl F H H
3-(5-trifluoromethyl-pyridin-2-
- , F H H
1-342 y1)-allyl Cl
1-343 3~(5-chloro-pyridin-2-yl)-allyl Cl F H H
1-344 3-pyridin-4-yl-allyl Cl F H H
1-345 3~(2-Chloro-pyridin-4-yl)-allyl cl F H H
1-346 4-chlorobenzyl H F Cl H
1347 Cinnamyl H ' F Cl H
1-348 4-chlorocinnamyl H F Cl H
1-349 4-fluorocinnamyl H F Cl H
1-350 4-bromocinnamyl H F Cl H
I-351 4-trifluoromethylcinnamyl H F cl H
1-352 4-trifluoromethoxycinnamyl H F cl H




1-360 3-chloro-4-fluoro-cinnanyl HF d H 1-361 °
3,5-dichloro-cinnanyl HF d H [-362

WG2hemsb4 pent a- 2, 4-dienyl HF G H PCT/IB2005/002002
4-1i sopropyl oxycar bonyl ami no 1-363 cinnanyl HF C H
| -364 3-naphthalen-2-yl-allygpHF d H 3 -(5
-trifluoronethyl-pyridin-2 1-365 yl)-allyl HF d H
13663(5 chloro pyr|d|n2yl) aIIyI HF d H 1-367

2 P~ H \ g [ La¥al
T p H-e hr 'DUO
3-1-35%n! 6‘1’&9‘}3 lry‘?eﬁl"ii}"jlm&l“r%]u HEHEa|H F-3g9 Cl H
- robhenzyl (xi'mrd1370 nnanyl HI|C
I gg, 4-(horog|%§gﬂc a 1-372 z-flﬁorom r(1:rlmrr I H
H {35t C |-37&eﬁmlxmnnmnylnanyl HigHO §-374 H
4-1ri1 1l uoronet h\/l ci nnnmll H H-dl 1375
4- 1856 | ugr omet HCSWE‘P%WWI HFEH® I-376 cl H
A=pentaftiu OX %Sk FrH—Cl =37
4-&:-@ hoxy C?Igﬁgt%? %3;1 af}&l 378 & et HoxyEi nnamft H F H
H |-<79 AR Heh AN BiLb-etyIF | H 1-38
3-?%5 hl (vr|d|n ?p‘l\I)/Lf%\-alfﬂ'y H%H @ \I\% c H
2006/ 0034 945 @Echlomphosiebioor- {31 |-381
3- {45¢hl qr ophenyl ) - kﬁ,lﬁ 2-enyl H|F Hid | 3 F Cl H
(4 chl orjophenyl ) - @1 uoro 1-3{82 allyl HF Hd
QN 9 Rrf ULROcnBRanyl H.E RO ;1-384
iggpchl or o- Igon%am/ H ?:I 1- §§5 cl H
5 pRepY! - pfzntas-z;e&ﬂdoeumdanﬂl F HO g . Cl H
A-1 sopbr nr‘\l oxyvear honv Gt g el A
Oy T a1 O T TIIaAalTy 1 rnr|rnu
| - 3882 3- HaphrPhanshpetiy 4aq11P913fI ZTF kife cl H
' 4-isopropyloxycarbonylamino-
1-363 . H F Cl H
cinnamyl
1-364 3-naphthalen-2-yl-allyl | F al H
3-(5-trifluoromethyl-pyridin-2-
- F Cl H
1-365 y1)-allyl H
1-366 3-(5-chloro-pyridin-2-yl)-allyl H F cl H
1-367 3-pyridin-4-yl-allyl H F Cl H
1-368 3-(2-Chloro-pyridin-4-yl)-allyl H F cl H
1-369 4-chlorobenzyl H F H Cl
1-370 Cinnamyl H F H Cl
-371 4-chlorocinnamyl H F H Cl
1372 . 4-fluorocinnamyl H F H cl
1-373 4-bromocinnamyl H F H Cl
I-374 4-trifluoromethylcinnamyl H F H Cl
1-375 4-trifluoromethoxycinnamyl 5| F H Cl
1-376 4-pentafluoroethoxycinnamyl H F H Cl
1-377 4-methoxycinnamyl H F H Cl
1-378 4-ethoxycinnamyl H F H Cl
1-379 4-cyanocinnamyl H F H cl
1-380 3-(6-chloro-pyridin-3-yl)-allyl H F H cl




3-(5-trifluoromethyl-pyridin-2 1-388 yl)-allyl HF H

ad 1-389 3-(5-chloro-pyridin-2-yl)-allyl HF Hd
wa28980089pyridin-4-yl-allyl HF HCO 1-391  PCT/IB2005/002002

3-(2-Chloro-pyridin-4-yl)-allyl HF HA 1-392

4-chl orobenzyl d HF H 1-398-Cnnanyl d HF H

| -394 4-chiorocinnanyl d HF H 1-395

4-f | uoroci nnarryl CI HF H I-396 4- brormc:| nnarryl ad H

] 2A07

F——H—3 . a L.I ramyt—Cl =398
4- 1881 | ud r%‘ﬁ%‘FWB @eﬁlﬂ%ﬁk}ﬁ Ls HFEH 300 H Cl
4 pent af Tugr@etias a_:rrﬂ{lo A F H 1-400
gg%]oxyc:l n(%arryl %‘x‘én&f) 401 et hoxygi nnai gyl € 1
H 402 4- cyamlixyl nnanyl Cl HF H [1-403
Q__LG chlaro nurlLu'” a!!\, a—H-FH—1-404
3- {888hl dr obRBIAYT-S- dimeas an@m? HIE H| 3 F H |
—(Z4-chtor upn )b 'yl O _HHH
30805 ot orb ficpfius AR Lamyl A § 1 F1.do7 B cl
3, 55dLchl org— eatiiapanta-CH-diedyl H WO 06/ 003494
p(ti./’sgg?()r 5/ ﬂn}ghnﬂg - ?7% AnIREI 5- thnﬁ—\g! anltg 2 LdIQ_Ien | cl
O H F H| 4isoptspyiosysaskgmdamisay | ani no- |l - 409 cf nnanyi
C 1886 H| 1-410 3- nagwtlhal en-2-yl-dllyll dFH A HH Cl
3- (5-trif]l uoromet AYF<BYridin-2-11-411"yl)-ally] O H[F
12 3 (S-chhetennysidiy 2 Y1) @l 1yl G HF
Ii%g/ vr|d|n 4-yl - F, 3‘] E Iﬁ I“-A1Sl:i: g c
3- (2- Chl orb{i}mﬂlwwmdthy] })yraillll-)ZI- ad HFH 1-41b -
4- ¢h3iger obenzyl H C F H F H Cl
‘ yl)- allyl
1-389 3-(5-chloro-pyridin-2-yl)-allyl H F H Cl
-390 3-pyridin-4-yl-allyl H F H cl
1-391 3-(2-Chloro-pyridin-4-yl)-allyl H F H Cl
1-392 4-chlorobenzyl Cl H F H
1-393 Cinnamyl Cl H F H
-394 4-chlorocinnamyl Cl H F H
1-395 4-fluorocinnamyl Cl H F H
1-396 4-bromocinnamyl Cl H F H
1-397 4-trifluoromethylcinnamyl Cl H F H
1-398 4-trifluoromethoxycinnamyl Cl H F H
1-399 4-pentafluoroethoxycinnamyl Cl H F H
1-400 4-methoxycinnamyl Cl H F H
1-401 4-ethoxycinnamyl Cl H F H
1-402 4-cyanocinnamyl Cl H F H
1-403 3-(6-chloro-pyridin-3-yl)-allyl Cl H F H
1-404 3-(4-chlorophenyl)-but-2-enyl Cl H F H
3-(4-chlorophenyl)-3-fluoro-
I-405 Cl H F H
allyl
1-406 3-chloro-4-fluoro-cinnamyl Cl H F H
1-407 3,5-dichloro-cinnamyl Cl H F H




1-416 G nnanyl HA F H 1-417 4-chlorocinnanyl HO F
H 1-418 4-fluorocinnanyl HAO F H [-419

wa2eoeaed nnanyl HA F H 1-420 PCT/IB2005/002002
4-trifluoronmethylcinnanyl HA F H [-421
4-trifluoronmethoxyci nnanyl HEl F H 1-422'
4- pent af | uor oet hoxyci nnanyl HdA F H 1-423
4- et hoxyci nnarryl HA FH 1 424 4- et hoxyci nnanyl H

Vo I wili N | e — 11

c—H ycul HC—FH71-426
3- 1-60%hl gr %%, aa%ﬁs’i'yl HEl FlH H-427 F H
3-(4-chlorppg 1)ox oy Riho C' FH
3- _%yhlcrophg&%% quoro 1-4p lylf H!l H Hp H
1- 3-¢hloro-4 ¢1hnmnyd CI nnany H F H 1-430
3+-5-di-chh-ero—ei-nnamH FH—1-43%
5- phedyl - pent3anaﬁ htha %?Fle?ni}ll'alﬁld E HClI H F H
4=TSOPT OPH X 4 [~ 432 Ci nngmny FH
I - g§ 3-ra‘3‘p t ha en@ﬁ%@%ﬁy‘m d £ H 1\%34 r q
3-'-1rif|uororrettyy)Laugzyridin 2-|H F
2006/ 003494 PCT/1 B2005/ 002002 33 \JI! ) all y! 1-A35
3- t41zhl cr&(@;ﬁhlom-nylzdlm%ylwaﬂyh HOl F|H H-436 F H
3-“‘y|idi| al . _i:iG FH—1-437
3- (-#1%n| cro py3r ng‘cﬁn X/lfe)uygl Iyl |[H& F|H H-438 F H
4- r onefLeylCntd blrifin-4-yn4891 ¢ npgnyll H 4 F O
1- }25324-0?8%0& nnar?\?n 5’& C? | - 1 -flil—_}lnrn i n%am | H
H a5 | 1- 4424¢hb1rdvmnzy1nnanyl HHIF QI Qr443 F H
At ri fluudrarmmt hyl of ninanay fa| 14 _Aag
AT T 1o IUIILLII)'I |||||a|| | || || l— \W | L= a4
4- 14161 udr omet hox yEYARY HHF CH Cl F H
1-417 4-chlorocmnamyl H Cl F H
1-418 4-fluorocinnamyl H Cl F H
1-419 4-bromocinnamyl H Cl F H
420 4-trifluoromethylcinnamyl H cl F H
1-421 4-trifluoromethoxycinnamyl S| Ci F - H
1-422' 4-pentafluoroethoxycinnamyl H Cl F H
1-423 4-methoxycinnamyl H Cl F H
1-424 4-ethoxycinnamyl H Cl F H
1-425 4-cyanocinnamyl H Cl F H
1-426 3-(6-chloro-pyridin-3-yl)-allyl H cl F H
1-427 3-(4-chlorophenyl)-but-2-enyl | Cl F H
3-(4-chlorophenyl)-3-fluoro-
1-428 H Cl 'F H
allyl
1-429 3-chloro-4-fluoro-cinnamyl H Cl F H
1-430 3,5-dichloro-cinnamyl H Cl H
1-431 5-phenyl-penta-2,4-dienyl H Cl F H
4-isopropyloxycarbonylamino-
1-432 . H Cl F H
cinnamyl
1-433 3-naphthalen-2-yl-allyl H Cl F H
| i_434 3-(5-trifluoromethyl-pyridin-2-~ H Cl F H




1- 445 4-pent af |l uor oet hoxyci nnanyl HH F O 1-446

4- met hoxyci nnanyl HH F O  1-447 4-ethoxycinnanyl HH
WO-200b/00349448 4-cyanoci nnanyl HH F Cd  1-449 PCT/IB2005/002002

3-(6-chloro-pyridin-3-yl)-allyl HHF d 1-450

3-(4-chl orophenyl)-but-2-enyis HHF O 3

-(4-chl orophenyl )-3 -fluoro 1-451 ' allyl HHF C

I-45230h|oro4f|uoro cinnarryl HF A 1-453

3. 5-diechloro c.Lnnu FH-—E—T1-454
5- phenyl 1 pent a- 2, il lédn HHHAd ‘
4=1TSOpr OpyH_px #1465 ¢innanmyl . H H F
158 3. e TR TP i g e T |
3- ri1|uor(3nig5tday1h_4 fallgi n-2 1-4%7 yl)-ahlyli HHF H
Cl 1(-53'-6: 458 3- ('-_\ chl or ng?'vl\/r?lrh n-2 yJ \%I all \/l @Ill ('Eli_l
1- 15y 3- ;M(%Chlomwn@nﬂyyl) iy F du 1] 46@! F H
3= \L cht-oro- Pyt dllyl HHF ¢ -4G1
4-B#%r obhenzy| l&ﬂmﬂ‘ﬂ?eéz 2006) 003494| H F Cl
PCT71 B20057 oozoozcnng,ﬁ T-462 G phna 9 H;H F 4683
4- #égrocl nnanyl 3 ¥| 1-464 ﬁll llrrmljlinn rT\JIlJF("] HCI
H f440- 465 4- b#@idmommmmy}ﬂ d H HE 144664 F Cl
4 t 'fl ""meSL h” u| |||_|ou|y| : I': 1"—67
4-1-44F | ugr onet A PRI CI H HEE 1-468 F Cl
4-pentaf ffuoroey! | 1 H -4
4- 'Lréf’%oxy ci nna?ri}?%hw 1- 470 4-ethoxytin m/]1: cl
H r' 5 47 3-thfloyancthyidamnbylCl | H HrF |1- 442 F cl
ér‘hlrrn pvridin-3-vy-allvl !l HHIF 4-473
> {4aghl dr doidhpromebesysieapy] o HEH F| H F cl
1-445 4-pentafluoroethoxycinnamyl H H F Cl
1-446 4-methoxycinnamyl H H F Cl
1-447 4-ethoxycinnamyl H H F Cl
1-448 4-cyanocinnamyl H H F Cl
1-449 3-(6-chloro-pyridin-3-yl)-allyl H H F Cl
1-450 . | 3-(4-chlorophenyl)-but-2-enyl H H F Cl
3-(4-chlorophenyl)-3-fluoro-
1-451° H H F Cl
allyl :
1-452 3-chloro-4-fluoro-cinnamyl H H F Cl
1-453 3,5-dichloro-cinnamyl H H F Cl
1-454 5-phenyl-penta-2,4-dienyl H H F Cl
4-isopropyloxycarbonylamino-
1-455 . H H F Cl
cinnamyl
1-456 3-naphthalen-2-yl-allyl H 51 F Cl
3-(5-trifluoromethyl-pyridin-2-
- H F Cl
1-457 y1)-allyl H
1-458 3-(5-chloro-pyridin-2-yl)-allyl H H F Cl
1-459 3-pyridin-4-yl-allyl H H F Cl
1-460 3-(2-Chloro-pyridin-4-yl)-allyl H H F Cl
1-461 4-chlorobenzyl Cl H H F




-(4-chl orophenyl)-3 -fluoro 1-474 allyl d HHF
1-475 3-chloro-4-fluoro-cinnanyl d HHF 1-476
w@2®emdaa oro-cinnanyl d HHF 1-477 PCT/IB2005/002002

5- phenyl -penta-2,4-dienyl d HHF

4-i sopropyl oxycar bonyl am no-44478 cinnanyl d HHF
1-479 3-naphthalen-2-yl-allyl d HHF 3 -(5
-tr|fluororrethyl pyr|d|n2I-480 yI) aIIyI d HHF

/|01 ’) {C

T 5 \..||| of = 2 yl) all I \J HH 1- 62
3- 962 di - 4- yl - @{#1 HF H H F
3- Cnior o- pYRIfidis ‘inﬁfa{nﬁa' [yl CI HiF -484
4- gﬁﬁ)r obenzyl Hd H -485 Ci n@rryl H HED F
1- 11%44 ¢hl oromﬂm)adimhndﬂuﬂ:l HF 1(/487 H H F
4-1 |l yorocgi nng_mll Hdo HFE 1483 4 broppecinnrany—H
H E465 - 489 4- tfhblrwwlwﬂw ci manpl Hld B F WH F
260610034 11820 90
4- 1499 | ugr oﬁ'eqlﬁ Xy #ﬁéﬁjﬁa‘%ﬁ”_}ﬁ Cl El | 4918 H F
4- af | UQF@HH@)%&M&hBXWM H -4 /
4- EEE?]OX\;m nnanyl Hd HE n E.Tm km(\}gl% nn m/IfI H F
C 1H6E ,] 4@¢nwﬂ@ym¢dmxmamylH a F| 1-495 | H F
2 (6. c~h NPH I NP I | W= e 1 10
O uulll\.lUplTT{lll Y ) - qriyl T U T|F 1-"49
3- (146%hl qr ophéripe Shoﬁml@‘@ﬁw Ha G F| 3H H F
rorjophenyl} Thyavo T-497 allyll H F
iﬁ%g ahl or o- 1Hé(uglro c?nnam/l H%léi H F 1gf|1-4 g H F
3 34di chljor o- C|4n¢3any¢1njrmﬁl HF |1-%§0 H H F
_5__p_h_e_n_y_|,_pepfn 2 A-di nn\ll H o HF
4- 18IGpr opyﬁdﬁ?@h}%‘@ﬁ?fl‘@rﬁ'ﬁa allyl | 1 H H F
1-473 3-(4-chlorophenyl)-but-2-enyl cl H H F
3-(4-chlorophenyl)-3-fluoro-
I-474 Cl H H F
allyl
1-475 3-chloro-4-fluoro-cinnamyl cl H H
1-476 3,5-dichloro-cinnamyl Cl H H
1-477 5-phenyl-penta-2,4-dienyl e H H
4-isopropyloxycarbonylamino-
1-478 . Cl H H F
cinnamyl
1-479 3-naphthalen-2-yl-allyl cl H H F
3-(5-trifluoromethyl-pyridin-2-
- ' F
1-480 y1)-allyl Cl H H
1-481 3-(5-chloro-pyridin-2-yl)-allyl Cl | H F
1-482 3-pyridin-4-yl-allyl Cl H H F
1-483 3-(2-Chloro-pyridin-4-yl)-allyl cl H H F
1-484 4-chlorobenzyl H Cl H F
1-485 Cinnamyl H cl H F
1-486 4-chlorocinnamyl H .Cl H F
1-487 4-fluorocinnamyl H Cl H F
1-488 4-bromocinnamyl H cl H F
1-489 4-trifluoromethylcinnamyl H al H F




1-501 cinnanyl HA HF 1-502 3-naphthal en-2-yl-allyl

HA HF 3-(5-trifluoronethyl-pyridin-2 1-503
wQ@bkgoembisyd HC HF 1-504 PCT/IB2005/002002

3-(5-chloro-pyridin-2-yl)-allyl HA HF 1-505

3-pyridin-4-yl-allyl HdA H145_.1-506

3-(2-Chloro-pyridin-4-yl)-allyl HA HF 1-507

4- chl orobenzyl HHdA F 1-508 Gnnanyl HH O F

—50694-¢cHhi UI act1ta HH-E——Fr—1=510 '
4-FH9Mr o¢i proglqﬁ%ycpnaq}ygll 4H)rovlmcicr1nanyl Yy F
O T 17 )14 4 ttaflh&bé‘tﬂf)ﬁ’@x?r[é}(ﬂ | nna I HH F L;51B
4-FA9% 1 udr oitet hoxyci nnanyl H'H @/ 4151 H F
4- peyy af || uor odtrhetkyicimmamyl H H 1-51% H F
4- et hoxyci-Araml—HH O E-—1-516 4 ethoxyetnramt—HH
Ol 1-B93 | - 517 4- Wtih%wwfmll HH O F W 2006/ 003494 | F
PCT 182645/ 002002 18
3- [-89¢hl ar o- py%il ocgt&y ?al Iyl |lHHA|F Y519 H F
3-{ 45£hl ar @ansk& m%- wiylH H @ F ‘
(ifﬂ;gil Qr onhenvl ) - E; lmﬂl I}-, 520 g[l yl Hq'-ll ClLE H F
| - §2dg 3- d hBMﬂhwrcmhmylhbm-Mmiy HiH O} FCll-522 H F
3, 5 dl Ch! O—CtHHadt H-H-c F 1= 523
5. pheny! -|pera: rap%wﬁ;ﬁ”ﬂ}lprﬁ dF .
4- '§8Z)ropyl oxycar bogiy| ani no 1-524 dnnanyl®H H afF
1-525 3-naphthalen-2-yl-allyl HHJ FJ:
- (pybgi uo3-chietdwflupys-cutnamgl | {5263yl )[-al¢yl H HIC |F F
1-527 3 {l: chloro r\\lrir«lln 2 ul\ &H‘y’l HH-a—F 1528
3- pyiod di 11- 4- yi-S-digpiaroqmmagyl £ H - 1 H
1-500 5-phenyl-penta-2,4-dienyl H Cl H
4-isopropyloxycarbonylamino-
I-501 . H Cl H F
cinnamyl
1-502 3-naphthalen-2-yl-allyl H Cl H F
3-(5-trifluoromethyl-pyridin-2-
- 1 H F
1-503 yD)-allyl H c
1-504 3-(5-chloro-pyridin-2-yl)-allyl H Cl H F
1-505 3-pyridin-4-yl-allyl H Cl H F
1-506 3-(2-Chloro-pyridin-4-yl)-allyl H Cl H F
1-507 4-chlorobenzyl H H cl F
1-508 Cinnamyl H H Cl F
1-509 4-chlorocinnamyl H H cl F
1-510 4-fluorocinnamyl H H cl F
1-511 4-bromocinnamyl H H al F
I-512 4-trifluoromethylcinnamyl H H Cl F
1-513 4-trifluoromethoxycinnamyl H H Cl F
1-514 4-pentafluoroethoxycinnamyl H u Cl F
1-515 4-methoxycinnamyl H H Cl F
1-516 4-ethoxycinnamyl H H Cl F
1-517 4-cyanocinnamyl H 5t Cl F




1-529 3-(2-Chloro-pyridin-4-yl)-allyl HHd F 1-530
4-chl orobenzyl HF F F 1-531 Gnnanyl HF F F 1-532
wa2@hooxaed nnanyl HF F F  1-533 4-fl uoroci nnanpdT/BB26039002002
F 1-534 4-bronocinnanyl HF F F 1-535
4-trifluoromethylcinnanyl H¥% F F 1-536
4-trifluoronethoxycinnanyl HF F F 1-537

4- pent af | uor oet hoxyci nnanyl HF F F 1-538
4 i —ethoxycinm ninl’F'r

F E518- 540 EPRmsRY D -1 841 H

1T O
&

i
S Sig T oS RV Bl AL T B 1g543 ¢

H
hl or ophenyl J-but-2-envl” H F
- (4- chl ol oph@rshlgrephenfyl)tdefloorb- 543 al lyl| H F F |F  1- 544

3-thp®ro44-fluoro-cinpanyl HF F FEAD 200610034941 F
PCT/ I B2095/ 002002 &l | 2545 3, 5-dichl aro-ci nnanyl H F

4- 1—§%1oro{§|_32'§§1@§‘%%¥?§f‘2;%ﬁ%§“ -g4$n n:ar:yll_HH HEG K

1-548, 3- napht3hskipfitc2oxlmahlyy! H| F ﬁFal 3 -f> Cl

-triffuordomethyl -pyridin-2"1-549 ylY-allyl " H A F F

1- 5803 3- (|5- SHvhenppepéa-ddrlionyy ) Jal 1§ W F B F | 1-@51

3- p)2'(:hu| cr%‘%'?’ﬂ%'éﬂ%if%‘ﬂf/‘?qbﬁaé‘@?/f HEF R 1-553 .
4- ERRYr obenzyl F Hpkadv 1- 554 C FHF A 55

n I
4-chlorodinnanyl FHEFE [-556!4-fluorlocinnanyl E HIE

|1
F 152657 |4- brmtmmm-ﬂlyl-l FF H H Cl F

3-(5-trifluoromethyl-pyridin-2-

1-526 J)-allyl H H cl F
1-527 3-(5-chloro-pyridin-2-yl)-allyl H H cl F
1-528 3-pyridin-4-yl-allyl H H cl F
1-529 3-(2-Chloro-pyridin-4-yl)-allyl H | cl F
1-530 4-chlorobenzyl H F F F
1-531 Cinnamyl H F F F
1-532 4-chlorocinnamyl H F F F
1-533 4-fluorocinnamyl H F F F
1-534 4-bromocinnamyl H F F F
1535 4-trifluoromethylcinnamyl H F F F
1-536 4-trifluoromethoxycinnamyl H F F F
1-537 4-pentafluoroethoxycinnamyl H F F F
1-538 . 4-methoxycinnamyl H F F F
1-539 * 4-ethoxycinnamyl H F F F
1-540 4-cyanocinnamyl H F F F
1-541 3-(6-chloro-pyridin-3-yl)-allyl H F F F
1-542 3-(4-chlorophenyl)-bqt—Z-enyl H F F F
3-(4-chlorophenyl)-3-fluoro-
I-543 H F F F

allyl

1-544 3-chloro-4-fluoro-cinnamyl H F F F




1-558 4-trifluoromethylcinnanyl F HF F 1-559
4-trifluoronethoxycinnanyl F HF F 1-560

wa2@enordd uor oet hoxyci nnanyl F HF F 1-561  PCT/IB2005/002002
4- met hoxyci nnanyl F HF F 1-562 4-ethoxycinnainyl F H

F F 1-563 4-cyanocinnainyl.-$%7H F F 1-564
3-(6-chloro-pyridin-3-yl)-allyl FHFF 1-565

3-(4-chl orophenyl) but - 2- enyI F H F F 3 (4-
ahl Ar nnh 2 1 4 o=
CTI— O 0P ||_y|) H ot o0 =5 U cl Iyl F - o0/
3- bﬁ-ﬂi)ro 4- f|3u%fil:?h OITYE H F FH 1- 468 F %
3, 5-_dichijor @- ha ¥ i & -569 .
5. Blhyl | penta D A rl nyf I F F
4- |soprory4mpm@yMyg/drMymlﬂle-57o cinnanyl FHFF
1- R447 3- napht hal en- 2-yl| -aI lyl F{H FHF WO 2Pp06/003#94| F
PCT/ | B2005/ 002002°0&8Y13 - (5-trj f | uor orfet hyl - pyri di n} 2
=572 yh)=arkyl,
3- {-§4%hl dr o- 5’yllrl .Pﬁthﬁ?’% fVl)alHe?'?l FHFER 1Fs74 F F
g Eé I§:ﬁ: ; ﬂ(y{nf‘ﬁiéir Mhztﬁyl y|1_1d||ﬁ|1-21 I5:7aﬂz R 1 576
2 gro-pyridin a F F
4-chl'orohenzyl F 1)=PF§X |-577 Clnnanyl |F F'H F 1-578
A=—choroctnmn v e fHooraci nrnairy FF 1
e P T ks M o i d IR
4-Tr T T udr omet hylgdinnaaydivt F H F - 582
4:(r5rs¥I udgr onret hgglg/m nnglym/ly ﬁ 83 F F F
4- pegb af | |ud( erldma#yl) arliylz H HH | -|584F F F
4 rnpt hovded namel = A 4 H 1 = o
et TToXyCT Rh Ty F J. JU\) 4= C1T I )\ybl Taiiyl |l
H E553-586 4-cyd rfé:’:‘?fﬂhw FFHFF F F
1-554 Cinnamyl F H F F
1-555 4-chlorocinnamyl F )| F F
1-556 4-fluorocinnamyl F 5| F F
1-557 4-bromocinnamyl F H F F
1-558 4-trifluoromethylcinnamyl F H F F
1-559 4-trifluoromethoxycinnamyl F H F F
1-560 4-pentafluoroethoxycinnamyl F H F F
1-561 4-methoxycinnamyl F H F F
1-562 4-ethoxycinnamyl F H F F
1-563 4-cyanocinnamyl F H F F
1-564 3-(6-chloro-pyridin-3-yl)-allyl F H F F
1-565 3-(4-chlorophenyl)-but-2-enyl F H F F
3-(4-chlorophenyl)-3-fluoro-
I-566 F H F F
allyl
1-567 3-chloro-4-fluoro-cinnamyl E )1 F
1-568 3,5-dichloro-cinnamyl H F
1-569 5-phenyl-penta-2,4-dienyl F H T
4-isopropyloxycarbonylamino- :
I-570 . F H F F
cinnamyl
I-571 3-naphthalen-2-yl-allyl F H F F




1-587 3-(6-chloro-pyridin-3-yl)-allyl FF HF 1-588
3-(4-chl orophenyl )-but-2-enyl FFHF 3

WO gobsobd4or ophenyl ) -3 -fluoro 1-589 allyl F . PFCHIB2005/002002
1-590 3-chloro-4-fluoro-cinnanmyl FF HF [1-591
3,5-dichloro-cinnanyl F F H{g. 1-592
5- phenyl -penta-2,4-dienyl F F HF
4-i sopropyl oxycar bonyl am no 1 593 cinnanyl F F HF

nanht hal an 2 1 |l ol O I 2 Yl
P Hat—CcT—=— L [} '\\)
-trifluof ér(éttﬁﬂwfﬁmﬂwlﬁylﬂdﬁlrz's % allyl FIFHF
1-B9R 3-(5- chloro )é{gplln 2-yl)t al - FHy F| 1 Fs97] F
3pyridm4y|-al?’| FHF 1598
3(;‘[_%? DIREPtilomd-pyridtiyR)ylpdllyl | F | H F V\@[ZOC 6/ G03494
P 3R?ﬂ N5/ 002002 -39 |1 -599 4-chlorob _nZy! F—FH
1- 6§ Ci manry|3 -yridinEd - aﬂy1601 4 ch@ ocinndhyl |F FF H F
1=6024- o 1=6034-bronmodgi nnamny
F FSBH 13@0&2 quﬁ(}lﬂ 561 alé¥1 | ciFhnamy! }% F |F &Zﬂ F
TI- Trifluofeneideryal nnainyl K F I 1- §06
4- ggﬁq af luor oet hoxyci nﬁ??ryl E FlE g1l (%()7F H F
4- ﬂgﬂ}oxyci nnany | Cikn&ny H 1 608 4t hoxyck nnanylHF F F
E l_l _.. R{ /I €Yo \..| Tar H 1 ()J.G
3- 1678l ¢ o- py F1eBIoR ﬂ%ﬂniylm Iyl |F FF il Ee11 H F
4-Thtgropne I nyl FF EH
(it Al or ophenglsﬁ o;%“ﬂﬁs}afn oro 1-612 FaI I I FFF B HH F
1- E%gao 3- ¢hl or 04Ardthoineeneyinany! |F e F H 15614 g F
3, dichlloro-cnnanyl F E F H
1-581 4-trifluoromethylcinnamyl F F H F
1-582 4-trifluoromethoxycinnamyl F F H F
583 | 4-pentafluoroethoxycinnamyl F F H F
1-584 4-methoxycinnamyl F F H F
1-585 4-ethoxycinnamyl F F H F
1-586 4-cyanocinnamyl F F H F
1-587 3-(6~chloro-pyridin-3-yl)-allyl F F H T F
1-588 3-(4-chlorophenyl)-but-2-enyl F F H F
3-(4-chlorophenyl)-3-fluoro-
I-589 F .F H F
allyl
1-590 3-chloro-4-fluoro-cinnamyl F H
1-591 3,5-dichloro-cinnamyl =1
1-592 5-phenyl-penta-2,4-dienyl F F H F
4-isopropyloxycarbonylamino-
1-593 . F F H F
cinnamyl
1-504 3-naphthalen-2-yl-allyl F F g F
3-(5-trifluoromethyl-pyridin-2-
- F H F
I-595 y1)-allyl F
1-596 3-(5-chloro-pyridin-2-yl)-allyl F F H F
1-597 3-pyridin-4-yl-allyl F F H
1-598 3-(2-Chloro-pyridin-4-yl)-allyl F F H F




1- 615 5-phenyl -penta-2,4-dienyl FF F H

4-i sopropyl oxycar bonyl am no 1-616 cinnanyl F F F H
waz2®e/poB9napht hal en-2-yl-allyl FFFH 3 PCT/IB2005/002002

-(5-trifluoronethyl-pyridin-2 1-618 yl)-allyl FF F H

1-619 3-(5-chloro-pyridin-2-3)-allyl FF FH 1-620

3-pyridin-4-yl-allyl FFF H 1-621
3(2Ch|oropyr|d|n4yl)allyl FFFH 1-622
4—eht-oro ,enzy. 4—| =628 Crmmanyt—H 7 ¢
1- 5399 4- ¢hl or ot F‘?\ﬁj’PZSHQ d{d Fi1-625F F H
- rogr nnanyl ¢ a  1-626 4-Dbro I nna H
d }@g WD 2006/ 0034954ril PCT/ | B2005/002 Ogolg- 40 Irnjlgﬁ?? H
4- i%bi' uqr onret hwhbmasmmmphylH Cl :I (ﬁ 1- 628 F H
4-tr | uaronet hf‘\V\Il“l thI‘Y\II 1629
4- peoy af | uoroeﬁﬁ&%%ﬁw H o CIFCI 1-B30| F H
d=rethoxycinma I7631_ 4-athoxycinn I'TH
alefa | 1- 63g%£°£°érn00|¥1nml Hd d Clﬁ - 632[5ry H
3- hI qr o4Ryiflhekofredry¥dinaahyly| | H dl dp 1-p3
3- % hI draophenyl ) - but - 2- pn\/}lL H %ﬂ ()] 5 " H
- (46@!9' or OMﬁwomlneth@xwmmylﬁs 5mllyl HFA O © H
—636—3-¢htoro fO="Ci l|||cu1y| HC—CGH—C—1r 637
5, 86050 PR ARy 1E6ad P F | H
5= P!~ [PENT & e Sy @Ry O
4- ,?253 ropyl oxvca?@o%%l am n}gl 1- 639 %nn myl FH O d a H
1- §4Qg3- Napht haletioxgeipharayl yI H|A & A 8 F H
-(R frlflllnrnrmfh\ll m'r:d.n 2 | lgag ‘y’l) allyl ¢
d 1-609 ‘4-cyanocinnamyl F F F H
1-610 3-(6-chloro-pyridin-3-yl)-allyl F F F H
1611 3-(4-chlorophenyl)-but-2-enyl 'F F F H
3-(4-chlorophenyl)-3-fluoro-
1-612 F F F H
allyl
1-613 3~chloro-4-fluoro-cinnamyl F F H
1614 3,5-dichloro-cinnamyl ' H
1-615 5-phenyl-penta-2,4-dienyl F F F H
4-isopropyloxycarbonylamino-
1-616 . F F F H
cinnamyl
1-617 3-naphthalen-2-yl-allyl F F F H
3-(5-trifluoromethyl-pyridin-2-
- F H
I-618 y1)-allyl F F
1-619 3-(5-chloro-pyridin-2-yl)-allyl F F H
1-620 3-pyridin-4-yl-allyl F H
1-621 3-(2-Chloro-pyridin-4-yi)-allyl F F F H
1-622 4-chlorobenzyl H Cl cl al
1-623 Cinnamyl H Cl Cl Cl
1-624 4-chlorocinnamyl H Cl cl Cl
1-625 4-fluorocinnamyl H Cl Cl ql
1-626 4-bromocinnamyl H Cl cl cl




1-642 3-(5-chloro-pyridin-2-yl)-allyl HA d d
1-643 3-pyridin-4-yl-allyl HA d d 1-644

w@2q0gcabor o- pyridin-4-yl)-allyl HA d d  1rGEBB2005/002002
4-chl orobenzyl C1 HC1 d 1-646 G nnanyl C1 HCl C1
1-647 4-chlorocinnainyl d H@ d 1-648
4-fluorocinnanyl d HdA d 1-649 4-bronoci nnanyl d
Hd d 16504tr|fluororrethylc:|nnarry| CI Hd d

1651 4—++ | unct Cr1nany H-C =652
4-p62it af | uo?1 P%fm? W HHAO | 1G53 o Cl
4= et ITOXYCi4NRa thdi! - 654, 4- ¢t hoxycilnnapyl
al o b %06 IS | hoodh) 0ho08s - Ja1cl ghs O
4-};§§)§loci napestaflEbrobthCkyoiinamld 656 g cl Cl Cl
3- (o= chl oro- n\lrl dip-3 \/I \ al- ul cg—H-o—d 1657
3-1-43@hl or ophéﬁ??t}m@{%m?méfhyl HH:I @ CI3 -|(4Cl Cl
chtoroephenyt)—= 1 658 al yt H Cf 1565pP
3-EABbr o4 4- f 1 UBFR% n“%ﬁ’kﬂl o Hd |1 &o ¢ Cl
3, 5-di chlfor o- cynRamdindemy C CI 661
5- .-ﬁ yl -{pent a- EZ@)% di pnvlylrI ﬁ cl “ c
4- 189PT opyhﬁ&-yh]ar(bpmdlmirﬁbalﬂym 32 @nnanylcid H @l d d
1-663—3-Hap H-CH—l
3- 16341 f|l 5‘&‘?- nﬁw}“d?'ﬁn&‘ 1-66% y1)' &1 y1| aCly g ¢
O 17663 ERE & ys”ﬂGbx%Zy')allyl d Had d
1- ?gg 3 gy g I e 1 & Iﬁ 1- 6§ a | a
3-F92%h1 di o- pyrldl rall«gllyl) aIIyI a "Ha| d 1-668
4- chl or Ol:nnnul cl H g 669—Ci-Anat "yl c—a—H--€
1- 6686 4- g ho?@bﬁomrérﬁwor@m@mw ad H cl Cl cl
1-637 : 3,5-dichloro-cinnamyl H Cl Cl Cl
1-638 5-phenyl-penta-2,4-dienyl 5| cl al cl
4-isopropyloxycarbonylamino-
1-639 . H Cl Cl Cl
cinnamyl
1-640 3-naphthalen-2-yl-allyl H Cl Cl Cl
3-(5-trifluoromethyl-pyridin-2-
- Cl Cl Cl
1-641 y1)-allyl H
1-642 3-(5-chloro-pyridin-2-yl)-allyl H Cl Cl Cl
1-643 3-pyridin-4-yl-allyl H Cl Cl Cl
1-644 3-(2-Chloro-pyridin-4-y1)-allyl H Cl "l Cl
. 1-645 4-chlorobenzyl Cl H Cl Cl
1-646 Cinnamyl Cl H Cl Cl
1-647 4-chlorocinnamyl Cl H Cl 1
1-648 4-fluorocinnamyl Cl H cl cl
1-649 4-bromocinnamyl Cl H cl Cl
1-650 4-trifluoromethylcinnamyl Cl H Cl Cl
1-651 4-trifluoromethoxycinnamyl Cl H Cl Cl
1-652 4-pentafluoroethoxycinnamyl Cl H Cl Cl
1-653 4-methoxycinnamyl Cl H Cl Cl
1-654 4-ethoxycinnamyl Cl H Cl Cl




|-671 4-fluorocinnanyl d d HO 1-672
4-bronocinnanyl . d d HdO 1-673
wa2a06/063400r onet hyl ci nnanyl G G H A 1-674 PCT/IB2005/002002
4-trifluoromethoxycinnainyl d d HO 1-675
4- pent af | uor oet hoxycinnanyl. g -4 Hd 1-676
4- met hoxycinnanyl d d Hd 1-677 4-ethoxyci nnanyl
a Hda 1- 678 4- cyanoc:| nnarryl CI CI Hd 1-679

f‘l oA

5

d

2 (a6 _~hl

o O Chr ot O—Pyt T O =0~ atH i 11680

3-1-45%hl ()ropheﬁ)ﬂyﬁln‘lﬂﬂ‘?’a?{yényl CClH ¢ H Cl Cl

3- N oT Nk B0 Raliv16 ryll dQA |H ¢ W

20b8760390% e | ERBLT G0a00s 4261- g2 U @ 'Pa

3- E@g Pr 04 43{4- ublbﬁo;ﬁuemyl}}bw 2-@31y1d 1- 683 Cl Cl.

’2 dichlloro-cinnam/l 1 5

5- pheny! - pér@ﬂ@@l’%ﬁ%ﬁyﬁ ﬂ@rOCI Hd

4- I-é@%)ropyl oxycar bogy{ ani no | -685 Clcingnangfl @ & H Cl

G 1-686 3-naphthalen-2-yl-allyl d d Hd

3- (3z4 11 1|1 unewars-hyttuopy-tindhy? |- 684 yI) -ajjl yl| Acid | H

d iGRF -(5-chloro-pyridin-2iyl)y-allyl & g Hd

1- 6860 3- gy i &, irdmhyqroalmymyu c Hal |l -6H0 Cl Cl

2. (9 _Chl A ~ I L~ 1 4

oz Cirof f ||| clllyl C—C [ U -1091L

4- $abbr ohe ;yﬁh ntb% 4I'—ﬁhe 1692 CGinantyl B d & H C

1593 4~ O R BRI ARA by ihune] [T "1- 692

4-fluor ogi nna?ryp? W y 695 4- brlonogi nnamyly A

d H i1- 696 4- blmnﬁmubronet hyI cinnainyl d 4 d H

1. 607 4 ¢+ [Wa¥s rm nnnnnnnnnnnn ol fa | ol Ll 12! ~nnoo

O~ Llllluu LUIPULL allyl A\ A\ |\ Ll 1 0OJO

4- p@68 af |juor & fw@ Iﬁ%ﬁ{ Yla @ - @ W 1Hsgg| Cl Cl

4= TET O %-@ﬁﬁmoraﬁle&ayl-&m-z-
1-664 Cl H Ci Cl

yl)-allyl :
1-665 3-(5-chloro-pyridin-2-yl)-allyl Cl H Cl Cl
1-666 3-pyridin-4-yl-allyl Cl H Cl Cl
1-667 3-(2-Chloro-pyridin-4-yl)-allyl cl H cl cl
1-668 4-chlorobenzyl : Cl Cl H Cl
1-669 Cinnamyl cl cl H cl
1-670 4-chlorocinnamyl Cl cl H Cl
1-671 4-fluorocinnamyl cl cl H Cl
1-672 4-bromocinnamyl . Cl Cl H Cl
1_673 4-trifluoromethylcinnamyl Cl Cl H Cl
1-674 4-trifluoromethoxycinnamyl cl Cl H Cl
1-675 4-pentafluoroethoxycinnamyl Cl Cl H Cl
1-676 4-methoxycinnamyl Cl Cl H Cl
1-677 4-ethoxycinnamyl Cl Cl H Cl
I-678 4-cyanocinnamyl cl cl H Cl
1-679 3-(6-chloro-pyridin-3-yl)-allyl cl Cl H Cl
1-680 3-(4-chlorophenyl)-but-2-enyl Cl Cl H Cl
3-(4-chlorophenyl)-3-fluoro-
1-681 Cl Cl H Cl
, allyl




1-700 4-ethoxycinnanyl d d d H 1-701
4-cyanocinnanyl d d ' d H 1-702

w@2q06/0eabor o- pyridin-3-yl)-allyl d d d H BeWR005002002
3-(4-chl orobhezyl)-but-2-enyl d d'd H 3 -(4-chl
orophenyl)-3 -fluoro 1-704.&lyl d A d H 1-705
3-chloro-4-fluoro-cinnanyl d d d H 1-706
3, 5-di chl oro-ci nnarryl d CI CI H 1-707

nhaonyvl m Ll

I PTTCTTy ul CII LI
4-I—§&1)ropyl3oi@8‘é’r% %‘f’ﬁ%nﬁl 7b8 €lnn mleld cl® H A
VWO 200670034 Mf o} AUUZ 43 09
3- hg%}]t hal en%gs v OF(F%] %[n HCl Cﬁ H a
3- f_E?j_l‘l fil USRI ehtapY,Aidiényt 2- 1- 40 yl)-allyl (ﬂ{ g ¢
711 Q(L_x-f‘hlﬂr(ln\lrldlh2yl) :!!y! e c-H
|-712 3- pmsgpmpmlogwcaabqryian@mo 'd H| 1-71.3
3- [-88%h! gr o- pyri dé %laé_}ﬂgil y-all yI ac ¢ ¢l -j714 - | C
4 chl or obenzyl L5 Cnnanyl d |d d ¢
¢hi on ﬁ{h@[@ﬂ.z al CI 1-717
4- Z%ggr [oYed] nnam/F ﬂ_ gl 715914 hr nn%lp Ijq al cl
ad d|3 (ﬂtrﬁlqumﬁhyltmmdnbt?h | ci nnanyl d d d d
1-¥8874-tirifluoro qﬁl?:ym nnanyl CCld |0 @ - 7221 Cl
4- pent af I|uor oet hoXyct Rhany! 0 d a 1-722
Z- OXY Ct NE_AMEo-Hlridih- 1) g;h 1 1-7 4-|et hoxycj nnanyl
d E%%QCI CFJQ 1- 72%%11cvaz%m nnaﬁnfl d ?l_al??l; cl
3- (Bgehl qr o- py3- pyiudm@—y/ll-a)ll-yhl I yI a (121] o @ 1+728 Cl
3 //I chl-ar r\hhan\l it fa B yay)
A J T \ =
chl686phdniiG- beor’fﬁpéfeiilél 4:?/1?21471Y5| ycld la @ g H Cl
1-691 4-chlorobenzyl cl Cl cl H
1-692 ‘ Cinnamyl Cl Cl Cl H
1-693 4-chlorocinnamyl Cl a | a H
1-694 4-fluorocinnamyl Cl Cl Cl H
1-695 4-bromocinnamyl Cl Cl Cl H
1-696 4-trifluoromethylcinnamyl cl Cl Cl H
1-697 4-trifluoromethoxycinnamyl Cl Cl Cl H
1-698 4-pentafluoroethoxycinnamyl Cl Cl- Cl H
1-699 4-methoxycinnamyl Cl Cl cl H
1-700 4-ethoxycinnamyl Cl cl al H
1-701 4-cyanocinnamyl cl c | cl H
1-702 3-(6-chloro-pyridin-3-yl)-allyl Cl. Cl Cl H
1-703 3-(4-chlorophenyl)-but-2-enyl | (y Cl Cl H
3-(4-chlorophenyl)-3-fluoro-
1-704 Cl Cl Cl H
allyl
1-705 3-chloro-4-fluoro-cinnamyl Cl Cl Cl H
1-706 3,5-dichloro-cinnamyl Cl Cl Cl H
1-707 5-phenyl-penta-2,4-dienyl Cl Cl cl H
4-isopropyloxycarbonylamino- '
1-708 . Cl Cl Cl H
cinnamyl




1-728 3-chloro-4-fluoro-cinnanyl G d d d 1-729
3,5-dichloro-cinnanyl d d d d 1-730
wWG2hemsb4 penta- 2, 4-dienyl A A d d PCT/IB2005/002002

4-i sopropyl oxycar bonylam no 1-731 cinnanyl d d d d
1-732 3-naphthalen-2-yl-allyi3d d d d 3 -(5
-trifluoronethyl-pyridin-2 1-733 yl)-allyl d d d d
1-734 3-(5-chl oro- pyr|d|n2yl) aIIyI addd
—+#35—3 Py AmBLE E—E—TWO2006/ 003494
S AR SR AR R AT Cl cl | Hu
d (Z-Thlomno "ﬂhgfoﬁhe‘!h [METEIREY) a ci I|-737
4- ghl pr oben SO n?ﬁryl F RyF F @739 -
4 roci nnanyl FyH aiHyF 1- 740 4-fluor gci nnamyl =
E_1-741 A-brompeinnamH—F 1742
4-1-71F | ug r%ﬁ%fwyr%pmdawryl)falfcylp F Cl1-743 Cl H
4-t|i|ﬁiuuunetn - F FFF_1I-71T42 .
4- béH af Iuor oetﬁﬁ@é%ﬁ% FFlFEL | 7481 Cl H
4- oxy c3-meanko- i-y)-EHyA6 4+t haxygqnnanylwF F
E E%H‘I_ 747 ?rvann?yﬁarﬂ\w) %4: FtﬁL '49%1 cl H
3- {614l gr o- pyrﬂ-@hl@r@)e;m})l al I yl |F EIF F Xc1749 cl Cl
3 (4 Chl(|up||c||y| =Put=2 CIIyI FF+FF—73
- (B7thI orjophenyl ) 1§m“?1]"1uoro 1-750 &llyll F® FlF d-751Cl
3- ro-[4-TTualBrdd 1 FFFF~1-152
g%‘?chl oro-cinnanyl FFFF 1]- 7% cl c cl
i pheny! - plent a4Zubratiemylyl F 1F FIF c cl cl cl
[ ~YaVals nr‘\l ox\carbonv-amhno 54 AR i“."y’. F (- F F
| - Y—S5§3 rapht hé‘rbé‘hm?mwar%ﬂl yl F|F EIF C1 Cl Cl
1-719 4-trifluoromethylcinnamyl Cl Cl Cl Cl
1-720 4-trifluoromethoxycinnamyl Cl Cl Cl Cl
1-721 4-pentafluoroethoxycinnamyl Cl Cl Cl Cl
1-722 4-methoxycinnamyl Cl Cl Cl -l
1-723 4-ethoxycinnamyl Cl Cl cl Cl
1-724 4-cyanocinnamyl Cl cl Cl cl
1725 3-(6-chloro-pyridin-3-yl)-allyl cl cl Cl cl
1-726 3-(4-chlorophenyl)-but-2-enyl Cl Cl Cl Cl
3-(4-chlorophenyl)-3-fluoro-
1-727 Cl Cl Cl Cl
allyl
1-728 3-chloro-4-fluoro-cinnamyl Cl Cl Cl Cl
1-729 3,5-dichloro-cinnamyl Cl Cl Cl Cl
1-730 5-phenyl-penta-2,4-dienyl cl cl cl Cl
4-isopropyloxycarbonylamino-
1-731 . Cl Cl Cl Cl
cinnamyl
1732 3-naphthalen-2-yl-allyl Cl Cl cl | a
3-(5-trifluoromethyl-pyridin-2-
- Cl
1-733 y1)-allyl Cl Cl Cl
1734 3-(5-chloro-pyridin-2-yl)-allyl Cl Cl Cl Cl
1735 3-pyridin-4-yl-allyl cl Cl Cl Cl




-(5 -trifluoromethyl-pyridin-2 1-756 yl)-allyl F F F
F 1-757 3-(5-chloro-pyridin-2-yl)-allyl FF FF
wo 20068089pyridin-4-yl-allyl F F F F [1-759  PCT/IB2005/002002
3-(2-Chloro-pyridin-4-yl)-allyl FF F F 1-760
4-chl orobenzyl HF HF 1-7634C nnanyl HF HF 1-762
4-chorocinnanyl HF HF 1-763 4-fluorocinnanyl HF H
F WO 2006/ 003494 PCT/ 1 B2005/ 002002 - 45 1|-764

Y oo HAA L

=0T UITUCT LI F
o L7361 ol SRR e G7de O | a |
4- 'ugr onet hg mgy]lﬁ—ll: A F _1-167
4- B'glr’\ af ljuor oet hoxvc:| nnanyl H E|HE _1-768F F F
4 [n?g@oxym nnany| Chinkmpl F  1- 769 4-et hgxycgnnanylgH F F
E 1-77404 n\/annrn nnam/L HE HFE 1-771
3 {-632hl gr o- pyﬁrcamogn%n}ylm lyl |HFHRB 1F772] F F
3=(4-chtgropheny, nyt—HF H F |3
- ( Te0| orophenf}lf)ld%gé{] afn(ﬁo |-773 & yl| H EuF H-774 F
3-ehlior g-14- f | ugRoBbEHaRAthylH F HF &-775
?24& chl aor a- cnnanyl Fy ’-771316 F F F
5 phapy! - peﬁttéﬂzpmmﬁtmhn&mﬁ HF F F F F
4—-soptopytpxycarbonytam-no—i=—7f7—cnnanyt—H+FH-F
1 ¥743 3- napéﬁfr#g,]ogwn#%ycg}qamyl HIF HF F F F
rlflgr el Y% Eifdhdnd T- 779 YID-ablyl|HE H|F
11- %’%6 gﬁﬂoro D\?fldpnl 2-yl)dJallyl HFEFHEF I-€81 ¥
3- @_yyqsdl n-4 yl4-mkthpkydihdankylF 14782 F - F F
’2/’) Chl-gro n\/rlrhn4\1|\ nllyl H-F K| 1-783
4- EH6T obenzyl 4yqthoxycignamyl F F F F
1747 4-cyanocinnamyl F F F F
1-748 3-(6-chloro-pyridin-3-yl)-allyl F F F F
1-749 3-(4-chlorophenyl)-but-2-enyl F F F F
3-(4-chlorophenyl)-3-fluoro-
I-750 F F F F
allyl :
I-751 3-chloro-4-fluoro-cinnamyl
1-752 3,5-dichloro-cinnamyl F F F
1-753 5-phenyl-penta-2,4-dienyl F ' F F
4-isopropyloxycarbonylamino-
I-754 . F F F F
cinnamyl
1-755 3-naphthalen-2-yl-allyl F F F F
; 3-(5-trifluoromethyl-pyridin-2- ‘
1756 y1)-allyl F F F F
1-757 3-(5-chloro-pyridin-2-yl)-allyl F F F F
1-758 3-pyridin-4-yl-allyl F F F F
1-759 3-(2-Chloro-pyridin-4-yl)-allyl F F F F
1-760 4-chlorobenzyl H F H F
1-761 Cinnamyl H F H F
1-762 4-chlorocinnamyl H F H F
1-763 4-fluorocinnamyl H F H F




|-784 Cnnanyl HF F H 1-785 4-chlorocinnanyl HF F H
1-786 4-fluorocinnainyl HF F H 1-787 4-bronoci nnanyl
WORM06B0I94 1- 788 4-trifl uoronet hyl ci nnanyl H F FCHIB2005/002002

1-789 4-trifluoromethoxycinnanyl HF F H 1-790

4- pent af | uor oet hoxyci nnanyl .4 F F H 1-791

4- met hoxyci nnanyl HF F H WO 2006/ 003494

PCT/ | B2005/ 002002 -46 | -792 4-ethoxycinnanyl HF F H

17934 cyanot |t|’||a||3/ H+ 1'_ H—1=79%4
3-1-864hl or o- py‘} HHC %m%ﬁnjy allyl|HEFH 1E705 H F
3-[4-cniroropl FEHI3
-(hj%lorophgﬁf\ﬁ% -3-f|uoro I-7961E'£\II L HE g ul F
1-295 3- ¢ hHetrifludrdmetbexycinnamgiry H g-798 g F
3, -ri6|r~h| oro-cinpnraml—HE FH 1 700
5- pheny! - péwp%taﬂuqmath@ﬁwmnml FlH H F H F
A=Tsopropytoxyc 800 cimnanyl_H H F
| - B34S 3- napht ﬁéﬁéﬁﬁ%}’ ?yl HF EH ¥ H F
3- rifll uor oppiHox ﬁygman 1-8 yll)-aklyl| Hf F| H
1- g-gé& 3-(5-chl aoro- n\bﬁll di nﬂ? yl):al S_gl H Fai!:: H 11{1:80/! F
3- pyro di n- 4-yl 4sayamc1mnamy¢ H 17808 F H F
3(2 Chlar N = A %1 H+—FH—1=866
4- lt-ﬁWbroter*—,:IQ‘{’/J'FB]H“?:I’ﬁ“lhlﬁ Il’%@g C nndkyl \HHFH #Heog F
4- ocin hi Euibutla #-TTLuorqci npany| HF
£ 7510 |aonr anlotberiem rbuto & £ 1 Hgn e F i F
4-tri fl udr GrEtdbrophasiyl- ﬂbbﬂd-F F 1-812
4- {7 | uar onet hoxyciln?anyl HHF FH F H F
ally :

1-774 3-chloro-4-fluoro-cinnamyl H F H

1775 .3,5-dichloro-cinnamyl H F T H

1-776 5-phenyl-penta-2,4-dienyl H F H

4-isopropyloxycarbonylamino-
I-777 . H F H F
cinnamyl
1-778 3-naphthalen-2-yl-allyl H . F H F
3-(5-trifluoromethyl-pyridin-2-
1-779 H F H F

yl)-allyl

1-780 3-(5-chloro-pyridin-2-yl)-allyl H T H F
781 3-pyridin-4-yl-allyl H F H F
1-782 3-(2-Chloro-pyridin-4-yl)-allyl H F | F
1-783 4-chlorobenzyl H F F H
1-784 Cinnamyl H F F H
1-785 4-chlorocinnamyl H F F H
1-786 4-fluorocinnamyl H F F H
1-787 4-bromocinnamyl H F F H
1-788 4-trifluoromethylcinnamyl H F F H
1-789 4-trifluoromethoxycinnamyl H F F H
1-790 4-pentafluoroethoxycinnamyl H F F H
. 1-791 4-methoxycinnamyl H F F H




| - 813 4-pentafl uoroet hoxyci nnanyl HHF F 1-814

4- met hoxyci nnanyl HH F F 1-815 4-ethoxyci nnanyl HH
WO-2(06/0034846 4-cyanoci nnanyl HH F F 1-817 PCT/IB2005/002002

3-(6-chloro-pyridin-3-yl)-allyl HHF F WD 2006/ 003494

PCT/ 1 B2005/ 002002 -47 1-81846 -

3-(4-chl orophenyl )-but-2-enyl HHF F 3

-(4- chlorophenyl) -3-f|uoro|-819 aIIyI HHFF

(eXo¥al ’)’ I I I

o-0-4

1820 ht-oro= 11 um 0= L..l ||||cu| HH-FF =821
y
3, 5790 chI or o- ¢t ﬁﬂ?ﬁ 1-83p F F H
5- yl'ipentaz én&lifﬂﬁ)ﬁ 1H H F F
4-?2 ropyl oxvc%rybonv amno 1-8p3 & nng rryIFH HEe'E H
1- §244 3- napiid-bhaloarpRidih-3ayl)-yllylH H ff F 13 F F H
_(5_‘!@ fluoronet h\/l n\/rl din-2-11825 y! ) aH yl HHFF
1- 8265 3-(53 éﬁpblpalpélywlhbﬁt%ﬁwl) al [l HHE F| 1-B27| H
S=pyridiT-4-yi —17828
3- S:‘ﬁ | ar 43 Cmg&bﬁll‘ei‘??% ﬁ“‘;’_m H :?EF F 1.829 q
2. E0P8roBenzyl H Hamyl O 1-830|Gidhamyl HH a &
1-831 4-chorocinnanyl H HC C 1-832
4- fhgor oqi nhahﬂpro ﬂﬂqom-cmnamxl 8383 41 br gnocFk nnaJrryI FHH H
&—€Cc—1-834 uoronet hytcimmanyt—HH-_¢C
3 h1 -
Y PR AR RS hany | H a| O F 1-j83¢F H
4- afTjuors X é;llte{lga,rmg Hi d I - 837
4- Ez%oxvm n%?r?v??il nyh" 38 4-et hnxgri n anE/i o
Hd d 14-8;39ro@ybyambmrmlramb HHO @ 1-840
3- (Boohl dro-pyridin-3-yl)-allyl |HHdA |C F1-841 F H
91y’
3- (4- chl dr opheny! fIB#PYD  enyl "H|H O O
1-801 3-naphthalen-2-yl-allyl H F F H
3-(5-trifluoromethyl-pyridin-2-
- F H
1-802 y1)-allyl H F
1-803 3-(5-chloro-pyridin-2-yl)-allyl H F F H
1-804 3-pyridin-4-yl-allyl H F F H
1-805 3-(2-Chloro-pyridin-4-yl)-allyl H F ' H
1-806 4-chlorobenzyl H F F H
1-807 Cinnamyl H H F F
1-808 4-chlorocinnamyl H H F F
1-809 4-fluorocinnamyl a H F F
1-810 4-bromocinnamyl H H F F
I-811 4-trifluoromethylcinnamyl H H F F
1-812 4-trifluoromethoxycinnamyl H H F F
1-813 | 4-pentafluoroethoxycinnamyl H H F F
1-814 4-methoxycinnamyl H H F F
1-815 4-ethoxycinnamyl H H F F
1-816 4-cyanocinnamyl H H F F
1-817 3-(6-chloro-pyridin-3-yl)-allyl o H F F




-(4-chl orophenyl )-3 -fluoro 1-842 allyl HHd d
1-843 3-chloro-4-fluoro-cinnanyl HHd d WO
wWQo6/0@a394 PCT/ |1 B2005/ 002002 -48 1-844 PCT/IB2005/002002
3,5-dichloro-cinnanyl HHO d 1-845
5- phenyl -penta-2,4-dienyl H O d
4-i sopropyl oxycar bonyl am no 1-846 cinnanyl HH d d
1- 847 3-naphthalen-2-yl-allyl HHd d
3-(5-trif|uoromsthy| pyr|d|n21848 yl) - aIIyI HHCl
1--8 2 \ Al gl ol
—ot - y [CURESA | I u \W |
11888 3- p%‘%‘&ﬁlﬁ@hﬁﬂbﬁﬁtﬂ ewiH dm |i-g81 F F
6 (z—un 01:04D Tyl HHT T 1-[852
I orcbé}’n4 %ﬁﬁg@knépyjl—?lu °853 G nany!l 1'{'| ajd pH F
2 4-chl oroci nrtlgy! H Cl CI H "1-835
A fl uoraci nnnmll HdAd d H 1-856 4-hrlonpei nnanr\yllL H
Cr-d40 1- 8537"Ch10tq-i4fﬂq9m-élmﬁ@tlﬁk/l i ndanyl| HW d° HF F
1=8584-trit] [OX Y CyTa i l-lu C_H1-859
4-Ipexlt af|l uor oglLd 8 ﬁ]ﬁ}'} ?y 1-H60 ¥
4- ho><y0|5 1- éﬂteph4Qhe 1 1{86%;4- eth yci nnany|
Cll{% H 4- Cvanom nnﬂjirvl (]‘%I Hoﬁ1-9 3 Lid
3-(6-chl M—mopmpyhhxyeﬁbgnyjatmmyl H ad g H 1-864
3-1tgx3chljor ophenyl 1) but-2-enyl HCOHCO [H H F F
(4 chl gr ophenyl ):ngamyq uoro 1-865 allyl HGO O H
B, 3-[chl Qr Qs Al 407 -Or- iy nanmy| cr |d 1-86
é)% chl org’ C|pnn§r#l 2| }ﬂ H 1-868 ﬁl Z: F
5 phenyl &ejxtrﬁhﬂ)rélm&hthndmm a H
4-1sopr dpyl oxycar bonYI am no H H F F
1-826 3-(5-chloro-pyridin-2-yl)-allyl H H F
1-827 3-pyridin-4-yl-allyl H H
1-828 3-(2-Chloro-pyridin-4-yl)-allyl H H F
1-829 4-chlorobenzyl H H Cl cl
1-830 Cinnamyl H H Cl Cl
1-831 4-chlorocinnamyl H H Cl Cl
1-832 4-fluorocinnamyl H H cl Cl
I-833 4-bromocinnamyl H H Cl1 Cl
1-834 4-trifluoromethylcinnamyl H H Cl Cl
1-835 . 4-trifluoromethoxycinnamyl H H Cl Cl
1-836 4-pentafluoroethoxycinnamyl H H Cl Cl
1-837 4-methoxycinnamyl H H Cl Cl
1-838 4-ethoxycinnamyl H H Cl Cl
1-839 4-cyanocinnamyl 5| H cl cl
-840 3-(6-chloro-pyridin-3-yl)-allyl H H Cl Cl
1-841 3-(4-chlorophenyl)-but-2-enyl H H Cl Cl
3-(4-chlorophenyl)-3-fluoro-
1-842 H H Cl Cl
allyl
1-843 3-chloro-4-fluoro-cinnamyl H H Cl Cl




1-869 cinnanyl HA d H 1-870

3-naphthalen-2-yl-allyl HA d H W 2006/ 003494
wWEM60ERGO5/ 002002 -49 3-(5-trifl uoronet hyl - ppeT/iB20052002002

1-871 yl)-allyl HA d H 1-872

3-(5-chloro-pyridin-2-yl)-al4ggl HA d H 1-873

3-pyridin-4-yl-allyl HA d H 1-874

3(2 Chl or o- pyr|d|n4yl) aIIyI HA d H 1-875

hl ar ohpon—zv/| 1 1l
1

4 | OTypotihiZyd u UL LAl LI G H G
1188 4] choBefiy hlgﬁ%mﬂalévf Harg H Cl Cl
Z-ftygor T 79.4-bno I nrfanmyl, H |C
TS 160 Do qalntalo%oﬁﬁéety}wl p R e cl
| - 881 4qt4-isbprapylorpdafisotyytiniineny! H C |H d  1-882
4-pgt aff | uor oet hoxyci nnanyl H O HCd | 1-1883 Cl Cl
4 nmet ho>yci nnarry?lmfm’l Hd 11884 4-ethoxycilnnanmyl H
H-Ch 8§85 #= nyl HCIH{C—__1-8806
3-1(&3’Jchl oro?’cfi?Pﬁha 3%35)?‘1? allyl H m ol 1-lgg7c Cl
3 (4 chl @rmmkamau%d I%Irfﬂmlh Hd HO 3
A%h or ophenyl) l'uoro 1:88%alllyl A HE Cl
chI or o- 4Yﬂ)|'€dbﬂo cinnanyl Hd |Hd 1-890
J, 5—di—€k ha 189
5 iy | o eV AI | 1 & H a | a
prapyl oxgakapmdmyno 1- 892 .ci nnanyl, H d
1 3-|naphth ?ﬁn 2- i\,/iagmgl Lyl H CII%H g & cl
(1585t1r| f I 3*(32 Olhihirb-mlymiyﬂ—gﬂ)mllyl I -834 ylp-aglyl|HE H ¢
1 /L'\ chloro n\lulr:u'” D yl) all‘yl H-& H-¢
1-189%, 3- pyri di fizehlopobezyl| H o HIo cl cl H
1-853 Cinnamyl H Cl Cl H
1-854 4-chlorocinnamyl H Cl Cl H
1-855 4-fluorocinnamyl H Cl Cl H
1-856 4-bromocinnamyl H Cl Cl H
1-857 4-trifluoromethylcinnamyl H Cl Cl H
1-858 4-trifluoromethoxycinnamyl H Cl Cl H
1-859 4-pentafluoroethoxycinnamyl H Cl Cl H
1-860 4-methoxycinnamyl H Cl Cl H
1-861 4-ethoxycinnamyl H Cl Cl H
1-862 4-cyanocinnamyl H Cl Cl H
1-863 3-(6-chloro-pyridin-3-yl)-allyl H Cl Cl H
1-864 3-(4-chlorophenyl)-but-2-enyl H Cl Cl H
3-(4-chlorophenyl)-3-fluoro-
I-865 H Cl Cl H
allyl
1-866 3-chloro-4-fluoro-cinnamyl H Cl Cl H
1-867 3,5-dichloro-cinnamyl H Cl Cl H
1-868 5-phenyl-penta-2,4-dienyl H -l Cl H
4-isopropyloxycarbonylamino-
I-869 . H Cl Cl H
cinnamyl
1-870 3-naphthalen-2-yl-allyl 5t Cl Cl H




1-897 3-(2-Chloro-pyridin-4-yl)-allyl HA Hd WO
2006/ 003494 PCT/ 1 B2005/ 002002 -50 1-898

wa2@bbausbenzyl HH CH3 H 1-899 G nnanyl H H BEBIB1005/002002
1-900 4-chorocinnanyl HH CH3 H 1-901
4-fluorocinnanyl HH CH3 H_.49902 4-bronoci nnanyl HH
CH3 H 1-903 4-trifluoronethylcinnainyl HH CH3 H
1-904 4- tr| fl uororret hoxyci nnarryl HHCH3 H 1-905

A-nont-of naraat-bavvetr  nnanmms 1 [ B o W | 1 ana
SFpertai 11O L= YA CTrio— 11 1-9U0
4- et hox )rq’c{gnﬁﬁ@r‘ﬁyfmﬁ? hyi@pg?&@ EI'1 907 4- et hoyycilnnagyl H
HIdH H| 1-908 4gﬁy§’}]§@0| nnany! |H H CH3 1--909
3- (6-chlioro-pyri yl)-allyl HH CH3 H 1-1910
B;I(Sdnchl 03-¢pokloyd pthndm-zzylgxauyl H H}@HS H & Cl H
\4'Ch! crnnhnn@\ 3 fl yvoro—11911 gl I A—HH-EH3—H
| 18 3] chi orfoPidirdorldlsl nnanyl MH GHB G 1- 91€l H
3, 5-dictitpry ; 3] -917,
S eyl - SCAT RIS IV RLg VR & ca | a | =
4- rcpyl oxygahkestdnayi no 1- 915 ei nnanmydy H | H H
I -Il@g%p?- napht hal en- 2-y| ?Dal Lyl H H CH3IH ¢21 ﬁH3 c
-(ﬁgiaifluoronetﬁmnamyhdln 2 1-9H yl)) - atl yI HHCH Cl
H—3948 or-a ch1= /_-yl) cu' ' 3 H
| -1/Y 3-|p yr| di rf’ll’lf’r9?1n§¥rp¥/l 1 S@O H Cl
3- (& LChiforo- pmrﬂlgggﬁn l-aIIyI CH3 I-B21
4- llcﬁmor gbenzyl H H S 1- 927 OI? anyl H orathy c
1-@?@ 4-|chor oé+h*mmnyﬂrmdu|ny] CF3 H ]}1924 Cl H Cl
A-fl yoraci nnnml! H-H - CF3 H A-BrloreeiArna 'lﬂlny'I HH
CH3339 4- tnﬂuoromethchmnamyl H Cl H Cl
1-881 4-trifluoromethoxycinnamyl H Cl H Cl1
1-882 4-pentafluoroethoxycinnamyl H Cl H Cl
1-883 . 4-methoxycinnamyl H Cl H Cl
1-884 4-ethoxycinnamyl H Cl H Cl
1-885 4-cyanocinnamyl H cl H Cl
1-886 3-(6-chloro-pyridin-3-yl)-allyl H Cl H Cl
1-887 3-(4-chlorophenyl)-but-2-enyl H Cl H Cl
3-(4-chlorophenyl)-3-fluoro- ‘
I-888 ‘ H Cl H Cl
allyl
1-889 3-chloro-4-fluoro-cinnamyl H Cl H Cl
1-890 3,5-dichloro-cinnamyl H Cl H Cl
1-891 5-phenyl-penta-2,4-dienyl H Cl H Cl
4-isopropyloxycarbonylamino-
1-892 . H Cl H Cl
cinnamyl
1-893 3-naphthalen-2-yl-allyl H Cl H Cl
3-(5-trifluoromethyl-pyridin-2-
- H Cl
1-894 y1)-allyl H Cl
1-895 3-(5-chloro-pyridin-2-yl)-allyl H Cl H Cl
1-896 3-pyridin-4-yl-allyl H Cl H Cl
1-897 3-(2-Chloro-pyridin-4-yl)-allyl H Cl H Cl




WO 2006/ 003494 PCT/ | B2005/ 002002 -51 1-926

4-trifluoronethylcinnanyl HH CF3 H 1-927
wWa2a06/063400r oret hoxyci nnanyl H H CF3 H 1-928 PCT/IB2005/002002

4- pent af | uor oet hoxyci nnanyl HH CF3 H 1-929

4- met hoxyci nnanyl H H CF3 H 5¢l- 930 4-et hoxyci nnanyl H

HCF3 H 1-931 4-cyanocinnanyl HH CF3 H 1-932

3- (6-chl oro- pyridin 3- yI) aIIyI HHC3 H 1-933

Q (A r\Ja L1l Ll o
L\ HOf upllc ut = C||_y| I CrroTrik o]
(I¢898hl or ophen %/f%fi‘llo?s"% oro |-p34Hal 1yl HIH ¢F3CHs H
Jchi or o- 4~HEMRy0- Ci nnanyl H CF3 1-9
I -gi chl or o- ci nnlam/a{IH HCF3 H =937 i et H
S1ReNYI| - pent &<cBlofediireimyst H H CF3 (H H CH; H
A- ] SOpk r\n\/l oxycarb hnn\ll amno 1-93 8 ¢ r.nanfy! H-H-CcF3-H
| 1989 3. napht Héh@mcznrgamw lyl HHICF3|H B - (|5 CHs H
=tri+ftugroneth d Ll-:ﬁ-FU Dy=artyt—H
1199432 34(5- chf‘(yﬁ’ o‘H%c““ - 2-yl)-alffyl |H HLCF3 H&_'é ou2 H
1[N 4-giflngfolnéth 11'ﬂ1a§'f}3 A 15943
1%5 llor o- pyri di n- Xr&vl\ allyl HH CE3 I—II_IM1-QAEH3 H
-I@morcbehizgﬂuommthMHamyl 945 q;[nnclrryIHH HOCHZ H H
1 946 4 u U1~ OoC] ||||cu| I || H ecH3 I_I 1 U _’
4-F90%0r gc 4@?8@@4‘16 Oé‘iﬁ%nqmyl 9481 4- Hr orlici nnaffls H H H
H 1 1- 949 _ Aehbky thyl CI al nyl H H
‘iﬁ@ 4-t ri f1 Uor one oxv i nna %? H [1-953%1 H
4-Ip®q,t afjl uor ogteltmxycinnaayy| H H Ol H 1952 CH;, H
-4- et hoxyclnnamyl H-H OCH3 H—1-953-4-ethoxyernnram—H
HIGDS H WO 2005R003MwaybCT/ | B20054 002002H CHs H
1-909 3-(6-chloro-pyridin-3-yl)-allyl H H CH; H
1-910 3-(4-chlorophenyl)-but-2-enyl H H CH, H
3-(4-chlorophenyl)-3-fluoro- "
1911 H H CH; H
allyl
1912 3-chloro-4-fluoro-cinnamyl H H CH; H
1-913 3,5-dichloro-cinnamyl H H . CHj H
1-914 - 5-phenyl-penta-2,4-dienyl H H CH; H
4-isopropyloxycarbonylamino-
1915 . H H CH; H
cinnamyl
1916 3-naphthalen-2-yl-allyl H H CH, H
3-(5-trifluoromethyl-pyridin-2-
- CH H
1-917 y1)-allyl H H 3
1-918 3-(5-chloro-pyridin-2-yl)-allyl H H CH; H
1-919 3-pyridin-4-yl-allyl H H CH, H
1-920 3-(2-Chloro-pyridin-4-yl)-allyl H H CH; H
1-921 4-chlorobenzyl H H CF; H
1-922 Cinnamyl H H CF; H
1-923 4-chlorocinriamyl H H CF; H
1-924 4-fluorocinnamyl H H CF; H
1-925 4-bromocinnamyl H H CF; H




-52 1-954 4-cyanocinnanmyl HH OCH3 H 1-955
3-(6-chloro-pyridin-3-yl)-allyl HH OCH3 H 1-956
w@2¢od0edabor ophenyl ) -but-2-enyl HH OCH3 H 3 -¥dF/1B2005/002002
chl orophenyl )-3 -fluoro 1-957 allyl HH OCH3 H 1-958
3-chl oro-4-fluoro-cinnanyl HH OCH3 H 1-959
3,5-dichloro-cinnanyl HH OCH3 H 1-960

5- phenyl - penta 2, 4-di enyI H H OCH3 H

O T A T
P G e P T T " Jﬁ‘l il 1 e B
HI;%w%"f‘zﬁﬁfi"&lﬁ‘;ﬂmﬁwﬁi@% g iy e |
4-aiabor obenzy’fl'mﬂhPMG@’@FWH 3 1-96B Cijnnddyl |H BFgO2CH H
2 16Phor c’gfjn:aﬁyﬁ“ UU?JI}‘%%%H il e A 14_- Somci (fkamy| H
265%% 3 1- 973@?@%&%&?103}%%“@ agylH CH H H
3 1193974 43-pé1¢h1@t¢-pmdmt3hyi)<-yﬂ}’ln namg H|H Q@2CH HCER H
A e e b s 5 | om | ®
3-(4-chlorophenyl)-3-fluoro-
1-934 allyl H H CFs H
1-935 3-chloro-4-fluoro-cinnamyl H H CF; H
1-936 3,5-dichloro-cinnamyl H H CF, H
1-937 5-phenyl-penta-2,4-dienyl H H CF; | H
4-isopropyloxycarbonylamino-
1-938 cinnamyl H H CF3 H
1;939 3-naphthalen-2-yl-allyl H H CF, H
3-(5-trifluoromethyl-pyridin-2-
1-940 yi)-allyl H H CF3 H
1-941 3-(5-chloro-pyridin-2-yl)-allyl H H CF; H
1-942 3-pyridin-4-yl-allyl H H CF; H
1-943 3-(2-Chloro-pyridin-4-yl)-allyl H H CFs H
1-944 4-chlorobenzyl H H OCH; H
1-945 Cinnamyl H H OCH; | H
1-946 4-chlorocinnamyl H H OCH;4 H
1-947 4-fluorocinnamyl H H OCH; H
1-948 4-bromocinnamyl H H OCH; H
1-949 4-trifluoromethylcinnamyl H H OCH; H
1-950 4-trifluoromethoxycinnamyl H H OCH; H
1-951 4-pentafluoroethoxycinnamyl H H OCH; H
1-952 4-methoxycinnamyl H H OCH; H
1953 4-ethoxycinnamyl H H OCH; H




3 1-976 4-ethoxycinnanyl HH CO2CH H 3 1-977

4- cyanoci nnanyl HH CO2CH H 3 WD 2006/ 003494
weEanboERa005/ 002002 -53 1-978 PCT/IB2005/002002

3-(6-chloro-pyridin-3-yl)-allyl HH CRCHH 3 1-979

3- (4-chl orophenyl ) -but-2-enykp H H CORCH H 3

3-(4-chl orophenyl )-3-fluoro- CO2CH 1-980 allyl HH 3

H 198130h|oro4f|uoro cinnanyl HH CO2CH H 3

2 C II I OO L. Vo Va
1 no') H

OZ 0,9 \,u\.. |uru \.,|||||cu 311983
5 Ipﬂﬁényl - pent éi Cé’aﬁocd?léaﬂw H H Soe@H H| 3 H OCHj3 H
SQPT 0Py NGRS BOEEh &R My H H CO2CH H - 98
yl] 5 CHHERE P AT AT o _alll y1HH ROy || B
3 %5%5 trB-f(Jl-lahlrompHehyll)%pymedyln 2- i H|CO2@H H bef86| H
_y_I_I)__al |y 1-987 3-(5-cghlore pyri di-p—2 y! ) - y! HH
COR2CH H 331£49<éé0r9pb§Ikal)d3 Augrog| 1ai |yl H H CO2CH H 3
1-1989 3-{(2- Chl oro- pysidi n-4-yl ) -alHyl |{H HcopcrPEHs3| H
1-990 4-|chl orobenzyl” CH3 H H H| 1-991 |G nnany] CH3 HIH
( H ;1 dsg992 43.¢hioes-aciutpeithatebB 1 Hd HI g OCH, H
1-959 3,5-dichloro-cinnamyl H H OCH; H
1960 5-phenyl-penta-2,4-dienyl H H OCH, H
4-isopropyloxycarbonylamino-
1-961 . H H OCHj; H
cinnamyl
1-962 3-naphthalen-2-yl-allyl H H OCH; H
3-(5-trifluoromethyl-pyridin-2-
1-963 : H H OCH; H
yl)-allyl
"'1.964 | 3-(5-chloro-pyridin-2-yl)-allyl H H OCH; H
1-965 3-pyridin-4-yl-allyl H H OCHj H
1966 | 3-(2-Chloro-pyridin-4-yl)-allyl H H OCHj H
1-967 4-chlorobenzyl 5| a1 CO,CH H
3
1-968 Cinnamyl H g |COCH| g
3
1-969 ‘ 4-chlorocinnamyl H H CO,CH H
3
1-970 4-fluorocinnamyl H H COCH H
3
1-971 4-bromocinnamyl H H CO.CH H
3
1-972 4-trifluoromethylcinnamyl H H CO,CH H
3
1-973 4-trifluoromethoxycinnamyl | H COCH H
3
1-974 4-pentafluoroethoxycinnamyl H H CO.CH H
3
1-975 4-methoxycinhamy1 H H CO,CH H
: 3
1-976 4-ethoxycinnamyl H H CO.CH H
3
1-977 4-cyanocinnamyl H H CO.CH H
3




1-993 4-
4- br onoci nnanyl
W@ 2a06/063400r onet hyl ci nnanyl
4-trifluoronmethoxyci nnanyl

f 1 uor oci nnanyl
CH3 HHH 1-9

95

CH3 HHH 1-994

CH3 HHH 1-996
CH3 HHH 1-997

PCT/1IB2005/002002

4- pent af | uor oet hoxyci nnanyl_4H3 HH H 1-998

4- met hoxyci nnanyl

CH3 HHH 1-999 4-ethoxyci nnanyl

CH3 HHH 1-1000 4- cyanocinnanyl CH3 HHH 1-1001
-3 (6 chl-e+ro h”I;UIII 3 1 cul" CH3HH-H—1710882
31lohgchl o cqabtdﬂwwrbhmazzl)amlwl CH3pgH H{H WD 2 5@%%%494 H
PCT/ | B2005/ 002002 -54 3 -(4 chl ar nphs:nyl ) -3 Cgﬂé_lﬁr
al 3.yd-cKibdphedyl ut12é 4 2 H
éﬁgoro 4Yfluorg gﬁhtgnyl H H:H 1-f605 3
3 5-di chl ar@-chldosank1) GBuddo! H  1- 1006
5 Qﬁgnyl-pénta 2,4- d?gnyl CH3 H HgH H CO.CH H
4- sopropyloxycarbﬂﬁylan1no 1-1007 ci mnanyl CQH3 Bl H H
1 1OUU : IICl Ill hal Cll L' | 'al | Ci_B H H H O
(gt 1 | 2rchlored-Hipbrogipnamyt 2| 1- 1009 |y )al IyFOFEE 1 &
HH 1-1010 3-(5-chloro-pyridip-2-yl)lallyl CH3 A H 4
1- 15%51 3- py 3 slitehbrydoimabinyl CH3 HeH H| | I3f012 COLCH | o
3- oro pyridin-4-yl)-ally HIHH 1-1013
4-chl orab : 1014 Ci nnany CHEOCH
1- 19535 4. oA orogh?%nﬁa%‘ e Ok AT i H
A—ftooraqc g-10T7 4-nronoci nnanyl H
CH3 A} ﬁ?@%&lg%{é&'ﬂ?‘?ﬂé’léﬂg&t hyl cli'nnc nylyH GHEGCH |
1-107T9 4-tr|fluomﬁﬁahﬁbxyC|nna Ch3 H'H [1-1620 |
4- pent afll uor oet hny\/m nnnm:l H( I_IQ H H- 11021
4-fgshoxyci nitthabénCHgl- iy 0 g | COLH |
3
3-(5-trifluoromethyl-pyridin-2- | CO,CH A
1-986 H H . H
yl)-allyl 3
1-987 3-(5-chloro-pyridin-2-yl)-allyl H H CO,CH H
3
1-988 3-pyridin-4-yl-allyl H H COCH H
3
1939 | 3-(2-Chloro-pyridin-4-yD-allyl | g g |COCH| g
3
1-990 4-chlorobenzyl CH; H H H
1-991 Cinnamyl CHs H H H
1-992 4-chlorocinnamyl CH; H H H
1-993 4-fluorocinnamyl t CH, H H H
1-994 4-bromocinnamyl CH, H H H
1-995 4-trifluoromethylcinnamyl CH, H H H
1-996 4-trifluoromethoxycinnamyl CH, H H H
1-997 4-pentafluoroethoxycinnamyl CH, H H H
1-998 4-methoxycinnamyl CH, H H H
1-999 4-ethoxycinnamyl CH; H H H
1-1000 4-cyanocinnamyl CH H H H
1-1001 3-(6-chloro-pyridin-3-yl)-allyl CH, H H H
1-1002 3-(4-chlorophenyl)-but-2-enyl CH, H H H




1- 1022 4- et hoxyci nnanyl
4- cyanoci nnanyl

wW@2q06/0etabor o- pyri di n-3-yl)-al l yl

3- (4-chl

or ophenyl ) - but - 2- enyl

HCH3 HH 1-1023
HCH3 HH 1-1024

HCH3 HH 1-rO2B2005/002002

HCH3 HH 3
-(4-chl orophenyl )-3 -fluoro.441026 allyl
1-1027 3-chl oro-4-fl uoro-ci nnanyl
3, 5-di chl or o- ci nnanyl

H CH3 H H
HCH3 HH 1-1028
HCH3 HH 1-1029

nhonvl nant a9 A _ A - LI AL LI Ll A NNl AN A4
P eTyt €1t Z, & Ul £1 T Crp— 1 vWp Z0U07/ Jus4a494
PCT/ | B2005r GuAigrarhe g'%ﬂ\l%%r byl oxygar bonylani po- q
| 1080 ¢innanyl HG HH 1-103€Hs
3-naphthalen-2-yl-alflyl HCH3 HH
31_(1504 ri flibohlorcenm)ulorqsmmnainyﬂ 2 1-(;@?'32 yl)gallyl HCH3 H
033 '2 {: r\hl or-6 n\lrn rl -2 yl ) a! I yl } QLB H
11-10354 3- py 3 %ﬁwhhlrwclwl H CHIH H| 1-H035 H H
2=—Chtjor A5y Fyl—H_CH3H I-1T03
41'éﬂ@@rc -2 %”n W%ﬁéfl @}1 087 Glhnamyl TH H H H
1-1038 4-4:,;140 @?ld%p@ﬂydnyhrﬂﬂnbi CcH3  1-1039
‘4Iﬁbyprc0|nna HHH CH3 1-LO4QH§-tr0|HOC|nnaByI H
1-1041 mnnmnﬂluoronethylcinnanyl HHHCH
1= J_O42 =t mramyt—HHHCH3—1- 1043
ATho0 ol wor ST I o £ LB | 1 Hoaal W | H
4-nethoxy§(yﬁﬁﬁwﬂﬂﬂﬂ$¢¥ﬁkﬁn 1-1045 -let hoxycj nnanyl
HiHo6613 46 4-cyanoci nnanyli H-H,. H |CH3py 1-[1047 H
-(8- oro pyr|dﬂhd34yl) aIIyI HH H|CH3 1-1048
'2 / A r\hl nnh 1 H H Ol
31{101¢h| F’&E E‘I@FP)PY%‘T‘PPGX‘; ﬂ?[l 1046Hal )yl H H H CHB H
1-1011 3-pyridin-4-yl-allyl CH3 H H H
1-1012 3-(2-Chloro-pyridin-4-yl)-allyl CHs, H H H
1-1013 4-chlorobenzyl H CH, H H
1-1014 Cinnamyl H CH; H H
1-1015 4-chlorocinnamyl H CH; H H
11016 4-fluorocinnamyl H CH, H H
1-1017 4-bromocinnamyl H CH, H H
1-1018 4-trifluoromethylcinnamyl H CH, H H
1-1019 4-trifluoromethoxycinnamyl H CH; H H
1-1020 4—pentaﬂuoroethbxycinnamyl H CH; H H
I-1021 4-methoxycinnamyl H CH, H H
1-1022 4-ethoxycinnamyl H CH, H H
1-1023 4-cyanocinnamyl H CH; H H
1-1024 3-(6-chloro-pyridin-3-yl)-allyl H CH, H H
1-1025 3-(4-chlorophenyl)-but-2-enyl H CH, H H
3-(4-chlorophenyl)-3-fluoro-
I-1026 H CH; H H
allyl
1-1027 3-chloro-4-fluoro-cinnamyl H CH, H H
I-1028 3,5-dichloro-cinnamyl H CH; H H
1-1029 5-phenyl-penta-2,4-dienyl H CH; H H




1- 1050 3-chl oro-4-fluoro-cinnanyl HH H CH3 1-1051
3,5-dichloro-cinnanyl HH H CH3 1-1052

WG 2hemsb4 pent a- 2, 4-dienyl HH H CH3 PCT/IB2005/002002
4-1i sopropyl oxycar bonyl am no 1-1053. ci nnanyl H H H CH3

1- 1054 3-naphthalen-2-yl-ally4-HHHCH3 3
-(5-trifluoronethyl-pyridin-2 1-1055 yl)-allyl HHH

CH3 WD 2006/ 003494 PCT/ I 82005/ 002002 -56 1-1056

2 (B ~rhl A TR I I B T} 1

o—{o— €6 Oy —h cuI' - rTerio =1657
3- péri di n‘i-'lﬁ9§’|y \u a?'Pi{f}ﬁfiﬁlf“éPB 1-}'1_|055 -
31-93@hl|or o- pyri Eﬁh?arﬂ yl)-allyl HYH H|cHeHs1- 1058
4- chl or gbenzyl H CF3 TV-|H 1-1060 Cinnganyl H 0F3 H H
II}@?ll 4- ChGthﬂmkamyl-y]—b.lﬁPEB H/H H-1062cH; H H
4-f|l yorgecinnamyl —H CE3- H H 1063 4-Hroroein Yt yl H
PRI i ks Armany e e hyl ci nndmyl H OF3 H H
11408% 4-trifluor i OXYCi nnaﬂryl Hy cA3 HHs [1- 1666 H
4- pent af|l uor oet h cinnanyl HCF3 HH| 1-1067
4 _gg%wox ng(md)-pyh&ilﬁ& Yl)Hdllyll1 1068 4-let pegyci nngnyl | H g
(‘J-'L | -1069 4-cyanocihnanyll H CE3-{H H ~1-1070
3101634 hl|or o- p%rpylddln-‘lsylyﬂ)ylal | yI HICF3 |H BH;1- 107H H
3—{4-—ehhor VAN) - CE3—HH—3
- 40851 dr %%Wj’ﬁ’“ﬂﬂ‘%{pbﬁ]ﬁl 07 al 1lyl CHscrR HEH H
- chl or - 41drbb&aLQr ci nnarny!| CH3 1- 19074
I’]sl%g | oro-cinnanyl H CE3 H K ﬁ|1 Q75 " id CHs
-Lqi@gﬁyl - pent a- ZCA}mlHB’hyI H CF3 H H H CH,
-SopE nu! OX\I:‘\"\IY uun | aF ”u 1 076 Ci f lﬂ'an}&l [l gs H—H4
1 11038 3 naph?riemeBngnyly | v [H d&3 H H H CHs
1-1039 4-fluorocinnamyl H H H CH;
1-1040 4-bromocinnamyl H H H CH,4
1-1041 4-triﬂuoromethylcinnamyl H H H CH,
1-1042 4-trifluoromethoxycinnamyl H H H CH,
1-1043 4-pentafluoroethoxycinnamyl H H H CH,
1-1044 4-methoxycinnamyl H H H CH,
1-1045 ' 4-ethoxycinnamyl H H H CH;
1-1046 4-cyanocinnamyl H H H CH;
1-1047 3-(6-chloro-pyridin-3-yl)-allyl H H H CH;
1-1048 3-(4-chlorophenyl)-but-2-enyl H H H CH;
3-(4-chlorophenyl)-3-fluoro-
1-1049 H H H CHj3
allyl
1-1050 3-chloro-4-fluoro-cinnamyl H H H CH;
-1051 3,5-dichloro-cinnamyl H H H CHs
1-1052 5-phenyl-penta-2,4-dienyl H H H CH;
4-isopropyloxycarbonylamino- ‘
1-1053 . H H H CH;
cinnamyl
1-1054 3-naphthalen-2-yl-allyl H H H CH;
3-(5-trifluoromethyl-pyridin-2-
1-1055 ' H H H CH;
yi)-allyl




-(5-trifluoronethyl-pyridin-2 1-1078 yl)-allyl H CF3
HH 1-1079 3-(5-chloro-pyridin-2-yl)-allyl HCF3 HH
wa 200843 pyri di n-4-yl-allyl H CF3 H H 1- 1081PCT/1B2005/002002
3-(2-Chloro-pyridin-4-yl)-allyl HCF3 HH 1-1082
4-chl orobenzyl HiPr HH 1-3983 Cinnanyl HiPr HH WO
2006/ 003494 PCT/ 1 B2005/ 002002 -57 1-1084
4- chor oci nnanyl H i Pr HH I-1085 4-f | uoroc:| nnarryl H

| I |

HPr—HHT—1=310864b || y rlir'l HH_ —1=-11087 )
4100 JEAC A RO A 11088 | H | CH;
I Uor omey | g4 | HI H [1-1Q89
I‘&Qh fll uor oet vc:j%lﬁdg%vl H i Pr}i_lllﬂ Hl 1-7000 H CH,
_qgg@ox yf,(m@mmb ptylndiﬁr—4 W)Hllyll11093 4-let hgxyc| nngnyl | CH;,
HiBr | 1092 4~ cyaneci-nnay—H—i-Rr—H-H—1-1093
31{165¢h! or o- pyﬁcalqm@exwl) al lyl HHIPr H AF; 1- 109H H
3= {4=chtjoropheny 2-enyt— TP
- (4060, crophenyl ?fn?g&‘fy uoro |- JLOQE]HaI llyl cﬁﬂ Pr_H'H H
- chl ouasdorbtivagayici nnany| | - 1@P7
Ié%g |l oro-cinnanyl H ?Dr H H 11.#|1n 8 H"F.g' %P H
S-mI@emyl - pent éu@uwodn@myyl HiPj Hx CF; H H
At SOPTrEPpyTroxy 100t arm—-ro—1=1699—<ci+ llclll F—H—TPr
1141068 s-napht“ﬁgf’%’ﬁc’énwﬁm lyl [Hi¥r H H H
1 T UQrenmb EinfiAgi? T- 1191 y) Lyl Hyfr H
(15196110 [?i ]hl org}ylovrl din-2-yl7y-alll vICﬁ;l Pr DLTFH H
114483 3- p@kmﬂhdnelﬁe&lbxydlmyalmy&l ilPr i H 1C]F]504 H H
3-(2-ChHoro-pyridi-rd4—y)—al byl H-PrH-H—1-1165
41clo661 gbdrpsptatiiorgsthoxpicipnamyl | ' gy CF; H H
1-1067 4-methoxycinnamyl H CF; H H
1-1068 4-ethoxycinnamyl H CF; H H
1-1069 4-cyanocinnamyl H CF; H H
1-1070 3-(6-chloro-pyridin-3-yl)-allyl H CF; H H
1-1071 3-(4-chlorophenyl)-but-2-enyl 5| CF, H H
3-(4-chlorophenyl)-3-fluoro-
I-1072 H CF3 H H
allyl
1-1073 3-chloro-4-fluoro-cinnamyl H CF; H H
1-1074 3,5-dichloro-cinnamyl H CF; H H
1-1075 5-phenyl-penta-2,4-dienyl H CF; H H
4-isopropyloxycarbonylamino-
1-1076 . H CF; H H
cinnamyl
1-1077 3-naphthalen-2-yl-allyl H CF; H H
3-(5-trifluoromethyl-pyridin-2-
- H
1-1078 y1)-allyl H CF; H
1-1079 3-(5-chloro-pyridin-2-yl)-allyl H CF; H H
I-1 08 0 3-pyridin-4-yl-allyl H CF; H H
1-1081 3-(2-Chloro-pyridin-4-yl)-allyl H CF; H H
1-1082 4-chlorobenzyl H iPr H H
1-1083 Cinnamyl H iPr H H




1-1106 Cinnanyl HOCF3 HH 1-1107 4-chorocinnanyl H
OCF3 HH 1-1108 4-fluorocinnanyl HOCF3 HH 1-1109
wa26003ei nnanmyl H OCF3 HH 1-1110 PCT/IB2005/002002
4-trifluoronmethylcinnanyl HOCF3 HH 1-1111
4-trifluoromethoxyci nnanyl HTOCF3 H H WD 2006/ 003494

PCT/ | B2005/ 002002 -58 1-1112

4- pent af | uor oet hoxyC| nnarryl HOCF3 HH 1-1113

npt hoyvyvrel i anay [ 11 4 4 .
4—EethRo> _y\..l |||| H-ecF3—+HH =114 = CLUITTOXY[CT TIITAITY
HLOOSB H H 15F k)ﬁo%n%om nnamyH H QoF3PH H 1H111p H
3103 OT 0- PYIf i - al Tyl H.OCF3 H. 1-11%7
3&&8 orophenv]'ﬁ)lr&but Qaenvl - OT@&I?:FH Hﬂl;'r?, f H
i? @I crophemgblrc)m&m]ﬁdrmMro I -1118gal llyl b4 OGF3 H H H
q 9 3-chloro-4-fl yoro-ci-nna “’J‘H GF3—H-H+1-14206
31408 chl oﬂdrlﬂwmamhqulrn@@ﬁé H H H-1121iPr H H
:) pIIUIIyI = F3H_H ]
rcpyfg&f@gédf%etﬂbﬂgﬁnﬁoy}fulezH ci rnarﬁ}’l HodHs HiHH
tanabeRthdxyéinddrhyt! | H H
3Jé§§’“ fl 3%?0@1‘ hyl - n%l/rl di nyi? - %:EA yl {_k.)rnl VI H OCE3 H
HiHood - 1125 ﬂ-mSthOhYC@lﬂI@nFer d| n-2-ml ) - allilhl H OCH3 H{HH
F1126--3—pyi eyt —H-GEF3—H-H—i-1127
31—(199Ch| or o- p§ &&ﬂ@(él&nwy allyll HIOCF3 HiPr Thbl & 11| H
0 TTI274C fformula,Tb |[R8.,R4al| N RAb
'.%P? | NH_ RaRdg o ia? H iPr it H
1-1093 | 3-(6- chloro-pyrldm-3-y1)-ally1 H iPr H H
1-1094 3-(4-chlorophenyl)-but-2-enyl H iPr H H
3-(4-chlorophenyl)-3-fluoro-
1-1095 H iPr H H
allyl
1-1096 3-chloro-4-fluoro-cinnamyl H iPr H H
1-1097 3,5-dichloro-cinnamyl H iPr H H
1-1098 5-phenyl-penta-2,4-dienyl H iPr H H
4-isopropyloxycarbonylamino-
1-1099 . H iPr H H
cinnamyl
1-1100 3-naphthalen-2-yl-allyl H iPr H H
3-(5-trifluoromethyl-pyridin-2-
- i H H
I-1101 y1)-allyl H iPr
1-1102 | 3-(5-chloro-pyridin-2-yl)-allyl H iPr H H
1-1103 3-pyridin-4-yl-allyl H iPr H H
1-1104 3-(2-Chloro-pyridin-4-yl)-allyl | iPr H H
1-1105 4-chlorobenzyl H OCF; H H
1-1106 - Cinnamyl H OCF; H H
1-1107 4-chlorocinnamyl H OCFs; H H
1-1108 4-fluorocinnamyl H OCF, H H
1-1109 4-bromocinnamyl H OCF, H H
11110 4-trifluoromethylcinnamyl H OCF, H H
11111 4-trifluoromethoxycinnamyl H OCF; H H




5 (1b) wherein the values of R8, Rd4a, R4b, R4o and

R4d are given in Table 1. Table Il provides 1127
weeowpoeags of forrmula Ic WO 2006/ 003494 PCT/IB2005/002002

PCT/ 1 B2005/ 002002 -59 R8 R4a | NR4b | R4o 4 NH Cl

Rad ON f C (lc) wherein4ge values of R8, R4a,

Rdb, R4c and R4d are given in Table 1 Table IV

provi des 1127 conpounds of forrrul ald R8 Rda N R4b

D/|r~ I\Il_l Dr RAA O N E (1 AN ,-\

CI f LIIC vdl gto Uf y

Rea] 12R4b, 41?&@%\%%%&8?‘3@%135% eh i & Tahl &CFsTdbl eHy | H
provides 112 S forpul a Te, Ma PH [+ 1
Relbl3Rat NF 4&&%“% m?ri Wher®in|la he values| 1
of 1|8 Rda, %tho%@nmdleM afe given igrAabl e f H

11115 4-cyanocinnamyl H OCF; H H

I-1116 3-(6-chloro-pyridin-3-yl)-allyl H OCF; H H

1-1117 3-(4-chlorophenyl)-but-2-enyl H OCF; H H

3-(4-chlorophenyl)-3-fluoro-
I-1118 H OCF; H H
allyl

1-1119 3-chloro-4-fluoro-cinnamyl H OCF; H H

11120 3,5-dichloro-cinnamyl H OCF; H H

I-1121 5-phenyl-penta-2,4-dienyl H OCF; H H

4-isopropyloxycarbonylamino- '
I-1122 . H OCF; H H
cinnamyl
I-1123 3-naphthalen-2-yl-allyl H OCF; H H
3-(5-trifluoromethyl-pyridin-2-
I-1124 H OCF; H H
yl)-allyl

1-1125 3-(5-chloro-pyridin-2-yl)-allyl H OCF; H H

1-1126 3-pyridin-4-yl-allyl H OCF; H H

I-1127 3-(2-Chloro-pyridin-4-yl)-allyl H OCF; | 'H H

Table II provides 1127 compounds of formula Ib

(Ib)

wherein the values of R®, R*2 R*®, R* and R* are given in Table 1.

Table III provides 1127 compounds of formula Ic



Tabl e VI provides 1127 conpounds of fornula If WO
2006/ 003494 PCT/ 1 B2005/ 002002 -60 R8 R4a N R4b | Rdo
WO 20461081494 RAd 04~ /N Br (If) wherein the val B&BIB2)05/002002

R8, Rda, R4b, R40 and R4d are given in Table 1 Table

VIl provides 1127 conpounds.®f-formula g ~R8 Rd4a | N
4b FF Rde F RAd O\HN 5 (Ig) wherein the val ues

of R8, Rda, R4b, R4c and R4d are given in Table 1.

Table VII1 provides 1127 con‘poundsR f formula Ih R8

Rdia N Rdb R4o NH F R4d, O ~ %) 10 wherein the

val ues of RS, R4aR Rab, R4o|and R4d are given in Table
1

Cl (Ic)

wherein the values of R, R*2, R*’, R* and R* are given in Table 1

Table IV provides 1127 compounds of formula Id

R8
R4a N/
Rap
Ryc NH
~—
R

N
5 (1d)
wherein the values of R® R* R*, R* and R* are given in Table 1

Table V provides 1127 compounds of formula Ie

i

Y,

pd

(Ie)

10 wherein and the values of R®, R* R* R* and R™ are given in Table 1

Table VI provides 1127 compounds of formula If



Tabl e | X provides 1127 conpounds of fornula Ii WO
2006/ 003494 PCT/ 1 B2005/ 002002 -61 R8 Rd4a | N R4b
WO pdobh0I4DNH R4c RAd O (l1i) wherein the val uesPr/182805/002002

Rda, R4b, We and RAd are given in Table 1. Table X
provi des 1127 conpounds of fggrula Ij R8 N R4b 4NH -
Rdo RAd 5\ (lj) wherein the values of R3, R4a, R4b,
R4o and RAd are given in Table 1. Table Xl provides
1127 conpounds of formula Ik R8 Rda | N R4b R4o NH
RAd 0)/--~ .CF3 (1k) @AQ wheferythe val ues of RS,
Rda, R4b, W and R4d aje gi en iiln Table 1. Table XlI
provi des 1127 conpBupe ala |1 WD 2006/ 003494
PCT/ 1 B2005/ 002002 R4b Rao \ NH R4dO

Br (1)

wherein the values of R®, R*2, R*® R* and R* are given in Table 1

Table VII provides 1127 compounds of formula Ig

R8
R4a N/
R4b "
F
F
R NH e
~I
R4d o \
Yy N

5 (Ig)

wherein the values of RS, R, R*’, R* and R* are given in Table 1.

Table VIII provides 1127 compounds of formula Th

R8
R4a N/
R4b
R NH F
—~I
R4d 0 \
Y N
Fom
10  wherein the values of R®, R*2, R*®, R* and R*! are given in Table 1

Table IX provides 1127 compounds of formula Ii



(I'l') wherein the values of R8, Rd4a, R4b, R4o and R4d

are given in Table 1. Table X II provides 1127
weowpoegs of formula ImMR8 Rd4a | N R4b R4Ao NeCTMIB2BEEA02002

O ONOS5 () wherein the values of R8, Rd4a, R4b, R4do

and R4d are given in Table 161 -Table XV provides 1127

conpounds of fornmula In R8 R4a N IIl R4b R4c NH R4d

ONH O (In) 10 wherein the values of R8, Rd4a, R4b,

R4o and R4d are given in Table 1. E?bl e XV provides

N

003494

/  R4b R4o NH
e val ues of R8, R4a,
in Table 1. Table XV

)
provi des 1127 conpeu '-@ ormula Ip
4c

NH
© (1)

wherein the values of R®, R* R*, R* and R* are given in Table 1.

Table X provides 1127 compounds of formula Ij

A
5 41))
wherein the values of R®, R* R*, R* and R* are given in Table 1.

Table XI provides 1127 cofnpounds of formula Ik

(LY

10 wherein the values of R, R*, R*®, R** and R* are given in Table 1.

Table XII provides 1127 compounds of formula Il



Rda ,R8 | N R4b I R40 \ L(LNH RAd O ~NH 5 (1Ip)

wherein the values of R3, Rd4a, R4b, R4o and R4d are
w@ewenod4sm Tabl e 1. Table XVII provides 1127 cpempmB0eiz002002

of formula 1q RB R4da NR4b Rao NH R4d GoNH O O

(1gq) 10 wherein the values.gi-R8, Rda, R4b, R40 and

RAd are given in Table 1. Table XVIII provides 1127

compounds of fornula Ir WO 2006/ 003494

PCT/ 1 B2005/ 002002 -64 R8 R4a | N Rdb | R4c NH Rda

7NH O N (b) wherein t)e valuesNyof R8, R4a, R4b, R4c

and R4d are given i Table 1.| Tabl e XI X provides 1127

conmpounds of formul & O Rda_t+" N R4b

)

wherein the values of R®, R*, R*®, R* and R* are given in Table 1.

Table XIII provides 1127 compounds of formula Im

RS
R4a N d
R4b
Ry NH N
= \o
R4d /
O =N
5 ()

wherein the values of R®, R*, R*, R*° and R* are given in Table 1.

Table XIV provides 1127 compounds of formula In

A
(In)

10  wherein the values of R, R*® R*, R* and R* are given in Table 1.

Table XV provides 1127 compounds of formula Io



10

I Roc NH R4a NH O N/ CF3 (Is) wherein the val ues

of R8, R4a, R4b, R4o and RAd are given in Table 1.
wa abe034 provi des 1127 conpounds of fornul a | PCTMB805/002002
.Roa | Rdb R4c NH R4d O//~~ NH (It) 10 wherein the

val ues of R8, Rd4a, R4b, R4c.ggd R4Ad are given in Table

1. Table XXI provides 1127 conpounds of formula |lu WD

2006/ 003494 PCT/ 1 B2005/ 002002 -65 ~R8 R4a | N R4b |

Rac \ NH R4d -NH O (lu) mhereiﬁbthe val ues of RS,

Rda, R4b, R4c and R4d are Qi in Table 1. Table

XXI'l provides 27 ¢ ‘ﬁp f formula v ~R8 Rd4a N
Rab / | Roc \ NF

N (Io)

wherein the values of R®, R* R*®, R* and R* are given in Table 1.

Table XVI provides 1127 compounds of formula Ip

(Ip)

wherein the values of R®, R*®, R* R* and R* are given in Table 1.

Table XVII provides 1127 compounds of formula Iq

(9

wherein the values of R®, R*® R* R* and R* are given in Table 1. .

Table XVIII provides 1127 compounds of formula Ir



ON 50C (Iv) wherein the values of R8, Rd4a, R4Db,

Rdo and R4d are given in Table 1. Table XXIIl provides
waiméoeampounds of formula lw ~R8 Rd4a | N RARCT/IBAES/002002

NH R4d O NH 10 (1w) wherein the values of R8, R4a,

Rdb, R4o and R4d are given igy Table 1. Table XXIV

provi des 1127 conpounds of formula Ix W 2006/ 003494

PCT/ 1 B2005/ 002002 -66 R8 R4a I/ NR4b | Rdc \ N C

R4d C AN (Ix) wherein the val ues of R8, R4a, R4b, R4c

and R4d are given inRIaabI 1. N’Tagl e XXV provides 1127

conpounds of fokrrul a |l aa a NI-1 Rdb OH R4c \

NH Cl. R4d o \ sN

(Ir)

wherein the values of R%, R*%, R*®*, R* and R* are given in Table 1.

Table XIX provides 1127 compounds of formula Is

CF,
5 (Is)

wherein the values of R®, R*, R*’, R* and R* are given in Table 1.

Table XX i)rovides 1127 compounds of formula It

(1)

10 wherein the values of R®, R*, R*® R* and R* are given in Table 1.

Table XXI provides 1127 compounds of formula Iu



wherein the values of R8, Rd4a, R4b, R4o and R4d are
given in Table 1. Table XXVI provides 1127 conpounds

wo@Rooboeasd a lab R8 R4a N R4b | OH R4c \ NHPCRIBROG/042002
10 (lab) wherein the values of R3, R4a, R4b, Rd4o and
R4d are given in Table 1. Tadgde XXVII provides 1127
conpounds of fornula | ac WO 2006/ 003494
PCT/ 1 B2005/ 002002 -67 R8 R4a N R4b | OH Rao NH Cl
R4d CI (lac) wherein the val ues ongi?(,V Rda, R4b, R4o0
and R4d are given i.n Taﬁle 1 Tatp|e 1l provides
1127 conpounds of forrmula lafl R8| Rda N R4b OH R4o NH
Br R4d ON 5 (lad¥ FiNthe val ues of R8, R4a,
Rdb, W and R4d are g in Table 1 Table XXX

fr\?l[lrrul a lae R8

(Tw)

wherein the values of R®, R*, R*®, R* and R* are given in Table 1.

Table XXII provides 1127 compounds of formula Iv

5 | c Iv)

wherein the values of R®, R*® R*®, R* and R*® are given in Table 1.

Table XXIII provides 1127 compounds of formula Iw

o)
10 T (Iw)

wherein the values of R®, R*2, R*®, R* and R* are given in Table 1.

Table XXIV provides 1127 compounds of formula Ix



Rda N R4b | OHR40o NHF R4d O/N (lae) 10 wherein
and the values of R8, R4a, R4b, W and R4d are given
WO pood/aid4ed 1 Tabl e XXX provides 1127 conpoundsP@F/IB2005/002002

formula [ af WD 2006/ 003494 PCT/ | B2005/ 002002 -68 R8
Rda N R4b OH R4c NH Br Rag@@ \ /N Br (laf) wherein
the values of R8, Rd4a, R4b, Rao and R4d are given in
Table 1 Table XXXI provides ' 1127 conpounds of
formula lag RB R4a NR4b OH F F Hdo NH F R4d O 1IN
5 (lag) wherein the wa)ues 0f>R8, R4a, R4b, W and
R4d are given indable 1. Jp’abl XXXI'l provides 1127
compounds of for mff NIl-1 R4b

/

N

R =
Nd O)\Q

wherein the values of RS, R** ,R*, R* and R* are given in Table 1.

R4c

Cl

(Ix)
Table XXV provides 1127 compounds of formula Iaa
R4a N
Ra
OH

R4c NH

R4d o \ T
/ N

5 (Iaa)

_R8
cl

wherein the values of R®, R*, R**, R* and R*" are given in Table 1.

Table XX VI provides 1127 compounds of formula Iab

R8
R4a N/

R4b

OH ,
Ruc NH
R4d o \ =

/ N

10 (Tab)

wherein the values of RS, R*, R*®, R*® and R* are given in Table 1.

Table XXVII provides 1127 compounds of formula Jac



OH R4o NHF R4d 04~ "N F (lah) 10 wherein the

val ues of R8, R4a, R4b, R4o and R4d are given in Table
wa200al00389XXXI 1 | provides 1127 conpounds of f orpal/B2bei/002002

WD 2006/ 003494 PCT/ | B2005/ 002002 -69 R8 R4a N I-1I

Rab I OH R4c NH R4d (r) (lgg) wherein the val ues of

R8, Rd4a, R4b, R4c and R4d are given in Table 1. Table

XXXI'V provides 1127 conmpounds of fornula laj R8 R4a N

-1 RAb 1 OH Roc NH, R4d Q5 \ laj) wherein the

val ues of R8, R4a, R4tpa4a R4c~andyR4d are given in Table

1. Table XXXV prpvides 1127 cofrpounds of formula Iak

,-R8 R4a N R4b '™

Cl (tac)

wherein the values of R®, R*, R*®, R* and R* are given in Table 1

Table XXVIII provides 1127 compounds of formula Iad

R, R
R4b
OH
Rec NH Br
7
5 (Iad)

wherein the values of R®, R*, R*®®, R** and R* are given in Table 1

Table XXIX provides 1127 compounds of formula Iae
' RS

R4a N/

R '
OH
Rec NH E
~
R4d o \
Y N
(Iae)
10 wherein and the values of R®, R* R*®, R* and R* are given in Table 1

Table XXX provides 1127 compounds of formula Iaf



Rac NH R4d O CF3 (lak) 10 wherein the val ues of RS,

Rda, R4b, R4o and R4d are given in Table 1. Table
wWOQOhoRepvi des 1127 conpounds of forrmula Ial RE/IB2005/002002
2006/ 003494 PCT/1B2005/ 002002 -70 -R8 R4a NR4b I OH

RA& c 4 NH RAdO o (lal) wheggein the values of RS,

Rda, R4b, R4o and R4d are given in Table 1. Table
XXXVI'| provides 1127 conpounds of forrmula lam R8 Rda
NRIb 1 OH RAc NHO R4d N 5 (I wherein the
values of R8, Rda, R4IR, R4g andyR are given in Table
1. Table XXXVIII ngr ovides 1127 conpounds of fornula

lan R8 R4a N X Rdd O NH
OH
R4c NH Br
R4d o \\
/N
Br (1af)

wherein the values of R®, R R*® R*® and R* are given in Table 1

Table XXXI provides 1127 compounds of formula Iag

R8

7

R4a N

. R4b
OH '
R4c NH
~ R4d
"\

5 ' (lag)

wherein the values of R, R*, R, R* and R* are given in Table 1.

Table XXXII provides 1127 compounds of formula Iah

RS
R4a N/
Rap (
OH
Rao NH =
. R4d O \ I
N
F (b

10  wherein the values of R®, R*, R* R* and R*® are given in Table 1

Table XXXIII provides 1127 compounds of formula Iai



O (lan) 10 wherein the values of R38, Rd4a, R4b, R4o
and R4d are given in Table 1. Table XXXI X provi des
waimé/oeampounds of formula Tao WO 2006/ 003494 PCT/IB2005/002002
PCT/ 1 B2005/ 002002 -71 ~ R8 R4b 4N N OH R4c H R4d
7NH OS C N (lao) whereiigdhe values of R8, R4a,
Rdb, W and R4d are given in Table 1. Table XL
provi des 1127 conpounds of forrmula lap R8 R4a N R4b |
OH R4c NH R4d 7NH 5 (lap) whereigy the val ues of RS,
R4a, R4b, R4o0 and R4d arg gi ¥en>irm Table 1. Table XLI
provi des 1127 conpeunds;of flornulla lag Rda N 1-1R8
R4b | OH NH Rao R j (laq)

o (Iai)

wherein the values of R®, R*, R*®, R* and R* are given in Table 1.

Table XXXIV provides 1127 compounds of formula Iaj
R8
R4a N/
R4b
OH
R4c NH ,
- }\L
0
A
(Ia)

wherein the values of R®, R*, R*’, R** and R*? are given in Table 1.

Table XXXV provides 1127 compounds of formula Iak

R8 :
~
R4a N
Rap
OH
Rae > NH
Rug O)\\
CF

° (lak)

wherein the values of R®, R, R* R* and R* are given in Table 1.

Table XXXVI provides 1127 compounds of formula Ial



10 wherein the values of R8, R4a, R4b, W and R4d are

given in Table 1. Table XLII provides 1127 conpounds
wW@R00boo3ad a Tar WO 2006/ 003494 PCT/ | B2005/ 0020P@T/1B26@5/002002

R8 Rda NI1-1 RAb I OH R4o NHRAd ONH C N (lar)

wherein the values of R3, Rd4gay-R4b, R4c and R4d are

given in Table 1. Table XLIIIl provides 1127 conpounds

of formulalas RB R4a NI1Il RAb | OH R4c \ NH R4d
ONH O ~-N CF3 5 (las) wherein_the ﬁ@Jues of R8, R4a,
Rdb, R4c and R4d are gi REN i pTapfe 1. Table XLIV'

f pr nmulla Tat R8 Rd4a PNH | -1
R4Ab R4c \ R4dNH rein the val ues of
R8, R4a, R4b, R4c and areO$f ven in Table 1. Tablte
XLV provides 1127 gompgunds_of fornula lau WO

2006/ 003494 PCT/ |

provi des 1127 corrp%unds

O
\ (Ial)

wherein the values of R®, R*®, R*, R* and R* are given in Table 1.

Table XXXVII provides 1127 compounds of formula lam

RS
R4a N -
Re
OH
Ric NH N
7 \o
R4d /
0 =N
5 (Tam)

wherein the values of R®, R*, R*’, R** and R*! are given in Table 1.

Table XXXVIII provides 1127 compounds of formula Ian

R8
e
Ry, N
R4b
OH
R4c NH
R )\NH
4y
A
(Ian)

10  wherein the values of R®, R**, R* R* and R* are given in Table 1.

Table XXXIX provides 1127 compounds of formula Iao



-73 RB Rda NRAb OH R4o0\ NHR4d NH O\ /) (lau)

wherein the values of R3, Rd4a, R4b, R4o and R4d are
w@ewenod4sm Tabl e 1. Tabl e XLVI provides 1127 cpempmBneiz002002

of formula Jay ~R8 R4b CH4.N N Roc H R4d 7NH O N

5 C (lav) wherein the valugp-of R8, Rd4a, R4b, R4 and

R4d are given in Table 1. Table XLVII provides 1127

compounds of fornula law R8 R4a N 1-1 Rdb I OH R4o

\ NH R4d O’/NH 10 O -- (la ein the val ues of

R8, Rda, R4b, R4o ang Rad-ar Ngiven in Table 1. Table

XLVI 1| provides, 1127, conpoundg of formula |ax WO

2006/ 003494 PCT* ~-74 R8 Rob
R4c
R NH
© S Cl
s
N (Iao)

wherein the values of R®, R*, R* R* and R™ are given in Table 1.

Table XL provides 1127 compounds of formula Iap

R8
Ria N~
R4b
OH
R4c NH
R )\NH
4d o)
5 (lap)

wherein the values of R®, R*2, R**, R* and R* are given in Table 1.

Table XLI provides 1127 compounds of formula Iaq

R8
~
R, N

a

(lag)

10 wherein the values of R®, R*3, R**, R* and R*! are given in Table 1.

Table XLII provides 1127 compounds of formula Iar



AN N OH R4c CI R4d O (lax) wherein the val ues of

R8, Rda R4b , R4c and R4Ad are given in Table 1. Table
w0 kooproaspgdes 1127 conpounds of fornula | aaa ~- RSI/IB465/062002

Rdb Roo NHCI R4d ON 5 (laaa) Table L provides

1127 conpounds of fornula lagh-R8 Rd4a N I1-1 R4b Roo

NH --0 R4d ON (laab) 10 wherein the val ues of R8,

Rda, R4b, R4o and R4d are given in Table 1. Table LI

provi des 1127 conpounds of forn%l:{ | aac WD 2006/ 003494

PCT/ 1 B2005/ 002002 - g5 R8 R 4b Rd4a NH Cl Rod C

Cl (laac) whergin the values pf R8, R4a, R4b, R40 and

R4d are given in*

(lar)

wherein the values of R®, R*?, R*’, R* and R* are given in Table 1.

Table XLIII provides 1127 compounds of formula Ias

RS
R, N~

a

R4b
OH
R4c NH

Ryq NH

\ // CF,
5 (Ias)

wherein the values of R®, R® R*, R* and R* are given in Table 1.

Table XLIV provides 1127 compounds of formula Iat

(Iat)

10  wherein the values of R®, R* R*®, R* and R*" are given in Table 1.

Table XLV provides 1127 compounds of formula Iau



Table LIl provides 1127 conpounds of formula |aad R8
Ria N RAb R4c NHBr R4d O~N 5 (laad) wherein the
wo ad06e6340f R3, R4a, R4b, R4o and R4Ad are gi venPCTIBRaGH/ 2002
1 Table LIII provides 1127 conmpounds of formnula | aae
~R8 R4a N Rob | R4o NHE73R4d o\ (laae) 10
wherein and the values of R8, R4a, R4b, R4o and R4d
are given in Table 1 Table LIV provides 1127
conmpounds of fornula [aaf WO 2006/ 093494
PCT/ 1 B2005/ 002002 -76 RS da eHH RAC Br R4d
ON Br (laaf) whgrein,t al uels of R8, R4a, R4b,
R4o and R4d are gi V&R _j .
1127 conpounds of for laagH R8 R4a N R4b

(Iaw)

wherein the values of R®, R*®, R*®, R* and R* are given in Table 1.

Table XLVI provides 1127 compounds of formula Iav

R NH
“

5 Y (Tav)

wherein the values of R, R*, R*® R* and R* are given in Table 1.

Table XLVII provides 1127 compouﬁds of formula Jaw

o]
10 T (law)

wherein the values of R®, R*, R*®® R* and R*® are given in Table 1.

Table XLVIII provides 1127 compounds of formula Iax



FF RA&. F R4d O; N 5 (laag) wherein the val ues of

R8, Rd4a, R4b, R4o and R4d are given in Table 1. Table
waXo6povd des 1127 conpounds of fornul a | aah R3CT/HBa03902002

1l RAb RAo NHF R4d o F (laah) 10 wherein the

val ues of R8, 'Rda, R4b, Rbo-apd R4d are given in Table

1 Table LVII provides 1127 conpounds of fornula |aai

WO 2006/ 003494 PCT/ | B2005/ 002002 -77 RR4a N |-

111118 R4d (laai) wherein the valgues of R8, Rda,

R4b, R4o and R4d are qRyen n Able 1. Table LVIII

provides 1127 corgpoundg of [formila laaj R8 Rda N R4b

R4o NH ' 01-~, R4d"¢ %) erein the val ues of

R8, R4a, R4b, R4o0 a Ad 2518 given in Table 1. Table

LI X provi des 1127R4 ORR sNgf_ for rruICall laak ~ R8 R4a
N

C

(Iax)

wherein the values of RE, R**, R* , R* and R* are given in Table 1.

Table IL provides 1127 compounds of formula Iaaa

R4a
R4b
R4c Ci
R o T
/ N
Table L provides 1127 compounds of formula Iaab
R8
R4a N/
Rap
R4c NH
R4d \
O
\ N
(Taab)

10  wherein the values of R®, R*®, R*®, R* and R*! are given in Table 1.

8
NH ‘
\

(Taaa)

Table LI provides 1127 compounds of formula Jaac



RaAb Roc NH R4d CF3 (laak) 10 wherein the val ues of
R8, Rd4a, R4b, R4o and R4d are given in Table 1. Table
wa00p04pgdes 1127 conpounds of forrula |aal WPCT/IB2005/002002
2006/ 003494 PCT/1B2005/ 002002 -78 R8 R4a N R4b Rao

NH R4d O O (laal)  wherein-t$e values of R3, R4a,

Rdb, W and R4d are given in Table 1. Table LXI

provi des 1127 conpounds of fornula laam R8 R4a N R4b

R4o " NH NO R4d ON 5 (laam) pherein the values of
R8, R4a, R4b, R4o andRrR4d (Ven in Table 1. Table
LXI'l provides 11&7 conpounds of|formula laan ~ R8 R4a
N R4b \ .1 Rao NH*

Rec NH cl
~I
Rug
Cl (Iaac)

wherein the values of R, R*2, R**, R* and R* are given in Table 1
Table LII provides 1127 compounds of formula Iaad
R4a N
Rap

Ry NH
) | Rug . \ =
Y N
5 (Taad)

wherein the values of R®, R*, R*, R* and R*® are given in Table 1

_R8
Br

Table LIII provides 1127 compounds of formula Iaae
R8 "
R4a N/
Rab
R4c NH F
~Z
R4d o \
/ N
- (Taae)
10  wherein and the values of R®, R*, R*™® R* and R*" are given in Table 1

Table LIV provides 1127 compounds of formula Iaaf



O O (laan) 10 wherein the values of R8, Rda, R4b, R4do

and R4d are given in Table 1. Table LXI Il provides

waimé/oeampounds of formula | aao WO 2006/ 003494PCT/1B2005/002002

PCT/ 1 B2005/ 002002 -79 R8 R4a N Il R4b R4c NH R4d
NHOSC // N{(laao) whermn the values of R8, Rda,
Rdb, R4c and R4d are given in Table 1. Table LXIV

provi des 1127 conpounds of formula laap -R8 R4a N R4b

CN R 40 HR4d ONH 5 (laap) wherggn the val ues of RS,
Rda, R4b, R4o and RAdRare give
provi des 1127 cogpoun s of [for
Réc NH R4d NH O°

la laag N R8 R4a R4b

NH Br

Br (Taaf)

wherein the values of RS, R*2, R**, R* and R* are given in Table 1

Table LV provides 1127 compounds of formula laag

R8
7~

R4a N

R4b
E
E
Ruc NH E
—~I
R4d o \
. y N

5 . (Taag)

wherein the values of R®, R*, R*®, R* and R* are given in Table 1.
Table LVI provides 1127 compounds of formula Iaah
R8
R4a N/
Rap

Ry NH F
iy

R4d o \
Y N
F (laah)

10  wherein the values of R, R*, R**, R* and R* are given in Table 1

Table LVII provides 1127 compounds of formula Iaai

1n Table 1. Table LXV



10

10 wherein the values of R3, Rd4a, R4b, R4c and R4d are
given in Table 1. Table LXVI provides 1127 conpounds

wW@R00b0033d a | aar WO 2006/ 003494 PCT/ | B2005/ 002B0R1B20& 0002002

R8 R4a N I1-I RAb Roc NH R4Ad O .NH Cl (laar) wherein
the values of R8, R4a, R4b,-R40 and R4d are given in
Table 1. Table LXVII provides 1127 conpounds of
formula laas ~ R8 R4b R4da PNH R4c RAd NH O N CF3 5
(laas) wherein the values of R8, R4a, R4b, R4c and
R4d are given in TableR], TadlenXVI'I1 provides 1127
conpounds of formg a | gat R8 Rda N R4b i R4c NH
Rad O2NH (laat) 10 wbére al ues of R8, Rd4a,
R4b, R4o and R4d are in Table 1. Table LXI X

provides 1127 conpowrls o~ formula | aau WO 2006/ 003494
PCT/ | B2005/ 002002 ™= 81 TR8 N Rob

Ruq
o (laai)

wherein the values of R®, R*, R*®, R* and R* are given in Table 1.

Table LVIII provides 1127 compounds of formula Iaaj
' R8

R4a N/
R4b
Ry NH )

R )\L

O ~
)

(Taaj)

wherein the values of R®, R*3, R**, R* and R* are given in Table 1.

Table LIX provides 1127 compounds of formula Iaak

R8
~
R4a N
' R
Rye NH
d

R4O

CFs  (taak)

wherein the values of RS, R*%, R*®, R* and R* are given in Table 1.

Table LX provides 1127 compounds of formula Iaal



I R4o\ NH RAd 7NH O (laau) wherein the values of
R8, Rd4a, R4b, R4o and R4d are given in Table 1. Table
W 2X0660033v4 des 1127 conpounds of fornula |aav |PCREB2063@2002

NRob/ \ I RAo NH R4dANH 0O/ z/\ N 5 C (laav)
wherein the values of R8, RAm- R4b, We and R4d are

.given in Table 1. Table LXXlI provides 1127 conpounds

of formula laaw ~ R8 R4a NR4b R4c \.NH R4d O NH

O-- 10 (laaw) wherein the values ab R8, R4a, R4b, W
and R4d are given in Ta&yl e k bl e LXXI | provides

1127 conpounds of formil a | 2006/ 003494
PCT/ | B2005/ 002002 -1 R4b RAC N C1

(Taal)

wherein the values of R®, R*, R*, R* and R*® are given in Table 1.

Table LXI provides 1127 compounds of formula Iaam

RS

R4a N -
R
R4c NH N

N
Rag /
O =N
(Taam)

wherein the values of Rg, R* R* R* and R* are given in Table 1.

Table I'XII provides 1127 compounds of formula laan
| ' _R8

(Taan)

wherein the values of R, R*, R*®®, R* and R* are given in Table 1.

" Table LXIII provides 1127 compounds of formula Iaao



10

RAd O N (laax) wherein the values of R8, Rda , R4b

RRo and R4d are given in Table 1. 5 Table LXXI1I
w@e@eioabass 50° 6 conmpounds of formula |y N~R8 PIMIB2005/002002

NHCOR1 (ly) wherein the values of R8 and R are given

in Table 73. 10 WO 2006/ 00372®4 PCT/ |1 B2005/ 002002 -83

Table 73 Conpound Ra Rl No LXXII1-1 C nnanyl

2-chloro-pyrid-4-yl  LXXII1-2 4-choroci nnanyl

2-chloro-pyrid-4-yl  LXXII1-3 4ggl uoroci nnanyl

2-chl oro-pyrid-4-yl r,LXXI] -2 4-br onoci nnany|

2-chl oro-pyri dpd-vyl LXXI[ 11 - :

4-trifl uoromet hyrcranany -<hl oro- pyri d- 4-vyl

LXXI11-6 4-triflu hoxyci nnanyl

2-chl oro- pyri d-4>y X |,]-7

4-pentaf|uoroe$ﬁoxyt' 2-chl oro-pyrid- 4-yl

LXXI 'l -8 4-net hoxycihna hl or o- pyri d- 4-yl

LXXI 1'1-9 4-ethoxyci nffangl” 2-¢hl or g- pyri d-4-yl

LXXI 1 1-10 4-cyanoci nnanyl 2- oi&yf?b-4-yl

I%qallyl

LXXI'I1-11 3-(6-chl oro-pyridin- 3-

2-chloro-pyrid-4-yl  LXXII1-12 (Iaao)

3- (4-chl orophepyl) - Qut - 2-en 2-chl oro-pyrid-4-yl
whem:(an the _Vglglesoi(]&{' éﬁ‘? éi?*’;ﬁ:f‘é ﬁl-“‘sam Biysr &1 Ay L.

2-chloro-pyrid-4-yl LXXII1-14

3- chdbbe DXAV bovides-1d LT veupburitis offf farmo plaap d- 4- vl

LXXI'I'l -15 3, 5-di chl oro-ci nnanyl 2-$&Ioro-pyrid-4-yl

LXXI'I'1-16 5-phenyl - pentg- 2, 4-di"efy’

2-ch|oro-pyrid-4-%% L XX

4-1 sopropyl oxycar bue M ny

2-chl oro-pyrid-4-yl [ -18 3-napht hal en-2-yl -al |yl

2—ch|oro-pyrid-4-¥4

4c

(Taap)

wherein the values of R®, R, R**, R* and R* are given in Table 1.

Table LXV provides 1127 compounds of formula Iaaq

R8
7~
R4a N

0
O\) (laaq)

wherein the values of R®, R*, R*, R* and R* are given in Table 1.

Table LXVI provides 1127 compounds of formula Iaar



LXXI'11-19 3-(5-trifluoronethyl-pyridin-2-yl)-allyl
2-chloro-pyrid-4-yl  LXXII1-20

“KSmmﬁmmhbnro pyridin-2-yl)-allyl 2-chl oro-pyriPBPCcHB005/002002
LXXI'11-21 3-pyridin-4-yl-allyl 2-chloro-pyrid-4-yl
LXXI'11-22 3-(2-Chloro-pyridiged-yl)-allyl
2-chloro-pyrid-4-yl  LXXII1-23 C nnanyl pyrid-4-yl
LXXI 1] -24 4-ch|orocinnany| pyrid-4-yl LXXIII-25
4-fl uoroci nnanyl pyrid-4-yl__LXHd |-26 4-bronoci nnanyl
pyrid-4-yl  LXXII1-2], 4-t¢7fTwor omet hyl ci nnany!
pyrid-4-yl L I'l-28 ' or onet hoxyci nnanyl
pyrid-4-yl LXXI*PMN-29 ¢4 L af | uor oet hoxyci nnanyl
pyrid-4-yl LXXIII 4- met hoxyci nnanyl pyrid-4-yl
LXXI1'1-31 4-et !l pyrid-4-yl LXXI11-32
4- cyanoci nnanylpyrifo HoIxxi11-33

[ hMl pyrld 4-y1 LXXII1-34

d-4-yl WO

3-(4-chl orophenyl ) -3-fl uoro- aIIy\ pyIrn d- 4-yl

LXXII'1-36 3-chl oro-4-fluoro-cinn PYT b %ﬂf

LXXI'I'l-37 3, 5-dichl oro-ci nnanyl pyrid-4- Q LXXI'I1-38
whéreﬁhﬁ%ﬂahié@ B R®, ‘4 -RdP gty nd R He diveh in raGlE NI - 39

-|sopropyloxycarbonylan1no ci nnanyl pyrid- 4 yl

4-y
éﬁ‘eﬁl Q%@I?@Q{a 1‘uoro (Jtuﬁy% L%{?rl éil’anlg? yl ) al lyl
pyrid-4-yl LXXII1-42 3-(5- hLﬂﬁb pyridin-2-yl)-allyl
pyrid-4-yl  LXXI11-R3 3-pyri &in-4-yl-allyl pyrid-4-yl
LXXI'11-44 3-( R,Chl gro-pyri di n-4-yl)-allyl pyrid-4-yl
LXXI'11-45 Cinna g<di chl oro-pyrid-4-yl LXXII1I-46
4- chl or oci nnanyl gdi chl oro-pyrid-4-yl LXXIII-47
4-f1 uoroci nnargy} ><drg\H or o- pyrid-4-yl LXXII11-48
4- br onoci nnanyl 2, 6-d|chéoro pyrid-4-yl LXXIII-49
4-trifluoronet hyl cimpa N@- di chl or o- pyri d- 4-yl
LXXI 11-50 4-trifluoronmethoxyci nnamy
2, 6-di chl oro-pyrid-4-yl \ .

CF,
5 (laas)

wherein the values of R®, R*, R*, R* and R*® are given in Table 1.

Table LXVIII provides 1127 compounds of formula Iaat

(Iaat)

10 wherein the values of R®, R* R* R* and R* are given in Table 1.

Table LXIX provides 1127 compounds of formula Iaau



LXXI I'l -51 4-pentafl uor oet hoxyci nnanyl

2,6-dichloro-pyrid-4-yl LXXII1-52 4-nethoxyci nnanyl
WQ@2®6m0d3aM or o- pyri d-4-yl  LXXII1-53 4-et hoxyci PCEMB2005/002002

2,6-dichloro-pyrid-4-yl LXXI11-54 4-cyanoci nnanyl

2,6-dichloro-pyrid-4-yl LXX14-55

3-(6-chloro-pyridin-3-yl)-allyl

2,6-dichloro-pyrid-4-yl LXXII1-56

3- (4-chl orophenyl ) - but - 2-enyl 2, 6- digchl or o- pyri d-4-yl

LXXI | | -57 3-(4-chl or oplreny! y<'3-TiTor o-al | yl

2,6-dichloro-pyrig-4-yl| L

3- chl or o- 4- f | uor o- étpgan

LXXI'11-59 3,5-dichlo nanyl

2,6-dichloro-pyrid- 4 I'l1-60 .

5- phenyl - pent a- 2, 44di edyl 2,\6-di chl oro-pyrid-4-y1

LXXI Il -61 4-isopropyl opycar I\ll m no- ci nnany|

2, 6-di chl oro-pyrid-4-yl * I II/; 2

3- napht hal en-2-yl -al l yl 2, 6-di chl oro-pyrid-4-yl
LXXI'T1-63 3-(5-trifluoronethyl<pyri diaag{l-)yl )-al lyl
2,6-dichloro-pyrid-4-yl LXXLI11I-64

whaeigGhe tloesofiRft RHL R 2R gndR Y pte given in Table 1.
2,6-dichloro-pyrid-4-yl  LXXII1-65
3- We{méingpﬂsbrdaé i V17 @nfroihedbdOfoanaTas- 4- Y|
LXXI11-66 3-(2-Chloro-pyridni-4-yl)-allyl
2, 6-di chl oro- pyrid-4-yl_ LXX 678 nnany!
2-bronmo-pyrid-4-yl L ghor oci nnany|
2- br ono- pyri d- 4-ylIRs | C | uor-oci nnanyl
2- brono- pyri d-4-yl X -70 2-br onoci nnanyl
2- brono- pyri d- 4-yl X -71
4-trifluoronet hyl dluinany ;?\orm- pyrid-4-yl WO

<br

| - 59_4-

2006/ 003494 PCT/ 1 B2005/1002002 -85 LXXII1-72
4-trifl uoronmethoxyci nndhyl
LXXI'I11-73 4-pent af | uor oet hgxyci
2-bronmo-pyrid-4-yl  LXXII11-74 4gmet\hoxyci nnanyl
2-brono-pyrid-4-yl  LXXII1-75 ¥-ethbxyci nnanyl
2-brono-pyrid-4-yl  LXXI1I1-76 yanoci nnany|
2-bromo-pyrid-4-yl  LXXIII-% Iaav
3-(6-chloro-pyridin-3-yl)-ally 2-br0|£m-p?yri d-4-yl
whérd the viBeSof B, @it atymfeand X ‘e giRerityTable 1.
2-brono-pyrid-4-yl  LXXI11-79
3- (4-chl orophenyl )-3-fluoro-allyl 2-brono-pyrid-4-yl

L I~ > [FYor I - Cl no- pyri d- 4-yl
L%ﬁl@%{é&ﬁ%&)ﬁgg flrozﬁocié g{pﬁﬁg(?ry - 1%%%%5&3)/” d-4-y1
LXXII'l-82 5-phenyl - penFt{ a- 2, 4-4i (Eln,)RS 2- brono- pyri d- 4-vyl

O— (Taaw)

wherein the values of R®, R*%, R**, R* and R* are given in Table 1.

Table LXXII provides 1127 compounds of formula Taax



LXXI'I'1-83 4-isopropyl oxycar bonyl am no- ci nnanyl
2-brono-pyrid-4-yl  LXXI11-84 3-naphthal en-2-yl-allyl
wWQ260039pyrid-4-yl  LXXII1-85 PCT/IB2005/002002
3-(5-trifluoromethyl-pyridin-2-yl)-allyl
2-bronmo-pyrid-4-yl  LXXII1-88 -
3-(5-chloro-pyridin-2-yl)-allyl 2-brono-pyrid-4-yl
LXXII'1-87 3-pyridin-4-yl-allyl 2-brono-pyrid-4-yl
LXXI'T1-88 3-(2-Chloro-pyridin-4-ykg-allyl
2-brono-pyrid-4-yl LRI I innany|
2-f|uoro-pyrid-4RyI - chl or oci nnanyl
-fl uoro- pyri d-4-V 4-f 1 uoroci nnanyl
fluoro-pyrid-4-yl [11-92 4-bronoci nnanyl
fluoro-pyrid-4
trifluoronethyﬁ%inn ny|l
XXI11-94 4-trifluoro
2-fluoro-pyrid-4-yl N
4- pent af | uor oet hoxyci nnanyl 2- 0- pyrid-4-yl
LXXI I 1 -96 4-met hoxyci nnanyl 2-fl uor o- p{/##%- 4-yl
LXXII'l -97 4-ethoxyci nnanyl 2-fluoro-pyrid-4-yl
LXXI'I1-98 4-cyanocinnanyl 2-fluoro-pyrid-4-yl
wheriXlthd vASesHIES; BRI, ®*D; RYrand RA? &reyglivendh Tble 1.
2-fluoro-pyrid-4-yl  LXXI1-100
3- (4-chl or ophenyl) - but - 2- enyl 2-fl uoro-pyrid-4-yl
LXXI'11-101 3-(4-chl orophenyl)-3-fluoro-allyl
2-fluoro-pyrid-4-yl LXXI1]-102
Tabge EKXEH provides dopsomparednal fotly bf o- pyri d- 4- yI
LXXI'I'1-103 3, 5-di.chl oro-cinn | 2| uoro-pyrid-4-yl
LXXI | | - 104 5- phenyl - pent a- 2;4- dNény
2-fluoro-pyrid-4-yl LXXI1I|-105
4-i sopr opyl oxycar bonyINaaj p0-€]
2-fluoro-pyrid-4-yl dXX|I1-106
3- napht hal en- 2-yl - al | <fluoro-pyrid-4-yl
LXXI'11-107 3-(5-trif|uoronéﬂﬂ&OprriQin-Z-yI)-aIIy
2-fluoro-pyrid-4-yl LXXI1-108 y)
3-(5-chloro-pyridin-2-yl)-allyl 2-fluoro-pyrid-4-yl WO
2006/ 003494 PCT/ 1 B2005/ 002002 -86 LXXI11-109
whéreyth dilnedof/R® @ld B arg givendn Tady78d- 4-yl  LXXI 11-110
3-(2-Chloro-pyridin-4-yl)-allyl 2-fluoro-pyrid-4-yl
LXXII'1-111 G nnanyl 2, 6-di brono-pyrid-4-yl LXXI11-112
4- chor oci nnanyl 2, 6-di bronmo-pyrid-4-yl  LXXI11-113
4-f | uoroci nnanyl 2, 6-di brono-pyrid-4-yl LXXII1-114
4- br onoci nnanyl 2, 6-di brono- pyri d- 4-yl




LXXII'1-115 4-trifluoronethyl ci nnanyl

2,6-di brono-pyrid-4-yl  LXXII1-116

W@ 2a06/063400r omet hoxyci nnamnyl 2, 6- di br ono- pyr i d- B€iB2005/002002
LXXI'11-117 4-pentafl uor oet hoxyci nnanyl

2, 6-di bronmo-pyrid-4-yl LXXIg3l-118 4- et hoxyci nnanyl
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LXXIII-365 3-(4-chlorophenyl)-3-fluoro-allyl 1,3-dioxolan-2-yl-ethylamino
LXXIII-366 3-chloro-4-fluoro-cinnamyl 1,3-dioxolan-2-yl-ethylamino
LXXIII-367 3,5-dichloro-cinnamyl 1,3-dioxolan-2-yl-ethylamino
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LXXIII-386 3-{4-chlorophenyl)-but-2-enyl 2-chloro-pyrid-4-yl-methylamino
LXXIII-387 3-(4-chlorophenyl)-3-fluoro-allyl 2-chloro-pyrid-4-yl-methylamino
LXXII1-388 3-chloro-4-fluoro-cinnamyl 2-chloro-pyrid-4-yl-methylamino
LXXIII-389 3,5-dichloro-cinnamyl 2-chloro-pyrid-4-yl-methylamino
LXXIII-390 5-phenyl-penta-2,4-dienyl 2-chloro-pyrid-4-yl-methylamino
LXXII-301 | 4-isopropyloxycarbonylamino-cinnamyl |  2_chloro-pyrid-4-yl-methylamino
LXXIII-392 3-naphthalen-2-yl-allyl 2-chloro-pyrid-4-yl-methylamino
LXXI-393 | 3-(5-trifluoromethyl-pyridin-2-y)-allyl | 2_chloro-pyrid-4-yl-methylamino
LXXIII-394 3-(5-chloro-pyridin-2-yl)-allyl 2-chloro-pyrid-4-yl-methylamino
LXXIII-395 3-pyridin-4-yl-allyl 2-chloro-pyrid-4-yl-methylamino
LXXIII-396 3-(2-Chloro-pyridin-4-yl)-allyl 2-chloro-pyrid-4-yl-methylamino
Ci 1 2-trfluoromethyl-pyrid-5-yl-
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i 2-trfluoromethyl-pyrid-5-yl-
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LXXIII-420 4-chlorocinnamyl methylamino
LXXIII-421 4-fluorocinnamyl methylamino
LXXI11-422 4-bromocinnamy1 methylamino
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LXXII-424 4-trifluoromethoxycinnamyl methylamino
LXXII-425 4-pentafluoroethoxycinnamyl methylamino
LXXII-426 4-methoxycinnamyl methylamino
LXXII1-427 4-ethoxycinnamyl methylamino
LXXIII-428 4-cyanocinnamyl mgthylamino
LXXIII-429 3-(6-chloro-pyridin-3-yl)-allyl methylamino
LXXII-430 3-(4-chlorophenyl)-but-2-enyl methylamino
LXXIII-431 3-(4-chlorophenyl)-3-fluoro-allyl methylamino
LXXIII-432 3-chloro-4-fluoro-cinnamyl methylamino
LXXII-433 3,5-dichloro-cinnamyl methylamino
LXXIII-434 5-phenyl-penta-2,4-dienyl methylamino
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R8 OCkiNkHs57 | 4 1sopropy10xycarbonylarmno—cmnamyl ethylamino
LXXIII-458 3-naphthalen-2-yl-ailyl ethylamino
LXXIII-459 3-(5-trifluoromethyl-pyridin-2-yl)-allyl - ethylamino
LXXIII-460 3-(5-chloro-pyridin-2-yl)-allyl ethylamino
LXXII-461 3-pyridin-4-yl-allyl ethylamino
LXXIII-462 3-(2-Chloro-pyridin-4-yl)-allyl ethylamino
LXXIII-463 Cinnamyl 2-chloro-pyrid-4-yl-amino
LXXIII-464 4-chlorocinnamyl 2-chloro-pyrid-4-yl-amino
LXXIII-465 4-fluorocinnamyl 2-chloro-pyrid-4-yl-amino
LXXIII-466 4-bromocinnamyl 2-chloro-pyrid-4-yl-amino
LXXIII-467 4-trifluoromethylcinnamyl 2-chloro-pyrid-4-yl-amino
LXXIII-468 4-trifluoromethoxycinnamyl 2-chloro-pyrid-4-yl-amino
LXXIII-469 4-pentafluoroethoxycinnamyl 2-chloro-pyrid-4-yl-amino
LXXIII-470 4-methoxycinnamyl 2-chloro-pyrid-4-yl-amino
LXXIII-471 4-ethoxycinnamyl 2-chloro-pyrid-4-yl-amino




RlL O (lya)

in Table 73.

wherei n the val ues of

R8 and Rl are given

5 Tabl e LXXV provi des 506 conpounds of
wo oroadE94yb R8 N CIl NH RL O (lyb)

wher ei n PCIBIB2005/002002

values of R8 and R are given in Table 73. 10 Table

LXXVI provides 506 conpound®f fornula [ye N--R8 C
UNUNHRL O (lye) wherein the values of R8 and Rl
are (i ven in ;I'abl e 73. 'I:a‘bllﬂehk)f)f\lllﬂlmprovi des 506
S CTLRBEOE) 002002 S TBA ™ e NN Loy amine
yhergikm-4he| val Heshlgfo-rradingdrof)-AY! ar e| gi viedildiapyTidiveari®
b1 G Y | PEOVIRR S ESERPUNI o, TGETHS o Vi
EndLRKIBeTS i val-sbipropaggylys-fisoroallyl” ™1™ "2 chtoro-pyrid-4-yl-amino
LXXIII-476 3-chloro-4-fluoro-cinnamyl 2-chloro-pyrid-4-yl-amino
LXXIII-477 3,5-dichloro-cinnamyl 2-chloro-pyrid-4-yl-amino
LXXII-478 5-phenyl-penta-2,4-dienyl 2-chloro-pyrid-4-yl-amino
LXXIII-479 4-isopropyloxycarbonylamino-cinnamyl 2-chloro-pyrid-4-yl-amino
LXXIII-480 3-naphthalen-2-yl-allyl 2-chloro-pyrid-4-yl-amino
Lxxir-481 | 3-G -trifluoromethyl-pyridin-2-yl)-allyl 2-chloro-pyrid-4-yl-amino
LXXIII-482 3-(5-chloro-pyridin-2-yl)-allyl 2-chloro-pyrid-4-yl-amino
LXXIII-483 3-pyridin-4-yl-allyl 2-chloro-pyrid-4-yl-amino
LXXIII-484 3-(2-Chloro-pyridin-4-yl)-allyl 2-chloro-pyrid-4-yl-amino
LXXIII-485 Cinnamyl methoxyethylamino
LXXIII-486 4-chlorocinnamyl methoxyethylamino
LXXIII-487 4-fluorocinnamyl methoxyethylamino
LXXII-488 4-bromocinnamyl methoxyethylamino
LXXIII-489 4-trifluoromethylcinnamyl methoxyethylamino
LXXII-490 4-trifluoromethoxycinnamyl methoxyethylamino
LXXIII-491 4-pentafluoroethoxycinnamyl methoxyethylamino
LXXIII-492 4-methoxycinnamyl methoxyethylamino
LXXII[-493 4-ethoxycinnamyl methoxyethylamino
LXXIII-494 4-cyanocinnamyl methoxyethylamino
LXXIII-495 3-(6-chloro-pyridin-3-yl)-allyl methoxyethylamino
LXXII1-496 3-(4-chlorophenyl)-but-2-enyl methoxyethylamino
LXXIII-497 3-(4-chlorophenyl)-3-fluoro-allyl methoxyethylamino
LXXIII-498 3-chloro-4-fluoro-cinnamyl methoxyethylamino
LXXII1-499 3,5-dichloro-cinnamyl methoxyethylamino
LXXIII-500 5-phenyl-penta-2,4-dienyl methoxyethylamino
LXXIII-501 4-isopropyloxycarbonylamino-cinnamyl methoxyethylamino
LXXIII-502 3-naphthalen-2-yl-allyl methoxyethylamino
LXXII-503 | 3-(5-trifluoromethyl-pyridin-2-yl)-allyl methoxyethylamino
LXXIII-504 3-(5-chloro-pyridin-2-yl)-allyl methoxyethylamino
LXXIII-505 3-pyridin-4-yl-allyl methoxyethylamino
LXXIII-506 3-(2-Chloro-pyridin-4-yl)-allyl methoxyethylamino




Tabl e LXXI X provi des 506 conpounds of fornmula Iyf CI N

R8B C NHRL O (ly f) 10 wherein the values of RS
w@paeMi3494 € gi ven in Table 73. Tabl e LXXX pr or¢TEROGNH2002

conpounds of formula lyg ~R8 CF3 NHR1L 0 (lyg) WO

2006/ 003494 PCT/ 1 B2005/ 00200927 - - 99 wherei n the val ues

of R8 and Rl are given in Table 73. Table LXXXI

provi des 506 conpounds of formula Iyh R8 N BrN N NH

TabfiocRiY s 03 S Bedyd s T B o el 506

conpounds of fornmula lyi R8 ISI:/RSY IC NH R1 (Iyi)'

R1

(Iya)

wherein the values of R® and R' are given in Table 73.

Table LXXV provides 506 compounds of formula Iyb

(Iyb)

wherein the values of R® and R! are given in Table 73.

10 Table LXXVI provides 506 compounds of formula Iyc

(yc)

wherein the values of R® and R are given in Table 73.

Table LXXVII provides 506 compounds of formula Iyd



10 wherein the values of R8 and Rl are given in Table
73. Table LXXXIIl provides 506 conpounds of formula

WO 2006M0 R Cl S NH X~ RL O (1YJ) wherein theCTEB20€$002002

of R8 and Rl are given in Table 73. 15 Tabl e LXXXN
provi des 506 conpounds of f.ggmla |yk WO 2006/ 003494
PCT/ 1 B2005/ 002002 -100 NR8 N CI NNHRL O (lyk)
wherein the values of R8 and R are given in Table 73.
Tabl e LXXXV provi des 506 conpounds @f fornula Iyl RS
UNg NH 5 0 X~-R (lyl) whepéi nNhe val ues of R8 and
Rl are given in Tn'%lgl e 73. abl e |ILXXXVI provides 506
conpounds of for 20 8 N1 C NH ~RlL 10 0
(lym) wherein the va of R8 and Rl are given in

Table 73. Table L @ Qvi des 506 conpounds of
formula lyn WD. 2006/ 003494 F’}“/‘ZI B2005/ 002002
R1
© (Iyd)

wherein the values of R® and R' are given in Table 73.

Table LXXVIII provides 506 compounds of formula Iye

R1
5 © (Tye)

wherein the values of R® and R! are given in Table 73.

Table LXXIX provides 506 compounds of formula Iyf

10

wherein the values of R® and R' are given in Table 73.

Table LXXX provides 506 compounds of formula Iyg



-101- NR8 G NNHRL o (lyn) wherein the values of
R8 and Rl are given in Table 73. Table LXXXVIII
w@e@eioabass 506 conpounds of fornula lyo N R8 PSIIBI0084002002
~Rl 5 0 (l1Yo) wherein the values of R8 and Rl are
given in Table 73. Table LY X provi des 506
conpounds of fornmula lyp G NR8 NNHRL O (lYp) 10
wherein the values of R8 and Rl are given in Table 73.
Tabl e XC provi des 506 conpounds of fornmula Iyqg CI N R8
NCl NH X~-- RL O (lyg) WO 2006/ 003494
PClcR2R @R/ RORQ02R® addR' @émninthdlesA. ues of R8 and
R are given in Table 73. abl e XCl provides 506
TabledPpB XA dw vides 566 roingoungds ofifggulaiyd N NH

(Iyh)

wherein the values of R® and R! are given in Table 73.

Table LXXXII provides 506 compounds of formula Iyi

R1
(Iyi)

10 wherein the values of R® and R' are given in Table 73.

Table LXXXIII provides 506 compounds of formula Iyj

(Iyi)

wherein the values of R® and R' are given in Table 73.

15  Table LXXXIV provides 506 compounds of formula Iyk



Rl o (lyr) 5 wherein the values of R8 and Rl are
given in Table 73. Table XCIl provides 506 conpounds
wo@boohoedad a lys RB N BrN N NHRL O (lys) 1BCTAB20€/(02002
the values of R8 and RL are given in Table 73. Table
XCl Il provides 506 conmpound300ft fornmula Iyt NR8 S NH
X~-Rl O (lyt) wherein the values of R8 and Rl are
given in Table 73. 15 Table XCV provides 506
conpounds of formula I'yu WO 20Q6/ 0GgA94
PCT/ 1 B2005/ 002002 -103 N - “SNH X~-R 0 (lyu)
- wherein the values of R8 an re given in Table 73.
Tabl e XCV provides 5 of formula lyv R8 N

N C NNHRL /|\
N

(Iyk)

wherein the values of R® and R! are given in Table 73.

Table LXXXV provides 506 compounds of formula Iyl

T

N
|
N
NH

R1
5 O (Iyl)

wherein the values of R® and R' are given in Table 73.

Table LXXXVI provides 506 compounds of formula Iym

10 (Iym)

wherein the values of R® and R' are given in Table 73.

Table LXXXVII provides 506 compounds of formula Iyn



10

50 (lyv) wherein the values of R8 and R1 are given

in Table 73. The conpounds of the invention may be
wore@e/ 049 vari ety of nethods. For exanple PCT/IB2005/002002

t et rahydropyri dyl conpounds of the general fornula 1

may be prepared 10 accordi-ngQlito the reactions of

Schene 1. Scheme 1 WD 2006/ 003494 PCT/ |1 B2005/ 002002 -

104 1) BulLi, THF,OC t-BuCOCl, Et3N 2) -P, HO P S

CH2Cl2 S1 o S1 ' / ' NH, or simlag method \ NH or

simlar method \ NH8 0 0 76 “RN HCl, AcOH or

simlar nmethod or imlar nethod N-P
GNP INPi S §‘ N

T NH Y, RL 1090
10 1) CH3CHCI @00CI 1)| CH3 o00CI  toluene, reflux
tol uene, reflux 2)

‘ I_Lux 2) MeOH, reflux or
simlar nmethod or simlar

od 6N HCI NH HCl (P1 =
R8) H S~ or simlar S nmethag
° (Iyn)

wherein the values of R® and R' are given in Table 73.

Table LXXXVIII provides 506 compounds of formula Iyo

© (Iyo)

wherein the values of R® and R* are given in Table 73.

Table LXXXIX provides 506 compounds of formula Iyp

R8
cl N~
N~ I
N
NH
R1
(Iyp)

wherein the values of R® and R! are given in Table 73.

Table XC provides 506 compounds of formula Iyq

Cl N



Y, R 0 11 4 R8-Hal, RB-Hal, Honig base, CH3CN Honig
base, CH3CN or simlar nethod or simlar nethod R8 _

WO200R80RS8t \ / \ N S SI NHG6NHC \ / \  NH oPCHIBROF02002
method NHz Y, RLO 1 2 3 Plis R8 or is a suitable
protective group for exanpl-a403-group such as BOC
benzyl or alkyl and S1 is the group (R4)n. 5 The
synthetic route shown in Scheme 1 nay al so be used for
the preparation of sone conpounds of fornula I
wherein the ring Z Tis a 5 or 6 nenbered

who@h SKORN@FRIFIRE ahd RY afdsv&@es Tbld & phenyl group. Thus
a conmpound of forrmula 1 nmaybe obtained froma conpound

Tablef XCbprewides 50@ gompoynda ef famulg bh a suitabl e
el ectrophilic species. Conpounds of ggornmula 1 where Y
is a carbonyl group may be formeN“by the reaction of
compounds of fornE#a 2 with carboxylic acid
derivative of forrmu# - : ere Z' is chloride,
hydr oxy, al koxy or ac ony|at a tenperature between
O0C and 150C optionally gani ¢ sol vent such as
WO 2006/ 003494 PCT/ | B2005/ 00202 -105
di chl or onet hane, chl oroform - di chl or oet hane,
optionally in the presence o a ? rtiaﬁ ) am ne base
such as triethylam ne or diisopropylet yﬁanine and
optionally in the presence of a coupling agent such
as di cycl ohexyl carbodi i i de. Conpounds of fornula 1
whewker¥ini the maluesofforand Ryraseigivanén Babled3an ami no

| t t f I = NH- be f d by the 5
Tatle AL VIS SensOURETaPt ROFIA & 2 i th an | sYcyanat e

of formula R -N=C=0 under sim N/Rs

R1
© (Iys)

wherein the values of R® and R* are given in Table 73.

Table XCIII provides 506 compounds of formula Iyt

R1

(Iyt)

wherein the values of R® and R! are given in Table 73.

Table XCIV provides 506 compounds of formula Iyu



condi tions. Conpounds of fornmula 1 where Y is a group
of formula S(O m maybe fornmed from conpounds of

w0 o00610R9IL by treatnment with conmpounds of for neCEIB2D05/002002
R-S(OmAd under simlar conditions. Conpounds of
formula 1 where Y is a thioqagbonyl group and R1 is
an am no substituent of formula R -NH may be forned
by the reaction of conmpounds of 1o formula 2 with an
i sot hi ocyanate of fornula R -N=C=Sggnder sinilar
conditions. Alternatively gofrponrdds of formula 1
where Y is a thiogﬁrbon I nd RL is a carbon
substituent may b tment of conpounds of
formula 1 where Y is|h cHrbonyl group and Rl is a
carbon substituent w I tabl e thionating agent
such as Lawesson's reagent.'\l 5 1In the above
procedures, acid derivatives %he formul a
R1-C(O-Z, isocyanates of o forfila R - C=0,
i sot hi ocyanates of fornula R -N=C=S anu ul fur
el ectrophiles of formula R-S(OnCl are either known.
conmpounds or may be forned from known conpounds by
k novirereintihoddudsyof R’ ped 8o nregiven mdlable The art .

Conpounds, of rmul a be prepared from conpounds
Tabkﬁ%éfrﬁfﬂ}“ge%s C%?Wéﬁgp%%u@qu he ami de bond,

accordi ng to known net hods by perr®n skilled in the

art. Alternatively conpoundsfof ™rnula 2 maybe

prepared from conpounds _of fprmulja 5 where P1 is R8

by cl eavage of the am#ée nd,~eccording to known

net hods by a person [ d in the art. Conpounds of

fornmula 3 may be conpounds of formula 4

by reaction 25 with an al kyl\ati ng agent of the

formula R8-L, where L is chlgr+gg, brom de, iodide or

a sulfonate (e.g. nesylateéor tosylat@y)or simlar

| eavi ng group at a Tenperature of between anbient

tenperature and 100C, typically 65C, in an organic

sol vent, such as 1£hl qr,onet hane | ar of orm or

1, 2vhereim the salAy i%mﬁgéﬂﬁgﬁgﬂﬁ%ggg?gg‘tertiary am ne

basye é%tﬁﬁ Bf e §ehABA By BE made by a variety of methods.

dii sopro et%y al ni ne.and optionally catal ysed by

hal Feteexamiplestesaltkir@Gridyl wogioumls ofthd genasaltfamaily hmay be prepared
i odi de gr tetrab %yLaranDniun1iodide. Al ternatively, a

10 acceyhingoigrbe sct IS§hemerly be reacted with an al dehyde

of the formula R8-CHO at a tenperature between
anbi ent tenperature and 100C in an organi c sol vent
such as WO 2006/ 003494 PCT/ | B2b&5£0302002 - 106
tetrahydrofuran or ethanol or m xtures of solvents in
the presence of a reducing agent such as
bor ane- pyri di ne conpl ex, sodi um borohydri de, sodi um
(triacetoxy)borohydride, sodium cyanoborohydride or
such like, to produce a conpound of fornula 3 where R8
Is CH2-R Conmpounds of formula 4 may be prepared from
conpounds of fornmula 5 where P 1 is 5 benzyl or alkyl
by a deal kyl ati on reaction, according to known nethods
by a person skilled in
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the art. Conmpounds of formula 4 maybe prepared from
conpounds of fornula 5 where P 1 is BOC by treatnent
wowdok/oedaci d such as CF3COCH, according to knp@EIB2005/002002
nmet hods by a person skilled in the art.
Al ternatively, conpounds ot ibernmula 4 may be forned by
the reaction of conpounds 10 of fornula 6 where Pl is
BOC by treatment with HO or H2SO4 in AcOH at a
tenperature between 0C and 150Guopidconal |'y icp n
i nerg_cexgani C'&6fVent . ounds-off or mu. “he
prepa f rofg.coqpotnds f or muL@meVher eN2LL TS
benzyl of*:al kyl by a H20 el mi nation reaction]"
accorditng to known nethod$ a person skilfedin the
art. Most favourable is the treatnent of” a conpound of
formula 6 with conc. 15 HO or 2823H..i1 AcOH at | a
tenperature between 0C and 150C. Al't rnatcoiﬂswe*gy;dl?

or similal

conmpounds of fornula 5 maybe prepayed from conpounds

of fornul 6, by treatment with SOC12, according.to
kno%@s by a persogskill 6™ n t he a@(/é“’*’
Al ter iwely, conpounds Qormula 5 nay Qrnmed by

t he reactthn of conpounds of forrmula 9 with a

carboxyl i't acid derivative of *formul a t-Bu- CCQ}Z"
where Z" lis chloride, 20 hydroxy, alkoxy or acyl ox

at a tempel§tilf&, bet ween 0C and 150C opt/ onal | Yy ';%Eic'
fula 6| g e,

treat hrent of

inert orlgdfickreen] vent. Conpounds of f
prepared yfrom conpounds of fornula 7
l'ithiated eempounds of formul asfaw t
at as ure between - 100&sm@nd
an i nert\grgani ¢ sol vent, accofdi'n
by a 25 pejson skilled in the art,
formula 7 and fornmula 8 are kno

known co

C opt%

to kno @ ;
Compounds o
or may be made from

ounds by known net hogs. Alternativel

conpounds| @fssEompul a 1 may be formed by al kyl a Eﬁﬁg?basmsm
conpounds] ="t nul a 11 as descri bed above f o orsimiarmethed
conpounds of fornula 3. 30 Conpounds of fornula 11 may

be prse,gztz,e@rpﬁm conmpounds _qf fonmdl a 10 where P %-rsi s
benzyi arkyl by—a—éeal?(@(@w r.eéﬁ'ﬁ—gns,‘c di ng
to known Jfet hods by a person skil | €6 ™t he apt. WO
2006/ 003498' PCT/ | B2005/ 002002 , - 107 Oon”poundsa%ﬁ
formula 10 maybe prepared from conpounds of for

by methods descri bed above for the conversion of

conPbisRYonis afsuitable prateative @sonpoion gxanaple argsoyn fush s BOC, benzyl or

Conmpaunds of fo la 9 may be prepared from conpounds
alk@ﬁ%oﬁﬁ%ﬁ’ﬁ%"%%o 5 elinination reaction,

ac f%ﬁ/gﬁghét& KRR R SeRerhdy 1 EnddailSobe deidlfbieflle ipfeputagion of some

art. S

compounds of formula I wherein the ring

la 9

is a 5 or 6 membered heteroaromatic ring instead of the phenyl group.

Thus a compound of formula 1 may be obtained from a compound of formula 2 by
reaction with a suitable electrophilic species. Compounds of formula 1 where Y is a carbonyl
group may be formed by the reaction of compounds of formula 2 with a carboxylic acid
derivative of formula R'-C(0)-Z’ where Z’ is chloride, hydroxy, alkoxy or acyloxy at a

temperature between 0°C and 150°C optionally in an organic solvent such as



10

15

20

25

30

favourable is the treatnment of a conpound of fornula 6

W th aqueous HClL or HRSO4 in AcOH at a tenperature
wheiseensOC and 150C or with a base in H2O andPErIB2005/002002

appropriate solvent. Certain conpounds of formula 2,

formula 3, formula 4, formuhies5, fornmula 6, formula

10 9, formula 10 and fornula 11 are novel and as such

forma further aspect of the invention. '

di )
dlch!‘pr%trh 6$lgg %@a Iog %ﬁﬁx%léﬂl%ﬁ? gtlﬁ)gaglegl S Sﬁjgfgéc EP A fbrtiary
amn?e B’a%b BthS% "t‘ﬁé’tﬁiflhﬁuﬂ%ﬂ@i@%@ﬁy@& lenguaamilyortiopeliymnthe presence of

led in the art and as descrl bed above.

a coﬁlﬁlﬁ@ posisach pCticydoigoyl@drddmide. 16emBHEREL g)nil)ul@hwhere Yisa

carbRYLErHA 4t ABATHGY B Grogt o Torgll Y g FMeq by the

reacﬁgﬂ %Pé@n@un@@ bfifoRiuRaB&ith an iddeyarteo HEMIPIR N=CED kinder similar
RI 16 15 O 16 | 6N HCI 14 (P1 = R8)
condltloﬁs GohmouR- tfbrmule l h@@ﬁrﬂﬁfﬁﬁ g grfaweof fopmdnS E‘B)m may bé formed

frorr? k%@ndﬁg% Pogpugq}_ﬁ)qf g‘loa EICI Hh ﬁﬂnRﬂm XY %fgﬂuléloﬁ[{\l g{(ﬁn—Cl
under similar conditions. Compounds of formula 1 where Y is a thiocarbonyl group and R’
is an amino substituent of formula R’-NH- may be formed by the reaction of compounds of
formula 2 with an isothiocyanate of formula R’-N=C=S under similar conditions.

Alternatively compounds of formula 1 where Y is a thiocarbonyl group and Rlisa
carbon substituent may be formed by treatment of compounds of formula 1 where Y isa
carbonyl group and R is a carbon substituent with a suitable thionating agent such as
Lawesson’s reagent. '

In the above procedures, acid derivatives of the formula R'-C(0)-Z’, isocyanates of
formula R’-N=C=O; isothiocyanates of formula R’-N=C=S and sulfur electrophiles of

formula R!-S(0)y-Cl are either known compounds or may be formed from known

. compounds by known methods by a person skilled in the art.

Compounds of formula 2 may be prepared from compounds of formula 3 by cleavage
of the amide bond, according to known methods by a person skilled in the art.

Alternatively compounds of formula 2 may be prepared from compounds of formula
5 where P1 is R® by cleavage of the amide bond, according to known methods by a person
skilled in the art.

Compounds of formula 3 may be obtained from compounds of formula 4 byl reaction
with an alkylating agent of the formula R8-L, where L is chloride, bromide, iodide or a
sulfonate (e.g. mesylate or tosylate) or similar leaving group at a temperature of between
ambient temperature and 100°C, typically 65°C, in an organic solvent such as
dichloromethane, chloroform or 1,2-dichloroethane in the presence of a tertiary amine base
such as triethylamine or diisopropylethylamine and optionally catalysed by halide salts such
as sodium iodide, potassium iodide or tetrabutylammonium iodide. Alternatively, a
compound of formula 4 may be reacted with an aldehyde of the formula R®-CHO at a

temperature between ambient temperature and 100°C in an organic solvent such as
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Y,R1 12 013 17 R8-Hal, HuUnig or base, CH3CN or
simlar nethod R6 S ci~ NHY, RL 15 Plis R3 or
WO 2008/08494 abl e protective group for exanpl e a BCDIB2005/002002
such as BCC, benzyl or alkyl and Si is the group
(R4)n. The synthetic route-d@6wn in Scheme 2 may al so
be used for the preparation of sonme conpounds of
formula | wherein the ring -Z T 10is a5 or 6

tetr%?rgiib?gura%gp ? %’i%ho? ?g gn’g%t&{n o[fI Elggfgg %ﬁl@%i%%m%%? r?uglg 2 I%g agent such as

bordn@pHidebmplex! Eﬂﬂl@nb'érolfyﬁﬁﬂwsadﬂlﬁl (trigvecbxfyfonetydridd, sodium
are novel and as such forma further aspect of
cyanqbomhydnﬁe onpck bise,/to ozsnge permpppwbef fogpwie3 W %g is CH>-R.

or Gipeyie o RHRRH Bef b bUPa SR oo B B ordR Pipere 1 i

ben@l Rt BRY1 By FBédnodat Ategstidan QdrdiNg & lﬁmﬁﬁetﬁbdd ‘tb}eatlpd:rmn skilled in
ar and as descri bed above. Schene 3

the aiHFCmmunBs oformular8ag pe prepaxgdproncrpmpounds @f @mﬂ a Nﬂfiiere P1is

BO@I lzbl%l}c%hclg %&@é@%@ﬂ%@%éﬁ}?) icorle%% ?413\%11 m%{hods by a person
skil[BRGR A art.

Alternatively, compounds of formula 4 may be formed by the reaction of compounds
of formula 6 where P1 is BOC by treatment with HCI or H,SO4 in AcOH at a temperatﬁre
between 0°C and 150°C optionally in an inert organic solvent.

" Compounds of formula 5 may be prepared from compounds of formula 6 where P1 is
benzyl or alkyl by a HO elimination reaction, according to known methods by a person
skilled in the art. Most favourable is the treatment of a compound of formula 6 with conc.
HC1 or H,SO, in AcOH at a temperature between 0°C and 150°C.

Alternatively, compounds of formula 5 may be prepared from ‘compounds of formula
6 by treatment with SOCl,, according to known methods by a person skilled in the art.

Alternatively, compounds of formula 5 may be formed by the reaction of compounds
of formula 9 with a carboxylic acid derivative of formula t-Bu-C(O)-Z” where Z” is chloride,
hydroxy, alkoxy or acyloxy at a temperature between 0°C and 150°C optionally in an inert
organic solvent.

Compounds of formula 6 may be prepared from compounds of formula 7 ‘by
treatment of lithiated compounds of formula 7 with a piperidinone at a temperature between -
100°C and 0°C optionally in an inert organic solvent, according to known methods by a
person skilled in the art.

Compounds of formula 7 and formula 8 are known or may be made from known
compounds by known methods.

Alternatively compounds of formula 1 may be formed by alkylation of compounds of
formula 11 as described above for compounds of formula 3.

Compounds of formula 11 may be prepared from compounds of formula 10 where P1
is benzyl or alkyl by a dealkylation reaction, according to known methods by a person skilled

in the art.
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P, P NPi NHNH2 NH 23 RL 22 0 1~ 21 1)

CH3CHCI @00CI  toluene, reflux 2) MeOH, reflux or
waRewslex9set hod P1 = Bn H2, Catal yst H HC NHCT/1BI)5/002002

NHy~/  24R1 Ol _ 20 R8-Hal, Honig base, CH3CN

R8-Hal, or simlar nethod Hdb7g base, CH3CN or

simlar nethod RS RB NR8 S S~ N_ 6N HCl S NH NH or

simlar method NH 1 2 Y, RLO 1 18 19 P1is R8 or is

U B AT By AT St

metﬁ&!% Y6V 1R OWRionbf SeMBoBNdS ofdymallsD tdeorysmads of
for the preparation of some 10 conpounds of fornula I
formutledei n the ring -Z Tis a 5 or 6 menbered

h et@&%&u%’&? lf ?ormu?a% }nrg E)g %‘rjep edti%efn Bgﬁﬁé’&n& of fdtmula 6 by a H,0

elimination reaction, according to known methods by a person skilled in the art. Most
favourable is the treatment of a compound of formula 6 with aqueous HCI or H2SO4 in
AcOH at a temperature between 0°C and 150°C or with a base in H,O and an appropriate
solvent.

Certain compounds of formula 2, formula 3, formula 4, formula 5, formula 6, formula
9, formula 10 and formula 11 are novel and as such form a further aspect of the invention.

4-Hydroxy-piperidinyl compounds of the general formula 1 may be prepared
according to the reactions of Scheme 2 using synthetic methodologies known by a person

skilled in the art and as described above.
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f or nul
f or mul

conpounds of fornula 18,
wo oroada9L1, fornula 22,
novel
i nventi on.
6 nenbered heteroaromatic ring
group can be prepared by
Scheme 1 - 3 or many other rg

a person skilled in the art7 ]
2H pyrazol - 3-yl

in Scheme 4. Schene 4 OoYH2I

Et()—| at HBucﬁFm?«)“ nBuQ@ nBu
CFROQ se

%(~ !'\NH \& °F2T'a’1"6“°f’25 1

25 are snovel

i nventi on.

Cemt ai n conpounds
and as such cf%rm a further aspe
The 'skill ed pefson W dekesr e&di |y rec gn| se

-110 Certain
a 19, formula 20,

a 23 and f or nuPEI/BBR0GY 92002
and as such forma further aspect of the
Conpounds wherelbBe ring Z T 5is a 5 or

i nstead of the phenyl

synthethic routes shown in

Aand nmet hods known to

&E%T‘éxanple

derivatives can be prepared as shown

JCNOO N1) Hf

@26 ZW»Y N
of

or similar methol
f the

that it is possible to convert ofg"
fornmula 1 wherein R2 is Hor an i

PCT/ | B2QQ5/.002002
W NH,

16
6N HCI
(P1=R8)
or similar
method

S1
NH,
12

R8-Hal,
Hiinig base, CH,CN
or similar method

]
e @»@

or similar method NH

L

R8-Hal,
Hiinig base, CH;CN
or similar method

\

P1 is RS or is a suitable protective group for example a group such as BOC, benzyl or

alkyl and S; is the group RHn.

The synthetic route shown in Scheme 2 may also be used for the preparation of some

compounds of formula I wherein the ring

10 is a5 or 6 membered heteroaromatic ring instead of the phenyl group. ‘
Certain compounds of formula 12, formula 13, formula 14, formula 15, formula 16,

and formula 17 are novel and as such form a further aspect of the invention.



- 111 formula | or internedi ates thereof. Exanples of
such transformations are given in Schenes 5, 6 and 7

w0 poosdad t he R groups have the neani ngs as dePCTEERR0650002002
a compound of forrmula I above. Schene 5 5 R3a R8 R3a
NLRB R3 NR3 (Ra)P R2-Hal ;16%se -Z (Ra)p T T ii N
~Z-N'" )n (R4)n YY,, RL ,RL Schene 6 Raa , R8 R3a
R8 Raa R8 R3 Z;r N (Ra)p Reduction R3 (Ra)p

AR} bonnoEPH s enoral Rl mb be froPlicl Bidoiding to the

reacﬁbrNWf eBerhk 3 uking synthetic foR¥hpdolRgies knewizby a person skilled in the art

(Ra) PEl ectrophile ( )P T11 ' -Z NH2 R _lI ~'-NCO (R
and ys-despribedgboR@) n ( 4) 4 NR13R14 0O OCN'"-~ci
Scheme 3
BUCOC 1) Bull, THF,0°C
o S A G v M W
NH, NH : NH
8 045< o)w<

7 1) 2N HCl, AcOH
2) H,, catalyst
or similar method

6
conc. HCl, AcOH
or similar method

P1=Akyl
—P .
8 ! s P N—P;
B — 1 ' S1 \
W NH, NH
22

1) CH,CHCIOCOCI
toluene, reflux

2) MeOH, reflux
or similar method . P1=Bn H,, Catalyst

*f

R1
24

or similar method
or similar method

—R8
S; N—R8 N—R8
S; 6N HCI S;
-— -—
'le or similar method NH
AN
o

R8-Hal,
Hiinig base, CH,CN R8-Hal,
Hinig base, CH;CN

NH,

1 18

P1 is RS or is a suitable protective group for example a group such as BOC, benzyl or

alkyl and S; is the group ®n.
The synthetic route shown in Scheme 3 may also be used for the preparation of some

10  compounds of formula I wherein the ring

is a 5 or 6 membered heteroaromatic ring instead of the phenyl group.



R3a N,R8 R3a ,R8 Raa NNR8 'N R 3 (Ra)P Base

R\ (Ra)p R14-X R3 (Ra)p ~~I1 HC TBase Tl | ~~-Z-
WON2006/003494 N -Z N (R4A)n >-NH (R4)n ~--NH (R4) n PEMB2RI4002002

0 WD 2006/ 003494 PCT/ | B2005/ 002002 -112 Alternatively

pi peridinyl-aniline derivatilt@s of the general formula

1 may be prepared according to the reactions of

Schenmes 8 - 13 where S is the group (R)n, using

sy kgﬁﬁm u1h 2t fofinula 22,

the@eg@%{%orﬁnc}{&gﬁ%gggﬁ%ﬁgg ovelab%i E%rﬁﬁgafge{gf?%ﬁthese
fornsylaphehd formuik Beare ol Gnd ak suchdoph mrfgrthmraqucbnf the invention.

pre are 5 tetrahﬁdropyrl di n-4-yl -aniline derivatives.

RYUBES WhEiG s HBE r eacti ons, such as Stille and
'Negl shi coupl i ybe appl i ed as well. The boronate
reagents nay prepared as described in the

literature; fox_exanple P.R Eastwood, THL 41, 3705
(2000). Exanpl es of coupl ing reactions are given in

. whi ch . d
LN T R —
syntlhlatmcl roftes Novh 1h StHenRN NBl o©ndinp othekiZdutésaindInysthods kdown to a
PAC12(dppf) S/ 2 - 1 ICZC03, DME o 80-C O...R8 NH

persGnNiilled in &earNFQ; Qlampla - rsraob3l ﬁpmgatwgg@anm mepargd as shown

in Sc en%\l 4,
| Scheme 4

(o) (0]

2) nBuONa, nBuOH

26
|
Y. .
Y e

N 1) CF,COOH N
2) R8-Hal, Base
i i
N N N
s N
LR e
1

10

Certain compounds of formula 25 are novel and as such form a further aspect of the

invention.
The skilled person will readily recognise that it is possible to convert one compound

15  of formula 1 wherein R2 is H or an intermediate of Schemes 1 - 4 to other compounds of



2006/ 003494 PCT/ | B2005/ 002002

-113 Schenme 9: )~ < S - Hei NJ~-G\ N~ 0 OB~ v NHO\
WO 20d48/00R4 C \ | - s S 0 PdC12(dppf) NHZ Et OH NeZI/1B2005/002002

K2CO3, DMF 80C O N, RB ONH NbOI aG R Cl S\ TFAS S

NH Honi g base NH CHZCI 2 NH-111E€H3CN |1 Y, RL Y, Rl Y,

Rl 5 Scherme 10: CS-~ ON 'O Ok Vv NHI IN~ OBY R

\ H2, Pd-C\ P | S S PdC12(dppf) NH EtOH NH K2CCB, |
fo DM;I or' %&geﬁgﬁ @#ﬁﬂ\f{ ]?:)Eﬁlplg $ubh trandtbrmaBofd are givenMilSchemes 5,
6 and 7 in Wthh the R groups have the meanings as defined for a compound of formula I

Y, R Y, R Y, WO

above.
Scheme 5
5
R,a _R8 Rsa N _R8
R3_ | N R R3 (Ra)p
Ve (Ra)p R2-Hal, base —L
T+ R S | P
HoH i -
V\XZI_N #\Z'_N
R.n | (R4)n I
Ry Y
Yo ~
Scheme 6
R;a e Ry 78 Rya 8
=¥ B e sl T
(Ra)p Reduction Zgi\)\( P Electrophile
4 e . _Electrophtie
T\/\ T\/\g'—NHOH \/\Ig
(Rn Z-NG, (Ryn (Ryn \|(
10 “R1
’ Scheme 7
Rya 8 R.a R RF;aa e
A A, SO
(Ra)p 7 ( a)pElectro hile P
v Y _Clectrophie |
LH ' TH%gumco ‘ ﬁ
(Rn 27N, (Ryn (Ry)n >/'_NR13R14
l oon >
R,a R;a R8

R,a R 3 ' N d N
R3
Rszgg\(Ra)p Base :}@(Ra)p R14-X /——F]gi\)\(Ra)
'F 1 } H ol T ’ Base
S—2z-N /) F—z-N /w R, )n p



R1 Y, R1L WD 2006/ 003494 PCT/1B2005/ 002002 -114
Schene 11: HI NO- NAO MO~ s OB N S Reduction S\ O
W0 20d6/03494 NHZ PdC 2(dpp~ KZCO3, DMF o 80-C C(PCRB283[02002
\' Il NHN O er TFA\ SSS H nig base/ NH/ NH

CH3CN I I Y, RLY, RLY, RL115-WD 2006/ 003494
PCT/ 1 B2005/ 002002 -115 Scheme 12: NA Ok S-N ~J' T~
~aH NO O OB NH2 ~I O K2 NH2 2003, DM DM O 80C

Altererlalt(lgf)ely%i];;elridin-grl-lélrll_lﬂinle derivatives of the general formula 1 may be prepared

according to the reactions of Schemes 8 - 13 where S is the group (R4)n‘using synthetic
methodologies known by a person skilled in the art and as described above.

A key step in these synthetic routes is a Suzuki coupling reaction to prepare

5  tetrahydropyridin-4-yl-aniline derivatives. Other cross coupling reactions, such as Stille and
Negishi couplings, may be applied as well. The boronate reagents may be prepared as
described in the literature; for example P.R Eastwood, THL 41, 3705 (2000). Examples of
coupling reactions are given in Examples 21-23 which describe the synthesis of the
compounds in Tables EX23.1 — EX23.11.
10
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TFA'Y, RL NR8 NH O-YH R Cl S S Hunig base CH3CN | Y,
RLY, R 5 Schenme 13: o,,,HA o NO-Sv '"NHNK O
W@200¥/063494 S O PdCl2(dppf) NH K2CC3, DVF Y\ BOIZIB005/002002
TFA ONRB NHR-CIl \ S S NH Hunig base NH CH3CN I

Y, Rl Y, RL 10 Instead of-tle BOC group other

sui tabl e protective groups may be used. The synthetic
routes shown in Schene 8-13 may al so be used for the
preparation of conpoundq%%% gynula | wherein the
ring ,Z r- i T 15 WD 20 %10 494 PCT/ | B2005/ 002002
-116 is a 5 or 6 nenbered heteroaromatic ring instead
of the pheny)I oup The corrpougd of formula (I)oc

be used t QIQ contr ol tations of
pestsosuiﬁ\)as Le ptera era Heni pt exa
Thys@(ogp ra, Orthoptera ctyoptef-a——»

NH,

PdCI2(dppf)

K,CO,, DMF
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Col eoptera, Siphonaptera, Hynenoptera and |soptera and
al so other invertebrate pests, for 5 exanple, acarine,
woewwevaedes and nol | usc pests. Insects, acari nespCT/1B2005/002002
nemat odes and nol | uscs are herei nafter col l ectively
referred to as pests. The pesi%- which may be conbat ed
and controlled by the use of the, invention conpounds
i nclude those pests associated with- agriculture
(which termincludes the growing of crops for food and
fibre products), horticulture and ani mal husbandry,
conpani on ani mal s, forestﬁthndlihe st orage of
products 10 @f vegetable origin ch as fruit, graij<
(o]

and tlnb e @sts assgQ g with the d
of mapLm strucf s and.tMe transm ssion _gQf
di se % of man -afe—&mt and al-S8hui e pests

(such as flies) JGEgAnpl es of pest speci es whi chmay be
control | ed by th@oeonpounds 6f formula (1) include:
Myzus persicae (aphid), Aphis dgossypii (aphid), Aphis
fabae (aphid), Lygus spp. 15 (capsids), Dysderqus spp.
(capsids), Nilaparvata |ugens (planthopper),
Nephotetti xc incticeps (|eafhopper), Nezara spp.
(stinkbugs), Euschistus spp. (stinkbugs), Leptoco[ﬂ§
spp. (stinkpugs), FranklinielfatYoccidentalis (fthRip),

Thri ps i ps), _Eepti a deC®inli
(Col orad fsat 0 beetifoede, normus gr andi el
weevil), Aonrgiella sPp. (scakg insects), Yagi

Tri al eurodes spp. (white flies), Bem sia tabaci (white
fly), GCstrinia nubilalis 20 (European corn borer),
Spodoptera littoralis (cotton leafworm, Heliothis
virescens (tobacco budworn), Helicoverpa arm gera
(cotton bollworn), Helicoverpa zea (cotton bollworm,
Syl epta derogata (cotton leaf roller), Pieris

brassi cae (white butterfly), Plutella xylostella

(di anmond back nmoth), Agrotis spp. (cutworns), Chilo
suppressalis (rice stemborer), Locusta_ mgratoria
(locust), Chortiocetes termnifera (locust),

Di abrotica spp. (rootworns), 25 Panonychus ul m
(European red mte), Panonychus citri (citrus red
mte), Tetranychus wurticae (two-spotted spider nite),
Tetranychus ci nnabari nus (carm ne spider nite),

Phyl | ocoptruta ol eivora (citrus rust mte),

Pol yphagot ar soneni us | atus (broad mte), Brevipal pus
spp. (flat mtes), Boophilus mcroplus (cattle tick),
Der macentor variabilis (Anerican dog tick),

Ct enocephal i desfelis (cat flea), Lirionmyza spp.
(leafininer), Misca 30 doinestica (housefly), Aedes
aegypti (nosquito), Anopheles spp. (nosquitoes), Culex
spp. (nosquitoes), Lucillia spp. (blowflies),

Bl attel |l a germani ca (cockroach), Periplaneta

ameri cana (cockroach), Blatta orientalis (cockroach),
termtes of the Mastotermtidae (for WO 2006/ 003494
PCT/ 1 B2005/ 002002 -117 exanple Mastoternes spp.), the
Kal oterm tidae (for exanple Neotermes spp.), the

Rhi noterm ti dae (for exanple Coptoternes fornosanus,
Reticuliternmes flavipes, R speratu, R virginicus,
R hesperus, and R santonensis) and the Ternmitidae
(for exanple d obiternes



sul phureus), Sol enopsis gem nata (fire ant),

Mononor i um pharaoni ¢ (pharaoh's ant), 5 Danalinia spp.
wanehdnsgnat hus spp. (biting and sucki ng | i celCT/IB2005/002002

Mel oi dogyne spp. (root knot nematodes), G obodera

spp. and Heterodera spp. (e}$f-nematodes),

Pratyl enchus spp. (lesion nenmatodes), Rhodophol us

spp. (banana burrow ng nenat odes), Tyl enchul us

spp. (citrus nemat odes), Haenonchus contortus (barber

pol e worm, Caenorhabditis el egans_(vinegar eelworm,

Trichostrongyl us spp. (ga&hemeil@t esti nal nemat odes)

and Deroceras reticulatum 10 (slug). .The invention

t herefore provides a nethod of conbating and

controlling iBasects, acarines, t odes or nol |l uscs

she g ik

whi ch co FNg an i dal |y,

acari gj 6a }  nenmm i dal nol | uscicidally
effecﬁf%g amount of —a——To of formula (I), or a
conposi ti on cont aidEi a conp%und of .orml a (I)D to a
pest, a locus of pe¥f, or to a plant 15™suscepti ekjo
attack by a pest, The compounds of fonnula (I re
preferably used against insects, acarine r

nemat odes. The term "plant" as used herein | udes

seedl ings, bushes and trees. In order,to appl&ma
conpound of formyla (1) as an i ect i.c i'de, acaricide,
nemati ci de of 'hDIIu30|C|de to pest, a | ocus of

pest, orgf 0 attack by a pest, a
20 conpou of fornul &eeF) rgysually formulated into
a conpositi onmphi ch incﬁudes, imvaddition to the
conmpound of formula (I), a suitable inert diluent or
carrier and, optionally, a surface active agent

(SFA). SFAS are chenmical sg yare able to nodify the
properties of an |nterface 8$or exanpl e,

liquid/solid, -liquid/air or liquid/liquid interfaces)
by lowering the interfacial tension and ghiéeby

l eading to changi?ﬂtgngh:—{bjopertles xanpl e
I

di spersion, 25 i fi cation_and |t|ng§. It is
preferred that aT conposi-tions- ( solid and |iquid
fornul ati ons) canpri se, byPggerht, 0. 9001 to 95% nore
preferably 1 to 85% for exaﬁple 5 tow0% of a
compound of forrmula (I). The conposition is generally
used for the control of pests such that a conpound of
formula (1) is applied at a rate of froM*0.1g tol0Okg
per hectare, preferably fromlg to 6kg per hectare,
more preferably from1lg, to 1kg per hectar 30 When
used in a seed dreskilig, a conpound of f la (1) is
used at a rateg .0001g t& Qg ( xanmpl e 0.0 g
or 0.05qQ), prefe Hy 0. 005¢wiecese 1Cg re preferably
0.005g to 4g, per hlogran1of seed. WO 2@06/ 003494
PCT/ 1 B2005/ 002002 - 118 In another aspect _the
present invention provides an insecticidal,

acaricidal, nematicidal or nolluscicidal conposition

conpri si.ng an jinsecticidal | ' ,
momdeten g OR ke Gbe e B AR ety
conpound of formula (1) and a d for th " ¢
The synthetic routes shown'in Scheme 8-13 may also be used for the preparation o

compounds of formula I wherein the ring
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suitable carrier or diluent therefor. The conposition

is preferably an insecticidal, acaricidal, 5
woewwandadgdal or nol | uscicidal conposition. |n BCEIB2005/002002

further aspect the invention provides a nethod of

conbating and controlling -pésts at a | ocus which

conprises treating the pests or the locus of the pests

with an insecticidally, acaricidally, nematicidally

isa 9 ﬁ_goneg%%%dcﬂege%éer%gé ﬁ?lg %%aﬁ%‘?ﬁ-{é %h%ﬁ%lagroﬁp nmposi tion

he conpounds of
f oY kémpbindd o€ fothuils @ edretd ysed secbralgpiand coritrid énfegations of

~acarines or_ nematodes. The conpositions canﬁ)b?1 p sen

inse¢trassts au@imﬂ@m@mtqr@r%tea@ﬁﬁmlg{}ﬁeg Y§38ePigtH Fgthoptera, Dictyoptera,
d =

CoE R PEFL Bt Bl T g 058ttt s, o

exarﬁ%) acafiBé, ineRlatde and e lucy\Fasts. dhedats), wm@?he(lmtodﬁs arrd molluscs
f ast release) sol ubl e concentrates

are hrereipitbreolleativelysreteniest to a3 pasts. |14 neslF @&E LI{ l?laiﬁif’%l gomppytyd and
contégﬁe@%*tbggl%ego %:f R nlgtr?mt éo%ﬁo%né%ﬁ%ﬁdg 'tk?o@@ héé\kg 5%}) ciated with

agri®ilthre WAkiR telni 1ﬁ¢1hdés&@ Erowthg bPeropaifos festsandMire products),
suspensi on concentrates (SC), aerosols

foggi n
horticultore aadianimgal }@alp;agldm COmPHEAR Pl S( s d% %at%rage o? products

nment. for .,oNs . t
of Vpglgt%ﬁ? oyigin (syg, i{“ s\%ﬂlﬁ gr(jiérb an dtug%&ﬁﬁ%% ﬂg%t?@%%)&ﬁ&é@ﬁf‘@ﬁl? the damage
of nﬂﬁiﬁﬁ@é@stﬁi&tﬂr%ﬁdhe abskniibeom by dik@ats ofahanirgiadnimald; and also
bi ol ogi cal properties of the conpound of formula (I).
nuidOcEprstsoich asduerdr s (DP) may be prepared by nixing a
compound of formula (1) with one or nore solid
di | Eremipdes dfpestespacipd whichtmaydie megylgl,ed adeicampounds of formula (I)

RN A T AT T
(ca&lﬂﬁg F»&;%Ugr%us s @abb'iﬁk)amﬁ‘l F&@at@ﬁlug@nsqpl@bmapp@; Nephotettixc incticeps

, flours, c and ot her organic and
(leaiflmppganNezaso b (stmkbugsr)g@usamruﬁém AFHinkBIES). kantergrisg Spp-

IS L P08 B 5 PR, SR BBy

deanYzDeat@ (@ol@fad%B%td‘@ée@l%) SRIABIoRk BRY Eo Hasnibell S&&ieﬁfﬂ) (43uizﬁ\ella Spp.

as sodi um bi carbonat e, sodlun1car nate or

(scalelipbatt)e Yriafeuomes spp.Kibide féash Begiia mbezaoﬁvgaw.fky STy nubilalis
such as .a cchar e I
(E gn \g@inthqr'gr? a%g ?Igtera #2 7)8{1.9 ﬁc&?tgn S pe r%lz%%gﬁvtu%gcens (tobacco

dHTQtH Obrpa SRintbeRd Rabidn bOLlORAQ HRIi¥EeRsa zea (cotton bollworm)
bud3vsp rs%lgclo )‘}/SO%UbI F{a{ty The m)gture is then

: Syltzp)‘a aleifagam (EOttQIDINdﬁrolleﬂs Rieriabressiege §Whitebisteniy), g?qu-]laow@/lostella

(dl%@l% llgﬁ%g nbcg Oé{ggort[?\é?t ! ‘gy?o%lgll“slg rCZ 6%{525;% essalz& f@e stem borer), Locusta.
mi , ERS YL Res dedmifehy (1600SY), QDzaHFth%a%pb I(dootworms)
%rﬂfm ents o

carriers, one or nore mettlng agents and
Papssithisalig (Euopeanred\DiR] (003484 cint Qirgd spiee) 2 faprychus

-119 nore dispersin ents,and tion
e ét“%@ﬁétﬁ%l e N e e
Phjélno égwa ezw? QCM tkdt Snite, P&ﬁfha%bf&%?ﬁeﬁz@s futhd (beoad mite),

W ar  conpositions ““may al so be granul ated
Bré&vapdioisepyatiiat miies) 8pepiilue ngcrapiis deatlendyk), Dermacentor variabilis
(American dog tick), Ctenocephalides felis (cat flea), Liriomyza spp. (leafminer), Musca
domestica (housefly), Aedes aegypti (mosquito), Anopheles spp. (mosquitoes), Culex spp.
(mosquitoes), Lucillia spp. (blowflies), Blattella germanica (cockroach), Periplaneta

americana (cockroach), Blatta orientalis (cockroach), termites of the Mastotermitidae (for
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G anules (GR) may be fornmed either by granulating a
m xture of a conpound of 5 formula (1) and one or nore
w@owdeerm solid diluents or carriers, or fromPCT/IB2005/002002

pre-fornmed bl ank granules by absorbing a conpound of

formula (1) (or a solution-tlh2reof, in a suitable

agent) in a porous granul ar material (such as pum ce,

attapulgite clays, fuller's earth, kieselguhr,

L I @drmRY spp.), the

exm%@@é@%ﬁﬁg a gfﬁ%ounggk? ornul(g(ﬁ(e??]ﬁ1 ?kg sold??%n
Rhidotehe@dae (ot examplet Gplareaganbimaanty Ratitiditenes ﬂgvzpes R. speratu,

mat eri al (such as_sands, siljcat 10, n
R. vieginirypalt Jigspes s, ﬁﬁ‘éﬁe&a’%?”eﬁﬁ’é)s@wa‘gé Lpmif &rgﬁ Frgupnle Globitermes

sulpgergegf D?B}énof&% etcréfnm '(ﬁg azi‘ﬁ)h]\{o%g%'}’zﬁ}f H&?@(%& @h@fa@h’s ant),

I'on“or orption i 6 sol vent s (such
Danddlinth&sp. and@Dshogrdthidppc(tigig aldesunking ﬂme)nwzoz@gmh @pp; (root knot
et hers, ketones and esters) and sticking g@gﬁtsk%suc

nema@dp@; %W{?Fﬂé@ﬁ{ Meterﬁdpmqp@y(cyg negrde ¢fuss spp. (lesion
SR RO 8 G B 6 TSR, 104 i
nemRIRIRP) Ha@ﬂoﬁdﬂd& SbityinO(bagRR polewadrin)NGaernbbhabglénst elegans (vinegar

dlsper3|ng agent). Dispersible Cbncentratgg%%ﬁé%
eclviyanyy Bpelrostorsy lig S@ngwtﬁgmépst;a@]rﬁ@w dg$) an f aé('i%w”’“’f“m
1' wat er or an organi c solvent, such as a ketone,
(slw "cohol or glycol ether. These solutions nmay contain

rf.ace act ent. (for ' :
di Isﬂlei igKeniion “E%%(?&%Q“’X’P& &N |Xs a |C§Ir¥ltolg%ﬁ%8{ d)%%tﬁ&%%;l?sem
acardtes R hStbAdsaR hﬁ)lﬁl@é&ﬁlﬁbﬁ @bﬁﬁnédi%plﬁngmrﬂ inaetividhky, acaricidally,
emul si ons be prepared by ~dissol yi
nenwbicplelin dr nfollﬁsmqnlﬁlb/ qffe):twmaraﬂurg,oé gﬁp@pg@pq,@ﬁfgrmula (@), ora
opti onal cont ai ni e o t
B e

sus@%ﬁﬂfegt)) attRK ByP0p&t, TeBHpousd d/feﬂﬁﬁﬁulﬁ QII) ateSereferabOssed against
clude aromatic hydrocarbons (such as al kyl benzenes

insagts, acdriagh napimdtedesnes, exenplified by SOLVESSO 100,
ESSO 15 nd S VESSO '
q‘i{]%‘;t @F@é‘p gd‘é uﬁfgpﬁeml%ct ‘%S $ %dh%%\ég?%cgaé oheéxanone
or Inrﬂzfaa'ytb% L ah@xpoanedf ﬂiﬂﬂu&' (©d3@inSndesticibie, asarieda ylematicide or

al cohol , furguryl al cohol or butanol),
mo]lhsﬂid{@d Wpast, adonve of pgsumr tag p&arwévaptﬂw oatiagh 9% agest, a

conel\llicgﬁlh ?a(ggpsglg{lqlv Erpa a (f%%lrﬁog{tl)otl%l‘ggh ﬁl%iuql%s in addition

to thE l:&hb&ﬁ{ded* Ml@@?rabéﬁﬁﬁbleéﬂert &ﬁldﬁf otteiierrany, opt1ona11y, a surface
spont aneously enmul sify on addition to water

actme adert¢SEA). el s irosheinicals3phighy prej a@ieetﬁtm%dlﬁﬁhﬁ Pwe{t@s of an

| ow, spray .applica
inspfasg M BrotpBn e Rab 9ee LRl gRg Rk SRR e e
1ntér9d'cm1' ks{dn)ang it &dy 1@&111@% td &iéhges(lhfothet propertieh (for kkapopld dispersion,
roomtenperature, i nelted at a reasonabl e

~emukstﬂmtlam andaweittlylg) dafs Breibebé\tha‘! elrb)composmmwﬁbQ@@Qhé @nd iguid

PCT/ ] B2005/ 002 - 12
forgy! aélﬁaﬁ%ocmpasa or e 5 offtlt 42 iRidhE frh an{ﬁg%ﬁ%’ foP example 5
to 5(@/% uéftaaé'btmﬂduﬂ&' g forﬁﬁllag@j UFHednipgdkRionad Senefidiftuded farghe control of
ne’ or nore SFAs, under” high shear, to produce an
pesﬁﬂﬁchlﬂm’t a cBipbaid ef ®ohvler()ss apphquaé airate pigoimr 1 g tpd Okg per hectare,
prefergb %poln(le 1§ Itcl gkg per lheétlarrclaa}n%ge p%gergtﬁ? %r%%nlsg to 1kg per hectare.
When used in a seed dressing, a compound of formula (I) is used at a rate of 0.0001g

to 10g (for example 0.001g or 0.05g), preferably 0.005g to 10g, more preferably 0.005g to 4g,
per kilogram of seed.
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(such as chl orobenzenes), aromatic solvents (such as

al kyl benzenes or al kyl napht hal enes) 5 and ot her
wWa@ppsomdat e organi ¢ sol vents whi ch have a | owpCT/1B2005/002002

solubility in water. M croenul sions (ME) maybe

prepared by m xing water wi1i8a blend of one or nore

solvents with one or nore SFAs, to produce ‘

spont aneousl y a thernodynanmically stable isotropic
ui d .f or nul r
ﬂ]s $her aspec hlei%?ﬁﬁé g ?%’ﬁgﬂggmﬂ(fieﬁaaﬂ elfrﬁélgrﬁmﬁ%} ada%mdal
nemﬁﬂﬁd’a@ 8t mdfiAsdikigAicbonpakition kempeibing ah snskcticidetly, acaribidslly,

i ncl ude those herei nbefore 10 descri bed for _use |&)%ﬂr}1
nemd#iQédaphy armotiuscicilallieipatiy clgmonnt et coappaynd of Frad

T e

nemtitidA Rk erdIRECiBidS] dnpeidh- sol ubl e and oi | -soI ubI e
pesticides in the sane formul ation. % suita
g

f oiin alistill furthrer asteot theirsentien prewides é@wthﬂdrfgf ceybgting e controlling
m croenul

n or form conV
pestLfiA 18P B iES CRRBRERI B D oED PL e OR R e plo L AL
inse@HEINS aQriclialy ARGl aB Y Sﬂﬁlﬁﬁhﬂﬁ@dﬂfy effectied ymdintiofied
i nsol ubl e SO|Id particles of a conpound of fornula
combbs)ltwls@snpwn@e cmpwakdetf forpyulp 4D %Ep coraRernds oF forguiad) are
ound of fornul sui tabl e medi um
Pref%‘ﬁJP Yd’ﬁﬁ p m%l?sﬁc%’r?é’a%?esr% ?‘8&‘&0@;)% sing agents, to

pr %@%@n@o@ﬂh@ﬁs LA dhbSenSsiR @tsinther of fohlhﬁlaaomqjemdncludmg
One or nore wetting agents may be included in

dustebleposiders(®Prmdlublepespdansl(SR), Watehsolnely spamulss ($ﬁ}} |W?(§egdhspers1ble
granpu?qséﬁﬂég ?yptét]g erpg)t 38%38\#%0 glfntﬂ%? g@% s'loqt ﬁffaﬁetrefe%?e) dsoluble
confBnkhfed @ﬂﬁoﬁ%@@&ibkqlq\ﬁﬁisqoL) GOk BivikvolgnegRid (UL), emu131ﬁable

erel nbefore descri bed, chroduce t he desired en(cgl
congmbreltes { ECRafispsuiible comnentatepdC) empisians (RotB ofip irger 4EW) and

watf B} mElS R BHEF PhREE Mhosalrbt (Rp bR
fog%h%@ﬁ]bkg?orﬁfulﬁio%@%ﬁﬁﬂ’e biRpéhsicds (@s? brabiced meslinent fokmulations. The

e water or a water mscible liquid, such as
formulpnmp’@ape Ichoseo ip poyingtenesowidoddpend Bpot Be pgeisujap purpose envisaged

non- i sed. hand- act uat ed

and R PSSPk BB pH Ehar e SOEpa Y TPRRA Y.
Py rBh&ade! gswabﬁé,t(gpﬁmay Be biiphied by AR 4 wmpcﬁmdfoﬁlﬁdrmula @ with
for generating, in an encl osed space,

oneaw mm(are molm@ dilients Forgxeunptt nad@ralcepg k@lg}u §]5r@ﬁgylg’ws b?r{tg}lte

e S5 SEE S, LS BRRSl S|l LSRG s,

¥ Sfhut, e, ABuAY tHEOME] dhaRegmioamd
cal‘ﬁ?lln %H%%gzlgglg@;ba?i&gﬁts ai ﬁJgg | ne V\,hluﬁ each oijl d%opl et

inotganiersolip satrErs) cnd yneahq;m@(ly@rmdmgﬁbq: mixtree to@ fine powder.
2006/ 003494 P 200 /00200 121 cont
C o @Hh]@ ROPVIEES @Fﬁl&?’l % PLGPGTe obaltrpm 3 COl%%(ﬂl%d%f formula (I) with

carrier or

onelr &R HEELBIRE 1nog§b§uc fank Yéﬁ@h h§ s&ﬁﬁh'bﬂﬁ%bnﬁ&: @ddi)tdti @eﬂ)onate or

y either an interfacial polycondensation reaction
mafyesium sulphasteyatinenr prove water-solubleerganipenidsi(eies aﬁﬁyP01ysaCCha1‘1de)
andD E)S‘X(I)r?a?lyf grrle grorplgge%eltt?rgg egg%lntesagr?e c?rfmgrlg dispersing agents or a mixture of-
said agents to improve water dispersibility/solubility. The mixture is then ground to a fine
powder. Similar compositions may also be granulated to form water soluble granules (SG).
Wettable powders (WP) may be prepared by mixing a compound of formula (I) with

one or more solid diluents or carriers, one or more wetting agents and, preferably, one or
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compound of .forrmula (1) and they nmay be used for seed
treatnment. A conpound of forrmula 5 (I) may al so be
wo eooabEved i n a bi odegradabl e pol yneri c mat ri RCT/TB2005/002002
provide a slow, controlled release of the compound. A
conposi tion may include onelt?-nore additives to
i nprove the biological performance of the conposition
(for exanple by inproving wetting, retention or
i i Eon i t§tPMcilitate the
R e e A v
disperkiohGn liquids) Thé hjixtureSis chenagiolintd toesfinermiveide Siprilagcempositions
active agents, spray additivﬁs band gﬂEOils, for
mayeegrhs! ssantdated i formiten dignersible grapgies ( lant oils

sych i ] “
{ nogn R G, HEPe REAcl B STttt SR pud o BEPmpbnd of
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diatéRNeols et @EoudidpAT &ibs) 6 tyouerbirfg cavhpruny of formula (I) (or a

treatment. (W5), or as_a liquid conposition, includin
solugion thseas] i acwwebletagantpon togy harg carg mtedd (Fyog)as 5pn4,§, silicates,

min%{% ga&é«%&aﬁ%? E’@Bﬁé{tgg‘or gfl}@ﬁategy&dodrg?l%ri%é&%ﬁfAﬁts which are
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confionly 1:&ERE &ld ABbptioRBr adBrptioR, inGGdasudvé® Goctpasiliphaticand

descri bed above. Conpositjions for 20 treating seed nma
arornnid patwleien sefueis fAonEISS AT plarISe ARt Loy ickigg agSits (such

conpositian to. th £.0r LA18bi1S1 lomR e
as ngﬁrfyiwa‘f%?%ﬁ?’ R 313’85“3/% ?@?g‘?ls’\(ﬂﬁg‘{”.nﬁ’gﬁ‘ ggﬁtn gv (JT?S perlsgng o mcfr
oth@GEBHES ey QIS Ibsiihotbdd 1A gemiukes Ry bearmplefa cmuBiAdgygent, wetting

the cationic, anionic, anphoteric or non-ionic type.
ageguirtdigplessigRrgenbf t he cationic type include quaternary

ammni um, coapoun - :

PRl 196, 8 SLSRAS SIS oo
forratial(Blah Svafsion Bh ordahissolveat, yakh @l dedténeeicahal os glyicsl @her. These

fatty acids, salts of aliphatic nobnoesters of. "
solwfising mayicontaén elsyrfase astivamprat G ampleariPTQ i g: @ption or

sal.ts . sul pho omati ¢ conpounds (for exanple
pre%%ﬁfﬁﬁ%@?&é%@f%%%%z@ﬂ%agg* phonat e, cal ci um
dodpgy sHRME R EhtRAe @O or bikiy-wasg entuidiens(EV) php bapeepared by

and m xtures of sodiumdi 30 isopropyl- and -
dissolying e spmppyid eilornnial(Drk 28 oTgsnisrsalvea) (opHpwlly containing one or

| t | coh ‘ . .
moB PG PRI BTS2 BT HaT i PRl f plu AR Beents). Sutable
orgBid ¥Blvents F6H widtin Eay iedlide3raaatiokydradaedons (thahph atkylbenzenes or

esters roducts fromthe reaction between one or
alkyl@aﬂﬂb@(m&sswgampﬁ(ﬁpﬂ BG5S 16%30 690, Sqlz‘éEﬁ%@tlﬁoé‘PE SEREESSO 200;

osphori.c aci r j -
SOf R ER oo B B RO RS L R R Ehee®f
meBXATBloBet HBné et @Roebibes bbasl wicobbls firfiirylanebhol or butanol),
t et raphosphoric acid; additionally_these products, mat)é )
N-dbkylpyhaidenas Guph asNHpebelpreelidongos N-octylpyrrolidone), dimethyl amides

of fatty acids (such as Cs-Cyp fatty acid dimethylamide) and chlorinated hydrocarbons. An
EC product may spontaneously emulsify on addition to water, to produce an emulsion with
sufficient stability to allow spray application through appropriate equipment. Preparation of
an EW involves obtaining a compound of formula (I) either as a liquid (if it is not a liquid at

room temperature, it may be melted at a reasonable temperature, typically below 70°C) or in
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paraffin or ol efine sul phonates, taurates and
I i gnosul phonates. 5 Suitable SFAS of the anphoteric
wa 9e/0033ed ude bet ai nes, propionates and gl yci neCEEB2005/002002
Sui tabl e SFAs of the non-ionic type include
condensation products of alkMOene oxides, such as
et hyl ene oxi de, propyl ene oxi de, butyl ene oxide or
m xt ures thereof, vvith fatty alcohols (such as ol eyl
soldd (wfh s%lvi‘flgtl’bﬁln %gh%h te%blv‘éhﬂ) r&n@kﬁ%'eﬁhﬁﬁﬁ&iﬁg&l‘%‘&%ﬁhltant liquid
as oc p en henol or "octylcresol); parti al
or sehttien $ntd evatarednfaiming bongr mbwi SF Asatinder highcheayy torprriluasian
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(suélf%anoqrﬁﬂ)éﬁ elf‘ersj1 %&H?lco@&l\%ﬁtsat%hpc{s B%?hﬁéﬂ%er% o€l §kiyInaphthalenes)

sinple esters (for anple fatty acid
andmhe;telpmobﬁme oggaymd;olmﬁsewhi)ch have mh)mxoldlal;t}(mowatex anpl e

| aur di met hyl am ne_ oxide); and_ lecithin ui
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ST, N B 858 st
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may be appli ed ny of the kno .
Waﬁ%glt the ﬁ@i&?ﬂ%%ﬁ@sgu @ﬁ‘éﬁ?& " usg i ?‘ECB*;}?;?S& ereinbefore
| Rlink W ter-in-oil
B
systeng) (vt gyspinaistprédeabiney be d@6rmiiné@by admctmntlhyy thkasupmstngy) and may
or to any part of the_ plant | udi ng, the_ foliage

be suitahls fobmimiaRuateolublsg oilsoyhle Pessiiieh Bt e samp Tornulation. An
ME? s%ﬂftzﬁaq% fr d%lﬁtl&ﬁ Hﬁ{) v&{ﬁ 'ef‘rg\éiﬁéx%?; R %ﬁ%ﬁ%&lﬁlﬁgfn@ﬂg%mg a
corveffiéhal bih-@n—&@tdr egmistoml | y, paddy water or hydroponic
cul ture systens), dlrectly or if may be sgraged on, . ¢
dus Pewpenyion awen%refbgﬁ i GRERPTSH 6ﬂ‘ﬂf‘é’é‘s gEhop-agaghyEpensions o
finf P oL SO pAREIL Ga mBouARA bl PP SCRShay be prepared
by balipoisdat] ingitlir(gsttie ol cangiuad vl frnmda(@psi 4 smmabkennaiium optionally
conposition packed in a ter oI ubl e bagﬁﬂn d
withpngguEws ispRrFIng ARRHS 0 AT HEP@THC]PoQP élofllo? t}m?mpoun
I
oS AR 0 SN g
be @idheled towdvcd therateat whith th@partldm)‘setﬂm Alterhatireblyra compound of

aerial irrigation systens. 30 Co t f .
e B g o oG e gt BerHEEHSdcrived,

' rally supplied in the formof a
to}gﬂgﬁg(gen? gggpeggﬁggrcgﬁgg a high proportion of the active

I ngegisehformulitiosoemaprideat @ntpeund ofifbadmadla @) amitaesuitable propellant
bef ore use. These concentrates, which

(fop owmNg 0 3A0dAPETA coRPOBRobiopula (may #s %ﬁ&o spatyed ag@lispersed in a
f
oGPl o S o P R 58, s i

pré¥idh conposttions € ust &1 ﬁ@ﬁprebs@mbﬁi (hamabd:teatecﬂ sprdgli ptulnpm to
wat er to form aqueous preparations which rena
hondyeaneapsdfod forsnudafl) may gﬁ mix¢d-ia the dry state w1th a pyrotechmc mixture

to form a composition suitable for generating, in an enclosed space, a smoke containing the

compound.
Capsule suspensions (CS) may be prepared in a manner similar to the preparation of
EW formulations but with an additional polymerisation stage such that an aqueous dispersion

of oil droplets is obtained, in which each oil droplet is encapsulated by a polymeric shell and
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enable themto be applied by conventional spray
equi pnent. Such aqueous preparations nmay 5 contain
wo anogioesg9anount s of a conmpound of fornula (1) ¥EDIB2005/002002
exanple 0.0001 to 10% by weight) dependi ng upon the
purpose for which they are-i12l be used. A conpound of
formula (I) may be used in mxtures with fertilisers
(for exanple nitrogen-, potassiunm or
conté)lpl? 3 e{;iﬂg)bﬁidcﬁ’%ﬁhlﬂé (19 aﬁ@,&@'tibhﬁ%{ 8 karrick bt @Rledt therefor. The
ormul'ation types include granules of fertiliser. The
polyfiekit siebmayb¢ plokdycatichnt dither appintafEdpblycordegsatiopreactien or by a
.10 conpound of fornmula.(l). The i, v?nti og erffgerefthe
coacgrvaHopPIOsPdiEe AN¢ eTRPQSLQLs Ty REBYIOE fYF° ﬂ%"r SR
fertd dd %S{“ eht. ARBmpound of formula
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herbi ci dab; Gl G320 Bhipreb@theWidlakical

actAT %??gﬁlti%@gf%%lghggé 8{;&?@%%&?6 rr%y be the %ol_e o
perfé@hdn¢e of figreaipesition{fot Beanuslapy sinptovmgowetiing, reteptigreor distribution

adm xed with one or nore additional activ .{.&g}rfedi ents 4of
on sytfetesaresistapessioiraing treafeggriarcse Or WA iraL YR, coptpaund o

o a r ibed 1 i ORrhRhRHitivAA based on oils, for
o PO S B0 SO MG, SRR AR b on
exaﬁigrg&ﬂhﬁﬂ BiRchRvilder mtlabplderoisgachras sopbeaacnd vapeseed oil), and

20 i ncreased persistence at. a X i.se th

] . a locus; syner .
blens of U055 Woh OBRICARRECIAE AIAYEN (EgofRBR WKLY Ay modify the

.lncreasing th f effect or overcomng
acu?‘éﬁé‘ilf%ﬁg do()?f Iﬁﬁéﬁ%gﬁpound of formula (1); or help
t 0 QVEMpER (fofdiely €N imdyhdsodesfelraplatedtfootseras giss¢dmesgment, for

to individual conponents. The particyl ar addition
exagpld ase pqygi,eé 89apesitigy, pncé@b@g]a Pﬂ}ﬁ’aﬁf tjphgryl S§f Haaélalent (ﬂS), a water

s b 80, RSB AP Bl g, oo o i
confiiéiitioaSinRRA MRt fldwabl€ yarenteitt (FS), a Selntiad €rftoe p capsule suspension
esfenval erate, del amethrin czhal othrin (in

(CaiThe praparatipan®fddS Yhay 8¢ 1 apf) LS SpPERpys e very similar to those of
f f | ' i i . :
res eﬁg?rlﬁflgf’gsﬁ, m,fg/éé )%Ilaflarriélﬁ &ntl%c}s {dnelibdchiBed fbB. ERfpositions for

e et’hofenprox), natural
tredBMEREH mbly incRide aRRET i assistiig thaladbesion of, thé eothpesitinn te,the seed
prallethrin or .

(forsetgphe/h minaralroj) areat fign-fqryning erdgy. 2, 2. di met hyl -
gas oe%)l(;?gta%glg’gtlsg sﬁe)r%@ gg%g%%%@hg g%ég}%arggy be surface SFAs of the

catPhfy emehRsamshdt@idamn-iaaephst e, nethyl, parathion,

azi nphos- nethyl , deneton-s-nethyl, hept e{i@ohos, 4 (K
t hi SmitahdnSFAenkie shidenic hipsdesledeapiatenary sREHaBHER gempounds (for

tri.azophos 't hami d i : i don,

e
PCT&LBAAOMi00_GPAs ncllidd alkaliasahlonslts dfefutbydaids, salts of aliphatic
fensul f ot hi on, fonofos, phorate, phoxi

mopbesters pRadpltsictagid, (fopamplsnsiura davpyl sutnbte) selthofslphonated
fost hi azat e di azi non;.. r ' di ryl

o hapaeyc Crcansiegopief daRETBERe bRt Ml Y

do&éc?ﬁkﬂ%%@phonate, butylnaphthalene sulphonate and mixtures of sodium di-

isopropyl- and tri-isopropyl-naphthalene sulphonates), ether sulphates, alcobol ether
sulphates (for example sodium laureth-3-sulphate), ether carboxylates (for example sodium

laureth-3-carboxylate), phosphate esters (products from the reaction between one or more
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car bof uran, furathiocarb, ethiofencarb, aldicarb,

t hi of urox, carbosul fan, bendi ocarb, 5 fenobucarb,
Wee@posdp4 et honyl or oxanyl; d) Benzoyl ureaBCT/BR2065/002002

as diflubenzuron, triflumuron, hexafl unuron,

fl uf enoxuron or chlorfluazl2dn; e) Organic tin

conmpounds, such as cyhexatin, fenbutatin oxide or

azocyclotin; f) Pyrazoles, such as tebufenpyrad and

fatty%?%%{s%éﬁ{ﬁg?ﬁ&oﬁ? 8%21 Q%@Bﬁiﬂa@e@y% modb%hieS oRYRIsPRG L Pentoxide

( npl e abamectin, émanmectin

(predlﬁﬂig.@k’él}ec;]i-dsm)nﬁc txamplaitdreativnrbetwqind agabaleghol and

azadi rachtin;_ h) rmones Qr pheronones; . | .
tetraphesphoiie peid; %ﬁwgﬁl‘)g&%é%l’@&éﬁg R & &nglrﬁt%‘} Blrhggipginamates,

xachlLer | ' in; 15 |

paraﬁfﬁ %‘rl (ﬂg@tﬁé %S%lhogggsgs’gﬂ}%%g ?ﬁ%?%@r%ug)?bg%g%r az; k)J )

FUSlgable SEgE I she snjsoteatic teipd imcind betaimes, propionates and glycinates.

di chl or opr opane, nethyl brom de or

Ch o ghiP B o Mo e s ondTmioh sfdgts of alkylene oxides,
t hi acl.opr i Lncid, w0 : . -
s Y BB i BERNRLLBLLA LA FERYHET, Bl DRty
alcofibls Qstrch el 0Fdytiglcetiol BE tétgialend)zordeith alRPiphgnoli (shehnas octylphenol,
et hers, such as_di of enol an_ or E%ri pr oxi

nonylphench ene@ylcisoliasiisl etgpderived trog) lopg el{l] @?Qr?é’.idsﬂﬁ hexitol
addj ti on. to the ' j f ol
aniifrel ARl O pRB AL oL RRTPG R SIAF AR cBlIRETHILE Ul potymers
(cothpififk SthyRUO 6xidephdYRPylene bXide); afiposiatiides; siple esters (for example
appropriate for the intended _u,ti%ity of ‘the . .. .
fatty agip pelyethylene lyeol estarnamine gaides (foy SX?TH@SEW}SH igthy}gmine
.particul.ar._crops, for exanple stenborer specific
OXl(_?eﬁ’S qf%lﬁﬂréss (such as cartap) or hopper spgci fic
i NsQatabR Wesenfiigtienta sndhuferintissphiljc dobloidssuchns polysaccharides,
maybe enpl oyed. Alternatively i nsecsi ci des_.or
polydaylpyireleione opeadivm cabgrypathyicelliplgse) gpd swelling clays (such as

eci es/ st may al so be included in the
ben 6%%#?%‘?@ e?‘f or 30 exanpl-e acari ci dal
EV OALcﬁﬁabbﬁmcﬂﬁﬁfonﬁull@iﬂ)gﬁafydde@f@%dé by asy of the keowi nieaes of applying
1exyt hi azox or_ tetradifon; acarjcjdal tilicides
pesticidil comngiuads. dior gxarpplsp ﬁ&‘ﬁ’tb@;apaié%» %wraﬁ%?é g jEpforzlggp, to the
006/ 003494 .RCT/ / b i
ros AR 0180 s i
infddytioa 'E?ttﬁ%’bémi) or tocatiyaBzifTies plant rohrdéngethe foliage, stems, branches or -
chl orfluazuron or diflubenzuron)e Exanpl.es of .
roofstrfbe ek beerRpo LA S ATah ofRey MiSHin A SYHLIER aRiA afe o wing or are to
0 ition of the .i I . .
be RRFER b A) b g S X o R esasralmar ey y g oponce

cult & EJARNYs), directly or it may be sprayed on, dusted on, applied by dipping, applied as a

" cream or paste formulation, applied as a vapour or applied through distribution or

incorporation of a composition (such as a granular composition or a composition packed in a
water-soluble bag) in soil or an aqueous environment.

A compound of formula (I) may also be injected into plants or sprayed onto
vegetation using electrodynamic spraying techniques or other low volume methods, or
applied by land or aerial irrigation systems.

| Compositions for use as aqueous preparations (aqueous solutions or dispersions) are
generally supplied in the form of a concentrate containing a high proportion of the active

ingredient, the concentrate being added to water before use. These concentrates, which may
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5 i m noacet am de (SSF-129),

4- br onp- 2- cyan- NN-di net hyl -6-tri fl uoronet hyl benzi m daz
W@bk@e6/04343u1 phonam de, PCT/IB2005/002002
~oc-[N-(3-chloro-2, 6-xylyl)-2-methoxyacet am do] -y- butyr

ol actone, 4-chloro- 2-cyan- N3N-di nmet hyl -5

p-tol ylimdazol e-1-sul fonam de (1 KF-916,

cyam dazosul fam.d), 3 -5-dichloro-N(3

- olud Qg | ¢ often required to
inehidf TR BC3 N5 Y §C:They Misn T CBsyfon roauined
with@@X@§tb e} for prolonged periods and, after such storage, to be capable of addition to

N-allyl-4,5, -dinethyl-2-trinmethylsilylthi olpher%ﬁ-.s-tcar bt

wate@igfﬁr@@qumg@mt}onNWhl@ remain homogeneous for a suificient time to

enabi%{h%%xa Bn%é ép%%%@g@%&:@{o%gﬂﬁrégé&ﬁptﬁéﬁ.i ShLiPLRRBENSEYarRions may

conthn(AryHEt Bayintdopy tbdydyndayf dhamile R fier exenyds 800k o 10%, by
aci benzol ar (CGA245704), al anycarb, -  al di porph,

weight) depending upomihe pasrsse for spich ey 85 R bedissthl axy | |
benony!l ., bi.l axazol ' . L.cicion:: for example
o 0By DbloR A8y 1 haF b 081 8 e o cxamy

nitrdpRhDPOAZ M o£ FREREIaZ Lontaiatpdehilidem). eSuitbleibrimlation types
car propam d, carvone, CGA41396, CGA41397

.

incledsi gramBesofdantliser. TEheanore: bl qontalihpR o 5P by gfeight of the
cl ozyl acon pper containi ng conpounds such as copper
ComQ99%%9%$pBg@?§0pper oxyqui nol ate, copper sul phate, B
CopRRNintdatibAtireet By sloaidss aiortilises compysitoracirhprising a fertiliser
cyproconazol e, cyFrodiniI, debacarb, di-2-pyridyl
and dicomipptvadief formuladDoxi de,  di chl of | uani d, di cl onezi ne,
di ¢cl.oran, di.ethofencarh.,. di : | S BBLRAK biological
di TGP p o 1 ol R AP ERL orthuRISRAA bioloet
activity, FONSS R Ricrehubdty oz @ngpovishixing Amgicidal 2tivity or which
di‘met honor ph, di nethirinol, diniconazole,, dj

posstiss planhemytimguteying dicriciyh ifﬁm%rﬁen@ﬂf”@f‘i ggéfég&idal activity.
gg o %g%ﬁgigggg %5? gﬁﬁu?a}o@)glﬁgﬂl 114 the&8le £808 fiRredient of the composition or

it Yy B i xdivaenand ofbreribiyiohateictiyé inghidbethsrich den pesticivts,
oxycarbonyl)am no]thio)-[i -al aninate, etrldLazghsakff 1
fun giaivexauiorgst, esbigide@s plant sEAdDTEEYIRIOT Wikie pRTBpIIAte: itiona

fenbucpngzol e, fenfur . Xami , .
s G ean e PerFopt G EREARE i Sl o acvic o
incRESIIHeRistaR 28 B lddds yHérise des actietth arporhiplemenithe activity (for

fluazi nam fludioxonil, flumetover, fluoroi Sn{:iﬁp dof
exafpligoy inermasingthe spepd ef ¢fiebpiovergampiag aeneflengy) gt the gpypound o

fonf&f}igg@g Pﬁ%éhk)) (g%\gegcgq?}ilég 8 él%&cﬁll)‘g ! Oc!(eyflfé’)gg(r%{z{ﬁﬂe}giﬂance to individual

ynexazol e,

corh si TheipitRane a0@non activeThgetieativiledepend npat thelimended utility
triacetate, ipconazole, iprobenfos, iprodi og&z )
of thp compbsitien. BExqr@Ax0Tixpjtable pessicitsa agaludsihg follofi B mat e,

Ncoz
cyHﬁﬁftﬁ‘ﬁ?(iﬁ%hrt R MnBdal dYhalbBRINY,Hifenthriie fepeopathrin, cyfluthrin,
nmet conazol e, netiram "netiram zinc, netom nostraqbin, .
tefltring ish safe pyrefieoids 6ior axampip ethefenprox), natural pyrethrin, tetramethrin,

s bgFHIg) DR TEGA O SRy 5 D0 Gy ) 22 dimethyl-
3-(.E’S&/olq%flg&éfﬁ&%ﬁ%thyl}o%@lo@wmﬁ@ BatBoxydxadi xyl _
oxasul furorf, oxolinic acid, oxpoconazole, oxycarboxin,

y )
b) Pefanopizasphaies, spenaso paiaiofs, pepofiot peaphalshaatiy] Prraiicde,
phosety

| -Al, phosphorus, aci ds hal i de .
A7ippROsR Y bEPROORATIERY hﬁwfwap?ﬁ oS, fepgpiphos, monocrotophos,
pro%@oqg{] %a@oﬁ?os? B%Eﬁ%ﬁﬁg%ms PAiRieHBa 0 PRosphithididamelathion, chlorpyrifos,

propr conazol e propioni ¢ acid, pyrazophos,
pyrifenox, pyrinethanil,

a) ]#_y%;g o 2ISS{@M%%Hﬁg%g@g%hﬁ@%ﬁ%%@?%g@éggle%%, deltamethrin,
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5 pyroquilon, pyroxyfur, pyrrolnitrin, quaternary

anmoni um conpounds, qui nonet hi onate, qui noxyfen,
wa@ioeveaene, si pconazol e (F-155), sodium PCT/IB2005/002002

pent achl or ophenat e, spiroxam ne, streptomycin,

sul phur, tebuconazol e, tectd24al am tecnazene,

tetraconazol e, thiabendazole, thifluzamd

2- (t hi ocyanonet hyl t hi 0) benzot hi azol e,

phos%lﬂ#l g g@ﬂﬁ}sef gﬁhrc}ﬂnont ﬁﬁ)ﬁm photdtdl e RES AR hos-methyl,

tolyl fluanid, triadi refon,
p1nrﬁ1§)h@§d¢thﬁnfdmtrdthﬂoazﬁ»sﬂmdzatebﬁ) dtazirenoxi de, tri cycl azol e,

tridenorph, trifloxystrobjin (CGA27920 trlf
o) Cubhmrgn{iaghding ary .oe%@m%&fb Fuch ARG tHaZRmAY aﬁg’ﬁ%hocafb

carbt)#u)t nel %Q@&arb)zz Ie{(}?&e&% 0, & cfl@am) %o NResHIEFaf) oehdiberb,a

peat or other rooting
fenoBBEHIR prépb"xut heethodtemtaxamybf pl ants agai nst

seed-borne, soil-borne or foliar fun di se S.
) Dimbiss, Ghetoih BB S RC G GO JFR LA b A Ehoxaron or
1l @%& tions include piperonyl 15 butoxide, sesanex,
ChlotR ¥ 8W4Eh and dodecyl im dazole. Suitable herbicides

€) Cﬁ@zﬁn@’uﬁl BbmPEslsNsuch @s betienntin, ffenbuitatnl axsdeer dzacychaing

onpositions will depend upon the intended target and
f)PYIh@leﬁf, mhtasﬁdmfmwd%# TRy a rice sel ective

g) l\/ggggﬁﬁce% sglgh %§ ﬂé‘cﬁﬁ olr bléglgfgllnh SfoPE: b Ebaliﬁ;fétin, emamectin

ator for use in cotton
benkcatdiveiivkath, Sﬁnﬁnﬁcmt s;mﬁ@satmy azaipchtag acti ve

i ngredi ents which have significantly different
h) Hmmsn@a}rph@mmr@al or bi ol ogi cal properties such that

i) Oéggﬁéglﬂ?@gm eao%ndy nag e ?&qﬁgﬁ \’b%ﬁz @ HeREhIGHRI¥EDDT, chlordane or

or il ese ci rcunst ances
dielatier fornul ation types may be prepared. For exanpl e,

wher e one active redient is a water insoluble solid
i) Aandmph@u@}meq%ﬂ@dm%f BR Of fEBIbl e |iquid, it may

k) Fn o e I h el s SH‘QE?D(?‘E&JOQ cﬁnt(ﬁclﬂbﬁaﬁ%aﬁﬁe %ﬁ&ﬁylﬁﬁ@)ﬁﬁ’(ﬁ: or metam;

ane’ cont us ‘aqueous phase by
) (ﬁl&@ﬁ&@thﬁz@ chipowdks istotagtimidaclopgide thiehtprials acetmuippdisitappyram or
(using a preparation anal ogous to that of an SC) but
ﬂnmn®m®®8Lng the liquid active ingredient as an

o) B S ity RESRACARL R ANALRAR L Reth i3 erdbidd)

conposition I's a suspoemnulsion

n) ]fh?ﬁén}fl efhetl aldhoR dicdtendd 2086IBRALEA4 PCT/ | B2005/ 002002
27 "The invention is illustrated by the foll ow ng

o) Iestennotds: Mass spectra data were obtained for sel ected

unds of the foll ow ng exanples using LCMS: LC5:
p)@%ﬁﬁ?ﬁap 3°Adi ent 10% A to 100% B A=H20+0. 01%4COCH

q)ﬁ§égﬁﬁaﬂ(}BC}H0 01%HCOCH positive electrospray
150 1000 mz. 5 EXAVMPLE 1 This Exanp g 1 sgrat e}?.1
preadditiaprfo the major chemical classes of pestlcl e listed above, other pestlc1des

hav&ng]gz%pg Lo ogsrrpéy( lﬁi é@%/)ll'o%ec{ i tﬁg' k&ﬁﬁos‘?@cﬁﬂ Y Qp'pf’dﬂrﬁé{d for the intended

utitiideme c)on?po?}rti@hﬂ%h Wstapt® pelestarnd ilecticides for particular crops, for

example stemborer specific insecticides (such as cartap) or hopper specific insecticides (such

as buprofezin) for use in rice may be employed. Alternatively insecticides or acaricides
specific for particular insect species/stages may also be included in the compositions (for
example acaricidal ovo-larvicides, such as clofentezine, flubenzimine, hexythiazox or

tetradifon; acaricidal motilicides, such as dicofol or propargite; acaricides, such as
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HO C / Cd ~1 NHo* Step A: Preparation of

N- (4- Chl or o- phenyl ) - 2, 2- di net hyl - propi onani de 10 To a
w@odoendam of 4-chl oroaniline (25.51 g) and PCT/IB2005/002002

triethylamne (69.73 m) in chloroform (350 m) were

added 2, 2-di net hyl - propi onyl128hl ori de (25.32 g) over a

30 m nutes period. The resulting solution was stirred

at r.t. for 1 hour, then water was added and the

broﬂ&oﬁg_% me o%ﬁlbﬁ%%ﬁﬂlatté‘ 08 GrdvirtHRSgultbR, fichyk hadremathglnofihe
d organic layérs were dried over sodium

cyrcmﬂzgr&t methm;iren@,mdnhnﬂnmoh oindiflabenzuron). afford 35.8 g of
product

mi @xamle(s @ggl.)ngﬂ 1(%%%89)1 e@% gwyéf: élb% aetdl 15 rlt%h% $0n§p%s1t1on of the
1nvelhlh£>ﬁ1 a Ez M%m@ilzl[é @ S3ihbiy P HhSxsRRER jphe@yl]-Zirhethodiyd

1m1nq@bﬁﬂmid)e (SSB—ld9héthinop2-oynmrM,N -dimethyd-ottriflneipmsthylbenzimidazole-
n- buthyl l'ithium.in hex

L-sulgopemid CodbC e b gpaisE A e G by bhfyrolactone, 4-chloro-
<A AP ot gemong i

3- S-GYcﬁhllor&S\/'—(B BhlothBeﬁ@'S-l]thethgl Mkmﬁrbpﬁ) -dasetBylbenzevhide (RIE7281,
for hours, and then a_sol ut

zoxamjdek) Nsallefhéréhﬂ@a%hqdr?eﬁwﬁfhélﬂlxlﬁ}loi&eﬁ%?|CG¥‘WX&mb‘1‘Fe(MON655OO) N-

oSS g gpmat A,

N—(Métﬁtﬁty—STbﬁdye)a@fcldpﬂop‘anxtcuﬂbexmmesadlbaneoiaf CGAR24H0Y; alanycarb,
at 0C and then overnight at r.t ol uti

aldiptpeph, PEURZRE, RFACDIZOL Reeoptrobindbens o BT, Bishiezol piferanol
bla%gdlﬁ,gt b tuggna}%fehbgép}ﬂatez %gﬁﬁﬁ)ﬁ Lftan, TR halah, bﬁﬂ&{damm

and racte ree" times Wth eth
chl@@pddteecarBtien, agirbpanid, oargam, CGA4I806, GBAd 13K Iwhnhomeﬂnonate

wat er, dried over sodium sul fate and .conce
chigrathabonilypdoroaglinpie clprylasan) OEPEFORtILng F%P@’éﬁs Such as Gopper

oxyzfgfob:lga 9rp ©) lglggfé?elq goﬁ&e? 1ph&tE, ?D?%& t&ﬁdt@ Whoﬂ%lﬁiermxture

e pr o'

cymoixanil 7(%&0086&56[&, icpprodihiily@etdeinG, &i- Z:@ylmdyil ,dlsIu@hé(ESﬂ -diedide,
M+H+3 WO 2006/ 003494 PCT/ | B20Q5/,002002 % EXANVPLE

dlcnloﬁnargd,@@lﬁme@nm diglorang isthofenca é’é%&%t’wﬁleoﬁl enzoquat,

dlf@ G’?o{%*f)né,o(t)é)t él—lﬁl) &@&)yg ﬁlfleggﬂl tﬁf gfl?é%ﬁ éln%/l Hu%iéﬂl% r(]1imetconazole
dirdetliodndiph, rtﬁnéﬂﬁﬂi&h@l dirpbanybdly; ditoedp( dihighon( dedecyl dimethyl ammomum
chl&mlq?, rdgdgmhggggciod?rllg@ﬁlo ]g@%:;rge? gﬁgféghgq, %ls\‘pqtzcl\(l)nazole etﬁ'omol
ethyl(Z)—N—benzyl-N([methyl(methyl-thloethyhdeneammooxycarbonyl)amino]thlo)-B
-alaninate, etridiazole, famoxadone, fenamidone (RPA407213), fenarimol, fenbuconazole,
fenfuram, fenhexamid (KBR2738), fenpiclonil, fenpropidin, fenpropimorph, fentin acetate,
fentin hydroxide, ferbam, ferimzone, ﬂuaziném, fludioxonil, flumetover, fluoroimide,
fluquinconazole, flusilazole, flutolanil, flutriafol, folpet, fuberidazole, furalaxyl, furametpyr,
guazatine, hexaconazole, hydroxyisoxazole, hymexazole, imazalil, imibenconazole,
iminoctadine, iminoctadine triacetate, ipconazole, iprobenfos, iprodione, iprovalicarb
(SZX0722), isopropanyl butyl carbamate, isoprothiolane, kasugamycin, kresoxim-methyl,
LY186054, LY211795, L'Y248908, mancozeb, maneb, mefenoxam, mepanipyrim, mepronil,

metalaxyl, metconazole, metiram, metiram-zinc, metominostrobin, myclobutanil, neoasozin,

nickel dirhethyldithiocarbamate, nitrothal-isopropyl, nuarimol, ofurace, organomercury
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A suspensi on of

N-(4-chloro-2-{1-[(E)-3-(4-chl oro-phenyl)-allyl]-4-hyd
WO 200§/003494 PCT/TB2005/002002

pi peridin-4-yl}-phenyl)-2,2-di met hyl - propi onam de

(1.00 g) in 3N H2SO4 (7.5 m26and DVSO (3 m) was

heated to reflux tenperature for 48 hours. Then, .water

was added and the mxture extracted three tines with

com%o&?g rﬁxgullx?’l gggaifgﬁ%bg%cgﬂ{fé Geill 3)5&‘)[)50%51@ _Fbﬁ‘aoﬁyleﬁefﬁﬂzoate

an rat € n vacuo he resid

pencdﬁa“zo gb REEedn! eﬁailh ogidgephosetyt-aigthogptapisyacids, phthalide,
MECOH 9! to afford

plcomysahbmr(&AZQ{Sg), p@lgyz(lg_q POBFRIGY Br_obm &) ley prochloraz, procymidone,
prongigodist, BoPiypiglse MBS o Bithl Clet bRy By D Byrimethanil

pyrolfRIdEBoxFRE yMb'HﬂnrﬁQdatemary ammomum compounds quinomethionate,
- (22 am no- 5-chl or o- phen

quinokyfen,arupiierspie) s1a¢o|nyque @- ﬁé%)., 8 um ggptae]@or:p@&er&ie m)lﬁoxamme
stre%&%y%ﬁq%]gh%?t nt LoD % ﬁclo'#a%%& ?r?aze Stﬁa&na%e(tﬁﬁbkndazole

"ustrates the

thlﬂﬁia%ﬁﬁr@(ﬂh% anomethylthl gbenzothlazole , thiophanate-methyl, thiram,
2ChoroN-4c | or o- (4- chlor

t1m1bhmnydtz)olea|t¢lyl|ofosﬂm@thgl? ylﬂpamﬁy@p@mﬁf@q, q,dm}ewl} triazbutil,
tnazggrglf 'X—xé%rgl f?,: gﬁft:da(?r%ﬁ] tg’l%oxystr%lbln (dGAZﬁZOZ) tﬁ\!dn% B fuizole,

mtlcﬁon%%lg I Rtidahideih (Ehagmt, %ﬁélbilﬂih— pinel yhg zmdrﬂlyl] 1,2,3,6
t et rahydr o- pyri di n-4- henyl am ne
t r iBielophgponndseof(forose (fgrn)ayuhqv ngRedwithse l?ﬁa OWﬁ@ raQfipgmedia

- chloro-isonicotin hl or i
o e L Y o
Th %ﬁagﬁ}l‘éstdﬂﬁltﬂé Shrle stk!\/ﬂﬁ st id thedombpositidns ihdnd@piperomyl
pour e nto saturate ueous NaHCCO3 sol ution and the

butoxidd, sesamexy saénotcedandwd@écy iimidazales h CH2C12. The

CoTRLREE 25, SR LU A G 0 oo wi

depSiPinsnt 8 idtohdRli kirgd e theefQptdgageaphy (hexane: et hyl
pacetlgjt}le triethyl gm ne 25:73:2) to afford _th t|t|3é
©

pr oﬂm exant?18 offg Yice wledivehediiside pbichipanbe inplvded jspeopanilg An
cxapg) 5005, YBT3 AR RS Exanpl o

il wgﬁgenzy Fﬁaﬁ 5 gi&étg{é F}g%ﬁegllegts XVthh have significantly different
phy@i?thlo chemicalnytibiiolegicdl- pﬂopmtutsysluc}p thed thm@)é] gk e@ly igndihemsgelves to the
same conventlonal formulation type. In these circumstances other formulation types may be
prepared. For example, where one active ingredient is a water insoluble solid and the other a
water insoluble liquid, it may nevertheless be possible to disperse each active ingredient in
the same continuous aqueous phase by dispersing the solid active ingredient as a suspension
(using a preparation analogous to that of an SC) but dispersing the liquid active ingredient as

an emulsion (using a preparation analogous to that of an EW). The resultant composition is a

suspoemulsion (SE) formulation.
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5 A solution of n-buthyllithiumin hexane (22.6 m of

a solution containing 15% n- buthyllithium was added
waele@povd4se to a sol ution of PCT/IB2005/002002

N- (4-chl or o- phenyl ) -2, 2-di net hyl - propi onam de (3.00

g) indry THE (80 nl) at -bQ7under a N2 atnosphere

over 15 mn. The resulting solution was stirred at 0C

for 2 hours, and then a sol ution of

1-henzyl - pi pekt di ne L oiEE (4.5 M) was
ad edm)c(f?rggoélvhgélcialgkrgteté *ﬁg?@%&o@lﬁw@@ %%a*i?%pn of the dianion
MasPdpebifa dfta Qed ottaihed Gutiselpeted oompdirels of tetfolowingexamples using

LOMA 1 Corhsinr aridiant A A Ko oo Sarehr DUYEICRBE | Tade
B=C§§§\Q§M@C®%§¢%}§ y@@g%@géﬁg%}é ill\%:d_ g%?lg% racted

e e el S B e
Thisbfatel ang b cemertiond N aeaE 2 d (st hgsahenyD)-allyll-
g A e B g Bl BoBichabite ' B AMplE s

Thi s Exanpl e iIIustrates‘,wt tion of
2-(1-Benzyl -1, 2,3,6-t ro-p on-4-yl)-4-
chl or o- phenyl am ne and NH

\

4- (2- Am no- 5- chl or o- phenyl)) - 1- benzyl - pi peridin-4-ol . N
a,-- I/ Ca [/ HONC \ I/NHz I NHZ 20 A
suspensi on of

I\T [Step( A- B@mrytiomOWC{A&l}lo@rﬁ@pylaqZrﬁ-qi_ng;qﬂ}xlzprgg}pg%iglg hen
-2, 2-dj . i i _ i 0
To 195 R B PRt Byl B ki
ml) WREPAIIRH arediwthyd-peepionyl Thierise (2.32g) wwes aBReNNpSE peripd. The

into ice water, nade acidic with conc. }—g an ixture
reswn%ﬁ@tg_@bﬁé@ Wik shirieel 9 7.t Seteh v, thomaiea s af Ao B MRS

si g and exir : : di

o33 VR BLEE R HE R R A RSN s s
sulfa@%id UBndWaGated Whjesbad affordds.s ¢ af peiducthMopalidgkSahyR etention

(hexane: ethyl acetate:trjet h,){l am ne 49:49:2) to
Timgef G 2-83 min; MS (ES+) 212 (M+H").

2-(d-b |- ) 150 1PN EN-G1(A- - -
2 St LS SOt o hpipt oy
pipdridd- 40§10 phdS/1f-E3+)ime91-pidpibrpinidmd

4- (2- am no- 5-chl or o- phenyl|

A Sﬁ?ﬁi]]l- Bﬁg@@fwﬁb@w %n_ I.lel;g@e (4)]_0\[;!?}158? flﬁl gs ugfilopt)_ \_Z@soe.rdded dropwise to
a stion oS FRRR A B Gopl B €35 9 f FHTEC e 00 mD

at -15P@ vRA&GRAN A4th1d8pIRire over 15 min. The resulting solution was stirred at 0°C for 2

o s o on L L2 B L po o e L Ao of .00 )
THF (15 ml) was added dropewise to the above solution of the dianion at 0°C over a 1 hour
period. The reaction mixture was stirred for 2 hours at 0°C and then overnight at r.t. The
solution was then poured into ice water, made acidic with conc. HCl and extracted with ethyi
acetate. The water layer was made basic and extracted three times with ethyl acetate. The
combined organic layers were washed with water, dried over sodium sulfate and concentrated
in vacuo. The residue was subjected to silica gel chromatography (hexane:ethyl
acetate:triethyl amine 49:49:2) to afford the title product (6.2 g). M.p. 177-179°C; Retention
Time HPLC 2.19 min; MS (ES+) 461 (M+H").
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crc 1~\ 1 NHOC iN To a solution of

2-(1-benzyl -1, 2, 3, 6-tetrahydro-pyridi n-4-yl)-4-chl oro-
web@epbamd ne (500 ng) and triethylam ne (0. 352CTB20031002002

CHC13 (25 m) were added 2-chl oro-isonicoti noyl

chloride (1.2 equivalents;12&-a 1.0 Msolution in

CH2C12) over a 10 mnutes period. The resulting 10

solution was stirred at r.t. overnight, poured into

sat urat ed aqueous MFBQ%EWM and the m xture
extracted three tines 2.. The conbi ned

ThisExEAMISilluAYREShSREDahtios df exGilorosDd1 li(H)Su(4-etleroapinyl)-allyl]-
concentrated in vacuo. The resjdue was su

1,2 3864tetmay@re+pyndnr6ﬁb} pleanariming AR ok ARIRG1-C S8R 1-1(B)-3-4-
t at et.h a e 49:49:2) to afford the title
hloﬁ)r ﬁﬂﬁléigéﬂp%‘% T\Mril te solid; Retention Time HPLC
1.89 mn; 38(M+H+) E)@(M@?Thls
Exanpl e iIcI s th £par ad i
2- Chl or o- N- Ior02(1236t ahydr o-

pyri din-4-yl)-phényl]-isonicotinam de hydrochl ori de.
NHWS&@OI{ of\N-(4-chlobb-C} { 1-[QE)-3i¢-Shiepo- pheri?i)equd]aat-hmrow-

| 2-[(2-chl di 4-
ool Bl S5 deas Ry RS i AL AAS A G b and
oM e B i s
mixbiré 8xt§akté@lecﬁl?e)é|trrﬂles3v1&1 6H,Cl,, the combined orgamc layers were dried over

tetrahydro-pyridiri-4-yl)-4-chl or o- phenyl oro-is
sodigni sdfatermndi coaceriatedii Vasye- LBE RsHEe (Vg Su &teg 3 ilié?a 84

i e ) )
sy L AT AT S s Lo 5 bomgs o
allyg 0o, B t@ﬁteﬂ“hl?d%-@yﬁ&hﬂa?ﬁ} %ehﬁammet (01208 ngtsbm(SHﬂCRZtenuthle Time

5 | dri eg di
AR R e e

chlt ! lhfﬂ@gg—%]gsﬁg 85%830 -E—%gﬁo l\éﬁ e% %@9/ géé)’e gg(?bgt IRgtnen‘g?n Time HPLC 1.95

mm?;l\@tghg 3|I’5l‘7[(M4qh*1)oro 2-(1,2,3,6-tetrahydro-pyridin-4-y
- - t de hyd hl d Crude 4-

{5-chl g% ! I[?gmcﬁloolrga[)n@l\—’ééﬁzgca?rbgnsl) a_lr% ﬁo] phen
Th% IE%WFIB{' dlh&tﬁéﬁfs tgspgpargéé%gld}?orl) 26 é Qg F;gfs%+ 39Qaﬁ*ﬁ)i3-(4-chloro-

phedehhagnli, 1 28-telrihydro-pyridin-4-yl}-phenyl)-isonicotinamide
ST,
NH Cl
0"\ N
To a solution of 4-chloro-2-{1—[(E)—3-(4-ch10ro-phenyl)-ally1]—1 ,2,3.6 tetrahydro-pyridin-4-
y1}-phenylamine (60 mg) and triethylamine (0.059 ml) in CH,Cl, (10 ml) were added 2-
chloro-isonicotinoyl chloride (1.5 equivalents; as a 0.2 M solution in CH,Cl,) over a 10
minutes period. The resulting solution was stirred at r.t. for 2 hour, poured into saturated
équeous NaHCO; solution and the mixture extracted three times with CH,Cl,. The combined
organic layers were dried over sodium sulfate and concentrated in vacuo. The residue was
subjected to silica gel chromatography (hexane:ethyl acetate:triethyl amine 25:73 :2) to afford
the title product (28 mg). Viscous oil; Retention Time HPLC 2.28 min; MS (ES+) 500, 498
(M+H.
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5in and heated to reflux for 16 hours. Evaporation
afforded the crude title product (465 ng). Retention
waRewe/0bRLLC 1.48 mn; M5 (ES+) 350, 348 ( MtH+) . PCHEIG2WN(E2002

8 This Exanple illustrates the preparation of

2-Chl oro-N-(4-chloro-2-{1-{12®)- 3-(4-fl uoro-

phenyl)-allyl]-1,2,3,6-tetrahydro-pyridin-4-yl}

-phenyl)-isonicotinamde N\ CI NH/ C 101 iN

Crude

4-{5-chloro-2-[(2-chlo UEIX%/IBGL%%% car bonyl ) - amni P
This @%Mb}e'lﬂluéiﬁtd%)the pregardtibn of Ht[aé(maﬁhmylp%ﬁhydi‘pny—pmendm- -yl)-4-

hydrochl ori de (69 ng; product. obtained in Exanple 7)
chlomephedyld-2R-dimethylpremienaswiderile (5 n) and treated with

K2C03 (87 ng). Then a sol utis -((E)-3-chl oro-

propenyl ) -4-fl uoro-benzeng nlac nitrile (1.0 m)

was added. After stirri or 3 hours at 15 r.t. and

16 hours at 50C and heated tfb reflux for 16 hours the

m xture was filtrated and Oéﬁéentrated i n vacuo. The

real of hsslTab0esambing 15% n-

D e 2 to ¢
buthgfiittaneh) wae addedl deopvaiskiot a {outiampf N-(A-slloresplesiny )-2, 2 dlmethyl-

A Pt T e
resu Flgg?fu%%h %P E{nirgd %mn 1;8 @"h()ﬂrs Cetﬂdochéh £solttior & Eberdyl- ﬁlpend1n-4-

uor one al Tyl] , 3, 6-tetrahydro- py o
one @ m)4nWHF (4®mmwasadsleah dmpbwrsartm d@ aljove olutggn @fthe dlamopn at 0°C
OiN Cru

over4a { gomegp@ @e[r(eg;tj@m r)aﬁxg,lrﬁ Niad §tirved fpr 2 hoyrs r‘?}} |00C and thejl overnight
atr. ﬂ%‘gxr 8%: u HWHQ M{egémareﬁ’lﬁfo itShRAYEHIR-aRMid WHtRicor. HCl and extracted

ng; product obtained in Exanple 7
w1th/‘&§y1<itlc§t3tél YVieslwaf2blayar waetmadé basid @d(@trm:tyd Hee mm@sﬁvg ethyl
with Hinig s base 068

acetate( Ty cosnlamcber@awé@@rﬁmyrem%w«% VBBt B Ry sotato and
conﬁ(( 61?( %ghn v&‘cug_lfﬁégregljdug v?s 1o a1 Belietom AlftlyEhcetdté | THERE afford the

ours ours at 50C and heated to
title@bduex (X.6 ). M.ph23n-855°0e i xt ure WO 2006/ 003494
CT/ 1 B2005/ 002002 -132 EXAMPLE 5
This Example illustrates the preparatlon of 2- (1-Benzy1 -1,2,3,6-tetrahydro-pyridin-4 -yl) -4-

chloro-phenylamine and 4-(2-Amino-5-chloro-phenyl)- 1-benzyl-piperidin-4-ol.
N N
NH, NH,

A suspension of N-[2-(1-benzyl-4—hydroxy—piperidin—4-y1)-4-ch10ro-phenyl]—2,2-dimethy1—
propionamide (6.00 g) in n-BuOH (50 ml) and 6N HC1 (120 ml) was heated to reflux

temperature for 5 days. The solution was then poured into ice water, made acidic with conc.

. HCI and extracted with ethyl acetate. The water layer was made basic and extracted three

times with CH,Cly, dried over sodium sulfate and concentrated in vacuo. The residue was
subjected to silica gel chromatography (hexane:ethyl acetate:triethyl amine 49:49:2) to afford
2—(1-benzyl-l,2,3,6-tetrahydro-pyridin—4—y1)-4—ch10ro-pheny1amine (2.11 g; viscous oil;
Retention Time HPLC 1.81 min; MS (ES+) 299 (M+H")) and 4-(2-amino-5-chloro-phenyl)-
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was filtrated and concentrated in vacuo. The residue

was subjected to silica gel chromatography (hexane:
weehwloreet ate:triethyl am ne 74:24:2) to aff opci/iB2e05/002002

title product (23 ng). Viscous oil; Retention Tine

HPLC 2.02 mn; M5 (ES+) 534130632 (MtH+). EXAMPLE 10 5

This Exanple illustrates the preparation of

2-Chl oro-N-(4-chloro-2-{1-[(E) - 3-(4-

fl t 2 ¢
o) AP BRI o o e 2
M%OF "\ 1L NHIN C%C Crude 4-

- chl -2-[ (2-chl di 4- b [)-am - ph
(oo, (2 c oo g g 5 corbomy)an -
hl 0 2 A
i AU I5 g B0 AR OCT 2 AR e

4chHeri3h§h§§ -basRré @boﬁﬁsuﬁdrmde'rhen a solution of 1-((E)- 3-
| Or o- propenyl) 4-trifluoronethoxy-benzene (56 ng) in

CHC13 (1.0 nl) was added. Aft /\fgglrrlng for 3 hours
at r.t. and 16 hours af d hgated to reflux for

16 hours the mxture wa ikt rat ed and concentrat ed

in vacuo. The residue was séﬁg\:gf'ed to silica gel 15
chr omat ogr aphy (hexane: et hyl etate:triet hyI am ne

74:24:2) to afford the title product Vi_scous
To aciolytioRetf@Atli- ozt 1hd 3 irteralpydeapymidin-4vE S Eélﬁ)ngg%l@nylglngle (500 mg)

and é’}%%ra{qegﬁégﬁ%}:{) 1n1CI:EEi3S(2§X nﬁWeFe alddla&' SLhREE: ?so'iﬁl:%tmoyl chloride
(1. Z%q@%féhﬁ N4 4.0V lsetuglor i @HQCE) ox'a’er I@h@rminutea Ipesibd. The re@ilting

t et r ahydr o- pyri di n- 4- en
SOhlSlO]l] maestma(i/ afir. tdg\)//dmnghypgt@% m{p m@%/qgloe@ugqus NaHCOj; solution and the

5-chl 2-chl
it ORISR B0 DAL o ek o
sodidHAEPeH S QacéBtddTi vRERNTRE réshiua ImdubjactE& angiliea g6l
was di ssolved in acetonitrile

chrdthatogrgblsy (hasanefadhyd @getﬁﬁe)methryﬂeaqmge §814Q@) 6‘?13 @rd(tflﬁsltl%prolauct (595

o S BB PRGBS pes

hours at 50C and heat ed tHXARIPLE7 for 16 hours the
m xture was filtrated and concentrated in va

This Esa'ndplb iummsbh@memaﬁ@ of 3-ChlorodN-[4-Felerpat- 6]g§§pﬁ1§?tmﬁydr°'
et h 006/ 003494 | B2005/ 002002 - 133
%‘(élﬁep ﬁflfﬂﬂmo e%&’ﬁﬂ’zﬁ Po afford the title

product (36 ng). Vi scous oi l; gnt i on
0
“ N

N :N cl

Step A: Preparation of 4- {5-Chloro-2-[(2-chloro-pyridine-4-carbonyl)-
amino|phenyl}-3,6-dihydro-2H-pyridine-1- -carboxylic acid 1-chloro-ethyl ester
1-Chloroethyl chloroformate ( 2.64 ml) was added to a suspension of N-[2-(1-benzyl-1,2, 3 6-
tetrahydro-pynd1n—4-y1)—4-ch10ro-phenyl]-2-chloro-lson1cot1nam1de (530 mg) in toluene (30
ml). After 15 min. the solution was heated to reflux for 16 hours, then poured into saturated
aqueous NaHCO3 solution and the mixture extracted three times with CH,Cl,. The

combined organic layers were dried over sodium sulfate and concentrated in vacuo to afford

the crude title product (550 mg).



10

15

20

25

Time HPLC 2.01 m n; M5 (ES+) 466, 464 (M-H+). EXAMPLE

12 This Exanple illustrates the preparation of
WOR(0BOM9IBenzyl - 4- hydr oxy- pi peri di n-4-yl)-4- 5PCT/IB2005/002002

fl uor o- phenyl ] -2, 2-di net hyl - propi onamde HON 1 / NH

O Step A: Preparation of -131-

N-(4-FIuoro-phenyl)-2,2-dinethyl-propionanide To a

solution 'of 4-fluoroaniline (50.0 g) and

triethy.a 7 - olork e
gteeg #\ét ?yefp%paﬁ%)gl § ?y% dhﬂ?ror [ ﬁ%?l%’g‘pg (ng3 %\‘Séet%h%ﬁﬁgﬁﬁdm 4-yD)-
phen'?l]qbﬁrﬁ&)tﬁﬁﬁilwhydTMﬂdSMI ting 10 solution was stirred

Cmd%%%%é@ggéﬂé’cglgérrormégg‘e A Prrbenyl e bR
pymﬁﬂ%r -c %1%( ﬁ?i«;%lflrl h?%rg\rlghaﬁ\ggt? g??%)g%g rdlS%QQb&lm &Hﬂhﬁﬁ&lQZS ml)

in atId' Heafdge %mmdr l%@ursll?v‘hp&&ﬁ&l affet&edthmudé’ t1ﬂ@pﬂd@u@ (465 mg).
57 mn; (ES+) 196 % Step B:. Preparation of
ReteNtl(MTFﬂl@Uﬁ)éQl ﬁan{lpg)flss‘ 84) 34, 3 CWHERY 1 ) - al | yI | - 4- hyd
roxy- 15
pi peridi n-4-yl }-phenyl) - g%rnﬂﬁyl propi onam de A '
Tmmla%m@mu@frates Metgaypdratidni ofm Clil ofveXNa@ ech{ @6-20 { ¥ (EyB-(@-fluoro-
.6 Msolution) was added dropw se .to, a sol ution of

pherlstlx Callyfl)-U3136-priteshydrp-pridingd-vBr PRy Drispsientit (10.0 g)
indry THE (200 M) at -5 N2 at nosphere over
15 min. The resulting, sl uti tirred at 0C for 2

hours, and then a solu n of 1 benzyl pi peri di n-4-one
(9.20 M) in THE (20 M &%Eﬁgﬁgped 20 dropewi se to the
above sol ution of the di&ignyat 0C over a 1 hour
period. The reaction mxture was stirred for 2 hours

Cruél% O{S &%quﬂ%gﬁg &ﬁ%&é{ﬁgﬂg Eme-‘at afbo Talilrﬁn fhﬁgngﬁnl Y’&%h}llhez 3,6-

eac ICVVI

tetr: f(ﬁg}frﬁﬁlm d@6dnYdricRqBY atge protinet otatiaed irﬁ}y;e!mplwa)swas dlssolved
© %é&l asi c alg,extrac(tﬁgd three times with

in acetetitrile (5 Tpansintstedbwito K@l 637 @gb rT§1en @é?lémwagﬁéé(ﬁm fhloro-

dri ed over. so
promﬁ -flyore-hepzene in aﬁ%om I gi E%IE W d ﬁ?t@% gcﬁ{élg £dr™ hours at
rt. &dzf Rm%u?g HENE 4lEERCARA 16 ETlix fBE B6 Bbwrs ma iatxtye vesifitieated and
49:2) to afford the title product

coniémraleﬁac va@et. dhe irestdur; wias skiiected tosligs gel ck@n%%@:?p}&o@gxane ethyl
ace%f 121%41 ?) t-cl;halﬁ%rgfﬁ% We%réddc’t‘@btlrrﬁé)e ¥ 1§cBﬁs oil; Retention

Tmi\hﬁﬁlzélz @eﬁi&vlmé (B5-B) 41 887 @yHEN0- pyri din-4-yl) 30
uoro-pheny ]-2 2-di net hyl - pr opi onam de WO
2006/ 003494 PCT/ | B2005/ O@EXM_QE 34 N\
This Example illustrates the preparation of 2-Chloro-N-(4-chloro-2-{1-[(E)-3-(4-
trifluoromethyl-phenyl)-allyl]-1,2,3,6-tetrahydro-pyridin-4-yl} -phenyl)-isonicotinamide

Crude 4- {5-chloro-2-[(2-chloro-pyridine—4-carbonyl)—amino]-phenyl} -1-methyl-1,2,3,6-
tetrahydro-pyridinium hydrochloride (69 mg; product obtained in Example 7) was dissolved
in acetonitrile (5 ml) and treated with Hiinig’s base (0.068 ml). Then a solution of 1-((E)-3-
chloro-propenyl)-4-trifluoromethyl-benzene (53 mg) in CHCl; (1.0 ml) was added. After

stirring for 3 hours at r.t. and 16 hours at 50°C and heated to reflux for 16 hours the mixture
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F/ \1 /7 N1 NHo A solution of N(4-fluoro-2- {1
-[(E)-3-(4-chl oro-phenyl)-allyl]-4-hydroxy-piperidin-
\VG&W%@&ﬂhenyl) 2, 2-di net hyl - pr opi onam de (4. 00PQ)/IB2005/002002
cone HC1(2.4 m) and cone. AcOH (30 m) was heated to
reflux tenperature for 24 ho3s. Then, water was added
and the mxture 5 extracted three tines with CH2Cl12,
the conbined organic |ayers were dried over sodium

d

was it 1 g PfeSRRER0L BT ThO e Rres L cEe8 | iRe B
chrohfatﬁztb\l‘ﬂyfﬂ‘i@)daﬁe ethyBadetate: Bivthy2 aﬁ.‘mda Te2h9) toprfopd theytitle product (23

chl oride (0.61 my The resultln solu
mg)thlscqléwlla efention Tgne PPhEF-02 m% RAEeT) ééa"% gé@@% Hohd

the m xture extracted t with eth

The conbi ned organic | ayer‘s—were—drﬁﬁMliLmr i ed ovter ylsogt:(a:nat =
Th1@&a&é}ﬂ@ﬂﬁ@@atw&@@a@@?dﬁoato@d -ClilostalNL@-chidre-2r Els [ (ENS- (%as

subjected to silica chr onat ogr.aph xane:.et h
triflawenathexy-phenybyallydhd ,gé Gr@t@b}'@?-r’?yﬂdglr é{f Sr‘ finamide

product (3.1 g). Viscous oll; ntion Time HPLC
2.00 mn; M5 (ES+) 367 (M ). J1<E 14 Thi s Exanpl e
illustrates the prepafafion of

N- (4- Fl uor o- 2- pi peri diT- Byl - Qhenyl) 2,2- 15
di net hyl - pr opi onam de N NH A suspension of
N-[2-(I-Benzyl-1,2,3,6-tet Hydro pyridin-4-yl)-4-fluo
ro-phenyl]- 2, 2-dinethyl -propi onan de (500 ng) and 10%
Pd-C (50 ng) in EtOH (50 m) was stirred in a H2

Cru?é ANSRINES8-2L Q0 -choréipyigine-Eh@rbonkt) eantih - -plieayljabmethyl-1,2,3,6-

Itered and the resulting solution 20 concentra

tetrd@dmp&rullmﬁﬁdl)@lrwaﬂéoﬂdet(ﬁgHtﬁaﬁff@@ﬁfo"b(t%B wg@xanmlgibwgs dissotved

NETEN R e

chl&B—?p?@fe%S/l Qlnteruoromethoxy-benzene (56 mg) in CHC13 (1.0 ml) was added. After
(E - 3-(4- Chl or.o- phenyl ) - al IX
stirpngfor Bdionrsdat yit.}and 16 hours at 50°C “and heated to reflux for 16 hours the mixture

s b5 B3 o TR Mt B g e

chromatography (hexane:ethyl acetate:triethyl amine 74:24: 2) to afford the title product (46

mg). Viscous oil; Retention Tlme HPLC 2.33 min; MS (ES+) 550, 548 (M-+H ).
EXAMPLE 11

This Example illustrates the preparation of 2-Chloro-N- {4-chloro-2-[1-((E)-3-phenyl-

allyl)1,2,3,6-tetrahydro-pyridin-4-yl]-phenyl} -isonicotinamide

N

Crude 4-{5-chloro-2-[(2-chloro-pyridine-4-carbonyl)-amino] -phenyl }-1-methyl-1,2,3,6-
tetrahydro-pyridinium hydrochloride (69 mg; product obtained in Example 7) was dissolved
in acetonitrile (5 ml) and treated with Hiinig’s base (0.068 ml). Then a solution of ((E)-3-
chloro-propenyl)-benzene (32 mg) in CHCl; (1.0 ml) was added. After stirring for 3 hours at
1t. and 16 hours at 50°C and heated to reflux for 16 hours the mixture was filtrated and

concentrated in vacuo. The residue was subjected to silica gel chromatography (hexane:ethyl
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30

-135
N- (4- Fl uor o- 2- pi peri di n-4-yl - phenyl ) -2, 2-di et hyl - prop
w0 ovavded (380 ng) was dissolved in CHCL3 (20r@i/iB2aemd02002

treated with triethyl amne (0.260 ng). Then, a

solution of 1-((E)-3- -133 -

chl or o- propenyl ) - 4- chl oro- benzene (255 ng) was added.

After stirring for 16 hours at r.t. the mxture was

filtrayed. 1 Al @il R Stention
soctag a0 FPERUETA B G HERNE TR SR
Tim&HPYC zaoehaﬁm«asmyaa amnwm) 24:2) to afford the

title product (380 np). 174 176C, Retention Tine

HPLC 2. 37 min; M5 (ESt+) ). EXAMPLE 16 This

at t f g -4- -
This G st it oﬁﬁﬁﬁoﬁyﬁ’? Qoo Eimdraynipidini-b-4
ﬂuofo‘l%l{énﬁfm-ﬂhﬁét izliffbﬂi endmidel / CI 10 NHZ A sol ution of
[(E)-3-( | oro- phenyl -.11yl]-p|per|d|n-4-yl
4-f1 uoro-phenyl)-2,2- dig opi onam de (315 ng)
|n 6NHO(25 m) and cdne * 95 m) was heated to
reflux tenperature for 28&heurs. Then, the sol ution
was made basic (pH =12) by.the addition of solid
NaOH and extracted three times wth CH2Cl12. The
i hed I e
suI @ greg%ﬂbﬁ()% X ﬁﬂ&%ﬁﬁ’ \?é%%qj&iﬂne%ﬁjb Sy

concen e resi ue was

To S5t Sh- ﬂ@o@mhllﬁa(@eo g) aldriciethyagriap(ly7 (e xa@Hzclet(YQﬂ ml) were
acetate:triethyl amne 79:19:2) to S&ford the. t t% 1t

addgt b»@tdeme@wbnroprﬁyyl Shipe G- mblovRER ShETBHes ot B resulting

soluéggr%qs gﬂfrﬁlyst Elg} 2 é}'?f tflgﬁl- wgft)er wadadSaWRY %éiﬁlxme%xt(r%cted three

preparation of 2-Chloro-N
timdshwith &)t stefafe. Ok combike @ygahtcﬂlaygr’s Jrere dried over sodium sulfate and .

din-4-yl}-4-fl h -
congérgnea{eldalngwcuqytm af@rchéJ 8{ X }éqe1tr1] conllpso%rﬁldco | q%fn 1%? (’J: Iietentlon

o TR BB a1 Bl

(0. $xép B PrebarafibiChd N- I@-Pﬂﬂdro-\@le{le[(ﬁbj-ae(d-chloro-phenyl) -allyl]-4-hydroxy-

2-chl oro-i soni cotino chlor|d$ (1.2 equivalents; as
piperiding- Mﬂ’bmﬁl) 3A-dimetnbeiopjosyee a 10 minute peri od.
ﬁ:?njx ! 3@@ blut 84 added dropwise to
Asﬂfﬁﬂ{l of B oHlleé rate ltél}qﬁf;%gg% SI—ﬁ&rl)o‘)s(,ol Ttion ©

a sAiisord GEN I(Mh@fcﬁpl@éﬂyr)az;z-ddnéthquﬁopnOHaaldm 100 @ciy. THRH €00 ml) at
conmbi ned organi c |ayers WO 2006/

~5°FamdrB2dBSHD0STBEE 0Vl 35 MRy KhedFT Hnwi‘ﬂﬁ%‘a?wrgeéﬁf fitefor2
hmggdang ?liq]ei%eaggog fo%d%f'rlgbné?glgﬁge%@ﬁ (42 g grtl ZHlFJ ({Qﬁ 'gﬁgwas added
droBevise t@tRfbevesdliteort dftthe dfaniodac 0°C dder rag) hour period. The reaction
mixture was stirred for 2 hours at 0°C and then overnight at r.t. The solution was the poured
into ice water, made acidic with conc. HCI and extracted with ethyl acetate. The water layer
was made basic and extracted three times with ethyl acetate. The combined organic layers
were washed with water, dried over sodium sulfate and concentrated in vacuo. The residue
was subjected to silica gel chromatography (hexane:ethyl acetate:triethyl amine 49:49:2) to
afford the title product (8.3 g).u M.p. 172-173°C; Retention Time HPLC 1.47 min; MS (ES+)
385 (M+H).

EXAMPLE 13

This Example illustrates the preparation of N-[2-(1-Benzyl-1,2,3,6-tetrahydro-pyridin-4-yl)-

4-fluoro-phenyl]-2,2-dimethyl-propionamide
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Wiite solid; Retention Time HPLC 2.36 min; M5 (ES+)
486, 484 (MrH+). According to this method the
W(bzmog/@({mwg conmpounds have been prepared startiPgI/iB2008002002
1-[(E) - 3-(4-chl oro- phenyl ) - &34yl ] - pi peri di n-4-yl }
- 4-f | uor o- phenyl am ne:
2,6-Dichloro-N-(2-{1-[(E)-3-(4- chI oro-phenyl)-allyl]-p

i peridin-4-yl}-4-fluoro- ph ¥ oni coti nam de Wite
solid; Retention Tine HPLC 7 ; M5 (ES+) 520, 518
(MFH+) N F/ I C N iN 10 C

N (2-{1 -[ (E)-3-(4-Chl oro-ph&hyl)-allyl]-piperidin-4-yl
}-4-fluoro-phenyl)- isonicdtiqnam de Wite solid;
Retention Time HPLC 2.07 mn; M5 (ES+) 450 (]MH-H . F I

I A $llution of N=(Nflloro-2 15—[(E)|-3\I(4 eEblaiviPblieny-allyi ] <4 Wp{—mpendm—
illustrates the preparat

-5 Tirph A AR BOP LTI SBrD) i Fere S} Gk 3 cgar fOR 0
o S 0 g B, Y2008 o v
A o 5%, et
sulfayy andhcenvspiraied zr@quﬁﬁéf hegesidyowRs @ﬁ‘iﬁg (ét Brcg-? 6}41@'6 ml and treated
Wlth&t%%ﬂwian%l e % #{ \ien tlrﬁéﬂhglr ]Fl%ﬁo %&?«??1&63(2%2@1) Uries deSiilting

solufiBs Wak isfitedatl r. t\/\ﬂﬁs Zthbaﬂ thahtestet wassadkiet uhd dre mfktye dli'fmﬂted three

but oxi de (prepared from?2.8 5 g of dj
tmay it cB) 4ociail T T BRER PRI IR B RAN SR LRk Sy e and

concen!tlrafc’ed in vacuo. The residue was subjected to silica gel chromatography (hexane:ethyl
acetate:triethyl amine 79:19:2) to afford the title product (3.1 g). Viscous oil; Retention Time
HPLC 2.00 min; MS (ES+) 367 (M+H").

EXAMPLE 14

This Example illustrates the preparation of N-(4-Fluoro-2-piperidin-4-yl-phenyl)-2,2-

NH
E
NH

o]

dimethyl-propionamide

A suspension of N-[2-(1-Benzyl-l,2,3,6-tetrahydro-pyridin—4-y1)—4-ﬂuoro-phenyl]-
2,2-dimethyl-propionamide (500 mg) and 10% Pd-C (50 mg) in EtOH (50 ml) was stirred in
a H, atmosphere for 16 hours. Then, the mixture was filtered and the resulting solution
concentrated in vacuo to afford the title compound (380 mg). Viscous oil; Retention Time
HPLC 1.61 min; MS (ES+) 279 (M+H").

EXAMPLE 15
This Example illustrates the preparation of N-(2-{1 -[(E)-3-(4-Chloro-phenyl)-allyl]-.

piperidin-4-yl} -4-fluoro-phenyl)-2,2-dimethyl-propionamide

NM\@\
- F cl
NH

o]



10

15

20

25

cooled to roomtenperature, washed with saturated
aqueous ammoni um chloride then with water, and the

W@ o006ee49as renoved in vacuo. Precipitation fPONB2005/002002
hexane afforded the title conpound (11.5 g) as a
yel | ow powder. M p. 145-1470G54H NVR (400 MHz, CDCl13)
1.5 (s,. 9H), 1.9 (in, 2H, 2.2 (m 2H), 2.9 (in, 2H
3.5(m 2H, 40 (m I H, 4.2 (m 2H), 5.5 (s, 10

N-(4z P._%Or& egg&g{hn—&&Wd&&tﬂ_ﬁ ItofioRARIde (380 Mg Wad @Ssolved in

cHcl; b 'nfﬂ? Znﬁ}beﬁé@wﬁlhrth&hﬂemﬁne €0.260wk). e reodolution of 1-((E)-3-

pyrazo pi peri di ne-1-carboxylic, acid.te t t
chlo@sprgper[)/%ﬁch omjsuerlze@ @55 %g)@yasl@d)q/@ ,%@qugm gﬁgﬁlrs at r.t. the

RN ROR A e

met hane
chroﬁé&%ra[ﬁh)j hé:8e Salyliadebie: itshyt @alied74:24: moaafﬁm the title product (380

Cc Ior0|son|cot|noyl chl ori de (prepared fr of
mg). Z\r/]Ilqh [134-076 631 Reatrition Time .@1&1&3? muga MS (B gl?—é @f*f%

chloride in 50 m di chI was added. The

resul ting m xture was MTTﬁﬁﬁ%Q—romntemmrMUrefor
Thlslégah}wé AlusPALE 81 Prépfatatidatorn, { 1epEy-aquehlomepttenpipallyl] piperidin-4-

di chl’or omet hane; 20 the combi ned organic |ayers were
yl}-4Hfluech-pheaylasvo¢ um sul fat e and concentrated in vacuo.

The residue was precipitate et hyl acetate /

hexane to afford the titl g Sbnpo as a pale el | ow
powder (3.4 g). Mp. " 0 Y

2oc 1H NVR (400 MHz,
CDC13) 1.5 (s, 9H), 1.9(M: 2H), 2.1 (m 2H), 2.9 (m

A Soi{igldn i %”{‘1 @3 |34 .?Qlé)gd-rh%l&l?)) ﬁ)u%djgp ééﬁdll%’zl)-};'_lg ) G-fludss- pheny) 22

diméth! C_VFD-? glo'i_hal(n@ﬂe @15 nfg) iz SNHE) (25 2H) il ékﬁ%A@OBM(Q& ml) was heated to
005/ 002002 -138 EXAI\/PLE 20 This, Exa
reflyy fegperagure $ort Z}QEhcmr@ ﬂ:’heﬂ’tth% splgion was made basic {{R—i = 12) by the addition

ot IR A PO s s i s v

dried oer S¥dim NilMte @hdtoncentrated in vacuo. The residue was subjected to silica gel

chromatography (hexane:ethyl acetate:triethyl amine 79: 19:2) to afford the title product (201
mg). M.p. 93-94°C; Retention Time HPLC 2.18 min; MS (ES+) 345 (M+H+).

EXAMPLE 17
This Example illustrates the preparation of 2-Chloro-N-(2- {1-[(E)-3-(4-chloro-phenyl)-allyl]-

piperidin-4-yl}-4-fluoro-phenyl)-isonicotinamide
Z
N
N
. o Cl

N

To a solution of 2-{1-[(E)-3 -(4—chloro-phenyl)—allyl]-piperidin—4—yl}-4-ﬂuoro-pheny1amine
(40 mg) and triethylamine (0.025 ml) in CHCI; (10 ml) were added 2-chloro-isonicotinoyl
chloride (1.2 equivalents; as a 1.0 M solution in CH,Clp) over a 10 minute period. The
resulting solution was stirred at r.t. over night, poured into saturated aqueous NaHCO;

solution and the mixture extracted three times with CH,Clz. The combined organic layers



5 A solution of the conpound obtained in in Exanple 19
(2.7 g) in dichloronethane (150 m) was treated with

W@ pdobloesaspacetic acid (3.8 m) for 6 hours at PODIB2005/002002

tenperature and the solvent was renoved in vacuo. The
resi due was dissolved in acéd®nitrile (100 m), N N
dii sopropyl ethylainine (9 m) and 4-chl oroci nnanyl

chl ori de (1 9 g) were added. The resulting solution

werev%ﬁg:%lgrr [ o8 h Qursd 8H(9 8&%81%&&9 ﬁmatcg eGbdH® W&J"ﬁbj ected to

rermve vacuo an e residue was

silic® B8l cBfdn@sograplsi qet 168 aGtdte:alotioimmal 2y ‘apifﬁor@ dtertitle product (43 mg).
acet at e: met hano 95:5) to afford a 4Dr ogélc&/{jrﬂe)nt ified
Whitessolid; Retention Time HPLC 2.36 min; MS (ES+) 486, 484

%@c{b&}lhg tcg’ﬁ-s’sf(:h 3}%&}?@ tg%ﬁ@}/olv)mgé H)l\l/@ss %%gé gléfgl ﬁa]l‘te%altr}:cliJ gt:ill;]tbng from 2-

5 {1- [?E)Oﬁ(@cmsro%&hygragggqﬁp&m&n-nqy} -A-falok@phetylaniing: m of

10

15

20

iethylamne 1n 50 m dichl oronet hane accordin
¢he (r-rBidhhﬂo—I\ﬂ-é%-({h[tPéeB (%c}gpy@pplgnylg-,aﬂy]d;;)1léeéqd1n-4-y 4 ﬂuoro-
chr the residue (ethyl acetate: nethanol

n%a %rap
5’“ 3 ‘P‘i“ﬁ%\ a;’}mg?f orded the title product (370 ng).
RV'I@J@QSOZ&?R&&‘HM&&Q@LMW QEQQMS (ESQ) 52, 41$ VB,
3.0 (d, J =11.6 Hz, 2H 6.4 Hz, 2H), 3.9
(m 1H), 6.2 (m 2H), 6.5 (d, J = 16 0 Hz, 1FD, 7.3
(m 4H), 7.5 (s, 1H), 7.6 : 7.7 (br s, 1H), 8.6
(d, J = 4.8 Hz, 1H). Retgntjon HPLC 2.32 mn; M5
(ESH) 456/458 (N%FH) vention s further
illustrated by the fol Fewing Exanples appl yi ng cross
20 coupling reactions. “21 This Exanpl e
illustrates the preparation
2-Chloro-N-{1'-[(E)-3-(4-chl ero-phenyl)-allyl]-
1',2' 3,4 .5 6 -hexah = 4' 1.bi i QY -3 -
R R e A Vv o el
-1 NHC OiN Step A
-agq%gﬁ%%ﬁ%éﬂbonyl) 4-tributyl stann 3, 6 tetrahy
dr opite dolivg ReentipnJime B4 @47 nhip; Msg@;sﬁé
1- (t-but oxycarbonyl) - pi peri di n- 4-one accordlng to WO
0123381) was dissolved in toluene (45 M) in a dried,
ni trogen-flushed flask. 2-g£hl > itropyridine (712
5 ng) and pal | adi umtet ' ?T?;ﬁ;ﬂx|phosphine) (130
ng) were added and the ytion was heated at 110C:
for 16 hours. The reactio JXture was cooled to room
tenperature, the solvent’r mved in vacuo and the
residue partitioned between éthyl acetate (100 nml) and

NaOH 2N (100 ml). After 3IxXAMPLELIgring at room
tenperature, the organic Tayer was

This Example illustrates the preparation of 4-(5- -Amino-pyrazol-1-yl)-piperidine-1-carboxylic
acid tert-butyl ester

o_ 0

N
Q 5
N’N N,

—
S
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separated, washed with NaOH 2N then water, dried over
sodi um sul fate and concentrated in 10 vacuo. The
WO e®oasg9nas subjected to silica gel chromat oge@piBz005/002002
(ethyl acetate: cyclohexane 3:7) to afford 3
nltro 3',6"-dihydro-2'H[213 ] bi pyridinyl- 1
carboxyllc acid tert-butyl (1.1 g) as |ight yeIIow
crystals. Mp. 104-105C, 1H NWR (400 MHz, CDC13) 1.4

A so%ﬁﬁonﬂg?-cygn%ﬁﬂi}ggydxﬁﬂ)n ﬁg’é%) g‘mbs e etﬂ?_xé& (20 m%"&/as aﬁd@d dropwise

to a §)lﬁ‘tldﬂzofN-'B®C Egaeﬁdélﬁh (12 g¥ italiohite ethhal ah@o@ﬁ@n)pe@@@e The
( M+ i soprene). 15 Ste }—%ﬁnj 1
resulting @hlgatjpam@s §1urre;1 aﬁryom,égmg@g@ae 508 1310&'&)63'%‘7 was removed in
kel . [
e PR A T 04 A B T i s 2

g of f%amm aﬁﬁtﬁrmldofhpbﬁt%(ﬁ) add'the geact1blenﬁﬁaﬁwmeﬂuxﬁduﬂoe3 haurs,

I'tered over Hyflo and the sol vent renoved. r]rg th
cooldht roewi i@nmemﬁlge,dmsb@fi vill spyratedhgquequABNQNiug} ¢ %“‘%‘vtgf’n wi

watez? %jnlélr gga S L% (LI 5 S Al PrécRRRR0h HRhEhkxaRe ¥B6HEd HR title
com?oﬁ’rm mds% 282 yRilEY Poaddr. 52146 1 4vicpy M QNVIRI (4Q0 M, 6DG]) 1.5 (5,

I Cc aci O tert-butyl ester 00
O 3,5 ik B0, (e 208, 20T 13- AR, DG M 1 Bty 2HD, 55 G
2.5 (m 2H), 3.6 (m 2H), 3.7 (brs, 2H), 4.0
1H)(i’{3(%z}{)-5.9 (m 1H, 6.9 (m 2H, 8.0 (m 1H: M
(ES+) 176 (Mt -BOC), 22@GxANEPLE $9prene), 276 (I\/I—H)
Step C. The product obtained.in Step B (81 81
This Ethpid 11&3;strtatea Hrsfrepatgiiimotfein £3-1@rChlowr wgﬁdileﬁrxéwﬁavb@nﬁ( yapyinol- -

mfonn te et hanol (40 m)
Pyr%g éﬁ’g'P’é’Fn 1?% @ﬂ?ﬂwlcﬂ??%g’r@}){]&%ra i on over Hyflo,
the sol vent was renove n vacuo. The residue was
porti oned between et hyq/acet ate .and water, the organic
| ayer separated, washedy W ph water, dri ed over sodi um

sul fate and concentratedfin vacuo to gi ve
3-amno-3",4",5 ,6"-dih 0-2'H

[2,4"]bipyridinyl-l"-carboxylic acid tert-butyl ester
(785 ng) as an oil. "H (400 MHz, WO 2006/ 003494
PCT/ 1 B2005/ 002002 - 140 GDCL “AMs, 9H), 1.6 (m
4H), 2.7 (m 3H), 3.5 (W D (m 2H), 6.9 (m
2H) 8.0 (m 1H; M ( 18( chOC) 222

Truftlm gnh%) (%\r,érgf) 2 7§?c§)tl\c4;a& meﬁtsgglt@glogﬁ% i’)'uﬁﬁl bhaRRE ¢ example
18 gz%ﬁig}{ﬂ%c ﬁ%ﬁ‘ﬂeﬂﬁﬁ‘e (1mo%ﬁpth@sélﬁﬁ5n @) codled to 0°C and 2-

r onet hane the solution was then treate )
cthoiskbchuﬁeyl hhhmde (meparecbfrpmo%xos eloff drchlpsoisagentinis agfhgnd 1.46 m

of q;@fyl fg]z)ul LL ngQ)ml éH:lIIl 05?1616 54 Iv&z{sge@{j?&a é[{hg ggguitﬁ‘lglﬁﬁ@&rg Yfas stirred at
roo‘ﬁ‘{ {e p%%a@ﬁljg%md?ﬁ@ %oultetlfin’coGv&%ﬁéi4 8fiehcaidgani tindsayieh gichloromethane;

ried over sodium sul fate and concentrated in
the\baﬁﬂmletla)rgdrﬁaa}agers Svere dned over sodium sulfate and concentrated in vacuo. The

res&%ﬁw%gggﬁﬁ%ﬁ d n 25%/)(% "f-lo %fgc%lk tﬁe ‘11tf'e coﬁnc]loogmataﬁ apale
yell fo&d n%%‘gﬁ V(B Qlé% %é tl)efg Hi@mRm@ MAMS ojmtlgpns o, 9EDEl.9 (m,

ZHWZ?NI@I m)iflﬁ?a(m 2(H@D3 i, 2Ms4@ﬁeatlé));l4ﬂ(1ﬁh2H) 6.1 (s, 1H), 7.5 (s, 1H),
trlfluoroacetlc aci d (I_i],)@gi) f£_5% s at room
7.6 @rdEDal-die. 12 (Bt A5 @i kT Qridevds: concentrated in

vacuo and then dried under high vacuumfor 1 hour. The
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resi due was dissolved in acetonitrile (40 nl),
di i sopropyl ethylamne (1.8 nl) and 4- chlorocinnanyl
wae kioenodes (380 ng) were added. The sol uti on WaBCHIB20650$2002
20 hours at' room'15 tenperature, the solvent was
removed in vacuo and the re%3&ue was subjected to
silica gel chromatography (ethyl acetate: nmethanol
95:5) to afford the title product (409 ng) as a yellow
solid. Mp. 78-80 C 1H %OZdVHz CDC13)19(m

2H), 2.2 (m 4H), 2.8 ( J. =9 Hz, 2H),

Thlsl@éc%an%iIB iliAkbratethd pféikratldn of 28;h16rokH; (2-I{1H!B (4 hB)r()@henyl):allyl]-
.. 7.6 (d, J = 4.

pipefidin-4-g1}- }’razob3-o’HTIS<mlPOtNtD|‘6ni dg. 0 Ed J=T. g $ %t?)

8.6 (d, J =20 3.6 Hz, 1H), 8. d J =55 Hz, 1H);

Retention Tine HPLC 1.53 m n; (ESt) 467/ 469

(MrH+) . EXAMPLE 22 Thi s illustrates the

preparation of

2-Chloro-N-{1' -[ (E) - 3-4% hIoro phenyl)-allyl]-

1',2",3,6" - hexahydr o-| 2 ]blpyrldlnyl 3 -yl}

-isonicotinam de. 25 N NSHCI HOC ~

3-anino-3', 6' - di hydr o- 2Nk [,2, 4'[Tbiwyr i di nyl - 1' - car boxy
lic acid tert-butyl esyer/ ( 1, Step B, 205 ny)
was treated as described in dxanpl e®'l, steps D and E

A sc{hqt%(ﬁ{e &%9 P&%@Qﬁﬁ?@% iR Bkt ?M&Opgﬂgalc}ﬂ&éﬁleﬂﬁﬁe (150 ml)

pro as a yellow solid. Mp -
was@eated vNN‘Rr(fHﬁfbaNHZq aoﬁxﬂ&%)rﬂ)lfos 6 homs a2 H)om fenpoetgire2pgl the solvent

wasée@oé&{ in vicua, 8Th@re%?§ue was p,bsscﬁgé({sn n(aggpogltnle%éé(igl)lm
dns?_Br%pél %y&agﬂmg @ ml) aang 4(6H101%01|f91am;1 &ﬂéﬁde (1 9"%) wefe Zd({e&. THe
resudtiy {oMuitickHvadNitirred Ret mhmm atTnonm tb@p@amrmhmcﬁvewas gemoved in
vacmES* iheacsiiscr A MpeLisd f SLeHEr U ATUPORRL LD Fipggmethanel
95: %ﬁ? %(E; g(f% pmﬁu@ﬁﬁfﬁ f%d%g 2- ?f“;{?— -C‘B[bro )g?lgﬂk?i@endm- -yl}-2H-
pyrazol-3-ylamine. This product was re-acylated us1ng 1. 05 g of 2- chlormsomcotmoyl
chloride, 0.7 ml of triethylamine in 50 ml dichloromethane according to the method
described in Step B. Silica gel chromatography of the residue (ethyl acetate:methanol 95:5)
finally afforded the title product (370 mg). M.p. 69-70°C. '{ NMR (400 MHz, CDCl3) 1.9-
2.4 (m, 6H), 3.0 (d, T = 11.6 Hz, 2H), 3.1 (d, J = 6.4 Hz, 2H), 3.9 (m, IH), 6.2 (m, 2H), 6.5
(d, T =16.0 Hz, 1H), 7.3 (m, 4H), 7.5 (s, 1H), 7.6 (s, 1H), 7.7 (br s, 1H), 8.6 (d, J = 4.8 Hz,
1H). Retention Time HPLC 2.32 min; MS (ES+) 456/458 (M+H).

The invention is further illustrated by the following Examples applying cross
coupling reactions. “

EXAMPLE 21

This Example illustrates the preparation of 2-Chloro-N-{1'-[(E)-3-(4-chloro-phenyl)-allyl]-
1',2'.3',4',5', 6"-hexahydro-[2,4'Jbipyridinyl-3-yl } -isonicotinamide.




10

15

20

25

[(E)-3-(4-chloro- phenyl)-allyl]- N NNz C
11,21,31,61 C NH 499/501/503 1.64 hexahydro- C

WO 2004/093ppyri dinyl -3- O N yl} isonicotinam dePEXrBISH02002
23 10 This Exanple illustrates the preparation of
2-Chloro-N-{5-chloro-1"-[(B3%- (4-chl oro-
phenyl)-allyl']-1",2",3",4",5 ,6"-hexahydro-[2, 4" ]bi pyr
idinyl-3-yl} -isonicotinamde. N™zZZZ | N~ C C NH

OCl ~ A mxture of tripe hl orosi | ane and
/W 012 was added
| ow 50 c@ suspension of

1, 2-di bronoet hane (7:5
dropwi se (keeping pNg

n 15 di methylacetamde (3 m).

eytk0 mi n at room tenperature

zi nc powder (422
The m xture was sti
- then a sqlution of cl

1- (t-but oxycarbonyl)-9-i 0-Pi peridine (1.62 g,

prepared in 2 steps from-AN-

but oxycar bonyl) pi peridin-4-one according to J. Og
Step%elrrg- O)-4i-tib 1@&&@1@034@&@@@5%6& cmm)@mrepared

di met hyl acet am m ) was added 0 §§

in 2 steps frémmfi-¢- WXygmtbpyylérm@ﬂ@ﬂrﬁ ene acrREINgG @s&h &% 1) was
d1ssé?ﬁg41mct8]'1ﬂﬁﬂ? gf'jt el’B{)rllﬁ?l gngd{rrﬁg%&%%%@hgsﬁ@ 2{ @103 Htfdpyridine (712

mg) I%gg Pgl('lééﬂ'i\zrfzi &&riﬁ%ﬁ&%ﬁéﬂiﬂzﬁﬁlﬁﬁ@( @86 n‘@ )wer@ mcmeé rafdl Yhe solution was

heateld atet uwca“metaa e 1(}5 rmc}lon THE eeglaq; Wrzﬁ@d Wﬁ?@rtsma%@mfe the
solet | r e t %QC L9 t e re ?uo(h%@ hEdefd f Eeetate (100 ml) and
ERHERP ST 2R BT

extracte

NaCGiE ehat 6o nﬂ)_’l_lzﬁ&ﬂar B¥&fin sﬁﬁdiglmlr@dih tahseratoct, ﬁmmgmcr kw@dvas
in vacuo he resi due was suéi ected to, sili

sepal'htledl,mgtsggd withyNQH A ther weigt.«lried Py PO 8% %te/? 4 gpncentrated in
vacup. h‘%ﬁé&&dﬁ%@ﬁ%&hﬁ@%}(ﬁ q_lga% cgpd z%fg%rgglgz %:th (le?%e_tate cyclohexane

3 7)% L8brd ﬁ%ﬁrdm% -@%hyﬁrdlz'ﬂ |§2V4‘]$>€ﬁylrﬁ1ny14ﬂ' -dvBOX i ABidNbiL- butyl (1.1 g)
as hgha) yell)B»w7cry$jglssM R H4- ws;é r% N%(%Mﬁg‘ a}) 1%@ 51%} 3.5 (m,
2H), §6(mH5H) 4.0 (m, 2H), 5.9 (m, 1H), 7.3 (dd, J = 4.8, 8.4 Hz, 1H), 8.0 (d, ] = 8.4 Hz,
1H), 8.7 (d, J = 4.8 Hz, 1H); MS (ES+) 206 (MH+ -BOC), 248 (MH-+-isoprene).

Step B: Hydrazine monohydrate (0.4 ml) was added to a suspension of Raney nickel (50%
slurry in water, 200 mg) and the product obtained in Step A (240 mg) in ethanol (10 ml).
After 4 hours stirring, the reaction mixture was filtered over Hyflo and the solvent removed
in vacuo. The residue was dissolved in ethyl acetate, dried over sodium sulfate, filtered and
concentrated in vacuo to afford 3-amino-3",6'-dihydro-2'H-[2,4'Tbipyridinyl-1'-carboxylic acid
tert-butyl ester (200 mg) as white cystals. M.p. 104-105 °C; 'H NMR (400 MHz, CDCls) 1.4
(s, 9H), 2.5 (m, 2H), 3.6 (m, 2H), 3.7 (brs, 2H), 4.0 (m, 2H), 5.9 (m, 1H), 6.9 (m, 2H), 8.0
(m, 1H); MS (ES+) 176 (MH+ -BOC), 220 (MH-+-isoprene), 276 (MH+).

Step C: The product obtained in Step B (815 mg) was reduced by transfer hydrogenation
using 10% Pd/C (200 mg) and ammonium formate (935 mg) in ethanol (40 ml) at 60°C for
45 min. After filtration over Hyflo, the solvent was removed in vacuo. The residue was
portioned between ethyl acetate and water, the organic layer separated, washed with water,
dried over sodium sulfate and concentrated in vacuo to give 3-amino-3',4’,5’,6'-dihydro-2"H-

[2,4'Tbipyridinyl-1'-carboxylic acid tert-butyl ester (785 mg) as an oil. 'H NMR (400 MHz,
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The product thus obtained (448 ng) was treated as
described in Exanple 1, Steps D and E to afford the
wao paobmoysoduct (455 ng) as a white solid. M p.PGCBHRAIN02002
1H NWR (400 MHz, CDC13) 1.9 (m 2H), 2.2 (m 4H), 2.7
(m 1H, 3.2 (m 2H), 3.3 {WHO2H), 6.2 (dt, J = 18, 9
I H, 6.5 (d, J:18Hz I H, 7.1-7.3 (m 4H),
77(d J = 5.2 Hz, ,78(s 1H, 7.9 (m | H 15

CDC@;IS%I AKG 513)( q, 6(&231;@ i‘m@ 3§5')73 5 Bhré 2(H$ 4@ . ZHé‘ d'g(mliﬁ) 8.0 (m,

1H); Res m$+)01rverm+ HRDC), nzaqmﬁ;lsopﬁne)zsw (M@Iﬂf)sosl 505
(‘M The fol |l owi ng corrp s were p
Stepdk; csodmmigcarborﬁt@@é&an@s%ﬁ %‘S%S"Fﬁedtsﬂﬁg‘&n Ogé}%ec‘iofrB’é’gnd

obtalﬁgil érh?ﬁng ﬁle (7%% m%g) 4Ry Qlﬁgtﬁ% S@@Hﬂ? B30 9&&@&?—%&1@6 ﬁ)@ﬁted with

oun ructure

2- chfo%-ﬁls)omo%nﬁwl @mnﬂle (so@mgb amil the oesﬂﬂtmg(nﬁ)me {vas stired\ r@m
chl oro-phenyl)- 80_ allyl]-1", 2

tempeedNsdey bhairip@sedinto W@&@&rﬁyiéna%tﬁd @N‘{’ Hings mﬁhﬁﬁ?hlaﬁowﬁwge the
com%}{(lé%{ &atn‘? %Ifﬁ%sg%l%r%a({ﬂ g%vlél;\%o% LH};I Qig?atg’ %1%&; rﬂé‘entrated in vacuo to afford

3- [(ﬁCBﬁ{gb?yﬂdﬁe ML&arbd}iywr&ﬁsj §505'6'-3drahgiiro- ZjI;If[azH]bfpyndmyl -1

-2-chloro N isonicotinanm de The follow n
carbomytmmﬂh@rt(bﬂésﬂleé@rmg)l - EX23.11) were prepareg

Stepglg,s% %ﬁ)l{ﬁ ﬂé@ﬂl@h@&fdsobigﬁgw I()jr']@g% %ﬂo@ IR dRfloromethane (40 ml)

was $iegfel 'v@ﬁl%ﬂﬁoﬂoﬁ@etw' dcltﬁ(mahill) for b Iﬁo‘&sﬁasdom télh;p%g';ﬂlreéﬁhe reaction
mlxg;xgt?vlaé éooncc):gr)ltrgtgc{ znev)ézizr}y larﬂ then d?lzd gr?ge% rhllg e\gacgltl)r(r)l\%gr Gut. The
residue was dissolved in acetonitrile (40 ml), diisopropylethylamine (1.8 ml) and 4-
chlorocinnamyl chloride (380 mg) were added. The solution was stirred 20 hours at room
temperature, the solvent was re:moved in vacuo and the residue was subjected to silica gel
chromatography (ethyl acetate:methanol 95:5) to afford the title product (409 mg) as a yellow
solid. M.p. 78-80 °C; 'H NMR (400 MHz, CDCls) 1.9 (m, 2H), 2.2 (m, 4H), 2.8 (m, 1H), 3.2
(d, J =9 Hz, 2H), 3.3 (m, 2H), 6.2 (dt, ] =18, 9 Hz, 1H), 6.5 (d, J = 18 Hz, 1H), 7.1-7.3 (m,
5H), 7.6 (d, ] = 4.4 Hz, 1H), 7.7 (s, 1H), 7.9 (m, 1H, NH), 8.0 (d,J=7.6 Hz, 1H), 8.6 (d,J =
3.6 Hz, 1H), 8.7 (d, ] = 5.5 Hz, 1H); Retention Time HPLC 1.53 min; MS (ES+) 467/469
(M+H.

EXAMPLE 22
This Example illustrates the preparation of 2-Chloro-N-{1'-[(E)-3-(4-chloro-phenyl)-allyl}-

1',2',3',6'-hexahydro-[2,4'Ibipyridinyl-3 -yl}-isonicotinamide.

N /\/\@\
N\ X Qo

=

NH
0] ‘ X
=N

Cl

3-amino-3',6'-dihydro-2'H-[2,4'Tbipyridinyl-1'-carboxylic acid tert-butyl ester
(Example 1, Step B, 205 mg) was treated as described in Example 1, steps D and E to afford



Br SNLRB 0 S 3 NO NS4 PdC12(dppf) S5 N - K2CO3

DMF S6 0 80C 10 Table EX23.1 Retention Conpound Ré
WE0054038% S6 Mp MHtine (mn) No C- BOC EX23rd¥/BB2863002002

HHF H 323/322 2.22 EX23-1-3 BOC HH CF3 H 373/372

2.30 EX23-1-4 BOC H H OCH314H1 235/234 2.23. WO

2006/ 003494 PCT/ | B2005/ 002002 - 144 EX23-1-5 BOC CH3

HHH219/220 2.19 EX23-1-6 BOC HH H CH3 100-102

the 115 PR3 fpe) TE Shant (G ikl SO A I-HNMI%«WNEIZQ@UEIQ 18

(m, zggtcgﬁg(ﬁggm 28 (mkOI0B.2 @RLE03. 34OC2H. @(@@a 2 (@, 7= 18,9 Hz,

1H), 6+fi (&) J R oG TRy gD, Ao 1ED b e a0 b7 S b 83 (@I =

3.6 I—%Z,JI?I), 8.5 (d, J = 5.5 Hz, 1H), 8.8 (m, 1H, NH); Retention Time HPLC 1.51 min; MS
s (ES+) 465/467 (M+H)).

The following compounds were prepared according to procedures analogous to those

described in Example 22:
Retention
’ M.p N )
Compound Name Structure 0) MH Time
(min)
2-chloro-N-{1'-
[(E)-3-(4-chloro- o~
phenyl)-allyl]- N ~ /\/\©\
1',2‘,3’,6'- I ~ , Ci
: ci Z“NH 499/501/503 1.64
hexahydro- al
e O =
[2,4"bipyridinyl-3- | _N
yl}-
isonicotinamide
EXAMPLE 23

10  This Example illustrates the preparation of 2-Chloro-N-{5-chloro-1'-[(E)-3-(4~chloro-
phenyl)-allyl]—1',2',3',4',5‘,6’-hexahydro-[2,4‘]bipyridinyl-3-yl}-isonicotinamide.

N/\f\©\
/(N;\(Q cl
o 7 NH

=N

A mixture of trimethylchlorosilane and 1,2-dibromoethane (7:5 V/V,‘ 0.125 ml) was
added dropwise (keeping the T°C below 50°C) to a suspension of zinc powder (422 mg) in
15  dimethylacetamide (3 ml). The mixture was stirred 20 min at room temperature then a
solution of 1-(t-butoxycarbonyl)-4-iodo-piperidine (1.62 g, prepared in 2 steps from 1-(t-
butoxycarbonyl)-piperidin-4-one according to J. Org. Chem. 2004, 5120) in
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EX23-2-2 BOCHF HF 211/210 2.12 EX23-2-3 BOC Hi-Pr

HH217/216 2.11 EX23-2-4 BOC HF F F 229/230 2.21
WE28/0@34% BOC H OCF3 H H 259/ 260 2.22 EX23- 2-BCBOR2063/062002

HH193/194 2.02 S~R8 SB N $S4/ H \ +O~R8 S5 ~ N

S3NS6 OS4 S 3-1to S3-H2-1 S5 NH2 S6 S NR8 H2

3 $4 1 US3-8to S3-13 S5 NH2 S6 WO 2006/ 003494

PCT/ 1 B2005/ 002002 - 145 Tabl e EX23.3 Retention No

i SRR B R B P44 Qb S
resulg%gg)gt_ﬁgé—%%s: &ﬁﬂﬁ a&:@l_%ﬁ a@n@rﬁﬁiﬁ for 30 DB thein 24idxt6d Mi@@ mixture
of 2,btdichiproBramoppyrigine (@)%zgé)g z&%%%@jibaée Jﬁéi %ﬁ?@@%’% 1
mg) 12n (Sll?nethylacetamide (5 ml). The resulting mixture was stirred at 80°C for 3 hours,
cooled to room temperature, poured into water, extracted with ethyl acetate, dried over
sodium sulfate and concentrated in vacuo. The residue was subjected to silica gel
chromatography (ethyl acetate: cyclohexane 3:7) to afford 3-amino-5-chloro-3',6'-dihydro-
2'H-[2,4']bipyridinyl-1'-carboxylic acid tert-butyl ester (535 mg) as a yellow solid. 'H NMR
(400 MHz, CDCls) 1.4 (s, 9H), 1.8 (m, 4H), 2.6 (m, 1H), 2.8 (m, 2H), 3.7 (br s, 2H), 4.2 (m,
2H), 6.9 (s, 1H), 7.9 (s, 1H).
The product thus obtained (448 mg) was treated as described in Example 1, Steps D and E to
afford the title product (455 mg) as a white solid. M.p. 63-67 °C; "H NMR (400 MHz,
CDCly) 1.9 (m, 2H), 2.2 (m, 4H), 2.7 (m, 1H), 3.2 (m, 2H), 3.3 (m, 2H), 6.2 (dt, J =18, 9 Hz,
1H), 6.5 (d, J = 18 Hz, 1H), 7.1-7.3 (m, 4H), 7.7 (d, I = 5.2 Hz, 1H), 7.8 (s, 1H), 7.9 (m, 1H,
NH), 8.3 (d, J = 2.4 Hz, 1H), 8.4 (d, ] =2.4 Hz, 1H), 8.6 (d,] = 4.8 Hz, 1H),8.7(d, J=35.5
Hz, 1H); Retention Time HPLC 1.53 min; MS (ES+) 501/503/505 (M+HY.

The following compounds were prepared according to procedures analogous to those

described in Example 23:



EX23.-3-7 BOC H H COOCH3 H 235/236 2.00 EX23-3-8 BCC

HHHF 123-126 195/196 2.12 EX23-3-9 BOCHF H F
WQ1B680349L. 10 EX23-3-10 BOC Hi-Pr H H 219/ 22BCRIK005/002002
EX23-3-11 BOCHF F F 231/232 2.16 EX23-3-12 BOC H
OCF3 H H 261/262 2.18 X23-3HB3 BOC H F H H 195/ 196
1.87 EF 50 '-RBClIl S30~-R8 eS3 Cl S4 NS4/ S
Ss Base, CH2CI2 s NH S6 S6 CI O N Table EX23.4
Compound R' MR+ Retention No.R S3 S4 S5 S6 oMP tine
(min) C-BOC EX23-4-1 BOCHH CH3 H amorph
3307332/ 333 2.14 EX23-4-2 BOCHHF glbla Or ph Retention

HH CF3'H
H O

34/ 336/ 337 2. 11  EX23:4:3 BOC = AITD oY Time
BH)"3867387| 2. 22 %t“h 4 BOC H CHEOH| anor ph .
346/ 348/ 349 2. 07 EX23-4-5 BOC CH3 H|H H anor ph (min)

é\gﬂbr}ijﬁ{ggngogg‘lgtxz -;l\IH CH3 330/ 332/ 383
4 PCTNIB2605 ooz. - 146 Ex23l4-7
chigey=1E)-St0C A b _374/ 376 E><§L05 EX23- 4-8 BOC
bhidto-bhelyla D 336/337 2. 02 3-4:9|BOC HF K F
BRI PY 4302/ * o | 409/S0Use3 | LSS
hexahydro- 6] I = cl
[2,4']bipyridinyl-3- N

yl}-isonicotinamide
N-(5-bromo-3-{1-
[(E)-3-(4-chloro-ph

enyl)-allyl]-
piperidin-4-yl}- 548/550 1.33
pyrazi
n-2-yl)-2-chloro-

isonicotinamide

The following compounds (Tables EX23.1 — EX23.11) were prepared applying Suzuki cross
coupling reactions as described in Schemes 8-13. Reaction conditions described in the

literature [P.R Eastwood, THL 41, 3705 (2000) for example] or as described above were

applied.
O' Br
I 0,
o
O\I,?: -
o) PdCI2(dppf)
K,CO,, DMF
80°C
Table EX23.1
Compound : ;e Retention
13 R® Ss Sy Ss Se Mp MH' time (min)
? : 9 -BOC
EX23-1-2 | BOC H o F H 323/322 2.22
Ex23-13 |BOC | m | H CF; H 373/372 2.30
EX23-1-4 | BOC H H OCH, H 235/234 2.23




EX23-4-10 BOC Hi-Pr H H anorph 358/ 360/ 361 2. 25
EX23-4-11 BOC HF F F anorph 370/ 372/ 372 2.25

WEXRB0M49L 1 BOC H OCF3 H H 227-230 400/ 402/ 408CR1E2805/002002
J'"" Y ~RB S3 NO S3 eNH S4 TFA S 4 SS NH S5 S6 Cl S6
Cl ONiIN 5 Table EX23.5 Retdenti on Conpound R$ S3 4
S5 S6 Cp Mt time () ('run EX23-5-1 HH H CH3 H
anor ph 330/ 332/333 1.17 EX23-5-2 HH H F H anorph

33443361133 5 —5: HITCF3 H dnon mzo 2.19

3B%233s%/ chC Qg E‘fx\?q RH HH ook H " ) =5

3ﬂ}613314<8/fﬁ@31. 1 | BX2B- 585 H CH3 le'ﬁﬁzan&?%ﬁi :
7 H!H CH3 anmephosd 2.08

'%% % ] { 5%; ée EHucmB H E{..u. h

374/ 376/ 377 1. 13 EX23 5-8 HH H H F anor ph

334/ 336/ 337 1.94 9 HHgF HF anorph s

352/ 354/ 3 o EX23- 5-31_@;? i-Pr HH

358/ 360/ .37° EX23-5-1 WF F F amdt)

37Q/ 3% 28 EX23-5-12 H H CF3 H H anmy

400X4027 403 1.30 WD 2006/ 003494 PCT/ | B208
ON ss NHC / \ S3 %%fDMFRs sQ /|

80°C
Table EX23.2
Retention
Compound RS S S4 Ss Se Mp Me time (min)
No ¢c) | -Boc

EX23-2-1 BOC H u H F 100-102 19/3194 2.15
EX23-2-2 BOC H F H F 211/210 2.12
Ex232-3 | BOC | H i-Pr H | H 217/216 2.11
EX23-2-4 | BOC H F F F 229/230 2.21
Ex23-2-5 | BOC | H OCF; H H 259/260 222
EX23-2-6 | BOC H F H H 193/194 |- 2.02

$-3-8 to §-3-13



WwWOR0LA04D4TR

S5 NH S5 NH Honi g base,
Tabl e EX23.6 Retention

CH3CN S6 OCl S6 OCl iN
Conppoound Rs S3 $S4 S5 S6 MP

(mn) EX23-6-1 4-chl orocinnanyl PCHIBE2BIE/(62002
203- 206 480/482/483 1.51 EX23-6-2 4-chlorocinnanyl H

H F H 484/ 486/ 487 1.49 BEXB%6~3 4-chl oroci nnanyl H H
CF3 H 534/536/537 1.59 EX23-6-4 4-chlorocinnanyl HH
OCH3 H 496/ 498/ 499 1.47 EX23-6-5 4-chl oroci nnanyl CH3
H H H anorph 480/ 482/ 483 1.49 EX23-6-6

4-chloroci nnanyl HHH (il—l% 480/ 482/ 483 1.54
EX23-6-7 4-chl oroci nnany }3

I N

H 92- 95
524/ 526/ 527 1.52 EX23.6-8 4-¢hl r\rCCI ARa .y. H Ly
tent
§4/ 486({ 487 1. 44 | EX23{6-9 4-¢hl orjocinnafy ‘Eetf;e“’“
% Eomy 08/ 50554 4o Sex23- 8 10 Rreh| & q{d};m nn (i)
| - Pr H H anoriph 508/ 510/511 1..61 2. 611
ArsblorofBoadmd [H & F|F ampr ghub20/ 522/ 3239111.9@3 1.90
R23=6= Aoohtoroctmamyt-—H HH 550/165RB6558 2.05
i Eé(p 3 7§68 13 4 ¢ focinnayl E H H165-167 =
4840486/ 48PC1. 4D HV‘D 2008/ 0(Q 3494 PCT/ | 32@6%?46020022'
C NC 33 N S4 $SB0ned® Basdl,92
55 R e g oTor | a £ e 7 Retnton
EX23-3-5 BOC | co3 ‘ u 1917192 1.87
EX23-3-6 | BOC| H H H CH, 191/192 2.06
EX23-3-7 | BOC| H H | COOCH; | H 235/236 2.00
EX23-3-8 { BOC | §H H H T 123-126 195/196 2.12
EX23-3-9 | BOC| H ¥ H ¥ 213/214 2.10
ExX23-3-10 | BOC | #© i-Pr H H 219/220 2.00
‘ EX23-3-11 | BOC | 1 F F F 231/232 2.16
EX23-3-12 | BOC| # OCF; H H 261/262 2.18
EX23-3-13 | BOC | H ¥ o H 195/196 1.87
O
Cl
cl X
=N
Base, CH,Cl,
Table EX23.4
Retention
Compound | - gs S S S M MH" Seten e
No R Ss 4 5 6 a é)) BOC time (min)
EX23-4-1 | BOC o H CH, o amorph 330/332/333 2.14
ExX23-4-2 | BOC H H ¥ H amorph 334/336/337 2.11
EX23-4-3 | BOC H H CF,s o amorph 384/386/387 2.22
EX23-4-4 | BOC H H OCH, H amorph 346/348/349 2.07
EX23-4-5 | BOC | CH, H H H amorph 330/332/333 2.04
EX23-4-6 | BOC | H H H CH; 330/332/333 2.06




Compound R S6 MP M |

No RS3 S4 S5 s P time (nin)

-BOC EX23-7-1 BOC H F H F anor ph 350/ 352/ 353 2. 07

WEXRDB80T3424 BOC H i - Pr

EX23-7-3 BOCHF F F 169-171 368/370/371 2.13
EX23-7-4 BOC H OCF3 H H anot4sh 398/ 400/ 401 2. 23
EX23-7-5 BOC H F H H anorph 332/334/335 2.12 5 0 ~R8

C

H H 167-169 356/ 358/ 359 2rQI71B2005/002002

§flS§\NIO\S483INITFA S5\ NHS5 NHS6 Cl S6 0
S—Ort g NN Tahfe TO ReT elol@n| Snwmpesmid Rs 2.05
EX334d, St M IW&tiA@éﬁHﬁn) Hhelc Ey‘gg g1 H H FH
Eﬁ_zm:EJmCQ HEH |- B H HEmol phF 356/ 88BR359 173395 2.02
= 8-mod1 | H . EX23-8- 4 |H H OCRaolghH| answ3ishy3ss 2.08
P3987°400/ 40 1};’4 "Exb3 §§5HE .Hog“m Py il
Ex33216348035 1 09 v 20061 003498 PETFIBR0b5 Bh 5864 225
o T [ [SHST W G Tr | S 5 3| ook 3 SRISBIN 7 25
X291 1 BOC | H | OCE | —H_ | B [ 22-230 | 400/402/403 2.22
_R8
s
TFA
SS
P
N
Table EX23.5
C 4 Retention
ompourn 8 M MH" time
No R S3 S4 SS S6 (0(!:)) (min)
EX23-5-1 | H H H CH, H amorph 330/332/333 1.17
EX23-52 | H H H F H amorph 334/336/337 1.18
EX23-53 | H H H CFs H amorph 384/386/387 1.35
'EX23-5-4 | H H H OCH; H amorph 346/348/349 1.17
EX23-55 | H | CH; | H H H amorph 330/332/333 1.12
EX23-5-6 | H H H H CH3 |  amorph 330/332/333 1.15
EX23-5-7 | H H H | COOCH; | H. amorph 374/376/377 1.13
EX23-5-8 | H H H H F amorph 334/336/337 1.14
EX23-59 | H H F H F amorph 352/354/355 1.22
EX23-5-10 | H H i-Pr H H amorph 358/360/361 1.37
EX23-5-11 | H H F F F amorph 370/372/372 1.28
EX23-5-12 | H H |ock| H H amorph 400/402/403 1.30




I ,NiN Table EX23.9 Retention Conpound Rs S3 S4 S5
s6 Mp MVVinm No (o ) EX23-9-1 4-chlorocinnanyl HF H

WO 2@5A®49% 2 4-chl oroci nnanyl H i-Pr
506/ 508/ 509 1.67 EX23-9-3 4-chl oroci nnanyl
EX23-9-4 4-chl oroci nnanyl HI4XCF3 H H 548/ 550/ 551 1. 66
EX23-9-5 4-chl oroci nnanyl HF H H anorph 482/ 484/ 485
1.47 5R8 NT2T1 TICs~T4 NHC ON Table

HF FF

H H anor phPCT/IB2005/002002

EX23. 10 Retention M M+ tine Conpoound Rs Tl _R8
N@C) (m @)/\B@\@\:chl or oci nna N N
sC Mg _ CHICH 420/ 422 1.27 EX2 -2 4- br onpei nas
(& 525/ 526 1.29 EX2 =81 4- chl or og Ayl N
N 546/ 548 -1 =—10- =hl orqei
S NH502/ 504 1. 30 HikgBake 1€H4.8N4- chl or oCi nnanyl e
N Cis 501/503¢il. 54 EX23-10-6 4-chl oroci nnaﬁ'yb o
N C- &0 354537 1.63 EX23-10-7 4-chl or oci nnanyl
C-CF3 CH N 53R/ 535 1.39 EX23-10-8 4-chl oroci nnamyl NN

C-d CH CH 501/503 1.34 WD 2006/ 003494

PCT/ 1 B2005/ 002002 - 150 EX23-10-9 4-br ormcivnnarryl N

C-Cl CH CH 545/ 547 1.36 TebloBXP3.000 4-chl oroci nnanyl S

CH CH - 470/472 1.38 '
Retention

Comlg(())und R® S, S, Ss ’ S ?’/I(?) MH' (tli;;l;f)
EX23-6-1 | 4-chlorocinnamyl | H H CH; [ | 203-206 | 480/482/483 1.51
EX23-6-2 4-chlorocinnamyl | g | H F H 484/486/487 1.49
EX23-6-3 | 4-chlorocinnamyl | ¢ H CF, H 534/536/537 1.59
EX23-6-4 | 4-chlorocimamyl | § H OCH, H 496/498/499 1.47
EX23-6-5 | 4-chlorocinnamyl | cH, | H H g | amorph | 480/482/483 1.49
EX23-6-6 | 4-chlorocinnamyl | pg | H H cH, | 90-93 | 480/482/483 1.54
EX?23-6-7 | 4-chlorocinnamyl | g H COOCH; | H 92-95 524/526/527 1.52
EX23-6-8 | 4-chlorocinnamyl | g H H F 484/486/487 1.44
EX23-6-9 | 4-chlorocinnamyl | g F H F | 221-223 | 502/504/505 1.49
EX23-6-10 | 4-chlorocinnamyl | § | iPr H [ | amorph | 508/510/511 1.61
EX23-6-11 | 4-chlorocinnamyl | ¢ F F F | amorph | 520/522/523 1.53
EX23-6-12 | 4-chlorocinnamyl’ | ¥ | OCF; H H 550/552/553 1.61
EX23-6-13 | 4-chlorocinnamyl | g F H B | 165-167 | 484/486/487 1.49
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EX23-10- 11 4-chlorocinnanyl S CGC CH - 506/508 1.43
-------------- NNR8 T2 T1 T ~ ~TANHC O\ N 5

wTawbe0EX23. 11 Mp Retention Conpound Ra TI T2rPdBIBR2405/002002

(O MNtine (mn) No EX23-11-1 4-chlorocinnanmyl N
C-Me CH CH 481/483 1.33 EX2811-2 4-bronoci nnanyl N
C-Me CH CH 527/529/53 1.33 EX23-11-3 4-chl oroci nnanyl
CH CF3 CH N 535/537 1.35 EX23-11-4 4-bronoci nnanyl CH

+ CF3 CH N 581/582.5 1.36 pl0O EXAVMPLE 24 This Exanple

illustrates the pesticidadl/insect|cidal properties o
congpounds~gf-Rformul a (4 i
ol llpws:| Spodoptera 1 i t tlbr al

Ner ¢ bl acedon

’ 'Rlpls at an appli ca&égenog_lgzgle of 200 pm;
e

ing, the |eaf discs ésted with 5 L
| aPvae. The sanpl es were checked for nortality, ®o XL
repell ent effect, feeding behaviour, and growth l

regul ation 3 days after treatnent (DAT). The foll ow n Z
conmpounds gave at |east 80% control of Spodoptera
littoralis: laaa-3 and I - Hel i ot hi s virescens
(Tobacco budwornm): Eggs ?%ﬁgigﬂmgfd) were placed in

24-well microtiter plate on artificial diet—and

Co

089& 2d \évith tegst sol Utions |at _an|application t e (fRetention
ppmBy lpiYPet|ti iy, Aft

& an PncubatyBn peri of ) time (min)

WD 2006/ 003494 RCT/-B2005/-662602— 151 Bays - sauptas | 707
Exaefd ¢HEked For| eg§ mort & itly, M arvaafno%rta?| ty, “ang
p@s oWt h BagUlafi dn. iphe | Tol | dwi mg doripblitdy GWASEy | 227

g gentrol—of —Het T otz s viTeSggETy 1[a3ékB70371 2.13
—Pas0, Ul?%&_ % - - 398/400/401 2.23
EX23-7-4 | BOC | H OCF; H H amorph .
EX23-7-5 | BOC H F H H amorph 332/334/335 2.12

TFA
Table EX23.8
Retention
Compound | ps | g | 5, | 8 |S¢| Mp MH' ime (min)
No (°C)
EX23-8-1 H H F H | F
Ex23-82 | H H | iPr | H |H| amomph 356/358/359 1.33
EX23-8-3 H H F F | F
EX23-8-4 H H OCF; H | amorph 398/400/401 1.37
EX23-8-5 | H H F H | g | amomph 332/334/335 1.09




| aaa- 3,

| aaa- 26,

| aaa- 49,
| aac-26. Plutella xylostella (D anond back noth):

| aaa-

52,

| aab-26 and

5

WQ@2006003494vi crotiter plate (MIP) with artifi ci abCTHiB005/002002

was treated with test solutions at an

rate of 18.2 ppm by pipettiimdo-After drying,
were infested with | arvae

an incubation period of 5 days,

for

nortali

appl i cation
the MIP' s
(L2)(10-15 per well).

Af t

er

sanpl es were checked

ty, antlfeedant and growt h _R8
onNThe fol lopdi hg”CopPornds gave at | edst [B0O%)
SEoN Pl utel | a xylostel a-49, |aSB3 _Aag
aaa-49 and laac-26. 10 Ades aegyp ‘eI | ow
I Ve 10-15 Aedes Tarvae (L2) sogerpel th
a nytrigi'on m xture aténipbaseedHiON 96- wel | M crbtitjer
plaﬁ%a e lutions at an application rate g X
are prpetfled’]nto the wells. 2 days later, i nsects ||
were chec Nor nortality and growth inhibition. ThesN
fol |l owi ng conpounds gave at 15 | east 8096control of
Aedes aegypti: |a-53, @qﬂ 8&§§? | aaa- 49,
| aaa- 52, |aab-26, laac-2 8@ 2i -26. WD 2006/ 003494
PCT/ 1 B2005/ 002002 -152 CLAl net-hod—of —
cgonbating and contrlol Iiing i nsecls, hc ines qﬁ tod %ﬁﬁ;?n
Bl o1 | uscs Rbhi ch [c8npr i Ses Sppl i ng i8 a| pes B (min)
Iocus pf a pest, orltola plapt susceptiblejto attar
E9M3g4pes¢d&mmmm&@¢tlqjcalby, aparrc dal ly,
refati-¢t T H-uogcircidat 1y P |/qmggamm§ 0T 1.67
E8(26‘8T?’0()url°ﬂ°r‘¥cu¥wmy T g | ﬁl R3 ?Jh
EX43-9 R&ﬁﬁrﬁmm@mﬂ wherefFY | <F a 8ingle bowd C—O C-S
Eﬁ{;,’ﬁ? I a1 S| @ [ToPE. £om |1H (Ne ring she/ssessa b 1.66
ered aronmatic ringlor 'sla 8 6r6 “‘_“U:r&g T
meBersoar bAePEwpg Hy| F | H | H | awoph /484/485 :
Table EX23.10
Retention
Compound 8 ' Mp MH" time
No R T, T T | T4 ac) (min)
EX23-10-1 | 4-chlorocinnamyl | N CMe | CH |CH 420/422 1.27
EX23-10-2 | 4-bromocinnamyl | N CMe | CH |CH 525/526 1.29
EX23-10-3 | 4-chlorocimnamyl | N CBr | CH | N 546/548 1.37
EX23-10-4 | 4-chlorocinnamyl CH N ccl | N 502/504 1.30
EX23-10-5 | 4-chlorocinnamyl | c.CJ N CH |CH 501/503 1.54
EX23-10-6 | 4-chlorocinnamyl | ¢.c] N C-Cl | CH 535/537 1.63
EX23-10-7 | 4-chlorocinnamyl | CcH | C-CF; | CH | N 533/535 1.39
EX23-10-8 | 4-chlorocinnamyl | N CCl | CH |CH 501/503 1.34
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Z and Z' are joined by a single or a double bond and

are =C- or -N provided that 15 both are not N, Rl is
whyasoeam optional ly substituted al kyl, opti oPel/iB2005/002002

substituted al koxycarbonyl, optionally substituted

al kyl car bonyl , am nocar bonyl50-optional |y substituted

al kyl am nocar bonyl, optionally substituted

di al kyl am nocar bonyl, optionally substituted aryl,

It

optTonat Teg netrerna DpEITonal 45/547
BT tlu -‘%rgi%%}g1 71 opt ﬁhér?\a! ?/gﬂg E%ti tut ‘és’;&r 572| O,(y’l'36
Exptioandl $-shlaesrntl yt e het gban yEBx ,-cptiowafl@' 1.38
St TUL gfibrheh dyckyl oxy,~CcYapg, | aptli onal | §06/508 1.
ERTBR lut o ot kargt gé bt Lo ored zloi'r\yny 1A
optionally substituted cycl oal kyl, optionally
substituted cycloal kenyl, fornyl, optionally
substituted heterocyclyl, optionally substituted
al kyl thio, NO or NR13R14 whe RL3R&nd R14 are
i ndependent |y hydrogen, optionally
“substituted al kyl, OBLWonaI substituted aryl,
optional |y substituTgd Wy20067003494
PCT/ 1 B2005/ 002002 Tu53 eteroaryl, optionally
substituted heterocydhyt ornRLI3 and R3g together with
the N atom to which thty are at d forma group
N=C(R16) - NR1L7R18 or R13 an togather wth the N
atomto which they are atﬂ%ched\for a five, six or
seven-nenbered heterocyclic rin ich may contain
one or two further heteroatons selected fromO, 5 N or
S and which may be optionally substituted by one or
two C1_6 al kyl groups; Ripi.Efofliioptionally
substituted al kyl, optiona}?y substituted al koxy,

i . i d I
pti-ohally-substituted

aryHToptyi uuuil\l,'g ubStT T U S tention
d

aCythgayd opt i onal |y suistji tt ed ter oary! | opfgtonaldn (min
subNoi t uf ed hg?eroar/ﬁgxyrgr Ngggﬁg% ? 6| , Egg and (min)
‘gzé]€1;&Qmmhﬁﬂ§ﬂ@ﬂ1%®t|&@b DRy [|@yer al kyk§1/4R19 land.33
al-eindependentty—ept+onartysubstitutet abky 133
DpkbnMad || y-tr@nosinbastyl { wt gdcatey| CHr| @pti onal 'y
substitut-ed—heteroaryl-—R2TsH hyditoxy, Togtgaral|ty 1 35
s BE3Y-1 13t éﬁhff%lgﬁ%m %)I Cgﬂt icgﬁa Fy stuhstitu F\gSS‘:{IéI%E\/I . _or
RExoands R2-trogehen! Wit tdre Goaupst Y and| NS#8¥m 4 136
5—er—6=nenbered heterocyctic ring whi ch may
optionally contain one further heteroatom sel ected
fromO, Nor S and which may be optionally
substituted by Cl_4 al kyexAahpfiehal oal kyl or hal ogen;
15 R3 is H OH halogen or optionally substituted

Thia Exghple iRBstrates the pesti@labindeqtisilal pigpeies of GHRROYNES,) ﬂgt"ormula O.
each R4 is independ | y_hal ogen, nitro, cyano,
Tes&ﬁga}l%ﬁﬁéqu?p%rﬂBg{%Staﬁ?(gtﬁ’%l. 8 alkyl, optionally
7 ; fRirmenal |y substituted C2_6
SPOZZP‘QL%M rzﬂ&‘%ﬁzs @%}g)ltlﬁ{)} K610 lea 9

ynyl, optio substituted al koxycarbonyl, )
Cotoqt feafdikésywesraipiiced ub eghrah ki ovelboigotiteppleiecingispipyedwith test

sohiﬁﬂgfsf@iy A {g?gqr?ﬁhfb%aﬂp?ﬁ’. Weker dhh IR hY MRS il with 5

L, larvae. The samples were checked for mortality, repellent effect, feeding behaviour, and

growth regulation 3 days after treatment (DAT). The following compounds gave at least 80%
control of Spodoptera littoralis: Taaa-3 and Iaaa-49.

Heliothis virescens ( Tobacco budworm):

Eggs (0-24 h old) were placed in 24-well microtiter plate on artificial diet and treated with

test solutions at an application rate of 200 ppm by pipetting. After an incubation period of 4
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optionally substituted C3_7 cycloal kyl, optionally

substituted aryl, optionally substituted heteroaryl,
W@piosoesbd y substituted heterocyclyl, optional PgT/IB2005/002002

substituted al koxy, optionally substituted aryl oxy,

optionally substituted hetet®bafryl oxy, optionally

substituted al kylthio or RRIR22N where R21 and R22

are, independently, 25 hydrogen, Cl1 8 alkyl, C3_7

cyclgal Kyl , i | owth regulation. The
ot e pefel i IRl B iy, gl
folloWiK©thpend} %h%yit 1o 8@ abite o &fdbothjt vieasc@R' lastid 146 1a-53,

together with the N atomto which they are attached
Taaaf3pfasn-261 fager49 slasa-62, laayéhandJgatdPed heterocyclic ring

e ntain, o .two further heteroatons
Pl”’%@??szezﬁ@?ﬁlg?gwcgﬁn%h ind which may be optional l'y
24-welhgiddtitbeslatey véith ivieicialldiet B8s @bdted with tespsolutpmst an

adj acent groups R4 together with the carhon atog% to.ﬂ”
applmtimhrettﬁek?lS%PEmdmmEﬁéﬂg-ff‘é?%dﬁ’l%s the MeLTos wre iafastef dyjth larvae

| h P .
2R POREYDs Rt it FrREGY pipd G Bils® Bt B phecked for larvel
morfhlity\ehREGHO A3 8bwRIcTdduBRi6R 5TAE 2ADRving cdifiound8 gaee at least 80%

optionally substituted al kyl, optionally substituted
contadliod Rfutellopylogeia:) 1-4% I8, lpan ddasaiQs ﬂ%a:f%aa%i 16?%#96' y

substituted cycl oal kyl, optionally substituted aryl,

optionally substituted al koxy, optionally substituted
AedBS YoO¥N (Y ORI @RRE hvsguteyt i tuted  al koxycar bonyl,

optionally substituted al kyl carbonyl or optjo I .
10-5ubeddstlanvexl(I2) &b dediey M@ﬁlrmmlc;)n waxRrerae p]saced 1nrba6|-w¥11 microtiter

in endent [y hal oge hydr [ I
R PEEhS bR P S P P Rty 0
inscRlsKRGY theRBd Fstabkality biBirotvit BAitdRet dhk foljdwing compounds gave at
optionally substituted al koxycarbony

|, optjonall
leass 8B%tdontroleaf 4ddey hegyphokyd3; 1aspt3, é’c}@aﬂ@laa%ﬂ‘gsi@?‘t" #ye‘éab'%’ laac-26
| Kyl am nocar bonyl, optionally substituted

andj?%’(ﬁﬁé&/laninocarbonyl, to optionally substituted C3 7
cycl oal kyl, optionally substituted aryl, optionally
substituted heteroaryl, optionally substituted
het erocyclyl, optionally substituted al koxy,
optionally substituted aryloxy, optionally substituted
het er oaryl oxy, optionally substituted al kylthi o,
optionally substituted arylthi 6 or RR3R24N where R23
and R24 are, independently, ‘hydrogen, Cl1_8 al kyl, C3_7
cycl oal kyl, C3_6 al kenyl, C3-6 15 al kynyl, C3-7
cycl oal kyl (Cl1-4)al kyl, C2.6 hal oal kyl, Cl-6
al koxy(C1-6)al kyl, Cl1.6 al koxycarbonyl or R23 and R24
together wwth the N atomto which they are attached
forma five, six or seven-nenbered heterocyclic ring
whi ch nmay contain one or two further heteroatons
selected fromO, N or S and-which may be optionally
substituted by one or two Cl1_6 al kyl groups, or two
Ra groups attached to the sane carbon atom 20 are =0,
=S, =NRb, =CRcRd where Rb, Rc and Rd are independently
H or optionally
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20

25

substituted alkyl; pis 0, 1, 2, 3 or 4 or salts or
N-oxi des thereof. 2. A method according to claim1l

wob@eedthe ring T 25 is a 6-nenbered ar onaRCTIB200802002

or is 5 or 6 nenbered heteroaromatic ring wherein the
ring menbers are each indepéaglently CH S, N, NR4, O,

or CR4 provided that at | east one ring nenber is

other than CH or CR4 and that there are no nore than

one 0 or S atons present(iﬁkﬁgg ring. 30 3. A nethod
according to claim1 or claim2 wherein Y is a single

D00 effio® of toibSing ¥ d20086610i0 3 44cRGLAHBI) 0&N RO2G0F molluscs

-155 4. A nethod accordi 2}% to any preceding claim’ bl
wherhétncqmprisss Aprlyiagéna Pet; tg adPrip Of a@Fsts O %;ﬂawa%q sK§feptible to
C1. | oal kyl, .C3 .7. | -k: : icidall
o g E e Pl S, AR nefhuiihy ofshoffuscicially
hetegfeo@fe/dmain® BPa BeipO@datib@ndh Iy substituted by 5
hal o, nitro, cyan, Cl1 6 alkyl, Cl1_6 haloal kyl, Cl_6

al koxy, Cl_6 hal oal koxy, Cl1_6 al kylsulfonyl, Cl1_6

al kyl sul finyl, Cl1.6 alkyltiRa, CL 6 al kexycarbonyl,
Cl 6 al kyl carbonyl am no, aryl bo Mkf or two

adj acent positions on the s&iéen1 maybe
cyclised to forma 5, 6 or 7 )Bocyclic or
heterocyclic ring, itgelf ¢ptionatly substituted with
hal ogen), aryl (Cl_6) afkyl (wﬁeralafrm aryl group may
be to optionally substVLng_th Halo, nitro, cyano,
ClL 6 alkyl, ClL 6 ha{g) kyl, 1.'% al koxy, Cl- 6

hal oal koxy, Cl1 6 al yﬁ%ulfohyl,yC1_6 al kyl sul finyl,
Cl 6 alkylthio, Cl-6 alkoxycarbomd, Cl.6

al kyl car bonyl am no, aryl carbonyl, or two ad?%cent
positions on the aryl systemmay be cyclised to form
a5, 6 or 7 nenbered carbocyclic or heterocyclic

ri nghere S8l o sigglé bomyI0=40, inssdrn I(O)e wheietth ih6d oegeh) |

Cl1_6 15 al kyl carbonyl am no(C1_6) al kyl, aryl (which may
be 6@Fm6nally substituted by halo, nitro, cyan, Cl_6
al kyl, C1_6 hal oal kyl, C17§_aqugy, Cl. 6 hal oal koxy,
Cl1_6 alkylsulfonyl, Cl1.6 /alkylsdlfinyl, Cl.6

al kyl thi o, Cl.6 al koxycarHonyl, i¢1_6

al kyl car bonyl am no, arylca Z' or two adj acent
positions on the aryl system may be cyclised to forma
5, £ 206 mémverdieradaticrifpayis hiSordrmémberdbyictaacomatieging;
itself 20 optionally substituted with halogen),

heteroaryl (which may be optionally substitute by .
hal 8,andiZ e jompd iy 2 smelgora deuble bandgangdAreatr o1 -dil?(l)glded that

al k x%, Cl & .hal oal koxy, Cl1.6 alkylsulfonyl, ClL 6
al kPS¢ PRy, Cc1 6 alkylthio, Cl_6 al koxycarbonyl,

CL_Q! ;ahrd&al HsinhRykutitéd/AlAr bstivklly substitued alkoxycarbonyl,
adj acent” positions on the heteroaryl system_ nm

cy cbptiemlly sulistitutedialkylegrbenylyamaese ey cartionalx ?%é%?ed

B

(Whehkifited aryl, optionally substituted heteroaryl, optionally substituted alkoxy,
optionally substituted aryloxy, optionally substituted heteroaryloxy, optionally
substituted heterocyclyloxy, cyano, optionally substituted alkenyl, optionally
substituted alkynyl, optionally substituted cycloalkyl, optionally substituted
cycloalkenyl, formyl, optionally substituted heterocyclyl, optionally substituted
alkylthio, NO or NRUR™ where R and R' are independently hydrogen, CORY,
optionally substituted alkyl, optionally substituted aryl, optionally substituted
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the phenyl group is optionally substituted by hal ogen,
ClL 4 alkyl, Cl4 al koxy, Cl4 haloalkyl, Cl1 4

whadoembIoxy, CN, NO2, aryl, heteroaryl, am no PECT/IB2005/002002

di al kyl am no), heteroaryloxy (optionally substituted
by hal o, nitro, cyano, Cl_6-H3kyl, Cl_6 hal oal kyl,

Cl 6 al koxy or Cl_6 hal oal koxy), heterocyclyl oxy
(optionally substituted by halo, C1_ 6 30 alkyl, Cl1 6

hal }gf{’é Fiﬂg} oﬁﬁe@@l GSEQ%?{—EQH hg%m%%agf MIR Qﬁd/ RM t6 g%sﬂ& rwith the N atom

ynyl cyc oal .
cy cﬂooﬂh&enw ardmmemmmhw gréuptNoaa FyNBU wé% ot RPedd B)* together

Qf"'k%s@ s\ Gtome tihish D658 Q@e&% DR P e membered
h al %éé%é%ﬁ/ %}%%f\]l‘hlfgﬁém v\ﬁl E’%@ furﬁ:l%nﬁeteroatoms selected from O,

Ri 0Cor are
I nds e Sdadtwhich g be optionally s sﬁbﬂitdnydl by 611e 6 tl\wDI ©ad diyl groups; R*?
Cl1_6 al koxy heny
opt iséhé)lptlg?nﬂgb’tﬁélbﬁttfmeé &Hﬁfi omg%aé’(éfrﬁub@}tute aBiOFé% Opﬁefalhy substituted

aI k

TSR p—
aI kmby@tatdddmdréaryﬁ;xp beN&?lwI{ze;lR Ak phd Riheeebch inkdependently H or
henyl grou optional ly substituted b
ﬁal J@é@ﬁ alicgls R4 am%»lﬁ) M%md&p%dﬁ%byopt@lallmSlﬁ’é%%qdl&lb,l» optionally

I B}%% P roaryl, am no,
di al aﬁlgﬁtlun%%n%ﬁ%fpg%a[l 5 %ﬁ&ﬁt&%&ﬁa al koxycar bonyl ,
or Rw’m:s HAdidaesnbptasily |samunm alkeprleomionalﬂmglbmwtf&i alkyl orR!
cyclised to forma 5, Q nbered carb

het @rrdo%yf@gﬁberrwﬁl@ thel &f%‘é?s& apt Niran Py~ %rlﬁjglem%ﬁf detargdyelic ring
hal ng?cﬂ)m (gﬁ Jlg oglg = gﬂlgt&lo f;) gcrl@dt&l frEx‘ﬁ % N or S and

heteroary be op y substituted

n| t wlich s be @mﬁalaﬂ' kubistitu€ed By O] dlay1ke| 4 heﬂ?dalByla)lr Iha)bogen
6, hal oal koxy, Cl 6 al ki/l sul fonyl ?1
aI KR éulils PRy hal 0@@%‘1@94‘1 ugstitesedglighikoxycar bony!

C1 ﬁs;eil prom Wﬂa é/{)&ﬁfbonyl or two

adj acen ons et eroaryl system nmaybe
cyckadherl ik ndeperidently ﬁalogen} thitio, Kparioe bptibnaly bassyicited Cog alkyl,

e e fetenessionhor s Eay e oA aptonaty
bst
nal e gt By, Spdrdly W&P&%ﬂ% i, fotichaly

al k enbseitutdipallylaindeabbolyll optidnaily bubstitued d1a1ky1a1n1nocarbonyl
phenyl oai/car bonyl ami no (wherein th ¥ group.is

opt PRiienally sebrbistted (- aydigalkdy enjional ?mu%hteﬂgq 6\ aryl, eptiopally
al k?ﬁi}’gﬁ ?éd—ﬁetegaﬁrly?%k;lﬁx}laﬂ %jagéhtpt%h ﬁl@éei‘&gglyl gﬁi&m%@gbstltuted

er oar

Cl _Blkak¥ )dpﬁﬁhzﬂ@ ubstixneawdoty) @pﬁmi&llyeubstitllited hb!er‘qakyloxy,
group is optionally substityted haloggn, Cl;4 lé
Cl1- aptacpn@&iwubs@iutad Ak Bkipiey R P€1N4?V1W£ﬁ alRdR) arenndpgadently,

het er
ary hg%}-o S %.[lé’ ,t% 7nh/n1%aﬁ’(g al5 ﬁg(%lél?lgp V\%{gmﬁ C3 h?’(:loalkyl(cl
hyd LROSH, czwﬁrdamya Gl aﬁkm@&pg)mm 0. Blkofydactionl dnyk?! and R”

. A nethod according to any preceding clai mwherein
eac togrther withribleNeaterane wpich they are attached form a five, six or seven-

membered heterocyclic ring which may contain one or two further heteroatoms
selected from O, N or S and which may be optionally substituted by one or two Cyg
alkyl gfoups, or 2 adjacent groups R* together with the carbon atoms to which they
are attached form a 4, 5, 6,or 7 membered carbocyclic or heterocyclic ring which may

be optionally substituted by halogen; nis 0, 1, 2, 3 or 4;
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hal ogen, cyan, Cl1_8 alkyl, Cl1_8 haloal kyl, C1_6
cyanoal kyl, Cl1_6 al koxy(Cl 6)al kyl, C3 7

we ymboedshdy | (CL_6)al kyl, C5_6 cycl oal kenyl ( Cl. 6)el/kB2005/002002

3.

C3_6 al kenyl oxy(C1. 6) aI kyl, C3_6 30

al kynyl oxy(C1_6) al kyl , ar yl-d)iry( Cl.6)al kyl, C1.6

car boxyal kyl, Cl1.6 al kylcarbonyl (C1L_ 6)al kyl, C2_6
aI kenyl car bonyl (C1_6) al kyl, C2_6

al Eﬁ %Pg?)gggli){/ %(U(b%%&léi@ Efl%/l k&t}e&% Sibstituted alkenyl, optionally

al keryheed/Ar ftg:iubﬁ‘éllﬁé@lsmted §R06kYIDopOGGILY GBkdiuted aryl,
PCT/ 1 B2005/ 002002 - 157

al bymnaaxy@batmm}/ pikoxy,eptipnaly, substituted aryloxy, optionally substituted

cdé‘ {gg@c{ e ?a(l@ls%é§i}f{11§d r%y%f?dé,%yi SRR BBk ekted

al Eﬁdeﬁ*ikérﬁﬁﬂ}l'li Cl. 6)al kyl , am nocar bonyl (CL. 6) al kyl ,
Cl_6 kyl am nocar bonyl ( C16alkl

d| €ath By sﬂ ingerenilensly: 9,| o ![0?‘6() EYWJ optionally substituted Cy.g alkyl,

L T OB ARBR SO GEeB e gponty

aI k@¥Nitutbd atkoRpdadinl), loptibalallyy shbdtﬁ@tle& abkylcafbltinyll,\mt;lonally
aryl, heteroaryl, amno or dialkylam nao)

hetsebstidutyd emylanr)lmqa;lcPon(yméa@MHYtSH titated ﬁ@%}?@ﬁlﬂ%%ﬁ’%

g| }g{y 1onfég>/ Sélbsu Cfé;; dle%ﬁéglh fﬂat&) naﬂ&%ﬁ@s&{xﬁé@&vﬂ Ghtinally

hal Qpddeary hetel-@Ar Wﬁhﬂﬂ' {fbitithieal H@Yéro Eyohydy @tmnalhesub stituted

heterocyclyl group is optionally substltut
ni talloxycyptromall CsulGtifited arylogy, ¢ qptwaglgéqubﬁlmte@ éqrp(h]@

g;rqci%lﬁgﬂily&l%afjtg? gﬁﬁfﬁl&%‘i}?@? g]ﬁh,lgﬁam ntgga e ny?r R23R24N where R*

6) all§e bre, ﬁid(efénd@ﬂ@iz @gemgqramqm,;umcﬁ))amymgmkenyl Cis
phenyl (C2. 4) - al ke wherein the phenyl gr(?uﬂ%ﬁ(sl o
opt dlkyngl,| Gs7syblorlky. Ced)alzkyl als bgloalkybLis aliiqry{Cr-oefkyl, Cis

glr )l;’r ﬁg’ﬁ’@? ’éf’ B%}r h Eﬂz@ %}##4, tg%"*t%é \{lﬁﬂ gw%gﬁ to@lucﬂ\%y are attached

al ky¥la fide] s BW&L‘-&EﬂﬁB%ﬁétafdcyﬂjd ring which may contain one or two
anmi nocar bonyl ( C2. 6% al kynyl, Cl1_6 15

al kfpirthed hﬂb@aatbm)sle ecizd dyoat QyNyqr S and which may be optionally substituted

di (C1 K ar bonyl ( m
al k@k%ga Eﬁ/‘? "ﬁr%lipé’l oa‘{% 1@@' E\E}y ggéfkcﬁlocygﬂl%?nf(eyca,rbon o
C3_reCH W’Nl@l@'J@RGRcﬁirh&e R®| Ry lao R d%re imdepanaektyy I or optionally
C1_3 aI kyI ('C3_7)’hal ocycl oal kyl pheNy &op ional l'y
s ubsitbistitatesicalkyl; p s, dg@n3 ot or @I'ltﬁw -@fides y, Cl 4
hal oal kyl, Cl_4 hal oal koxy, CN, NO2, aryl,
het er oar yI am no or dial kyl am no), heteroaryl
(Opﬁﬁlﬁ%bb)ic&)%ﬁgltdélhﬁi‘ihb%efb‘i&hﬁxerﬁigtf0 20 cyan, C1_6
ky Cl 6 haloal kyl, C1 al koxy or Cl1 6
hal oal koxy) het er ocycl yl /(-vvl'rerél n the heterocyclyl
group is optionally substiftuted gy halo, nitro,
cyano, C1 6 alkyl, C1 6 w |, CL,6 al koxy or
Cl_6 hal oal koxy), or 2 adjacent roups R4 toget her
WlththeC rbon atops to which the :
2 415 BO-mprgheree FOMBRF BE oLk i me%b%ﬁei&%ﬁeé%‘%ﬁ% {fighercin the
r| n SHbSININREWD ayt | gdded that at least
g‘ g@%ox%e%i}?%hﬁ%ﬂggllhwoxy phenoxy (opti opri:al |y
s u b$>he tiug exbaiher sdther thirt €, ordSRarrad tt there araap mozglth@ one O or 5
hal oal kyl, Cl_6_al koxy or Cl_6 hal oal koxy),
het @iowas yeesey Y BEFM8nal Iy substituted by halo, nitro,
cyano, C1 6 alkyl, C1 6 haloalkyl, Cl1 6 al koxy or Cl1_6

A method according to claim 1 or claim 2 wherein Y is a single bond, C=0 or C=S.
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hal oal koxy), Cl1_8 al kylthio or R1I9R20N where R19 and
R20 are, independently, hydrogen, Cl1 8 alkyl, C3 7

weywboadsby| , C3 6 al kenyl, C3_6 al kynyl, C2_6 PCT/IB2005/002002

hal oal kyl, C1_6 30 al koxycarbonyl or R19 and R20
together with the N atomtel¥hich they are attached
forma five, six or seven-nenbered heterocyclic ring
whi ch nay contain one or two WO 2006/ 003494

PCT/ 1 B2005/ 002002 - 158 further heteroatons sel ected
fromO, Nor S and which may be optionally substituted

RVAQﬁﬁchgd aédéﬁild fd tcbardl ﬂf@'dedgfg&ﬂmmdw]nerem K, is hydagen, C36 atkyl, Ci.s
" sexanolisyl iy halogivh 6n eI - 91y B¢ ekomy E-Rg
e

hahél@' HKa¥Yeyahdl C Ncﬁkyl;a@yé halbt&kﬁ[ Cag a’lkoxya lﬁlrgdlah]alkoxy, Cis
dlalkélan1no het er oar yl ( alké pherel 1
heeksy alrfymyl ou@lkylgulﬁpfh Gnaﬁlﬂiy thigyse FLKOX 3@&be§}¥

hal %f%m %{}% lé ﬂ%ﬁ oqltﬁf? )éé’ac ?ﬁsﬁ&lﬁ%ﬂ fﬁ)ﬁlhetegﬂf—ﬁ system

haf am no or

di l\eaFLinl to B @sgrdo@«wmeﬁl&rea)camoyycl(cm deerarycliering, itself
10 afyl group may be optionall substlt ted

h alop‘gmlly@mbsfutgueql yith hefogen), aryk 35 Jalleyl (w erﬁléll tgg W§/ group may be

Cl- 4, .hal I

di gpg%?aé SH ngﬁf&dgl\l glalNoﬁlk Eygalrng . eﬁkﬁggf\( Og%llagﬂﬁgloc% alkoxy, Ci-
SubshidatkoRd, @{ s AkYlb01fonGR g} 6an4ymyﬂiny1 @l_g&llhﬁt}malﬂ‘qenyl

aryl (C2_6) -al kenyl (1\/\,here|n the aryl group

0 ptaillmatar‘yoxg&,k{gt d ql]gy g@bmlzg@@ﬁ, ar@fgrbgpxly pt twctgfij geent positions on

al k Cl-4 hal oal k
ar YRS L isaiein iy B2 g fptoln M Bt bt ofBoyetic o
al kxy6ahonnk, itsert o%ﬁ@na&l@] sab&eftited Nxb&lthmmn),flgan
cyclise'to form a

7 menbered carbocyc] i
netalisdoybbrsisminnd): ame%la«»@”%@%% arka SR

hargertees Gpsay Er- IR gEoR O Ry, Cuec
hal g 1§QKMW1@%%lhgﬂzhﬂBthshﬂhﬂmmﬂmykﬂﬂ&ﬂvﬂﬂb@mﬂ Cius

di al Kyl am o, | koxycar bonyl, or tw ad 1 .
subsdkyltarbonydarain, @ylﬁmbﬁéyls or e dliacenbpasitions 8P aryl system may

e Cl.i
%ﬂ ﬂse@ﬁg%ﬁ 8 o% a@%ny%c%%dc %llfdn eter&ﬁwﬁc ring, itself
9 r 0(5};91o'n§1g9 E{IHsﬁﬂl@éd Wit Hﬂﬁgd:d) Lﬁ@&oﬁm (Wlhdgmay bé;bp’donally substituted
kox 4 hal oal k Cl. 4 h& oﬁ((X c
&N bmao, gl e m@aw,| el *Cl bRy Earissdky, Cu

al k?lk@é‘f %]%’érkcyl éﬂ&ﬂ g@x aﬁ?@ a%x@carbonyl Cis

ar y 1k{iRaBbRY1k@me, GAIdAEHN], 6&!\/&% adj ﬁcdnhposaiﬂgﬁs cglrthejheteroaryl system
e 25 opti onal | y substituted hal ogen, a I tself
Cl maglbk oxslisedto forinzl &l oty mernghergd g p%pg gibeter@d;chc ring, itse

@@?@%‘:&gg@%ﬁ %&g@xéﬁgg@oc gﬁi \Aﬁér o Sﬂ%oxgoﬁhenoxy (wherein

R51tr1% Eyg 2rQ;Fis @BEbnAIRAapaREea bl haldge @9 abityl, @14 akoxy, Cr
al ky R54 are each i ndependently H, h
tilpﬁ(ylammo)

Cl4halbilic], €4 ﬁaloalkhay,c@ﬂ KRYD,, asylchetergary aBHR9 Bh

sub E:tle;o%}y gxya oplionallyos%stﬁlrl]t%d lby h3 obﬁxtllot 83'521%9 6 8@?@}’_6 haloalkyl,
C1.6 alkoxy or Cy.¢ haloalkoxy), heterocyclyloxy (optionally substituted by halo, Ci.6
alkyl, Cy.¢ haloalkyl, Ci.¢ alkoxy or Ci.6 haloalkoxy), cyano, C,.¢ alkenyl, Ca.6
alkynyl, Cs.¢ cycloalkyl, Cs.; cycloalkenyl, heterocyclyl (optionally substituted by
halo, nitro, cyano, Ci.¢ alkyl, Ci.¢ haloalkyl, Ci.6 alkoxy or Cy.¢ haloalkoxy), Ci-6 |
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30 8. A nethod according to any preceding claim
wherein Ra is independently halo, cyano, Cl1_3 alkyl,

Whyas003490r two Ra groups together with the carP@bDIB2ae092002

to which they are WO 2006/ 003494 PCT/ | B2005/ 002002
-159 attached form =0, =S, -iBb, =CRcRd where Rb, Rc
and Rd are idependently Hor optionally substituted
aIkyI and pis 0, 1 or 2. 9. A nethod according to
IRHRGSE! MiGaigil %?NR‘ ! % 4h@ #hare Mddp@cent]
o HSSERETEL R PSOPRRY T Rt g g

%ﬁwgﬁgéh , i Bgcya;mfamma}malwkdmm Qalkplopitdng] Gidrich may be
compound o |

( Rnptmonallggrdpsﬁ(mteé by %@E@?ﬁ:w aﬁ%g C}S?@(O’?liy, ;"ﬁd %@ﬂ% &

¢ Oh]alggﬁlﬁgfi\éﬁN nheéf%g Iﬁ%%ﬁgn@%lﬁﬁ{rlhﬁ% 4ty liedxlyedtbonyl),

(@5351]&&1(:85361‘@35146 pheR§bgrohp teybeioptidnaly spbstiRated by

R52 are each 15 ind dently H 1.2
an@ahgﬂn,ﬁle aélﬁéhcwﬂil Egggth%i})aﬂgyl r%llor (t’fgl’! @(]J Mﬁ oy,

h a|h8éélﬁr}r'1al Bl k IW, Yo %Egtﬁ%n&filtgs%hf&g«?agb&%d or two

Cl - ﬁhéﬂt%lﬁﬂﬁ@iW on fﬂ&phb@ ,nngrnyziy bd‘l@tchnefalab)fbl;m afng tﬁor ‘bmembered
di‘al kyl am no or heteroaryl substituted
C1 chrbgpkghc or@gtenoca(plk@;@,g iisglf thlmllgépw‘tute@yﬁﬁ%apogen) heteroaryl

A B ety R g, i

all&y® O 1l ddikyWT 2601316(5 84 94aloalkoxy, Ci.¢ alkylsulfonyl, C;.
P P Ty 1ald N (Ra > 3, Crs allolsuionyh Cre
alkylsulfinyl, Cy.¢ alkylthio, C;.6 alkoxycar%onyl C1. alkylcarbonylamino,

arylcarbonyl, or two adjacent positions on the heteroaryl system may be cyclised to
form a 5, 6 or 7 membered carbocyclic or heterocyclic ring, itself optionally
substituted with halogen) or heteroaryl (which may be optionally substituted by halo,
nitro, cyano, Cy.¢ alkyl, Ci.¢ haloalkyl, C1.¢ alkoxy or Cy_¢ haloalkoxy, C;4
alkoxycarbonyl C;.¢ alkylcarbonylamino, phenyloxycarbonylamino (wherein the
phenyl group is optionally substituted by halogen, Ci4 alkyl, C4 alkoxy, Ci4
haloalkyl, C1.4 haloalkoxy, CN, NO,, aryl, heteroaryl, amino or dialkylamino), amino,
C1¢ alkylamino or phenylamino (wherein the phenyl group is optionally substituted
halogen, C1.4 alkyl, Ci.4 alkoxy, Ci.4 haloalkyl, C14 haloalkoxy, CN, NO,, aryl,

heteroaryl, amino or dialkylamino)).

A method according to any preceding claim wherein R? is hydrogen, hydroxy, Ci.

alkyl or Cy.¢ haloalkyl.

A method according to any preceding claim wherein each R* is independently
halogen, cyano, Cy.g alkyl, C;.g haloalkyl, Ci.6 cyanoalkyl, C;.¢ alkoxy(Ci.¢)alkyl, Cs
'~ cycloalkyl(Cg)alkyl, Cs. cycloalkenyl(Cr.¢)alkyl, Cs-s alkenyloxy(Ci.¢)alkyl, Cs.6
alkynyloxy(C.¢)alkyl, aryloxy(C.¢)alkyl, Ci-6 carboxyalkyl, C1.6 alkylcarbonyl(Ci-
¢)alkyl, Ca.¢ alkenylcarbonyl(Cy.e)alkyl, C2-6 alkynylcarbonyl(Ci.¢)-alkyl, Ci-6
alkoxycarbonyl(C.¢)alkyl, Cs.¢ alkenyloxycarbonyl(Ci.¢)alkyl, Cs
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R3T ~Z2_R60 (R4)n (lIla) wherein ; the ring T and
R3, R3a, R4, R8, Ra, n and p are as defined in

woetanim to formula |I' in claim10 5 and R60PCHIBINE/002002

NO2 or hal ogen; or a conpound of formula (Il b) R3a ,R8
R33N TZ R60 (R4)n (IlIDb)y15%erein ; the ring T 10
and R4, R60 and n are as defined in relation to

formula Ha, R3 and R3a are both H or together forma

bonﬁ‘yﬁﬂgxﬁ&ﬁ&g geér Sl ky L 8Ny catto ngﬁ)%a’lﬁ?ﬂ Yk aREROEC halkyl,
3. g%n % ﬁgﬂymgﬁ[t@gwlmilm,rcm arlkeyliulﬁm:ymmbmm apringtarbonyl(C.e)alkyl,
enz
po qmgm%pg%arbeaém PN T o R ATNT S ST el
YZI (E]d "Tlg}rl é?l? tﬁé ilﬁ‘%rrg)( ﬁ%ouggéf)ﬁtfdnqmr llebsH{?u‘ued by halogen, Ci4

lve a conpoun
foramyll a4 aaﬁo@efalaeﬁloaluyl,cclaimiiomkoxy, CN, NO,, aryl heteroaryl, amino

or dialkylamino), heteroaryl(Ci.4)alkyl (wherein the heteroaryl group is optionally
substituted by halo, nitro, cyano, Ci.¢ alkyl, Cy.¢ haloalkyl, Ci.6 alkoxy or Cj¢
haloalkoxy), heterocyclyl(C;4)alkyl (wherein the heterocyclyl group is optionally
substituted by halo, nitro, cyano, Ci.¢ alkyl, C;.¢ haloalkyl, Ci.6 alkoxy or Cy.¢
haloalkoxy), Cy.¢ alkenyl, aminocarbonyl(Cs.¢)alkenyl, Ci.¢ alkylaminocarbonyl(C..
¢)alkenyl, di(C1.¢)alkylaminocarbonyl(Cs.¢)alkenyl, phenyl(C,.4)-alkenyl, (wherein the
phenyl group is optionally substituted by halogen, C14 alkyl, C14 alkoxy, Cis
haloalkyl, C1.4 haloalkoxy, CN, NO,, aryl, heteroaryl, amino or dialkylamino), Co.¢
alkynyl, trimethylsilyl(Cz.¢)alkynyl, aminocarbonyl(Cs.¢)alkynyl, Ci.6
alkylaminocarbonyl(Cs.¢)alkynyl, di(C1.¢)alkylaminocarbonyl(Cs¢)alkynyl, Ci.
alkoxycarbonyl, C3.7 cycloalkyl, Cs.7 halocycloalkyl, C37 éyanocycloalkyl, Ci3
alkyl(Cs.7)-cycloalkyl, Cy_3 alkyl(Cs.7)halocycloalkyl,phenyl (optionally substituted by
halogen, C,.4 alkyl, Ci4 alkoxy, Ci4 haloalkyl, C.4 haloalkoxy, CN, NO,, aryl,
heteroaryl, amino or dialkylamino), heteroaryl (optionally substituted by halo, nitro,
cyan;), Ci1.6 alkyl, C1.6 haloalkyl, Cy.¢ alkoxy or Cy.¢ haloalkoxy), heterocyclyl
(wherein the heterocyclyi group is optionally substituted by halo, nitro, cyano, Ci.¢
alkyl, C1.¢ haloalkyl, C1. alkoxy or Ci.¢ haloalkoxy), or 2 adjacent groups R* together
with the carbon atoms to which they are attached form a 4, 5, 6 or 7 membered
carbocylic or heterocyclic ring which may be optionally substituted by halogen, Ci.g
alkoxy, C1.s haloalkoxy, phenoxy (optionally substituted by halo, nitro, cyano, Ci.6
alkyl, C1.¢ haloalkyl, C;.¢ alkoxy or Ci.s haloalkoxy), heteroaryloxy (optionally
substituted by halo, nitro, cyano, Cy.¢ alkyl, Cy. haloalkyl, Ci.c alkoxy or Ci.s
haloalkoxy), C;.s alkylthio or RR?N where R'® and R® are, independently,
hydrogen, Cy.s alkyl, Cs7 cycloalkyl, Cs.6 alkenyl, Cs.¢ alkynyl, Cy.¢ haloalkyl, C1.6
alkoxycarbonyl or R!® and R® together with the N atom to which they are attached

form a five, six or seven-membered heterocyclic ring which may contain one or two
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further heteroatoms selected from O, N or S and which may be optionally substituted
by one or two C,.¢ alkyl gréups; nis0, 1,2 or 3.

A method according to any preceding claim wherein R®is Cri0 alkyl, Ci.19 haloalkyl,
aryl(C.¢)alkyl (wherein the aryl group is optionally substituted by halogen, C;.4 alkyl,
Ci.4 alkoxy, C;.4haloalkyl, C;.4 haloalkoxy, CN, NO,, aryl, heteroaryl, amino or
dialkylamino), heteroaryl(C;.¢)alkyl (wherein the heteroaryl group is optionally
substituted by halogen, C;4 alkyl, C;.4 alkoxy, C;.4 haloalkyl, C;.4 haloalkoxy, CN,
NO,, aryl, heteroaryl, amino or dialkylamino), arylcarbonyl-(C;.¢)alkyl (wherein the
aryl group may be optionally substituted by halogen, C;.4 alkyl, C;4 alkoxy, C;4
haloalkyl, C;.4 haloalkoxy, CN, NO,, aryl, heteroaryl, amino or dialkylamino and the
alkyl group may be optionally substituted by aryl), C,.s alkenyl, C,.g haloalkenyl,
aryl(Cs.¢)-alkenyl (wherein the aryl group is optionally substituted halogen, C;.4 alkyl,
Ci4 alkoxy, Cj.4 haloalkyl, C;.4 haloalkoxy, CN, NO,, aryl, heteroaryl, amino or
dialkylamino, Cy.¢ alkoxycarbonyl, or two adjacent substituents can cyclise to form a
5, 6 or 7 membered carbocyclic or heterocyclic ring), heteroaryl(C,.¢)-alkenyl
(wherein the heteroaryl group is (;ptionally substituted halogen, C;.4 alkyl, Ci4
alkoxy, Ci.4 haloalkyl, C;.4 haloalkoxy, CN, NO,, aryl, heteroaryl, amino or
dialkylamino, C.¢ alkoxycarbonyl, or two adjacent substituents can cyclise to form a
5, 6 or 7 membered carbocyclic or heterocyclic ring), Cy.¢ alkynyl, phenyl(C,.
s)alkynyl (wherein the phenyl group is optionally substituted by halogen, C.4 alkyl,
Ci4 alkoxy, Ci.4haloalkyl, C;.4 haloalkoxy, CN, NO,, aryl, heteroaryl, amino or
dialkylamino), Cs.7 cycloalkyl, C,.¢ alkoxycarbonyl, C;¢ alkylcarbonyl, C;.¢
haloalkylcarbonyl or aryl(C;.¢)alkenylcarbonyl (wherein the aryl group may be

. optionally substituted halogen, C;.4 alkyl, C;.4 alkoxy, C1_4 haloalkyl, Ci4

haloalkoxy, CN, NO,, aryl, heteroaryl, amino or dialkylamino), or —C(R*HR™)-
[CR**=CR **1z-R* where z is 1 or 2, R*>! and R are each independently H, halo or
Ci.2 alkyl, R>? and R* are each independently H, halogen, C;4 alkyl or C;.4 haloalkyl
and R” is optionally substituted aryl or optionally substituted heteroaryl.

A method according to any preceding claim wherein Ra is independently halo, cyano,

C1.3 alkyl, hydroxy or two Ra groups together with the carbon atom to which they are
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attached form =0, =S, =NRb, =CRcRd where Rb, Rc and Rd are idependently H or
optionally substituted alkyl, and pis 0, 1 or 2.

A method according to any proceding claim wherein R?is hydrogen, hydroxy,
halogen, Ci.s alkyl or Cy.6 haloalkyl and R** is hydrogen or R® and R* together form a

double bond.

A compound of formula I’

@)

and R}, R4, R}, R*®, R* Ra, Y, n and p are as defined in relation to formula I in claim
1 and R® is -CR®)(R®D)-[CR¥=CR>*|z-R*® where z s 1 or 2, R>' and R* are each
independently H or C;-, alkyl, R> and R* are each independently H, halogen, Ci.4
alkyl or C;.4 haloalkyl and R is phenyl substituted by halogen, Ci.4 alkyl, Ci.4
alkoxy, Ci.4haloalkyl, C;4 haloalkoxy, CN, NO,, aryl, heteroaryl, amino or
dialkylamino or heteroaryl substituted by halogen, C;4 alkyl, Cy4 alkoxy, Ci4
haloalkyl, C1.4 haloalkoxy, CN, NO,, aryl, heteroaryl, amino or dialkylamino or salts

or N-oxides thereof.

A compound of formula Ila
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Rsa T
R3
(Ra)p
4
T
ﬁl\‘z’. R
(Ryn

(lla)

and R, R* R* R®, Ra, nand p are as defined in relation to formula I’ in claim 10
5 and R® is NH,, NO; or halogen; or
a compound of formula (Ilb)
Rsa _R8
R3

(Ib)

10 and R*, R® and n are as defined in relation to formula IIa,— R and R* are both H or
together form a bond and R® is methyl, benzyl or COOC,¢alkyl provided that the
compound is not tert-butyl 4-(2-aminophenyl)piperidine-1-carboxylate or 2,4-
diamino-5-(1-benzyl-4-piperidinyl)-pyrimidine.

15 12.  Aninsecticidal acaricidal and nematicidal composition comprising an insecticidally,

acaricidally or nematicidally effective amount of a compound of formula I as defined

in claim 1.



