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woricihen durch dispty Schoefben an GERMAN CAVE-
1IER, im B GONZALD FERDGMOQO, ma B3l FR-
NESTU CAVELIER tps 11817 il BMTIJ0 FERRERD
fpa. 110 wobnhalt in der Currors 47 N° 72-30, Bogotd,
Kolumbden, um S Vorfliguny J=3 Absatsma 1 im Ax
tim] 141 dan Hamdelwracizhooh o begehton, der erfte
ala Wauplvicinaber mid die Gheigen sl Stellvarireter
herlalrmpaorelse gl unsars Verbortor I sllewn wan nch
mf s industrselle Elgentum begiehf, berechbpt Mal
dengcm ™ mngen und gaciohifiche wnd meserpE-
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Teh beglaubigs hiermit die Echtheit der voretr . .
eigenh#ndig vor miz volliogenen Unterschraiften der fie @ T
dis Firman BASF Aktiengesaellecheit Ludwagshafen am Bhein d 5

hanpdielndan Herren

1 Dr Qunther W e lez el , Chemiker an .
Ludwigshafgn =m Rhein,

2 ODr Peter Al echt ere , Chemker in
Luydwigehafen am Ehein

Die Herien Dr fWelzel und Dr Rlchters sand mir perstnlich
bekannt

Aufgrupa heutlger Eineichtwahme 1o das Hardelsregister
be1m Amtegericht Ludwipshafen am Rhein HR 3 3000 bhe-
aoheanigs ich, daf die Hepren Dr Weleel und Dr WRichtuze
ala Proxuripten gemeinsehpftlich zur Vertretung und
Zaichmung der Firma BABF Aktiesngesellschalt mat den

Bite in Ludwigshafen am Yhein berechtigt sind

Ludwigshaten am Rhean, den 17 MErz 1989 @
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De Echtnaft vorstehender Urterschriftides MitaFabspesid, bip
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10 Ludwigshafen om Rheln und die Echthant des beigidrlcktsn g, 3
Dienststempels werden hiermit bestitigt Zuglelch w¥rd bescheinigt, . a
A, daB der Yorgenannts zur VYornahme der Amtshandlupg befugt war B *$ {
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CONSULAD ENERAL DE C LOMBEIA

s El suecrito Cénsul General de Colombia en FPrankfurt
au Nain, Revdolica Federal de Alemania, vistos los
documentos presentados por los interesados,

CEZERTIPICA

Que el sefior Thomas Waltar-—- re—————————
quien como Notario en Ludwigshafen am Rhein-—==—=r-==w= -
sutenticéd la(s) firme(s) del(os) signatario(s) del
Poder precedente, ejerci{a las funciones indicadas y

su firma corresponde a la registrada ante el Tribunal Re-
gional de Prankenthal (Pfalsg) - —— o=

- me la comnafiia BASF Aktiengasellechaft-~--~mcmmmccemcme=

28 una sociedad constituida de acuvardo con las leves
ae la Repiblica Federal de Alemania y cumple su objetp

conforme a las mismas, que el(los) seflor(es) Dr Gunther

WELZEL y el Dr Peter RICHTERS —— -———
i quien(es) en sus carietyr(es) de apoderados -
- o B i} ) 7 cuyaﬁvs ot coudthl oud L4
. ' (fuerom) ausenticada(s) afts el_;!o.tnr‘i,;'rwi-
.......... ---- es(son) hﬂ‘uii@ ol :}
te(s) lexal(es) en este pais. : ke A

b eakuo genoms waRaess * 3
L4 "'m", IE'.I-‘:J
Z1 Cénsul General no asume rssnonsah:liiaaa 6r ¢l con-

tenido dal documento

[

Esta Certificacibdn se expide en FPrankfurt Main,
el geis de Abril de mil novacieantos ochente y nueve -

Prankfurt & ;ﬂ ns AER 189

m-0077

7 e s
Mertha Nifa de Stand
CénaulGenoralde P!!"“,'”
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. TRADUCCLON OFICIAL NO 2054

de un documento escrito en Alemdn, ®1 cual para su iden-

tificacidn se sella con el sello de la traductors, lo mismo
Qua la presente =

(A continuacion del poder conferido & BERMAN CAVELIER, GON-
ZALD PERDOMO, ERNESTO CAVELIER y EMILIO FERRERO, domiciliadeos
en 1a Cra 4 No 72-33, Pogoti, el 17 de marzo de 1989, por

la sociedad BABF Aktiengesellschaft, domiciliada en
Ludwigshaten, RFAI)

? Bratocplo notarial No _1407/689
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i Certivico 1a autenticidead de las firmas
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anteriores puestap

ante mi por los seRoresui

AGA DE HE

| Dr Gunther W g 1 zeol , guimico, domiciliado an

Ludwigshafen am Rheln,

2 Dr Peter Ric htrs , quimico, domici ?-w“.u.’#‘?lw
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' . Ggrgifitn.*pur haber tenido a 1a vists @l ragistro de comsr-
:iﬁ'ﬁk B 3000, del juzgado de Ludwigshafan, que los doctores
Wlzel y Richters, en su calidad de apoderados, egtdn facul-
tados para repressntar conjuntamente y tirmar por la mociedad
BASF Aktiongoselischaft, con sede en Ludwigshafen
Ludwigshafan am Rhein, 17 de marzo de 1989
{sello redondos)
Dr Siegtried ¥ohlor Fdo t+ firma i)uwgible
Notaria de Ludwigshafen Th Waltaer
fisesor del notsric como repre

. ’ sentante oficialmente designado

8. l:i. del notaric Dr Siegfried Kohler

ER 2

Bid g

é' !: fe certifica 1la autenticidad de la firma anterior del asesor

gg i del notario, consejero de justicia Dr Xohler, domicillado en

%'_ \} LudwigshaTen am Rhein, y 1a del sello oficial que la acom=

@

“

pafd Al mismo tiempo se cortifica que ee] aencionado notario

estaba facultado para reslizar ase acto oficial
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Presidente del Tribunal Regianasl

-

~ Fdp tirma ilegible (aello r-daﬁaoa)

P (Franz Serfas) €1 Presidente dal Tribunal Regiconal

de Frankenthal (Pfalz)

Notas Derrochos 20,-- DM

EN EBPASOL: La legaliracison de las firmas anteriores por el

Consulado de General de Colombia en Frenkfurt, bajo el No

0077 (Certificacion consulsr) del & de abril de 1989 y del

Ministerio de Relaciones Esteriores de Colombia bajo =21 No
aMél dal 24 de abri) de 1989

—
Pagado impuesto de timbre US$ 4,00

- pm—

ES TRADUCCION FIEL Y COMFLETA, de 12 cual €0 deja copia en

los srchivos de entas oficinac para su confrontacidn

-,
P gota, 26 de abri) de 19879
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Sefior Jefe de 1la
DIVIGION DE RUEVAS CREACIONEB
Superintendencia de Industris y Comercio
E 5 D
Podetda_‘nte BASF AKTTENEESELLSCHAYT
Poder conferido el 17-03-89
Yo, GERMAR CAVELIER obrando en mi calidad de ngode:ado‘
@ #3 principal  dsl  poderdsnte srriba manciqa'dgbd, MQ'
- manifiesto s Usted qua sustituyo el ypodsr. cnnk } g% .%la:’h
'*' d%etor EMILIO FERRERO, Abogasdo con' i'aﬂ&l ”-1’% _M-!"‘
\‘fa ' No 31 929, coh todas las facultades gue me Euar‘bn 56n?a|?i as,

WSS e S v

A = u‘ r..
-llv
o v owde q ‘“,._.:4.}‘. -

Hago 1la anterior mustitucién conforme al artaculg 6% agr,l.‘*:
¥ -
Cédige de Procedimiento Civil ya que los otros uu_g_ti.;:%q&

L 5N WY
fsltan an eata momento fﬂu}.‘@*
S8afior Jefe,

¢ ss VELIER © :._uf:‘-:?:r*
£, 13 1A% 2006

¥

cCC Mo 27‘8.71!49'2'4,.110 uog-urf-h ,

PARLD |.. I.u." mltMAl

b\-?\- T ;.m;l"

Acepto
[F_ AU
EMILIO FERRERO

TPA N 31 929
CC No 438 019 Qe Usaquén

2e~780-2

CAVELER ASOCADOS M1 §40.041.367-3
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CAVELIER

ABOGAD 8§

EDIFICIO) SISK1
CARRENA 42 N* 71.38
BOGOTA, 6 COLOMBLA

CESION

Yo, (noantros), abajn firemdo(s)

domucihado(s) ca

amox) bajo jurameate ser daicols) y verdadero(s)
ventor(os) dc la Invencén

deciar{amos) asf masmo que cedo{omos) y
mansfissn{enmos), sn hmitacion, a favar de 13 sociedad

cunstituda y existente de ennformuded cun hus loves de

€& CAVELIER ARDLADOS
WirtouRs 30

D acdymersl Fan 09 1189

;'65; ‘5

Colombia

0000056033

ASSIGNMENT

I {(we), the undersigned

wa Deyn
An dur Bleiche M, 67435 Neuctad:
Germany
Citizen of Germany
Hassan Olousmi=Sadeghi
12105 Pawiay’s Milt Chrcla, Raioigh, ¥C 27614
United Statey of America
Citizan of United Stater of Amenca
David G Ruhn
1208 Dalgarven Drive, Apex, NC 27502
Unlicd Seares of America
Cutren of United Stazes of America
Nigel Armes
800 Kukwi Coury, Ralagh, NC 27613
United Stases of Amence =
Crtizen of Unusd Siates of America
Christopher Koradln
Scheibelgarien 1, 35260 Stadtatiendnef -
Germany
Culzen of Germany
Alisxg Zellor
Suphrcnstr.10, 68165 Mannhesn
Germany
Cltisen of Germany

R

state(s) under oath tn he sola and Grue iovontor(s) of the
Inveation

The use of N-arylhydreaine decivetives for
oonbating pests an end on fumls

stase as wall that ssagn, without reservatinns 07 limitahons
m favour of

RASF Akhengeselischaft

3 curpurahon consinned and exssung in conformity with
the laws of

Cennany

[ Y= iy
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[ p———— T e

domintiada ¢n

todos los derechos inberentes 8 dicha mvenelfa v que la
cimda Compafifa queda faculiada para solicitar ¢n su

Colombia
Seiw 2
0000056033
dnmiialed in
67056 Ludwigshafen, Cermany

all rights inberent tn said invention and that the above
mezatiuned company hereby is enabled to apply in its name

nombre |a patentd currespondicnte ca Ia Repiblica de fnr the commespoadng patent {n the Republic of Colombe

Calombla.

Dado y firmado oy Given and signed thi zsr

:G N zm

Fima Signatuie

Nusaieatton and lopaliord by mews af Apraills

CAVELIM ABOCADOS
WHIDEREN?

00 Ankpxri hem M IRE

Ahssa Zeller
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Urk R Nr 2885/2004

1, Iudwig Draxel-=Fiscier, notary public at Ludwigs-
haten/Rrine, Fedaral Republic of Cernamy, herecy te-
st1fy snd confirm cthat tra foregoing signaturses of

1 Mrc Wo.fgang von Deyn, resading al An der Blesche
24, 67435 neustadt/Germany, personally know= tso

me,

2 MNr Christoprer Koradin, residirg at Scheibal-
gartan 1, 35260 Stadtal_e «lorf/Cerrany, perso-
nally knoen to ne,

3 MNrs Alissa Zeller, residing at Sophlenstr 140,
681¢5 Mannhaim/Ceormany, persora-ly known to me,

are true and valid

]

Ludwigshafen/Rhine, this 25 day of November, 7004
¢

-~ =
\

\
\

Notary Public

Wert 5 112,32 Euro

\5
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APOSTILLE
{Convention de La Haye du 5 octobre 1981)

Land Bundesrepublik Deutschiand
Diese dtfentiche Urkundg

Ist unterschrieben von Notar
Draxel-Fischer

in seinar Elgenschaft als

Oltenticher Notar

si@ 15t versshgn mit dem Slegel/Stempel
dss Notars Ludwig Draxel-Fischer

In Ludwigshafen am Rhein

Besthtigt

in Frankenthal (Pfalz)

am 17 Dezember 2004

durch den Prisidenten des Landgerichts
unter Nr 91 Eb 1915-1918/04

Siegel/Stempel 10 Unterschrift
Im Aufirag

Kostanvermark.
Gobldhr 12, €

1



TRADUCCION OFICIAL No 11374

1

de un documento escriio en Alemdn efectueda por Luz Amiaga de Herber

resolucion del Ministerio de Justicia 500 del 8 de marzo 1678.-

Traduccién de las legalizaciones en alemén que se encuentran a continuacion de
un documento de cesion, escrito en espafial e inglés por medio del cual los

sefiores

Wolfgang von Dayn

An der Bleiche 24 67435 Neustadt
Alsmama

Cludadano de Alemania

Hassan Oloumi Sadeghi

12105 Pawiley ‘s Mill Circle, Raleigh, NC 27614

Estados Unidos de América

Cludadano de Estados Unidos de América
David G Kuhn

1208 Daigarven Drive Apeax, NC 27502
Eatados Unidos de América

Cwdadano de Estados Unidos de América
Nigel Armes

8001 Kukid Court Raieigh NC 27613
Estados Unidos de América

Ciudadano de Estados Unidos de Aménca
Christopher Koradin

Schellbelgarten J 35260 Stadtallendorf

Alemanla

Cludadano de Alemania

Afigsa Zeller

Sophienstr 10 68165 Mannhelm
Alemana

Cndadano de Alemana

LUZ ARRIAGA DC HoNBER
@ MTErPRY! + GrEIAL

“Raseuilin Noosa R

"+




declaran bajo juramento ser los unicos y verdaderos inventores de la invencién

El uso de derivadoe de H-arllhidrazina para combatir
pestas en y sobre animales

y ceden sin Lmitacibn a la socledad BASF Aktiengeselischaft, 67056
Ludwigshafen Aleman:a todos los derechos inherentes a dichea invencidn y que la
citada compafifa queda facultada para solickar en su nombre ia patente
correspondiente en la Republica de Colombia Hay tres firmas rlegibles de los von
Deyn Koradin y Zeller Dado y firmado el 25 de noviembre de 2004

Sigue Autentcacién notanal en inglés de las trese firmas antecedentes (individuo)
por el notario de Ludwigshafen am Rhen Ludwig Draxel-Fischer bajo el No
2885/2004 del 25 de noviembre de 2004 Fdo firma ilegible hiio y oblea notaria)
Valor § 112 92 Euros

APQSTILLE
(Convenhon de La Haye du 5 octobre 1861)

1 Pals Repibhce Federal de Alemania
Este documento pliblico
2 Ha sido firmado por el notario Draxel-Fischer
3 Actuando en calidad de notario publico
4 Lleva el sello ofical del notano Draxel-Fischer
notano de Ludwigshafen am Rhein




Certificado
5 en Frankenthal (Pfalz)

8 el 17 de diclembre de 2004
7 por el Presidents del Tribunal Regional

8 bajo el No 81 Eb- 1915 1918/04
9 Seflo

10 Firma
(Hilo y oblea del Tribunal Regional) Fdo firma ilegible
(Chrishan KBneke)
Juez Presidente def Tribunal Regional
Costas
Derechos 12 00 € <
-
e 2,
)
&
o 48
ES TRADUCCION FIEL Y COMPLETA, de fa cual se deja copia archivoddja
estas oficinas para su confrontacion o é
Bogotd 15 de mayo de 2008
¢ 2 o HERSER
LUZ ARRIABA
NTLRPETE OFF
Sk
BET e 3
gz = Wy
g2y T =%
28 32
2By 2

1
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TRADUCCLON OFICIAL 128/2006 DE UN DOCUMENTO BSCRITO BN INCLES Y
EN ESPARCL RFALIZADA POR EDUARDO CALADQ NOGUERA  TRADJCTOR
OFICIAL APROBADD POR RESOLLCIGM 541 DLL 27 DE FBERESQ DE 1976 °0R
En MINISTERZIO DE ausnéir{ Y DFBIDAMENTE REGISTRADO ANTE EL
MINISTERIO DE RELACIONLS EXTBRIORES DE LA ROPUBLICA DE COLOMBIA Y
MZDIANTE EL CUAL .0S ABAJC ~ZRMANTES WOLPCANG VON DEYN, AN DER
BLEICHE 24 67435, NEUSTADT, ALEMANIA CIUDADANO DE ALEMANIA,
YASSAN OLOUMI-SADEGHT 12105 PAWLEY'S MILL CIRCLE, RALEIGH NC
27614 ESTADOS UNIDOS DB AMSRICA, CIUDADANO DE ESTADOS UNIDOS DE
AMERICA DAVID G KRUYN, 1208 DALGARVEN DRIVE, APEX NC 27502,
ESTADOS UNIDQS DE AMERICA  CIUDADANO DE ESTACOS UNIDOS DB
AMERICA, NIGEDL ARMES, 8&001 KUKUI COURT, RALEIGH, NC, 27613,
ESTADOS UNIDOS DE AMBRICA, CRISTOPHER KORADIN SCHEIBELGARIEN 1,
35260 SIADTALLENDORF, ALEMANIA, CIUDADANO DE ALEMANTA, ALISSA
ZELLBR, SOPHIENSTR 10, 68165 MANNHEIM, ALEMANIA, CYUDADANG DB
ALEMANIA DLCLARAMOS BACO JURAMENTO S8ER 0(NICOS Y VERDADESQS
INVENTORES DE LA INVENCION EL USO DR DERIVADOS DE N-
ARILHIDRAZINA PARA COMBATIR PESTES Y SOBRE ANIMALES, Y QUE
CEDEMOS DICEA INVENCION A BABF AKTIENGESELLSCHAFT, EVPRESA
ORGANIZADA Y EXISTENIE BAJC LAS LEYES DB ALSMANIA  DOMICIL1ADA
EN &7056 LUDWICSIIAFEN ALZMANIA, JUNTO CON 10DCS 10S DERECHOS
INHERENTES ¥ OUE DICHA COMPANIA QUEDA FACULTADA PARA SOLICITAR O°N
SU NOVBRE LA PATENTE CORRES®ONDIENTE EN LA REPUBLICA DE COLOMBIA
DADC ¥ FIRMADD HOY 23 oe noviembre de 2004

TRES FIRMAS ILEGIBLES Correspondientes a WOLFGANG VON DEYN
CHRISTOPHER KORADIN Y ALISSA ZELLER

JRK R NR 288572004

Yo Ludwig Draxc.-Fiachsr notar_o piblico de Ludwigshafen/Rhine
Rapiibloca Pederal de Alemanaa ©vor la presente testifico y

confirnc que las firmas precedentes de



1 (WLFEAMG 7 DETHN resident= =2n An Aer Bleiche 24 & /741%
MeusLad* Alemaga ronoc.do peEr=onslmance

4 L_-RISTGAIR FIRANIN z=pidante =n S9cheizs=ligartemn 1, A52EOD
stadla_landorf Alemanla conoscids rio personalmovbe)

3 Al1s=SY%A ZELLER reuldenze en Ecphianstr 10, SB1E¥ Marnhaur
Alemanit  pa&oi nelmense conccldo mie son veridicas y véiidas
Lxigigehalen/Rnine 7o} 25 de ~omicmore de 2004

“irmads  alweible

Notarin p.blico

Apogk_lis No 91 Bb-19215-1913/0<

COZ0 €036y #41-107-2

WPCT 0073 ID 7783 E - -
&
Bogole 12 -8 mayo de 2202 5 E _E_
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e
gk Catade " 82 = B2
SERADDCTOR AFCIEr ﬁ E E
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Brs, 541 Fobrars 80 129
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APOSTILLE
{Convention de La Haye 5 sctobra 1061)

COUNTRY- UMITED STATES OF AMERICA
This Public Dacurment

hats been signed by LIPATLa FOLANCO

acting In the cepacily of, DEFUTY REGISTER OF DFFDS
WILLIE L. COVINL TO™N RFEHIS IR OF DI K0S
bears the sealfstamp of L OUN1Y OF DURHAM, NORTH CAROTTh 4

CERTIFIED
at Ralsgh North Carclma
the _I7NLDAY OFF JAIFUARY, 2005
by Deputy Sacrelary of State Stale of Narth Carolma
No _1793
SealStamp
10 Signotura
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‘" CAVELIER

ABOGADOS
EDIFICIO SISKX
CARRERA € \° 7235
BOGOTA, & COLOMEIA

CFSION

Yo (acantros), abujo firmado(s)

domicilzdo(s) sn

decla b 1 1 verdalerofs
(ot o I vennga, ey verlent®)

declarofamos) asl misan quo cedo{emns) y
transfiorofenimng), sm brmiracidn, a favar de la soctedad

constiufdy y exixonte de conformidad con Ias leyes de

B CAVELIKR ABOGADOS
WPEPODERE 3

0 g fon 18

Colombia

ASSIGNMENT

J (we). the undenigned

Rolfyang von Deyn

An der Blziche 24, 67435 Newstads .
Gernany

Cinsen of Germany

Hassan Olown!-Sadeght

12105 Pawlgy's Mill Circle, Kalelgh, NC 27614
Unijed Scases of America

Citizen of United Siates of Amevien
David G Kukn

1208 Dalgarven Drive, Apex, NC 27%02
United Stotes of Amarica

Cuizen of Unrted Sigtes of Amence
Nigel Armes

8007 Rikud Cowrs, Raleigh, NC 27613
Unliod Scaces of America

Citizen of United Statey of Amarica
Chr:siopher Koradin
Scheibeigarten | 35260 Siadtallendorf
Gomany

Citizen of Germuny
Alrsa Zeller

Sopinenstr 20, 65163 Mannheim
Gormany

Citizan of Germany

13

0000056033

state{s) under oath ta be sole and true inveator(s) of the

mveation

Tre Lo¢ of N-arylhwirezine dacivetives for

cabeting pests in ard on atirels

state a3 well, thet axsign, without reservauoos or
in favous of

BASF Alkelgngesellschuft

limitations

a carporstiun constituted and enstiag i conformitv with

the laws of
Germary

-—————_—W
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" Colombia
Sehe 2
oo0ans6038)
dumicitiada en domiciled in
67036 Ludwigshafen, Germony

lodos los derechos inherentes 2 dicha mvencidn y que I all nghts nh=rent to 5313 wwvention and Lhat the above
atads Compaiiin queda facuhads pam solieTtar en su mentjvned compuny bereby is canbled 10 applv in i1ts name,
nombre la patenta comespimbieate en Is Repitblica de for the corresponding puteat 10 the Repuhblic of Colombie
Colamhia

Dadn y firmado hov Chven and signed this
Firna Signatare

AL“”ZZ il

Hassan Qlowm)-Sadeght

Daed 6 toh

Chnstnphar Aorudin

Absza Zellar

Solmnzehes and lepalored by mogm of Aphaille

£ CAVELIER ABOGADOS
WPPODERE-M2

12D Amliacsm ther 7] 193




Stalo of Norlh Carolina }
} 25

Conaty of w )

I %ﬂbﬂrﬂh PNaahve y 4 Notarv Iablic for said County and State, do
herelvy cartfy that “IC BRI ARMES persaonally appsared before me s day and ackoom ledged

the duc cxecution of the forcgoing inamument

Wilness my hangl tmild ollcial swal
thus | Stis daymﬂe.w:um
o DEBORAH MARTIN
b Aa NOTARY FURLIC
7 DURHAM COLNTY NC.
=" Ay Commisslon Bxgirea 10-23-2000

Signature ol Notary Public

M Lomnmugsian lxpirss [0 | aop™)

SEAYROFNCKTH CARCLINA
DURNAM GOUNTY

CERNFYATH OF REGINZER. Of EEDS TR AT NOTARY
PURLBWAR ASTING NOTARY AT TINEOF TENATURE

WALLI [ COVIRETPEt Tocgelierf Decd
u&ﬂﬂf_mmmthﬁﬂuﬂ

S, v horelrratl, at L] Ilhhﬂuﬁ
et :::I I ﬁé :mnﬂli! ol guulited Nistary Folitha
nhﬁﬂ?&mmﬂ o aml 22 much Y uml fmtelull oedlt it b

officas hlr theerim o 1 Ly oo Honibiita g
e TMBIY WEP RN, Mo o Smnt e ) e i,

;s _lZm trdﬂan:umy,_w- —

TELLEE L COVENEATIN ResuiiorofDinde
"

) m%

Abrowlvagmont-MNC doc
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Rfnie of Yorth Carolma )

L.oumty of Tvushasna ; ®

| thhmﬁ-}'\- Tt ; 4 Notary Pobhic for saud Counly and Sialc. do
herehy certfy that HASSAN OLOUMI SADEGHT personallv appeacid bedore me os day

#nd acknowledaed ihe dus execullon of the faregndng Instmment.

W riness mv hand and olTi¢ial seal
thas Dy of theden oy 2004

d‘-‘; . I mm“m“

IRAARL  NOTARY PUBLIC

R 28 DURHAM COUNTY NG M&ﬂ
TS 1y Cotmcengion Expees 16-13-3000 agneiure of Noters Pubba

My Coummssion Expmres /0 |3 8009

STAEOPNORTH CARCLINA

Oy HOEDS TR RTAN
mmmm

__Hm,_m,.w

b, chos byt pe i it
e mmdmsnuuhh and ar KR ﬁ f-ummn

und ferflerr., Bwrbio-le in R
SOy e n.:::u,":u"u iyt frrrer

ch.ﬁ-ﬂ‘.ﬂﬂﬂﬂ r
| *%ﬂr—

Acknculadamuont-NC Gow



State of North Carolma )

) us
Cennty ni‘bua-Ltuw.f )

I,\}a’caraj\ Y iarton , 8 Nolery Publ. for sud County wid State do
hergby woruly that DAYID G. KUHN poreomally appeaied before me this day aad

achnonledpx] the due vxeoution of the feregomg mstrument.

W itness my hund and offc:l scal
th |{F=day of Traren bar2ind
DESORAH MARTIN

SSLAR NOTARYPLALIC 0 l ': o,y
S A DURHAM COLNTY NG =
= 1natare af Notary Poblin

My Civinitasen Expures 10-13:200,

My Comnmssion Exprros 0 1 3~2009

ORBAIIFNER OFTEERS TRAT NOTAEY

Muginorof Dands
hs < Regres ol Pl S alimesihi Cotany o]
Sexin, ilio Dordpeanly fuit . s, ke g

e 12 Mgt oo, ap w8 ] nrd ate w4

hla slgruirre. thamsba s ko iz 9w pwoper bansdvoitng
AR oo v o b s el i o,

ot fpcotioref VD o+ e

. ~ WL COVINIEON Eunu
ad Dty Raghuter o Tiverk

Acimowiadg ment-HC doc
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TRADIKCTON QFICIAT 12B/2006 DE UN ZOCIHONTC FSCRITS BN INALAS ¥ 7'
T4 EBSPRNOL EBALT2anA ROR  BEDUARNG CALMDC NOGUERA, THRADDLTOR
AFT2TAL APRUSADO BUR RESC LTI 541 DEL 47 2B FEBRERO Db 1376 POP
OL MINLSLLRIO DT JUSTICTA 7 DERITAMINTD GkGLGLLIRACSO ANIE Hi
MIKISTORIC LI k1 ACTONTS EXTERIOFES DE LA RE®UBLICA DL COLOMHIA Y
VEOTANIT EL “TIAL LOF ABFJO PIRMANTES, II.L"I.FEAI.‘.:F W DNEYN AN LEF
BLETChE 24 §7435 NEUSTAGT ALEMANTA, CIJDADANG DE ALGMANTA
HABSAN CoOUMI-SADEGHI 12105 PANLEV’/S Milwu CLLRCLE, PALFTGH NC
27614 EJTANOS UNIDOS DE AMBRTZA “IDDADANO DE EbIaD0s UNIDCS LE
AMTPICA DAVID ¢ KXUkN 1274 DALGARTEN DRIVE APBX MC 27502,
ASTADDS UONTROS DE AMERTCA  LILLADANMI DE FRTADDS UMIDSS Lé
AUMERTA NIGET, ARMES 4001 KLKUL COORT RALEIGH K 2/614,
ESTAaDNs [MNITOS DE AMBRICA, CRISTORYRR XSkaD.}P SCHETEELILIRTEN 1,
35260 LI-OTALLENDORF ATEMANIA  JTUDADAML Dk 4EEMahIA, A TRSA
ECLIB: SUPFMIENSTR 11 FA16° MAMNMIEIM AIBMANI., C(LUGWDANG DF
ALEMANTA DECLARANMUS 23330 JUSAMENTC BER UNICOS Y VERDADIROS
INVENTCHES DE LA IKVEN"-ON EL USC DE OERIVADDE DE N-
ARTLHIDRAZINA PRRA COMEATIR PESTES BN Y SOBRE ANTMATLEE ¥ QU=
RDEMOS DICWd  INVENCION & BASF ARTIENGEEELLECHAFT, EVPRLSA
DRGANIZALA ¥ EXZSTENTE 3ATC LAS TEYES DE ALEVANIA 2 SOMLCLLIADA
EN £705. LLOWYG-HAYEN ALTVENTA  JUNTO 00 TCDOS LOE LLRCHCY
INHLRZHTES ¥ QUE DI{FA OCMPANTA CQUEDA FACULTADA PAMA SULLCLITAX EN
50! RCMPRF LA PATENTE CCRRESPCHDIENTE EY LA <hP{ISLICE DE CILOMBIA
DALO Y “IRMAIO HGY {dats =n ~lancol

TRES T-RHAT CIRGIRLES

SSTADC ¥ CARQLINA DEL ORTL
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are ouch independantly H, alkyl, sikeoyl alkynyl ur cycinalkyl,
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The use of N-arythydrazine derivalives for combating pests in and on animals 33
The present nvention relates to the use of hydrazine derdvatrves of formuda |

Y

M o

B=A
wherein
Q is
NR'R? x! R o

X' Is chionne bromine or fluorne

R',R® are each indepandently hydrogen, C-Cipalkyl Cy-Ciralkeny! C;-Ciralkynyt
or CyCircycloakyl Ci-Cealkylamino di{Cr-Cealkyl}-emuno  Cy-Co
alkylcarbonylaming  C,-Ce-alkylsulfonyl or CCe-alkyloulfing wherein the
carbon atoms in these groups may be subsiituted with

1w 3 halogen hydroxy nitro, cyano amino mercapto Cy-Cgalkoxy Cy-
Cghaloalkoxy C,-Ce-alylthio CyCe-haloalkyithio C-Cyalkylsutfonyl Cy-
Cealkyisulfinyl C,-Cy-haloalkylsulfonyl, C,-Cy-haloalkylsulfingd or C;-C,
cycloatkyl which may be substituted wrth 1 to 3 R* groups or

R® is halogen cyano, nitro, hydroxy mercapto, amino C,-Ce-alkoxy
C-Ceralkenyloxy CyCealkynyloxy C; Cyhaloalkoxy Ci-Ceralkyithio
or Ci-Cghaloalkylthic CCealkylsulfonyl C.-Ce-alkylsulfinyl C,-Ce-
aliylamine  di[CCealkylramino  C,-Cealkylcarbony  C-Cy
atkoxycarbonyl or d{C-Ce)-alkylamnocarbonyl

foomyl C;-Cy-alkylcarbonyl C(=O)NR'R® CO,R°* R’ R* phenyl which

may be substituted with 1 1o 3 R* groups or pyndyl which may be
substituled with 1 to 3 R® groups,

R R R are each mdependently hydrogen or C-Ce-alkyl which
may be substrtuted with 1 to 3 groupa R’,

R° sNRRor

Urspingiche Fassung

Nirhte zndami
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7 (CHy) 7 (CHYo
N or CH,
(CH) (CHp)
R R are gach independently hydrogen or C,-C. alkyl which may be
subsututed with 1 to 3 groups R*
p m are each independenlly0 1 2 or 3 with the proviso that p and
m aro not both 0
X s oxygen sulfur amino C,;-C, alkylamino, or phenylamino, or,

if p is O then X can also be phenoxy or C,-Cy-alkoxy
r IsOor1

X

B

R?

R* R® are each Independently hydrogen or C4-C,-alkyl which may be
substituted with 1 o 3 groups R* or

R' and R? may be taken together to form a nng represented by the structure

ACHZ),\
N
(CH )
pmare i 2or3

X' s oxygen sulfur amino C,-C.-alkylamino phenylamno or
methylene

R' 1 hydrogen CiCyralkyl CrCiuralkenyl CrCiralkynyl, CyCyr-cycloatkyl
wherein the ¢carbon atoms in thase groups may be partially or fully halogenated or
substituted with

1to 3 cyano nitro hydroxy mercapto, amna C,-Cy-alkyl, C5-Ca-cycioaliyl,
C -Cealkoxy Ci-Ce-2lkylamino diC;-Ce-alkyl)-amno C; Ce-alkylthio C;-Cq-
alkytsulfonyl or C.-Cy-alkylsulfinyl groups wherein the carbon atoms In
these groups may be substltuted by

1 to 3 halogen atoms, a 5- to 6-membered aromatic ring system which
may contain 1 to 4 heteroatoms salecled from oxygen, sulfur and
nitrogen and which may be subsiituled with any combmation of 1 to 5
halogen atoms 1 to 3 C-Cealkyl, C, Cyalkyithio C,-Cgalkyisulfony!,
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Ci-Cralkyisuifingd Cy-Cyalkoxy nitro, or cyano groups wherein the
carbon aloms in these groups may be substituted by 1 to 3 halogen
atoms or

phenoxy which may be substituled with any combinabon of 1 lo 5
halogen aioms 1 1o 3 C-Cealkyl C-Cyakylthio CyCealkylsulfonyl
CCoalkytsulfiml C, Cealkoxy niro or cyano groups whereln the
carbon atoms in these groups may be substiuted by 1 o 3 halogen
atoms or

a 3- to 6-membered saturated or partially unsaturated nng systam which
contains 1 o 3 heteroatoms selected from oxygen sulfur and nitrogen
and which may be substituted with any combination of 1 0 5 halogen
atoms 1 to 3 CyCoalkyl CyCealkylthio C, Cy-alkylsulfonyl, C.-Cy-
alkyisutfinyl C-Cealkoxy artro, or cyano groups, wherein the carbon
atoms in these groups may be subsututed by 1 to 3 halogen atoms

a 3- o 6-membered saturated or partially unsaturated ring system which
conlains 1 to 3 heteroatoms selected from oxygen, sulfur and nitrogen and
which 18 unsubstituted or substiuted with any combination of 1 fo 5 halogen
atoms 1 to 3 Cy-Ceakyl Ci-Gealkyithio, C,-Cealkylsulforyl Cy-Ce-
alkyisulfinyl C,-Cy-akkoxy C:-Cy-haloatkoxy nitro, or Cyano groups whergin
the carbon aloms in thesa groupa may be substituted by 1 to 3 halogen
atoms,

R, R* are each Indepandently hydrogen or C,-Cs-alkyl, C,-Cy-ailkoxycarbonyl Ci-Ce~
alkylaminocarbonyl or di{C-Cg-aikyl}-aminocarbonyl wherein the carbon atoms
in the thase groups may be substituted with 1 to 3 groups R*

A BCRorN
B ICRrN
W BCR oN
with the proviso that one of A, B and W s other than N

R* R* R are each independently hydrogen halogen nitro cyano amino
mercapto hydraxy, Cy Cralkyl CrCyralkenyl, Cr-Ciralkynyl CyCe
cycioakyl, C\-Cralkoxy CiCealkylamna di(Ci-Ce-alky)}-amino Ci-Ce
akythio C,-Cgalkylsutfonyl or CCs-alkylsulfinyl wherein the carbon
atoms in these groups may be subsiituted with 1 to 3 groups R’

a 5 to G-membered aromatic ringsystem which may contain 1 o 4
heleroatoms selected from oxygen sulfur and nitrogen and which may be

N R



15

a0

a5

PF 56033

4

substituled with any combination of 1 to 5 halogen atoms 1 lo 3 Cy-Ce-
akyl CyCrhaloalkyl, C,-Cgalkyithio C,Cghaloaliyithic C+Co
alkytsulfonyl Ci-Ce-akylsulfinyl C,-Crhaloalkylsufonyt CiCs
haloalkylsulfinyl C-Ce-alkoxy C;-Crhaloalkoxy mercapto hydroxy
amino mitro, or cyano groups whereln the carbon atoms in these groups
may be substituted with 1 to 3 groups R*

Y i hydrogen, halogen, cyano, nitro amino hydroxy mercapto CyCealkyl C»-
Cwralkenyl CrCyralkynyl, Cy-Cecycioalkyl C,-Cpalkoxy Ci-Cralkylamino
di{C+Cq)-akylamino C,-Cy-slkylthio C,-Csalkylsulionyl or CrCealkylsulfing
wherain the carbon atoms in these groups may be subsbtuted with 1 to 3 groups
R

n Is0 1 0r2
or the enanbomers or diasiereomere veterinarity acceptable salts or ostars theroof
for combafing parasites in and on animais

It is generally a gosl of agronomisis and veterinarians to possess sufficlent means 1o
control parasites when thay attempt to invade or attack arwmalis

It is an object of the present invention to provide new methods to control parasites in
and on animals Another object of tha inventon 13 o provide safer pestiicides for
animals. Anothar object of the invention i8 to provide pesticides lor animals that may
be used in lower doses than axisting pesticides Another object of the invention fs to
provide peslicides for animals which provide a long regidual control of the parasites.

These objacts are met in whole or in part by the present invention

The invention also relates to compositions containing a parasiticidally effective amount

of compounds of formula | and an acoeptabla camer for combating parasites in and
on animals

The presenl invention also provides a method for treating controling preventing and
protecling animals against infestabon and mfection by parasies, which comprises
orally fopically or pargnterally administering or applying 1o the animals a parasiticidally
effectiva amount of 8 compound of formula | or a composition comprising iL.

The invention also provides a process for the preparation of a composition for treating
conoling preventing or protecting animals ogainst Infestation or Infection by



-

10

15

25

35

40

PF 56033

parasites which compnses a parasmicdally effective amount of a compound of formela
| or a composition comprising It.

The insecticdal and acancidal activity m crop protection of some of the compounds of
formula | has been described in EP-A 604 788 and also in U1 A Furch et al,
“‘“Amdrazones A New Class of Coleopteran Insecticides® ACS Symposium Senes
686 Am Chem Soc 1988 Chapier 18 p 178 f and also in D G Kuhn et al

Cycloalkyl-substtuted Amidrazones A Novel Class of Insect Control Agents ACS
Symposium Senas 686 Am Chem Soc 1698 Chapler 19 p 185 ff

Activity of compounds against agncuttural pests does not suggest therr suitability for
control of endo- and ectoparasites in and on animals which requires for exampla low
non-emstic dosages in the case of oral application metabolic compatibliity with the
animal low loxiaty and a safe handling

Surprisingly t has now been found thal compourkis of formula )| are suilable for
combating endo- and ecloparasites in and on animals

The compounds of formula | can be prepared according to preparation methods
described or referenced in EP-A 604 798 or modifications thareof

In the definition of formula | shown above, the subsiituents have the following
meanings

Halogen Wil be teken o mean fluoro chioro bwomo and wodo

Tha term alkyl" as used harein refers to a branched or unbranched satumated
hydrocarbon group having 1 fo 10 carbon atoms espedcially C,-Cy-alkyl such as
methyl ethyl propW 1-mathylethyl, butyl 1-methylpropyl, 2-methylpropyl 1 1-
dmethylethyl pentyl 1 methylbutyl 2-methybutyl 3-methylbulyl 2 2-dimethyipropyl
1ethylpropyl, hexyl 1 1-dimethylpropyl 1 2-dimethyipropyl 1-methylpentyl 2-
methylpentyl 3-methyipentyl 4-methylpentyl 1 1-dimethybutyl 1 2-dimethylbutyl 1,3-
dimethylbutyl 2,2-dimethylbutyl 2 3-dimethylbutyl 3,3-dimethyibutyl 1-ethylbutyl 2-
ethylbutyl 1,1 2-timethyipropyl, 1 2 2 trimethylpropyl 1-athyl-1-methylpropyl and 1-
ethyl-2-methylpropyl

The lerm "haloalkyl” ag used herein refers to a straight-chain or branched alkyl groups
having 1 to 10 carbon atoms (as mentioned abova) where some or all of the hydrogen
atoms In these groups may be replaced by halogen etoms as mentioned above for
sxample C,-Crhaloalkyl, such as chioromethyl bromomethyl, dichloromethyl
trichioromethyl, fluoromethyl. difivoromethyl  Irifluoromethyl  chioroftuoromethy,
dichlorofiuoromethyl - chiorodiflucromethyl, 1-chioroethyl 1-bromoethyl 1 fluorcethyl,
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2 fluorosthyd 2 2-difluoroethyl 2 2 2-trifluoroethyi  2-chioro-2-fluoroetnyl, 2-¢hioro-2 2-
difluoroethyl 2 2-dichloro-2-flunroethyl 22 2 tnchloroethyl and  pentafluoroethyl

*Alkoxy” refers to straighi-chain or branched alkyl group having 1 to 4 or 6 carbon
atoms (as menhoned above) honded through an oxygen linkage at any bond in the
alkyl group Examples include methoxy ethoxy propoxy and isopropoxy

Likewise the terms akyithio® akylamno diakylamino “alkyisulfonyl and
alkylsullimyf” refer 1 straight-chain or branched alkyl group having 1 to 4 or § carbon
aloms (as mentioned abowe) bonded through a sulfur- NH-, -N- -S5{=0)r or S{=0}-
linkage respectivoly

The tem akeny” as used herein intends a branched or unbranched unsaturated
hydrocarbon group having 3 to 10 carbon atoms and a double bond In any position
such as Cy-Cs akenyl such as 1-propenyl, 2-propenyl 1-methyl-athenyl, 1-butenyl, 2
butenyl 3-butenyl 1-methyl-1-propenyl 2 methyi-1 prapenyl 1-methyl-2-propenyl 2-
methyl-2-propenyt 1-pentenyl 2-pentenyt 3-pentenyl 4-pentenyl 1-methyl-1-butenyl
2-mathyl-1-butanyl, 3-methyl 1-butenyl 1-mathyl-2-butenyl  2-methyl-2-butenyl  3-
methyk-2-butanyl, 1-methyl-3-butenyl, 2-methyl-3-butenyl 3-mathyl-3-butenyl  1,1-
dimethyl-2-propenyl 1 2-dimethyl-1-propenyl 1 2-dimethyl-2-propandd  1-athylk-1-
propenyl 1 ethyl 2-propenyl 1-hexenyl, 2 hexenyl 3-hexenyl 4-hoxenyl S-hexenyl 1
methyk-1-pentenyl, 2-methyl-1-pentenyl, 3-methyl-1-pentenyl 4-methyl-1-pentenyl 1
methyl-2-pentenyl 2-methyl-2-pentenyl 3-methyl 2-pentenyl 4-mathyt-2-pentenyl 1-
methyl-3-pentenyl 2-methyl-3-pantenyd 3-methyl-3-pentenyl 4-mathyl-3-pentenyl 1
mathyl-4-pentenyl 2-methyl4-pentenyl 3-methyl-4-pantenyl 4-methyl-4-pentenyl 1 1-
dimethyl-2-butonyl 1 1-dimethyl-3-butenyl  1,2-<dimethyl-1-butenyl, 1 2-dimethyl-2-
butenyl 1,2-dimethyl3-butenyl 1 3-dimethyl=1 butenyl 1 3-dimethyl-2-butenyl 13-
dimethyl-3-bulenyl 2 2-dimethyt-3-butenyl 2 3-dimethyl-1-butenyl 2 3-dimethyl 2-
butenyl 2 3-dimethyl-3-butenyl 3 3-dimethyl-1-butenyl 3 3-dimethyl-2-butenyl 1-athyl-
1-butenyl 1-ethyl-2-butenyl t-ethyl-3-bulenyl 2-ethyl-1-butenyl 2-ethyl-2-butenyl 2-
ethyl-3-buteny? 1 1,24rimethyl-2-propemyl  1-athyl 1-methyl-2 propenyl  1-ettwi-2
methyl-1-propanyl and 1-ethyl-2-methyl-2-propeny?;

*Cycloalkyl® refers to a monocyclic 3- o 6- 8- 10- or 12-membared saturated carbon

atom nngs, eg CyCyeoycloalkyt such s cyclopropyl cyciobutyl cyclopentyl
cydohexyl, cycloheptyl and cyclooctyl

A 5- to 8-mambered aromatc ring system containing 1 to 4 hateroatoms selected from
oxygen, sulfur and nitrogen intends eg S-mambered hetaryl contamung 1 lo 4
nitrogen atoms or 1 to 3 nitrogen atoms and 1 suilur or oxygen atom, e g furyl thoenyl
pymmolyl isoxazolyl, isothiazolyl pyrazolyl, oxazolyl thiazolyl, imidazolyl, oxadiazotyl
thiadiazolyl oxadiazolyl triazolyl and tetrazolyl or 6-membered hetaryl containing 1
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to 4 nitrogen atoms or 1 to 3 nitrogen aloms and 1 sulfur or oxygen alom e g. 2-
pyndinyl, 3-pyridinyl, 4-pyndiny 3-pyridaznyl 4-pyridezeyl  2pyrimidinyl  4-
pyrimidinyl S-pyrimidinyl, 2-pyrazinyl, 1 3 S-rfazm-2-yl and 1,2,4-inazin 3-yl

a 3- 1o 6~membeared salurated or pariially unsaturated ring system which contains 1 Lo
3 heteroatoms selected from Oxygen sulfur and nirogen miends @ g a saturated 3- to
8-membered ringsystem containing 1 to 3 heleroaloms selocted from nirogen and
oxygen, such as aziridine, pywolidine tetrahydrofuran telrahydropyran or pipesddine

By the term “veterinarily acceptable salts™ 1s meant salts the anions of which are known
and acoepted in the art for the formation of salts for velerinary use Swuilable acd
addition salts e g formed by compounds of formula | containing a basic nitrogen
atom eg an amno group include salls with inorgarwe acids for example
hydrochlorids, sulphates phosphatas and nirates and sals of organic acds for
example acetic acid maleic acld dimaleic acid fumaric acid dfumaric acid mathans
sulfenic acid, mathane sulfonic acld and suecinic acid

With respect to the intended use of the compounds of formula | paricular preference
18 given to Lhe following meanings of the substituents in each case on their own or in
combination:

Prefarence Is given to compounds of formuta | whereln A denotes C-R*

Moreover preference ia given lo compounds of formuta | wherein B denotes C-R®

Preference is also given to compounds of formula | whereln W danotes C-R’

Particular preference is grven to compounds wherein A denotes C-R® B denotes C-R®
and W denotes C-R’

Moreover preferenco is given to compounds of fomula | wherein R® Is halogen or
C-Cy-haloalkyl, with halogen especially chiorine being most prafenred

Praferences Is aiso given fo compounds of fonmula | wherein R" is hydrogen or halogen
especially hydrogen

Preference Is further given to compounds of formula | whereln R” is halogen or Cy-Cy-
haloalkyl preferably C,-Cs-haloalkyl especally Uiflucromethyl

Moreover preference i1s given to compounds of fonmula | whereln Y is in the ortho-
position and Is halogen or C,-Ce-haloalkyl Particular preference is given to compounds
of formula | wherein Y Is halogen espedially chiarine.
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Preference is gven to compounds of formuia | whersin nis 1

Preference 18 also given to compounds af formula | whereln Q denotes
-N=[C(NR'R})R"]

Moregver preferanca Is given to compounds of formula | wherein X' is chicrine

Prefarenca Is also given to compaunds of formula | wherein R denotes C, Cs-afkyl or
hydrogen preferably hydrogen

Preference is also given 1o compounds of formuta | wherain R' and R? each
indepandently are hydrogen, C,-Cg-alkyl which may be substituted by C-C,-alkoxy or
Cy-Co-tycloalkyl which may be subatituted with from 1 o 3 halogen

Moregver praference is given to compounds of formula | wherain R and R* each
independently are hydrogen, C-C.-alkyl, or Cy-Ce-cycloalkyl

Especially preferred are compounds of formula | wheren R' Is hydrogen and R* 18 Cy-
Cwralkyl which may be subsfituted by C,-C. alkaxy or Cy-Cio-cycloalkyl wiuich may be
substiuted with from 1 to 3 halogen Compounds of formula | wheremn R' is hydrogen
and R* is C,-Craliyl or Cy-Cy-cytioalkyl are given special prefarence

Moreover preference is given to compounds of formuta | wherein R? Is unsubstituted
C-Cpalkyl or Cy-C,gcycioslkyl which may ba substituted with 1 to § halogen atoms
and/or 1 to 3 C, Cs-alkyl groups

Particutarly preferred are compounds of formula | wherein R? s tart -buty!

Mareover particularly preferred are compounds of formula | wherein R® is cyclopropyl
which mey be subsfituted with C; Cgalkyl or halogen especially 1-methyl 22
dichlorocyclopropyl.

Moreover preference is glven to compaunds of formula | wherein R! is hydrogen or
Cy-Cyalkyl

With respect {0 thelr use particular preference is given to the compounds I-A compiled
in the tables below Moreover the groups mentioned for a substituent in the tables are
on their own, independently of the combination in which lhey are mentionad a
particularly preferred embodiment of the substituent in question
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With respect to thelr use, parhcular preference is also given to the hydrochloric aad
malaic acld dimaleic ecld, fumardc acid difumanc ackd methane sulferc aod
metlhane sulforic acid, and succinic acld adducts of the compounds of tha tables

below

Some of the compounds of formula | are new Thess are also subject-matter of this
invention

Table 1

Compounds of the formula | A wherein R” Is methyl and the combination of R' R R®
R® R' and Y, comesponds in each case 10 8 row of Table A.

,R

R
H’R’ ‘A
R ‘R’

R

Table 2

Compounds of the formula I-A wherein R? s sthyl and the combinationof R' R* RY,
R* R" and Y, comesponds In each case to a row of Table A.

Table 3
Compounds of the formula A wherein R? is ethyl and the combination of R* R? R®
R' R and Y, corresponds In each casa to a row of Table A.

Table 4

Compounds of the fosmula I-A wherein R’ is propyl and ths combinaton of R' R? R®
R® R" and Y, commeapands In each case to a row of Table A.

Table S

Compounds of the formula I-A wheremn R® is lsopropy! and the combmation of R', R?
R’ R® R and Y. coresponds In each case to a row of Table A,

Table 6

Compounds of the fomula I-A wherein R® is sobutyl and the combination of R' R? R®
R® R' and Y, camesponds in aach case to a row of Table A.

Table 7
Compounds of the formuia I-A wherain R® is tert-butyl and the combination of R' R
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R° R® R" and Y, cormespants in each case to @ fow of Table A

Tabke
Gompounds of the fonmula 1-A whareln R* i neopentyl and the combinabon of R' R?
R* /% R’ and Y, comesponds n each gage to a row of Table A

Table B

Compeunds of the formula FA whenein R? [s cyclopropyl and the combinafion of R' R2
R® R®* R and Y, comresponds in each case to a row of Table 4,

Tabla 10
Compaurxle of the formula FA wherain £ 15 1 1-fmetltyl-propyl and tho combinabion
of R* R* R RS, RY and Y, correaponds in sach casa to 8 row of Table A

Table 11

Compounds of the farmula |-A wherein RY i eyclopropyl and e combiaton of R R’
R R? R'and ¥ coresponds in each case ko 2 row of Table A_

Table 12
Compobnde of tha Tormula 1A wherein R 18 2,2-dichioro cyclopropyl and ihe
comtina@on of R' R* R® R* R" ard Y., corresponds in 9ach case o row of Tabis A

Table 13
Compounds of the farmulg | A wharen R is 2 2-dibromo-cyoloprepyl and the
tombination of R' B2 RY ' A and Y, comeeponds In each casa o a row of Table A

Tabla 14

Compounds of the formula | A wheram R? I 1-methyl cyclopraoyd and the comblination
of B' I* R* K® R"and Y, corresponde in each cese to a row of Table A,

Tabka 15

Compounds of the Tormuia 1-A whiarain RY is 1 metind-2 2 diehlorocyclopropyl and the
combinationof R' R* R* R! R and Y, comeapoids n each case 10 & row of Table A

Table 18
Comgounds of the formula 1-A wherain R 1s 1-metind 2,2-0ibremocyclopopyl and the
combanation of R’ RE R* R* RY and ¥,, correspands in each cirse to 3 row of Table A



™

PF 56033
11
Table A
No R' R: RY Cy R Y.
A1 H H a H H H
A2 CHa | CHs cl H H H
A3 CHaCH, CH,CHy [ CI H H H
A4 CH, H Cl H H H
A5 | CHCH, H cl H H H
A6 (CH2).CHs H Cl H A H
T AT | CH(CH H a H H H
A8 CH4CF, H Ci H H H
AD C(CHsly H cl H H H
A-10 | CHsCH(CHsh H Cl H H H
A-11 CH{CH)CH:CH; | H a H H H
[A-12 | {CH2)2OCH, H c H H H
A13 | CH,CH(OCH,) H cl H R H
A14 | CH:CH(OCHCHy); [H cl H H H
A-15 | CHCoHs H Cl H H H
A-16 | CH(CHs)CeHs H Ci H H H
A7 | (CH:0CHs H [ H H H
A-18 | (CH2:CaHe H cl H H H
A18 | (CHahGCouF H cl H H H
A-20 | (CHzCaHsCl H a H H H
A21 {CH2},CeHLCN H cl H H H
A-22 {CH3)2CeH CHy H Cl H H H
A23 | (CHaCeHiCFy H a H H H
A28 | (CHahCeHOCH; | H a H H H
A25 | (CH.hGHOCF; |H Cl H H H
A 26 CH;CH=CH, H ] H H H
A27T | cycioCyHy H cl H H H
A-28 | (CH2:NHCH, H Ci H R H
A28 |H H F H H H
A30 |CHa CH, F H H H
A31 | CHLCHy CHCHy | F H H H
A32 |[CH, R F H H H
A33 | CHCH, H F H H H
A-34 | (CHz:CH, H F H H H
A35 [ CH(CHx: H F H H H
A38 | CH:CFs H F H H H
A7 | C{CHs)s H F H H H
A-38 CHLCH(CHs)» H F H H H
A-39  [CH{CH)CH,CHy [H F H H "

4>
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No. R R R Y R Y,
A0 | (CHy0CHs H F M H H
Al CHCH{OCH,); H F H H H
A42 | CHCH{OCHCHy)e | P F H H H
A43 | CH CiHs H F H H H
A44 | CH{CH:}CaHs H F H H H
A45 | {CHyOCeH3 H F H H H
A48 | {CHa}CeHs H F H H H
AAT {CHCHF H F H H H
A48 | (CHJaCeHsll | H F H H H
A4S {CHeCHJCN H F H H H
A50 | (CH:aCH; | H F H H H
A 51 [CHZ) CaHaCFy H F H H H
[A%2 | (CraLlOCH, | H F H H H
A-53 (CHz)CH-OCF, |H F H H H
AS4 | CH,CH=CH: H F H H H
A 55 cydo-CsHs H F H H H
A58 | (CHzrNHCH, H F H H H
A57  {H H GF, H H H
A58 | CHy CH, CF, H H H
A-5B | CHM;CHs CH CHa | CFs H H H
AB0 | GHs H T, A H H
| ABT | ROl M (v N H H A
AB2 | (CH2LCH, H Ch H H H
A-83 | CH(CH.) H CFy H H H
A-B4 CHZCFy H CF, H H H
AES | CICHa)a H CF; H H H
A68 | GHCH{CHa) H CF, H H H
ABT | CH[CHCHLH, | H CF; H H H
AS8 | (CHadOCHs H CFy H H H
A8 CHaCHIOCH,): H CFy H kl H
ATO | CHCH{OCHCHs) | H CFy H H H
AT GHaCals H CF, H H H
A7Z | GH{CHCeHs H CF, H H H
AT3 | (CHaCsHs H €Fa H H H
ATE | (CHCols H CFy H H A
ATE | (CHzRCeHE H CFa H H H
(A76 | (CHaRCaHLC H CF, H H H
“A-TT | (CH.RCeHiCH H CF, H H H
CATE | (CHalCoHeCHy H CFa H H H
B L CFa H A H
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No =) R R Ly ® Y.
A-80 [{CH=CeHiOCHy | H CF, H H H
A-81 (CHa)CeH,0CF H CF; H H H
A-02 CHaCH=CH,3 H CF; H H H
A-B3 | cyco-CyHe H CFa H H H
A-Ba {CHaJaNHCH, H CFy H H H
AB5 [H H N H ] H
ABE |CH; CH H H cl H
AB7 CH:CH, CHLCH, |H H Cl H
A-B3 GHz H H H Cl H
A3 |GHLCH; H H H %] H
AS0 | {eHa}CH, H H H Cl H
A o1 CH{CH)» H H H cl H
, A92Z | CH4CF, H H H Cl H
A 03 | C{CHik H H H I H
AGa | GH:CHICI L) H H H %] H
A CHCHCH.CH, | H H H ¥] H
ABB | (CHaROCH, H H H o H
AST | CRCH[DCH,), H H R i H
AS8 | CH.GH[OCHCHs: [H T H cl H
AS0 | CHGeH, H M H Cl H
A-100 | CH{CHa)GgHy H H H Cl H
A 1M | [CHOCHs H H H Cl H
A 102 | (CHapLHs H H H Cl H
A 103 | (CHakCH.F H H H Cl H
A 104 | (CHaRCaFLGl H H H Cl H
.y A-165 [[CHAGHEN  |H H H cl H
A=106 (CHa):CaHGH, H H H ol H
A-i07 | (CHCsH{CFy H H H A H
A-108 | (CHECHWOCHy [H H H a H
A108 | (CHzCeOCFs |[H H H <] H
[A=110 | CHZCH=CHz H H H w] H
A11 | cycho-CsH, H I H Cl H
A-112 | {CHNHCH; H H H Cl H
A113 |H H H H F H
At14 | CHy CH; H H F H
A-115 | CHaGHy GHCHy [H H F H
A118 | GHs H f A F H
A117 | GHaCH, H H H F H
A-T18 | {CHZCH; H H H F H
A-119 | CH{CH,), H H H F H

Ly
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No. R R* R - R Yo
A120 | CHLCFx H H H F H
A-121 | C[CHy. H H H F H
A122 | CHLH[CHy) " H H F H
A7123 | CF{CHyCHCH; |H H H F H
A123 | [CHa)Z0CH,y H H H F H
A125 | CHLCHIOCH ), H H H F H
2126 | CHyCH{OCH2CHg)z [H H H F H
A-12T CHLCeHs H H H F H
A 128 | CH(CH:)CeHs H H H F H
A-129 {CHz)20CaHs H H H F H
A-130 | {CHz}CeHs H H H F H
A-131 | {CHZeCeHF H H H F H
A 132 CHzl2CMC H H H F H
A1X3 | {CHa)CgH,CN H H H F H
A3 | (CHazCaHCry H H H F H
ATIE | (CHCHLCR  [H H H F H
A38 | (CH)GHOCH; |H H H 2 H
A137 | (CH)GHOCF, | H H H F H
A 138 | CH.LH=CHz H H H F H
A8 | eyclo Gl H H H F H
A 140 | [CHalzNHGH; H H H F H
A141 |H M R H [= H
A182 | CHy CH, H H CFa H
A143 | GHCH, CHAGH, [H H CFy H
A-144 | GH, H N H CFs H
(A-145 | CHyGHy H H H CFs H
A148 [ {CHzeCHa H H W CFs H
A-147 | CH(CHy)2 H H H Gl M
A=148 CH;CF, H H H CFy H
A-138 | C{CHsk H H H CFa A
A150 | CH,CH{GH,), H H H CFy H
[A151 | CF{CHR)GHCH; | H H H CFs H
A152 | (CHiROCH, H H H CFa H
' B-188 | CHCH{OCH;}; | H H H CFy H
wmﬂz H H M CF3 H
A165 | CHaCeHs H H H CF H
A 166 | CH{CHJCiH: H H H CFs H
A 157 | (CH)20CeHs H H H CF, H
A58 [ [CH).Colk H H H Chy H
A-TSE | [GHa}CgHLF H H H CF, H
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2160 | (GHahGgHeCl H H H CF; H
A-181 | (GHzkboHiCN H H H CFa H
A182 | {CHopGeHaCHy H H H CFy H
A163 | {CHeleCeHiCF; H H H CFy H
A-184 | {CH)uCeHWOCHy [H H H CFy |H
A1E5 | [CH:GHOCF; [ H H H CF; H
A108 | CHiCH=CH; H H H GFs H
A18T | cycio CaHs H H H CFs H
A186 | {CHNHCHs H H H CFa H
A188 | H H ] H ci H
A170 | CH, CHa Ci H Gl H
AT | CHaCHy CH,CHs | C1 H Gl H
A172 |CH, H ¥ H Cl H
A173 | CHeCH: H Ci H Tl H
[AAT4 [ (CH2LH; H G H C H
A-175 | CH(CHa)s H Cl H Cl H
A-176  | CHeCFy H cl H Cl H
ATT C{CH3)a H Cl H Cl H
A17B | CHzCHICHg)s H Cl H cl H
A1T9 [ CH[CHJCHeCHs |H Cl H Ql H
A180 | (CHa)OCH, H Cl H cl H
A-1B1 | CHCHIOCHY), H cl H w] H
A-182 | CH.CHIOGHCH): | H Cl H Cl H
A183 | CHGHe H Cl H cl H
A1B4 | CR{CH)CeH; H cl H cQl H
A-186 | (CHzOCaMy H i H I~ H
A188 | (CHeRCH: H G H ] H
A187 | (CHz)aCeHaF H Gl H Cl H
A1B8 | {CHa)CeH T H cl H cl H
A-189 | {CHz)CsH,CH H Cl H Cl H
A190 | {CHgleCaHaCH, H ] H I H
A-191 | (CHejeCaH(CF, H Gi M a H
Ale2 [ (CH)LCHOCH [H cl H ct H
(A182 | (CR)LCHOCR [H o H 4 H
A 184 | CHaGH™GCH; H "] H ci H
A 185 | oycioCaH, H cl H d H
(A 188 | [CHe}2NHCH; H Ci H (v H
A-187 |H H F A [¥] H
A-198 | CH, CHy |F H Gl H
A109 | CHaCH, CHyCH, | F H ] H
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2200 | CH, H F H Gl H
A-Z01 | CH,CH, H F H Cl H
A202 | (CH)CH, H F H & H
AZI3 | CH{CHa% H F H Cl H
A204 | GHiCF, H F H Cl H
A205 | C(CHah H r H Cl H
A208 |} CHeCH{CH )z H F H Cl H
A207 | LHICHCH.CH, | H F H of H
A-208 | {CHyz0CH; H F H i H
A208 | CHzCH{OCH,): H F H cl H
A210 | CH;CH{OCHGH) | H F H Cl H
A211 | CH CyHs H F H Cl H
AZ12 | GH{CHz)CaHs H F H Ci H
(A213 | {CHzR0CHHs H F H cl H
AZ14 | (CHalelColk H F H v) H
AZ215 | {CHCoHL H F H CE H
AZ16 | {CHz)CoHeGl H F H (W H
(A217 |{CHaRGHCN  |H F M Ci H
(A 218 [ {CHallCeHiCH: | H F H ¥ H
A28 | {CHalCaHiCF, | H F H v W
A-220 | {CHzleleHsOCH: | H F H I=] H
A221 | (CH2:.CgHsOCF; | H F H [+] H
AR22 |[CH/CH=CH, H F H Gl H
A-223 | eycdn-CiHg H F H Cl H
AZ2A4 | (CH)aNHCH; H F H Cl H
AZS |H H ] H F H
A28 | CH, CH; 1O H F H
(A-ZZ7 | CHgCHy CHCH; | T H F H
A28 | CHa H o H F H
A2 | OHCH, H %] H F H
AZH) | [CH)CH. H 7] H F H
A3 | CH{GHa)z H cl H F H
A 232 | CHCR: H I= H F H
AZZS | GlCHah H o H F H
(A2 | CHLHCH) H Cl H F H
(A235 | CHGH YCHCHy | H I 7] F H
A 238 |{CHZ0GH H Gl H F H
Tzﬁ_—m"h]z H Cl H F H
A-238 | CHLCH{OCHCHA): | A o H F H
A239 | CHiCeHa H ct H F H
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A 240 | CH(CH,)CeHs H ] H F H
A-241 (CH,)}:0CeHs H Cl H F H
A-242 | (CHa)}CeHs H cl H F H
A243 | (CH)CHF H Ci H F H
A 244 |[(CH2RCeHiCl H Cl H F H
A-245 | (CH:CeHCN H Cl H F H
A-248 | (CH2)2CeHiCH, H a H F H
A247 | (CH.2CsHCFs H a H F H
A-248 | (CHLCHOCH; | H Cl H F H
[A-249 | (CHalCHOCF; [H ci H T H
A-250 | CHCH=CH;y H c H F H
A-251 | cyctoCaHs H Cl H F H
A-252 | (CHz)NHCH, H Ci H F H
A-253 |H N F H T H
A254 | CHa CHy F H F H
A-255 | CHCH, CH,CH; | F H F H
A-258 | CH, H F H F H
A-267 | CHLCH, H F H F H
A-288 | (CHx):CH, H F H F H
A-259 | CH(CHa) H F H F H
A260 | CHCFa H F H F R
A-261 | C{CHs)} H F H F H
A262 | CH;CH(CHy) H F R F H
A283 | CH(CHJ)CH.CH; [H F H F H
A-264 [ (CH220CHs H F H F H
A-265 | CH:CH(OCHs): H F H F H
A-266 | CHaCH{OCHCHy) | H F H F H
A-287 | CHaCoHg H F H F H
A-268 | CH(CHyCoHy H F H T H
A260 | (CH):0CeHs H F H F H
A-ZT0 [ {CHaRCeHs H L H F H
[A-271 | (CHaRCoHaF A F H F T
(A-272 | (CHRCHC H F H F H
A-273 | (CHaGHCN H F H F H
A214 | (CHRGHCH; |H F H F H
e L e R
A276 | (CHaRCeHOCH; |H F H F H
A-277 | (CH:CJ4LOCF; |H F H F H
A-278 | CH:CH=CH; H F H F H
A-279 | cyclo-CiHs H F H F m

YA
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A280 | (CHoRNHCH: H F H F H
A281 |H H Cl H Ch, H
A282 |CHs CHg Cl H CF, H
A 283 CHaCHs CHLCH, | G H CFy H
7284 | CHs H [+ H CFy H
A-2B5 | CHiCH; H a H CFs H
A 285 (CHgGH, H Ccl H CFs H
A<2B7 | CH{CHg)z H a H CFs H
AZBB | CHeLFs H ol H Cla H
A263 | C{CHg)s H cl H Cly H
CHzCHICH, % H Cl H CFs H
A281 |CH{CHCH:CH; [H c H CFs H
AZ92 | (GHzLOCH, H Ci H CF, H
2203 | CH.CH{OCH )2 H cl H CF; H
A284 | GHCHIOCH:CH)z | H ¥] H CF, H
A295 | CHeCeH, H cl H CFy H
A-236 | CH{CH,)CgHs H Cl H CFy H
A-237 | (CHa}0CeHs H cl H CFa H
A 208 | (CHehleMs H i H CF. H
AZBY | (GH) oM H cl H Chy H
A0 | (CHL)CLHIC H Cl H Cha H
A-301 | (CH).CoHON H Cl H CF- H
A302 | (CrakCarCH H i H CFa H
A-303 | (CHekCerCF | H cl H GFs H
A-304 EH:}aGsHiElﬂi: H ¥] H CF, H
A305 | (CHiuCetlOGFs | H al H CF. H
A 308 | CHLCH=CH H Cl H CF; H
A 307 ewlo-CyHa H a H GF, H
A 308 | (CH)NHCH; H i H CFa H
A30 [H H CF; H cl 1H
A-310 CHa CHy CFg H Cl H
A311 | CHaCHy CHgCH3 | CFg H Cl H
A31Z | CHs H CF, H cl H
A3 | CHCHy H A H Cl H
A-314 | {CHg)eCHs H CF; H Cl H
A-315 | CH(CHy); H H Cl H
A-316 | GHzCF, H CFy H Cl H
AT | C(CHa); H GFy H Cl H
A-318 | CHzCHPRCHa)s H A H ] H
A9 |CHICH)CHCH; [H Chs H a H
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A-320 | (GH;»COCHs H CFs H Cl H
Aazl | CHeH(OCH), H CF3 H Cl H
A 322 | CHCH{DCHCHa)z | M Ch H v H
A-323 | CHCoRy H CFa H v H
A324 | CHIGHA)CsHs H CF, H W] H
AJZ5 | [CHelOCeHs H CFs H Cl H
A326 | (CHesCoHy H CFa H Cl H
A22T | (CHCHSF H CF, H ] H
A-320 | (CHZFCH H "CF3 H Cl H
AS28 | (CHo)aCauCN H TF, H ci H
A-330 {CH3JleHsCHy H CFs H Gl H
[A331 | {CHalzCeHsCF s H CF; H Ci M
A332 | {CHahCeHeOCHy | H CFy H cl H
A333 | (CH}CeHsOCFs | H CF; H C H
A-X34 CH,CH=Cl4; H CFs H i H
A3 | cyck CiHs H CFx H Cl H
(A-388 | [CH»NHCH, H CF, H Cl H
(A337 (H H F H CFa |H
A-328 CHs CHy F H CFa H
A333 | CFCH, CHLHs | F H CF, M
AB40 | CHy H F H CF: H
A341 | CHeCHy H F H CF, H
A342 | (CHalCH, H F H CFs H
333 | CH{CH3)z H F A Cra H
A34& | CHLF, H F H CFy H
A 345 | C{THy), H F H Ty H
[A348 | CH.CH{CHy: H 3 H Cfa H
A347 | CHECH.)CH:CH, |H F H CFa H
A48 | (CHLOCH, H F H e |H
A-348 | CH,CH{OCH:), H F H CF, H
A 380 | CHLHOCHCH); [H F H tF. H
ASEl | CACHs H F A CF W
A3S2 | CH(CH JOeHs H F H CFy H
A353 | {CH)OCqHy H F A Cha H
A354 | (CHECHy H F H CFs H
A-300 | (CHzZRC.HF H F H CFa H
AI5E ahCaH. Ll H F H CF, H
AGST | (CHgeCeHaCN H F H CFa H
A358 | (CHWGHLCH, |H F H Chy H
A 359 | (CHg)CaHeCFs H F H CFy H
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[A380 | {CHCaHOCHy | H F ] CF, H
A-381 {CHCaN.O0F, H F H Ch H
AS82 | CHCH=CH; H F H CFa H
(A-383 | cydo-CyHa H F H CF, T
2364 | (CHaNHCH, H F H CFy H
A-365 H H CFa H F H
23068 | CH; CH, |GF: H F H
A-367 | CHaCHy CHeCH, | CF, H F H
A-368 | CHj H CF. H F H
A-368 | GHeCHy H CF. H F H
A-370 | {CHekGH H CFa H F H
A 371 | CH[CHa) H CFs H F H
A372 | CHZLFy H CFa H F H
R AT3 | G{CHab H CF; H F H
A 374 [ CHLH{CH, H CF, H F H
AST6 | CHCHCHCHy |H CFs H F H
A 378 | (CH3).OCH; H CFy H F H
ASTT CHzCH{OCH:)s H CF; H F H
"A-378 | CHGH{OCH.CH | H CFa H F H
A370 | CHzCaMe H CF; H F H
A380 | CH{CHy}CeHy H CFs H F H
AS31 | (CHo)OCeHs H CFs H F H
AJBZ | (CH2)CeHs H Ch H F H
JA3E3 | [CHakCoFLF H CF F 3 H
A3B4 | (CHspCaMlCl H CF, H F H
A385 [{CHRGCLON | H CF, H 3 n
AS88 | (GHzzCaHsCHy H CFy H 7 H
(ASB7T | {CHzlGaHsGEy H CFy H F H
[A-388 | (CHa}sCeHOCHs | H Cr) H F H
A380 | (CHa)eMOCFs | H CF, H F H
A-380 | CH.CH=CH H CFs H F H
A-391 | cyclo CyHs H CF, H F H
A99Z | (CHaNHCH; 7] CFs H F H
A353 |H H OF; H CFs |[H
A34 | CH; G, CF, H CF; H
A398 | CH;CH; CHLCH; | CF4 H CF, H
A398 | CH, H CF; H CF, H
A397 | CHLCH, H CFy H Chq H
A-398 | (CHyCHy H CFa H Cry_ |H
[A808 | CH[CHzk H CFs H CFy H
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A400 | CH,CF,s H CFy H CFy H
A401 | C({CHa) H CF; H CFs H
A-402 | CH;CH(CH,) H CFs H CFs H
A403 |CH(CHy)CHCH; |H CF, H CFy |H
A404 | (CHz)}Z0CH, H CF, H CFa H
A405 | CH,CH(OCHy) H CFs H CFa H
A-406 | CHCH{OCH,CHy)z | B CFs H CFs A
A-407 | CHCoHs H CF, H CFs H
A-408 CH{CH,)CeH, H CF; H CF, H
A409 | (CHz)20CeHs H CF, H CF> H
A410 | (CHz):CeHs H CFs H CFs H
A-411 | (CHzhCeHsF H "CF; H CFs H
A-412 (CHL)CgHCl H CFy H CFy H
A413 | (CHL):CeHCN M CFs R Ch H
A-414 (CH2)2CeHaCH, H CF, H CF, H
A415 | (CH2CeH.CF, H CFs H CFa H
A-416 | (CHa).CHOCH; |H CFs H CFs R
A417 | (CHa{CeHOCF; | H CF; H CFs H
A418 | CH,CH=CH, H CF, H CFa H
A419 | cydo-CiHs H CF, H CF, H
A420 | (CH2}aNHCH, H CF, H CFs H
A421 |H H ci &) a H
A422 |CH; CH, Cl cl v] H
"A423 | CH;CHs CHLHs [T ¥ Cl H
A424 [ CH, H Cl cl o H
A425 | CH,CH, H cl ) cl H
A-426 | (CHz):CHs H ci o ] H
[A-427 | CH(CHa)a H a v a H
A428 | CHiCFy H al Cl Cl H
A429 | C{CHy)s H cl Ci (¥ H
A430 |CH;CH(CH); H a ci Cl H
A431 |CH(CHy)CHLH; [H C ] Cl H
A432 | (CHOCH, H cl a [¢] H
A433 |CH:.CH(OCHaa |H v v ] 7] H
A434 | CHLCH{OCH:CHy): | H a Ci c H
A-435 | CH;CoHy H a a Ci H
A435 | CH{CH.)CoHy H cl Ci Cl H
A437T | (CHa}2OCeHs H Cl a [+] H
A-438 | (CH.):CgHs H Cl C ] H
A-439 | (CHo)CeHeF H Cl Cl Cl H
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A440 | (CH).CHCI H cl a Cl H
A-441 | (CHaaCeH.CN H Cl ) ¥] H
A442 | (CH).CeH.CHy H Ci Cl cl H
A443 | (CH2)zCeH{CF; H Cl cl Cl H
A444 | (CHCyH,OCHy [H Cl a cl H
A-445 | {(CH):CsHOCF; |[H ] a ) H
A-448 | CH,CH=CH;, H ] cl cl H
A-447 | cycdo-CyHs H C C Cl H
A448 | (CHaNHCH; H cl cl cl H
A449 |H H Cl F cl H
A450 |cCH, CH, cl F Cl H
A451 [ CHCH, CH,CH, [ O F cl H
A452 |CH, H Cl F ] H
A-453 | CH,CH, H Cl F cl H
A454 | (CHz)aCHs H c F a H
A455 | CH(CHa): H C F a H
A-456 | CH.CFy H Ct F cl H
A-457 | C{CHah H al F a H
A-458 | CH.CH{CH,); H cl F Cl H
A459 | CH{CH)CH,CH: |H cl F cl H
A460 | (CH:)OCH, H Cl {F cl H
A461 | CH;CH(OCHa) H Cl F Cl H
A462 | CH,CH(OCHLCH3); |H ci F Cl H
A483 | CHCgHs H Ci F Ci H
A4B4 | CH(CH,)CeHs H ci F cl H
A-485 | (CH,):OCH, H ] F Cl H
A468 | (CHz)2CoHs H ] F %] H
A-467 [ (CHha)Catler A <] F o] i
A468 | (CHiaCHO! H @] F cl H
'A468 | (CH):CoHLCN H VI F Ci H
A470 [(CH:CeHCHs  [H ci F ci f
A471 | (CHa):CeH.CF, H Cl F (o] H
A472 | (CH:LGHOCH; (R Ci F Cl H
A4T3 | (CH).CHOCF, |[H al F W) H
A474 | CH:CH=CH; H ] F ci H
A475 | cyclo-CyHs H (] F ci H
A476 | (CHsNHCH, H a F a H
A-477T | H H Cl cl F H
A478 | CH, CH, cl Cl F H
A479 | CHiCH, CH:CH; | 1 a F H
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A480 |CH, H ci cl F H
A-4B81 | CHCH, H (o] Cl F H
A-482 (CH2)2CHy H I a F H
A483 | CH(CHy)s H I Cl F H
A-484 | CHCF, H ) c F H
A485 | C(CH,) H c Cl F H
A488 | CH,CH(CHy) H ci a F H
A487 [CH(CHy)CHCH; (H c %] F H
A488 | (CH,)}OCH, H cl C F H
A-480 | CH;CH(OCH;)s H a cl F H
A-490 | CHCH{OCH CHy); | H a V] F H
A-491 | CH:CeHs H Cl a F q
A-492 | CH{CH.)CeHs H cl Cl F H
|A493 | (CH;):0CH; H Ci Cl T H
A484 | (CHy)CeHs H ] cl F H
A495 | (CH)LCHF H [+ a F H
A-498 | (CHg):CaH.Cl H c CI F H
A497 | (CHD)zCsHiCN H Ci @] F H
A-498 | (CHg)2CaH.CHs H Cl cl F H
A499 | (CHy),CeH.CFs H Cl Cl F H
A-500 | (CH):CeHOCHy [H cl cl F H
A501 |(CH):CHOCFy | H cl a F H
A502 | CH.CH=CHy H Cl a F H
A-503 | cycio-CyHs H cl cl F H
A504 | (CHa)sNHCH, H Ci ci F H
[AS05 |H H F ] V] H
A508 [CH; CH, F ] ¥ H
A-507 | CHCH, CH:CHy | F C c H
AS08 |CHa H F cl Cl H
A-508 | CH:CH, H F C Ci H
A-510 | (CH)CHy H F Cl cl H
A-511 | CH(CHy): H F Cl a H
"A512 | CHeCF, H F Cl cl H
A513 | C{CH,)s H F Ci cl H
A-514 ~ | CH,CH[CH): H F Ci ClI H
A-516 | CH(CH)CH,.CH; |H F a [v] H
A5168 | (CH;)20CH; H F c cl H
A-517 | CH,CH(OCHa) H F Cl i H
A 518 | CH,CH(OCH.CHy): {H F Cl ] H
A-518 | CHCeH; H F i ] H

8 &
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A520 | CH(CHy)CeHs H F [+] o H
A-521 | (CH2:0CeHs H F ¥ Cl H
[AB22 | (CHaCoHs H F a ci H
A-523 | (CHCHF H F a cl H
A-524 | (CH)RGHLCI H F Cl Cl H
[A525 | (CHCHEN H F [ Ci H
RE26 | (CRRGHCH; |1 3 G a v
A-52T | {CHaRGoHCFy H F ] a H
A528 |(CH»:CHOCHy |[H F Ci Ci H
A520 | (CH):CH.OCFs [H F ci C H
A-530 | CH,CH=CH; H F o a ™
A 531 | cycio-CyHs H F jCl ci H
A532 | (CH.NHCH, H F cl cl H
A533 |H H F F ci H
A834 | CH, CHs F F C H
A-535 | CH: CH, CH,LCH, | F F Cl H
A538 | CH, H F F o H
A-537 | CHeCH; H F F a H
A538 [{CHz:CHs H F F ci H
A 538 | CH(CHyy H F F Cl H
A-540 | CH:CF,3 H F F cl H
A541 | C{CH)s H F F o H
A542 | CHCH{CHy)s H F F Cl H
A-543 | CH(CHi)CHCH; | H F F ¥ H
A-544 | (CH,y);OCH, H F F a H
A-545 | CH,CH(OCHy), H F F cl H
A-548 | CH.CH{OCHCHy)z | B F F Ci H
AS4T | CHiCiHe H F F Ci H
A-548 | CH{CH,)CeHs H F F o] H
A543 [ (CHOCeH; H F F Gi A
A-550 | (CHa):CeHs H F F 7] H
AS51 | (CH)CHF  [H F F Ci H
[A-552 | {CHRCotuCl H F F Cl H
A-553 (CHCH/CN H F F C H
A554 | (CHRCHCH, |[H F F %) m
A855 |(CHJGHCFs | H F F ] A
A-558 [{CH:CeH.OCHy [H F F Ci ™
AB67 | (CHRGH.OCFs | H F F c H
AS58 | CH/.CH=CH; H F F cl H
A558 | cycio-CoHs H F F a H
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A560 | (CHJ.NHCH, H F F a H
A-581 H H F cl F H
AS62 | CH, CH, F a F H
A563 | CHLCH;, CH{CH; | F Cl F H
A-584 |CH, H F Cl F H
A-565 | CH.CHy H F a F H
A-566 | {CH2).CH, H F =] F H
AB67 [ CH(CHy); H F ci 3 "
A568 |CHCF;, H F cl F H
A560 | C{CHaa H F a F H
AS70 | CH:CH{CHsh H F Ci F H
AS871 |CH(CH)CHCH, |H F c F H
ASTE (CHy):0CH; H F Cl F H
A573 | CH;CH(OCHs) H F 7] F H
A574 | CH:CH{OCH:CHy)z [ H F a F H
A575 | CH:CoMe H F a F H
A576 | CH(CHy)CoHs H F cl F H
A-BTT (CH}OCH;s H F Cl F H
AS78 | (CH:CoMa H F Cl F H
ASI9 | (CHa.CeHeF H F a T H
A580 | {CHR:CeH I H F a F H
AS581 | (CH):CeHCN H F Ci F H
A582 | (CHa)CeHiCHy H F Ci F H
A58 | (CHRGHCF,  |H F a 3 H
AS84 | (CHiaCeHOCHy |H F Cl F H
AB85 |({CHRCeHOCF, |H F a F H
A-586 CHyCH=CH, H F cl F H
"A587 | cyclo-CyHs H F Cl F H
A-588 | (CHz2mNHCH, H F Cl F H
A589 | H H & F F H
A580 | CH, CHj cl F F H
A-591 [CH.LCH, CH,CH, [CO1 F F H
A-592 |CH; H o F F H
A583 | CHiCH; H cl F F H
A594 | (CH::CHy H Cl F F H
A505 | CH(CHy), H ] F|F H
A506 | CHiCFy H a F 3 H
[A-597 | C({CHs) H c F F H
A-588 | CH:CH(CHa) H v F F H
AS89 | CH(CH,)CHCH; |H (W] F F H
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AB00 | (CHgsOCH, H Cl F F H
AB0T | CHCH{OCH ). H ¥ ] F F H
AB02 | CHoCHHOGHCHyle [ H ] [ F H
"A-B03 | CHeCoHg H Cl F F H
A-604 | CH{CHg)CeHs H Ci F F H
ABOS | (CHz)0CeHs Hl cl F F H
AB0B | (GHzRC.Hs H Cl F F H
ABOT | (CHenCatlal H [+] r F H
ABDB | (GH zCHI H [=] F F H
AB0D | [CHgkCoHaCN H ) T F A
AB10 | [CHzeCeHiCH; H Cl F F H
AB11 | (CHopCeHaGF, | H Cl F F H
A61Z | (CHywCeHaOCHa |H Cl 3 F H
AB18 | [CHLCHLOGF |11 Ct F F H
AB1a | CHCH=CH, H Cl F ¥ H
AB15 | cyclo-CyHs H %] F F H
AB18 | [CHaRNHCH, H Cl F F H
ABIT | H H F F F H
A-618 | GHy CH, F F F H
AE10 | GHeCHa CH:CH, | F E 3 H
A€20 | CH, H F F F H
A621 | OHCH; H F F F H
A82 | {CH):CH, H F F F H
AH23 | GH[CHa); H E F = m
A2 | CHECF H F F F H
(AB25 | C{CHgls H F 3 F H
AG20 | CHCH{GH: H F F F H
ABZT | CH{CHJCHCH; [H F 3 F H
AB28 | {CHeROCH: H F F F H
A629 |CHLH{OCHL), H F F F H
A630 | CHAHOCH,CH}; [H F F F H
A 631 CHzCyhs H F F F H
AG32 | CH{CH:¥CsHs H F F F H
AB33 | (CHguOCaH, H F F F A
A B34 | (CHgsCaHa H F F F H
ABa5 | [CHaCold H F F F H
A-B3E | ([CHshCoHCI H F F F H
A83T [ {CHghCabUCN H F F F H
AB38 | {CHRCeFCHs H F F * H
A830 | (CHa:CHFy  |H F F F H
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A-640  [{CHspCeHOCH: [H F F F H
AB41 | {CHRCetOCF: [H F F F H
[A-542 | GH.CH=CH H F F F H
A-BA3 | cydo-CaH, H F F F H
ABAE | (CHzNHGH; H F F F H
A84E |H H Iv] i CF; H
AB48 | GHs CHy ¥] 7] CF. H
A-BAT | GHGHg CHOH [ O v CF H
ABi8 |CH, H ¥ c CFz H
AB@ |CH:CH, H C) v CF, H
A 850 [(CHzaCHy H Gl Ci CF; H
AGF1 [ CH{CHaR H Cl Gl CF, H
A 052 |CHCrg H Cl Ci CF, H
A 853 | CICH): H Cl i CFa H
A=554 CHyCHICH,): H 191 Gl CFy H
A855 | CH(CHyCHCHy [ H 4] i CFy H
A-B56 | {zH:»0CH; H ¥] Cl CF, H
AB57 | CHaCH[QOCHz H Cl cl CFy H
A-BSB | CHCHHOCHCH, | H Cl cl CFa H
A858 | CHgCyHe " ] Cl CFa H
A-BB0 | CH{CH)CyHy H Cl cl CFa H
A-881 | (CHeOCsHy H o] Cl CFy H
AGH2 | [CHa)eCaHa H 7] Cl CFa H
AGB3 | {CH eCeHaF H ol a CFa H
A654 | {CHRCH L H v ¥] ‘CFa H
(ABE5 | (CHalelCeHWCN H v ] d CFa H
ABBE | (CH)CoHCH; H I+ i CFs H
A-BBT | (CHzsM.CFs | H Ci =] CFs H
ABBS | [CHLCH.O0H: | H Ci Cl CFa H
A 888 | (CH)CeMOCFs [ H Cl Gl CFs H
(A 670 | CHeCH=CH, H Cl cl CFa H
A-871 | eycloCHg H Cr =] CF, H
ABTZ | (CHzsNHCH,; H Cl ] CFa H
AEBT3 | H H CFy I~ cl H
A874 | CH. CH; CF3 v ] Cl H
AETE | CHZCH, CH.CHy | GF3 Cl ol H
ASI | CHy H CFs Cl ] H
AGIT | CHZCHa H Cha Cl =) H
A-GT8 | (CHylCH, H CFy 1 ol H
AGT® | CH{GHaR H CFy Cl o H
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(A-BB0 | CHLCT 4 H CFy Gl ¥ H
A-881 | ClCHah H Chy Cl cl H
AB82 | CHZCHHGH ). H CFy Ct cl H
A€83 | CH(CHyCHLH; |H Ch cl 3] H
AE84 | {CH:OCHy H CFy Cl Cl H
AE85 | CHRCHIOCHR H CFy Cl Cl H
AGBS | CHZCHIOCH.CH,)a | H CF. Cl Cl H
ABET | CHaCaHs H CF Gl Cl H
A-BOB CH{CH) CeHy H CF. cl Cl H
AGEE | (CHYOUHs bl CFa Cl cl H
AGOD | [CHaCals H CFy cl cl H
ABB1 | (CHeCaHal H Ch ] cl H
ABE2Z | (CHOeCeHaGl H CF, Cl Cl H
ABB3 [ (CHCHCN H CFs Cl a H
ABBd | (CHACoHiCelz . |H CF- =} ] H
ABA5 | (CH)qCeH;CF2 H CF. cl cl H
ABBE | [CH).CeHOCH, [H CFy ct al H
ABBT | (CHCOCFs | H CFs G ] M
AG0B | CH,GH=CHg H CFa ol CI H
G99 | oycioCHy H Chy Cl ar H
ATDG | [CHa)NHCH, H CF Cl Cl H
AT01 |H H CF cl F H
A702 | GHy CH; GF, Cl F H
AT03 | CH:CHa CH;CHy | GFs Ci F H
ATOh | CHa H CFa Cl F H
A-T05 | GHaCHy H CFa Cl F A
(A-706 | (CHalCHy H CFy Cl F H
(ATO7 | GH(GHa): H I8 Cl F H
A-TOB | GHaCF, H CF, al F H
A-TOB | C{GHyla M CF, al F H
A710 | GHzCHKGHg): H CFy Cl F H
A-T11 | CH{CHs}CHZLH; 1H CFy cl F H
A-TZ [ (CHZE0CH; H Ch Cl F H
A-T13 | CH:CH{OCHy): H CFa Cl F H
A-T12 | CH.CH{OCH,CH | H Chy ] F H
AT15 | CHzCeMs H CF» Cl  [F H
ATi6 CHIGHy)CeH; H CFy Cl F H
ATIT {CHa%OCeH; H CFy Cl F H
A 718 {CHyjpCub H CFy Cl F H
ATIO | {CHshCHF H CF, Cl F H

Al



PF 56033
29

No R’ R 1R IR* R Y,
AT20 | (CH2)CHCI H CFs ci F H
AT21 | (CHa)eCgHCN H CF, v F H
AT722 | (CH2aCeH.CHy H CFy cl F H
A-T23 | (CHa)2GiHLCF, H CF, C F m
A-724 | (CH:CeHOCHy |H CF, Cl F H
A T25 (CHa1CeHJOCFy H CF3 (] F H
A726 | CHCH=CH; H CFs |Gl F H
A-T2T | cycio-CiHs H CFy & F H
A-T28 | (CHz:NHCH; H CFs c F H
A720 |H H F a CF» H
A-T30 |CH; CH, F Cl | CFs H
A-Ta1 m CHCHy \ F c CF; H
CA-732 | CHy H F c CFy H
A-733 | CH.CH, H F ci CFs H
T R TF &
A-T35 | CH(CH:): H F %) CFa H
A-T36 | CHaCFy H F | CF, H
A-737 | C{CHa H F cl CFs H
A-T38 | CH,CH(CHa)z H F cl CF; H
[A738 | CHICHJ)CH,CH, | H F cl CF, H
A740 | (CH;);OCH, H F cl CF; H
A-T41 | CH.CH{OCHa) H F a CFs H
A742 | CH.CH{OCHCH;)z | H F C CFa H
A-743 | CH:Cqobs H F cl | CF H
"A-744 | CH(CHy)CoHs H F cl CFy H
A-T45 | {CH}OCaHs H F cl CF, H
'A-748 | (CHa)CeHs H F C CFs H
A-747 | (CHCHF H F cl CF» H
A-748 | (CH2:CeHO H F cl CF, H
A-T49 | (CHy)2CoHCN H F a CF, H
[A-TS0 | (CHz}2CgHaCH, H F a CF, H
[A-T51 | (CHa}CoHuCFa H F (¥ CF, H
A752 |(CH:CHOCH; [H F Ci CF, H
A753 | (CHGH.OCF, |H F a CF, H
A-754 | CH.CH=CH, H F a CFs H
AT55 | cyctoCHs H F Cl CF, H
[A756 | (CHz):NHCH;, H F (e CFs H
AT5T |H H F o CFy H
A-758 | CH; CHy |F a CFy H
A-758 | CH,CHs CH{CH, | F Cl CF) n
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A760 | CH, H F %] CF, H
A781 | CHCH; A F ] Ch | H
A-762 | (CHz)CH; H F a CF, H
A-T83 | CH(CHy)s H F ] CF, H
A-764 | CHLCF, H F Cl CFs H
A-765 | C{CHah H F Cl CF» H
[A-766 | CH;CH({CHa) H F Cl EF; H
A-767 | CH{CH,)CH,.CHy [H F i CF, H
A 788 [ (CH,);OCHy H F cl CFs WH
A-768 | CHRCH{OCH,); H F c Cfy 1H
A-T70 | CH,CH(OCHCHy): I H F ] CF, {H
ATT1 | CH:CoHg H F cl CFs H
A-772 | CH{CHy)CeHs H F [ CFs H
ATT3 | (CHiOCeH, H F a CFs H
A-T74 | (CHzCeHs H F al CF, H
ATI5 |(CH:CHF H F %] Cf, H
ATI6 | (CHaGHCI H F a CFs H
A-TTT | (CHaaCeHCN H F c CFs H
A-T78 | (CHahCoH{CH; H F a CF, H
AT78 | (CHzCeHiCF5 H F a CF, H
AT80 | (CH22CoHWOCH; |H F cl CFs H
AT78t1 | {CH.CH,OCF; |H F Cl CFs H
A7682 |CH,CH=CH;, H F a CF, H
ATB3 | cyclo-CaHs H F al CF, H
A-784 [ {CHa)sNHCH, H F cl CFs H
A785 |H H (5] H CFa &-Cl
A788 |CH, CHy [C H CFs 6-Cl
A-787 |CH,CH, CHCH, [ O H CF, 6Cl
A-788 | CH, H o H CFs (¥¢]
AT89 | CH;CHs H Cl H CF, 6Cl
A-790 | (CHx):CH, H v H Cf; |60
A-791 | CH(CHa)z H a H CF, 6-Cl
A792 | CH.CF; H Cl H CFs 8-Cl
A-793 | C{CHy)s H c H CF; 6-Cl
[A<794 | CHCH({CHah H d H CF,s 6Cl
A-795 | CH{CH3)CH:CHs | H Cl H CF,s 6Cl
A-7T96 | (CHa):OCH, H i H CF; &Cl
A-T97 | CH,CH(OCHa) H cl H CFs 6Cl
A-798 | CHLCH{OCH,CHy), [ H a H CF, &-Cl
[A-799 | CH;CeHs H cl H [ eCi
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Na R R [y R R Yn
AB00 | CH{CHyCgHy H A H CF3 6-Cl
2801 | (CHeeOCaH, H & H CFa 8-
A-B0Z | (CHelleHs H ¥] H CFs B-CI
AB03 | (CHCa H Cl H CF, 6 Cl
ABDd | (CHICH.CE H Cl H CF, 6-Cl
ASD5 | (CHz)ZCoMaCN H Cl H CFa 6-Cl
ABDE | (CHCH,.CH, |H i H CF; &l
A0T | (CHCaer, | B ] H Cra or]
ABDB | ([CHiCeHOCHs | H Cl H CF3 Bl
A B0 | [CHa}aCeHOCFs | H Cl H CF, 8 Cl
[A810 | CHyGH=CH; H Cl H CFs 6 Cl
A-B11 | cyci-CyH, H ¥] H CF 6 Cl
(AB1Z [ {CHzRHCH, A Cl H GF- 6l
AB13 I'H H I H F 6-C
ABIA | GH, CHs Cl H F B-LI
ABTS | GHoCH, CHgCH; | CI H F 8-Cl
ABI | CHy H cl H F 8 Ci
A-§17 | CHCHy H = H F 6 Cl
A016 [ [CHakCHa H o H F BCl
AB18 | CH{CH )z H Cl H F X%
AB2D | CHeCFs H a H F B-C1
AB21 | CiCHys H cl H F &Cl
AB22 | GHCH[CH)z H Cl H F 6l
AB2 | CH{CHyCHGH: | H ¥ H F 6-Cl
AG24 | (CH:):OCH, H v] H F B Cl
A-825 | CHyCH{OCHg): H %] H F B-Cl
A828 | CH:CHIDCHLLHY: | H Ci H F Xy ]
AB2T | GHCgHs H i H F &t
7028 {CH_)YCeHs H ] H F B-Cl
A822 [{CHOCH;: H I ] F &l
A3 | {CHallaHs H G H F 6C|
AS3T | (CHakCeHF H ol H F (T
AB32 | (GHFCeHLCI H ¥] H F BCl
A3 | (CHauCgHJCN " Ci H F B-C
AB34 | (CHa)CsH4CH, H Ci H F &-Cl
ABI5 | {CHo}eCaHCFy H ¥ H F 8-Ci
A8  TICHLCHOCH, [H a H F (]
[ABIT | (CHelaHaOCFs | H cl H 3 Bl |
A-838 | CH.CH=CI, M Cl H F BCI
(A-830 | cyck GaHe H i H F 5Cl
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Na R R’ R* R R Y.
ABAD | {CHapNHCH, H Cl H F &Ll
A841 |H H F H i+ 6Cl
AB42 | CHh CHa F H Cl 6-Cl
A-BA3 | CHiCHs CHZCH; | F H o] 8 Gl
ABAd | CHy H F H Cl 6Cl
ABAS | CH,CHs H F H Gl &Cl
ABAB | (CH2)CHs H F H Cl 8-Cl
ABAT | CH{CHale H F H i Bl
A04B | GHLCF; H F H o ¥y
A-B48 | C{CHs)s H F H Cl BC
5850 | GHLCH{CH: R F r o] BCl
ABS1 | CHICHyCHLCH, [H F H x| B Cl
ABS2 | {CHuOCH: H F H ¥] 80
AE53 | CHACH(OCH H F H Cl &Cl
A-854 | CH:CHIOCHLCH s | H F H Cl &8Ol
A855 CHzCeHs H F H Cl &Cl
A58 | GH{CH)CeH, H F H Cl &Cl
ASBT | {CH:}0CsHs H F H Cl &G
AS58 | (GHz)2Cabh H F H Cl 6-Cl
AB50 | ([CH.C4LF | H F H Cl B-Cl
AB80 | (CHCaH.Cl | H F H Cl 6l
ABAT | [CHesColCN | H F H (& 5CI
A-882 | {CHeleHiCH, H F H & 6-Cl
ABE3 | {CHaRGcHCFs H F H Ci e
AB64  [{CHRGHOCHy |H F H ¥ E Gl
AB55 | (CHZ):CFlOCFR | H F T ] v
A 808 | CHCH=GHz H F H Cl &Gl
A 867 | cydo-G.H, H F H i &G
ABBE | (CHzxNHLCH; H F H Cl B-Cl
A885 [H H cl H Cl B-Cl
A-870 | CH; CHy cl H Gl BCI
A-874 CHCHs CH.CH; [ 1 H (v ] B CI
ABT2 | CHy H o H o B-Cl
A873 [ CHCH, H I~} H Cl &-Cl
A-874 | (CHzlCHy H %] ] Cl &Ci
AB75 | CH{CHa)a H Cl A Cl 6-Cl
AST8 | CHCFy H cl H ol ac
ABT7 | C{CHa)s H ci H Cl gCi
AB7B | CHCH[CHsk R a H I 51
A8re [CGH{CHYCHLH; [H ¥ H ol BCt




PF S6033
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No R' R? R’ R® R |Ya
A880 | (CH:),0CH, H a H c 6Cl
A-881 CH;CH(OCH,), H (v H Cl 8-Cl
A-B82 | CHsCH{OCHyCHa); |H ¥] H C &C
A883 | CHCaHs H Ci H Ci 8Cl
ABB4 | CH{CH;)CsHs H c H a &Cl
A885 |{CHyOCqHs H Cl H Cl 6-Cl
ABB8 | (CH:CoHs H Ci A v 6-Cl
AB87T | (CH):CHF | H a H Cl 5-Cl
A888 |(CHiGH.Cl  |H Cl H [¥] 8-Cl
A880 | (CHa):2CeHCN H ci H o 6Cl
A-890 [ (CH.)}:CeH.CH, H Ci H a 6-Cl
A891 |{CH:.CHCF; H @] H Ci 6-Ci
A892 | ({CH.CHOCH, [H cl H Cl 8-Cl
A-893 | (CH:CHOCF; |H c H i 8-l
A894 |CH;CH=CH, H Ci H ] Xy ]
A895 | cyco-CyHs H cl H Cl 6-Cl
A-896 | (CH):NHCH, H i H a 6-Ci
A89T |H H F H Cl o-F
(A-898 | CH, CH, F H Cl &F
A-899 |CHLCH, CHCH; | F H C 6-F
A-000 | CHs H F H ¢] 6-F
A-801 | CHCH, H F H Cl B-F
A-902 | (CHa)},CH, H F H Cl 6-F
A803 | CH(CHz): H F H ci 6F
A-904 | CH,CF; H E T & = -
A-905 | C(CHa)y H F H O oF
AD06 | CH,CH(CH) H F H C oF
A-807 | CH{CHJ)CH,CHy; |H F H al &F
ABOB | (CH;);0CH, A F H o] BF |
A909 | CH,CH(OCHa)k H F H [+] 6F
A910 | CH,CH{OCH;CH:)z [H F H '+ ] 6F
AQ11 | CHCoH: H F H ) &r
A912 | CH{CHyCsHs H F H a 6F
A-913 " | (CHa)20CeHs H F H ] &F
A914 | (CH}2CeHy N F H ] 6-F
A915 | (CHRGHF  |H F H cl &F |
AQ18 | (CHanCaHLOl H F H v) 6F
[AD17  |(CHRCeHCN | H F A a BF
A918 | (CH2)CoHiCH, H F H ] BF
A918 | (CH)aCyHiCFA H F H v B-F




PF 58033
34
No R RE oy R® R’ Yn
AD20 )\ CHGWHOCH; [ H F H cl B-F
A521 | (CHRGH,OCF: | H F H cl BF
A=822 | CHyCH=CH, H F H ] B-F
A 923 cycla=CyHy H F H (o] a-F
A 924 | (CHxwNHCH; H F H o BF
4925 |H H F H F 8-Cl
A 028 | CH; LH; F H F 6-Cl
AD2T | GHCH; CHCHs | F H F aCl
A-D2B | GHy H F H F 8-Cl
A820 |CHLH; | H F H F 8 Cl
AB30 | {GHzkGCH; H F H F B Cl
AB31 | CH{CH M F H F B Gl
A2 | CHLAR H F H F i
AE33 | C{CHah H F H F cl
A934 | CHCH(CH): H F H F B Cl
A 935 | CH{CHjCH:CHy |H F H F 6Cl
AGZE | (CHo)OCH; H F H F 6 Cl
AB3T | CHCH{OCH;): H F H F 6Cl
AB38 | GHCH{OCHCHyz [ H F H F 8CI
A939 | CHCaHy H F H F §Cl
AS40 | CH{CHyCyHs H F H F 6 Cl
A-Bd1 (CHZ)#OCHy H F H F 6 Cl
A-842 | (CH)-CsHx H F H F C
AD43 | [CH)CeHF H F H F 8 Cl
A-B44 | (CHGeHCl H F H F 8 Cl
AB4E | (CHz)qCgHCN H F H F 6Ci
ABA8 | (CHo)yCgHLGHy H F H F BCl |
A94T | (CH)-CH.CFy H F H F B Gl
A848 [ (CHz):CHOCH; | H F H F 6L
A-849 | (CH:CHLOCF, |H F H F 6 Cl
AB50 | CH:CH=CH, H F H F 8 Gl
A951 | cydoCH; H F H F 6
AD62 | {CHa)sNHCH; H F H F B0
A953 |H H F H CF, 6-F
A954 [ CHy GH, F H CF, BF
A855 | CH,CH; CHaCHa | F H CFa BF
ABSE | CHs H F H CF; B-F
ADSF [ CHeCH, H F H CF; 8 F
A858 | (CHagCH, H F H CFy 8F
[A958 | CH(CHY): H F H CFy BF
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No- R R® 4 4 R’ Y,
BAOG0 | CHeLr H F H GFy BF
AB61 | C[CHyh H F H CFs BF
ADB2 | CH:CHICHy): H F H A BF
A-061 |CH({CH)CH:CHy [H F H CFs 8-F
A 964 | (CH).OCH; H F H CF3 6-F
A 965 | CHAH(OCH): H 3 H CFy §-F
068 | CHACHOCHCHy): [ H F H CF3 5F
A 96T | CHzCaln H F H CF, B-F
AB68 | GH{CHaCaHs H F H CFy 8-F
ASES | {CHa)DCeHa H F M CFa g-F
ADI0 |{CHgjuCeMa H F H CFy 6F
AST1 | {CHe)sCeHF H F H CF; 8-F
A ST2 {CH.2CHC H F H CF, G=F
AGT3 | {CHazCHiCN H F H CF, 8-F
A D74 | {GHa)eCeH-GHy 7 I H CF, 8F
AB75  |{CH.LCHCF, | H F H CF; B-F
ABT8 [[CH)CHOCHy, |H F H CFa BF
A9T! |{CH)GH.OCE, |H F H CF, 8F
A9r8 | CHCH=CH, H F H CFa G-F
ASTS | oyclo-CyHe H F H CFy 5
A GO0 | (CHNIICHg H F H Ch 6F
A8l [H H CFs H F 8F
AGE2 [CHs CH, CF, H F BF
A983 | CHiCHy CH:CH; [ CF; H F 8F
AGS | CHs H CFs H F 5F
ABBE [ CH;CH, H CFs H F 5F
ABBE [ (CHaCHy H CFs H F 5F
A BBI | CH{CMo) H  |CR H F BF
ABBS | CHsGFy H CFa H F BF
ADB8 | ClCHah H CTy H F Gt
A3 | CH:CHICH3)z H CFa H F &+
ADH | CHICHCH: | H Ch H F S
A892 | {CHz0CH, H CF, H F 6F
AD93 | CH:CHOCH,): H CF, H F &F
AO94 | CHzCHOCHCH): | H CF H 3 OF
ASEE | CHACH: H CF3 H F F
A905 | CHICHCHS H CF; H F &-F
AS87 | (CH:OCeH, H CFs H F F
A-B98 | (CHaRCrHs H CFa H F BF
(A-008 | (CHzkCatyF H CFa H F BF

17)
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Na H‘ RI H‘ H‘ R-T vn

A 1000 | (CHayCaHLCl H CFa H F 6-F
A0 | (CHaLGHCN H CFy H F &F
A1002 | {CHJCHCHy  |H cFR M F &F
A-003 | (CHialaGarLiGT s H CFa H F ;
A-1004 | (CHy:GHOCH; |H CFy H F BF
A-1006 | (CHRCeHLOCF: | H CFy H F EF
A-1006 | CHeCH=CHz H CFy H F EF
A=1007 | cyclo CoHs H CF. H F a-r
A-1006 | {CHsiNHCH, = CFa H F B-F
A-1008 | H H R H F 8CF,
A 1010 CHy CHy Ry H F 8-CF,
A 1001 | CHeCH; CH;CHg | CFy H F 8-Cr
A 1042 | CHs H CF, H F B-CF,
iA 1013 CH_CH; H CFy H E G-CFy
|A-1814 " [ {CH).CH; H CF, H F B-CF
A016 | CH{CHal5 H OF, H F 6-CF-
1018 | CH:CF, H CF, H F 8-CF,
AD17 | CICHa) H GFy H F 8-CFy
A1018 | CHCH{CH K H CF, H F BeGFy
A1019 |CH{CHJCH,CH, |[H CF, H F B=CFy
A1020 | (CH2)s0CH, H CF; H F 6-CFy
A1021 | CHLCH{OCH: H CFa H F 6-GF,
A 022 | CHLCH{OCH.CH ) [H Chy H F 6-CF,
A 1028 | CHCeH, H CFy H F B-CF,
A 1024 | CHHCH,1CoHe H CFa H F BCFy
A 1025 | (CHg1&OCeHs H Chy H F &CFy
1A 1026 | (CHo}2CeHs H CFy H F &CF,
A 1027 | (CHa)CeHeF H CFy H F &-CF,
A-1028 | (CHCH.O H CFy A F eCF,
[A-1020 [ {CH)CoHCN H CF, H F "B-CF,
[A-1030 | {CH.)C<HL.CH, H CF, H F B-CF;
[A-1081 | {CH.CHCF; |H Ch H F B-CF;

1032 | (CHe)aCeHLOCHy | H CFy H F E-CFa
E1 035 [(CHJ:.CeHOCFy | H CF. H F 6CF,
A-1034 | CH:GH=CH; H A H F B-CFy
A-1D035 | cydo-GgHs H CFy H F B-CF;
A1036 | {CHz)eNHCH; H CF, H F B-CF,
A-1037 {H H CF» H CF, &F
A-1038 | CH» CHa CF, H CFa &G-F
A-1039 CHaCHy CHiCHy | CFR3 H CF; B<F

6%
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No R R R R Y,
A-1040 | CH, H CFy H CFa &F
A-1041 ! CHCH, H EE H CF, 6-F
A 1042 | (CHz)CHy H CF, H CFs 6-F

1043 | CH{CHa)a H CF, H CF, 6F
A-1044 | CH,CF, H CF, H CF, &F
A1045 | C(CHah H CF, H CFy &F
A-1046 | CH;CH{CH.); H CF, H CF, 6-F
A-1047 | CH(CHy)CHLCH; [H CF, H CF, 6F
A-1048 | (CH3)}:OCH, H CF, H CF5 6-F
A-1049 | CHCH{OCHy) H CFy H CFy 6-F

1050 | CHyCH{OCHzCHy)2 | H CF; H CF, 6-F
[A-1081 | CHzCeHy H CFs H CFs 6F
A-1052 | CH{CH4)CeHs H CF, H CF, {6-F
A-1053 | (CH)0CsHs H CF, H CFy 6-F
A-1054 | (CHz):2CoMs H CF, H CFs 6F
A1055 | (CHzlCaHeF R CF, H "CFs 6F
A-1058 | (CHz)CoHCl R CF, H CFs 6F
A-1057 | (CH2CeHCN H CFa H CFs 6F
A-1068 | (CH-CeHiCH; H CF, H CF, 6F
A-1058 | (CH:CeHiCF; H CFy H CF, 6F
A-1060 | (CH:GHOCH: |H CFa H CFa | 6F
A-1081 | (CH)ZCsHOCFs | H CFy N CFs 6F
A-1082 | CH,CH=CH, H CF, H CF, 6F
A-1063 | cydo-CyHs H [ H CFs 6F
A-1084 | (CHz):NHCH, H CFs H CF, BF
A-1085 |H H CFs H CF, 8-Cl
A-1066 |CHp CH; |CFr H CF; 6-Ct
A-108T | CHCH, CHzCHj | CFs H CFy 6Cl
A-1068 |CH, H CFs H CF, 801
A 1089 | CHyCHy H 'CF;s H CF, CX
A1070 | (CHz)zCHa H CFs H CF, aCi
A-1071 | CH(CHy)a H "CF; H CF gCl
A-1072 | CHCF; H Cra H CF, 6-Cl
A-1073 | C(CHa) H CF; H CF 6Cl
A-1074 | CHzCH{CHa) H CFs H Ch _ |6CT |
A-1075 | CH{CHJCHCH; |H CF, H CF, 6-Cl
A-1076 | (CH,):OCH, H CFs H CFy 6Cl
[A-1077 | CH.CH{OCHy) H CF, H CFy 6C
A-1078 | CH;CH{OCH,CHy): | B CF, H Ch 6C

1070 | CH:.CaFg H CF, H CFH, |60

A
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No RY R R R* R Y,
A-1080 | CH[CHy)CoHs H CF, H CF; 6-Cl
A-1081 | (CHz)0CeH,s H CF, H CFy 6-Ci
A-1082 | (CHz}:Cals H CF; H CF, 6-Cl
A-1083 | (CHGHF H CFs H CF, |&C
A-1084 [ (CHa2CeHCl R CFs H Tk 8Cl
1085 | (CHiCeHCN | H { CF3 H CF 6-Cl
A-1086 | (CHy):CeHiCHs R CFs H CF 8-Ci
(A-1087 | (CHz)eCeHuCF3 H CFy H CF, 8-Cl
A-1088 (CH2)2CHOCH, H CF, H CF; 6-C1
A-1089 | (CH22CeHWOCFs | H CFy H CFs 6-Ct
A 1080 | CH.CH=CH; H "CFy H CF, 8-Cl
A 1001 | cyclo-CyHs H "CFa H CFa 6-Cl
A-1082 | (CHz):NHCH, H CFs: H CF, 8-C
A-1083 | H H CF, H %] 6-Ci
{A-1084 [CHy CH; | CFs H v 6-Ci
A-1085 | CHyCH, CH,CH, | CF3 H c &-C!
A-1008 [ CH, H CFa H Cl &-Cl
A-1097 | CH:CH, H CFs H ¥] 6Cl
A-1088 | (CHz)eCH H CF3 H Cl 6 Cl
[A-1088 | CH(CHy): H "CFs H [«] 6Cl |
1100 | CHZCF, H CFs H Cl 6Cl
A-1101 | C(CHa)a A CF; H ci 6Ci
A-1102 | CH{CH(CHy H  |[CFs H cl 6Ci
[A-1103 | CH{CHJCHCH, |H CF3 A « 8l
la-nm {CH;):0CH;3 H CFs H Cl 8-Cl
-1105 | CHy,CH{OCH,). H CFs H ¥ 6Cl
1108 | CH,CH{OCHLCH)z | H CFy H (& 6-Ci
A-1107 | CHyCeHs H CF3 H G &Cl
1108 | CH{CHy)CeH: H CFa H a &Cl
A-1109" | (CH3):OCsH, H CFs H Cl 6Cl
A-1110 | (CHz)2CaHa H CFy H a 6Cl
1111 | (CHa):ColeF H CF, H ¥] 8-Cl
A-1112 [ (CH2}2CeHiCl H CF; H Cl &-Cl
A-1113 | (CHz):CsH.CN H "CFs H a 6Cl
A-1114 | (CHiCeMCHy | H CFs H Ci 6Cl
IEE'(W R |oh [0 [e0
A-1116 | (CHa).GHOCH, |H CFs H Ci 8Cl
AT117 | (CHJ:.CHLOCF, | H Crs H T s
A-1118 | CH,CH=CH; R CF, H V] 6-Cl
A 1119 | cyclo-CsHs H CF, H Cl &Cl




RF 58033
39
No RV R* R g R ¥n
A 1120 | (CHRNHCH, H CFy H & e-Cl
A1121 | H H CFa M Cl &-CFs
122 | CH; Tl |oh  |H a §-CF,
Ae1123 | CH:CHy CHyGH; | GFy H o &-CFs
A 1124 [ CH, H CFs H Cl 6-CFs
A1126 | CHLCH, H CF, H cl 6CF;
A 1128 | (CHapCH H CFs H cr 6-CFs
A112T | CH{CH.) H CF3 H o B-Cry
A 1128 | CHiCFa H CFy H Gl B Gy
A-1120 | CiCHuh H CFs H cl B-CFy
A-1130 a'lz_cl‘l{cl‘lah H CFy H L | 8-CFy
A-1131 | CH(CHCHCH; [ H CFy H a #-CF;
A 1132 | (CHalOCH, H Ch H ol 8-CFa
& 1133 [ CHACH{QGH ) H CF; H o 6CF;
A 1134 | CHCH{OCHCHs): | H CFs H Gi 6-CF3
A1135 [CHGHe H CFs H Cl &CF;
A 1136 | GH{GHo)CoHs H CF> H Gl & CF;
AT | {GH)OGH, H CFy H (] 8 CF,
A1138 | {CHa)aCas H CF H G 6-CF;
A1139 | (CHauGCaHF H CFy H ci 6-CF3
A1140 | {CHaRCHCI H CFs H cl &-CFy
A=1144 {CHCHCN H CFy H Cl S CFy
A114Z | (CH2)}CaH(CHy H CFy H Cl & CFy
A 1143 [{CH)CHLCF; [H CFa H Ci 6-CF;
A 1144 [{CHCHOCH, [H CFa H Cl G-CFy
A 1145 | {CHpuCahOCF; | H CFa H I G-CFy
A-1148 | CH;GH=CH; H CF3 H ci 6CFy
A4 | cycloGH, H CF, H Gl B CFy
A1148 | {CH)NHCH, H CFy H [ 6-Cra
A1149 |H H £ H CFy |60
A1160 | CH, CHy  |F H cf, |6l
|A-1151 | CH;GHy CH,CH, | F H Ch 6-Cl
A1152 | CHy H F H CF, 6-Cl
A 1153 | CH{CHs H F H Ch 6 Cl
A1154 [ (GHZ1CH, H F H Chy 6-Cl
A1185 | GH{CHaR H F H Ch 5-C
A-1156 | CHZGF4 H F H Ch 5Ll
A1157 | CICHL) H F H CFy B-Ci
A-1168 | GHCH{CHap H F H CFs B Ci
A1158 | CR{CHCHGH; | H F H CFs 8-Cl

24
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No R' 'y R R |R Y,
A 1160 | [CHzROCH; H F H CFy B-C
A1161 | CHCHIDCH)z H F H CFs &Cl
A 1162 | CRyCH{OCHLCHy, | H F H P Y
A 1163 | CHsCyH, H F H CFa &0l
A 1162 | CH{CHyCiH, H F H CFs &l
A-1165 | (CHa)gOGsHs H F H CFa X<
[A-T166 | {CHaliCefs H F H CFy B Cl
1167 | (CHa)CoHF H F H CFs -G
A-1188 | {CHgleCeH40l H F H CFy &Cl
A-1188 | {CHa)kCeH4CN H F H CFa 5ol |
A-11T0 | {CHz)LeHCHy H F H CFa & Cr
A1 {CH)-CoHLCFy H F H CFs E-Cl
A-1172 [ {CH2CMLOCH | H F H Cha &l
A1173 | (CHsGeHsOGFy | H F H CFy B¢
A1174 | GHCH=CH, H F H Chs &0
As11TH cvola=-C Hy H F H CF, 8-Cl
[A-1176 | {CH5),NACH; H F H Ch &l
A-1177  |H H F H F BE
A-1178 | CH; CHy F H F &F
A-1178 | CHzCHy CH:CH [ F H T 6F
A 1180 | CHa H T H = TF
A 1181 CHyCH, H F H F a8F
A-1182 | {CHs}sCHa H F H F B-F
A1183 | GH{CHy), H F H F 3
A-1184 [ CHLCR, B F H F 6F
A 1185 | G{CHa) [ F H F BF
1185 | CH.CH(CHy), H F H F BF
A-T1BF | CH{GFR)CHZCH: | H F H F &F
AT18E | {CHA:0CH; H F H F &F
[P<1189 | GHCH{OGHal | A F A F aF
A TIO0 | CHCH{QCHCHak | H F H I3 5F
A-1191 | CH;GeH: H F H F B-F
A-1182 | CH{CHyHs H F H F BF
A 1183 | (CHOC:H; H F H F BF
A-1194 | {CHopCoHa H F H F BF
4198 | {CHa)oCuFUF H F H F &F
A8 | {CHaCuHlC H F H F §-F
A-1197 | (CHLCaHCN H T H F &-F
A 1198 | (CHa)sCaHaGHa H F H F 8F
A 1162 (CHzhCyHCFy H F H F F




PF 58033
#
No =y R Ty Cd R Y.
A1200 | (CH2RCeaiOCH, |H F H F 5T
A 1201 J(CH)CHOCK (M F H F 6-F
1202 CHCH=CH> H F H F BF
A 1203 cycla CaHg H F H F o-F
A 1204 | (CHo}MHCH, H F H F BF
A1205 [H H cl cl Cl S58ChL |
A-1206 | CHy CH, |[™ cl Cl 568Gl |
1207 | CH:CHj CHZLH, | CI cl Cl 5 8-Gl
1208 | CHa H cl Cl i 560
1208 | CH.CHy H cl cl Cl 58-Cl,
ﬂ%ﬁ {CHz)z=CH; H cl cl Cl 5BCl,
A 1211 | CH(CHy), H Cl Cl c 586 Ck
A-1212 [ CHyCF, H [+ &) I & B-Cl,
A1Z13 | CiCtgh H a cl ] 56Oy
A-1214 | CH,CH[CHak H W] of ) B 5-Cl;
A-1215 | CH{GHaJGHLCH; | H 7] Cl a B 8-Cly
A-1216 | [CHa)}OCH; H ¥ Cl ol 58-Cl |
A-1217 | CH,CH{OCH ), H cl Cl Cl 5 8-Cl
A-1218 | CHLCH{DCHGCH) | H Cl Cl Ci Sacl |
A1218 | CHuCeHs H Cl (o] Cl 8 6-Cl;
A 1220 | CHIGHIICH, H Tl = i 86-Cl
A 1221 | (CHghOOeHg H Tl cr [V} 65-Ck
A 1222 | (CH)LsHs H Cl Cl ] 56 Cl
A-1223 T (GHRLCHF H Cl Cl Cl 5 el
A 1224 {CH;)aCgH,Cl H l cl [V 5,6-Cl,
A 1225 | (CHZ)CeH.CN H cl cl o S6-Cl,
A 1226 | (CHoeCeMeCHs | H Tl ] o S 60,
A-1227 | (CHz)gCeHUCF s H Cl ¥ Gl 5 GGl
A 1228 | (CHaeCeHiOGH: | H Gl Vi & |55k
A 1229 [(CHJLCHOCH (M Ci Cl Cl 6,603
1A 1230 | GH,CH=CH; H Cl cl Cl 6 6-Cl;
A-1231 | Cydio GaFs H €l cl Tl 561 |
A 1232 | (CHy)NHCH, H [¥] cl i SE-Lh
A1233 |H H F F E 66
A-1234 | CHs CHs F F F 56 Fy
A-1235 | CH.CH; CHCH, | F F F 56T,
A-1238 | CHs H F F F SBFz
A1237 | CHLH, H F F F §6F;
A-1238 | [CHzCH- H F F E 5 Ba
A-1223 | CH(CH)s H F F F 5.6+
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No. R R° R ¥n ?Lf
A-1240 | CHeCF3 H F F F 5 6-F,
A=1241 | C{CH,), H F F F 56
A 1242 | CHyCHCH;): H F F F 58 F
A1243 | CH{CHxCHCH, [H T F F 6 6-Fy
A-1244 | [CHOCH; H F F F E8-F;
A1246 | CHGHOCH ) H F F F 56F2
A1248 | CH,CHIOCHCHa): [ H F F F 56+
A-1247 | CHaGoMe M F F F 5 6-Fz
A1248 | CHCHy)GoHs M F F F 56,
|A 1238 [{CH)0CH H F F F | G&F
A 1250 | {CHg)eCoHs H F F F 58-Fa
A281 | {CHeCeHF H F F F 5643
A 1252 [ ICH T H F F F 5 042
B1253 | (OH.CsHLCN H F F F 5 6-F;
A-1Z54 | (CHnCeHCHy | H F F 3 58 F;
A1255 | (CHg)aDyH LT,y H F F F EEF;
A1258 | [CHa)CdAOCHs | H F F F 5 brs
A-1257 | [CHHOCF: | H F F 3 =
1258 | CH:CH=CHg H F F F 5,6F2
A-1258 | cyoio CaH, H F F F 56F;
A-1260 | (CHa};NHGH, H F F F 56F;

Particularly proferred with reepect to the |ntended was n the preseqt swention am
compounds of the formuis 1-B

whereln

RT s chiorine or Frifluorometiw,

R’ and Y are aach indepandently chionne or buomine
R e Crlealy CrCsalkemd C-C-alkynyl or

CyCrrycioatiyl which may be subsitited ath 1 13 halogan atoms or
€y-C.-alkyl which 1= substitubod by C, C,-akooye
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R and R are C-Cealkyl or may be taken together to form Cy-Ce-Cycioalieyl which
may be unsubstituted or substituted by 1 to 3 halogen aloms

R® Is hydrogen or C,-Cy-alkyl
or the enantiomers or vatennarily acceptable salts thereof
Pretfarence is given to compounds of formula I-B wherein R 18 trflucromethyl

Preference Is turther given 1o compounds of formula 1-B wherein Y and R* are both
chiorine

Moreover preferred are compounds of formula I-B wheran R  C, Cy-alicy! especially
ethyl

Preference Is further given 10 compounds of formuia |-B wherein R* and R™ are both
methyl

Moreover preferred are compounds of formula 1-8 wherein R" and R® form a

cyclopropyl nng which is unsubstituted or subsfituted by 1 to 3 halogen aloms
espedially chiorme and bromine

Moreover particularly preferred are compounds of formula 1-B wherein RY and R™
form a cyclopropyl ring which Is subatiiuted by 2 halogen atoms

Moreover particularty preferred are compounds of formula I-B whereln R and R®
form a cyclopropyl nng which s substituted by 2 chiorine atoms

Particularly preferred are compounds of formula 8 wherein R™ and R® form a 2 2-
dichlorocyclopropyl ring

Prefarence is further given to compounds of formula |-B wheren R™ 18 C+Ce-alkyl
espediaily methyl

Particularly preferred are compounds of formula I B wherein R™, R® and R™ are all
mathyl

Moreover particutarly prefesred ere compounds of formula I-B wherein R* R™ and R™
form a molety 1-mathyh-2 2-dichiorocyclopropyl

Praference Is further given to compounds of formula | B wherein
R Is trifivoromethyl

— A G W SE P e W SN
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Y and R* are each ndepsndently chionne or broming

R ls Cr-Caalkyl

R and ™ are Gy Cpalktyl or may be mien logether ko jorm C-Ce-cycloalion which s
subsiftuted by 1 to 2 halogen aloms

R™ s C--Ggakyl

or lhe snantiemeds or vetgnnariy accepiable aalts therool

Particular preference = gven & N-athyl2 2-dmethyiproplonamida 2-{2 S-dichion-
oo, i-drifluoro-p-lolylhydrazone and  N-Ethy-2 2-dichlano-1-methylcydogropane-
carboxama-24{2 f-tdlehlorgecz,ix, e trifluoo-p-toli)hyarazone.

Furthermora paT-thar preferenca with respect fo the usg In tha presant Inventon s
ghven o tha vompound of formula 11 (N-ofwl-2 2-Gimethyipropionamido-2-{2 B
dichioro-a,i.e-trihoro-p-tolyl) hydrazone)

n HN
N Hy 11
CF; cl HG O,

Maoreover parhcular preference with respeact to the Use m the presemt rmeenton 19 grven
to the comoound of formuia 2 (N Ethyl2 2-dichiore-1-methylcyeiopropane-
carboxamde 22 -dIchlong-¢; oo Srifiuoro-p-tolyl] hydraznna)

CHy
| H HN)
i,
CF; cl H’?—,. <l

Compounds of formula | and composibons compnsing them are praferably used for
cortroling and preverhing Infesiafions and Infaclions anmnals Including warm-ticodad
animats (including hmans) and fish They arg for example sullabla for controlling and
prevenbng infestalors and mfechons m mammals such as ceitle sheep, swne
camels, deer horsse piga poultry sabbis, goats dogy and cais water bhuffain,
donkgys fallow deer and reindeqr and also m fur-hearing anmala such as Munic
chinchilla end raccoon, binds sugh as hens geese, turkeys and ducks and 1ish such a6
fesh- and saf-water fish such as trout, carp and eels

Cornpounds of krmula | and compesbons comprising them ere praferably used for

contraling and preventing nfestabone and Infections i domestc anfmels such as
g0gs or cals
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Infestations in warm-blooded animals and fish include but are not imited to fkice, biing :"?

lice Hcks nasal bots keds biting flles, muscoid ties flies mylasihc fly larvae,
chiggers. gnals moaquitoes and fleas

The compounds of formula | and compositions comprising them are suitable for
systemic andior non-systemic control of ecto- and/or endoparasites They are active
aganet all or spome slages of development

The compounds of formula 1 are especially useful for combating ectoparasites

The compounds of formula | are especially useful for combating parasites of the
following orders and spacies respectively

flaas (Siphonaplera) eg Clenocephalides felis Ctanocephalides canis Xenopsyba
choops, Pulex imitans Tunga penetrans and Nosopsylius fasciatus,

cockroaches (Blattaria - Blatlodea) eg Blaltelila gemnanica, Bfallella asehinge,
Periplaneta americana Penplanola fapomca, Penplanela brunnea, Periplaneta
fullpginose Periplaneta austrolesiae, and Blalta orfentadls,

fies mosquitces (Diptera) e.g Aedes segypli, Aedes aboplclus, Asdes vexans
Anasiropha fudens, Ancpheles maculpennis, Anopheles crucians Anopheies
gibimanus, Anopheles gambiae Anophelos freebomi Anopheles leucosphyrus,
Anophelss minimus, Anopheles quadnmaculstus, Caliphora vitine, Chrysomya
bexziana, Chrysomyn hominivorax Chrysomya macellerla Chrysops discals,
Chrysops silacea Chrysops affanticus, Cochfiomyla hominvorax, Cordyiobia
anthropophnga Culicoides furens Culex pipiens Culex nigripelpus, Culsx
quinqusfasciatus, Cuiex torsalis Culiseta inornata Cufisela melanurs, Dermatobla
hominis, Fannia canicuians Gasterophitus intestinalls, Giossing morsilans Glossine
palpalis, Glossina fuscipes, Gilossina tachinoides, Haemalob:a imitans, Haplodiplosis
oquasiris Hippelotes spp Hypoderma lineala Leptoconops torrens, Lucila cepnna
Luciha cuprina, Lucilla sencals Lycoria pecloraks, Mansonia spp Musca domesstica,
Muscina stabulans, Oastrus ovis Phisbotomus argentipes, Psorophora colfumbioe
Psorophera discolor Progimulfum modum Sarcophaga hasmorrhoidehs, Sarcophaga

sp Simufium viltetum Stomoxys ceicitrans Tabanus bownus, Tebanus estrafus
Tabanus lineola, end Tabanusg similis,

ice (Phihiraplera) eg Pediculus humanus cepitis, Pediculus humanus corports,
Pthirus pulss, Hasmalopinus eurystemus Haemetopmus suls Unognathus vitull
Bovicola bovis, Menopon gallinne Menacanthus slremineus and Solenopotes
capfliatus
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ticks and parssitic mites (Parasitiformes) ticks (Ixodida) e.g ixodes scapufaris, ixodes q%

holocyclus, Ixodes pacificus Rhiphicephalus sanguineus Dermacentor andersonl
Dermacentor vortablis Amblyormmae amencanum, Ambryomma maculaium
Ornithodorus hermsi Omithodorus luricata and parasitic mites (Mesostigmata) e g
Omithonyssus bacoll and Dermanyssus gallines

Actinedida (Prostigmata) und Acaridida (Asligmata) egq Acarapis spp Cheyletiella
spp Omithocheyletra spp Myobia spp Psorergaies spp , Demodex spp , Trombicula
spp., Lisirophorus spp. Acerus spp Tyrophagus spp. Caloglyphus spp , Hypodectes
spp Plerofichus spp Psoropies spp. Chonoptes spp. Otodectes spp., Sercopies
spp Notoedras spp . Knemidocoples spp., Cytodiles spp and Laminosloples spp

Bugs {Heteroptenda) Cimex lecfulanus, Camox hemipterus, Reduvius senifis, Triafoma
spp Rhodnlus ssp Panstrongyius gsp and Asfus crifatus,

Anoplurida eg Hsemalopinus spp Linognathus spp. Pedicuius spp. Phbrus spp
and Solenopotes 8pp,

Mallophagida (suborders Ambilycerina and Ischnocerina) eg Tnmenopon spp.
Menopon spp., Trinoton spp. Bowcoia spp Wemeckivlia spp, Leplkentron spp
Tnchodectes spp., and Falicola spp,

Roundworms Nematoda.

Wipeworms and Tnchinosis (Trichosynngida) eg Trichinefiidae (Tnchinella spp),
(Tnchundase) Trichuris spp Caprfiaria spp

Rhabditida, e g Rhebditis spp, Strongyloides spp , Helicephelobus spp

Strongytida, eg Stongylus spp.  Ancylosioma spp  Necafor americanus,
Bunostomum §pp {Hookworm), Trichosirongylus spp. Haemonchus contortus.
Ostertegla spp Cooperia spp, Nemelodirus spp., Dictyocaulus spp Cyathostioma
spp Oesophagosiomum spp Stephanurus dentatus, Olfufenus spp Cheberbia spp.
Stephanurus denistus , Syngamus lrachea Ancylostorna spp, Undnaria spp.
Giobocephalus spp Necalor spp  Metostrongylus spp Muellsrius capifiaris,
Protostrongyius spp , Anglostrongyius spp. Parelaphostrongyius spp Aleurosirongylus
abstrusus and Dioclophyma renale

Intestinal roundworms {(Ascaridida) e g Ascans lumbricoides, Ascan's suum, Ascandle
gali, Parascang equorum, Enferoblius vemmcufards (Threadworm) Toxocara cenis,
Toxasgcaris leonine Skrjabineme spp , and Oxyurls equl
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Camalanids ¢ g Dratunculus meomenss (guined womm)

Bprunda g . Thelaza spn Wicherena spp, Bruga spp, Onchocerce 5pp  Diroffarn

sppa [hpelalonema spp, Sefars gpp  Elasophora &po, Epwocerce lupr  and
Hubronama spp

Thomy headed worma {(Acanthocephala) eg  Aconthocephalus 5pp
Macracanthorhynchus Mrudinoceus and Oncooly spo

Fienarians {Plathemnthes)

Fukes (Tremoioda) eg Facofa spp  Fasclololdes magns, Paragonmus spp
Dicrocoslium spp  Fasciolopsis busk Cionomive sinensls  Schislosoma spp
Thehobitharze spp  Alars siata Parsgonmmus spe  and Manocyeios sop

Cercomeromnorpha 0 parbeufar Costoda (Tapewormsl eg Dpibpdobofhnurn app
Tenia app  Echnococcus spp. Dipyfidiurn camnur, Mulicops xpp. Hymenclepis spp
Mesocesiawlies spp , Vampirolepis spp  Monwtle spp  Anoplocenfals spp  Svometra
spp Ancolocephala spp  and Hymenglepes spp

The comporinds of formula | antd compoertiona comalnmg fhem aro particulady useful
for tha ¢ontral of pests from {he arders Diptera  Siphonapiera and Ixodida

Moreover {he use of ihe compounds of forfmula [ and compasidons contaning them for
carnbabng mosquitoes |s espacally prefened

The use of lhe compounds of formula | and compoaitions comlaining them for
combating Mes 1s a further prefemed embodiment of the presant Inventan

Furthemome 1he use of the compounde of formule | and composiens conbuning them
for cornbaimg fleas 18 especially preserred

The use of the compcunde of formule | and compoesttiora comtpinmg them for
Gombaling Boka fa & furiher prefarred embodiment of Lha present invesntion

The compounds of formula | alse ara espactally wuedd for combating endoparastes
{oundworms nemateda thomy headed worms and plananans)

Admimsiration can be camed out both prophylacically and tharapeuticalty

Adminkstration of the aclive compounds 16 carnad out directly or in the form of suitable
preparctions orally topically’dermally or parentarally
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For oral edmnsiraion to warm-blooded animale the formula | compounds mey be
formulaied as animal [e=dz animal feed premixes ammal feed concentrales mills,
solutions pastes, suspensions drenches gels iabfelx ooluses and capsules In
addsion tha [ormula | compounde Ay be adminlsiered to the animale in thesr drinking
water For oral admfristrabon the dosage fogrm chesen should provide the enrmal with
0 01 mgikg o 100 mgikg of ammal body weighl per day =f the formmula | compound
praferably with 0 5 mg'kg to 100 mo/kg of animal body weight par day

Alernalvely e formula [ compounds may be adminisiered to ammala parenterally
for example by Iniraruminal  nlramuscular, iravonous or ewbcuanecyus npeciion
The jormula | compounde may be disperscd or diasolved In a physiologically
accepiable carrler for aubguteneous inJechon Allernatively tha formula | sompounds
mey be formulaled into an mplent for subculanecus adminktraton In addition lhe
lormuia | compound may be Iransdemmally adminislered to enmals For parenteral
admmuestratian the dosags fokm choson aholud provide the anmel wih 0 31 mgf&kg to
100 mg'kg of anumal body welght per day of the formula [ compound

The formula | compounds may slso ba applled toplcaly 1o the armals In the fomm of
dips dusts pewders collars medallions sprétys ehampoos epot-on and pour-on
formulaions and N onimems or ol nwaler or wabar in ol amulsons  For opcal
applicabon dps and sprays usually gontain (L5 ppm o § D00 ppm and preferably +
ppm to 3 Q00 ppm of Lhe fornula | compound In addiion Lhe formula | compounde.

may ba jormulated as ear tags for enimale perteulardy quadrupeds such 8% cattle and
sheap

Sultable preparetions ane

- Sobsfions such a5 oral aqlullons condenireles for eral adminisiration alter diuvion
solutions for resa ot the skin or 1n body cavitieg pourmng on formulabons gels

- Emulsins and euspensons for oral or dermal admnisietion  semissafid
prpamatfons

Formulations in which the aclive compound 1= processed n an viriment base or In
an clb-r-water or water4n-gil emulsion basa

3lid preparations such as powders premixes or concantretes, granules pelets

tahlets, bolusee, capsules assogols and mhalanis, Bnd gchve compound-containing
shaped arlicles

%O
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sultable solvont and optlomlly adding further ingrethents such as aciis bases buffer
salls preservatives end solubiizers The solutions are filtered and filled sterdle

Suitable solvenls are physiologically tolerable salventis such as water alkanols such as

ethanol butanol, benzyl aicohol, glycerol propylene glycol, polyethylene glycols, N-
mathyl-pyrolidona  2-pyrrolidone and mixtures thereof

The acive compourkls can optonally be dissolved In physiologically tolerable
vegetable or synthetic oils which ara suitable for injection

Surtable solubilizers sre solvents which promole the dissolution of the active
compound in the msain solvent or prevent HKs precipitation Examples are
polyvinyipyrroidone, polyvinyl aicohol  polyoxyethylated castor ol, and
polyoxyethytated sorbstan ester

Suttable preservatives are benzyl alcohol tnchiorobutangl p-hydroxybenzolc add
esters and n-butanol

Oral sohilions are admmistered direclly Concentrates ara administered orally efter
prior dilution to the use concentration Oral solvtions and concentrates are prepared
according to the stats of the art and as described above far injection solutions sterile
procedures not bang necessary

Solutions for use on the skin are Wicklad on spread on rubbed in spnnkied on or
sprayed on

Solutions for use on the askin are prepared according 1o the stale of the art and

accordmg to what is described above for injection solutions, slenle procedures not
being necassary

Further sutable solvents are polypropylene glycol phanyl sthanol phanoxy ethanol,
ester such as ethyl or bulyl acetale benzyl benzoale ethers such as alkyleneglycol
alkylether e.g dipropylenglycol monomethyiather ketons such as saceione
methylethylkketone aromatic hydrocarbons vegeisble and synthetic oils

dimethytfiormamida dimethylacetamide transcutol solketal propylencarbonate and
mixtures thereof

It may be advantageous to add thickeners dunng preparaton Suitable thickeners are
inorganic thickeners such as bentonites colloidsl silicic acid aluminium monostearate
organic thickeners such as cellulose derivaives polyvimyl alcohols and therr
copolymers, acrylates and methacrylates

jection are prepared by dissoMing the actrva Ingredient m a g’
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Gels are appllad to or spmead on ha skan or ininxduced Mo body cawtles Gels ara
prepared by Weatng schiions which have baen prepared a= described in the case of
the Injestion solutions with audlicsent thickener |al a clear matenal having an oiniment
Ike conaistency resulls The twckeners employed am Sa Wuckaners given above

Pour-of formutabons sra poured or sprayod onta kmiled aregs of the skin the acllva
campound penetraling the slon and acting systemically

Pour-on formutatfons ana preparad by dlasoving suspending or emutstang the active
eympoune] in sullable skncompatible solvents or scivant moxvres If appropnate
pther auxilaries wuch 39 colomanks oabsorphon promaoling stbsiances, anboxidants,
lighy atebiizars, adhaslves are added

Suhable solvente which are water akacl, ghyeols polyelnylens  glyocole
polypropyione glyeels glyeerol mromaic akcohols such «5 bensW  alcohol,
phanylethaaul phenoxyethanol esiers such as alhyl scelate butyl dcetats, hanzyf
benzoale ethers such as aliylene glycol alkyl ethers such a3 dipropylene glyoal
mcneomathyl ether diethylene gheol mono-buiy sther ketones sucn gg acetons,
methyl ol ketome cwclic carbonglea such 23 propylene oarbonate elhylene
tarbonste aromet: andfor afiphaic hydrocarbons vogetabla or eynthetc olts DMF
dmaihylacelamda, malkylpyrolidones such &8 methylpyarolidone, n-butyipyrrolidong
of noclfpyrolkdone  N-methylpyrolidone  2-pyrrolidone, 2 2-dimethyl-4-grcys
meiffylane-1 3-diex- olane and glycenal formal

Suilable colorants ara all colorants penmitted for use on animals and which can ba
dissolved or suspended

Sunlable abecrpbon-promoting subkiancos mra for example, DMSO  spreading olls
such ag msopropyl myifsiate diprepyiene glycol pelogonate slicons oils and
copakymers (heraof with polyethers, fatty acid estars Ingiycendes, &any alcohols,

Suizble anUoxidanis are sulflies or metabisulfites suth 82 potassum metabsutfile
sgvorpic acd  bulyydraxytoluene butyhydresyarssole socophencl

Suitable light stabylizers are for example novantisohc aold

Suitable agheshves are for éxample celiuiose derwvelives  atarch demaives,
polyacrylates natural pofymers such as alginatee gelatn

Emulsions can ba admmrstered orally denreally of a= Injechons

42
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Emulsions are either of the waler-in-oil type or of the oli-in-water type

Thay are prepared by dissolving the active compound elther in the hydrophobic or n
the hydrophilic phase and homogenizing this with the solvent of the other phase with
the aid of surtable emulsifiers and if appropriate other awdliaries such as colorants
absorption-promoting substances preservabves antioxidents, light stabilizers
viscosity-enhancing substances

Suitable hydrophobic phases (olls) are

fiquid paraffins slicone olls naiural vegetable ails such as sesame oll almond
oll casior of synthetic triglycendes such as caprylic/capric biglycende
tnglyceride mixture with vegetabls fatty acids of the chamn length C,-Cy3 or other
speclaly selected natursl faity acids partial glyceride mixtures of saturated or
unsaturaled fatty ackis possibly also containing hydroxyl groups mono- and
diglycendes of the Co-Co fatty acids,

fatty acid osiers such as ethyl slearate di-n-butyryl adipate heoxyl laurate
dipropylene glycol perfargonate esters of a branched fatty acid of medium
chain fength with saturated fofty alcohols of chaln length Cy-Cys, 1sOpropy!
mynstate isopropyl palmitate caprylic/capdc acid esters of saturated fatty
alcochols of chain length CiC,,, Isopropyl sieamle oleyl oleate decyl oleate,
sthyl oleate ethyl Inclate waxy fally acid esiers such as synthetic duck
coccygeal gland fat, dibutyl phthalate dilsopropyl adipate and ester mixtures
related to the latter

fatty alcohols such as isotridecyl alcohol 2-octyldodecanol celyistearyl alcohal,
oleyl afcohol and

fatty acids such as olelc acd and

mixiures theraof

Surtable hydrophilic phases are water alcohols such as propyiene giycol, glyceral,
sorbitol and mixtures thereof

Suitable emulsifiers ara

nor=onic surfactants, e g polyethoxylated castor ofl polysthoxylated sorbitan
monooleate sorbstan monostearale glycerol monostearale, polyoxyethyl
stearate alkylphenol polyglycol ether;

ampholyic surfactants such as di-sodum N-laurylp-iminodipropionate or
lecithan,

anionic surfactants such as sodium lauryl sulfate fatty alcohol ether sulfates
mona/dialikyl polyglycol aether orthophosphoric acid ester monoethanolamine
salt,

caton-achve susfactants, such as cetylrimethylammonium chioride

8%
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Suitable further auvuliaries are” substances which anhance the wiscosity and stabilize
the amulsion, such as carboxymethyliceliulose, methyicalluiose and ather collulose and
starch derivafives polyacrylates alginales gelstn gum arabic, polywnyipyroiidone

polyvinyl aicohol copolymers of methyt vinyl ether and maleic anhydride polyethylens
glycols waxes colloldal silicic acld or mixiures of the substances mentioned

Susgensiogs can be admunistered orally or topically/dermally They are prepared by
suspending the active compound in a suspending agent If appropnate with addition of

other ewdiienes such as weting agenis colorants  bioabsorption-promoting
substances, preservalivas anboxidants fight stabiilzers

Liquid suspending agents are all homogensous solvenis and solvent mixiures
Sultable watting agents {dispersants) are the emulsdiers given above

Other aualianes which may be mentioned are thosa given abova.

Seml-gplid preparations can be administered orally or topically/dermally They differ
from the suspensions and emulsions described abave only by thex higher wiscosity

For the production of sofid preparabons the actve compound is mixed with suitable
excipiants if appropriate with addition of auxilianes, and brought into the desired form.

Suitable exapients are aft physiologically tolerable solid inert substances. Thoss used
are inorganic and organic substances Inorganic substances are for example sodium
chicride carbonates such 3s calaum carbonate hydrogencarbonates akrminium
oxides titanium oxide sificic aclds, argliacadus earths, precipitated or collowdal siica
or phosphates Organic substances are for example sugar celiulose, foodstuffs and
feeds such as milk powder, animal meal gmin meals and shreds, starches

Suriable awdlanes are preservatives antioxadants, and/or colorants which have been
mentioned above

Other suitable auxiianes are lubricants and glidants such as magnesium stearate
steanc acid talc bentomtes disintegration-promoting substances such as starch or
crosslinked polywnyipyrolidone binders such as starch gelatin or [inear
polyvinylpyrrolidone and dry binders such as microcrystaliine cellulose

The compositions which can be used in the invention can comprise generally from
about 0 001 o 85% of the compound of formula |

%
84
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Generally it Is favorable to apply the compounds of formuia | In fotal amounts of 05
mg/kg to 100 mg/kg per day , preferably 1 mg/kg to 50 mg/kg per day

Ready-to-use preparations contain the compounds achng against parasites preferably
actoparasiles In concentrations of 10 ppm to 80 per cent by weight, preferably from
01 to 65 per cent by weight, more preferably from 1 to 50 per cent by weight, most
praferably from 5 1o 40 per cent by weight.

Preparations which are diiuted before use conlan the compounds acling agalnst
ecloparasiies m concentrations of 0 5 10 90 per cent by welght, preferably ot 1 to 50
per cent by welght.

Furthanmore the preparstions comprise the compounds of formula | against
endoparasites in concentrations of 10 ppm (0 2 par cant by weight, preferably of 0 05
fo 09 per cent by weight very particularly preferably of 0 005 to 025 per cent by
weight.

In a preferred embodiment of the prasent ;nvention the composiions compnsing the
compounds of formula | them are applied dermally / topically

In a further preferred embodiment the toplcal application is conducted in the form of
compound-containing shapad articles such as collars medallions ear tags bands for
fixing al body parts and adhesive strips and folls

Generally it is favorabla to apply solid formulabons which release compounds of
fomula | In total amounts of 10 mg/kg 1o 300 mgkg prefembly 20 mg/kg to 200

mg/kg most preferably 25 mg/kg to 160 mg/kg body weight of the treated animal In
the course of three weaks.

For the preparation of the gshapgd articigs, tharmoplastic and flexible plastics as well as
elastomars and thermoplastic elaslomers are used Suitable plastics and elastomers
are polyvinyl resing polyurethane polyacrylate, epoxy resins cellulose, celiulose
derivatives polyamides and polyester which are sufficiently compatible with the
compounds of formula | A detailed st of plastics and elaslomers as well as
preparation procedures [or the shaped articles [s given e g in WO 03/086075

The active compounds can also be used as a mixture with synergists or with other
active compounds which act againat pathogenic endo- and ectoparasites

The following Est of pesticides together with which the compounds according to the
Invention can be used m Intended \o liustrate the poasible combinations but not to
Impose any limitation

‘24
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Qrganophosphates. Acgphete Chlorfermanphos  Dlazinan  Dichlorvoa  Dientophos
Dimethoate Ethlon Fenfmothion Fenthron  Isoxalldon  Malathien, Phenthcale
Phosalone Phosmnel, Phoowm Pinmiphos-methyl Profenofos Prodbiofoa Sulproghos,
Triszophos Trchiorfon Cuintiodos Coumaphos Chiomhoxen Bromophos-ethyl 2 3
p-Dnzanedilhiol-E S-bis{O O-di=thyiphosphocoditheonat)

Cebametee Alanyeme  Benfuracarb  Cadard,  Carbosufan  Fenoxycarb
Furathlocarh ndoxecarb Trlazamata

Pyrethrids alpha-Cypermathiin  Getiemoibrin ESofenpra, Fanvalerata Cyhalothnn
Lambtda-Cyhalothin, Penmathrin, Sistluofen Tau Fluvahnate Tralomefhem Zeta
Cypermethnn  Flumethrm, Cyfhshrin and 18 enanbomers Bnd glersomers
Cypenmethan

Arthroppod growth  regulators =) chitin synthesks  imhibhors benzoyhress
Chigrfluanron  Cyromazwe  Ciflubsreuron Flucyoloxuron, Flufenoxuson
Hexaflumuron  Lufsnuran  Novalron  Teflubanzuron, Tnflumueon Buprefesdn
Diofenclan Hexythuazow, Eftoxazols, Clofenlazne b} ecdysone anlagoneis
Halofenpade  Mathoxyfencade Tebufonozide; ¢) pmwetods  Pyriprosyfan
Methopnene Fencxycark; d) lipid blosynthesis inhibtors Speodiciofen

Neomcounoids Acslamiprid  Clothankin  Flomeamid  Imidaciopnd  Mifsnpyram
Thiaciopnd Thivnethcoam

Synthefic coccdiosss compounds  polystheranbibiobes  Amprollum, Roberddin
ToltanxF Wonensin, Salinoniyoin Maduramicn Lassiogld Namsin Semduramecin

Varibus Abameclin {Avermectms) Acaquinocyl Amrdraz Azedirachiin  Bifenazatg
Bachus  Mungensis, Bacios sobdhs Carep  Chiofanspyr  Chiordimatorm,
Cyromazine Dwafgnthwron Dinetofuran  Diofenclan, Emsmectin  Endosulfan,
Epsiprante! Ethiprole Fanazaquin, Flproml Feormetanate Formskanate hydrachlonde
Hydramethylnon  Indexacarh 4 {{2Z}-2 ({[4 {Wifluoro methoxylanihing)  carhonyl)
hydrazonol2-[3-(llucromalnydy-phonylletiwl}  berzo-ninle L2 3,5 6 istrehydro-d-
phemyl-midezolhazola  Levamisole, Mlbemecin  (MEbemycins)  Moxidecting

Prazquantel, Pyraniel Pyndsben Pymeirozne Selamoctn Spihesad  Sulfir,
Tebufenpyrad, and Thiocydam

In generdl, paraslticidally sffective amount” means lhe amount of actwe gredient
neaded to achmva an observable affecl on growth Including the effects of necross
death relardation preventlon, and remavel, desiniclion or otharwmse timimishing the
oecufrence and activily of the target organiam The parasiberdally efecive amount can
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vary for the various compounds/compositions used In the invention A parasiticidally
sffective amount of the compositions will also vary according to the prevailing
conditions such as desired parasiticidal effect and durafion target speces mode of
application, and the Fke.

Examples of action against parasites

1 Screening method to lest conlact aclivity against stable fly yellowfever
moesquito house mosquito malarfa mosquito cat lea and brown dog tck vie glass
contacy

Glass vials (20 ml scintillation vials) were treated with 0 § mi of a solution of active
ingredient In acetone Each vial was rolled uncapped forca 10 minules to alow the a |
to complately coat the vial and to aflow for full drying of the acetone Insects or ticks
were placed info each vial The vials were kept at 22 °C and were ohserved for
tsatment effects at varlous time intervale Results are presented in Table |

2 Screening method to tes! contacl aclivily sgainst yellowfever mosquito
southern house mosquito and malaria mosquito larvae via water treatment

Waell plates were vsed as test arenas  The active ingredient was dissolvod m acotone
and dilutod with water to obtain the concentralions needed The final solutions
containing appr 1% acetone were placed Into sach wefl Approximately 10 mosquita
larvae (4™-instars) in 1 mi water were added to each well Larvae ware fed one drop of
iver powder each day The dishes were ¢covered and maintained at 22°C Mortality was
recorded daily and dead larvae and live or dead pupae were removed dally At the end

of the test remaming five larvae were recorded and percent mortality was calculated
Results are shown in Table |

Each tost was repiicated af least 3 times.

Results

Tesis conducted with compounds of formuta | 4 and 1-2 showed the following results.

{4



%
-

10

-~y
S

15

PF S6033

]
Tahic [ Activity against vanoua specles
Pasl Comnenon Nama [ Past Laiin Name FRale Days o Houm W0
achiave 100% morality
Screening metod (o tesk contact activity via giss comact
sebilaty Stomorys calairens | 10 ppm | 4 hours
'iﬁ:wfever moesqurio | Aedes aeqyplr 10 ppm |4 hours
hovee moscpiic Culox gungualiascraius |05 ppm |4 hours
malarta imosquia Ancphafes sifsmarmus |1 ppm |1 day
cotfiea Cienocaphalides feis | 100 ppm| 2 days
brown dog tek Rhprcepheius 10 ppin1 | 3-5 days
ERTUNEHS
Screening meihcd o test contact aciinly via water ineatmant
TﬂT:wrwar mosquio | Aetes egypll 10 ppm |2 oeys
housa moequitn Culex quinqueiasciofiis |10 ppm |1 dey
malaris mosquito Anopheias aibinantrs |10 ppm |1 day

3 Actraly aganst cal flea In an adicfal dog epparatua

The acive ingredient was degolved In Acetone and mieed Wih an appropriale volume
of defininaled catle bload & mi of irsated blood were poured into a féeding chamber
fiited with & paraffin wax fim membrane Tha chember with the treafsd blood was
placed over & fiaa feeding chamber The test waa repeated for eoch of 5 dusa
cancenteabons of each of the aclive Ingredienis. Treawment effects inchking
kniockdown, falure ta feed after 24 hours fadure to by oggs sl wers obeerved at
various iniasyale. Conlrol tests ware contlucted wath acetons { blood mndurea

Results

Testa conduched with 100 ppm of compaands of formula 11 and | 2 showad an over
60% kifling rate of Cltenooephaldes foly.
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1 Tha uep of compounds of fommula |

FII
LL) N—Q {1
B=
b
whenn
a »
A
NR R x! R o
HH; H={R.!| or N-—{RS
) 10 X Ischionne lvomine or fluorne
R' R* ace 8ach mdependently hydrogen Cy Cyrglkyl CrCyralkamyt
@ Cy-Cypalicyr, or Cx-C ; cycloaliod Co-Cealkylammne di{Cy-Cy-
aboyl}-aming, G Cpakylcarbomlamne G, Ce-alkytsulfanyl or €,
16 Ce-olkylsulfinyt wheramn {he carbon atoms In these groups may be
subslituried with

1 {0 3 hplopen hydroxy nitro oyano artino wwrcaplo G, C5-
akoxy C-Cehaloalkoxny C; Cyalkyitug, C-Cehaloalkylino
C-Cralkylsutionyl €, Cy=aficyloulfinyl, C=Cy-heloaloylaulfonyl

20 C-Cs haloalovleullingl or -Gy cycinaliyl which rngy be subsfl-
tuted with 1 Yo 3 R groups or

e, R' s halogen cyans, nlre hydroxy mercepla aming C
> Ce-alkony CrCeokermfony Crle-alkynyloxy CrCy
28 heloalkoxy C-Cyalkyithin, or ) Gehaloalkylttup, Cr-Cp-
alkylsutionyl C-Coakyisufingl C+Cralkylaminn, dC-
Comlityl}-ammmo  Cr-C-alkylcarbanyl, CCyalkaxycarbanyl
of di{C+Cesj=alkcylaminocarbonyd,

30 formm, Cy Ce-alkydcarbony), CisINRR® CO,R* R' R® phenyl
wihich may be substrtuted with 1 i 3 R* groups, or pyndyl which
may be subsRuted with 1 ta 3 R* groups

R* R* R® are each independently hydrogen ar C-Cyalkyl
35 which may ba substiuter wath 1 fo 3 groups R®

R' IsNRRor
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7/ (CHzlp\ 7 {CH Ilﬂ\

N\ICH,)..{ or CH_ (cH 2]“/":'

R R are each independently hydrogen or C, C.-afkyl
which may ba substhied with 1 1o 3 groups R

p m are each independently 0 1 2 or3 with the proviso
that p and m are not both 0

X s oxvgen, sulfur amino C.-C.-alkylarmuno or phenyl-
amina or if p is 0 then X can also be phenoxy or C4-
Ce-alkoxy

r sOor1

R Is

R?

R* RY are each indapendently hydrogen or C,-C-aliyl
which may be substituted with 1 to 3 groups R' or

R! and RZ may be taken fogether to form a ring representad by the structure

/{CHZ).\
N

NCHy)

pmare1,20r3

X isoxygen sulfur amino C4-C,-alkylamino, phenylamino or
methylene

Z s C,-Ce-nlkyl or phenyl

R' ishydrogen C; Cyrakyl CrCiralkenyl Cr-Cioralkynyl Cr-Cir-
cycioalkyl, wherein the carbon aloms in these groups may be partially
aor fully halogenated or substituted with

1 to 3 cyano nitro hydroxy mercapto, amino Cy-Cy-alkyl Cy-Ce-
cycioalkyl C-Ce-alkoxy Ci-Ce-alkylamino di(Ci-Ce-alkyl)-arruno,
Cy-Cyralkyithio Cy-Cy-alkylsulforyl or C; Ge-alkyisulfinyl groups

wherein the carbon atoms in fhase groups may be substituiled by

1 10 3 halogen aloms a 5- to 8-membered aromatic; ring sys-
{em which may contain 1 to 4 hateroaioms selecied from




3

10

15

40

PF56033

A BCRorN
s C-R%or N
W BCR orN

oxygen, sulfur and nitrogen and which may be substituted

with any combination of 1 {0 § halogen atoms, 1 to 3 C,-C¢-
alkyl, Cy-Co-alkylthio, C+-Ce-alkylsulfonyl, Ci-Ce-alkylsulfinyl
Ci-Cealkoxy nitro or cyano groups wherein the carbon at-

oms in these groups may be substituted by 1 to 3 halogen
atoms or

phenoxy which may be substituted with any combination of
1 to 5 halogen atoms 1 10 3 C-Cgalkkyl C,-Cyalkyithio C,
Ce-alkylsulforyl C, Ce-alkylsulfinyi C,-Ce-alkoxy, nitro or
cyano groups wherein the carbon atoms In these groups
may be subsbtutad by 1 to 3 halogen atoms or

2 3- to 6-membered salurated or partially unsaturated dng
system which contains 1 to 3 heteroaloms selected from
oxygen sulfur and nitrogen and which may be substituted
with any combination of 1 10 5 halogen atoms 1to 3 C\-Ce-
alkyl C, Cealkylluo C;-Cealkylsulfonyl C:-Cealkylsulfinyl
C;-Ce-alkoxy mitro, or cyano groups, wherein the carbon at
oms in these groups may be substituted by 1 1o 3 halogen
atoms,

a 3- to 6-membered saturated or partially unsaturated nng systam
which contains 1 lo 3 heleroatoms selected from oxygen sulfur
and nikrogan and which is unsubstituted or substtuted with any
combination of 1 to 5 halogen aloms 1 o 3 C-Ce=alkyl
Ci-Co-alkylthlo Cy-Ce-alkyisulfonyl C; Ce-alkylsulfimd, Cr-Ce-
alkoxy C,-Ce-haloalkoxy, nitro or cyano groups, wherein the car

bon atoms in these groups may be substituted by 1 to 3 halogen
atoms,

R R*are each independently hydrogen or C,-Cyalityl CyCe
alkoxycarbonyl Cy-Cs-atiylaminocarbonyl or di{C-Cg-alkyl)-
aminocarbonyl wherein the carbon atoms in the.these groups may be
substituted with 1 io 3 groups R*

with the proviso that one of A, B and W is cother than N,

ge
9
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R* R®, R’ are each independently hydrogen, halogen nitro cyano, amino
mercaplo hydroxy C,-Cyralkyl Cr-Cw-glkenyl C-Corakynyl Ca-
Cecycloalkyl, C~Cy-alkoxy C-Ce-alkylamino di{C,-Cs-alkyl}-amino
C-Cyalkylthio C-Ce-nlkyisulfonyl or C-Cealkyisulfingd wheran the

carbon atoms in these groups may be substituted with 1 (o 3 groups
R

a 5- ip 6-membered aromatic ringsystem which may contain 1 to 4
heteroatoms selected from oxygen sulfur and mtrogen and which
may be substituiad with any combination of 1 {0 § halogen aloms 1
io 3 Cy-Ceralkyl Cy-Cg-haloalkyl, C,-Ce-alkytthio Ci-Ce-haloalkyithio,
C\-Cralkylsulfonyl C;-Ce-alkylsulfin, C-Cy-hatcalkylsutfonyl, Cy-Cy-
haloalkytsulfinyl, C+-Ce-alkoxy CrCehaltalkoxy mercapio hydroxy
amino nilrg, or cyano groups, wherein the carbon aloms In these
groups may be substituted with 1 to 3 groups R

Y ishydrogen halogen, cyano nitro, amuno hydroxy mercaplo Cy-Cy-alkyl
CzCyp-alkenyl, Cr-Cyyalkynyl, Cr-Co-cycloalkyl C,-Cealkoxy Cy-Cy
alkytamino, di{C+Ce)-alkylamino C-Ce-alkyithio, Ci-Ce-alkylsulfonyl or
Ci-Ce-alkylsulfinyl wherein the carbon atoms in thesa groups may be sub-
shiuted with 1 to 3 groups R*

n Ia0 1 or2

or the enantiomars or diastereomers, veterinarily acceplable salts or esters
thereo!

for combating parasites In and on animals

2 The use according to clgim 1 wherein the compounds of formula | are compounds
of formula I-B

Y

R’-Q-E-N%NHR’
Ra'"; Ry (18)

g

wheremn
R’ 18 chiorine or trifiucromethyl

R%and Y are each independently chiorine or bromine

S 3
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R* Is C-Crakyl, Cy-Coalkenyl Cy-Ce-alkynyl or
Cx-Ce-cycicalkyl which may be substiuted with 1 to 3 halogen atoms or
C-C,-alkyl which is substituted by C;-Ci-alkoxy

5 R™ and R™ are C-Cealkyl ar may be taken together to form Cy-Cecycioalkyl
which may be unsubstituted or subshtuted by 1 to 3 halogen atoms;

R® s hydrogen or C,-Cyalkyl,

10 or the enantiomers or velerinarily acceptable salts thereof

3.  The use according lo clams 1 or 2 wherein the compound of formula | is 8 com
pound of formula I-1

‘N"H(CH; -1

c
CF; He S

15

4  The use acoording fo claims 1 or 2 wherein tho compound of formula | is a com-
pound of formula |-2
ik

HN
H‘N’SSZ 12
CF; a

ci’ Cl

20 5 The use as claimed in claims 1 to 4 whereln the parasiies are seloctad from the
Diptera  Siphonaptera and Ixadida orders

6 Theuse as clamed in claims 1 o 5 wherein the animals are cats or dogs

25 7 Amethod for trealing controlling preventing or protecting animals against infesta
bon or infection by parasiies which comprises orally, topically or parenterally ad-
ministenng or applying to the anynals a parasitiadally effective amount of a com-
pound of formuia | as defined in any one of claims 1 to 4

30 B The mathod as claimed in daim 7 wheran the parasites are selecled from the
Diptera Siphonaptera and Ixodida ordaers

9 The method as claimed in claims 7 or 8§ wherein the animals are cats or dogs
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10 A process for the preparation of a composition for treating controlling preventing
of prolacting animals aganst infestation or mfection by parasites which comprises

a parasiticidally effective amount of a compound of formula | as defined in any
one of claims 110 4

— ————
e e B S S— — = ey .
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The use of N-arythydrazine denvatives tor combating pests in and on animals

Abstract
Use of compounds of formula |
n
R
N-Q {
B=A
whersinQ Is
152 1 R
X 0
|~|=<:;"==t R, N=oa o ,'._(R,

X' Is chiorine, bromine or fluorine;

R' R are each independently H, alkyl, alkenyl atkyny) or cycloalkyl, alkylamino dial-

kytamino alkylcarbonylamino, alkylsulionyl or alkylsulfinyl wherein the carhon atoms

in these groups may be substituled or

R' and R? may be taken together to form a ring represanted by the structure
ACHZ)

X
N\{Cszn, ’

pmare1 2or3 X Is oxygen sylfur amino alkylamino phenylamino. or
methyleng, Z 18 alkyl or phenyl,

Ris H, alkyl alkenyl, alkynyl cycloakkyl, wherein the carbon atoms m these groups
may be substituted

R. R*are H or alkyl alkoxycarbonyl alkylaminocarbonyl or dialkylaminocarbonyl
wherein the carbon stomas in the these groups may be subatituted

AiBC-R°orN Bis C-R®orN Wis C-R" or N with the proviso that one of A, B and W
is other than N

R* R* R"are H halogen niro cyano amino mercapto hydroxy atkyl alkenyl al
kynyl, cycloalkl, alkoxy alkylamino diakylamino alkyithio, alkylsulfonyl or aliyl
sulfinyl wherein the carbon atoms in thesa groups may be subatituled a 5-to 6-
membered aromatic ringsystem which may contain 1 fo 4 heteroatoms selected from
oxygen sutfur and nitrogen and which may be substituted

Y is hydrogen halogen cyano nito amino hydroxy mercapto alkyl alkenyl atikyryl
cycloakyl alkoxy akylamino, dialkylammno, alkyithio, akyisiuiforryl or alkyisulfinyl
wharein the carbon atoms in these groups may be substituted

nis0 1 or2;

for combating parasites in and on animals
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El uso de derivados de N-arithidrazina para combatir pestes en y
sobre animales

La presente mvencitn se refiere al uso de denvados de hdrazina de
férmula i

Y
W’WE—Q o

BuA
en la cual

Q es
N=<§'R’ N—<:; o N~ "
X' s cloro bromo o fiGior
R' R*  son individual e independientements hidrégeno alquilo-C; Cyg,
alqueniio-C3-Cyw  alquinllo-CxCip, © cicioalquio-Cs-Ciz  alquiamino-C.-Cg
di{alquil-C;-Ce}-amino alquilcarbonilamino-Cy-Ce,  alquilsulionio-C+-Cs 0
alquilsulfimio-C,-Ce, ©n donde los dtomos de carbono en estos grupos pueden
estar substituidos con
1 a 3 haldgeno hdroxa nitro ciano amino, mercapto alcox-Cy Cg,
haloalcoxi-C+-Cq¢  alquilio=-C-Cs  haloalquiltio-C -Cq  alquilsulfonilo-C4-Cs
alquisulfinto-C+-Cs haloalquisuifoniio-C1-Cs,  haloalquilsulfinilo-C+-Cs o
clcloalquilo-Cs-Cs el cual puede estar substituldo con 1 a 3 grupos R* o
R* haldgeno ciana nitro hidroxi, mercapto amino alcox-Cq-Ce
alqueniox-C2-Cz  alquimioxi-C>-Ca  haloaleox-Ci-Cs  alquiltio-C-Cs, o
211 880 haloalquittio-Cy-Ca  alqudsutionilo-C,-Cs alquilsulfiniio~C+-Ce, alquilamino-Cy-Cs,

CaB di(alquil-C+-Ce)-amino  alquilcarbonilo-Cy-Ca  alcoxicarbonilo-Cy-Cg, 0 di-alquil{C4-
Co)aminocarbonilo
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formilo  alquicarbonilo-Cy-Cs, C(=O)NR’R® CO;R®, R® R°® fenilo el cual
puede estar substituido con 1 a 3 grupos R* o pindilo el cual pueda estar
substitwido con 1 a 3 grupos R”

R’ R* R® son indmdual e ndependientemente hidrdgeno o alqulio-Cy-C, e
cual puede estar subststuido con 1 a 3 grupos R*

R'es NRR o
/ (CH,)’\ V4 (CHI)p\
N\(c"ln}..’x' o CH\(GH :L’x'

R' R son individual e independientemente hdrdgeno o alquilo-C4-C; el
cual puede estar substituido con 1 a 3 grupos R",

p m son individual e independientementa 0 1,2 03 con la condicién de
que p y m ambos no sean 0

X @es oxigeno azufre, amuno akquilamino-Cy-C o feniamino o sipes 0
entonces X también puede ser fenoxl o alcoxCy Cg,

r esfo1

R* es

e sl
N
Rq

R, R son ndividual e independientemente hidrogeno o alquilo-Ci-C, el cual
puede estar subshituido con 1 a 3 grupos R* o

R' v R? pueden ser tomados en forma conunta para formar un anilo
representado por la estructura
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X os oxigeno azufre, amino alquiamino-C,-C; fenilamino o

metileno

Z es alquio-C, C, o fenllo,

R? es hidrégeno, alquiio-Ci-Cyg, alquenilo-Cz-Cqa alquinilo-Ca-Coc
cicloalquilo-C3-Cia en donde los dtomos de carbono en eslos grupes puede estar
parcial o totalmente halogenados o substituidos con

1 a 3 grupos clano, nitro, hidroxi, mercapto eming aiquilo-Cy Cp
ccdoalquilo-C3-Ces  alcow Cy-Cq  alquilamino-Cy Cs,  di(alqull-C,-Cy)-amino
alquilio-C4 Cg, alquilsulfonilo-C4-Ca 0 alquisullinio-Cy Cs en donde los Atomos
de carbono en estos grupos puaden estar substituidos con

1 a 3 atomos de haldgeno un sistema de anillos aromaticos con 5 a 6
miembros el cual puede contener 1 a 4 heterodtomos seleccionados entre
oxigeno, azufre y nitrdgeno y el cuasl puede estar substiuido con cusiquier
combinacidn de 1 a § dtomos de halégeno, 1 a 3 grupos alquilo-C-Cs alquilto-
Ci Cg alquiisulfonilo-C,-Cs  alquilsuffinio-C,-Cg alcox-Cy Cs nitro o cianp,
donde los alomos de carbono en estos grupos pueden estar substluidos con 1 a
3 atomos de haldgeno o

fenoxi el cual puede estar substiuido con cualquier combinacién de 1 a 5
alomos de halégeno 1 a 3 grupos alquilo-Cy-Cs alquiltio C,-Cy alquilsulfonilo-Cs-
Cs alquiisulfinilo-C-Cg alcoxi-Ci-Cs nitro 0 ciano en donde los alomos de
carbono en estos grupos pueden estar substiuldos con 1 a 3 dtomos de
halégeno o

un sislema de aniios de 3 a 6 membros saturado o parcialmente
insaturado el cual contiene 1 a 3 heterodlomos seleccionados entre oxigeno
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azufre y nitrdgeno y el cual puede estar substituxlo con cualquier combinacién de
1 a 5 Atomos de halégeno 1 a 3 grupos glquilo-Cy-Ce alquilto-C,-Cs,
alquilsulfondo-C-Cy alquilsulfinilo-C,-Cs, alcoxi-C4-Cs nitro o ciano en donde los
Atomos de carbono en estos grupos pueden estar substituidos con 1 a 3 atomos
de haldgeno

un sistema de anillos de 3 a 6 membros saturado o parciaimente
insaturado el cual conuene 1 a 3 helerndtomos seleccionadas entre oxigeno
szufre y nitrégeno vy el cual estd insubstiiudo o susttuido con cualquier
combinacidn de 1 a 5 dtomas de haldégeno, 1 a 3 grupos alquiio-C,-Cg alquito-
C1-Ceq, alquilsulfonilo-Cy-Cs, alquisulfinio-C,-Cs akcoxi-Cy-Ce, nitro © cisno en
donde fos atomos de carbono en eslos grupos pueden estar substiuidos con 1 a
3 4lomos de haldgeno

R R* son individual e independientemente hidrogeno o alquioe C,-Cs
alcoxicarbonio-C4-Ca glquilaminocarbonilo-C, Ce, o di{alquilo-C,-Cg)-
amnocarbonilo en dorkle los dtomos de carbono an estos grupos pueden estar
substitudos con 1 a 3 grupos R’

A esCR°oN

B esCR°ON

W esC-R'oN

con la condicién de que uno de A B y W o8 diferente a N

R® R% R’ son individual e mdependlentements hidrégeno haldgeno nitro
clano amino mercapto hidroxi alquio-Cy-Cyp alquenilo-C-Cio alquinio-Cz-Cag
cidoalquio-Cy-Ca  alcoxiCy Cp  alquilamino-Cy1-Cg,  di(alquilo-Cy-Cg)-amino
alquilie-Cs-Cy  alquilsulfomilo-Cy-Cg, © alquilsulfinilo-Cs C; en donde los atomos
de carbono en estos grupos pueden estar substtuxios con 1 a 3 grupos R*
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un sistema de anillos aromatcos de 5 a 6 membros el cual puede contener
de 1 a 4 heteroadtomos seleccionados entre oxigeno azufre y nitrogeno y el cual
puede estar substituido con cualqurer combinacion de 1 a 5 tomos de halégeno
1 a 3 grupos alquilo-Cy-Cs, haloalquilo-C4-Cs  alquiltio-Cy-Cs, haloalquito-C+-Ce
alqulisutfonio-C4-Cs, siquiisulfinilo-Cy Ce haloalquisulfonio-C,-Ce,
haloalqulisulfimio-C4-Ce, alcox-C4-Cs haloalcox-Cy-Cs mercapta, hidroxi amino
ntro o0 cilano en donde los atomos de carbono en estos grupes pueden estar
substituidos con 1 a 3 grupos R*

Y es hidrégeno halégeno aano, niiro ammno hidroxi, mercapto alquilo-Cy
Cs alqueniio-CxCqyg alquinlio-C»-Cyo cicloalquilo-C«-Cg alcoxi-C4 Cy alquilamino-
Cy-Cs dr-alqui(Cy-Celamino alquiiio-Cy-Ca  alquilsulionilo-Cy-Cs o alquilsulfinilo-
C+-Cs, donde los atomos de carbono en eslos grupos pueden estar sustituidos
con 1 a 3 grupos R*

nes0,102

o los enantibmercs o diasteredmeros sales o ésteras aceptables desde el
punto de vista de la veterinana de los mismos

para combatir parasitos en y sobre animales

Es generaimente un objetivo de los agrénomos y los veterinanos poseer
medios suficientes para controlar parasitos, cuando éstos intentan invadir o
atacar animales

Un objetivo de la presente invencion consiste en proporcionar nuevos
metodos para el control de parasilos en y sobre ammales Otro objetvo de 1a
invencidn consgiste en proporcionar pesucidas mas seguros para los animales
Otro objetivo de la invencidn consiste en proporcionar pestiadas para animales
que puedan ser utilzados en dosis mas bajas que los pestickas existentes Otro
objetivo de la nvencidn consiste en proporcionar pesticidas para animales los
cuagles proparcionan un control residual duradero de los pardsitos
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Estos objetivos se logran en su totalidad o en parte mediante la presente
nvencton

La mnvenadn también se refiere 8 composiciones que contienen una
cantidad eficaz para combatir pardsitos de los compuestos de férmula | y un
portador aceptable, para combatir parésitos en y sobre animales

La presents invencbn tambwn proporciona un método para tratar
controlar, prevenir y proteger animales contra la infestacidn y la infeccidn por
parasitos el cual comprende administrar o aplicar oral tdpica o parenteraimente
a los animales una cantdad eficaz para combatir pardsitos de un compuesto de
formula 1 0 una composicion que la comprende

La invencién también proporciona un proceso para la preparacion de una
composicidn para fratar controlar prevenir o proteger a los animales contra la
Infestacibn o la infeccdn por parasitos el cual comprende una cantidad eficaz
para combabr parasitos de un compuesto de formula | 0 una composicién que ia
comprende

La actividad insecticida y acarida en la protecadn de los cultivos de
algunos de los compuestos de fdrmula | ha sido descnta en EP-A 604 798 y
tamblén en J A Furch et al “Amidrazones A New Class of Coleopteran
Insechcides” ACS Symposium Series 686 Am Chem Sac. 1998 Capitulo 18, p
178 ff y también en D G Kuhn et al “Cycloslkyl-substituted Amxirazones A
Novel Class of Insact Control Agents ACS Symposwm Senes 686 Am Chem
Soc. 1998 Capitulo 19 p 185t

La actvdad de los compuestos contra las pestes agricolas no sugiere su
conveniencia para el control de endo- y ectoparasitos en y sobre los animales o
cual requiere por ejemplo dosiicaciones bajas no eméncas en el caso de la

aplicacién oral, compatblidad metabdlica con el animal baga toxicidad y un
manipuleo seguro




’ e
JoL

Sorprendentemente se ha descuberto ahora que los compuestos de la
formula | son adecuados para combatir endo- y ectoparasios en y sobre los
animales

Los compuastos de férmula | puaden ser preparados de acuerdo con ks
métodos de preparacién descrdtos o referenciados en EP A804 798 o sus
modrcaciones

En la definiatn de la férmula | que se muestra en 10 que antecede los
sustituyentes tienen los siguientes significados

"Haldgeno® se tomard como que significa fluor cloro bromo y yodo
El término "slquilo” como se utiliza en la presente memona descriptiva 30 refiere a
un grupo hidrocarbure saturado ramificado o no ramificado que tiene de 1 a 10
atomos de carbono especialmente alquilo-C1-Cs tal como metilo etlo propilo 1-
metletio butie 1-metipropilo 2-metilpropllo  1,1-dimatiletilo  pentilo 1
metibulilo 2-metibutio, 3-metilbutio 2 2-cimetiipropilo 1-etilproplic hexio 1,1-
dimetiipropilo  1,2-dmetilproplo t-metilpentiic 2 metilpentilo, 3-mstipentio 4-
metilpentilo 1 1-dimetilbutiio, 1 2-dimetibutilo 1 3-dimetiibutio 2 2-dimetibutiio
2 3-dimetibutilo  3,3-dimetiibutiio, 1-etiibutio 2-etiibutilo 1 1,2-tnmetilpropilo
1 2 2-tnmetipropilo 1-etil-1 metilpropilo ¥ 1 elil-2 metipropilo
El termino “halpalquilo® como se utihza en la presente memoria descnptiva se
refiore a grupos alqulio de cadena recta o ramficados que tienen de 1 a 10
atomos de carbono (segun lo antes mencionado) donde algunos o Ia totalidad de
los dtomos de hidrdgeno en estos grupos pueden estar reemplazados por dlomos
de haldgeno segun lo antes mencionado por ejemplo haloalquilo-Cy-C2 1al como
clorometilo, bromometilo diclorometilo tnclorometiio, fluormetilo, difluormetilo
tnfiuormetiio clorofluormetiio diclorofiuormetio clorodifluormetilo, 1-cloroatilo 1-
bromaetio, 1-fivorstio 2-fluorstiio 2 2-diflugretila 2 2, 2-tnfluoretiio  2-clgro-2-
fluoretic  2-cloro-2,2-diflvoretio 2 2-dicloro-2-fluoretilo, 2 2 2-tricioroetio  y
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pentafluoretiio

"Alcoxi® se refiere @ un grupo alquilo de cadens recta o ramificado que
tene de 1 a 4 o 6 dtomos de carbono (segun lo antgs mencionado) unidos a
través de un hgamienio de oxigeno en cualquier anlace en &l grupo alquio
Ejemplos incluyen metoxi eloxi propoxi e 1sapropoxi

Asimusmo, los términos “akyultio alqulamino®  “dialquilamino”
"alquisulfonilo” y alquilsulfindo se reflere a8 un grupo alquilo de cadena recta o
ramificada que tiene de 1 a 4 0 § atomos de carbono (segun lo antes
mencionado) unidos a través de un ligamvento de azufre -NH-, N $(=0)r o
§(=0) respectivamente

El ténmino “slquentio® como se utifiza en la presente memona descnptiva
significa un grupo hidrocarbure, insaturado ramiicado o no ramificado que tiene
de 3 a 10 atomos de carbono y un enlace doble an cualquiar posicién, tal como
alquenido Cx-Ce tal como 1-propeniic 2-propenilc 1-metil-eienilo 1 butenilo 2-
butenilo 3-buteniio, 1-metil-1-propenlic 2 metd-1-propenilo 1-metil 2 propenlio
2-metil-2-propenilo 1-penteniloc 2-penteniio 3-pentenilo, 4-pentenfo 1 metil-1
butenilo  2-metil-1-butemlo, 3-metil 1-butenilo  1-metl 2 butenilo  2-metil-2-
buteniio  3-metd 2-butenilo, 1-metii-3 buteslo  2-mebl-3-butenilc  3.metil-3-
butenilo 1 1-dimeti-2 propeniio 1 2 dimetil-1-propeniio 1 2-dimetil-2-propeniic 1-
etl-1 propenilo, 1 etil-2 propenilo, 1-hexsnilo 2 hexendo, 3-hexenilo 4-hexenio,
5-hexenilo 1-meti-1-pentenilo 2 metl-1-pententio  3-metil-1-pentenilo, 4 matil-1-
pentenilo, 1-metl-2-pentenlo 2-metil-2-pentenilo, 3-metl-2-pentenilo  4-metd-2-
penteniio 1 metl-3-pentenilo  2-metil-3-pantenilo  3-metil-3-pentendo 4 meti-3-
pentenilo 1-metil-4 pentenio, 2-metil-4 pentenilo 3-mshl-4-pentemiic 4-metil-4
pentenido 1 1-dmetil-2-butenilo 1,1-dmmeti-3 butenilo 1 2-dimetil 1 butenilo 1 2-
dimgtil-2-butenilo 1 2-dimetil-3-butemlo, 1 3-dimetil 1-butenilc 1 3-dimetil 2
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buteniic 1 3 dimetkd butsmlo  2,2-dimell 3-butenie 2 3-dmeti-1-butetulo 2 3-
dimetl-2-butenllo  2.3-dimetl-3-butentic 3.3 dametll 1 bulenio 3 3-dimetil 2-
buteniio 1-eti 1 biMenilo 1-etl 2-butenilo 1-eti-3-bulerus 2-ett-1-butenio, 2-ekl
2 butenflo 2 etl-3 butenilo 1 1.2 timehl-2 properuln 1 sbl 1 matl-2-propenite 1
ghl-2-mehl-1-propeniio ¥ 1 etil 2 met-2 propenik,

Cicloalquilc se rafiere & anllos da gdomes de carbono saturadoe de 3 a 6
8 10 o 12 miembros monoucicos por eemple oclosiqula C3Cy tal coma
ciclopropilo clclobuhlo ciclopentilo ciclohexiio cicloheptilo y clcloociio

Un sistema de anflos arpmdticos de 5 & 6 miembros que contene de 12 4
hetarodtomos seleccwonado antre oxigeno arufre y nitrogeno wmgnifica por
ejemplo hetarlka da 5 membros que contlene de 1 a 4 atomos de nlrogeno o de
1 a 3 dlomps de niirogeno vy 1 &lome oa azulre o de oxigeno pot &yemplo furio
berfip plrrolic EoxaZoife, sohazolle piazallo oxazolle bamohlo, Mdacdllio
oxadiazolllc tadiazollo, oxedlgzollo, tiazolio y tetrazolic o hotanlo de B
mlembros que conbena de 1 a 4 Stomnas de nitmgeho a de 1 a 3 Mamce de
nitrogena y 1 atomo de azufre o da oxugenn por ajeanplo 2 pifdmido 3 pmdiniio
4 pindmilo, prdazimio 4 pHdaamio 2 pamidinde 4&-prmidinile 5 pFimidinilo
2-plrazimiio 1 3 S-inezin-2-fo y 1.2 4=-trdezm i

un sistama de anlllos saturade o parciimente nsatumado da 3 & B
msmbros el cual contiene de 1 a § heterodlomas selecownadlos antre axfgeno
axufre v nitrdgena significa por ej=mplo un sislama de anilloa de 3 a 8 miombios
satwada gue conbene de 1 B 3 heteroatomos selecoionados enire nitrdgena v
oxlgeny @l comg ezmdina pmolding tetmhidrofurane  tetrahkiopianc o
piperdina

Mediante i lermino soles aceplables desde el puntn de vista de g
vetarinana se quiere significar salea cuyos aniones son eonccros y acepiados

en la locnica pasa la formacitn de sales para uso velennano Las saes de edicon
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de acido adecusdas por eiemple fomadas modiante los compuestos de [Grmula
| que conbignen un atomo de nivogenco baslco por ejemplo un grupo amino
ncluyen sales con acdos morgénicos por ejample clorhkiretos suifatos fostatos
¥ nitratos v sales de scdos arganicos por elemplo joidn acktico ackdo malelco
acido dmaleico, doda fumédco acdo diumanco @oudo metansulfemco acido
matansulfdnico y Auido succinico

Con respecio al usp pretendide de los compuestos de Rirmula | 58 da
perticular praferencia a loa sigulentes significados de loa sustluyentes en cada
cago ellos aqlos o en combinacsdn

Se da praferencla a los compuesing de fonmula | en lo cual A denota © R®

Adiconalments sa da preferencia a los compusstos de formula | en fa cual
B dengta C-R®

TYambién se da praferoncia a ks compuestos de f6mula | en la cual W
denota C R’

Se da parbcular prefarencia 2 los compuestos en donds A dencta C-R> B
denota C-R* ¥ W dancta C-R’

Asimismo, se da preferencia & los compuestos da Tsrmula | an donde RY es
halégeno o hatvalquilo Cy Gy sndo los mds preferidos haldgeno especialmente
clom

Tambien se da preferancla a los compuestos de fémmula | en donde R® as
hidrégeno o haldgeno especiaimante hidnogeno

Sa da ademas preferencha @ l0s compuestos de formula | en dondle R g5
halogena ¢ haloalquie C -Cy preferentements haloalquilo €, Cs, sspeciaimente
trifuormetio

Aun mas sa da preferencia a los compuestoa de formula | en donde Y esta
en la posicitn orio ¥ ef halogeno o halealquio Cy Ce. Se da particWlar preferencia
8 los compugeios de formula | en donde ¥ es halogene eepscialmends cloro
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Se da preferencie a loa compuestos de formula | en donde n es 1

Tambien e da preferencaa a los eompuastes de fémmula 1 8n donde Q
danola

=N=[C{NR'RIRY

Adwcianalments &a da preferencs 8 los compuesins de fGrmula | en donde
X' s cloro

Tamblén se da preferencia a los compuestos de Jormuia | en donde R
denota alquik Gy Ce 0 hudrdgena preferente ments hidrogeno

También se da preferencra a los compuestos de formula | en la cual Ry
R? cade uno Independientermnente ve hidrogenc alqulc © -Gy @ cudl puade estar
susiiulde cot alcox G--C. a uicloalquilo C3-Cqe &l cunl puade sstar susiiuldo con
enbe 1 a 3 halégeno

Adiciongimente, se da prefsrancia a los sompuestas de formula | en la cusl
R'y R? cada uno mdependientemante es hdrogena alqulc Cq Cy, 0 ciclcalquilo
oLy,

Low compuesios espaciaimerte preferdos son 08 compuestas de faamula |
en ja cual R' o= hudrégeno ¥ R? e alquile C4-Cyp ol cual pvede estar sustitudo
con alcoxi Cy ©4, 0 ciloalgullo Ga-L24p 8l cual puede estar sustiturdo con entrs 1 8
3 halbgeno A los compueslos de fdrmula | en Ia cual R' es hidrdgeno y R® es
alepila C4 C4 0 ciclaalqulo C;-Ca 32 ies da especial preferencis

Par afiadidura se da prefarencia a los compuestos de formula | en la gual
R* es elquio Ci C., no sustiukda o cldoalquie Cs Gy ol cual puads eetar
sustitndo Gon 1 a § atomes de halogene y/o 1 a 3 grupos alquilo Cy Cp.

Son particulanmante prefendos los compuestos de fonmula | en la cuad R°
es ter-butile.
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Adiclonalments, particularmente prefendos son los compuestos de fdrmula
| gn 13 cual R e5 ciclopromlo @ cual pusde eatar sustibdoe con alqullo C, Ga o
halbgeno especidimante 1-meti-2 2 drelorociclopropiio

Par afadidure &8 de prelerencia 1 10s compuastos de formula | en la cusl
R es hidrdgenn o alguilo CrCa

Con respecto 8 su utllzackdn ae da paricular prefarencla a koa compuastos
| A compiados en las tablas que aparecan mas adalante Asimlsmo los grupos
mencionedos para un suelduyenis en |as tablas esiin por s solog
Independiantemente de la combinaddn an da cual se mencwnan una reallkacion
parbcukamanta prefenda del sushtuyento en cusstitn

Con respecto g su ubhzaclén tamben se da parhcular preferencia & los
aductoa del Acldo clorhidngo, acido maleco ackdo dimaleice dado fumanco
avido difumanco Acwo metansultdnico éckio metansulfonico v acido succinkeo
de los compuestoa de las tablas quo aparecen 8 confinuacion

Algunos de loe compuestos de formula | son nwevas Estos también son un
obyeto do asta Imvancian

Tahia 1
Los compuesiog de |a formula 1-A en la cual R’ es metho v l2 combinacion de R'
R?* R® R? R? y Y, comeaponde en cada caso a una flle de |a Tabla &

|

N

Y, H “R2
™ M., :?L.. 3

-
R .

R

Tabla 2
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Las compuestos de la férmula I-A en la cual R’ es etlo y la combmacién de
R' RZ R® R R’ y Y, corresponde en cada caso a una fia de la Tabla A

Tabla 3
Los compuestos de ta férmula 1-A en 1a cual R? es etllo y la combinacitn de R'

R® R® R* R y Y. corresponde en cada caso a una fila de la Tabla A

Tabla 4
Los compuestos de 1a formula | A en la cual R® es propilo y Ia combinacién
de R' R’. R R R ¥ Yn commesponde en cada cago a una fila de la Tabla A

Tabla §
Los compuestos de la formula A en la cual R® es sopropilo y la

combinacion de R, R? R®* R® R’ y Y, comesponde en cada caso a una fila de la
Tabla A

Tabla 6
Los compuestos de la férmula I-A en la cual R® es isobutio y la

combinacion de R' R* R* R® R y Y, corresponde en cada caso 8 una fila de la
Tabla A

Tabla 7
Los compuestos de la formula LA en la cual R' es ter-butio y la

combinacitn de R' R* R® R* R’ y Y, commesponde en cada caso a una fila de la
Tabla A

Tabla 8
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Loe compuestos de la fSomula kA en la cual R* es neopentic ¥ la
comblnacion de R' R R® R* K’ y Yy, Lomesponde en cada caso a una filade la
Tabla A

Tabla ©

Los compuestos de ja formula 1A en ka cuel R® es adoproplo y 1a
combinacién de R' R* R® R¥ R’ v Y, comesponde en cads caso a una fila de |a
Tabla A

Tabla 10

Los campuestos de la formula 1-A en la cual R® es 11 dimetil proglio v la
cambineuion de R* B R®* RP R y ¥, comesponde en cada vaso a una fila de la
Tabla A

Tabis 11

Los compuestos de la formula | A en ta cual R es ciclopropio v la

combingdon de R' R? R* R R” y ¥, cotresponds en cada caso a una fita de la
Tabla A

Tabla 12
Loa pompuesios de la férmula FA en la cual R a5 2 2 dicloro-ciclopropiio ¥

la combinackin de R R?, R® RY Ry Y. corresponde &n cada caso a una fia de
la Tabla A

Tabla 13
Los compuestos de la fdrmula 1-A en ta cual R” a5 2 2 dibromo aclopropilo

y la combinacén de R' R R® R? R' v ¥, comresponde en cada caso a una fila
de la Tabia A

Tabla 14

Los compuesios de la rmula HA en la cual R es 1 metl-miclopraplc ¥ 1a

combmacion de ' R* R* R® R’ y Y, comespande en cada caso a una fila de Ig
Tabla A
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Tabla 16
Loa compuestos de a8 formula FA en la cual R® es 1 mehk22-
dicioromclopropiie vy la combinacion de R' R* R R¢ R ¥ Y. cormesponde an
cada caso @ una fila de |a Tahls A
Tabla 16
Los compuestos de |a farmula 1A en la cual R =3 1-mebl 2.2

dibromoziclapropilo y |a combinacion de R' R R R* R y Y, corresponds an
caxla caso a uns fifa de la Tabla A
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Tabla A
[Ne " R R R R Y.
A H H a H H H
AZ CHa oHe ' Gl H H "H i
A3 | CHiCHh ~ GG O H H H
Ad CH, H ol A H H |
AS CHgChy H ] H H [H |
A B {CHz)sCHs H "l H H H
A7 CHICH,), H = H H H
AB CHFs H cl H H H
A9 C(CH,]. H T B H H
A 10 GH.CHICH, ) H Cl H H H
A1r | CHICHaCHCH; |H cl H H H
A12 | (CH:}/OCH, H Cl H H H
A13 CHACH{OCH, H = H A H
A 14 | CHLCHOCHCH X | H Cl H H H
215 | CHyGeH, H Cl H H H
A6 CH{CH,1CeHa H cl H H H
AT | [CHeOGH H Cl H H H
A8 | {CH_1:CaHs H Cl H H H
AN CHRGHF H ol H H H i
| P20 | {CHzlerTl H G H H H !
A21 (CHz):CeH,CN H G H H A
AZ2 | (CHaaCeH4CH, H cl H H H
A23 | {CHMCHEGF: H cl H H H
A 28 (GHLCHLOEH  1H o H H H
825 1 {CHzlZCoHOGF, | H cl H H H
A-Z8 | CHoGH=CH; H ¥ H H H
A-27 ciclo-Cyl H O H H H
A28 | [CHa)pNHCH, H v H H H
A28 |H H F H H H
| A-30 thH, CH, F H H H
A3l | CHiCHy CH;CH, | F H H H
A2 |GH, = F A H =
A3y | CHCH, H F H H H
A 34 L CH):CHy H 3 H M H
A 35 | CH{CHa' H T 3 T m
E_TE—E_EEH_ H Yy F H I H I H
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No R’ R* R R’ R’ Y
A-37 | C{CHalk H F H H H
"A38  |CHOH(CHe: _ |H F H H H
A33" ' CRICH)CHCH; H F H H H
AAD | (CHz0CH, H F H H H
[TA41 CH.CH{OCH\), H F H H H
A42 | CHLCH(OCHCH;): [H F H H H
A43 | CHCeHs (5 F R H H
A4 CH{CH,)CeHs H F H H H
A45 '(CHOCHs;  |H F H H H
A48  (CHz)CaH:  'H F H H H ,
AT | (CH:CHeF H F H H H
A48 | (CHz)CoHCl H F H H H
A49 | (CHa)2CyHCN H F H H H
A0 | (CHCiHCH; | H 13 H [H A
A-51 (CHe)sCeH.CFs H F H H H
A-52 (CH)CsHOCHy | H F H H H ]
A-53 | (CHWCHWOCF, |H F H H H
A-54 CHCH=CH, H F H H H
A-55 cicio-C,H, H TF H H H
A-56 (CH2)sNHCH; H F H H H
A57 |H H [ H H H
A58 T|CH; CHa CFy H H H
| A-58 CH;CH: “TCHLCH, | CF, H H H
A0 | CH, H CF, H H H
[ A1 CH,CH; H CF, H H H
A82 [(CHp:CH, H CF, H H H
A63 | CH(CH;x H CFs H A H
A4 | CHCF, H A ‘A H H
A-85 C{CH;), H CF, H H H J
AB6  CH.CH(CH)z “H CF» H H H
“ABT  CHCHCHCH; TH CFs H H A
ABB T (CHz)OCH, H CF» H H H
| A60 | CHLCH{OCHy); | H CFy H H H
A-T0 | CHCH{OCH,CH.)s | H CFs H H M
A1 | CHCeHs H "~ [CF H H H
A-72 CH{CH;)CeHs H "CF3 H H H
[A73 | (CHz):OCqHa H CFs H H H
“AT4 (GHCsHs H CFy H H H
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No R R Col R R Y
“A7S | [CHmCeHsF | H CF, H H H

AT | [CHeWGHCT H GFa H H H

ATT [CH )zCsHCN I CFy H H H

A T8 [CHy)elgH CHy H CFa H H H

ATS {CH.)CH CF, H CF» H H H

A0 | (CHaRGHOCH: {H CFs H H H
Ard1 | [CHGHOCF. [H CrF, H H R

A 82 | CHsGHEGCH, H CFy H H H

AB3 | cicloGH H CFy H H H

A84~ " | (CH )NHCH, H CFa H H H

A-85 R H A H (o] A

A-B6 CHy CHy H H Cl H

A-B7 CHzCH: CHLCH, | H H Cl H

A 86 GHy H H H ol H

“ABS | CHCHs H H H ¥ H -
A-30 {CHWCH I H H cl H B
A0 CH{CH-); H H H Cl H

~A-B2 CH,CFa H H H Cl M

A B3 C{CHy)s H H H Cl H

A B4~ CH.CHICH.- H H H Cl H

ABS [CHICHHCHLCHs |H H H E H ,
| A-96 | [CHA);0CH, H H H 1@ H
AG7 CHgGH(OCH» W H M o H

ABB | CHeCH{OCHCHsY; | H H H ¥ H

AQ9 CHyCoHe H H H €l H

| A-A00 | GH{CHz)CaHs H H H Cl H

A101 | {CHaDCeHs H H H Cl H
A-10Z  {CHz)aCoMa H H H Cl H

A103 [ (CHg)sCeHeF H H H ¥ H

A 104~ | (CH:CeFLCl W H H cl H
[A10E | (CHR)/CaH(CN A H H o] H

A 108 | [CHCHACH, H H H Cl H

A 10T  T{THa),CeH.OF, H H H Cl H
A108 ) (CHaCaHLOCH; | B H H Cl H
[A-TDB | (CH.} GeHiOCFs | H H H Tl "
A 110 ~ | CH,CH=CH; H H H ol g

A111 | cigio CH, H H H Ci A
(A-112 | {ClIz)NHCH H H | H Gl H
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No R RY R TRY R’ Y.
A3 /N H H H F H -
A 114 | CH; CH;, H H F H -
A 115 | CR.CH: CHCH [A - |H L L j
A-116  CH, H H H F H
A-117_ | CH:CH, H A H F H
A 118 | (CH):CHy H H H F H
(2779 CH(CHa)2 H H H F H
TA 120 | CH,CF, H H H F H ]
A921_| C(CFo) H H H F H
A122  CHZCH{CH) H H A F H
A3 “TCRCH)CHCH;  |H H i tF W
(A124 | (CHy),OCH, H H R~ |F H
A-125 ' CHCH{OCHg) H H H F H
A 128 | CHCH{OCH.CHa); | H H H F T
[A127 | CHLCH, A H H F H -
A-1286 " CH{CHy)CyHs H H R (F H
A128 | (CHz)sOCoHs " |H H F H
A 130 | (CHz)CoHs H H A F H
A131 | (CHCeHF H H H F H
[A132 [ (CH):CH.EI H H H F H
(A133 [ {CHWCH.CN H H H F H
A-134 | (CH;)CeH.CHy H H H F H |
A-135 [{CH,;):CeH/CFs H H H F H -
A 136 1(CHy),CeHOCHy | H H H F H i
A13T | (CHaeGeHOCFs | H H H F H 1
A 138 | CHCH=CH; H H H F H ]
A-139 ' dcoCyHs H H H F H B
A 140 | (CHy)NHCH, H H H F H
A-141 | H H H H TCR H
A-142  CH, CH;, H H CF, H 7
A 143 | CHCH, CHLCH, | H H “TCF,s H
A [ LM S N LS [ S
A 145 CH;CH, H H T H CFy, 'H
(A-728 [ (CHa}:CHs H H H CF  |[H
[A-347 ~ | CH{CH.): M H H CF, H
A48 JOHCF; H Tl 1 oA
A 148 | CTCH), H H H 'E,_ H
VA150 | CH.CH{CHa), (H  H |H | CFs "H
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A=151  | CHHCHAGH.GH, [ H H H CFs H T
A-152 — | [CH)OCH H H H CFa H

A 153~ | CHCH[OCH:R H H H CF, H

A 154 | CHLCHIOCHCHap: | H H H GFs H
A155  CH-CH H H H CF. H

A186  GH(CHa)CaHs H H = o W
A167 | (CHzOCeH, H H H CF, H
A-168 | (CHs)CeHo H H H CF, H
A-158 | (CH RCeHiF H H H CF, H

A 150 | [CHLCHLGI H H H CFz H

A 163 {CH ) CaHCN H H H CF, H

(AT62 | {CHJCgHCHs H H H CF. H

A 163 |{CH_kCeH.CFy H H H CF, H
A-18%  {CHekCoH QCHs |H H H ¢F | H

A166 | (CHACeHOGF: [H H H CFx |H
A188 | CHzCoH=CH H H H Tc/ [H
A167 | oiclo-Corls A H H Crs H

A 198 | (CHy)NRCH, H H H CFa H N
A168 |H H Tl H al H i
A170 | CHs GH cl H Cl H M
A171 CH;GH, CH,CH, | €I H cl H

[ ATF2 | Chy H Cl H C H
A173 | CHLOW, H ] H Gl H
A-174 | {CHgjsCH, H Cl H Cl H o
[A-178 | CHICHak H i H ¥ H .
ATT8 | GH CFs H [+] H Cl H
AT77 CI{CHy ) H Cl H i H

A178 | CHaCHICH % H ) H To H )
A 178 | CHICH)CHLH; | H G H ¥] H
AT80 | (CHg):DGH. H cl H ] H

A 181 CHCHIOCHa): H Gl H Cl H
A182 | CH.CH{OCHCHy [ H T H o H
|A-183 | CH-Cghln H ¥ H ol H
A184 | CH{CH,)CaHy A T H T H i
A185 | (CH.),OCH, H G H Q! H

A1BE | (CHa)GcHs H cl H & H
[A87 | [CHoCHF "I T H cl H

A 188 | (CHasCH.Cl H L Cl H | & H
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No R Y R o Y Yo
[A-188 | (CHakCeHiCN H |c H ] H

A-180 | (CH:):CeMiCH; H cl H a H

A-181 ' {CHzlaCeHJCF2 H C H a_ H

A-192  (CHaaCaHLOCH; H c _H o H

A183 | (CHa:CeHGOCF; | H cl H cr H

A 194 | CR,CH=CH; H o~ " |H Cl H

A 195 | ciclo-CyH, H a H c H

A-198 | (CH::NHCH, H Ta H %] H

A197 |[R~- T 7[R F H Cl Ho~
A-198 | CH; CHs F H Cl H
FA188 | CHLCH, CH.CHy F H al H
"A-200 CH, H F H a H
[A201 | CHLY, H F H ) H

A-202 | {CH2:CHs H F H a H B
A 203 | CH(CHs) IH F H " Cl H ‘
A 204 ~ | CH.CF; H F H Cl H

A 205 | C(CHy), H F [H Cl H ]
A208 | CH,CH(CHa): H F M Cl H
A-207 | CH{CHs)CHCHy | H F H IR |H

A-208 | [CHZ):OCH; H F H e H
A200 |CH;CH[OCH;z | W F H T H

A-210 | CH,.CH{OCHCHy); TH F H Cl H

A211 ICHLHe  H F H ] H

R 217 CH(CHICeHe T m Gi A
FA213 “(CHJOCHs I H F H o] ]
A 214  {CHzLCoH, H F ] Cl "H 7]
A215 | (CHa)GsHF H F H a H 7
A 216 {CH)CeHLCl H F H c H
[AZA7 | (CH2:CeHCN A F H Cl H

A218 | (CHZCHLCH; H F H al "
A218 | (CHy)CeHiCFa H F H Cl H 7
A220 [{CH}CH.OCH, |H F H Cl H
A221 [CRRGHOCF, 'H F H ] H
A 22  CHLH=CH; H F H a H

' A-223 | cicdo"CyHs H “F ] cl N o
A-224 [ (CHg)eNHCH; H F H c H

A-225 Lﬂ H ci H F 7] B
A226 [CH, CH, c H F H
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No R1 Rz N R 'ﬁ!‘ YI

2227 | CHCH, CHLH | H F H

AZZE | CHy H cl H r H

A-Z29 | CHLH H Cl H F H

A-ZX | {CHylzGHa H Cl H F H

A-231 , GH{CHy) H a H F H
"A232 | CHeCF3 H C H F H

A3 | CG{CH). H or H F H

A 234 | CH-CHIGH); H ¥ H F H

A Z35 | CH{CHsICHLH, |H o H F H 7
A236 | (CH0CH H ci H F H

A 237 |CHCHIOCHs: 'H Cl H T H

A238 | CH:CMIOCH:CHy) | H C H F  'H

A-Z30 | CHalus H Cl H F H

A-240 | CHICHWCsH H Cl H F H

A-241 {CH; 150CHs H cl H F H o
A202 [ \GHz)GeHs H Cl H F M

A243 | (CHLCHF H & H F H

A2ad [(C Hz)CaH.CH H ] H F H
A245  (CHz);CeH.CN H Cl 7] F H
[ A 248 | (CHZ)-CqH,CH, H Cl 4 F H

(A 247 | (CHgRCeH(CF, H 1 H F H

A248 | (CHJ.CHOCH; [H cl H F H

A 240 [ (CH:RGH.OCFy, H €l H F H
'A260  CH.CH=CH H cl H F H
AZET | odoCag H &) H F H

A 252 | (CHz)NHCH; H Cl H F H

A25% |H H F H F H

A-254 | GH, eH, 'F  |H F H

A 255 | CH.CH, CHCHa | £ H F H

A256 [CHa H F H F H

A257 |CHGCH, H |F H F H

A 258 ' {CHCH; H F H F H 1
A-259 | CH{CH3) H (F H F H '
(A280 [CH-CFs H F H F H

(A-2E1 | CICH.s H F H F H

A252 | CHXHGHD, H T M F H

A-283 | CHECH,CH,CH |H TF H F H
| A-264 | TCH,):0CH, A F /H F H
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A266 | CHACH{OCHz)s H F H F H
A 266 | CH.CHIOCH:CHa)2 | H F H = H
A-267 | CHgGeHs R F H F H
A-268 | CH{CH_ JCeH, H F H F H
A 259  {CHzROCeHs H F H F H
(A Z70 | (GH)zloHs H F H IF H
A271 | (CHaleCaHF H F H F H
(A 2T2 [ \ChHe)eHCl H F H F H
A273 | (CHyCeHiCN H F H F A
‘A 274 | [CH.CaHeCH; H f H F H
[A-275  | ICHZCaHGFg H F H F H
A-278 | {CHzkC=H:OCH; | H F H F H
A-277 | (CH):GeHL.OCF, 1H F H F H
A-278 | CHeCH=CH H F H F H
A-2T8 | cicko CyHy H F H F H
A280 | {CHNHCH, H F H F . |H
A251 [H H Cl H CFa H
A282 ")EH-, “|'CH, Cl H CF, H B
A 283 | CHeCH, CHoCHy | T H TFs B
A284 |CH H <l H CF H
(A2B5 | CH.CH, H Cl "] CFa H
A-286  T{CHakCH, H Cl H CFs H
A-287 | CH{CHyp H Cl H CFa H
A 268 | CHCF3 H Ci H CFa H
| A 280 _l::"@-h:p, H Ci H CFa H
AZS0 ' CHCHCH): H v) H CF, H
"AZ81 | CH{CHXCHLHs | H G H CF, H
5202 | \CHzkOCH. H Ci H CF. H
(A 283 | CHLCHIOCHa) H ¥] H CF H
A28 T CHLH{OCHCHy), [ H o H CFa H
A295 | CHaCoMHa H Cl H CF, H ]
A208 | CH{CHa}GHs H Ci H CFy H
[A207 | (CH»OCH, TR N A Cr, A
|A288 | (CHa}CoMs H Tl H CF, H
A290 |(CHmGHF ~ |H al H CFs H
A300 | {CHapGCHC H a H CF, H
 ASD1 | (CHglGe.CN H o] H CF, H
A 302 | (CHapCeraCH; | H =) H CF, H
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A3 {CH_:RCaHECF H Cl H CF H
[A304  (GHzRCH.OCHy [H v H CF H
A-305  {CHLLH.LOCR | H o H CFy H
A-008  CHyCH=CHz H o H CFy H
"A-30F | azhoC,H, H a H CFhh H
"A30B  {CHp)gNHCH, H v H CFy  IH
A308 | H H CF» H cl ( H
A 30 CH, Crlx CF; H cl "H
A311 | CHLH CHCH. | CF, H cl H
AM32 |GHy H CFy H Cl H
A3 | CHLH, H CF» H i H
A 314 | (CHa)GHs “H CFs H Gl H
Ao | CHICHox H CFa H el H
A 316 | CH:CF, H CF, H T H
A 317 | CiCHa) H Cry H ol H
A 318 | CHaCHICH): H cR H ci H
A 319 | CR{CHJCHLH, | H "R H ] H
A 320 | ([CHp:OCH, H CFq H C H
A321 | CHCHOCH: )= H CFa H T H
(A-32Z | CH:CFHOCH;CHy: [H cF, H v H
A-323 | CHACH H CFy H o H \
A324 | CAICH)CH H [CR H Cl H
(3325 | (Cri OGS H tF H Tl H
A328 | (GH yCcHe H ~ ~ CFs H Cl N
8-327 | (CHapCrHur H CFy H Ci H
A8 [[CHRCsHC H CF, H cl H
A2 | {CHz):CorkiCi H CFy H (o] H
A0 | (CHALH.CH: ~ 'H CFs H Cl H
A-331 (CHaICH R H CF, H ci H
A-332 {CH:)CrHOCH; | H CFy H o] H
AT | (CH)CHOCE, | K CF, H Ci H
A33 | CH;CH=CH, H CF, H 7] H
A-335 | oclp-C, Mg H CF» H 1 H
A 33 | (CH-NMCH; H CFs H cl H
A337  |H H F H CFy H
A 33 | CHa = F H G H
A-33% ' CHaCHa CHCH: [ F H GFa H
A-340 | CHy H F H CF, H
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Wo R R RF R° R Ya

A3l CHCH, H F .H Ch M
TAB4Z  {CHo)CHy 'H F H CFs H

A-343  CH{CHy) H F —'H CFs H

A-344 _ CHLCF, “H F H CF, H

A-345  C(CHih H F H CFs H

A-346  CHCH{CHsk H F "TH CFy H

A-34T  CH[CHCHLH, H F H CFy _|H

A-348  (CHz1OCH, H F H_ " |CR H

A-348  CHCH{OCHy); H F H JCh H

A-350  CH;CF{OCH,CHy)s H F "H *CFa H
[A-351 | CHCqoHy H F H CFy H

(A 352 | CH{CHsCaHs H F H CF, H

' AT55 [ {CHROCH R T F H CF> H '
[A-354 | (CHaGeHo H F H I'cR H

(A355 | (CHCHF  [H F ] CFs H

A-356 [ (CHy)CeH.CI H F H CF, H

A-357 | (CH)CHALCN H F H CF, H

A-358 | (CH::CeHiCHs H F H CF, H

A 350 | (CH:CH.CFs H F H CFR, H

A 3680 , (CHhlCH.OCH, |H IF H CFa H

[A381 [ (CHal{CsH.OCF, | H F H CF, H

A362 |CH,CH=CH, H F H CF H ;
(A363 | caclo-CyHls H F H CFy W -
(A-384 | (CHz}NHCHj H F H CFy H §
[A365 'H H TCF: H F H

A 366 |CH, CH, 'CF H F H

[A-367 | CHsCH, CHzCHy | CF» H F H
|A-368 |CH, H CF, H F H 1
(A360 | CH,CH; H "CFy H F B

A-370 | (CH3),CH, H CF; H F H ‘
A371  CH(CHy) H CFs H F TR
[A-372 T CHLCFs H CF, H (3 H

A 373 ~|[C(CHuk H CF, H TF H

A-374 [ CH:CH{CHy): H CF, H F H

A-375  CH{CHy)CH{ H; H CF; H F H -
A376 | (CH.):OCH; H { CF, H F H

(A 377 | CHCH(OCHa) H CF, H F H
"A-378 ~ CH,.CH(OCH,CHi); H CF; H F H
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ABIB | CHaogHe H CF, H F H
A 380 | CH{CHs)CyH, H CFs H F H
A 381 | (CHzhOCoM, H CFs H F H
TAIBZ ({CHaLCoHs (A CFa H F H
[Ae383 [(CHACHF H CF H F H
A-384 | (CHehGH.Cl H CF. H F H
(A-3B5 | (CHakCuHGN H CFy bl F H N
A386 | [CHaWCeHCHz H CFy H F M
A 387 | [CHanGeHCF, H CF, H r H
A338 | [CHaCaHOCH, 'H CFs H F H
[A388 ' {CHJLCoH.0CF; | H CFs H F H
A 390 [ CH.CH=CH; H Gk H F H
(3391 | cdoCH H CF, H F H
A3B2" | (CHe)MNHCH, H CF, H F H
AGES | M H CF, H CF, H
A4 [TH, CHl, CF. H CFs H
A-395  CHzCH, CFCHy | CFy H CF, H
A 308 | CHy H GF, H CFy H
A 397 CHaCH, H CFa H GF: H
(A 396 | (CH_LCH, ] CFa H CF M
(A 308 | CHICHy)g H CF; H CF M
AcdD | CHoCF: H CF H Cfy MW
A-401 | ClCHa H CFy H CFs H
A-402 | CHeCHICHs) H CFs H CF H
A403~ ' CH{CHy)CH/CH, |H CF H CF. H
A-404 | {CHalfOCHs H CFy H CFy H
A-405 | CHLCHIOCH,): H CF, H CFy H
A-408 | CHCHOCH:CHy), | H CF; H CF, H
A407 | GHLH: H CF, H CF, H
A 408 | CHICHaICoHs = CFs H CFy ~ |H
Ad4D8 [ (CH.OCH H Cr, H CF H
A4T0 | ([CH)CHs H TF. H CF  |H
A1 | (OMeGeHF | H CF H GF, H
A412 [(CHGHCT H CF, H CFx  |H
A-413 | ([CH LCsH:CN H CFs H Cre H
A-414 | (CHz)zCeHaCHs H CF H CFy, H
A415 | [CHRGHLE, | H CF, H CF;  |H
|A-418 | ICHzLaHOCHs —~ [H v TH CF, H
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A417 | (CHz}CeHOCF; | H CFy H CF, |H

A418 | CH,CH=CH; H CF3 H CFs H

ASZ10 | dclo-CoHs H Lc-F,_ H CFa H |
A420 | (CHz)2NHCH, H CF, H CF; H

A421 |H H Cl Cl i |
A42 | Cr; CH, ¢ (@] E H

A423 | CHCH, | CHLCHs | C) a Ci H
A424 [CHy H a cr c H
A425 | CHsCHy 'H a cl C H
A48 (CH2):CH3 H i ci a H
A-427 | CH(CHk H ci cl cl R
A-428 | CHLCF, H a v a H
A429 | C(CHy, H Ta 1G o R )
| A-430 | CH;CH(CH) H c Cl cl H
[A-4317 | CH{CH;)CH,CH; | H C a T H

A432 [ (CH;):OCH; ] %] Cl (¢] H
A433 | CH,CH(OCH,), H =3 o] cl H
A434 | CHyCH{OCH,CHs)s | H c TCl ci H
A-435 | CH,CqHs H C Ta Ci H
A436 | CH(CHs)CyHg H Cl Cl o] H
A-437 | {CH-}2OCeHs H cl Cl Ci H
A438 | (CHGCeHs “H C a “Cl H
A439  (CHL,CHF H cl cl a H
A-440 | (CH2):CeHaCl H a G Ci H

A-441 [ (CH;:CeH.CN H Cl e d H
A-442 | (CH.):CeH,CHy H a cl C N
(A443 | (CH2%CaH.CF; H T Ci Cl H

A-444 | (CH2):.CsHOCH, |H cl Cl cr H
A445 | (CHRCHOCF;, 'H Cl C al H
A-446 | CH,CH=CH, H Cl “Cl Cl H

A-447  cldo-CyH, H (o] , G i H
A-448~ | (CHshNHCH, H ¥ cl cl H i
A-449 | H H a F o] H I
A-450 | CHy CH, [CO F cl H

A-451 CH,CHy CH.CH, | CI F cl H
A452 = CH, H cl 3 C H

{ A453 | CH,CH, H a F %] H

| A-454 ~ T (CHy)CHy H Cl F cl H ]
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[A-455 | CH[CHy) H Ci F~ |c "H
A-458 | CH.CFy H d F a H
A-457 | C(CHan H <) F Ci L
A-458 | CHZCH{(CHy)s H Cl F < R
A450 |CH{CHy)CHCHs | H Cl F C H
A-460 [ (CHg)fOCH; H Cl F Ci H K
A487 ' CH:CH(OCHa) H C F a H
A462  CHCH(OCH,CHy); | H a F Cl H
A-463 | CHCeHs H a F Ci H
A-464 | CH{CH3)CoHs H cl F Ci |H
A485 | (CH; 5 H C F C H
A468 1 (CHznCeHs H O~ o F | H ]
AAB7  (CHylCerlf H ‘c|_‘_ F (o] A
A468 | (CHz)CeH Gl H a F cl H
A489 | (CH.CHCN H a F Ci H
[A470 | (CH2)2CeHiCH, H Cl F cl H
A4T1 | (CHa)CeHCFy H Cl F i H-
A472 | (CHaaCoHOCH, |[H C F cl H
"A4T3 | (CHa)C.HOCF; | H Cl F ci H
A-474 | CH,CH=CH, IH Cl F cl H
A4TS | ciclo-CyHg H Cl F Ci H
A-478 | (CHz}zNHCH; H cl F Cl H
A477 IH T | H C ¢ F “H
A-4T8  CHs CH, Cl T F H
A-4T9  CHiCHy CHCH, [ O [ Ci F H
A-480  CHy H c Cl F H
A-481 ' CHiCHs H v (W) F A
A482 1 (CH;).CH H a cl 'F H
A-483 ~ | CH(CH» H o "] F H
A484 | CH,CF, H Cl Cl IF H
A485 | C(CHa) H c a F H
“A4B5 CH:CH{CH,); H ¢ cl F H
“A-487  CH{CH,;)CHLCH, [H c c F Ho
t A-488 {CHz):OCH, H cl Cl F H
"A-489  CHCH{OCH,) H Cl Cl F H
A490 | CH:CH{OCH,CHy), I H Cl Cl F TH
A481 [ CH,CoHs H Cl Ci F H B
A492 | CH{CH>)CH; H Ci cl L
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A4ES | (CHz0CH, H Ci Gt F H '___
A-484 | (CHalCoH> H Cl ci F H
A895 | {CHelgCoHeF H Cl ] _‘E H
AdB8 | (CHaCH Ol H Ci <  F H
AMST | {GH2)CoH CN H €i T F H
A48 [[CHLCHCH W a T a F H
A 499 [ {CH;),CaHiCFs H Cl cl F H
! A5 {CHz);CeHaOCH, H Cl cl F H
AB0T | (CHagCeH.OCF: TH | CI o F A
“AS0Z  CHLoH=GHs 7] Cl v F A
| 503+ adoCar H i X3 T H
A-504 | {THaJsNHCH, H Cl a F H
A505 |H ! H "~ [F or &) H
ASDE | CHs CHs F &) Ct H
AGO7 | CHaCHy CH:CHy F o Cl H
A-508 | CHy H F Cl o] H
AS09 [ CHCH, H F i T M
AS10 | (CHCHy H F ad ~|d H B
A-511 | CHECH Ja H F %] Cl H
AB12Z | CHCF H  |F Ci Cl H B
AG13 | GICH. H F —ar Tl H .
A814  CHCHIGHs: H F ) a H
[ A515 | CA{CH.JCHCH; | H F a cl H
ASIB | (CHz)OCH; H F =] cl H
A817 | CH:CH(DCHyy H F Gl Cl H
AG18 | CHyCH{OCHLCH ) | H F cl Tl M
AS18 | CH.CHs H F cl cl H
A-520 | CH{CHL'CoHs H F , G Cl H
A% [CROCH, TR PTG o m
[ASZ2 | (CH.WCrHs H F [~ I e H
[A523 | [CHaRCeLF H F cl Cl H
AS24 | |CHACHG H F Tl Cl H
A525  [{CH:CH.ON H F Cl cl H
A28 | {CHelCaMsCH, H F & Cl H
BET [ \CHCgHL G, H j'l?_:' c C) H
AG28 | [CH,CyH,OCH: | H F Gl Cl 7]
A58 ' {CHECHOGCF, TH T Tl (€ H
| A 830 | CHCH=CH; H o F [ L CI H |
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[A 53 clula-CyH H F Cl i H™
A 532" | (CHz) .NHCH H F cl &l H
A5\ |H H F F ¥ H
A534 | CHy CH: I F F o H ;
ALE35 | CHAH, CHCHy | F F a H
AL36 | CH: H F F Cl H
[A537 | CHGHy H F F al H
AS38 | (CHp:CH; H F F Cl H
A639 | CH{CHgk H F F ] H
AG40 | CH.CF H F F Ci H
A58 [CICHp H F F Ci H
A-B42 CH,CH[CH,)- H F F Cl H
A543 | CH(CHWCHCH, H F F ] H
AB4a | {CH)0CH; H F F cl H
A-545 | CHCHOCH % H F F cl H
(3508 | CHaGH\OCH,CHa) | H F F v H
A-547 CH-CeH, H F F v H
A548 | CH{CH.ICH, H F F A
A-548 | 1CHR0CHs H F LN i
ABED ! CHyJoCuH H F F Cl H
ABB1 | (CHzZCeHaF H F F I H
A-BE2 [ (CHg)#CeHall H F F cl H
AS53 | (CHg)CeH CN H F F Cl H
AS554 | [CHCHCH, | H F F el T
|A-555 | {CHAGHCR  'H F F k) H
AS56 | {CH:hGLOCH | H F F ) H
AGST | {CHeJCH.OCFy | H F F v H -
AS68 | CHCH=CH, H F F Cl H
[A558 | cicie-GaHs H F T cl H
A-BSD (CHalsMNHCH, H F F Cl H
ABE1 |H H O [F G F Ho
 ABB2 [ CH; Crs  'F & F H
(A563 | OHLH, CHCH, [F G F H ,
A-584 | CH, H F o F H 7
A885 | CH.CH; H F C F H
A-508 | {CHZ):CH, H F o “F H
AS67T | CH{CHk H F =] F  |H ‘
=OREED H F I L H




No R L L Y \ 7
LR H F i F H
ASTD | CHLGHCH, H F cl F H
AGT1 | CH{CHIGHCHy | M F v F H
ABTZ | (CHypOCH, | H F cl F H
[AST3 | CHLHR(DOCH: H F o F H
A-S74 | CH-CHIOGH,CH:) | A F ¥ T H

A-57T5 | CHuGeH, H F cl F H

AG76 | CHIGH)CsHs H F ¥ F H

ASTT | {CHalOCeHe H F Cl F H

ASTE | {CHNGeHs H F V] F H

AST9 | (CHalCeHsF H F %) F H
L.a;ssu (CHa)CeH,C H F w] F H

A BB1 | (CHaCeH, O R F Cl F H
(A B82 | (CHe)eCeH CH, H F ¥ F H

A58 | \CHCRH(CF3 H F Cl F H

A-584 ~ | (CHaCHOCH; | H F cl F H

AG85 | (CHa CFLOCFa | H F cl F K

AGBE | CHGH=GH; H F ] F H

A SB7 gcla CyHs H F Cl r H

ABEE | (CH)NMCH: H F Cl E H

A-5E0 | H H ClI F F H
A 550 TCH, ﬁis Cl F F H

AS81 | CH.CHy Ci F F H
"ABB2 [CH, H fal] F F H 1
(ASEd | GHaCH; H o F F H
ASB4 | (CH JCH, H Gl F F H
ASES | CH{GH,): H ] F F H

A-590 CH.OF; H cl F F T

A-397 | C{CHyl H v F F H

ABIB | CH.CH{CHz)z A F F H

AS09  GHICH)H:CHy | H F T T (H

A B00 | {CHg}sOCHs H F F "H

AB01T | CHCHIOCH:) H F G H —

AB02 | CHCH{OCHCH ); | H 3 E A

AB03 | CHiCyH, H F F H

A-504 | CH{CH,)CuH,, H F F A

AB05 [ (CHaROGTaHs H E F H
A 608 (CM,)50eH-, H F F [H T
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AG07 | (CH2ZCeH.F H o FIF "d H
“AB0B ' (CH)CeH.Ol H Cl F F TR
A509 | {CH=CoH.CN H Ci F F H
AG10 | (CH2):CoHCHa H cl 'F F "~ [H
(A-811 (CHMCHCFs | H ¥ _IF F H -
AB12 | (CHa)tCeHOCHs | H V] F F H
A613 | (CH.CHOCF, | H a F F '
AB14 | CH,CH=CH, H a F F H
A615 ' acloCyHe H Ci F F H
A-B16 | (CHa,NHCHs H Ci F F H
ABi7T [H H IF F F H
A-618 [CH, 1 CHs F F F H
A818 | CH.CH, CH.CH, | F F F H
A-820 |CH, i F F F H
A-821 CHCH, H F F F H 4
A€22 | (CHp)CH, H F F F R
A623 | CH[CH:) H F F ¥ H
A824 | CH,CF; H F F F H
'AG25 | C{CHa)s R " [F F 113 H
A628 | CHCH(CH:), H o [F F F H
AB21 | CHICHCHLCH, |H F F F H i
A828 | (CH,»OCH, H F TF F H
A-620 | CHLCH(OCH;} H F F F H
A630 | CH,CH(OCH,CHs)y [ H F F F H
A631 | CH.CH, H F 4‘; F m ~
(A832 | CH{CH:CeHs H F F F H
A-633 ~ | (CHy);0C:Hs H F F F A
A634 | (CH:CiHy H F F F A
A835 | (CHy).CH/F H . F F H
[A-636 [ (CH:RCHCI H F F F m
ABI7 | (CH:CH.LN H F F F H
AB3B  [{CH:RCHCH,  H F F F i
A-839 ‘j’éuzwi.cs, H F °F F T
A640 | (CH2)CiH,OCH, | H F F F m
| AB41 [ (CHECH.OCF; | H F F F =
| AB42 | CHLCH=CH; H F F F H
|AB43 | acl-CyHs H F F F H '
A-844 [ (CH;),NHCH, H F TF F H ﬂ



33
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AB45 | H H [ Cl CF, H
AB46 |CH, CH, Ci Cl 1 CFs [H
ABAT | CHiCHs CH,CHy | O Ci CFs H™
Aee8 |cH, |n c T CF, H
(AB49 | CH;CH, H cl c CF, H
A-650 | (CH2)CH;, H o cl CF, H
A®BS51  CH(CHa): H ol (3] Ch H
A652  CH.CF; H Ci G _CF, H
A6S3 | ClCHy) H Cl <) CFs A
A-854 | CH.CH(CHy) H™ " [or cr CF, |H
AB55 [CH(CHJ)CHCHy [H c ] CF, H ]
A656 | (CH:):OCH, H c Cl CF, H
A-857 | CH;CH{OCH,): H cl ci CF, H -
A658 | CH,CH(OCH,CHy)s | H a Cl CFs H
Esg lc_l-lzc:.,r-l, H c c cf, H
A-860 [ CH(CH,)CeHs H a Cl CF, H
AGB1 | (CHaOCHs H ! Cl CFs H
AG62 | (CHz)zCoHs H cl v] CFs H
AB63 | (CHICoHF 1+ a Ci CFs | H
[A684 | (CHziCeH:Cl H o al CFy H
A665 | (CH,CeH,.CN H ™ V) CF, H
A668 | {CHCoHCH, H Cl ci CF» H
A-867 [ (CHy)CeH.CF; H [G cl CFs H
A-668 | (CH)CeHOCH, |H ci Cl CF» H
(A-G68 | (CH)CaHOCF; | H @] Cl 'CF, H
A-870 | CH;CH=CH, H Cl Ci CF, H
AB71 | ciclo-CyHg H o v CFa H
A-872 | (CHy)NHCH, H c Cl CF, H
(A873 |H H TCFR 7] i H
A-6T4 |CH, CH, |[CF, (o] Cl H
| A675 | CH,CHs CH.CH, | CF, (] cl H
AB76 | CH, H CFs Cl Cl H
i-a‘re'ﬁ CH,CH, H ~ [CF, < C H
A678  1{CH,)CH, H CF, K | Gl H
AE79  CH(CHs): H CF, oG H
A-880 |, CH:CF, H _ CF Cl c H
AG81 | C{CHa) H . CFs 7] C H —
A-682 ~ | CH;CH(CHy)s H CFy Ci 7] H
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No.  |R' R® R R’ A

A-683 | CH{CH3)CH,CH, [H CF, ‘cT [v] H
[A-884 | (CH,)2OCH, H CF, cl a H q
A685 | CH.CH{OCH.): 'H 1 CFs Q a H

AG88  CH.CH(OCHLH,). H CR, Ci Ci H

AG87 | CH:Cite H (T T Cl H

AB88 | CR(CH.)CcHs H CF, Cl Cl H
A680 L(_E:l-l,),cTc.l-l., H CFy Cl c H

A690 [ (CHa):CyHs R CF, Cl Cl IH

AB91 | (CHkCetlF H CF, cl Cl H

A602 ' (CHy).CeH.CH H 1 CFy cl o H

A683  (CHz2CeHiCN H CF, a o H

AG94 | (CHhCgHeCHs  H CF, Cl 1 Cl H
AS95 | (CHaRCHCFs H CF; c o H

A-696 | (CH.CHOCH; |H CFs Ci Ci H I
A897 | (CHz:CyOCF; |H CF, Cl Cl H

AGO8 | CHeCH=CH; H CF» €i Cl H

A€90 | dcl-CiHa H CFs ci Cl H

A700 | (CHz)NHCH, H T|CF Cl Ter H

A701 |H H CFs Cl F H

A702 [CH, CH, CFy, [C F H

A703 | CH,CH; CH:CH, | CF, cl F H

A-704 | CHy H CF, Ci F H

A-705 | CH,CH; H CFs (o] F H

A706 | (CH»)CHs H CF; Cl F H

(A 707 | CH(CHs)s H CF; Ci F H

ATOB ~ | CHLCF: H CF, Cl F H
A-708 | C{CHa» H CFs Ci F H

| A710 _ [CHCH(CH:R H CFy TCi F H

A711 |CH{CH)CHLCH, H CF, CI TF H
[A712__1{CH:}.0CH, H CF, c F H

A-713  CH:CH(OCHs) H CFs a °F H
AT14 CHCR{OCHCHsk [ H 'CFs c F ~— H

A 715 | CHCoHa H "CF, @] F H -
A-718 | CH{CHy)CeH> H CF, Cl F H

A717 | (CH;OCH, H CF, & F H

A 718" | (CHy)CoHe H ""gT' ':'ﬁ F H

AT19 | (CH)CHF H CF, CI F H

AT20 | (CHRCHC H CF; ] TF H
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No R R R I R™ Y.
A-721 | (CHa)ZCsHCN H CFs ClI F H
A-722 | (CHa}CeHiCHy H CF, Cl F H
A723 | (CH:CeHiCFy H CF, c F H
RA724 | (CH:CsHOCH; | H CFa c F H
“A725 | (CHihCoHOCF, H CF, Cl F H
A-726 | CH,.CH=CH. H CF, C F H
A-727 | dclo-CaHs H CF, Cl F H T
A728 | (CHa:NHCH; H CFs Cl F H
A729 [H H F ci CF3 H
A730 | CH, B - F Cl CF, H
A731 | CH:CH: CHCHy F O CFh 'H
“A732 ' CHs H F a T Ch H
A 733 CHCH, H F al CF, H
A 734 | [CHx:CHy H 1F o CF: |H
A 735 | CH(CHz) H F i CFs H 7
738 [CHLCF, H F i CF:  |H
A-T37 | C(CHsh H F + CI CF; H ]
A738 | CH,CH(CHsk 1w F cl CFs H
[A730 | CH{CHs)CHCH, [H F ol CFs H
A740 | (CHa);OCH, A F cl CFy H
A741 |CHLCH(OCHy), |[H F Ci CFs H
A 742 | CHLCH[OCH:CHa)a | H F cl CF, H
A 743 [ CHCuH, H F Cl [ 'CFs H
A-744 | CH{CH,)CeHs H F Ci CFs H
A745 | (CH»)OCsHy H F ci CFs H
A-748 | (CHp:.CeHs H F Ci CFs H
A-TAT | (CHaCHoF H \F c CF. |A
A-T48 | (CHp}CeH:CH H F ci CFs H
A-749 | (CHRGHCN H F ] CF, H
A750 [CH):CHCH, TH F K | CFs H
A761 | (CH)CeHCFs H F Cl CF, H
[A-752 | (CHshCoHOCH; IH F , Cl CF, H
[A753  {CH:CeHWOCF;  H T = CFs H il
‘AT54  CH:CH=CH;z H F v TCE. H 7
(A755  ciclo-CaHs W IF a CF, |H
AT58 | (CHy:NHCH, H F ol CF, H ]
AT57 |M H “F a CF, H
A758 |CH, CH: F (o] CF, H




=%

No. R R? RF R’ Yn
AT50 | CROH; CHLH: | F Cl CF;, |H
A 760 | CHg H F - CFa H
AT61 | CHH: H F a Chh H
A-TBZ | (CH).CHa H F cl S
[A763 | CH{CH;)- H F Cl CFs H
A 764 CH.CFs H F [e]] CFy H
A765 |C(CHsh H F @] CF H
A-768 | CH,CH(CHy)s H F . _ci CF, H
A-767 | CH{CH)CH.CHy | H F__]o CF; |H
A-768 (CHz);0CH, H F ct CF, H
A-768 | CH,CH(OCHs), | R F e CF3 H
A770 | CHsCH(OCH;CHs) |H F cl CFs H |
ATI1 | CH.CH; H F Ci CF, H
[A772 ~| CH{CH;)CeHs H F i CFs H
ATT3 (CHz)70CH, H F ci rcr-', H
A-T74 | (CH2)CaHs H F Ci CF, H
%ﬁ (CHCoHF H 1 F Ci CF; H
A 776 1 (CHa)2CoHLC H F Cl CF, R
A-TTT | (CH:::CoHCN H F c CF, H
A 778 | (CHa)CcH(CH, H 'F =B CF, H
ATT8 | (CH)CiHLCF, H F v CF, H
A-780 | (CHa,CsHLOCH; [H F o CF, H
AT81 | (CFRCeHOCF; | H F G Ch H
A782 | CH;CH=CH; H F Ci CFa  |H
A 783 " | cido-CiH, H F c | CF3 H
A-784 | (CH;);NHCH, H F c CFs H
(A785 | H H Cl H CFs 6C
A788 |CH, TH, i H ‘CF; 6Cl
A-787 | CH.CH, CH.CH; | CI H CFa 8-Cl
A-788 | CHs H Cl H "CFs &C1
(A 789 ~ | CH,CHs H =) H CF, 6-Cl
A-7190 [ {CH2:CH, H er H ‘CFy 6-Cl ]
A-781 ' CH(CHa) A Ci H CFs ~ 16-Cl
“A 792, CHiCF; A Gl A CF, — 6C1 |
A783 [ C{CHis H Cl H CFa | 6Ci
)ﬂ“ _r_;‘ﬂ,_cu(cn.). ) c H CF» [T
A79 | CH(CHJCH:CH, [|H a H CF, 6Cl
A 766 | [CH0CH, H ] H CFs &Ci
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No R R R" R R Yo
ATST | CHLCROCHE  [H a H CFy 8-Cl
A798  CH,CH(OCHCHy: H Ci H CF, 6-Cl
AT99 | CHCeHes H Cl H CFs 6C
AS00 | CRICHsICoM: H C r I
(A-801 | {CHy}OCeHs H ] H CF) 6-Cl
A802 | (CHpCeHs H Cl H CF, 6-Cl
A803 | (CHzhCeHF H o] “H CF P'm
A-804 | (CHz):CaH{Cl H CI H ~ |[CFs 6-Cl
A-805 | (CH).CHCN H c H CFy 8-Cl
A-808 [ (CH;)CeMiCH, H a__ [H CFy '8l
AB07 1 {CHa}CoHCF, H al H CF, 8-Cl
|A808  {CH;:CsHOCHy H Cl H " CFy 6-Cl
"A-800 (cn,l,cﬂg_cﬁ LH cl H CF, &-C!
A810 | CH,CH=CH; H Ci H CF, 6Cl
AS11 | ccioCiH, H a H cr, 5-Cl
A812 | (CHs:NHCH, H cl “IH CF, 6-Cl
[A8v |H H ol H F 6l
A814 | CH; CH; cl H “F 6Cl |
A-815  CHLCH, "CH.CH, [ CI H F ©-Ci
A818 | CH, T UH ci H [F 6-Cl
A817 |CH.CH; H Cl H F 6Ci
A818 [ (CHy)CHs H Ci H F ~ |5C
A810 | CH(CHq)z H (@] H F  |&ed
[A-820 ~ | CH.CF, B Cl H F 8Cl
A-821 | C{CHy) H a H F 8-C\
A-822 | CH.CH(CHsy» H ~— ¢ H F a1
"A823  CH(CHy)CHLCH; 'H e H ~F 6-Cl
AB24 _ (CH,);OCH, H ] H ~F 6-Cl
[a825 [cn.cHOCH) H Cl H 1F 6Cl |
A-828 [ CH,CH[OCH:CH,): |H cl H F “Tec
A827 |CHCyHs H Cl H F TleCr |
A828 | CH{CH,)CsHs H Cl H F 8-Cl
A820 |[(CH:):0CHs I [+ H F 8-Cl
A-830 | (CHz):CeHs H Cl H F 6-Cl
A831 [ (CRRCoHF H a 'H F 8Cl
A-832 | (CHy)sCyH, Ci H cl H TF 6-C!
AB33 | (CHa:CiHCN H —[a H F B
[AB34_ | (CHICHCH: | R c H F_ teo —
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No R’ R' R R’ IR’ 1¥a
AB35 | (CHa)aCeHeCFy H lc H F 6-Ci
{A-836 | {CHa}CsH:OCHy |H cl H F_ 6-Cl

A 837 | (CHaRCeH4OCFs | H C H F &Cl
A-838 | CHCH=CHy R o H F 8-Ci
A839 | ddoCte o H F 50
A-B40  (CH2NHCH; H Cl H_F &ct
A841 H H F H o] 6-Cl
A4z | CHs ) CHy |F H C) 6-Cl
A843 | CH.CHy CH,CH: | F H c 6-Q
AB4d |CHy R F H [¢] ¥y
A-845 ' CHiCHs H F H Cl 6-Cl
A-846  (CH.),CH, H F H a [X<]
"A-B47 | CH(CHa): H F H TQ "8-C!
A-848 |CHLCF, [H F H Cl ' 68-Cl
A849 | C(CHa» H F H C 6-Cl
A-B50 | CH:CH(CHa): H F H cl 6-Cl
A851 |CH(CHJCH.CHy [H F H o =
A852 | (CHe)yOCH, H F H ci 6-Cl
A853 [ CH:CH(OCH:) H F H Cl &C |
"A-854 | CHCH{OCH;CHa) | B F H I ¥
A855 | CHCoHs H ~(F H Cl 6-Cl

A 856 | CH{CH,)CH; H F H Cl 1601
[AB57 | (CH20Cs H F H cl 8 Cl
A-858 [ (CHx)CeHg H F A Cl 6-Ci
'A850 [(CHLCHSF H F H (] 6Cl |
A860 | (CHzRCeHO) H F H Cl 6Cl
AB61  (CHLLON  H 3 ) Cl ‘8
A882  (CHy),CoH.CHy ~ | H H3 H a &-Ci |
A-883 | (CHahCeHiCF3 H F H a Ci
A-B54 | (CH2nCeM,OCHs | H F H cl 8l
A865 [(CH::.CH,OCF; [H F H a Xe]
A-8668 | CHLCH=CH; H F H c 8-
A-867 | ciclo-CaHs H F H Cl §-Ci
A-868 | (CHa}NHCH; H F H (o]} (¥
A862 |H H T H I &Cl
"A-870  CHy “CH; |Ci T H o] 6-Cl
(ABT1 | CH.CH, CH,CH, Ci 3] ci 8-Cl

| AE72 | CHy H [ H cl 6Tl
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No. R 3 R R R Y,

A BI3 | CH.CHe H al H Gl 5-Cl
AB74& 1 {CHz):CHy H Cl H Cl 8-Cl

[A-873 | CHICH), H Ci H cl &Gl
AB78 | CHCFs H a H o 601 |
ABT?T | C{CH)e 0 &) =) o B,
A-878 | CHCH{CHy), H cl H Gi g-Ct
[5-879 | CHHCHR/CH:CHy | H Ci H Gl B-Cl

A BB0 | (CH2xOCH, A cl H Cl &Cl
2881 | CHCH{OCH3k H cl H Cl §Cl |
3882 | CH:CH[QCHCHyk: [ H Cl H Tl &G
A BE3 [CH:GaHe H Gl H Cl 6 Cl
CH(CH)CHs H Cl H Cl 6 Gl

A B8 (OHz)0CeHs H il H <] L
A-BEE | 1CHo)ALcH, H Ct 7] cl B Cl
[ABE7 | (CHalCarlar R B H Cl B Cl
ASEE | (CHLGAOI H T H i =
(2.889 | {CH_}CHGN H Cl H ] 8 Cl
2890 | (CHa)aCoM.CHy H cl H o 8-Cl
A 801 [ (CH:CeH,CFa | H cr K =l B

(A B92 | (CHa:CeHOCH; | H Ci M cl B-Cl
AB3S | (CHLCHOCF [H ¥ H Cl 8-Cl

A B34 | CH:CH=CH; H cl H | 6-Ci
A-B895 cicko CyH H ] H cl a8-cl
A-BBG | (CHyxNHCH, H | H i 50l |
 A-887 | H H F H Ci BF
A-898 | CH, CH; F H €l 6F
A-BJ9 (CH.CH, CHaCHa | F H Cl B F
2500 | CH H F H ] 6F
AL01 |CH-CHs H F H Cl &F
(AR02 | (CHGH H F H ] aF
AR | CH{CH;) H F H Cl &-F
AS04 | CHLF: H F H o BF ]
AS05 | CICHL H T H Cl EF
[AB06 | CHL.CH{GH 1z H F A Ci BF
AS07 | CHICHWCH.CH, |H F H Ci TF

| A908 | (CH »OCH, H F A cl B
AG08 | CRCHIOCH): | H F A o] 8F

| A-910 | CHaCH{OCH Chlalp | H TF H I aF




. 2

Na -y T R n Y. |
AD11 | CHCHs H ~[F H & oF
A2 | CHICHa}GHn H F H al BaF

AGI3 [ (CHL]-OCH, H F H c BF

A 14 | (CHlCeHs H F H v B-F
AO1B | (CH)CeHaF H F H cl 6F
ASTE | (CHaCeHIO H F " ¥] BF
A917 | (CHerCoHCN H F H Gl BF
AE18 | (CHs%CeHCHy B TF H Cl BF |
A-919 | [CH ¥ CcHUCF H F M ¥ BF
A520 | (CH RGLHOCH; | H F H cl BF
A821 | (CHsCiHOCF; |H F H cl BF
AGZ22 | CHCH=CH, H F H ¥ 8F

A 923 | cicioCHg H F H %] BEF |
A 824 | (CHz):NHCH, H F H a EF
A925 |H H F H F &Ci
AD28 |CH, CH, F H F &0
ABZT | CHyCHs CHEH | F H F BCl
ADZB | CHa H F H F X

A 828 |CH:CH, H F H F &-Cl

A D30 | {CHzRCH, H F H E &l

A 931 | CHIGHY), H TF H F BCI
"AD3Z | CHaCFa H tF H F 6c1 |
AT31 | G{GH. H v H F B Ol
A934 | CHAGH{CHy); H F H F oGl
(A835 | CH{CHICH.CH, [H F H F 50l
AB30 | [CHuOCH, H F H F 5ol
A B37 | CHOM{OCH3)2 H F H F g CI

A D38 CH;CHOCHLCHak | H F H F ¥
AD39 [ CHaCeHs H F H F =<
AQIG | CHICH;ICaH, H F H F (X<
[A841 | (CH_ OCaHs H F H F Bl |
A 842 | [CHoCH H F H F 8-Ci

A D43 | [CHAC.HAF H F H F ac
AD4d  [CHohleLCl H F H F acl
ABAS | \CHaCeHiCN H T H F B -
A Q4B | (CHzl:CgHiCHa H F H F Xw B
(A DAT | [CHohaCsHaoF H 1F H F 8-Cl
ADAE  T{CH LC:H.OCH, H 1 |H F acl |
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No R R TR R Y, 1
A 049 | [CHipCsHOGFy [ H o H F &Cl
A B50 | CH.CHwCH; H r H F &-Cl
A-851 | acn CaMs H F H F &l
ABAZ | (CHAMNHCH, H F ™ H F 6 Cl
A853 |H H F H CFs 6F
A-954~ | TH, &y |F A tF  |oF
A BE5 | GHiCHs CHCH [F H CFs &F
"AT56 | CHa H F H CFRs &F |
057 | CHaCHs H F H CF3 &F
AB5B | [CHyeCHe H F H CFy &§F |
[A558 CTHICH ); H F H CR; oF
A D80 CH,CF H F H CF, 8
A BBt | C(CHa% H T H CF, aF
AD62 | CHLHICHzk: H F H CFs aF
ABEZ | CH[CHJ)CHLH: |H F W H CF; 6-F
A-B64 | ICHzROCH, 'H F H CF & |
A U85 | CHZCHOCH 2 H F TH ] CF: 6-F
ADBE  CHCMOCHgCHy) | H F H CF. |8F |
A067 | CHCHa H F T Chy aF
ADES | CH{CHaCHs H F H CFs 6-F
AB63 | (CHz)ZOCaH, H F 4 ©F.  |6F
AST0 | (CHWCHs H F H CFy EF
AGTT | (CHaCaHaF A F H CF, BF
AGT2 | (CHnGHACT H F H CFa 8F
API3 | [GHJC HECN H F H Chky BF
A974 | (GHECHLCH, H 1T H CF &F
AG75 ' {GH.CH.CF, H  [F H CF |&F |
Ag76 | (CHa)CH OCHy | H F H CFy  |BF |
TAB7T | (CHICHLOCFs | H F H CFa BF
AG78 | CHGH=GH: H F H CF, BE
AGTS | cicio-CaHs H F H CFy I3
A 980 {CH3):NHGH; H F H CFs E&F
A881 | A H CFy H F BF
"ADAZ CHs CH; CFs H F BF
Ae83 | CH)CH, CH-CHg | CF» H F BF
AQBd |CHs H CF, H F (B F
7085 | CHGH. 1 EF, H T 5F
A BB | {CH2ZCHR A CFa H F &F
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| A-887 | CH{CHs) H CFy H F BF a
(A-688 | CH:CFs A CF; H F 6&F

' A-D89  C(CHs» H CF, H F &F
A900 | CHCH(CH:),s H CFs H F BF )
A 991 | CH(CHy)CH.CH: | H CF, H F BF
A882 [(CH,OCH;s H CFy H F 6-F T
A-993 ~ | CH,CH{OCHsh H CFs H F 6F
[A984  CHCHOCH CHs}z H  'CFs H F B-F
"AGDS | CH,CeHs H "CFa H F 6F
A998 | CH{CHy)CeHs H CF, H F 6F
A097 | (CH2,OCsHs H CFs A F &F
[A-898 | (CH3):CeHs H  |CF H F 6F
|ADS9  (CHaGHF ' H cf._ H F 8F
A-1000 | (CH)/C:H.C\ H t CFy H TF 6F
A-1001 | (CH)CeH.CN H CF, H IF &F

A 1002 | (CH2).CoHsCH; H CFs H F 6-F
A-1003 | {CHz);CeH.CFa H Tcr H F —ter T~ |
A-1004 | (CHp)CHLOCHy | H CFy H F BF
A 1005 | (CHa)CeWOCFs | H CFs A F eF

A 1008 | CH;CH=CH; H CF,» H F 6F
A-1007 | dicio-CaHs H CFs R F |6F |
[A-1008 ' {CHa;NHCH, H CF, H F_6F
A-1008 | H H CFy H F 8-CF,

A 1010 | CH, CH, CFx H T 6-CF,
A1011  [CH.CH; CH,CH, | CF» H F @Cry
A-1012  CH, H CFs H F 6-CF;

A 1013 | CH.CH, A CFy H F 6-CF,

A 1014 | (CHz)2CHy H CF» H  (F _ |6CF
A-1015 | CH{CHs) H CFs t H F 6-CF3

A 1016 | CH.CF, H CFs H F 8-CF,
A-1017 | C(CHs)s H CF, H TF — [eé<F, |
A-1018 | CH:CH(CH,) H CFs H F 6CF,
A 1018 CH{CH)CHCHs H CFs R F 8CFy |
A 1020 | (CHsnOCHs A CFs H F 6-CFx |
A-1021 | CH:CH{OCH:)2 H CFs H £ 5-CF,
A-1022 | CH:CH(OCH;CH3); H CF; H F 6-CF5

A 1023 | CH.CoH, H CF, H F "6CF
A 1024 | CH{CH;)CsH, H | CFh H F I
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A 1025 | (CHA:0CH, H Ch H F 6CFs
A 1026 | (CH) CeHe H CF ) F 6-CF
(A 1027 | (CH:CHIF H Cra H F 6-CFy
A1028 | {CHCaHLC! H  |[Ch H 1F 6-CF;

A 1020 | (CHgeGaHdCN H CF, H F &Ch
A-1030 [CH35CsHCHs H CF; H E &Ch
A-1031 ~  {CHpleCyH.CF H CF; H F & CF,
21002 [TCH:CeH.OCHs | H CF, H F BCF
A-1033 | (CHzHxHLOCFy | H CFy R F BCF
A-1034 | CHCH=GHy H CFa H F 8-CFy
A-1035 | cicko-CaHy H cF, H F BCFy |
AA038 | (CH;LNHGH; H CF,y H F 8CF; |
A1037 | H H CF, H CF, "F
[A 1038 |CH, CH, &Ry {H [CF, |6F
A-1038 | CHiCH, CHsGHy ' CF H CFy  IBF

(A 1040 | CHy H CF, 7] CFa 67

A 1041 CHGH. H CF, H CFa B8-F

A 1042 | [CHappCHy M CFy H CFs aF |
A 1043 | CH(CH % H CF, H CFs 8-~

A 1044 | GHGFy H GF- H “CFs B-F

A 1045 | CiCHsk H CF, H CF, | BF |
A 1048 | CH.CHICH:) H CF, H CF» BF |
A-1047 | CH{CHy)CHCHy | H A H CFa &F
A-1048 ' {CHZOCH; H CF, H | CFy B F
A-1048 | CHCHOCHs): H CF, ] CFa BF
A-1050 | CF.CH{OCHAHsk | H Cra H CFa | 6F

A 1051 | CtiCoHy H CFy H CFs | 6F
A-10562 | CH{CH_)CeHs H CF, H CF aF

A 1063 | {CHz) OCHs H CF H GFa &-F

A 1054 | (CHz)<CeHs H CF H CF, BF

A 9055 | (CHe)CoHaF H CFy H CF EF

A T058 | {CHACHL H TFs H ~ [CcF:  |8F
A 1057 | (OHz)sCeH,CN H CF H CFa BT

A 1068 | (GHa)zCeHeCHa H CF; H CF, | BF
A-1089 [ [CHACHLCFs | H CF. H cF, &F
AADE0 | (CHGeH4OCHs | H CF M CF. §-F
A1061 | (CH.GHAOCF, [H CF, H Ch aF
A-1062 | CH-CH=CH, H CF, H CcF, oF
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A 1063  octCHe H CF, H CF &F
"A 1064 | {CHz}gNHCEHN M CF, H CF &F
A085 | H H OF. H “[CF B-Cl
A1088 | CH; Ct. | CF, H (CF &I

A 1087 CH.CH CH:CHy CF H CF- 'e-Cl
A1088 | CH, H CF, H  [eF  &Cr |
A 1068 | CH.CH, H CF H 1GF, B=C1

A 1070 [ (CH ] CH, H CF H CF ea

A 1071 | CHICH: H CFj H cr: |
A 1072 | CHLCF, H CF H CF, 61

A 1073 [ C{CHsk H CF H CF, Bl

A 1074 | CHCH({CHy: H | CF, H CF, &0

A 1075 | CH{CHSJCHCH: | H CFa H CFy B-C1
AND76 | (CHa)yOCH H  |CF: H A 8-l
A10YT | CHCHIOCH ) H CFz H CFy acr

A 1078 | CH,CH{OCHZCHy)s ' H CF, H CF, 8-Cl
Ac1078  CHaCyHg H CFs H CF. a-Cl
A-1080 | CH{CH, G e H CFs H CFa 8-Cl
A-10B1 | (CHz:OCeH, H , CF, H CF, 8-Cl
A-1082 |7CH hixH, H CF H CFy 8-Cl
A-10B3 | (CHakCoHiF H CFa H |cFy  [eCl |
A 10B4 | ICHRGeHLCI H cF, H ©F,; B-Cl

A 1085 [(CHsRCH.CN H CF, H CF, aCl
A-1086 | (CHa).CaHL.CH, H CFs H CF, 6.C
AT0ET |, {CHz)loH.CFa H CF, H CF, 6 Cl

A 1088 | {CHawCoH.OCHy | M CF H CF, B Ci

A 1086 | (CH;wCgH,OCF: |H GFy H  |[CFp, |6C |
CH-CH=GH, H CF H CF,  |6CI

A 081 | dooC.H, H CF; H CF, [8cl |
A-1082 | (GHapNHGH H CFs H CF, 8Cl
A1083 'H H [CF, H al 6-C1

A 1004 [CH, CH Cr, H cl 5-Ci

A 1085 | CHCH, CH CH; | CF, H cl 8 |
A 1006 CHy H CFy H Cl 8-Ci
A-1087 | CH.CH, H CF; H Cl &Cl
A-1098 | (CH)CH: H CF, H Cl 6 Ci
A-108e [ CHICH:) H CF H Cl b=Cl

A 1100 | CHeCFs H CF, H C 8L |




o 1%

No IR TR R TR* |R Yo |
A 1101 [ CiCHsh BL CFa_ [H I
A-1102 VCHCH{CHs)y H CF, H Ci I'éCl
L N S [ <
'AT104  TCH)OCH, ~ |H — TCFy _+H cl 6-Cl
A1i08 | CR,CHIOCHY, A | CF, A o |50 _\
Wﬁos_; CHCH(OCH.CH:: |[H__ CF H TG 6-Cl

A 3707~ | CH.CeHs H CF, H o] &-Ci ‘j
A 1108 | CH(CHs)CeHs | H CFa H al 6l
A-1108 | (CHz)OCoHs H™ |CF, H Cl &l
A1110 [ (CH:)sCols H CFs H Cl eCl
A-1411 | (CH;)CoHF H CF, H Cl 6 Cl
A2 TICHGHAC [H Ch —_|[H 1o Tea |
‘5 1113 '“_(CH,),C.id.t:_q_ H cF, H Ci 6-Cl
A-1114 | (CH:CHCH, ~— [H CFa H c B-Cl
TA-1915 | (CH.)CoHuiCF H CFy H Ci &l

A 1116 | (CH2),CeH,OCH; |H CF, H Ql 6Cl |
ATV (CH).CHOCF; | H CF, _+H a 6-CI :
[A 1118 | CH,CH=CH; H CFs H Cl 6-Cl
A-1119 ' ddo-CaHs H CF, H o 8t
A 1120 | (CHa):NHCH; —+rT_ ‘:"q-"'_,__ H ¢ [&d
A1921 | H H CF; H Ci 8-CFs
A1122Z | CHy TCHs  [CFs H Ci s-cF.j
A-1123 | CHCH, CHCH; | CFy A @ 8CF, —
A 1124 | CH, ~TH CFs H Ci 6-CF,
A-1925 ) CHLCH, TH CFs H TG 6-CF,

A 1128 | (CH:).CH, 'H N cl §-CF;
A-1127 TCH{CHy) H Cr, H [c 8-CFs |
[A1128 " 1TH.CF, H CFs _{ H ':?.T 6-CF3
A1129 | C{CHsh H CF, _l_l-l_ j Cl 68-CFy |
A-1130 | CH:CH(CHs) H CFs H Cl 8-CF,
1A-4131 fmCHACH,CH, HLE A K™ |al &Ch |
A-1132 | (CH2)20CH, H CFs H al 6-CF3
A1i33 TCACHROCHRE v 6h 1w @ ECF,
A-1138 | CHCHIOCHCH)[H™ | CF; H~ TG B-CFy
A1135 | CHaCyHa R |crR T Ci s-cr,j
A 1138 | CH{CHy)CeH, H CFy H G 6-CFy
[A-1137 | {CH;}:0CH; JH” 'er M e 6 CF; J
A 1138 | (CH:)CHy [H CFs H Ci 6CF; |

T —— — - w——
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A1130 | (CH2RCoHF H 'E_; H C az_oﬁ'_ .
A 140 CHCHG — JH — "Chi H a 6-CF;__ ]
A 11417 | (CH;CeHCN H CFa H Ci 6-CF»
A-1142 | (CH2)CoHuCH: H CF3 H ci 8CF,
A-1143 ' {CHz):CeHCFs H CFa | H Ci 6-CF,
A-1144 “ [ (CHCH.OCH, | H CFy H i 6-CF;
A 1145 | (CH;CHOCF; |H CFs H Ci 1Te-Cr,
A-1148 | CH,CH=CH; H CFy H Ci 6-CFs
A1147 | cido-CyHe H CFa H ) BCFy
A 1148 | (CHzNHCH, H CFs H Ci 8-CFa
A1149 | H H F H CFs e |
[A1150  CH, CHy ' F H (CFR — el
ATI51T | CH,CH, CHCHy | F H o Ted
A 1152 |CHs H F H CFs &Cl
A-1353 TCHCH, H ¥ H TR eCl
A8 [CRacH, (W F T[T e Tlea ]
A 1955 | CH({CHs) H F H CFs &Cl
A-1158 | CH:CF, H F H CTF, ~ |6C1
A 1157 | C{CHsk W — F B TV
A-1158 | "_cr@ccn,),__LH___ 1F - H CF, 8C
A 1158 | CH(CH,)ICHCHa | H F H CF, 6-C!
A1160  {CHz:OCH, H F H CFa 8-Cl
A 1161 | CH.CH{OCH,); H F A CFs &-Cl
lE-ﬁEz_ | CH.CA{OCH,CHy); ' H F H  |CFR [6-C1
A 1163 , CHiCaHs H ¥ H CF, &cl
A-1164 | CH{CH3)CoHs H F H TcF, ~ [sCr
A 1165 | (CHz)z0CeHs H F H CF, 5-Ci
A 1166 %EW: H }'F__ A CF, a-Cl
A 18T |(CH)MCHF  [H F H TCF, — [0
A-1168 | (CH)CHLCI H F H CF» | 6Ci
A-1168 | (CHz).CeH.CN H F H CF,; 6 Cl
A 1170 | (CH2)sCeHCHs H F H CF, 8-Ci
A19T1 | (CHa&GHICF, H F ] CF, 5Cl
A-1172__[CH,CH.OCH;,  H IF_—|H Cr.  [6Cl
A-1973 | (CH),CeH,OCFy [ H F H CFy 8-Cl
A-1174 | CH.CH=CH; H F H TCF — (6 |
A1175 | doio-CsHs H F H TCF, — lgcCi |
|A-1176 "] (CH;ENHCH, H ~ |F H CFy ~ [60 |
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A1I77 'H H F H F 6F :
A 1178 | CH, CHy F H F "86F |
Eiﬁs_' CH.CH; CHLCH: | F H [F— &F “
A 7180 " CHy H F H F &F |
A 1181 [ CHLH, H F H F &F
A-1182 | (CHa.CH; H F H F 6&F
A 1183, CH{CHy): H F H F 6-F
A-1184~ | CHCF; H F A F 6F |
A-1185 [ C{CHy) H "E_ H F &F |
'A-1188  CH:CH(CHy); H F H F 6F
A 1187 | CHCH)CHCH |H  |F A F &F
A7188 | (CHz)-0CH; H F H F 6F |
A-1189  CHCH(OCH,)2 H T H F 6F |
1A-1180 | CHyCH{OCH.CHs); [ B F H F 8-F
A 1181 | CH.CsHe H 1 H F  |6F
A-1192 | CH(CHs)C:Hs H | F H F B-F j
A 1193 | (CH;),0CH: H F H F 8.F
AT194 “T{CHCeHs H F A F— &F |
A-1185 | {CHo)CeruF H F H F 8F
A-1196 | (CH,).CH.CI H F H F &F |
A-1187 (CHAGHION H F A F 6F
A 1188~ [ (CHz)sCeHCHs H F H F B-F
A1189 [{CAQCHLF ~ TH F H F 6-F
[A1200 (CHa)iCeHbOCHs | H E H F [eF =
1A-1201 | (CHaCHOCF, (H F H F — |6F
A-1202 | CH,CH=CH; H F H F 6&F |
A1203 |\ cdoGHs | H F o |A F T Ter
[A-1204 | (CH;=NHCH, H F H F F |
A1205 | H H Cl V) el — |secr |
41206 | CH, o .a__[a a 56-Ch,
[A 1207 | cRLCH, CHCHs | OV o Ci 56-Ch
(A 1208 | CHy H Ci cl cl 56-Cl,
A 1200 | CH:CH, H a Ci Cl 56-Cl,
A 1210 [ {CH.)CH;s H cl cr "~ |c 56-Ch,
A-1211 |, CH(CHY): H ] a ) 56-Clz
A 1212 | CHyCFs A c Cl (" 56-Cly |
A 1213~ ' C({CHa)p H Cl 7] ¢l 56Clz |
&1214 CH,CH(CHy); H a Cl a "'E.E-Ej
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A 1215 ~ | CH(CH))CH,CHy | H (o] cl ci 156-C; |
A-1216  {(CHz)OCH; H Cl ct cl 5 6-Cl;

A 1217 | CH,CH{OCHs): H a C a 5 6-Cly
A1218 | CH.CH{OCH;CHy)s | H Ci Ci Ci 56-Ch
A 1219 CH,CeHs H C c "] 5 8-Ci;
A-1220 | CH{CHs)CoHs H Cl Cl [ 56Cl |
:A 1221 | (CHz)0CeHs H o~ a " 'a 56Ch |
A12227 , (CH):CeHs H ] a —a 5 6-Cly
(A 1223 [ (CHy):CHF H cl c cl 56-Cl;
A 1224 | {CHa2:CH:C! H ] ] Cl 56-Cl; |
A-1225 | (CH2);:CeH.CN H < cl c 586G,
A 1228~ | {CHa:CeH,CH, H Ci Ci Cl 5,8-Cl,

A 1227 | (CHCHCF, T H (o] Ci ] 56Cly |
A1228  (CH:JiCHOCH, TH ar a c 56Ch |
A-1229 | (CH;}aCeHOCFy | H cl ci cl 5,6-Chy

(A 1230 | CH.CH=CH; H Cl Cl e T |580;
A 1231 |, ddo-CyHs H Cl a o] B86-Cly |
A 1232 | (CH;).NHCH, H f_u— Cl Ci T156ChL |
A1233 [H H F F 'F S B-F;
E.Tzsi_J CHs CH, F F F 5 6-Fs

A 1235 | CHiCH, CHLCH, [F F F 158-F; |
A-1238 | CH, H F F —F 56 F;, |
A 1237 | CHsCHs H F  [F F 56F;
A-1238 ~ [ {CH,}CHy H F F F 5,6-Fs

A 1239 [CH(CH.); H F F F 56F; |
A 1240 'T:Ecr-', H _E' F F 15 6F2
A-1241_ [ C{CHsh H 1F_ F F 156F% |
A-1242 | CHCH(CHa): H F F F 5 8-F;
A-1243 " | CH{CHa)CH,CH; | H F F [F 56F;

A 1244 | (CH,);OCH, H F F F 5 6-F2
A-1245 ICH.CA{OCHy> . H F F F ~ 1856F; |
A-1248 | CHCH{OCHCHy), | H F F F __S'G_-FTJ
A 1247 | CHiCaHs H [F TF F 56-F;

A 1248~ , CH{CH2)CoHs H F F F 56F;
i [ChoGR R [F T TF T IF SRR
A 1250 | (CHz):CeMs H F F 3 58F,

A 1251 [ (CHakCeH4F H F F " [F 56F;
A 1252 | [CH2.CHCI H F F F 58 F,
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& 1253 | (CHRCcHLCM H F F F~ 5 8-F2

A 1254 | [CHz:CuHLCH; H F F IF 58 F;

A 1255 | {CHzp:CgHC H F F F 58-Fy
A-1256 | [GHp:GeHOCH.  H F T F F 58 F
A-125T [(CHACHOCF, | H F ¥ TF 58 F,

A 1268 | CH,GH=CH H F F F TN
(A-1250 | cicioCaHs H F F F 5 6-Fz
A-1260 | (CH-=MNHCH, H F F F 55 F

Los compuestos da la #rmuie |8 son pavticularmenta prefendos con
respecto al uso pretendido en lp presente iNvenoiin

L
H NHR
n—@—r’q—mﬁ'
_\R, Hhtﬁa'l a8
en la cual

R’ ex cloro o tnluormetilo
R%a ¥ =on en farma Indiwdual e independientements doro @ bromo
R? es alquilo Cy ©p algeenils C+-Cy alquinio Cy-C. 0

ccloalquio CxyCyp el cual puede estar susbiuldo con 1 a 3 alomos de
haldgene o

akullo Cz-Cy &l cual usta sustituidks con aleoa GGy

R™ y R® gon siquio C, Cs 0 pueden tamarse en forma conjunta para
farmar cicloakguile ., Cy el cual puede sstar meusiduido o susituido con 1 a 3
atomaos da hakgeno

R™ gs hidrogeno o alguils Cr-C.-

0 sus enantdmeros o eales aceplables desde ol punte de vista de |a

vel=rnana

Se da preferencia a los compuestos de fSrmula FB en la cual R es
influometio
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Se da adicional preferencia a los compuestos de férmuia I B en fa cual Y y
R® ambos son cloro

Asmismo se prefieren los compuestos de férmula I-B en la cual R? es
alquilo Cy-Cqs especialmente etiio

Se da preferencia adicionalmente a los compuesios de formula 1-8 en la
cual R* y R* ambos son metilo

Adicionalmente, se refieren los compusstos de formula | B en |a cual R® y
R* forman un anfllo de ciclopropilo el cual esta nsustituldo o sustituido con 1 a 3
atomos de halégeno especiaiments cloro y bromo

Por afladidura se prefleran particularmente los compuestas de férmula I-B
en la cual R"' y R* forman un anillo de ciclopropio el cual esta susttuido con 2
atomos de haldégeno

MAs aun los compuestos de formula I-B en la cual R® y R¥ forman un
anilio de cicloproplio el cual esta sustituido con 2 4tomo de cloro son prefendos

Se prefieren particularmente los compuestos de férmuia | B en la cual R*' y
R¥* forman un anillo de 2 2-diclorociclopropilo

Adicionalments se da preferencia a los compuestos de férmula | B en la
cual R® es alquilo C,-Cs especiaimente metilo

Se prefieren particularmente los compuestos de férmula 1 B en la cual R
R® y R™ son todos metlo

Asimismo son particularmente preferidos los compuestos de fémula | B
en la cual R*' R® y R™ forman una porcidn 1-metil-2,2-diclorociclopropilo

Se da prefarencia adicionalments a los compuastos de formula | B en la
cual

R’ es tnfluormetilo

Y y R® son en forma indmdual e independientementa cloro o bromo,

R? es alquilo C+-Cq
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R* y R¥ son alquio Cy Cg o pueden tomarse en forma conjunta para
formar cicloalquilo C; Cs el cual esta sustituido con 1 a 2 4tomos de haldgeno

R es alquilo C+-Cs

0 sus enantdmeros ¢ salas aceptables desde el punta de vista veterinatio

Se da partcular preferencia a N-etit 2 2-dimehipromonamid-2-(2 6-dicioro-
. a,a-tnfluor-p-tolliihidrazona y N-Etil-2 2-dicloro-1-metilciciopropan-carboxamida
2-(2 6-diclorg-a.c,a-trifluor-p-tofil}hidrazona

Adicionalmenta se da paricular preferenca con respecto al uso en la
prasente invencidon al compuaesto de formula -1 (N-etil 2,2 dimetipropionamida-2-
(2 8-diciorq-11,u,a-trifluor-p toli)Hudrazona)

¢y N

O
CH
cF o HCH

Adicionaimente, se da particular preferencia con respecto al uso en la
presente mvencion al compuesto de férmula |2 (N-Etl-2,2-dicloro-1-
meticiclopropan-carboxamida 2-(2 6-diclorg-a,a « tnfluor-p-tolil}hidrazona)

g
Ci HN

Near A

g d

Los compuastos de fdrmula | y las composicionas que los comprenden son
utlizados preferentemente para controlar 0 prevenir infestaciones e infecciones
en animales ncluyendo a los animales de sangre caliente (incluyendo a los seres

humanos) y peces Los compuestos son por siemplo adecusdos para controlar y
prevenir infestaciones & mfecciones en mamiferos tales como el ganado vacuno,

ovejas cerdos camelios ciervos caballos, chanchos aves de comrral conejos
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cabms perros y getoa bOfglc sanfs gamo y rend y también en animales con
peleje tales como vison chinchillz ¥ mapache aves tales como gallinas gansogs
pavos y patos y pecoe tales coma paces de agua dulce ¥ de agua saleda talea
como trucha carpa y angullas

Los compuastos de formula | y las compasiciones gue ios comprenden son
utlizados preferonternenis para contmlar v pravenir infesiaclones e infeccionss
an anamalea domésticos s camo permos © (dtos

Las Infestaciones an anmales de sangre callentar y on peces Incluyen,
sunque sin lmitaree a pioje ploko que pica 4carce reznos nasales acaros de las
oveae mosces picankes moscas muegosas Moscas larvaz do moscas
muashicas nigras zancudas mosquitos y Moascas

Los compuesios de fdrmula | v las compasicionea gue los compranden son
adecuados para el contral mstemic wo no siatémico de ecto- wo endopargsitos
San activos contra kxias o algunes etapas del desamollo

Los compuestos de #rmula | eun especlaimente uhllss para combat
sciopardsitog

Las compuestos de formula | son sspectaimente ulles pam combstir
parasios de los sigulentes drdenas v sspecies, respectivamanle

pulgas {Sifonépberos), por ejemplo Clemocephalides faky Clenocephabdes
caris XenopsyWa choopis Pwex wrdans Tunga poneirans ¥ Nosopayius
fascraius,

cucarachas (Blatlana Blattndes) par apermnplo Blatielie garmance Sialtells
asalwrae Penplanets amethana Perplanela faponica  Penplansla brunnea
Puonplanela himgginosa Penplaneta ausfralasise y Blalia onentalis

moscas moequros {Dipteros) por eemplo Asdes Jegypt  Aedes
aibopuctus, Asdes vexans Anasirephs lutens Anophelss maculipennis
Anopheles eruclans, Anopheles albimanus Anophselss gemblae Anogheles
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fmgbomL Anophelas  lpuvosphyrus, Ancphelas  mtnimus  Anopholes
gquadimacidzius  Caliphora wowa  Chiysomya bezmana  Chrysomys
hormnnorax, Cluysomya macefara, Cluysops discals Chrysops  sllacea
Chrysops atlerflcus  Cochhomyia homworax  Gordyfobm  aniftropophaga,
Culicoxes furens Culex pimans Cidex mgripafpus. Culex guinquefascralus Chifex
iarsaks Cuisefa womaia Culsete melanura, Dermalobla hormmes, Fanma
carncuians, Gasterophfius knestmahs Glossina morstians Glossing  paipalls,
Glossma {uscipas (logsina tachwroides Meemalobwm jmians, Haplodiplosia
egilestris, Hippeiales spp Hypodema ibneala, Leploconops {ormens  Lucidi
cuprng Lucila cupina, Luciha gencata, Lycorla pecloraiis Mensoma spp  Musca
domesifce Muscna stabufans Deslrus aws, Phisholomus  argenfges
Psarophora colunisae Paorophora discofor Prosimulfum mpxdum  Sarcophaga
haamorrhowdalis  Sercophaga sp, Swwlium whalum, Siomoxys calcitrans,
Tabanus bovinug Tabanus abralus, Tabanus insola y Tebanus swwis

pojos (frapteroal, par eppmple Pedicuiva umeanus capifis  Pedhcwlus
humanus corporis  Pthirus publs Haematoplnus ewrystarnus Haematopinus swus
Linrograthus wiuh, Bowcola bovia Menopon galinaa, Menacanthus stramineus v
Solemopotas capifiatus.

acaras y acaros parasdanos (Perasbformes) acarme (biodida) por ejemplo
Ixodes scapuians, [xodes holocychis  Ixodes  paciious  Risphitephalys
sangeenaus, Dermacerior endersons, Dennacentor vaunablils  Amblyomma
amancanum Ambryonuna macwatum, Omithodorus harmsl Ormthodorus fureala
¥ aeros paraskancs (Mesostigmata) por elempla Ormihonyssus bacoil vy
Dermanyssus gaiings

Aclinédidos {Proeligmados) y Acandidos (Astigmados} por ejemplo
Acarapls spp Cheyletela spp  Ordhocheylsila spp  Myobia spp  Psorergales
8pp Demodex spp. Trompicule sgp  Listrophorus spp. Acarus spp  Tirophagus
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spp Caloglyphus spp Hypodectes spp Pterolichus spp, Psoroptes spp,
Chonoples spp Otodectss spp Sarcoples spp Noloedres 5pp Knemidocoples
spp Cylodites spp y Laminostoptes spp

Insectos {Heteroplerda) Cimex lectularius Cimex hemipterus, Reduvius
senis Triatoma Spp Rhodnius ssp Panstrongylus ssp y Anlus cnfatus

Antpluros por eemplo Haematopinus spp Linognathus spp Pediculus
Spp Phhirus spp Y Solenopotas spp

Madllophagida (subordenes Amblycenna y Ischnocanna) por ejemplo
Tnmenopon spp , Menopon spp Trnoton spp , Bovicola spp  Wemeckiella spp
Lepikentron spp , Trichodectes spp , y Fahcola spp,

Nemétodos lembrices intestnales

lombnces intestinales y Tnquinosis (Tnchosyringida) por ejemplo
Trichinellidae (Tnchinella spp ) (Trichuridae) Tnchunis spp Capillama spp

Rhabdiida por ejemplo Rhabdi:s spp, Strongyloides spp Helicephaiobus
spp

Strongylida por ejemplo Strongylus spp, Ancylosioma spp, Necator
amencanus, Bunostomum spp (Lombnz Iinlestinal) Tnchostrongylus spp
Haemonchus contortus. Oslertagia spp , Coopena spp Nemalodirus spp
Dictyocaujus spp Cyathostoma spp Qesophagostomum spp Stephanurus
denatus, Ollulanus spp, Chaberita spp Stephanurus dentatus Syngamus
trachea, Ancylostoma spp Uncinana spp, Globocephalus spp, Necator spp,
Metastrongylus spp Muelienus capiffaris Protostrongylus spp, Angiostrongylus
spp Parelaphostrongyius spp Aleurostrongyius abstrusus y Dioctophyma
renale

Lombnces Intestinales (Ascarididos) por ejemplo Ascaris lumbncoides
Ascans suum, Ascandia gali Parascans equorum Enterobws vermiculars

(Ascéride), Toxocara cams, Toxascans leomne, Skijabinema spp , y Oxyuris equil
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Camallanida por ejemplo Dractncuhes madinensis (especie de Hlarla)

Sprunda por ejemplo Thelazia spp Wuchersna spp  Brugi spp,
Onchocerca spp Dwoftan sppa Digeialonemd spp Setsna spp  Elascphors
spp Sprrocerca lupt ¥ Mabronemas spp

Gusanos €on cabeza sespmosa  (Acanthocepbala) por  aemplo
Acanthecephalus spp  Macracanthoriynchus hrudinaceus y Oncicola spp,

Planaros (Plathelmunthes)

Gusanps {Trematodos) por ejemplo Faciela spp  Fascwlodes magna,
Paragonimus spp, Dicrocoehum spp.  Fasciolopals busik! Clonorciuy simansis,
Schislosorma spp Tnchobifharza Spp.  Alarg alsla, Forajommus spp ¥
Nanacyeles spp

Cercomeromorpha  en  parlicular Cesicdns (Tenmas), por epempio
Diphylliobothnum spp Tema spp Echmacoccus spp Ligylidhim  Garpuim,
Muiticeps spp  Hymenolepis spp Mesoresionles spp, Vampiolepls spp,
Momeza spp., Anoplocephala =pp  Swomelrs spp  Araplocephals spp. ¥
Hymenolapis 2pp

{os compuestos de férmula | y las composiclones que los contienen son
parlculamene uffes para al control de pegtes de los drdenss Dipteros
Stfonédpteros v lxadda

Asfmismo Bl uso de lo3 compuestos de fismmula | ¥ las composiciones que
los contienen para combadir 2 los moesquilos es aspaciaimenta prafendo

El uso de Ine compuestos de fomula | ¥ las composiciones que los
contlenen para combadir a ias pulyas 5 una realizacion adicicnal prefanda de la
presente invencrin

Par afadidura ol ueo de loe compuesios da formule | v las composiciones
que los conbienan pare combabr g 1as pulgas espacialmenta prefendo
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El uso de Ipe compueatgs de formula |1 ¥ las compaswionss qua ks
rontianen para combshr a los Acaras es une realzacion adicional prefenda de la
preagnts nvencin

Las compuestos de fdrmula | también son especlsimente uifes pare
cambalr endoparashtos {nematodos ascandes gusanos con cBbeza eapinosy y
planatios)

La adminletracidn puede llevarsg a cabo fanto profilacticaments y
terapeuticamente

La edmmistracion de los compuestos acbvos se lleva a cabo dingctamente
o en Ja forma do preparaciones adecuadas, cralmentic lopicaments f
dérrmicamente ¢ parenteralments

Fara fa sominmstracion oral @ ammales de sangre calienta los compuesios
de mula | puadan ser formulados comp almentos para ammales premezclas
de alimentos para ammales, congentrados alimentieses para animalas pikoras
solciones pastas suspensiones pociones geles tablatag, balos v wapsulae
Adcionaimente los compuastos de férmula | pueden ser adminisicados 4 los
grumales an sy agua para beber Para la administracion oral 12 forma de
dosificacon selecckonada debarla proparcionar al animal 0 01 mgfkg heeta 100
mg/kg de peso corporal el ammal por dia del compuesto de fdwmula |
preferaptemante 0 5 mog/kg hasta 100 mp/kg de peso del cuerpo del arimel par
dia

Allematvamente los compuestos de fmmula | pusdan ssr administrados a
animales paremtaralmante por ejemplo  medianie Inyeccidn  Intranumins
miramuscular ntraveposa o subcutanea Los compuestos de [émula | pueden
sey dispereados o disueltor on un porlador hewldgicaments acaptable para la
yeccitn subcutines Allernativamenla, los compueetos de idmula | pueden ser

farmulades en un implante pamm administraclén subcutdnea Adiconsimente e
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compuesto de formula | puede ser administrado transdérmicaments a los
animales Para la admuusiracién parenteral, la forma de dosfficacibn escogida
deberia proporcionar al animal 0 01 mg/kg hasta 100 mg/kg de peso corporal del
animal por dia del compuesto de férmula |

Los compuestos de fémmula | también pueden ser aplicados topicamente a
los anmales en forma de bafios polvilos polvos collares, medallones,
pulverizaciones champues, formulaciones de aplcacidn local y vertido y en
unglientos o emulsiones acerte en agua o agua en aceite

Para la aplicacin tdpica, los baflos y pulverizaciones generalmente
contianen 0,5 ppm hasta 5 000 ppm y preferentemente 1 ppm hasta 3 000 ppm
del compuesto de formule | Ademas los compuestos de térmula | pueden ser
tormulados como etiquetas de oreja para animales particularmente cuadrupedos
tales como ganado vacuno y ovejs

Las preparaciones adecuadas son
Solciones tales como soluciones orales concentrados para la
administracidn oral después de dilucién soluciones para utilzacsdn sobre la

plel o en cavndades corporales fonnulaciones de vertwdo local, geles

- Emuisionas y suspensiones para la adminstracion oral o démuica

preparaciones semi-sdlidas

- Formulaciones en las cuales 8l compuesto acuvo @5 procesado en una base

de unglento o en una base de emulsidn aceite en agua 0 agua en acers

- Preparaciones sdidas tales como polos premezclas o concentrados
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granulos pellets, tabletas bolos cépsulas, asrosoles e Inhalaciones y articulos
con forma que contienen el compuesto activo

Composiciones adecuadps para inyeccion son preparadas disolviendo el
ingrediente activo en un solvenle adecuado y opcionalmente agregar otros
ingredientes tales como ackdos bases sales buffer conservantes vy
solublizantes Las soluclones son filiradas y cargadas esteriles

Los solventes adecuados son solventes fisiolégicamente tolerables lales
como agua alcanoles tales como etanol, butanol alcohol bencilico glcarol
propilenghicol polietilenglicoles N metil-pirolidona, 2 pirolidona y mezclas de los
MISMOs

Los compuestos activos pueden ser disueltos opcionaimente en aceites
vegetales o siniétcos fisioibgicamente tolerables los cuales son adecuados para
Inyaccion

Los solubliizantes adecuados son solvenies los cuales pramueven la
disolucidn del compuesto activo en el solvente pnncipal o evitan su precipitacidn
Ejemplos son palmvinilpirmolidona alcohol polivinflice aceite de ncino polioxetiado
y éster de sarbitan polioxietilado

Los conservantes adecuados son alcohol bencilico, tnclorobutanol ésteres
del Aado p-hidroxibenzoico y n-butanol

Soluciones orales son administrades diractamente Los concentrados son
administrados oralmente despuéds o antes de la dilucidn a la concentracién de
uso Las soluclones crales y los concenirados son preparados de acuerdo con el
estado de (a técruca y segun lo antariormente descnio para soluciones para
inyeccdn no siendo necesarios procedinuentos estériles

Sojuciones para_utlizar sobre la pel son aplicadas en forma de goteo,
esparadas froladas, rociadas o pulverizadas sobre la piel
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Las soluciones para utlizar sobre la piel son preparadas de acuerdo con el
estado de la técnica y de acuerdo con lo que se descritiéd antenormente para
soluciones para inyeccidn no siendo nacesarios los procedimientos esténles

Otros solvenles adecuados son polipropienglicol fenll etancl, fenoxi
etanol éster tal como sti- o butilacetalo benzoato de benclio, éteres tales como
alquiléter de alquilenglicol por ejempio monometiéter de dipropilengticol, cetonas
tales como acetona metilstiicetona, hidrocarbures aromaticos acetes vegetales
y sintétcos, dmetlformamida, dimetiacetamida transcutol  solcetal
propilencarbonato y mezclas de los mismos

Puede ser veniajoso agregar espesanies durante la preparacion Los
espesantes adecuados son @spesantes inorganicos tales como bentontas acido
silicico coloidal, monoestearato de aluminio espaesantes organicos lales como
derivados de celilosa slcoholes de polivinllo ¥ sus copolimeros, acnlatos y
metacnlatos

Log geles son aplicedos o esparcidos sobre la piel o introduciios en
cavidades del cuerpo Los geles son preparados tralando soluciones las cuales
han sido preparadas segun lo descrito en el caso de las soluciones para myeccidn
con suficiente espesante que se obhene un material transparente que tene una
consistencia del tipo unglento Los espesantes empleados son los espesantes
proporcionados antenormente

Formilaciones de vedido son vertidas o pulverizadas sobre areas hmitadas
de la plal, el compuesto activo paneira an la piel y act(a sistémicamente

Las formulaciones de vertido son prepamadas disclvendo suspendiendo o
emulsionando el compuesio acivo en solventes ¢ mezclas de solventes
compatibles con la prel adecuados St as aproplado se agregan otros guxiiares
tales como colorantes, sustancias que promueven |a bioabsorcién antoxidantes
estabilizanties de luz adhesivos
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Los solventes adecuados los cuales son agua alcanoles glicoles,
polietienglicoles polipropiienglicoles glicerol alcoholes aromatcos tales como
alcohol bencilico feniletanol fenoxwtanol ésteres tales como acstato de etlo
acetato de butlo benzoato de huhlo, éteres tales como alquiléteres de
alquilenglicol tales como monometidter de dipropilenglicol monobutileter de
distienghcol celonas tales como acelona mellletiicetona carbonatos cichicos
tales como carbonalo de propilleno carbonato de etieno hidrocarburos
aromalicos ylo alifdticos aceites vegetales o sinteticos DMF dimelilacetamida n-
alquilpirolidonas Lales como metipirolidona n-butilpimolidona o n-octipirrolidona
N-maetilpyrolidona, 2 pirrolidona, 2 2-dimeti-4-oxi-metilen-1 3-dwxolano y glcerol
formal

Los colorantes adecuados son todos colorantes permitidos para utilizar en
animales y los cuales puaden disolverse o suspenderse

Las sustancias que promueven la absorcibn adecuadas son por ejemplo
DMSO aceites para esparcr tales como miristato de ssopropio pelargonalo de
dipropilengiccol, aceites de silicona y sus copolimeros con polidteres dsteres de
dcrdos grasos tnglicéridos alcoholes grasos

Los sntioxidanies adecuados son sulfitos o metabisuliitos tales como
metabisulfito de potasio acdo ascédrbico butillwdroxitolueno butihidroxianisol
tocoferol

Los estabilizantes de luz adecuados son por ejemplo, dcido novanusolico

Los adheswvos adecuados son por eemplo denvados de calulosa
derivados de almiddn poliacnigtos polimeros naturales tales como alginatos

gelatina

Las_gmuigiones pueden ser administradas oralmente dérmicamente o
coma inyecciones

Las emulsiones son del ipo agua en acelte o del tipo aceite en agua
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8a preparan disolviendo el compuesis aciive va §82 an la fase hidrdfoba o
hidrofia v hompgenejzando et con el solvente de la ofra fase con la aywda da
emulgionanies adecuados y &I aproplado otros auxiiares 1ales como
coloranbes sustancias que promuesen la absorcion conservantes. anloxidantes
estabilizankes de luz, austanclas que aumantan fa viscosidad

Las fases hidrafobas (aceites) adecuadas son

parafinas liquides aceites de mhcona aceltcs vegetales
naturales telgs como acefe de seeamo acele de almendra acaite de
fcino ingicendes smtehcos taks como bighcende caprilico f cdprico
mazcla de trigioéridos con écdos grasos vegoltales de kangilud de cadana

CxrCiz u obos ackios grasds naturales especlamente selecconados

mezclas de ghicendoe parcialaa de Acidos grases saturados o Ingsturados

pesblemeants tambien contenlendo grupas hidroxile, mono y dighcatidos de
loe acKkios grasns Ce-Cip

- estares de acidos grasos lales Como estearmio de etk
adipato de drn bunlo |aurato de hexila perlargoneto de dipropdengheol
gsteres da un dcwo gracn ramificado de longink! de cadena mediana con
aleoholes grasos salurados de lonQiud de cadena Ci Cie rumstato de
woproplio palmitale do 1sopropily dutares de dcido capriice / capnco da
alcoholes grasos salurados de longdud de cadena C2-GCyz eatearalo
lopropilico oleuln de olello oleato declico oleato eHllico lactalo etilicn
éstarms de ckios prasos cerms0s tales como grasa de la glandula

cocclgea de palo sudénca, falale dibutiico, adipeie dusopropiico v

merclas de seteres retacionadas con fos anterdores

alcohales grasos fales como alcoho! golridocilicn  2-
actidodacanol alcohol catilestearilico alcohol olelon v

dcidos grasos tales como acido alelco y
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- mazclas de los nusmos
Las fases hidrofilas adecuadas son agua alcoholes tales como
propilengticol, gicerol sorbrtol y mezclas de los mamos
Los emulsionantes adecuados son
surfactantes no nicos, por ejemplo acelte de ricino
polietoxiado monooleato de sorbitan polietoxilado monoestearato de
sarbitan manoestearato de glicerol gstearato de polioxetic poliglicoléter
de alquilfencl,
surfactantes anfoliticos tales como N-auni-p-
iminodipropionalo di sédico o leckina
- surfactantes andnicos tales como laurisulfaio de sodw
etersulfaios de alcoholes grasos sal de monoetanolamina del éster del
acldo onofosfarico de mono/dialquilpolighcoléter
- surfactanles catdn- activos, tales como cloruro de
cetiitnmetilamonio
Los auxiliares adicionales adecuados son sustanclas las cuales aumentan
la wiscosidad y estabilizan |a emulsin tales como carboxmeticeludosa
metilcelulosa y otros denvados de celulosa y almidén poliacniatos alginatos
gelatna goma ardbiga, polivinilpimoldona alcohol polmnllico copolimeros de
Ster metiiviniico y anhidrido maleico poletlengiicoles caras Aacido silicico
colodal 0 mezcles de las sustancias mencionadas
Las syspensiones pueden ser adminisiradas oralmente o tdpicamente/
démicamente Se preparan suspendlendo el compuesto actvo en un agente de
suspension si es apropizdo con adicidn de otros auxifiares lales como agentes
humectantes colorantes sustancias promotoras de la bioabsorcion

conservanies antioxidantes, estabilizanies de luz.
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Loe agemsas de la suspension iqukos son todos solventas ¥ mezclas de
sohsantaes homoganaos

Los agentos hurnmactantes adecuades (dispersantas) son los emulsonanies
proporcionados anfenormerta

Otrps auxifares loe cusles se pusden meacionar son  gquallos
proporcionedos anlerormants

Preparaoones  seme-solidag so pueden adminstrar oral o Bpica
dermicamente Se diferencan de las suspensiones y de las emulsiones antes
desciitas solaments por su viscoswdad suparor

Pera la produccin de preparaowonos sbldas =l compueato activo es
maadado con exclipantes adecuados si es aproplado con atimon de auxiFares, y
&o ¥eava a |a fonma deseada

Los esxcipientas adecuados: s0n fodas sustanclas mnerez sofidas
fladegicameante tolarablas  Aquellos ubhzados son sustanaes morgénicas y
orgénicas. Las sustenciae Inorgénlcas son por elemplo clorure de sodio
carbangios talgs como carbonale da calco hdrogancarbonatos oados de
Alummio dxcdo de ttanlo acidoa sircicos heres amillosas siice colodal o
pracipltado © fosfatos Las susiancles orgdnicas son por giemplo azdcar
celulpsa sustancies alimenticiae y alimentos tales come leche en polvo dimenlo
pars animales hannas en grano y @menins desmenuzados alimidanas.

Los suxiliares adecuados son conservantes anfioadantes yio colorsmes
las cuales se han mencxnedo anierlormente

Otror endiares sdecuados son lubneantes y agentes del desizamlanto
talen comn estearatn de magneso, Ackia esteanco lalco bentonmlas sustanclas
promuioras de 2 desmiegracion tales como almidon o polvindpirobdona
emtrecruzeda aghubmantos tales como almidon gelatmna o poliviedpiralidona lineal

y dglutinantes secoe tales como ceivlosa microcnstaling
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Las composicionas las cuales ¢& pueden utlizer en la invencidn pueden
comprender generaimente antre aproxmadamente 0 001 y 95% del compuests
de fémula |

Genaralmene g5 favorgble apliar loe compuestos de formula | an
canudades totales de 0 6 mgfky a 100 mgikg por tha  preferentemente 1 mpikg a
50 mg/kg por dia

Lrs preparacicnat hstas para ser ublzades conbienen los compuestue que
acluan econtra los parfeilos  prelereniementd (o5  wctoparésitos  Fn
conegntraciones de 10 ppm a 80 por cienta gn peso prefereniemente endre 0 | y
68 por cianto en peso mas praferentemente entre 1 y 50 por clanter an pase, Mas
preferamtamente antfe & y 40 por ciento en peso

Las preparacicnes las cusles son dludas antes dal use conbienen kos
compuestos que actuan contra los ectoparsitios en concentraciones de 05 a 90
por clento en peso prefergntamnants de 1 a 60 por ciento &n pezo

Por efladidura les preparacones comprenden los compuestos de formulba |
contra endopardsitos gn concentraclones da 10 ppm al 2 por cento en peso
preferertermente de 005 al OB por ciehlo en pasd muy parhiculaments
prefereniaments de O 00% Al D 25 por clento en peso

En una realizacion preferds de la presente Invencion las composgiciones
gue comprenden los compussios de formula | eon aplicadas démmicamants /
lopiGamene:

En una realizacdn pretendas adicional la aphezrcion idpea sa leve a cabp
en la forma de arioulos con forma gue contienon compuesioa tales como
collares medeliones stiquetas de oreja handas pars fijar a las partes del cuerpo
y tiras ¥ lamnas adhesivas.

En general resulta favorable eplicar formulsciones sdlidas lBe cuales

liberan a los compuastes de foamula | en canhdades totales de 10 mgikg a 300
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mg/kg preferentemente 20 mglkg @ 200 mg/kg maés preferantamente 25 mg/kg a
160 my/kg de peso corporal del animal tratado en el transcurso de tres semanas

Para la preparacidn de los adicudos conformados, se utlizan termoplasticos
y plasticos flexibles asi como también elasiémeros y elastdmeros termoplasticos
Los plasticos y elastdmeros adecuados son resinas polivinllicas poliuretano
poliacnlato, resinas epoxi celulosa, dervados de celulosa poliamidas y polidster
los cuales son suficienteamente compatibles con los compuestos de férmula | Una
lista detallada de plésticos y elastdmeros asf como también los procedimientos de
preparacidn para los arliculos conformados se proporcionan por ejemplo en el
documento WO 03/088075

Los compuestos activos también pueden ser utiizados como una mezcia
con sinergistas o con otros compuastos activos los cuales actuan contra endo- y
ectoparasitos paldgenos

La siguiente hsta de pesticidas junio con los cuales los compuestos de
acuerdo con la invencion pueden ser utdizados, tiene el propdsilo de Rustrar las
pasibles combinaciones auncue no de imponaer alguna limitacién

Organofosfatos Acafato Clorfenvinfés, Diazindn, Diclorvés Dicrotofés,
Dimetoato Eton Fenitrotibn Fentidn Isoxatitn Malatidn, Fentoalo, Fosalona
Fosmet Foxim Pinmifés-metdo Profenofés Protiofds, Sulprofés Tnazofés
Tnclorfdn Qumntiofés, Coumafés Clorfoxim Bromofos-glo 2,3-p-Dioxanditiol
S S-his(0,0-dietillosforodilionat)

Carbamalos Alankcarb, Benfuracarb Carbanlo Carbosultan Fenoxicarb
Furatiocard Indoxacarb Triazamato

Pvetroides alfa-Cipermetrina ODeltametrina, Etofenprox Fenvalerato
Cihalotnna Lambda-Cihalotnina  Permetrina, Silafivofen, Tau-Fluvalinalo,
Tralometnna Zeta Cipermetrina, Flumetrina Ciflutrina y sus enantdémeros y
estoradmeros, Cipermetrina
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Reguladores del crecimiento de artrdpodos a) inhibidores de ta sintesis de
quitna benzoilureas Clorfluazurdn Ciromazine Diflubenzurdn  Flucicloxurdn
Flutenoxurdn Hexaflumuron Lufenurdn Novalurdén Teflubenzurén Trflumurén
Buprofezin Diofenolan, Hexiiazox Etoxazol Clofentazina b) antagonistas de
ecdisona Halofanozde Metoxfenonde, Tebutenozide ¢) juvenodes
Pinproxfen Metopreno Fenoxicarb  d) inhibidoras de la biosintesis lipldica
Spirodiclofen

Neonicotinoides Acetamipnd Clotianidin ~ Flonicamud,  Imidaciopnd
Nstenpiram Tiacloprid Tiametoxam

Compuestos sintéticos para cocadiosls, antbidtcos de poliétor
Amprolium  Robenidin  Toltrazuril Monensin  Salinormcin~ Maduramicin
Lasalocid Narasin Semduramicin

Varps. Abamectina {Avermectinas) Acedquinotil Amrrez Azadiractn
Bifenazato Baciflus thunngiensis, Baciius subtilis, Cartap Clorfenapr
Clordmeform Cwomazina, Diafentiurdn Dinetofuran Diofenolan Emamectna
Endosulfan Epsiprantel Etiprole Fenazaquin, Fipronll Formetanato clorhwrato
de Formetangto Hidrametindn Indoxacarb 4-{(2Z)-2<{{[4-{tnfluor-metoxijanmiino)
carbonil} hidrazono)-2-{3-{trifluormetil)-feniljetil} benzo-nirlic L-2 3 5 B-tetrahidro-
8-fenlwmidazotiazol Levamisol, Milbemectna (Mibemicinas) Moxidectn,
Prazquantel Pirantel Piridaben Pimetrozine, Selamectina Spinosad Azufre,
Tebufenpirad y Tiociclam

En general “cantidad eficaz para combatir parasitos sigrufica ta cantdad
de ingrediente actvo necesana para lograr un efecto observable sobre el
crecimiento incluyendo los efectos de necrosis muerte, retardo prevencidn y
remocion destruccidn o de otro modo disminucién de la aparicion y activdad del
organismo objetivo La cantidad eficaz para combatir parésitos puede varar para

los diversos compuestes / composiciones utilizados en la invencién Una cantidad
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eficaz para combatir parasitog de I3s composiciones tamixan varlara de acuerdo
con =9 condidonoe prevalecientas tales como el elscle parasibcida deseado ¥ 12
duracion la ospecis objetivoe modo de aplicamon y simiares

Ejemplos de accldn contra pardsitos

1 Maiade de seleccitn pars ensayar la agtsdad de contecto contra mostd
de establo, mosquite de la fiebre amanila mesquito del hogar Mmosguito do la
malena, puiga del gato y 4caro del pero mandn madiante cohtacto can vidno

Sa trataron frascos de vidno (frezcos de centellac de 20 ml) con 0 5 mil de
una solucian de Ingredignte sclvo on acetors Cada frasco e mzo rodar
deslapado durante casl 10 minutoa para permillr qua el 1 a recubra totalments el
trasco y pama permtr un camplato secado da 12 acelona Loy insectos o dcaros
ge coloceron en cada frasco Los frascos se mantuvieron a 22°C y fueron
cbservadns para determmar los efoctos dal tratamiente a dhvarsos inlervalos da
tiempo Log resultados aon presantados en la Tabla |

2 Método de selecoion para ensayar la actividad por comtacte contra
larvas del mosquite de |a hebre emarlla del mueguito del hogar del sur y dsl
mosquic de la malana por medo de tratamiento del ague

Se ullzaron placas de pocffios come temencs de enseyo Se disolvio el
mgredente actwo en ecelona ¥ sa diuyd con agua parA obitenar 8o
concantraciones necesarlas. Las soluciones finales que conleruan aprox 1% de
aecelnna se colocemn en cada pocilo Apmoximedamesttte 10 larvas de mosquilog
(Hta crisalida) an 1 ml de agua se agragaron  cada pocillc Las larvas Susmon
alimentadas con una gota de higedo an poivo cada dia Los platos se cubrieron y
88 mantuvieron & 22°C. Se regisird la mortalidad diadamants y las larvas muertas
¥ ninfas vivas o muertas se rehraron dianamente Al final del ensavo se

registraron kag larvas vivas remdnentes ¥ se calculd el porcentaje da mortalidad
Los resultados se muestran en la Tabia |
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Los ensayos llevados a cabo con los compuestos de férmula | 1 y -2
mostraron (08 siguientes resuitados

Tabla| Actvidad conira diversas especies

Nombre Comun de

Nombre en Latin de Indice

Dias o Horas para

3 Actividad conira Ia pulga del gato en un aparato de “perro artificial

las Pestes las Pestes lograr 100% de
mortaldad

Método de seleccion para ensayar la actmdad por contacto per medio de
contacto con vidno
‘mosca de establo | Slomoxys calclirans | 10 ppm [4 horas r
‘mosqurto de la fiebre [Aedes aegyptl 110" ppm {4 horas |
amarila
mosquito hogareflo | Culex 05 4 hores

quinquefascialus ppm
mosquitoc. de la|Anopheles afbimanus )1 ppm |1 dia F
malaria
| puiga del gato " Ctenocephaiides fefis | 100 ' 2 dias )

ppm

acaro de! pemo|Rhipicephalus 10 ppm |3-5 diss
marrén sangumeus
Método de seleccién para ensayar la achvidad por contacto por medio del
fratamuento del agua
Imosquito de la flebre |Aedes aegypli 10 ppm |2 dias
amarila !
| mosquito hogarefio | Culex 10ppm 1 dia

quinquefasciatus ]
mosquito de  la|Ancpheles aibimanus |10 1 dia |
|_malana ' ppm | ]

Se disoivi6 el ingrediente ectivo en acelona y se mezcld con un volumen

apropiado de sangre de ganado vacuno desfibrada Se vertisron 5 mi de sangre
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tratada en una cdmara de alimenlacién equipada con una membrana de pelicula
de cora de parafina La camara con la sangre tratada se colocd sobre una camara
de slimentacidn de pulgas €l snsayo se repiié para cada una de las 5
concentraciones de las dosis de cada uno de los ingredientes actvos Se
observaron en diversos mtervalos los efectos del tralamiento incluyando el
knockdown |a no alimentacién después de 24 horas, la no pussta de huevos etc
Se llavaron a cabo ensayos de control con mazclas de acetona / sangre

Resuitados

Los ensayos llevados a cabo con 100 ppm de los compuestos de tdrmula |-

1 y I-2 mostraron un indice de exterminacibn de mas del 80% do Clonoccephahdes
fehs
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vl ACION
Hablendo asi especiaimente descnio y determinado la naturaleza de la
presente Invencién y la forma cémo la misma he de ser levada a la practca se
declara relvindicar como de propledad y derecho exclusivo
1 El uso de los compuestos de fdrmula |

Yn
,.h R
‘ 1
W -N-Q )]

B=A
en la cual
Q es
[ ]
NR'R? x' R o
N=-’<R: RR’ o p']—(na
X es cloro bromo o fluor

R'R®  son indvidual e Independientemente hidrogeno alquilo-C4-Co,
alquenio-Cy-Cyp, alguinlo-C3-Cyp, © crcloalquio-Cs-Cy2  alquilamino-C,Cs
di(alqui-Cy Cg}-amino,  alquicarbomlammno-Cy-Ca  alquilsuifornio-C4-Cs  ©
alquilsulfinilo-C4-Cs en donde los tomos de carbono en estos grupos pueden
estar substtuidos con

1 a 3 haldgeno, hidroxy nilrc ciano amino mercapto alcoxrCq Cy,
halogicox=C,-C;  alquiltio-Cy Cs,  haloalquiitw-Cy-Cs,  algulisulfondo-C -Cg
alquilsulfinilo-C,-Cs,  haloalquisulfonilo-C,-Cg haloalquisulfinifo-C+-Cs 0
ticloslquiic-Ca-Cs el cual puede estar substituido con 1 a 3 grupos R® ©

R es haldgeno crano niro hdroxs mercapto amino alcox~Cy-Cs,
alquenilox+C2-Cy,  alquinllox-C>-Cg, haloalcox-C,-Ca  alquittio-C,-Cs, ©
haloalquitio-C,-Cs  alquilsulonilo-C4-Cg  alquilsulfinilo-C+-Cs  alquilamino-C,-Cs,
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di{alquil-C-Cs)-amino alquilcarbondo-C4-Ca alcosacarbonlio-C -Cg o di-algui{Cy-
Cglaminocarbonio

formilo alquicarbomio-Cy-Cs, C(=OINR’R® CO:R° R® R° fenilo el cual
puede estar subsitwido con 1 a 3 grupos R® o pindilo el cual puede astar
substituido con 1 a 3 grupos R*
R* R’ R® son indwidual @ independientemente hidrdgeno o alquio-C,-C, &
cual puede estar substdtuldo con 1 to 3 grupos R*

RYes NRRo
, (CH) L
NCH)S ° N(CH)¢

R, R son indvidual e independientements hidrbgeno o alquiio-Ci-C, el
cual puade estar substituido con 1 a 3 grupos R

p, m son mdindual e independientementa 0 1 2 03 con la conxdicidn de
que p y m ambos no sesn 0

X es oxigeno azufre amino alquitamino-C4-Cs o ferlamino o sipes 0
entonces X también puede sar fenox o alcoxi-C-Ce,

r es0o1

R* es

Ve
N
R

R* R® son indivdual e independientemente hidrogeno o alquilo-C,-Cs ol cual
puede estar subsituido con 1 a 3 grupos R* o

R' y R* pueden ser tomados en forma conjunta pamm formar un anillo
representado por la estructura
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ACHZ)
N'\.
(CH,).

L

p msoni 203

X os oxigeno azufre amino algquilamino-C -C, fenllamino o

metileno

Z es alquilo-C4-C, o fenulo

R? es hidrégeno alqullo-C--Cyp, alquendo-CzCip, alquinilo-Ca-Cio
cicloalquilo-Cx-C+2 en donde los dtomos de carbono en estos grupos puede estar
parcial o totalmente halogenados o substitrdos con

1 a 3 grupos clano niro hidroxi mercapto amino  alquila-C,-Cs,
cicloalquilo-Cy-Cs.  alcox-Ci-Cy  alquilamino-Cy-Ce  di{alquil-C,-Cg)-amino
alquitio-C4-Cg, alquilsulfonilo-C+-C¢ o alquisulfinio-Cy Cs, en donde los atomos
de carbono an estos grupos pueden estar substitudos con

1 a 3 atomos de halégeno un sistema de anllos aromaticos con 5 a 6
miembros el cual puede contener 1 a 4 helerodlomos seleccionados entre
oxigeno azufre y nitrdgeno y el cual puede estar substituido con cualquier
combinacidn de 1 a 5 dlomos de haldgeno 1 a 3 grupos alquilo-C, Cg, alquitio-
Ci+-Cs, alquilsulfonilo-C,-Cq alquisulfimilo-C4-Cs alcox-C-Cs nitro o ciano
donde los dtomos de carbono en estos grupos pueden estar substituxios con 1 a
3 Atomos de haldgeno o

fenox el cual puede estar substtuido con cuselquier combinaciénde 1 a 5
&tomos de halégeno 1 a 3 grupos alquilo-C4-Cy alquilio-C; Ca alquilsulfonilo-C;-
Cs slquisulfindo-C+-Cs alcox-C+-Cs nitro 0 ciano en donde los atomos de
carbono en estos grupos pueden estar substtuidos con 1 o 3 4tomos de
halégeno o

— ———— = = e —
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un sistema de anillos de 3 a 6 miembros saturado o parcialmente
insaturado &l cual contiene 1 a 3 hetercalomos seleccionados entre oxigenc,
azufre y nitrogenc y el cual puede estar substituido con cualquier combinacién de
1 a 5 alomos de haldgeno 1 a 3 grupos alquilo-Ci-Cy alquiltio-Cy Cg
alquilsulfonilo-C, Cs, alquilsulfinilo-C:-Cy alcoxi-Cy-Cy, nitro o ciano en donds los
atomos de carbono en astos grupos puaden estar substiuxios con 1 & 3 stomos
de haldgeno

un sistema de anidlos de 3 a 6 miembros salurado o parcigiments
insaturado el cual contiene 1 a 3 heterodtomos seleccionados entre oxigeno,
azufre y nitrégeno y el cual no estad substituldo o estd sustitukio con cualquier
combinacidon de 1 a 5 dtomos de halégeno 1 a 3 grupos alquilo-Cy-Cg alquilio-
Ci-Cs alquilsutfonilo-Cy Cg, alquilsulfinio-C1-Cs alcoxi-Cy-Cy  haloalcox-Cy-Ce,
nitro o cano en donds Ios aAtomos de carbono en 8st03 grupos pueden estar
substituidos con 1 a 3 tomos de halégeno

R, R* son individual e independientemente hidrogeno o alquio Cy-Cs
alcoxicarbonilo-C4-Ca alquilaminocarbonito-C-Ce, o di{alquilo-C1-Ce)-
aminocarbonilp, en donde los Alomos de carbono en estos grupos pueden estar
substitusdos con 1 a 3 grupos R*

A esCR'ON

B esCR"ON

W esC-R'oN

con la condictdn de que unode A B y W es diferente a N,

R* R® R’ son indwdual e independientemente hidrdgeno halégeno nitro
clano amino mercaplo hidroxi, aiquilo-C, Cy¢ alqueniio-C-C o alquinflo-Ca-Cx
cicloalquio-Cs-Cy  alcoxi-Ci-Cs, alquilamino-C4-Cy  di{alquike-Cy Cg)-amuno
alquitio-C(-Cs alquilsulforilo-C4 Cs 0 alquilsulfinio-Cy Ces en donde los atomas

A g e S P S Sp——
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de carbono en eslos grupos pueden estar substiuldos con 1 8 3 grupos R*

un sistema de anlllos arométicos de 5 a 6 miembros el cual puede contener
de 1 a 4 heleroitomos selectionados entre oxigeno azufre y nitrégenc y el cual
puede astar substituido con cualquier combinacion de 1 a 5 4tomos de halégenc
1 a 3 grupos algullo-Cy Cg haloalquiio-C -Cg alquitio-Cy Cg, haloalquiitio-C4 Cq
alquilsulfoniio-C -Cq alquilsulfinio-C -Cg haloalquilsulfonilo-Cy-Cs,
haloalquisulfinlo-Cs-Cs aloaxi-Cy Cs, haloalcox~Cy-Cs mercaplo hidroxi amino
nitro o ciano en donde los Atomos de carbono en estos grupos pueden estar
substituidos con 1 a 3 grupos R*

Y es wdrégeno haldgeno clano mitro amino hidroxi, mercapto, alquilo-Cs-
Cs, alqueniio-C-Cye alquindo-C»-Cyg cicloalquilo-Cy-Cq alcoxl-C-C» alquilamino-
Ci-Cs dialquil(Cy-Ca)amino alquiltio-C1-Cg alquilsulfontlo-C4-Cs, 0 alquilsulfindo-
C4+-Cs donde los adtomos de carbono en estos grupos pueden estar sustituidos
con 1 a 3 grupos R*

nes0 102

© los enantidmeros o dlasteredémeros sales o ésteres aceplables para uso
en vetennana de los mismos

para combatr parésitos en y sobre animales

2 El uso de acuardo con ia reivindicacién 1 en donde los compuestos de

férmula | son compuestos de formula 1-B

Y
, L L i
R N—N-— -B
R5 Rll R" (-B)
RIZ
en |a cual
R’ es doro o tnfluormetiio

R%e Y son en forma indmidual e independientemante cloro o bromo,
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R? es alquilo C,-Ce, akquenilo C+-Cq alquiniio Cy-Ce, 0

acloalquio C3C, el cual puede estar sustiluido con 1 a 3 dtomos de
halogeno o

alquilo Cx-C, @l cusl gsté sustituido con alcoxi Cy Cy,

R* y RY son salqllo C+-Cs 0 pueden tomarse en forma conjunta para
formar cicloalquilo Cx-Cs 6l cual puede no estar sustiuxio o esti sustituido con 1
a 3 atomos de haldgeno

R™ es hidrdgeno o alquilo C-Cs
0 sus enantibmeros o sales aceptables desde el punto de wista de la
veterinana

3 El uso de acuerdo con las reivindicaciones 1 o 2 en donde el compuesto

de formula | es un compuesto de formuia 1-1

o
HN
/&H NZ N CH, 1
CF3 a Heoh

4 E uso de acuerdo con las revindicaciones 1 0 2 en donde al compuesto
de férmula | es un compuesto de formula |-2

5
1 H HN
N 12
CF3 C "o C

5 El uso de acuerdo con las reivindicaciones 1 a 4 en donde los parasios se
seleccionan entre ios rdenes de los Dipteros Sifonapleros e ixodida

6 E! uso de acuerdo con las revindicaciones 1 a 5 en donde los animales
30N gatos O perros
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7 Un meétodo para tratar conirolar evitar o proteger animales contra la
infestacidn o feccwdn por parasitos el cual comprende admunistrar o aphicar por
via oral tdpica o parenteral a los animales una cantdad eficaz contra los
parasitos de un compuesto de férmula | segun lo definido en cualquiera de las
revindicaciones 1 a 4

8 El mélodo de acuerdo con la remindicacin 7 en el cual los parasilos se
seleccionan enlre l0s 6rdenes de los Dipteros Sdonapteros e Ixodida

9 El mélodo de scuerdo con las rewindicaciones 7 u 8 en el cual los
animales son gatos o perros

10 Un pracesa para la preparacin de una composicidn para tiratar
controlar prevenir o proleger a los animales contra la infestacion o infeccidn por
parasitos el cual comprende una cantdad eficaz contra los pardstos de un

compuesto de férmula | segun lo definido en cualquiera de las revindicaciones 1
a4

p BASF AKTIENGESELLSCHAFT
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£l uso de darved & de N-antidrazina para combatir pestas en y sobre

Ammalea
Resuman
El uso de lps compuestos de formula |
?r
R
W OH-N-G 0
B=A

enjlacualQ es

R'R" x' R o
N=(:’ “-CFI’ ¢ N-‘em
X #5 clore broma o uor,;

R' R? son indivldual e indapendientamenta M akuilo  alguenilo
glquinlo o clloalqullc  elquilamno  dislqulilammo  alquiearbonilammoe
alquilsufanito o algalsulfitulo en donde los dlomos de carbano en estod grupos
puedan estar substudos o
R' ¥y K? pusden ser lomadns an foma conjunis para formar un anlk

representado por la estructura

. ACHZ),
“M{CH,”

r

p mson1 203, X esoxigeno azufre armino alkuulamine fonllamne o

metiiena Z €5 alquilo o fenile

o a5 H algulle alguemlo alkgurulo cwcfoalqullc en donds Jos
dtomos de carboho en e8los grupos puede estar substiluldos

R R s H a slquio alkexcarbonio alquilaminocarbonio, ©
dialquilammecarboniio en domde Jos dtomes da carbono en estos grupos pusden
astar subsiitudos
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A eeCRoNB esCRONW 05 C® o N con la condiciéa de
que uno de A B y W ser difsrente a N

R° R®* R" son H halogene mim ciano amind mercapto hidrow skquilo
alquenila  alquinde wkloalquik  alcow  alguiamine dialquiamine  Squiltio,
dlulisulfonilo o alquisulfinlle en donde loa étomos de Larbono en estos grupos
puedan eslar substtuideos un sistema da anillee aromaticos de 5 a & membros 6l
cual pusdo contener de 1 a 4 heterodtomes seleccionados eitire oxfgeno azulre
y mitrogena v el cual puede estar substduido

Y ex hudregena halkigeno ciane milro amino hrdrext mercapio  alquilo
dquenio  alqumiko  cicloakpelo, alcex  algutammeo  dialquilamnoe  alquiftlo

alquigulivmio o alqunisulfimlo donde los &tomos de carbono en estos grupos
pueden estar susituidos

nesD 102

para combatir pardsitos an vy sobre animales
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1 Statement
Novely [N)

Invontvo etop [15)

Incuptisal apphzabiity (1A

ams ssparale shest

s
N

¥es
Mo

Yes
17
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REPORT ON PATENTABILITY

(SEPARATE SHEET] PCT/EM2004/013685
BeltemV

Reasoned statemeiit with regard to novelty, inventive step or indusinal applioakulity,
clitahions and xXpanatons supporing such statement

Refarence s made o the following doouments

D1 EP A QB34 738 (AMERKCAN CYANAMID COMPANY BASF
AKTIENGESELLSCHAFT) 6 July 18984 (1894-07-08})

2 DATABASE CA IOniine] CHEMICAL ABSTRACTS SERVICE COLUMBLS
OHIO US KUHN B G ET AL "Cycloakylsubatiiuted amidrazones a rovel
daes of inssect control agants XPO02330111 remeved from STN Databaso
acCesson no 1990 204837

D3 DAFABASE CA |Online] CHEMIGAL ABSTRACTS SERVICE COLUMBUS
OHIO US FURCH J A ET AL "Amdrazones e new claas of coleopteran

nsecicides' XPOD2330112 retneved from STN Database avceaslon ng
1998 204828

Bafora dealing with the question of novelly and nventive atep |t ks noted that clam 10

does nol contaln any technical step curnad out In the clamed process and thus |acks
clarty (Artcle 8 PCT)

Each of the documents D1-D3 disclogas the insachedal and acarcidal asiiviy
af compounds of formule (1} and thelr uee for plant protection The use of said compounds

for combathng peets In and on amumale 15 ned mentloned The subject matter of daims 1 10
ig therefore new {Ardels 33(2) PCT)

Tha document Dt which s regarded as being the closest pnor an diaclosos the use of N

arylydrazine denvalves of formula (1) for the protection of crops from the damaga and
loss caused by Insact and acarld pests.

The problem underlying the present invention may be s&en as that of controlling perasites
In and on animals

The clamed sublect-matter differa from the teaching of D1 in that the compounds of

formuka (I) are used 1o control parasites In and on amimals whereas D1 relates only ie crop
protaciion

"arm PCTSmp scate Bhaet+10d (hesl 1) [P0 dnnenny 2604)
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Apphcant s argument thak all the compounds of formaula {I} unaxpectedly ars both effective
against animal parasias and alse fullil the challenging roquirements of metababic
compatibhty low \odchy and sakety In handhng carmnot be followed in view of the
numerous vanatons cncompassed by claim 1 1t 15 dovbiful whether all the compounds
used fulfil bath the aferamentioned requinemants of actmity and low-toxicily 1o anmals and
lhus solve the above problam. Therefore an objection under Aticle 33(3) PCT In
combination with Rule & 3 PCT 1 mauntaincd against the subject matter of clalms 1 and 5
10

The subject metiar of clums 2 4 (Arbcle 33(3) PCT) wan be considered as bang inventive
rnce it could rol ba pradicted from any of the ctad dacuments or any combination therect

that the amidirazones of formula | B are safo posticide which are effective tor combatting
pests in and on amm s

-The subgact-matter of clams 1-10 ke considered to be Industnally apphcable and tho

prezent appiication 1 therefore considered to satisty Ihe cntenon sat forth In Aricle 33 {4)
PCT

Fommn PC I"beparets Slar 400 (Shudl 2) (FPO-January 2704}
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