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Capitulo I. -_ Capitulo II. --
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C.C. NIT 
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Lugar de Constitución Delaware, Estados Unidos de America C.E. Otto 
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Nombre: ALBRIGHT. Robert B. 

INVENTOR (ES) Direcciôn: 213 Green Valley Way. Chalfont, Pennsylvania 18914, Estados Uniclos de America 

(72) 
Nacionalidad 0 Domicilio: Estadounidense 

(3 PCT (85) 

Solicitud Internacional No. PCT/US2006/019513 Fecha 19-MAY-06 
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ANEXOS 

Lxi Comprobante de pago de la tasa de presentación de la solicitud 

Documento que acredita la existencia y representaciôn legal cuando at solicitante sea persona juridica 

Poderes, Si fuere el caso 

Documento de cesiOn del inventor al solicitante o a su causante 

EJ Declaraciones 

MX Copia de la solicitud internacional. (Resumen, descripciÆn, reivindicaciones, dibujos) 

EEJTraducciOn de la solicitud internacional at castellano. (Resumen, descripción, reivindicaciones, dibujos) 

t:i Copia del examen preliminar internacional efectuado por la Autoridad Internacional de Examen preliminar (IPEA) 

TraducciOn del examen preliminar internacional efectuado por la IPEA 

De ser el caso, copia del contrato de acceso 

i::i Do ser el caso documento que acredite la licencia o autorizaciOn de uso de conocimientos tradicionales de las comuniclades 
indigenas 
De ser el caso, certificado de deposito del material biolOgico 

Arte final 12 x 12 

r7 De ser el caso, informaciOn sobre otras solicitudes do patente o titulos obtenidos en el extranjero por el mismo titular o su 
causante, relacionadas parcial o totalmente con la invenciOn de esta solicitud 
De ser el caso, modificaciones efectuadas a la solicitud internacional. 

X Otros Extractos, Reporte de Büsqueda Internacional y OpiniÆn escrita y notificaciôn de presentaciOn de documento de 
prioridad. 
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TRADUCCION OFICIAL No 2011073 al espanoi de un documento escrito an ingles, efectuada 
por Jaime Armando Garavito Burgos, cc. No 19.130.702 de Bogota, Traductor e Interprete Oficial 
ingles-espanol-inglØs segUn ResoluciOn N° 034 de enero 11 de 1983 expedida por el Ministerio 
de Justicia de la RepUblica de Colombia 

DECLARACION JURAMENTADA SOBRE CESIÔN A WYETH 
COMPOSICIONES CONCENTRADAS VERSATILES DE ALTA CARGA PARA EL CONTROL 

DE ECTOPARASITOS 

APOSTILLA 

1. PAlS: ESTADOS UN 1005 OF AMERICA 

2. ESTE DOCUMENTO PUBLICO HA 5100 FIRMADO FOR: 

�Wsl aI.Is a j rJI Y4 
�11k1a �Vp p �’ I I 

3. QUIEN ACTUA EN CALl DAD DE: 

NOTARIO 

PLIBLICO DE NUEVA JERSEY 

4. LLEVA EL SELLO DE: 

BARBARA A. KIELY, NOTARIO 

OMP…V1T 

CERTIFICADO 
2 op 

-V ’4 

5. EN TRENTON, NUEVA JERSEY 

6. EL DR 26 DE ENERO DE 2007 

7. FOR: Bradley Abelow, TESORERO DE NUEVA JERSEY 

8. No A281600 

9. SELLO (APARECE ADHERIDO SELLO DORADO) 

10. FIRMA (Firma ilegible) 

AM102089 LI 

DECLARACION JURAMENTADA 

Yo, Michelle L. McGowan, Asociado de Legalizaciones de Wyeth, por 

media del oresente certifico que la copia anexa ha sido comparada con la 



TRADUCCION OFICIAL N° 2011073 al espanol de un documento escrito en ingles, efectuada 
P01 Jaime Armando Garavito Burgos, cc. No 19.130.702 de Bogota, Traductor e Interprete Oficial 
ingles-espanol-ingles segUn ResoiuciOn N° 034 de enero 11 de 1983 expedida pot el Ministerlo 
de Justicia de la RepQblica de Colombia 

misma en un pals extranjero, para la invenciOn titulada: "COMPOSICIONES 

CONCENTRADAS VERSATILES DE ALTA CARGA PARA EL CONTROL DE 

ECTOPARASITOS") de fecha junio 20, 2005 de Robert B. Albright a Wyeth y 

que la mendonada copia es una copia autOntica del original. 

Fechada hoy 23 de enero de 2007 en Madison, Nueva Jersey, Estados 

Unidos de America. 

Wyeth 
(Firmado) Michelle L. McGowan 
Asociado de Legalizacianes 

PARA SER USADA EN COLOMBIA t/ 
csz2

AWE A 0p1pVTO B 
RECONOCIMIENTO 

I ,a

Estado de Nueva Jersey  

Condado de Morris 

Hoy 23 de enero de 2007, camparecio personalmente ante mi Michelle L. 

SMcGowan, Asociado de Legalizaciones de Wyeth, a quien canozco coma la 

persona descrita en el anterior iristrumento y quien suscribio el mismo y 

reconociO haberlo suscrito. 

(Firmado) Barbara A. Kiely, Notario Püblico 

[Sello en tinta que dice: "Barbara A. Kiely ID. 33893, Notario PUblico de Nueva 

Jersey. Mi comisiôn vence el 20 de junio de 2009"] 

[Sello realzado que dice: "Barbara A. Kiely - Notario Püblico - Nueva Jersey"] 



TRADUCCION OFICIAL N° 2011073 al espanol de Un documento escrito en ingles, efectuada 
por Jaime Armando Garavito Burgos, cc. N° 19.130.702 de Bogota, Traductor e interprete Oficial 
inglOs-espanol-ingles segUn Resolucion No 034 de enero 11 de 1983 expedida por el Ministerio 
de Justicia de la Republica de Colombia 

CesiOn de Invención 

En consideración del pago por la CESIONARIA a la CEDENTE de una 

contraprestaciOn vÆlida y suficiente cuyo recibo se acusa por medio del presente, 

los CEDENTES: 

(1) Nombre Completo del Inventor: Robert B. Albright 
Residencia: 213 Green Valley Way, Chalfont, Pennsylvania, 18914, USA 
Ciudadania: Estados Unidos de America 

01 medio del presente venden, ceden y transfieren a la CESIONARIA: 

Wyeth 
Five Giralda Farms 
Madison, New Jersey O794O ØmA.  

- 
-’a 

,c1lCI 

y los sucesores, cesionarios y representantes legales de la CESIONARIA, Ia 

totalidad del derecho, titulo e intereses para los Estados Unidos y sus 

posesiones territoriales y en todos los palses extranjeros, incluyendo todos los 

derechos a reivindicar prioridad Con respecto a la invenciôn titulada: 

COMPOSICIONES CONCENTRADAS VERSATILES DE ALTA CARGA PARA 

EL CONTROL DE ECTOPARASITOS 

Y la cual se encuentra en 

(a) [X] Solicitud de los Estados Unidos No. 601683.950 presentada el 24 

de mayo de 2005 

(b) [ ] Yo/nasotros los CEDENTES que abajo firmamos, por medio del 

presente autorizamos y solicitamos se inserte arriba el nUmero de la 

solicitud y la fecha de presentación cuando se conozcan, 



TRADUCCION OFICIAL No 2011073 sI espanol de un documento escrito en ingles, efectuada 
P01 Jaime Armando Garavito Burgos, cc. No 19.130.702 de Bogota, Traductor e Interprete Oficial 
ingles-espanol-inglØs segUn ResoluciOn N° 034 de enero 11 de 1983 expedida par el Ministerio 
de Justicia de la Repüblica de Colombia 

(c)[XI y cualquier equivalente legal de la misma en un pals extranjero, 

lnCluyendo el derecho a invocar prioridad, incluyendo todas y cada una de las 

mejoras divulgadas en la misma y en todas las patentes que se obtengan para la 

mencionada invención a travØs de la anterior solicitud y cualquier solicitud 

provisional, no provisional, continuación, divisional, renovación o sustitución de 

la misma presentada posteriormente y en cuanto a la patente, cualquier re-

expediciOn a nuevo examen de la misma. 

Los CEDENTES par media del presente acuerdan que no se ha hecho ni 

se harÆ a suscribirÆ ninguna cesiOn, yenta, acuerdo o gravamen que pueda estar 

en conflicto con esta cesiôn. 

Los CEDENTES autorizan a la CESIONARIA para que haga solicitudes y 

para que reciban patentes para Ia mencionada invención en cualquiera de los 

mencionados paises en su propio nombre, a en el nombre de los CEDENTES a 

a su eleccion. 

Los CEDENTES acuerdan suscribir u obtener cualquier seguridad 

adicional necesaria del titulo a dicha invenciOn y cualquier patente que pueda 

ser expedida para la misma y a entregar en cualquier momento y a solicitud y 

expensas de la CESIONARIA cualquier testimonia en cualquier derecho 

preexistente que impida el patentamiento de la invenciôn, litigio o procedimiento 

relacionado y a suscribir todos los documentos que puedan ser necesarios 0 

convenientes para perfeccionar el titulo a dicho invento a cualquier patente que 
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TRADUCCION OFICIAL N° 2011073 al espanol de un documento escrito en ingles, efectuada 
por Jaime Armando Garavito Burgos, cc. No 19130.702 de Bogota, Traductor e Interprete Oficial 
ingles-espanol-ingles segUn Resolucion No 034 de enero 11 de 1983 expedida por el Ministerio 
de Justicia de la RepUblica de Colombia 

momento, a solicitud y expensas de la CESIONARIA, cualquier continuaciÆn, 

continuaciOn parcial, divisional, renovaciôn o sustitución de la misma y en cuanto 

a patentes a re-expedir o re-examinar las mismas, o cualesquier otras solicitudes 

adicionales de patentes para dicho invento a cualquier parte del mismo, todas 

las cuales y cualquier patente que se expida se ceden por media del preserite a 

la CESIONARIA y prestarÆ todos los juramentos legates o declaraciones y harÆ 

todos los actos legales requeridos para adquirirlos, sin compensación adicional, 

pero a expensas de la CESIONARIA, sus sucesores, cesionarios u otros 

representantes legales. 

Los CEDENTES autorizan y solicitan al Comisianado de Patentes expedir 

todas y cada una de las patentes de los Estados Unidos para la mencionada 

invenciôn, que resulte de cualquiera de las solicitudes a su CESIONARIA. 

(Firmado) 
Robert B. Albright 

Estado de Nueva Jersey 

Condado de Mercer 

Junio 20, 2005 
Fecha 

RECONOCIMIENTO 

) 

) DeclaraciOn juramentada 
) 

El dia 20 de junio de 2005, Robert B. Albright, compareciô personalmente 

ante ml, a quien conozco como la persona descrita en el anterior instrumento y 

quien suscribio el mismo y reconociô haberlo suscrito en forma libre y 

espontÆnea para los fines consignados en el. 

(Firmadol Janice Capasso, Notarlo PUbtico 



TRADUCCION OFICIAL No 2011073 al espanol de un documento escrito en ingles, efectuada 
por Jaime Armando Garavito Burgos, cc. N° 19.130.702 de Bogota, Traductor e Interprete Oficial 
ingles-espanol-ingles segQn ResoluciOn No 034 de enero 11 de 1983 expedida por el Ministerio 
de Justicia de la Republics de Colombia 

[Sello que dice: "Janice Capasso, Notarlo PUblico de Nueva Jersey. Comisiôri 

vence el 29 de mayo de 2008’1 

(Firma ilegible) 
Shobban Sabnis 

Estado de 

Condado de 

Junio 29, 2005 
Fecha 

RECONOCIMIENTO 

)

Declaraciôn juramentada 
)

IEl dia 29 de junio de 2005, Shobhan Sabnis, compareciO personalmente 

ante ml, a quien conozco como la persona descrita en el anterior instrumento y 

quien suscribió el mismo y reconociO haberlo suscrito en forma libre y 

espontÆnea para los fines consignados en et. 

[Firmado] Janice Capasso, Notaria PUblico 

[Sello que dice: "Janice Capasso, Notario Publico de Nueva Jersey. ComisiOn 

vence el 29 de mayo de 20081 

Is 
La anterior es traduccian fiel y completa de la cual se deja copia en esta oficina 

para su confrontaciOn. 

/aimeArmando Garavito Burgos 
cc. N° 19.130.702 de Bogota 
Traductor e Interprete Oficial segün 
expedida por el Ministerlo de Justicia 

Resoluciôn N° 034 de enero 11 de 1983 

flflr’flIAC 4& fliZALfl 11 
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APOSTILLE 

(CONVENTION DE LA HAYE DU 5 OCTOBRE 1961) 

1. COUNTRY: UNITED STATES OF AMERICA 

2. THIS PUBLIC DOCUMENT HAS BEEN SIGNED BY: 
BARBARA A KIELY 

3. ACTING IN THE CAPACITY OF: 
NOTARY PUBLIC OF NEW JERSEY 

4. BEARS THE SEAL/STAMP OF: 
BARBARA A KIELY, NOTARY 

CERTIFIED 

5. AT TRENTON, NEW JERSEY 

6. THE 26TH DAY OF JANUARY 2007 

7. BY: Bradley Abelow, NEW JERSEY TREASURER 

8. NO. A281600 

9. SEAL/STAMP: 10. SIGNATURE 



AM102089 LI 

AFFIDAVIT 

I, Michelle L. McGowan, Legalization Associate, Wyeth, do hereby certify that 

the attached copy has been compared with the original Assignment (for U.S.S.N. 

60/683,950, and any legal equivalent thereof in a foreign country, for the invention 

entitled: "VERSATILE HIGH LOAD CONCENTRATE COMPOSITIONS FOR 

CONTROL OF ECTO-PARASITES") dated June 20, 2005 from Robert B. Albright to 

Wyeth and that the said copy is a true copy of the original. 

Dated this 23"’ day of January, 2007, at Madison, New Jersey, United States of 

America. 

Wyeth 

� EtWfliH 
Michelle L. McGowan 
Legalization Associate 

TO BE USED IN COLOMBIA 

ACKNOWLEDGMENT 

State of New Jersey ) 
)

County of Morris ) 

On this 23"’ day of January, 2007, before me personally appeared Michelle L. 

McGowan, Legalization Associate of Wyeth, to me known and known to me to be the 

individual described in and who executed the foregoing instrument, and she 

acknowledged to me that she executed the same. 

Barbara A. Kiely ID. 33893 

Notary Public of New Jersey 

My Commission Expires June 20, 2009 

2 ,p 
Notar-y Public 



Docket No: AM102089 Li 
Patent 

Assignment of Invention 

In consideration of the payment by ASSIGNEE to ASSIGNOR of good and valuable 
consideration, the receipt of which is hereby acknowledged, 

ASSIGNOR: 

(1) Full Name of Inventor: Robert B. ALBRIGHT 
Residence: 213 Green. Valley Way - Chalfont, Pennsylvania 18914- USA 
Citizenship: United States of America 

(2) Full Name of Inventor 
Residence: 
Citizenship: 

(3) Full Name of Inventor: 
Residence: 
Citizenship: 

(4) Full Name of Inventor: 
Residence: 
Citizenship: 

(5) Full Name of Inventor: 
Residence: 
Citizenship: 

(6) Full Name of Inventor 
Residence: 
Citizenship: 

hereby sells, assigns and transfers to ASSIGNEE: 

Wyeth 
Five Giralda Farms 
Madison, New Jersey 07940 

AssignmentrendingApp.dot� Rev 2/05 Page 1 of 3 Assignment of Invention 
Pending Application Patent 



Docket No: AM102089 Li I 
Patent 

and the successors, assigns and legal representatives of the ASSIGNEE the entire right, title 
and interest for the United States and its territorial possessions and in all foreign countries, 
including all rights to claim priority, in and to the invention entitled: 

VERSATILE HIGH LOAD CONCENTRATE COMPOSITIONS FOR CONTROL OF 
ECTO-PARASITES 

and which is found in 

(a) 0 U.S. Application No. 601683,950 filed on May 24, 2005 
(b) 0 U.S. Patent No. issued on: 

I/we the ASSIGNOR signing below, hereby authorize and request insertion 
above of the application number and filing date, when they become known, 

[Check (c) if foreign application(s) is also being assigned 

(c) 0 and any legal equivalent thereof in a foreign country, 

including the right to claim priority, including any and all improvements disclosed therein, and 
in and to all Letters Patent to be obtained for said invention by the above application or any 
subsequently filed provisional, nonprovisional, continuation, divisional, renewal, extension, or 
substitute thereof, and as to Letters Patent any reissue or re-examination thereof. 

ASSIGNOR hereby covenants that no assignment sale, agreement or encumbrance 
has been or will be made or entered into which would conflict with this assignment. 

ASSIGNOR authorizes ASSIGNEE to make applications for and to receive Letters 
Patent for said invention in any of said countries in its own name, or in ASSIGNOR’S name, 
at its election. 

ASSIGNOR covenants and agrees to execute or procure any further necessary 
assurance of the title to said invention and any Letters Patent which may issue therefore and 
to, at any time, upon the request and at the expense of ASSIGNEE deliver any testimony in 
any interference, litigation or proceeding related thereto and execute all papers that may be 
necessary or desirable to perfect the title to said invention or any Letters Patent which may 
be granted therefore in ASSIGNEE, its successors, assigns or other legal representatives, 
and that to, at any time, upon the request and at the expense of ASSIGNEE execute any 
continuations, continuations-in-part, divisional, renewal or substitute thereof, and as to 
Letters Patent and reissue or re-examination thereof, or any other additional applications for 
Letters Patent for said invention or any part or parts thereof, all of which applications and 
any Letters Patent issuing thereon are hereby assigned to ASSIGNEE, and will make all 
rightful oaths or declarations, and do all lawful acts requisite for procuring the same therein, 
without further compensation, but at the expense of ASSIGNEE, its successors, assigns or 
other legal representatives. 

ASSIGNOR authorizes and requests the Commissioner of Patents to issue any and all 
Letters Patent of the United States for said invention, resulting from any of the aforesaid 
applications to its ASSIGNEE. 

AssignmentPendingAppdot -. Rev 2105 Page 2 of 3 Assignment of Invention 
Pending Application Patent 



� ’ - Docket No: AM102089 Li 
Patent 

-t %,CLkLrL ___ 
Robert ALBRIGHT Date 

ACKNOWLEDGMENT 
JANCECAPASSO 

orARvpirnu?wEwaEy 
State of /4(2 comrnbslanEwseI29Iz)oa 

ss: 

 

County of  

On the -14 day of 2005, Robert B. ALBRIGHT personally 
appeared before me, known by me to be the same person described in and who executed 
the foregoing instrument, and acknowledged that he/she executed the same, of his/her own 
free will and for the purposes set forth. 

� _____________ 
No2"Pubhc 

0. 

AssignmentPendingApp.dot - Rev 2./05 Page 3 of 3 Assignment of Invention 
Pending Application Patent 



(12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT) 

(19) World Intellectual Property Organization
International Bureau 0 liii III1UI 11111111111111101111111011111111111111111 NIlilifli I1II1IUI 111110101 III! II 

(43) International Publication Date (10) International Publication Number 

30 November 2006 (30.11.2006) PCT WO 2006/127487 Al 
(51) International Patent Classification: 

A 01 5/00(2006.01) AOIN 43/90 (2006.01) 
A01? 7/02 (2006.01) A01N47/34 (2006.01) 
Aol? 7/04(2006.01) 

(21) International Application Number: 
PCT/US2006/019513 

(22) International Filing Date: 19 May 2006 (19.05.2006) 

(25) Filing Language: English 

(2 Publication Language: 

(30) Priority Data: 
60/683,950 

English 

24 May 2005 (24.05.2005) US 

AT, AU, AZ, BA, BB, EG, BR, 8W, BY, BZ, CA, CH, CN, 
CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, EG, ES, FL 
GB, GD, GE, OH, CM, HR. mi, ID, IL, IN, IS, JP, KE, 
KG, KM, KN, KP, KR, KZ, LC, LK, LR, LS, LT, LU, LV, 
LY, MA, MD, MG, MK, MN, MW, MX, MZ, NA, NO, NI, 
NO, NZ, OM, PG, PH, PL, PT, RO, RU, SC, SD. SE, SO, 
SK, SL, SM, SY, TJ, TM, TN, TR, ’Vt, TZ, UA, UG, US, 
UZ, VC, VN, YU, ZA, ZM, ZW. 

(84) Designated States (unless otherwise indicated, for every 
kind of regional protection available): ARIPO (8W, OH, 
GM, KB, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM, 
Z, Eurasian (AM, AZ, BY, KG, KZ, MD, RU, Ti, TM), 
European (AT, BE, 80, CH, CY, CZ, DE, UK, BE, ES, El, 
FR, GB, OR, Flu, IB, IS, IT, IT, LU, LV, MC, Nt, PL, PT, 
RO, SE, ST, 5K, TR), OAPI (BF, Bi, CF, CO, CI, CM, GA, 
ON, OQ, OW, ML, MR, NB, SN, TD, TO). 

(71) Applicant (for all designated States except US): VYETH Declarations under Rule 4.17: 
[USS],Five Giralda Farms, Madison, New Jersey 07940 

- as to applicant’s entitlement to apply for and be granted a 
(US). patent (Rule 4.17(U)) 

- as to the applicant’s entitlement to claim the priority of the 
(72) Inventor; and earlier application (Rule 4.17(m))(75) Inventor/Applicant (for US only): ALBRIGHT, Robert 

B. [US/US]; 213 Green Valley Way, Chalfont, Pennsylva- Published: 
nia 18914 (US). 

- with international search report 
- before the expiration of the time limit for amending the 

(74) Agents: RENDA, Barbara, L. et al.; Wyeth, Patent Law claims and to be republished in the event of receipt of 
Department, Five Giralda Farms, Madison, New Jersey amendments 
07940 (US). 

For two -letter codes and other abbreviations, refer to the "Quid-
(81) Designated States (unless otherwise indicated, for every atice Notes on Codes and Abbreviations" appearing at the begin -

kind of national protection available): AE, AG, AL, AM, ning of each regular issue of the ?CT Gazette. 

(54) Title: USEFUL 111011 LOAD CONCENTRATE COMPOSITIONS FOR CONTROL OF ECTO-AND ENDO-PARASITES 



WO 2006/127487 PCT/US2006/0 19513 

USEFUL HIGH LOAD CONCENTRATE COMPOSITIONS FOR CONTROL OF 

EdO-AND ENDO-PARASITES 

BACKGROUND OF THE INVENTION 

Arthropod ectoparasites commonly infecting warm-blooded animals include 
ticks, mites, lice, fleas, blowfly, the ectoparasite Lucilia sp. .of sheep, biting insects 
including keds (Me/ophagus ovirnis) and migrating dipterous larvae such as 
Hypoderma sp.ancl Dermataobia in cattle, Gastrophilus in horses and Cuterebra sp. 
in rodents. 

Helminthiasis is a widespread disease found in many animals and is 
responsible for significant economic losses throughout the world. Among the 

10 helminths most frequently encountered are the group of worms referred to as 
nematodes. The nematodes are found in the gastrointestinal tract, heart, lungs, 
blood vessels and other body tissues of animals and are a primary cause of anemia, 
weight loss and malnutrition in the infected animals. They do serious damage to the 
walls and tissue of the organs in which they reside and, if left untreated, may result in 

15 death to the infected animals. 

The nematodes most commonly found to be the infecting agents of ruminants 
include Haemonchus and Ostertagia generally found in the abomasum; Cooperia, 
Trichostrongylus and Nematodirus generally found in the intestinal tract, and 
Dictyocaulus found in the lungs. In non-ruminant animals, important nematodes 

20 include Toxocara and Ancylostoma in the intestine and Dirofilaria in the heart of dogs 
and cats; Ascaridae in the intestine of swine; and large and small strongyles in 
equines. 

Arthropod ectoparasites commonly infecting warm-blooded animals include 
ticks, mites, lice, fleas, blowfly, the ectoparasite Lucilia sp. of sheep, biting insects 

25 and migrating dipterous larvae such as Hypoderma sp. in cattle, Gastrophitus in 
horses and Cuterebra sp. in rodents. 

Anti -parasitic macrolide compounds such as LL-F28249 -A. compounds, 23-
oxo or 23-imino derivatives of LL-F28249ct-2, compounds, including, but not limited 
to, moxidectin, milbemycin compounds, including but not limited to milbemycin 

30 oxime, avermectin compounds, including, but not limited to abamectin, ivermectin, 
and mixtures thereof, are useful for the prevention and control of helminthiasis and 
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infection by acarids and arthropod endo- and ectoparasites in warm-blooded 

animals. 
Metaflumizone is useful for the prevention and control of infestation by 

ectoparasites in warm-blooded animals. Topical administration of this active is a 

preferred method for administering this compound. 

To provide useful protection against both endoparasitic infections and 

ectoparasitic infection or infestation in warm-blooded animals it is desirable to use 

formulations having a relatively high loading of active agent, but such formulations 

must be stable, both with respect to the physical formulation, and also, with respect 

10 to the chemical stability of the actives. Metaflumizone is one of several useful 

� insecticidal agents which have found particular application for the control of fleas and 

ticks on animals, particularly companion animals such as dogs, cats and horses. It 

is particularly advantageous in that it can provide 4-6 weeks of protection from fleas 

and ticks in companion animals, but it would be potentially useful for many other 

15 species if suitable formulations could be developed. Nonetheless, formulation of 

metaflumizone is made difficult by its insolubility in many solvents, and its instability 

in the presence of primary alcohols. 

It is the object of the present invention to provide a method for preventing, 

controlling or treating helminth, acarid or arthropod endo- or ectoparasitic infection or 

20 infestation in warm-blooded animals which method comprises topically administering 

to the warm-blooded animals an anthelmintically, acaricidally or arthropod endo- or 

ectoparasiticidally effective amount of a nonaqueous composition which comprises 

about 0.1 to 10% w/v of a substantially water-insoluble anti-parasitic macrolide 

compound, about 5% to about 40% of metaflumizone; about 0% to about 15% of a 

25 bridging or penetrating agent; about 2 to 8% of a surfactant, and about 50 to 80% 

w/v of a pharmaceutically acceptable water-miscible or water immiscible solvent or 

solvent system as the carrier. 

It is also an object of the present invention to provide a versatile composition 

for topical administration which comprises a relatively high loading of metaflumizone 

30 in combination with an anti -parasitic macrolide compound, and which will provide 

protection from ecto- and endo-parasitic infestation. Most advantageously, the 

formulation can function as a concentrate, which with simple modifications, can be 

extended to use for a wide variety of other animals. Thus, the concentrated 

formulation can be utilized as a small volume spot-on formulation, for instance, for 

35 protection of companion animals, while further dilutions can be utilized as 
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conventional pour-on products for farm animals, with still further dilutions utilizable 

for sprays and application to the feed. 

It is also an object of the present invention to provide a method for preventing 

or treating acarid or arthropod ectoparasitic infestation in warm-blooded animals, 

using the compositions of the invention. 

It is another object of this invention to reduce or control the proliferation of 

such insects in warm-blooded animals for prolonged periods of time by a topically 

applied active, with the formulation being mild and gentle enough to avoid adverse 

skin reactions upon administration, yet with the ability to be retained in the animal’s 

10 skin and/or coat over the time needed for protection. 

15 

These and other objects of the present invention will become more apparent 

from the description thereof set forth below and the appended claims. 

SUMMARY OF THE INVENTION 

The present invention provides high-load concentrate compositions for topical 

administration which comprise on a weight to volume basis: 

about 0.1 to about 10% of substantially water-insoluble anti-parasitic 

macrolide compound, especially, moxidectin: 

20 about 5% to about 40% of metaflumizone; 

about 0% to about 15% of a bridging or penetrating agent; 

about 2 to about 8% of a surfactant and 

about 50% to about 80% of a carrier solvent. 

25 The present invention further provides a method for preventing or treating 

ectoparasitic and endoparasitic infection or infestation in a warm-blooded animal 

which method comprises topically administering to the animal an acaricidally or 

arthropod ectoparasiticidally effective amount of the composition of this invention. 

30 DETAILED DESCRIPTION OF THE INVENTION 

In accordance with the present invention, the high load concentrate 

compositions comprise a substantially water-insoluble anti-parasitic macrolide 

compound, especially, moxidectin, metaflumizone; an optional bridging agent or 

35 penetration enhancer, a surfactant, and a carrier solvent. The invention also 
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provides a method for preventing or treating acarid or arthropod ectoparasitic 

infection or infestation in warm-blooded animals by topical application of the 

aforesaid formulations. 

Preferred high toad concentrate compositions of this invention comprise on a 

S weight to volume basis: 

About 0.1 to about 10% of a substantially water-insoluble anti-parasitic 

macrolide compound, especially, moxidectin 

about 5% to about 40% of metaflumizone; 

about 0% to about 15% of a bridging or penetrating agent; 

10 about 2 to about 8% of a surfactant and 

� about 50% to about 80% of a carrier solvent. 

White not wishing to be bound by any particular theory, it is believed that the 

compositions of the present invention have the requisite stability by virtue of physical 

and or chemical interactions between the surfactant and the metaflumizone. The 

15 exact nature of the interactions is unknown, but apparently the surfactant stabilizes 

the metaflumizone in solution so as to ensure that the resultant formulation retains 

the desired physical characteristics over time, without toss of potency of the active. 

Further, the formulation is sufficiently viscous to be retained upon the animal’s skin, 

hair, and be released over the desired period of time. 

20 Uniquely, it has been found these high load concentrate compositions can be 

further utilized to prepare more dilute compositions for application in various other 

manners, i.e., for use as a pour-on for large animals, as a spray for large animals or 

for outdoor use, and as a water-dilutable formulation for addition to the feed and/or 

0 water supply of animals under treatment. This has the dual advantage of providing a 

25 concentrated formulation that can be shipped to the end-user for dilution and use, or 

to an intermediate formulator to prepare the compositions. The high loading of 

metaflumizone in the formulation thus provides a small volume of formulation to use 

as a "spot-on" formulation, for instance, for companion animals, especially felines. 

The concentrate can then be diluted by an appropriate organic solvent for use as a 

30 pour-on or in a spray, or with water, to provide the feed/water additive. 

Metaflumizone is described in U.S. Patent No. 5,543,573, and U. S. Published 

Application 2004-01 22075A1, both incorporated herein by reference 
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Chemically, metaflumizone is known as (E Z)-2-[2-(4-cyanopheriyl)-1 -[3-

�

hydrazinecarboxamide. 

5 The substantially water-insoluble anti-parasitic macrolide compounds useful 
for the compositions of the present invention are well-know in the art, and are 
described in detail in, for instance, "Macrocyclic Lactones in Antiparasitic Therapy," 
edited by J. Vercruysse and R. S. Rew, CABI Publishing, London, 2002. Such 
macrolide compounds are subclassed into avermectins and milbemycins, with 

10 avermectins being glycosylated milbemycins. Highly preferred, due to its persistency 
of activity, and its environmental friendliness, is the milbemycin moxidectin, sold in 
various forms for administration under the Cydectinfi tradename. 

Bridging agents or penetrating agents or enhancers suitable for use in the 
compositions of this invention include, but are not limited to, alkyl methyl sulfoxides 

. 15 (such as dimethyl sulfoxide, decylmethyl sulfoxide and tetradecylmethyl sulfoxide); 

pyrrolidones (such as 2-pyrrolidone, N-methyl-2-pyrrolidone and N-(2-hydroxyethyl) 

pyrrolidone); laurocapram; and miscellaneous solvents such as acetone, dimethyl 
acetamide, dimethyl formamide, tetrahydrofurluryl alcohol, cineole, N,N-diethyl-3-

methylbenzamide (DEET), isopropyl myristate (IPM) and dimethyl isosorbide. Other 

20 bridging agents include amphiphiles such as L-amino acids, and fatty acids. 

Additional bridging agents are disclosed in Remington: The Science and Practice of 

Pharmacy, 191h Edition (1995) on page 1583. Typically, the penetrating agent is used 

at a level of about 10% wlv of the formulation where the end use is for a topical 

application, but this may vary, especially when the end use of the composition is for 

25 oral administration. 
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The surfactant utilized in the present invention may be a single surfactant, or 

a mixture of two or more surfactants, again, in part dependent upon whether the end 

use of the composition is topical or oral. The surfactant should be non-irritating, and 

non-toxic. Preferred are non-ionic, low foaming surfactants, such as the alcohol 

5 alkoxylate surfactants, with those such as nonylphenol ethoxylate (sold under the 

tradename Surfonic N-95), and alcohol alkoxylates (sold under the tradename 

Synperonicfi NCA by Uniqema), and the polyethoxylated caster oil surfactants (also 

known as macrogolglycerol ricinoleate, and sold under the Cremaphore(D EL 

tradename by BASF) being especially suitable. Also useful are ionic surfactants 

10 such as sodium lauryl sulfate and dioctyl sodium sulfosuccinate. 

Typically, the surfactant is utilized at a level of about 2 to about 8% wlv of the 

composition, but this may vary somewhat depending upon the end use of the 

composition. In the case where the end use of the concentrate is as a spray 

formulation, or as a water-dispersible feed /water additive, it may be desirable to add 

15 a further surfactant to ensure that the diluted formulation will be a unitary phase. 

This ensures that the spray will not block the spray nozzle, and that the active will be 

dispersed equally throughout the diluted product. In such cases, the additional 

surfactant may be added to the concentrate formulation, or added to the end use 

formulation with the diluting solvent. Particularly useful surfactants for use with an 

20 organic solvent diluent are non-ionic surfactants such as polyethoxylated castor oil, 

sold under the tradename Cremophorfi EL by BASF Corporation. 

The carrier solvent for the compositions of the present invention may be a 

single solvent, or a mixture of solvents. Due to the instability of metaflumizone in the 

presence of primary alcohols, preferred solvents are non-hydroxyl-group-containing 

25 solvents, especially those such as y-hexalactone (gamma-hexalactone). Optionally, 

other such solvents such as N,N-diethyl-m-toluamide, eucalyptol, dimethyl 

isosorbide, diisopropyl adipate and/or methoxypropyl acetate (1-methoxy-2-propyl 

acetate) can be utilized in combination with the y-hexalactone to comprise the carrier 

solvent. 

30 To manufacture the high load concentrate composition of the present 

invention, the rnetaflumizone is dissolved in the carrier solvent or solvents, and the 

surfactant and bridging agent, if desired added to the mixture. This composition can 

then be utilized as a high load spot-on, or further diluted for additional uses. 

An especially preferred composition for topical administration to warm-

35 blooded animals comprises, on a weight to volume basis, about 20% to about 30% 
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metaflumizone; 0,5% moxidectin, about 10% of a bridging or penetrating agent, 

especially dimethyl sulfoxide, about 2 to-about 8%, and especially about 5%, of a 

non-ionic, low foam surfactant, and about 50-60% carrier solvent, especially 

y-hexalactone. 

5 The high load concentrate compositions of this invention may further 

comprise other agents known in the art, such as preservatives (e.g., methylparaben 

and propylparaben), colorants, antioxidants, and the like. Generally, these agents 

would be present in the compositions in an amount up to about 2% on a weight to 

volume basis. 

10 When topically administered, the compositions of this invention are highly 

effective for preventing or treating ectoparasitic infection and infestation for 

prolonged periods of time in warm-blooded animals such as cows, sheep, horses, 

camels, deer, swine, goats, dogs, cats, birds, and the like. Additionally, the 

composition is highly effective against endoparasitic infections. 

15 In order to facilitate a further understanding of the invention, the following 

examples are presented primarily for the purpose of illustrating specific embodiments 

thereof. The invention is not to be deemed limited thereby, except as defined in the 

claims, 

20 EXAMPLE 1 

Preparation of metaflumizone/moxidectin High Load Concentrate, suitable for use as 

a Spot-on 

25 A 100 gram weight of dimethyl sulfoxide (DM50) is added to 400 grams - 

hexalactone. To this solvent system is added 200 grams metaflumizone. Dissolve 

metaflumizone in the solvent system. Weigh 10 grams of moxidectin and add it to 

the current solution containing metaflumizone. Allow the moxidectin to dissolve. To 

the resulting solution, add 60 grams alcohol alkoxylate surfactant (sold under the 

30 tradename Synperonicfi NCA) and allow the surfactant to dissolve. Lastly, bring the 

solution to 1000 ml with y-hexalactone 

35 
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EXAMPLE 2 

Preparation of metaflumizone/moxidectin Pour-On from High Load Concentrate of 

Example 1 

To 25 ml of the high load concentrate prepared in Example 1 is added q.s. to 

100 ml y-hexalactone. This provides a pour-on formulation having sufficient 

metaflumizone and moxidectin and volume to treat 5 head of cattle weighed 200 Kg 

each at 5 mglkg dose rate metaflumizone and 0.25 mg/kg dose rate moxidectin. 

EXAMPLE 3 

Preparation of High Load Concentrate for use as a Concentrate to prepare 

metaflumizone Spray or Feed/Water Supplement 

15 12.59 grams of metaflumizone is added to methoxypropyl acetate using mild 

heating (approximately 40°C). To this solution is added 109.92 grams 

polyethoxylated castor oil (sold under the tradename Cremophorfi EL), with stirring, 

followed by 1.0 grams moxidectin and then brought to volume with methoxypropyl 

acetate. The resultant solution is stored until ready for use, whereupon it can be 

20 diluted with water for use as a spray (17 ml of concentrate diluted to 3500 ml with 

water), or with water for use as a feed/water additive (in approximately the same 

ratio) or additionally, applied directly as a backline pour-on. 

EXAMPLE 4 

Preparation of various formulations of a metaflumizone/moxidectin High Load 

Concentrate, suitable for use as a Spot-on treatment 

Formulation: 1 2 3 4 5 6 7 6 9 

Moxidectin 0.1 0.5 2.5 0.1 0.5 2.5 0.1 0.5 2.5 

Metaflumizorie 30 30 30 20 20 20 5 5 5 

Nonyiphenol 
ethoxylate 5     5 5  

alcohol 
ethoxylate, e.g. ______ 5 ____________ 5 ____________ 5  
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Synperonicfi 
NCA  

Dioctyl sodium 
sulfosuccinate   5 5     5 

Cineole 10  
DEET  10  
IPM   10  

Methoxypropyl 
acetate     10 10 10 10 10 
DMSO 10 10 10 10  

-

y-hexalactone gs gs gs gs gs _gs s gs gs 

The preceding formulations are prepared using essentially the same procedures as 
are listed in Example 1. 

EXAMPLE 5 

Preparation of various formulations of a metaflumizonetmacrolide High Load 

Concentrate, suitable for use as a Spot-on 

Formulation: 10 lOB 10C 

Ivermectin   5 
Abarmectin  5  
Moxidectin 5 1  

Metaflumizone 30 30 20 
alcohol ethoxylate, 

e.g. Synperonic NCA 5 5 5 
Methoxypropyl acetate 10 10 10 

y-hexalactone _g gs gs 

The preceding formulations are prepared using essentially the same procedures as 

are listed in Example 1. 

ZLk 
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Example 6 

Preparation of various formulations of a metaftumizone/moxidectin High Load 

Concentrate, suitable for use as a Spot-on 

Formulation: 11 12 14 15 16 I? 18 19 20 

Moxidectin 0.1 0.5 0.1 1 10 0.25 5 0.1 0,1 

Metaflumizone 30 30 20 20 20 5 5 5 5 

Cineole  
DEET  

Isopropyl myristate 5  
polyethoxylated 

castor oil  5  1  5 5 5 5 
Sodium lauryl 

sulfate   1  
Methoxypropyl 

acetate   5 5 5  

DMSO 30 30  
Dimethyl 

isosorbide      30 30 30 30 

y-hexalactone  Cis 1 gs I qs gs _g, gs as as as 1 

The preceding formulations are prepared using essentially the same procedures as 

are listed in Example ’I. 

N 
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1. 
A 

composition for topical administration 
Which comprises on a 

weight to volume basis from about  1 to about 10% of a substantial,  water 
ant/paras it/c macro/ide compound, about 5% to about 40% of 

metaflumizon about 0% to about 15% of a penetrating agent; about 2 to about 8% 

S of a suactant; and about 50% to about 80% of a carrier Solvent 
2. The composition according to Claim I which comprises from about 

20% to about 30% of the metaflumizone 

10 3. The composition in Claim 1 or Claim 2 wherein the macrolide compound is moxidect in, abameotin or ivermectin 

4. The composition according to any one of Claims Ito 3 wherein the surfactant is a non-ionic low foam surfactant 
15 

5. The composition according to any one of Claims 1 to 4 wherein the macrolide compound is moxjdectin 

6. The composition according to any one of Claims 1 to 5 wherein the 20 penetrating agent is dimethyl sulfoxide. 

7. The composition according to any one of Claims 1 t 6 wherein the carrier solvent comprises gamma-hexalactone 

25 8. The composition according to any one of Claims 1 to 7 wherein the carrier solvent comprises dimethyl isosorbide. 

9. The composition according to any one of Claims Ito 8 which additionally contains up to about 2% of one or more preservatives colorants, 30 antioxidants or stabilizers. 
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COMPOSICIONES CONCENTRADAS DE ALTA CARGA UTILES PABA EL 

CONTROL DE ECTO Y ENDO PARASITOS. 

MTECEDENTES DE LA INVENCIÔN 

Los ectoparÆsitos artrópodos que infectan comünmente animales 

de sangre caliente incluyen garrapatas, Æcaros, piojos, 

pulgas, moscardones, el ectoparÆsito Lucilia sp, de la oveja, 

insectos picadores que incluyen piojos de ovejas, (Melophanos 

10 ovinus) y larvas de dIpteros migratorios tales como Hipoderma 

sp, y Dermataobia en ganado, Castrophilus en caballos y 

Cuterebra sp. en roedores. 

La Helmintiasis es utia enfermedad ampliamente difundida 

15 encontrada en muchos animales y es responsable por perdidas 

ecanómicas significativas en todo el mundo. Entre los 

helmintos mØs frecuentemente encontrados estÆn los grupos de 

gusanos denorninados coma nernÆtodos. Los nemÆtados se 

encuentran en el tracto gastrointestinal, carazÆn, pulmones, 

20 vasos sanguIneos y otros tejidos corporales de animales y son 

la causa principal de anemia, pØrdida de peso y malnutrición 

en animales infectados. Ellos danan seriamente las paredes y 

el tejido de los órganos en los cuales ellos residen y, si se 

dejan sin tratar, pueden dar coma resultado la muerte de los 

25 animales infectadas. 
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Trichostrongilus y Nematodirus encontrados generalmente en el 

tracto gastrointestinal, y Dictiocaulus encontrado en 

pulrnones. En animales no rumiantes, los nematodos importantes 

incluyen Toxocara y Ancilostoma en el intestino y Dirofilaria 

5 en el corazón de perros y gatos; Ascaridae, en el intestino 

de cerdos; y estróngilos grandes y pequeæos en equinos. 

Los ectoparÆsitos artrópodos que infectan comünmente animales 

de sangre caliente incluyen garrapatas, Æcaros, piojos, 

10 pulgas, moscardones, ectoparÆsitos Lucilia sp. de la oveja, 

insectos picadores y larvas de dipteros migratorios tales 

como Hipoferma sp. en ganado, Gastrofilus en caballos y 

Cuterebra sp. en roedores. 

15 Los compuestos macrolidos antiparaslticos tales como los 

compuestos LL-F28249 a-A, los derivados 23-oxo o 23-imino de 

los compuestos LL-P28249a--X, incluyen, pero no estÆn 

limitados a, moxidectina, los compuestos milbemicina, que 

incluyen pero no estÆn limitados a milbemicin oxima, los 

20 compuestos de avermectin, que incluyen, pero no estÆn 

lirnitados a abamectina, ivermectina, y mezclas de estos, son 

ütiles para la prevención y control de helmintiasis e 

infeccion por acaridos y artropodos endo y ectoparÆsitos en 

animales de sangre caliente. 

25 

]rnizona es iitil oars la nrevenniæn 
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Para suministrar protección ütil contra infecciones 

endoparasiticas e infecciones ectoparaslticas 0 infestación 

en animales de sangre caliente es deseable utilizar 

5 formulaciones que tengan una carga relativarnente alta del 

agente activo, pero tales formulaciones deben ser estables, 

con respecto a la formulacion fIsica, y tambiØn, con respecto 

a la estabilidad quimica de los activos. La metaflumizona es 

uno de varios agentes insecticidas ütiles que han encontrado 

10 aplicacion particular pars el control de pulgas y garrapatas 

en animales, particularmente animales de compania tales como 

perros, gatos y caballos. Es particularmente ventajoso por 

que este puede suministrar 4-6 semanas de protección contra 

pulgas y garrapatas en animales de compaæia, pero seria 

15 potencialmente Otil pars muchas otras especies si se pudieran 

desarrollar formulaciones adecuadas. Sin embargo, la 

formulacion de inetaflumizona se hace dificil por su 

insolubilidad en rnuchos disolventes, y su inestabilidad en la 

presencia de alcoholes primarios. 

IN 

Es el objeto de de ía presente invención suministrar un 

rnØtodo para evitar, controlar o tratar helmintos, acÆridos 

artrÆpodos o infeccion endo o ectoparasitica artropodos o 

infestación en animales de sangre caliente cuyo mØtodo 

25 comprende administrar tôpicamente a los animales de sangre 

caliente una cantidad antihelminticamente. acaricidamente 
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disoluble en aqua, aproximadamente 5% a aproximadamente 40% 

de nietaflumizona; a aproximadamente 0% a aproximadamente 15% 

de un aqente puente a penetrante; aproximadamente 2 a 8% de 

un tensoactivo, y aproximadamente 50 a 80% p/v de un 

5 disolvente a sistema disolvente miscible en aqua o no 

miscible en aqua farmacØuticamente aceptable como un 

portador. 

TambiØn es un objeto de la presente invención suministrar una 

10 composición versÆtii para la administracian tópica que 

comprende una carqa relativamente alta de metaflurnizona en 

cornbinación con un compuesto macrólido antiparasitico, y que 

suministrarÆ protecciOn de infestación ecto y endoparasitica. 

NÆs ventajosamente, la formulaciôn puede funcionar coma un 

15 concentrado, con el cual simples modificaciones, pueden 

extender el uso a una amplia variedad de otros animales. Asj, 

la formulacion concentrada se puede utilizar como una 

formulaciÆn "spot on" de volumen pequeæo, par ejemplo, para 

la protección de animales de compaæia, aunque disoluciones 

20 adicionales se pueden utilizar como productos "pour on" 

convencionales para animales de qranja, con aün disoluciones 

utilizables para pulverizados y aplicaciones al alimento. 

TambiØn es un objeto de la presente invenciÆn suministrar un 

25 mØtodo para evitar a tratar infestación ectoparasitica de 

cRrnsn rfrrænndns en anirn1es onnrn
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Es otro objeto de esta invenciÆn reducir o controlar la 

proliferacion de tales insectos en animales de sangre 

caliente durante periodos prolongados de tiempo mediante un 

activo tópicamente aplicado, siendo la formulación 

5 suficientemente suave y moderada para evitar las reacciones 

adversas de la piel luego de la adninistración, aunque con la 

capacidad de ser retenida en la piel y/o pelo de animales 

durante el tiernpo necesario para la protección. 

10 Estos y otros objetos de la presente invención serÆn mÆs 

evidentes de la descripción de esta establecida adelante y en 

las reivindicaciones adjuntas. 

15 

RESUMEN DE LA INVENCIóN 

La presente invención suministra composiciones concentradas 

de alta carga para ía administracian tópica que comprende una 

base de peso o volumen: 

Aproximadamente 0.1 a aproximadamente 10% de un 

20 compuesto macrólido antiparasitico sustancialrnente insoluble 

en aqua, especialmente, moxidectina: 

Aproximadamente 5% a aproximadamente 40% de 

metaflumizona; 

Aproximadamente 0% a aproximadamente 15% de un agente 

25 puente o penetrante; 

Aproximadamente 2 a aproximadamente 8% de un tensoactivo 



W02006/127487 6 PCT/US2006/019513 

La presente invención suministra ademÆs un mØtodo para 

evitar o tratar la infección e infestación ectoparasItica y 

endoparasitica en animales de sangre caliente cuyo mØtodo 

5 comprende administrar tópicamente al animal una cantidad 

acaricida o ectoparasiticamente efectiva para artrôpodos de 

la composición de esta invención. 

10 

DESCRIPCIÔN DETMILDA DE LA I14VENCI6N 

De acuerdo con la presente invención, las composiciones 

concentradas de alta carga comprenden un compuesto macrólido 

antiparasitico sustancialmente insoluble en agua, 

especialmente, rnoxidectina, inetaflumizona; un agente puente 

15 opcional o un mejorador de penetración, un tensoactivo, y un 

disolvente portador. La invencion tambiØn suministra un 

mØtodo para tratar o evitar la infección o infestación 

ectoparasitica de Æcaros o de artrópodos en animales de 

sangre caliente rnediante la aplicación tópica de las 

20 formulaciones anteriormente mencionadas. 

Las composiciones concentradas preferidas de alta carga de 

esta invención comprenden una base de peso volumen: 

25 Aproximadamente 0.1 a aproximadamente 10% de un 

compuesto macrólido antiparasItico sustancialmente insoluble 
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Aproximadamente 0% a aproximadamonte 15% de un agente 

puente a penetranto; 

Aproximadamente 2% a aproximadamonte 8% do un 

tonsoactivo y 

5 Aproximadamente 50% a aproximadamento 80% de un 

disolvento portador. 

Aunquo no so quiere estar ligado por ninquna toorla 

particular, quo croe que las composiciones de la presente 

10 invención tienon la estabilidad requisito en virtud do las 

intoracciones fisicas y/o quimicas ontre el tonsoactivo y la 

motaflumizona. La naturaleza exacta do las interacciones es 

desconocida, pero aparentomonto el tonsoactivo ostabiliza la 

metaflumizona en solución con el fin do asegurar que la 

15 formulación resultante retenga las caracteristicas fisicas 

20 

deseadas duranto el tiempo, sin la perdida de potencia del 

activo. AdemÆs, las formulacionos suficientomento viscosas 

para sor retonidas sobre la piel, pelo, del animal y ser 

liberada durante el periodo deseado de tierripo aparto. 

Unicamonte, se ha oncontrado quo estas composiciones 

concentradas do alta carga so pueden ademas utilizar para 

preparar composiciones no diluidas para aplicacionos de otras 

varias maneras, es decir, para el uso como un "pour on" para 

25 animales grandos, como un pulverizado para animalos grandos o 

para uso exterior, y una formulación diluiblo en agua para la 
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final para la disalución y usa, o a un formuladar intermedlo 

para preparar las composiciones. La alta carga de la 

rnetaflumizana en la formulacion suministra asI un pequeæa 

volumen de formulacion para usa como una formulación "spot 

5 on", por ejemplo, para animales de compaæia, especialmente 

felinos. El cancentrado se puede diluir mediante un 

10 

15 

20 

disolvente orgÆnico apropiado para uso coma un "pour an" a 

can en un pulverizada, a can aqua, para suministrar un 

aditiva para el alimenta/agua. 

La metaflumizaria se describe en la Patente U.S. No. 

5,543,573, y la Solicitud Publicada U.S. 2004-0122075A1, 

incarporadas ambas aqul coma referencia. 

SI 

QuImicamente, la metaflumizona es canocida coma (E Z)-2[2-(4-

cianafenil) -1-[3- (trifluorometil) fenil]etilideno]-N- [4-

(trifluorometoxi) feniljhidrazinacarboxamida. 

25 El compuesta macrólida antiparasitico sustancialmente 

disoluble en aqua ütil para las composicianes de la presente 
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Publishing, Londres, 2002. Tales compuestos de macrólido son 

subclases dentro de las avermectinas y milbemicinas, siendo 

las avermectinas milbemicinas glicosiladas. Altamente 

preferidas, debido a su persistencia de actividad, y su 

5 amigabilidad ambiental, es la milbemicina moxidectina, 

vendida en varias formas para administración baja el nombre 

comercial Cidectinfi. 

Los agentes puente a agentes penetrantes a mejoradores 

10 adecuados para el use en las composiciones de esta invención 

incluyen, pero no estÆn limitados a, aiquil metil sulfóxidos 

(tales coma dimetil sulfÆxido, decilmetil sulfóxido, y 

tetradecilmetil sulfóxido) ; pirrolidonas (tales coma 2-

pirralidona, N-metil-2-pirrolidana y 

15 hidroxietil)pirrolidana; lauracaprarn; y disolventes 

miscelaneos tales coma acetana, dimetil acetamida, dimetil 

formamida, tetrahidrafurfuril alcohol, cineal, N,N-dietil-3-

metilbenzamida (DEET), isopropil miristata, (1PM) y dimetil 

Sisosorburo. Otros agente puente incluyen amfifilas tales coma 

20 L-amino Æcidos, y Æcidos grasos. Las agentes puente 

adicionales se describen en Remington: The Science and 

Practice of Pharmacy, 19 edición (1995) en la pÆgina 1583. 

Tipicamente, el agente penetrante se utiliza a un nivel de 

aproximadamente 10% p/v de la formulaciÆn dande el usa final 

25 es para la aplicación tOpica, pera este puede variar, 

especialmente cuando el use final de la composición es para 
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El tensoactivo utilizado en la presente invención puede ser 

un tensoactivo simple, a una mezcla de dos o mÆs 

tensoactivos, contra, en parte dependiendo de si el usa final 

de la composición es tópica u oral. El tensoactivo no debe 

5 ser irritante, y no tóxico. Se prefieren los tensoactivos no 

iónicos, bajos en espuma, tales como, los tensoactivos de 

alcohol alcoxilado, con aquellos tales como el nonil fenol 

etoxilado (vendido bajo el nombre comercial Surfonic N-95), y 

el alcohol alcoxilatos (vendidos bajo el nombre comercial 

10 Sinperonic(D NCA de tiniquema), y los tensoactivos de aceite de 

ricino polietoxilados (tarribiØn conocidos como macrogoglicerol 

ricinolato, y vendidos bajo el nombre comercial Cremaforefi EL 

de BASE’) siendo especialmente adecuado. TambiØn ütiles son 

los tensoactivos iónicos tales como laurel sulfato de sodio y 

15 el dioctil sulfosuccinato de sodio. 

TIpicamente, el tensoactivo se utiliza a un nivel de 

aproximadamente 2 a aproximadamente 8% de p/v de la 

composición, pero este puede variar un poco dependiendo del 

20 uso final de la coinposición. En el caso donde el uso final 

del concentrado es una formulaciÆn no pulverizada, o como un 

aditivo de alimento/agua dispersable en aqua, puede ser 

deseable agreqar un tensoactivo adicional para asegurar que 

la formulacion diluida sera una fase unitaria. Este asegura 

25 que el pulverizado no bloquearÆ la boquilla del pulverizador, 

y que el activo se dispersarÆ igualmente a travØs del 
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)

1� 

15 

20 

tensoactivos particularmente ütiles para uso con Un 

disolvente orgÆnico diluyentes son tensoactivos no iónicos 

tales coma aceite de ricino polietoxilado, vendido baja el 

nombre comercial Crerrtoforfi par BASE Corporation. 

El disolvente portador para las composiciones de la presente 

invención puede ser un disolvente simple, a una mezcla de 

disolventes. Debida a la inestabilidad de la metaflumizona en 

la presencia de alcoholes primarios, las disolventes 

preferidos son disolventes que no contienen grupos hidroxilo, 

especialmente aquellos tales coma y-hexalactona (gama-

hexalactona) . Opcionalmente, otros de tales disolventes tales 

coma N,N-dietil-m-toluamid, eucaliptol, dimetil isosorburo, 

diisopropil adipato y/o metoxipropil acetato (1-metoxi -2-

propil acetato) se pueden utilizar en combinación con la y-

hexalactona para comprender el disolvente portador. 

Para elaborar la composición concentrada de alta carga de la 

presente invención, se disuelve metaflumizona en el 

disolvente de solventes portadores, y el tensoactivo y el 

agente puente, si se desea se agregan a la mezcla. Esta 

composición se puede entonces utilizar coma una "spot on" de 

alta carga, a diluir adicionalmente para usos adicionales. 

25 Una composición especialmente 

administración tópica de animales 

preferida para la 

de sangre caliente 
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especialmente dimetil sulfóxido, aproximadamente 2 a 

aproximadamente 8%, y especialmente aproximadamente 5%, de un 

tensoactivo no iónico, baja en espuma, y aproximadamente 50-

60% de un disolvente portador especialmente y-hexalactona. 

Las composiciones concentradas de alta carga de esta 

invención pueden coniprender ademÆs otros agentes conocidos en 

la tØcnica, tales como preservativos (par ejemplo metil 

parabeno y propil parabeno), colorantes, antioxidantes, y 

10 similares. En general, estas agentes estarian presentes en 

las composicianes en una cantidad hasta de aproximadamente 2% 

sabre una base peso, valumen. 

Cuando se administran tópicamente, las camposicianes de esta 

15 invención son altamente efectivas para evitar a tratar 

infección e infestación ectaparasitica durante periadas 

pralangadas de tiempa en animales de sangre caliente tales 

coma vacas, avejas, cabailas, camellos, venadas, cerdas, 

cabras, perras, gatos, pÆjaros, y similares. Adicianalmente, 

20 la campasiciÆn es altamente efectiva contra infeccianes 

endaparasiticas. 

Can el fin de facilitar el entendimiento adicianal de la 

invención, se presentan las siguientes ejemplas 

25 principalmente can el prapósita de ilustrar las madalidades 

esnecificas de estas. La invenciÆn no se debe cansiderar 
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Preparación de Concentrado de Alta Carga de 

metaflumizona/moxidectina, adecuado para uso como un "Spot -

5 on" 

Se agrega 100 gramos en peso de dimetil sulfóxido (DMSO) A 

400 gramos de y-hexalactona. A este sistema de solvente se 

aqreqan 200 gramos de metaflumizona. Se disuelve la 

10 metaflumizona en ci sistema disolvente. Pesar 10 gramos de 

moxidectina y agregarios a la disolucion normal que contiene 

metaflumizona. Permitirle a la metaflumizona disolverse. A la 

disolución resultante, agregar 60 gramos de tensoactivo de 

alcohol alcoxilato (vendido bajo el nornbre comercial 

15 Sinperonic(D NCA) y permitirle al tensoactivo disolverse. 

Finalmente, llevar is disolución a 1000 ml con y-hexalactona. 

Ejemplo 2 

20 Preparación de "Pour -On" de metaflumizona/moxidectina de 

Concentrado de Alta Carga del Ejemplo 1. 

A 25 ml del concentrado de de alta carga preparado en ci 

Ejemplo 1 se agregan q.s. a 100 ml de y-hexalactona. Esto 

25 suministra una formulacion "pour on" que tiene metaflumizona 

y moxidectina suficientes y volumen para tratar 5 cabezas de 
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Ejeinplo 3 

Preparación de Concentrada de Alta Carga para usa camo 

5 Concentrado para preparar Pulverizado de metaflumizana a 

Suplemento de Alimento/Aqua 

12.59 gramos de metaflumizona se agregan a acetato de 

metoxipropilo utilizando calentamienta moderado 

10 (aproximadamente 4000). A esta disolución se agregan 109.92 

grainos de aceite de ricino polietoxilado (vendida bajo el 

nombre comercial Cremofor(D EL) can agitación, seguido por 1.0 

gramas de moxidectina y luego ilevados a volumen con 

metoxipropil acetato. La disalución resultante se almacena 

15 hasta que estÆ lista para usa, lueqo de lo cual se puede 

diluir con aqua para uso coma un pulverizada (17 ml de 

cancentrada diluida a 3500 ml can aqua), a can aqua para usa 

coma un aditiva de alimenta/agua (en apraximadamente la misma 

0 praparción) a adicionalmente, aplicado directarnente "Pour -On" 

20 coma una linea sabre el lama. 

Ejemplo 4 

Preparación de varias farmulacianes de Cancentrada de Alta 

25 Carga de metaflumizana/maxidectina, adecuado para usa coma un 

tratamienta "Spat -an". 
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5 

10 

Formulación: 1 2 3 4 15 617 8--F9 

MoxidectinaI

 

Metaflumizona 0.1 0.5 2.5 0.1 0.5 2.5 0.10.5 2.5 

Nonilfenol 

Etoxilado 

30 30 

 

30 

 

20 

 

20 

 

20 

 

5 

 

5 5 

 

Alcohol 

etoxilado 

ej emplo  

5 5 5 

Sinperonicfi 

NCA  

5 5 5 

sulfosuccinato 

Dioctil sodio  

5 5 5 

Cineol 10  

DEET  10  

IPM   10  

Metoxipropil 

Acetato  

10 10 10 10 10 

DM50 10 10 10 10  
__________y-hexalactona

 EQSqs qs qs qs qs qs qs qs  

Las formulaciones precedentes se preparan utilizando 

esencialmente los mismos procedimientos que se listan en el 

15 Ejemplo 1. 

Ejemplo 5 

PreparaciOn de varias formulaciones de Concentrado de Alta 

20 Carga de meta flurnizona/macrólido, adecuado corno uso "Spot-

on,, 

Formulación: 10 lOB 10C 

Ivermectina  5 

Abermectina 5  

Moxidectina 5  

Metaflumizona 30 30 20 

Alcohol etoxilado, 

por ejemplo 

5 5 5 
25 
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5 

1D 

20 

Las formulaciones precedentes se preparan utilizando 

esencialrnente los mismos procedimientos que se listaron en el 

Ejemplo 1. 

Ejemplo 6 

Preparación de varias formulaciones de Concentrado de Alta 

Carga de metafiumizona/rnoxidectina, adecuado para uso como un 

"Spot-on" 

Formulacion: 11 12 14 15 16 17 18 19 20 

Moxidectin 0.1 0.5 0.1 1 10 0.25 5 0.1 0.1 
Hetaflurnizona 30 30 20 20 20 5 5 5 5 
Cineol  
DEET 

Isopropil 
miristato  

5 1 

Aceite de 
ricino 
polietoxilado  

5 1 5 5 5 5 

Lauril sulfato 
de sodio  

1 

Netoxipropil 
acetato 

5 5 5 

DMSO 30 130    
Dimetil 
Isosorburo 

30 30 
____ 
30 

__ 
30 

y-hexalactona qs [qs qs qs qs qs qs qs qs 

Las formulaciones precedentes se preparan utilizando 

esencialmente los mismos procedimientos que se listaron en el 

Ejemplo 1. 

25 
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REIVINDICACIONES 

1. Una composición para la administración tópica que 

comprende en una base peso a volumen de desde 

5 aproximadamente 0.1 a aproximadamente 10% de un 

compuesto macrólido antiparasitico sustancialmente 

insoluble en agua, aproximadamente 5% a 

aproximadamente 40% de metaflumizona; aproximadamente 

0% a aproximadamente 15% de un agente penetrante; 

10 aproximadamente 2 a aproximadamente 8% de un 

tensoactivo; y aproximadamente 50% a aproximadamente 

80% de un disolvente portador. 

2. La composición de acuerdo con la reivindicación 1 que 

15 comprende desde aproximadamente 20% a aproximadamente 

30% de la metaflurnizona. 

3. La composición en la reivindicacion 1 o la 

reivindicacion 2 en donde el compuesto macrólido de 

20 moxidectina, abemectina, o ivermectina. 

4. La composición de acuerdo a una cualquiera de las 

reivindicaciones 1 a 3 en donde el tensoactivo es un 

tensoactivo bajo en espuma no iónico. 

25 

5. La composición de acuerdo a una cualquiera de las 
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6. La composición de cuerdo a una cualquiera de las 

reivindicaciones 1 a 5 en donde el agente penetrante 

es dimetil sulfóxido. 

5 7. La composición de acuerdo a una cualquiera de las 

reivindicaciones 1 a 6 en donde el disolvente 

portador comprende gama-hexalatona. 

8. La composición de acuerdo a una cualquiera de las 

10 reivindicaciones 1 a 7 en donde el disolvente 

portador comprende dimetil isosorburo. 

9. La composiciÆn de acuerdo a una cualquiera de las 

reivindicaciones 1 a 8 que adicionalmente contienen 

15 hasta aproximadamente 2% de uno o mÆs preservatives, 

colorantes, antioxidantes, o estabilizadores. 

10. Un mØtodo para prevenir o tratar infección 

infestación endoparasitica y ectoparasitica en 

20 animales de sangre caliente cuyo mØtodo comprende 

administrar tópicamente al animal una cantidad 

efectiva de una composición de acuerdo con una 

cualquiera de las reivindicaciones 1 a 9. 

25 11. El metodo de acuerdo con la reivindicación 10 en 

donde el animal es seleccionado del grupo que 
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12. El mØtodo de acuerdo con la reivindicación 10 u 11 en 

donde la composición comprende aproximadamente 20% a 

30% de la metaflumizona; aproximadamente 10% de un 

5 agente puente, aproximadamente 2% a aproximadamente 

8% de un tensoactivo baja en espuma no iónico y 

aproximadamente 50-60% de un disalvente portadar. 

13. El mØtoda de acuerdo a una cualquiera de las 

10 reivindicaciones 10 a 12 en donde la camposición 

comprende una gama-hexalatana coma el disolvente 

portadar. 

14. El mØtodo de acuerdo con la reivindicación 13 en 

15 donde la composición se diluye adicionalmente para 

usa coma una campasición "pour-an" 

15. El mØtada de acuerdo a una cualguiera de las 

reivindicaciones 10 a 12 en donde la campasición 

20 comprende dimetil isasarbura coma el disalvente 

partadar. 

16. El mØtodo de acuerdo can la reivindicación 15 en 

donde la compasición se diluye ademÆs para usa coma 

25 un pulverizada a coma un aditiva del alimenta/agua. 
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COMPOSICIONES CONCENTRADAS DE ALTA CARGA UTILES PAPA EL 

CONTROL DE ECTO Y ENDO PARASITOS 

Resumen 

Se preparan composiciones concentradas de alta carga que 

cornprenden metaflumizona, un compuesto macrólido 

antiparasitico sustancialrnente insoluble en aqua, tal como 

moxidectina, un agente puente opcional, un tensoactivo y un 

10 disolvente portador adecuado. Estas composiciones pueden ser 

topicamente administradas a anijuales, y son ütiles para 

evitar o tratar infestaciones ectoparasIticas en anirnales de 

de sanqre caliente durante periodos prolongados de tieinpo. 

Adicionalmente, ellas pueden ser adicionalmente diluidas para 

15 suministrar otros tipos de formulaciones utilizables tanto 

para administración tópica como oral. 
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Upon entry into the national phase, all parts of the international application may be amended under Article 28 or. 
where applicable, Article 41. 

When? Within 2 months from the date of transmittal of the international search report or 16 months from the priority date, 
whichever time limit expires later. it should be noted, however, that the amendments will be considered as having 
been received on time if they are received by the International Bureau after the expiration or the applicable time 
limit but before the completion of the technical preparations for international publication (Rule 46.1). 

Where not to file the amendments? 

The amendments may only be filed with the International Bureau and not with the receiving Office or the 
International Searching Authority (Rule 46.2). 

Where a demand for international preliminary examination has beerVis filed, see below. 

How? Either by cancelling one or more entire claims, by adding one or more new claims or by amending the text Of one 
or more of the claims as filed. 

A replacement sheet must be submitted for each sheet of the claims which, on account of an amendment or 
amendments, differs from the sheet originally filed. 

All the claims appearing on a replacement sheet must be numbered in Arabic numerals. Where a claim is 
cancelled, no renumbering of the other claims is required. In all cases where claims are renumbered, they must be 
renumbered consecutively (Section 205(b)). 

The amendments must be made in the language in which the international application is to be published. 

What documents must/may accompany the amendments? 

Letter (Section 205(b)): 

The amendments must be submitted with a letter. 

The letter will not be published with the international application and the amended claims. It should not be 
confused with the "Statement under Article 19(1)’ (see below, under ’Statement under Article 19(1)’). 
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PCT 

INTERNATIONAL SEARCH REPORT 

(PCT Article 18 and Rules 43 and 44) 

Applicant’s or agents file reference FOR FURTHER see Form PCT/ISA/220 

AM1 02089 ACTION as well as, where applicable, item 5 below. 

International application No. International tiling date (day/month/year) (Earliest) Priority Date (day/month/year) 

PCT/U82006/019513 19/05/2006 24/05/2005 

Applicant 

WYETH 

This international search report has been prepared by this International Searching Authority and is transmitted to the applicant 
according to Article 18. A copy is being transmitted to the International Bureau. 

10  This international search report consists of a total of sheets. 

It is also accompanied by a copy of each prior art document cited in this report. 

1. Basis of the report 

a. With regard to the language, the international search was carried out on the basis of: 

the international application in the language in which it was filed 

a translation of the international application into   which is the language 
of a translation furnished for the purposes of international search (Rules 12.3(a) and 23.1(b)) 

b. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, see Box No. 1. 

2. Certain claims were found unsearchable (See Box No. II) 

3. fl Unity of invention is lacking (see Box No Ill) 

4. With regard to the title, 

IXI the text is approved as submitted by the applicant 

the text has been established by this Authority to read as follows: 

With regard to the abstract, 

the text is approved as submitted by the applicant 

F-1 the text has been established, according to Rule 38.2(b), by this Authority as it appears in Box No. W. The applicant 
may, within one month from the date of mailing of this international search report, submit comments to this Authority 

6. With regard to the drawings, 

a. the figure of the drawings to be published with the abstract is Figure No. 
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INTERNATIONAL SEARCH REPORT
 Iinternationat application No 

PCT/US2006/019513 
A. CLASSIFICATION OF SUBJECT MATTER 
INV. AO1P5/00 AOIP7/02 AO1F7/04 A01N43/90 
ADD. A01N47/34 

International Palent Classification flPC) or to both national classification and PC 

B. FIELDS SEARCHED 

Minimum documentation searched (classification system followed by classification symbols) 

AOIN 

Documentation searched other than n’Snimum documentation to the extent that such documents are included in the herds searched 

the international search (name of data base and, where practical, search ferns used) 

[P0�Internal, WPI Data, FAJ, CHEM ABS Data 

I C. DOCUMENTS CONSIDERED TO BE RELEVANT I 
Category’ I Citation of document, with indication, where appropriate, of the relevant passages 

X EP 1 413 201 A (WYETH) 
28 April 2004 (2004-04-28) 
paragraphs [0002] - [0006], [0022], 
[0023], [0021), [0028], [2935] 
examples 1-4 
claims 15,21,22,28,32,35 

Y EP 1 334 661 A (NIHON NOHYAKIJ CO., LTD) 
13 August 2003 (2003-08-13) 
paragraph [0009]; example 44 
claims 1,2,6 
paragraphs [0001], [0006], [0011], 
[0014], [0016], [0011] 

-I--

Further documents are listed in the continuation of Box C. nXSee patent family annex, 

Relevant to claim No. 

1-16 

1-16 

� Special categories of cited doajmenls; 
�V later document published after the international riling dale 

A document detining the general state of the ad which is not 
or priority dale and fbI in conflict with the application but 
cited to understand the principle or theory underlying the 

considered 
to be of particular relevance invention 

E earlier document but published on or after the international �� document of parlicular relevance; the claimed invention (ding dale cannot be considered novel or cannot be considered 10 
L document which may throw doubts on pdohly claim(s) or involve an inventive step When the document is taken alone 

which is cued to establish the publication dale of another 
citation or other special reason (as specified) �Y’ document of particular relevance; the claimed invention 

connol be considered to involve an inventive step when he 
0 document referring loan oral disclosure, use, exhibition or document is combined with one or more other such docu-

other means meals, such combination being obvious to a person skilled 
p. document published prior to the international tiling date but in the art. 

later than the priority date claimed & document member of the same patent family 

Date of the actual completion of the international search Date of mailing of the International search repoti 
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International application No 

PCl/Us2006/019513 
C(Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 

Category’ Gilalion of document, with Indication, where appropriate, 01 The relevant passages Relevant 10 claim No. 

P,Y WO 2006/042099 A (WYETH; SABNIS, SHOBHAN, 1-16 
SHASHI; ZLJPAN, JACOB, A; ALBRIGHT, ROBERT, 
BRU) 20 April 2006 (2006-04-20) 
claims 1,4,5 
page 5, lines 1,2 
examples 1-3 

WO 2004/089239 A (MERIAL LID; SOLL, MARK, 1-15 
D; KUMAR, KRISHAN; WARANIS, ROBERT, P; 
SHUB, N) 21 October 2004 (2004-10-21) 
page 1, paragraph 2 
page 3, paragraph 2 
page 6, last paragraph - page 7, paragraph 
2 
page 9, paragraph I 
page 9, last paragraph - page 10, 
paragraph 1 
page 19, paragraph 4 
claims 1-26 



INTERNATIONAL SEARCH REPORT 

International application No. 
P cl/us 2 00 6/0 195 13 

Box II Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet) 

This international Search Report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 

1. Claims Nos.: 
because they relate to subject matter not required to be searched by this Authority, namely: 

Although claims 10-16 are directed to a method of treatment of the animal 
body, the search has been carried out and based on the alleged effects of the 
compound/composition. 

2. MClaims Nos.: 
because they relate to parts of the International Application that do not comply with the prescribed requirements to such 
an extent that no meaningful International Search can be carded out, specifically: 

3. Claims Nos.: 
because they are dependent claims and are not drafted in accordance with the second and third Sentences of Rule 6.4(a), 

Box Ill Observations where unity of invention is lacking (Continuation of item 3 of first sheet) 

This International Searching Authority found multiple inventions in this international application, as follows: 

1.As all required additional search fees were timely paid by the applicant, this International Search Report covers all 
searchable claims. 

2. As all searchable claims could be searched without effort justifying an additional foe, this Authority did not invite payment 
of any additional fee. 

3, As only some of the required additional search fees were timely paid by the applicant, this International Search Report 
covers only those claims for which fees were paid, specifically claims Nos.: 

4.1-1  No required additional search fees were timely paid by the applicant. Consequently, this Inlematonal Search Report Is 
restricted to the invention first mentioned in the claims; it is covered by claims Was.: 
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INTERNATIONAL SEARCH REPORT 
Information on patent family members 

International application No 

PCT/IJs2006/o 19513 

Patent document Publication Patent family Publication 
cited in search report date member(s) date 

P 1413201 4 28-04-2004 AU 2003255177 Al 06-05-2004 
BR 0304618 A 31-08-2004 
CA 2444692 Al 21-04-2004 
F-fR 20030856 A2 28-02-2005 
JP 2004143172 A 20-05-2004 
MX PA03009595 A 15-10-2004 
PL 362962 Al 04-05-2004 
ZA 200308147 A 20-04-2005 

-----------------------------------------------------------------------
P 1334661 A 13-08-2003 AU 9426901 A 29-04-2002 

BR 0114783 A 23-12-2003 
CA 2426275 Al 27-04-2003 
CM 1469708 A 21-01-2004 
WO 0232226 Al 25-04-2002 
JP 2002128614 A 09-05-2002 
MX PA03003294 A 04-05-2004 
NZ 525191 A 29-10-2004 
US 2003199579 Al 23-10-2003 
ZA 200302735 A 08-04-2004 

WO 2006042099 A 
-----------------------------------------------------------------------

20-04-2006 NONE 

WO 2004089239 A 21-10-2004 AU 2004228041 Al 21-10-2004 
BR P10409185 A 11-04-2006 
CA 2521268 Al 21-10-2004 
EP 1610613 A2 04-01-2006 
MX PA05010659 A 12-12-2005 
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PATENT COOPERATION REATY 

From the 
INTERNATIONAL SEARCHING AUTHORITY 

1 POT 

I WRITTEN OPINION OF THE 
see form PCTi1SA,220 INTERNATIONAL SEARCHING AUTHORITY 

p (POT Rule 43b1s.1) 

root nn, iung - 
(cay.tnonthjtear) see form PCT,1SA10 (second sheet) 

rApplicants or agent’s file reference FOR FURTHER ACTION 
see form PCTASA/220 I See paragraph 2 below 

International application No. International filing dale (day4nonth4’ear) Priority date (day/month/year) 

PCTAJS2006,O1 9513 19.05.2006 24.05.2005 

International Patent Classification (IPC) or both national classification and IPC 

INV. Aol P500 A01 P7/02 A01 P7/04 Aol N43,90 
ADD. AOl N4N34 
Applicant 
WYETH 

1. This opinion contains indications relating to the following items: 

U Box No. I 

Li Box No. ll 
U Box No. Ill 

C Box No. IV 

U Box No. V 

U Box No. VI 

U Box No. VII 

U

 

Box No- Vlll 

Basis of the opinion 

Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

Lack of unity of invention 

Reasoned statement under Rule 43bis.1(a)(i) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

Certain documents cited 

Certain defects in the international application 

Certain observations on the international application 

2. FURTHER ACTION 

If a demand for international preliminary examination is made, this opinion will usually be considered to be a 
written opinion of the International Preliminary Examining Authority (’IPEA") except that this does not apply where 
the applicant chooses an Authority other than this one to be the IPEA and the chosen IPEA has notifed the 
International Bureau under Rule 66.1bis(b) that written opinions of this International Searching Authority 
will not be so considered. 

If this opinion is, as provided above, considered to be a written opinion of the IPEA, the applicant is invited to 
submit to the IPEA a written reply together, where appropriate, with amendments, before the expiration of 3 months 
from the date of mailing of Form PCTASAI220 or before the expiration of 22 months from the priority date, 
whichever expires later. 

For further options, see Form PCTI1SAI20. 

3. For further details, see notes to Form PCTASA/220. 
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WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 

International application No. 
PCT,1JS2006O1951 3 

Box No. I Basis of the opinion 

1. With regard to the language, this opinion has been established on the basis of: 

Z the international application in the language in which it was filed 

0 a translation of the international application into , which is the language of a translation furnished for the 
purposes of international search (Rules 12.3(a) and 23.1 (b)). 

2. With regard to any nucleotide andbr amino acid sequence disclosed in the international application and 
necessary to the claimed invention, this opinion has been established on the basis of: 

a. type of material: 

a sequence listing 

LI table(s) related to the sequence listing 

b. format of material: 

o on paper 

0 in electronic form 

c. time of filingiturnishing: 

LI contained in the international application as filed. 

0 filed together with the international application in electronic form. 

LI furnished subsequently to this Authority for the purposes of search. 

3. 0 In addition, in the case that more than one version or copy of a sequence listing and/or table relating thereto 
has been flied or furnished, the required statements that the information in the subsequent or additional 
copies is identical to that in the application as filed or does not go beyond the application as filed, as 
appropriate, were Furnished. 

4. Additional comments: 



WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 

International application No. 
PCT,US2006iO1 9513 

Box No. Ill Non-establishment of opinion with regard to novelty, inventive step and industrial 
applicability 

The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non 
obvious), or to be industrially applicable have not been examined in respect of 

Li the entire international application 

claims Nos. 10-16 

because: 

the said international application, or the said claims Nos. 10-16 relate to the following subject matter 
which does not require an international search (specify): 

see separate sheet 

Li the description, claims or drawings (indicate particular elements below) or said claims Nos. are so 
unclear that no meaningful opinion could be formed (specify): 

Li the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed (specify): 

Li no international search report has been established for the whole application or for said claims Nos. 

Li a meaningful opinion could not be formed without the sequence listing; the applicant did not, within the 
prescribed time limit: 

LI furnish a sequence listing on paper complying with the standard provided for in Annex C of the 
Administrative Instructions, and such listing was not available to the International Searching 
Authority in a form and manner acceptable to it. 

LI furnish a sequence listing in electronic form complying with the standard provided for in Annex C 
of the Administrative Instructions, and such listing was not available to the International Searching 
Authority in a form and manner acceptable to it. 

Li pay the required late furnishing fee for the furnishing of a sequence listing in response to an 
invitation under Rules 13ter.1(a) or (b). 

Li a meaningful opinion could not be formed without the tables related to the sequence listings; the applicant 
did not, within the prescribed time limit, furnish such tables in electronic form complying with the technical 
requirements provided for in Annex C-bis of the Administrative Instructions, and such tables were not 
available to the International Searching Authority in a form and manner acceptable to it. 

Li the tables related to the nucleotide andAr amino acid sequence listing, if in electronic form only, do not 
comply with the technical requirements provided for in Annex C-bis of the Administrative Instructions. 

Z See Supplemental Box for further details 



WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 

International application No. 
PCTAJS2006O1 9513 

Box No. V Reasoned statement under Rule 43bis.1(a)(i) with regard to novelty, inventive step or 
industrial applicability; citations and explanations supporting such statement 

1. Statement 

Novelty (N) Yes: Claims 1-16 
No: Claims - 

Inventive step (IS) Yes: Claims 
No: Claims 1-16 

Industrial applicability (IA) Yes: Claims 1-9 
No: Claims 

2. Citations and explanations 

see separate sheet 

Box No. VI Certain documents cited 

1. Certain published documents (Rules 43b1s.1 and 70.10) 

and for 

2. Non-written disclosures (Rules 43b1s.1 and 70.9) 

see form 210 

10 Box No. VII Certain detects in the international application 

The following defects in the form or contents of the international application have been noted: 

see separate sheet 

Box No. VIII Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 

see separate sheet 



C 

WRITTEN OPINION OF THE International application No. 
INTERNATIONAL SEARCHING 
AUTHORITY (SEPARATE SHEET) PCT/US2006/01 9513 

Re Item Ill 
Non-establishment of opinion with regard to novelty, inventive step and industrial 
applicability 

see item V.3 below 

Re Item V 
Reasoned statement with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

The documents to which this communication refers are numbered in their order of 
appearance in the international search report. 

Novelty (Article 33(2) PCT) 
None of the cited documents disclose a composition suitable for topical 
administration which comprises the specific ingredient combination as given in 
present claim 1. The same applies to method claim 10. 

2. Inventive step (Article 33(3) PCT) 

Document Dl (see cited parts in the international search report), which is considered 
as the closest prior art document, describes compositions, e.g. spot-on or pour-on 
formulations, suitable for the control of ectoparasites in homeothermic animals. Said 
compositions comprise a compound of formula (I) to which metaflumizone belongs 
and a macrocyclic Iactone, such as moxidectin, abamectin or ivermectin. The 
concentration used for the first compound is preferably around 20% w/v. The 
presence of N,N-diethyl-3-methylbenzamide (DEFT) or isopropyl miristate (I PM), both 
of which being penetrating/bridging agents according to present claims 1 and 12, is 
also envisaged and given as a preferred embodiment in that document. This also 
applies to the carrier solvent and surfactant. 

The difference between the present application and said document lies in the specific 
combination of said ingredients in specific amounts. 



WRITTEN OPINION OF THE International application No. 
INTERNATIONAL SEARCHING 
AUTHORITY (SEPARATE SHEET) PCT/US2006/01 9513 

The problem to be solved by the present invention is to provide an alternative 
concentrate composition based on metaflumizone and a macrolide compound. 

The alternative proposed by the application is obvious because it merely consists in 
the choice of specific concentration values for the compounds which are proposed in 
the compositions of said prior art document. 

In addition, it does not contain any further distinguishing feature which would lead to 
a surprising and/or non -obvious technical effect. 

Therefore, no inventive step can be acknowledged for the present subject-matter 
claimed. 

3. Industrial applicability (Article 33(4) PCT) 
For the assessment of the present claims 10-16 on the question of whether they are 
industrially applicable, no unified criteria exist in the POT Contracting States. The 
patentability can also be dependent upon the formulation of the claims. The 
European Patent Office, for example, does not recognize as industrially applicable 
the subject-matter of claims to the use of a compound in medical treatment (including 
prophilaxy), but may allow, however, claims to a known compound for first use in 
medical treatment and the use of such a compound for the manufacture of a 
medicament for a new medical treatment. 

� The subject-matter of claims 1-9 is considered to be susceptible of industrial 
application. 

Re Item VI 
Certain documents cited 

Certain published documents 
Application No Publication date Filing date Priority date (valid claim) 

Patent No (day/month/year) (day/month/year) (day/month/year) 

WO 2006/042099 (D3) 20.04.2006 07.10.2005 08.10.2004 



WRITTEN OPINION OF THE International application No. 
INTERNATIONAL SEARCHING 
AUTHORITY (SEPARATE SHEET) PCT/U82006/01 9513 

Re Item VII 
Certain defects in the application (form or content) 

4.1 References to other documents may relate directly to the disclosure of the invention. 
If the matter the documents refer to is essential to satisfy the requirements of Article 
5 PCT, this matter should be incorporated expressis verbis in the description because 
the patent specification should be self-contained regarding the essential features of 

� the invention, i.e. capable of being understood without reference to any document. 
As a consequence, the sentence with the expression "incorporated by reference" 
from page 4, lines 30-31 should not be used (PCT Guidelines 4.26). 

4.2 Contrary to the requirements of Rule 5.1(a)(ii) POT, the relevant background art 
disclosed in the documents Dl, D2 and D4 is not mentioned in the description, nor 
are these documents identified therein. 

4.3 Contrarily to the statement given on page 4, last paragraph, the patent application US 
2004/0122075 does not relate to metaflumizone. 

Re Item VIII 
Certain observations on the international application (clarity) 

5.1 The use of the term "about’ in claims 1, 2, 9 and 12 and in the description renders 
the subject-matter unclear within the meaning of Article 6 POT (see also POT 
Guidelines 5.38). 

5.2 In claims 4 and 12, the relative term "low" in the expression "non-ionic low foam 

surfactant’ does not have a generally accepted meaning. Such a term is ambiguous 
and therefore not suitable for clearly defining the subject-matter for which protection 
is sought (see also POT Guidelines 5.34). 
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PATENT COOPERATION TREATY 

PCT 
NOTIFICATION CONCERNING 

SUBMISSION OR TRANSMITTAL 
OF PRIORITY DOCUMENT 

(PCT Administrative Instructions, Section 411) 

Date of mailing ’daj‰uonth/j’eoz) 
31 August 2006 (31.08.2006) 

Applicanis or agent’s file reference 
AM1 02089 

International application No. 
PCT/US2006/01 9513 

International publication date (day/month/yea,) 
Not yet published 

Applicant 

PCT/US2006/01 9513 

From the INTERNATIONAL BUREAU 

To: 

RENDA, Barbara, L. 
Wyeth 
Patent Law Department 
Five Giralda Farms 
Madison, New Jersey 07940 
ETATS-UNIS tYAMERIQUE 

IMPORTANT NOTIFICATION 

International filing date (’da),month/year) 

19 May 2006 (19.05.2006) 

Priority date (’day/month/yea,) 
24 May 2005 (24.05.2005) 

WYETH et al 

1. By means of this Fonu, which replaces any previously issued notification concerning submission or transmittal of priority 
documents, the applicant is hereby notified of the date of receipt by the International Bureau of the priority document(s) relating to 
all earlier application(s) those priority is claimed. Unless otherwise indicated by the letters "NR", in the right-hand colunm or by an 
asterisk appearing next to a date of receipt, the priority document concerned was submitted or transmitted to the International Bureau 
in compliance with Rule 17.1(a) or (b). 

2. (If applicable) The letters "NW’ appearing in the right-hand colunm denote a priority document which, on the date of mailing of 
lhis.Fnnn, had not yet been received by the International Bureau under Rule 17.1(a) or (b). Where, under Rule 17.1(a), the 
priority document must be submitted by the applicant to the receiving Office or the International Bureau, but the applicant fails to 
submit the priority document within the applicable time limit under that Rule, the attention of the applicant is directed to Rule 
17.1(c) which provides that no designated Office may disregard the priority claim concerned before giving the applicant an 
opportunity, upon entry into the national phase, to furnish the priority document within a time limit which is reasonable under the 
circumstances. 

If applicable,lAn asterisk (*) appearing next to a date of receipt, in the right-hand column, denotes a priority document submitted 
or transmitted to the International Bureau but not in compliance with Rule 17.1(a) or (b) (the priority document was received 
after the time limit prescribed in Rule 17.1(a) or the request to prepare and transmit the priority document was submitted to the 
receiving Office after the applicable time limit under Rule 17.1(b)). Even though the priority document was not furnished in 
compliance with Rule 17.1(a) or (b), the International Bureau will nevertheless transmit a copy of the document to the designated 
Offices, for their consideration. In case such a copy is not accepted by the designated Office as the priority document, Rule 17.1(c) 
provides that no designated Office may disregard the priority claim concerned before giving the applicant an opportunity, upon entry 
into the national phase, to furnish the priority document within a time limit which is reasonable under the circumstances. 

Priority date Priority applirat inn No Countne or reaional Office Date of receipt 
or PCT receiving Office of priority dne,ttiient 

24 May 2005 (24.05.2005) 60/683,950 US 17 July 2006 (17.07.2006) 
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SUPERU4TENDENCA SOLICIT000EPATENTEDEINVENC!ONPCT 

(21) N° de solicitud: AOIP 5100, AUTh 43190, AOIN 41134, AOIP 7102, 
A0IPT(04 

22) Fecha de solicitud: (71 )Solcitante(s) WYETH 

(30) Prioddad (31) No. 32) Fecha (33) Pals 
601683,950 24105105 US 

(72)Inventor(es) ALBRIGHT, Robert B. 

(74) Apoderado: ALVARO CORREA OROOILEZ 

(85) Fecha unite inicio fase nacional: 24/12107 (87) PublicaciOn internacional 
(86) Datos relauvos ala presentaciOn de la solicitud PCT Fecha: 30/11/06 

Fecha de presentaciOn de la solicitud: 19/05106 N publicaciOn: WO/2006/1 27487 
No. do solicitud PCTILJS2006/01 9513  

(54) Titulo: COMPOSICIONES CONCENTRADAS GE ALTA CARGA (STILES PARA EL CONTROL GE ECTO V ENOO PARASITOS 

40 Reivindicacion(es): 

1. tJna composiciôn paa  la administraciôn tOpica que comprende en una base peso a volumen do desde aproxirnadamenle 0.1 
a aproxirnadamente 10% de an campuesto macrOlido anparasitico sustancialmerite insoluble en agua, aproximadaniente 5% a 
aproxirnadamente 40% de metaflurnizona; aproxirnadaniente 0% a aproximadamente 15% dean agente penetrante: aproxirnadarnente 
2 a aproximadamente 8% de an tensoacUvo; y aproxirnadarnente 50% a aproximadamente 80% de an disolvente portador. 
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’ No. do solicitud PCT)US2006)019513 
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(30) Pdoridad (31) No. Prioridad 
601683,950 

(85) Fecha unite inico fase nacionat 24112101 
(86) Datos relativos a la presentación tie la solic. PCT 

Fecha tie pcesentaciOn tie la solicitud: 19105106 
No. de solicitud PCTICJS20 061019513 

24105105 US 

PubHcaciôn intemacianal: 
Fecha: 30/11/06 
No, PubHcaciOn W01200611 27487 

CONCENTRADAS CE ALTA CARGA OTILES PAM EL CONTROL CE ECTO V ENDO PARASITOS 

INDUSTRIAL 

’c7) Resumen: Se preparan composiciones concentradas de alta carga qua comprenden metaftumizona, un cornpuesto macrolido antiparasitico 
Jstancialniente insoluble en ague, tat coma moxidectina, un agente puente opcional, un tensoactivo y un disotvente portador adecuada. Estas 
composiciones pueden sec tópicamente administradas a animates, y son Utiles pars evitar a tratar infestaciones ectoparasiticas en animates de tie 
sangre caliente durante periodos prolongados tie tiempo. Adicionalmente, ellas pueden sec adicionalmente duluidas pare suministrar otros tipos tie 
formulaciones utilizables tanto pace administracion tópica coma  oral, 
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SUF’ERINTENDENCIA DE INDUSTRAY COMERCIO 

ILIIOIIIIIllhIflIlihPilttLItfll{Illuill 
No. 07-123146- -00000-0000 

Feca: 20O711-21 16:07:00 Der. 2020 NUECREACiONt 1 
Ira ii PATENTEtYM Eve: 378 AEENACCNTU .Lnuus-iTia y Comerejo 
Act, 411 PRESENTACON Fcfc.3: d9 

RINTENDENCIA 

�REQUJSITOS  MINUVIQS PAM ADMISION ATRAMJTE 
PCT 

PATE NtE DE 3NV-ENCION MODELO DE UTIL1DAD I I 

+ !ndlcacron cia quo so sollclta ía conces!On do una patente 
0 Patos do IclentlficaoTon del soltcltante.c do la persona quo prosenw Ia soucltud 
+ Descrip clan do !a invenclOn - 
� Dibujos do ser estopertinentØs 
� Comprobanto do p agO do las tasas ostablocidas 

COMPLETA [I INCOMPLETA f  

DISJO INDUSTRIAL, [3 

+ -IndcaciOn de. qLre.se so.)JcasL ragistro do Diseæó Industda} [ 3 
0 flatos de fd-entiflcaciOn del solicftante o de Ia persona quØ -prsentaiasoI!cttud [. 3 

� RepresentaclOngrflca y fotogrÆtica del DIsfl Industrial a muestra del 
-material que inoorpora el diseæo.,  

* ComprobantedepigoØo  iS tae establectdas  

COMPLETA E NCOMPLETA [ I 

ESQUEMA DE TRAZADO [1 

� [ndiaciOn.de-que se sofldita el registro de thi Esquerna de Trazadb : 
+ DÆtosde idŁn.Uflcaotóri de[siotFc[tante a data persona qua presenta lasolicitud-

� RpresentaclOn grÆflcad& esquema trazado [ 3. 
+ ornprbbnte-de pago do las.t!sas establecidas - 1 

k 

COMFLTA[ INCOMPLETA 



REPUBLICA DL COLOMBIA 

SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO 

Bogota, 
2020 

Doctor (a) 
CORREA ORDOfIEZ ALVARO 

REFERENCIA RadicaciOn No. 07 123146 
Solicitud internacional PCT/1152006/019513 
Fecha inicio face nacional 24/12/2007 
Trªmite 11 
Evento 378 
ActuaciOn 430 
Oficio No. 

16149 
Como resultado del examen de forma, realizado con fundainento en el articulo 38 de 
la Decision 486 de la ComisiOn de la Coniunidad Andina, articulo 27 del Tratado de 
Cooperación en Materia de Patentes (PCT), regla 51 bis del Reglamento y Circular 
(inica de la Superintendencia de Industria y Comercio, se Is comunica que: 

1. La solicitud no contiene ci poder debidarnente otorgado, con ci ileno de los 
requisitos exigidos por los articulos 63 y subsiguientes del COdigo de 
procedimiento Civil. Adicionalmente, deberÆ presentar ci docurnento que acredita la 
existencia y representaciOn legal de Is sociedad solicitante, cuando Œsta fuere 
persona jurIdica. 

En cumplimiento de lo dispuesto por el articulo 39 de la DecisiOn 486, se le 
requiere para que dentro del tØrmino de dos nieses siguientes a la fecha de 
notificación del presente oficio, complete los requisitos anteriormente enunciados. 
En caso de no dar cumplimiento al presente requeriniiento, la solicitud se 
considerarÆ abandonada y perderÆ su prelaciOn. 

NotifIquese ci presente oficio confornie a lo dispuesto en ci numeral 5.2, literal 
e), del capitulo qüintode1 titulo primero de la Circular tJnica N0.10 de 2001. 

ALIX CARMENZAJCPEDES DE VERCEL 
Jefe de ladfvisiOn de Nuevas Creaciones 

El anttr requerimiento fue notificado por fijaciOn en lista de 

fecha....t.Q4jC en 
adpall V 




