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BACKGROUND OF THE INVENTION

This application claims the benefit under 35 U.S.C. §1 19(e) to co-pending

U.S. provisional appiication no. 60f684669 fiied May 26, 2005 which is hereby

incorporated by reference in its entirety
Noise and thunderstorm phobias are among the most commoniy recogntzed

disorders associated with panic or phobic responses in companion animals such as
dogs, cats or horses, particuiariy dogs Thunderstorms, fireworks, gunfire, car
backfire, etc. frequently induce undestrabie nonspecific clmicai symptoms in
companion animals, paritcuiariy dogs, such as salivating, defecating, urinating,
destroying, escaping, hiding trembiing, vocalizing and the ilke Known treatments for
general anxiety behavior in oompamon animals generally involve sither a long period
of onset, .e. 3-4 weeks, or If qu;ck—acting, cause sedation and/or ataxia, However,
rost companion ammai owners and \getermarians would pi“efer to treat their animals
suffering from noise ph‘obia with a mei:hod which does not bromote sedation or ataxia
and which Is effective within an hour or two of administration.

Therefore, it is an object of this invention to provide a therapeuticaily effective
method for the treatment of noise phobxa in a companion animal which is non-
sedative. i ‘ ’

Itis also an object of the inverftion to provide a vetérinary composition which
is useful for the treatment of noise phobia in-a companion onimai.

It is a feature of the invention that the method for the effective treatment of
noise phobia in a companion animal, particularly a dog, is quick acting and does not
cause ataxia. ' |



¥ Wé’ :

WO 2006/127574 -, | | - PCT/US2006/019685

Other objects and features of thé invention will be cofme more apparent from
the detailed description set forth herein below. |
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SUMMARY OF THE INVENTION |

Thé present invention provideé a method for the treatment and prevention of
noise phobia in a companion animal which comprises providing said animal with a
therapeutically effective ameount of N-methyl-N [3—(3-methyl-1 2 4~triazolo—[4 3-
blpyridazin-6-yl)phenyllacetamide or 7—(3-pyridyl)pyrazolo[1 5-a]pynmidine~3-

carbonitrile. !
Also provided is a veterinary co]mposition for the effective treatment of noise

phobia in 'a companion animal.

DETAILED DESCRIPTION OF THE INVENTION

Owners of companion animals and veterinarians stri\§/e to find means to
controf noise phobia in their animals such as dogs, cats and horses, particularly
dogs Noise phobia behaviors may include hiding, scannmg, urinating, defecatmg,
panting, chewing, pacing, escaping, tremblmg, vocalizing and the like. Known
therapies used for noise phobia include off-label therapies such as clomipramine,
amiriptyline and buspirone which can take more than 3-4 waeks before an effect is
apparent, or the use of benzodiazepmes, acepromazine or antldepressants which act
more quickly but often cause sedation and ataxia. ‘

Surprisingly, it has now been found that N-methyt-N- [3—(3-methyl-1 24~
triazo!o-[4,3~b]pyridazm-e‘nyl)phenyl}acetamide (acetamide) or 7-(3-
pyridyl)pyrazolof1 ,5~a]pyrimidine—B—carbonitrﬂe (carbanitrile) is useful for the
therapeutic treatment and prevention of noise phobia ina coi’npanion animal without
causing sedation or ataxia and with a shortened period of oﬁset. Accordingly the
present invention provides a method foﬁ" the treatment and p,tfevention of noise phobia
in @ companion animal which comprises providing said animéi with a therapeutically
effective amount of N-methyl-N -[3-(3-methyi-1,2 4—trfazo!o~[4 3-blpyridazin-6-
yi)phenyljacetamide or 7—(3—pyridyl)pyrazolo[1 5»a]pynmidlne-3-carbonitrlle
Advantageously, the method of the invention s effective thhim 1-2'hours and is non-
sedating and non-debilitating. ‘ | 1 |



WO 2006/127574 - | j ' PCT/US2006/019685

10

15

20

25

30

As used in the specification and claims the term "aceiamide" designates N-
methyl~'N~[3-(3-methyl-1 2,4-trlazolo-[4,3-b]pyridazin-6-yl)phenyljacetamide and the
term "carbonitrile” designates 7-(3—pyridyl)pyrazolo[1 ,5—a]pyrimidine-3—carbonitrile. '

The term “providing” as used herein with respect to providing a compound or
substance embraced by the invention, desighates either direjctly administering such.a
compound or substancs, or administerihg a prodrug, derivative or analog which
forms an equivalent amount of the compound or substance wnthln the body.

The therapeutically effective amount provided in the treatment of noise phobia
may vary according to the specific condition(s) being treated the size, age and
response pattern of the companion anima}, the severity of the disorder, the judgment
of the attending veterinarian or the iike;i in general, effective amounts for daily oral
administration may be about 0.01 to 1,000 mg/kg, preferabl:j/ about 0.5 to 500 mg/kg
and effective amounts for parenteral aoministration may be felbout 0.1 to 100 mg/kg,

preferably about 0.5 to 50 mg/kg.

Companion animals suitable for use In the method of invention include dogs,
oats, horses, hamsters, guinea pigs, or any commor domesticated pet, preferably -
dogs. . |
The compound N-methyl-N-[3-(3-methyi-1 ,2,4-triazdioé[4,3-b]pyridazin-6-
yl)phenyl]ace’tamidé and a method fo preparé said com_pouod is described in US

4,767,765. The compound 7-(3-pyridyl)pyrazolo[1,5-alpyrimidine-3-carbonitrile and a

method to prepare said compound is described In US 4,2281,000.
In actual practice, the compounds are provided by administering the
compound or a precursor thereof in a solid or liquid form, either neat or in

.combination with one or more conventional veterinary pharmaceutical carriers or

excipients. Accordingly, the present invention provides a veterinary composition
which comprises a veterinary phannaceuncaily accepiable carrier and an effective
amount of N-methyl-N-[3~(3-methyt-1,2,4-triazolo-{4, 3-b]pyndazin-6~
yl)phenyljacetamide or 7-(3-pyridyl)pyrazolo{1 ,5—a]pynmidme—S—carbonitrﬂe.

Solid carriers suitable for use in the composiﬁon of the invention include one
or more substances which may also act as flavoring agentsj, lubricants, solubilizers,
suspending agents, fillers, glidants, cdmpression aidés, binoers, tablet-disintegrating
agents or encapsulating materials. In jpoWders, the cérrier fnay be a finely divided
solid which Is in admixture with a finely divided acetamide or carboniirile active
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ingredient. In tablets, the acetamide or carbonitrile compound may be mixed with a
carrier having the necessary compression properties in suitaéb!e'propomons and
compacted in the shape and size desrred Said powders and tablets may contain up
to 98% by weight of the formula | compound Solid carriers suitable for use in the
composition of the invention include ca[cnum phosphate, magnesium stearate, talc,
sugars, Jactose, dextrin, starch, gélatin,f cellulose, methyl cellulose, sodium
carboxymethyl cellulose, pofyvfnylpyrrohdine low melting waxes and ion exchange
resins, j

- Any veterinary pharmaceutically acceptable liquid cai'rier suitable for
preparing solutions, suspensions, emuisions, syrups and elbfdrs may be employed in
the composition of the invention. The éce’ramide or carboniijrile compound may be
dissolved or suspended in a veterinary pharrmaceutically acoeptable liquid carrier
such as water, an organic solvent, or afveten’,nary pharmacefuﬁcauy acceptable oil or
fat, or a mixture thereof., Said liquid ooinposition may contafn other suitable
veterinary pharmaceutioal additives such as solubilizers, eniulsifiers, buffers,
preservatives, sweefeners, flavoring agent_s, suspending agents, thickening agents,
coloring agents, viscosity regulators, stabilizers, osmo-regut?tors, or the like.
Examples of liquid carriers suitable for oral and parenteral administration include
water (particularly containing additives as above, e.g., cellulose derivatives,
preferably sodium carboxymethyl cellulbse_solution'), alcohols (including monochydric

 alcohols and polyhydric alcohols; e.g., glycols) or their derivatives, or oils (e.g.,

fractionated coconut oil and arachis oil)._ For parenteral administration the carrier

‘may also be an oily ester such as ethyl oleate or isopropy! rﬁyristate

Compositlons of the invention which are sterile solutions or suspensions are
suitable for inframuscular, intrapentoneal or subcutaneous injectlon Sterlle solutions

‘may also be administered intravenously. Inventive compos:tions suitable for oral
'administratlon may be in either fiquid or solid composition form

For a more clear understanding of the invention, the following examples are
set forth herein below These examptes are merely illustrat;ve and are not
understood to limit the scope or underlylng principles of the inventxon in any way.
Indeed, various modifications of the invention, In addition to 3thosee shown and
describeo herein, will become apparenf to those skilled in thfe art from the examples
set forth herein below and the foregoing description. Such modifications are also

Jo
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intended to fall within the scope of the appended claims. . U'nlejss otherwise stated, all
paris are parts by weight. The term mg/k}g designates mg of tést compc’iimd per kg of |
body weight of test animal. The term ml!kg desighates mi of vehicle or test
suspension per kg of body weight of test animal.. |
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EXAMPLE 1

Evaluation of Plasma Concentration Profile of Test Compounds

In this evaluation 8 male Beagle breed dogs, 6 months to 2 years of age, and
at least 10 kg in weight were used. Dogs were housed in individual indoor cages in
compliance with standards outlined in tI'f\eGuide for the Care;' and Use of Laboratory
Animals of the Institute of Laboratory Ahimal resources, Natibna! Research Council.
The dogs were fed an appropriate amotint of standard commercial dry ration once
per day. Fresh tap water in water bowls was provlded ad Ilbltum On the day before

‘the test compounids were administered, food was removed from the dogs by 4:00

pm. Food was withheld until after taking blood samples at the 4 h time point after '
administration of test materials. Dogs Were weighed and rarﬁked by descending
weight order and were given physical eXams bya veterinarién The two: heaviest
dogs were randomly assigned to Group 1or 2. The second two heaviest dogs were
randomly assigned to Group 1 or 2 and 80 on, untif all 8 dogs were placed into either
of the two groups. Group 1 with 4 dogs/group, was treated orally with 15 mg/kg of

the acetamide test compound and Group 2 was freated oraliy with 15 mg/kg of the

carbonitrile test compound. One week after treatment all dogs were reweighed to
ensure correct dosing. Two weeks after treatment, Group 1}was treated orally with
30 mg/kg of the acetamide test compohnd and Group 2 waé treated orally with 30
mg/kg of the carbonitrile test compound. A treatment vial containing an appropriate
amount of test compound was pro\rided for each dog. The éppropriate amount of
vehicle (water containing 0.5% Methocel A4M and 0.01% polysorbate 80) was added
to the vial and the contents of the vial were thoroughly mixed. The resultant
suspension was withdrawn with an unarmed disposable 12 ml plastic syringe and
administered to the dog. Test suspensions were administered to the back of the
throat to ensure that they were reliably and completeiy'swalflowed by the dog. The
vials were rinsed with 0.5 ml vehicle pc{:r kg of body weight and the rinsate was
administered to the dog. Blood samples were collected at rfégular time intervals and
analyzed for concentration of test compound. The Ceex value (the maximum
compound concentration in the plasma) and the Ty« value (the time, after dosing, at
which the peak compound cohcentraﬁén was obtained) wexf‘e determined by

iy
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observation. The calculated mean Tpex and Cmex Values for each of the four
treatments is shown in Table | below, For Table!, the term "Acetamide” desugnates '
N-methyi-N—[S-(3-methyl «1,2 4—triazo!o—[4 3-b]pyndazm-6~yl)phenyl]acetamlde, and
the term "Carbonitrile” desigriates 7-(3-pyﬁdyl)pyrazolo[1 S—a]pynmidme -3-
carbonitme :

 IABLE|

_ Dose Timax Cinax
Treatment mglkg hours _ wpg/ml
Acstamide 15 050 559
Acetamide 30 088 1222
Carbonitrite 15 4.25 3.70
Carbonitrile 30 825 6.39
‘ H

mpLE2  ©

: Evaluation of Efficacy of Tost Ccamgoundg

' ln this evaluation dogs were screened for noise phobzc behaviors and 40
dogs were selected for testing. Male and female Beagles and Mongrels,1-4.5 years

- of age and 6.4-18.4 kg body weight were used. Dogs were blocked by welight and by
‘gender and randomly assigned to each of five treatment groups Dogs were housed

in individual indoor cages in a facility in compliance with standards outlined in the
Guide for the Care and Use of Laboratory Animals of the Institute of Laboratory
Animal Resources National Research Council. ‘The study was done in four phases,
with each phase consisting of five {reatment groups of two dogs each Thus, each of
the five treatment groups had eight replicates. Dogs were housed in individual pens
and had ad libitum access to water. Food was removed from the dogs on the
evenings prior to treatment (active and placebo). On the days when dogs were
exposed to the noise stimulus, the dogs received food after the observatton perlod
ended During the nolse stimulus and observation penods there was mmima! contact
between the dogs and the observers. All personnel associated with the frial, with the
exception of the Study Monitor, were biinded to the five treatments. '
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Screening; ‘ ; |
Sixteen to twenty-six days prior to testing, a total of 144 dogs were screened

for their response fo a noise stimulus, which consisted of'a"iq minute track of a CD,
"Electrifying Thunderstorms”. All of the dogs were expected tp starile when exposed
to the thunderstorm sounds on the CD. - Those that exhibited particular behaviors and
did not recover quickly fi'dm the starile Were considered candidates forthe study.
Behaviors of interest Included: panting, pacing, salivating, elimination (urination or
defecation), withdrawal, tremblihg, runni;ng around frantically, vocalization, digging
and scratching, freezing, and scanning. Efficacy of the test c;ompounds was
determined by the post-treatment reduction in the number andlor intensity of these
hehaviors upon exposure o the noise stlmulus |

Definition of Behaviors: ‘

Panting - breathing quickly or In a labored manner |

Pacing - rhythmic, repetitive walking back and forth along the pen

Saltvating - excess flow of saliva dripping off the dog's tongq‘;e, lips or mouth
Elimination - urination or defecatlon | ]

Withdrawal - retreating or backmg into a corner; dog is alert, non-sleeping
Trembling - shaking involuntarily {with fear) |

Running around frantically - fast and nervous, disordered ruhning or circling
Vocalization - barking, crying or whining |

Digging and scratching - scraping or digging with the nails

Freezing - to become fixed or motioniess |
Scanning - back and forth or side to side head movement
Test Procedure; ’ L |

For treatment groups A-E in this procedure, the temf: "Acetamide” designates
N-methyl-N-[3-(3-methyl-1,2,4~ triazolo—[4 3-b]pyridazin-6~yl)phenyl]acetamidé; and
the term "Carbonitrile” designates 7-(3-pyr|dyl)pyrazolo[1 5—a]pynmidine—3—
carbonitrile. ‘ ‘
' Eleven to fifteen days prior to testing, Noise Phobia Screening Forms and
videotapes of the dogs were reviewed and 40 dogs were selected for the study. Nine
to ten days prior to testing, a vetennarian performed physncai exams to ensure the |
dogs were healthy (e.g. showed no condltions that could produce the non-specific
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~and observers for 3 h post gavage for the spec:1ﬁc behaviors listed above, as 5:.
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signs evaluated). Five days prior to testing, 40 dogs were weighed and blocked by
-weight and gender and randomly allocated to Treatment Groups AE:
Group A: 15 mglkg Acetamide
Group B: 5 mg/kg Acetamide
Group C: 15 mg/kg Carbonitrile -
Group D: 5 mg/kg Carbonitrile | j
Group E: vehicle (placebo) water containing 0.5% Methocel A4M and 0.01%
polysorbate 80 ‘ :
Phase 1 consisted of 10 dogs 2 chosen random!y from each of the §
treatment groups. For 3 days, ten dogs“ were acclimated to their environment (video
monitored fun_s). On day 0, the 10 doge were gavaged with 05 mifkg vehicle. On

side effects, including sedation, ataxia, vomiting, dgsonentation and dlarrhea. The -
amount of time sleeping was also recorded since it was impnrtant to disﬂngu?h
between sleeping (a relaxed state) and anxious behaviors, duch as withdrew . A
rating system (0-3) was.used for each behavior. Elimination was scored b'y'c Bunting
the number of times an animal urinated or defecated dunng each 5 minute time
period. On day 3, the 10 dogs were gavaged with 0.5 ml/kg vehicle. On day': the
10 dogs were gavaged with 0.5 mikg vehicle. On day 5, the dogs were gav. ed
with treatments, 2 dogs for each of treatments A-E. The test compounds we%e
suspended in vehicle as described in Example1. The concentratlons of the t%st
compounds were prepared so that the volume' given to each animal was 0.5 kg,
One h post freatment, the 30 minute noise stimulus was administered. Dog ,:were
closely monitored via video and observers for 3 h post gavage for the specific
behaviors listed above, as well as side effects, includmg sedatlon ataxia, voimting,
disorientation and diarrhea. The amount of time sleeping was also recorded since it
was important to distinguish between sleeping (a relaxed state) and anxious; |
behaviors, such as withdrawal. A rating system (0-3) was used for each ber avior,
Elimination was scored by counting the number of times and animal urlnated or

- defecated during each 5 minute time period. All observers were blinded wltt?% regard

-10-
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to treatmente. Phase 2, Phase 3 and Phaée 4, each consistinq of 10 dogs not $ed

in a previous phase, 2 from each of the 5 treatment groups, w_ei*e run on subsequent

weeks. o ' - j |

Results and Disegssion: o | .
5 Behaviors were analyzed by the one-sided Fisher's Exact test and by ANOVA

procedures, comparing the differences in ‘j‘ pretreated versus treated scores for gach

observed, particularly at the 15 mg/kg doses of each test compound. Behavio
10  demonstrating statistical significance included panting, trembﬁfng, withdrawal, ‘ |
scanning and vocalization. ltis particulai’ly noteworthy that ddgs treated with 1
mg/kg of test compound had significantly lower trembling scogfes, which the CO
played, compared with the untreated control animals. Sedation, ataxia and
disorientation were not observed for any of the treated dogs.

15
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What is claimed is:

1. A method for the treattﬂent and prevention of noise phobiain a.
companion animal which comprises providing said animal with a therapeutically
effective amount of N-methyl-N-[3-(3-methyl-1,2,4-trlazolo-[4,3-b]pyridazin-6-
yl)phenyi]acetamide or 7-(3-pyridyl)pyﬁazolo[1 ,5-,a]pyrimidid&3~cafbonitﬁle.

2. The method according fo claim 1 wherein thé companion animal is
selected from the group consisting essentially of a dog, cat horse, hamster; and

guinea pig.

3. The method according to claim 1 wherein thé companion animal is a
dog. |

4. The method according io' claim 3 which comb}ises providing said

‘animal with a therapeutlcally effective amcunt of N-methyl N [3—(3—methyl«-1 2,4-

triazolo-[4,3- b]pyridazm-G-yI)phenyl]acetamlde

5. The method according to claim 1 wherein said effective amount is

about 0.5 mg/kg-50 mg/kg.

6. The method according fo clalm 3 wherein Sald effective amount is

| about 5.0mg/kg-40 mg/kg

7. The method according to claim 3 wherein said acetamide or ~

- carbonitrile is provided orally.

8.  Aveterinary compositic;n which comprises aiveterinaryt'
pharmacedtically acceptable carrier and an effective amount of N-methyl-N-[{3-(3- -
methyl-1 -,2,4~trlazolo~[4,3—b]pyridazi'n-ﬁ-yl)pheny!]acetamidé or 7-(3- |
pyridyl)pyrazolo[1 ,5-a]pyrimidine-3-cafbonitrile.

-12-
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9. - The composition according to claim 8 which compnses an effective
amount of N~methyl-N~[3-(3-methyl-1 2 4—triazolo—[4 3-b]pyndazin~6~
yliphenyllacetamide.
5 10.  The composition accordmg to claim 8 wherem said veterinary.

pharmaceutically acceptable carrier is a liqund carrier..

t

11.  The composition accordmg to claim 8 wherein said vetermary
pharmaceutically ac:cep’cable carrier is a solid carrier.
10 ‘ .
12.  The composition according to claim 8 Whereib the effective amount is
sufficient to provide about 0.5 mg/kg-50 mg/kg of active ingfedient.

13.  The composition accbrdihg to claim 9 wherei;n the effective amount is
15 sufficient to provide about 5.0mgrkg-40 mg/kg of active ingredient

20
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METODO PARA EL TRATAMIENTO DE FOBIA AL RUIDO EN ANIMALES DE
: : : i I}

7

g

CcoMPARIA

ANTECEDENTES DE LA INVENCION

i
|

Esta solicitud reivindica el beneficio bajo el 35 U.S.C.
§ 119(e) a la solicitud.«provisional co*pendiente U.S. no.
60/684669, presentada en mayo 26, 2005, que sé incorpora aqui

como. referencia en su totalidad.

Las fobias al ruido y a las tormentas con truenos estan
entre las afecciones mads cominmente reconocidas asociadas con
el panico o respuestas.fébicas en animales de compafiia tales

como:. perros, . gatos o caballos; particularme%te perros. Las
tormentas  con truenos, los fuegos értificial%s, el'fuegé de
las _armas, los petardeos de los carros,j etc., ‘inducen
freduentemente sintomas clinicos no especificos indeséables
en animales de_compaﬁia, particularmente peﬁros,'tales como
saliﬁaciénf defecacién; orinax desﬁruccién,iesbape, temblor
con ocuitamiento, vocalizacién y similéres.'Lés trétamientos
conoéidos ‘para el comportamiento de ansi%dad generai en

. . .i .
animales de compafiia involucran generalmente ataques a largo

plazo, es decir 3~4 semanas, o si acttan’' rapido, causan

sedacién y/o ataxia. Sin embargo, 1la ﬁayoria de  los
propietarios de los animales de compafiia y los veterinarios
preferirian tratar los animales que sufren dé fobia al ruido

con un método que no promueva la sedacidén o ataxia y que sea

efectiva a la hora o dos horas de administracién.
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Por lo tanto, es un objeto de esta invencidén suministrar
' t

un'método-terapéuticamente efectivo 'p ravei tratamiento de

fobia al ruido en un animal de compafiia|que no sea sedante:

También es un objeto de la invencidén; suministrar una

composicién veterinaria que:sea Gtil para e; tratamiento de
fobia al ruido -en un animal de compafiia.

, . - . s /.
10 Esta es una caracteristica de la finvencién en donde el

método para el tratamiento efectivo de!la fobia al ruido en
un- animal de compafila, particularmente in perro, es de accién
répida y no origina ataxia;

|
I
i
i
|

15 o Otros objetos 'y' caracteristicas de ;aﬁ invencién ‘seran
més evidentes de la descripcién detallada establecida aqui

adelante.

RESUMEN DE LA INVENCION

La 1presénté invencién sﬁministra un método .para‘ el
tratamient§ y prevencidn de fébia él ruido len un animal de

' compafila que  comprende sumihiStrarle a "~ dicho  animal una
cantidad férapéuticamente efecﬁiva de N~met£l—N—[3—(3wmetil—

25 1,2,4¥triazolo~[4,3—b]piridazin—6fi1)fenil]acetamida o 7-(3-

-piridil)pirazolo[l,5-a]pirimidina~3-carbonitrilo.
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También se suministra una composicién ﬁeterinéria'péra

el tratamiento efectivo de fobia -al ruido en un animal de

'Compaﬁia.

DESCRIPCION DETALLADA DE LA INVENCION

Los  propietarios ‘de losf animales de compafiia y los'
veterinarios -se  esfuerzan por encontrar los medios para

controlar la fobia al ruido ‘en 'sus animales tales como

perros, gatds y Vcaballos,_fparticularmenﬁe perros. Los.

‘comportamientos. de- . la fobié al'\ruido jpueden incluir

ocultamiento,  exploracién, orina, defecacién, Tresuello,

masticamiento, - marcha,  escape, - temblor, vocalizacién 'y

similares. Las terapilas conocidas utilizadas para la fobia al

ruido . incluyen terapias de uso extraoficial tales como
_ , o C

clomipramina, amitriptilina v ‘buspirona que pueden tomar mas

de 3-4 semanas antes de que su efecto sea evidente, o el uso

de benzodiacepinas, acepromacina o antidepresivos que acttian:

) : : P
m&s répidamente .pero a menudo causan sedacién 'y ataxia.

Sorprendentemente, se ha encbntrado aﬁora que el N-

metil-N-[3-(3-metil-1,2, 4~triazolo-[4,3-b]piridazin-6-

il)fenillacetamida ~  (acetamida) o el 7-(3-

(carbonitrilo) es Util para el tratamiento thrapéutico y la

prevencién de la fobia al ruido en un animal de compafiia sin -

causar sedacién o ataxia 'y con un periocdo acortado de ataque.

. De acuerdo con esto la presente invencidén suministra . un
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metodo para el tratamlentb y preven01én @e 17 fobla al ruldo\

“en un anlmal,de compan;a que:comprende;a dpcho animal unaj'

‘
i

Cantldad terapeuticamenté efectlva de N—metlﬁ—N [3 (3~metll—

1 2, 4 tr1azolo~[4 3~b]p1r1da21n~6 1l)fen1&}acetamlda o 7-1{3-

’plrldll)plraZOlOfl S«a}plrlmldlna -3- carbohltrllo.

 ,Venta3osamente, el méto&o de la 1nvenci@n es efect1v0 a las

1=2- horas y no es sedante y nOwes debllinantey
. ; I ' ; ‘, }
%

“Como ﬂ} se \util za | én'\’\esta ,? especiflcaC1én y

T
i

relv1ndlca01ones el térmnno “acetamlda” desmgba N—metlle [3—,

3 (3-met11 1 2,4~ tr1azolo-{4 3~bﬂplr1da21n~6 11Pfenil}acetam1da

20

F : [ :
y el qtermlnoﬂ carbonltrllo” ,fdgslgna el 7= (3=

‘ ’

'plrldll)plraZDlO{l 5= a}pirlmldlna =3~ carbﬂnltrglo._

i
El \termzno “sumlnlstrar”\ como fsé uulllza aqul con

reépecto a sumlnlstrar un compbesté o una suFtan01a abarcada (
 §0£ \ia ylnven61én, de51gna madmlnlstrar durectaﬁenie’ tal
f\compuesté\b sustancia, o admlnistrar uné\proqroga, &eriﬁado o
analogo que forma uné cantldad equlval@nte del compuésto o_,‘ 

sustancia en el cuerpo. . -; 5 o {\

e
TS

4
g

b

La cantldad terapeutlcamemte efectlﬁa sqmlnlstrada en el

tratamlento de la fobla al ruldo puede varlak de acuerdo con-

1a condlclon espec1flca a ser tratada, él tamaﬁo, la edad y

el patrén de respuesta del anlmal de cdmpaﬁﬁa, la severldad'

: similarés.f En -general las ‘cantidadea ef%ctlvas para la\

(

’\admlnlstraelon oral dlarla pueden ser de apr#xxmadamente O 01

',de!‘la afeccidn, el leClO del veterlmario que atlende o
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a 1,000 mg/kg, preferiblemente aproximadamente 0.5 a 500
mg/kg y -~ cantidades efectivas para la admifiistracién
parenterali pueden  ser aproximadamente 0.13 a 100 mg/kg,:

preferiblemente aproximadamente 0.5 a 50 mg/ké.

Los animales de compafiia adecuados para uso en el método
de la invencién incluyen perros,; gatos, cabailos, hénmsteres,
conejillos de indias, o cualquier animal doméstico comtn,

preferiblemente los perrds.

El compuesto N-metil-N-[3-(3-metil-1,2,4-triazolo-[4,3-
blpiridazin-6-yl)fenil]acetamida 'y un métbdé para"preparér
dicho compuesto se describe en la US'4,767;7§5. EL compuestd

7~(B—piridil)pirazolofl,54a]pirﬁmidina43—carbénitrilo y o un

método para prepardr-dicho'compuesto se desbriben en la US

. 4,2281,000.

_ f' : 1‘ i :
En. la practica actual, los compuestos se suministran al

administrar el compuesto o un precursor de éste en una forma

sélida .o liquida, sea pura o en combinacién con uno © mas

portadores o excipientes farmacéuticos veterinarios.

convencionales. De acuerdo con esto, la présente invencién

suministra una composicién veterinaria que comprende un

portador veterinarioc farmacéuticamente acbptable y . una

cantidad ‘efectiva de meetil—N—[3-(3—metil}l;2,4~triazolo~

[4,3-b]piridazin-6-il)fenillacetamida o 7—(3-

_piridilﬁpirazolo[l,5~a]pirimidihaf34carbonitrilo.
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- Los portadores sélidos édécuados @parai el uso en la

. composicién de la'inﬁen¢ibn\inquyen una o mas sustancias que

‘1d‘

“también pueden actuar como agentes Saborizantbs,,1ubricaﬁtes, '
ien aen: dat. Com 1t 1 e, Lupr ites,

-,éolubilizahtés/ - agentes dé suépaﬁsiéd, llenadores,

deslizantes, ' ayudas ' de 'caﬂpresiénf rflig#dores,_ agentes
.desintegragtes'dé'tabletﬁ-o materiales ehbép%ulaﬁteé,,En los
'polvos, el portador pue@e serVun sélidé‘fiﬁamente-dividido

! \ g \

que esta en mezcla con’ - un 1ngredlente actavo acetam;da 0

|
}

carbonltrllo flnamente : leldidO. | En i las‘, tabletas, el
C i K P
compuesto de’ acetamlda o3 carbonltrllo se&puadé mezclar con un 

b

i o2

-§'\portador que tlene las propledades de cmmpr651on necesarlaS”

5

o iy vt & e impe i e el

. ; 1
I

- en las prop0r01ones adacuadas y compactado‘ en. la forma ¥

tamafio deseados.: chhos polvos Yy tabletas !pueden '00ntenex_\
\ : :

hasta el,'99% en peso; del compuesto de Eormula I Los

pOrtadores SélldOS adecuados para el uso. en l@ comp081c1on “de
la’-lnvenclén 1ncluyen fosfato de. C&lClOJ\ estearator de\
magnesio, talco, ‘azucares, dactosa, _dexﬂrina, Valmidén,,

gelatina, chluloSa, metalcelulosa,!(carﬂbximétilcelMIOSa de'

sodlo,.pollv1nllp1rrolldlna, ceras con ba;o punto de: fuslon Y
resinas 1ntercamb1adoras ﬁe n; ;
‘ \
|
I
|

L . . ; i ‘ ‘ :
: RPN SR S | ;
Cualquier portador liquido veterinario farmacéuticamente
ageptable adecuado para preparar solucionas& suspensiones,

|
|
i

,emulsiones,\ jarabes 'y,\eliXirés se puéde ﬁemplear eﬁ_ la

comp031016n de- la invencién. iEl,,compueéto ﬁﬁe 'acetamida 0.

V

Y carbonltrllo se puede disolver* o] suspendex *en un portador
’llquldo veterlnarlm farmacéuticamente acepﬁable tal como

:,agua, un dlsolvente organico, o‘un acelte ‘o 'grasa veterlnarla

ki . k..
E ]
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"fﬁaﬁmacéuticamaﬁte,.é¢e§téble

campOSlclén' ;liquida f pued nter otros ;‘aditiVQs, 

farmaceutlcos I3 veterinario

'fﬁ_solubilizadoresyf- .

' 55 pxeservativ0s, endulzantes, agemtes sabor&z&nnes,

suspensién,

adecuados para la admlnistra01én oral y Qar¢nteral lncluyenx‘

. \‘ 10 agua (partlcularmente lo qu ,‘
| ' ante¥1ores,r“_fpor “e3@mp;orf
,piéféxibleménte solucién dé
',élcéhéiés; (1ncluyéndo 'alco

S pollhldrlcos,' por ejemplo,
s
:~araqulsj,f.Para~ la
tamblen puede ser un éster

Q e mopropll mlmstato. 2

1200 Las composiciones de 1 ve 1 que son soluciones o

_suspensiones estériles

; intramuscular, intraperiton: soluciones
. estériles también se pueden . Las

Las admlnlstraclén oral puede' __}f 5' e Qy ”v;gg omposicién

llqulda o séllda.xvvfg'sv f_ _ .?ﬂ ;j“f

_gentéS;dei
'TaQ$ntes % espesaﬂtes,‘ | agente§ . colorantes,
Hde,',la' v150031dad, .~estabiliiadore31 “ °3m°;  '

reg lédoreé; o sxmmlares. Egamplos d& partpdores llquldos

5*1como losi

‘composiCiOﬂés"gée  ia - invencié adecuadas = para la

‘Dicha
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Para un entendimiento més claro de la invencién, se

establecen = los siguienteS' ejémplos aqui édelante. Estos

~ejemplos son simplemente ilustrativos y no Sefentienden'en el

sentido de limitar el alcance y los principio$ subyacentes de

la - invencién de ninguna manera. De  hecho, varias
modificaciones de la invencién, ademds de aguellas mostradas
A i N I
e I

y descritas aqui, serdn evidentes para aquellos expertos en

N _ | ! :
.la técnica de los ejemplos establecidos aqui adelante y de la

descripcidén siguiente. Tales modificaciones también pretendér

estar dentro del alcance de las reivindicaciones anexas. A

J

‘menos que se establezca otra cosa,  todas | las partes  son

partes en péso.-El'término mg/kg'deSigna mgfdel compuesto de
prueba por kg del péso 'corpdral del anima@ de prueba. E1

término'ml/kg'designa ml del véhiculo o suséensién de prueba

por kg de peso corporal del aniﬁal de prueba.
. EJEMPLO 1

Evaluacién dei Pexfil de Céncentracién de Plasma de los

Compuestos de Prueba |

En esta evaluacidén se utilizaron 8 perros de raza Beagle

‘machos, de 6 meses'a-2 éﬁos de "edad, 3% por?lo menos 10 kg de

. peso. Los perros fueron puestos en. jaulas individuales a

resguardo en cumplimiento con’ los esténdareé prescritos en la
Guia para el Cuidado y Uso 'de Animales dé Laboratorio del
Instituto de Recursos de Animales'de Laborétorio, Consejo de

Investigacién - Nacional. Los perros se alimentaron con una
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©cantidad apropiada de racién seca comercial gsténdar una vez

por dia. Agua fresca de 1llave en tazones para agua se
suministré ad libitum. El dia.éntes de que l@s compuestos de
prueba se administraran, se ie retird - el }alimento- a los

perros hacia las 4:00 pm. Elfaliménto fue &mntenido hasta

\despﬁés de tomar las muéstraS\dé séng£e en el%punto”de tiempo

A

de las 4 h”después de,la'administracién de l@s materiales de
prueba. Los perros se pesaron ? escalonados en orden de peso

descendente 'y se  les realizaron exdmenes  fisicos por  un

veterinario. Los dos perros mis pesados fueron asignados

'

.aleatqﬁeamente al ‘Grupo 1 o 2. Lbs\segundos%dos perros mas

pesados fueron éSignados’aleatdriamente al_Gﬁupo I o 2 y asi

, sucesivamehte, “hasta que los 8 perros se colocaron en

-CualQuiera'deflos'dos grupos. $lerupo 1‘con§4.perr087grﬁp§,

se tratd oralmente con:- 15 mg/gg del compuesﬁo de prueba de
. Qo : ‘ P . B A

acetamida,y'el Grupo Z‘Se tra#é oralmente con 15 mg/kg del

| dompuesto\‘de prueba _cérbonitﬁilo. ~Una sem&na‘ después del

tratamiento  todos los perros se pesaron §de nuevo para

asegurar la correcta dosificacién. Dos semanas después del

tratamiento) el\Grupo 1 se tra&é oralmente q@n‘30 mg/kg del

compuest0'3de’_prueba de ‘aCetaﬁida y el 'Grﬁpo 2 se tratéd

oralmente con 30 mg/kg del compuesto de prueba  carbonitrilo.

-Un ‘recipiente.'der tratamiento®  que ‘COntiené ‘una cantidad.
apropiada del compuesto de prueba se suministté a cada perro.

Ta cantidad apropiada del vehic@lé (agua que &ohtiene 0.5% de

Metocel A4M y 0.01% de pgliSor@ato-BO)-se agﬁegé'al-fraéco v

los contenidos del fraSCO:fuerén_completamenﬂé mezclados. La

suspensién  resultante. se reti@é con ‘una .jbrinqa pléstica
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desechable’de 12'ml‘desarmada’y adminiétradé al perro. Laé’
suéﬁensiones de prueba’ se administraron a la parte trasera de
la garganta para asegurar que\ ellas fuerah confiables vy
completamente 'tragadas por el perro . L@s .frascos se
enjuagaron con O 5 ml de vehlculo por kg de peso corporal \%
el en]uague se admlnlstro al pérro Se recolectaron-muestras
de sangre a 1ntervalgs de tlempo fegularesy se.aﬁalizaron
para la concentracién dél compheSto de\prueﬁa. El valor Cpax
(conéentracién de compuesto méﬁima en el plasma) f el‘ﬁaior
Tuax (€1 tiempo,\después de dosificacién,\en el cual se cbtuvo
la concentracién ‘del comPUestoibico) sé determinaroﬁ mediante
observaéién. Los valores medios calculadoszm# V- Cmax para
cada uno de‘los cuafro tratamlentos _se muestran en la Tabla I
de adelante Para la Tabla I el termino “Acetamida? designa
Nvmetil—N~[3¥(3—metil—l 2, 4—triazolo—[4'3—b]p£ridazin—6-

_l)fenll]acetamlda, y el térmlno “Carbonltrllo” de31gna 7= (3

plrldll)plrazolo[l 5~ a]plrlmldlna -3~ carbonltrllo

TABLA I

Dosis Ty - Coax
Tratamiento ng/kg horas - pg/ml
‘Acetamida 15 0.50  5.59
Acetamida 30 0.88  12.22
Carbonitrilo = 15 4.25 3,70

Carbonitrilo 30 8.25 © 6.39
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EJEMPLO 2

Evaluacién de la Eficacia de los Compuestos de Prueba

En esta evaluécién-ios peiros se Selecgionaron pdi los
-cémportamlentos fébicos al ruldo y se selecc1§naron 40 perros:
para- la prueba. Se'utlllzarqq Beagles y.Nopgrels machos %
hembras, de 1-4.5 aﬁqs de édad ¥ 6.4—18.4 kg de  peso-
co:poral..Los perros puestos én-bloques de'acuerdo'con_el

peso -y el género \% asignédos aleatoriamente ajcada.uno_de los

cinco grupos de  tratamiento. Los perros fueron puestos en

Jaulas individuales a 'resguardo en una.&instalacién en

cumpllmlento con .los estandares prescrltos en la Guia para el

Cuidado y: Uso de Anlmales de Laboratorio del Instltuto de
recursos de Animales de Laboratorlo, Consejo de Investlga01on

Nacional. El estudio se hlzojen cuatro fasgs, consistiendo

cada una de las fases de cincb grupos de_trbtamiento de dos.

perros cada uno. Asi, cada uno de - los c1nco grupos de

tratamlento tuvo ocho repllcas. Los perros fueron puestos en

corrales 1nd;v1duales y tuv1eron acceso al agua ad llbltum.
‘La comida se retiré de los perros en las noches antes del

'tfatamiento (activo ' y placebo). En los dias éuando los perros.

fueron expuestos al estimulo de ruido,  los perros re01b1er0n=

i

_agua después de. la flnallza01én del perlodo de observacidn.

Durante el estimulo de ruldoiy Los perlodqs de observacidn

~hubo’ contacto minimo entre los perros y los observadores.

i

Todo el personal asociado cop\él ensayo, con la excepcién del

o
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Monitor ~del  Estudio, estuvieron c¢iegos a los cinco
S St DRSNS

" tratamientos. e et e f " |

| | |

: g

R IS ST o ;

| Seleccién: R :
5 |

Wseledcionaxbn un total de 144 perros por

iy _ ‘ R SR
‘Dieciséis a velntuaeis dlas anteé de{ la, prueba, se

K

SU respuesta a

estlmulos de ruido, que con81st1a de un sagulmlento de 10

} : o

mlnutos, de un,'CD, “Togmentasj Electricas- cph ,Truenos”. 8¢

'esperaba que. todos,'los perros se: espanuaran cuandw se

\@xpu31eran a los sonldos de los truenas d@ tqrmenta en el CD.

quuellos que exhlbleron comportamlentos @art#culares v no Be

]
|
|

\ recuperaron . rapidamente \dei\‘ espant@ #e" COHSlderaron

éandidath_para el estudlo. Los comportamléntos de 1nterés

"incluian: jadeo, marcha, sallvac1on,_ ellmlha01én (orina o

' defeca01on), retlrada, temblor, correr frenétlcamente en los- 

P
[
i

\alrededoreﬁ,fr vocallzaclon, \j cavamlento, wfyw, xasguﬁado,

congelamlento, y explor3016n. La eflcacaa dg los campuestos'

de prueba se determlno medlante reduccmén poét tratamlento en

el numero y/o 1nten31dad de estos comportamléntos luego de la
.‘ ‘\ B

exp081c1én al estlmulo de ru1d®. |
 Definicién de los Comportamiemtos:

Ladeamlento‘w resp1rac1dn raplda o de una maqera trabajosa.
.Marcha - caminado ha@iﬁ‘ atras rltmlcowf_repetlt1V@xhy- hacia
| delante\aslp-largo de*lafjaula;':j" : ?’/'1

|

1

(

' J
> o

! g |

I |

| i

|
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\QaliVaci6n ~ ekceso de flujo de saliva qu& gotea de la lengua
del perro, 1ablos o boca. s %V' | | ’f;:\ I |

AEliminacion = orlna o defeeacién} ' : S ; /,

 Ret1ro - retlrarse o 1rs& ha01a atrés a una esquina; el perro.
\

esta alerta; no due:me,\é
~Temblor - agitacién invé?untaria (con temor)

‘ Correr'frenétiCamente aﬂrededor“— correr]owhacer_circulos de
manera réplda y nerv1osa, desoﬁdenada. ‘
'Vocallza01én - ladrar, llorar o gemlr. '

Cavar y\rastrlllar.e;rastrlllar ‘o cavar con 133 ufias.

i :
|

, Congelamlento = quedar f@jo o 31n mov1m1anto.‘
Explorar-w mOV1mlento de la cabeza de atrés hacia'delante’o\

'de lado a lado..

Procedimiento de Prucha:

 Para ‘,los grupos ‘ de ’tratamieﬁto A-E ” ¢§  ,eéte
pfocedimiento;‘éi téfmiﬁé “Acéfaﬁida” d&slgna N—metll N- [3~
(3—met11 l 2 4~tr1azolo {4 3= biplrlda21n—6—
il)fenll}acetamlda, y el térmlno “Carbonltrllo” desiéna’7f(3—

1p1r1d11)p1razolo{1 Swa}plrlmldmna 3~caern1trllo.

Once 'a quince dias antes de la prueba, las Formas de
Seleccién”de‘Fobia al Ruido yivideo cintas\de los perros se
' rev1saron y se sele001onaron 40 perros pqra el éstudio,fNueVe

_L, a dlez dlas antes de la jpruaba, un 'vaterlnario\ dgsarrolld

examenes flSlcos-para aaegurarse que - los' perros estuvieran
R : :- ‘ P \

R : | ; \ :

saludables (por ejemplo, que no mostraran condiciones .que
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P | o , E
. pudieran prodﬁ¢ir signob~ eVa#ﬁédos nb.geSpdcifiCQS);' Cinco
g e i e h | E :
~dias antes;de la'pruebaﬁ{40'pérros se péaardn y se pusieron
‘ g _en bloques por pesoc y género y‘se situaron a@eatorlamente en
| f,‘los Grupos de. Tratamlentm A-E ; s  @{__ W
‘5 X i

© Grupo A: 15 mg/kg dé Acetamida N
GrupofB:,Sfmg/kg?defAceﬁaMida '

; Grupo_C: 15‘mg[kg déxcérbdnitrilo

|
i -
: - . |
Grupo D: 5 mg/kg de Carbonltrllo o
RN : | : : : ‘ . - :
7:J.D7i1$1 Ry .Grupo E vehlculoi(placebo) agua Que contlane 0 5% de
o .'\' , Metocel A4M y 0. @1% de pollsorbgto 80
] | | ey

L ' Lé fase 1. coﬁSistié He, 10 . pErro$, 2\ escogidos

aleatorlamente de cada uno de los 5 gnuPOSwde tratamlento
15 Durante 3 dlas, diez perros fueron acllmataﬂo a su,amblente-

(corrldas monltoreadas por v1deo) Enwelrdlaio, los:iO peiros ;
h ’ . . ’
,fueron cebados con D 5 ml/kg de vehlculoh En;el dia 1, los 10

..:' f-'perros fueron cebados con O 5 ml/kg de vahlculo. En el dia 2

_105 10 perros fueron cebados Oon 0.5 mlfkg de vehlculo y 1 h i

‘2& mas tarde fueron expuestos a . estlmulos de BO{mlnutos de ruldo

_(CD con “Tormentas Eléctrlaas con’ Trueno%”) Los perrOS

J

; fueron 'aercanamente monltoreados por: v1a de v1deo 'y los,

observadores durante 3 'h luegO\ deiffcbbado para los
; } \

' omportamlentos espe01flcos llstados anterlqrmente, asi como

f .

- 25 tamblen los efectos colaterales, 1ncluyendo seda01én, ataxia,
'gvémlto, desorlenta01éa’y dlarrea La cantldad de tlempo de
sueﬁo también se registré en razén a qué era 1mportante

ﬁi'dlstlngulr entre sueﬁo (un estado relajado) y Comportamlentos

e v o et e
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ansiosos, taleS'COmo‘el dé retiro Undsistema de calificacién - ..

'<o -3).

se utillzé para ‘cada comp0rtam1en o.

el dia .5; - 00n;

fvehiculo. En

tratamlento,; se ‘admlnlstré e

rﬁido. Los perros se.dnonito ron cercanamente Lpor via de

15 v1deo y los observadores :du ante 3 °h- post cebado 'por los

comportamlentos especiflcos; “gtados anterlcrmente, asi como

'tamblen 103' efectos colatéfales,' que 1ncluyen sedécién,
i ‘.} v ataxia,f vém;to,. desorlenta016n -y dlarrea.y La cantldad de

;tlempo ‘de’ suefio tamblen se reglstré en razén a que era

  ;mportantQ. distlngulr entre; sueﬁo (un estado relajado) %

bpmpprtamientos‘ansiosos; tales como retlro; Un‘sxstema‘de

\(0~3) ‘se utlllzé ‘para cada comportamlento. La

‘mén se Callflcé al contar el numeno de veces que el

uf]animal orlné o) defecé durante cada perlodo de tlempo de 5

!

‘"“mlnutos. Todos los 'observadores estuvaeron 01egos con

relacién a'los'tratamiehtos. La Fase 2, Fase 3 yla Fase 4,

'con31stlo cada una de lO perros no utlllzados en una fase
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previa,.

\domparar,

”tratamiehtor

' _tratamiénté“).
”tratamlento observados,

gy \mg/kg"de':f

 ’15"

temblor,

 'temblor 31gn1flcat1vamente 1nferlores,

camparado con

2 “de cada uno: de los 5 grupos.

corrieron en semanas posteriores. :
‘Besultados y Discusién:. | .

Los comportamlentos se anallzaron. med

/

de  tratamiento,

1ante la prueba_

Exacta de Flsher de um “lado Y los pxocedlmientos ANOVA,

(

comparando.-las dlferenplas\ n\‘el .prqtrat

calificaciones tratadas para cada animal,

las  ecalificaciones = para todos

P

uno -con ‘el \btro- (solament

COn base en estos ané1151s,
-partmdularmenteqen

los compuestos de  pruéba. Los

demuestran = ‘significancia ‘estadistica!

retiro; - explorac&én', v

incluidos

vocallza01én

ado ~ versus las

}
i

asi como también

los ‘grupos de

" “después = de

hubo efectos de

las dosis de 15

‘compoftamiEntos
jadeo)

’ Es

partlcularmente nctorlo que los perros tratados con 15 mg/kg

T

del compuesto de prueba tuvperon unas

t

Etcuan
e

\los anlmales,ide,

,sedacién, atax1a V4 la desor%enta01én no '

',_nlnguno de los perras tratados$

callflcac;ones'

COnﬁrdl n

de
do soné el €D,
o tratados.: Lal‘

se ' observd para
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RENVINBI¢ACIONEE

Y Un‘método para el tratamlento y preven010n de fobla'

al ruido en  un anlmal ‘de compaﬁla que . eomprendeﬂ
- R . sumlnlstrarle ”J.éf dlcho B anlmal | una cantldad'

! ?.\i
\

terapéutlcamente efectlva, de Nﬁmetlﬁ—N~[3 (B—meﬁllﬂ
1,24~ tr1azolo~[4 3—b]p1r1dazin~6—1l fenll}acetamlda
o :  $ B (BPplrldil)plrazola[l 5 a}plrlmldlna ~3-

carbonltrllo.\g f 

IR ; ; ) C i e : .
H i ; L |

2. El metodo de acqerdo a la re1v1mdica01on 1 en donde:

el anlmal de cdmpaﬂia se selecplond, del grupo- que_

comalste esen01dlmente de un perro. gato; caballo;

\hamster, v cone;1llo de 1nd1as ?' #

3 El metodo de acmerdo a la relv1nd1cacién 1 en donde

;el animal de companla es un perrq

4. El método de acuerdo a la reivindicacién 3 que
'_26 G comprehde'Suminfﬁtrarlé a dicho5aninal'una'caﬁtidad
\terapeutlcamente efectlva de N—metl —N-[3f(3—metil~,

l 2 4 trlazolo [4 3 b]plrlda21n-6—ll)Eenil]acetamida.

5. El método de acuerdo a la reivindicacién 1 en donde

125 -+ dicha -cantidad  efectiva es de aproximadamente 0.5

mngg;5Q\mg/kg% L

e e et s o aagr e o
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6. EL método de acuerdo a la relv1ndlcacién\3"én\dbnde\
| ) ’
_dlcha cantldad efectlva es = de aprox1madamﬁnte 5.0

-}

-'mg/kg~40 mg/kg

o S , | S
5 7. .-El método de acuerdo a la reivindicacién 3 en donde -
~dicha acetamidé‘ o ;carbonifrilo se’ . suministra:

Yoo

‘oralmente.- W

8. 'Una composicion veterinaria que dompr?ndefun portador
L ) o i | .
' ‘l} 10 ' " veterinario ffaimacéﬁﬁicamante’?‘aceptable -y 'una

cahtidad fefectﬁ%&~'da\ N-metll N—[ﬂ—(S-metll 1,2,4-

i
b l
{

\trlazolo~[4 3~b]p1r1dazun-6-1l)fehll]acetamlda'f 7= |

\(3—p1r1dll)p1razolo{l 5~a]p1r1m1d1na B carbonltrllo.

15 9.0 La coﬁposiéiénfdé acuerdo a la F@ivxndicaeibn 81que~
% : R RITCIED I T S R ST AR
comprende  una cantidad efectiva de N-metil-N~[3~(3-

- metil-1,2,4-triazolo-[4; 3-blpiridazin6-

P { e il)fenil]acetamida. ; AT

2200 10, La comp051clon de acuerdo a la: relv1nd10a01an 8 en

donde dlcho- portador veterlnarla farmacéutlcamente
\ \ ] A :

aceptable es un p@rtadar llquldou

. : R
+
I

L C11. La comp081c1on de acuerdo a 1a relvlndlcaC1én 8 en

f25,  - donde dlcho portador veterlnario farmacéutlcamente

f»-f}kﬁfh o aceptable es un portaddr solldo.wf;'\é\

J
|
I
|

o :
PRy
[l
_{!’. [t . E
e T
. I oy
RIS B i i i
W';J- - |
| ; |
£ ; |



12 . rlndlcaclén e:n. o
| dond_e. la cantidad @fectlva = es suflclente“ para a

swnlnlsi:raf . aprcaxz,mada;*néxﬁte 0. S?I.mg/ f(g 50 mg/kg deli_f
| :Lngredlente actlval.-_-' : ‘ i i-";"' e

LHR 1nd:|.cac,16n 9 en_ A
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METODO PARA EL TRATAMIENTO DE FOBIA AL RUIDd EN ANIMALES DE

COMPANIA

RESUMEN DE LA INVENCION

La presente invencidn éuministra un | método para el
tratamiento no sedanfe' de fobia al ruido én. un animal de
compafiia, ' particularmente un . perro, fque comprende
suministrarle a dicho animal‘ una cantidad  terapéuticamente
efectiva =~ de 'N*metil—NrfS—(3~metil—1,2;4—triazolo~[4,3—
b]piridazin~6—il)fenil]acetamiﬁa o} 7—(3~piriéil)pirazolo[1,5—

alpirimidina-3-carbonitrile.
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PATENT COOPERATIONTREA

PCT

INTERNATIONAL SEARCH REPORT

(PCT Article 18 and Rules 43 and 44)

Applicant's or agent’s file reference  ~ |- _ FOR FURTHER see Form PCT/SA220

AM102099 ACTION as well as, where applicable, item 5 below,
International application No. International filing date (day/month/year) (Earliest) Priority Date (day/month/year)
DCT/US2006 /019685 22/05/2006 | - 26/05/2005
Applicant ' ‘

WYETH

This intetnational search report has been prepared by this lnternational Searching Authority and is transmitted to the applicant
according to Article 18. A copy Is being transmitted to the internallona! Bureau.

This international search report consists of a total of _ 5 sheets. :
It Is also accompanied by a copy of each prior art document cited in this report.

1. Basis of the report i
a. With regard to the language, the international search was carded out on the basis of:;

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

D a translation of the International application into ; . which is ihe language
of a translation furnished for the purposes of International search (Rules 12.3(a) and 23.1(b}))

b. D With regard to any hucleotide and/or amino acld sequence dxsclosed in the international appiication, see Box No. .

Certain claims were found unsearchable (Sse Box No. II)

©

Unity of invention is lacking (see Box No |Il)

4, ‘With regard to the title, ‘
[X]  the textis approved as submitted by the appiicant
[]  the text has been established by this Authority to read as follows:

5. With regard 10 the abstract,
- the text is approved as submitted by the applicant

D the text has been established, according to Rule 38.2(b), by this Authorlty as ‘it appears in Box No, {V. The applicant
may, within one month from the date of mallmg of this international search report submit commants to this Authority

8. With regard to the drawings,
a. the ﬂgure of the drawings to ba published with the abstract is Figure No,
[:] as suggested by the applicant
[[] asselected by this Authortty, because the applicant failed to suggestfa figure
[]  asselected by this Authorlty, because this figure better characterzes the invantion
b. D none of the figures Is to be published with the abstract

Form PCT/ISA/210 {first sheet} (April 2005}
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INTFRNATIONAL SEARCH REPORT L A

| PCT/US2006/019685

A. CLASSIFICATION OF SUBJECT ' ;
INV. A61K31 5025 A51K31/519 A61P25/00

Accordmg to Internationat Patent Classlﬂcaﬁon (IPC) or to both national classlﬁcaﬁon and IPC

B. FIELDS SEARCHED
Minimum docimentation searched. (classlﬂcalmn system foltowed by classification symbols)

A61K A61P

_ Documentation searched other than minimum documentation o the extent ffiat such docuients are included |in the fields searched

. Electronlc data base consulied during the intemational search (name of data base and, where pragtical, seat‘ch erms used)

EPO-Internal, WPI Data, BIOSIS EMBASE, CHEM ABS Data

. DOCUMENTS CONSIDERED TO BE RELEVANT -
Category* | Citation of docurnent, with indication, where appropriate, of the relevant passages | . Relevant 16 claim No, -

1 X US 4 767 765 A- (ALBRIGHT ET AL) - 1-13

| 30 August 1988 (1988~08-30)

cited in the application

claims

X US 5 169 850 A (DUSZA ET AL) ? 1-13
8 December 1992 (1992-12-08) '

column 1, lines 1-24; claims

column 9, lines 40-52

column 7, lines 43-52

column. 12 1ines 33-37 - 11nes 44-48

column 12, 1ines 54-58

Sy

m Further documents are listed in the continuation of Box C. E See patent family arimex.

* . Special categories of cited documents :
Special catego men T+ lter document published afte the. International fling date

or priority date and not in confiict with the .application but

*A* document defining the general state of the arnt whlch is not i
considered 10 be of particular relevance | ﬂveedn :ﬁ, :lmderstand the wpﬂnclple or theoty  underlying the
*E" earfier document but published on or afterthe hternational © *x* document of particular relevance, the claitied. invention
filing dat ; cannot be considered novel or cannot be consldered to
"Lt devchurr'!.elm \:hié:l;n may thll"gt\:( tgoubtsb ﬁm {)rior;gt dc?tim(s)‘ l'?(; : involve an inventive step when the document Is taken alone
ich is cited to establish the publication dale of another ' *y* document of particular relsvance; the clalmed invention .
cltation or other special reason (as spacified) ‘ cannol ba considered 16 involve an inventive step when the
*O* document referring to an oral disclosure, use,  exhibition or ‘ document is combined with one or more other such docu—
other means ; ments, such comblnauon being obvious to a person skilled
"P* document published priot to the infarmational fiing dte but 1 nthoart
later than the priority date claimed i "&" document membar of the same palent family
Date of the actual completion of the International search Date of mamng of the lnt@maiional search report
30 October 2006 ‘ 08/11/200&
Name and mailing address of the ISA/ ' 1 Authorized officer -

European Patent Office, .B. 5818 Patentlaan 2 ‘
Tol (e 70y MO S040, Tx. 31 65 i, 3 |
Bty sy - 71 &5Lapo | Blott, Catherine

Fom PGTASA/210 (second sheet) (April 2005)

page 1 of 2



INTFRNATIONAL SEARCH REPORT

N / ‘\/f
) 1temiatlonal application No

[ PCT/UUS2006/019685

“CiContinuation],  DOCUMENTS CONSIDERED 7O BE RELEVANT

Category*

Gitation of document, with indication, where appropriaie, of the relevant passages

Relevant to claim No.

X

US 4 281 000 A (DUSZA ET AL)

28 July 1981 (1981-07-28)

cited in the appiication ‘

column 4, lines 45-55; claims

column 5, line 4

cotumn 7, lines 14-16

SHULL~SELCER £ A ET AL: = "ADVANCES IN THE
UNDERSTANDING AND TREATMENT OF NOISE
PHOBIAS"

VETERINARY CLINICS OF NORTH AMERICA SMALL
ANTMAL PRACTICE,

vol. 21, no. 2, 1991 pages 353-368
XP009072672

ISSN: 0195-5616

page 364 - page 365

CROWELL DAVIS S L LO - KANSAS CITY, MO.,
USA: "Psychopharmacology Part II:
anxiolytics, hormones, narcotic
antagonists and mlscellaneous "
PROC.CENT.VET.CONF (1999 MEET., 108-11) 6
REF. AV - NO REPRINT ADDRESS 1999,
XP009073323

page 108

T el

1-13

1-13

1-13

Fom PCTABA/210 (suriinuation of serond sheet) (April 2005)

page 2 of 2



lntemationai application No.

INTERNATIONAL SEARCH REPORT PCT/US2006/013605

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

Thig International Search Report has not been established in respect of certain claims undsr Article 17{2)(a) for the following reasons:

1. . Claims Nos.:

because they relate to subject matter not required tobe searched by this Authority, namely

Although claims 1-7 are directed to a method of treatment.of the human/animal
* body, the search has been carried out and based on the alleged effects of the
compound/composition. ‘

2. D Claims Nos.:
because they relate to paris of the International Apphcatton that do not comply with the prescribed requirements to such
-an extent that no meaningful International Search can be carried out, specifically: i

8. D Claims Nos.:

because they are dependent claims and are not draﬁed in accordance with the second and third sentences of Rule 6.4(a).

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

This Intemational Searching Authority found multiple inventions I this international application, jas follows:

As all required additional search fees were timely paid by the applicant, this Internattonal Search Report covers all
searchable ctalms

2. I:l As all searchable claims could be searched without effort jusﬂ(ylng an additnonal fee, this Authority dld not invite payment
of any additional fee.

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

4, D No required additional search fees were imely paid by the applicant, Consequently, this International Search Report is
restricted to the invention first- mentioned in the claims; it ts covered by claims Nos.:

Remark on Protest D The additional search fees were. accompanied by the applicant’s protest.

D No protest accomparied the payment of additional search fees,

Form PCT/ISA/210 (continuation of first sheet (2)) (January 2004}
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armation on patent family niembers

nogep q,é

| 3 T
ernational application No

| PCT/US2006/019685

172280 Al

Patent document . Publication Patent family Pubification |

cited in search report date mamber(s) date

Us 4767765 A 30-08-1988  NONE /’

Us 5169850 A 08-12-1992  NONE f _

US 4281000 ‘A 28-07-1981 AR 227766 Al - 15-12-1982

: ' AU 536081 B2 19-04-1984

AU 5951780 A 15-01-1981
CA . 1140125 Al 25~01-1983
DD 153840 A5, 03-02-1982
DE 3065270 D1 17-11-1983
EP 0025819 Al 01-04-1981
GR 70075 Al 27-07-1982
HU 182153 B¢ 28-12-1983
IL 60330 A 31~-05-1984
$b 225541 Al 30-10-1981

28-02~1983

Form PCT/ASA/AH) (patent famity annex) (Apsi 2008}
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PATENT COOPERATION T” “ATY

From the
lNTERNATlONAL SEARCHING AUTHORITY

o WRITTEN OPINION OF THE
e form PCTASAR2D INTERNATIONAL SEARCHING AUTHORITY
| (PCT Rule 43bis.1)
.Date of mailing
(cdayimonthyear) ' see fbnn PCTASA210 {second sheet)
Applicant‘slgrmagent's file reference o : FOF_l IEJRTHER ACT[ON ) T
see form PCTASAZ220 g See paragraph 2 below
International application No. lntemaﬁonal fiting date (day/fnonth/year) o ;Pnority date (daymonthiear} T
PCTAS2006018685 22.05.2006 ‘ 26.05.2005

International Patent Classification (IPC) or both national classification and IPC
INV. A1 K31/5025 AG1K31519 A61P2580

. Apphcant
‘ LWYETH

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

X BoxNo.|  Basis ofthe opinion
[0 BoxNo. Il Priority .
M Box No. .. Non-establishment of opinion with regard to novelty, lnventwe step and lndusmal applicability

B Box No. IV Lack of unity of invention

& Box No.V -~ Reasoned statement under Rule 43bis 1(a)( i) with regard to riovelty, inventive step or industrial
' applicability; citations and explanatlons supporting such statement

[0 Box No. Vi - Certain documents cited !

O BoxNo. Vi Certain defacts in the international application

[ Box No. Vil Certain observations on the international application ‘
2. FURTHERACTION |

If a demand for intemational 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 ba the IPEA and the chosen IPEA has nofifed the
International Buréau 'under Rule 86.1bis(b) that wrltten opiniong of this lnternatlonat Searching Authority

“will not be so considered.

if this opinion is, as provided above, considered o 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 PCTASA220 or before the expwatlon of 22 months from the priority date,
whichever expires later.

For further optiong, see Form PCTASAR20. :
3. . Forfurther detalls, see notes to Farm PCTASAR20. © -

Name and mailing address of the 1SA: ' Date of compietion of Authorized Officer
i - . this opinion | \.am'"‘ﬂnr.,,,
European Patent Office : 5 -
D-80298 Munich g0 Blott, Catherine » 3’
Tel. +49 89 2399 - 0 Tx: 523656 epmu d o | ' &
Fax: +49 89 2395 - 4485 P Telephone No. +48 89 2398-7538 %m...m ¢

Form (PCTASAZ37) (Cover Sheet} (April 2005)



WRITTEN OPINION OF THE " International applcation No.
INTERNATIONAL SEARCHING AUTHORITY ~ PCTAJS2006/019685

Box No.1 Basis of the opinion

1. With regard to the language, this opinion has beer{ established on the basis of:
&  the international application in the language in which it was filed |

O - a translation of the international application into , which is the languabe of a translation furnished for the
purposes of international search (Rules 12.3(a) and 23.1 (b)). ! ' :

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

a. type of material:

0 a sequence listing
. [0 table(s) related to the sequénce listing

b. format 6f material:
O on paper
O  in slectronic form

c. time of ﬁli-ng)fUrnishing: ‘
O contained in the international application aé filed, |
O filed together with the international application in electronic form.
[0 furnished subsequently to this Authority for the purposes of search::.

3. O In addition, in the case that more than one version or copy of a sequej;me listing andior table relating théreto
has been filed 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:

Form PCTASA/237 (April 2005)



WRITTEN OPINION OF THE | ; international application No.
INTERNATIONAL SEARCHING AUTHORITY .~ PCTMUS2006/019685

Box No. il Non-establishment of opinion withireg'ard to novelty, inventive step and industrial
applicability ' : :

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

0
X

the entire international application

claims Nos. 1-7 (industrial applicability)

because;

&

the said international application, or the said claims Nos. 1-7 (industrial applicability) relate to the

 following subject matter which does not require an international searcrjl (specify).

|
t

see separate sheet

the desc\rrptron claims or drawmgs (indicate particular elements beloujr) ar said claims Nos.  are so
unclear that no meaningful opinion could be formed {specify):

the claims, or said claims Nos. are s0 inadequately supported by the descrrptron that no meanmgful opinion
could be formed (specity): ‘

no rnternatronal search report has been establrshed for the whole appiication or for said claims Nos.

a meaningiul opinion could not be formed without the sequence lrstmg, the applicant did not, within the

prescribed time limit:

O turnish a sequence listing on paper complyrng with the standard provrded 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 if.

O 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 avarlable to the International Searching
Authority in a form and manner acceptable to it.

LI pay the required late furnishing fee for the furmshrng ofa sequence rrstmg in response to an
invitation under Rules 13ter.1(a) or (b).

a meaningful opinion could not be formed wrthout 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.

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

See Supplemental Box for further details

Form PCTASA/237 (April 2005)
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WRITTEN OPINION OF THE ‘ International application No.
INTERNATIONAL SEARCHING AUTHORITY - PCTAUS2006/019685

Box No. IV Lack of unity of inv_ention

1. O Inresponse to the invitation (Form PCTASA/206) to pay additional fees, the applicant has, within the
applicable time fimit: : ‘

[ paid additional fees ‘

[ - paid additional fees under protest and,j\;vhere applicable, the pfotest fee

[ paid additional fees under protest but the applicable protest fee was not paid
O not paid additional fees | | |

2. B This Authority found that the requirement of unity of invention is not cdmplied with and chose not to invite
the applicant to pay additional fees.

3. This Authority considers that the requirement of unity of invention in accordance with Rule 13.1, 13.2 and 13.3 is

[0 complied with
& not complied with for the following reasons:
~ see gseparate sheet |
4: Consequently, this report has been established in jrespect of the following parts of the intermational applicatioh:
all parts. |

O the parts relating to claims Nos.

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: Cla'lmsi 1-7
No: Claims
Inventive step (IS) Yes: Claims

No: Claims  1-13

industrial applicability (1A) Yes: Claims 8-13
No: Claims .

2. Citations and explanations

see separate sheet

Form PGTASA/ 237 (April 2005)



WRITTEN OPINION OF THE . * interational application No.

INTERNATIONAL SEARCHING ‘ | ,
AUTHORITY (SEPARATE SHEET) ; ; -PCT/U$2006/019685
Re ltemlll

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

1. Claims 1-7 relate to a subject-matter considered by this authonty to be covered by
the provisions of Rule 67.1(iv) PCT. Consequently, no opinion will be formulated with
respect to the industrial apphcabmty of the subject-matter of these claims (Art.
34(4)(a)(i) PCT). t ‘

Re ltem IV

Lack of unity of mvention

2. This Authority considers that there are 2 inventions covered by the claims indicated
as follows: : ;

[: Claims 1-13 directed to veterinary compositions comprisi‘ng
N-methyl-N-[3-(3-methyl-1,2 4-tr|azo|o-[4 3-blpyridazin-6- yt)phenyt]acetamtde
(compound A) and their use for the treatment and preventlon of noise phobiain a
companion animal ‘ : :

Il:  Claims 1-3, 5-8 directed to vetennary composntlons oompnsmg :
7-(3-pyridyl)pyrazolo[1,5-a}pyrimidine-3-carbonitrile (compound B) and their use
for the treatment and prevention of noise phobia in a companion animal

The reasons for which the inventions.ar_e not so linked és to form a single general
inventive concept, as required by Rule 13.1 PCT, are asffonows:

The problem to be solved by the present invention is o prowde a medicament for
treating noise phobia in companion animals. ‘

The proposed solution is touse a therapeutlcalty effectlve amount of a compound
selected from:

1) N-methyl-N-[3-(3-methyl-1,2,4- trlazolo-[4 3- b]pyndazm -6- yl)phenyl]acetamnde
~{compound A) and

2) 7-(3-pyridyl)pyrazolo[1,5-a]pyrimidine-3-carbonitrile (compound B)

The treatment of noise phobia represents the technical fe‘ature, which, a priori, unify
.the different compounds A) and B). - |

The treatment of noise phobia in animals has already been addressed in several
documents of the prior art (cf. e.g. D6-8). Anxiolytics are one group of drugs utilised

Form PCT/ISA/237 (Separate Sheet) (Sheet 1) (EPO-April 2005)
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| FOTISA/ES? (Separate Shest) (Sheet 2 (EPO-Apr 2008,
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 INTERNATIONAL SEARC

L Pcwuszoos/m 9685 |
_;.to treat noase phobla ﬁ[

B Consequently, the treatment :af nmse phobla can no longen serve as a smgie genera% L

et inventive concept linking the d:fferent’ compounds A) anc B), which have no other i
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documents
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S D2 US-A 160 850 (DUSZA ET AL) 8 December ¥ _,"92 it 992~1 2-08)
D3 US-A-4 281 ooo (DUSZA ET AL) 28 July 1981 (1981-07—28) cited in the-- -

'

| ‘fappﬂcauon

D4 SHULL-SELGER E A ET AL; "ADVANGES IN TPE UNDERSTANDING ANa‘f'-*“

 TREATMENT OF NOISE PHOBIAS" VETERH‘IQARY CLINICS OF NORTH -

) oyindustrial aﬂpﬂcabilny, s

(ALIR!GHT:ET;AL) 30 August 1988 @ 988—08-30) cxted in me:._- i

- - AMERICA SMALL ANIMAL PRACTICE, vol. 21, 21,0, 2 1991, pages 953-368,
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WRITTEN OPINION OF THE International application No.

INTERNATIONAL SEARCHING - | ,
AUTHORITY (SEPARATE SHEET) A PCT{USZOOB/O‘!%SS

1‘
XP008072672 ISSN: 0195- 5616
D5: CROWELL DAVIS SLLO -KANSAS CITY, MO., USA "Psychopharmacology
Part Il: anxiolytics, hormones, narcotic antagomsts and miscellaneous.”
PROC.CENT.VET.CONF (1998 MEET., 108-11) 6 REF AV - NO REPRINT

ADDRESS., 1999, XP009073323

D1: Treatment of anxiety or inducmg ‘sedation or hypnosis in mammals - by admin.
of 6-(3-acylaminophenyl)-1,2,4-triazolo-(4,3-B)pyridazine derivs. such as e.g.
N-methyl-N-[3-(3-methyl-1,2,4-triazolo-[4,3-b]pyridazin-6-yl)phenyllacetamide
{compound A). Tests were done in animals. The compounds are administered in
amounts ranging from about 0.1 mg to about 20.0 mg/kg of body weight per day.

D2: Pyrazolo(1 ,5-a)pyrimidine-s-carboxamide derivs. such as eg.
7-(3-pyridyl)pyrazolo[1,5-a]pyrimidine-3-carbonitrile (compound B) are neurotropic
and anxiolytic agents - useful for the treatment of cognitive deterioration, anxiety and
hypertension in mammals and more particularly in animals. :

D3:  7-Heterocyclyl-pyrazolo-(1,5-A)-pyrimidine de;rivs. such as e.g
7-(3-pyridyl)pyrazolo[1,5-a]pyrimidine-3-carbonitrile (compound B) - useful as CNS
active agents esp. anxiolytics in mammals. The compbunds are administered in
-amounts ranging from about 0.1 mg to about 20.0 mg/kg of body weight per day.
Tests were done in animals.

D4-5: Use of anxiolytics for the treath\ent of noise phobias in companion animals.

4.  a) The present application does not meet the criteria of Art. 33(1) PCT, because the
subject-matter of claim 8, i.e. a veterinary composition which comprises a veterinary
pharmaceutically ~acceptable carrier and an | effecive amount of
N-methyl-N-[3-(3-methyl-1,2,4-triazolo-[4,3- b]pyndaZm 6-yl)phenyijacetamide
(compound A) or 7-(3- pyndyl)pyrazolo[1 5- a]pynmldlne~3-carbomtnle (compound B),

~ is not new in the sense of Art. 33(2) PCT.

The document D1 already discloses pharmaceutical composmons for mammals
- comprising compound A.

The documents D2-3 already dlsclose pharmaceutical cornposmons for mammals
compnsmg compound B. :

Form PCT/SA/237 (Separate Sheet) (Sheet 3) (EPQ-April 2005)
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b) Dependent claims 9-13 do not s_eerrr to contain any features which, in combination

with the features of any claim to which they refer, meet the requirements of the PCT
in respect of novelty and/or inventive step, see documents D1-5 and the
corresponding passages cited in the search report.

5. a) The present application does not meet the criteria of Art 33(1) PCT, because the
subject-matter of claim 1 does not rnvolve an inventive step in the sense of Art. 33(3)
PCT. | :

The documents D4-5 are regarded as" being the closest prior art to the subject-matter
of claim 1, and disclose the use of anxiolytics for the treatment of noise phobias.

The subject-matter of claim 1 therefore differs from D4-5 in that compound A or B are

used to treat the noise phobra |

In the tests of the present application, it was shown that behaviors such as panting,
~ trembling, withdrawal, scanning and vocalization were significantly ameliorated. The

dogs treated with compound A or B had slower trembling score. Sedation, ataxia and

disorientation were not observed.

The problem to be solved by the present invention may therefore be regarded as the
provision of an alternative treatment for the therapy of norse phobia.

The solution proposed in claim 1 of the present applicatiojn cannot be considered as
involving an inventive step (Art. 33(3) PCT) for the follovaing reasons.

itis already known from D1-3, that compounds A and B are useful anxrolytrcs for the
treatment of anxiety in mammals. :

Testing further anxiolytic agents such as compound A‘dr B thus would be a matter
of routine for the man skilled in the art aiming to find @ new medicament for the
treatment of noise phobia, ‘

This is all the more ‘true as e. g D2-3 do not reveal any sedative or other
disadvantageous effects of the drug B.

‘The subject-matter of claim 1 thus ifS rendered ob‘viousj by the teaching of D1-3 in
combination with D4-5 and does not involve an inventive step (Art. 33(3) PCT).

Form PG T/ISA/237 (Separate Sheet) (Sheet 4) (EPO-April 2005)
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" b) Dependent claims 2-7 do not seem to contain any features which, in combination
with the features of any claim to which they refer, mest the requirements of the PCT
in respect of inventive step, see documents D1-5 and the corresponding passages
cited in the search report. |

6. For the assessment of the present claims 1-7 on the questlon whether they are

industrially applicable, no unified criteria exist in the PCT Contracting States. The

~ patentability can also be dependent upon the formulation of the claims. The EPO, for

example does not recognize as industrially applicable the subject-matter of claims

to the use of a compound in medical treatment, but may allow 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.

Form PCT/ISA/237 (Separate Sheet) (Sheet 5) (EPO-Aprif 2005)
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