WO 2007/ 093402 PCT/ EP2007/ 001283 -1 PESTI Cl DES
CONTAI NI NG A BI CYCLI C Bl SAM DE STRUCTURE The present
WO noogfdidon rel ates to bicyclic bisam de deri vapcmeB200t/001283
processes for their preparation, to conpositions
conpri sing those conpounds, 1and to their use for
controlling insects or representatives of the order
Acarina. Bisam de derivatives with insecticidal action
are lorewrrenrd dessiideds grorcexaspsirok sTéSCTURE
2003/ 0229050 and WD 2005/ 085234. There have now been
found novel bicyclic bisam de derivatives with
pesticidal properties. The present invention
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preparatien,dp GomERsiticrs camprising tdsé compowwist ard toshein usé éortcantrolling
4 are attached, an

msecti?{)%@ﬁs%hfr%\:ﬁgeé&ﬂb(?o?&larvca%;gﬁ@gn G is nitrogen, sulfur,

oxygen, a direct bond or CR5ai & is nitrogen,
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direct bond, c¢) not nore than 2 substituents G can be

oxygen or sul fur, and d) 2 substituents G as oxygen

and/or sulfur are sepgrateq Dat | east one carbon

atom each of R a, R b\ R5a] R5b, R5, and R5d which

may be the sane R, [ kent NJﬁpresents hydr ogen,

hal ogen, nitro, cyano dfoxy, €HO Cl- Ceal kyl,

C2- Coal kenyl , C2- Ceal Céeyc) oal kyl

Cl1- C6hal oal kyI C2-\@p sy, Cc2-Gshal oal kynyl ,

C3- C6hal ocycl oal kylc,;l CoG, N
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G2 R/ R

wherein

G4, G, G and G, form together with the two carbon atoms to which G; and G, are attached,
an aromatic ring system; wherein

G, is nitrogen, sulfur, oxygen, a direct bond or C-Rs,;

G, is nitrogen, sulfur, oxygen, a direct bond or C-Rsg,;

Gj is nitrogen, sulfur, oxygen, a direct bond or C-Rsg;

G, is nitrogen, sulfur, oxygen, a direct bond or C-Rsq; with the provisos that

a) at least one substituent G represents nitrogen, sulfur or oxygen,

b) not more than 1 substituent G can at the same time form a direct bond,

¢) not more than 2 substituents G can be oxygen or sulfur, and

d) 2 substituents G as oxygen and/or sulfur are separated by at least one carbon atom:;
each of Ry,, Rip, Rsa, Rspb, Rsc, and Rsq which may be the same or different, represents
hydrogen, halogen, nitro, cyano, hydroxy, CHO, C;-Csalkyl, C,-Cealkenyl, C,-Cgalkynyl, Cs-
Cecycloalkyl, C;-Cghaloalkyl, C,-Cshaloalkenyl, C,-Cghaloalkynyl, Cs-Cghalocycloalkyt, Cq-
Caalkoxy, C4-Cjalkoxy-Cy-Caalkoxy-C,-Cjalkyl, C,-C,haloalkoxy, C;-Caalkylthio, Cy-
Cghaloalkylthio, C,-C,haloalkylsulfinyl, C4-Cshaloalkylsulfonyl, C;-Caalkylsulfinyl, C,-



C4al koxy, Cl-C4al koxy- Cl- C4al koxy- C, - C4al kyl ,
C, - t4hal oal koxy, Cl-C4al kylthio, C,- C4hal oal kylthi o,
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Cealkvird ¥ .koxy, Cl1-CAhal oal koxy, Cl1-CAal kylthi o,
54 yp(% %‘ﬁqﬁlalog&%'ﬁ i o, Cl-C4al kyl sul finyl,

Dis 2- mmhmgmwlﬂgmrﬂmwldyl on pl@tyl, IZymalnylna pyrldyl or 4-pyridyl mono-, di- or
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C4halog oxy, §y-rq4glyylth|@rC1pqa¢ﬁjqalkyghlpy®1 Gydlkylufinyt, |Qi3ﬂ>4atkylsulfonyl Ci-
C4haloélk9¥ulfn§)flor@@ﬁalo%&ylfgg nyi [ substituted by Cl-GCeal kyl,

cloal k balkyl hal ogen, cyano,
or D is@groal koxy, Cl- C4hal oal koxy, Cl C4al kyl t hi o,
Cl CAhal oal kyl t hi o, Cl-C4al kyl s f| nyl,

ciRG4al kyl sul fonyl, Cl- C4hal oaI ¥l sul fi nyl or %
40

., Ca C4ha| oal kyl snl fonyh or Di s group R4 Is
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N (D), (D2), (D3), (D4, R5 R6 8 Rl1 R 14 R 17 yRi s
AN-R 13 (D5), (D6), (D7) or I (D8); R12 R15 R16 R18
wWO@D0200840093402 PCT/ EP2007/ 001283 -3- or D i SPCT/EP2007/001283
additionally phenyl if Z, is sulfur; R41 R4, RI10,
R17, and R19 mdependentlycér om each other, are
hydr ogen, C1- C6al kyl cycl oal kyl ,
Cl- Cohal oal kyl, hal ogen, cyano, Cl-C4al koxy, _
Cl- CAhanaIkoxy C2- CAal koxycar bonyl, Cl-C4al kyl thi o,
or D igadditinnally, ahe i i i sufur.caal kyl sul fi nyl |

Re, Rﬁh hlél :‘a\ggﬁkégpﬂ@ﬁ%dneyﬁ%g@%g%%' §%@d?c¥ée£° Cgfisaliepy G-
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C4alko§¥| su%@{ CE (?gﬁ%{([)ﬁl 1%aﬁxl%m’%&{:,-%V&sfuggpwy?:-C4alkylam|no, Co
C.dialkylangiph ar @a-lﬂeyycloaﬂa,ﬂajrgieq;, orayapbenyt, %@ﬁaiyk @xgyndyl 4-pyridyl; or are
phenyp% p%g)?kg ?Qf@& 48%&%: LCJ;:% d §u§r§tl ute 6' 5 Ilt(yn 8
Cecycqulkymﬁadecqun&maﬂogwl cyanomro@ll«aiyo@k-lqmauélf(mw IC-CRalkylthio,
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C4ha|0@t!<y|§6ifm1w§al kenyl , CS Céal kenyl or C3- C6hal oal kenyl ;

Ry, Rg,g 828 FEY 915 gﬁben&fr%\ l%@%&'ﬁjkoegxc(f, ee%rﬂy@ Cshaloalkyl,
Co-Ceatiengls Ca-Ieraiyalkem @SC@IINeyanyjr C&FCéﬁaLoetkeoyicl oal kyI

Rois I$S}#?ectnés:[ Baw't ﬁ%en%%% Y\Kb&nsﬁas@Rﬁg ?%ﬁg%ltoéﬁy QU8 (g Cealkyl,
C2-Cs ajkenyh Cgl-g}gjalby(yl or3I5-C4aydiadiky! s@stmed Wwilpne, two or three

substlt@nt Q féﬁlf 6u 8111 an I?)lf alo %thyAlf? Y Ci-Caalkyl,
% %b I'su P ﬁ O E’f)&y

Cs- C4agqoxn)@1¢@ﬂwaihoxy @1-@@Ilgltknpl Gacmjkbystqlfmyl Ci- C4alky|sulfonyl Ci-
S e A i e
phenoxwansha thige- thderamembiered, nssocyaicloy ftmmlmcamdnrm sxfaﬂémyvhlch may
be arom@tid! g%ﬁ* sibRLEd Br flﬂg sttt d® WREEH v 8 m%rﬁb reg %][omatlc ring

syst talns at one 'hetefoat om se
systen mt@n@gﬁe@@memtmgatgfn getgajechfromithe group consisting of oxygen, nitro

and sulfur; it being possible for said benzyl, phenoxy and three- to ten-membered,
monocyclic or fused bicyclic ring system in turn to be substituted by one to three substituents
independently selected from the group consisting of C;-Cqalkyl, C,-C,alkenyl, C,-Cjalkynyl,
Cs-Cecycloalkyl, C1-Cshaloalkyl, C,-Cshaloalkenyl, C,-Cjhaloalkynyl, C,-Cshalocycloalkyl,
halogen, cyano, nitro, C4-Cgalkoxy, C,-Cshaloalkoxy, Cs-Caalkylthio, C,-Caalkylsulfinyl, Cs-
C.alkylsulfonyl, C,-Caalkylsulfoximino, Cy-C,alkylamino, C,-Cedialkylamino, Cs-
Cecycloalkylamino, C;-Caalkyl-C3-Cgeycloalkylamino, C»-Caalkylcarbonyl, Cx-
Cealkoxycarbonyl, C,-Cealkylaminocarbonyl, C,-Cg dialkylaminocarbonyl and C,-Cg
trialkylsilyl;

it being possible for said three- to ten-membered, monocyclic or fused bicyclic ring system to
be spiro-bonded to the C;-Cgcycloalkyl group;



and sul fur; it being possible for said benzyl, phenoxy
and three- to ten-nenbered, nonocyclic or fused
WhR@yohi4e2 ri ng systemin turn to be substitut eBCHEP2IAT001283

to three substituents independently selected fromthe
group consi sting of Cl-C4al kyl, C2-C4al kenyl
C2- C4al kynyl, C3-Cecycl oal' Kyl , C1-C4hal oal kyl,
C2- C4hal oal kenyl , C2-C4hal oal kynyl ,
C2- Cohal ocycl oal kyl, hal ogen, cyano, nitro,

or Ry tlefﬁaalImXXyQ CialkyminoaCiOxdialkiamdba Csyls tclicloalkylamino, Co-

C4al kyl sul f I,
Cealkoglc %&MX% ] fél@frﬁr%%?y]@l ?34a|>/kys/luamo%
or Rzo &B- @@@awl@traetanw,, 1-Go- 3€tﬁle§an_h/bal1kgabm¥8nlmetanyl, 1-imino-1-oxo-3-
o B 5L T ALABE 510 B ey
selectet] mm;&dba mkbd,dﬁbﬁnyéloaihwl, I2Ro @26, cyanmedal cﬁJiOZ, ﬁhg 2y twhich may be
o saE R Bkl PR WA, L0 o7, e e,

OCCIC Fing systemto
and ag;qzmom:eaityrmbeelptabletdaﬁs/@&n@sfyném@kﬂejé/t@ltms/m&ides of those
ﬁgg?/ 093402 PCT/ EP2007/001283 -4 or R20 is
compoi®aal koxy, C,-C4al kyl am no, C2-Csdi al kyl am no, C2-C6

cycl oal kyl am no, C2- Co6al koxycar bonyl or
et an

| kyl b | ; R20 |
Compdhg Wit 1ol 2 [Rhst ot nadicodrvs SoRird i ramete. i Adstion
salts, foen@niple with etran\ginorghn&zﬁmﬁ syh,asaaimerad ptidefat éxample perchloric
ne to five substituents

acic, SRR Ackauis 1 Jufilh dco e HiroBiOR: aeldie metongl acid, win
strong bsgamaj dayboxyliahcigsrsuch pard; Cﬁa&bn@éarﬁoxy&m dcn&QwhwhlaCBél uAgYbstitu-

ted or gfq lﬁJped f}'ge%‘(ggr{pbd' f fagégeepr{, ‘f%{c g gegr'aq_g ic ac such as saturated or
unsatugaéd dtbammrcsdo&imfdr Ieaamp@/mm w&lméanmmchSu@‘ ni¢ BeiEemaleic

acid, flﬁ'r? ?éegﬁgg rpt}?@%‘%a%%drss 3%}/(&0%2%{ (?X}ﬁ'&-ﬁ‘ c? E,)H)q'neg(gppie ascorbic
acid, Iakz_m aedanpllceamd tthrt&idammgon‘ civicgei, or audhiss tsanzbicamid, or with orga-
o suff el S ! AT SV SR S B Pt or
substitatedyfdr e*aihple by diatbgenj fohexashple nuptioargaor p- tGlHélﬁEDﬂjﬂ)lth aC|d Com-
pouna i eI i Gop S OGS PARRAYL IS B LMo, o
exampleghipgeah salfsssuchasrgitadi raetelt oraliadinel easu oletal Saks tfor atambl@soduum,
I)OtassMHls'%trlrﬁlnﬁfe“zémrr‘.ri Egl?sr gpé(g 'VS' thagrjng] hla arrllgcrxr@? <|: gg\gr]xe such as mor-

suaccinic
pholinef gmndloe,awn@hwnemtm:abi di- axutrﬂlown-atky%me for example ethyl-, die-

oot oSSR GREROINd Bt 5 D SHPEPIBy BOBPHE iy for
examplemaenge hdiaer tietiaoolamire. 8y heve apptapriategthe corespeddiminternal salts
can fur@}%;}rqﬁreabﬁegfgﬂﬂ% bl?ﬂe% ﬁ Fthe scgé? %5{ @gg@%ﬂ#@r} grg)ggg%cfr@mlcally
advantageobialselys iowewer, ﬂ)eanyérelonmtsbmompas@stsalts euhehiHave riisadvan-
tage fopgérgche%%l use, for example salts which are toxic to bees or fish, and which are
employed, for example, for the isolation or purification of free compounds | or agrochemically
utilizable salts thereof. Owing to the close relationship between the compounds | in free form
and in the form of their salts, for the purposes of the invention the free compounds | or their
salts hereinabove and hereinbelow are respectively to be understood as including, where

appropriate, the corresponding salts or the free compounds |. The same applies analogously



pounds | which have at | east one acidic group can
form for exanple, salts with bases, for exanple
worevagd40sal t s such as al kali netal or al kal i nBCEEP20R7/001283
metal salts, for exanple sodium potassium or
magnesi um salts, or salts V\ngh anmoni a or an organic
am ne, such as nor- pholine,” piperidine, pyrrolidine,
a nmono-, di- or tri-Ilower-alkylamne, for exanple
ethyl-, die- thyl-, triethyl- or dinethyl propyl am ne,
to taufameys @bempoutids | @ndtsaits frerentyinl general ahé yiearfomeis dreferred in each
se.€xanpl e nono-, di- or triethanol am ne. Were
appropri at e, t he corresponding internal salts can
furthernore be fornmed. Preferred within the scope of
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branchee andiaea thr axampleg encitto, etioy! ot heplylc soprupg|, nFsutylesamita, iso-

butyl, %e‘fH- %Im@éﬁploaﬁ{cgggggﬁncd thii ??qeqsg’fgé’ﬁﬁ gs%h‘%?% é@?d RS 3N alkyny!

radlcqlamlefdeoaed iomdhe iatkghadm;ﬂsonmﬂ&néd orhe-;]@k@?m end arlhy groups can
t Om to t

be mol%lb @Sﬂlsq%aﬁ:?%éﬁ o th ounds |ean ?2: form and

relati Wween the conpounds |
in the form of their salts, for the purposes of the

R Y RO e e T TN R, L I Sp—

to haIQgeajnen sbmbnhaasn with lothebir nganisigey wchaisp’famulkwt)li’halbbﬁényl
corresponding salts or the free conpounds |. The sane
appl i es anal ogously WD 2007/093402 PCT/ EP2007/ 001283

Haloalk@ groupsspretenatslg have & chpio Uerdgh ?f feord 1t8l6t carbdreseads. Hhrcbﬁlkyl is, for
[ re e se. . T
exam;%?,ﬁﬁ ?Amethﬂgd'd%‘g'g’ﬂe?” tnfiuop FﬂPEq%%@ﬁOQICQIHI@methyl
trichlomhleméﬁtwﬂwneﬂhgl gifluaragittiyi, cﬁqaildsroethyl,lpéﬁmﬁb@r@emyd 1,1-difluoro-
| et n-propyl . isopropyl,

2,2,2- lﬁ[:l%ortoeﬁ{yl 92222‘5% t?triamforgé{tbw@P%Y%,Zit%qﬁquEWE, P'%%‘pﬁ[’&)’ﬁxzm%ro
methyl ébﬂybroahldrctm@hyl tiflaorohrethyil, Siflcaremethly kandydictablotinylom@erl.

al kynyl radicals are derived fromthe al kyl radicals

- mentioned. The al kenyl and al kynyl groups can be
Suitableghatealkanyparioyps aet alkeriyd droupia Iwrbug:braré snapen er acbIWubstituted by

halogé;llr,J g?'lf)g%? benﬁ? lfl%nlnﬂae 8hBF|ﬁ£n Bi6m d%@lﬁe aﬁ Igi iaxaz?ri fgwrine and

_ respon to ha 0
chloring; to emmele Zh%arirungzaj rmanwhvlmd Hfllaaplopenyly 3-ohlboagpnereyi,

3- bron#'(‘}? %@{\5 I%é g'gfr?%oog)r (Zée%&ga P’ ﬁ@:fré%{}% Iyerl ﬂ%&—gﬁl&ggbubz-en-

1-y1. Afrong thsnes Byalke fdraupsonbibhgte mono.{ Hisor bisebstitited by halogen.
reer 355 908% Yoo 9508 i o 4 & O by

péniafluoroethyl 1 1-difluoro- 2, 2’2 trichloroeth&l,
t I th
St BTy} 30384 4R 0 LUl P A B TR r
polysuu$tﬂt|1tad by iralogeh, halogedn mmmg)hmmm iaditk and in partlcular fluorine and
- di I Kk

omorn) € LSS SRR, BB BN o
propynyl and 4,4,4- trlfluorobut 2-yn-1-yl. Among the alkynyl groups which are mono- or
polysubstituted by halogen, preference is given to those having a chain length of from 3 to 5

carbon atoms.

Alkoxy groups preferably have a preferred chain length of from 1 to 6 carbon atoms. Alkoxy
is, for example, methoxy, ethoxy, propoxy, i-propoxy, n-butoxy, isobutoxy, sec-butoxy and



hal ogen, hal ogen being fluorine, chlorine, bromne and

iodine and in particular fluorine and chlorine, for
wex@mpbao2, 2-di fl uoro-1 -nethyl vinyl, 3-fl uor opecDpRIVY/001283

3-chl oropropenyl, 3-bronopropenyl,

2,3,3-trifluoropropenyl, 2,3, 3-trichloropropenyl and

4,4, 4-trifluorobut-2-en 1 -yl. Anong the C3-C2oal kenyl

groups which are nono-, di- or trisubstituted by

hal ogen, géeference is given to those having a chain

tert-byteyyang aiso thedsarencorantyexyband haxylexy radizdls; pinéferably methoxy and
ethox;ha| oal kynyl groups are, for exanple, alkynyl groups
whi ch are nono- or pol ysubstituted by hal ogen,

hal ogen being brom ne, iodine and in particul ar

. : ] |
O B L e
isopropexysgivphylandutbxycarbomyl fiselutatyaarb@nyinsec-ydtoxykatogyt draert-
oo KA oD NGB Rl B SIS Y
prefergiy\have athdin tangdh obfrédm 1dabixanbart atoms. Halakpxyisofopexample,
i f f

oo S5 L ARRoR, BGORHo, % LBty 502
tetraflupreasikgxy, priopmeyhoxy; 2cblomeihoxy; B aidifluoroetsmtyudrabd;,2,2-

. - hut . P 1/001283, -6 .
e L e
groupsheneferaidy haeela chais lengtie beirarb| lytorBetaniory atents. Atdyltidiz ys, for example,

methylﬂiﬁ%ﬁ( Clg!ogg%lyltﬁlé,r i(s) p%ég@@?cggmln@{tylm?olt Esgoépggéggg%%%m%m or tert-

butylthip, brafersablyamétbyiitio and ethytthizyAlaylbwfiiyl js, for example, methylsulfinyl,

t- I ;hreferabl .
s BRSO B nb 1 2 RSN BELEC BB,
tert-bupyisaifisy b preferablyemethylnualfinyl laed gthylsoffinfk om 1 to 6 car bon
atons. Hal oal koxy is, for exanple, fluoronethoxy,

di fl uor onet hoxy, trifl uoronethoxy,
Alkylsuffopylds, tferi éxampie enétbyigylfonyl ethyBulforsd, rradpyisutfosyihisegropylsulfonyl,

. - £ -&hl Wi 2-d ) and

o BLRShers . U SREI N o By SRR

methylsultomyloeresmteutipnyind tri f | uor onet hoxy. Al kylthio groups
preferably have a chain length of from1 to 6 carbon

atoms. Alkylthio is, for exanple, nmethylthio,
Alkylaraipp s, for example; pyetbHamino; eblaoiyd, hhiropylamingt isbpteipglamino or the
somerc S GRS el SRl oo
dlethquiramoea-@fqpygpethﬂgmq; dibuyigrnino asd iaiisapudpyilamginp. Preference is given
o sy BERR o  cHSRTBR SV bt Mo

tert-butylsul finyl; preferably nethylsulfinyl and

f 1 . Lol Se,
Atkoxy Bkyler it Bk apif e 2 thaifl Biop 61 1 (o cHB B
Alkoxyalisyd i, deryaxemples myethoxymeimlyhethbkyetiwl, etheymetiyllsathéxyettiyl, n-
propoxsRETRH hYIrSH 81N, idprdpelhmBtdrSldrsy etnhl €f er ably

Alkylthioalkyl groups preferably have from 1 to 8 carbon atoms. Alkylthioalkyl is, for example,
methylthiomethyl, methylthioethyl, ethylthiomethyl, ethylthioethyl, n-propyithiomethyl, n-
propylthioethyl, isopropylthiomethyl, isopropyithioethyl, butyithiomethyl, butyithioethyl or
butylthiobutyl.



met hyl sul fonyl or ethylsulfonyl. A kylamno is, for
exanpl e, nethylam no, ethylam no, n-propylam no,
WO g@poedayt ami no or the isomeric butyl am nes. PCT/EP2007/001283
D al kylam no is, for exanple, dinethylam no,
met hyl et hyl am no, di et hyl qn;' no, n-propyl met hyl am no,
di butyl am no and dii sopropylam no. Preference is given
to al kyl am no groups having a chain length of from1
to 4 carbon atons. Al koxyal kyl groups preferably have
The cyclegheil grauen grefetsblyihave fene dtd 6 mingtcareon atbinexipakkarples,

I t :
cYcIoric?@(l),%ﬁgtHlﬁtgli, ?@%%o gﬁ{{?y&lorﬁé@t) %%ﬁgy%é% A part of a substituent such
as phenogy.disiixylebengyloxy seanzoy oxtyanyithip) premylatkyh pbpoexyatkyl Imay be

i bt 1 ve fr lto8 ..
substlc I P s I g Y BAReRS Baf b8 1 Yt ety il pifa Positon. The
preferjegtspbtithenirostiphs areethiayrthhiandtpayd positidng! to itheorimg Atthchment point.

et hyl t hi oet hyl , n-propylthionethyl, n-
propyl t hi oet hyl, isopropylthionethyl,
Accordig®fsr hpyireseind evantion, bubnekt toi temetdmibered utgrlotchdlieatr ydeddicyclic

; ' 007/.093402 [ EP2007/ 001283, -7 .
o s B S e L OB 0800, L TR OSB3 e o
numberaf Hog menress, fooexammerHetectar/ftbraphegdup copsibiiaidty| |

cycl opentyl and cycl ohexyl. Phenyl, also as part of a

bsti tm such s phenoxy enzyl , &€hzyl oxy,
/AZenzoyl - enyl t 7T ypheny |, phe@ al kyl 4&? be
substituted. kn this case, t substiftuents n bein

ortho, meta and/or para position. The preferred

substitueni~positions are the orthg _and para positions
the ri Q achmsn . u@o g to the
esent inventd on, a phrg to ten-ngnbegred nonocyclic

or fused bicyclic’ ri‘ng system which Yay Be aromatic,
partially saturated or fully saturated is, depending

the nupb@] of ring pewbers, fo anpl e ect ed
m» consif R , ggéi:j:]
>"cycl,obutyl ,>~Cycl opent yI5~ cycl ohe ,

omthe ¢

cl oprop
where sai d cycl oal kyi groups for their paft may be

cyclopropeif e*dﬂﬁmyl,wy%wbshﬂyt b}%c?éheﬁdyl, thﬁd édi?lbfisllbd)&w&ou@ﬂir ki¥dir part
may o8 e S PR e OB ot Rl s et o e
followingyetetodydlic goyupaz ppydlyl; pyridyapotagblyl; plivniEl; py@lzilyi; imidazolyl;
v RGO b s Bl e s syl oy
naphthyding} (1ythethylt iyl @zol3-3h-y ( )-ethyk IH-@lREbES-yl)-; (1-propyl-1H-pyrazol-
3-yl)-; ('TI'HpgyrrgzZo?J@y?)_-y (|1 ?E;-d.iimghy_l-q h9&’%éio?-3f;h)f’;3’(£%ﬁ%r6-1 -methyl-1H-pyrazol-3-
yl)-; (1H-pyrazol-1-yl)-; (3-methyl-1H-pyrazol-1-yl)-; (3,5-dimethyl-1 H-pyrazol-1-yl)-; (3-
isoxazolyl)-; (5-methyl-3-isoxazolyl)-; (3-methyl-5-isoxazolyl)-; (5-isoxazolyl)-; (1H-pyrrol-2-
yl)-; (1-methyl-1H-pyrrol-2-yl)-; (1H-pyrrol-1-yl)-; (1-methyl-1H-pyrrol-3-yl)-; (2-furanyl)-; (5-
methyl-2-furanyl)-; (3-furanyl)-; (5-methyl-2-thieny!)-; (2-thienyl)-; (3-thienyl)-; (1-methyl-1H-
imidazol-2-yl)-; (1H-imidazol-2-yl)-; (1-methyl-1H- imidazol-4-yl)-; (1- methyl-1H-imidazol-5-
yl)-; (4-methyl-2-oxazolyl)-; (5-methyl-2-oxazolyl)-; (2-oxazolyl)-; (2-methyl-5-oxazolyl)-; (2-
methyl-4-oxazolyl)-; (4-methyl-2-thiazolyl)-; (5-methyl-2-thiazolyl)-; (2-thiazolyl)-; (2-methyl-5-
thiazolyl)-; (2-methyl-4-thiazolyl)-; (3-methyl-4-isothiazolyl)-; (3-methyl-5-isothiazolyl)-; (5-
methyl-3-isothiazolyl)-; (1-methyl-1H-1,2,3-triazol-4-yl)-; (2-methyl-2H-1,2,3-triazol-4-yl)-; (4-
methyl-2H-1,2,3-triazol-2-yl)-; (1-methyl-1H-1,2,4-triazol-3-yl)-; (1,5-dimethyl-1H-1,2,4-triazol-



3-yl)-; (1 Hpyrazol-3-yl)-; (1,5-dinmethyl-1
H pyrazol -3-yl)-; (4-chloro-1-nethyl-1 H pyrazol - 3-
W@ R007/093402 H- pyrazol -1 -yl)-; (3-methyl-1 H pyrBZDEP207/001283
-yl)-; (3,5-dinethyl-1 Hpyrazol-1 -yl)-; (3-
i soxazol yl)-; (5-nethyl- 3 [ éoxazol yl)-;
(3-net hyl - 5-i soxazol yl) - i soxazol yl) - (1
H-pyrrol 2 yI)- (1- rrethyl 1H-pyrro| 2y|) (1
yrrol - Z ) - ﬁl nmet hyl -1 H pyrrol -3-yl)-
3-yl)-; (Szrr;emyawry 4-tfigzolfexiy(-meth Wi} 2)4- triqzal 1y atyBximethyl-aH-

1,2,4- téuézdlﬂ%t;ﬂy‘ (42méﬂ'r‘.>/ M)z 4- tr%% f?w”{ilﬁ 232,43 dé{&\ 25 g' 3}? Jrethyl-1,2,3-

oxadla@gl %ll)'hﬂ 2,8- qxad|aﬁplgégla;| (Samytr)yl 1 2(4koxacéa2|o?ﬁlzi?yl_l) (5- methyl 1,2,4-
oxadna?bl' %I?h@}nfﬁ\g)l(-élz%raz?‘y‘b r(?émélzargy fx(%zr%%g/ L1,2,4-oxadiazol-2-yl)-; (5-
methyl(QZ@hhgllasz@xQ-z o1 9J3)thrad(azol 4righ)-h (3- mhyk—a\ﬁo:l “Hiadiazol-5-yl)-; (5-
methyf 2 B3l Gr. 4. 90 2 FE e A iHEcRl s30T AAGhYL 3,4 thiadiazol-2-
yI)-; (1¢raetivt Hirtetiazokd-ui-o (H-JotrazoBs-yipt (Brmethyi-d bittetrazodtyi)) - (2-methyl-
oH- tetla§?|"§3f/|5‘y l2-2th VEa @étfaéﬁg ) 15 (w%t%lzl-i tetrazol-2-yl)-; (2H-tetrazol-2-yl)-:

(2-pyrighyi)t; (5 rBethyl &-pwhc?yi)? 3(I4)p_yr|dyl) (3-pyridyl)-; (6-methyl-3-pyridazinyl)-; (5-
methylgr%?@ra?%w-i '(_gﬂiglgcla%nggg ?Zgld;'/’ﬁ?%&'ll%fyé{é&dhny,)' {4-methyl-2-pyrimidinyl)-
; (2-pysinidiny))4 (@ miathpt4-Byriphidliny|){ (2-Shldiordpyryrhidinyl)-; (2,6- dlmethyl -4-
pyrlmlcghé)l-)%nﬂayiléﬁﬁéﬁ%y%gﬁﬁlgéggri'ﬁl ygc(g% W&Q}@ %gygam%ﬁ) (2 pyrazinyl)-;
(4,6-digethyk1 B\8-triazif-2ky1p; @, 6-dichlood-1,B,5-yrlagin-2-¢1-; bt,8j5rebtigd2-yi (4-
methyI]1 §54fﬂ%1£|lll @m (§ ﬁ{ét}\}/lﬂ 2,4- t |azér]—§/3|-y)l)_-;_(3-methyl-1 ,2,4-triazin-6-yl)-;

12 trlazol -yl)-; (5-nethyl - 123
o ZQl - Q}yl 1, 2, 3: oxadi azoI 4-yl) -
mst hyM- 4 OX di azol -5-yl)-; (5-net hyI 1,2, 4-

oxadi azol - 3 yI) (4- rret hyI 3- furazanyl)

O
Crigpre clh w@z £, 57
(33:

(1 3t|ad|azo 4y)

(3rrethy|124t(§1ad|az yI)

met hyl - 24th|ad| /Q
o(4 $-t hi az
CHERD A8 ey

C'-(5 ‘/h t ia zoI
H-tetrazol -5-yl:)-; (1 H-tetraz I 5y|) % (5- rrethyl
I-d;qetrazol [ -yl)- (dethyl 25kj—tetrazo| 5-yl)-

“et hyI 2H-tetrazo| Y] }126
H-tet r a®ol - yI d§ﬁ6etﬂr azol JRZ yl)-
pyrlNd | t h (GA\,@W. dyI)
3- )- (6-/ﬁet | - 3 yr| Hazi nyl ) - 45
reet hyI 3 pyridazinyl) o, (3- pyr|IBLaZ| nyI
(4, 6- di net hyl - 2pyr|md|nyl) ’

(4-met hyl -2-pyri mdinyl) - (2 pyrim grayl ) -
(2Bset hyl - 4-p qmdlnyl) ; 1ee2- chl pyrlmdlnyl) ;

AN (AR 6-di N 4- pyri imyl)-; (4- pyr\,me
N(2Naegphyl - Md. nyI . met N2~ pyr az nyI -R
)Q(:E‘ pyraz 4, 6- yI2-71, 3, 5- r| aszZ )-77
6-di,c oré\ll 3,5;triazin-2-yl)-; 27’ ,

(135tr|a2|n2yl) (4-

nethyl-1,3,5-tr|a2|n-2-y|)-;
(3-methyl-1,2,4-triazin-5-yl)-;
(3-nmethyl-1,2,4-triazin-6-yl)-; <O--~~~s oiCH
<OCH(" HC/CHCH@MH OCHCOCH ~OCHO0CH CHS ( N
N 1



O~-0Qt CHIN. J CHOCH 33 OCH3 CCH3 CH3 CH3 ~ 27
O R26 N R 27 SOlCH3\>oR26N --N NN/NNNO
W@2R2/PIR02-] YR26 27 O1 '2s 26 N\ R26\ NN N SPCU¥/ER20X#001283
O N O0/>R7/ R7/ R7 N-N- ~N/ NNR27 N-N WO
2007/ 093402 PCT/ EP2007/ 001283 -9 27 O ~26 X~~26 R2 N
O I Xa~SS R27 YN NNN (R2e)r /NON/ / NN NI RN
27/ O (R2s)r p nN (R28)r and wherein each R26 is

met hyl, each R27 and each R28 are independently

hydrogen C -C3al kyl, C, - C3a| ko , C, -C3al kyl thio or

trlfluorometh 25 X4|s N sul fur.and r is 1, 2,
IesX hree- to red
ﬁ%o?mq:ycl iC or use cI iC syst e (ﬁg)rl S
OW(RZB)" O@
(Rog)r
N N
- and ~ ,

wherein each Rqs is methyl, each Ry; and each Ry are independently hydrogen, C,-Csalkyl,
C,-Csalkoxy, C,-Caalkylthio or trifluoromethyl, X, is oxygen or sulfur and ris 1, 2, 3 or 4.

Examples for a three- to ten-membered, monocyclic or fused bicyclic ring system which is

Y

spiro-bonded to the C3-Cscycloalkyl group of the substituent Ry, are ,

N
o

Where no free valency is indicated in those definitions, for example as in OJ , the linkage
O

O

site is located at the carbon atom labelled "CH" or in a case such as, for example,

at the bonding site indicated at the bottom left.

Preferably Z, and/or Z; is oxygen.

Preferably R, is hydrogen.

Further compounds of formula | are preferred, wherein R, and/or Ry is hydrogen.

Rao is preferably hydrogen, methyl, ethyl, i-propyl, tert.-butyl, CH,-C3Hs, C(CH,CH,)-C;3Hs,
C(CHj3),CH,SCHj3, C(CH3),CH,S(0O)CHs, C(CH3),CH,S(0),CH3z,CH,CN, CH(CH3)CH;SCHs,
CH(CH3)CH3S(0O)CHj; or CH(CH3)CH3S(0),CHj3, 3-methyl-thietan-3-yl, 1-oxo-3-methyl-
thietan-3-yl or 1,1-dioxo-3-methyl-thietan-3-yl, in particular hydrogen, methyl, ethyl, i-propyl,
tert.-butyl, CH,-C3Hs, C(CH,CH,)-C3Hs, C(CH3),CH,SCH, C(CH3)ZCVH28(O)CH3,
C(CH3),CH,S(0),CH3,CH,CN, CH(CH3)CH3SCH3, CH(CH5;)CH3S(O)CH; or
CH(CH3)CH3S(0),CHs.



spi ro-bonded to the C3-Cé6cycl oal kyl group of the
substituent R20 are and (CH Where no free valency is
WO phi7o9346e21 i n those definitions, for exanpl e aBCIT/EPI07/001283
the linkage O /N site is |ocated at the carbon atom
| abel led "CH" or in a case_gych as, for exanple, at
the bonding site indicated at the bottom left.
Preferably Z, and/or Z2 is oxygen. Preferably R4 is
hydrogen. Further conpounds of fornmula | are
Specigy re@maus@cﬁhom@m be giverntearampauBds of foyamtsgerhersipd issa group Dy,
f
wheremﬁ g_ﬂrMyWﬂéﬁgﬁ{‘E& g@ﬁég%l_ﬁ%_&fléﬂégi% eIy which is
monom}mm at teCHRYSIBMR S tp eiddine ring and R, is halogen preferably

chloro%?@?%@%ﬁ%c@@? cﬁ%’&ﬁ@%%%%%ﬁy OCF,H or 2,2,2-

trifluorgethexyhypreferabdy @nCéh&Walky.L rocas pBeferabinttitiuarbinettyh- 3-y1 - or
1, 1 -dioxo-3-nethyl-thietan-3-yl, in particular
hydrogen met hyl, ethyl, i-propyl, tert.-butyl,

Specna(l;lqzamlgmsho @m@@of@@ﬁ@ouﬂl@@bﬂpm$®%rem

each omj ﬁ%w&(j&%@g%@ggﬁé %%ent, represents

hydrogetr tmemme@) TOHX WHOO 070381800 DO ANYD 7T L0X Ry, O
Catos] & SRt C RSk catoukd], B onRip Yo b SSRGS

er e|
C4alky£sut§9myl,@1kcwkydsmlfom03@4elkblsCnﬂaalkwlswgoxmhoghfmalkyl, Co-

C‘,diaugfjagﬁ@{,{gp clv%g,k?%,hﬁ,o_ sypstituted by chloro at the

e r| ng and R4 is hal ogen
preferably chloro or brom) Cl- Cohal oal kyl ,

. I -
an ol BT A8 U B RERORLLY IR 1y
preferably trlfluoronethyl. Speci al nention shoul d be
made of conpounds of formula Igwherein each of R1,,,
Ri b, R5a, R5b, R5ci and R5d wfi'th may be the sane or
different, represents hydr gé , hal ogen, cyano,
hydr oxy, CHO, Cl-Co6al kylQ ﬁch%IoaIkyI
Cl- Cohal oal kyl, Cl- CAalk x i §
C, - C4al koxy- d - C4al kg N Cl1- CAaIkyIthlo
Ifo
a yI Cl- C4a|ky|su|f

Cl- Gal kyl sul finyl,
Cl- C4al kyl sul fon)ﬁ -'Cl-

@ kyl am no or
Cl1- C4al koxyi mi no- R

oxi m no- Cl- C4al k C}Z

wherein G, G, G; and G, have the meaning as given for formula | above;

Rio1 is halogen, haloalkyl, haloalkoxy, alkoxy, especially difluoromethyl, trifluoromethyl,
chlorine, bromine, OCF,H,0-CH,-CF; or OCHj, in particular halogen, haloalkyl, haloalkoxy,
especially trifluoromethyl, chlorine, bromine, OCF,H or O-CH,-CF3;

Ri0z is halogen, C;-Cg-alkyl, C,-C¢-alkynyl, cyano, especially methyl, ethynyl, chlorine or
bromine; in particular halogen, C,-Cq-alkyl, especially methyl, chlorine or bromine; and
Rioa is methyl, ethyl, i-propyl, tert.-butyl, CH,-C3Hs, C(CH,CH,)-C3Hs, C(CH3),CH,SCH;,
C(CH3).CH,S(O)CH; or C(CHj;)>,CH,S(0),CH3, CH,CN, CH(CH3)CH3;SCHj,
CH(CH3)CH3S(0)CH; or CH(CH3)CH3S(0),CHj, 3-methyl-thietan-3-yl, 1-oxo-3-methyl-
thietan-3-yl or 1,1-dioxo-3-methyl-thietan-3-yl; in particular methyl, ethyl, i-propyl, tert.-butyl,
CHz-C3Hs, C(CH,CH,)-C3Hs, C(CHj3),CH,SCH3, C(CH3),CH.S(O)CH; or



An out standi ng group of conpounds of forrmula | is
represented by the fornula b 8101 IN O N 8102 CI NH
woR@70pY2 A T |I' GA! 1 H-R 103 2 wherei PCTZEEP20G2001283

&3 and 4 have the nmeaning as given for fornula I
above; R101 is hal ogen, hal?flkyl, hal oal koxy, al koxy,
especial ly difl uoronethyl i fluoronmethyl, chlorine,
brom ne, OCF2H, O CH2-CF3 or OCH3, in particul ar

hal oge hal oal kyl , hal oal koxy, especially

C(CHat)zQHzgua)rzGHet(BmCN BHi( (OH3)RH;SHNCHECHHCHZS{ Q) CH; or

R102 i s hal ogen, Cil-C6-alkyl,
CH( C@%@f% , cyano, especially nethyl, ethynyl,
chl ori ne or brom ne; in partl cul ar hal ogen,

Especgﬁ%gﬁé@b@&mg&ﬁﬁ%loﬂ%ﬁgﬁ ar r%qrsg%n%cij Bg rferfoﬁqﬁ%g% ?oer.fnulae:
CH2- C3H5, C(CH2CH2) - C3H5, C(CHS) 2CH2 SCH3,
C(CH3) 2CH2S( O CH3 or C( C;HS) 2CH2S( O 2CH3|

CH(%S(}B CH(C;I?)@-@S(O)CI—B or

CH( S( O 2CH3iI _3- ety -t hi et an- g

- Q% Ayl - thimi yloor YE/&

I N&gt hyl -t Wn%-% ;oin arNtn r

Iz |, ,

YR OH2) - NG 2D SO ‘32(:H25(0),
NAB 2007/ b9340. Pt R GQ7/ 001285NH N1

C( CH3) ZTH2S( O) P8H3, CH2dN, CH( cHB) CHa&ers,
(Ic) In%i(dl&sB) CH3S((d) B zaimida2ble€H3) CHAS( @H@@%Ban05¥@mu|ﬂbildés in

i “f z errle corrpounds of formula | are represented
particulgt lormla UGk ng f or mul ae: RL00 RIW Ri 0o R100 O | INO

whereihN O N Ncl Ra Ncl Racl RaNcl ON
Riais preferably hydrogen, C,-C,alkyl, C,-C,alkynyl, halogen or cyano;

R.c

Rz is preferably hydrogen, C,-Cealkyl, C;-Csalkylthio-C,-Csalkyl, C,-Cgalkylsulfonyl-C,-
Cealkyl, C,-Cealkylsulfinyl-C,-Cealkyl, thiethan-3-yl, thiethan-3-yl substituted by C,-C,alkyl,
preferably 3-methyl-thietan-3-yl,

LG~ X Ay

particular hydrogen, C,-Cgalkyl, C;-Csalkylthio-C,-Cgalkyl, C,-Cealkylsulfonyl-C,-Cgalkyl, C,-

~ N A s

Cealkylsulfinyl-C,-Cgalkyl, , , or :

;in

Rioo is preferably halogen, C;-Cealkyl, Ci-Cghaloalkyl, C,-Csalkoxy or C;-Cghaloalkoxy; in
particular halogen, C;-Csalkyl, C,-Cghaloalkyl or C,-Cghaloalkoxy;

Ric is hydrogen, CH;, CH,CHj;, OCHj, SCH3, Cl, O, NH,, Br, NHCH; or N(CHs),;

Rigis hydrogen or CHg; in particular CHg; and

Rscis hydrogen, halogen or CHjs; preferably hydrogen.

Further preferred embodiments of the present invention are the embodiments E1 to E99,
which are defined as compounds of formula | which are represented by one formula selected

from the group consisting of the formulae T1 to T99 as described below,



NHNH=~ NHRa NN, ~) I N~NHN OOH Rd,NO
N Re NNHHN>NHN, RNHHN\ ORzo RRc zo R
WQ@Q0oR023402 c) | ndazol es (1d) Benzoi m dazol es (| BJT/EP2007/001283
Indoles and (I1f) Quinolines, in particular fornula
(lc); wherein R ais pref ei%\bl y hydrogen, Cl-C4alkyl,
C2- C4al kynyl , hal ogen or cy R20 is preferably
hydr ogen, Cl-C6al kyl, Ci1-C6al kylthi o-Cl-C6al kyl,
Cl1- C6al kyl sul fonyl - C1- C6al kyl ,
wherelin @Fatulgd Eutd T99/| - C1- C6al kyl , thi et han-3-yl,

. ' - bstj - , r ef er gbl

s U Bt SO B B IR o BEh B e

methyparti cul ar hydrogen, Cl1-C6al kyl,

Ren s BpRRY PR G o) ey Grplpy Syioaliyistfonyi -

Cealkym?}%yllkylsblﬂihyly@, ((Ebfl@ﬁalhiémlaﬂ-:i;-yl,, tlhtl?tr;dawm éL&)sPLuGEchﬂS)&OI-%aIkyI,
Cl1- Cohal oal kyl , Ci1- C6al koxy or

prefer%fih_/ ggﬁ%[‘ggﬁﬁg%%'y?/n particul ar hal ogen, Cl-Cgal kyl,

CGhaI oal kyI or Cl- CGhaI oal koxy; RlC IS hydr ogen,

?HZ OCHS SCHS 0, NH2 r
cul/a( 13;
H,C and Rle is dro en Iogen 0 eppbl y

ydr ogen. Furt her (gr ef erred enbodi ment s of the pr esent in
partlcqlq:{\;yﬁ[qg@ﬁ Gresalig enbeadlivitbintG -Clalkyb Grddalkylshifetyl-&q-€salkyl, C;-

defi ned as conmpounds of fornula | which are

represented by one for seI ect fromt gr oup
consi sting of t S de/s’crl e .
CsalkyE@'flﬁWCV@aa@p 093 2 P 20 7/001¢83, - 12- Ahgr,eésBecially

in formulae 11 to T99'
isopropyl; and

Rioo is preferably halogen, Cy-Csalkyl, C;-Cghaloalkyl, C,-Csalkoxy or C,-Cghaloalkoxy; in
particular halogen, C,-Cealkyl, C,-Cghaloalkyl or C;-Cghaloalkoxy; in particular

trifluorormethyl, difluoromethyl, methoxy, bromo, chioro or 1,1,1 -trifluoroethoxy.

For example, embodiment E1 is represented by the compounds of formula T1

R100
\
o Dn
R,a N ¢
NH 7
5
HN
H,C X R

wherein

Riais preferably hydrogen, C;-C,alkyl, C,-C,alkynyl, halogen or cyano; in particular chloro or
methyl;

Ry is preferably hydrogen, C;-Cgalkyl, C;-Cesalkylthio-C,-Cealkyl, C,-Cgalkylsulfonyl-C-
Cealkyl, C;-Cealkylsulfinyl-C,-Cgalkyl, thiethan-3-yl, thiethan-3-yl substituted by C;-Cjalkyl,
preferably 3-methyl-thietan-3-yl,



Rla is preferably hydrogen, Cl-C4al kyl, C2-C4al kynyl,
hal ogen or cyano; in particular chioro or nethyl; R20

WO g00p/0e3462 abl y hydr ogen, Cl1- C6al kyl, PCT/EP2007/001283
C1- C6al kyl t hi o- C1- C6al kyl , Cl-Csal kyl sul fonyl - Cl1-
Coéal kyl , Cl-C6aIkyIsquinyI 1- C6al kyl, thiethan-3-yl,
t hi et han-3-yl substituted by C1- C4a|ky| preferably
3-nethyl -thietan-3-yl, -- -/CSQ2 HC 2.<>02 s or ;in
particul ar hydrogen, Cl1-C6al kyl,

C6al kyl t hi o- C1- Coal kyl
‘@S@QI kyl f onyl - Cl- CGaI k Cl-
H.C al kyl i §BIOC1 ial Ly
37 i sopropyl; &nd RlOO i sVpr efera aI og . ofl- OBaI ey £ in
. al oaI k Cl- Coal koxy or Cl C6hal oal koxy; in
pa”'CLE?Jrrlyqugeﬁr Héﬁ%i@éna -Caalkythior1-Ceatiyl, (%h%daﬂ%(lskﬂf@nxb'ﬁ Cealkyl, C;-
Cl- Cohal oal koxy; in particular trifluorornethyl,
di fl uoronet hyl, net hoxy,\forono, chhkoro or
111tr|fluoroéthvy 0 a ; odi Ellis
C.alkVisahi y the onpoun for g Rlqn .
salkyise 1h<j}'Stgl\ﬁ:ﬁw\p ( T1), 'N HN PBC R 20 Sherei n Mahésépjjec'a"y
'SOPFOQY'e?r@r ably hydrogen, Cl-C4al kyl, C2-C4al kynyl, hal ogen
Rioo |s%ef6bé%%aléq;érpéﬁldsﬁlﬂillab1 @W\éfﬁé}kﬁ C,-BEAik4 or Bz%shéloalkoxy, in

r ef erablé ydr ogen
t

Paft'CU@I hekogery ﬁp@ikxthf@d]alkaﬁ'kY' mécﬁdlamlmf io rwrtlo@llar

tnfluor&@f’éetitﬁn Lﬁ:ﬂ%ﬁﬁ@?ﬁﬁeﬁ%{y‘egb@tr)r;/océh@&‘hki|1 - ttnhlé(?ré y

3-nethyl -thietan-3-yl, W 2007/ 093402
Embodiaéhis20 Edi0dé @R fined accordingly.

The process according to the invention for preparing compounds of the formula | is carried
out analogously to known processes, for example as described in described, for example, in
US 2003/0229050 and WO 2005/085234.

The general preparation of the compounds of formula | is illustrated in the following reaction

schemes:
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And Methyl Ester Derivatives
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226/ 228 (M+H)*
N CO,CH,
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The starting compounds and intermediates of the reaction schemes are known or can be

prepared according to methods known to a person skilled in the art.

The reactants can be reacted in the presence of a base. Examples of suitable bases are
alkali metal or alkaline earth metal hydroxides, alkali metal or alkaline earth metal hydrides,
alkali metal or alkaline earth metal amides, alkali metal or alkaline earth metal alkoxides,
alkali metal or alkaline earth metal acetates, alkali metal or alkaline earth metal carbonates,
alkali metal or alkaline earth metal dialkylamides or alkali metal or alkaline earth metal
alkylsilylamides, alkylamines, alkylenediamines, free or N-alkylated saturated or unsaturated
cycloalkylamines, basic heterocycles, ammonium hydroxides and carbocyclic amines.
Examples which may be mentioned are sodium hydroxide, sodium hydride, sodium amide,
sodium methoxide, sodium acetate, sodium carbonate, potassium tert-butoxide, potassium
hydroxide, potassium carbonate, potassium hydride, lithium diisopropylamide, potassium
bis(trimethylsilyl)amide, calcium hydride, triethylamine, diisopropylethylamine,
triethylenediamine, cyclohexylaminé, N-cyclohexyl-N,N-dimethylamine, N,N-diethylaniline,
pyridine, 4-(N,N-dimethylamino)pyridine, quinuclidine, N-methylmorpholine,
benzyitrimethylammonium hydroxide and 1,8-diazabicyclo[5.4.0]undec-7-ene (DBU).

The reactants can be reacted with each other as such, i.e. without adding a solvent or dilu-
ent. In most cases, however, it is advantageous to add an inert solvent or diluent or a
mixture of these. If the reaction is carried out in the presence of a base, bases which are
employed in excess, such as triethylamine, pyridine, N-methylmorpholine or N,N-
diethylaniline, may also act as solvents or diluents. ‘

The reaction is advantageously carried out in a temperature range from approximately -80°C
to approximately +140°C, preferably from approximately -30°C to approximately +100°C, in
many cases in the range between ambient temperature and approximately +80°C.



Reaction Schenme 7: Preparation of Conpounds of Fornul a

| (for indoles): M@ COH1. R -OH HSO NO2 0 1. DWW
wWaelR0we0d3ab2 acet al NH2 2 2. HNG3, CF3SO3H Me QARPEDEERNB7/001283

100CI1 / 0 30 NOz | 2. 10%Pd/C, H2, MeOH NO2 NH O~

R99 is Cl-Ca al kyl R ss I}%@l or D-COOH + coupling

reagent Oy DOy DOy D NH R20NH2, NH NH ONH O

coupling reagent base 9XNH OO0 we HN X NH OH O R zo o

R 99 Table B: Internediates: Anthranilic Acids MS/ NVR

And Met hyl Ester Derivatives NH2 H NVR (MeOD4, 400

Aco d | damde §dRvertéinta Flan erse'ibto CBmpduttd 1 by

. (m 1 ppm N {78 8RR R
replaciigneNHINGre Bubpstipuents pi-HE-starBEReemMpound Irin the-usiG6any radther by
(an)ot@ﬂ*’s’dlﬁtitug%ﬁaccording to the invention.

Depending on the choice of the reaction conditions and starting materials which are suitable
in each case, it is possible, for example, in one reaction step only to replace one substituent
by another substituent according to the invention, or a plurality of substituents can be re-

placed by other substituents according to the invention in the same reaction step.

Salts of compounds | can be prepared in a manner known per se. Thus, for example, acid
addition salts of compounds | are obtained by treatment with a suitable acid or a suitable ion
exchanger reagent and salts with bases are obtained by treatment with a suitable base or

with a suitable ion exchanger reagent.

Salts of compounds | can be converted in the customary manner into the free compounds |,
acid addition salts, for example, by treatment with a suitable basic compound or with a
suitable ion exchanger reagent and salts with bases, for example, by treatment with a’

suitable acid or with a suitable ion exchanger reagent.

Salts of compounds | can be converted in a manner known per se into other salts of
compounds |, acid addition salts, for example, into other acid addition salts, for example by
treatment of a salt of inorganic acid such as hydrochloride with a suitable metal salt such as
a sodium, barium or silver salt, of an acid, for example with silver acetate, in a suitable
solvent in which an inorganic salt which forms, for example silver chloride, is insoluble and

thus precipitates from the reaction mixture.

Depending on the procedure or the reaction conditions, the compounds I, which have salt-

forming properties can be obtained in free form or in the form of salts.

The compounds | and, where appropriate, the tautomers thereof, in each case in free form
or in salt form, can be present in the form of one of the isomers which are possible or as a
mixture of these, for example in the form of pure isomers, such as antipodes and/or

diastereomers, or as isomer mixtures, such as enantiomer mixtures, for example racemates,



N-NH WO 2007/ 093402 PCT/ EP2007/ 001283 -22-

Ant hranilic Acids And Methyl Ester Derivatives M/ NVR
WORR708980Z 319 (MtH) + CO02Me N-NH AH3 ~ NH2 BCT/EED07/001283

192 / 193 (MtH)+ 2H NNH N NH2 203 / 204 (M+H) +

CO2H N-NH 1 (CH3)3 11 NH2 288 / 289 (MrH)+ CO2Me

NNNH H 1 NH2 202 / 203 H+ CO2H N-NH NH2 N S

CO2H 189 / 190 (M+H) +

diastereomer mixtures or racemate mixtures, depending on the number, absolute and
relative configuration of asymmetric carbon atoms which occur in the molecule and/or
depending on the configuration of non-aromatic double bonds which occur in the molecule;
the invention relates to the pure isomers and also to all isomer mixtures which are possible
and is to be understood in each case in this sense hereinabove and hereinbelow, even when

stereochemical details are not mentioned specifically in each case.

Diastereomer mixtures or racemate mixtures of compounds |, in free form or in salt form,
which can be obtained depending on which starting materials and procedures have been
chosen can be separated in a known manner into the pure diasteromers or racemates on the
basis of the physicochemical differences of the components, for example by fractional

crystallization, distillation and/or chromatography.

Enantiomer mixtures, such as racemates, which can be obtained in a similar manner can be
resolved into the optical antipodes by known methods, for example by recrystallization from
an optically active solvent, by chromatography on chiral adsorbents, for example high-
performance liquid chromatography (HPLC) on acetyl celulose, with the aid of suitéble mi-
croorganisms, by cleavage with specific, immobilized enzymes, via the formation of inclusion .
compounds, for example using chiral crown ethers, where only one enantiomer is com-
plexed, or by conversion into diastereomeric salts, for example by reacting a basic end-pro-
duct racemate with an optically active acid, such as a carboxylic acid, for example camphor,
tartaric or malic acid, or sulfonic acid, for example camphorsulfonic acid, and separating the
diastereomer mixture which can be obtained in this manner, for example by fractional cry-
stallization based on their differing solubilities, to give the diastereomers, from which the de-

sired enantiomer can be set free by the action of suitable agents, for example basic agents.

Pure diastereomers or enantiomers can be obtained according to the invention not only by
separating suitable isomer mixtures, but also by generally known methods of diastereose-
lective or enantioselective synthesis, for example by carrying out the process according to

the invention with starting materials of a suitable stereochemistry.

It is advantageous to isolate or synthesize in each case the biologically more effective iso-

mer, for example enantiomer or diastereomer, or isomer mixture, for example enantiomer
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mixture or diastereomer mixture, if the individual components have a different biological ac-

tivity.

The compounds | and, where appropriate, the tautomers thereof, in each case in free form
or in salt form, can, if appropriate, also be obtained in the form of hydrates and/or include
other solvents, for example those which may have been used for the crystaliization of

compounds which are present in solid form.

The compounds | according to the invention are preventively and/or curatively valuable ac-
tive ingredients in the field of pest control, even at low rates of application, which have a very
favorable biocidal spectrum and are well tolerated by warm-blooded species, fish and plants.
The active ingredients according to the invention act against all or individual developmental
stages of normally sensitive, but also resistant, animal pests, such as insects or
representatives of the order Acarina. The insecticidal or acaricidal activity of the active in-
gredients according to the invention can manifest itself directly, i. e. in destruction of the
pests, which takes place either immediately or only after some time has elapsed, for exam-
ple during ecdysis; or indirectly, for example in a reduced oviposition and/or hatching rate, a

good activity corresponding to a destruction rate (mortality) of at least 50 to 60%.

Examples of the abovementioned animal pests are:

from the order Acarina, for example,

Acarus siro, Aceria sheldoni, Aculus schlechtendali, Amblyomma spp., Argas spp., Boophi-
lus spp., Brevipalpus spp., Bryobia praetiosa, Calipitrimerus spp., Chorioptes spp., Derma-
nyssus gallinae, Eotetranychus carpini, Eriophyes spp., Hyalomma spp., Ixodes spp., Oly-
gonychus pratensis, Ornithodoros spp., Panonychus spp., Phyllocoptruta oleivora, Polypha-
gotarsonemus latus, Psoroptes spp., Rhipicephalus spp., Rhizoglyphus spp., Sarcoptes
spp., Tarsonemus spp. and Tetranychus spp.;

from the order Anoplura, for example,

Haematopinus spp., Linognathus spp., Pediculus spp., Pemphigus spp. and Phylloxera spp.;
from the order Coleoptera, for example,

Agriotes spp., Anthonomus spp., Atomaria linearis, Chaetocnema tibialis, Cosmopolites spp.,
Curculio spp., Dermestes spp., Diabrotica spp., Epilachna spp., Eremnus spp., Leptinotarsa
decemLineata, Lissorhoptrus spp., Melolontha spp., Orycaephilus spp., Otiorhynchus spp.,
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Aleurothrixus floccosus, Aleyrodes brassicae, Aonidiella spp., Aphididae, Aphis spp., Aspi-

diotus spp., Bemisia tabaci, Ceroplaster spp., Chrysomphalus aonidium, Chrysomphalus

dictyospermi, Coccus hesperidum, Empoasca spp., Eriosoma larigerum, Erythroneura spp.,

Gascardia spp., Laodelphax spp., Lecanium corni, Lepidosaphes spp., Macrosiphus spp.,

Myzus spp., Nephotettix spp., Nilaparvata spp., Parlatoria spp., Pemphigus spp., Planococ-

cus spp., Pseudaulacaspis spp., Pseudococcus spp., Psylla spp., Pulvinaria aethiopica,

Quadraspidiotus spp., Rhopalosiphum spp., Saissetia spp., Scaphoideus spp., Schizaphis

spp., Sitobion spp., Trialeurodes vaporariorum, Trioza erytreae and Unaspis citri;

from the order Hymenoptera, for example,

Acromyrmex, Atta spp., Cephus spp., Diprion spp., Diprionidae, Gilpinia polytoma, Hoplo-

campa spp., Lasius spp., Monomorium pharaonis, Neodiprion spp., Solenopsis spp. and

Vespa spp.;

from the order Isoptera, for example,

Reticulitermes spp.;

from the order Lepidoptera, for example,

Acleris spp., Adoxophyes spp., Aegeria spp., Agrotis spp., Alabama argillaceae, Amylois

spp., Anticarsia gemmatalis, Archips spp., Argyrotaenia spp., Autographa spp., Busseola

fusca, Cadra cautella, Carposina nipponensis, Chilo spp., Choristoneura spp., Clysia ambi-

guella, Cnaphalocrocis spp., Cnephasia spp., Cochylis spp., Coleophora spp., Crocidolomia
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gans, such as fruits, flowers, foliage, stalks, tubers or roots, of such plants, and in some ca-
ses even plant organs which are formed at a later point in time remain protected against

these pests.

Suitable target crops are, in particular, cereals, such as wheat, barley, rye, oats, rice, maize
or sorghum; beet, such as sugar or fodder beet; fruit, for example pomaceous fruit, stone

fruit or soft fruit, such as apples, pears, plums, peaches, almonds, cherries or berries, for
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the diastereonmer m xture which can be obtained in

The telt:#i'&oﬁga@?or be {itfer§584BS %cnj\éir?‘gr:ﬁgé &r%BEbllan% Which have been so
transformed by the use of recombinant DNA techniques that they are capable of
synthesising one or more selectively acting toxins, such as are known, for example, from

toxin-producing bacteria, especially those of the genus Bacillus.

Toxins that can be expressed by such transgenic plants include, for example, insecticidal
proteins, for example insecticidal proteins from Bacillus cereus or Bacillus popliae; or



stallization based on their differing solubilities, to
give the diastereoners, fromwhich the de- sired
wepanodaner can be set free by the action of seCT/EP1087/001283

agents, for exanple basic agents. Pure diastereoners

or enantioners can be obtaisid according to the

i nvention not only by sepaFafing suitable isoner

m xtures, but also by generally known nethods of

di astereose- lective or enantiosel ective synthesis,
insecticiial protaind feorh\Bacilus hurpgieubis] suehprsdsesdotedn) ked). I3y IAD),

e T g A T ACE T

proteirssy/(MIPE iz & 1P \HBQJ‘IVKP@S@ VI R8A orohsegticiahll proteMis®f bacteria colonising
for exa tionmer o

nomaifyigE T BEIS PoFBIaBHEs Si-cf AeBo TPRR RN a5 Photorhabdus
luminezbermy, iXenerhaldus AEMa PRI tdRAE JrEd /Y BhaRals, sugh as scorpion

or di astereoner m xture, if fhe |nd|V|d

al
f°x'"sc%ﬁfmﬂ‘ifﬂxg‘shyeép pxfisrangh b imsest 6@‘?%’59 Negotoxg tpgns pigeluced by

fungi, emmlsﬁ@ptbm%&es Mbahe phid I2ling,aueh ab peatatiihs, rBérrk‘éy Iectuns or
each case in. free form or in salt

snowclalt eqits: audHiane Araenare R, SUTHEN VRS RS BbispT Srine

proteaBy (Hhillitoss, @Bﬂi‘nﬁfcysfwﬂnug@panﬂnhﬂftoﬁs@ ti&stinSe-inkBlivaBXg PRJt&ins (RIP),
een used for the crystallrzation

th wh h
suoh oy e e o s Gy e, sch

as 3-hgpdropatérdRiokidass; @bdi/sﬁ@rotcpuDhﬁ%lydb‘éﬂmdr@féraéee chct)lesterol oxidases,
uabl e ac- tiv

t I r curativ a
codys GBI EVICHCORETerEiRge don HIATTSLBABIESt. SUh af Pckergyg! sodum
or caldL&tﬁ eﬁarﬁfelsanwlehn‘e?lhd)rﬁrfbne%téms& @ﬁ(ﬁ‘etﬂ: W bne r@deptcB! filbene

i dal ctrum.and are tol erated by
Symha\ﬁﬁ'r bi‘})g‘ ?Eegté'?seﬁiagﬂmgﬁaniﬁeénts The active
| ngredl ents according to the invention act against all
or individual devel gpnental stages of nornall

in the Contert e e Priantinvention e aieto b&rH“ﬁ’ﬁTSt?%’sft‘SSS “eqdpiiag, for
exampldSBAA(S), erymr(@)pce,asrm@rl é)@s oaiupt(B)e oaymﬂrcﬁmes bMPor dW8e, or

carl cl ctlvit act Ive I Nn-

vegetals AREsHEIaLpictRiEs AG PLdot e It YW PR an VITkiA, expressly also

hybrid tdx&%l fruﬁddt@ﬁdxhs and rlodifiéd t@ﬁﬁl& I BridaBxiRé aiéﬁodﬁ@eﬁt récombinantly
i pedi ately or only after

t akes ce either
by & nelp PR LrrapdRmae Pl BRSmPTAS (eei g SeeaRs WO
02/1570I1) IMhghoaet toyins f fof egarApie larindaRdGYIGEN] aRVkridW. I B8 case of

hat chi at od act ty correspondi ng
oo B4R A AR S s o e b SR A . I

such a6 adix espcenedts, Weﬂb@kﬁﬁﬁﬁ&tbr@lﬁeﬁrééhﬂmbteﬁ%Feﬁ:o@ﬁlﬂon

soauel oA TG SL et AEGt R, oL Bratml e, ARt LTS s,

cathepSipfD-recdgBilisn $PiuencBoO PRErted Mo & BRyIIA EtB)ﬁWEh $23\Wo0HP1Bs10).
Bryobi a praetiosa, Calipitrinerus spp orioptes
spp., Derma- nyssus gallinae, Eotetranychus car pini,

Examplesi 61 B0YIE foxiRor trahgéridPrRn&RApablb P 8@fth84ing stdhroxins are
disclosed, for example, in EP-A-0 374 753, WO 93/07278, WO 95/34656, EP-A-0 427 529,
EP-A-451 878 and WO 03/052073.

The processes for the preparation of such transgenic plants are generally known to the
person skilled in the art and are described, for example, in the publications mentioned
above. Cryl-type deoxyribonucleic acids and their preparation are known, for example, from
WO 95/34656, EP-A-0 367 474, EP-A-0 401 979 and WO 90/13651.
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1. Bt1 Weu@amr&é;asgﬁrga Sppds SASeGhomtdaltHaiR7, FigTI0SE §iauveur
Francel Hgidt@bh AuRBENERR/E6/05/10. Genetically modified Zea mays which has been

rendered resistant to attack by the European corn borer (Ostrinia nubilalis and Sesamia
nonagrioides) by transgenic expression of a truncated CrylA(b) toxin. Bt11 maize also
transgenically expresses the enzyme PAT to achieve tolerance to the herbicide glufosinate

ammonium.

2. Bt176 Maize from Syngenta Seeds SAS, Chemin de I'Hobit 27, F-31 790 St. Sauveur,
France, registration number C/FR/96/05/10. Genetically modified Zea mays which has been
rendered resistant to attack by the European corn borer (Ostrinia nubilalis and Sesamia
nonagrioides) by transgenic expression of a CrylA(b) toxin. Bt176 maize also transgenically
expresses the enzyme PAT to achieve tolerance to the herbicide glufosinate ammonium.



Quadr aspi di otus spp., Rhopal osi phum spp., Saissetia
spp., Scaphoi deus spp., Schizaphis spp., Sitobion
WG pP7/0930p2 al eur odes vaporariorum Trioza erytrPEBERV7/001283
Unaspis citri; fromthe order Hynenoptera, for
exanpl e, Acronyrnex, Atta spp., Cephus spp., Diprion
spp., Diprionidae, G pinia polytom, Hoplo- canpa
spp., Lasius spp., Mpnonorium pharaoni s, Neodiprion
spp., Sol enopsis spp. and Vespa spp.; fromthe or der
| soptera, for exanple, Reticuliternes spp.; fromthe

3. MIRﬁggﬁﬁoal Egﬂgﬁ}ﬁnﬁﬁﬁrx éégds@fﬂésgg?h%m&grﬁ%ﬂiéﬁig %E,HE-S}M?gB St Sauveur,
Franc@rrg@ism@eammbmw IORAO6/05H1D. Matget whigl biaabgenféﬁafeidsinsect-resistant

' S , -
by rargER BRo28fion ofh WS ACH RASRRY: TRKIGHL RRHTaREES modifca by
insertion pfpocathepsin-Dabriotease pecogniion sequenteuT be prEparatichyos isach
[ u Cnephasi a spp.,
transg%@gﬁnq'%%s&é%%'s 9%%%%% ora Q%Eﬁ%& oci dol om a WO
2007/ 093402 PCT/ EP2007/ 001283 -29 bi not aI i s,
t Ieuc eta ea spp
4, Mogsﬁglj\gﬁg? o ??ﬁ%\o %rgpfagg’xd%'/g)pé'&o &}5 %weg B-1150
Brussdis] @mg‘mansm@:straﬁupombén G/EIBIM/BUfﬁEgHBGf@mb r?&;‘eb& GiyRIB(b1) toxin
Euxoa s , a- ita s ya nubi f erana,
and haﬁéﬁ?'g?ﬂggtos‘ﬁfga,m gglllgpatle? 'l?ﬁ%gfl s, Hyphantria cunea,
Keiferia |ycopersicella, Leucoptera scitella,
[ |lethis s Lobesi a_botrana, L ria spp.
s. 1pe 5y} LR £org B Ria creBee S 2302 2uiisats P2 Torubed thratso
Brussdi§) Bl sexgistratiépaurapet CES/@pp2., Ostrinia nubilalis,
Panmene spp., Pandem s spp., Panolis flamrea,

Pecti nophora gossypi- ela, Phthorinmaea operculella,
6.1 SOPWHiiderdSraMeeréi'ﬁas mrporﬁ’dndﬁ AvbBueYedussks) T B-1180BtEssels,

S - Spar ganot hi s )
B@@ﬁm re§fﬁ|§'{§88$ Bﬁ'ﬁggb&m&@%é)n ﬁgatgq@?g B}gdlflegﬁ‘agm%@g)ressmn
ofﬂ'@proteTrOCWﬂFXfoS&mewﬂ'g i l3BYce b derthin @@ﬂldb@t@ﬂ@iﬁﬁéﬁtg and of the

PAEBintein i %b@s'nﬁﬁﬂeﬁnf@/@ 'H%l%@gteg@mgsﬁ uosigt AR WP der
Othoptera, for exanple, Blatta spp., Blattella spp.,
7 e WBAPRENAEE ors oo SBHR EeB A 5p 295 e MR erren,
B-1150BAREeIESBSIGRHE FayistfAibn @uaibet €/GBoRME08! Cshsiddof conventionally
bred hybrid maize varieties by crossing the genetically modified varieties NK603 and MON
810. NK603 x MON 810 Maize transgenically expresses the protein CP4 EPSPS, obtained
from Agrobacterium sp. strain CP4, which imparts tolerance to the herbicide Roundup®
(contains glyphosate), and also a CrylA(b) toxin obtained from Bacillus thuringiensis subsp.
kurstaki which brings about tolerance to certain Lepidoptera, include the European corn

borer.

Transgenic crops of insect-resistant plants are also described in BATS (Zentrum fir
Biosicherheit und Nachhaltigkeit, Zentrum BATS, Clarastrasse 13, 4058 Basel, Switzerland)

Report 2003, (http://bats.ch).

The term "crops" is to be understood as including also crop plants which have been so
transformed by the use of recombinant DNA techniques that they are capable of



fromthe order Siphonaptera, for exanple,
Cer at ophyl | us spp., Ctenocephalides spp. and
WXewwa/0334h2 a cheopis; fromthe order Thysanopt BCEHEP1007/001283

exanpl e, Frankliniella spp., Hercinothrips spp.,

Scirtothrips aurantii, Taeﬂé{wt hrips spp., Thrips palm

and Thrips tabaci; and fro he order Thysanura, for

exanpl e, Lepisna saccharina. The active ingredients

according to the invention can be used for
synthesising aitipathggenic sebstemetsahawing@ sedective attiay isng) apdet exaviple, the

{ C
SO- calfeP %?nB&EJSgégcﬂe%@&f 3‘25?9 é?acééj I*:”IH é‘\ﬁﬁg;@%% %gé)gttxgﬁgles of
such antIp@tgogezut substancen ahdrlllansgﬂmmplentarmapalniefobsymheslsmg sach
o] t I It 8y I
antlpafﬁggerqggg?stérg%{gsﬁé kp&Hﬁ fﬁr %x{agfrfﬁf\@ f EQI Aﬁ 62%2%5&2\/@ 35/33818
and ElR+Ae? 353 48t. Tregarthodk otproduang sucmetdarwgealcl peirds agEogetterally known
[ e

to the E)grggré ts?@?doi'ﬂ S}Réd ?Ljea%lhﬁa(#e 88%'&&38{: fo Q)ga‘;fﬁ% ﬁ&ﬁ%ﬁﬁlcéﬁons mentioned
abovewheat , barl ey, rye, oats, rice, maize or sorghum

beet, such as sugar or f odder beet; fruit, for exanple

pomaceous fruit, stone fruit or soft fruit, such as

Antipathpgksris subpgtancss wihichmean pe axpresseddlynaucti sranedenic plastsdnclude, for

o0 S L R3S £ PSR b,

examplesthe viraloKid1 cKquosr KB&iltdxlrmssthlmmssyntrmsbs |shenzplesystrases;

chitina%gél §1ucg!1é ei%ig ves ga%l%? ;2%?%%%%% Sﬁﬁ{)ae prog"gst'ZlE’HPg ‘Re8L-9- EP-A-
0 392 825)gamtipathogenis; substaucé;s prsduceddjy raisrqouggrisms,, foucexamme peptide

antibiog{:s gﬁ#e%\%cw{hc *%ﬁl?loﬁésa(%g e Qg)%gﬁ?é)tor qr '[%L[)‘Ia()%(l' polypnBtlde
factorsgnwcp‘fffdlu iplant pathbgen defenes (swceaged éﬂsjamisjlsezase nesistance genes”, as

descrnt?ﬁlﬂwaoaj/(ﬁfotgﬁg aspar agus, cabbages, carrots,
to- oes, potatoes or bell peppers;

Lauraceae, such as avocado, G nnanoni um or canphor;
Furthe?gl%aélo? Bsé 8tbtﬂ8 %8m88yi{i3ns 5«% Fcﬁr?g ttoﬁ(gg lﬂ%\@ ar%l“{gghﬁqg&on of
ea, pepper, grapevines, antarn
stored |gaodscansd statesoems aod mamwnmtlm offiaw raattenale, suoguraescwmd, sextiles,
0r dj . h . i f f
toor oBREAGE Il ind XS h20yBEfe SRAEE Sthdda it B oA
humaniseti¢rpesticanimale sod psodudtive liveptock agaipst ristg &fl the mentioned type.
xylostella and Spodoptera littoralis in cotton,

veget abl e, mai ze, rice and soya crops. The active
In the mygmr@cﬁestqrsthe @ompslitmgs aggotding forthe invieotioraare dative hgainst

ectopafa%ﬂ@% E@ér{) s ﬁ&bh@géé%éaft% ﬁ( égl)ﬁ]%r{g&/rhﬁéy h%@%rérﬁﬁ@s flies (biting and

licking, pa@s@pﬂbllayvam llagmaerslbce, tﬂmb'm@r@(ft@aef erably in
veget abl es,

Examples of such parasites are:
Of the order Anoplurida: Haematopinus spp., Linognathus spp., Pediculus spp. and Phtirus
spp., Solenopotes spp..

Of the order Mallophagida: Trimenopon spp., Menopon spp., Trinoton spp., Bovicola spp.,
Werneckiella spp., Lepikentron spp., Damalina spp., Trichodectes spp. and Felicola spp..

Of the order Diptera and the suborders Nematocerina and Brachycerina, for example Aedes



vi neyards), Leptinotarsa (preferably in potatos) and
Chilo supressalis (preferably inrice). The term
WO e000/033402 s t 0 be understood as includi ng al soPCT/BpP207/001283

that have been rendered tolerant to herbicides |ike
bromoxyni| or classes of heé\% cides (such as, for
exanple, HPPD inhibitors Sinhibitors, for exanple
prim sul furon, prosul furon and trifl oxysul furon, EPSPS
(5-enol - pyrovyl - shi ki mat e- 3- phosphat e- synt hase)

spp., Andphelesspp., QB&X(syputSammhﬁn spmi Basiasiym sipphiPrbiieibotcm)ump ,

Lutzorﬁgé%?#l béi%olic‘rf] e iﬂg\sﬁdpsgﬁé np?ﬁrﬁoﬁigtra gp?)r optylghugtspﬁa Tabanus

spp., I’dmnatppmtdepad Phdibemalatsppo Bradlal 8p|ml, Mmecr.espp eHygdrotaea spp.,

st JEGTH e Moo 1 B8 el FBET 580 PSSR Em, Cionora oo
Luciliai‘spanmmwﬁyia:spmsvwmiiahr?aﬁap gSemgpieBaggmmﬁ, Oedtrssapb., Hypoderma
ses_ of herbi.cides

spp-. GRPIREhT Bk AR5 Pt e e TR e o

gI uf 03| nat e- r esi st ant rrai ze varieties commercially

| e er the tr anes undupRea r d
ot the i ik e, o arbRP LR GRE- CeNGaPpErs fabs X3gepovia
sppwc%sampbwmdspg"also crop plants whi ch have been so
transfornmed by the use of reconbi nant DNA techni ques
that they are capable of synthesising one or nore
Of themdie?diétmebgeriaaxfon gxdrople Bmes 8eg), Asatama sppQ\Rhodhids spp.,
Panstrd gﬂp froni t oxi n- produci ng bacteria, especially
PR P-t he genus Bacillus. Toxins that can be
expressed by such transgenic plants i ncl ude, for

ex in cL] I Ci or_ exanpl e
o tne ST arigh: o5 pieaMR S HBIAR PoPtdiE ibeBrensci | 1 us
BlattelpggrhiaaiEa anid SMPeRO6FP.093402 PCT/ EP2007/ 001283 -31

i nsecticidal proteins fromBacillus thuringiensis,

such as 6-endotoxins, e.g. CylA(b), CrylA(c), CylF,
Of the GuipdlagsaR)ariaQAphllid) lahd titer gidetsAMetar whd Masb Zb)igmata(:ifgfgﬁample

s s SHHRAMLE cHBSHEH 7RI B g, S5oBhue s

Dermageantoespa, [dad¢roophyisalis sppe,rlﬂaimmma sppr, Riigdagphalus spp., Dermanyssus

b n . h_ as

spp- e Ao el P S IER PR B T B 1 s

t oxi ns produced by animals, such as scorpion toxins,

t [ &S C
Of the %Fcﬁe?%?\gf)iheﬁiga% OStW oagi)éic% rigilag (Rgt!}];gﬁata Suorhexgﬁi%?e )—\carapis
spp., %teybpelmmet@withmhem@na pbianMybhaatspps Pserecgatessppe demodex spp.,
tins, ti cti

rromslsSEL4 1 A0S 561 KB3R5 T9IREB.A SR Cabonens .
Hypodecth$ bpp. oPte,rolsbm 8@p., ijbmas epp-hBhbiicmes sppaOidedtes spp.,

i i i 0 ctivatin .
Sarcopgéf(%%@.hlgot?%ﬁ%%sBp.su R@%@éﬁt&s rs]bH? ngy%%it%‘ b. ggﬁtl_ﬁivﬂwosuoptes
spp.. luffin, saporin or bryodin; steroid net abol ism

enzymes, such as 3-hydroxysteroidoxidase,
ecdyst er oi d- UDP- gl ycosyl -transferase, chol ester ol
The conxicdiiops accoedidy smthe invemitibn it siso bIMELEGEr pederting 2@ainstinsect

infestaﬁgr?i?ﬂ% cgéeogfk r%gt%rialgus%@h ES w%log Ctlé)%ilgs %ias?cs adWesnves glues, paints,

paper and card, leather, floor coverings and buildings.

The compositions according to the invention can be used, for example, against the following
pests: beetles such as Hylotrupes bajulus, Chlorophorus pilosis, Anobium punctatum,



or cal cium channels, juvenile hornone esterase,
diuretic hornone receptors, stilbene synthase,
whrdangigh2 synt hase, chitinases and gl ucanases. PCTEP1967/001283
context of the present invention there are to be
under st ood by S-endot oxi ns, of or exanple Cryl A(b),
CrylA(c), CylF, CylF(a2), ylTACb), CrylllA
Cryl11B(bl) or Cry9c, or vegetative insecticidal
proteins (VIP), for exanple VIPL, VIP2, VIP3 or VIP3A
Xestotdwprref@ylllystan,s?tilinhmctiabmbxDﬁedrobiuunrwtiw Eonadbilss mnlifs, Priobium
: n
carpnn?&%%?&gﬁ?ﬁ L?l%tyg'%m]dggvu% 5 ?a[ngcr?ﬂ{)sf Ekgp‘ﬁﬁjhnean? Lyctus
pubescrsail regoxsylon hestmI@rMmmenng(opﬁe, Xylebores apgd. d,rypi@iendron spec.,

st R ARF o TAIE B Heond B RIOBRL, SHAG0h S, an

Dinoderne mimutus) repdaisaftyreeriopéerahs suoh asﬁitaxajumncus dumocemig gigas,

oo e DO o R 5 AR o

Cryptotarmes ihcess, dteterotesmes adlial, cRembelltermesrflavmshRemulm‘eones
santon%ﬁ?igp%gtlc# t%_rhgse Ig%ﬁl]?qu of\/lagﬂroé(f%J eg Sa Smfe‘eﬂgig,r%%oderin?ﬁpgisanevadensis

and CaptgtetrhégNormrsanussard bi3tiesil6 5881 83 Lepiswarsptasriof. such
toxins or transgenic plants capable of synthesising

The m@egg gn %%%@?%%ES éd%ﬁ%?%ﬁ%%%&jg%cow% s &lgh %E glr:)nulsnO ab:lJ’e concen-

trates, BRspensiob ddtiBeratraded\@ireatyOs2aykble drtilufabtecssstemsf s;rreadhfble pastes,
dilute %@gﬁﬁ?t oﬁﬁ;leof.f)oﬁéjegg &I%{Z%?%?I%E)IO?V l ant g?? e gﬁg%ner gustx granules
or encafssiatiobs oh, pcflymerm(amstaﬂcei;,rwnidzfeccpuﬂnmec ot ileass - one bf headtive

Lej cids thejir. .
mores B Epo ] O RTINS LB A0 G pegrcen i
andthEpre«aﬂ]n@GWcmstancEB A-0 401 979 and WD 90/ 13651. WO -
2007/ 093402 PCT/ EP2007/ 001283 -32 The toxi n contai ned

in the transgenic plants inparts to the plants
In thesegogpanitiens, d\macrtivétirhgreﬂiasﬁslemplcsedﬁn puredotrs, asolidestive ingredi-

ent foricegﬁﬁ@%l i{‘n/ %;%g g&ﬁalglcﬁus?% I es (g%tthe‘?r thesé?‘?eca{s?l l)Xe of the

tWO-'W
auxiliariiem@gwgnt(qmm eset)in armjau@f toemMaltlels, su(:hemedtgndersa)qr example sol-

h
vents of SARPIGRLE, Bt St Rhfab Aofe A RhodRe fradEli "0
or nore toxins are known and sone of them are
eramefATSHEAT o 1 O oo AR o a5 AR e -
drocarans, nbeferanémejmt@nsa@@m@nmfrayky(bemzereesxau¢hea§/xstlm mixtures, al-

kylateoelﬁ.ﬁfhﬂfa?é?'t%s%r gt}’a{rﬁ/&%&ghﬁthg@ﬁé ngl'ghi@ +rdc9ggogl<‘§r)l€“§ g‘lg/&rocarbons

ze vari et I esse’s
such aEZP?HfﬁFB(QI Icyclotmam)a, alsmiml$ sudb(as ethamadl zeropandl et putandlaglycols and

their etﬁén%ra‘?@seesf‘%’g tsgé%%ér g ogg%ﬁ% @gc?l:fﬁ%)g%y%tﬂgla%c)ol étﬁg} Zeﬁwylene glycol or
ethylene glycol monomethyl ether or ethylene glycol monoethyl ether, ketones, such as
cyclohexanone, isophorone or diacetone alcohol, strongly polar solvents, such as N-me-
thylpyrrolid-2-one, dimethyl sulfoxide or N,N-dimethylformamide, water, unepoxidized or
epoxidized vegetable oils, such as unexpodized or epoxidized rapeseed, castor, coconut or

soya oil, and silicone oils.

Solid carriers which are used for example for dusts and dispersible powders are, as a rule,

ground natural minerals such as calcite, talc, kaolin, montmorillonite or attapulgite. To im-



and the enzynme phosphinothricine Nacetyltransf erase
(PAT) to achieve tolerance to the herbicide
w@ba7o%i4pat e anmmoni um); NuCOTN 33B(r) (cotton REF/EPRL097/001283
that expresses a Cryl A(c) toxin); Bollgard I(r)
(cotton variety that expres&;s a Cryl A(c) toxin);
Bollgard II1(r) (cotton vartety that expresses a
Cryl A(c) and a Cryll A(b) toxin); VIPCOT(r) (cotton
variety that expresses a VIP toxin); NewlLeaf(r)
prove {hemtysicaMropertigs titiatalsoxqmseibede agdGighly didpérsaisitipas or highly dis-

o AQr . GA21
perse SRR el pufitie PuE) e Ao EVER PR RaBhes pue porous
types, (sBth ad pomice, bockegrit( Spjolite an hgntanite, Bnad seitabie non-sdrptiveerrier
mate B3 i b L ARG B PR s B 5 morari
or orgadé nSure Gaube used, ieranticéﬂar dadgrnité oatornminutedysiant residues.
C/ FR/ 96/ 05/ 10. Cenetically nodified Zea mays whi ch has

been rendered resistant to attack by the European
Suitableosunfabelaetivd Exhpounda aneliebahdisg anthéSgpamt the active ingredient to be

om BB P B0 STl S o v
good enyisiBARE sispbssirenandwetiAd ptapeatiziai The slitdR4rts erentionddiselow are

erbicide glufosinate , anmonium 2. Bt176 Mi.ze from
only 1o e et B oA T o isher 3ipTacieis Wi s conven-
tionalhybasedean the aftbbfue@ulatiogafd saitabinacuording tdhERNSAMiIODAde dbscribed in
th IGenc?g{ec%I I%/ nodi fi ed Zea mays whi ch has been rendered
e et deI S o att ack by the European corn borer
(Cstrinia nubilalis and Sesam a nonagri oi des) by
ns.geni c

Sutable R B g BARLG s ooeeie alope e lelasks® pafPhatc or oye-
loaliphatihalesteols, alf eaturated bo ubswuratdfatty deidg buéfasiky) phenols which may
o R Bl S B EA0R  HeT ARLIA By ot 1
approﬂim&i_alyi 20 @afbort-atins/f@he{cyclSplipkeatic, hydFocarts, radical or approximately 6
to app%%&ﬁﬁ%l&ﬁggﬁ%wqu%b %%tir%hgegl qﬁét}} 88thte:\%|ﬂ'i gg%olésc. I1\Ishoassuitable are
water-golyivle pslyethytehe axidedidtuetd withydlolyipfofyteierglycoh ieshytiemediamisopo-
voron 3R SPBRY Aol 355 PRIRS' 5 st 10 caron atoms i
the alkyr aaar atd approkimatain20 ta aprsgdmateln25Q ethpleaa glycolsether groups and
rorof 351 A LR o B LES Ny, e
aboveBendtidhed cBmpesatis corBaih di tarapproxgnately & etbylemeiglyes! units per propy-

. || )t oxi
ere o F5H0 % BRI SR BeShd b b Bl
castor 5B polgglyta rethierppoliyiropyen e)glﬁummplge;ﬁyléne bimlgmﬂﬂu@tgembetym)eeno-
xypoIy%ﬁ%&ﬁa@oﬁ%ﬁé&?@fn%rnglysc%%rSoCty%%l\eq{ol)%{)aol);e%%x%te{hgkcl)lpﬂIso suitable

are fatty acid esters of polyoxyethylene sorbitan, such as polyoxyethylene sorbitan trioleate.

The cationic surfactants are, especially, quarternary ammonium salts which generally have
at least one alky! radical of approximately 8 to approximately 22 C atoms as substituents and
as further substituents (unhalogenated or halogenated) lower alkyl or hydroxyalkyl or benzyl
radicals. The salts are preferably in the form of halides, methylsulfates or ethylsulfates.
Examples are stearyltrimethylammonium chloride and benzylbis(2-chloroethyl)ethyl-

ammonium bromide.



6. 1507 Mai ze from Pi oneer Overseas Corporation,
Avenue Tedesco, 7 B-1160 Brussels, Belgium
WO e@7o936e2 i on nunber C/ NOOO/ 10. Cenetical |y noRCT/ER07/001283
mai ze for the expression of the protein Cryl F for
achi eving resistance to cert ain Lepidoptera insects
and of the PAT protein for 3&thi evi ng tolerance to the
her bi ci de gl uf osi nate amonium 7. NK603 x MON 810
Mai ze from Monsanto Europe S. A 270-272 Avenue de
Examples viusuitable aidichicdurfactimsschre, wadtel-gplubie so&gs Gﬁwaib't-gcﬁluble synthetlc

Cl GB/ 02/ MB/ 03. [ fcon n
surtacfFE A COREE g AR ST tabls S0P St gl kalheygart or un-
substitureedi drlﬁdsmalbdﬁammnmﬂﬁﬁ%tsam dattyeid SALInd NS IExiMaldiN1 @ idappro-
e AT OB SR B e Sl i or o
natural fARQELE rhigfufssawisieh thﬂa éﬁt@lngﬁél%ﬁé@m Fgﬁh%@?hut or tall oil; mention

ont ai osa and al so a oXi n
must 35 Bk e pEWENTBRERT et ARG dewares; Lﬁg@ﬁleﬂc RUFagtants are used

more frdtjuehtlyin ﬂ@'ﬁc@@ﬂd&y b@fabdRs fatfyGuigel AduohSidHdRALRidazole
borer. Transgenic crops of

i ncl u ropean corn
o o 2ot Bl o e G pl re pre-
sent a§ gRAl fdM@lliﬁ@éartleO(%UBQﬂmléaldr uAS\sbshi @n‘ir’n&'ﬁ@r‘ntsalts and they ge-
arastrasse 13, 4058 Basel

nefa"vgm\'? %Q'gﬁéﬁlcah@p%ﬂm&@e@'v § i 2pprevimaiely 2 ¢ ateme, alkyl giso to be

undersié‘de@o‘SlncIUéln% %éjﬁlkylﬁﬂ@é@td? @Gylﬁlédlbéw A é*@h"lwgsahﬁ@h ffa9fbe mentioned
have en sQ _transforne useé

ts whic of
are the iR PP HELE SRS SE RoTTasUBens AR, ¢ Eg aretvisuldns aster ongha fatty

alcohoPELHAIRNBARE pREpHr&PROM HAAWAPBRY acidd. W@bf&@'eﬂéd‘lﬁcludes the salts
at ho upst apnces having a selective action,

of the §lﬂftélﬁg ggter %encl gﬂéﬁﬁ aé:ldstq{éattysgc%vpgglene oxide adducts. The
sulfondtp@ bbBRgRIIa2bIe ﬂbﬁbatv@s pRitevadlytontdi &6 orf grotips an&B-fath hcid

es of such n ho Cc substances
racioal ) aPPIOATAIEH P b AP RIS 281 Gl FEBIEs S Y B onates are
the soditvin EeltibMAR MiigthandiahmbARS S48 df@@wbeﬁz@heﬁmml #id, lof aButyl-

392 5 MO 95/33818 _and E
nephtrgErRERionG e Cﬁf i@ P ?MSP%\%@eﬂﬁféorm%f??ydapendensate Also
pos&b@ea‘nérfahhefrﬁdﬂ@vsilutamlé phbspHedss eucts s salebfithe pResphbtic 88Wr of a p-

rony BTt i e SR B R BRSPER e ances whi ch can

be expressed by such transgenic plants include, for
such

X | e, ion channel I I ers for . )
As & 8 e 0 SRR D1 oo 5P o ey e S foeoyactip ingrecient
and 1 tSRD, 9°/KF%!lspeC|aI|§F’5td 9X0%S of af lehdi@ne s@ymbﬂmﬁmadjb}/élaﬂ nEZhéing

nases; the so-ca

possioBY TR0 € Bt BRSO S pd DSBS B
surfactant3@2 iré&ch casetmmﬁmﬁerﬁ @w&m@mn VeReread dosRmtraled
comporsrhons teng ?on Be preferré)J for com rTPnercngled?oods the end consumer as a rule uses
dilute compositions which have substantially lower concentrations of active ingredient.

Preferred compositions are composed in particular as follows (% = percent by weight):

Emuisifiable concentrates:

active ingredient: 1 to 95%, preferably 5 to 20%
surfactant: 1 to 30%, preferably 10 to 20 %
solvent: 5 to 98%, preferably 70 to 85%



antibiotics or heterocyclic antibiotics (see e.g. WO
95/ 33818) or protein or polypeptide factors involved
WO pooplogdat2 pat hogen defence (so-called "plant dPCGEHEB®07/001283

resi stance genes", as described in WO 03/000906).

Further areas of use of the_conpositions according to

the invention are the proté%%ion of stored goods and

storeroons and the protection of raw materials, such

as wood, textiles, floor coverings or buildings, and
Dusts:al so in the hygi ene sector, especially the protection

. of umans, donestic,gni s _and ductive |ivestock
aCt'VeéP@gfcR%rf‘ pests of theo'ﬁgﬂﬁp%%gbeq?vggbyf%{ he hygi ene
solid camiet:or, the conposi 99.0ns 96%; preféraplyta9.d fve9gopvent i on

are active against ectoparasites such as hard ticks,
saft ticks, mange mtes, harvest mtes, flies (biting
Suspefian concauirales: o asitic fly larvae, lice, hair lice,
active g‘gmhri]édtcedand fl elas. 5 ?mj @efedbbip 0o pev.asi tes are:
t he order Anoplurida; Haenpt opi nus -
water:| i nognat hus spp.l,O Péﬂfoc%ﬂ%jspr? ?ﬁ\éﬁgt@a&{%r us spp.,
surfac@@t:enopot es spp. . OF 1 w0/ sreferdly bapbagi da:
Tri menopon spp., Menopon spp., Trinoton spp., Bovicola
., . Werneckiella spp., Lepikentron spp., Damalina
Weﬂa@%g?‘,"’de.ﬁfsfchodect es spBI.O and IF:)eI i col a spgl.o. O the

active pigetlier® ptera and thie t6 9w, gRitsrablgnedompes i na and
Brachycerina, for exa Ae 2007/093402 .

| e des WO
surfactgpt) Ep2007/ 001283 Q-§gg Py Per‘Héﬁbfél 0515¢p. , cul ex
solid camigr:, Si mul i um spp. 5 tdeFkpretdiabig B to 98% ebot onus
spp., Lutzonyia spp., Culicoides spp., Chrysops spp.,

G | bomtra spp., Atylotus spp., Tabanus spp.,
———Eg?érraran“ topota spp., Philiponyia spp., Braula spp., Misca
active B@fediertdy dr ot aea spp.0.5 tSBOTDEILteralp 3,to Haed L Obi a spp. ,

cout el 2 5P F g 3Pl CopsSle, Wy S | oPor

spp., Sarcophaga spp., QCestrus spp., Hypoderma spp.,
st er ophi | us spp., H ppobosca spp., Lipoptena spp.
Prepargﬁ)ay Eﬁ?’g@ﬁﬁgus spp.. OF the order Siphonapterida, for
exanpl e Pul ex spp., Ctenocephalides spp., Xenopsylla
. . th Qpt eri da}
o —eXatore—Crex vi v rmn T at oo _,r ot 4&"'
carboniastina) fidisindslesp parbokilic tabiel isopilepylddhiaet ari da, for
exanple Blatta orientalis, Periplaneta americana,
Bl att el ager mani ca and Supella spp.. O the subcl ass
a) Prepatatianaof (6Aarainodid)-inalold-1-barboxylie rasid\veétay| esrat
Meso-stigmata, for exanple

O &-3-

NH,

$ CO,CH,
NH

This compound is prepared as described in J. Org. Chem., 1996, 61, 1155; LC/MS: 191/192
(M+H)*.

b) Preparation of 6-amino-1H-indole-7-carboxylic acid



Argas spp., Onithodorus spp., O obius spp., |xodes
spp., Anblyomma spp., Boophilus spp., Dernmacentor
wWQp@7/09Heenophysal i s spp., Hyal omma spp., Rhi pPCEpP20TG01283
spp., Dermanyssus spp., Raillietia spp., Pneunonyssus
spp., Sternostoma spp. and_y. d@rroa spp.. O the orders
Actinedi da (Prostigmata) and Acari di da (Astigmata),
for exanple Acarapis spp., Cheyletiella spp.,
O ni thocheyl etia spp., Myobia spp., Psorergatesspp.,
Denodex spp., Tronbicul apNH; Li st rophorus spp. ,
Acarus spp., Tyrophagus $ , Cal ogl yphus spp.,
Hypodectes spp., Pterol ¥chds "§ppH, Psoroptes spp.,
Chorioptes spp., OtodechNessspp., Sarcoptes spp.,
Not oedres spp., Knem docoptes spp., Cytodites spp. and
Lam nosi optes spp.. The conpositions according to the

To a sbRYEMbi 8512 %ﬁgﬁgcﬁi§ﬁmﬁwﬂ Sf BPARINbOMH- %Bleeﬁbbﬂngﬁ@%bmhethyl ester in
insect infestation in the case of materials such as

4 ml gfstarane @Rl 11k Of preanpl is added ds13/@d, (0 mew)) ohan gageous solution

of Nadﬂ@@ﬁr TR& %n&@ﬁsﬂs stifad b@drthé hi@At attG*Er AMEW &idftion of 0.22 mL (0.45
i1 dings. The conpositions according to the invention

mmo')@&ﬁn@sua%l@osoiwttﬂn QA i aN i GRA Snd A MPEN G FTERd again 6 h at

60°C é?ﬂ&h@n chR&d {cﬁémﬁlﬁﬁﬂeﬁ@e@fbr‘ét Aﬂé’reé/a?b%}dﬂbH %f all the solvents, a crude
or ophorus pilosis, Anobium Eunct atu

yellowgboqql@%lg@ptqu@q EPQW/W@E%B@ the 96"")@@2 oHrNMB (MeOD,, 400 MHz):
7.51 (mumvvldso(auvm) SEE) cdmvﬁr : @@rfﬂ)qa priendr obi um
pertinex, Ernobius nolli's, Priobium carpini, Lyctus
brunneus, Lyctus africanus, Lyctus planicollis, Lyctus

c) Preﬁérﬁ&ﬂf fS7-[2-{EC8HISro- d@/HBiﬁSZCﬁP§atrnfoo?&ﬁéﬁﬁk/|02H-%§r%6ILﬁyl] 1H-8-oxa-1,6-
M nt hesrugi col | i s, "Xyl eborus spec., Tr ypt odendr on

d'aza'%@e"ta[ﬂﬂ%\‘%@ #edWs, Bostrychus capuci ns,
Het er obost rychus brunneus Si_gpxyl on spec. and
Di noderus m nutus, and a |so\ hynmenopt erans such as
Sirex juvencus, Urocerus gigag.-N Urocerus gigas
tai gnus and Urocerus augur, ahd Crites such as
Kal oternes flavicolli totfernes brevis,
Het er ot er nes i ndi col etiguliternmes flavipes,
Reticuliternes sanf{ongnsifs, Reticuliternmes |ucifugus,
Mast ot er mes darw ni Hs, OZoot er nopsi s nevadensis and
Copt ot ernes fornosanus, and bristletails such as
Lepi sma saccharina. The invention therefore al so

Toa sﬂﬂdeatsleﬁ of @9 e (0.49 dmiol)aﬂminbiwnsxdsle(:hcaboxylic acid in 7 mL of

acetonffifoBrayBd n B PRI Pl e o Ao S ucrimetiv-2n
pyrazolmst:eﬁb,oxyltél dcid @llewad 5y 0n8,mis (3.0 hengpe¥dsFidine. The mixture is
stlrredg E\ﬁ bﬁqg\pﬁgt\ggé&?ripg\gﬁ WWELGI'S QE%dg&{e%yégér?stls%?%hglgg tg 8°C and

0.12 mtqmMB7i Aot o&t‘ndtmbulfor@rmmfdegh \?\Ihdaéd HM@WlsJen!Bh@ml)&ﬂﬁeSs stirred at
n

o~ s accqrding to tgt i nvention
0°C o Aol Seta o pe o HOBRBE TRPRLCTe, RS 18P BRUoRP! frgolen
the residueds! FFRl@RREWIth a minimum of cold water. The precipitate which is formed is
filtrated and washed with cold water. The residue is then purified by column chromatography

on silica gel with hexanes and ethyl acetate as eluents and 47.1 mg (0.11 mmol, 25%) of a
yellowish solid are obtained; LC/MS: 432/434 (M+H)".

d) Preparation of 6-{[2-(3-chloro-pyridin-2-yl)-5-trifluoromethyl-2H-pyrazole-3-carbonyl]-
amino}-1H-indole-7-carboxylic acid isopropylamide



In these conpositions, the active ingredient is
enpl oyed in pure form a solid active ingredi- ent for
wex@moprot n a specific particle size, or, prefRCEHBP30)7/001283
together with - at |east - one of the auxiliaries
conventionally used in the 2 of formulation, such as
extenders, for exanple sol-* Vents or solid carriers,
or such as surface-active conmpounds (surfactants).
Exanpl es of suitable solvents are: unhydrogenated or
partially hydrogenated aromati c hy- drocarbons,
preferably the fractions C8 Eﬁ Cl2 of al kyl benzenes,
such as xyl ene m xtures, yl at ed napht hal enes or

t et r ahydr onapht hal ene, at \C or cycloaliphatic
hydr ocar bons, such as pamaf & cycl ohexane,

al cohol s such as et hanol 0§F4$é§%- dr butanol, glycols
and their ethers and ester such as propylene gl ycol ,
di propyl ene gl ycol et erne gl ycol or ethylene
gl ycol nononet hyl eth eﬂhykgne gl ycol nonoet hyl
ether, ketones, such{as]” cylcl ohexanone, isophorone or
di acet one al cohol, st | ¢ pdtr sol vents, such as

N-nme- thyl pyrrolid-2-one, dinethyl sul f oxi de or
N, N-di met hyl f or mani de, water, unepoxidized or

To a sERENM Sﬂ 7ROMY 2d. esahhen 8f {ho,crSACH - sHGHRASFRLLy 5.
ep oxi di zed raPesee castor, coconut or Soya 0I|

and
trifluorginefhyafd-Parazel 3 3 4B Oxe i efiacaylapentajalgaltnalgp-d-one in 2.5 mL

of anh%@ﬂ@ie@raﬁ%roﬂ}ﬂéﬁ %n@@ﬂlAFQoﬁPi@faiiUBb ©. d?CMQQ@ 77 dhiflel) 86 A
roun natural m nerals such as calcite, talc,

'SOPFOF&MP{% %?ﬁ)fﬂaﬁﬁ?q I51S9FTPE SUBRY BPHIRAt Gmtientfymparaiee and then

quencREPWHIOIS é@@eo?ﬁ-rdaﬁﬁamﬂoﬂﬁlbﬁ @Bammnibhidh OMBrilid ETHIPFSHGR is
erties, is al so p033|ble to add Si?ghly I sperse

ex"ac'gplt‘f"'(?ﬁé"’"@retw gretetefnd thsGrERINGI 59 PRasss afferied on Na2SO.,

filtrate®ehd & Iyt il ewabataeecﬂdmr p&mfkseu@raw fléﬁrﬁcﬁr&ha@'g%ﬁﬂy%ﬁ silica:
I ous

r
gel wi BB st BeeiaH Feclugn BET bRt 0yt cheomatography,
18.5 Mg 0104ahimolYA6%Y) ioh b wite&ofidb@ diRaifed; LBIMS: BN3/BAZI(MI-RA)", A.p.:
%f.ge nunber of granul at ed materials of i norganic or
240-2 éanlc nature can be used, in particular dolomte or
comm nut ed pl ant reS|dues Sui tabl e surface-active
eo oounds aref‘f
carbongl}ahridio} aiH-pidbie- 'BUﬁifbaR\Fh@IHc&J (ﬂ/blo@ttfpﬁ/&@fil@@t mi xt ur es
whi ch have good enul sifying, dispersing and wetting
properties. The surfactants nentioned below are only
to be considered as exa es¢l a | arge nunber of
further surfactants mhiﬁzzgie conven- tionally used in
the art of fornulation NHRabl e according to the
i nvention are described ig Qherekgevant literature.
Sui t abl e non-ionic surfact¥nts are, especially,
pol ygl ycol ether derivgtiyma of aliphatic or cyc-
| oal i phati c al cohol s, od or unsaturated
fatty acids or of alk ich may

NH O

See step d of example 1 with 7-[2-(3-chloro-pyridin-2-yl)-5-trifluoromethyl-2H-pyrazol-3-yl]-
1H-8-oxa-1,6-diaza-cyclopenta[ajnaphthalen-9-one as starting material and

cyclopropanemethylamine. After 3 hours of reaction, work-up and column chromatdgraphy
purification, a white powder is obtained (75%); LC/MS: 525/527 (M+Na)*, m.p.: 239-241°C.



contain approximately 3 to approxi mately 30 glyco
et her groups and approximately 8 to approxi mately 20

W@ 2000093462 ons in the (cyclo)aliphatic hydrocarPGHEP2007/001283
radical or approximately 6 to approximtely 18 carbon
atons in the al kyl noiety I t he al kyl phenols. Also
suitable are water- soluble:%olyethylene oxi de adducts
wi t h pol ypropyl ene gl ycol, ethylenedi am nopo-
| ypr opyl ene gl ycol or aIkyI pol ypropyl ene glyco
having 1 to apprOX|nater 10 carbon atoms in the

'l ‘,
arbogﬂmmm g_@zdl@()’-m mueaeld@gggmylamher ar oups

Normal |y, the abovenentioned conpounds contain 1 to

approximately 5 ethylene glycol units per propy- |ene
a) Prepdrgtiant ofun)6dihyErcapyrtais{2\8Agrhiapsly- 7t divaat | oned are

nonyl phenoxypol yet hoxyet hanol, castor oil polyglyco

et her, pol ypropyl ene egcoI/ponetherne oxi de

et hoxyet hanol ,
ngxypolyethoxyethanol.

adducts tributyl pheno-
polyethylene gl ycol or
Also suitable are fatt esters of
pol yoxyet hyl ene sorbit §n, as pol yoxyet hyl ene
sorbitan trioleate. TH&MAti onic surfactants are,
especi ally, quarternary anmmoni um salts which generally
have at | east -one al kyl radical of approximtely 8 to
This cappowxi istpteplayed®2s d@satibet inaBetsLdrt | 1980e 21, S3029¢ILCASS: 188/189
(M+F”further substituents (unhal ogenated or hal ogenat ed)
I'ower al kyl or hydroxyal kyl or benzyl radicals. The
salts are preferably in the form of hali des,

net hyl fates or et Exanpl es are
o) Pre i i B P R TR PEORT e/ anc
benzylbis(2-ch|oroethy|)ethy| amoni um brom de. WO
2007/ 093402 PCT/ EP2007/ 001283, - 38 Exanpl es of
"sui tabl e anionic surfact@nty 5 e wat er - sol ubl e soaps
or water-sol ubl e synt he ce-active conpounds.
Exanpl es of suitable s&aps are f e al kali, alkaline
earth or (un- substitut®dNBr substituted) amoni um
salts of fatty acids having approximately 10 to appro-
ximately 22 C atons, such as the sodi umor potassium
This caapdumndas peiparer ax descebed 0 LAOrg, ChenoR0001385,4 893 bsing ¥,6-

anyarEfoe ST B oRhE B R eforal L TUR ReL M
fatty acid nmethyl taurates. However, synthetic

o prole eSS SRS R BrBRae Skt v

oxa-1 men-m@ampbma[ajmphmeme&ner al kyl aryl sul fonates. As
arule, the fatty sulfonates and fatty sulfates are

X

pre- sent as alkali, alkaline earth or (substituted or
unsubstituted) anmoni um Cland t hey ge- neral |y
have an al kyl radi cal oflap roximately 8 to
approximately 22 C atons +Nalso to be understood
as including the al kyl ety\\ radi cal s;
exanpl es whi ch may ;ﬂf;iﬁfﬁf ne

}\I«NH o)

See step c example 1 with 6-amino-1H-indazole-7-carboxylic acid as starting material. After
overnight reaction, work-up and column chromatography purification on silica gel with



are the sodiumor calciumsalts of |ignosulfonic acid,
of the dodecyl sulfuric ester or of a fatty al cohol
WG 0074930 xt ure prepared fromnatural fatty aRCTEP2007/001283

This group also includes the salts of the sulfuric

esters and sul fonic acids of,fatty al cohol/ethyl ene

oxi de adducts. The sul fonat'ed benzi ni dazol e

derivatives preferably contain 2 sul fonyl groups and a

fatty acid radical of approxinmately 8 to
hexang@pm@gthyﬁa@tqﬁe 28 elDeatso awyellmdsirpolissis gbtained (63%); LC/MS: 433/435
(M+H )al kyl aryl sul fonates are the sodium cal cium or

tri et hanol anmoni um salts of decyl benzenesul foni ¢ acid,

of di butyl- napht hal enesulfoni c acid or of a

o Pl 183 8 5y L PTG SAGERS S

amanhiHsmazeleoW-carbexxhhcasphsrrprcpmmele of a p-
nonyl phenol / (4- 14) et hyl ene oxi de adduct, or
phosphol i pids. As a rule, the conpositions conprise
0.1 to 99% especially Q 6! 95% of active
ingredient and 1 to 99especi ally 5to 99.9% of
at |least one solid or I|I dnal}j uvant, it being
possible as a rule for Od%o}\especi ally 0.1to
20% of the conposition toybe "surfactants(% i n each

case neani ng percent u Nght ). Whereas concentrat ed
) [

conpositions tend to reflerred for- conmerci al
goods, the end consunae e Esuses dilute
conposi tions which hstust ially | owner
concentrations of active ingredi *ent. Preferred

conpositions are conposed |n particular as follows (%

soo SN P B o A L PSSR LSS i
carbor@%i—@&bwﬂ 2 &trt&ia&@%p@ft@[h aphthaleh0o-bae 30 startiripmutial. After

8% prefer 85% WD 2007/ 093402 .
v e et G5 88 Wi hotgngs and
ethyl atetate08$ elperas et slighyly Deidie tsolidlisYbtaindd (7206 LCAIS: 492/ 4t(M+H)*,

.2380/20 éeferably 99.9 to 99% Suspension concentrates:
m.p-: 20399091 ngredient: 5 to 75% preferably 10 to 50%
water: 94 to 24% preferably 88 to 30% surfact ant: 1
2 )

acti ve
pyrazole-3-

carbonvyl]- amlno} 1H- mdazole 7-carboxylic acid cyclopropvlmethvl amide:

Cl

-~N
N N\

See example 2 with 7-[2-(3-chloro-pyridin-2-yl)-5-trifluoromethyl-2H-pyrazole-3-carbonyl}-1H-
8-oxa-1,2,6-triaza-cyclopenta[a]naphthalen-9-one as starting material. After overnight

reaction and column chromatography purification on silica gel with hexanes and ethyl



surfactant: 0.5 to 20% preferably 1 to 15% solid
carrier: 5 to 99% preferably 15 to 98% G anul ates:
WQeaees4dhgredient: 0.5 to 30% preferably 3 tRCIEP2007/001283
solid carrier: 99.5 to 70% preferably 97 to 85%
Preparatory Exanpl es: Jll 1: Preparation of
6-{[ 2- (3-chl oro- pyrldln 2- y‘? 5-trifluoronethyl-2H pyr
azol e-3- carbonyll-am no)-1 Hindol e-7-carboxylic acid
i sopropyl am de: a) Prepar ati on of 6-am no-1
acetateias gliisints, 2-stighthobejge solisids dbtained(7 7% tLEYMSNBRA/STERGHS)", m.p.:
240-2 Thls conpound is prepared as described in J. Og.
1996, 61, 1155; LC/ Ms: 191/192 (M+H)+. b)
Pr epar ation of 6-am no-1 Hindol e-7-carboxylic acid WD

Examég g%%@gfé% n

carbori}iamtind et H-irckazblexArtarboxdic dcindtidyglo bt-ylamidg nl of
di oxane and 1 nL of nethanol, is added 0.45 nL (0.9
mol ) of an aqueous solution of NaOH 2N. The m xture
is stirred over the night~aC60C. A new addition of
0.22 nL (0.45 muol) of @queous sol ution of NaOH 2N
is made and the mixture W shi-Nred again 6 h at 60C

and then cooled to anbie§_t aFure. After
evaporation of all the solyentS, a crude yellow sh

resi due i s obtained an, ael directly in the next
step; 'H NWR (MeOD4, I\/Hzg 50 (m 1 H), 7.05
(d, 1 H, 655(d1 1 H ppm c)

Preparati on of
7-[2-(3-chl oro- pyrldln 2 yI) 5-trifluoronethyl-2H pyra
zol -3-yl]-1 H 8-oxa-1, 6-

See stgg) gzlr‘rlJl e)c(: r’ﬁ;l)lg en ha';-?zl-@grt\](t)rl?)apy%&n I?-%—t%luol\rlonl\l-el\rl\yl-ZH‘-pyrazole-3-

carbonyl]-1H-8-oxa-1,2,6-triaza-cyclopentafa]naphthalen-9-one as starting material. The

reaction is performed with 1.5 equivalents of bicyclopropyl-1-ylamine hydrochloride and
triethylamine. After overnight reaction at ambient temperature, 0.3 equivalents of the amine
and the base are added and the reaction is stirred overnight at 50°C. After column
chrdmatography purification on silica gel with hexanes and ethyl acetate as eluents, a
yellowish solid is obtained (70%); LC/MS: 530/532 (M+H)", m.p.: 224-227°C.

Example 6: Preparation of 6-{[2-(3-chloro-pyridin-2-yi)-5-trifiuoromethyl-2H-pyrazole-3-

carbonyl}-amino}-1H-indazole-7-carboxylic acid methylamide:

N Cl
L.
N N’\
0 ~ CF,
NH
N
{ “CH,
N—-NH O

This compound is prepared as described in step d in example 1 with 7-[2-(3-chloro-pyridin-2-
yl)-5-trifluoromethyl-2H-pyrazole-3-carbonyl]-1H-8-oxa-1,2,6-triaza-cyclopentaja}naphthalen-



S NNm CF3 0 To a suspension of 79 ng (0.45 mol ) of
6-am no-1 Hindol e-7-carboxylic acid in 7 nL of
waewro9d4zil e, is added 130 ng (0.45 mmol ) of PCT/EP2007/001283
2-(3-chloro-pyridin-2-yl)-5-triluoronethyl -2H
pyrazol e- 3- car boxylic acid_E |l owed by 0.16 nL (2.06
mol ) of pyridine. The mxture is stirred at anbi ent
tenperature during 30 m nutes. Then the suspension is
cooled to OC and 0.12 niL (1.57 mmol) of
9-one @ststatig matesial/andt A lequivalenisof autlydardine (¥ %dn Waker). After overnight
i xd . . . iy ! . 5
cacid| Kot Bbb i A p A AP oy
chromatsigvantty purifitasionedihchexangs amd ethylecethtevas leluznts. A siightholbeige solid
: Ll - o) i LSoLormed is
'S obteﬁri‘?%c}d@g‘é’?%dL(gN \%/gg@eg (\;M\f@-ﬁ’t’ @B%H\%}Pg?.é'me residue is
then purified by colum chronmat ography on silica gel

Examt7h ne R o1 £ éﬂlor%c yig g}%—s-

U. DT, 70 U O Ve O OO Cr,
carbonv@ldviino 4 B2-intiadoleM-earboxyir aPiddp Arditnietyl-2fmethyisulfanyl-ethyl)-amide:
6-{[2-(3-chloro-pyridin-2-yl)-5-trifluoronethyl-2H pyr
azol e-3-carbonyl ]- am no}-1 Hindol e-7-carboxylic acid
i sopropyl anm de WO 2007/&% PCT/ EP2007/ 001283 -41
| /

(G N NNO-~CF3 NH N\ NH O CH3 To a solution

of 110 ng (0.25 mml) ofnT ude
7-[2-(3-chl oro- pyri di n- 25 yl J< 5>—CF,
trifluoronethyl-2H pyrazoly-3-yl]-1H 8-oxa-1, 6-di aza-cy

cl opent a[ a] napht hal en-Qs in 2.5 nL of anhydrous
t et rahydr of uran, und goR, is a?ged 0.07 nmL (0.77
mmol ) of i sopropyl ~Fh stion is stirred
during 5 hours at aRpizgnt ) éthture and then
guenched w th an aqueous saturated sol ution of
amoni um chl ori de. The product is extracted tw ce

o a nffebh 200 aS GBS el o1 4B o PR B B gRormemn§t S
pyrazoteraartehgigh HAT"’“?’ ﬁw-trhta@yélom%rbg{tafriaasﬂmatb:’nr@m@é DoF Aot

. W ane e ce S
e e e A TR M———
ethylarbBieSTheympQure4s stirdd oviEBAighiodt ambidrittemperatude ahen 3 days at 50°C.
Then é%br]i'la'(&ﬁg ’mrkc% gﬁhe Sa%n?hllg %Sao(dlc\a/lg @%Aiﬁ’an@tﬁé :mixtL21r4e0|_s %ﬁrzr&j overnight at

65°C. After column chromatography purification on silica gel with hexanes and ethyl acetate,

a slightly beige solid (169 mg, 0.31 mmol, 66%) are obtained after evaporation; LC/MS:
552/554 (M+H)*, m.p.: 100-105°C.

Example 8: Preparation of 6-{[2-(3-chloro-pyridin-2-yl)-5-trifluoromethyl-2H-pyrazole-3-

carbonyl]-amino}-1H-indazole-7-carboxylic acid (2-methanesulfinyl-1,1-dimethyi-ethyl)-amide




Exanpl e 2: Preparation of
6-{[2-(3-chloro-pyridin-2-yl)-5-trifluoronethyl-2H pyr
W@2@7©9862 car bonyl | - am no) -1 Hi ndol e- 7- car boxRCT/EP207/001283
cyclopropylamde: CICl N NN OCF3 3 NH N~ NH O See
step d of exanple 1 with 6-
7-12-(3-chl oro-pyridi n-2-y|3-5-tri fl uoronet hyl - 2H pyra
zol -3-yl]- 1
H 8- oxa- 1, 6- di aza- cycl opent a[ a] napht hal en- 9- one as
starting material and cycl opropanerret hyl am ne. After
f
To & IR0 mb 6525 ol 308 208 oo AR S LR B e
pyrazoaﬂsfoaﬂomyllﬁamar)ol} 1Hﬂn|dazol@39c;azbtxxy® aMﬁ)(EO@Tm%SH@ﬂwethylsulfanyl-

R T

dropwiag 64 an@(0.26 mnaal)ydf] ma:tﬂomz)erﬂeriiloma:mmlsmh?edzlalﬂo@nw ofenethylene

chlorid%f:jgﬁie i’rﬁ)&g{egg éyr?t%ﬂogr?cf If?léy %ﬁg%%hbéen}?eén%%rgwée w'_p|n|\1| rBur The
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568/570eMH)al ; LC/ MS: 178/ 179 ( M+H) +. c) Preparati on of
7-[2-(3-chloro-pyridin-2-yl)-5-trifluoronethyl-2H pyra
zol e-3-carbonyl]-1 H 8-

Example 9: Preparation of 6-{[2-(3-chloro-pyridin-2-yl)-5-trifluoromethyl-2H-pyrazole-3-

carbonyl]-amino}-1H-indazole-7-carboxylic acid (2-methanesulfonyi-1,1-dimethyl-ethyl)-

amide:

NH ﬂ
H CH
N <8

ﬁw Teno

See example 8 for the preparation of this compound using 6-{[2-(3-chloro-pyridin-2-yl)-5-
trifluoromethyl-2H-pyrazole-3-carbonyl]-amino}-1H-indazole-7-carboxylic acid (1,1-dimethyl-
2-methylsulfanyl-ethyl)-amide, prepared as in example 7, as starting material and 2
equivalents of m-chloroperbenzoic acid. After 30 minutes of stirring at ambient temperature
under nitrogen, the reaction is quenched as described previously. After flash
chromatography on silica gel with hexanes and ethyl acetate as eluents, a yellowish solid is
obtained (67%); LC/MS: 584/586 (M+H)".

Example 10: Preparation of 5-chloro-6-{[2-(3-chloro-pyridin-2-yl)-5-trifluoromethyl-2H-

pyrazole-3-carbonyl]-amino}-1H-indazole-7-carboxvlic acid isopropylamide:




oxa-1, 2, 6-tri aza-cycl opent a[ a] napht hal en-9-one N N-N N
CF3 O NNH O See step c exanple 1 with 6-am no-1
woRiongesaol e- 7- car boxylic acid as starting nat ePCEHEP2007/001283

After overnight reaction, work-up and col umm
chr omat ogr aphy purification,pon silica gel with WD
2007/ 093402 PCT/ EP2007/ 001283 -43 hexanes and et hyl
acetate as eluents, a yellow sh solid is obtained
(63%; LC/ M. 433/435 (MtH)+. d) Preparation of

a) Prepargfion ¢f¥-aming- tHrydeizdier’-carpbyylis acidirmethprastest hyl - 2H- pyr
azol e- 3-carbonyl ]- am no}-1 Hindazol e-7-carboxylic
acid isopropylamde € CXNNNO,CF3 NH\ /CH3 NT
NSHO3 See step d exanpl e W, h
7-[2-(3-chloro-pyridin-J -5-trifluoronethyl-2H pyra
zol e-3- carbonyl]-1 CO,CH,
H 8- oxa- 1, 2, 6-tri aza- cyglNppent a[ a] napht hal en- 9-one as
starting material. After overnight reaction and
col utm chr omat ogr aphy purification on silica gel with

s R30S Bl 8 B EBRR LR A T B bl 20,2

using %ﬁdmydroa%iﬁroﬂzﬂ)s,&g]iﬁdamgé-eﬂgdioﬁb,,ennepsam? li‘mstBb a eXﬁmlpIez& as, starting

matengl'zééél_lé;j9%&9%3&%%{.% 20} - )1/I ?—I—i nglglzol :?;?(r:rg: ngyl i prr
acid cycl opropyl nethyl -am de: CXNN O CF3 NH N

b) Preparation of 6-amino-5-chloro-1H-indazole-7-carboxylic acid methyl ester

NH

CO,CH,

To a mixture of 1.66 g (8.71 mmol) of 6-amino-1H-indazole-7-carboxylic acid methyl ester in
17 mL of N,N-dimethylformamide, is added 1.21 g (8.71 mmol) of N-chlorosuccinimide. The
mixture is stirred during 4 hours at 50°C and then the solvent is evaporated. The residue is
precipitated in ethyl acetate and after filtration and waéhings with ethyl acetate, 927 mg of a
pure white solid are obtained. The filtrate is evaporated and submitted to a flash
chromatography which gives an additional 723 mg of the compound. In totality, 1.65 g (84%)
of a product are obtained as a white solid; LC/MS: 226/228 (M+H)".

c¢) Preparation of 6-amino-5-chloro-1H-indazole-7-carboxylic acid

See step b example 1 for the preparation of this compound using 6-amino-5-chloro-1H-
indazole-7-carboxylic acid methyl ester as starting material. The reaction is stirred 6 hours at



N-NH O See exanple 2 with
7-12-(3-chloro-pyridin-2-yl)-5-trifluoronethyl-2H pyra
waQelogo4enr bonyl -1 H PCT/EP2007/001283

8-oxa-1, 2,6-triaza-cycl opent a[ a] napht hal en-9-one as
starting material. After ovgynight reaction and
col umm chromat ography purification on silica gel with
hexanes and et hyl WD 2007/ 093402 PCT/ EP2007/ 001283
-44 acetate as eluents, a slightly beige solid is

50°C. dhemattercevapggation, tae mldl@os,,d%@vgcmnfq; minimupm of water and the pH of

I
tne miglly 5 Sepse GE R 2h aFUEHRIPIAERCPHE) 1 Thp vl ersgpile whin
is formegd$ Hitratedcandbwashied-vethi anaijninoumr-df materoAavitecatith isxglitaioed (96%);

[ ] ropyl-1-ylamde (G N NNOCF3 NHN
LC/M%%ngh%%%hg?ep din exanple 1 with

7-[2-(3-chloro-pyridin-2-yl)- 5-trif|uororrethy|-2|—|—pyra

d) Prelﬁ_é)rhﬁor‘i?’of %@@B@Uﬂ[é SS;%hI%rfl) qul’ldléln% )c(xlf -5 tﬂféup 2|3 pgrazole -3-
carborgt]diH-8-oga+he, éftmazla-cympentamhmalersg-peef or msd wth 1.5

equi val ents of bicyclopropyl-1 -yl am ne hydrochl ori de
and triethylam ne. After overnight reaction at

anbi ent tenperature, 0.3 i-¢al ents of the anine and
t he base are added and t%ction is stirred

overni ght at 50C. Afteg C ’Nchromatography
purification on silicalgel W ~h &Bnes and et hyl
acetate as eluents, el ™pw sh solid is obtained
(70%; LC/Ms: 530/5 @, mp.: 224-227C. Exanpl e
6: Preparation of

6-{[2-(3-chl oro- pvrl"{ii"\{li| 29%1)-5-trifl uoronethvl - 2H pvr
azol e-3- carbonvl|-am no}-1 Hindazol e-7-carboxylic

acid nethylamde: CIC NNOCF3 AANHH / N CH\
See stgp ¢ example 1 with 6-amino-5-chloro-1H-indazole-7-carboxylic acid as starting

material. After overnight reaction at ambient temperature, work-up and a column
chromatography purification on silica gel with hexanes and ethyl acetate as eluents affords
the product (39%) as a yellowish solid; LC/MS: 467/469 (M+H)".

e) Preparation of 5-chloro-6-{[2-(3-chloro-pyridin-2-yl)-5-trifluoromethyl-2H-pyrazole-3-
carbonyl]-amino}-1H-indazole-7-carboxylic acid isopropylamide

\
N—-NH O CH,

See step d example 1 with 5-chloro-7-[2-(3-chloro-pyridin-2-yl)-5-trifluoromethyl-2H-pyrazole-
3-carbonyl]-1H-8-oxa-1,2,6-triaza-cyclopenta[a]naphthalen-9-one as starting material. After
overnight reaction and flash column chromatography purification a slightly beige solid is
obtained (44%); LC/MS: 526/528 (M+H)*, m.p.: 245-247°C.



N-NH O This conmpound is prepared as described in step
din exanple 1 with 7-[2-(3-chloro-pyridin-2-

wQ@ 2007893402 f | uor onret hyl - 2H pyr azol e- 3- car bonyl | PAT/EP2007/001283
H 8-oxa- 1,2, 6-triaza-cycl opentala] napht hal en WO
2007/ 093402 PCT/ EP2007/ 0012%?”._ -45 9-one as starting
materi al and 2 equival ents met hyl am ne (40% i n
water). After overnight reaction at ambient
tenperature, the mixture is evaporated and submitted
to colum chr omat ogr aphy purification wth hexanes

6- {[2 (3- chI oro pyrldln 2- yI) 5- trlfluororrethyl 2H-pyr
azol e-3- carbonyll-amno}-1 Hindazol e-7-carboxylic
acid (1, 1-di net hvl - 2- net fanyl - et hyl ) - am de:
(XC  NNNO,CF3 NHH NS-CH3 N-NH O H3C CH3 To a
m xture of 200 ng (0. 46 N
7-[2-(3-chl oro-pyridin- 2(yl) Q- Y1CFL uor onet hyl -

Cl

pyrazole 3- carbonyl] 1

opieint a[ a] napht hal en-9-one in
ydrﬁfur is added 110 ny

4 nL of anhydrous te‘
: hyl sul fanyl -

(0.92 mol ) of 1,1 -4
et hyl am ne. The m xt tirred overnight at
anbi ent tenperature, days at 50C. Then 55 ny
(O 46 mmol ) of the am ne is added again and the

irr C. Afte m
see exfis iAo B HTpdiaR 2y PB gy AN By arele-s-
carbongl}d H%-bx!a 162;@-tr&iza cycl&pérhtla@ﬂﬁdp%t%rg@-oﬁé laks @te(rﬂ:ﬁﬁmﬁﬂanal with 2
o uiva%’gi'sl cl 0/% ﬁ{hel obt ai nc%d) after otra |on g
g ey CleRiPRRemRihylaming,and hSced UplaRls of thet BREfS he geaction

is stirraaf over the night at amblent temperature and after a flash chromﬁtolgraphy, a white

I Y, )-5-trif onmet hyl - 2H pyr
solid s, OP&% ge%&‘?c)é géﬁ(ﬁ éd?ﬁ%@o@ ?H)H-T Rdaz 8};@0‘}; car boxylic

acid (2-nmethanesul finyl-1 1-dinmethvl-ethyl)-am de

Examp%x%: F;\ljerla\grl:}\'ti% 8': S’J’-chIoro-6—{[2-(3-chIoro-pvridin-2-vl)-5-trif|uoromethv|-2H-

pyrazole-3-carbonyl]l-amino}-1H-indazole-7-carboxyvlic acid bicyclopropyi-1-ylamide:

X,
N—N

N %
o

Cl

This compound is prepared as described in step d example 1 with 5-chloro-7-[2-(3-chloro-
pyridin-2-yl)-5-trifluoromethyl-2H-pyrazole-3-carbonyl]-1H-8-oxa-1,2,6-triaza-
cyclopenta[a]naphthalen-9-one as starting material. The reaction is performed with 2
equivalents of bicyclopropyl-1-ylamine hydrochloride and triethylamine. After overnight
stirring at ambient temperature, 0.3 equivalents of amine and base are added and the



NH NSCH N-NH O H3C CH3 p WD 2007/ 093402
PCT/ EP2007/ 001283 -46 To a m xture of 144 ng (0. 26
WO N933hH2 PCT/EP2007/001283

6-{[2-(3-chloro-pyridin-2-yl)-5-trifluoronethyl-2H

pyr azol e- 3- car bonyl ] -am no}:1 H i ndazol e- 7-carboxylic

acid (1, 1 -dinmethyl-2-nethylsul fanyl- ethyl)-am de,

prepared in exanple 7 in 2.88 nL of nethyl ene chloride

at 0OC is added dropw se 64 ng (0.26 muol) of
mixturenscttired@gaimbevernight at SOLC.dAftes altoriedpiand Glash ohroofatography, a white

s SR SRR, 2, 0,

razobs Bok roedyidagent} € Heindazaié-3 -cartmoxylitr add (0 h-dda@BER -methylsulfanyl-

oth I]_frinlérat ed and evaporated. After a flash chromatography
—t1r hexanes and ethyl acetate as eluents, 111 ny
(0.17 mmol, 75% of a white solid are obtained; LC VS
568/ 570 (M+H) +. Exanple 9: epar ati on of
6-{[2-(3-chloro-pvridi gc25yl")-5-trifluoronethvl -2H pvr
azol e-3- carbonyl | -am ng} L Hiji ndazol e-7-car boxylic
aci d (2-met hanesul fonvl -N, 1Ndi hl;_lyl -ethyl)- amde: C
CXNN YN p HNI | ~CGH® NH © H3C 3 p See
exanple 8 for the prepprat!ion of this conpound using
6-{[2-(3-chl oro-pyri - !_I)-S-

trifluoronethyl-2Hp | en3- carbonryl ] -am no}-1
a |d7€§]f-di et hyl -

H i ndazol e- 7- car boxgl i

2-met hyl sul f anyl - et InyINH- agif#€, pfepared as in exanple

7, as starting material and 2 equival ents of

m chl or operbenzoic acid. After 30 mnutes of stirring
This carhpaumidii€ piepafstpsy intaxampleMdith Srdhldroge:(3tdhero-patdin-@yl)-5-

wivork R BT 5eAR RSB NIEE AL PR Vi rinethpghnten
one, p@peaicatie s&p cinlsairdle 80,8l staihg hmasaerlal dnd 2.5 exhivailgneslof 1,1-
dimeth§/l§27-(r)4?e;thyll's%/If¥r§f/l-e§r§ﬁér%Fr;\g. {'M}@a&ion is stirred during 2 days at 65°C and then
1 more equivalent of amine is added. The reaction is stirred for a further 2 days at 65°C.
After work-up and flash chromatography purification, a yellowish solid is obtained (56%);
LC/MS: 586/588 (M+H)*, m.p.: 100-105°C.

Example 14: Preparation of 5-chloro-6-{[2-(3-chloro-pyridin-2-yh)-5-trifluoromethyi-2H-

pyrazole-3-carbonyl]-amino}-1H-indazole-7-carboxylic acid (2-methanesulfinyl-1,1-dimethyl-

ethyl)-amide:

' X Cl
N” NN,
CF
N
a1 © ?
NH
H
N S:CHa
CH, O



Exanpl e 10: Preparation of
5-chloro-6-{[2-(3-chloro-pvridin-2-yl)-5-trifluoroneth
W@ keo2i034py r azol e- 3- car bonvl | -am no}-1 PCT/EP2007/001283

H i ndazol e- 7- car boxyl i ¢ aci d isopropyl anmi de: WO

2007/ 093402 PCT/ EP2007/001283. -47 a) Preparation of

6-am no-1 Hindazol e-7-carboxylic acid nethyl ester

NH2 C2CH3 N-NH This conpound is prepared as

cribed in An Int. BEd. Engl., 1981,

See eRBH GdPh oG eRAGUATE I OMBpUNGS aimadEsrD eahor -5l fsohloro-
pyndW%?F)@tﬁﬂuéer‘éﬂﬁPZH ;ﬁm Q—cgsboﬂﬂ] §ﬁﬁ{d}11'ﬂgmd§ﬁﬂ§-‘ﬂc%|rboxyhc acid
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nol ) o H i ndazol e- 7-"car boxyl i c
solid '*h%t?tﬁS'/‘Pdé%Q/e)r Lpﬂwslﬁo%ﬁo%fMN*NQﬁwer{)M*fNﬁ)nam de, is
added 1.21 g (8.71 mml) of N-chlorosuccinimde. The
mxture is stirred during 4 hours at 50C and then t'he

Example & epatatiary 9H,91chliorqt6-{[Bn(=s-ghicrpmyAHdin -y B f 1Sirg

e ng
Mlﬂ@l&tned The filtrate is evapor at ed and submttedto
a flash chromat ography which gives an additional 723

ng of the conpound. In totality, 1.65 g (84% of a
product are obtained a {te solid; LC MS: 226/ 228
(MrH) +. c) Preparationllof_J6- ani no- 5- chloro-1

H-i ndazol e- 7- car boxyl i c NiCI ’N H2 CO2H \ N-NH See
step b exanple 1 for th@ W aCFon of this conpound
usi ng 6-am no- 5-chl or d¢'1 i ndazol e- 7- carboxylic acid
nmet hyl ester as star i filft eri gl . The reaction is
stirred 6 hours at 07/ E934 aq:T/ EP2007/ 001283

\ CH
N-NH O H,C o

This compound is prepared as described in example 9 with 5-chloro-6-{[2-(3-chloro-pyridin-
2-yl)-5-trifluoromethyl-2H-pyrazole-3-carbonyl]-amino}-1H-indazole-7-carboxylic acid (1,1-
dimethyl-2-methylsulfanyl-ethyl)-amide as starting material, prepared in example 13, with 2
equivalents of m-chloroperbenzoic acid. After 30 minutes of stirring at ambient temperature
under nitrogen, the reaction is quenched as described previously. After flash
chromatography on silica gel with hexanes and ethyl acetate as eluents, a yellowish solid is
obtained (57%); LC/MS: 640/642 (M+Na)*, m.p.: 173-176°C.

Example 16: Preparation of 5-bromo-6-{[2-(3-chloro-pyridin-2-yl)-5-trifluoromethyl-2H-

pyrazole-3-carbonyl]-amino}-1H-indazole-7-carboxylic acid isopropylamide:

a) Preparation of 6-amino-5-bromo-1H-indazole-7-carboxylic acid methyl ester



-48 50C. Then after evaporation, the residue is

di ssolved in a m ninmum of water and the pH of the
wOoRor9R0: s adjusted to 2 with an aqueous sol uP¢CDEPIIN7/001283

HC 1 N. The white precipitate, which is formed is

filtrated and washed wth ni mum of water. A white

solid is obtained (96%; 1Y Ms: 212/214 (MrH) +. d)

Preparati on of

5-chl oro-7-[2-(3-chloro-p

| - 2H pyrazol e- 3- carbonyl %

ridin-2-yl)-5-trifluoronethy

H[ a] napht hal en- 9-one Ci
e step ¢ exanple 1 with

6- am no-5-chloro-1 Hi pOa oegar boxylic acid as
starting material. AfYer,overnight reaction at

anbi ent tenperature, work-up and a col um

chr omat ogr aphy puri fication on si I i ca geI wi t h hexanes

Toa n"(l g(%? gfggi g? ?178 ioﬁ%%ﬁ'}?ogu%f f 0126777: gg%{h%l%léb% +mefé1yl ester,
preparBd @par @ﬁep@ﬂn @kample 10, in 34 mL of N,N- dlmethylformamlde is added 3.16 g
(17. 78qum9b+ L&rq‘{g%nkguo%ml@gegiﬁé, P%ac %q!; %os}lrr%d at am%lre!nft ltel#r(\)pre?gt%reh 4
hours. AfieR dedddin@ratiort Ar ¥y tHeCregigudl id taifipate 1 émyldai’:e(élte HnNaNer filtration
3.38 gﬁ?ﬂtprownlsh soth\?gl_%talneJ\l- Thle fIPrate IS evagorat ¥ and submnfttJede to column

chrom&ogﬁpﬁy purifidatiof 3nahicager Wit hékianed alidl bthyt AddthteRranmaitdio afford
razol e- -ca n 3 . . .
563 mg,obb e 30 & tqlaiiy 3 B8 el of apugahprercltaned \GS; 701272
(M+H)starting material. After overnight reaction and flash
col um chr omat ogr aphy purification a slightly beige
solid is obtained (44%; LC Ms: 526/528 (MtH)+, mp.:
b) Prepatatictat@-amiBo280mintk2 34 G2d 2018 EB2IB0XYII0 ditiiB 3

NH,

CO,H
\
N—NH

See step b example 1 for the preparation of this compound with 6-amino-5-bromo-1H-
indazole-7-carboxylic acid methyl ester as starting material. After overnight reaction at 50°C,
the solvent is evaporated and the product is precipitated with an aqueous solution of HCI 1N.
The solid obtained is filtered and washed with a minimum of water. The crude white solid
obtained is used directly in the next step; LC-MS: 256/258 (M+H)".

c) Preparation of 5-bromo-7-[2-(3-chloro-pyridin-2-yl)-5-trifluoromethyl-2H-pyrazole-3-
carbonyl]-1H-8-oxa-1 ,2,6—tria2a-cyclopenta[a]naphthalen-g-one



-49 Exanple 11: Preparation of
5-chloro-6-(f2-(3-chloro-pvridin-2-vl)-5-trifluoroneth

WQ R602/034pyr azol e- 3- car bonvl | -am no} -1 PCT/EP2007/001283
H i ndazol e- 7- car boxyl i ¢ acid cvcl opropyl net hvl - am de:
Cl NNN CIIAN OCF3 N~ - 0 See exanple 2 with

5-chl oro-7-[ 2-(3-chl oro-pyrTdin-2-yl)-5-trifl uoronethy
| - 2H pyrazol e- 3- carbonyl]-1
H 8- oxa- 1, 2, 6-tri aza-cycl opent a[ a] napht hal en-9-one as
starting material with 2 CVal ents of
cycl opr opanenet hyl am ne @E 5 equival ents of
triethylam ne. The reagti |Ns"{t|rred over the night
at anbi ent tenperaturelang, af CfF} ash
chr omat ogr aphy, a whi Id 1s obtained (43%;
LC/ Ms: 538/ 540 (I\/H-I—I) AP, O: > 250C. Exanple 12:
Preparation of
5-chl oro- 6- f [ 2- ( 3- cmd\% Qridin-2-yl)-5-trifluoroneth
vl -2H pyrazol e-3-carbonyl | -am no}-1
H i ndazol e- 7- car boxyli ¢ aci d bi cycl opropyl -1-yl am de:
See steiCk in exanple N fGFte pBkpakatiorNid this cimpiuiHwWitD6-arhins-5-bromo-1H-
indazo\fﬁqf-ﬁglg)_%g\/{‘czarcgc[ %@%\%ﬁﬁgﬁﬂ?gégﬂg Fe%c fich Ssts?Preg for)é%nr.gmutes at 0°C
and thery pvethighRatydrbiBnatt tempeature nttérydon2éhtmtioazo vacud; therrbsidyé is

precipi%:a;}&ii Qg@ ﬁl?‘él n]Jmn'ﬁ Bﬁ}/v%ge:r %ﬁagltrgﬁeed Colur?ré?hronm&t%?%r}y pGHrlflcatlon on
silica gehwith baxa‘nee randstint atetatess elieits affomiguhe pioelnti(50%) as a yellow
solid: "tté/ E?f%’%x’l" iy 5yl am ne hydrochl ori de and

fter overnight stirring at ambient
tenperature, 0.3 equivalents of am ne and base are

o o, i S92, B SR B
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N-NH O CH,

This compound is prepared as described in step d in example 1 with 5-bromo-7-[2-(3-chloro-
pyridin-2-yl)-5-trifluoromethyl-2H-pyrazole-3-carbonyl]-1H-8-oxa-1,2,6-triaza-
cyclopenta[a]naphthalen-9-one as starting material. The reaction is performed with 3
equivalents of isopropylamine and the reaction mixture is stirred at ambient temperature
overnight. After column chromatography purification, a white solid is obtained (57%); LC/MS:
570/572 (M+H)*, m.p.: 189-190°C.

Example 17: Preparation of 5-bromo-6-{[2-(3-chloro-pyridin-2-yl)-5-trifluoromethyl-2H-

pyrazole-3-carbonyl]-amino}-1H-indazole-7-carboxylic acid methylamide:




solid is obtained (62%; LC/ Ms: 564/566 (MrH)+, mp.:
> 250C. Exanple 13: Preparation of

WG20M1093402 6- { [ 2- (3-chl oro-pvri di n-2-yl)-5-trif PCUDER2MET/01283
yl -2H pyrazol e- 3-car bonvl | - am no} -
H- i ndazol e- 7- car boxyl i c amg (1, 1
- di et hyl - 2- met hyl sul f anyl - ‘bthyl )-amde: O NNGOC o
CF3 AANHAN H NS CH3 ~ 0 H3C CH 3 This conpound
is prepared as in exanple 7 with )
5-chl oro-7-[2-(3-chl oro- @ n-2-yl)-5- trifl
uor onet hyl - 2H pyrazol e- 3- car bonyl ] -1
H 8- oxa-1, 2, 6-tri aza- cychgp a] napht hal en- 9- one,
prepared in step d in ex | @ 1P-C&s starting materi al
and 2.5 equival ents of B8 1=
di net hyl - 2- net hyl sul fa- aiHhyl am ne. The reaction is

stirred during 2 days 65Cqand then 1 nore
equi val ent of am ne | .:--» e reaction is stirred
for a further 2 daysl\@ 5 At er work-up and flash
chr omat ography purifi zﬁlo, a yell ow sh solidis
obtai ned (56%; LC Ms: 586/588 (I\/H—|)+ m p.
100- 105C. Exanpl e 14: Preparation
This C@“E?H"B’r'épeepﬁ"%d ?%d%?rﬂﬂs%irww diim eﬁarpplr— 15with Horersedniat(B-chloro-

pyridin@-y B 5-trifYdramettit-8H R4y rvs- Ea@ﬁhﬁpi HJB -oxa-1 2 6- tnaza-
H i ndazol e- 7-carboxylic acid (2-nethanesul finyl -

cyclope@tﬁ[?él@qgnthal%} Ppne.agfitarting materil Naq\p eguixalents af apragjugousssolution
of meth{RineN46%.) Ghiter overnight reaction at ambient temperature and purification by

column chromatography on silica gel with hexanes and ethyl acetate as eluents, a white solid
is obtained (59%); LC/MS: 564/566 (M+Na)*, m.p: > 255°C.

Example 18: Preparation of 5-bromo-6-{[2-(3-chloro-pyridin-2-yl}-5-trifluoromethyl-2H-

pyrazole-3-carbonvl]-amino}-1H-indazole-7-carboxylic acid bicyclopropyl-1-viamide:

L,
N—N

N )
o

CF,
Br

NH
HYSjCX
N

This compound is prepared as described in step d of example 1 with 5-bromo-7-[2-(3-chloro-

N\
N-NH O

pyridin-2-yl)-5-trifluoromethyl-2H-pyrazole-3-carbonyl}-1H-8-oxa-1,2,6-triaza-
cyclopentafa]naphthalen-9-one as starting material, 3 equivalents of bicyclopropyl-1-ylamine
hydrochloride and 3 equivalents of triethylamine. After overnight reaction at ambient
temperature, the mixture is warmed at 50°C and stirred again during overnight, then 2
equivalents of amine and triethylamine are added and the reaction is stirred at 50°C during
24 hours. After flash chromatography purification, a yellowish solid is obtained (53%);
LC/MS: 608/610 (M+H)*, m.p.: 212-214°C.



-NH OH 3C WD 2007/ 093402 PCT/ EP2007/001283 -51 See
exanple 8 for the preparation of this conpound
waQe@ 09362 f r om 5- chl or o- 6- {[ 2- ( 3- chl or o- PCT/EP2007/001283
pyridin-2-yl)-5-trifluoronethyl-2H pyrazol e- 3-car bonyl
]-am no}-1 Hindazol e-7-cargoxylic acid (1,1
-di met hyl - 2- et hyl sul fanyl -et hyl )-am de, prepared in
exanple 13. After 1 hour of reaction, work-up as
descri bed before and colunn chronatograoh
ExampledBi Preparatign of 5+p onf- {21 (3-ghlorodpyrigina@rv BiSrsfiug othyl-2H-
razdl%ﬁ;bao@il i ﬁﬁ@ﬁ’o HWI?Ddﬁzol@%a@g& iV &8 kelo e?n amide:
5-chl oro-6-{[ 2-(3-chl oro-pvridin-2- v1)-5-trif|uoroneth
yl -2H pyrazol e-3-car bonvl] - @ no}-1 '
H i ndazol e- 7- car boxyl i c achid (2- et hanesul fonyl -1 1
-di net hyl - et hyl ) -am de: NN C10~ ACF3 A NH AN
N9 ~CH3 p H3C CH3 O Thi's gony Md i s prepared as
descri bed in exan‘pl e 9 wi% 3

i di n-
eraz | e- 3-carbonyl ] - am no}
d A3, 1-

2-y| )-5-tri fl uororreth

-1 Hindazol e-7-carbg ‘

di met hyl - 2- met hyl sul { git hy ) - am de as starting

material, prepared i N ®han® e 13, with 2 equivalents

of m chl or operbenzoic acid. After 30 m nutes of

stirring -at anbient tenperature wunder nitrogen, the
See exapai¢ Rdor the peepanatioadf disis dempoulrma\ditrpﬁéwdmué'l-[g (3Ahtazo-pyridin-2-

r [ e

yI)—5-trytu§§ql?'ne§E)éI?g—Fé§)rg g %cggt?orﬁl'l] 1|—F§lo%§ é/\ﬁtnha%g %%ngnt%%‘naphthalen-
9-one absta'rtiiadné@ﬁé{)andLC{lﬁq@/aI@ﬂ@bﬁd}@:lc(nwmpmetmylmnme After overnight

. e
reactiohl ey rhGNREL e Ao NEMERR AL Walwit hexanes g ety goetate
as eluéntg 14 yallpwishalotid 8- adaibed (12%ahCHGS - 582/584 (M+H)*, m.p.:144- 150°C
Hindazol e- 7- car boxyl i ¢ aci d isopropyl an de: a)

Prepar ation of 6 ani no- 5- br ono- 1
Exampie PordRrepara & 1 pyrazole-3-

| N Ci
N7 NN,
O =~ CF,
CH,
NH
H
NP N._CH,
X | O CH,

1.70 g (3.53 mMol) N-(4-amino-2-methyl-6-(((1-methylethyl)amino)carbonyl)phenyl)-1-(3-
chloro-2-pyridinyl)-3-(trifluoromethyl)-1 H-pyrazole-5-carboxamide (known from WO
03/016284) and 41 mg (0.18 mmol) benzyltriethylammonium chloride in 35 mL conc. HCI
and 35 mL toluene are vigorously stirred at 60°C. Then 0.58 mL (7 mmol) crotonaldehyde is
added and the reaction mixture is stirred under reflux during 1 hour. The mixture is then
cooled to ambient temperature, diluted with 10 mL ethy! acetate/tetrahydrofuran (1:1, v/v)



NH2 CO2CH3 \ N-NH To a m xture of 3,4 g (17.78
mmol ) of 6-am no-1 Hindazol e-7-carboxylic acid nethyl
W@310e/09340pr epared as in step a in exanple 10, PET/BE2001/001283

of N, N-di nethylformam de is added 3.16 g (17.78 nmol)
of N-Dbronosucci ni m de. The ééi‘actl on is stirred at
anbi ent tenperature 4 hour After concentration in
vacuo the residue is triturated in ethyl acetate and
after filtration 3.38 g of a brownish solid are

and nabiafisethlith Jimeqdedusrsatution sf e&raqeotratedehnanmisuﬁm érgedictphase is

extracf e 855 5t BRY 44 L) MRS alecig Sigpltaigy. aver
colummbhr@mdtmgrepmoﬂ)urdlcatidm dgrosiida e wihfichipro@2tfanefteteahydrofuran (3:1)
as elu%gtg,qﬁg tg?r%rgﬁurg Fsge%rpﬁ; %S% %/E rgr%%tra%y%ro%uragmel_gne to gfford a colourless

solid; &G/MSﬂ&zmAses'(Ms-an)*bnxg.t b@408Cd r NH2 NNNH CO2H \ See
step b exanple 1 for the preparation of this conpound
wi th 6-am no-5-brono-1 H indazol e-7-carboxylic acid
xammgte h}@regsﬁaﬂbn aSG-§]2§Btch@0ﬂaﬁd§h42aH)-S-AffmforwﬁwmH}bT/razole 3-
. ed aqd Ihe
HCI 1 N The SO|Id obtal ned S flltered and washed
wth a mninmumof water. The c Iude white solid
obtained is used directl y¢i e next step; LC Ms:
256/ 258 (M+H)+. c) Prepar@ti o,Q
5- br omo- 7- [ 2- (3- chl or o- pyrlNdln 2
- 2H pyr azol e- 3- car bonyl
H 8-oxa-1, 2,6-triaza-cyc a[a] napht hal en- 9- one WO
2007/ 093402 PCT/ EP2007/ -53 Cl Br NNNCF3 N

O 07 N CH,

Ié-S-triquororrethyI

To 530 mg (1.0 mmol) 6-{[2-(3-chloro-pyridin-2-yl)-5-trifluoromethyl-2H-pyrazole-3-carbonyl]-
amino}-2,7-dimethyl-quinoline-54"carboxylic acid isopropylamide prepared in example 20 in
25 mL dichloroethane, is added 380 mg (4.0 mMol) urea hydrogen peroxide addition
compound and 0.31 mL trifluoroacetic acid. The mixture is stirred at 40°C during 72 hours.
After evaporation of the solvent, ethyl acetate is added and the mixture is washed with brine,
dried and the solvent evaporated. Filtration of the residue over silica gel (eluent:
tetrahydrofuran/hexane = 2:1) gives a colourless solid, which is recrystallised from
dichloromethane/hexane; LC/MS: 547/549 (M+H)*, m.p.:>230°C.

Example 22: Preparation of 6-{[2-(3-chloro-pyridin-2-yl)-5-trifluoromethyl-2H-pyrazole-3-

carbonyl]-amino}-2,7-dimethyl-quinoline-5-carboxylic acid methylamide:



N-NH O See step ¢ in exanple 1 for the preparation of
this conmpound with 6-am no-5-brono-1 H

w0 nabamed4e2 7- car boxylic acid as starting nateriBCT/EFDE7/001283
reaction is stirred for 30 mnutes at OC and then
overni ght at anmbient tenpergfure. After concentration
in vacuo, the residue is Tprecipitated wwth a m ni num
of water and filtrated. Columm chromatography
purification on silica gel with hexanes and et hyl

acetate as eluents affords Cbroduct (51 % as a
yellow solid; LC/ Ms: 51151 (I\/H-|—|)+ d) Preparation
of

5- brono-6-{[ 2- (3-chl oro- py@ di CF; 5-trifluoromethy

| - 2H pyrazol e- 3- car bonylGH; afi noj - 1

H i ndazol e- 7- car boxyl i c NHsopropylamde G ~N NN
r O- ~,CF3 NH N\ /CH3 H O4CH3 This conpound is

pr epar ed as descri bedy ’8!~d,_p exanple 1 with

5- br omp- 7-[ 2- (3-chl or ¢- | 3
pyridin-2-yl)-5-trifd ucronet Ryl - 2H pyr azol e- 3- car bonyl
]-1 H8-oxa-1,2,6-triaza-

cycl opent a[ a] napht hal en-9-one as starting naterial.

See exHiIé 88 r'tﬂé‘ I'ee?)aan fofnch ﬁﬁgc%#&r% frc?rﬂ‘ru @élﬂ[%% f#et thyl-6:(((1-

| SOpr opy reacti on m xt ur Is stir
methyléammemrm@m‘b@hemuﬂe(B ehlerprZ-ytidiny DX @riflussoroethyl)- 1H- yrazole -5-

cavo SRR 575 et ot Bl b R o
colourlegs s@Hdeip abigirieshmap.: >134° L -

5- brono- 6-{[ 2- (3-chl oro-pyridin-2-yl)-5-trifluoronethy

| - 2H pyrazol e 3-car bonvl I - am no}-l
Exampile 2 Preparatio 3 gh i

I X Ci
~
N N"‘{
O =~ CF,
CH,
NH
H
N O
H,C

See example 20 for the preparation of this compound from N-(4-amino-2-methyl-6-(((1-
ethyl)amino)carbonyl)phenyl)-'1 -(8-chloro-2-pyridinyl)-3-(trifluoromethyl)-1 H-pyrazole-5-
carboxamide. After chromatography on silica gel (eluent: THF/hexane = 1:1) a colourless
solid is obtained; LC/MS: 517/519 (M+H)*, m.p.: >230°C.

Example 24: Preparation of 6-{[2-(3-chloro-pyridin-2-yl)-5-trifluoromethyl-2H-pyrazole-3-

carbonyl]-amino}-3-ethyl-7-methyl-2-propyl-quinoline-5-carboxylic acid isopropylamide:




N-NH O This conmpound is prepared as described in step
din exanple 1 with 5-brono-7-[2-(3-chloro-
W@007@93302- yl ) - 5-tri fl uoronet hyl - 2H pyr azol e- 3PCHEP2IOY101283
]-1 H8-oxa-1,2,6-triaza-
cyclopenta[a]naphthalen 9- ogg as starting material and
3 equival ents of an aqueous“solution of nethylam ne
(40% . After overnight reaction at anbient tenperature
and purification by colum chromatography on silica
gel with hexanes and et hyl €e as eluents, a white
solid 1is obtained (599 ; LEiEE? 564/ 566 (M+Na)+, m p:
> 255C. Exanpl e 18: Prepar at) RN

5- br onmo- 6-{f 2- (3-chl oro- pyrldl n-R< y €B6;trifluoronethy

| - 2H pyrazol e- 3- carbonyl | GHmYio} -1
H i ndazol e- 7- car boxyl i ¢ acid_bNdycl opr opyl - 1-yl am de:
Cl NNNGOCF3 Br AN N O THni s_conpound i s
prepared as described i . Eanple 1 with
5-brono-7-[2-(3-chl gro-
pyridin-2-yl)-5-H07f] 101
]-1 H8-oxa-1,2,6-triaza-
cycl opent a[ a] napht hal en- 9- GHe as starti ng material, 3
equi val ents of bicyclopropyl-1 -ylam ne hydrochloride
and 3 equivalents of triethylam ne. After overni ght

0.48 gr(&.8anMok) Naf4- mnbb@-mnethyéﬁ-m&nﬂmmhﬂethylbamlnb)dattroelyl)menyl)-1 -(8-

chloro-s* J@&y@%@rﬂ@ %}?etﬁm gn%% ri ?‘ ;9:)(%%0% r3$‘|@'9 E{taﬁ‘e\&%en

03/016284), Otﬁ? mk 43.0inoMol) butytaldertydeahdm@giw 0B g M@ytteobiusaill)

trifluor@fgkﬁ%nlg%m tgﬁlil g%%gwi@ﬁ%g g%%t Ee%{)atallgé% lgSWr?ﬁs% _hours.

After coalingZhe @ixtu® i2 0TE0 9Bth E2hyPaTétER? AAFHEaDWRIB Brine, Siiied and the

sotver SRR fod Ly SBRRA R v rosius o9 iop 98! (SePF M et

acetat¢/h@§a.ne(3/‘r Ay oives acg@pbmdhdawhlpb}s recrystallised from

dichlor@h%ﬁ%ﬁéﬂeﬁiﬁ?é; &%‘}M%Xé’éi/ésé‘&h%)wH_&Pﬁ%@é@dﬁé? hyl - ani de:

CH
pt hy(l)- 2H pyr azol e- 3- car bonyl

Example 25: Preparation of 6-{[2-(3-chloro-pyridin-2-y!)-5-trifluoromethyl-2H-pyrazole-3-

carbonyl]-amino}-5-cyano-1H-indazole-7-carboxylic acid isopropvlamide:

a) Preparation of 6-amino-5-cyano-1H-indazole-7-carboxylic acid methyl ester

I}
NH

CO,CH,

To a solution of 500 mg (1.85 mmol) of 6-amino-5-bromo-1H-indazole-7-carboxylic acid
methyl ester, prepared as in step a in example 16, in 10 mL of N,N-dimethylformamide under
an atmosphere of argon is added 135 mg (1.15 mmol) of zinc cyanide and 206 mg (0.185
mmol) of tetrakis(triphenylphsophine)palladium. The reaction mixture is stirred in a
microwave oven at 180 °C for 5 minutes. Then, a 1:1 v/v mixture of ethyl acetate and tert-



N-NH O See exanple 2 for the preparation of this
conpound wi th 5-brono-7-[2-(3-chloro-pyridin-2-
wQ@ 2007893402 f | uor onret hyl - 2H pyr azol e- 3- car bonyl | PAT/EP2007/001283

H 8- oxa- 1, 2, 6-tri aza-cycl opent a[ a] napht hal en- 9-one as

starting material and 3 equival ents of

cycl opr opanenet hyl am ne. ATR%T over ni ght reaction at

anbi ent tenperature and flash chromatography with

hexanes and ethyl acetate as eluents, a yellow sh
butyimetiyl ethesarmbbdnena@ gdd28tto theCedlion=ha/the phiddsHhre separated. The

.. 144- 150C., . | 20: P i .of ,
aqueos Ryt e extiatiert wib e paetyisthEP X Blar G pranss am wagned twice

with briaieodeedover MgSO, and concentrated in vacuo. The residue is purified by flash

car bonyl |.-am nol -2, 7- di net hyl - gui hol i ne-5-car boxyl
chrom&BOEFPTY S3IChRYP AP GBI ERTAREN TIocHS: SR ATAR 380 mg of
produd\¥§293) ad=d §€llowish SolidHBCMSF:B1g/213. (MR-HYI\DI )
N- (4-am no- 2- et hyl - 6- (((1- et hyl et hyl ) am no) car bonyl )
phenyl)-1-(3-
b) Pregdth@drPof2-aininodb-8yano- B-indazbleLros A58k latidl
H pyrazol e- 5- car boxam de (known from WO 03/016284)
and 41 nmg (0.18 nmol ) benzyltriethyl anmoni um chl ori de
in 35 nmL conc. HCl and 3™ nlL toluene are vigorously
stirred at 60C. Then 0.58l[hL (7 nmol) crotonal dehyde
is added and the reactio niﬁhure is stirred under
-reflux during 1 hour. Thg te is then cooled to
anbi ent tenperature, di L&t ed-ppth 10 nL et hyl
acet at e/ tetrahydrofuray (1: 1, "vfv) WD 2007/093402
PCT/ EP2007/ 001283 -56 MAbHneutralised with an aqueous
solution of concentrated amoni a. The organi c phase is
extracted and washed once with brine, then dried on
See steb s®amMplei 1 tor theeprepartion apiisstampountitvdth 6-gmingaFrcyano-1H-

nazol SRLEHE SR B LG SR R MPARES Dot pacipime
ambientderppenatire sthe solvestsare evanprated and statertiy dddddiiodhe nesiduee The
ook & 36 ) PRy o e B A o
minimwgn pf wales and doed by preatrapicdigtiliption with falugneorbe ellowish pelid (90%)

obtain&?i@b@%&dir&%@tﬁqm@ hex@SiepOt cAmMg: S RE !, - aui nol i ne- |

-oxy-5-carboxylic acid i sopropylam dé:

c) Preparation of 7-[2-(3-chloro-pyridin-2-yl)-5-trifluoromethyl-2H-pyrazol-3-yl]-9-oxo-1,9-
dihydro-8-oxa-1,2,6-triaza-cyclopenta[a]naphthalene-5-carbonitrile

| N Cl

N

SN SN,
N\X\)‘ CFs
~N
0]

\N-NH O

See step ¢ in example 1 for the preparation of this compound with 6-amino-5-cyano-1H-
indazole-7-carboxylic acid as starting material. The reaction mixture is stirred at 50°C for 16
hours and then concentrated in vacuo. The solid residue is triturated with a minimum of



Cl NNNCHOCF3 3 NHH OW, M /CH3 H3C 0 CC H3 To
530 ng (1.0 mol)
W® 240293482 chl or o- pyri di n-2-yl ) -5-trifl uor onet hpCFRPEPY001283
azol e- 3- car bonyl ] -
am no}- 2, 7- di met hyl - qui nol I@i 5-carboxylic acid
i sopropyl am de prepared in exanple 20 in 25 nL
di chl oroet hane, is added 380 ng (4.0 mvbl) urea
hydr ogen peroxi de addition conpound and 0.31 niL
water and filtrated oBloeyellowestilid isoled isi driedrandiengaged incttle aext4dép; LC/MS:
ng. 72 hours. After evaporation of the solvent,
458/4®%Nﬂkgacet ate is added and the mixture is washed with
brine, dried and the soI vent evaporat ed. Filtration

) Profareld ot e SR Ehuiin-£ SB- b Sutetzs yrarala-carbonyil-

aminos®icyaho- Viirdazole- T-embys}llalabidSmbrépsmelde
di chl or onet hane/ hexane; LC/ Ms: 547/ 549 (MtH) +,
m p.:>230C. Exanpl e 22: Preparation of
6-{12- (3-chl oro-pyri di n- EE5-trifl uoronmet hvl - 2H pvr
azol e- 3-
car bonyl | -am no}- 2, 7- di N— UI nol i ne- 5- car boxylic
aci d net hyl ani de: WO 2Q97 09840 EET/ EP2007/ 001283
-57 1 N NOCGCF3 CH3') HN~NCH3FCO 3 See

met hyl ) am no) car bony

- 3- (tr|fluoromethyI)N1

To a mixture of 600 mg of the above 7-[2-(3-chloro-pyridin-2-yl)-5-trifluoromethyl-2H-pyrazol-
3-yl]-9-oxo-1,9-dihydro-8-oxa-1,2,6-triaza-cyclopentafa]naphthalene-5-carbonitrile in 5 mL of
acetonitrile / water (4 : 1, v/v) is added 1.1 mL (12.9 mmol) of isopropylamine. The reaction
mixture is stirred during 4 hours at ambient temperature and then concentrated in vacuo.
After purification by flash chromatography (SiO,, hexanes / ethyl acetate 4 : 1), 250 mg
(38%) of a white solid are obtained; LC/MS: 518/520 (M+H)".

Example 26: Preparation of 6-{[2-(3-chloro-pyridin-2-yl)-5-trifluoromethyl-2H-pyrazole-3-

carbonyl}-amino}-5-cyano-1H-indazole-7-carboxylic acid bicyclopropyl-1-ylamide:

\
N-NH O

To a solution of 500 mg of the above 7-[2-(3-chloro-pyridin-2-yl)-5-trifluoromethyl-2H-
pyrazol-3-yl]-9-oxo-1,9-dihydro-8-oxa-1,2,6-triaza-cyclopenta[a]naphthalene-5-carbonitrile in
8 mL of N,N-dimethylformamide is added 218 mg (1.63 mmol) of bicyclopropyl-1-ylamine



car boxam de. After chromatography on silica gel

(eluent: tetrahydrofuran/hexane = 1:1) a colourless
w@odo7a93482 obt ai ned; m p.: >134C. Exanpl e 23: PCT/EP2007/001283

Preparation of

6- ([ 2-(3-chl oro-pvridin-2- yé?:S-tri f 1 uor onet hvl - 2H pvr

azol e- 3-
car bonyl | -am nol - 2, 7-di net hyl - qui nol i ne- 5- car boxyl i c
acid ethylamde: C0 N~NNCH3 CF3 3 NH N ~ 1 N-CH3

hydrodtride s3d308 ex@ml ramid)) df triethyi@emipecPlae adaction 3fstitdat ait 60 °C for 24

d f
nours G SN e 5 AEp B i e G S5oRet-UP 4ith My ancgphyL acetate.
The pRasgkaré bepeiratat tanglthe Aqmyn@éoisen&heeammﬂynad@tatéﬁh@r
exane

.ch t h [ a [ (el uent.:
combif 8 SR RS0 BB St oA B LTS clPB1 o
concehthdtEl) in vaoup. Purifik3fiéh oﬁh@lﬁ&ilcﬁje?w flé%hQih%rﬂ&tbgfbpﬂF (S|02, hexanes /
pvridin-2 trifluoromnethv

ethyl agg%teeS( 3 aP orgs 96 mg (12% over tw2> steps) of the product as whlte Scl?hd LC/MS:
555/557aMyHY.| | - am no) - 3- et hyl - 7- met hyl - 2- pr opel - qui nol i ne-5
-carboxylic acid isopropylanm de: WO 2007/ 093402
PCT/ EP2007/001283 -58 CI N NN O\ CF3 CH 3 NH NI

Exam W@V@Dreb@@n@n oH8-{[6H3- ch%ré-%vﬁldlﬁ-b ) -sMdthoxy-2H-pyrazole-3-carbonyl]-
-a qc(alc rr}estoh%/ol et hyI )am no) carbonyl)
chl oro- 2- pyridinyl) - 3- (trlfluoronethyl) 1
azol e-5-car boxam d nown from WO. 03/ 2 4),
a) ProgRrBioTEl G ORI PSR e PP 650D )
ytterbiun(lll)

CH,

NH,

CO,CH,
N—NH

To a solution of 500 mg (1.85 mmol) of 6-amino-5-bromo-1H-indazole-7-carboxylic acid
methyl ester, prepared as in step a in example 16, in 10 mL of dioxane under an atmosphere
of argon is added 767 mg (5.55 mmol) of K,COj3, 106 mg (0.09 mmol) of
tetrakis(triphenylphsophine)palladium and 232 mg (1.85 mmol) of trimethylboroxine. The
reaction mixture is stirred in a microwave oven at 180 °C for 5 minutes. After filtration over
Celite and concentration in vacuo, the residue is purified sequentially by flash
chromatography (SiO,, hexanes / ethyl acetate 6 : 4) and reverse phase chromatography to
afford 163 mg of product (43% over two steps) as a pale yellowish solid; LC/MS: 206/207
(M+H)".

b) Preparation of 6-amino-5-methyl-1H-indazole-7-carboxylic acid

CH,
NH,

CO,H
~NH

2~



trifluoronethanesul fonate in 20 nL di net hyl sul f oxi de
are stirred at 100C during 24 hours. After cooling

WO b@7/9Mb2ure is diluted with ethyl acetate, waBGEEPX0T/H01283
brine, dried and the solvent evaporated.
Chr omat ogr aphy of the resid on silica gel (eluent:
ethyl acetate/ hexane = 1:1)° gives a colourless solid,
which is recrystallised from dichloromethane/ hexane;
LG/ MS: 587/589 (MtH)+, mp. 213-220C. Exanpl e 25:
Preparation of

See st b EalBieC IR Bebhflifly %f il stnbdurlel MR SFFHAbLS it -
azole-3- carbonyll™=am no}- 5-cyano-
indazold-7-cddoayle-acicamethykgstecasstading sogtedy yAleri 2deh obeaction time at

i AR oA 18 o040 ot oo pgesidu. o
productijireBipitatbitiat pld 3ebysanddittanaot 10F adi@@usiiC), Ifiltddedmdshedfwith a

ity B8R Rl PR bf bt fo ol B e ahe oSl i o100
obtainexf isNiski diiraettyhiy ltieonewa steghe LOMIBT 5192 93t(Mas{)her e of ar gon
is added 135 ng (1.15 nmol) of zinc cyanide and 206 ng
(0.185 mmuol) of
c) PrepagaticakofSA-[2F (Bpdntorg | pgtidin@ayl a8 meth b2 Hupy razble3-yR-satetanl- 1 H-8-oxa-
126-tm xt ur -y ies ztinér§d Iirp- a mcrowave oven at 180 C for 5
< O YR PELP ‘ﬁ’?ﬂ %[”P‘i VI%ni xt ure of et hyl acetate and
tert WO 2007/093402 PCT/ EP2007/001283 -59 butyl net hyl
ether and brine are added to 4he reaction and the
phases are separated. Thg Sgqueous | ayer is extracted
Wi th tert-butyl methyl et her /AThe, organic extracts are
washed twice with brEHg, Ndri"bg\{ oyer MySO4 and
concentrated in vacu ; ' ue\CiHs purified by
hexane P ethyl acetate 2
: : afford 380 ng of product
(94% as a yel | owi SpgQl il LC Ms: 217/218 (MrH)+. b)
Preparation of 6-am no-5-cyano-1
H i ndazol e-7-carboxylic acid N \ NH2 CO2H N NH See

seo ) £ AR 6y s A RS ShB0 Dl B S 1
indazoleet-barbordit @cidees stading inmedeniedt Bre @hactioll madurs isstires! aifambient
tempe(aﬁﬁg %rof% I'HJF? ar% then concentrated in vacuo. The solid residue is triturated with
a minimum of water and filtrated. The yellowish solid isolated is dried and engaged in the
next step; LC/MS: 409/411 (M+H)".

d) Preparation of 6-{[2-(3-chloro-pyridin-2-yl)-5-methoxy-2H-pyrazole-3-carbonyl]-amino}-5-
methyl-1H-indazole-7-carboxylic acid isopropylamide
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anbi ent tenperature, the solvents are evaporated and
water is added to the residue. The product is
wee@ciopisoat ed at pH 3 by addition of 1 N aqueoRGT/EEL007/001283
filtrated, washed with a mninmm of water and dried
by azeotropic distillation yith toluene. The yell ow sh
solid (90% obtained is used directly in the next
step; LC/MS: 203 (MtH)+. c) Preparation of
7-[2-(3-chloro-pyridin-2-yl)-5-trifluoronethyl-2H pyra
To a nixture3efyd00-rog ok thelgb@ve 7-[2-(3-chloro-pyridin-2-yl)-5-methoxy-2H-pyrazol-3-yl]-

s men YL B 258y bR LR BN AEL G TG mocure
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concesttiied o1 vabbo. Timiresidaeds taken-upaithebrineainedteitbutdretbyletize. The

s B P b B e ohner. e
combified d&rgal:ne thyefareyedshed witbl Gride| drtddadved MgSQlrdneicconbéntrated in

vacuo ?%@g?téﬂf\ %Hﬁ%fe& )g bysf‘asR chromal\{5 graph)E/3 ?é 62,%e&angg / ethgl)acetate 3:

7) affofids{ {18-r0G { tIth @ver o stehe) o thd produdt rais fwhite rselid tLUtyMS2 ks gmro

azol e rp nyl]- am no}-5-cyano-1
(M+H)H-n? Hdzég] g 780ar boxylic acid isopropylamde CI NN
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Example 28: Preparation of 6-{[2-(3-chloro-pyridin-2-vyl)-5-methoxy-2H-pyrazole-3-carbonyil-

amino}-5-methyl-1H-indazole-7-carboxvlic acid bicyclopropyl-1-viamide:

O
TONN CH,

NN’ s

e@&

N—-NH O

To a solution of 500 mg of the above 7-[2-(3-chloro-pyridin-2-yl)-5-methoxy-2H-pyrazol-3-yl}-
5-methyl-1H-8-oxa-1,2,6-triaza-cyclopentala]naphthalen-9-one in 8 mL of N,N-
dimethylformamide is added 244 mg (1.83 mmol) of bicyclopropyl-1-ylamine hydrochloride
and 340 plL (2.44 mmol) of triethylamine. The reaction is stirred at 70 °C for 16 hours and
then concentrated in vacuo. The residue is taken-up with water and ethyl acetate. The
phases are separated and the aqueous layer is washed with ethyl acetate. The combined
organic layers are washed several times with brine, dried over MgSO, and concentrated in
vacuo. Purification of the residue by flash chromatography (SiO,, hexanes / ethyl acetate 3 :
7) affords 90 mg (15% over two steps) of product as a pale yellowish solid; LC/MS: 506/508
(M+H)*, m.p.: 150-154°C.

Example 29: Preparation of 6-{[2-(3-chloro-pyridin-2-yl)-5-(2, 2,2-trifluoro-ethoxy)-2H-
pyrazole-3-carbonyl]-amino}-5-methyl-1H-indazole-7-carboxylic acid isopropylamide:




To a m xture of 600 ng of the above
7-12-(3-chloro-pyridin-2-yl)-5-trifluoronethyl-2H pyra

W@ 2007/093402 PCT/EP2007/001283
3-yl]-9-oxo0-1, 9-di hydro-8-oxa-1, 2, 6-tri aza-cycl opent a[
a] napht hal ene-5-carbonitrilg in 5 nL of acetonitrile

/| water (4 : 1, v/v) is ad 9 1.1 mL (12.9 nmol ) of
i sopropyl ami ne. The reaction mxture is stirred
during 4 hours at ambient tenperature and then
concentrated in vacuo. After purification by flash

o PrBRIELCO ARG S an878 £ 2 Pl ARSUBER o
methyl51H885X8- 1( /Bithiaza-dychpphta[d)apthagralaineon of

6-(f2-(3-chloro-pyridin-2-yl)-5-trifluoronethyl -2H pyr
azol e- 3- carbonyl | -am no}-5-cyano-1

H i ndazol e- 7- car boxyl i c iLlbi cycl opropyl - 1-yl am de:
Cl i NNNOCF3 NH NH O To a solution of 500
my of the above CH, NZ > N-N

7-12-(3-chloro-pyridi n-2NyI \5\ ) f 1 uor onet hyl - 2H
pyrazol - 3-yl ] - 9- oxo o~ Ay dr o- 8-\em51, 2,6-triaza-cyc
| opent a[ a] napht hal b-caybonitrile 1n 8 nL of
N, N- di et hyl f ormar§ d¢ i 5l added 218 ng (1.63 mmol ) of
bi cycl opropyl -1 - yNaNine€© WD 2007/ 093402
PCT/ EP2007/ 001283 -61 hydrochloride and 303 gL (2.18
mol ) of triethylam ne. The reaction is stirred at 60
Toa s&ép‘eomoaéf 500 thigx( 2@ 1tminbh of eamieoSrragthdl-1 H-indagole-7- Jahboxyhc acid
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everal tine
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susperisionsd csdslé@ teao@a@d)h(va (1E()2 msx anmstr{aneam@ywl cMicidatRe added
: Qemaffords 76 &%%over t wo stehg of the product
dropwisg | PPIXtUER, |Si %lrreg@; -C fag g g /hoyrs. Zl' W?—I;j %/agt?rated and the
residudistitaraéd @ih @fminimum of cold water The precupltate whlch is formed is filtrated
3- chl oroa_$yr|d| -2|—|—6é$razo e- 3-

and washb ) £PE wate S B ROV R e Tsial Ge ] O e gyaaced in the

next stggiLt/MSORY Ay avikde; a) Preparation of _
6-am no-5-nethyl -1 Hindazol e-7-carboxylic acid nethyl
ester CH3 NH2

b) Preparation of 6-{[2-(3-chloro-pyridin-2-yl)-5-(2, 2,2-trifluoro-ethoxy)-2H-pyrazole-3-

carbonyl}-amino}-5-methyl-1H-indazole-7-carboxylic acid isopropylamide
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To a suspension of 500 mg of the above 7-[2-(3-chloro-pyridin-2-yl)-5-(2,2,2-trifluoro-
ethoxy)-2H-pyrazol-3-yl]-5-methyl-1H-8-oxa-1,2,6-triaza-cyclopentaja]naphthalen-9-one in 10
mL of acetonitrile / water (4 : 1, v/v) is added 885 pL (10.4 mmol) of isopropylamine. The



C2CH3 NNNH To a solution of 500 ng (1.85 mmol) of
6- am no- 5- bronp-1 Hindazol e-7-carboxylic acid nethyl
W@2108/0934p2 epared as in step a in exanple 16, iPCI/@P29R7/001283

of di oxane under an atnosphere of argon is added 767
mg (5.55 nmmol) of K2CO3, 10 s Y (0.09 mol ) of
tetrakis(triphenylphsophine?palladlun1and 232 mg (1.85
nmol ) of trinmethyl boroxine. The reaction mixture is
stirred in a mcrowave oven at 180 C for 5 m nutes.

reactioaf mixgure jig stireed fon1®heurs atambiest temperatutseand teneaoncentrated in
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it oA 885 o085 d Wh SRR 1755 BLrCHTbh BiResicue by s
chromgtograpiy{SiOrebénane 1 ekihyil ackiatel 4- &)-affard=060 ngd 1% aler G3steps) of

tne prd4it oKl soff N/ ME- 2002500HIR, BT/ £52007£001283

exanp he’ pirfepar'at

corrpound vvlth 6-am no-5-nmethyl -1 H

aminoj- h {1lh+-na atdi@?sxak licsacad bic t1e aaitté water is
added to the residue. The product is precipitated at
pH 3 by addition of 1 N aqueous HCl, filtrated, washed

W th a mninmmof watery dried by azeotropic
distillation with tol bne The yellow sh solid (91 %
obtained is used direc N mf he ,Hqurt step; LC Ms:

5192/ 193 (M+H) +. c) Pregar of
7-[2-(3-chl oro- pyri di fH2-Y1 ) -'5- met hoxy- 2H pyr azol - 3-yl

]-5-methyl -1 H 8-oxa: NH
1,2,6-triaza-cycl op a] mapht/ARal en-9-one CI CH3 N
NNO / M CH3 N -

\
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See example 28 for the preparation of this compound with 7-[2-(3-chloro-pyridin-2-yl)-5-
(2,2,2-trifluoro-ethoxy)-2H-pyrazol-3-yl}-5-methyl-1H-8-oxa-1,2,6-triaza-
cyclopentala]naphthalen-9-one as the starting material. The reaction is stirred at 60 °C for
24 hours and then concentrated in vacuo. The residue is taken-up with water and ethyl
acetate. The phases are separated and the aqueous layer is washed with ethyl acetate. The
combined organic layers are washed several times with brine, dried over MgSQ, and
concentrated in vacuo. Purification of the residue by flash chromatography (SiO,, hexane /
ethyl acetate 3 : 7) affords 75 mg (10% over two steps) of the product as a white solid;
LC/MS: 574/576 (M+H)*, m.p.: 240-242°C.

Example 31: Preparation of 6-{[5-bromo-2-(3-chloro-pyridin-2-yl)-2H-pyrazole-3-carbonyl]-

amino}-5-methyl-1H-indazole-7-carboxylic acid isopropylamide:

a) Preparation of 7-[5-bromo-2-(3-chloro-pyridin-2-yl)-2H-pyrazol-3-yl]-5-methyl-1H-8-oxa-

1,2,6-triaza-cyclopenta[a]naphthalen-9-one



ONNHO See step c in exanple 1 for the preparation
of this conpound with 6-am no-5-nethyl-1 H

w0 nabamed4e2 7- car boxylic acid as starting nateriBCT/EFDE7/001283
reaction mxture is stirred at anbient tenperature
for 16 hours and then concegédrat ed in vacuo. The solid
residue is triturated with’ m ni mrum of water and
filtrated. The yellow sh solid isolated is dried and
engaged in the next step; LC Ms: 409/411 (MtH) +. d)

Preparation of O
6-{[2-(3-chl oro-pyridin-2}yl]-5-nmethoxy-2H pyrazol e- 3-
carbonyl ] -am no}-5- netdyMn t+Mdazol e- 7- car boxyl i c

acid isopropyl anide Cl |N° N o) CH3 AA NH/ M
/CH3 \ T N-NH O CH3 / 093402 PCT/ EP2007/ 001283
-63 To a m xture of t he above
7-[2-(3-chl oro-pyri dy yll) - 5- net hoxy- 2H pyr azol - 3-yl
]- 5-nethyl-1 N—NH O
H 8- oxa-1, 2,6-triaza-cycl opent a[ a] napht hal en-9-one in
10 mL of 4 : 1 (v/v) mxture of acetonitrile / water

To a suspendidadf 700 nﬁ@(dé@n&dﬂ’ﬁﬂ@arﬂfnoiBSméfr@DYHammle ﬂ'b&'boxyhc acid
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engagéd B the heft stépalGIMS: 289/481 (ifﬂal‘lﬁt i on of
6-{f2-(3-chloro-pvridin-2-yl)-5-nethoxy-2H pvrazol e- 3-
carbonyil - am no)-5-nethyl-1 Hindazol e-7-carboxylic

b) Preparatibrbo i {bbpsraps2H(3ichydradpyddin-2-yl)-2H-pyrazole-3-carbonyl]-amino}-5-

methyl-1H-indazole-7-carboxylic acid isopropylamide
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To a suspension of 600 mg of the above 7-[5-bromo-2-(3-chloro-pyridin-2-yl)-2H-pyrazol-3-
yl]-5-methyl-1H-8-0xa-1,2,6-triaza-cyclopenta[a]naphthalen-9-one in 10 mL of acetonitrile /
water (4 : 1, v/v) is added 1.11 mL (13.1 mmol) of isopropylamine. The reaction mixture is
stirred for 9 hours at ambient temperature and then concentrated in vacuo. The residue is
taken-up with brine and ethyl acetate. The phases are separated and the aqueous layer is
washed with ethyl acetate. The combined organic layers are washed with brine, dried over

MgSO, and concentrated in vacuo. Purification of the residue by flash chromatography



cCH3 CH? 33 ANN 7e N-NH O To a solution of 500 ng
of the above
W@ 240209802 hl or o- pyri di n-2-yl ) - 5- met hoxy- 2H pyr BZDEPROY101283
]- 5-nethyl-1
H 8-oxa-1, 2,6-triaza-cycl og&ﬂ a[ a] napht hal en-9-one in
8 nL of N,N- dinethylfornmani'de is added 244 ngy (1.83
mmol ) of bicyclopropyl-1 -ylam ne hydrochl oride and
340 L (2.44 mol) of triethylam ne. The reaction is
(SiO,, bexanedcetintl ag@tate T o2) dftords 6t & man(d 6% dven two steps) ofdbe@dradoct as a
L Vac) | AS takens {th water and et hyl
white s&@é@’é@%ﬁé&%ﬂg‘g&’&@'z 'gggiﬁéd and the aqueous
| ayer is washed with ethyl acetate. The conbi ned
Qr gank c | ayers, are washed several .tines.w,th brin
A ) C 0 Qro-pyri 2Hi-pyrazole-

g-’carbon -

(Si 02, hexanes / ethyl acetate 3 : 7) affords 90 ngy
(15% over two steps) of product as a pale yellow sh
solid; LCOMS: 506/508 ( I mp.: 150-154C. Exanpl e
29: Preparation of 6-{fﬁ|-(3EchI oro-pvridin-2-yl)-5-(2,
2, 2-trifluoro-ethoxy)- 2N >n-N

pyrazol e- 3- carbonyl - am naog- 5-lqe r- 1

H i ndazol e- 7- car boxyl i cCHg i Sopropyl am de: WO

-64 a) Preparation of

%2, 2-trifluoro-ethoxy
H 8-oxa-1, 2, 6-tri aza\gy, ntapa] napht hal en- 9- one C

CH3 N N NO AN \ - CF3 0O To a suspension of 500
ng (2.61 nmol) of 6-am no-5-nethyl-1

o oS AR o B RS
yl)-2H-Byradolc/ P65 Mndiliyli 10H-B-0%a-1,2,6-triaza-cyclopentala]naphthalen-9-one as the
startin% lrrg&qsrﬁqfrg% réé\tgrglna%, gtgfaegj :Ett#)g‘?@%_r %g;jrrs?ﬂ%no tﬁ_er? E:gr?cre%?ré eldI in

vacuo. Purification of the residue by flash chromatography (SiO,, hexane / ethyl acetate 1 :

7-[2-(3-chloro-pyridi
) - 2H pyrazol - 3-yl ] - 5-

2) and crystallisation in hexanes affords 20 mg (5% over two steps) of the product as a white
solid; LC/MS: 556/558 (M+H)*, m.p.: 170-173°C.

Example 33: Preparation of 6-{[2-(3-chloro-pyridin-2-yl)-5-difluoromethyl-2H-pyrazole-3-

carbonyl] -amino}-5-methyl-1H-indazole-7-carboxvlic acid isopropylamide:

a) Preparation of 7-[2-(3-chloro-pyridin-2-yl)-5-difluoromethyl-2H-pyrazol-3-yl]-5-methyl-1H-
8-oxa-1,2,6-triaza-cyclopenta[a]naphthalen-9-one
N Cl

|
P/ N’N

CH, N
N NCHFZ
NS



pyridine. The mixture is stirred at anbi ent
tenperature during 30 m nutes. Then the suspension is
W@ ow7ee4n 0C and 708 L (9.1 mmol ) of net hanesedCT/BR3007/001283
chl oride are added dropw se. The m xture is stirred
at 50C for 16 hours. Then t sol vent is evaporated
and the residue is triturated with a minimumof cold
water. The precipitate, which is fornmed is filtrated
and washed with cold water. The pal e yel |l owi sh product
To a su$pemisivacf 520 Ingyj2. 83 maraiaef édaminotdmethye kH-isdazple-T-Catdxylic acid

in 20 réll_7 %{ %{r@gféﬂé%ﬁgng )}Iﬁl%gggéfa'} rﬂg?% 32 mmol) of 2-(3-chloro-pyridin-2-yl)-

5-diflu@othetmyil-RHepyrazode-BenayhoxZlid aoyd fiﬁoWed By 1.02 mL (12.7 mmol) of pyridine.

e g4 YiisoBHT bl 1By el R e 18R MR Epsepsion s
cooledt6¥d8C ahd M6BIALA9GHIMBY ot m?ellsamysaifml dﬁlor&ﬂﬁ)lswtdeﬂ fdltd]ﬁwse The
rifluoro-

mnxturé?%ﬁ#a&%@%éfogglgﬂ{o%r%% tr?pefq{%r?t s e\;aporated and the residue is

trituratbt 3ntﬁ>a&niharﬁurﬁ-df colaaaatey The pratiptad, MRS Adrafedds AM@tdd washed

nitri i s added
with coigga}_er @Té dﬂem% p%g ygl%rwyptéﬁ(ﬁomamemé eﬁ@ageda in the next step;
LC/MS2Q83/489 &PA)*PCT/ EP2007/ 001283 -65 reaction m xture is
stirred for 16 hours at anbient tenperature and then
concentrated in vacuo. The residue is taken-up with

b) Pre;huranm @fr@l{[zi(whlo&cgwrez yTgsedun?ﬁ@ﬁﬁr@:l gHs;qf@;{owé 3$:ﬁ?d’&\yl]
U, I's washed w e acetate e
aminol g FrsT e P 7 cathaPa A HBREHEMIFR bt me. a1 ed

over MgSO4 and concentrated in vacuo. Purification of
the residue by flash chrorm(% graphy (Si 02, hexane /
ethyl acetate 4: 6) aff 0 nmg (10% over two steps)
of the product as a te soI d; LC/ M5: 536/ 538
(M:H) +, mp.: 247-250C. Exarﬂ) Q 3

6-{f2-(3-ch|oro pvridi p; @ NCLE
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am no)-5-nethyl -1 Hi )
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To a suspension of 600 mg of the above 7-[2-(3-chloro-pyridin-2-yl)-5-difluoromethyl-2H-
pyrazol-3-yl]-5-methyl-1H-8-oxa-1,2,6-triaza-cyclopenta[a]naphthalen-9-one in 10 mL. of
acetonitrile / water (4 : 1, v/v), is added 1.2 mL (14.0 mmol) of isopropylamine. The reaction
mixture is stirred for 6 hours at ambient temperature and then concentrated in vacuo. The
residue is taken-up with brine and ethyl acetate. The phases are separated and the aqueous
layer is washed with ethyl acetate. The combined organic layers are washed with brine, dried
over MgSO, and concentrated in vacuo. Trituration of the residue in ethyl acetate affords
106 mg (15% over two steps) of the product as a pale yellowish solid; LC/MS: 488/490
(M+H)*; m.p.: 250-253°C.

Example 34: Preparation of 6-{[2-(3-chloro-pyridin-2-yl)-5-trifluoromethyl-2H-pyrazole-3-

carbonyl]-amino}-5-ethynyl-1H-indazole-7-carboxylic acid isopropylamide:




"Cl N/-CF3 N-N'"O0OCH3O AN H NNHO See
exanple 28 for the preparation of this conpound wth
wWF 20020980z hl or o- pyri di n-2-yl ) - 5- PCT/EP2007/001283
(2,2,2-trifluoro-ethoxy)-2H pyrazol - 3-yl]-5-nethyl -
H 8-oxa-1,2,6-triaza- cycl ql:g;ent a[ a] napht hal en- 9- one as
the starting material. The Teaction is stirred at 60 C
for 24 hours and then concentrated in vacuo. The
residue is taken-up with water and ethyl acetate. The
a) Prepdrati@soffi-emiepGtranestlylsitanylethy ngeaitb-onulszdlayrecarbexylia abid anethy!
with ethyl acetate. The conbined organic |ayers are
washed several tines with brine, dried over MpSO4 and
concentrated in vacuo. Purification of the residue by
flash chromat ography (Si 02 hexane /| ethyl acetate 3
. 7) affords 75 ng (10% olver® two steps) of the product
as a white solid; LC Ms:||574/576 (MrH)+, mp.
240-242C. Exanpl e 31: Preparation of
6- {[ 5- br ono- 2- (3- chl or o- iH)- 2-yl ) - 2H pvrazol e- 3-ca
rbonyl I - am no) - 5- net hy H-i ndazol e- 7- car boxyl i c
acid isopropyl am de: aYy FFepaéipon of
7-[5- brono- 2- (3-chl or oypyii di n-2-yl)-2H pyrazol -3-yl]-
5-met hyl -1 H 8- oxa-
1,2,6-triaza-cycl opent a[ a] napht hal en-9- one WD

R 1 - i
to s oM R4 BITABER R AR o it er S My B ot
ester, prepatiedas5n stephayin-ekatmpient 708 enl7 ofc/siNbdimgthiifoasardide under an
atmosphere of argon is added 785 uL (5.6 mmol) of trimethylsilylacetylene, 8.65 mL of

ester

diethylamine (83.2 mmol), 194 mg (0.28 mmol) of dichlorobis(triphenylphosphine)palladium I
and 53 mg (0.28 mmol) of copper iodide. The reaction mixture is stirred in a microwave oven
at 150 °C for 5 minutes, filtrated over Celite (washing with ethyl actetate) and concentrated
in vacuo. The residue is purified by flash chromatography (SiO,, hexane / ethyl acetate 2 : 1)
to afford 970 mg of the product (61%) as a yellowish solid; LC/MS: 288/289 (M+H)".

b) Preparation of 6-amino-5-ethynyl-1H-indazole-7-carboxylic acid methyi ester

NH,

CO,CH,
N—NH

- To a solution of 500 mg (1.74 mmol) of 6-amino-5-trimethylsilanylethynyl-1H-indazole-7-
carboxylic acid methyl ester in 17 mL of anhydrous tetrahydrofuran under an atmosphere of
argon is added 2.6 mL (2.6 mmol) of a 1 M solution tetrabutylamonium fluoride in
tetrahydrofuran. The reaction mixture is stirred at ambient temperature for 2 hours. Water
and tert-butylmethylether are added and the two phases are separated. The aqueous layer is
extracted with tert-butylmethylether. The combined organic extracts are washed with brine,



in 26 nL of anhydrous acetonitrile is added 1.11 g
(3.66 mmol ) of 5-brono-2-(3-chloro-
W@007893302- yl ) - 2H pyr azol e- 3- car boxyl i ¢ aci d fpCT/BM®d7/001283
by 1.3 nL (16.2 mmol) of pyridine. The mxture is
stirred at anbi ent ten‘pera_t./ud_e during 30 mnutes. Then
the suspension is cooled to OCand 1.0 nL (12.9 mol)
of net hanesul fonyl chloride is added drop wi se. The
mxture is stirred at anbient tenperature for 16
dried dvetuMgSOF had coheerdratageintvacso. dhapesidueis saspended in hexdrdse
. . [ . +
v gt 191 3 40P AR S SHEE TS gz oty
with cold water and dried. The pale yell ow sh product
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6- {[ 5- brono- 2- (3-chl oro-pyridi n-2-yl)-2H pyrazol e- 3-ca
rbonyl ] -am no}-5- nethyl-1, Hindazol e-7-carboxylic
acid isopropylamde (CI NINWNNCHO Br 3 AANH / N
/CH3 \' T NNHO CH3 To lsuspension of 600 ng of the
above
7-[5-bronmo-2-(3-chloro-p
yl]-5-methyl -1

H 8- oxa- 1, 2, 6-tri aza- cyf£l opent@ta] napht hal en-9-one in
10 nmL of acetonitrile /?\,_ ter (4 : 1, v/iv) is added
1.11 nL (13.1 mmol) of 1sopropylam ne. The reaction
mxture is stirred for 9 hours at anbient tenperature
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distillatinrewit)) tobfenehEhgyelipwish solid abtajiedtie used digectly @ B next step; LC/MS:

2oz/zo‘§l(§/{+ 0 (MtH)+, mp.: 163-166C. Exanple 32:
reparation of
6-{[ 5- bronp- 2- (3-chl oro-pvridin-2-yl)-2H pvrazol e-3-ca

d) Prepd?afdH df7-[2-(3-chloro-pyridin-2-yl)-5-trifluoromethyl-2H-pyrazol-3-yl]-5-ethynyl-1H-
8-oxa-1,2,6-triaza-cyclopenta[a]naphthalen-9-one

I
Il S NN
NNCFS
R

0]

iNH2-yl ) - 2H pyrazol - 3-

N-NH O

To a suspension of 200 mg (0.99 mmol) of 6-amino-5-ethynyl-1H-indazole-7-carboxylic acid
in 7 mL of anhydrous acetonitrile is added 290 mg (0.99 mmol) of 2-(3-chloro-pyridin-2-yl)-5-
triluoromethyl-2H-pyrazole-3-carboxylic acid followed by 360 pL (4.5 mmol) of pyridine. The
mixture is stirred at ambient temperature during 30 minutes. Then the suspension is cooled

to 0°C and 270 uL (3.5 mmol) of methanesulfonyl chloride is added dropwise. The resulting



am no}-5-nmethyl -1 Hindazol e-7-carboxylic acid
bi cycl opropyl -1 -ylamde: 0 NNNCHOBr 3 NH / N
wWORMFAIB4BEe exanpl e 28 for the preparation of PEI/BP2007/001283

conpound wi th 7-[5-brono-2-(3-chloro-pyridin-2-

yl)-2H pyrazol - 3-yl ] -5- rret_h%I -1

H 8-oxa-1, 2, 6-triaza-cycl opent a[ a] napht hal en-9-one as

the starting material. The reaction is stirred at 50

C for 27 hours and then concentrated in vacuo.

mixturéPigrstifiedat mbiept tenheratess thudSiinpurs. dban tier snieend i evahyrated and
(Sj 02, . , .h : L ,
the restdl g At a A EER I Rpbr Tn iR o s opeas

filtrated aiegh wasldd witlecpid wdtert The paleweliowish gaidudt obt@ihib(426 mg) is
engaged gﬁg«? gu{e%tgérﬁé%;{:/ﬁ‘spa'wégé’ (I\;I-Zﬁ)c Exanpl e 33:
6-{[ 2-(3-chl oro-pvridin-2-vl)-5-difluoronethyl-2H pvra

z0ol e- 3- nyll -am . ngl -5 nethyl -
o) Preftnfind B8 Yt ples R0 TGS Miston 2k ety a-carbonyi-
amino}Fs-eymroat H-imdaable-7-carboxylic acid isopropylamide
7-[2-(3-chloro-pyridin-2-yl)-5-difluoromnethyl - 2H pyraz
ol -3-yl]-5-methyl -1 H
8-oxa-1, 2,6-triaza-cycl ope [ a] napht hal en-9-one Cl
NN CH3 NHF2 A NCO -AN\H WD 2007/ 093402

PCT/ EP2007/ 001283 -68 To /us lensi on of 540 ng (2.82
nmol ) of 6-am no-5- et

-1 Nndazol e- 7- car boxyl i c
acid in 20 nL of anhy

i@us gFfrile is added 771
nmg (2.82 mmol ) of 2-(3-|Ichlgro-pyridin-2-yl)-
5-di f I uor onet hyl - 2H pyrazoNse- 3- car boxyl i ¢ acid

followed by 1.02 niL ( ') of pyridine. The
mxture is stirred 8 \[t/Qh'perature during 30
m nutes. Then the su¥ ic$13

To a mixture of 426 mg of the above 7-[2-(3-chloro-pyridin-2-yl)-5-trifluoromethyl-2H-pyrazol-
3-yl]-5-ethynyl-1H-8-oxa-1,2,6-triaza-cyclopenta[a]naphthalen-9-one in 7 mL of 4 : 1 (v/v)
mixture of acetonitrile / water is added 0.79 mL (9.3 mmol) of isopropylamine. The reaction
mixture is stirred during 4 hours at ambient temperature and then concentrated in vacuo.
After purification by flash chromatography (SiO,, hexane / ethyl acetate 4 : 1), 250 mg (38%)
of product are obtained as a yellow solid; LC/MS: 516/518 (M+H)"; m.p.: 226-229°C.

Example 35:; Preparation of 6-{[2-(3-chloro-pyridin-2-yl)-5-trifluoromethyl-2H-pyrazole-3-

carbonyl]-amino}-5-ethynyl-1H-indazole-7-carboxylic acid bicyclopropyl-1-ylamide:

\ / Cl
H N
N—N

I oYQCFa

NH

H
N

N-NH O



cooled to OC and 766 L (9.9 mmol) of nethanesul f onyl
chloride is added dropwi se. The mxture is stirred at
wG@70e34016 hours. Then the solvent i s evapor aP€ER2UA7/001283

the residue is triturated with a m ninumof cold
water. The precipitate, whigh is fornmed is filtrated,
washed with cold water and&ried. The pal e yel | ow sh
product obtained is engaged in the next step; LC Ms:
429/ 431 (MtH)+. b) Preparation of

To a s@lutigref(5B0ohp of thepahove i7H2A3ychlor&-putiidin-Qe)ebratifluptondéthylyatt

pyrazof Sy efg by o1 Heza iy EBb N lehaphinalpr-9-gRg inc10 m. of

N, N-diBethgHBranargiddHs alig €365 MgNEl 4B rii3|) Tb bizysloproeyisi -planmirie

nycrochiyigS Bad s o 43 48\ Fraph obtristylasn ¢ T Feapipn i stsigd at 50 °C for

16 hoWémMen&oMbént&té@H\zdcu& Purification of the residue by flash

tri cIo nt napht hal en- 9-one i n
chroma{g3iaph g SICa GNP { FIVEAGE SHR Ce ) FROICE E0pITI9 (176 cueriup Steps) of
the probuét 48 whifedsdlidMOIMS: F54/558MIPY !, afpne4e-Bagec.eact i on
mxture is stirred for 6 hours at anbient tenperature
and then concentrated in vacuo. The residue is
Ean%@mragamlémom bﬁl@rcﬁMSQdeb 23Be3hfdr6-pyAdia- Mﬁéﬁiy@hgz%le-s-

par_ate an t he aqueoys | ayer |s washed w th ethy

: SORBHFY e e washed with
: bri ne dr| ed over I\/gSO4 and concentrated in vacuo.
Triturgtion of_the resi n acetate afford
a) Prepasgliqn,! Greuprove '?Woﬁ'g?ﬁ%’)"’@fpy{ 'Flé %Y'b&fl‘o‘tyf %%0' - Yﬂaﬂ‘éa oxa-
12etyﬁaL@Mopbnﬁfé]habhtrbérédvﬁonéSS/ 490 (MtH) +; m p.

50- 253C. Exanpl e 34: Preparation of
6 {[2-(3-chloro-pyridin-2-yl)-5-trifluoronethyl-2H pyr

azol e- 3- carbonyl | -am no} - &¢ ynyl -
H i ndazol e- 7- car boxyl i ¢ dci df i sopropyl ani de: WO
2007/ 093402 PCT/ EP2007(p N—N69 a) Preparation of
6- am no-5-tri met hyl sil nylagthn\y =1l
H- i ndazol e- 7- car boxyl methyl ester i Me3 4NH2
CO2CH3 0o

N-NH O

To a suspension of 1.00 g (4.58 mmol) of 6-amino-5-chloro-1H-indazole-7-carboxylic acid in
40 mL of anhydrous acetonitrile is added 1.18 g (4.58 mmol) of 5-chloro-2-(3-chloro-pyridin-
2-yl)- 2H-pyrazole-3-carboxylic acid followed by 1.7 mL (20.6 mmol) of pyridine. The mixture
is stirred at ambient temperature during 30 minutes. Then the suspension is cooled to 0°C
and 1.25 mL (16.0 mmol) of methanesulfonyl chloride is added dropwise. The mixture is
stirred at ambient temperature for 6 hours. Then the solvent is evaporated and the residue is
triturated with a minimum of cold water. The precipitate, which is formed is filtrated, washed
with cold water and dried. Purification by flash chromatography (SiO,, toluene / methylene
chloride / ethyl acetate 10 : 10 : 3) affords 910 mg (39%) of the product as a yellowish solid;
LC/MS: 433/435 (M+H)".

b) Preparation of 5-chloro-6-{[5-chloro-2-(3-chloro-pyridin-2-yl)-2H-pyrazole-3-carbonyl}-

amino}-1H-indazole-7-carboxylic acid isopropylamide



N-NH To a solution of 1.5 g (5.6 mmol) of

6- am no- 5- bronp-1 H-indazol e-7-carboxylic acid nethyl
W@2102/0934p2 epared as in step a in exanple 16, iPCBER00T601283

N, N- di net hyl f or mami de under an atnosphere of argon is

added 785 gL (5.6 nmol) of,%{lnethylsilylacetylene,

8.65 nL of diethylamne (832 nmmol), 194 ng (0.28

nmol ) of dichl orobi s(triphenyl phosphi ne) pal | adi um ||

and 53 ng (0.28 nmol) of copper iodide. The reaction

m xture is stirredina[::%' T,eﬁl/ave oven at 150 C for 5
mnutes, filtrated over [Celite (washing with et hyl
act et at e) and concentrat eg” acuo. The residue is
purified by flash chronatggr aphy—=@i 02, hexane / et hyl
acetate 2 : 1) to affocd 0 ng of the product (61 %
as a yellow sh solid; NH 288/ 289 (M+H) +. b)
Preparation of 6-am no et hypyl -1
H-i ndazol e- 7- car boxyl i i B ester H 11 NH
C2CH3 \ NNNH To asol ytion ef 500 ng (1.74 mol) of
6- am no-5-tri net hyl sﬂl‘a’ﬁyl e hynyP 1 Hindazol e-7-
carboxylic acid nethyl ester in 17 nmL of anhydrous
tetrahydrof uran under an atnosphere of _argon is added
To a spspengion ©p 280 meb(0)4bmmel)of M%@#Qneu Sehlewr ¢ &%Qﬂ'9ﬂ°a2¢631?mﬁﬁ0-

pyridint3- WQHSJ@M& 3t¢at{mb>e%qf21ea.rhzaTéwJp%a@{a]ﬁ&bmaﬁw@%desn 4.2 mL
stirre nbi‘ent tenperature or 2 hours. Water and

of tetratwelrofiyan ya agdad1 16t 11 ét-3anmol atiearrapwartne. (The regriion snixtuee is
sﬂrred%&p@ﬁ ! ar-l'r_lgﬁ F‘ga?rﬁ%lrl’ ulePNR thbd co é(%rﬁr%?éoeﬂ WabLd The re3|due is

uty net e COo I ne organi c extract
Purlflcatrcm afidbd mldMettry reverse-phege doomatapay affords 111 mg (52%) of the

produdtad/a %ﬁ%@%g%}/ﬁﬁs. 51281%M$ﬂa?vef MySO4 and
concentrated i n vacuo. e residue is suspended in
hexanes. Filtration affords 210 ng (56 % of the

Examg? W% Aratié )Sf% 1Rk 6-1& Ui o-2-C. MR ropkRbR I yIl-Mathtazole-3-

epa | O- amnO' 'e yny =
carborl]jamingiol Hrinpa o.~..~; boxylie a¢idl bigyslppropyicbmamidenH

N Cl

| ~

N N’N

ﬁm&

N-NH O

To a solution of 400 mg (0.78 mmol) of the above 5-chloro-7-[5-chloro-2-(3-chloro-pyridin-2-
yl)-2H-pyrazol-3-yl]-1H-8-oxa-1,2,6-triaza-cyclopentala]naphthalen-9-one in 8 mL of N,N-
dimethylformamide is added 262 mg (1.96 mmol) of bicyclopropyl-1-ylamine hydrochloride
and 273 ulL (1.96 mmol) of triethylamine. The reaction is stirred at 50 °C for 16 hours and
then concentrated in vacuo. The residue is taken-up with water and tert-butylmethylether.
The phases are separated and the aqueous layer is washed twice with tert-butylmethylether.
The combined organic layers are washed with brine, dried over MgSO, and concentrated in
vacuo. Purification of the residue by flash chromatography (SiO,, hexanes / ethyl acetate 1 :



To a solution of 200 ng (0.93 mmol) of

6-am no-5-ethynyl -1 H i ndazol e-7-carboxylic acid
woreaohphsdester in 4.2 nL of di oxane and 0.2 nL BET/EP2007/001283

nmet hanol is added 2.3 nL (2.3 mmol) of a 1 N aqueous

sol ution of NaOH The mxt%g is stirred for 5 hours

at 50C. The solvents are ‘€evaporated and water is

added to the residue. The product is precipitated at
pH 4 by addition of 1 N aqueous HCl, filtrated,
1to1 V\a,sg'rediem) afforalsra80imgi(A156) ofdiveproduct adra wlitdygolamlz.d63/MSp580/532
|II 4 with toluene. The yellow sh solid
(M+H) rﬁél ne |7§£tlased directly in the next step; LC M5
202/ 203 (MrH) +. d) Preparat| on of
7- har- , '

carborfyl]eaaind}- -&dhzd;la-z?aear ctviipaait at t frdiogo-1 rnabua * & xtNdtan-3-
N-am 3 N~ O NNHO To a suspension of 200 ng (0.99

yi)-ami ) of 6-am no-5-ethynyl-1 Hindazol e-7-carboxylic

acid in 7 nL of anhydrous acetonitrile is added 290

o Prooh TR B e Sa e B Bib ot Hearet s sove
1,2,6-thgza36@Iapentafa)haphmdign-Ofoneyr i di ne. The mixture is

stirred at anbient tenperature during 30 m nutes. Then
the suspension is cooled to OC and 270 L (3.5 mol)

of met hanesul fonyl chl ori:ﬁ?i(}s added dropw se. The
| P

resul ting WO 2007/ 09340 / EP2007/ 001283 -71
m xture is stirred atsp nmperature for 16
hours. Then the sol vent ,\§ evap ed and the residue
is triturated with a 1 o coicekvvater The
preci pitate, which | ormed i s filtrated and washed
wth cold water. THKe dl yel | ow sh product obtai ned
(426 nmg) is engaged N the next step; LC MS: 457/ 459
(MrH) +. e) Preparation of
6-{[2-(3-chloro-pyridin-2-yl)-5-trifluoronethyl -2H pyr

To a saspehsioB-of 40Mo1yy(1]89 ramiol) @f 6&ntiyaBeshioro-1H-indazole-7- carboxyhc acid

in16 nllilt Jﬁna%%é&gﬁs ?et?a%';/gl%)ﬁyr[ah fs g&deg 473%’9 ?P &) a mtg)eofl\é 8 chloro -pyridin-2-

yl)-5-methoxy-2H-pyrazole-3-carboxylic acid followed by 684 uL (8.50 mmol) of pyridine. The

mixture is stirred at ambient temperature during 30 minutes. Then the suspension is cooled
to 0°C and 516 uL (6.66 mmol) of methanesulfonyl chloride are added dropwise. The mixture
is stirred at ambient temperature for 5 hours. Then the solvent is evaporated and the residue
is triturated with a minimum of cold water. The precipitate, which is formed is filtrated and
washed with cold water. The pale yellowish product obtained (870 mg) is engaged in the
next step; LC/MS: 530/532 (M+H)".

b) Preparation of 5-chloro-6-{[2-(3-chloro-pyridin-2-yl)-5-methoxy-2H-pyrazole-3-carbonyl]-
amino}-1H-indazole-7-carboxylic acid (3-methyl-thietan-3-yl)-amide



PNFHY NN /CH3 N-NH O CH3 To a m xture of 426 ng of
t he above
\Ndzyﬂmgﬁﬂzhloro-pyridin-2-y|)-5-trif|uoronethyPGEEPpmwmnt
zol - 3-yl]-5-ethynyl -
H 8-oxa-1, 2,6-tri aza- cyclopﬁgta[a]naphthalen-9-one in
7 nmL of 4. 1 (v/v) m xture’of acetonitrile / water is
added 0.79 nL (9.3 mml) of isopropylanm ne. The
reaction mxture is stirred during 4 hours at anbient
tenperature and then co Clated in vacuo. After
purification by flash c@f?i%tography (Si 02, hexane /
ethyl acetate 4 :1), 25 38% of product are
obtained as a yellow sol pd; LOMBO 516/518 (M-H) +;
mp.: 226-229C. ExanplG . Prepaciation of
6-{f2-(3-chl oro-pyridi A<2-NH) - 5- trifluoronethyI-ZFprr
azol e-3- carbonyl | -a 5|et@ynyl
H i ndazol e- 7- car boxy, yclopropyl 1-yl am de:
C HNN 0 CF3 NN, ,NAHO 2007/ 093402
PCT/ EP2007/ 001283 -2 %o a solution of 530 ng of the
above

L (3-chl oro- Eyl‘ldln yl)-5-trifluoronethyl-2H
Toa saly %’281 509 g,'-g](j 4 é'f"ﬁ?'h?f thf above 5-chloro-7-[2-(3-chloro-pyridin-2-yl)-5-

methon7 §HQ99?azJal @ yﬁ 1tH s%&amcyslt@&@ ge[oabmafa]wa{mm@g%s irh mo mL of

or mani i s added 465

t
N NSRRIl gRatey FRARELAEA o (GRETE) ohgaiioiiispac daine. The
reactiohd$ stirrdPat’éd Wr)ﬁ&feukf At hkh dBhdtitratelB VR8s tThaNedidue is

stirred at 50 C fo 16 hours and then concentrated in
taken-yp,uilh Wakelrane Bl Pepats. THRONASAS Yasepgrafadad the aqueous layer is

washe@ e BRhRE A Sth{I JcBte. h%%%b‘ne@tchybmé‘ bﬁbt aﬁe?Washzal with brine,
af f _ords 200 gge 31 % over two_ st product

dried oyer ({950 agg cppcentiglagsn vg5ug- é’S'G'f'%EMPH)Qﬁ th%eﬁ'due@dé'azasc

chrom@é@f%? (S0, H?é)@ﬁ@é AbithQradetate 1 : 2) affords 276 mgz(44%) of the product as
or02(30 lor0-pyridin - 2H pyr

aWh“%\%‘?J'Ide?-@/Mg g%ﬁ% (M eR-1182-18R1%7 01 e- 7- car boxyl iC

acid isopr opyl am de: a) Pr epar ation of
c) Pre%gt?én?cgfﬁﬁ_-cq 9 %ﬂg)g h%r gymj1 in-2 %-&%relth%lxg 2H- gyr?azole 3- cyarbonyI]
amino)L1 H-iftalzbleaZ 8arb¥%yie Rekit (BIradtARpi BRixe dntsde6*-thietan-3-yl)-amide

C

N—N

N
\
oA/ 9
Cl CH,

NH
H CH,

N\<:}
S=0

\
N-NH O 1]
0

To a mixture of 240 mg (0.41 mmol) of 5-chloro-6-{[2-(3-chloro-pyridin-2-yl)-5-methoxy-2H-
pyrazole-3-carbonyl]-amino}-1H-indazole-7-carboxylic acid (3-methyl-thietan-3-yl)-amide in
16.8 mL of methylene chloride at ambient temperature is added dropwise 300 mg (1.22
mmol) of m-chloroperbenzoic acid dissolved in 2.0 mL of methylene chloride. The mixture is
stirred at ambient temperature for 16 hours. The solvent is then evaporated and ethyl



Cl G NNNC NO NNHO To a suspension of 1.00 g
(4.58 mmol ) of 6-am no-5-chloro-1
woRiongesaot e- 7- carboxylic acid in 40 nL of anhpdr/@pm07/001283

acetonitrile is added 1.18 g (4.58 muol) of

5-chloro-2-(3-chloro-pyridin: 2-yl)-

2H pyrazol e- 3-car boxylic acf{¥ ol | oned by 1.7 nL (20.6

nmol ) of pyridine. The m xture is stirred at anbi ent

tenperature during 30 m nutes. Then the suspension is
acetate aot aquéaus(saturated sbdiin bicaibbhiate arealdiiecfThe phases are separated

ons UG B0 55] S P B PR sovrs

washelbavithsbrinéhened dver 3y SEyrend conesdtrmedirechcandP irifieati@sofdte residue

i, triturated.t mi ni 0 d LI, . he
oy flash i RfaBhY il Ph Pl T s {1 Pa 3 oribR Brpouct as o
white salitinLC/MS] 5641566 (BAH) dm.edi6RavoiC.cati on by flash
chromat ogr aphy (Si 02, toluene / nethylene chloride /
ethyl acetate 10 : 10 : 3) affords 910 ng (39% of the
Exampdé guRepasition ESbeswheB-ciwdrd-8: {[2-[3-EMEro-p\aidindB 1) EMhthbxy-2H-
D . L . :

] 2\ jo- __t_g; a ;07 __0'! QRV 'n:‘ 2|_|_ pyr
azol e-3-carbonyl]- am no}-1 Hindazol e-7-carboxylic
0

a) Pregaa%éﬁlqﬂl gf?&%ﬁﬁ%‘-%@@%&%ﬁhmgg a4 O%qq_ %%E%’Ogga?o/ﬁcgmé%%ﬂster
suspensi on of 210 ng (0.40 nmmol) of the above
5-ch|oro-7-[5-ch|oro-2-(3-8ploro-
pyridin-2-yl)-2H pyrazol -37yl]-1
H 8- oxa- 1, 2, 6-tri aza- cyclopepthi.a] napht hal en-9-one in
4.2 mL of tetrahydrofursg 5 added 110 gl (1.3 mol)
of isopropylanine. The—eafti drParixture is stirred
for 4 hours at anbi ent tnerperature and then
concentrated in vacuo. The residue is

To a solution of 9 g (29.92 mmol) of 6-amino-5-chloro-1H-indazole-7-carboxylic acid methy!
ester in 68 mL of acetic acid at 80°C, is added dropwise 2 mL (38.89 mmol) of bromine. The
mixture is stirred over the night at 80°C. The solvents are evaporated and water is added to
the residue. The product is precipitated at pH 5 by addition of 1N aqﬁeous NaOH, filtrated,
washed with a minimum of water and dried under high vacuum. 1 g (3.28 mmol, 11%) of
pure product is obtained; LC/MS: 305/306 (M+H)".

b) Preparation of 6-amino-3-bromo-5-chloro-1H-indazole-7-carboxylic acid

Cl
NH

Br CO,H

2~

See step b example 1 for the preparation of this compound with 6-amino-3-bromo-5-chloro-
1H-indazole-7-carboxylic acid methyl ester as starting material. After 24 h of reaction time at
ambient temperature, the solvents are evaporated and water is added to the residue. The
product is precipitated at pH 4 by addition of concentrated HCI, filtrated, washed with a



Purification of the residue by reverse-phase
chromat ography affords 111 ng (52% of the product as
w@2ehioeBoxsol i d; LC/ MS: 514/516 (MtNa) +. Exanpl BCBEP2007/001283
Preparation of
5-chl oro-6-{f5-chl oro- 2-(3:91{1_0ro- pyridin-2-yl)-2H pyr
azol e-3- carbonyll-amno)-1 i ndazol e-7-car boxylic
acid bicyclopropyl-1 -ylanide: "Cl N~CO NCNHN
N-NH O To a solution of 400 ng (0.78 mol) of the
minimgmcnf avater@mdairied on| gh kenuo pure- e aude pylid (B32-n2g) obtained is
- 1 .
used cﬁ&é‘ﬂ%@gﬁ%{Bgégt?é}gz/gsc%%]%%% 'YIET)a] napht hal en-9-one in
8 mL of NN- dinethylformam de is added 262 ng (1.96

0 PRl 3 U LOSAPH o L A S .2 oo
1H-8-axat 1,2 Betriata-g@idpehtala) hdphtbales-9eové  t hen concentrated in
vacuo. The residue is taken-up with water and

tert-butyl methyl ether. The phases are separated and
t he aqueous | ayer is vvashi e with

tert-butylnmethylether. T donmbi ned organic |ayers
are washed with brine, griad onel MySO4 and

Pug fi t Q of the residue by
, Sfexanes ¢Hgethyl acetate 1
7,001283 -74 1 to 1 : 2,

~gradient) affordsB (91 %9 of the product as a
white solid;. LC/ MBS /582 (M¢H)+, mp.: 173-175C.
Exanpl e 38: Preparation of
5-chl oro-6-{[ 2- (3-chl oro-pyridin-2-vl)-5-methoxy-2H py
To a suspenkien 3f 40a myp(1y38 mal)rd }6-dmike i3dctaro-- B cfotat anddzble-7-
carbo@gémgc&ée ﬁ) ‘Igrtnmgé Sépg{r?%%{eg%m&ro#u?grp gtal 0°8, istalydgg %ﬂg 3;71g| (1.38 mmol)
of 2-(3shisid-pyidiF-2F\2)-5-Brethdxyr2H-pyrazolef8-Carbiyiid aoEtibiwedy- 490 L

(6:20 f3) ok, T isPp s i eeled 8,76 ABHSTBIKLN @) of

metharkdsufomyd chloride are added dropwise. The mixture is stirred at ambient temperature

concentrated in vacuo.
flash chromat ogr aphy
WO 2007/ 093402 PCT/

over the night. The reaction is not complete and therefore 166 uL (2.07 mmol) of pyridine are
added followed by 349 mg (1.38 mmol) of 2-(3-chloro-pyridin-2-yl)-5-methoxy-2H-pyrazole-3-
carboxylic acid. The reaction is stirred again at ambient temperature for 5 hours. Then the
solvent is evaporated and the residue is triturated with a minimum of cold water. The
precipitate, which is formed is filtrated and washed with cold water. The pale yellowish
product obtained is purified by flash chromatography (SiO,, heptane / ethyl acetate 1 : 1)
affords 200 mg (0.47 mmol, 34%) of the product as a solid;. LC/MS: 509/511 (M+H)".

d) Preparation of 3-bromo-5-chloro-6-{[2-(3-chloro-pyridin-2-yl)-5-methoxy-2H-pyrazole-3-
carbonyl]-amino}-1H-indazole-7-carboxylic acid isopropylamide



O-NH O To a suspension of 400 ng (1.89 mmol) of

6-am no-5-chloro-1 Hindazol e-7-carboxylic acid in 16
WOork00s09#=hydr ous tetrahydrofuran is added 479 PgI/ER208D001283

mol ) of 2-(3-chl oro-pyridin-2-

yl)-5-met hoxy- 2H pyrazol e- 8gar boxylic acid foll owed

by 684 L (8.50 mml) of pyridine. The mxture is

stirred at anbient tenperature during 30 m nutes. Then

t he suspension is cooled to OC and 516 L (6.66 nmol)

of nethanesul fonyl chlorj fle added dropw se. The

mxture is stirred at a@t tenperature for 5

[

hours. Then the sol vent “ apldrated and the residue
is triturated with a mnigym Od water. The
precipitate, which is fé&dnmeyl is fil€Hated and washed

with cold water. The pale_yBH|I ow sh product obtai ned
(870 ng) is engaged in ¢ next step; LC/ MS: 530/532
(MrH) +. b) Preparafiop \|/CH3
5-chl oro-6-{[2-(3-chl i digp 2-yl') - 5- met hoxy- 2H py
razol e- 3-carbonyl]- a } H-T Adazol e- 7- car boxyl i c
acid (3-nethyl-thietan-3-yl)-am de V\D 2007/ 093402
PCT/ EP2007/ 001283 -75 CI N NN
To a suspengioRyqt h2& FdA O Mmob ot e Wer?gbfeﬂ‘ol%‘ch‘ﬁtﬂ 7 [%13 P'P\'@' o-
pyndm@ﬂKS rﬁetﬁb*)ﬂ?ﬂ-p?ra{zgl' é-?ﬂ-q PL&bRa- ) 6-tHaza Zy¥bperralajnaphthalen-9-

|
one in A oha TptUER AGeTePEISATSD Bi3eiivisAdegiROA: @7 omened gt
|sopro;;;@arm=leo‘fhe Ma&h&ﬂ r‘ﬁﬁ&ﬁmllg erf@rfbﬂé hb8rsafl @% e beriBerbfird Brine is

3-net hyl -t hi et an- 3-yl am ne. reaction I s

)
then a@‘iqdrtPéEP Bixtge aodftb? progluglys extragied wik ﬁtfa/bﬁ‘aeéﬁner(attwso nfhe

regrouM@@H@anfE'}ﬁma&@sSér@QﬁleH%n ELSo)k Mﬁafé’ﬂtahd‘@hﬁérafﬁ@ldTﬁé BYtification of
ate hases are separated and aqueous

the fe%'dwé-‘rv flagh cmmagrtaﬁmé@ O Hegtaey ety ﬁwta@cbt t A alfordss6 mg

(42%) BPATWNNE dolRf, GBINIS: é@\/@fosmng Waphed 7vghcbrine,  dried
over MgSO4 and concentrated in vacuo. Purification of

the residue by flash
Example 40: Preparation of 3-bromo-5-chloro-6-{[2-(3-chloro-pyridin-2-yl)-5-methoxy-2H-

pyrazole-3-carbonyl]-amino}-1H-indazole-7-carboxylic acid bicyclopropyi-1-ylamide:

Cc

\
/ N’N

H
N
Br \
N-NH O

To a solution of 120 mg (0.24 mmol) of the above 3-bromo-5-chloro-7-[2-(3-chloro-pyridin-2-
yl)-5-methoxy-2H-pyrazol-3-yl]-1H-8-oxa-1,2,6-triaza-cyclopenta[a]jnaphthalen-9-one in 2.4
mL of N,N-dimethylformamide is added 95 mg (0.71 mmol) of bicyclopropyl-1-ylamine
hydrochloride and 99 pL (0.71 mmol) of triethylamine. The reaction is stirred at 50 °C for 24
hours and then concentrated in vacuo. The residue is taken-up with acetone and after
filtration the filtrate is evaporated. Purification of the residue by flash chromatography (SiO,,



chromat ogr aphy (Si 02, hexanes / ethyl acetate 1 : 2)
affords 276 ng (449% of the product as a white solid;
WO 2000008802 532/ 534 (MrH) +, m p.: 162-165C. c) PCT/EP2007/001283

Preparation of

5-chl oro-6-{[2-(3-chl oro- p_y.aédln 2-yl) - 5- met hoxy- 2H py

razol e- 3-car bonyl ] - am no} H-i ndazol e- 7- car boxyl i c

acid (3-nmethyl-1,1-di oxo-1 | anbda"

6"-thietan-3-yl)-amide CI NNN COCH3 AA NH H CH3
hexanes N\ethirl agelsi®) 1 : 1] affords 80amgr56%ir &f aofolid4 LCAYS{ 66480 (RbHH)", m.p.:
190-1 ghl oro-6-{[ 2-(3-chl oro-pyridin-2-yl)-5-net hoxy-2H
pyrazol e- 3- car bonyl] am no}-1 H-indazol e-7-carboxylic

Examp;f% 4? '£| r%R

m@dﬁ-_amtm\zmamm-a-mem-1 Ivindayolef 7-parbbkyiic apidrisemapilamide:
acid dissolved in 2.0 nL of nethylene chloride. The
mxture is stirred at anbient tenperature for 16

a) Preparatien ofBiemirml-5-ehlbra-8-nidileyt-1&lviapazaid-2dacouotylit dojid méDyl ester
2007/ 093402 PCT/ EP2007/ 001283 -76 acetate and aqueous
saturated sodi um bi carbonate are added. The phases are
separated and the aqueous Hlayer is washed with ethyl
acetate. The conbi ned org Neyers are washed wth

d

brine, dried over MgpSO&4 a oncentrat ed in-vacuo.
Purification of the r%sn ofd@sh chromat ography -
(Si 02, ethyl acetat e)3 af ONES 115 g (50% of the
product as a white soli d: LC/ MS: 564/ 566 (M+H) +;
mp.: 167-170C. Exanple 39: Preparation of

chloro ridi nmet ho

Toas ytl%_gfoq%%rrgg | 8? @T&F chélmetr}ﬁw rcr’olP blcyclo[3 3 }I/]nonane in 5 mL of
anhydrblus m@hw@f&aﬁ wézmmldr@pvage g.71 SﬂlD(ED@V hﬁwel)da a $dlution 1N of

epar at |

SRS ey ETier AR atien Shatpe. wpie ot amipg 3-bromo-S-
chloro-1H-indazole-7-carboxylic acid methyl ester, prepared as in step a in example 39, and
104 mg (0.15 mmol) of bis(triphenylphosphine) palladiumi(ll) dichloride in 10 mL of

methyl I—\-

anhydrous tetrahydrofuran is added. The reaction mixture is stirred in a microwave oven at
150 °C for 15 minutes. After filtration over Celite and concentration in vacuo, the residue is
purified by flash chromatography (SiO., hexanes / ethyl acetate 1 : 1) to afford 470 mg of
product (66%) as a pale yellowish solid; LC/MS: 240/242 (M+H)".

b) Preparation of 6-amino-5-chloro-3-methyl-1H-indazole-7-carboxylic acid

NH

H,C COH

—NH

z/

See step b example 1 for the preparation of this compound with 6-amino-5-chloro-3-methyl-
1H-indazole-7-carboxylic acid methyl ester as starting material. After 24 h of reaction time at
ambient temperature, the solvents are evaporated and water is added to the residue. The
product is precipitated at pH 4 by addition of concentrated HCI, filtrated, washed with a



C02 CHBr \ 23 NNH To a solution of 9 g (29.92
mol ) of 6-am no-5-chloro-1 Hindazol e-7-carboxylic
waceoodopmavhyl ester in 68 nL of acetic acid atPGDEP200%001283

added dropwi se 2 nL (38.89 nmol) of brom ne. The

m xture is stirred over the_night at 80C. The solvents

are evaporated and water i 84dded to the residue. The

product is precipitated at pH 5 by addition of 1 N

aqueous NaOH, filtrated, washed with a m ni nrum of
minimwatoé waten@gndrdried oardlght vdtugim pumap diine ctudp $§@idA82%6obtainkd is used

arect By neRi G 22a R B ET 105 br omo- 5. chi or o- 1

H i ndazol e-7-carboxylic acid CI  NH2 Br CO2H N NH

o PreESL A Bt B ol B LU G SeBs vz
methykFtH-8caol, 2,6 Ariaza-O@iopenta[@nashthalémplorest er as starting
material. After 24 h of reaction tine at anbient
tenperature, the solvents are evaporated and water is
added to the residue. The odtict is precipitated at

pH 4 by addition of concenjjrated HCl, filtrated,

washed with a WD 2007/ 0%4E&/ﬁ;%EP2007/ 001283 -77

m ni mum of water and drijed gn high~veguum punp. The

crude solid (832 ny) optal s used directly in the

next step; LC Ms: 291/ RS +. ¢) Preparation of

3- br ono- 5- chl or o-ALG - chjfor o- pyri di n-2-yl)-5-met hox

y-2H pyrazol -3-yl]- 1N-NH O

H 8-oxa-1, 2, 6-tri aza-cycl opent a[ a] napht hal en-9-one Cl

Cl NNNOCH3 OBr NN O To a suspension of 400 ng
To a s(spedSionMup 630 aig @-3MinAD1)Df Bramibe B-cHidrorPmbthyl-1H-indazole-7-

carboxly_/‘_icI D3ROl of anhydrous tetrahydrofuran at 10°C, is added 698 mg (2.39 mmol)

of 2-(3-chloro-pyridin-2-yl)-5-trifluoromethyl-2H-pyrazole-3-carboxylic acid followed by 963 uL
(11.97 mmol) of pyridine. Then the suspension is cooled to 0°C and 748 pL (9.57 mmol) of
methanesulfonyl chioride are added dropwise. The mixture is stirred at ambient temperature
for 48 hours. Then the solvent is evaporated and the residue is taken-up with acetone. After
filtration, the filtrate is evaporated in vacuo. The residue obtained is purified by flash
chromatography (SiO,, heptane / ethyl acetate 1 : 2) and affords 810 mg (1.68 mmol, 70%)
of the product as a solid;. LC/MS: 481/483 (M+H)".

d) Preparation of 5-chloro-6-{[2-(3-chloro-pyridin-2-yl)-5-trifluoromethyl-2H-pyrazole-3-
carbonyl]-amino}-3-methyl-1H-indazole-7-carboxylic acid isopropylamide



carboxylic acid in 16 nL of anhydrous tetrahydrofuran
at 10C, is added 349 ng (1.38 mmol) of
WQ@2¢03/0e8abor o- pyri di n- 2-yl ) - 5- net hoxy- 2H pyr az oPEF/BPaT/in1283
oxylic acid foll owed by 499 gL (6.20 nmol) of
pyri di ne. Then the suspensiﬁr Is cooled to OC and 376
L (4.82 mmol) of. methanestul fonyl chloride are added
dropwi se. The mixture is stirred at ambi ent
tenperature over the night. The reaction is not
To a suspamisionef 4A8 M2 mrrml)lcﬁﬁh@abc(\@ BehlareeT -J2-(F-clggnotpliridia-2-y1)-5-

trifluor%?@y@%lﬂ%g%a{ngél ﬁmg%ﬁj‘ﬁ 2%9in ﬁ)%)z/crl lentalajpaphthalen-o-
one in 6a82ook wf aenigtaredacelbrtriiee &QDl Fis] ) (\v/s) is bddece51 ab&0.80 amol) of
sopro IR T ARl Hiyreds aifaet BF Bl Shambioptimpsature Brine is
then ad@iéd tﬁgme afi );tﬂlfﬂ ghdvag @foddu'EhS expragted m'tl]méﬁllm apétatd(3i tﬁmes) The
med is filtrat cO
reqrouBSH BHEpEIG BEEh e Lo Noka LB r PP Bl by hFIPLEation o
the res?dlfdﬂmﬂasgroaﬂimatbgtaggy (&Q@ttﬁegﬁage /edthyi lacetaeds gt e)t dfférdd B0 mg
roduct as a
(26%) B WS Bl KEMB 089034 Py 1 ey 238r st o of
3- brono-5-chl oro-6-{[ 2- ( 3- chloro pyrldln 2-yl)-5-netho
D razol e 1 .
_____ apemethyl-2H-

pvrazo@@-ﬁé%ﬁﬁlﬂammﬂﬁﬁéﬂﬁ)m l@@rﬂdé&&e 7‘-8£'b&V|INaNdM)I(QC|C@@\L\ 1-ylamide:

CH3 NHH Br YCH3 N NNH O CH3 To a suspension of
120 ng (0.24 mmol ) of the above

3- brono-5-chl oro-7-[ 2- ( 3- chior©-

pyri di n-2-y|)-5-mathoxy-2razol-3-y|]-1

H 8- oxa-1, 2, 6-tri aza-cycl opgntatm] napht hal en-9- one in
2.4 nL of a mxture aceton'btri\e:\ A2 (viv) is
added 60 L (0.71 mrol) ofCl opropyl am ne. The
reaction mxture is sti d 6 hours at ambient
tenperature. Brine is adgled to the m xture and
the product is extractethx | acetate (3 tines).
The regrouped ord& [ \pqgse' dri ed on Na2SO4,
filtrated and evaporat%d. Thé rification of the
residue by flash chromatography (Si 02, heptane / ethyl
acetate 1 : 2) affords 56 ng

To a solution of 150 mg (0.25 mmol) of the above 5-chloro-7-[2-(3-chloro-pyridin-2-yi)-5-

trifluoromethyl-2H-pyrazol-3-yl]-3-methyl-1H-8-oxa-1,2,6-triaza-cyclopenta[a]naphthalen-9-
one in 3 mL of N,N-dimethylformamide is added 100 mg (0.75 mmol) of bicyclopropyl-1-
ylamine hydrochloride and 104 ul (0.75 mmol) of triethylamine. The reaction is stirred at 50
°C for 24 hours and then concentrated in vacuo. The residue is taken-up with acetone and
after filtration the filtrate is evaporated. Purification of the residue by flash chromatography
(SiO,, hexanes / ethyl acetate 3 : 2) affords 70 mg (48%) of a solid;. LC/MS: 578/580
(M+H)*, m.p.: 228-229°C.

Example 43: Preparation of 6-chloro-7-{[2-(3-chloro-pyridin-2-yl)-5-trifluoromethyl-2H-

razole-3-carbonyl

a) Preparation of 7-amino-quinoline-8-carboxylic acid



(429% of a white solid; LCMs: 568/570 (MtH)+, mp.:
217-218C. Exanpl e 40: Preparation of
WG207098305- chl or 0- 6-{12- ( 3- chl or o- pyri di n- 2- y| PCBER®DT001283
Xv-2H pyrazol e-3-carbonyl | -am no}-1
H-i ndazol e- 7- car boxyl i ¢ aci g, bi cycl opropyl - 1-yl am de:
Cl NNNCH3 O | NH Br H ON To a solution of 120
ng (0.24 nmol) of the above

3 br ono- 5-chl oro-7-[ 2- ( 3- chloro pyri di n- 2-
yl)-5-met hoxy- 2H pyr azgh>s -1
H- 8-oxa-1, 2, 6-tri aza-clycl @
2.4 nL of N, N-dinmethyl :
mmol ) of bicycl opropyl-1-yl dp e hydr ochl oride and 99
gL (0.71 nmmol ) of triethylamAe. The reaction is

This cSthpéirRs %Pep%@ecpaé 8ésctifred E'géhémaﬁﬁalhh BulCHINEe RS r@t@@o lafld .

vacuo. The residue is ta acet one’ and 'a
Med. Gham.; 200245t BROZ; ILC(VIGT t89/ 159%(\Mrfi'd))r athedstaringiniateraliZemitrofquinoline

o pres S A SR BB SR BIARRY s 1 ety

acetate 1 : 1) affords 80 nmg (56% of a solid;. LC Ms:
b) Pre;%?rg{lcﬁfgftél—gﬁ"(l%?"hlorglp?lridin-éﬂ?B&ﬁﬁ%‘rorﬁéﬁ%ﬁ-ﬁ%zol-3-yl]-3-oxa-1 ,5-
diaza- @%hhtblr@-éompz- (3-chloro-pyridin-2-vl)-5-trifluoroneth

yl -2H pyrazol e- 3-car bonyl } - am no} - 3- net hyl -

H i ndazol e- 7- carboxyl i ¢ aci d isopropyl ani de: a)

Preparati on of 6-amn no- 5-6b- 3- net hyl -

a[a]naphthalen 9-one in
QQHIS added 95 ng (0.71

H i ndazol e- 7-carboxylic dcid nethyl ester | NH2 H3C
CRCH3 N-NH To a solutitar o /Q 9 ng (5.91 mvol) of
9- net hoxy- 9- bor a- bi cycl o[ §. 3. &he in 5 nL of
anhydrous tetrahydro added dropwi se 3.71 nL
(5.91 mmol ) of a sol 2 ON of nethyl lithiumin

di et hyl ether. After| fdw minutes of stirring, a mxture
of 6-ani no- 3- brono-5+-Rhl & o-1 H i ndazol e- 7- carboxyl i c
acid nethyl ester, prepared as in step a in exanple
39, and

To a suspension of 500 mg (2.66 mmol) of 7-amino-quinoline-8-carboxylic acid in 20 mL of

anhydrous tetrahydrofuran at 10°C, is added 775 mg (2.66 mmol) of 2-(3-chloro-pyridin-2-yl)-
5-trifluoromethyl-2H-pyrazole-3-carboxylic acid followed by 1.07 mL (13.28 mmol) of

pyridine. Then the suspension is cooled to 0°C and 830 uL (10.63 mmol) of methanesulfonyl
chloride are added dropwise. The mixture is stirred at ambient temperature for 48 hours.
Then the solvent is evaporated and the residue is precipitated with a minimum of water. The
filtration gave 180 mg of product after drying on high vacuum pump. The filtrate is
evaporated and the residue obtained is purified by flash chromatography to afford 100 mg
more of product as a solid. The overall yield is 24%; LC/MS: 444/446 (M+H)".

c) Preparation of 7-{[2-(3-chloro-pyridin-2-yl)-5-trifluoromethyl-2H-pyrazole-3-carbonyl]-
amino}-quinoline-8-carboxylic acid isopropylamide



104 ng (0.15 mmol ) of bis(triphenyl phosphine)
pal l adium (11) dichloride in 10 nL of anhydrous

W@ 2a07ab34a2 of uran i s added. The reacti on m xt urBCT/BP2007/001283
stirred in a mcrowave oven at 150 C for 15 m nutes.
After filtration over Celitg and concentration in
vacuo, the residue is purified by flash
chromat ography (Si 02, hexanes / ethyl acetate 1 : 1)
to afford 470 ng of product §66% as a pale yell ow sh
solid; LC/Ms: 240/ 242 ( b) Preparation of
6- ani no- 5- chl or o- 3- et hyl - JJ Hi ndazol e- 7- car boxylic
acid NH2 H 3C CO2H N-NFN" S tep b exanple 1 for
the preparation of this ™ h
6- am no- 5- chl or o- 3- net hyl - H- i ndazol e- 7- car boxyl i c
acid nethyl ester as N'Tb material. After 24 h of
reaction tinme at anbi te erature, the solvents
are evaporated and v l 1§ a sto the residue. The
product is precipitatedyat doH dnby addition of
concentrated HCl, filtrated, washed with a WO
2007/ 093402 PCT/ EP2007/ 001283 -80 mi ni mum of wat er

and dried . on hl@)h vacuum pungb The crude solid (92/%

To a syspension ! it 40 ME@-2&mmedtaf jhe aPvee-Ifaidrehiqrapyridiey
tnfluor&%@{h?Q@H It3- gl}—b &aepgfdiﬂzbgiheﬁénthren -4-one in 5.60 mL of a mixture
chloro -5-trifluorometh

5- - 7-
acetoqlt[llg;.ﬁ% ?laﬂzQva_)gs @,q!c]e_d373 ietd84 omol) of |sopropylam|ne The reactlcyn

mixtur&sSstirea dn @h&]rts fat Qﬁ'ﬁrefﬁ)’fén%é?ﬁh?& @Lﬁé%@ﬁb@ﬂe@f@tﬂ@ ‘mixture anci

To a sSusp ensi on

the prcz(s:#(wa@mgct@? wifh eﬁhvbaseteﬁe (é ilmﬁsh Jhg féﬂ'l%‘P@d stg@@tqmasqs are dried

on NaJ30,Nfi#aRbend-evagsrafedy rhé pasicatibm ofzt%e'ﬂes@ue thé(éif Htdmatography
tetrahydrofuran at 10C, | s added

(SiO,, feptane and ethyl acetate as eluants) affords 100 mg ( n%é ) of a white SO|Id LC/MS:

503/505-(VB:+H5N Ine p 9 2pBopgea)- 2- yi ) - 5-tri f | uor onet hyl - 2H- pyr azol
e-3-carboxylic acid foll oned by 963 L (11.97 mmol) of

pyridi ne. Then the suspension is cooled to OC and 748

Exampid-44:Pregardtish of Ri2-(BRhivAnBerhtih-2 AN 5-GMuBFdnttRnd281-JFEESle-3-

oFropV\/lse he mxture Is stirred at annlent
carbo line-8-carboxylic acid methylamide:

\CI

//N

N N

To a suspension of 140 mg (0.28 mmol) of the above 2-[2-(3-chloro-pyridin-2-yl)-5-
trifluoromethyl-2H-pyrazol-3-yl]-3-oxa-1,5-diaza-phenanthren-4-one in 5.60 mL of a mixture
acetonitrile: H,O 4:1 (v/v) is added 74 puL (0.85 mmol) of methylamine (solution 40% in
water). The reaction mixture is stirred for 6 hours at ambient temperature. Brine is then
added to the mixture and the product is extracted with ethyl acetate (3 times). The regrouped
organic phases are dried on Na,SQ,, filtrated and evaporated. The purification of the residue



for 48 hours. Then the solvent is evaporated and the
residue is taken-up with acetone. After filtration,

W0 b@7/093402 at e i s evaporated in vacuo. The resiBCEEP2007/001283
obtained is purified by flash chromatography (Si 02,
heptane / ethyl acetate 1 :g2) and affords 810 ny
(1.68 mmol, 70% of the product as a solid;. LC M5
481/ 483 (I\/H—|)+ d) Prepar ati on of
5-ch|oro-6é é chloro-pyridin-2-yl)-5-trifluoroneth

by flasp|chpamagiggraply €Si fmtai@rgn ethytiagetptaaseiuppis) affords 84 mg (62%)
ofawﬁ.‘rég&a,zmmns? 4‘79!4'9@(%!—6,ﬁ??.@’z@@?ﬁ@y' amde G L NN
CCH3" NT NNH O CH3 WO 2007/ 093402
PCT/ EP2007/ 001283 -81 To a suspension of 148 ny

Examé@d,%q:’rg

H 8- oxa- 1 2 6-tri aza- cycl opent a[ a] napht hal en-9- one in
5.92 nL of a mxture acetonitrile: H20 4:1 (viv) is

a) Prepaftatanh &f6-am{ro-@inatineiSycasboxyiie epid @yideni ne. The
reaction mxture is stirred for 6 hours at anbi ent
tenperature. Brine is then added to the m xture and

AN hyl acetate (3 times).
®S %_? dri ed on Na2SO4,
eyypurzi ficati on of the

t he product is extracted

The regrouped organic p

filtrated and evapor atwnd.

residue by flash chromgtog oy (Si 02, heptane / ethyl

acetate 1 : 1) affords (28% of a white solid;

LCYNB 540/542 (MtH) +, mp.: 235-236C. Exanple 42:
aration

This C‘H" "Qr'%P@PPfe? FSIEpATteS B ﬁﬁﬂem POy P§2.5364p; starting Bawythe 6-

mtroquHchﬂé"‘UrRié’i ﬂ@éb%ﬁdlﬂ@ﬁ@@@\ﬂ‘dn‘t@@ ﬂ@h—&hﬂ%"—d’tﬁﬁohﬁe 5-carboxylic acid
H-i ndazol e- 7- car boxyl i c acid cl opro

as descried, Pyithe eaRRERENANG amud@,jsC/Nﬁ NB 189 (M

b) Preparation of 6-amino-quinoline-5-carboxylic acid methyl ester

NH,

NZ[ TcocH,
NS

To a solution of 2 g (10.68 mmol) of the above 6-amino-quinoline-5-carboxylic acid amide in
10.76 mL of absolute methanol is added 2.34 mL (42.73 mmol) of concentrated sulphuric
acid. The reaction is stirred in a microwave during 13 minutes at 140°C. The reaction is
repeated 6 times with flask opening after each run because of gas formation. The mixture is
then cooled at 0°C and water is added. The pH of the mixture is increased slowly to 6 with
addition of an aqueous 6N NaOH solution. The pH is adjusted to 8 with a saturated aqueous
solution of NaHCOj3. The product is extracted with ethyl acetate ( 4 times) and the combined
organic layers are dried on Na,SO,, filtrated and evaporated. After flash chromatography
purification with heptane and ethyl acetate as eluants, 555 mg (26%) of a yellowish solid are
obtained; LC/MS: 203/204 (M+H)".



H3C To a solution of 150 ng (0.25 mol ) of the above
5-chloro-7-[2-(3-chl oro-pyridin-2-yi)-5-
Wa poof7logapd et hyl - 2H pyrazol - 3-yl ] -3-nmet hyl -1 PCT/EP2007/001283
H 8- oxa- 1, 2,6-tri aza-cycl opent a[ a] napht hal en-9- one in
3 mL of N, N-dinethylformamgle is added 100 ng (0. 75
mmol ) of bicycl opropyl -1- ylam ne hydrochl ori de and
104.tL (0.75 mmol) of triethylam ne. The reaction is
stirred at 50 C for 24 hours and then concentrated in
c) Prepaaiipn ofghaminosquinline$-¢aiReylieacidi t h acet one and after
filtration the filtrate is evaporated. Purification of
the residue by flash chrorratoraphy (Si 02, hexanes /
ethyl acetate 3: 2) affo () ng (48% of a solid;
LG/ Ms: 578/ 580 (M+H) +, 228-229C. Exanple 43:
Preparation of N* COH
6-chloro-7-([2-(3-chlong-pyridin-2-yl)-5-trifluoroneth
vl - 2H
pyr azol e- 3- car bonvl | - am no} - qui nol i ne- 8- car boxylic

C|d|soroyamde tlono
To a s§ion SR PR T B0 &l e b Pre SaEn e knals Fsaangic acd
methyl'%@férﬁ?i@@?ﬁ@@ﬂ&Sﬁane%O 64 thl of\mé{hanol@d!died'@m& mL (5.48 mmol)
of an agppes aion AR ThsBe Eeriton B St 26oms 0Rens,
tempel%ﬁﬂa Thed tNB'sofl B8R E9 e@ﬁdratéd il b ptamitth® eesitiledls is@dpended in a
mlnlmtgﬁ gf %&g 8%% %?éyllpqtg edﬁt@g-g(? E gg(ﬂ%q o gonggr?t%alstgg’ EI%I (/%fterﬂtratlon
and wa%h[r%\maw@h%ummmrwaiemmaswhd obtainetfid umurﬁdsrehubh I(\/?:lamh’{lml\smp to
one
9"’92‘@@9%‘7’8@; Rﬁa @%N' %g&wgﬁgﬂgh%ﬁﬂéoo g (2. 66
rmol) of 7-am no-qui noline-8-carboxylic acid in 20 nL
d) Preqaéatg@ {1}@0 2)-(%(5:,11 oo ah ﬂ{zg);lgggrgﬁ%t{ﬁr%gtgylﬂrf a2 i3 -1 8-

diaza-phehahthteres-enet hyl - 2H pyr azol e- 3- car boxyl i ¢ aci d
followed by 1.07 nL (13.28 muol) of

Cl

To a suspension of 240 mg (1.28 mmol) of 6-amino-quinoline-5-carboxylic acid in 9.60 mL of
anhydrous tetrahydrofuran at 10°C, is added 372 mg (1.28 mmol) of 2-(3-chloro-pyridin-2-yl)-
5-trifluoromethyl-2H-pyrazole-3-carboxylic acid followed by 513 pL (6.38 mmol) of pyridine.
Then the suspension is cooled to 0°C and 398 uL (5.10 mmol) of methanesulfonyl chloride
are added dropwise. The mixture is stirred at ambient temperature for 48 hours. Then the
solvent is evaporated and the residue is precipitated with a minimum of ethyl acetate and
washed with ethyl acetate. After filtration, water is added to the filtrate and the new
suspension formed is filtrated again. After drying on high vacuum pump 303 mg (54%) of
solid are obtained; LC/MS: 444/446 (M+H)".



pyri dine. Then the suspension is cooled to 0OC and 830

L (10.63 nmol) of nethanesul fonyl chloride are added
weewpmpEe2 The mixture is stirred at anbi ent PCT/EP2007/001283

tenperature for 48 hours. Then the solvent is

evaporated and the residue é§ precipitated with a

m ni mum of water. The filtration gave 180 ngy of

product after drying on high vacuum punp. The filtrate

is evaporated and the residue obtained is purified by
e) Preparatign @ﬁﬁrﬂﬂd@@gloapnyrlcilrcﬂaw%trdlugwei@yl -2hopwazle-grasdharntyl]-
) L [i8d is 24% LC MB: 444/ 446
amnno}?&wﬁgl?_ﬁ écgargg)gfgg‘réétﬁil % ndro?;’l@rh@e
7-{[2-(3-chloro-pyridin-2-yl)-5-trifluoronethyl -2H pyr
azol e- 3-car bonyl ] - am no} - quigpol i ne- 8- car boxylic acid
i sopropyl am de WO 2007/ 2 PCT/ EP2007/ 001283 -83
cl | a~1111 NN O, JHN NrCH3 N O CH3 To a
suspensi on of 140 ng (O. I  the above
2-[2-(3-chl oro-pyridin-2- ®
trifluoronethyl-2H pyrazol
nt hren-4-one in 5.60
H20O 4:1 (v/v) is add &g, nmol ) of
i sopropyl am ne. The'regfti dn \ﬁfxﬁure Is stirred for 6
hours at anbient te atufe. ®line is then added to
the m xture and the product is extracted with ethyl
acetate (3 times). The regrouped organi c phases are

Toa s&’sfpleﬁgon ?f1 W@%%tS(f ol 3 @k Me@l[@p(@[él‘ﬁcﬁg %/Fmﬁ -2- ¥]) -5-

purification he resi due pﬁ'@ chronaf ogr a
tr'f'uor?rsw@z' 2Hrepagele3-wid-axanlyB-diazat earatbre@r{ram i) 6 afoqiradalxture

acetonﬁl‘ﬂg 1O ﬁ?Qﬁv%%facﬁje%t;ﬂ_ @)@_1' Amdy & \&pro nﬂ?ﬂ iR SrHMEER fon

. Preparatio
m'XtU'e?lS{S[“Qe@ oréhar %abgmb@nhtemp}elra}tU@ Brine julbeo nﬁde@tatnemmy(we and

the proﬂé@tl i€ e'xstracft‘@cf Wﬁﬁ‘)émyT 5’6@&5‘@}(3 GHieRP ThBGe§obpeP8rghicpHasESare dried

am de:
on NaZSO4, fy Itrated and evaporated The purification of the residue by flash chromatography

(SiO., heptane / ethyl acetate 1 : 1) affords 100 mg (65%) of a white solid; LC/MS: 503/505
(M+H)", m.p.: 182-183°C.

wor YI1-3-oxa-1, 5-di aza- phena
a m xture acetonitrile:
L

Example 46: Preparation of 6-{[2-(3-chloro-pyridin-2-yi)-5-trifluoromethyl-2H-pyrazole-3-

carbonyll-amino}-quinoline-5-carboxylic acid methylamide:

| -
N” N'Q
O ~ CF,
NH
N
N* | “CH,
N o}

To a suspension of 150 mg (0.30 mmol) of the above 2-[2-(3-chloro-pyridin-2-yl)-5-
trifluoromethyl-2H-pyrazol-3-yl]-3-oxa-1,8-diaza-phenanthren-4-one in 6 mL of a mixture
acetonitrile: H,O 4:1 (v/v) is added 79 pL (0.91 mmol) of methylamine (solution 40% in



OCF3 NHHNCH3 N O To a suspension of 140 ng (0. 28
mol ) of the above 2-[2-(3-chloro-pyridin-2-yl)-5-
wao edo7log@anonet hyl - 2H pyr azol - 3-yl ] - 3- oxa- 1, 5- di PCHEPIVeTIEN1283

nthren-4-one in 5.60 nL of a m xture acetonitrile:

H20 4:1 (v/v) is added 74 #%-;0 85 nmol ) of nethyl am ne

(solution 40%in water). e reaction mxture is

stirred for 6 hours at anbient tenperature. Brine is

then added to the m xture and the product is o
water)eXbe rraction midtyreds aljredtlior fhours(al ambieny temperatyre gBrigie dhen
addeddb HHinfti8 %ﬁ@?hélbr%dgét' .@@M&éﬂﬁ@.ﬁ%mf ééettegat(ﬁ%@@ﬂ The regrouped

evapor at ed ication of the residue WO
organIQ@bw@ggg@lge@g]r/t\%@@@-/ylt(gj@ggd evaporateds Thespurification of the residue

| & t o,

by flasﬁryh%métegfa?ﬁpﬁdbé r%tar{é /Fgﬂ%? %cé‘t?gg £ \Am’%ffeé}ggﬁ I% ﬁwf@j} hof a
white spfidy UTMS: IFBIF7 (M\+b’) rr29_922(2@a:1 *GExanpl e 45:

Preparation of

6- ([2 (3 chI or 0- pyrldln 2-yl)-5- trlfluororrethyl 2H-pyr
Exam 4y cPrepara} o [P-(3rehtand-pyidin@hyl aB-tr

NH2 O ThIS conpound is prepared as reported in J.

a) Preﬁ]ﬁ%n &%3ammla%gmﬁ%é&ipﬁl‘r%r-é-b%g;{lg'Qchnﬂe&&l eCFter

ni'troqui noli ne ese conditions
t he 6-am no-qui noli ne-5-carboxylic acid as descrlbed,
but the corresponding am gg; LC/ MS: 188/ 189 (MH) +. b)
Preparati on of 6-am no-quijnolj,ne-5-carboxylic acid
nmet hyl ester NH2 N | HFoasolution of 2 g
(10.68 nmol ) of the abg
6- am no- qui nol i ne- 5- cd} boYyl %M d anmide in 10.76 nL
of absol ute nethanol i ded 2.34 nL (42.73 mmol ) of
concentrated sul phuric acid. The reaction is stirred
in a mcrowave during 13 mnutes at 140C. The reaction
Toa rﬂn?’(urer S W? ?:92 @ rﬁrh&f—‘& hfrihd- étﬁﬁ&m@@@érﬁgxﬁ&t‘a@fd RERN dstit,

because o formation. The mxture IS
prepared as in step b i ln example 45, in 50 mL of N,N-dimethylformamide is added 5.80 g

(17.78 mmol) of N-bromosuccinimide. The reaction is stirred at ambient temperature for 4
hours. The solvent is then evaporated and the residue is submitted to column
chromatography purification on silica gel with ethyl acetate as eluent to afford 1.59 g (17%)
of the product as a yellow solid; LC/MS: 281/283 (M+H)".

b) Preparation of 6-amino-7-methyl-quinoline-5-carboxylic acid methyl ester

To 1.59 g (5.66 mmol) of 6-amino-7-bromo-quinoline-5-carboxylic acid methyl ester in 30 mL
of dioxane under an atmosphere of argon is added 2.35 g (17.0 mmol) of KCO3;, 323 mg
(0.28 mmol) of tetrakis(triphenylphsophine)palladium and 710 mg (5.66 mmol) of
trimethylboroxine. The reaction mixture is stirred in a microwave oven at 180 °C for 10



then cooled at 0OC and water is added. The pH of the
m xture is increased slowy to 6 wwth addition of an
W@eweo905N NaOH sol ution. The pH i s adj usted POI/BP20T/601283
a saturated agueous solution of NaHCO3. The product
is extracted with ethyl acejgte (4 tinmes) and the
conbi ned organic layers are dried on Na2SO4,
filtrated and evaporated. After flash chromatography
purification with heptane and ethyl acetate as
mlnute§| eggﬁfgtratpggnv%C@mgwd@pngery@mp@,\m waeugothpe desidye is purified by flash
4,
chrom%&?dgpgg d/z P@s cgwégéﬂﬁ)a(ﬁér{%%? g\léfaé %Q%K/cp@t% 49%s a yellowish
solid; l&>/M@: Rd7/g18 rHhe- 5- carboxylic acid NH2 / N CORH To
a solution of 540 ng (2.19 nmol) of the above
6- am no- qui nol i ne-5-carboxylic acid nethyl ester in
¢) Prepagai®mef oamiiook methykadinolirsus-sarbekylieedcishnol i s added
5.48 nL (5.48 nmmol) of an aqueous solution of NaOH 1
N. The reaction is stirred 24 hours at anbi ent
tenperature. Then the sol Vghnts are evaporated in vacuo
and the residue is suspended NH,a m ninmum of water
and precipitated at pH 6 addi ti on of concentrated
HCl . After filtration ns @bumg with a m ni nrum of
water the solid obtaingd ik dri &d on hi gh vacuum punp
to give 245 ng (60% of>a yellow sh solid; LC Ms:
189/ 190 (M+H) +. d) Preparation of
2-[2-(3-chloro-pyridin-2-yl)-5-trifluoronethyl-2H pyra
To a solgiiargofyi50-r8g (%&¢ Mreel) o Gaminshematmaeinoinedeatioxdiondid methyl
ester |r311 NK_ f/dlt}aﬁganhl’o SC Jf nfdt: cﬁ@ﬁé@é’rﬁéh?ﬂ ﬁ4?¥ﬂ‘90lf9f an

- am no- qui nol I ne- car bOX c acid
aqueouys thmn aQihANaToe: mlxtwtenaﬁvmd:amﬁrabierdttemoeratwrg foytfbours.

The soféAtsBe @a&ﬁamnh v@aftelzls (a%d&ﬁ‘{ootrh@ rg%&uéj'ﬁﬂe%ré(cﬁl)gt is precipitated

S5-trifluoronethyl-2H pyrazol e- 3-car l'ic ac
at pH & by addikion ¢f\congentiatedsHER fifirated, weshpg yvpta jarpinimum of water and dried

on high vacuum pump. The yellow crude solid (282 mg) obtained is used directly in the next
step; LC/MS: 203/204 (M+H)".

d) Preparation of 2-[2-(3-chloro-pyridin-2-yl)-5-hydroxy-2H-pyrazol-3-yl]-10-methyl-3-oxa-1,8-

diaza-phenanthren-4-one

To a suspension of 282 mg (1.39 mmol) of 6-amino-7-methyl-quinoline-5-carboxylic acid in
11 mL of anhydrous THF is added 407 mg (1.39 mmol) of 2-(3-chloro-pyridin-2-yl)-5-
trifluoromethyl-2H-pyrazole-3-carboxylic acid followed by 560 pL (7.0 mmol) of pyridine. The
mixture is stirred at ambient temperature during 30 minutes. Then the suspension is cooled

to 0°C and 430 uL (5.5 mmol) of methanesulfonyl chloride are added dropwise. The mixture



Then the suspension is cooled to OC and 398 gL (5.10
mmol ) of net hanesul fonyl chloride are added dropw se.
wab@79ddure is stirred at anbi ent tenperatur eP€DEP287/001283
hours. Then the solvent is evaporated and the residue
IS precipitated with a m'n_i%{m of ethyl acetate and
washed with ethyl acetate. ter filtration, water is
added to the filtrate and the new suspension forned
is filtrated again. After drying on high vacuum punp
is stirrgiat ampbiesdeperatureder 48 bews.obhen the §olvew inevaprated 4pd the
re&duéM;@ng?Wmpatépgn@gltrggg/ vﬁtl‘%@ﬂi’a@@&?@é’md with a%mlmum of cold
water. @up[@tpeqt theoresidpg by diash ehrpmatagraphyf (Sis, dveptangl/ et peatate 1 :

2) affo?c?sgépaﬁ) r"é %&P&Vtt‘%pr@d@cﬂﬁ\f &H%%QQHZLW ﬁg/@s(ﬂlﬁd-ﬂ

CH3 To a suspension of 150 ng (0.30 nmol) of the above

o) Progarett S Sy PR 2 St et 2t ayarls 2o
aminoRTmeatimyl fuinotine-h-carboixylf acid methylamneideacetonitril e: H20

4:1 (v/v) is added 78 L (0.91 mmol) of isopropylam ne.
The reaction mxture is stirred for 6 hours at

anbi ent tenperature. Bripae j$!'then added to the
m xture and the produc extracted with ethyl
r e gr Ow

acetate (3 times). The rw organi ¢ phases are
dried on Na2SO4, filtrated porated. The
purification of the rest®ug by flash chromat ography

(Si 02, heptane / ethyl el : 1) affords 100 ng
(65%9 of a white soli C/ M. 503/505 (M:H)+, mp.:
182-183C. Exanpl e 4 Hedign of

6-{12- (3-chl oro-pyrildi}l ) - 5- trifluoronet hyl - 2H pyr
azol e- 3- carbonyl | -anmno} - gui nol i ne-5-car boxylic acid
nmet hyl am de: CI N NN OYCF3

To a suspension of 143 mg (0.31 mmol) of the above 2-[2-(3-chloro-pyridin-2-yl)-5-hydroxy-
2H-pyrazol-3-yl]-10-methyl-3-oxa-1,8-diaza-phenanthren-4-one in 5 mL of acetonitrile / water
(4:1, v/v), is added 80 uL (0.9 mmol) of 40% aqueous methylamine. The reaction mixture is
stirred for 6 hours at ambient temperature and then concentrated in vacuo. The residue is
taken-up with brine and ethyl acetate. The phases are separated and the aqueous layer is
washed twice with ethyl acetate. The combined organic layers are washed with brine, dried
over MgSO, and concentrated in vacuo. Purification of the residue by flash chromatography
(SiO,, ethyl acetate) affords 25 mg (16%) of the product as a yellowish solid; LC/MS:
489/491 (M+H)", m.p.: 150-152°C (decomposition).

Example 48: Preparation of 6-{[2-(3-chloro-pyridin-2-yl)-5-trifluoromethyl-2H-pyrazole-3-

carbonyll-amino}-7-methyl-quinoline-5-carboxylic acid isopropylamide:




NHHNNCH3 O To a suspension of 150 ng (0.30 mol)
of the above 2-[2-(3-chloro-pyridin-2-yl)-5-
wao eoozlogiand et hyl - 2H pyrazol - 3-yl ] - 3- oxa- 1, 8- di BZHEPIVeTI001283
nthren-4-one in 6 nL of a mxture acetonitrile: H20
4:1 (v/v) is added 79 pL (0,01 mmol) of nethylam ne
(solution 40%in WO 2007/ 093402 PCT/ EP2007/001283 -87
water). The reaction mxture is stirred for 6 hours at
anbi ent tenperature. Brine is then added to the
m xture and the product J racted with ethyl
acetate (3 tines). The rlegrjouped organic phases are
dried on Na2SO4, filtrat amet\evapor at ed. The
purification of the residne Cash chromat ogr aphy
(Si 02, heptane / ethyl @defjate 1 : 1) affords 110 ny
(7699 of a white solid; S 475/ 477 (MrH) +, mp. :
210-211 C. Exanpl e 47: epaHat i on of
6- { f 2- (3- chl or o- pyr iNdT 2™y 5“\?-%; f1 uor onet hyl - 2H pyr
azol e- 3- | 3 H
car bonyl - am no} - 7- net 1yl - qui no(l:iane- 5-carboxylic acid
nmet hyl am de: a) Preparation of
6- am no- 7- br ono- qui nol i ne-5-car boxylic acid nethyl
To a sespeapion gf 143p (Q-JBapwie!) T the abhoveR-@-(@fchire-pyridia:2-18)-5-hydroxy-
2oy BR8Pl o A B A BRRGIenRRRIN ohs 1P b Tkt / water
(4 11, o), ¢ agdsdrasx by (0F D mrsot) ofdsomopyditiening. B mpactidi/mix8urenimstirred for
. Lo Con i ey ;.
6 hourg et A B Mo Bnde Bty abud e T8 s gaen-up
with brimezgndredinyd dcetate. fThe phesésiare sepamitdsharid the agoecud layer is washed

i SESOBE DB B 4L 6REEE Wl g b v
MgSO parsticaricentsatad yrevaas. Botification of thBresidud DBBagh\ehrhrmatogaphy
0 ERFERRcl Bo L TFREaOM Sl
517/518MH) o B 462168°C Irfesampgsition)] i ne- 5- car boxyl i ¢ aci d

nmet hyl ester in 30 nL

Example 49: Preparation of 6-amino-5-iodo-1H-indazole-7-carboxylic acid methyl ester:

NH,

4 CO,CH,
N—NH

To a solution of 500 mg (2.61 mmol) of 6-amino-1H-indazole-7-carboxylic acid methyl ester,
prepared as in step a in example 10, in 5 mL of acetonitrile is added 1.29 g (5.73 mmol) of
N-iodosuccinimide. The reaction mixture is stirred at ambient temperature for 1 hour and at
50 °C for 6 hours. The solvent is then evaporated and the residue is suspended in water.
Filtration affords 750 mg (91 %) of the product as a brown solid; LC/MS: 318/319 (M+H)".



of di oxane under an atnosphere of argon is added 2. 35
g (17.0 mmol ) of K2CO3, 323 ng (0.28 mmol) of
wo edoraki4sl t ri phenyl phsophi ne) pal | adi um and 710POEPH0EE1283
mol ) of trinmethyl boroxi ne. The reaction mxture is
stirred in a mcrowave ovenggt 180 C for 10 WO
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Compgendi| oH3 NAMURUESZH To a |soMaltingrPamt 550 g ( MEHMR
Ngmol | of 6-am no- 7- et hyl - cw nol i ne-5- canboxylic acid
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P.11 % >250°C LC/MS: 538/540 (M+H)*
I
N NN
CF
Cl Oﬁ)\)\ 3
NH
N_A
}xj—-NH o)
example 11
P.12 - C >250°C LC/MS: 564/566 (M+H)*
I
N NN
CF
cl OY‘\)—- ?
NH
H
N
N-NH O

example 12




No. P.1 1 CI 240-242C LC/ MsS: 513/515 (MkNa)+ N NN ~
O~-CF3 NHH NYCH3 NHO CH3 exanmple 1 P.2 1 C

WQ2®7AHU0L LC/ M5: 525/527 (MrNa)+ N N-N O-" - BEEEPINBI/001283
N~ NH O exanple 2 P.3 Cl 203-205C LC/ MS: 492/ 494

(MtH)+ N NN O CF3 NH Ny &03 step d exanple 3
P.4 Cl 240-242C LC/ MS: 5047506 (M+rH)+ |, N N~'~CF3
O~ NHN NNHO W 2007/093402 PCT/ EP2007/ 001283
Compound Structures Melting Point MS/NMR
No.
P.13 - . 100-105°C LC/MS: 586/588 (M+H)*
|
i N’N
O
example 13
P.14 _ LC/MS: 602/604 (M+H)";
(Nji 624/626 (M+Na)*
O
%Hc Lo
example 14
P.15 (I 173-176°C LC/MS: 640/642 (M+Na)*
ﬁr o
_NH OHC CH O
example 15 .
P.16 (\/E 189-190°C LC/MS: 570/572 (M+H)"
N CH,
F\j—-NH O CH,
example 16




-92 Conmpound Structures Melting Point MS/NVR No.

0
exanple 4 P.5 Cl 224-227C LC Ms: 530/ 532 (M+H) +
w@20070p302 NH N N-NH O exanple 5 P.6 |
LC/ MS: 464/ 466 ( MtH) +
0O exanple 6 P.7 |
N NNCF3 NH NS.CH3 N NH O H3C CH3

_ LG/ MS: 568/570 (M+H) +

a~Cl 100-

N N. N

Cl 190- BROPEP2007/001283
NNNOCF3 NHH NCH3 NNH
5C LC/ Ms: 552/ 554 (M+H) +
exanple 7 P.8 C
N NOCF3 NH

Compound
No.

Structures

Melting Point

MS/NMR

P.17

>255°C

LC/MS: 564/566 (M+Na)*

P.18

N-NH O

example 18

212-214°C

LC/MS: 608/610 (M+H)*

P.19

N\
N-NH O

example 19

144-150°C

LC/MS: 582/584 (M+H)*

P.20

H,C

example 20

>240°C

LC/MS: 531/533 (M+H)*




NSCH3 N-NH O H3C CH3~O exanple 8 WO 2007/ 093402

PCT/ EP2007/ 001283

-93 Conpound Structures Melting

weeimoBl NVR No. P.9 _ LC/ MS: 584/586 (M+rH) +PCHEP20M7/001283

NNOCF3 AANHI

NN 10 \ CF3

NH NyCH3 N-
P.11 Cl >250C LC/ Ms: 538/540 (M+H) +
AN N N-NH O exanple 11 P. 12 Cl >250C LC/ MS: 564/ 566

/ NI

| CH3 N-NH O H3C CH3 O
exanple 9 P.10 Cl 245-247C LC/MB: 526/528 (MrH)+ N

0 CH3 step e exanple 10

N NN Cl O CF3

example 23

~

N~ ~N-N

OY\}C

~
CH,
NH
H
O
HCT

F3
CH,

Compobfitd)|+ N N- IStructures Melting Point MS/NMR
No.
P.21 >230°C LC/MS: 547/549 (M+H)*
P.22 >134°C _
P.23 >230°C LC/MS: 517/519 (M+H)*




OCF3 C \

A ANHI/ NNNH O exanple 12 W

2007/ 093402 PCT/ EP2007/ 001283 -94 Conpound Structures

woRlwiopiz0Poi nt MS/NVMR No. P.13 CI 100- 105C LCPOVBEP2007/001283

586/ 588 ( M+H) +
O H3C CH3
( MtH) +;

exanple 13 P. 14 ,,C _
N N 624/626 (MtNa)+ CIOCF3 AANHH N S

NNNCO\ CF3 AANHH NS-CH3 N NH

c LG/ MS: 602/ 604

\CH3 N-NH O H3C CH30O exanple 14 P.15 C 173-176C

L/

640/ 642 (MrNa)+ N

| CF3 d 0

Compound
No.

Structures

Melting Point

MS/NMR

P.24

Ci

CH,

213-220°C

LC/MS: 587/589 (M+H)"

P.25

H
NYCHa

\
N-NH O CH,

example 25

LC/MS: 519/520 (M+H)"

P.26

LC/MS: 555/557 (M+H)"

P.27

\
N-NH O CH,

example 27

148-151°C

LC/MS: 468/470 (M+H)*




ANH 3 N\ CH3 S\-

189-190C LC/ Ms: 570/ 572 (MHH) +

WOR@FB93412 N- NH 0 CH3
PCT/ EP2007/ 001283

Point M5/ NMR No. P.17 Cl
NNNV CF3

ONH H H-

-NH O H3C CH3 O exanple 15 P.16 C
NNNOCF3 r NH

exanpl e 16 WO 2007/ 09340RCT/EP2007/001283
-95 Conpound Structures Melting
>255C LC/ Ms: 564/ 566 (M+Na) +
CH 3 NNHO exanple 17

Compound
No.

Structures

Melting Point MS/NMR

P.28

L

~

~N

e
=

CH,

NH

\
N—-NH O

example 28

o)

i

150-154°C LC/MS: 506/508 (M+H)*

CH,

4

P.29

>255°C LC/MS: 498/500 (M+H)"




P.18 Cl 212-214C LC/ MS: 608/ 610 (M+H) +

Br'\ NH 7e

531/533 (M+H) +
H3C 0 CH3 H3 exanp
PCT/ EP2007/ 001283

Point MS/NVR _No. P.21 C

N N -N CHO 44 )
le 20 W3 2007/ 093402

-96 Conpound Structures Melting
>230C LC/VB: 547/549 (M+H) +

N NN CF3

I/ NN NNHOexanple 18 P.19 aCl
wQz2ep70%8@ LC/ MS: 582/ 584 (MHH) +
N'A N-NH O exanple 19 P. 20 |

N Y-- NN Br EBEBEPB/001283
\ C >240C LC MG:
\' CF3 3/ NH N NYCH3

Compound
No.

Structures

Melting Point

MS/NMR

P.30

~C
l/’N

243-244°C

LC/MS: 512/514 (M+H)"

P.31

148-150°C

LC/MS: 550/552 (M+H)"

P.32

159-160°C

decomposition

LC/MS: 570/572 (M+H)"

P.33

135-140°C

decomposition

LC/MS: 632/634 (M+H)"




NNOCF3 CH3 NH H O,
exanple 21 P.22 ~Cl >134C _

I
N

N\ /CH3 H3C 0 CH3
NOj CFCH3 NH H N

WORMOAHBIH2 O 3 exanple 22 P.23 C >230C LC/ MS: PEEPHLD001283

(MtH) +
Conpound Structures Meltin

NNNNO~~CF3 CH3 3 NH H N NuCH3 H3C O
exanpl e 23 WD 2007/ 093402 _

/_.EP2007/ 001283 -97

ggéoi nt MS/ NVR

Compound
No.

Structures

Melting Point

MS/NMR

P.34

243-244°C

LC/MS: 664/666 (M+H)"

P.35

141-144°C

LC/MS: 554/558 (M+Na)*

P.36

144-145°C

decomposition "

LC/MS: 568/570 (M+Na)*

P.37

237-238°C

LC/MS: 524/526 (M+H)"




No. P.24 Cl 213-220C LC/MS: 587/589 (M+H) +

N NN CF3

CH3/ NHH N /CH CH3 NT 3 OCH3 CH3 exanple 24
WE2@3/0934C1

NYCH3
555/ 557 (M+H) +
exanpl e 26 P.27 acl

| NNNH O CH3
N N NN | SQg¢F
148-151 C LC/ MS: 468/ 470 (MrH) + N

NNO,O CH3 CH3 AN

LG MS: 519/520 (MtH) + ~~ii |
exanple 25 P. 26 | _
-3 NH/ H NNHO

O, CF3PCT/EP2007/001283
\ d

LC/ VB:

Compound
No.

Structures

Melting Point

MS/NMR

P.38

LC/MS: 547/549 (M+H)"

P.39

LC/MS: 509/511 (M+H)*

P.40

186-187°C

LC/MS: 510/512 (M+Na)"

P.41

237-238°C

LC/MS: 578/580 (M+Na)®




\ NH/ NYCH3 \ I NNHO CH3 exanple 27 WO

2007/ 093402 PCT/ EP2007/001283 -98 Conpound Structures
woRioriopgyoPoi nt MS/NMR  No. P.28 CI 150- 154C LCGPOVBEP2007/001283

506/508 (MtH)+ N NN OCH3 CHO\ 3 AN N-NHO

exanple 28 P.29 Cl >255C L 5: 498/500 (MtH)' N NN

~ 1 CF3 NHH NCH3 NNHO W 2007/093402

PCT/ EP2007/ 001283 -99 Comnpound Structures Melting
Point MS/NVMR__No Cl 243-244C | C/MS:. 512/ 514 (MeH) +

Compound Structures Melting Point MS/NMR
No.
P.42 - 217-218°C LC/MS: 560/562 (M+Na)*
|
N NN,
| OWB"
NH
H
N._CH,

P.43 - C LC/MS: 516/518 (M+Na)*

P.44 ~_C LC/MS: 506/508 (M+H)"

P.45 ~_C 173-175°C LC/MS: 532/534 (M+H)"

example 37




P.30 N\\N CO, CF3 AANH/ N-CH3 NNHO C

148- 150C LC Ms: 550/ 552 (M+H) + |
WOE2NAH09I40N N-NH O (~

(MtH) + P. 32 -N deconposition

7K's

(MtH) +

PCT/

P2007/ 001283

N N-N deconposition =

P.31. -N NN Cl O ACF3
Cl 159-160C LC/ Ms: 570/ BGREP2007/001283

N- N~ COCF3 AN N
N-NH O H3C P. 33 Cl ]:%%-3]:40C LC/ MS: 632/ 634
Br 0 CF3 AA NH/
N~S. CH3 N-NH 0 H3C CH3 WD 2007/ 093402

-100 Conpound Structures Mlting

CompRoncht
No.

MS/ NVR Structures

Melting Point

MS/NMR

P.46

N Cl

~

N~ NN
o \\ Br
|

NH

H
N
\
N—-NH O

182-184°C

LC/MS: 576/578 (M+H)"

P.47

Cl

N~ NN O,CH3
1O
NH

ks

N—-NH O

155-157°C

LC/MS: 526/528 (M+H)*

P.48

i

/

~
N »—CF,4

N/
\
- 0]

IO
@;
H
N
\

N-NH O

240-241°C

LC/MS: 594/596 (M+H)"

P.49

174

Y

~
N N”‘{
0] ~ CF,
HS
N

NH
H

N-NH O

%

159-162°C

LC/MS: 544/546 (M+H)




No. Cl 243-244C LC/ MB: 664/ 666 (M+H)+

wWQad709a@ LC/ MS: 554/ 558 (MrNa) +

P.34 NNNBr O

CF3 AN O CH 11 S. 3 O N-NHO HCCH3 P.35 C
N N-N OCH3 rPCFEP240%001283

CH3 N-NH O CH3 P.36 Cl 144-145C LC/ MS: 568/570

( MtNa) +

P.37 Cl 237-238C LG/ MS: 524/526 (MrH) +

N N-N decon‘positi_ol?) BrO' AN 0" CH3 NN-NH O
48 NNoC r

Nl--,1CH3 i N-NH O WO 2007/093402 PCT/ EP2007/ 001283

- 101  Conpound Structures Melting Point M5/ NWVR

Structures Melting Point

Compound
No.

MS/NMR

P.50 N Cl 149-152°C

LC/MS: 520/522 (M+H)"

151-154°C

P.51 Y
X

LC/MS: 594/596 (M+H)"

P.52 ~C! 247-250°C

LC/MS: 536/538 (M+H)*

P.53 ~C! 154-156°C
o

LC/MS: 517/519 (M+H)®




No. P.38 C _
/ N NNHO P.39 C

NH H

LC/ MB: 547/ 549 (MH) +

NNNF A0 F A
LG/ MS: 509/511 (MrH + N

WORN7MIM2 NH H CH3 N-NH O CH3 P. 40 Cl 186- 187FCT/EPNBI/001283
510/512 (M+Na)+ | O ~\O, N NN CH3 NH/ N /CH3
N-NH O CH3 P.41 aCl 237-238G.LC M5: 578/580 (M#Na)+ N
WD 2007/ 093402

NNNFF NH
PCT/ EP2007/ 001283

Pai_nt

MS/NMR — No

NyCH3 N-NH O
-102 Conpound Structures Melting

Compound
No.

Structures

Melting Point

MS/NMR

P.54

275-277°C

LC/MS: 626/628 (M+H)*

P.55

224-227°C

LC/MS: 479/481 (M+H)"

P.56

250-253°C

LC/MS: 488/490 (M+H)"

P.57

159-161°C

LC/MS: 548/550 (M+H)*




P.42 Cl 217-218C LC/ Ms: 560/ 562 (M+Na) +
NH NYCH3 N-NH O CH3 P.43 C
ONHHY CH3
LC M5: 506/ 508 (MtH) +
6.-.032/ 534 (M+H) +

WD 2007/ 093402
-103 Conpound Structures Melting

WO ROORIOPINOT |
P.44 C _
0 CH3 P.45 C 173-175C LC.
NH/ N NNH O O exanple
PCT/ EP2007/ 001283

Poi nt

MS/ NVR

N NN O Br

LG/ MS: 516/ 518 (MrNa) +

\' NNNH 0O CH3

exanpP&T/BB2007/001283
N N-N ANH NYCH3 N-NH

N NN C

Compound Structures Melting Point MS/NMR
No.
P.58 (\/ECI 215-216°C LC/MS: 474/476 (M+H)*
|
N N’N ,CH3
O
P.59 162-165°C LC/MS: 532/534 (M+H)*
N’N
example 38
> 250°C LC/MS: 580/582 (M+H)*
H “ CHa
~0
-NH OHC CH
P.61 167-170°C LC/MS: 654/566 (M+H)*




No. P.46 Cl 182-184C LC/ MS: 576/ 578 (M+H) +

ANHH / N NNHO A P.47 C 155-157C LC Ms: 526/ 528

N N-N Br

W@ MoHPI340N NN CH3 10 O NH/ N H NNH O O PPdBEE1007/001283

240-241 C LC/ MB: 594/ 596 (M-H) +
/ H NNH O P.49 C 159-16
NN O CF3 H3 NH

/" H NN

O

NN /-CF3 0 | NH
LC/ MS: 544/ 546 (MrH)+ N

Compound
No.

Structures

Melting Point

MS/NMR

P.62

Cr
| s
N N— \
0 ~ CHF2
H,G
NH

H

N
N-NH O

example 33

224-227°C

LC/MS: 526/528 (M+H)*

P.63

217-218°C

LC/MS: 568/570 (M+H)"

P.64

190-194°C

LC/MS: 606/608 (M+H)"

P.65

example 31

163-166°C

LC/MS: 518/520 (M+H)"




WO 2007/ 093402 PCT/ EP2007/ 001283 -104 Conpound
Structures Melting Point M5/ NMR No. P.50 C 149-152C

WQ QJoNB934820/ 522 (MtH)+ 3 N NN CH 0 O r NH PCT/EP2007/001283
Nll-1~-CH3 N-NH O P.51 acl 151-154C LC Ms: 594/ 596
(MFH)+ N N O CH3 O Br :\}I/EOQ_/ N/~SXH3 N-NH O H3C

CH3 P.52 aCl 247-250C LC

536/538 (MtH)+ N i NN

/[-CF3 O OANHH3 H NCH3 N-NH O H3C exanple 29 P.53 acl

154-

h6C1C NS 517/519 (MtH)+ N NN Q ~ 0O

Compound
No.

Structures Melting Point MS/NMR

P.66

~C! 226-229°C LC/MS: 516/518 (M+H)*
I

>
H N N—N

) o e

NH

ZT

¢ CH,
N-NH O CH,

example 34

P.67

Y 248-250°C LC/MS: 606/608 (M+H)" .
~Z

P.68

~C 228-229°C LC/MS: 644/646 (M+H)"
~

P.69

% 235-236°C LC/MS: 540/542 (M+H)*

'l;l'

CH

HsC \ Y 8
N-NH O CH,

example 41




NN ANHI/ NNNHOW 2007/093402 PCT/ EP2007/ 001283

-105 Conpound Structures Melting Point
WE284/08340275- 277C LC M5: 626/ 628 ( M+H) +
O AANH/ 4CH3 N-NH O H3C CH3 C
479/ 481 (M+rH+ P.55 N NN
N-NH 0 H3C/
NNNF O AH3 NH
ClCMNS 548/ 550 (MHH) +

T N NH

M5/ NMR  No.
N N- NeCT/EPRoBF/001283

224-227C LC WVE:

\ |/ | NyCH3

P.56 aCl 250-2‘5@@%.(:/ MS: 488/ 490 (MrH) + N
/ N'r CH3 N-NH O H3C P.57 CI 159-161

Compound Structures
No.

Melting Point

MS/NMR

P.70 240-242°C

\
N—-NH O

.

example 30

LC/MS: 574/576 (M+H)"

P.71 170-173°C

LC/MS: 556/558 (M+H)*

P.72 228-229°C

LC/MS: 578/580 (M+H)"

P.73 225-226°C

LC/MS: 503/ 505 (M+H)*




CHB NN O C OAN N S, cH3
2007/ 093402 PCT/ EP2007/ 001283

-NH 0 H3C CH3 WO
-106 Conpound

W@ER0am9402s Mel ting Point MS/NVR No. P.58 aclPQUEPRIGT®1283

LG/ MB: 474/ 476 (MH) +
N-NH O P.59 | O 162-165C LG
CHC 'ANH NNHO H3C exd

NNNCHCAN OHN~-CH3
MS: 532/534 (MH) +
le 38 Cl > 250C LT ME;

N N-N

580/582 (M+H)+ Il ~,, P60 NNCH N~ CQO ~ AN
HO M~310 s -NHQ H3C CH3 3 P.61 acl 167-170C
Compoand/: 654/ 5SHUCIUred + Melting Point MS/NMR
No.
P.74 ~-C 219-220°C LC/MS: 475/ 477 (M+H)*
(X
N" NN
ONCFS
NH
N
“ 3 “CH,
N 0]
P.75 | -0 182-183°C LC/MS: 503 /505 (M+H)*
N NN
OWCF‘*
NH
H
N O CH,
P.76 Y 210-211°C LC/MS: 475/ 477 (M+H)*
(X
N™ N7
O ~ CF,
NH
N
NZ | “CH,
X 6]
P.77 Y m.p.: 150-152°C | LC/MS: 489/491 (M+H)*
Z decomposition




-NNN~CH CAN OO NNNHO H3C O WO 2007/ 093402

PCT/ EP2007/ 001283

-107 Conpound Structures Mlting

WEHMINB NVR  No. P.62 Cl 224-227C LC/ M5: 526PGRBP2007/001283

(MFH) +
P.63 Cl 217-218C LU/ MB: 56

NN \ OCHF2 H3C NH N N NH O exanple 33

2/157_0 (MH) + N NN CH3 0-O

NHH Br NN.CH3 N-NH O H3 exanple 39 P.64 C
190-194C LC/ MS: 606/608 (MrH)+ N N-N CH3 O O ANHN NH
N_Br
Compound Structures Melting Point MS/NMR
No.
P.78 l - m.p.: 162-168°C | LC/MS: 517/519 (M+H)"
N N"\{ decomposition
ONCF:‘}
H3
NH
N
CH
SRN%
~ O CH,
P.79 = 246-248°C LC/MS: 554/556 (M+H)*
\ Cl
N
H -N
AR\
Il o\\,/gfm:3
NH
H
N
N-NH O f
P.80 QCI 233-236 °C LC/MS: 498/500 (M+H)*
s
H N _N
N7 F
I , o S
F
NH
H
N
{ Y
N—NH O
P.81 218-221 °C LC/MS: 536/538 (M+H)*




O exanple 40 P.65 Cl 163-166C LC/ Ms: 518/ 520 (M+H) +

N NN OBr AH3 NYCH3 NNNH 0 CH3 exanple 31 WO
wQo@7/09R82102 PCT/ EP2007/ 001283 -108 Conpound PCT/EP2007/001283

Structures Melting Point M6/ NMR No. P.66 Cl 226-229C

LC MB: 516/518 (MrH)+ H NN 11 O CF3 A A NH N ICH3

\' N°\NH O CH3 exanple 34 P. Cl 248-250C LC WVE:

606/608 (MtH)+. N NN O CF3 | NHH Br NYCH3 NNH O

Cl H3 P.68 Cl 228-229C LC/ MS: 644/646 (MtH)+ N N-N O
The cagg®unds according to the following tables can be prepared analogously. The

examples which follow are intended to illustrate the invention and show preferred

compounds of formula I.

Table A: Compounds of formula Ib:

Line Ria Rioo Rao
A1.1 CH; CF3 H
A.1.2 CH, CF3 CHs
A.1.3 CH; CF; CH,CHjs
A.1.4 CHj; CF3 CH(CH3)CHj3
A.1.5 CH; CF; C(CH3)(CH3)CH3

A.1.6 CH; CF3

AT CHs CFs

>
S
A0

A.1.9 CHs CF;
A.1.10 CHs CF; CH(CH3),CH,SCH,
A.1.11 CH3 CFs CH(CH,3),CH,S(O)CH,

A1.12 CH;, CFs CH(CHa),CH,S(0),CHs




NHN Br ANH OP.69 Cl 235-236C LC/MS: 540/ 542 ( M+H) +
N N O CF3 NHH H3C CH3 N NNH O CH3
WO@020030093402 PCT/ EP2007/ 001283

Structures Melting Point M5/ NVR No. P.70 C

LC/ MB: 574/ 576 (MrH) +

NNH O O exanple 30 P.71

-NI\|1:§ r-CkF3 0 O H3 NH N
acl®"170-173C LC Ms: 556/ 558

(MtH)+ N N-N CH3 Br

Line Ria Rioo Razo
A.1.13 CHj OCH,CF; H
A.1.14 CHgj OCH.CF, CHs;
A.1.15 CH3 OCH,CF; CH,CHj;
A.1.16 CH3 OCH,CF; CH(CH3)CHj;
A1.17 CH; OCH,CF; C(CH3)(CH3)CHs5
A.1.18 CH OCH.CF; /W>
A.1.19 CH; OCH,CF; /l§>
A.1.20 CHg3 OCH,CF; ;
A 1.21 CH, OCH,CF, AD
A.1.22 CH, OCH,CF, CH(CH3),CH,SCH3;
A.1.23 CH3 OCH,CF; CH(CH3),CH,S(O)CHj5
A.1.24 CH; OCH.CF; CH(CH,3),CH,S(0),CH;
A.1.25 CH5 Br H
A.1.26 CH3 Br CH3
A.1.27 CH3 Br CH2CH3
A.1.28 CH; Br CH(CH3)CHj3
A.1.30 CHs Br /ﬁ>
A.1.31 CH; Br /i
A.1.32 CHs; Br '

exanpl e 41
-109 ConpouPdI/EP2007/001283
240- 242C




AN N N NH O exanple 32 P.72 CI 228-229C LC/ Ms:

578/ 580 ( M+H) +

PCT/ EP2007/ 001283
Poi nt

NN-NOCF3 |
W@203/093400  225- 226C LG/ MS: 503 / 505 (MH)+
CF3 NHH NYICH3 N O CH 3 WD 2007/ 093402

NH~/ N H3*\ NNHO

NPQF/EP1)07/001283

-110 Cogqgund Structures Ml ting
220C LO MB: 475 | 477

M5/ NMR No. P.74 C

(MMHH+ NNNCF 3 NHHNOCH NOP.75 I
182-183C L.C/M5: 503 / 505 (MtH) +
Line Ria Rioo R0
A.1.33 CH, Br 7 1]
A.1.34 CH3 Br CH(CH3)QCH28CH3
A.1.36 CH; Br CH(CH3),CH,S(0),CHj,
A.1.37 CH; o H
A 1.38 CHj3 Cl CH;
A.1.39 CH; Cl CH,CH3;
A.1.40 CH, Cl CH(CH3)CHs,
A.1.41 CH; Cl C(CH3)(CH3)CH;3
A.1.42 CH, Cl /\>
A.1.43 CH; Cl /%
A.1.44 CH; Cl ;
A.1.45 CHs Cl /AD
A.1.46 CH; Cl CH(CH3)ZCH280H3
A.1.47 CHs; Cl CH(CH3),CH,S(O)CHjs
IA.1.48 CH; Cl CH(CH5),CH,S(0),CH3
A.1.49 CH, CF,H H
A.1.50 CH; CF.H CH,
A.1.51 CH; CF.H CH,CH;
A.1.52 CH3 CF,H CH(CH3)CHs;
A.1.53 CH; CF.H C(CH3)(CH3)CH;
A.1.54 CH, CF,H /W>

\ C



NNNCF3 3 O\~

NH HN NYCH3 0 CH3 0;~YCF C

210-2 11 C L Ms: 475 477 (MHH)+ P.76 aNN 3 NH H N

WOR@HBIRNY7 Cl m p.:
N-N deconposition 0O CF3 H3 NH H N N CH
WO 2007/ 093402 PCT/ EP2007{\7(5)JQ§283 -
Structures Melting Point /
162-168C LC/ Ms: 517/519 (MtH) +

150- 152C LC/ MS: 489/ 491 (RMEFER200M001283

/ 3 00

111 Conpound

MR No. P.78 O mp.:

Line R.a Rioo Rao
A.1.55 CHj CF,H /i
A.1.56 CH;3 CF,H :
A.1.57 CHg CF,H / __|
A.1.58 CHs; CF,H CH(CH3),CH,SCH;
A.1.59 CH, CF,H CH(CH3),CH,S(O)CHj;
IA.1.60 CH; CF,H CH(CHj3),CH,S(0),CHjs
IA.1.62 CHs OCF; CH;
A.1.64 CHs OCF; CH(CH3)CH;
A.1.65 CH; OCF; C(CH3)(CH3)CH;
A.1.66 CHs OCF, /\>
A.1.67 CHsz OCF; /i
A.1.68 CH; OCF;
A.1.69 CH; OCF; |:|
A.1.70 CH3 OCF; CH(CH3;),CH,SCH;
A 1.71 CH OCF; CH(CH3),CH,S(O)CHj,
A1.72 CH, OCF, CH(CH3),CH,S(0),CHs
A.1.73 Cl CF; H
A.1.74 Cl CF3 CH,
A.1.75 Cl CF; CH,CH;,

N N -N deconposition



OC F3TNH |
246-248C LC Ms:

WA2007M93402 N N- NH

(MeH) +

LG/ MB: 536/ 538 (MH) +
0 WD 2007/ 093402 PCT/ EP2007/

/I HNN
554/ 556
0 P.80

H

CH |
(M
c

H+ HNN

N NF 11 0
1283

N-

38

/ OCH3 P.79 -
|~ O,
233-236 C LCO Ms:
HH/ NN F ONHH NNHOP.81 C

cl

r~\ CF3
4PSI/8P1D07/001283
218-221 C

NH N N-NH

-112 The conpounds

according to the follow ng tables can be prepared

rred

anal ogously. The exanples which follow are intended

ure il ljustRede the iRwyentiion and &pw pref ¢
A.1.76 Cl CF; CH(CH3)CHj3
A.1.77 Cl CF; C(CHg3)(CH3)CHj,
A.1.78 Cli CF; /\[>
A.1.79 Cl CF, /%>
A.1.80 Cl CF3 ;
A1.81 cl CF, 7 1]
A.1.82 Cl CF4 CH(CH3;),CH,SCHj5
A.1.83 Cl CF5 CH(CH3),CH,S(O)CH3;
A.1.84 Cl CF, CH(CHs),CH,S(O),CH,
A.1.85 Cl OCH,CF; H
A.1.86 Cl OCH,CF; [CH;
A.1.87 Cl OCH.CF; CH,CH,
IA.1.88 Cl OCH,CF; CH(CH3)CHs3
A.1.89 Cl OCH,CF;  |C(CH3)(CH3)CHjs
A.1.90 ClI OCH,CF; /\>
A.1.91 Cl OCH,CF; /%>
A.1.93 Cl OCH,CF, /A[:l
A.1.94 Cl OCH,CF;  |CH(CHj3),CH,SCHj4
A.1.95 Cl OCH,CF;  |CH(CH3),CH,S(O)CHs




conmpounds of fornula I.
N R-a0 NC NH N (IDb)
wob)078Y3302 1 R 20 Line Rla 8100 R20

| b: Ri oo

&A1l

Tabl e A: Conpounds of fornula

Od: -:>a

. 1.1 CH3 EEFBEP2007/001283

1.2 CH3 CF3 CH3 1.3 CH3 CF3 CH2CH3 A CH3 CF3
CH(CH3) CH3 1.5 CH3 CF3 ([

CH3 CF3

.1.8 CH3 CF3 1.9

CF3 A.1.10

y(CH3)CH3 1.6 CHB8 CF3 1.7

CH3 CF3

CH(CH3) 2CH2SCH3 A. 1.11 CH3 CF3 CH( CH3) 2CH2S( O) CH3

1.12 CH3 CF3

(CH3) 2

S(O) 2CH3 WD 2007/ 093402

LRET/ EP200R4@®001283 Ridl3 ine R aRR oo R20 | 1. 13 CH3
oL IND AN H 1 14 1. Y] n(:l'::) LN 1 1L LD NJ_'ZCFS C|_|2C|_B

A196 1 16 oo PSR e e | A Mok CH S Qi b oF 3

A.1.97 C( CH3)CH3) CH3 |gr 1. 18 OCH2CF3

A.1.99 Cl Br CH,CH;

A.1.101 Ci Br C(CH3)(CH3)CHs

A.1.102 Cl Br /ﬁ>

A.1.103 Cl Br /%>

A.1.104 Cl Br :

A.1.105 Cl Br /AD

A.1.107 Cl Br CH(CH3),CH»S(O)CH,

A.1.109 Cl Cl H

A.1.110 Cl Cl CH;

A.1.111 Cl Cl CH,CHj;

A.1.112 Cl Cl CH(CH3)CH;

A.1.113 o Cl C(CH3)(CH3)CHa

A.1.114 Cl Cl /W>

A.1.115 Cl Cl /i

A.1.116 Cl Cl :




.1.19 CH3 OCH2CF3 1 CH3 CF 20 3 2 3 1.21 CH3 OCH2CF3

1.22 CH3 OCH2CF3 CH(CH3) 2CH2SCH3 . 1.23 CH3 OCH2CF3
WERH{0TIBURLCH2S( O) CH3 . 1. 24 CH3 OCH2CF3 PCT/EP2007/001283

CH(CH3) 2CH2S(O) 2CH3 .1.25 CH3 Br H .1.26 CH3 Br CH3

.1.27 CH3 Br CH2CH3 12855!3& CH(CH3)CH3 .1.29

CH3 Br C(CH3) (CH3)CH3 3J Br .1.31 CH3 Br

.1.32 CH3 Br WD 2007/ 093402 PCT/ EP2007/ 001283 - 114

line R a R100 0] 1.33 CH3 Br .1.34 CH3 PBr

L@k CH3) 2CRZBCHS) . Bi@5 CIB Br CHRGHB) 2CH29(0) O3

Ol N f'\l_lO\ aVa Halnila Wa¥a Hs] 7 _CLID

R OU Ulo DI \/I \W” | I\.)} Z A IL\)\ U} Z Ul IO J. 1 \ W | CI H 1 38

CH3 C| CH3 1.39 CH3 O CH2 .1.40 cH3 [Cl

CHCH}) O3 1.41 CHB CI Q(GHHCEB)CH3 . 1.42 G C
c1l4ab OB C

A~

A1.1171.43|@H3 O .[C144 CHs C
A1.118 Cl CI CH(CH3),CH;SCH
A1.119 Cl Cli CH(CHa)2CH,S(0)CHj
A.1.120 Cl Ci CH(CH3)2CH,S(O).CHs
A.1.121 Cl CF,H H

A.1.122 Cl CF.H CH,

A1.123 Cl CF,H CH,CH,

A1.124 Cl CFH CH(CHa)CHs

A1.125 Ci CFH C(CHs)(CHa)CH

126 Cl CF.H

A1

127 Cl CF,H

A.1.

>
5
o=

A.1.129 Cl CF.H

A.1.130 Cl CF,H CH(CH3),CH,SCH;,
A.1.131 Cl CF,H CH(CH,).CH,S(O)CHs
A.1.132 Cl CF,H CH(CHj;).CH,S(0),CH;
A.1.133 Cl OCF; H

A.1.134 Cl OCF; CH;

A.1.135 Cl OCF; CH,CHs;

A.1.136 Cl OCF; CH(CH;)CH,

A.1.137 Cl OCF, C(CH3)(CH3)CHs

A1

138 Cl OCF;, /\>




.1.46 CH3 Cl CH(CH3) 2CH2SCH3

CH( CH3) 2CH2S( O) CH3
WO 2004993p8 CF2H H . 1.50 CH3 CF2H CH3
.1.52 CH3 CF2H CH(CH3)CH3 1.53 CH3 CF2H
WD 2007/ 093402

CH2CH3
C( CH3) (CH3) CH3

PCT/ EP2007/ 001283

1.54 CH3

-115 Line

.1.47 CH3 C
.1.51

Al

Rla Rloo R20

.1.48 CH3 Cl CH(CH3) 2CH2S( ) 2CH3

CHBCTZER1407/001283

.1.55 CH3

CF2H .1.56 CH3 CF2H 1.57 CH3 CF2H .1.58 CH3 CF2H

CH(CH3) 2CH2SCH3 . 1.59 CH3 CF2H CH( CH3) 2CH2S( O) CH3
Link. 60 |CHB Ag&E2H 31—I(CHH%32CHZS(O)2CH§0 1.61 IOH3 OCF3 H
1 g2 loe oor2 1 54 o3 OcF3 crpcre | 1,64 OFB
OCF3 CH(CHS)CH3 .1.65 Chi3 3 C(CH3)(CH3)CH3 .1.66
CH3 OCF3 .1.67 [CH3 OCF3 ; CH3 OCF3 1. 69 CH3 OCF3

n113d. 70 @3 OCF3 ) 2(:st(}|3 1.71 CH3 OCF3
CH(CH3) 2CH2S( O CH3 (OCE3 CH(CH3) 2ICH2S( O) 2CH3
1. 73 (J CF3 H

A.1.140 Cl OCF; :

1141 Cl OCF, AD

A.1.142 Cl OCF; CH(CH;),CH,SCH;

A1.143 Ci OCF, CH(CHs),CH,S(O)CH,

A.1.144 Cl OCF; CH(CHj3),CH,S(0),CH5

A.1.145 Br CF; H

A.1.146 Br CF5 CHj;

A.1.147 Br CF3 CH.CH;

A.1.148 Br CF3 CH(CH3)CH3

A.1.150 Br CF5 /\>

A.1.151 Br CF; /i

A.1.152 Br CF;

A.1.153 Br CF3 /AD

A.1.154 Br CF3 CH(CH5),CH,SCH3

A.1.157 Br OCH,CF; H

A.1.158 Br OCHQCFa CH3




1.74 C1 CF3 CH3 1.75 C CF3 CH2CH3 WO 2007/ 093402

PCT/ EP2007/ 001283
WER(ODSHEH3 1.77 CI CF3 C(CH3) (CH3) CH3
.1.80 CI CF3 1.81 Cl CF3 1.82 Cl CF3

.1.79 A CF3

OH( CH3) 2CH2SCH3 1. 83 O CR3,,CH( OH3) 2CH2S( O) CH3
Cl CF3' CH(CH3)2CH2S(O) 2CH3

Cl OCH2CF3 CH3

21

-116 Line Ra RRoo RRO 1.76 CI CF3

. 7/8PCA/EE1887/001283

.1. 84

.1.85 CI OCH2CF3 H .1.86

.1.87 A OCH2CF3 CH2CH3 1.88 C

QCH2CF3 CH(CH3)CH3  1.89 Cl OCHRCE3 C( CH3) ( CH3) CH3
Ine90 @I OBHRCF3|.1.Rd, C |OCH2CF3RLl OCH GF 192 2 3
93 CH—OcH2EFBH-——-194—€—6cH2 EF3—CHHCH3) 2CH2SCH3

A1.153 g5 (BT ocmwsbé%@ﬁs) 2(?@&%)% WO 2007/ 093402

A1 165CT/ ERBO07/ 001 2B R.cFL 7 UER 00 R0 | .1.96 C

116§r1-0m:q CH(CHR) PCHFS( )7(1—3@@ 97 Cl Br t

A1.162 Br OCH,CF, /ﬁ>

A.1.163 Br OCH,CF, /%>

A.1.165 Br OCHzCFa /AD

A.1.166 Br OCH,CF; CH(CHs)gCHgSCHg

A.1.167 Br OCH,CF3 CH(CHg)zCHQS(O)CH3

A.1.168 Br OCHQCFQ CH(CH3)QCH28(O)2CH3

A.1.169 Br Br H

A.1.170 Br Br CH3

A.1.171 Br Br CH20H3

A.1.172 Br Br CH(CH3)CH,

A.1.173 Br Br C(CH3)(CH3)CH,4

A.1.174 Br Br /\>

A.1.175 Br Br /%>

A.1.176 Br Br y

A.1.177 Br Br l—_—l




1.98 C Br CH3 .1.99 Cl Br CH2CH3 .1.100 Cl Br
CH(CH3)CH3 .1.101 C Br C(CH3)(CH3)CH3 .1.102 C Br
W0 20020%34€ Br .1.104 CI Br 1.105 Cl Br 1.106PCI/EBI007/001283
CH( CH3) 2CH2SCH3 1. 107 CI Br CH(CH3) 2CH2S( O) CH3
.1.108 C Br CH(CH3) 2CH2S(Q )% 1 109 G C H
.1.110 O C CH3 .1.111 C .1.112 G <
CH(CH3)CH3 .1.113 C C C(CI—B)(CI—B)CI—B .1.114 G <
1115 1 116 CCL_\WD 2007/093402
LRET/ EF200W1@01283 Ril8 Line RlaRRloo R20 | .1.117 C
I l _l - - J_ J_J_O I'\I (':]I CHI DL AL OALIND 4 119 CI CI
A-“"i:H((:H: 2CH25(0)EH3 1. 12( )2CH28(O)2CH3
121l CF2H Hpt. 122 C Ql CF2H
A'1'179rl~1-|9 b 1.124 A __CE2H mr%qmﬁgg%sa))%% dl CF2H
A.1.180( Q-BiQrQ-B)CHg Br CH(CfHa )2CH,S(0),CHj3
IA.1.181 Br Cl H
A.1.182 Br Cl CHs
A.1.183 Br Cl CH,CHj,
A.1.184 Br Cl CH(CH3)CHj
1a1.185 Br Cl C(CH3)(CHs)CH,
A.1.186 Br Cl /ﬁ>
A.1.187 Br Cl /%>
A.1.188 Br Cl /AV
A.1.189 Br cl /AD
A.1.190 Br Cl CH(CH3)>,CH,SCH;
A.1.191 Br Cl CH(CH3),CH,S(O)CH,
A.1.192 Br Cl CH(CH3),CH,S(0),CH,
A.1.193 Br CF,H H
A.1.194 Br CF2H CH3
A.1.196 Br CF,H CH(CH3)CH;
A.1.197 Br CF,H C(CHs)(CH3)CHs
A.1.198 Br CF,H /ﬁ>
A.1.199 Br CF,H /%



.1.126 C CF2H .1.127 C CF2H 1.128 Cl CF2H 1.129 Cl
CF2H 1.130 Cl CF2H H(CH3) 2CH2SCH3 1.131 Cl CF2H
WEHOTOBHBCH2S( O) CH3 1. 132 CI CF2H CH( CH3) 2CH2B(ELDHB001283

1.133 1 OCF3 H1.134 C OCF3 CH3 .1.135 C OCF3

CH2CH3 .1.136 C OCF3 CH( )CH3 .1.137 Cl OCF3

C(CHR) (CHR) CH3 . 1. 138 Cl 3 WD 2007/ 093402

PCT/ EP2007/ 001283 -119 Line R a R100 R20 1.139 C

QCE3 . 1.140 C QOCE3 1.141 C OCF3 . 1.142 C OCF3

Lokl CHB) 2CR28CH3| . BidA3 €I OCF3 8x( CH3) 2CH2S( O) CH3

44— OeFSeHCH3)2el2S(o2eH3—3—345 Br CF3 H
.1.14¢6 Br CF3 QH3 .1.147 Br ACF3 CH2CH3 1. 148 Br CF3

CH(CHB)CH3 1.149 Br CF3 CH3)CH3 1. 150 Br CF3
A.1.200 1. 15BrBr CF3 [CE:A52 Br |CF3 M. 153 Br CRH3
A.1.201 Br CF.H :I
A.1.202 Br CF2H CH(CHa)gCHgSCHg
A 1204 Br CFH CH(CHs),CH,S(0),CH,
1A.1.205 Br OCF3 H
A.1.206 Br OCF; CH,3
A.1.207 Br OCF3 CH2CH3
71208 Br OCF, CH(CH,)CH,
A.1.209 Br OCF; C(CH3)(CH3)CH34
A.1.210 Br OCF, /w>
A.1.211 Br OCF; /%
A.1.212 Br OCF;
A.1.213 Br OCF; _—_l
A.1.214 Br OCF; CH(CH3),CH,SCHj3
A1.216 Br OCF, CH(CH3),CH,S(0),CH,
A.1.217 CN CF; H
A.1.218 CN CF3 CH;3
A.1.219 CN CF3 CH,CHj;
A1.220 CN CF, CH(CH3)CH,
A1.221 CN CF, C(CH3)(CH3)CH,




.1.155 Br CF3
CF3 CH(CH3) 2CH2S( O 2CH3
OCH2CF3 CH3 WD PCT/EP2007/001283
-120 Line R a R oo R20

.1.154 Br CF3 CH(CH3) 2CH2SCH3

CH( CH3) 2CH2S(O) CH3 1. 156 Br
wda 2005M9Bp2 OCH2CF3 H . 1. 158 Br

2007/ 093402 PCT/ EP2007/ 001283

.1.159 Br OCH2CF3 CHZCHSO_é égg Br OCH2CF3 CH( CH3) CH3
1.161 Br OCH2CF3 C( CH3) ( CFEF 1.162 Br OCH2CF3
.1.163 Br OCH2CF3 .1.164 Br OCH2CF3 .1.165 Br
QCHPCE3 1.166 Br QCHPCFE3 CH(CHR) 2CHPSCH3 1. 167 Br
LEEH2CF3 CR(aCH3) RCHIR6O) CHi3 . 1. 18% Br OCHCF3
EHCEHP)2EHR SO PEHS—1—169—Br—Br—H+—3176-H Br CH3
.1.171.Br Br CH 1. 172913%& CH(CH3)QH3 .1.173

A1.228 pr [ CH3) (CHYeH3 . 1.[174 Br .1.175 [Br Br
"1.17¢ Br Br .[I.177 Br Br 20077093402
PCT/ EP2007/ 001283 - 121| Like Rla Rloo RA0 .1.178 Br
Br CH( CH3) 2CH2SCH3

A.1.223 CN CFs

A.1.224 CN CF5

A.1.225 CN CF, /AD

A.1.226 CN CFs CH(CH3).CH,SCH,4

A.1.227 CN CF, CH(CH;),CH,S(O)CHj

A.1.228 CN CFs CH(CH),CH,S(0),CHj

A.1.229 CN OCH,CF; HH

A.1.230 CN OCH,CF;  [CH;

A.1.231 CN OCH,CF;  |CH.CHjs

A.1.232 CN OCH,CF;  [CH(CH3)CH,

A.1.233 CN OCH,CF;  |C(CHs)(CHa)CHj

A.1.234 CN OCH,CF; /ﬁ>

A.1.235 CN OCH,CF, /%>

A1.236 CN OCH,CF; :

A.1.237 CN OCH,CF5 /AD

A.1.238 CN OCH,CF;  [CH(CH,),CH,SCH;,

A.1.239 CN OCH,CF;  [CH(CHj;),CH,S(O)CHj

A.1.240 CN OCH,CF;  [CH(CH,),CH,S(0)>CHs




.1.179

CH( CH3) 2CH2S( O) 2CH3

Br

Br CH( CH3) 2CH2S( O) CH3
.1.181 Br

.1.180 Br
Cl H1. 182 Br

Br
Cl CH3

wQ 200889802 CI CH2CH3 1.184 Br CI CH(CH3) CH3  1paBEPBN7/001283

Cl C(CH3) (CH3) CH3
.1.189 Br . %28 Br
(@ CH(CH3)2CH28(O)

Br Cl

1.191 Br

C 140

.1.186 Br

.1.187 Br

.1.192 Br

cl .1.188

Cl CH( CH3) 2CH2SCH3

cl

CH( CH3) 2CH2S( O 2CH3  1.193 Br CF2H H . 1.194 Br CF2H

CHR 195 .-Br CE2H CHP2 1.196 Br CF2H CH( CH3) CH3
Link. 197 Br RgF2H [C( CHB)( CH3) CH3 1Ri®8 Br CH2H . 1.199 Br
EFHNE-2007+09R402—PET-FP2067/-664283—20 Line Rla
A1.24R100 B2 AV . 1. B0 Br cEIM 1.201 Br CF2H /1110 1.202
A 12451 CFAGK CH( CFB) SCH3 |@203 Br CF2H
CH(CH3) 2CH2S( Q) 1 204 Br CE2H CH(CH3)[2CH2S( 0) 2CH3
A1.2431. 209Cr OCE3 Br. 1. 206 BBHGNE3 CH3
A.1.245 CN Br C(CH,)(CH3)CH,
IA.1.246 CN Br
IA.1.247 CN Br /%
IA.1.248 CN Br
A.1.249 CN Br /%
A.1.250 CN Br CH(CH3),CH,SCH;
A.1.251 CN Br CH(CHj3),CH,S(O)CHj
A.1.252 CN Br CH(CH3).CH,S(0),CHj
A.1.253 CN Cl H
A.1.254 CN Cl CH,
A.1.255 CN Cl CH,CH;
A.1.256 CN Cl CH(CH3)CHj
A.1.257 CN Ci C(CH3)(CH3)CHs
A.1.258 CN o /\>
A.1.259 CN Cl /%
A.1.260 CN Cl ;




.1.207 Br
.1.209 Br
WQ@ZR3/09340212 Br

OCF3 CH2CH3
OCF3 C( CH3) ( CH3) CH3
OCF3 ~1.213 Br

.1.210 Br
OCF3 . 1.214

.1.208 Br OCF3 CH(CH3)CH3
OCF3 1.211 Br

Br PXCFBP2007/001283

CH( CH3) 2CH2SCH3 1. 215 Br OCF3 CH( CH3) 2CH2S( O) CH3

.1.216 Br OCF3 H(CH3) 2CH2S(,QL2CH3
1.218 CN CF3 CH3 CNQEF

.1.219

.1.217

3 CH2CH3 .1

CN CF3 H
. 220 CN CF3

CH(CH3) CH3 1.221 CN CF3 C(CH3) (CH3) CH3 WD 2007/ 093402

PCT/ EP2007/ 001283 -123 lLine Rla Rloo R0  .1.222 CN
(@3 . 1. 22R.&N CF3 Rw24 |CN CF3 Ri 225 CN [CF3 . 1.226
EN-EFF-EHEEHR 2 EHR SEH—1 4+ 227 EN-EF3
CH( CHY) 2CH2S(O) CH3 . 1. 228 CF3 CH( CHB) 2|CH2S( O) 2CH3
.1.229 CN OCH2CF3 H .1.230 CF3 CH3 | .1.231 CN

A.1.06 0CH2 CAGNCH2CH3 CI1. 232 CN CH(CH3) gH3 . 1.233

L CN-OCHRCF3—C(-CHB) (- CH3)-6H3——1-234—CN-OCH2GF3

A.1.262 CN Cl CH(CHs).CH.SCH;

A.1.263 CN Cl CH(CHa),CH,S(O)CH,

A.1.264 CN Cl CH(CHs).CH,S(0),CH,

A.1.265 CN CF,H H

A.1.266 CN CF.H CHs

A.1.267 CN CF,H CH,CH,

A.1.268 CN CF.H CH(CHs3)CHs

A.1.269 CN CF.H (C(CHa)(CH3)CHs

A.1.270 CN CF,H /\>

IA.1.271 CN CF.H /i

A.1.272 CN CF.H /Av

A.1.273 CN CFgH :I

A.1.274 CN CF,H CH(CHa).CH,SCHj

A.1.275 CN CF.H CH(CH3),CH,S(O)CH,

A.1.276 CN CF,H CH(CHj3)2CH,S(0),CH,

A 1.277 CN OCF3 H

A.1.278 CN OCF, CH,

A.1.279 CN OCF, CH,CHj

A.1.280 CN OCF;, CH(CH3)CHj

A.1.281 CN OCF, C(CHa)(CH3)CHs

A.1.282 CN OCF, /w>




1.235 CN OCH2CF3 .1.236 CN OCH2CF3 1.237 CN OCH2CF3

1.238 CN OCH2CF3 CH(CH3) 2CH2SCH3 1.239 CN OCH2CF3
WERHOTHBUICH2S( O) CH3 1. 240 CN OCH2CF3 PCT/EP2007/001283

CH( CH3) 2CH2S( O 2CH3 WD 2007/ 093402 PCT/ EP2007/ 001283

-124 Line Rla Rloo R20 14%§CN Br H .1.242 CN Br

CH3 1.243 CN Br CH2CH3 1.244 CN Br CH(CH3) CH3

.1.245 CN Br C(CH3)(CH3)CH3 .1.246 CN Br .1.247 CN Br

1248 CN Br 1.249 CNBr 1 250 CN Br
LiBel( CHB) 2CR28CH3| 1.Fml CN Br CH( Bk3) 2CH2S(|[O) CH3 1. 252

Ol OLINN N Y N\—D LD 4 VoY il e S~ Y] Ll 1

EN-—BrTEHEH3)2GH2S(O2CH—1 253 €EN—€—*H1. 254 CN Cl

CH3 1.255 CN d CH2CH3 |[1.2BB CN Cl CH(CH3)CH3 1. 257
CN Ol [C(CH3) (CH3) CH3 . 12 Cl .1.259 |CN Cl
A 1283 1. 26QiEN CI WOR§Q7/ 093402 PCH EP2007/ 001283 - 125

A.1.284 CN OCF, ;

A.1.285 CN OCF, /SD

A.1.286 CN OCF; CH(CH3),CH,SCH;
A.1.287 CN OCF; CH(CH3),CH,S(O)CHj,
A.1.288 CN OCF; CH(CH3),CH,S(0),CHs
A.1.289 | CF> H |

A.1.290 I CF; CHs

A.1.291 | CF3 CH.CH;

A 1.292 | CF3 CH(CH3)CH3;

A.1.293 I CF3 C(CHa;)(CH3)CH;

A.1.294 | CF;

A.1.296 I CF;

_—

A.1.295 I CF3 &
A
/

A.1.297 I CF,
A.1.298 | CF, CH(CH,)2CH>SCHs
A.1.299 ! CF, CH(CH3).CH>S(O)CHs
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A.1.440 H CF3 g \/

A.1.441 H CF3 /A :,

A.1.442 H CF, CH(CHj3),CH,SCH3
A.1.443 H CF, CH(CH,).CH,S(0O)CH,
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.1.546 H OCH3 . 1.547 H OCH3

.1.548 H OCH3

.1.549 H

OCH3 1.550 H OCH3 CH(CH3) 2CH2SCH3 WD 2007/ 093402

weaNarR0D7/ 001283

OCH3 CH(CH3) 2CH2S(O) CH3  1.552 H OCH3

CH( CH3) 2CH2S( 0) 2CH3 1. 553 g
OCH3 CH3
CH( CH3) CH3

1. 55

.1.55

5 C=-CH

—CH OCH3 H .
Boos . 1. 55

QCH3 C=-CH .1.559 OCH3 C=-CH .1.

-139 Line Rla R1I00 R20 1.BSWEPR007/001283

1.554 C=-CH
6 CECH OCH3

.1.557 C=-CH OCH3 C(CH3) (CH3) CH3 CECH

OCH3 -AV 560

C=-CH OCH3

scl oses the

drnmula 8100

(@BCH 1. 561a OCHB 1752 Cf- CH OOHBLH( CH3) J0H2SCHS

1563 o= CH-OCH3_CHCCHB)Y 2GH2S{- O CHE— 2564
1538 CHt s(O Tob] EHCPRTE: L bl o d)

64 C(mounds bchl to ch.hef. yn.i he
A153§N o R R ot 19 CH:REA,TH,
A.1.534 CH, OCH,
A.1.535 CHs OCH, /%>
A.1.536 CHs OCH, v
A.1.537 CH; 7 ___l
A.1.538 CH, OCH; CH(CHa),CH,SCH,
A.1.539 CH, OCH, CH(CH3)2CH,S(0)CH,
A.1.540 CH, OCH, CH(CHs),CH,S(0),CHs
A.1.541 H OCH; H
A.1.542 H OCH, CHs,
A.1.543 H OCH; CH.CH,
A1.544 H OCH; CH(CH3)CHs
A.1.545 H OCH, C(CH,)(CH3)CH;
A.1.546 H OCH;
A.1.547 H OCH; /i
A.1.548 H OCH; AV
A.1.549 OCH, AD
A.1.550 H OCH3 CH(CH3),CH,SCHj4




for each of these 564 specific
conpounds, each of the of the variables Rla, R20 and
WRI@O/0v=82 t he specific nmeaning given in the  PCI/EP2007/001283
corresponding |ine, appropriately selected from W)
2007/ 093402 PCT/ EP2007/ 001_2{2%_ -140 the 564 |ines
A l.1to Al 564 of the Tabl'e A. For exanple, the
speci fic conmpound T1.1.23 is the conpound of the

HN, H3C R 20 i n which,

formula Ti, in ich each of the of the variables Ria,
LR20 and REja has tiﬁfaospecific mEgfi ng gi ven in the
H-re—A-1—23——of FabteA—Accorting—to—+he sane
A'1'55§yster al so al dtg’f'?'the c%gﬁ%ﬁ§@&% c| conpounds
A 1558l scl gged 1 n th@d}qpl e 1 @ﬁ(g}qzs IC@g(@ CHQT t he
speciflic conpouhds disclgsed in 2 to 103
A1.558r e sp;@gcf-u ed am*&gousl yH Table 2: This tabI e
A155IbeLbEb the—>5 onpott ﬁ T2t —31toT2-1 564 of the
- ?orlea:CRio 4 B~ N Qr'®NH (T2), H3CHN, R 20 in
A.1.558i Ch’C‘f—‘EH eachiogdH{ hese |(S@grppeci fic conpounds, each
of the of the v bles Rla  R20 and R100 has t he
A.1.55@ peci ficECARaNI ng@ﬂwen i CH GG esponding |ine,
ppropriately S| ed—f Al.1to
A155? A 1.562=6F the [rable A TE@IHé gﬁii-fﬁlis tablle di scl oses
the 5661—§grrpounds T3.1. 1]t .1.564 of the formula
R, NRLONJ NHI (T3), N O HNC H3C R 20
A.1.558 OCH;
C=CH
A.1.559 OCH;
C=CH f
A.1.560 OCH;
C=CH .
A.1.561 OCH, /BD
A.1.563 C=CH OCH, CH(CH;),CH,S(O)CH,
A.1.564 C=CH OCHj CH(CH3),CH,S(0),CH,

Table 1: This table discloses the 564 compounds T1.1.1 to T1.1.564 of the formula

RIOO
[N
R,a N c
NH %
Ny,
N/' o =
N HN
H3C \R

in which, for each of these 564 specific compounds, each of the of the variables R;,, R, and

Ri00 has the specific meaning given in the corresponding line, appropriately selected from



in which, for each of these 564 specific conmpounds,
each of the of the variables Rla, RRO and R100 has
W0 b@76p302 fi c meani ng given in the correspondi PGI/EP2067/001283
appropriately selected from the 564 lines A.l.1 to
A.1.564 of the Table A Tth@ 4: This table discloses
the 564 conpounds T4.1.1 to T14.1.564 of the formula WO
2007/093402 PCT/ EP2007/ 001283 -141 RI0O0O N R N C
HO_ (T4), N HN, R20 in which, for each of these
the 565élne%6éc1 tq A 1e§%@iﬁﬁ§sT abigah rFQﬁeXa'm\éleofhet mcmarcpmbeed T1.1.23

e corresp on |ne rlatel ecte
has the ﬁée@mrﬂeaweg gmem IrlthedmA AU 364:f Hie Tatée Kaﬁb@rmngTalﬁeesame

{

systerd; 150 WEofRp bf el SBF oA Spopl SRERRET e Yablq't ey as at o
the speqitig corppeymdr diglospd (D the Tebiest tof 193 arashedfied araleg@Bly.

speci fic conpounds, each of the of the variables R a,

R20 and R100 has the specific neaning given in the
Table gpFhie tabtdiseigsds the 564 gpmppuncs B2.§.1delTect.86K bf tbenformua

564 lines A 1.1 to A 1.564 of the Table A Table 6:

This table discloses the 564 cpffpounds T6.1.1 to

T6. 1. 564 of the fornmula N

A 5o

in which, for each of these 564 specific compounds, each of the of the variables R;,, R, and
R0 has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 3: This table discloses the 564 compounds T3.1.1 to T3.1.564 of the formula

100

in which, for each of these 564 specific compounds, each of the of the variables R;,, R», and
Ri0o has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 4: This table discloses the 564 compounds T4.1.1 to T4.1.564 of the formula



19100 "N R, ONC NHN"\ ( T6), NNHNC R 20 WO
2007/ 093402 PCT/ EP2007/ 001283 -142 in which, for each
wotooriere2 564 specific conpounds, each of the PET/EP®07/001283
vari ables Rl,, R20 and R100 has the specific neaning

given in the correspondi ng 1I4i ne, appropriately
selected from the 564 lines A 1.1 to A 1.564 of the
Table A. Table 7: This table discloses the 564
conmpounds T7.1.1 to T7.1.564 of the formula Rloo |IN
RaNC NN NO- (T7), BlBCNHN, . 1 R20 CH3
in which, for each of thes 64 specific conpounds,
each of the of the varigabl s /R a, R20 and R100 has

t he specific meaning Fga M tha corresponding |ine,
appropriately selectgd fram 2 564 lines A/1.1to

A 1.564 of the Tabl ﬂ TabNe 8% Thi(¥4x abl e di scl oses
t he 564 conpounds, 28 14

Rloo IN Rla N Cl ) NH|N_
N H

® /1.564 of the formul a
O (T8),

in which, for each of these 564 specific compounds, each of the of the variables R;,, Ry, and

Ri00 has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 5: This table discloses the 564 compounds T5.1.1 to T5.1.564 of the formula

F‘100
o, N
R,a N e
NH 7
N\
O m————
N/| (T5),
H,C X HN
RZD
H,C

in which, for each of these 564 specific compounds, each of the of the variables R;,, Rs and
R0 has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 6: This table discloses the 564 compounds T6.1.1 to T6.1.564 of the formula

100



11 H3C, N HN, HR 20 in which, for each of these 564
speci fic conpounds, each of the of the variables R a,
woR2e7amd02 RL00 has the specific meani ng gi ven POT/ER®07/001283
corresponding |ine, appropriately selected from the
564 lines A.1.1 to A 1. 5642 _.the Table A Table 9:
This tabl e discloses the 5& corrpounds T9.1.1to
T9.1.564 of the forrmula WO 2007/ 093402
PCT/ EP2007/ 001283 - 143 Rioo | O\N Rla NC NH
in whigl,-fqg e@tpigpf thepg ﬁﬁﬂﬁppcifiqg@mngunds,pgagb of thezofj the watiathes Rar Rz and

Rioo hSé‘% éHechE%@anﬁ@“gﬁé}?ﬁ'tﬂé eoﬁ%lﬂaﬂamgsme &Iﬁt%l{/‘ ge@&ed from

he vari abl es s the's
the 56%@% Ad-glokp. %ﬂofﬂ@fﬁhﬁ Aspondi ng |i ne, appropri ately
selected from the 564 lines A 1.1 to A 1.564 of the
Table A. Table 10: This table discloses the 564
Table Zotiotabiesdisdoses. the 664 TQDPAUBEAT b1 . 1ttad 7§ 6p6rudfthe fomu@ N
R a C NH NL (T10), O N | 9R'1\0|0HN R zo

\

0
R,a N
4
N7 l 0 = (T7),
Cc N HN -
3~ ~
r?l F‘20
CH,

in which, for each of these 564 specific compounds, each of the of the variables R,,, Ry, and
Ri0o has the specific meaning given in the corresponding line, appropriately selected from

the 564 lines A.1.1 to A.1.564 of the Table A.

Table 8: This table discloses the 564 compounds T8.1.1 to T8.1.564 of the formula

R100
o, LN
R,a N a
NH 7
N\j (T8),
H3C‘N X HN
H R

in which, for each of these 564 specific compounds, each of the of the variables R,,, Rz, and
Rioo has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 9: This table discloses the 564 compounds T9.1.1 to T9.1.564 of the formula



in which, for each of these 564 specific conmpounds,
each of the of the variables Rta, R20 and R100 has
w0 b@7spet fi c meani ng given in the correspondi PGI/EP2067/001283

appropriately selected from the 564 lines A.l.1 to

A. 1.564 of the Table A Tabjgg-11: This table discloses
the 564 conpounds T11.1.1 to T11.1.564 of the formula
8100 I ON RaNC NHN (T11), HN\N HN 11 R 20
in which, for each of these 564 specific conmpounds,
each of the of the variables R'® R20 and R100 has
the specific nmeaning given i \nhe correspondi ng |i ne,
approprlately sel ected foo e 564 lines A/1.1to

R: This table
di scl oses the 564 confp p 1 mpz 1.564 of
the formula Rt 00 N < (T12), O
H3G-N \N HNC R 20 i for each of these 564
speci fic conpoutd®, gach of ~mhe of the variables Ria,
R20 and R100 has theHgpeci fic neaning given in the
corresponding |ine, appropriately selected from the
in whidt forléank of thete 564 spécific &fdpainds heachadblttee éf thd aBligbIdSR, ., Ry, and

Rioo h%%'iﬁe §[%2: L{% rﬁéeﬁﬁ@ §|¥$%nh§e %g#es?po mgqlglg e-lrplper’oplnately selected from

the 564 lines A.1.1 to A.1.564 of the Table A.

Table 10: This table discloses the 564 compounds T10.1.1 to T10.1.564 of the formula
R

100

\

5 (T10),
N

s—N

in which, for each of these 564 specific compounds, each of the of the variables Ria, Rz and
Rioo has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 11: This table discloses the 564 compounds T11.1.1 to T11.1.564 of the formula

100

HN
\=N HN

in which, for each of these 564 specific compounds, each of the of the variables Ria, Ry and
Rioo has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.



8100 \N NRao C N~ (T13), NHo N "-NHN CH3 R
20 in which, for each of these 564 specific conpounds,
we@aoh/oef402 he of the variables Rta, R20 and RI1BOI/ER207/001283

the specific neaning given in the corresponding |ine,
appropriately selected from,,the 564 lines A 1.1 to
A . 1.564 of the Table A Table 14: This table discloses
the 564 conpounds T14.1.1 to T14.1.564 of the formula
WO 2007/ 093402 PCT/ EP2007/001283 -145 100 | \ N Rla0
NC NH(T14), N -S HN R 20 in which, for each of

| fd f t

Table §206 PRf> 00 qesfe SOARORERan i id 1o T2, 1o ofhe formule

given in the corresponding |ifteq appropriately
selected from the 564 |ine .1.1 to A 1.564 of the
Table A Table 15: Thistablle Miscloses the 564

conpounds T15.1.1 to T?ﬂ,g .5680& he formula 8100 N
/4
N\

O N NH
(T12),
HC~p ©
\=N HN
\H 20

in which, for each of these 564 specific compounds, each of the of the variables R;,, Ry and
Rioo has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 13: This table discloses the 564 compounds T13.1.1 to T13.1.564 of the formula

in which, for each of these 564 specific compounds, each of the of the variables R;,, R, and
Rioo has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 14: This table discloses the 564 compounds T14.1.1 to T14.1.564 of the formula



RLC NHN (T15), oS ~=NHNR 20 in which, for
each of these 564 specific conpounds, each of the of

WO b@7993abl es Ria, R20 and R100 has the specP€T/€P2007/001283
meani ng given in the corresponding |ine, appropriately
selected from the 564 |linggsA 1.1 to A 1.564 of the
Table A. Table 16: This table discloses the 564
conpounds T16.1.1 to T16.1.564 of the formula 8100

NRLNC NHN LI (T16),, 0 NHN R 20 WO

2007/ 093402 PCT/ EP2007/ 001233 -146 in which, for each

of these 564 specific co ds, each of the of the
vari abl es Rlai R20 and has the specific neaning
given in the correspsﬁdlng oCl appropriately

sel ected from the 554 INHnhe
Table A. Table 17:
compounds T17. 1. S 7 1.
\NRla NCIl NHN Slm,\o

A\1.1 1.564 of the
| scl(g-gég the 564
of the fornula 8100

in which, for each of these 564 specific compounds, each of the of the variables R, Ra and
Ri00 has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 15: This table discloses the 564 compounds T15.1.1 to T15.1.564 of the formula

I:‘100
[N
Ra N
MY (11s)
s ° =
\=N HN

in which, for each of these 564 specific compounds, each of the of the variables R;,, Rz, and
R0 has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 16: This table discloses the 564 compounds T16.1.1 to T16.1.564 of the formula

F*100
\
.
R,a N a
NH 7
N\ (T16)
O —
0 X
\=N HN



N '"-OHNR 20 in which, for each of these 564
speci fic conpounds, each of the of the variables R a
wWeR2®@7a9302 R100 has the specific meani ng gi ven PEI/ER07/001283

corresponding |ine, appropriately selected from the
564 lines A 1.1 to A 1.564 ,9f the Table A Table 18:
This tabl e discloses the 584 conpounds T18.1.1 to
T18.1.564 of the fornula 8100 \N RlaO NCI / NH NL
\ (T18), HN ~ HN R 20 in which, for each of these 564
speci fic conpounds, each of the of the variables Rl.,

in whidfe $oraf@n oFHle 383 shB&fiS B&fibd s BN R v'aﬁaﬁl?%R,a, Rso and
correspondi ng I'i'ne, appropriately selected from e

Rio rB64he spasificanganing given in theLotespdndingdine capprofiigiély selected from

i [ 64 conpounds T19.1.1 to
the 56%?'8???‘?3{4%0%15%3%25‘% @e\?‘\o 2007/ 093402

PCT/ EP2007/001283 - 147 8100 N NL (T19), RAHN_I\I]IC-I_
T, o el By P8 S

R100 has the specific nmeaning given in the
corresponding line, approprigately selected from the
564 lines A.1.1 to A 1.564 ¢f*the Table A Table 20:

This tabl e discloses the yconpounds T20.1.1 to
T20. 1. 564 of the formg N

R,a Cl
NH 7
N\j (T17),
X ° ==
N\
R 20

N0 HN_

in which, for each of these 564 specific compounds, each of the of the variables R;,, Rs, and
Rioo has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 18: This table discloses the 564 compounds T18.1.1 to T18.1.564 of the formula

100
| N
O 7
R,a cl
NH 7
NN (T8,
O ————
HN S
=l uN
R 20

in which, for each of these 564 specific compounds, each of the of the variables R;,, Ry, and
Rioo has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 19: This table discloses the 564 compounds T19.1.1 to T19.1.564 of the formula



8100 NON RadC NHN p (T20), NHNCH3 R 20 in
whi ch, for each of these 564 specific conpounds, each
wotoories40f the variables Ria, R20 and R100 haBCT/ER2007/001283
speci fic meaning given in the correspondi ng |ine,
appropriately sel ected frqq17the 564 lines A.l.1to
A.1.564 of the Table A Tabl'e 21: This table discloses
the 564 conpounds T21.1.1 to T21.1.564 of the formula
WO 2007/ 093402 PCT/ EP2007/001283 -148 R 100 N Rla N
Cl NH (T21), H3C~ N o HN R0 in which, for each of
t hese 564 specific conpou , each of the of the
vari abl es Rlai R20 ang, 00Nhas the specific neaning

given in the correspgadiyfig Ni nect appropriately
sel ected from the 5k4 IN'HnS@L 1 to A 1.564 of the

Table A Table 22: s table #iscl(®38s the 564
compounds T22.1.1 2. 9. of the formula Rloo
\N RlaO0 N C NH

in which, for each of these 564 specific compounds, each of the of the variables R;,, Rs, and
Ri0o has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A. '

Table 20: This table discloses the 564 compounds T20.1.1 to T20.1.564 of the formula

in which, for each of these 564 specific compounds, each of the of the variables R;,, Ry, and
Ri has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 21: This table discloses the 564 compounds T21.1.1 to T21.1.564 of the formula



\ O(T22), H3C-NHN C R 20 in which, for each of
t hese 564 specific conpounds, each of the of the
wo aro7apd4es Rlai R20 and R100 has the speci fi cPOPEPI00Y001283
given in the corresponding |line, appropriately :
sel ected from the 564 lingggA 1.1 to A 1.564 of the
Table A. Table 23: This table discloses the 564
compounds T23.1.1 to T23.1.564 of the forrmula WO
2007/ 093402 PCT/ EP2007/001283_ - 149 8100 ONNR1L
Cl NHNo I (T23), N HNC C R 20 in which, for
each of these 564 specific ounds, each of the of
the variables R a, R20 gnd 0 has the specific
meani ng given in the @ rgspondi i@ |ine, appropriately
sel ected from the 5 |ines A7 1 to_A 1.564 of the
Table A Table 24: tabl 8 _di%cl 0§E8t he 564
%64 0f the fornula 8100 a
A NHHN- NR 20 in which, for
each of these 564 specific>™gonpounds, each of the of
the variables Rl,, R20 and R100 has the specific
nmeani ng given in the corresponding line, appropriately
selected from the 564 lines A.1.1 to A 1.564 of the

in whichafJr@aéh of these 564 specific compounds, each of the of the variables R;,, Rao and

Ri00 has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 22: This table discloses the 564 compounds T22.1.1 to T22.1.564 of the formula

R100
N
| N
O /’
R,a cl
NH %
N
— \ (T22),
H,C- ©
N
= HN_
ci Rao

in which, for each of these 564 specific compounds, each of the of the variables R,,, R, and
Rig has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 23: This table discloses the 564 compounds T23.1.1 to T23.1.564 of the formula



Tabl e 25: This table discloses the 564 conpounds

T25.1.1 to T25.1.564 of the fornmula WD 2007/ 093402
w007/ 001283 - 150 R100 \N RAN a N cPCNMER2007/001283

(1 25), NN HNCH3 R 20 in which, for each of these

564 specific conpounds, eachgef the of the variables

Rlai R20 and R100 has the specific neaning given in

the corresponding line, appropriately selected from

the 564 lines A.1.1 to A 1.564 of the Table A Table

26: This tabl e discloses thg®64 conpounds T26.1.1 to

T26. 1.564 of the fornula O \N NRlaC NHN

L-"\ (T26), HN NHN N Rl2oMNi n whi ch, for each of

these 564 specific c

variables Ria, R20 and NRLOO

given in the correg '

selected from the/S A.1.1 to A 1.564 of the

Table A Table 27X\ Thi abl e di scl oses the 564

conmpounds T27.1.1 to0'¢4d/. 45564 of the formula WO

2007/ 093402 PCT/ E2007/001283 - 151

Qs the specific nmeaning

, apggpriately

in which, for each of these 564 specific compounds, each of the of the variables R;,, R, and
Rioo has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 24: This table discloses the 564 compounds T24.1.1 to T24.1.564 of the formula

F{100
o JN
R,a N ¢
NH 7
N\j (T24),
O ————
\
N-NH HN

in which, for each of these 564 specific compounds, each of the of the variables R,,, Ry, and
R0 has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 25: This table discloses the 564 compounds T25.1.1 to T25.1.564 of the formula



Roo N RL NCI NHNo (T27), O H- NN HNR20 in
whi ch, for each of these 564 specific conpounds, each
wW@Roorie346f t he variables RL., R20 and R100 haRCT/ER2007/001283
speci fic meaning given in the correspondi ng |ine,
appropriately selected fromgsthe 564 lines A'1l.1to
A.1.564 of the Table A Table 28: This table discloses
the 564 conpounds T28.1.1 to T28.1.564 of the formula
Rloo \N NRla Cd / NHL." (T28), o H- NNNHNR
20 in which, for each of thgse 564 specific conpounds,
each of the of the vari abl R1,, R20 and R100 has
the specific neaning give | i N the corresponding |ine,

appropriately sel ectE oml\ thel 564 lines A 1.1 to
. Nﬁb@g: Thi s tabl e discl oses

A.1.564 of the Tabl
t he 564 conpounds .1t T29.1.8848).0f the fornula

WO 2007/ 093402 PCT/ERZBQZP0 83 -152 8100 N

in which, for each of these 564 specific compounds, each of the of the variables R;,, Ry, and
Rioo has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 26: This table discloses the 564 compounds T26.1.1 to T26.1.564 of the formula

in which, for each of these 564 specific compounds, each of the of the variables R;., R, and
Rioo has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 27: This table discloses the 564 compounds T27.1.1 to T27.1.564 of the formula



RLC N NHNL (129), p NNN, HNNI CH3 R 20 in

whi ch, for each of these 564 specific conpounds, each
wW@Roorie346f t he variables Ria, R20 and R100 haRCT/ER2007/001283

speci fic meaning given in the correspondi ng |ine,

appropriately selected framgythe 564 lines A 1.1 to

A.1.564 of the Table A Table 30: This table discloses

the 564 conpounds T30.1.1 to T30.1.564 of the formula

8100 N RIONC NHNL (130) pl j NNNHHNRZ20 in

whi ch, for each of these 564 ppecific conpounds, each

of the of the variabl es Rlaj 0 and R100 has the

speci fic neaning given g t ez%orresponding l'ine,

appropriately selecte he @64 lines A 1l.1to

A.1.564 of the Table This tabl e discl oses

the 564 conpounds T3 1 to"\13121. 56829 the fornula

WO 2007/ 093402 ﬁ@?/ 1 - 153 8100 \N Rla

N C NH (T31),

in which, for each of these 564 specific compounds, each of the of the variables R;,, Ry and
Rioo has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 28: This table discloses the 564 compounds T28.1.1 to T28.1.564 of the formula

HyC~y

in which, for each of these 564 specific compounds, each of the of the variables R;,, Ry, and
Rio0 has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 29: This table discloses the 564 compounds T29.1.1 to T29.1.564 of the formula



0N O-NHNR 20 in which, for each of these 564

speci fic conpounds, each of the of the variables Rla
wWeR2®@7a9302 R100 has the specific meani ng gi ven PEI/ER07/001283

corresponding |ine, appropriately selected from the

564 lines A.1.1 to A 1.5644@5 the Table A Table 32:

This tabl e discloses the 58% conpounds T32. 1.1 to

T32.1.564 of the fornula 8100 NRla C N NH N L/\

O(T32), HN ) NHN H3C R 20 in which, for each of

these 564 specific conmpoundsyeeach of the of the

vari ables R a, R20 and has the specific neaning

given in the corresporglin | Nne, appropriately

selected from the 5®4 nes A.@ 1 to A 1.564 of the

Table A Table 33: | S NHabl#& \iscloses t he 564

conpounds T33.1.1 [33. 1.°6564)0f t({#8% or nul a WO

2007/ 093402 PCT/ ERZE 009283 -154 Rio o N Ra NC

NH NL J33), O Hm{N_N N

in which, for each of these 564 specific compounds, each of the of the variables R;., Ry, and
Rig has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 30: This table discloses the 564 compounds T30.1.1 to T30.1.564 of the formula

R100
o I
R,a N
NH 7
5
O ———
[\Y
N-NH HN
R

in which, for each of these 564 specific compounds, each of the of the variables R;,, Ry and
Rio has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 31: This table discloses the 564 compounds T31.1.1 to T31.1.564 of the formula



~=N HN H3C R zo in which, for each of these 564

speci fic conpounds, each of the of the variables R ,",
wWeR2®@7a9302 R100 has the specific meani ng gi ven PEI/ER07/001283

corresponding |ine, appropriately selected from the

564 lines A 1.1 to A 1.564 Qi the Table A Table 34:
This tabl e discloses the 564 conpounds T34.1.1 to
T34.1.564 of the formula Roo \NR C N / NHN-L
1 0 (T34), HN-NHNC RO in which, for each of these
564 specific conmpounds, eachlief the of the variables
R a, R20 and R100 has th ecific nmeaning given in
t he correspondi ng IineO apgpr doriately selected from
the 564 lines A 1.1 Ra’ 1. 864 of the Table A Table
35: This tabl e disclasend hes 584 conpounds T35.1.1 to
T35.1.564 of the f a W 2007/ 093802
PCT/ EP2007/ 001283 / =AN Rta NC NHI
(T35), HN) NHNE /H3ICOR20 in which, for each of
these 564 specifi @’d‘bnﬁ&mgs, each of the of the
vari ables Rta, R20 and 20

in which, for each of these 564 specific compounds, each of the of the variables R;,, Ry, and
Ri00 has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 32: This table discloses the 564 compounds T32.1.1 to T32.1.564 of the formula

HN
>;N HN\H
H,C

20

in which, for each of these 564 specific compounds, each of the of the variables R;,, R,y and
Rioo has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 33: This table discloses the 564 compounds T33.1.1 to T33.1.564 of the formula



R100 has the specific neaning given in the
corresponding line, appropriately selected from the
woea7iovzes A 1.1 to A 1.564 of the Table A TabCEFEBBN7/001283
This tabl e discloses the 564 conpounds T36.1.1 to
T36.1.525 of the formula _%4(2 N RIONC / NHN-1
p (T36), HN) NHN 11 H 3 S R 20 in which, for each
of these 564 specific conmpounds, each of the of the
variables Ria, R20 and R100 has the specific neaning
given in the corresponding |iftee appropriately
selected from the 564 |ine .1.1 to A 1.564 of the
Table A Table 37: This ¢ablle Miscl oses the 564
conpounds T37.1.1 to Tﬁaf. . ofcithe forrmula WO
2007/ 093402 PCT/ EP200ZJ(00/E@837—=(56 Rl 00 N Rla N C
/ NHp (T37), HNC_ HNCNR z»  HET83), whi ch, for
each of these 564 s i Tpounds, each of the of
the variables Ri aH R100 has the specific
meani ng given ipnth nding line, appropriately
selected from the 564 lines®A. 1.1 to A 1.564 of the
Table A Table 38: This table discloses the 564
conmpounds T38.1.1 to T38.1.564 of the fornmula 8100

in which, for each of these 564 specific compounds, each of the of the variables R, Ro and

Rio0 has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 34: This table discloses the 564 compounds T34.1.1 to T34.1.564 of the formula

R100
\
| °N
O rd
R,a Cil
NH 7
N\
0 = (T34),
HN
=N HN
~
F‘20

in which, for each of these 564 specific compounds, each of the of the variables R;,, Ry, and
Rioo has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 35: This table discloses the 564 compounds T35.1.1 to T35.1.564 of the formula



\NRIONC / NHN \ HN (T38), }=NHNC H3C,N R zo %
CH 3 in which, for each of these 564 specific

W@ epoesas, each of the of the variables R a, RZDER297/001283
R100 has the specific neaning given in the
corresponding |ine, appropq% tely selected from the
564 lines A.1.1 to A 1.564 orf the Table A Table 39:
This tabl e discloses the 564 conmpounds T39.1.1 to
T39.1.564 of the fornula WO 2007/ 093402
PCT/ EP2007/ 001283 - 157 8100w N Rla N CI NH NL
(T39), HN)NHNCI R 20 in ich, for each of these
564 specific conpounds, seac of the of the variables
Ria, R20 and R700 ha%},s spgci féic meani ng given in
the corresponding |ing._ appropri@ately selected from

the 564 lines A 1.1 .564 of th %%ble A. Tabl e
40: This table disc e con‘g-'c; ds T40.1.1 to
T40.1.564 of the Fﬁ&s la (8100 N Rla NC NHONMN J

| (T40), HN ~n

H,c-© 20

in which, for each of these 564 specific compounds, each of the of the variables R,,, R, and
R0 has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 36: This table discloses the 564 compounds T36.1.1 to T36.1.525 of the formula

in which, for each of these 564 specific compounds, each of the of the variables R,,, Ry, and
Rico has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 37: This table discloses the 564 compounds T37.1.1 to T37.1.564 of the formula



) NHN Br R 20 in which, for each of these 564
speci fi c conpounds, each of the of the variables Rla,
wWoR20 749302 R100 has the specific meani ng gi ven PEI/ER07/001283
corresponding |ine, appropriately selected from the
564 lines A.1.1 to A 1. 564% the Table A Table 41:
This table discloses the 564 conpounds T41.1.1 to
T41.1.564 of the fornula WD 2007/ 093402
PCT/ EP2007/ 001283 - 158 8100 N R7 NC NHO
(T41), HN ) N HN HO 20 in whi'eh, for each of these
564 specific conpounds, eac f the of the variables
R1,', R20 and R100 hasc;he|s Bcific meaning given in
the correspondi ng |ine}a ropri atiely selected from
the 564 lines A 1.1 tglA the Table A Table
42: This table discl %} theN564 corrggu ds T42. 1.1 to
T42. 1. 564 of thefor N S20 'Cl O (T42),
HN )=N HN H2N R Zt) \NE‘ ch for each of these
564. specific con‘pouhﬂé\I orh of the of the variables
Rlai R20 and Fﬁimﬁhas the spécific nmeaning given in
the corresponding line, appropriately selected from
the 564 lines A.1.1 to A 1.564 of the Table A Table
43: This table discloses the 564 conpounds T43.1.1 to
in which} Borleabh 4f thlesé 1564 fspeditid ompounds, each of the of the variables Ry,, Ra and

Ri00 has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 38: This table discloses the 564 compounds T38.1.1 to T38.1.564 of the formula

o IDn
R,a Cl
NH 07\
0 == ‘
(T38),

>/N

H,c—N Rao
CH3

in which, for each of these 564 specific compounds, each of the of the variables R;,, Ry and
Rig0 has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 39: This table discloses the 564 compounds T39.1.1 to T39.1.564 of the formula



WD 2007/ 093402 PCT/ EP2007/001283 -159 8100 \N Rla-~
NC NHL"N HaC-N )N HN H3C R 20 in which, for each
wo@RoowieeRe2 564 speci fic conpounds, each of the BPET/ER®07/001283
variables Ria, R20 and R100 has the specific neaning
given in the correspondi ng 4sibne, appropriately
selected from the 564 lines A.1.1 to A 1.564 of the
Table A Table 44: This table discloses the 564
conmpounds T44.1.1 to T44.1.564 of the formula 8100 N
RLC N NHN \\ O(T44),R100N, X N, HN H3C CH3 R 20
in which, for each of thesgo64 specific conpounds,
each of the of the varjabl s’Ria, R0 and R100 has
t he specific nmeani ngReH [ corresponding |ine,
appropriately sel ectad fnrom 7Tie 564 lines A.l.1 to
A.1.564 of the Tabl TOI3®)t abl e di scl oses
the 564 conpounds F#5-NE% 0 T145.1.564 of the fornul a
WD 2007/ 093402 P P20Q7/ 001283 -160 Ro o N

cl Rz

in which, for each of these 564 specific compounds, each of the of the variables R;,, Ry, and
Rioo has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 40: This table discloses the 564 compounds T40.1.1 to T40.1.564 of the formula

HN>,
—N HN

~
Br R

20

in which, for each of these 564 specific compounds, each of the of the variables R;,, R», and
Rio has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 41: This table discloses the 564 compounds T41.1.1 to T41.1.564 of the formula



R NC NHN-O_ (T45), N, >N HNIIl H3CGOCH3 R
20 in which, for each of these 564 specific conpounds,

weawh/oefs0r he of the variables Ria, R0 and RI1ROI/RR®07/001283
the specific neaning given in the corresponding |ine,
appropriately sel ected frqq18Lhe 564 lines A.l.1to
A.1.564 of the Table A Tabl'e 46: This table discloses
the 564 conpounds T46.1.1 to T46.1.564 of the formula
Rtoo \N NRaC NHNj 1O- (T46), H- N}=NHN
H3C-O 20 in which, for each Pk t hese 564 specific
conpounds, each of the of vari ables Rta, R20 and
R100 has the specific geanin given in the
corresponding |ine, #&irypriately selected from the
564 lines A.l.1to 4 e Table A Table 47:
This tabl e disclose oums!)T47.1.1 to

7/ 093402

\N Rla NCl O (T47),

HN ~N HN “R
HO

in which, for each of these 564 specific compounds, each of the of the variables R;,, Ry, and
Ri00 has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 42: This table discloses the 564 compounds T42.1.1 to T42.1.564 of the formula

I2100
o M
R,a N
NH 7
N\
T42
O T ( )’

HN
>zN HN\R
H,N

20

in which, for each of these 564 specific compounds, each of the of the variables R;,, R, and
Rie0 has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 43: This table discloses the 564 compounds T43.1.1 to T43.1.564 of the formula



H3C-S--, CG-S R 20 in which, for each of these 564
speci fic conpounds, each of the of the variabl es Rlai
wWeR2®@7a9302 R100 has the specific meani ng gi ven PEI/ER07/001283
corresponding |ine, appropriately selected from the
564 lines A 1.1 to A 1.564 1%5 the Table A Table 48:
This tabl e discloses the 564 conpounds T48.1.1 to
T48.1.564 of the formula Rloo \N NRLI C / NHO
N~\ HN (T48), ~N HNC H3C-S R 20 11 O in which,
for each of these 564 specifi fweonpounds, each of the
of the variables Ria, R20 a R100 has the specific
meani ng given in the coryesponding |line, appropriately
.1.&h to A 1.564 of the
Table A Table 49: Thils tgll esdiGcel oses the 564
conpounds T49.1.1 to . 564 0y therhgrnmula WO
2007/ 093402 PCTL'E:FIZ =162 00’ N Rla N Cl
NH L/\ HN (T49),3 05; NC H3C-S R 20 11

H,C

20

in which, for each of these 564 specific compounds, each of the of the variables R;., Rs and
Rigo has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 44: This table discloses the 564 compounds T44.1.1 to T44.1.564 of the formula

20

N
>\’N~ HN
nd CH R

in which, for each of these 564 specific compounds, each of the of the variables R;,, Rz and
Rioco has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 45: This table discloses the 564 compounds T45.1.1 to T45.1.564 of the formula



O in which, for each of these 564 specific conmpounds,
each of the of the variables R1,', R20 and R100 has
W0 b@76p302 fi c meani ng given in the correspondi PGI/EP2067/001283
appropriately selected from the 564 lines A.l.1 to
A.1.564 of the Table A Tablgg.50: This table discloses
the 564 conmpounds T50.1.1 to T50.1.564 of the formula
Rloo Rl a-y NC NHN J I OHN(T50), NH ~N HN
C11 R20 11 O in which, for each of these 564
speci fic conmpounds, each of theoof the variables Rla
R20 and R100 has the speci s, nmeaning given in the
corresponding |ine, app@pprlab%ly selected from the
564 lines A 1.1 to A 1&6¥ of \t heCiTable A Table 51:
Thi s tabl e di scl oses e B84 eonpounds T51.1.1 to
T51. 1. 564 of the for WO 5Qg7 0934025),
PCT/ EP2007/ 001283 0 N Rla NC NH N~
(T51), H3C N/ ~ H3G-s R 20 in which, for each
of these 564 sqaéLf'c anpbugds, each of the of the
vari abl es Rlai ®20%%nd RL100 ‘has the specific meaning
given in the corresponding |ine, appropriately
sel ected from

in which, for each of these 564 specific compounds, each of the of the variables R;,, R, and
Ri0o has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A. ’

Table 46: This table discloses the 564 compounds T46.1.1 to T46.1.564 of the formula

R‘IOC’
[N
O ’
R,a cl
NH 7
NN
o \= (T46),
H,C~p
=N HN_
H,C—0 R

in which, for each of these 564 specific compounds, each of the of the variables R;,, Ry and
Ric0 has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 47: This table discloses the 564 compounds T47.1.1 to T47.1.564 of the formula



the 564 lines A.1.1 to A 1.564 of the Table A Table
52: This table discloses the 564 conpounds T52.1.1 to
was@709864 of the formula RIO0 \N R O N Cl PCT/EPRONI/001283
H3CN O (T52), N HNC H3C..s R20 1 I O in which, for
each of these 564 specifi Q1%&1r1'pounds, each of the of
the variables Ria, R20 and 00 has the specific
nmeani ng given in the corresponding line, appropriately
selected from the 564 lines A.1.1 to A 1.564 of the
Table A Table 53: This table gscl oses the 564
conpounds T53.1.1 to T53.1.5 of the fornmula WO
2007/ 093402 PCT/ EP2007/ 0Q128 N 164 Rtoo N Rau N

Cl  NH H3CN O (T53), Gha - IR 20 11 0 in

whi ch, for each of the 56d s fic conpounds, each
of the of the vari abl a, 0 and (RADO has the
speci fic meaning giv correspondi ng |ine,

appropriately sele ngrE the 564 lines A.1.1 to
A. 1.564 of theHggbl e/A" T Hl\% 54: This table discloses
the 564 conpourfdsSTH4.1.1 to F%4.1.564 of the formula
Ri oo

in which, for each of these 564 specific compounds, each of the of the variables R;,, R, and
Rioo has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 48: This table discloses the 564 compounds T48.1.1 to T48.1.564 of the formula

F“IOO
\
.
R,a N c
NH 7
N5
O ————
HN (T48),
=N HN
~
H,,c\ﬁ R
0

in which, for each of these 564 specific compounds, each of the of the variables R;,, R and
R0 has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 49: This table discloses the 564 compounds T49.1.1 to T49.1.564 of the formula



\NR ONOC / NHN. H3CQNO(T54), NH ~N HN H3C- 11
Nl R20 11 0O in which, for each of these 564

W@ p@aiopi4e2 conpounds, each of the of the vari abP@FER0a7/001283
R20 and R100 has the specific neaning given in the
corresponding |ine, appr 0|qr1i6 tely selected from the
564 lines A.1.1 to A 1.564 or the Table A Table 55:
This tabl e discloses the 564 conmpounds T55.1.1 to
T55. 1. 564 of the fornula WO 2007/ 093402
PCT/ EP2007/ 001283 - 165 8100 O N Ra NC NHN
O (T55), N, NHN" H3C s CH3 20 in which, for each
of these 564 specific conpoundsy each of the of the
vari ables Ria, R20 and R, s tdhe specific neaning
given in the correspongdl N ppropriately
selected from the 56 1.1 to A 1.564 of the
Table A. Table 56: T cl osgpag)he 564
conpounds T56. 1. 1Ot"6‘;_|' 1,564 of the formla Ri00
\NRL ONC Hsc\g_), ~

RZO

in which, for each of these 564 specific compounds, each of the of the variables R;,, Ry and
Ri00 has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 50: This table discloses the 564 compounds T50.1.1 to T50.1.564 of the formula

O ———
HN (T50),

wi)sN HN
Hsc\ﬁ R0
o)

in which, for each of these 564 specific compounds, each of the of the variables Ry,, Ry and
Rio has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 51: This table discloses the 564 compounds T51.1.1 to T51.1.564 of the formula



NHNL O N (T56), ~NHNCH3C s CH3 R20 11 0 in
whi ch, for each of these 564 specific conpounds, each
wotoories40f the variables R a, R20 and R100 haBCT/EPR2007/001283
speci fic meaning given in the correspondi ng |ine,
appropriately sel ected frqq% the 564 lines A/1.1to
A.1.564 of the Table A Tablg 57: This tabl e discloses
the 564 conpounds T57.1.1 to T57.1.564 of the formula
WO 2007/ 093402 PCT/ EP2007/001283 -166 R100 IN R, a0
N C NHN. N (T57), ~ OHNC C-SCH3 R20 11 0 in
whi ch, for each of these 564 eci fic conpounds, each
of the of the variables % a, |IR2® and R100 has the
speci fic nmeaning given aa orr@spondi ng | i ne,
appropriately selected frogy t 64 lines A1l.1to

A.1.564 of the Table abl eN58: ) Thi gT68Pl e di scl oses
the 564 conpounds J58 T5871.564 of the formula
RO \INRya G [
=N HN__
H,C~g R,

in which, for each of these 564 specific compounds, each of the of the variables Ry,, Ry and
R0 has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A. ‘

Table 52: This table discloses the 564 compounds T52.1.1 to T52.1.564 of the formula

HiCoy (152),

=N HN
~
Hac\ﬁj R 5

o

in which, for each of these 564 specific compounds, each of the of the variables R;,, R, and
Rioo has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 53: This table discloses the 564 compounds T53.1.1 to T53.1.564 of the formula



N (T58), NHN HIGSCH3 R20 11 O in which, for
each of these 564 specific conpounds, each of the of

W bw7093)abl es Rlai R20 and R100 has the specP€T/EP2007/001283
meani ng given in the corresponding |ine, appropriately
sel ected from the 564 lingg,A 1.1 to A 1.564 of the
Tabl e A. Table 59: This tablé di scl oses the 564
compounds T59.1.1 to T59.1.564 of the forrmula WO
2007/ 093402 PCT/ EP2007/001283 - 167 8100 N R a0 Ci
N NHN-O0 _ (T59), N-X S HN RWBC R 20 in which, for
each of these 564 specific c ounds, each of the of
the variables RL.', R20 %nd |RI®O has the specific
meani ng given in the cw4 omdi ngoil i ne, appropriately
selected from the 564 1 ings Asiz(l to A 1.564 of the
Tabl e A. Table 60: Th abl eNdi sl oses the 564

conpounds T60. 1. 440 : 4 the fgfynula Rioo N
RaNC / NHNK)'[G‘});N N, (159)
I ~
Hac\ISI R0
o]

in which, for each of these 564 specific compounds, each of the of the variables R;,, Ry and
Rigo has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 54: This table discloses the 564 compounds T54.1.1 to T54.1.564 of the formula

H.C.
3N

NH_)fN HN
Hac\g R 20

I}
O

(T54),

in which, for each of these 564 specific compounds, each of the of the variables R;,, Ry, and
Rieo has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 55: This table discloses the 564 compounds T55.1.1 to T55.1.564 of the formula



SHNH3CR20 in which, for each of these 564
speci fic conpounds, each of the of the variables R a,
WER20749302 A100 has the specific nmeaning gi ven PGT/ERM07/001283
corresponding |ine, appropriately selected from the
564 lines A 1.1 to A 1.564 @fs the Table A Table 61:
This tabl e discloses the 564 conpounds T61.1.1 to
T61. 1. 564 of the fornula WO 2007/ 093402
PCT/ EP2007/ 001283 - 168 Roo AN R ONOC NHN- O -
(T61), S HN R 20 in which, foym»each of these 564
speci fi c conpounds, each of of the variables R a,
R20 and R100 has the spegif Ic Jqreani ng given in the
correspondi ng |ine, apptepii ataly ©elected from the
564 lines A.1.1 to A 1.564Naf Table A Table 62:
This tabl e discloses 564 gﬁp undqT8852.1. 1 to
T62.1.564 of the forpiiha~& B0 Ra NC / NHNL
(T62), N S HN H3C NI n which, for each of these
564 specific cgpqeunds, ach~ppf the of the variabl es
Ria, RO and RIO has thé speC|f|c meani ng given in
the corresponding line, appropriately selected from
the 564 lines A.1.1 to A 1.564 of the Table A Table
in whlcﬁ’\gfor-gabﬁ Ef fﬁ?gt@ ﬁgh ?gé@fﬁféorﬁ&ﬁmég o S RB B 8KSnd Oriahis RO Ry and
Rioo has the specmc meaning given in the corresponding line, appropriately selected from

the 564 lines A.1.1 to A.1.564 of the Table A.

Table 56: This table discloses the 564 compounds T56.1.1 to T56.1.564 of the formula

N (T56),

HC~g CH R 20
i
o)

3

in which, for each of these 564 specific compounds, each of the of the variables Ry, Ry and
Rioo has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 57: This table discloses the 564 compounds T57.1.1 to T57.1.564 of the formula



WD 2007/ 093402 PCT/ EP2007/001283 -169 RI 00 N Rla~ N
Cl NHN(T63), oN >S HN H3C S R zo in which,
WO 20070933h2 of t hese 564 specific conmpounds, eacPCDEP200E001283
of the variables Rlai R20 and R100 has the specific
meani ng given in the corrqq%%nding i ne, appropriately
selected from the 564 lines A 1.1 to A 1.564 of the
Table A Table 64: This table discloses the 564
conmpounds T64.1.1 to T64.1.564 of the formula R100 N
RLONC NHoN((164), N, -8obiN H3CN R zo Hin
whi ch, for each of these 564 eci fi c conpounds, each
of the of the variables a, |IR28 and R100 has the
speci fic meaning given Ra e 'gorr@spondi ng | i ne,
appropriately selected Xromy t \ 64 lines A1l.1to
A.1.564 of the Table N65: % This tabl e discloses
the 564 conpounds T6%: 71. 56478y, the fornul a

WD 2007/ 093402 P%CESE O7/HN01283
|| \ ~
H,C~g CH, R
8

in which, for each of these 564 specific compounds, each of the of the variables R,,, Ry and
Rico has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 58: This table discloses the 564 compounds T58.1.1 to T58.1.564 of the formula

in which, for each of these 564 specific compounds, each of the of the variables R;,, Ry, and
Rieo has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 59: This table discloses the 564 compounds T59.1.1 to T59.1.564 of the formula



-170 R1oo \NR, ONCI NHNL NO(T65), )-S HN
HBCN R 20 1 CH3 in which, for each of these 564
W@ p@aiopise2 conpounds, each of the of the vari abPEFER0A7/001283

R20 and R100 has the specific neaning given in the
corresponding |ine, appr 0|c_)r1i ?t_el y selected from the

564 lines A.1.1 to A 1.564 g the Table A Tabl e 66:

This tabl e discloses the 564 conmpounds T66.1.1 to
T66.1.564 of the formula RLlo0O IN RlaO NCI NH N~
(T66), ON, X S HN C R 20Rien which, for each of

t hese 564 specific conpoun each of the of the
vari abl es Rlai R20 and_. RL1{)0 Mas the specific neaning
given in the correspanli " ne,ciappropri ately
selected from the 564 | npes7A{1.1 to A 1.564 of the
Table A Table 67: t abNe dyscl gpes the 564
compounds T67.1.1 056%F 0of the formula WO
2007/ 093402 PCT/ EP’§ES7/ 8N1283 -171 R100

H3C \Rzo

in which, for each of these 564 specific compounds, each of the of the variables R;,, Ry and
R0 has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 60: This table discloses the 564 compounds T60.1.1 to T60.1.564 of the formula

N
\)\,s HN
H3C R,

in which, for each of these 564 specific compounds, each of the of the variables R;,, Ry, and
Ri00 has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 61: This table discloses the 564 compounds T61.1.1 to T61.1.564 of the formula



\N Rla NC NHN-p (T67), N, >S HNBr R20 in

whi ch, for each of these 564 specific conpounds, each
wotoories40f the variabl es Rlai R20 and R100 haBCT/ER2007/001283

speci fic meaning given in the correspondi ng |ine,

appropriately selected framggthe 564 lines A 1.1 to

A. 1.564 of the Table A Table 68: This table discloses

the 564 conpounds T68.1.1 to T68.1.564 of the formula

RIO0O \NRla NCI NH N~ (T68), N, >>S HN HOR 20 in

whi ch, for each of these 564 ;gpecific conpounds, each

of the of the variables Ri W20 and R100 has the

speci fic nmeani ng given gn ﬁtorresponding l'ine,

appropriately selectedfom {heth64 lines A.l.1 to

A.1.564 of the Table A _Tabl e76Q: This tabl e discloses

t he 564 conpounds -@ 1 to\J69. 1.564 of the fornula

WO 2007/ 093402 PCT( ERpe0%£601283 - A1), 8100 IN

R1,a0 N CI NH N~ 10 £T6Q), N,
~N

in which, for each of these 564 specific compounds, each of the of the variables R1a, Ry and

Rico has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 62: This table discloses the 564 compounds T62.1.1 to T62.1.564 of the formula

F‘100
o, I
Ra N
NH 4 \
N (T62)
o ——
N
»s  HN_
HSC‘O R0

in which, for each of these 564 specific compounds, each of the of the variables R;., Ry, and
Rieo has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 63: This table discloses the 564 compounds T63.1.1 to T63.1.564 of the formula



S HNC H2N R 20 in which, for each of these 564
speci fic conpounds, each of the of the variables RlL.'
wo2@7a902 R100 has the specific meani ng gi ven PCI/EP®07/001283
corresponding |ine, appropriately selected from the
564 lines A 1.1 to A 1.564 @fg.the Table A Table 70:
This tabl e discloses the 564 conpounds T70.1.1 to
T70.1.564 of the fornula RIO0 ~ INRla NC NH NL
11 (T70), N, S HN H3CGS R 20 in which, for each of
these 564 specific conpounds,FE%ch of the of the
vari ables Ria, R20 and R10 as the specific neaning
given in the correspondidgg l , appropriately
selected from the 564RkiNes A 1. ¢ to A 1.564 of the
Table A Table 71: This t abl i$cl oses the 564
conmpounds T71.1.1 to " 1.564_0p thdT8hmul a WO
2007/ 093402 PCT/ EP 83~ 173 8100 \N Rla0 N
Cl NHNL N (T71), 3 S~Rzo 11 0 in which
for each of these-364 specifp ¢ conpounds, each of the
of the vari ables ,, R20 and

in which, for each of these 564 specific compounds, each of the of the variables R,,, Ry, and
R0 has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A. '

Table 64: This table discloses the 564 compounds T64.1.1 to T64.1.564 of the formula

RIOO
| N
R,a N a
/4
NH 07\
o \= (T64),
N |
Ms  HN_
H:,C\',}l1 R,

in which, for each of these 564 specific compounds, each of the of the variables Ry, R and
R0 has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 65: This table discloses the 564 compounds T65.1.1 to T65.1.564 of the formula



R100 has the specific neaning given in the
corresponding line, appropriately selected from the
wGe7ipzaes A. 1.1 to A 1.564 of the Table A TabCBEFA07/001283
This tabl e discloses the 564 conpounds T72.1.1 to
T72.1.564 of the formula "RIB- \~NRL O C NHNo O N
(T72), O-SHNCH3CGS Rzo 11 O in which, for each
of these 564 specific conmpounds, each of the of the
variables Rla, R20 and R100 Rgas the specific neaning
given in the corresponding | ife, appropriately
sel ected from the 564 |ine )}Nl.l to A 1.564 of the
Table A. Table 73: Thig, di sgl oses the 564
conpounds T73.1.1 to T|/3. {,,564—af the fornula WO
2007/ 093402 PCT/ EP20 583 ‘\174 8100 IN Rla C
N NHNL ON(T73), ~ I—Bg—rg@RZO 11 0 in
whi ch, for each of N\h se 564 specifi frpounds, each
of the of the \L%iﬁ,\bkés RN&R R20 and
i 20

|
CH,

in which, for each of these 564 specific compounds, each of the of the variables Ry,, Ry and
Ri00 has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 66: This table discloses the 564 compounds T66.1.1 to T66.1.564 of the formula

R

100

| N

4

R N a
NH 7
N\j (T66),
O ————

N
>Ls HN
R
cl

20

in which, for each of these 564 specific compounds, each of the of the variables R;,, Ry, and
R0 has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 67: This table discloses the 564 compounds T67.1.1 to T67.1.564 of the formula



R100 has the specific neaning given in the
corresponding line, appropriately selected from the
wGe7ipzaes A. 1.1 to A 1.564 of the Table A TabCBEFP207/001283
This tabl e discloses the 564 conmpounds T74.1.1 to
T74.1.564 of the formula R’\"NRla NC / NHN \ 1
O(T74), S ~N HN 11 H3C-S R 20 in which, for each of
t hese 564 specific conmpounds, each of the of the
vari ables Ria, R20 and R100Rjas the specific neaning
given in the correspondi ng { ne, appr opriately
selected from the 564 lings' M. 1.1 to A 1.564 of the
Table A Table 75: Th S N digcl oses the 564
compounds T75.1.1 to [f75 % 5 f the fornula WO
2007/ 093402 PCT/ EP2607}001283 \ 17grafflog 1N Ria N
A / NH\V I OS( -0 H3C-S'R 20 11 0 in
whi ch, for each ofN, tHfesel'564 specific conmpounds, each
of the of the varigbPesHRlai R20 and R100 has the
speci fic nmeani ngBgi ven in e corresponding |ine,
appropriately selected from the 564 lines A 1.1 to
A.1.564 of the Table A Table 76: This table discloses

. the 564 conpounds T76.1.1 to T76.1.564 of the fornula
in whigiy iy each of these 564 specific compounds, each of the of the variables R;,, Rz, and

Ri00 has the specific meaning given in the corresponding line, appropriately selected from
" the 564 lines A.1.1 to A.1.564 of the Table A.

Table 68: This table discloses the 564 compounds T68.1.1 to T68.1.564 of the formula

N
>\/s HN
HO Rao

in which, for each of these 564 specific compounds, each of the of the variables R;,, R, and
R0 has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 69: This table discloses the 564 compounds T69.1.1 to T69.1.564 of the formula



\NRla ONCI / NHS (T76), O-NHNHICGSR20 11 0

in which, for each of these 564 specific conpounds,
we2awh/0ef402 he of the variables Ria, R20 and RIPOI/ER207/001283

the specific neaning given in the corresponding |ine,

appropriately selected from/2the 564 lines A 1.1 to

A.1.564 of the Table A Table 77: This table discloses

the 564 conpounds T77.1.1 to T77.1.564 of the formula

WO 2007/ 093402 PCT/ EP2007/ 008283 -176 8100 IN R'a N

Cl/ NHON 11 S(T77), NHANHNHICGSR20 11 0 in

whi ch, for each of these 5 4§specific conmpounds, each

of the of the variablg® NR20;and R100 has the

speci fic meaning givep ip,thg-corresponding Iine,

appropriately sel ec romN th 564Té§nes Al.lto

A.1.564 of the Tabl bl . THT8% abl e di scl oses

the 564 conpounds N[7§. 1.

8100 N R ONCL »S HN_

H,N

in which, for each of these 564 specific compounds, each of the of the variables R;,, Ry, and
Rioo has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 70: This table discloses the 564 compounds T70.1.1 to T70.1.564 of the formula

RIOO

o. AL N
R,a N a
NH 7
@; 5 o
O ———
N
_J}—s HN
S R

in which, for each of these 564 specific compounds, each of the of the variables R;,, Rog and

H,C~

Ri0 has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 71: This table discloses the 564 compounds T71.1.1 to T71.1.564 of the formula



NHL'\N O(T78), S )r-- NHNH3C R 20 in which, for
each of these 564 specific conpounds, each of the of
W0 b@70oxdabl es Ria, R20 and R100 has the specP€T/EP2007/001283
nmeani ng given in the corresponding line, appropriately
selected from the 564 |imed3A 1.1 to A 1.564 of the
Table A. Table 79: This table discloses the 564
compounds T79.1.1 to T79.1.564 of the forrmula WO
2007/ 093402 PCT/ EP2007/001283 R, J77 RRo N Rla N Cl
NHN \ (0 _ (T79), S ~NHN_{H3C R 20 in which, for
each of these 564 specific c nb@unds, each of the of
the variables Rlai R0 @ §o h&s t he specific
meani ng given in the cofre Hon; line, appropriately
sel ected from the 56 yies ALY to A 1.564 of the
Tabl e A. Table 80: Th bl @ H=sCl ose ihe 564
conpounds T80.1.1 toy T80. 11564 of the(?g bula  Rloo
\NRL C N NH bl\ ST8BN._ S N HNC R zo in which
for each of thd&es564 specififoconpounds, each of the
of the variables B a, R20 and

in which, for each of these 564 specific compounds, each of the of the variables R, Ry and
Ri00 has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 72: This table discloses the 564 compounds T72.1.1 to T72.1.564 of the formula

F1100
| N
o /
R1a Cl
/4
NH N \
0 (T72),

N

9_)\,3 HN
HiO~g R s
0

in which, for each of these 564 specific compounds, each of the of the variables R;,, Ry and
R0 has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 73: This table discloses the 564 compounds T73.1.1 to T73.1.564 of the formula



R100 has the specific neaning given in the
corresponding line, appropriately selected from the
wGea7iovzes A 1.1 to A 1.564 of the Table A TabCEEBH07/001283
This tabl e discloses the 564 conmpounds T81.1.1 to
T81.1.564 of the formula W374007/ 093402
PCT/ EP2007/001283 -178 R100 INRL NCI NH/ L/\ O
(T81), S ) NHN H3CO 20 in which, for each of these
564 specific conmpounds, each of,}he of the variables
Ria, R20 and R100 has the s Ific meaning given in
the corresponding |ine, appr p}/matel y selected from
the 564 lines A 1.1 to g\, of the Table A Table
82: This table disclosgs tfje 584-¢onpounds T82.1.1 to
T82.1.564 of the for 106 IWRLNC NHN

(T82), OS HICS)- N & I n \letrz% for each of
t hese 564 specific gjoundls, each of 'of the

vari abl es Ri a, qu:§d3 REIQ _has the specific meaning
given in the c'&crﬁ ondi ng | ifre, appropriately

sel ected from o)

in which, for each of these 564 specific compounds, each of the of the variables R;,, R, and
Rioo has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 74: This table discloses the 564 compounds T74.1.1 to T74.1.564 of the formula

—N HN
~
Hsc\s_)' R

in which, for each of these 564 specific compounds, each of the of the variables R;,, Ry, and
Riee has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 75: This table discloses the 564 compounds T75.1.1 to T75.1.564 of the formula



the 564 lines A.1.1 to A 1.564 of the Table A Table
83: This table discloses the 564 conpounds T83.1.1 to
wa3®7a986An of the fornmula WO 2007/ 093402 PCT/EP2007/001283

PCT/ EP2007/ 001283 - 179 Rioo \N Ra NC / NH Nol\
O( T83), S) NHN H3CNWRS20 Hin which, for each
of these 564 specific conpounds, each of the of the
variables Ria, R20 and R 00 has the specific nmeaning
given in the corresponding |ing, appropriately

sel ected from the 564 |ines 1.1 to A 1.564 of the
Table A. Table 84: This tabl scl oses the 564
conpounds T84.1.1 to T840 of the formula 8100

\NRla NC / NH NL/\ ‘a(%84/ }=N HN HO 20 in

whi ch, for each of th spedi fi c conpounds, each
a,o and ﬁl 0 has the

e correspé ?ﬁ’ng l'ine,

of the of the variab

speci fic meaning gigen]in

appropriately selectgaNfrom_the 564 lines A 1.1 to
A.1.564 of theh%able A Tabl &:85: This table discloses
the 564 conpoundsdT85.1.1 to T85.1.564 of the fornula
WO 2007/ 093402 PCT/ EP2007/ 001283

in which, for each of these 564 specific compounds, each of the of the variables R;,, R and
Ri00 has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 76: This table discloses the 564 compounds T76.1.1 to T76.1.564 of the formula

0 == (T76),

o-)sN HN

Il ~

H3C\ﬁ R20
o)

in which, for each of these 564 specific compounds, each of the of the variables R;,, Ry and
Rioo has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 77: This table discloses the 564 compounds T77.1.1 to T77.1.564 of the formula



- 180 RIO0O N RlaNCI NH1O0(T85), S) NHN H2N
R 20 in which, for each of these 564 specific
w@ompoeads, each of the of the variabl es Rlai RZDER20A7/001283
R100 has the specific neaning given in the
corresponding |ine, appropri7ately selected from the
564 lines A.1.1 to A 1.564 of the Table A Table 86:
This tabl e discloses the 564 conpounds T86.1.1 to
T86.1.564 of the formula 8100r N N Rla G NH N
(T86), 0O S >NHN=*11 C R 20({in which, for each of
these 564 specific conpounds| Bach of the of the
vari abl es Rla, R20 andd31 1S tae speci fi c meaning
I'ng

given in the correspon Iin/ ppropriately
sel ected from the 56 B8 A1\ to A 1.564 of the
Table A Table 87: Th abl @ ©i=sCl os?? %he 564
conpounds T87.1.1 t® T§7. 17564 of the 6Frul a WO
2007/ 093402 PCT/ ERAOR#NOOBRE3 -181 8100 N Rla0 N

@ HSC\S R

in which, for each of these 564 specific compounds, each of the of the variables R;,, R., and
Ri0co has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 78: This table discloses the 564 compounds T78.1.1 to T78.1.564 of the formula

s
>sN HN\R
H,C 20

in which, for each of these 564 specific compounds, each of the of the variables R;,, Ry, and
Rico has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 79: This table discloses the 564 compounds T79.1.1 to T79.1.564 of the formula



NH O (T87), S ) NHNBr R 20 in which, for each of
t hese 564 specific conpounds, each of the of the

wa a007apd4es Ria, R20 and R100 has the specifi cP@BEPIATY001283
given in the corresponding |line, appropriately
selected from the 564 lindd7/A 1.1 to A 1.564 of the
Table A. Table 88: This table discloses the 564
compounds T88.1.1 to T88.1.564 of the formula R100 N
Rra NCI NHNO S (T88), )mRNHNHICNR 20 % CH3
in which, for each of these 4 specific conmpounds,
each of the of the variable§ Riai R20 and R100 has
the specific neaning g* t he,,correspondi ng |i ne,
appropriately selected'fr E1 64 lines Al.1to
A 1.564 of the Table a 9\; Th|$7§)abl e di scl oses
the 564 conpounds T8 é the formul a
WO 2007/ 093402 PCT/sEP2007 001283 -182 RlOO N Rla C

N NH N (T89), O )=N HN
(T89) rgc;3>— ~

20

in which, for each of these 564 specific compounds, each of the of the variables R;,, Roo and
Ri0o has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 80: This table discloses the 564 compounds T80.1.1 to T80.1.564 of the formula

0 = (T80),

in which, for each of these 564 specific compounds, each of the of the variables R;,, Ry, and
Rico has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 81: This table discloses the 564 compounds T81.1.1 to T81.1.564 of the formula



Nl HNC R zo in which, for each of these 564 specific
conpounds, each of the of the variables Rla, R20 and
WRLIO0/0p#82 t he specific neaning given in the  PCT/EP2007/001283

corresponding |ine, appropriately selected from the
564 lines A 1.1 to A 1.564 1gB-the Table A Table 90:
This tabl e discloses the 564 conpounds T90.1.1 to
T90.1.564 of the fornula RI1IO0 \NRla C N NH M
(T90), OHN, NRzo in which for each of these 564
speci fic conpounds, each of the of the variables Rlai
R20 and R100 has the speci |iENmsani ng given in the
corresponding line, app afjel yC|seI ected from the

564 lines A.1.1 to A 1}'56 of/ Tabl e A. Tabl e 91;:
This tabl e discl oses B4 nconwounds T91.1.1 to
T91.1.564 of the for W 0934481).

3

2
PCT/ EP2007/ 001283 g 00 \N Rla C N NHN
(T91), C N HNC R 29=1'N1 which, for each of these 564
speci fic conpoungs-o each of Réue of the variables Ria,
R20 and

in which, for each of these 564 specific compounds, each of the of the variables R;,, R, and
Rico has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 82: This table discloses the 564 compounds T82.1.1 to T82.1.564 of the formula

F‘100
| N
O /7
R,a Cl
NH 7
N\
o \= (T82),

S>’
=N HN

~
Cc—S8 R 20

Hy

in which, for each of these 564 specific compounds, each of the of the variables Ri,, Ry, and
Rioo has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 83: This table discloses the 564 compounds T83.1.1 to T83.1.564 of the formula



R100 has the specific neaning given in the
corresponding line, appropriately selected from the
wGea7iovzes A 1.1 to A 1.564 of the Table A TabCEERDN7/001283
This tabl e discloses the 564 conpounds T92.1.1 to
T92.1.564 of the fornmula -RMG \N N Rla C NH NL
(T92), | ,NHNR 20 in which, for each of these 564
speci fic conmpounds, each of the of the variables R1,"',
R20 and R100 has the specifig feaning given in the
corresponding |ine, appropri efy selected from the
564 lines A 1.1 to A 1.564 @f “whe Table A Table 93:
This tabl e discl oses t@Q n’orrpglunds T93.1.1 to
T93. 1. 564 of the fornuj'a 2 93402
PCT/ EP2007/ 001283 - "Ried \N Rla NG NH N b
(T93), o N\ HN, N I noweizch, fqmrggpch of these
564 specific conmpowidsy ed&Ch of the of the variables
RL,', R0 and RL00)&s Hhe specific meaning given in
the correspondi ng-IN ne, apprfbori ately selected from
the 564 lines A 1.fto A 1.564 of the Table A Table
94: This table discloses the 564 conpounds T94.1.1 to
T94.1.564 of the formula

in which, for each of these 564 specific compounds, each of the of the variables R;,, Ry and

Ri00 has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 84: This table discloses the 564 compounds T84.1.1 to T84.1.564 of the formula

s>’
=N HN

~
HO Rz

in which, for each of these 564 specific compounds, each of the of the variables Ry,, Rs, and
Rioo has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 85: This table discloses the 564 compounds T85.1.1 to T85.1.564 of the formula



RIOO \N NRla C NHNo (T94), ON L NHNRzo
in which, for each of these 564 specific conpounds,
weawh/oef40t he of the variables RL,', R20 and RIODEPZS7/001283
the specific neaning given in the corresponding |ine,
appropriately selected frofBOthe 564 lines A 1.1 to
A.1.564 of the Table A Table 95: This table discloses
the 564 conpounds T95.1.1 to T95.1.564 of the formula
WO 2007/ 093402 PCT/ EP2007/00&283 - 185 8100 \N N
RANH O CI (T95), NON HN in which, for each of
t hese 564 specific conpoun éiNeach of the of the
vari ables Ria, R20 and; has,the specific nmeaning
given in the correspgnd

g | phgs. appropriately
sel ected from the ines AN 1 tg%§.1.564 of the
Tabl e A. Tabl e 96: t apl I scl 6 't he 564
N
2

@)

conpounds T96. 1. 1sto]T9611.564 of the fornula R100 N
Rla N C NHNb )=N HN

H,N R

5 0

in which, for each of these 564 specific compounds, each of the of the variables R,,, R, and
Rioo has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 86: This table discloses the 564 compounds T86.1.1 to T86.1.564 of the formula

%*_
=N HN

~
cl R0

in which, for each of these 564 specific compounds, each of the of the variables R;,, R, and
Rico has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 87: This table discloses the 564 compounds T87.1.1 to T87.1.564 of the formula



(T96), 0o S NNHNR 20 in which, for each of these

564 specific conpounds, each of the of the variabl es
woR@;7/09802 and R100 has the specific. neani ng BCTEP2007001283

the corresponding line, appropriately selected from

the 564 lines A.1.1 to A 1.1844 of the Table A Table

97: This table discloses the 564conpounds T97.1.1 to

T97.1.564 of the fornula WD 2007/ 093402

PCT/ EP2007/ 001283 - 186 81RQ, \N Ra C N NHo _

(T97), N NS HN R 20 in whiich, for each of these 564
speci fi c compounds, each of me of the variables Rla,
R20 and R100 has the 8peem™iN ¢ neaning given in the
corresponding |ine, dpprbpri y selected from the
564 lines A 1.1 to ¢ (t\eTﬁ?ﬁ A. Tabl e 98:
This tabl e disclosg npounds “T98. 1.1 to
T98. 1. 564 of the gor 8100 \NRla C N NH N~
T98), Br =N HN
(T98) Br>/ N

in which, for each of these 564 specific compounds, each of the of the variables R;,, Rs and

Rioo has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 88: This table discloses the 564 compounds T88.1.1 to T88.1.564 of the formula

100
B
O rd
R,a Ci
NH W7 N
O ——
S (T88),
)zN HN
~
H C—l\{ R 20

3

CH,

in which, for each of these 564 specific compounds, each of the of the variables R;,, R, and
Rico has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 89: This table discloses the 564 compounds T89.1.1 to T89.1.564 of the formula



N-NH HN R 20 in which, for each of these 564 specific
conpounds, each of the of the variables Ria, R20 and
WRI@O/0v=82 t he specific nmeaning given in the  PCI/EP2007/001283
corresponding |ine, appropriately selected from the
564 lines A/1.1 to A 1.564182-the Table A Table 99:
This tabl e discloses the 564 conpounds T99.1.1 to
T99. 1. 564 of the fornula WD 2007/ 093402
PCT/ EP2007/ 001283 -187 810%&, N Rla N CI NH N~ (T99),
0 H3C N-NH HN R 20 in which/ for each of these 564
speci fic compounds, each df “whe of the variables Ria,
R20 and R100 has thg § ~ic Fpani ng given in the
corresponding |ine, & D y selected from the
564 lines A/1.1to 4NDf heT IgFA Formul ati on
exanpl es (% = percg ) Exanple Emul si on
concentrates a) by A t|ve i ngredi ent 25 % 40 % 50
% Cal ci um dodecydenzeiesul fonate 5% 8% 6% Cast or
oi | polyethylene glycol etBer (36 nol of EOQ 5% - -
Tri but yl phenoxypol yet hyl ene gl ycol ether (30 nol of
EO) - 12 % 4% Cycl ohexanone - 15% 20% Xyl ene m xture
5 %25 % 20 % Enul sjons of any desired concentration

in wh'%ifprt?@% PLiNgPe 364 SBRRTHLCUMRAERRECAIE $harof thE Vatiakies Ria, Rz and
Rioo héh b Yitichic- méarmiiPyifert @ th&ebiédgdngingling) arﬁ;\'o;mately selected from

the 564 lines A.1.1 to A.1.564 of the Table A.

Table 90: This table discloses the 564 compounds T90.1.1 to T90.1.564 of the formula

RIOO
[N
R,a N a
NH 4
NT Y (To0)
O ——
~ ]
HN

in which, for each of these 564 specific compounds, each of the of the variables R;,, Ry and
Rioe has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 91: This table discloses the 564 compounds T91.1.1 to T91.1.564 of the formula



Active ingredient 80 % 10 % 5% 95 % Ethyl ene gl ycol

mononet hyl ether 20 % - - - Polyethylene glycol MWN400
WO 2000/098402 - N- Met hyl pyrrolid-2-one - 20 % - - PCT/EP2007/001283
Epoxi di zed coconut oil - - 1 %5% Petrol eum et her

(boiling range: 160-190) --18304 9% - The solutions are
suitable for use in the formof mcrodrops. WO

2007/ 093402 PCT/ EP2007/ 001283 -188 Exanpl e F3:
Ganules a) b) c) d) Activerjngredient 5% 10% 8% 21 %
Kaolin 94% - 79% 54% Hi ghly disperse silica 1l %- 13%
7% Attapulgite - 90% - e active ingredient is

di ssol ved in dichlor gr@ solution is sprayed
onto the carrier(s), Il vent is subsequently
evaporated in vacuo Dugtgn)a) b) Active

i ngredient 2% 5% se silica 1l %5% Talc
97% - Kaolin - 90(% JReadf-t o-use dusts are obtai ned by
intimtely m xing 8 cldygiers and the active
ingredient. Exanple F5: WBet abl e powders a) b) c)
Active ingredient 25 %50 % 75 % Sodi um

I i gnosul fonate 5% 5% - Sodium |l auryl sulfate 3% - 5%

. .Sodi um di i sobutyl napht hal enesul fonate - 6% 10%

in whidhh 3714568 9 1986 Pyt SST L COTPHEE. SR theroBhRArahles:Bys Fao and
Rioo hasl’l% spddifigthearihg §ives i thelcbfraspoitdiHg Iie 1abropicaal isBlebéd from
the 564 Ilnes K 1.1 to A.1.564 of the Table A.

Table 92: This table discloses the 564 compounds T92.1.1 to T92.1.564 of the formula

R100

o. M N
R,a N ol
NH 7
N\j (T92),
O ———
7
~. .N HN
- ~
N RZO

in which, for each of these 564 specific compounds, each of the of the variables R;,, Ry, and
Rioo has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 93: This table discloses the 564 compounds T93.1.1 to T93.1.564 of the formula



The active ingredient is mxed with the additives and

the m xture is ground thoroughly in a suitable mll.
wabeog/ogi4ores wett abl e powders, which can be di | BCBEPX0T/H01283

water to give suspensions of any desired

concentration. Exanple F6:-184t-ruder granules Active

i ngredient 10% Sodium |ignosul fonate 2% WO

2007/ 093402 PCT/ EP2007/ 001283 - 189-

Car boxynet hyl cel lul ose 1 % Kaglin 87% The active

ingredient is mxed with th addi tives, and the

m xture is ground, noiste deM th water, extruded,

granul ated and dri edgi§ 1Nrea of air. Exanple F7:

Coat ed granul es Acti (8 I"F"ﬁre 3% Pol yet hyl ene
gl ycol (MW 200) 3% 490 n a7y T93xer, the finely
Iled unifornLy to the

1
ground active ingr @
kaol i n, whi ch hasf” bgen foi stened with the
pol yet hyI ene glyaal ./ THNs_gi ves dust-free coated
granul es. Exanple Neg: Sus’ge:nsi on concentrate Active
i ngredient 40 % Ethylene glycol 10 %

Nonyl phenoxypol yet hyl ene gl ycol ether (15 nol of EO
6% Sodi um |ignosul fonate 10 % Carboxynet hyl cel | ul ose

in which, igr egoh of these 58¢ sPepilipgURRRHIEs Racthal die o, the ygriabies R, Feo and
Rio0 h§‘s khéﬂfé@lfi@'d‘nea{ﬂr@ &W&ﬂMQﬁééo@&Hoﬁbﬂp)th a%por/épr}é?ély‘?ﬁelggtecf"from

i nel round active ingredient is mx

the 56f‘|‘1??§1ﬁt1e1 &1@%‘1‘1@%'5%9'? Aves. Suspensi ons of any
desired concentration can be prepared fromthe thus
resul ting suspension concentrate b dilution with

Table 94+ Tetys talP%ed islesesithe S84 CoRROWKISR: t1 ¢ E9%d E6A & the fogmula

the invention can be broadened considerably,

R

100

\
N

R N c
NH 7
KP; N5 o
O —
NT I
ks HN
~
N RZO

in which, for each of these 564 specific compounds, each of the of the variables R,,, Ry, and
Rico has the specific meaning given in the corresponding line, appropriately selected from
the 564 lines A.1.1 to A.1.564 of the Table A.

Table 95: This table discloses the 564 compounds T95.1.1 to T95.1.564 of the formula



and adapted to prevailing circunstances, by adding
ot her insecticidally, acaricidally and/or

wo movgiogi4onl | y active ingredients. The m xt ur esPOf/EP1067/001283
conmpounds of fornmula | with other insecticidally,
acaricidally and/or fungicil88Fly active ingredients
may al so have further surprising advantages which can
al so be described, in a wi der sense, as synergistic
activity. For exanple, bettmy tolerance by plants,
reduced phytotoxicity, insegts can be controlled in WO
2007/ 093402 PCT/ EP2007/ 00 pé& 190 their different
devel opment stages OR, N bepavi our during their
production, for exa NTeltlp grindi ng or m xing,
during their stora durn ng\\t hei frggge. Suitabl e
additions to activ r echi here are, for exanple,
representatives ol owi ng cl asses of active
i ngredi ents: orgargpNodhor us conpounds, nitropheno
deri - vatives, thioureas, ?uvenile hor nones,
formam di nes, benzophenone derivatives, ureas,
pyrrol e derivatives, carbamates, pyrethroids,

. .ch] ori nat h car bons, acyl ureas, ridyl- |
in whichelo hER BEERS SR SPYRId GEusodpHE e e SHdbveriAtissRusPen and
Rioo hfaﬂ IChlm cific ld@eainhig’g?ivgif iﬁ{tﬁé Sorr&fpﬁﬁaiggtlihf@,(éi)pra'ﬂilfétel)l/ selg—:ct:tﬁd from
o, ng, M xt.ures. o e .conpounds o ormula |1 w
the 56%@?‘?%”%’13%31’%&"?"&@ #8ferred (the abbreviation
"TX" nmeans "one conpound sel ected fromthe group
LS| of th ounds of _formulae T1 to T99
Table 5 Thys hls Yisriasss o 594 Pomesings ol -l 8 564 of the formula
invention"): an adjuvant selected fromthe group of
subst ances consi sting of pe%roleun1oi|s (alternative
nanme) (628) + TX, an acaricjt® selected fromthe group
of substances consisting , 1- bi s(4-chl oro-
phenyl ) - 2- et hoxyet han@ C nane) (910) + TX
2, 4-di chl or ophenyl fizénesyl f grtat e (| UPAC/ Chemi ca
Abstracts nane) (1 NHTX” \
2-fl uoro- N net hyl - naggt cet 4hPHe (1 UPAC nane)
(1295) + TX, 4-chyf yl phenyl sul fone (I UPAC
name) (981) + TX \=abapRctin (1) + TX, acequinocyl (3)
+ TX, acetoprole P + B, acrinathrin (9) + TX
aldicarb (16) + TX, aldoxycarb (863) + TX,
al pha-cypernethrin (202) + TX, amdithion (870) + TX
am dof lumet [CCN] + TX, am dothioate (872) + TX
in whichnfior each &tbgser5e@Xspecifivi compolnds, @geh obitel cittiee YBi@b)es-R;., Rz and

Lk + ' .+ .
R g BBy oglin B Aok nd, gy Qs rom
the 564 ®s1A.1 ddmolhb4 obthe) TableTX, azi nphos-et hyl (44) + TX,
azi nphos-net hyl (45) + TX, azobenzene (| UPAC nane)

(888) + TX, azocyclotin (46) + TX, azothoate (889) +
Table 97X Thisdabimdisciase} the Godcobpoondd ©37.1.1 to T97.1.564 of the formula




(alternative name) [CCN] + TX, benzoximate (71) + TX
benzyl benzoate (1 UPAC nane) [CCN] + TX, bifenazate
W@ 2007/09340X, bifenthrin (76) + TX, binapacryl (BOEP26007/001283
TX, brofenvalerate (alternative nane) + TX
bromocycl en (918) + TX, brd@@phos (920) + TX,
bronophos-ethyl (921) + TX, bronopropylate (94) + TX,
buprofezin (99) + TX, butocarboxim (103) + TX,
but oxycar boxi m (104) + TX, yyl pyridaben (alternative
name) + TX, cal cium polys f| de (I UPAC nane) (111) +
TX, canphechlor (941) + TX cuarbanol ate (943) + TX
carbaryl (115) + TX g wr an (118 + TX

car bophenot hi on (947 Té@ 007/ 093402
S 439-[((# vel opnent code)

PCT/ EP2007/ 001283 (I'
(125) + TX, chi nom Qnabp ‘chl or bensi de
(959) + TX, chlorni (964) + TX chl ordi nef orm

hydr ochl ori de (96X-S B chl orfenapyr (130) + TX,
chl orfenethol (968) + TX, &kl orfenson (970) + TX

chl or f ensul phide (971) + TX, chlorfenvinphos (131) +
TX, chI orobenzilate (975) + TX, chlor orrebuform (977)

+ TX, romet hi uron, (978) + TX, chl or og
in whac(t*g éoér)eagh pﬁthes% ﬁﬁﬂ, 'SB%'"'Q 6@“%‘1%5’? qach)@f the of the varlables Ria, Ry and

Rioo h‘éb i ﬁ)@fcifi‘c‘hfieaﬂ‘ﬁﬁd1 l./er( AR cdrrésponaitlgding M%ﬁbﬂ%té@ 8éikbcted from

nerin 5% + TX, cinerin Il
the 566|“H%‘?1°‘r?s1 o4y 4lof-jg1e Takle &nt ezi ne (158) + TX,

closantel (alternative nane) [CCN|] + TX courraphos

174), + TX, crotamtaon (alternative

Table B3 THix fRstsqaspegfe 54 ROMBRNTOR5 {168 3PE1 564 of the ormula
cyant hoate (1020) + TX, cyflunetofen (CAS Reg. No.
400882-07-7) + TX, cyhalothrin (196) + TX, cyhexati n
(199) + TX, cypernethrin (20 '3‘°°+ TX, DCPM (1032) + TX,
DDT (219) + TX, denephion 37) + TX, denephion-0O
(1037) + TX, denephi on- )+ TX denmeton (1038)

+ TX, deneton- net hyl TX CHenet on- O (1038) +
e n-S (1038) +
P4) +\§ r@gbg

TX, deneton- O net hyl
TX, deneton-S-net hyl
met hyl sul phon ( 3R38 , Cdi af ent hi ur on (226) + TX,
dialifos (1042) + I n#liggi non (227) + TX
di chl of luanid (230) + TX, dRghl orvos (236) + TX,
dicli phos (alternative nane) + TX, dicofol (242) +
TX, dicrotophos (243) + TX, dienochlor (1071) + TX,
di mefox (1081) + TX, dinethoate (262) + TX, dinactin
in whidha Faresantabf these 86 spgdifix3gompoliXds,ceachof (HEOE e varidiles Ry, Ry and

o G5 S SHAAATER) i oA A8 4P pegon o
the 564 R A4 .18, A.di564 of tre TdDOB) + TX, di nopenton (1092) +

TX, dinosul fon (1097) + TX, dinoterbon (1098) + TX,

di oxat hion (1102) + TX, di phenyl sulfone (I UPAC nane)
Table 89: 10 tableldisclaties uhd 584 norhpburedsikadl \ & ta g ) .56€CNthetforifla

di sul foton




(278) + TX, DNOC (282) + TX, dofenapyn (1113) + TX,
doranectin (alternative nane) [CCN] + TX, endosul fan
W@ 284093400 X, endot hion (1121) + TX, EPN (297) BRCIEP2007/001283

eprinonectin (alternative nanme) [CCN] + TX, ethion
(309) + TX, ethoate-nmethyl-187t34) + TX, etoxazole
(320) + TX, etrinfos (1142) + TX, fenazaflor (1147) +
TX, fenazaquin (328) + TX, fenbutatin oxide (330) +
TX, fenothiocarb (337) + TX, fgnpropathrin (342) +
TX, fenpyrad (alternative na 3 + TX, fenpyroximte
(345) + TX, fenson (1157) +|‘|’)§,, fentrifanil (1161) +
TX, fenval erate (349) , mpro(g]il (354) + TX,

fluacrypyrim (360) + HT%( fl ug on (1166) + TX,
f| ubenzi i ne (1167) M1 ucydy oxurpgy gsee) + TX,
fdu il (118 ) + TX,

flucythrinate (367)

fl uf enoxuron (37@)~¢ umethrin (372) + TX,

fl uor bensi de (1174)N+NHXHNtJuvaI|nate (1184) + TX, FMC
1137 (devel opnent code) (1f86) + TX, fornetanate
(405) + TX, fornetanate hydrochl oride (405) + TX
formothion (1192) + TX, fornparanate (1193) + TX,

) _gama- HCH %4:;8;‘)5 + TX,  glyodin (1205) +
in whidho{5y a0t 2 RE R SDeRIS GRS, S25b ot i1e & 159 GRrgblesrai o and
Rioo hX&thé“ﬁchﬁ’ﬁQﬁéH?ﬁwd ¢ivén inthd Xorr@?bﬂaﬁgyihe appropriately selected from

ﬁd o anecar box | at e | UPAC/ Chemi cal Abstracts
the 564 (11 tog)-1.5640f W?e%t{?l azox (441) + TX, iodonethane
(I UPAC name) (542) + TX, isocarbophos (alternative

me) (473) i sopropyl  O-
—Of—@&@i‘-ﬁé@aﬁﬂ% ERUYBYIM sal i cyl ate (I UPAC nane)
(1473) + TX, ivernectin (alternative ggms + TX,
M%E—FHLL")—@@M,JaSWDHnIIM ) o+ T c)

Active iilégamhos (1248) + TX, |indane (430ps5+,TX4d %feng@j%]
’%)é)q)% TX, rrar h| on (492) + TX, nmal on ben é}254) o
Calciu yoe ’H‘gﬁ??‘ﬂ Q? €+ TX, nephosfol an @1 61) &%rx 6 A
Castorrmls;idlyfeﬂiyle_(rr;ﬂé glﬁfdﬂﬁmleve?:mﬁﬁ)f ES(I))CCNI ;XE% mﬁt hacL i fos
met ha + , et hi dat hi on
Triout i 9gkupOIY YIS SN BLEBT (4051 L BER, st homy| 1231, 4 %6
CyclohEXandgret hyl brom de (537) + TX, netolcarb (589, + I3X%
mevi nphos (556) + TX, nexacarbate (129Q) + TX . o
Xylenen'ﬂxhggrecti n (557) + TX, mlbenycin o%grﬁ% (aﬁé’r nat? ve
nane) [CCN] + TX, m pafox (1293) + TX nonocr ot ophos

Emuls%)gis pt?wagqs\;ggﬁgﬁ%%nttrak wé ! g % pa n%é%l%e:grgperﬁsgates by dilution

with wier.184 (conpound code) + TX NC-512 (conpound code) +
TX, nifluridide (1309) + TX, nikkonycins (alternative
nane) [CCN] + TX, nitrilacarb (1313) + TX,

Exampe F2i$aigwng 1: 1 zinc chloridg conplex (1tp13) ﬁ)TX

. NNI-0101 (conpound code) + _TX NNl -025
' Act'vewmequ TX, onethoate (594) &% xgrryI% P60250 0 Ty
Ethylemxyijedi madriasnetiyd 2her + TX, oxygissul foton (1325) -+ TX,

Polyethflena ghcd RMW 400 . 70% - ;
N-Methylpyrrolid-2-one - 20% - -
Epoxidized coconut oil - - 1% 5%
Petroleum ether (boiling range: 160-190°) - - 94 % -

The solutions are suitable for use in the form of microdrops.



+ TX, parathion (615) + TX, pernethrin (626) + TX
petroleumoils (alternative nane) (628) + TX,
wek@nkodon (1330) + TX, phenthoate (631) + TXPCPER20a1/601283

(636) + TX, phosalone (637) + TX, phosfolan (1338) +

TX, phosnet (638) + TX, phd®8ham don (639) + TX,

phoxi m (642) + TX, pirimphos-nethyl (652) + TX

pol ychl oroterpenes (traditional nane) (1347) + TX,
Exam glggn@ggdd"& (alternative na (6 + T, progl onol

., profenof os (66) + TX, promacyl ('1354) +

ACt'VﬂerﬁlleBbar gite (671) + TX, p? dpet atbifos 8 P673)2H%TX,

ropoxur (678) + TX, prothl on. (136 TX54 o4
KaOlm'grot hoate (1362) + TX, pyret ?Jln I (692?9d7 §4/ :
Highlyjsperse silicall (696) + TX, pyreParins (69633 % ™ %

daben (699) + TX pyridaphent n (701) =+ gl

Attapp |{re: mdifen (706) + TX, pyrimtat eéb(?:%?O) + T)JS%

qui nal phos (711) + TX, quintiofos (1381) + TX, R 1492
Tre GBI POTEy dESa inddiaroineliips, e Pl FxgiF dho te
carrief(s)3@%J the spivent issbbsesiently eanosated in vaene) + TX,

selanectin (alternative nanme) [CCN] + TX, SI-0009

(conpound code) + TX, sopham de (1402) + TX,
ExampleiFdoBustsof en (738) + TX, spronedd)fen (739) + TX,

. (devel oprment code) (4404) + o IX, sulfiram
Activel rteé:1r%'r]1ﬂat|ve nane) [CCN|] + % suI Iuramd (750) + TX,
Highlysiﬁpfemeewqa753) + TX, sul fur ‘(%54) 5%rIX, SzZI-121
Talc (devel opnent code) (757) + Tggotau-fluvalinate (398) +

TX, tebufenpyrad (763) + TX, {DEPP (1417) + TX, terbam
Kaolin(al t ernati ve nane) + TX, tetrachl d0%nphos (777) + TX
WD 2007/ 093402 PCT/ EP2007/ 001283 - 193 tetradifon

(786) + TX, tetranactin (alternative nane) (653) + TX,
Readyttetusgslyists(arg pblainedrhy intimatielf mixing thecawiermand/ Berdgtivg ingredient.
TX, thiocarboxinme (1431) + TX, thiofanox (800) + TX
t hi oneton (801) + TX, thioquinox (1436) + TX,
Example f1fi Weltableipewdars er nat i ve nane) [aOCN] .|b) TX C)
Active ,,qdrgagbp(hos (1441) + TX, triarat he%cfé 50,
triazophos (820) + TX, triazuron ternatlve nams) +
SOd'UmXQf“?W”@hW@rfon (824) + TX, tri ferﬁa%os (B1%55) -+ TX,
Sod,u,;,r,é Auitie (alternative nane) (653 o4+ TX, vamggt hion
+ TX, vaniliprole [CCN] and YI-5302 (conpound
SOd'“’E(S’(H%‘)bUI—Vlﬂ@Phﬂa?ﬁPQﬁSQF a¥e sel ected from t He%gr o %6f
ing of bethoxazin [CCN] + TX
OCtylpﬁH%{ya&gi&@c'tggﬂggtég (I UPAC nane) (170) + TX, copper
ether (d 'F“Qt‘éfQQ)?Z) + TX, cybutryne [CcN] + B dichl one
(d1§27'é LX, dichlorophen (232) +gl% e hal1n(a295) +
Highly %ntl n (347) + TX hydrated |.5rr2g[ n,q)oaer 'Ij)(() c%nabam
K30"”(566) + TX, quinoclam ne (714) + 68X gqd/ménani d
(1379) + TX, simazine (730) + TX, triphenyltin acetate

(1 UPAC nane)
The active ingredient is mixed with the additives and the mixture is ground thoroughly in a

suitable mill. This gives wettable powders, which can be diluted with water to give

suspensions of any desired concentration.

Example F6: Extruder granules

Active ingredient 10 %
Sodium lignosulfonate 2%



(347) and triphenyltin hydroxide (IUPAC nane) (347) +
TX, an anthelmntic selected fromthe group of
W@ aws093#82s consi sting of abanectin (1) + TX, PCT/EP2007/001283
crufomate (1011) + TX, doranectin (alternative name)
[CCN] + TX, enmanectin (291)189+ TX, emanectin benzoate
(291) + TX, eprinonectin (alternative nane) [CCN +
TX, ivermectin (alternative name) [CCN] + TX,
Carboﬁ}&m@tﬁ%élldbs@“ me (alternptjve nane) [CCN] + TX,
noxi dectin (alternative nane) [CCN] + TX, piperazine
KaOIIn[CCN] + TX, selanectin &&Vternative name) [CCN] + TX,
The a@tl% 8Geht’is Mixa it {Heoaqaflﬂég S dAS Mixtiirei&: rﬂmda?ﬁ'o?s't%d with
| ected fromt grou SUbSt ances. consisti ng o
water c,emrud%d @@L@qted)anddnreu m @pldedm o{ail22) + TX, fenthion
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The activity of the compositions according to the invention can be broadened considerably,
and adapted to prevailing circumstances, by adding other insecticidally, acaricidally and/or
fungicidally active ingredients. The mixtures of the compounds of formula | with other
insecticidally, acaricidally and/or fungicidally active ingredients may also have further
surprising advantages which can also be described, in a wider sense, as synergistic activity.
For example, better tolerance by plants, reduced phytotoxicity, insects can be controlled in
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vamidothion (847) + TX, vaniliprole [CCN] + TX, veratridine (alternative name) (725) + TX,
veratrine (alternative name) (725) + TX, XMC (853) + TX, xylylcarb (854) + TX, YI-5302
(compound code) + TX, zeta-cypermethrin (205) + TX, zetamethrin (alternative name) +
TX, zinc phosphide (640) + TX, zolaprofos (1469) and ZXI 8901 (development code) (858)
+TX,

a molluscicide selected from the group of substances consisting of bis(tributyltin) oxide
(IJUPAC name) (913) + TX, bromoacetamide [CCN] + TX, calcium arsenate [CCN] + TX,
cloethocarb (999) + TX, copper acetoarsenite [CCN] + TX, copper sulfate (172) + TX,
fentin (347) + TX, ferric phosphate (IUPAC name) (352) + TX, metaldehyde (518) + TX,
methiocarb (530) + TX, niclosamide (576) + TX, niclosamide-olamine (576) + TX,
pentachlorophenol (623) + TX, sodium pentachlorophenoxide (623) + TX, tazimcarb
(1412) + TX, thiodicarb (799) + TX, tributyltin oxide (913) + TX, trifenmorph (1454) + TX,
trimethacarb (840) + TX, triphenyltin acetate (IUPAC name) (347) and triphenyltin
hydroxide (IUPAC name) (347) + TX,

a nematicide selected from the group of substances consisting of AKD-3088
(compound code) + TX, 1,2-dibromo-3-chloropropane (IUPAC/Chemical Abstracts name)
(1045) + TX, 1,2-dichloropropane (IUPAC/ Chemical Abstracts name) (1062) + TX, 1,2-
dichloropropane with 1,3-dichloropropene (IUPAC name) (1063) + TX, 1,3-dichloropropene
(233) + TX, 3,4-dichlorotetrahydrothiophene 1,1-dioxide (IlUPAC/Chemical Abstracts name)
(1065) + TX, 3-(4-chlorophenyl)-5-methyirhodanine (IUPAC name) (980) + TX, 5-methyl-6-
thioxo-1,3,5-thiadiazinan-3-ylacetic acid (IUPAC name) (1286) + TX, 6-
isopentenylaminopurine (alternative name) (210) + TX, abamectin (1) + TX, acetoprole
[CCN] + TX, alanycarb (15) + TX, aldicarb (16) + TX, aldoxycarb (863) + TX, AZ 60541
(compound code) + TX, benclothiaz [CCN] + TX, benomyl (62) + TX, butylpyridaben
(alternative name) + TX, cadusafos (109) + TX, carbofuran (118) + TX, carbon disulfide
(945) + TX, carbosulfan (119) + TX, chloropicrin (141) + TX, chlorpyrifos (145) + TX,
cloethocarb (999) + TX, cytokinins (alternative name) (210) + TX, dazomet (216) + TX,



clh A4 HCOI NN G HCOI N3 NAJ N oNj (ADH

+ TX, the formula AA-6 NHN-\ (A-6) + TX, Br O HIN
woaM3/oB0CH3 H N, CH3 the fornmula A-7 CF3 CF3PCT2EP200M001283
HBC NCI N H3C OYCNN- Ho (A7) + TX, the fornula
A-8 NCH N~ \ (A-8) + TX, -BO3G H NYCH3 C IN, CH3
HCH3 the formula A-9 Br Br H3C Ol \NN~CI N HCO
SINV C HN\

DBCP (1045) + TX, DCIP (218) + TX, diamidafos (1044) + TX, dichlofenthion (1051) +
TX, dicliphos (alternative name) + TX, dimethoate (262) + TX, doramectin (alternative
name) [CCN] + TX, emamectin (291) + TX, emamectin benzoate (291) + TX,
eprinomectin (alternative name) [CCN] + TX, ethoprophos (312) + TX, ethylene dibromide
(316) + TX, fenamiphos (326) + TX, fenpyrad (alternative name) + TX, fensulfothion
(1158) + TX, fosthiazate (408) + TX, fosthietan (1196) + TX, furfural (alternative name)
[CCN] + TX, GY-81 (development code) (423) + TX, heterophos [CCN] + TX,
iodomethane (IUPAC name) (542) + TX, isamidofos (1230) + TX, isazofos (1231) + TX,
ivermectin (alternative name) [CCN] + TX, kinetin (alternative name) (210) + TX,
mecarphon (1258) + TX, metam (519) + TX, metam-potassium (aiternative name) (519) +
TX, metam-sodium (519) + TX, -methyl bromide (537) + TX, methyl isothiocyanate (543)
+ TX, milbemycin oxime (alternative name) [CCN] + TX, moxidectin (alternative name)
[CCN] + TX, Myrothecium verrucaria composition (alternative name) (565) + TX, NC-184
(compound code) + TX, oxamyl (602) + TX, phorate (636) + TX, phosphamidon (639) +
TX, phosphocarb [CCN] + TX, sebufos (alternative name) + TX, selamectin (alternative
name) [CCN] + TX, spinosad (737) + TX, terbam (alternative name) + TX, terbufos (773)
+ TX, tetrachlorothiophene (IUPAC/ Chemicél Abstracts name) (1422) + TX, thiafenox
(alternative name) + TX, thionazin (1434) + TX, triazophos (820) + TX, triazuron
(alternative name) + TX, xylenols [CCN] + TX, YI-5302 (compound code) and zeatin
(alternative name) (210) + TX,

a nitrification inhibitor selected from the group of substances consisting of potassium
ethylxanthate [CCN] and nitrapyrin (580) + TX,

a plant activator selected from the group of substances consisting of acibenzolar (6) +
TX, acibenzolar-S-methyl (6) + TX, probenazole (658) and Reynoutria sachalinensis
extract (alternative name) (720) + TX,

a rodenticide selected from the group of substances consisting of 2-isovalerylindan-
1,3-dione (IUPAC name) (1246) + TX, 4-(quinoxalin-2-ylamino)benzenesulfonamide
(IUPAC name) (748) + TX, alpha-chlorohydrin [CCN] + TX, aluminium phosphide (640) +
TX, antu (880) + TX, arsenous oxide (882) + TX, barium carbonate (891) + TX,
bisthiosemi (912) + TX, brodifacoum (89) + TX, bromadiolone (91) + TX, bromethalin
(92) + TX, calcium cyanide (444) + TX, chloralose (127) + TX, chlorophacinone (140) +
TX, cholecalciferol (alternative name) (850) + TX, coumachlor (1004) + TX, coumafuryl
(1005) + TX, coumatetralyl (175) + TX, crimidine (1009) + TX, difenacoum (246) + TX,
difethialone (249) + TX, diphacinone (273) + TX, ergocalcifero! (301) + TX, flocoumafen



C O(A-9) + TX the formula AA10 1 NHN\ (A 10) +

TX, 0 HINYCH3 CI CH3 HIN, CH3 WD 2007/ 093402
WES/ERR0D7/ 001283 -206- the fornmula A-11 cl BUT/EPROEI/001283

ONC H3CONNGC d M " 3 (A11) + TX the

formila A12 1 ", HN (A "B+ TX, CI- H NCH3 C

CH3 HIN, CH3 the fornula A-13 OCH2CF3 OCH2CF3 | \N N
HBC ON C H3ICON-Cl ¢c 0o N(A-13) + TX, the fornula
(357) ATK4 Ml drodéetamida-(3749) +TX X, flupropdding (THE3)GI TX, fluptapadide

mero 1B 854 PR el SRRl MY, Rt cvni
(444) ¢ AX] 6jodemeéthanei(lUPAC naiNe{54B) ¥ TX, lindane (430) + TX, magnesium
phosphide (IUPAC name) (640) + TX, methyl bromide (537) + TX, norbormide (1318) +
TX, phosacetim (1336) + TX, phosphine (IUPAC name) (640) + TX, phosphorus [CCN] +
TX, pindone (1341) + TX, potassium arsenite [CCN] + TX, pyrinuron (1371) + TX,
scilliroside (1390) + TX, sodium arsenite [CCN] + TX, sodium cyanide (444) + TX,

sodium fluoroacetate (735) + TX, strychnine (745) + TX, thallium sulfate [CCN] + TX,
warfarin (851) and zinc phosphide (640) + TX,

a synergist selected from the group of substances consisting of 2-(2-butoxyethoxy)-
ethyl piperonylate (IUPAC name) (934) + TX, 5-(1,3-benzodioxol-5-yl)-3-hexylcyclohex-2-
enone (IUPAC name) (903) + TX, farnesol with nerolidol (alternative name) (324) + TX,
MB-599 (development code) (498) + TX, MGK 264 (development code) (296) + TX,
piperonyl butoxide (649) + TX, piprotal (1343) + TX, propyl isomer (1358) + TX, S421
(development code) (724) + TX, sesamex (1393) + TX, sesasmolin (1394) and suifoxide
(1406) + TX,

an animal repellent selected from the group of substances consisting of anthraguinone
(32) + TX, chioralose (127) + TX, copper naphthenate [CCN] + TX, copper oxychloride
(171) + TX, diazinon (227) + TX, dicyclopentadiene (chemical name) (1069) + TX,
guazatine (422) + TX, guazatine acetates (422) + TX, methiocarb (530) + TX, pyridin-4-
amine (JUPAC name) (23) + TX, thiram (804) + TX, trimethacarb (840) + TX, zinc
naphthenate [CCN] and ziram (856) + TX,

a virucide selected from the group of substances consisting of imanin (alternative
name) [CCN] and ribavirin (altérnative name) [CCN] + TX,

a wound protectant selected from the group of substances consisting of mercuric oxide
(512) + TX, octhilinone (590) and thiophanate-methyl (802) + TX,

an insecticide selected from the group consisting of the compound of formula A-1
CF.

:
H,C OYE\éN o CFa
" s N_) (A1) +TX, the formula A2 i >\:J> (A2) +TX

CH,



HCH3 [I""'CH3 CH3 the fornula A-17 Br CF3 ~N | N
cClTON C HCON C NHNNHN \ (A17) + TX, the

wo oromPHOA- 18 o (A-18) + TX, cl o N HH_ N CH3CT/EP2007/001283
N,CH3 CH3 the formula A-19 WD 2007/ 093402
PCT/ EP2007/ 001283 -207 CF205€F3 | CI CNINCI | O N
CI NHN "~HN \ (A-19) + TX, the fornula A-20 cl O

- (A—20) +TX, ~ _c¢ CH N /CH3 H"CH3 CH3 the
theforf'&z A-ZchCI NoC N-ci G NC NCH~C HN
+TX, the formula A-22 I N HN (A-22) + TX
o] HI c Br
H,C O. YE\<
H,C O c
/@[ﬁ zj (A-3) + TX, the formula A-4 Ne ) (A-4) + TX,
H N
Br © —
H H’N\CHS

3

the formula A-5

CI
CI

HC O
H,C %
/@E(H N > (A-5) + TX, the formula A-6 /@[ﬁ 3 S (A-6) + TX,

CH3

the formula A-7
cx:3

H,C O

H,C O N cl
/@H NE ’> (A-7) + TX, the formula A-8 Noy o\ (A-8) +TX,
o 3_/>

/N\
CH H™ “CH,

the formula A-9

Br
Br

H,C O \
3 H3C OYE<
/é[f z s (A-9) + TX, the formula A-10 N\H E/ \§ (A-10) + TX,

NJ
CH3 H™ “CH,



CH3 H"CH3 the formula A-23 Br Br | \NNAHNC O
" NHN (A-23) + TX, the fornmula A-24 Ho (A-24) + TX
WORG7TNIBON H N YCH3 IN H CH3 CH3 the fornuPer/BPR87/001283

C A N \NH NC H NHN7 \a (A-25) + TX, and the
formula A-26 ( ""'o NB (A-2@p6+ TX, ONN/ CH NH a
H "CH3 CH3 and biol ogically active conpounds sel ected
fromthe group consisting of Azaconazole (60207-3
1-0] + TX, Bitertanol [70585-36-3] + TX, Bronuconazol e
[ 116255-48-2] + TX, WO 2007/093402 PCT/ EP2007/001283

the formuf8-11Cy pr oconazol e [ 94361-06-5] + TX, Difenoconazol e
[ 119446-&8-3] + TX, Diniconazole [83657-24-3]¢g+ TX
EpOXI azol e [106325-08-0] + TX, Fenbuconazolle
c1@1343 -¥3-6] + TX, Fluquinconazol e

|| ko|e [ 85509- 19-9] + TX, FI'§d ’
Bt R A S

92- 7] + TX, | pconazol e [ 12522528730+

l\/bhc%ﬁfﬁ'bl e /N\

the formula A-13

OCH CF, OCH L,CFy

H300
/@E(H Nz /> (A-13) + TX, theformulaA14/@ >\—_-/> (A-14) + TX,

Ha

the formula A-15
CF

3
\
Br HC oﬁ/ENé "
oYﬁN Ny 3/ \S
cl cl N

(A-15) + TX, the formula A-16 o =/ (A-16)+TX,

H N N
2 N.__CH
Cl H™ 3
/N\ : \|/
H™ TCH,

the formula A-17
Br

CF3 l \N
al OYCrﬁ ct
o
(A-17) + TX, the formula A-18 o =/ (A-18)+TX,
cl
Z N~ CHs
CH

3

the formula A-19



[ 125116-23-6] + TX, Myclobutanil [88671-89-0] + TX,
Pef urazoate [101903-30-4] + TX, Penconazol e
WO 8@2493488- 6] + TX, Prothioconazol e [178928- 70PGI/ER200%)01283
Pyrifenox [88283-4 1-4] + TX, Prochloraz [67747-09-5]
+ TX, Propiconazole [60207200-1 ] + TX, Sinmeconazole
[ 149508-90-7] + TX, Tebuconazole [107534-96-3] + TX,
Tetraconazole [112281-77-3] + TX, Triadi nefon
[43121-43-3] + TX, Triadinenol [55219-65-3] + cEX
Triflum zole [99387-89-0] + TX, Triticonazo
[131983-72-7] + TX, Ancymidol [12771- 6 5]I+\,r\TX
Fenarlpn [ 60168-88-9] + TX, Nuarinol di
Tlﬂﬁte [41483-43- 6] + TX, Di
A

22 wlse@w%ﬁ“ befRmpg A

5/00-420) + TX,

pi r axami ne
TX,

opi nor ph [ 67564-91- 4] + TX,
c [118134 30-8] + TX, Tridenorph [81412-48< h/
lel [ 121552-61-2] + TX, Mepani pyri mcH,
[110235 47-7] + TX, Pyrinethanil [53112- 28-0] + TX,
the formailgpA-@toni | [ 74738-17-3] + TX, Fludioxonil [1 31
341-86-¥;] + TX, Benal axyl [71626-11-4] + TX,
Fural axyl [57646-30-7] + TX, Metal axyl [57837,19-1 ] +
TX N@talaxyl [ 70630-17-0] + TX, OF uracg\
! M8-8] + TX, Oxadixyl [77732-09-3b. +
en g%l 7804-35-2] + TX, Carbendazil Zlc%] +
b 7 Fubg ) 7\
o 167 (A[ %x‘g%T(h%ggr?&%%I})%[l : Oi\‘g (A-22)+ TX,
Chl zobhnate [ 84332-86-5] + TX, Dc Fne
[ 24200~ 58-9] + TX, |prodione [36734-19- 7§ + TX
Mycl o6l i ne [54864-61-8] + TX, Procymi ddne CH,
[ 32809-16-8] + TX, Vinclozoline [50471-44-8] + TX,
Boscal id [ 188425-85-6] + TX, Carboxin [5234-68-4] +
thefor}ma E.@@fur am [ 24691-80-3] + TX, Flutolanil
[66332-96-5] + TX, Meproni| [55814-41-0] + TX,
CkycarbOX|n [5259-88-1 ] + TX, Penthiopyrad pr
[ 183675-82-3] + TX, Thifluzam de [130000-4(Qf + TX,
CGuazat | [108173-90-6] + TX, Dodine [243 N3] c
I(frele Base) + TX, |minoctadi 8ﬂ 7
- o] 318 3- + T
x\y«s 7 (A} %9‘9@;( %ﬁhﬁrﬁ&éf&ﬂ- (ygA 24) + TX,
_ Cbn r. d asgow, 2003,87T, 93} . Tg;
N“  Fl uo astrobln [361377 29-9] + TX, Kr esoxHm thyl [1
~@®9-0] + TX, Metom nostrobin [133408-50H1 | + TX;-
Trifloxystrobin [141517-21 WD 2007/ 093402
PCT/ EP2007/ 001283 - 209 7] + TX, Orysastrobin
ﬂwfméééﬁé 3-16-0] + TX, Picoxystrobin [117428-22-5] + TX,
raclostrobin [1 7501 3-1 8-0] + TX, Ferbam
[ 14484-64-1 ] + TX, Mancozeb [8018-01-7] + TX Maneb
[12 38-2] + TX, Metiram[9006-42-2] + TX | ﬁopineb
[13 0 11 83-9] + o
/é[f d (A-25) + TX, and the formula A-26 /@H N>/\:\§ (A-26) + TX,
H

and biologically active compounds selected from the group consisting of Azaconazole
(60207-31-0] + TX, Bitertanol [70585-36-3] + TX, Bromuconazole [116255-48-2] + TX,



TX, Thiram[137-26-8] + TX, Zineb [12122-67-7] + TX
Ziram [ 137-30-4] + TX, Captafol [2425-06-1] + TX,

W@ a93403 133- 06- 2] + TX, Dichl of | uani d [ 1085- PGF/8P2067/001283
TX, Fluoroimde [41205-21-4] + TX, Fol pet [133-07-3 ]
+ TX, Tolylfluanid [731-27208} + TX, Bordeaux M xture
[8011-63-0] + TX, Copperhydroxid [20427-59-2] + TX,
Copperoxychlorid [1332-40-7] + TX, Coppersulfat

L e R S

[83657- 2@(3] DlTDKocEpoxnﬁmiel@Z:I@@SZS UB:0]Mi TX otFembucaeoley i 4369-43-6]

+ X, | BRgRErBO36A2e B4 TR C1b7G0P 46Pe0 4881 TX, Fiutriato
[7667&520156%%&* 1Hestachtfazdid gmb@?ﬂz@r%@(w mQ%Iﬂ%%%SE&4 0]+ TX,

Pyr azophos [13457-18- ol cIo 0S- e
Imaber[QBstﬁe (BE59B-92-TX+ T)@cidmnazdlatl&%t—?&l?] 136 1 Metéohazdle

125112600 55 AN Gob a8 h gouff 5% DbSrarats (107998-30-41 +

TX, @Hcﬁﬁé’@ﬂié‘%ﬁ@?ﬂ% 387-6]%& T1- a}otﬁ'oa—aﬁazo@gh?swo 6] + TX Pyrifenox
| or ot hal oni | 45-6] +

[88288y41 ﬂi]‘eﬁ%m BrochRee67740-0845] TXX, C&?m}c@nazole [60207 -90-1] + TX,

Simecpi e 950500 s 1 1 PRfsbF7ele [RBH de ol p 54 FofiConazole

[11 22@11 czm]an TKO OTddirfbton T&312 Pugtd)of BXC arrradirﬁari!o's 853&&9%5 B] + TX,
Di net hormor ph [ 110488- 70- 51 + TX_ SYP-L1

Tﬂflunm'% 959388991 + g - Zvitigpnazole ] 319837 ardr T$34A00midy! [12771

605 2, SHAGHIATOA S8R 1l T SO0 850 P mupvima

[41488e1836] €0Xe DimdtidRoH [5227153-T K+ TG nBRwimbl [23947-60-6] + TX,

oose BRI b R L RS B

[6756E1940@] £9ki dg |E&§9ﬂne1[|:Q8135 =30(8] + TXX, TFJJ &gﬁ?m:ﬂﬁz -43-3] + TX,
[1 7-52- 6? + TX, Fenhexam d [126833-17

Cypr0¢10$Bt%ﬁl552£hﬂi ATXm Mepadigyrim{ 8] 0285T4(7-ﬂ}|w@kaﬂyhmethaml [53112-

200 08y B A PSS L BAPIRTSA A 10 s

[716260984} L 8X 3] FuraibXyl [5%4@@@% fiorar métﬁ@9§|45¢93ﬂ19 % TX,
Met r af enone_[ 220899- 03- 6] +_ TX, Penc cu
R- Met?'escbé@fi?ﬁ B701 T, EHutaar 1588 109855 41X o ]Oxadiey [77732-09-3] +

. SPOHTR 30 T PONSBIOTE () Spttrce

91-6] § T8O 2F@berRiaddle {3876 19y‘r]e|q‘lu'Xl OThipb&iRBR61BT1 48]79+8]'I'-XTX

ChiozofeS g 66 Ti7r b, egpzdling Ra2g Rl 15, d8suione 1ag794-19-

71+ TX, TWCIOZth@?SWS@%{ -8243%;, 5Bt &Y mifdohé: [358@)9“‘6'—%-9'1’?
[41814-78-2] + TX, Triforine [26644-46-2] +

Vinclozuiog [90874162448CT BR2 0Baycalid P&84258%5 6T X, TX/alGathonjc [5234-68-4] +

TX, F%Rﬁjzré‘r% 124681-65-3% TXORILASH (83248 51 12RO RS omi [55814-41-0]
+ TX, Oxycarboxin [5259-88-1] + TX, Penthiopyrad [183675-82-3] + TX, Thifluzamide
[130000-40-7] + TX, Guazatine [108173-90-6] + TX, Dodine [2439-10-3][112-65-2]
(freie Base) + TX, Iminoctadine [13516-27-3] + TX, Azoxystrobin [131860-33-8] +
TX, Dimoxystrobin [149961-52-4] + TX, enestroburin {Proc. BCPC, Int. Congr.,
Glasgow, 2003, 1, 93} + TX, Fluoxastrobin [361377-29-9] + TX, Kresoxim-methyl
[143390-89-0] + TX, Metominostrobin [133408-50-1] + TX, Trifloxystrobin [141517-21-



Mandi propam d [ 374726-62-2] + TX, the conpound of

formula F-1 O Ra5 NH \ / \ N, N CH3 CH3 CH3, O
W@E@RB7MbEPZI N Ra5 is trifluoromethyl or difl uorPGBERMNT001283

(WD2004/058723) + TX, the compound of fornula F-2 0

Ras NH NN CH3 \\ (F-2)»209€H3 CH3 CH3 wherein Rah

is trifluoronethyl or difluoronethyl (W2004/058723) +

TX, the racemic conpound of formula F-3 (syn) H CH3

71+ 7, Qb gactllessha Mol U s Piserd b3 06 478 22kak5 ™
Pyracldgfrobirt HF50d6e18-0] #1 X, urkeriodm f p1aduleat- A-+4TX arttancozeb [8018-01-7]
+ TX, Maneb [12427-38-2] + TX, Metiram [9006-42-2] + TX, Propineb [12071-83-9] +
TX, Thiram [137-26-8] + TX, Zineb [12122-67-7] + TX, Ziram [137-30-4] + TX,
Captafol [2425-06-1] + TX, Captan [133-06-2] + TX, Dichlofluanid [1085-98-9] + TX,
Fluoroimide [41205-21-4] + TX, Folpet [133-07-3]+ TX, Tolylfluanid [731-27-1] + TX,
Bordeaux Mixture [8011-63-0] + TX, Copperhydroxid [20427-59-2] + TX,

Copperoxychlorid [1332-40-7] + TX, Coppersulfat [7758-98-7] + TX, Copperoxid [1317-
39-1]1 + TX, Mancopper [53988-93-5] + TX, Oxine-copper [10380-28-6] + TX, Dinocap
[131-72-6] + TX, Nitrothal-isopropyl [10552-74-6] + TX, Edifenphos [17109-49-8] + TX,
Iprobenphos [26087-47-8] + TX, Isoprothiolane [50512-35-1] + TX, Phosdiphen [36519-
00-3] + TX, Pyrazophos [13457-18-6] + TX, Tolclofos-methyl [57018-04-9] + TX,
Acibenzolar-S-methyl [135158-54-2] + TX, Anilazine [101-05-3] + TX, Benthiavalicarb
[413615-35-7] + TX, Blasticidin-S [2079-00-7] + TX, Chinomethionat [2439-01-2] + TX,
Chloroneb [2675-77-6] + TX, Chlorothalonil [1897-45-6] + TX, Cyflufenamid [180409-
60-3] + TX, Cymoxanil [57966-95-7]+ TX, Dichlone [117-80-6] + TX, Diclocymet
[139920-32-4] + TX, Diclomezine [62865-36-5] + TX, Dicloran [99-30-9] + TX,
Diethofencarb [87130-20-9] + TX, Dimethomorph [110488-70-5] + TX, SYP-LI90
(Flumorph) [211867-47-9] + TX, Dithianon [3347-22-6] + TX, Ethaboxam [162650-77-
3]+ TX, Etridiazole [2593-15-9]+ TX, Famoxadone [131807-57-3] + TX, Fenamidone
[161326-34-7] + TX, Fenoxanil [115852-48-7]+ TX, Fentin [668-34-8]+ TX,
Ferimzone [89269-64-7] + TX, Fluazinam [79622-59-6] + TX, Fluopicolide [239110-15-
7]+ TX, Flusulfamide [106917-52-6] + TX, Fenhexamid [126833-17-8] + TX, Fosetyl-
aluminium [39148-24-8] + TX, Hymexazol [10004-44-1] + TX, Iprovalicarb [140923-17-7] +
TX, IKF-916 (Cyazofamid) [120116-88-3] + TX, Kasugamycin [6980-18-3] + TX,
Methasulfocarb [66952-49-6] + TX, Metrafenone [220899-03-6] + TX, Pencycuron
[66063-05-6] + TX, Phthalide [27355-22-2] + TX, Polyoxins [11113-80-7]+ TX,
Probenazole [27605-76-1] + TX, Propamocarb [25606-41-1] + TX, Proquinazid
[189278-12-4] + TX, Pyroquilon [57369-32-1] + TX, Quinoxyfen [124495-18-7] + TX,
Quintozene [82-68-8] + TX, Schwefel [7704-34-9] + TX, Tiadinil [223580-51-6] + TX,
Triazoxide [72459-58-6] + TX, Tricyclazole [41814-78-2] + TX, Triforine [26644-46-2] +



WD 2007/ 093402 PCT/ EP2007/001283 -211 HH RaO CH3
j NCHH3 N \ (F-4), N1 CH3 wherein Raj is

wa edio7iog@ponet hyl or di fl uoronet hyl (W2004/ 035B8PEP2007/001283
TX, t he compound of formula F-5/ \ 0 CH3 Raj NH
CH3 N1 CH3 which is an28Pirmeric mxture of racemc
conpounds of fornulae F-3 (syn) and F-4 (anti),
wherein the ratio fromracem ¢ conpounds of formula

: G
T, gLl 478 TS e e HspoBefd ot
Mandipropainic[B34726:62-2br TXdi ftheicoropaiiridydf foDRDE4Y 035589) +
TX, the conpound of fornula F-6 0 Ra8 NH N N CH3
wherein Ra8 is trifluorore | or difluoronethyl

(WD2004/ 035589) + TXQ
1\

Ra, N\
7\ H
N\ril

CH3 (F'1),

CH,
CH~0 cn,

wherein Ras is trifluoromethyl or difluoromethyl (W0O2004/058723) + TX, the compound of

formula F-2
o )
Rag N
H
B E
|
CH, I\ (F-2),
CH,
C

H, CHa

wherein Rag is trifluoromethyl or difluoromethyl (W02004/058723) + TX, the racemic
compound of formula F-3 (syn)

H CH,
o CH3
Ra7 N\ H
7\ H
N\
!

CH,

(F-3),

wherein Ray is trifluoromethyl or difluoromethyl (W02004/035589) + TX,
the racemic mixture of formula F-4 (anti)



the racem c¢ conmpound of formula F-7 (trans) WO
2007/ 093402 PCT/ EP2007/001283 -212 OH Rag N H
W@ Bo07)9340N |  CH3 wherein Rag is trifl uorometPgI/EP2007/001283
di f 1 uoronet hyl (W003/074491) + TX, the racemc
conmpound of forrmula F-8 (ek4)-ORH HRag N (F-8), NN
I CH3 wherein Rag is trifluoronethyl or
di fl uoronet hyl (W003/074491) + TX, the conpound of
formula FF9 O Rag N "I, _H(F-9), NONI CH3 which
is a mxture of the racemp unds of fornmulae F-7

(trans) and F-8 (ci @ eHatio of the
WP I\ (g
Nrul a

racem c conpound of & to the
raceni ¢ conpd is2: 1to 100:
saromet®@ily or
3/074491) + TX, the ¢ ound of

1 ; and wherein
di f1 uor onet hyl
formula F-10 W

wherein Ra;y is trifluoromethyl or difluoromethyl (W02004/035589) + TX,the compound of

formula F-5
H
o ] CH,
a, N CH,
7\ H
N
|

CH,

(F-5),

which is an epimeric mixture of racemic compounds of formulae F-3 (syn) and F-4 (anti),
wherein the ratio from racemic compounds of formula F-3 (syn) to racemic cmpounds of
formula F-4 (anti) is from 1000 : 1 to 1 : 1000 and wherein Rayis trifluoromethyl or
difluoromethyl (W02004/035589) + TX, the compound of formula F-6

0]
Ra, N\
H
N
|

CH,

(F-6),

wherein Rag is trifluoromethyl or difluoromethyl (W02004/035589) + TX,
the racemic compound of formula F-7 (trans)



-213- OR1I0 NN H/ INN(F-10), CH3 CH3 wherein
R10 is trifluoronethyl or difluoromnethyl
W@ Y®208400D58723) + TX, the racemic conpound oPCT/BP200T/601283
F-11 (trans) O- HR* NCH3 NHH(F11), N CH3
wherein R' is trifluoronetiB-or difl uoronethyl
(W03/074491) + TX, the racem c conpound of fornula
F-12 (cis) NH 6 OgqHRCH3 (F-12), NON CH3
wherein R' is trifluoroneth or difl uoronethyl
(W03/074491) + TX, the c formula F-13 WO.
2007/ 093402 PCT/ EPZOQ)?/ 00 NI ' H(F13),
N, N CH3
Ra, N

(F-7),

wherein Rag is trifluoromethyl or difluoromethyl (WO03/074491) + TX, the racemic
compound of formula F-8 (cis)

wherein Rag is trifluoromethyl or difluoromethyl (W0O03/074491) + TX, the compound of
formula F-9

7\ H (F-9),
|
CH, N . .
which is a mixture of the racemic compounds of
formulae F-7 (trans) and F-8 (cis), wherein the ratio of the racemic compound of formula F-7
(trans) to the racemic compound of formula F-8 (cis)is 2 : 1 to 100 : 1 ; and wherein Rag is

trifluoromethyl or difluoromethyl (WO03/074491) + TX,
the compound of formula F-10



1 CH3 which is a racemc mxture of fornulae F-11
(trans) and F-12 (cis), and wherein R 1 is

wa edio7iog@ponet hyl or di fluoronet hyl (WO 03/ 0744BQN/ER200%001283
t he compound of formula F-14 0 0 N N d \\ (F-14),
CH3 CH3 H3 (W2004/058723%13-TX, and t he conpound of
formula F-15 CH3 NF 1~ N F (F-15) [214706-53-3], N
G F + TX The references in brackets behind the
active ingredients, e.g. [38£8-19-1] refer to the
Chem cal Abstracts Registr per. The conpouds of
the formulae A-1 to scribed in WO
03/ 015518 or in WO 04{\067 fhe above descri bed
m Xxi ng partneF%m re ere the active
ingredients are i ded 1 e~ Pest i ci de Manual "
[ The Pesticide onpendi um
Thirteenth Editi : S. TonLin; The
British Crop WO 202;;093402 PCTAEP2007/ 001283 -215

Protection Counci l they are degcri bg#-tdh)erei n under
the entry nunber g n in round \\\or acket s her ei nabove
for the particul ar conmpound; for \exanple, the conpound
"abamectin" is described under egjyy nunber (1).
Wiere "[CCN]" is added herei nabove £o the particul ar

: i.n ' InS oL NG| d,in_the.
wherefigE R B orbit g PR R olnB Bl R0 2 o8 % & b
compaoaiod @f Birtmiuta 611 (tnans)nt er net [ A Wood; Conpendi um of
Pestici de Coormon Nanes, Copyright (c)1995-2004]; for
exanpl e, the conmpound "gfet\Wyprole" is described under
the internet addre
htt p: / / ww. al anwoo
Most of the &t

referred to her

Zﬁnet/o-: &tidﬁ§‘acetoprole.htnt.
iyigiNedi eN_s desgij bed above are
A< F::Hé

wherein Ry, is trifluoromethyl or difluoromethyl (W003/074491) + TX, the racemic
compound of formula F-12 (cis)

|

CH,
wherein Ry, is trifluoromethyi or difluoromethyl (WO03/074491) + TX, the compound of
formula F-13



"common nane", the relevant "I SO commobn nane" or
anot her "comon nane" being used in individual cases.

WO pooriegs4dzsi gnation is not a "comon nane", thRCTEP20E001283
of the designation wused instead is given in round
brackets for the particul ar2ldonpound; in that case,
the 1 UPAC nane, the | UPAC/ Chem cal Abstracts nane, a
"“chem cal nane", a "traditional nane", a "conpound
nanme" or a "devel onent code’_is used or, if neither
one of those desi gnhat i ons a "common nane" is
used, an "alternativg nang g enpl oyed. "CAS Reg. No"

nmeans the Chem cal strA Regi stry Nunber. The
active |ngredﬂ%m{ m of \he conpounds of fornula
| selected fromt s TlHto ﬁb hrFaehi ve

i ngredi ents descmj above conprl ¥s ‘a conpound

sel ect ed fronrtabl$$ Tl to T99 antl'an active
i ngredi ent as descfi ed above preferably in a nixing
ratio of from 100: ® 1:6000, especially fron150
to 1:50, nore especiall in aratio of from 20:
which is %ZGaC‘%W'E mixtyes f@%‘éé? %H ‘y(t"?f‘&ﬁnﬁ(f 12{(gjsh ang) Wh@éﬂ"’ﬂ/nﬁ is

trifluorBfReHA 8¢ didludrb@tnyl i\N@TﬁB/d?zﬁlm SR, e & cﬁfn@'i'ﬁ?orhﬁrld"lg-m
given to a ratio'of from2:1 to 1:2, and a ratio of

from4:1 to 2:1 being |ikewnse preferred, above al
inaratio of 1:1, 8 5 5:2, or 5:3, or 5:4, or
4:1, or 4:2, or 4:3} or 83, or 3:2, or 2:1, or 1:5,
or 2:5, or 3.5, or N or \1:4, or 2:4, or 3:4, or
1: 3, or 2:3, of ' or 1:300, or 1:150, or
1: 35, or 2:35, , or 2:75, or 4:75, or
1: 6000, or 1:300€ 568, or 1:350, or 2:350, or
4: 350, or 1:750, or 750 or\ 4: 750. Those m xi ng
ratios are understood to in \ude, onFtfyg, one hand,
rati os by wei ght and al so, on'\ot her hand, nol ar

rati os. The m xtures conpri si ng—aCdenpound of fornul a

| selected fromtables Tl to 9' nd one or nore
active |ngred|ents as descrlgea abbove can be appli ed,

ol BB« o B P B R S cpar e -

formul @H,ons of the srngle active ingredient
conpo ents such as a "tank-m x", and in a conbi ned
he WO 2007/ 093402 PCT/ EP2007/001283 -216
sipgle active ingredients when applied in a sequentia
manne ¢.e one after the other wwith a reasonably
pery od, such as a few hours or days. The order
2 ' he co mula | selected from
i/_:qq %1 gele qugﬂgﬁgg?%ég 'ngredi ents as
N——& S Are |s not essential for working the
ifivention. The conpositions can al so conprise
furthedl lolid or liquid auxiliaries, such as
stabilizers, for exanple unepoxidized or epoxidized
+TX. vegetabl e oils (for exanpl e epoxidized coconut oil

A

The references in brackets behind the active ingredients, e.g. [3878-19-1] refer to the
Chemical Abstracts Registry number. The compouds of the formulae A-1 to A-26 are
described in WO 03/015518 or in WO 04/067528.The above described mixing partners are
known. Where the active ingredients are included in "The Pesticide Manual" [The Pesticide
Manual - A World Compendium; Thirteenth Edition; Editor: C. D. S. TomLin; The British Crop



rapeseed oil or soya oil), antifoans, for exanple
silicone oil, preservatives, viscosity regulators,
whemwdesroand/ or tackifiers, fertilizers or ot hPCT/BER100V@01283
i ngredients for achieving specific effects, for
exanpl e bactericides, funglkdbdes, nenmatoci des, plant
activators, nolluscicides or herbicides. The
conposi tions according to the invention are prepared
Protectifh @oﬂﬁalﬁ‘ Eiﬁe;ké‘r‘é%sg%eioetﬁgre'lmuﬁd@ thBRBNGEHr given |rc1j )'ound
auxil1arfes for exa ri ndi ng, screenln
brackeés;hge@gbpmfoatmarucwtqomounﬁgfpéquleatha cpmpphred “abamectin®
is descﬂfb@ﬁ %ﬂﬁ@r é?'ft%q"‘unllt?e@ﬂl) AWHeré @dNJairs%ddeH h‘é?%gt’)loge RYthe particutar
Intirmately Xl ng nd/ or drinding the act
compaundy theicempound in questieniisiinglaged ip éhm@qrwer@ayn ofrﬂest@'de Common
Named"t QR 5de QLo 1nBIABAEHA Wodt, ColiberBITARSH bd e ¥ihmon

€ compounds € preparatrom o

Names, Wﬂgfﬂ@rﬂ)% EOWSfoaemrmls,dha cemppuerd “agketapnele” is described
under IR derEQS htp: ml/v\n)a\f"éIér(lWoc;HElInJ{/E)%sc‘,'(lélc‘i’és/éc!é?onrolse htmL

conpositions, thdat 1s the metnous of COorntrofrrmg

of the abovenentioned type, such as spraying,
Most O@Ih%rg&ll/g %grgdférﬁté BQ%M ﬁ%ﬁbw?%qgfeqre%ﬁé 'h{ae dn%o%% B? { sto -called
commontr@mﬁdthalralsvarﬂ IStz commeainaimey oc ancthes “cotramresame dreing used
in mdanﬂfal 8%8%\:76 %ﬂ*&sﬁ@ﬁ&’?ﬁ IISt H\& %?lggoh?@%gﬁ%j e, Ik ttﬂ'g%ﬁ ﬁn oée&gnatlon
used insteaghis igiven :ﬁmndaulraak@mfs»r tfe paoticsdartooatpoond;dn ghat ease dime IUPAC
name, &élméggﬁlcragg&tr#qseq%@tga%ggrglgc\é‘gg%Pgé ;at"?rgﬁltlér%? ngﬂl@ a
‘compbiret ranee’| oy ag'deeelaineyt dodedisAzed og. lblﬁeimer pue of th\gse designations

" 8,c | ) ”
nor a ‘BhaR TR s b B A ve kS S ARy el 'Bag Rgo. No” means
the Chamisal Abstrasts RegistieNfimbed of crop protection is
application to the foliage of the plants (foliar
application), it being possible to select frequency
The activelingsadierdfmigtprs ofche compoundsmitfermuls bsele¢ige fromf tables T1 to T99
with adtl% ﬁgﬁ'éﬂlérﬁg d@éérﬂga Iaﬁopeeéémbﬁkeg %ﬁ%ﬁ%ﬂn?@e‘e@feﬁaﬁdﬂ EAbYes T1 to
Ive 1 ngredient can reac ants via
T99 and@m acliys inaneqieytaAsedeiserikast abonp prejyra@iyein @hhixtpgtrako pidearg 100:1 to
1:60000 bspdfatl Pr'o?r{‘éc%%'i'?soam'okéw&r{% g{m\oﬂénb% #8m A1 to 1:20, even
i ncor Yatlng he active | ent 1n soll ‘orminto
more elShGC'a|K/dCQIB 1611 toHe! %IVQMG§P6¢IGHY fecmdpl @nqi 5o speial pesference being

aiven 1 B BE0S 26 LR 08T B A4 T30 2ohind Repise prpforres

above ghin aeatie abfl:pQHBY, of 22, eF BPsOr Theh "gT amﬂ BOrdihobd: 1 or 3:2, or
2:1, or”faj SF 8% LPss Lhgs! ]),Opge& 2. RaAARYx fdr Ll or BRE o 1.2, or 1:600, or

ortposi tions’ accor di ng t'he Tnvention are
1:300, Quﬂﬂéﬁl @& 139, ar I2935@pbﬂ§§t Droh7@f0r|fﬂ &ntor Br’&. oph§asq. e 1:3000, or

1:1 SOOUBF 'F:ES.F@' or 2f éHo %F@%b ?rS@%bQ‘ 'or %%B 8r54 f7!")('.9“'!“’?03% H‘lﬁ)‘aﬁé rdtfos are
ker ne of nursery plants agal hst ‘pests o
understgshtemaiudeone the gpeehanth eatps@ua@ght@mdmph @lhecc aﬁnd)emolar

treated with the

=

ratios.

The mixtures comprising a compound of formula | selected from tables T1 to T99 and one
or more active ingredients as described above can be applied, for example, in a single
“ready-mix” form, in a combined spray mixture composed from separate formulations of the

single active ingredient components, such as a “tank-mix”, and in a combined use of the



conpositions prior to planting, for exanple seed can
be treated prior to sowng. Alternatively, the

W@ opo3i4dt ons can be applied to seed kernel s (POHEP209)/001283
either by soaking the kernels in a |liquid conmposition
or by applying a layer of -216olid conposition. It is
al so possible to apply the conpositions when the
propagation material is planted to the site of

single @Bﬁ}é iRGlebRAts WiRkn aSpiidaT § sb&&éﬁtnﬁhﬁaﬁr‘?&dl d.WneUiteftHd dtfer with a
| ing. These treatnment nethods

feaso’lﬁpr%t‘@ﬁ'tﬁ%'ﬁd sHENAS| afevahrurs ﬁéd?ﬂsaﬁhe SF‘&S@@QPP'WHQ the compounds
of fornitha ?Eélééteél %ﬁ\ Htﬁ@st it 6o faHHttméct%k?d\gfrE&%nﬁfastJb“scnbed above is
i nvention. Biological Exanples (% = per cent
not esmtlghlor ng"@sﬁ‘ecﬁfﬁ%ﬁfwfyén%m fied) Exanple 131
Activity agai nst Spodoptera littoralis (Egyptian
cotton leafwornm): (larvicide, feeding/residual
The careprsiiions san aispropmppise jrther velid adiauistauxdiafiesiissich ag stabilizers, for

examp‘i’é %ﬁ%émeﬂ%re bﬂdﬁe?f}ed\ﬁéﬂ)le%\@ rté)za?ﬁ Ié"eﬂ&ﬁd:?ﬂfj oconut ol

rayed wth st solu-"trons
rapeseﬂds:u@rapxea pif artifeame, fohexanple rsawweoﬂ pr&segmwsaylsaﬁ@ty

regulagnﬁ Hiedrd Qﬁd/onr@[:lllﬁé st Hertil SR R iYr g‘ég\ge?gb léefdzegx?sdf.op Gchieving

“behaviour, and W h regulation _
specific effactagiot example tbhpt@flclé6$ fun@mﬁ@m memalteaidesd plant Jetivatory

d activity. In particular conpounds
m°"“sg*a%\é§|9§98mﬁg%g P.4, P.5, P.6, P.7, P.9, P.10, P.11,

P.12, P.13, P.15, P16 P. 17, P18 P.19, P.20, P21,

he cdinRticfs Beorfing o 1 B5endBn e pRparg R anasKigeF giBe, i the

_ absen¢e ditauxjiiarigs fopexample bygyrinding4 scrpeniag apd/op corppuepsing asplid active
ingredEné%nd igegggresggcgelofpﬁg%gsl Bﬁ% %ng[BaP% i&eégg?% byg mgg‘nate?y I%zang

and/ormripding Homastivedearedientwidi thevaswilisoiauxiliatiesh Tdene peacesses for the

prepar2fiorfGAnd B%Pgﬁaccoﬁgﬁﬁ Lé@to'f Wiel dbriithas | fJ'@Jlé RieBhftion of these

Vi rescens (ovo-1l arvi
composiieds ﬁ@/@maaubleamﬁthen@m atlve) Eggs (0-24 h ol d)
are placed in 24-well mcrotiter plate on artificial

diet and treated with test solutions by pipetting.
The apgficationdnethadsies theoerrprasitions othaly's dag methogamef egntmllg\g pests of the

aboveﬁ\rgglm‘ﬁiﬁ%@rt)éﬁgj sgttg?%sn g&%ﬁé ét)émlﬂl ggétllg /BEL%'IZ'% 7/nog|:152%§|ng, scatte-

ring or ppygng nwhigh &re toshe seleripd uthagt thPl'@P@flﬁq 3imp h the prexgibngecircum-
stance§h%Wd Q?@Gsé‘&ftthé( bBMpoéuﬁou&afroF b&H}oan%%%mﬁé ab&e?nen'? oged type
are othnr §gbjeq:ts p@thepmleptlop Ti)gpncqb raggs of q:mnggntreploglare peggaenpfi) ‘and 1000
ppm, FP ef%?ablﬁne%@eer? 037and:’5(ﬁ)§a_/prﬁ) c%%ctl\% ﬁgred%ng I heF?athzof d:’pgﬁcoatlon per

hectarelszlgaeneraﬂm t0[208@ g 9 agtive pg@lempaghemrsom narbs:ylar 16.tg 1000

g/ha, pDeé!?abI)ﬂ&beO%%ﬁa, P.56, P.57, P.58, P.59, P.60, P.61,
63, 'P.64, P.B7, P.68, P69, P.70, P.71, P.72, P.74,

P.77 and P.78 show an activity of over 80%at a
A pref&PRFSBIH0AF 8PFpIRELGPM the field of crop protection is application to the foliage of

the plants (foliar application), it being possible to select frequency and rate of application to
match the danger of infestation with the pest in question. Alternatively, the active ingredient
can reach the plants via the root system (systemic action), by drenching the locus of the
plants with a liquid composition or by incorporating the active ingredient in solid form into the

locus of the plants, for example into the soil, for example in the form of granules (soil



ppm Exanpl e B3: Plutella xylostella (dianond back
moth): (larvicide, feeding/residual contact activity,
WQe@resdye) 24-well mcrotiter plate (MIP) w PEI/EP2007/001283
artificial diet is treated with test sol utions by
pi petting. After drying, -t21é-MIP's are infested with
| arvae (L2)(10- 15 per well). After an incubation
peri od of 5 days, sanples are checked for | arval
applicé‘tﬁfn? Ahihey cas%"ﬁf'p%@&?ﬁéﬁ craps &fcﬁ‘b‘r&hm@é}éﬁnﬂsé RBtered |?1t6 fHeSflooded
conpounds |isted in Tabl € P above show good
paddydfield-vity. In particular conpounds P.1, P.2, P.3, P.4,
P.5 P.6, P.7, P.9, P.10, P.11, P.12, P.13, P.15,
pP.16, P.17, P.18, P.19, P.20, P.21, P.22, P.23, P.25,
The cempasitigps azcordingdo the ipgentpnzge afso3vitalpe gr theopggectipn 3 plant pro-

pagatlg ﬁ%ter@? Jéﬁegp ﬁg s%é:) fggu%f) sgﬁuntpi?%lf@s BP Eé‘r%elspo@rs%yé%nts

againgvpggts opﬂwsabqvemgnhme@ﬁypep The, prq:p@tlo:pnmenabcm be reated with the
compcféltg)f]if) p@’grﬁ%ﬁlﬁltlﬁﬁ foPeQa?'n?lg 'ségd cin 6é grg?))eéfprig?tggowiﬁ’g}.&\ltematively,

ow ah acti vi over
the coownsitions can kemaprilied 0@ segshikrréels 4easiting B4ithddi bylaoakingdhe kernels in a

liquid %g’lleléf?‘:ﬁ ( es? ng‘W\g al ért@f ‘a soﬁ h%ﬁ?ﬁ'p&lggn Itis. also)pOEilble tlo apply

ntact acti Vlt preven
the com‘positioms wherpthgtpsogagaipn matetflaéuanlamted ¢ theisite of applicetiosdor

exam%&;ﬁb {hgfstgelag' r\’gv¥ GQI%ﬁ%IerZ ?bgééé‘giaztsr@@t %tﬁ&% 'f% 20 t*b‘?opaganon
materiak anstthg plant prapagation mp’@rlaldbu&fre@ed ay@furﬁ;\anwte@ctapéthe invention.
checked for larval nortality, antifeedant and growth

regulation. 1In this test, conpounds listed in Table P
above show good activity. In particul ar conpounds

Biolog[gatl xa{:> B/o —’peP c@g@v@&ghtp ZIJII%E)S g@;“g’ﬁ; %;&gblfg: %8 P. 20,

P30 P31 P33 P. 34, P.35, P.37, P.38, P.39, P.42,
Examéie é3 Agtlégagg n%é‘g&’foé j

(larvicide 7igeding/tiesiguar QO@ﬁ@t\,@CﬁwtyathV@M\&ﬁ) of over 80%at a .
CottorCIBRCHEUs Ab Ip %e&%n%@gr A4- @éﬁﬁ%rﬁt:t@?gla&%r‘gy éﬁré{y%ﬂ\%ﬁ‘ﬁetst solu-
gr m xe u

Zus perS|cae each “aphi tion
tions. Aserdinige.the ieah disce ara intastesowithp Ly ar\gﬂeeifbmsame s\are checked for
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In this 3esd, comRopBds igtedhin Eamle P§@|°M@ s goag @@trwtmrlplmgrcutam @ompounds
P.1, plepis @&@56\56 PR P, ©d1dMP“ﬂ1 PHAPY S Fp%’tli %'@ﬁ‘?oﬁ 18, P.19,
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P.20, %Bﬂrp?@g %128 Ri24cR&E8, P&6. Red’: 138 t]" 2h - %ﬁbe?cfﬂblp %ngeQ(@ .34,
P.35, R 869pP. 3P ¥ 138t PXOCPIY) P.41, P.42, P.43, P.44, P.45, P.46, P.47, P.48, P.49,

P.50, P.51, P.52, P.53, P.54, P.55, P.56, P.57, P.58, P.59, P.60, P.61, P.63, P.64, P.67,
P.68 and P.70 show an activity of over 80% at a concentration of 400 ppm.

Example B2: Activity against Heliothis virescens (tobacco budworm):

(ovo-larvicide, feeding/contact activity, curative)
Eggs (0-24 h old) are placed in 24-well microtiter plate on artificial diet and treated with test
solutions by pipetting. After an incubation period of 4 days, samples are checked for egg

mortality, larval mortality, and growth regulation.



In this test, conpounds |listed in Table P above show
good activity. In particular conpounds P.2, P.9,
wWe2@0/09R0241, P.12, P.13, P.15, P.16, P.17, P.1BCT/EP297/001283

P.25, P.27, P.28, P.29, P.30, P.31, P.32, P.33, P.34,
P.35, P.36, P.37, P.38, P-298-P. 40, P.41, P.42, P.43,

P.44, P.45, P.46, P.47, P.48, P.49, P.50, P.51, P.52,
P.53, P.54, P.55, P.56, P.57, P.58, P.59, P.60, P.61
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activity. articul ar’ conpounds
P.52, IR53.3,.5¢, A.65, '?’SQSP 5, P8, P. 526P 80, P61, P 6_% P. $4 2’967 . @,P-SQ
P.70, @]%3137@ Iig7 @éjénd E?? howP ar{sgctlvﬁ)y éﬁbve?ggg‘ ap oy c%ﬁéagt%n of 400
ppm. P, 53, P.54, P.55, P 56 P 57 P 58, P.59, P.63, P.64,
P. 65, P.67, P.68, P.70 and P.71 show an activity of
over 80% at a concentratl on of 400 ppm Exanpl e BS:
Example: BasDiabrotiga bakeat: ArQbMieAB):l a (codl i ng noth): WD

(Iarwmang&@ %’%L@g&ﬁg&%”lﬁ/o&l%gémwe?zo Standard Cydi a

cubes are pierced with a
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period of 5 days, samples are checked for larval mortality, antifeedant and growth regulation.

In this test, compounds listed in Table P above show good activity. In particular compounds
P.1,P2,P.5 P.6, P10, P.11, P.12, P.13, P.15, P.16, P.17, P.18, P.19, P.24, P.25, P.27,
P.28, P.29, P.30, P.31, P.33, P.34, P.35, P.37, P.38, P.39, P.42, P.43, P.44, P.45, P.46,
P.47, P.48, P.49, P.50, P.52, P.53, P.65, P.67, P.68, P.69, P.70, P.71, P.72, P.75, P.78, and
P.79 show an activity of over 80% at a concentration of 400 ppm.

Example B5: Activity against Myzus persicae (green peach aphid
(mixed population, feeding/residual contact activity, preventive)



contai ning 400 ppm of active ingredient is applied

using a De Vilbis sprayer (25 m, 1 bar). After the
wa@proapoxoat i ng has dried, the cubes are put i nPGI/EP2007/001283

pl astic containers which are then populated with two

freshly hatched Cydia ponsrdBl-a (1St instar). The

containers are then closed with a plastic cap. After

14 days incubation at 26C and 40-60% rel ative
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80% atka spnceptraticmdfed00 ppim.ee weeks | ater, sanples are
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cal cul eted by conparing nunmber of energed adults in
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In this test, compounds listed in Table P above show good activity. In particular compounds
P.3, P.10, P.12, P.13, P.16, P.18, P.25, P.26, P.27, P.28, P.29, P.32, P.33, P.34, P.35, P.37,
P.39, P.40, P.41, P.42, P.43, P.44, P.45, P.46, P.47, P.48, P.49, P.50, P.51, P.52, P.53,
P.54, P.55, P.56, P.57, P.58, P.59, P.63, P.64, P.65, P.67, P.68, P.70 and P.71 show an

activity of over 80% at a concentration of 400 ppm.

Example B8: Activity against Cydia pomonella (codling moth):




(larvicide, feeding/contact) Rice seedlings are
treated with the diluted test solutions in a spray

wa@e b@moexs02 After drying, they are infested w tPCRBPIB7/001283
nynphs (2 replicates). 6-12 days after the treatnent
sanples are checked for r@ROality, growth regul ation,
and effects on the F, generation. In this test,
compounds listed in Table P above show good activity.
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g9 YA L D yelta & S NErNTIOM rpg).
t
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Exampfécgézﬁf&iQWéémﬁs% %%miéig %gbacijtobacco white fly):

(larvicide, contact/feeding)

Bean plants are infested with 20-30 adults that removed after a 4 day egg-laying period.
After another 7 days, bean plants with hatched nymphs (N-2) are treated (2 replicates) with
the test solutions in a spray chamber. Three weeks later, samples are checked for number
of emerged adults. Efficacy was calculeted by comparing number of emerged adults in
treated and non treated samples.

In this test, compounds listed in Table P above show good activity. In particular compounds
P.10, P.12, P.18, P.19, P.29, P.30 and P.33 show an activity of over 80% at a concentration
of 400 ppm.



Exanpl e 1313: Activity agai nst Aphis gossypii (cotton
aphid): (m xed popul ation, system c/feeding) Roots of
weem7seRdl i ngs, infested with an aphid popul at PGNER$007/001283
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nortality. In this test, conpounds listed in Table P
above show good activity. In particular conmpounds
Examgle 89 A&livit@a E nSOVildparta ghRs (oW ricdpthdthd . P.47,
Show an actirvity o over 80% at a
(|aW'Clé@,rf§@¢iﬂ9/§PP'féﬁt)of 400 ppm Exanple Bl4 to B15:
Rice s&EIAGS 'a?éjlrt‘eﬁfed Wﬂﬁ thd'§iffidd {é%fj?dlutﬁ‘)?\fs'u’( hIShraf cHarBRp Yils drying,

accordi ng t invention wt he structurally nost

they argl infesteg Vwmﬁthawr@pmwegmtqs)cﬁﬁ ?- Hays atierehe treatmeent semples

are ché gpﬂgggﬁz)&&étgge%ﬁlﬁfg%%ﬁg eﬁ%ct%t%?régﬁpggne afion. | o
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art|f|C|aI d|et IS treated W|th test sol utions by
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for mogtaliyy./ 093402 PCT/ EP2007/ 001283 -223 Conpound:
In this 31 COMIoBh4SL Rstéd P adi Bldbol@tfow §bodhLtifityAn particular compounds

P.10, P.27, P.28, P.30, P.40, P.42, P.43, P.44, P.46, P.47 and P.49, show an activity of over
80% at a concentration of 400 ppm.

Example B11: Activity against Aphis craccivora (pea aphid):

(mixed population, systemic/feeding)

Roots of pea seedlings, infested with an aphid population of mixed ages, are placed (2
replicates) directly in the test solution. 6 days later, samples are checked for mortality.

In this test, compounds listed in Table P above show good activity. In particular compounds
P.10, P.13, P.27, P.28, P.30, P.33, P.39, P.40, P.42, P.43, P.44, P.45, P.46, P.47, P.49,
P.52, P.54, P.56, P.60 and P.61 show an activity of over 80% at a concentration of 400 ppm.

Example B12: Activity against Aphis gossypii (cotton aphid):

(mixed population, contact/feeding)

Pea seedlings, infested with an aphid population of mixed ages, are treated (2 replicates)
with diluted test solutions in a spray chamber. 6 days after treatment, samples are checked
for mortality.

In this test, compounds listed in Table P above show good activity. In particular compounds
P.10, P.27, P.40, P.42 and P.47 show an activity of over 80% at a concentration of 400 ppm.
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Example B14: Plutella xylostella (diamond back moth):

(larvicide, feeding/residual contact activity, preventive)
24-well microtiter plate (MTP) with artificial diet is treated with test solutions by pipetting.
After drying, the MTP’s are infested with larvae (L2)(10-15 per well). After an incubation

period of 5 days, samples are checked for larval mortality, antifeedant and growth regulation.

Results are shown in Table B14:

Table B14: Activity aqainst Plutella xylostella (diamond back moth):
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Table %gi ey q(tgﬁv oyl kpy% gégo’éépg %ﬁ?\’%ﬁeﬁg@:«&éﬂs a substantially
better iosedichial actiokydn, PIG2/I&xWakiets thanythe c&rBpdibiufrara ltthey state, of the art.
Especigf’i gﬁhala% N&higak eyl (12%,'3.1 and 0.8 ppm) the compound according to the

invention is far superior to the compound of the state of the art. This enhanced effect was

not to be expected on the basis of the structural similarity of these compounds.

Example B15: Activity against Heliothis virescens (ovo-larvicide test)

Eggs (0-24 h old) are placed in 24-well microtiter plate on artificial diet and treated with test

solutions by pipetting. After an incubation period of 4 days, samples are checked for egg

mortality, larval mortality, and growth regulation.

Results are shown in Table B15;

Table B15: Activity Activity against Heliothis virescens (ovo-larvicide test):

Compound: Concentration (ppm) | Ovo-larvicidal activity (%)
after 4 days

Comp. T81.3 (state of the art) 50 80

Comp. T81.3 (state of the art) 12.5 65

Comp. T81.3 (state of the art) 3.1 25




C4al koxy, C, -C4al koxy- C, - C4al koxy- C, - C4al kyl
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w@2e0z0bEbDal kyl sul finyl, C, -C4hal oal kyl sul f onyPCT/EP2007/001283

C -CGal kyl sul finyl, C - C4al kyl sul fonyl,

C, - Aal kyl sul fonyl - C, - C4al-legh -

C, - Aal kyl sul f oxi m no-C, - C4al kyl, C, - C4al kyl am no,

C2-CAdiaIkyIanino C3 CchcIoaIkyIanino
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Ceallevd am nacarbhoanvl Avygy
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Comp8§7€§8Yﬂﬁﬁ9}anlE;é;rbonyloxy, c, 20 80
Compqﬂasmﬁ%Mhﬁh 0-C, -Ral kyl, Cs- Coypisdl Kyl si Tyl gophenyl,
pn7v| or phenoxy; lor nhpnvl hnn7\l Qr nhpnnxu

Comp.fd@Blinventionhr tri sdbstituted by ﬂdlogen cyaﬁ@ nitro,

I7 fb’ anl Kyl UZ- anl Kend_l | LZL- anl Kgélyl
Compgg @%cvc og kyl C.l- Cbhal oal kyl -CBhanaI<envI

c2- C6ha|oa|kyny| WD 2007/ 093402 PCT/ EP2007/ 001283 -

reie A183y s EEPRLACASHARLI o o8 Pkimenion sy ooty

better B%ectiCitial kgticswdrf Hekdthis @&e@eas khanghe tompbyund from the state of the art.

Especncég)z %%é}%%@ﬁ 5?},9%5%9 3’~ll| @45 %'E &911) the compound according to the

- inventi@l isdéa blpdrioCR> B8 epoipoahd pf teistate oCtheGrhiTid erdnaboed effect was

r - L AL

not to G e R R oS ey AL SRy SP B RBKppunds.
C6al kyl am nocar bonyl oxy, .C3-CBdiaIkylan1nocarbonyloxy
or C3-C6trialkylsilyl; each of R2 and R3, which may be
the same or different, represents hydrogen,
Cl- Coal kyl, C2- Coal kenyl, C2-C6al kynyl or
C3- C8cycl oal kyl ; or Cil-C6al kyl, C2-C6al kenyl
C2- Coal kynyl or C3- C8cycl oal kyl substituted by one or
nore substituents selected from hal ogen nitro, cyano,
hydr oxy, Cl-C4al koxy, Cl-C4hal oal koxy, Cl-C4al kyl thi o,
Cl- C4hal oal kyl t hi o, Ci1-C4al kyl sul finyl,
Cl- G4al kyl sul fonyl , C1-C4al kyl am no,
C2- C4di al kyl am no, C3-C6cycl oal kyl am no and C1-
C6al kyl - C3- Cecycl oal kyl am no; D is 2-pyridyl,
3-pyridyl or 4-pyridyl; or phenyl, 2-pyridyl,
3-pyridyl or 4-pyridyl nono-, di- or trisubstituted
by C1-C6al kyl, C3-C6cycl oal kyl, Cl-C6hal oal kyl ,
hal ogen, cyano, Cl1-C4al koxy, Cl- C4hal oal koxy,
Cl- C4al kyl t hi o, Cl1-C4hal oal kyl t hi o,
Cl- GAal kyl sul finyl, C1-C4al kyl sul fonyl, Ci1-
C4hal oal kyl sul finyl or Cl-C4hal oal kyl sulfonyl; or Dis
agroup Ro R4 _ 9 M1 NNR NPR N (D1), (D2), R5 Rs
a R11



R14 ANRnNn NyR9 RI3BiINiIiN (D5, (D6), (D7) or
(D8); R 12 R15 R 16 R 18 or Dis additionally phenyl
WO £00Z093482 sul fur; R4, R4', R10, R17, and R19 PCT/EP2007/001283
i ndependently from each other, are hydrogen,
Cl- Ceal kyl , C3- Ceceycl oal k#R5 - C1- Cohal oal kyl , hal ogen,
cyano, Cl-C4al koxy, Cl1-C4hal oal koxy, C2-
C4al koxycar bonyl , Cl1-C4al kylthi o, Cl-C4hal oal kylt hi o,
What iSemrffiad f&y! sul finyl, Cl-C4al kyl sul fonyl,
—  CI-CZhal oal kyl sul fi nyl or Cl-C4hal oal kyl sul fonyl; WO
2007/ 093402 PCT/ EP2007/ 001283 -227 R59 R6, R8r Rill
1. A cdiounBbPinebhn@agd R18 i ndependently from each ot her,
are Cl-Coal kyl, or Cl1- Ce6al kyl nono-, di- or
trisubstituted by hal ogen, cyano, nltro, hydr oxy,
Cl- C4al koxy, C2- C4al koxycarbonyl, Ci1-C4al kylthi o,
Cl- C4al kyl sul finyl, Ci- CAaIkyIsquonyI
Cl1- C4al kyl ami no, C2- RAﬂlZL Bhino or
C3- Coeycl oal kyl am no; o elphenyl, 2-pyridyl,
3-pyridyl, 4- pynﬁmﬂ\N\o N\¢§ phenyl 2- pyrldyl,
3-pyridyl or 4-pyridyl 2 or trisubstituted by
Cl- Ceal kyl, C3- Cé6cyc A % CBh% oal kyl, hal ogen
cyano, Ci- C4a|koxy,,'1- flhal ¢al Koxy, - C4al kyl t hi o,
Cl- C4ha|oa|ky|th|o(3Kg ﬁzﬂlkm sul finyl,
Cl- C4al kyl sul fonyl , G gl sul finyl or Cl-
Cahal oal kyl sul fonyl ; R7, R, R13 &Ad R14 i ndependent!y
fromeach other, are hydrogen, C1- Coeal kyl
whereiCl- C6hal oal kyl, C2-C6al kenyl, C2-C6hal oal kenyl ,

Gi, Gz,gg: %Eﬁ]%l t@ét@l@ﬂ%} %8 éﬁ%é ait(%rﬁé Q? bvﬁ.c%i a%eéh are attached,

an aroi@aticOfy systexhkwyhereior i s Cl- Csal kyl, C2 C6 al kenyl ,

: - r kyI substi tuted vvlth
G fs mogégfgﬁ S%llfh%rlaﬁgne?'éggﬁeg&t I't uen{:‘%a selected fromthe
G is nigiogem setius ozydang adiirepidiargen C-Bywano, nitro, hydroxy,

Gsis n@gﬁ,gu@.{, mgogﬂ; g@%ﬁoﬁ%m: f)al koxy,

G, is nitogen,mukyi, SwyderngldirectibongauiCkRbas with the priovisps that Co

g
a)at Ie%ét%y HHEQM f% Qbeh'% &ghgﬁg}gf Oé%%leai three- to
b) not memth@mrfb@ubentUWr@cwm tbe samediseaifopn@/diréct bemchg syst em
c) not M@r'ectnar‘i@ﬁupﬁb@é'rﬂwé e S@%E@%LW@%M ated or fully

saturate erern ered aromatic ring
d) 2 substiuents G as oxygen and/or sulfur are separated by at least one carbon atom;

each of R1a, Rib, Rsa, Rsp, Rse, and Rsq which may be the same or different, represents
hydrogen, halogen, nitro, cyano, hydroxy, CHO, C,-Csalkyl, C,-Csalkenyl, C>-Cgalkynyl, Cs-
Cecycloalkyl, C;-Cghaloalkyl, C,-Cghaloalkenyl, C,-Cshaloalkynyl, Cs-Cghalocycloalkyl, C,-
Caalkoxy, C,-Caalkoxy-C,-Csalkoxy-Cy-Caalkyl, C;-Cshaloalkoxy, C4-Cjalkylthio, Cs-
C,haloalkylthio, C,-Cshaloalkylsulfinyl, C,-Cjhaloalkylsulfonyl, C,-Caalkylsulfinyl, C;-
Caalkylsulfonyl, C4-Caalkylsulfonyl-C,-Cjalkyl, C;-C,alkylsulfoximino-C,-Caalkyl, C;-
C.alkylamino, C,-C,dialkylamino, Cs-Cscycloalkylamino, C,-Cgalkyl-Cs-Cgcycloalkylamino, C.-
Caalkylcarbonyl, Co-Cgalkoxycarbonyl, C,-Cealkylaminocarbony!, Cg-Csdialkylaminocarbonyl,
C,-Cealkoxycarbonyloxy, C,-Cealkylaminocarbonyloxy, Cs-Cedialkylaminocarbonyloxy, C;-
Caalkoxyimino-C;-Caalkyl, C;-Cetrialkylsilyl, phenyl, benzyl or phenoxy; or phenyl, benzyl or
phenoxy mono-, di- or trisubstituted by halogen, cyano, nitro, halogen, C;-Cgalkyl, C»-
Csalkenyl, C,-Cealkynyl, C,-Cocycloalkyl, Ci-Cghaloalkyl, Co-Cghaloalkenyl, C.-Cghaloalkynyl,



contains at | east one heteroatom selected fromthe
group consisting of oxygen, nitro and sulfur; it
wheingoyossi bl e for said benzyl, phenoxy and tPCEEP200D001283
t en- menber ed, nonocyclic or fused bicyclic ring
systemin turn to be subst-i2Rb6t-ed by one to three
substituents i ndependently selected fromthe group
consi sting of Cl-C4al kyl, C2-C4al kenyl, C2-C4al kynyl,
N = oal. A yb.. lO¢ : )
G G By o S R AR SR G S e,
Caalkyfsutfing, CeCaattdsiioayl, CeCl.akaming, kekydialkilaming, IGstGdayaloalkylamino,

01-06@;-'6&%%@(@%@%{ C%éam%c}rgpm!q%%wkox&?bonyl, Cor

Cealkylzrnimaetiroriyy Cartsdia] kyEanimseayoonyh | GeyGeatkonysarbonyloxy, Co-

- - ' - | |,
Craly o ticlyiel ¢ ek B ABb on o e RIaRE
each afiRalakg IRanvhiok avdydreythe satheGR-difeerenti eepkasests yidrodgen, BeiCaalkyl, Co-
: ; ) 4 ) .
Ceakeffi- BB oF e babiliGit f G aiSEE2 Cofke eIy or Co
Cscycloalkyl GBbglButed by @hk wir mpre sphstitvenkRgelédedCiro@4wldgemynitro, cyano,

hydroxgsllg%g%@{yg{;}-%al%@é%ggﬁkﬁg%@ﬁoggbﬁyﬁzg&lkylthio, Cy-Caalkylsulfinyl,

C:-C i sDBanyC cBtigramino ot.-GalklkyarBinox@i-Bsyiloalylaning angy C;-
l~-pxQ-3-thietanyl, 1, 1 -dioxo-3-thietanyl,

Csalky%(_.‘,? %%8%?_[@’)?&'%? t hi etanyl, 3-azetdinyl, each

D is 2-pwridyt iSepyridylsarEispyridyt, edpheryh 2epyeidylo 3{pyvidyl onBgtyridylenteno-, di- or

: b ept e r N I Cl-
isubshREPAPCEC . CECRBEAL. EabiRng ¢ gen 86, C-Caatkony, O
C.,halopBDKERA 602083 -Catkdlkeyitbi, Of-CalkydsuifingR C.v@uatidylsoigny!, C;-
C4halogﬁ’<&fsnlﬂn3§%%1-%4 gbg&ggam%represems oxygen or sul fur;
and ‘agronom cal I'y atcept abl e

or D issagiospi soner s/ enant i oner s/ t aut oner s/ N- oxi des of those
conpounds. 2. A conpound of for rﬁl a | according to
clgimil, wherein R20 is R20 is hydrogen, C -C6alkylgp
C2-|Coal kenyl , (Q)- Ceal kynyl, or - Cécycl oal kyl ; .ot

| kyl, % CoNatKéhyl , C2- |l kynyl or
cl oal kyl suBstifuted with on
dNi t udhls gelesged fr it he
al OgRn, cyano, ni ] 0, hydroxy,
ha

dBalsi st/ngbe_ (Da),
C -gA4al kyl , R
C, - C4alkoxy, C -C4 ? oal koxy, C, - c4al kyl t hi o, "
C -4al kyl sul finyl, C,-C4al kyl sul fonyl,
C, - al kyl sul f oxi m no, C2-C6 al koxycarbonyl, C2-C6
al kyl carbonyl , Rc2- C6tri al kyl silyl, benzyl, phenoxy and
a three- to ten-nenbered, nonogycl iF? or fused b'{lcycléc
z i ng system whingh may be ar ey partially" X 19
sirarRted or (ul saturated| wherein the si
romati c ring\\sygtem contea N | east one
skl ect ed(Pronf T he gr odBe)consi sting of (Bxydeh, nf[tro (Ds);
and 12sul fur;”it benqqg possi bl qqupr said benzyl ,R 8
phenoxy and three- t0 ten-nenbered, nonocyclic or

or D is additionally phenyl if Z, is sulfur;

R4, Rs, Rio, Ri7, and Ryg independently from each other, are hydrogen, C,-Cealkyl, Cs-
Cecycloalkyl, C4-Cghaloalkyl, halogen, cyano, C;-C,alkoxy, C,-C4haloalkoxy, Cs-
C.alkoxycarbonyl, C;-Caalkylthio, C;-Cjhaloalkylthio, C;-C,alkylsulfinyl, C,-C,alkylsulfonyl,
C:-Cshaloalkylsulfinyl or C4-Cshaloalkylsulfonyl;



fused bicyclic ring systemin turn to be substituted
by one to three substituents independently selected
wo e@miopdare2 gr oup consi sting of C, -Cdal kyl, C2- (del/EKr109t/001283
C2- 4al kynyl , C3-C6cycl oal kyl, C, - C4hal oal kyl ,
C2- C4hal oal kenyl , C2-Cdhal-@&Fkynyl ,
C2- C6hal ocycl oal kyl, hal ogen, cyano, nitro,
C, - C4al koxy, C, -C4hal oal koxy, C, -C4al kylthi o,

Rs, HG,CRB, Q—:ﬁ? FKX'FEL-” 3N QMB R, Qnd%{déﬁ{lﬁﬁbﬁ@%h otHer,"are C,-Cqalkyl, or C,-

| sul foxi m n ["am no
Csalkybmoagd ida|qmsuhﬁtﬁbted@ habees| @eanraymam hysiroxy, C4-Caalkoxy, Co-

C;,alko&ca%@r}yjfﬁ @%I sy ¢, @Ellgl ©,- §?a1 Ifgif)}lcé‘ Cgcﬁgjlammo Co-

Koxycar ony1 anl NoC
Cdialiglamnirg jog Fﬁeﬁa@m‘qacﬂwwmlaﬁmr@e mw,u aapmdyk iBrayridyli 4-pyediykgor are

or pheg?,s? Sg egy"bl E{/@I‘ grz} nggtﬁl]s%)? 8m to esétg(lgtreg onde%luéty
Cecycloallsyl C3+Coajesdlityhl Hajdgegy @)_(mo 61-Cralkodys CCCaleoalkanyy C1-Caalkylthio,
Ci- C4hgioca|ﬁ§lﬂ{~n5yFé@4£§Ils@iy@?‘fﬁé}é/'f@ﬁévg@ 0 4hg&alkylsulflnyl or C;-

Cahaloglkylsgborkiil car bonyl . 3. A pesticidal conposition, which
Ry, Ro! ﬁ”%?wﬁ%ﬁ?mﬁ%g%r%%ﬁ{%ﬂ% ﬁgﬁgﬂ;ﬂ?d q’&ﬂFo?JeHgC,t? l%;g‘,:rrcg,}éshaloalkyl,
Co-Ceatheae 66-Cehajoalsery! gﬁg@salkenﬂcu&sf@hmoakenw .
Ry is ﬁ&gfrgiéﬁ Qlacl«xllk %—blleélﬁ 'Q:rfe ealk %R\ﬂ @éﬁ&kbl\(ﬁ; or is Cy-Cgalkyl,
C2-Ce clbﬁwhﬁtcmkwtgw Qi-fy Syaoathybuirstitited wim ate.divoianghree

g ; oy o
oo BOE5Hf R 500l Mg o L i o,
Cy-Caatkony + Gi-Cihalpabexy sG1- Gkﬂlwhlooﬁfpﬂa@bﬁsldfprml Y rigpakkylsulfonyl, C,-
s BB ISR UMb skl
benzylfphene@mndl | i ng i nsects or representatives of the

a threeo rt&i fn-mArRkIdR moZnoC){%h%F hRdq e arcdﬁ ma/s%nﬂvﬁi'cm n{ &Laromatic,

protectlono propag tIO teria
pama"msﬁme«tewr iy sgturamd cfrhetf@'mslﬁe Q'GST\Qm'é%[?ﬁ Agpraatis ring system

contairl KRELR bhO RefHRdA5in elé?}feotfp&n%é Sr'og%%&st“&eof oxygen, nitro and

ropagatl on nmateri a () | ant ed ant propa ation
sulfur; ribbaing RPsaible farcaid benzrl Bhengxy@ndithriet todemaamiered, monocyic or

fused BIERHE riRG LydtBmGh RirAtSbe substituted by one to three substituents independently
selected from the group consisting of C;-Cjalkyl, C,-Cjalkenyl, C,-Cjalkynyl, C3-Cscycloalkyl,
C,-Cghaloalkyl, C,-Cshaloalkenyl, C,-Cshaloalkynyl, C,-Cghalocycloalkyl, halogen, cyano,
nitro, C,-Cjalkoxy, C,-Cshaloalkoxy, C,-Caalkylthio, C,-Caalkylsulfinyl, C,-Cjalkylsulfonyl, C;-
Caalkylsulfoximino, C,-Csalkylamino, C,-Cedialkylamino, Cs-Cecycloalkylamino, C;-Cgalkyl-Cs-
Cecycloalkylamino, C,-Cgalkylcarbonyl, Co-Cealkoxycarbonyl, C,-Cealkylaminocarbonyl, C»-Cg
dialkylaminocarbon'yl and C,-Cg trialkylsilyl;

it being possible for said three- to ten-membered, monocyclic or fused bicyclic ring system to
be spiro-bonded to the C3-Cgcycloalkyl group;

or Ry is C;-Cjalkoxy, Cs-Caalkylamino, C,-Cgdialkylamino, C,-Cg cycloalkylamino, Cy-
Csalkoxycarbonyl or C,-Csalkylcarbonyl;

or Ry is 3-oxetanyl, 3-thietanyl, 1-oxo-3-thietanyl, 1,1-dioxo-3-thietanyl, 1-imino-1-oxo-3-
thietanyl, 3-azetdinyl, each optionally substituted with one to five substituent independently

selected from C,-C, alkyl, C;-C4 haloalkyl, halogen, cyano;
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each of Z, and Z,, which may be the same or different, represents oxygen or sulfur;
and agronomically acceptable salts/isomers/enantiomers/tautomers/N-oxides of those

compounds.

2. A compound of formula | according to claim 1, wherein Ry is Ry is hydrogen, Cy-Cealkyl,
C»-Cealkenyl, C,-Cealkynyl, or C5-Ceeycloalkyl; or is Cy-Csalkyl, Co-Cg alkenyl, Co-Cq alkynyl
or C3-Cs cycloalkyl substituted with one, two or three substituents selected from the group
consisting of halogen, cyano, nitro, hydroxy, C,-C,alkyl, C,-C,alkoxy, C,-Cshaloalkoxy, C;-
C,alkylthio, C4-Cjalkylsulfinyl, C,-Cjalkylsulfonyl, C;-C,alkylsulfoximino, C,-Cg
alkoxycarbonyl, C»-Cg alkylcarbonyl, C,-Cstrialkylsilyl, benzyl,phenoxy and

a three- to ten-membered, monocyclic or fused bicyclic ring system which may be aromatic,
partially saturated or fully saturated, wherein the six-membered aromatic ring system
contains at least one heteroatom selected from the group consisting of oxygen, nitro and
sulfur; it being possible for said benzyl, phenoxy and three- to ten-membered, monocyclic or
fused bicyclic ring system in turn to be substituted by one to three substituents independently
selected from the group consisting of C,-Caalkyl, C>-Calkenyl, C,-Cjalkynyl, Cs-Cecycloalkyl,
C;-Cshaloalky!, C,-Cshaloalkenyl, C,-C4haloalkynyl, Co-Cghalocycloalkyl, halogen, cyano,
nitro, C4-Caalkoxy, C,-Cshaloalkoxy, C4-Cjalkylthio, Cy-Cgalkylsulfinyl, C,-C,alkylsulfonyl, C;-
C.alkylsulfoximino, C,-Cjalkylamino, C,-Cedialkylamino, C3-Cgcycloalkylamino, C,-C,alkyl-Cs-
Cecycloalkylamino, C,-Cjalkylcarbonyl, C,-Cealkoxycarbonyl, C,-Cealkylaminocarbonyl, C,-Cg
dialkylaminocarbonyl and C,-Cg trialkylsilyl;

it being possible for said three- to ten-membered, monocyclic or fused bicyclic ring system to
be spiro-bonded to the C;-Cgcycloalkyl group;

or Ry is C4-Caalkoxy, C,-Cialkylamino, C,-Cgdialkylamino, C,-Cg cycloalkylamino, C,-
Csalkoxycarbonyl or C,-Cealkylcarbonyl.

3. A pesticidal composition, which comprises at least one compound according to claim 1 of
the formula | or, where appropriate, a tautomer thereof, in each case in free form or in

agrochemically utilizable salt form, as active ingredient and at least one auxiliary.

4. A composition according to claim 3 for controlling insects or representatives of the order

Acarina.
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5. A method for controlling pests, which comprises applying a composition according to

claim 3 to the pests or their environment.

6. A method according to claim 5 for controlling insects or representatives of the order

Acarina.

7. A method according to claim 4 for the protection of plant propagation material from the
attack by pests, which comprises treating the propagation material or the site, where the

propagation material is planted.

8. Plant propagation material treated in accordance with the method described in claim 6.



