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Injectable Veterinary Composition for Small Animals
. This invention relates to the use of non-steroidal anti-inflammsatory drugs
(NSAIDs), particularly the formulation of such drugs in solutions suitable for injection,
especially for use in veterinary medicine for the purposes of treating small animals, such
as companion animais, -

Background of the Invention

Non-steroidal anti-inflammatory drugs find wide application in the treatment of
inflammatory conditions 'and the alleviation of pain in veterinary and human medicine.
Such drugs are often characterised by the presence of a carboxylic acid function or
derivative thereof Examples of such non-steroidal lanti-inflammatories include
carprofen, ibuprofen,” ketoprofen, benoxaprofen, naproxen, sulindac, zomepirac,
fenclofenac alcofenac, ibufenac, flunixin and indomethacin. The administration of such
compounds perenterally can present the difficulty of local irritation and induce
haemolytic side effects.

In EP-A-0 280 887, Ferro and Steffen teach the formulation of NSAIDs, by
utilising salts of cholanic acid and certain lipids to form mixed micelles in agueous
systems. These compositions have reduced side effects, in comparison with conventional
formulations, when administered by injection to dogs.

Objects of the Invention
It is an object of the present invention to provide novel pharmaceutical
preparations of non-steroidal anti-inflammatory drugs suitable for injection. It is a further
object of the invention to provide such preparations adapted for the provision of analgesia
in small enimals, especially companion animals.

Summary of the Invention

It has been surprisingly found that NSAIDs, preferably carprofen (6-chloro-g-
methyl-carbazole-2-acetic acid) or a salt thereof, most preferably carprofen in the form of
its-arginine or lysine salt, can be readily formulated in aqueous systems. by the use of
certain pharmaceutically acceptable synthetic polymer agents to the effect that the
problems of local irritancy and haemolysis associated with conventional formulations of

these drugs are avoided or at leagt greatiy reduced.
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. understood by those skilled in the art that a useful lower range of from about 0.25% (w/v)
may be employed where small volume changes in delivery volume are not significant,

e.g. in treating felines with a non-steroidal enti-inflammatory compound such as
carprofen. :

Arginine may be present in an amount from about 1% to 20% (wi/v).

. The poloxamers are generally present in an amount of from about 2 to 12% (w/v).

4

Moreover an organic solvent can be also present with the poloxamer, generally in the -

range of about 0.5 to 20% (w/v), in which case the poloxamers can be present in an
amount from 1% to 12% (w/v).

A poloxamer generally confirms to the formula
HO(CH;CH,0)(CCH;HCH;0),(CH2CHa),H, wherein x, y and z are variables which are
independently and selectively controllable. The values of x, y and z are respectively
whole numbers in the range 2 to 128 and represent target values which will vary slightly
according to commercial sources. An example of a preferred poloxamer is
HO(CH;CH;0),5(CCH3HCH;0)30(CH,CHz)psH.

.The present invention provides an aqueous injectable composition comprising
carprofen or a physiologically acceptable salt thereof in an amount of from at least 0.25%,
preferably 0.5% to 30% (w/v), a polymeric species selected from the group of
polyoxypropylenefpolyoxyé&ylene block co-polymers in the amount of from 0.5% to

" 20% (w/v), a preservative and water sufficient for injection.,

According to the invention there is also provided a method of producing a room-
tr.mperamre stable injectable aqueous composition for veterinary use comprising bringing
together carprofen or a physiologically acceptable salt and a poloxamer, and adding
sufficient water for injection. Additionall); preservatives may also be included.
Preferably the poloxamer is HO(CH,CH;0)s(CCH;HCH20)30(CH>CHa)ysH.

Furthermore the imvention  also relates to the wuse of

polyoxypropylene/polyoxyethylene block co-polymers for the manufacture of locally
tolerable aqueous injection solutions of non-steroidal compounds.

. — bk e mE—— e s
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 Ex e4d

_ Carprofen 5.0% wiv
. L-Arginine EP 3% w/v
" Lutrol F68 (poloxamer 188, NF EP) 12% w/v
Propylene Glycol 20% wiv
Water for injection ad 100% wiv

Example 5
Carprofen 5.0% w/v
L-Arginine EP 3% wiv
Lutrol F68 (poloxamer 188, NF EP) 3.5% wiv
Propylene Glytol 20% w/v
Water for injection aci' 100% wiv

Example 6
Carprofen 5.0% w/v
L-Arginine EP 3.1% wiv
Lutro] F68 (poloxamer 188, NF EP) 5% w/v
Propylene Glycol 20% w/v
Water for injection ad 100% w/v

Example 7
Carprofen 5.0% wiv
L-Arginine EP 3.1% wiv
Eutrol F68 (poloxarher 188, NF EP) 5% wiv
Water for injection ad 100% wiv

Example 8
Carprofen 5.0% wiv
L-Arginine EP 3.1% w/v
Lutrol F68 (poloxamer 188, NF EP) 7% wiv
Propylene Glycol 20% wiv
Water for injection ad 100% wiv

- e - [ e e S e n v 8w s e e wm s = = o o - e w s
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. Example 14

Carprofen 5.0% wiv

L-Arginine EP 3.3% wiv

Lutrol F68 (poloxamer 188, NF EP) 5% w/v
Benzyl Alcohol 1% wiv

‘Water for injection ad 100% w/iv

Example 15
Carprofen 5.0% wiv
L-Arginine EP 3.1% wiv
Lutrol F68 (poloxamer 188, NF EP) 5% w/v
Benzyl Alcohbl 1% wiv
SFS 0.25% wiv

Water for injection ad 100% wiv

Example 16
Carprofen 5.0% whv
L-Arginine EP 3.1% w/v
Lutrol F68 (poloxamer 188, NF EP) 5% w/v
Benzyl Alcohol 1% w/v
SFS 0.1% wiv
Water for injection ad 100% wiv

Esample 17
Carprofen 5.0% wiv
L-Arginine EP 3.1% wiy
Lutrol F68 (poloxamer 188, NF EP) 5% wiv
Benzyl Alcobol 1% wiv
SFS 0.4% wiv

Water for injection ad 100% wiv

e g —— i e e -
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A comparison was made with the prior art formulation (derived from
EP 0280 887) that uses about 26% (w/v), of cholanic acid and lecithin, in a similar
slrength carprofen formulation. This formulation demonsirates bicequivalence to the
aforesaid cholanic acid/lipid formulations but utilises only 5% (w/v) of the inventive

polymeric surfactant additive. Thus compositions of the present invention can

substantially redupe_ the burden of auxiliary ingredients injected into the subject on
treatment. These formulations have also been found to have low side effects, with no
injection site reactions such as swelling, hardness, sofiness, heat, redness or pain being
observed during studies involving dogs. ) -

A further benefit of compositions according to the invention is that of room
temperature stability. , A trial lot of the formulation given in the example has been studicd
over a period of eleven months at ambient temperatures without loss of potency being
observed. The trial lot was assayed as containing 5.16% carprofen on manufacture,

5.10% after seven months, and 5.26% after eleven months, these apparent differences .

being accounted for by slight moisture loss. Currently available formulations typically
require controlled chilled storage at 2-8 C, i.c. refrigeration, cool room, or chiller cabinet
storage.

A study was undertaken with a view to evaluating the mean levels of carprofen
found in dogs following the administration of a dose of approximately 4 mg/kg of a
composition according to the Example in comparison with results obtained by
administration of & commercially available product of comparable strength.

The results of the pharmacokinetic study are tabulated below and shown
graphically in Figure 1. . The Table compares the meen plesma concentrations of
carprofen found in dogs after subcuteneous injection of carprofen at a dose of
approXimately 4mg/kg using a commerciaily available formulation, and using the
formulation given in the Example. Stafistical analysis of these results' confirmed
bioequivalence in accordance with European Guidelines (Volume 8 of
EMEA/CVMP/016-00/Final).

——r p— o p———— = i ——

7
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CLAIMS

1.  An injectable aqueous composition for veterinary use containing & non-steroidal
anti-inflammatory compound in an amount of from about 0.5 to 30% (W/v) together with
a physiologically acceptable oxygenated polymeric surfactant in an amount of from about
0.5 to 20% (wv).

2, An injectable aqueous composition according to Claim 1 wherein the non-
steroidal anti-inflammatory compound is selected from the group consisting of carprofen,
ibuprofen, ketoprofen, benoxaprofen, naproxen, sulind,ac, zomepirac, fenclofenac,
aleofenac, ibufenac, ﬂ'umxm and indomethacin. '

3. An injectable aqueous composition according to Claim 2 wherein the non-
steroidal anti-inflammatory compound is carprofen (6-chloro-a-methyl-carbazole-2-acetic
acid) or a physiologically acceptable salt thereof.

4. An injectable aqueous composition according to Claim 3 wherein the carprofen
salt is in the form of an arginine salt.

5. An injectable aqueous composition according to Claim 3 wherein the carprofen
salt is in the form of a lysine salt.

6. An injectable aqueous composition according to any one of Claims 1 to 3 wherein
the non-steroidal anti-inflammatory is present in an amount of from about 2.5 to 7.5%
(wh).

7. An injectable aqueous composition according to any one of Claims 1 to 3 wherein
the non-steroidal anti-inflammatory is present in an amount of from about 2.5 to 5%
(wiv).

8. An injectable aqueous composition according to eny one of Claims 1-7

comprising arginine in an amount of from about 1 to 20% (w/v).

R R e - v e my e i s - e




10

///
WO 03/082340 PCT/GBOO1404
. 13

selected from the group of polyoxypropylene/polyoxyethylene block co-polymers in the

amount of from 0.5% to 20% (w/v), a preservative and water sufficient for injection.

15. A method of producing a room-temperature stable injectable aqueous composition
for veterinary use comprising bringing together an effective amount of carprofen or a
physiologically acceptable salt thereof and a poloxamer, and adding sufficient water for
injection.

20. A method according to Claim 19 wherein the poloxamer is
HO(CH2CH;0)(CCH3;HCH20)y(CH,CH;),H wherein x is sbout 75, y is about 30 and z is
about 75. ! '

2]l. A method of producing an injectable aqueous composition according to Claims 19
or 20 wherein said method further comprises the inclusion of a preservative.

22.  An injectable aqueous composition for veterinary use according to any one of the
Examples 1 to 19 hereinbefore.

23. A method of producing an injectable agueous composition substantially as
described in the Example 1.

24. The use of polyoxypropylene/polyoxyethylenc block co-polymers for the
manufacture of locally tolerable aqueous injection solutions of non-steroidal compounds.

- P ] — e b e w Y
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PCT

International Application No.

REQUEST
International Filing Date

The undersigned requests thal the present
international application be processed .. . ] N
according to the Palent Cooperation Treaty. Name of ru:wmg Office and “PCT Enternationsl Application

Injactable Veterinary Composition for Small Animails

BoxNo.11  APPLICANT [C] ‘mis person is also inventor
Name and address: (Family name fllowad by given neme; alq-hurrga.jbﬂqmcbldn Telephone No.

e e o e oty o b e | 038 302 64435

Facsimile No.

Norbrook Laboratories Limited 028 302 61721

Station Works Telcprinter No.

Newry

BT35 6JP ticant's registration No. with the Offi
County Down, Northern Ireland Applicunt’s regisimin No.wei h

[ Statc (that is, comiry) of nationalily: State {Hhat i, country} of residence:

United Kingdom United Kingdom
R e R Gmaeree, [heey [kl

Box No. 1l FURTHER APPLICANT(S) AND/OR (FURTHER) INVENTOR(S)

Nlm= and lddren (Fmbmnﬂbﬁdbyrlm Tgrllqdmmﬂnﬂddﬁ% This person is:
mumwm& Stts (that is, counry) of nxidencs nsmqr Ir indicarefbelns,) D applicant only
BLAKELY, William . .
79 Ch ap el Road E applicant and inventor
Killeavy, Newry inveaior only (U this chect-bun
[ ] o n L
County Down BT35 8.2 Applicant’s registration No. with the Office
Northern Ireland '
State (that Is, coitrntry) of nationality: State {thar is, couniry) of residence:
United Kingdom United Kingdom
Thia person is applicant D°all designated all designated Stawa except the United States the States indiested in
for the purposes of: Stals tha United Statea of America of Americe only the Supplememal Box

m Further applicants and/or {funther) inventors ere indicated on a continuation sheet.

Box No.1V  AGENT OR CONMMON REPRESENTATIVE; OR ADDRESS FOR CORRESPONDENCE

The person identificd below is herchy/has been appointed 1o act on behalf E agent common
of the applicant(s) before the ¢ompetent International Authoritics as: represenlative
N d add p .
ame an ress: ﬁ; ﬂ“mﬂ:omlz-mﬁ grdclqdelmr_l s full afflcial dexignarion. T;I;ih;n; Blg 6000
Fitzpalricks Facsimilc Na,
4 West Regent Street 0141 306 9080
Glasgow Teleprinter No,

G2 1RS
United Kingdom

Ageot's registration No. with e Olfice

Address lor correspondence: Maik this check-box where no niem or conimon representative isfhas iwen pppoinwed £nd the
space ubave ix used fustead W indieate o speciol address w which correspondence should be sent.

Foru FCT/ROAOL (Aest shiowt} (March 3001: reprint January 2000) New Vulex to e requies; firm
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Continuation of Box Ng. 11

FURTHER APPLICANT(S) AND/OR (FURTHER) INVENTOR(S)
If none of e jollowing sub-boxes It uvad, this sheer shonld not be included in the request.

Name and sddress; (Familenwne fllowed by given name; for a legal entlty. full official designation.
wkirest must inciute couniry of the adkress indicated in this

B ethe eyt Sums v . e et P St of esidnce s e efore)

CROMIE, Lillian

65 Old Warrenpoint Road

Newry, County Down

BT34 2PN

Northern ireland

This person iy:
D epplicant only

IZ] applicant and inventor

inveator only ([f'tAis check-bax
is marked, do not fill in balow,)

Applicant’s registration No, with the Office

United Kingdom

State (the ir, country) of nationality: State {that iy, country) of residence:
United Kingdom United Kingdom
or epuporgt . [(Jaae= CJRGERITLm. ety [0k
e e el g sl Kl iy, | i oot
Bax isthe opplicant s Swate {that s, country) of residence |fo Stata of revidence is indicated beiow,) D applicant only
DUFFY, Sean m epplicant and inventor
3 New Road D inventor ot:lg (If thix check-box
Silverbridge Is marked, do not fill in below,)
Newry' County Down Applicant’s registration No. with the Office
BT35 9PG, Northem Ireland

[ St (thet & couniry) of nationality: State (rhat is, country) of residence:

United Kingdom

Bax s the applleant s Stuie (thut s, comnry) qf residence ifno Siate of resi is indfcutod beleny:)

lhll person Is .pl'lllﬂl“ ull IL"II“IIH’ all hlm‘lﬂlﬂl States uql r! the Unied Staics the Slah.'i indicated m
!br lh,g P“rpu. of D sulﬂ D the United Stacs of America v of Americs “I! the Sl.ppl:nln'llﬂl Box
N d - ‘Fﬂ"" d '.w nome; L ‘w ant |whﬂ icial hﬁ“‘"”’- o

WTE &an m’ b mﬂ b' L ﬁ' w 11“' pﬂ!ﬂn (17

D opplicant only

D applicant and inventor
D il_:lwenmr nlll‘): (1f this check-box

not fill b badow)
Applicant's registration No. with the Officc

Sate (that k. country) of nationakiy:

State (rhat Is, country) of residence:

This persen is applicent

1l designand
for the purposcs of: Staics T

[:] Staics D D

ll designoted Siates except
I.he Unmhm E;Ammu

the United States

the St ndicmied i
of “l, ates 1ndic m

the Suppicmental Box

N d address: i i : wtity, firll afficial dax
The ey e ehuke pogiol eod e nomr oy e ot o s et et

cCountry.
Bavxis the applicens s State thur s, mmuq-)c{mkhm?m&mafn it indicated balow )}

Thia person is:
D applicant only

D applicant and invenior

inventor only {if this check-bux
is marked, do noi fill in below.)

Applicant’s registration No. with the Office

State fihot is, cvuntry) wf nationality:

State fehat ix, venmiry} of residence:

This persou is applicant

all designatnd
for the purposes of

ol desipnaned Sites eacept
Sinicx

the United States of Ameriea

L

the Unitedd Siaies

the Siates ndicawed in
ol Ameriea anly

the Supplemental o

D Further applicants and/or (fuather) inventoes ane indiealed on nugther continuation shect.

Form PCT/RQ/1DT (continuanon sheet) (March 2000 reprint Jumuary 2003)

Sevs utes to the apnes foem



Shect No. ...3...

Bax No. ¥V DESIGNATION OF STATES Mark the appliceble check-buxes below:; af feust onre mict be marked.

The following designations arc hercby made under Rulc 4.9(a):
Reglonul Patent

B AP ARIPO Patent: GII Ghano, GM Gambia, KE Kenyn, LS Lesotho, MW Mulawi, MZ Mozambigue, SD Sudan,
SL Sierre Leone, SZ Swaziland, TZ United Republic of Tanzania, UG Uganda, ZM Zambia, ZW Zimbabwe, and any other
State which is a Contracting State of the Harare Protocal and of the PCT (}fother kind of proiection or treatment dexsired,
specifyondolied INe) . ... .. ... .oe. it e i s sr e rea et rere e n e,

EA Eurmiun Puteat: AM Armenia, AZ Azcrbaijan, BY Belorus, KG Kyrgyzstan, KZ Kazakhstan, MD Republic of Moldova,
RU Russian Federation, TJ Tajikistan, TV Turkmenistan, and uny other State which is a Contracting State of the Eurasian
Patent Convention and of the PCT

® EP European Patent: AT Ausiria, BE Belgium, BG Bulgaris, CH & L1 Switzerand and Licchtenstein, CY Cyprus, CZ Cxech
Republic, DE Germany, DK Denmark, EE Estonia, ES Spain, FI Finland, ¥R France, GB United Kingdom, GR Greece,
IE Ireland, IT Iwly, LU Luxemboury, MC Monaco, NL Netherlands, PT Portugal, SE Sweden, 81 Slovenis, 5K Stovalda,
‘TR Turkey, and any other Smte which is a Contracting State of the European Pateat Convention and of the PCT

® OA OAPI Patent: BF Burkina Faso, BJ Benin, CF Central African Republic, CG Congo, CI Cdte d'voire, CM Cameroon,
GA Gabon, GN Guinea, GQ Equatorial Guines, G\ Guinea-Bissau, ML Mali, MR Mauritanis, NE Niger, SN Senegol,
TD Chad, TG Togo, and any other State which is 2 member State of OAPI and a Contracting State of the PCT (iforher kind

of protection or treaimant desired, speclfyon dored in) . ... ... ... . . ieiii ittt eaniiaaan e ranen
Netlonal Patent (if other kind of proteciion or ireaimentdesired, specify on dotted ling):
B AE United Areb Emirates . ... ........ B GM Gambia K NZ New Zealand ................
0 AG Antigus and Barbuda & HRCroatie .........covnvennnnn. (8 oM Oman
B AL Abanin........,eeviinaeees WHUHugary ... OB PH Philippines..................
B AMAmenig. ..o B 1D Indonesia BEPL Poland..........coevnnnnnnn.
WAT Avmtrin. ...t WIL Ismel.. oo, B PT Portugal ...l
& AU Australin. ... B IN indin....... e rereereeee. .. ® RO Romania
® AZ Azerbeijon...... e ® IS Iccland & RU Russian Federation . ...........
& BA Bosniaand Herzegovina . ........ ®Jr B T
& Br Babudos ® KE Xenya..... e erareeraaeaens SC Seychellcs
X BG Bulgann. .......coeerenennen. B KG Kymyzstan........oeeevnn... & sp Sudon
BIBR Brazil ........ccevvnnnnen.n. KP Demoeraric People’s Republic SE Sweden
R BY Belarus.............cceeee ofKorem.................. SG Singspore
RIBZBelize........c..covvven v, 0 KR Republicof Korea............. SK SIovaKiD .. ...vvrnrrenan.
& cA Canade ¥ KZ Kazakhstan.................. & SL Siermleone.........cc......
¥ CH & L1 Switzeriond and Liechienssein 3 LC Saint Lucin BT Tejikisen.........ooonnnn. ..
BWeNChinm. ... @ LK SriLanka T Turkmenisthn . .. vevennnannns
® co Colombia @ LR Liberia TN Tunisia
CR CosmRita.........cooevunn.. WLS Lesotho.........eeeenenns. B TR Tukey.....covvineennnnnn.
Wcucuwa............ooooen.l. (8 LT Lithusnia 88 1T Trinided and Tobago ..........
® ¢z Crech Republic. . ............. O LU LuxembourtgE ™ e e
B DE Germany.........ocvvnnnnnns B LV Lawvia B TZ United Republic of Tanzanin
R DKDenmark...........ovvunnnns ” MAMOMECO . ..vnv vt iienniinanas R UA Ukmine .....oeeeeeennn..
E pM Dominica X MD Republic of Moldova . ........ B vG vganda .. ...... U
WDz Algerin......ooois e e & US United Siates of America . .. ...
W EC Ecusdor............onennnn. T
® EE Estonia...................... & MK The former Yugosiav Republicof ) UZ Uzbekisten.................
ES Spoin ......oooiiiieiiiiiines Macedonia . ...........c...... W vC Saint Vincent and the Grenadines
@A Finland......... o eeeiaieaann X MN Mongotia B vN VietNem ...
& GB United Kingdom X MwMalawi . ... s ® YU Yugoslavia .............
® GD Grenade W MXMerico.....ooevnrveninnnnns R ZA SouthAfriea................
B GEGeomgia.........ocvvernnnnns ¥ MZ Mozambique. ................. & zm Zambin
BWGHGhana..................... & NO Norway B ZwZimbobwe.........evrnen..
Check-boxex below teaen ed for designating States which have become purty 1o the PCT afier issuance of this shew:
® NiNcapgua .. . .. .. ... I 0
I O,

Precautisnary Desiguation Stalement: In addition to the designations mmde above, the applicant also makes under Rule 4.9¢{b) all
other designations which wuuld be permitted under the PCT except any desigaation(s) indieated in the Supplementnl Hox as heing
exclucled (rom the seopue of this statement. The applieant dectires that thuse sdditional designutions wre subject i confirmation s the
any designation which is not conlirmed belorg the expiration of 15 onths from the priority date is to be repanhsd s withdr .o sy Gie .
applicant at the expiration af thal lime limit. {Confiruationfinclikngfees) unztreachthe receivin: Officr ciliadie -panthdeeliab) ;

Form PCI/ROANO] (second shewt) (January 2001) S Nodes to the niest Joom



Shest No. .. 4. ..

Box No. VI PRIORITY CLAIM

‘The priority of the following carlicr application(s) is herchy claimed:

Filing dote Number Where earlier application is:

of earlicr application of carlicr application

regional Office receiving Offiee

(day/month/year) ";:Lﬁg:‘l’. “:rlrtlil:,c':': regional application:* | international application:
of WTO

item (1) .
02/04/02 0207529.9 United Kingdom
02 April 2002

item (2)

item (3)

item (&)

item (5)

D Further priority claims arc indicated in the Supplemental Box

The receiving Office is requested o prepare and tansmit to the Internationel Burenu a certified copy of the carlier application(s) fonly

if the earlier appliceiion was filod with the Qffice which for the purpases of this international applicotion iy the recelving Office) identified
above ps:

] allitems tem() [ item@ [J iem@ [J item@ [J item(sy [ §ﬁ',f;im”iml Box

Industrial Property ar one Mamber of tha World Trade Orgonkation for which that enrlier application was filec! (Rule 4. 10(5)(H)): . . ..

* Where the earlier application is an ARIPO Wlmﬁm. indicate at lvast one country porty to the Paris Convention for the Proteciion of

Box No, VII INTERNATIONAL SEARCHING AUTHORITY

Choice of Internationol Searching Authortty (ISA) (if wo or niore International Searching Authorities are compeiant fo carry out the
International search, nlcure the Authariny chusen; the avo-letter code may be nsed):

..................................................................................................

Request to use results of earlier search; refcrence to that search (ifon earlier search hax been earried out by or resprested from the
Intsrnaviomil Searching Awlwriny):

Date (awimondivar) Number Counuy (or regional Office)

Box Ne. VIII DECLARATIONS

The following declarations are contined in Boxes Nos. VIII (i) to (v) (mark the applicable Number of
check-boxes below ennd Indlicute In the right colmn the number of soch typa of decloration): declarntions
[0 BexNo. viit i) Devlasution as to the identity of the inventor

D Box No. VIII {ii) Declaration as to the applicant’s entitiement, os at the international filing

dute. w0 npply for and be granted a patent

D Hox Na. VIII {iii) Ixelaration as lo the applicunt’s entitlement, as at the internationnl filing
date, tv claim the priwicy of the curlier upplication

D Box Nu. VI (iv) Declurution of inventurship (only for the purposea of the designation of the
Unpted States of Americn)

D 3ox No. VILI {v) Decluntion us to non-prejucieiul disclorured or exeeptions to luck ul mively

Form PCT/ROVI0N (ihind sheet) (July 2002: 1eprint January 2003) Xre Norex m the negqinst forar



SheetNo. ...,

2

Box No. IX

CHECK LIST; LANGUAGE OF FILING

This internalional applicntion eoutains:

{a) In paper form, the following number of
sheets :

t {includi
Cimdon o) 5

detcriplion {excludin
sequence listings or
tables related thereto) 10

claima : 3
abstract : 1
drawings :
Sub-total number of sheets :
scjuence listings

tables related theroto

% hﬁ_ ?gl,ﬂl mumbsr of
sheers i Ji paper
uﬁatlnrormtnnbu ledt i
conipuler reackble jarm:
Je8 (c) below)

Total number of sheets

20

20

(b) CJ ooly In computer readable form
*= (Scetion 30L{a)i))
(i) [ sequence listings
(i) O wbles related thereto
{c) [J also in computer readable form
{Section 301(a)ii})
(i) &0 sequence listings
{ity OO 1ablcs related thereto
gﬂpe und aumber of earriers (diskette.

ROM. CD-R or other) on which are
conliined the

(acditional coples to be indicated inder
lrgms 9(il) anclfor 10(ii), In right coltmn)

This international application is accompanied by the following
item(s) (mark tha applicabie check-buxat below und indicate in
right colwmn the number of each irem):

1.0 fec calculation sheet
2. [0 original scparate power of attomey
3. O original gener! power of attorney

5.0
6.0

7.0

sutermnent expluining lack of signature
iority document(s) identified in Box No. VI as

[ i

tmnsistion of internationnl application into

(longuage):

----- P N T R S R R

Number
af items

[0 scparaie indications concerning deposited microorganism

or other biological material

9.0 ;I?dt::l::};;l‘l‘lxdl: unmpu; cl;ﬂdlblﬂ farm

i copy submitted for the purposes of international sesrch under
o0 n.ﬁ! 13teronly (and noptuu part of the intemational wpplicstion) :

(i) T (oniywhere check-bax (b)(l) or

(i) ir marked in le/t col

additional copics including, wﬁu applicable, the eupy“?;?the

purposcs of international search under Rule 13ter

(iii) O together with relevant statement a1 to the identity of the copy or
copics with the sequence listings mentioned in left cotumn :

10. C] zbl in computer readable form retated 10 sequence listings

te type end number of carriers)

i bmitted for th fi tional search und
O o Y Ta(e-cumtor o ot w5 vt oF ke ol

application)

(i) 1 (only wharecheck-box (?au ar {c)(ii) s marked in left colummn)
ing,

addinionol copics inclu

wlcre applienble, the copy for the

purposes of international search under Section 362(b-gucrrer)
{iii) [ together with relevam starement s to the identity of the copy or

copicy with the tables mentioned in left column
11 [ other fapecify: Foteots Fom 2307...............

Figure of the drawings which 1 Language of filing of the English
should necompany the abstract: international application: ngls
BoxNe. X  SIGNATURE OF APPLICANT, AGENT OR COMMON REPRESENTATIVE

Next ta coch sigwiture, imficute the roaie of the person stpning ard tha capacity it vhich the person sigra (if s copucify Is ol obvivis from reaing the naguest).

TN - ey .7 (;
Eric Ede
{or Fitzpatricks
{Agent for the Applicant)

Date: 28 March 2003

1. Date of actual reecipt of the purported
international upplication:

For receiving Office usc only

timely received
the purported international application;

3. Corrceted date of actual receipt duc 1o later but
papers or drawings completing

sined
1{2):

4, Dute of timely reecipt of the
correetionsg under (T Aricle

5. Incrmnional Seamching Authasity
(if two ar more are campetam):

ISA/

Transmittal of scaech copy delayed
until semch fee is paid

0

Dae of reeeipt uf’ the iceond copy
by ihe nternauonal Burgau:

Uar Infernational Rurcuu usc only

Form PCT/RVIOL (laxt sheet) (anuary 2003}

~r—a

Sev Nutox 1o tine regreext fum



PATENT COOPERATION TREATY

e o >3
From the RECEIVING OFFICE ; wey §
To: - ._. L : PCT
Fltzpatricia - :
4 West Regent Street GN . NOTIFICATION OF THE INTERNATIONAL
Glasgow . APPLICATION NUMBER AND OF THE
& 3 INTERNATIONAL FILING DATE
i (PCT Rule 20.5(c))
G2 1RS : / Z
" ¥7/6 § | ¥ Date of maili
\TANU(78] Pt 09 APR 2003

Applicant's or agents's file reference

32/6408TWO . IMPORTANT NOTIFICATION

International spplication No. International filing date  glaviwenitivar) Priority date ayimant/ear)
PCT/GB2003/001404 31/03/2003 02/04/2002

Applicant

Norbrook Laboratories Limited ot al

Title of the invention

Injectable Veterinary Composition for Small Animaly

1. The epplicant js hereby notified that the intemational application haa been sccorded the international application number and
the internationa) filing dete indicated above.

2. ‘The applicant is further notified that the record copy of the international application:

RN A R |
was tranmmitted to tho International Burceu on B kil wilbi )

D hes not yet been transmitted to the International Bureau for the reason indicated below and e copy of this
netification has becn sent to the Internstional Bureau*:

D because the necessary national security clesrance has not yet been obtained.

D because (reussw i be gpacifad):

* The Intcrnational Bureau monitors the tranamittal of the record copy by the receiving Office and will notify the applicant
(with Form PCT/IB/301) of its receipt. Should the record copy not have been received by the expiration of 14 months  from
the priority date, the International Bureau will notify the applicant (Rule 22.1(c)).

Name and mailing address of the receiving Office Autharized officer
The Patent Office PHl £
CardifT Roud, Newport A IRAss
Wi .
FacsimileNo, o0 Wales NPIO 80Q Telsphone Mo, 81633 31493

T

Farm PCT/RO/105 (July 1992)

e Ay m
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The demand nust be filad divecly wilt the conygaetent Intornntionsd Prelimimay Exoming swthoeite or, i o or mere dutharities are compe, g,
with the ane chesen By the epplicent. The fidl meane o wo-lestor cinde of thor Auchority may e indicated e e applicoan o e line below:

IPEA/
PCT CHAPTER I
DEMAND
under Article 3| of the Patent Cooperation Treaty:
The undersigned requests that the international application specilicd beluw be the subject of
internatignal preliminary examination according to the Patent Caoperation Trealy and
hereby elects all eligible States (except where otherwise indicated).
For International Preliminary Examining Authority use only
Identification ol [PEA T Elﬁof receipt of DEMAND
BoxNo.1 IDENTIFICATION OF THE INTERNATIONAL APPLICATION %‘g}:’;}&%%’;'wg‘ reference
Internatianat application Na. Intcrmationel fling datc (dawmenthAwar) (Estliest) Priority date {dawmonih/ear)
PCT/GB03/01404 31 March 2003 (31/03/03) 2 April 2002 (02/04/02)

Title of invention .
Injectable Veterinary Composition for Small Animals

Box No. 11 APPLICANT(S)

. e mwie: for a ; i Telephone No.
N B e e et o e e {4 ol decpars | 0 302 64435
Norbrook Laboratories Limited [Facsimile No,
Station Works 028 302 61721
Newry Teleprinter No.
BT35 6JP ]
County Down, Northern Ireland Applicant’s regisiration No. with the Office

Swae (tnar b, cvniniry) of nationaliny: State (rhat ix. cormiry) of residence:
United Kingdom United Kingdom
e = e e

Name and address: (Fanily meve Slkned by given name: for o legeel ensity, Sl officinl desipnotion, The addrats naa includs pastel codks and name of aneiry,)
BLAKELY, William

79 Chapel Road

Killeavy, Newry

County Down BT35 8JZ

Northern Ireland

Swte fthat is. counryy of wationality: Slnlc_ (that i.r._ counrry) of residence:
United Kingdom United KlngQm o

Name and address: (Fumily s flkmd by ghvem wanic: fir w feyel evity, fill ulficial desipnutin,  The akineo s inghele pavl cuke imad neane of couniry.)
CROMIE, Lillian

65 Old Warrenpoint Road

Newry, County Down

BT34 2PN

Northern Ireland

r— e - ——— e . o e ———— o —

State filnd is, cowrevy of nakioniliny: Stale fthat is, conntryd of residenee: o -
United Kingdom _ _United Kingdom

D Furilu apphicans are mdicined on a conimantion shoegt,

Form PCTAPEAMOL (1irst sheet) tMarch 2001 reprint July 2003) Sev Nowes q the .!r-m.mdﬁm:l



=z.J

i application No.
Sheet No. 2. Intcmational application No.

PCT/GB03/01404

Coutinustion of Box Na. 1§ APPLICANT(S)

If none of the_following sub-bovey is usexl, this sheet shoufd not be included in the demand

Name and address: (Fomily nopwe folkrwed by give: rome: for a lagal entity, fill afficiol devigaation. The address must include patial cade and itame of country,)
DUFFY, Sean

3 New Road
Silverbridge

Newry, County Down
BT35 PG

Northern Ireland

State {that is, country) of nationality:

State (that is, couniry} of residence:
United Kingdom

United Kingdom

Name and address: (Fanih: nauie flknved by gven namc; far o lagal ansity, fidl offical designation. The addrasy waart inchuds postal code and name of counry )

Swate (that is, comntry) of nationality: State (rhat is, couniry) of residence:

Name and address: (Fasrily o fllowal In: ghven wase; for @ legal cmiry, fill affictal dextgnation, The auklers wit inchide posiul codle and aanse of coury)

T WL |

Stalc (that is, country) of nationalily: State (hat iz, country) of residence:

T SR AR ST AL w e " T S LY LOEE

Niune s acldress: i mmn hflowod b gvon namwe: o @ kel entite, fiff ufifvied designation. The nddrexs must inctude parded code ond name of couiiry.)

Site fihort i, comng v of nanonatine. I Siate (et is, oeaing of resideice:

D Futtlwr applivims e mdivated on another contmmtion sheer.

Form PCT/APEA/MD] (contumation sheet) (barch 2001 repring July 2003) See Nurey 1 :h_|. deurennd firon



26

Inwernational application No.

PCT/GB03/01404
Box No. I AGENT OR COMMON REPRESENTATIVE; OR ADDRESS FOR CORRESPONDENCE

Sheel Na. . 3

The following personis [ agent [[] common represcatative
and @ has becn appointed earlier and represents the applicani(s) also for international preliminary examination.
D is hereby appointed and any carlier appaintment of (un) ageny(sycommon reprauntulive is hereby nevoked,

D is horcby appointed, spegifically for the procedurn before the [nternational Preliminary Examining Autherity, in cddition to
the ageni(s)/common representative appointed cirdier.

Name and address: ﬁ:ul nams followed by given neme: for a h"é‘ :ﬂw official dexignation. | Telephone No.

# s nclut pasial code ol mms +141 306 9000
Fitzpatricks Facsimite No.
4 West Regent Street +141 306 9090
Glasgow G2 1RS Teloprinter No.

United Kingdom

Agent's registration No. with the Office

D Addrexy for correspondence: Mark this check-box where no agent or common representative is/has been appainted and the
spoce above is used instead to indicate 8 special address to which correspondence should be sent.

Box No. 1V BASIS FOR INTERNATIONAL PRELIMINARY EXAMINATION

Statement concernlog amendments:*

1. The applicam wishes the intemational preliminary examination to start un the basis of:
@ the internativnal application as eriginally filed
the deseription [Z' us originally filed

as amended under Article 34

the elaimy aa originally filed
as amended under Article 19 (logether with any accompenying statement)

as amended under Anticle 4

the drwings as originally filed

a8 amended under Article 34

Clbd DR L

!-I

D The applicant wishes any imendisent w the elaims under Article 19 1o be considered as reversed.

1 D The applicant wishes the start of the intlernationai preliminary cxamination to be postponed until the expiration of 20 months
from the priarity date unless tw Inemational Prelinunary Examining Authority receives o copy of any amendments made
wnder Article 19 or o notice from the applicant that he does not wish ta make such amendments (Rule §9.1(d)). (This check-
bux prery be murked anly where the time Himir under Article 19 has not yet expired)

Wher: no check-box is imarked, inlernational preliminary examination will siart on the basis of the internationsl application
o3 originally filed or, where 2 copy ol amendmenis 1o the claims under Arficle 19 and/or amendments of the intemational application
under Article 34 ure received by the International Preliminary Exemining Autharity before it has begun 10 draw up a written opinion
or the international preliminary exnminotion report, as so amended.

Languuge for the purpases of International prellminary examination: English..

whicly is the language in which thse intermationnl application was (iled.
D which is the language ol a tmnslation furnizhed for the purposcs of intemational seareh.
D which 15 1he language ol publication of the intemational application.

EI whivh v the Banguige o the troslation (o be) fumighed for the purposes of international preliminary eanmunation.

Bv No. V' ELECTION OF STATEN

The appheant bherchy eleets ull eligible Stutes fthat i, all Storex which have been destgnaied amd which ure bomd by Chapor H of
ihe PUT)

excluding the fulfowing States which the applicant wishes not to clect: '

Formn BCTARLEAADD {second sheet) (March 2001:  reprint July 2003) See Neiex to the deniand form
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. Intemational applicatiun Na,
Sheet Nu, 4.

PCT/GB03/01404
Box No. VI CHECK LIST
The demand is accompanied by the lollowing clements, in thw language referred 10 in " For I'}"Em“‘i"““l Preliminary
Box No. [V, for the purposes of inicmational preliminary examination: Examining Authority use only
b reecive not received

|. tranglation of interotional application : sheets O D
2. amendments under Anicle 34 : sheels (| D
). copy {or, where required, translation) of -

amendments under Anticle |9 : sheels D D
4. copy (or, where required, translation) of

slalement under Article 19 : sheets D D
5. letier : 1 sheels D E]
6. other frpecifiv) : sheels D D

The demand is also accompanied by the ilem(s) marked below:

1.[] feecaleulution sheet 5. [] smtement explaining tack of ignature

2. E] original scparate power of attorney 6. D sequence listings in computer readable form

3.[J original general power of atomey 7.[0 tabtes in computer readable furm related 1o
sequence listings

3.[ copy of gencral power of auomey; ]
referenee numbkr. if any: 8.0 other fepecif:

Box No. VIl SIGNATURE OF APPLICANT, AGENT OR COMMON REPRESENTATIVE
Next 1o each sigaanire, indicate the sanw of e person siging and the copacity in which the parsoa signs (I ruch copucity it agl abvivuy from reading the desutd).

.. N .
AL e - -
e M g
" ¥ Eric Ede ™

» for FITZPATRICKS

(Agents for the Applicants)

For Intemational Prefiminary Examining Autherily use anly

L. Date of actual receipt of DEMAND:

3, Adjusted date of reecipt of demand due
10 CORRECTIONS under Rule 60.1(b):

3 D The dute of receipt of the demand is AFTER the expiration of 19 months The npplicant has beon
- fioan the prority date and item 4 or 5, below, dovs not apply. informed accordingly.

3 I:I The ;\.uusul' reveipt of the demund is WITUIN the period of 19 mouths fom the pricrity date us estemded by vinue of
: Rule 0.5,

5, D Although the date of teeept of the deminnd s afler we expiration of (9 menths from e priony date, the delay in mrival
is EXCUSED pusuant v Rule X2,

For hiternational Buntu usc only ... .

Demamd reecived from [PEA on: .
1

- . !
Sev Nutes i the doarand fom

Form PCTAIPEA/O | {lam sheet) (January 2(!0]? reprint July 2003)



The International Bureau of WIPQ

34 chemin des Colombettes
PO Box 18
Geneva 20
CH-1211
V1A FACSIMILE - § PAGES
SWITZERLAND FAX NO. 0041 22 733 5428
CONFIRMATION BY MA
Our Reference Your Reference Date
32/64087W0 - 10 November 2003
Dear Sirs

International (PCT) Patent Application No. PCT/GB03/01404
Injectable Veterinary Composition for Small Animals
in the name of Norbreok Laboratories Limited

We refer to the communication dated 10" September 2003 notifying the applicant of the outcome of the
Intemationai Search.

Pleasc find enclosed herewith amended claims 1-2§ to replace those currently on lile. “The claims have
been amended to restrict them to a physiologically active salt of Carprofen (6-chloro-o-methyl-carbazole-
2-acetic acid) and a poloxamer wherein said injectable aqueous composition is stable at room
temperature. Where originally there were 24 claims after amendment there are now 21, Claim 1 was
amended and claims 2 and 3 were cancelled to be replaced by new claim 2 and previous claim 14 became
new claim 3. Claims 6, 7, 9, 17 have been amended in line with claim t above. Claims 10, 14 (now 3)
and 24 were cancelled. All other claims were renumbered and their dependencies amended where
necessary to take account of the cancelled claims.

EP0955063 (D1) describes the use of an aqueous composition for subcutaneously or intramuscularly
administering drug formulations. The composition comprises a combination ol a polyoxyethylene-
polyoxypropylene (Copolymer (A)) with s weight average molecular weight of 8000 to 20000; and a
polyoxyethylene-polyoxypropylene (Copolymer (B)) with a weight average molecular weight of
4000 to 8000. The composition is described as being useful for the subculaneous or intramuscular
administration of various agents with the advantage being stated that the composition is liquid at room

temperature but when administered forms a depot gel, allowing coniralled release of the pharmaceutical
compounds.

D1 also slates thal the use ol poloxamer is well known to be useful in the manufneture of pharicziio:
preperations but these compounds in solution may elso be stabilised by ths presear <0 L'y, s22 sage: ¢
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32/64087WO Page 2

The Intemational Bureau of WIPO 10 November 2003

lines 46 10 48 of DI. In summary D1 teaches the combined use of both Copolymer A and Copolymer B
for the production of improved pharmaceutical preparations with soi-gel transitional properties, in
relation to temperature dependent viscosity and penetration resistance, page 4 lines 16 to 18, examples |
to 16 and figures 1-4 of D1. .

The emended clrims set enclosed herewith is both nove! and inventive over D1, as D1 does not refer to
any advantage of increased room temperature stability of a sol-gel type of pharmaceutical preparation by
the inclusion of poloxamers in the disclosed manner, The only reference in D1 to temperature is that the
sol-gel transitional temperature is between 20 and 40°C, which facilitates sustained release of the drug
being administered at body temperature, see page S lines 54 to 57.

US5283067 (D2) describes a dry formulation obwinable by lyophilisation, which is suitable for the
preparation of a stable, aqueous suspension for the parenteral administration of a diclofenac salt. The dry
formulation containg a pharmaceutically acceptable and micronised salt of diclofenac and optional
pharmaceutically acceptable adjuvants. It also indicates that poloxamers are useful wetting agents or
surfactants for the re-suspension of lyophilised diclofenac besed pharmaceutical preparations for
parenteral or intramuscular injection, see column 2 line 65 to column 3 line 11. Lyophilisation of such
preparations allows for storage of these preperations at room temperature. When required for use are
they re-suspended in the desired buffer.

The amended claims set enclosed herewith is both novel and inventive over D2 as D2 does not refer to
poloxamers as being useful for the long-term stabilisation of pharmaceutical preparations at room
temperature, nor does it refer to poloxamers as being useful in the reduction ot’inllammation upon
injection of Carprofen or any other NSAID.

Finally CH663788 (D3) describes new salts of carprofen namely 6-chloro-a-methylcarbazol-2 acid with
a basic a-amino acid, either L-Lysine or L-Arginine, but preferably L-Lysinc. The advanteges of the salis
described in this document are indicated as being that NSAID is rendered more soluble and suitebie for
parenteral administration (Claims 1 to 6 and page 2 lines 41 to 48) as well as having 40% more bio-
availability in blood plasma when compared to injection of Carprofen alone in solution, page 2 lines 10 to
16. D3 comments on the suitability of carrier molecules like gelatine, starch, magnesium stereate and
polyalkylene glycols for facilitating the administration of the NSAID in a pharmaceutical preparation,
page 2. column 2 and lines 29 to 36. It also teaches use of a poloxamer as a suppository bese for the
administration of Carprofen-Lysitiate.

However, importantly D3 neither describes nor teaches in any way, the usefulness of poloxamers in
solution and how they might increase the room temperature stability of pharmaceutical preparations

containing Carprofen or salts thereof. Thus aguin the amended claims set is both novel and inventive
over the teachings of D3.

Accordingly we believe that the enclosed amended claimsi-21 are both novel and inventive over all the
cited art cither alone or in combination.

Yours faithfully
FITZPATRICKS

Ene: Claims | to 2] y
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Amendment under Article 19(1) PCT
CLAIMS

1. An injectable aqueous composition for veterinary use containing a
physiologically active salt of Carprofen (6-chloro-g-methyl-carbazole-2-acetic acid)
in an amount of from about 0.5 to 30% (w/v) together with a poloxamer in an amount
of from about 0.5 to 20% (w/v) and said injectable aqueous compaosition being stable

at room temperature,

2. An injectable aqueous composition according to Claim | wherein said

composition is room temperature stable for a minimum of 11 months,

3. An injectable aqueous composition according to Claims I or 2 wherein the
poloxamer is HO(CH,;CH,0):(CCH;HCH:0)y(CH2CH2),H wherein x is about 75, y
is about 30 and z is about 75 or x is 98, y is 67 and z is 98.

4, An injectable aqueous compogition according to Cluim | wherein the
carprofen salt is in the form of an arginine salt.

5. An injectable aqueous composition according to Claim ! wherein the

carprofen salt is in the form of a lysine salt,

6. An injectable aqueous composition according to any one of Claims 1 10 5

wherein the carprofen is present in an amount of from about 2.5 10 7.5% (w/v).

7. An injectable aqueous composition according to any one of Claims 1 to 5

wherein the carprofen is present in an amount of from about 2.5 to 5% (w/v).

8. An injectable aqueous composition according to any one of Claims 1-7

comprising arginine in an amount of from about 1 10 20% (w/v).

9. An injectable aqueous composilion for velerinary use containing s

physiologically active salt of Carprofen (6-chloro-a-methyl-carbuzole-2-vunlinc =i
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in an amount of from at least about 0.25% (w/v) together with a poloxmer in an
amount from about 0.5 to 20% (w/v).

10. An injectable aqueous composition according to Claim 9 wherein the

poloxamers are present in an amount of from about 2 to 12% (w/v).

[1.  An injectable aqueous composition according to Claim 9 wherein an organic

solvent is present with the poloxamer.

12.  Aninjectable aqueous composition according to Claim 11 wherein the organic

solvent is present in the range of 0.5 to 20% (w/v).

13.  An injectable aqueous composition according to Claims 11 or 12 wherein the
poloxamers are present in an amount of from 1% to 12% (w/v).

14.  An injectable aqueous composition for veterinary use containing from about
0.25% to 30% (w/v) of carprofen arginine salt together with a poloxamer in an
amount from about 0.5 to 20% (w/v).

15.  An injectable aqueous composition for veterinary use according to cfaim 14

comprising arginine in an amount of from 1 to 20% (w/v).

16.  An aqueous injectable composition comprising carprofen or a physiologically
acceptable salt thereof in an amount of from 0.25% to 30% (w/v), a polymeric species
sclected from the group of polyoxypropylene/polyoxyethylene block co-polymers in
the amount of from 0.5% to 20% (w/v), a2 preservative and water sufficient for

injection.

17. A method of producing a room-temperature stable injectable aqueous
composition for veterinary use comprising bringing together an effective amount of
carprofen or a physiologically acceptable salt thereof and a poloxamer, and adding

sufficient walter for injection.

2/
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18. A method according to Claim 17 wherein the poloxamer is
HO(CH;CH;0):(CCH;HCH,0),(CH;CH,),H wherein x is about 73, y is about 30 and
z is about 75.

19. A method of producing an injectable aqueous composition according to
Claims 17 or 18 wherein said method further comprises the inclusion of a

preservative.

20.  An injectable aqueous composition for veterinary use according to any one of
the Examples | to 19 hereinbefore.

21. A method of producing an injectable aqueous composition substantially as
described in the Example 1.
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FITZPATRICKS § 13 MDY 203 || NOTIFICATION OF RECEIPT
4 West Regent Streat DEMAND BY COMPETENT INTERNATIONAL
Glasgow G2 1RS [|PRELIMINARY EXAMINING AUTHORITY
GRANDE BRETAGNE F [/ (PCI‘ Rulas 59.3(0{ and 61.1(h), firm
and Administrative Instructions, somum(-))
Registerad letter g m of mailing ) 10-11-2003
Applicant’s or agent's file reference {4 :‘1;' . b _.! IMPORTANT NOTIICATION
32/43/64087W0
Internationsl application No. Intwrnational Alling date (day/monthiyear) | Prioclty date (day/monthjyear)
% PCT/GB 03/ 01404 3170372003 | 02/04/2002

Applicant

L v
1

NORBROOK LABORATORIES LIMITED et al.

4.

The applicant 1s bure tilied that this International Preliminary Examining Authorl iders the following date as the

MwmdmﬂﬂfmeMnnyMnﬂhmtmmﬁ::ﬂpﬂ;ﬁ "8 -
31/10/2003

This date of receipt i

m the sotual date of receipt of the demand by this Authority {Rule 51.1(b)).
] the actual éatn of receipt of the demand on behalf of this Authority (Ruls 59.3(s))

M| tho&nunwhlnhr.hllAuthomyhu.hmpomtnthohwuﬂuntnmmdnﬁmhundﬂnmd
(Form PCT/IPEA/404), received the required corrections.

ATTENTION: That date of receipt s AFTER tha ﬂplnthno!‘“mumhlfnmt.h date. Conmquently, the
nbmn(l)mdelndndmmdd:;(do ot hiave tho effect of postponing the sary mto the national phias undl 30
months from the priority date {or later in some Offices) (Artide 39(1)) the acts for entry (nto the national
phase must be performed within 20 monl:hl from the priority date (or later in same Offices) (Article 22). For details, see
the Mrnpﬂanr: Guldl.Vdum-

- (O (r apmbcadie) This ootfication canfirms the information given by wiephons, faceiralle raaemission or in persan
on;

Ounly whera paragraph 1 applies, & copy of this notification has been sent 1o the International Buresu.

m— p————
Form PCTJIPEAJO3 (July 1998) F20432

ol ¥ {.ﬁéﬂr\ —
Name and mailing address of the [PEA/ Authorized officar _{:*r" ol .
. '*“' "_\ \
European Patent Office 15 . }
D-80298 Munich DOEREATSAT D ¥ "‘n‘ J‘
. Tel. (+4:9-|9 z:m 'r:;. 523656 epmu d = 4 = :
5T Fax: (+49-85) 2299-448, Tl (+4589) IO _ﬁ:“’_‘

TRy T




: PCT/GBO3/01404

N PATENT COOPERATION TREATY : 2f
From the INTERMATIONAL BUREAU
PCT To:
NOTIFICATION CONCERNING
THE FILING OF AMENDMENTS OF THE CLAIMS :
FITZPATRICKS
(PCT Adminlstrative Instructions, Section 417) 4 West Regent Street
Glasgow G2 1RS
United Kingdom
Dute of mailing
{day/monthivesr) 13 November 2003 (13.11.03)
Applicant’s or agant’s flia reference
O S2/B4087WO : IMPORTANT NOTIFICATION
Imamational application No. imemgtional fliing dats
PCT/GBU3/01404 “‘"’“‘“‘“’W‘"ﬁ 31 March 2003 (31.09.03)
D emea :

NbHBHOOK LABORATORIES LIMITED et al

1. The appilcant Iy heraby notified that amendments to the claims under Artigle 18 were recelved by the Intemational Bureau on:

10 November 2003 (10.11,03)

2. This date ls within the time llmk under Rule 48.1.

Conssquently, the international pubilostion of the international spplloation wiil contaln tha amandad vlaims aesording
to Rute 48.2(1), (h) and {I).

oG 3. The appllcant ls reminded that the International application (desoription, claims and drawings) may be amended during
the Intarnstional preliminary examination under Chapter li, sccording to Artivie 34, and In eny case, before each of the

deaignated Offices, according to Artiole 28 and Rule 52, or bafore sach of the slsated Offloes, acoording to Article 41
and Rule 78.

o Phu A

\ 4 J'l —— e =
{ﬂ (¥ .l 00 -
The tonal u ol WIPD Authorised offiver
34, chomin des Colombeites )
1211 Geneva 20, Switzertond ot SUVILAN (o i Bl e !
Facsimile No. (41-22) 338.87.40 N ‘Telaphona Mo, {11-22) 358 6264 )

-

Form PCTAR/348 (September 1083) C AT
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INTERNATIONAL PRELIMINARY EXAMINING AUTHORITY} ;

To: ' R TTE 4

FITZPATRICKS

PCT

WRITTEN OPINION

4 Went Regent Straet
Glasgow G2 1RS
GRANDE BRETAGNE (PCT Rle &)
=D Op .
erhunﬂbr-. ) 13/01/2004
Applicant’s or agent’s flie reference REPLY DUE
32/43/6408740 i, 1/ 00, mosinget”
International spplication Ne. Taternational filing date. (day/menth/year) | | Pricrtty date (dayjmonthlyeer)
PCT/GBO3/01404 , | 3170372003 02/04/2002
Intarnaticoal Patant Clamification (IPC) or both nadecal damificarion axd IPC
A61K47/10
Applicant

NORBROOK LABORATORIES LIMITED et al.

1. Thin written opinion ia the first drawn up by this International Preliminary Bxamining Authority.
2. This opinion containg Indicstions relating to the fallowing lvemx )
I [X] Basis of the opinian
1 [] Priority
0t [ | Non-establishment of opinion with regard to novelty, inventive step nd Industrial spplicability

IV [] Lask of unity of invention
v Reasoned statemnent under Rule 662 w:hnnrdtonovelmmvmdvem or industrial applicability;
m citations and explangtions upputu('l)lul P " :
VI [] Cartaln documents cited
VII [] Certsin defocts In the Intarnational application
Vil [[] Chresin observations on the international applisation

3. The spplicant is hereby invited to reply to this opinlon.

When? See the time Limit indicated above, The applicant may, before the expiration of that time limit, request this Authority
. to grant an extension, wee Rule 66.2(d).
How? By submitting a written reply, lncumpl.nlad. where appropriate, by smendments, according to Rule 66.3.
For the form and the langusgas of the smendments, see Rules 663 md 66.9.

Aly  For an sdditions! oppartunity to submit smendments, see Rule 664,
For the examiner’s obligation to consider smendments andfor n-gummn. see Rule 66400y,
For an informal communication with the examiner, e Rule ¢6.6

U no regly is filed, the international preliminary examination report will be estabilshed on the basis of this opinion.
4. The (insl date by which the interpationul prediminary

examination repart must be established according to Rule u92 is: _f2/087/2004 . e
- :.:;r;'ﬁté'.'?!'.‘e",;!
Name end mailing sddress of the IPEA{ Authorized officer e
, 'H Tard
~aN_ European Patent Offico Examincr 5 PR
D-30298 Munich . — o e 5{— 7
Tel. (+49-89) 2399-0, Tx: 523656 epmu d ormaliti:g witiczs 2 e 4
Fax: (+49.39) 2399-4465 {incl. exeension of time limits) Y
_ Tel. (+49-89) 2399 2828 N T 7
“Form Pcmpwos (cover sheet) (march 2002) . . . L P
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WAITTEN OPIMION ' Intematicnal application No. PCT/G303/01404

NB:

Basls of the opinlon

The basis of this written opinion is the appiication as originally filed.

Reasoned statement under Rule €6.2(a)(ll) with regard {o noveity, Inventive step or
Industrial appilcabliity

In light of the documents cited in the international search report, it Is considered that the
invention as defined in at least some of the claims does not appear to meet the

criteria mentioned in Article 33(1) PCT, |.e. does not appear to be novel and/or to invoive
an inventive step (see international search report, in particular the documents cited X
and/or Y and corresponding claims referances).

if amendments are filed, the applicant should comply with the requirements of Rule 66.8
PCT and Indicate the basis of the amendments in the documents of the application as
originally fited (Article 34 (2) (b) PCT) otherwise these amendments may not be taken into
congideration for the establishment of the Intemnational preliminary examination report.
The attention of the applicant is drawn to the fact that if the application contains

an t;ggecassary plurality of independent claims, no examination of any of the claims will be
carried out.

Should the applicant decide to request detailed substantive exdmination, then an
intemational preliminary examination report will normally be established directly.
Exceptionally the examiner may draw up a sacond written opinion, should this be axolicitly
requested.

Form PCT/40BAE1 (EPC-03-2002) P20722
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— TEA o SEATY BRI BT
PATENT COOPERATION T2EATY ' EF7EAT RITH
From the !NTERNATIO@QHEAQ g |
PCT Ta: i - o 4
INFORMATION CONCERNING BLECTED
OFFICES NQOTIFIED OF THEIR ELECTION FITZPATRICKS
4 West Ragent Street
(PCT Rule 61.3) Glasgow G2 1RS ]
United Kingdom
Date of mailing (day/monthiyear)
13 January 2004 (13.01.2004)
Appiicant’s or agent’s fils refsrence
32/B406TWO IMPORTANT INFORMATION
imaenational application Ne. International fling date (day/month/vear) |Priority date (day/month/year)
PCT/GB2003/001404 31 March 2003 (31.03.2003) 02 April 2002 (02.04.2002) *
Applicamt ) ;

NORBROOK LABORATORIES LIMITED et al

Officas of its slection:

§1,5K, TR

by the Internationst Bureau only upon their raquest:

EA :AM,AZ,BY KG,KZMD,RU,TJ, TM

VC,VN,YU,ZA ZM,ZW

the PCT Applicant's Quide.

the purposes of obtaining & European patent.

1. The applioant is hereby informed that the internstional Buresu has, avcording to Article 31(7), notifled each of the following
EP :AT,BE,BG,CH,CY,CZ,DE,DK,EE,ES,F|,FR,GB,GR,HU,IE,IT,LU,MC,NL,PT,RO,SE,
National :BG,CA,CN,DE,GB,IL,JP,KP,KR,MN,NO,PL,AO,RU,SK,US

2. Tha following Offices have walved the requiremaent for the notification of thelr steation; tha notification will by ssnt 13 thain
AP :GH,GM,KE,LS,MW,MZ,SD,SL,S2,T2,UG,ZM,ZW

OA :BF,BJ,CF,CG,CI,CM,GA,GN,GQ,GW,ML MR, NE,SN,TD,TG

Natlonal :AE,AG,ALAM,AT AU,AZ,BA,BB,BR,BY,BZ,CH,CO,CAR,CU,CZ,DK,DM,DZ,EC,
EE,ES,Fl,GD,GE,GH,GM,HR,HU,ID,IN,i18,KE,KG,X2Z,LC,LK,LR,LS LT LU,LV,MAMD,

MG, MK, MW ,MX,MZ,NI,NZ,0M,PH,PT,SC,SD,SE,SG,SL,TJ,TM,TN,TR,TT,TZ,UA,UG,U2,

3. The applicant is remindad that he must erter the “natlonal phass” before the axpiration of 30 montha from the priority date
before sach of the Offices listad above. This must be done by paying the national fee(s) and furnishing , H prascribad, &
tranalation of the international applicatian {Articls 38(1){a)), as well as, whers applicable, by fumnishing a trsnalation of any
annaxes of the international preliminary examination report (Artiale 36(3)(b) and Rule 74.1).

Some offices have fixed time limits expiring later than tha above-mentionad time [lmit. For detalied information about tha
applicabls timg limits snd the acts to be performed upon entry into the national phase before & particuier Offica, see Volume Il

Thae entry into the Europesn regional phase Is postponed untit 31 months from the priority date for all States designatad for

The international Bureau of WIPO
34, chemin des Colombeties
1211 Geneva 20, Switzerland

Faosimile Na, {41-22) 338.87.40

Form PCTAB/332 {Septemnber 1807)
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INTERNATIONAL PRELIMINARY EXAMINING AUTHORITY'

- PCT
FITZPATRICKS
4 West Regent Street .~
Glasgow G2 1RS : WRITTEN OPINION
GRANDE BRETAGNE .
" (PCT Rule 66)

Date of malling

(dapmonthjear) 16.03.2004
Applicants or agents fia refarence REPLY DUE within 2 month(s)

-Szl k&g&‘q.\_;\o from tha above dale of making

intamational appiication No. intsmational fliing date (dawonthear) Priority dute (dayfnonthiear)
PCTAB 0301404 31.03.2003 02.04.2002

AB1K47H10, AB1K4TAO

Intemational Patant Classification {IPC) or both national classification and (PC

Applicant
NORBROOK LABORATORIES LIMITED et al.

Whan? S4a the tme limit Indicatad abave. The

3. The applicant is heraeby invited to reply to this opinion.

1. This written opinion is the second drawn up by this International Preliminary Examining Authority.
2. This opinion contains indications relating to the following items:

Non-gstablishment of opinion with regard to novelty, inventive siep and Inclustrial applicabilHy

Reasoned statement under Rule 66.2({a)(il) with regard to novelty, inventive step or indusirial applicabliity;

t & Basls of the opinion
il O Prioty
m =
iV 0O Lack of unlty of Invention
v
citations and explanatione supporting such statement
VI O Certaln documents cited
Vil O Cerain defects In the intamational application
Vil O  Certain cbeesvalions on the inlsmational appiication

appiicant may, bafore the expimtion of that time limii,
request this Authority io grant an axiension, see Aule 88.2(d).

How? By submiltting a writlen reply, accompaniad, where appropriate, by amendments, according to Rula 8.9,
For the form and the language of the amendments, see Rules 86.8 and 68.9.

Also: For an addittonal apporiunity to submit amendments, see Rule 85.4.

For the examiner's obligation to consider amendmaents andbr arguments, ses Rule 66.4 bis.
Far an Informal communication with the axaminer, see Rule 86.8.

If no reply Is filed, the Intemational preliminary axamination report will be established on the basis of this opinion,

4, Tha linal date by which the internatlonal preliminary
sxamination report musi be established according to Rule 69.2 Is:

Namo nn&-ﬁ.\alllnn address o! he Intarnatlonal
preliminary axamining authority:

& Europsan Patent Office

D-80298 Munich

Tel. +49 89 2399 - 0 Tx: 523656 epmu d
Fax: +49 BB 2390 - 4485

Aulhorized Officer .
w— e . L, et Ay
Formalitlas officer {Incl, exionaian i due 4,13 g v —————
Hutterer, S &( T
I'elaphone No. +19 36 2399-8058 o2
L T

Form PCTAPEA/408 (Covar Sheet) (January 2004)
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. Basls of the opinion

1. With regard to the elements of the intemational application {Replacement sheels which have bean furnished lo
the receiving Office in response o an invitation under Article 14 are referred to in this opinion as “originally
filed"):

Description, Pages
1-10 as originally filed

Claims, Numbers
1-21 filed with telefax on 22.01,2004

Drawings, Sheets
th)l as originally filed

2. With ragard to the language, all the slements marked above were avallable or fumished to thia Authority in the
language in which the intemational application was filed, uniass otherwise indicated under this item.

These elements ware avaifable or fumished to this Authority in the following language:  , which is:

O the language of a translation furnished for the purposes of the intemational search (under Rule 23.1(b)).
O the language of publication of the Intemational application {under Rule 48.3(b)).

O the languagse of a translation fumished for the purposes of intemational preliminary e:xamination (undar
Rule 55.2 andhr 55.3).

3. With regard to any nucleotide andor amino acld sequence disclosed in the intemational application, the
intemational preliminary sxamination was cafried out on the basis of the sequence listing:

contained in the intemational application in written form.

filed together with the international application in computer readable form.
furnished subsequently to this Autharity in written form.

fumishad subsequently to this Authority in computer readable form.

The statemnent that the subsequently fumished written sequence listing does not go beyond the disclosure
in tha intemational application as fited has been fumished.

The statement that the information recorded in computer readabla form is identical to the written sequence
listing has been furnished.

O onoooao

4, The amendments have resulted in the cancellation of:

O the description, pages:
O the claims, Nos.:
O the drawings, sheets:
5. [1 This opinion has been established as if (some of) the amendments had not been made, since they ha =

been considered to go beyond the disclosure as filed (Rule 70.2(c)).

6. Additional obsarvations, if necessary:

Form PCTAPEAS408 (January 2004)
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lll. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability

1. The questions whether the claimed invention appears to be noval, to involve an inventive step (to be non-
obvious), or to be industrially applicable have not been and will not be examined in respect of:

O the entire international application,
@ claims Nos. 1-21
because:

O the said internatione! application, or tha sald claime Nos. relate to the foliowing subject matter which does
not require an international preliminary axamination (specify):

& the description, claims or drawings (indicate particular elements below) or said claims Nos. 1-21 ara so
unclear that no meaningful opinion could be formed (specifﬂ:

see separate sheet

B the claims, or said claims Nos. 1-21 are so inadequately supportad by the description that no meaningful
opinion could be formed.

O no intemational search report has been established for the said claims Nos.

2. A written opinion cannot be drawn due to the failure of the nucleotide and/or amino acid sequenca lisling to
comply with the Standard provided for In Annex C of the Administrative Instructions:

O the writtan form has not baen fumished or does not comply with the Standard.

O the computer readable form has not been fumished or dogs not comply with the Standard.

V. Reasoned statement under Rule 66.2(a)(ii) with regard to novelty, Inventive step or industriai
appllcabiilty; cliations and explanations supporting such statement

1. Statement

Noveity (N) Claims
inventive step (IS) Claims 1-21
Industrial applicability (IA) Claims

2. Citations and explanations

see separate sheet

Form PCTAPEA/40B (January 2004)
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SEPARATE SHEET

SECTION Il ......... ——

1.  According to the wording of Article 8 PCT the claims shall define the matter for
which protection is sought, they must be clear and concise and shall be fully
supported by the description.

independent product claims 1, 9, 14, 18 and 20 as well as independent method
claims 17 and 21 do not meest the requirements of Article 6 PCT with respect to
conciseness.

Although the above claims have been drafted as separate independent claims,
they appear to relate effectivaly within each category to the same subject-matter

| St

and to differ from each other only with regard to the definition of the subject-matter

for which protection is sought. The aforementioned claims therefore lack concise-
ness.

Moreover, lack of clarity of the claims as a whole arises by such a wording of

claims, since the plurality of independent claims in each category makes It difficutt

to determine the matter for which protaction is sought, and places an undus bur-
den on othars seeking to establish the extant of the protaction.

2. Furthermorse, an objection could also be based on Article 5 in combination with
Article 6 PCT in that respect that the applicant, whilst claiming all ways of
achieving the desired result of the claimed subject-matters has provided support
and disclosure for only a small number of definite ways, eg claiming a product
comprising carprofen in almost any concentration (see present claim 9) and any
poloxamer whilst showing in the Examples only embodiments comprising
carprofen in one concentration and applying only Lutrol® F68 as the poloxamer.
Which means that the subjact-matter is neither supported nor disclosed over its
whole breadth.

SECTION V..

A preliminary evaluation of the requirements of Article 33 PCT is possible despite the
deficiencies as mentioned under SECTION {ll., above.

1. Reference is made to the following documents:

Form PCT/Separate Sheet/408 (Sheet 1) (EPO-Aprll 1987)
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D1: EP-A-0 955 063
D2: CH-A-663 788
D3: US-A-5 283 067

2. The present application does not satisfy the criterion set forth in Article 33(3) PCT
because the subject-matters of the independent product claims 1, 8, 14, 16 and
20; and independent method claims 17 and 21 do not involve an inventive step
(Rule 65{1)(2) PCT).

The presently claimed product, ie the aqueous composition comprises in certain
amounts

- carprofen

and

- a poloxamer.

Such products differ from products disclosed in eg D1 only by the fact that the
compound carprofen has not explicitly been mentioned. However, D1 clearly
stated that anti-inflammatory compounds can advantageously be usad in
combination with poloxamars to arrive at products solving to same problam, ie tha
provision of injectable aqueous compositions, as presently defined. Camproisn is
well known to the parson skilled in the art as being such a compound and its
substitution in the products according to D1 must ba considered obvious, this tha
more, as eg D2 suggests its usability for anti-inflammatory purposas. The person
skilled in the art gets furthermore the information from D3 that injectable aqueous
compasitions comprising poloxamers and anti-inflammatory agents can
successfully be prepared to solve exactly the same problem. The claimed subject-
matter lacks therafore an inventive step. d

Essentially, the dependent claims specify certain carprofen salts which are known
from D2, or define the poloxamer which can be taken from eg D1, and indicate
that further components can be present. To arrive at these embodiments the
person skilled in the art can take corresponding information from D1, thus any
inventive step must also be denied for the dependent claims.

3. The amendmaents filed with the International Bureau under Ariiclz =1 i-.» -

Form PCT/Separate Sheet/408 (Shast 2) (EPO-Aprll 1897)
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SEPARATE SHEET

probably subject-matter which extends beyond the content of the application as ./
filed, contrary to Article 19(2) PCT. Neither the functional statement relating to
claim 2 nor the x/y/z values of 98/67/98 as defined in claims 3 and 18 could not be
found in the originally filed documents.

4. Claims 20 and 21 comptise references to the description, ie to Examples,
According to Rule 6.2(a) PCT, claims should not contain such references except
where absolutely necessary, which is not the case here.

5. Taking into account the abovs, it is not at present apparent which part of the
application could serve as a basis for a new claim which would satisfy the criteria
set forth in Article 33(1) PCT. Should the applicant nevertheless regard some
particular matter as suitable an independent claim including such particular matter
should be filed taking account of Rule 6.3(b) PCT. The applicant should also
indicate in the lstter of reply the difference vis-a-vis the state of the art and the
significance thereof.

in order to expedite the proceedings relating to the present application It is
however considered necessary to determine whather the requiremants of
inventive step are satisfied in the light of the cited documents D1 - D3 and tha
general knowledge of the person skilled in the art. Reference is made io the PCT
Preliminary Examination Guidelines, Chapter IV, item 8 (particularly with respect
to the evaluation of an inventive step). '

Functional features in a product claim are not suited to replace technical features
in order to establish improved capabilities of the product per se. If a subject-matter
shows different properties or different capabiiities then such effects must be
attributable to some specific technical features which have not been considered in
the prior art.

In order to facilitate the examination of the conformity of the amended application
with the requirements of Article 34(2)(b) PCT, the applicant is requested to clearly
identify the amendments carried out, no matter whether they concem
amendments by addition, replacement or deletion, and to indir:ats e r.: 5

Form PCT/Separate Sheal/40a (Shaet 3) (EFPO-Apill 1997)
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SEPARATE SHEET :

the application as filed on which these amendments are based (see also Rule
66.8(a) PCT). If the applicant regards it as appropriate these indications could be
submitted in handwritten form on a copy of the relavant parts of the application as
filed.

The applicant is requested to file amendments by way of replacement pages. He
should also take into account the requirements of Rule 66.8 PCT.

Possibly, a specific new embodiment of subject-matter already disclosed might
provide unexpected advantages or surprising effects over the pertinent prior art. If
so, the applicant should give convincing arguments or should fumish evidence,

most preferably by filing test resuits as a comparison with the closest prior art (eg
D1).

To meet the requirements of Rule 5.1(a)(ii) PCT, the documents D1 - D3 should
be identified in the description and the relevant background art disclosed thersin
should be discussed.

The description must be brought into conformity with amended claims; cars should
be taken during revision, especially of tha intraductory portion including any
statements of problem or advantage, not to add subject-matter which a:ands
beyond the content of the application as originally filed, Articie 34(2)(b) PCT.

In order to expedite proceedings and in view of the short time available under PCT
procadures, the applicant should ensure that in the reply it is dealt with all issues
raised in this written opinion. According to Rule 66.4 PCT the Intemational
Preliminary Examination Authority is entitled to issue anly one preliminary opinion,

Form PCT/Separate Sheet’408 (Shaet 4) (EPO-Apiil 1907)
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32/64087TWO . 16 June 2004
Dear Sirs

International (PCT) Patent Application No. PCT/GB2003/001404
Injectable Veterlnary Composition for Small Animaly

in the name pf Norbrook Laboratories Limited
I refer to the written opinion mailed 16 March 2004, and acknowledge the extension of time for

submitting a reply as confirmed by the Communication mailed 18 May, 2004. I now submit the
Applicant's observations in reply together w:ith__groposals for adjusting the claims.

The Examiner has commented on the number of independent claims, and Applicant is prepared to limit

the number of independent claims according to the proposed set enclosed herewith. Furthermore, the
proposed claims clearly indicate the amounts of Carprofen or Carprofen salt and poloxamer, and the
Comparative Examples are not claimed.

The Examiner has referred to three prior art documents and I propose to adopt the same alphanumeric
code in discugsion of each hereinbelow.

DI (EP 0955063)

D1 is primarily concerned with an aqueous delivery medium suited for subcutaneous or intramuscular
delivery of a pharmaceutically active agent or cosmetic, providing thereby a slow release of said agent,
but the D1 inventor of that delivery medium has shown no particular focus on any specific drug, and a
long list of pharmaceuticals of differing character is indicated.

Amonggt many active pharmaceuticals contemplated for potential use in the proposed “depot” gel-type
compositions, there is mentioned the class of analgesics/anti-rheumatics, including Ibuprofen and
Tramadol. However, as acknowledged by the Examiner already, Carprofen is not mentioned.

No pharmaceutical formulation examples are given in Dl to demonstrate the effesi of t.. y.. oozl
delivery medium, and in the absence of any specific taching, & person of agurop.iare skl n this adl

-

SINCE 1387
r
4 Wast Regent Streat  Claspgow G2 1RS  United Kingdom "f
Tel +44 (0) 141 JOG 9900  Fax +44 (0] 141 306 9090 DX CWID  small@Nlpuirichs.co.uk  wWhw.fizprtncis o 1 . w, LY
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would have to conduct research to develop means for directly solubilising Carprcfen in water and
obtaining a room-temperature siable iniectable aqueous formulation thereof. It is recalled here that D1
contemplates use of orgenic solvzats in the first instance 0 dissolve insoluble ingredients (c.f. [0016)
Dt). :

Since D1 is concerned with a slow-release formulation which in a physiological environment ¢.g. as in
intramuscular injection as described in D1, is a gel-depot type of composition, this reference is remote
from the injection solutions described in this application. A formulation of the D1 type cannot be used
intravenously due to the likelihood of venous/capillary blockage or embolism. Therefore, D1 is not a
suitable starting point for addressing the problems observed in Carprofen formulation, €.g. requiring
auxiliaries such as in EP- A-0 280 887, with the resulting problems of side effects.

Thus the invention disclosed by the Applicant is not described nor contemplaied in D1 and, we
respectfully submit that the amended claims define patentable subject matter over D1.

D2 (CH 663 788) "

[ can agree that Carprofer; is specifically discussed in this German language document, and its use
together with an essential amino acid, e.g. L-Lysine or L-Arginine, to produce a ssit such as Carprofen-L-
lysinate is mentioned. It is also noted that parenteral pharmaceutical compositions using an inert carrier
are described. However, it should be remarked that in each of the worked examples Carprofen is
introduced as an alcoholic solution (methanol or methylene chloride/methanol) as part of the formulation
preparation process. When looking at the actual preduct, one may consider Example 4d) which does not
provide an aqueous solution formulation but does provide a suppository containing Cerprofen.lysinate in
a non-ionic surfactant based on polyethylene glycol and a poloxamer. With the benefit of hindsight, the
Examiner considers that D2 scems to suggest Norbrook’s invention is lacking in inventive step.
However, this is certainly an incorrect view because, D2 is not a reference relating to delivery solutions
of Carprofen or salts, but describing first how to make certain salts, and then use of those salts for making
solid upit dose forms. The problem is & differént one from that considered by Norbrook and the solution
quite different, Therefore, the Norbrook invention is not described therein, nor suggested thereby.

D3 (US 5 283 067)

This reference contemplates a freeze-dried formulation suitable for the preparation of a stable, aqueous
suspension for the parenteral administration of an NSAILD, particularly one characterised by an acetic acid
group (rather than the propionic group characteristic of Carprofen or Ketoprofen). Therefore, the
teaching of W3 is entirely on the issue of a particular dry formulation that may be prepared for use as a
stable aqueous suspension for parenteral administration. This is generally recognised as involving a
mechanism of absorption when the dose is administered by subcutaneous, intracutaneous, and
intramusculer injection. This may be contrasted with injection into 2 fluid of distribution for which the
current invention is suitable.

Furthermore, even combining D3 with D2 does not lead directly to the invention made by Norbrook.
- Firstly the disclosures are not complementary, one relates to solid dosage forms, and the other to dry
formulations, the latter intended for later make-up to injectable form. If D3 actually taught stable
injection solutions, it would be illogical to prepare the dry formulation. Moreover, the D3 reference
relates to injectable suspensions, whereas Norbrook provides an injectable solution.

Therefore, the Exuaminer is respectfully requested lo reconsider the mfevmnnas iyt Tt §a.
foregoing submissions and the amendments made 1o the claims.
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The following points arz also submitted. The stability of the injectable solution of the invention was
discussed in compariscn with the prior art on page 9 of the original disclosure. However, claim 2 is
withdrawn at this time without prejudice. The Examiner has also commented on the Examples used to
illustrate the invention, but the Applicant is not obliged to do more than describe the invention and
illustrate it with reference o worked examples. Other poloxamers are commercially available and still
further poloxamers could be specially prepared. The specification discusses poloxamers, especially
values for x, y, Z, on page 3, and points to a preferred poloxamer. The following example is also within
the scope of the invention as contemplated by the Applicant.
The poloxamer is Lutrol F127 (Poloxamer 407):

Carprofen 5.0% wiv

L-Arginine EP 3.1% wiv

Lutrol F127 (Poloxamer 407) 5% wiv

Benzy! Alcohol 1% wiv )

SFS 0.25% wiv

Water for Injection ad 100% wiv
This is illustrative of a formulation using a poloxamer where x =« 98, y = 67, and z=98.

The amended claim 1 is based on the original statements concerning NSAIDs on page 2, and especially
with respect to Cerprofen or a salt thereof on page 3, lines 16 to 20, and the poloxamer runges are derived
from the same page but particularly taking account of the examples (e.g. Example 3 lower limit). The
presence of a preservative is clearly optional as per page 3 linc 24, and the Examples given, end having
regerd to the original claims 1, 3, 10, 11. The Examiner has commented on the presence of “omnibus
claims”. These claims are permissible in several of the designated states and are retained for the relevant

national phases. Such claims are not permissible. under e.g. EFC, and will be deleted upon entry to the
national phase where appropriate. =,

Amendment of the description, e.g. to adjust the staternents summarising the invention and to
aclnowledge prior art, is deferred until the relevant national phase.

Since the Applicant has addressed all the points raised in the written opinion, I submit that the file is now
in a condition for issue of n favourable IPER having regard to the amended claims now submitted, and the
submissions herein on cited art.

Yours fa:thﬂ.llly

for Fitzpatricks (Agents for Apphcant)

.
Eric Ede

Authorised Representative
- European Patent Attorney

Encs: Amended Claims 110 16
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CLAIMS

1. | A room-temperature stable injectable solution for veterinery use comprising from
0.5 to 30% (w/v) of Carprofen (6-chloro-c-methyl-carbazole-2-acetic acid) or a
ghysiologically acceptable salt of Carprofen, and from 2.4% to 12% (wh) of 2
poloxamer, and water g.s. for injection.

2. An injectable aqueous solution according to Claim 1, wherein the Carprofen salt is
in the form of an arginine salt.

3 An injectable aqueous solution according to Claim 1, wherein the carprofen salt is
in the form of a lysine salt. :

4. An injectable aqueous solution according to any one of Claims 1 to 3, wherein
Carprofen is present in an amount of from 2.5 to 7.5% (w/v).

5. An injectable aqueous solution according to any one of Claims ! to 3, wherein
Carprofen is present in an amount of from 2.5 to 5% (w/v).

6. An injectable aqueous solution according to any one of Claims |-5, comprising
arginine in an amount of from 1 to 20% (w/v).

7. An injectable aqueous solution according to Claim 1, wherein an organic solvent
is present with the poloxanier.

8. An injectable aqueous solution according to Claim 7, wherein the organic solvent
is present in the range of 0.5 to 20% (w/v).
13

9, An injectable aqueous solution according to Claim 1, wherein the poloxamer is
HO(CH,CH,0),(CCH;HCH,0)(CH,CH,),H wherein x is 75, y is 30 and z is 75.

10.  An injectable aqueous solution for veterinary use according to Claim 1, where the
solution is to be employed in treating felines, wherein the lower limit of the range of
Carprofen is 0.25% (w/v).

11.  An injectable aqueous solution for velerinary use according to Clajra 10

comprising arginine in an amount of from 1 to 20% (w/v).
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12. A method of producing a room-temperature stable injectable aqueous solution for
veterinary use comprising bringing together Carprofen or a physiologicaily acceptable
salt thereof, a poloxamer, and adding sufficient water for inject_ion. to provide a solution
containing from 0.5 to 30% (w/v) of Carprofen (6-chloro~c+-methyl-carbazole-2-acetic
acid) or a physiologically acuveptable salt of Carprofen, and from 2.4% to 12% (w/v) of
poloxamer.

13. A method according to Claim 12, wherein the poloxamer is
HO(CHzCH;0),(CCH3HCH;O),(CH;CH,),H wherein x is 75, y is 30 and z is 75.

14. A method of producing an injectable aqueous solufion according to Claim 12 or
Claim 13, wherein said method further comprises the inclusion of a preservative.

15. An injectable aqueous solution for veterinary use according to any one of the
Examples 1 to 19 hereinbefore.

16. A method of producing an injectable aqueous solution substantially as described
in the Example 1.

K9
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' From the INTEANATIONAL SEARCHING AUTHORFTY ' PCT
To:

) NOTIFICATION OF TRANSMITTAL OF
zlagfgggﬁt Street AN [O / ci THE INTERNATIONAL SEARCH REPORT
Glasgow 62 IRS - _ OR THE DECLARATION
UNITED KINGDOM 7% _ (PCT Rule 44.1)

el

Dai= of maling
| | feavmonttiyeen  1/09/2003

Applicant's or agant's fie refarence

32/640874W0 FOR FURTHER ACTION  See paragraphs 1 and 4 bakow
Intarnational appicadan No. Intemationai fling dale

PCT/GB 03/ 01404 (dayfmonittvyear) 3110312003

Applicant

NORBROOK LABORATORIES LIMITED

1. m Tha appficant (s heraby notifed that the intemational Search Raport has heen establshed wxi is ransmitted harewith.

Fliing of amendmants and statement under Article 19:
The appiicant ia entited, if he so wishes, i amend the claims ¢f tha International Application (saa Rule 48):

When? Tha tima limit for fling such amandmants |s narmally 2 mantha from the data of ransmiital of the
Intermational Search Report; however, for more detalls, see the notes on the accompanying sheet.

Where? Directly io the Intemational Bureau of WIPQ
34, chemin des Colombettes
1211 Ganava 20, Switzarland
Fascimiie No.: (41-22) 740,14.35

For mors detalled Instructions, ese the notes on the accompanying sheet.

2. D The applicant Is hereby notified that no international Search Raport will be eslablished and that the declaration undar
Articia 17{2){a) to that eftact is transmittod herewith.

3 D With regard to the protest against payment of (an) additonal fae(s) under Rula 40.2, the applicant s notifled thal:

the protast iogethar with the dacision therson has besn tranamitad o the inlamational Bureau togethar with the
appiicant's requaat to forward tha texts of both the protast and the daclsion thereon to the designatad Offices.

D no decision has baen made yet on the protest; the appilcant will ba notiffed as soan as a declsion Is made.

4. Further action{s}: The applicant is reminded of the lolowing:

Shortly after 18 menths from the priority date, the Intemational application will be published by the Intemationat Bureau.
Il tha appiicant wishes 1o avold or posipone publication, a notice of withdrawal of the International application, or of the
priority clalm, must réach the Intemational Bureau as provided In Rules 80bis.1 and 90bis.3, respectivaly, before the
compistion of tha technical preparations for International publication.

Within 19 monthas from the priority dats, a demand for Intiamatonal preliminary axamination muat be flied If the appiicant
wishas te postpona tha entry Into the national phasa untll 30 months frem the priory date (in some Ctiices even iatar).

Within 20 months from the priority date, the appilcant must perform the prescribed acts for aniry Inlo the national phass
belore all designatad Offices which have not been eleciad In the demand or In a fater alaction within 18 months irom the
priority date or could not be elecled bacause they are not bound by Chapter 1.

Name and maling ackiess of (e Intamationsi Searching Authorty | Authorized officer o
European Patent Office, P.B. 5818 Patentaan 2 .
) NL-2280 HV Rijswik Petronella Vaassen-Elsackers
Tal, (+31-70) 3402040, Tx. 31 851 epo nl,
Fax: {+31-70) 340-3016

Form PCT/ASA/220 (July 1988} tme ———.




NOTES 7O FORM PCTISA/220

MM.:megmhMMnﬂmmmhﬁhgdmndmmmm The
Notes arw based on the requirements of the Patent Cooperation Trealy, the Regulalions and the Administrative Inatructiors
under that Treaty. In casa of dacrepancy batwesn thesa Notea and thoss requirements, the latier xre applicable. For more
detarled informalian, see siso the PCT Applicant's Guide, s publoation of WIFO.

in theas Notes, “Articte”, "Pule”, and "Sestion™ refer to the provisions of the PCT, the PCT Reguiations and the PCT
Admutsirative Instructions t-pdn'dy

INSTRUCTIONS CONCERNING AMENDMENTS UNDER ARTICLE 19

The applicant has, after having recsived the inlsmational seerch repart, one oppartuniy to amend the olaims of the
mlomlnundmplsdlm.thmhthd,MlMdhﬂquﬂndm(ﬁm
descriplion and drawings) may be amended during the intemalional preliminary examinstion procedure, there i vsually
mnudhﬂolmormmhdhﬁmund.rmwowuhmug the spplicant wants the latter 1o be published
for the purposes of provisional protestion or has anolhver rezson jor amenciing the olasims before intemational pbulication.
Furthermore, & should be emphasized that provisional protection is avaliabis in some States only.

What parts of the intamational application may be smended?
Under Asticle 19, only the vlaims may bs amended.
Dunnyg the intemetional phase, the slaims may aieo be smendad {or Jurther smended) under Artide 34 belore

the intemational HﬁnhmEunhmmdv.mmmdcnmlmymlyh amandad under
Article M4 befors the intemationsl Examining Authority.

Upon antry mto the national phase, all parts of the inlemational spplication may be amended under Article 28
or, whare spplicable, Arlicle 41,

When? Withan 2 meanthe from the dale of tanemittal of the intemationsl saarch reporl ar 18 manihe from tha priority
date, whichever time mit uxpires lster, It should be noted, however, that the amendments wiit be conaicered
-hmmm“mﬂﬁwnmdbyhlmmuBunmllllrlhu:plrdhnnnha
m?;mhIMMhMQ!hMNWMHHnMWM
{Rule 48.1

Whars net (o file the amendmenta?

ThomlmlymlyhﬂodﬂhhInlnmllhdmnulndndmmm-imuoﬂnurh
inlemnational Ssarching Authority (Rule 48.2).

Whaere a damand lor intematianal preiiminary sxamination haa been /i filad, sse beiow.

How? Eﬁ-hymullmumanmmhdmbynﬁmmum new claims or by amending the text of
ane or more of the dainn ss fiad,

A replacemaent sheet must be submitted for sach sheet of the cialms which, on ascount of an amendment or
ameandmants, differs from the shest criginally fed.

Mhdmmmqmlmdldmmthmmhndm Arabio numerals. Where aclaim s
carwelled, no renumbaring of the ather claims is recudred. In all ceses whers claims are renumbered, they must
ba renumbared corscutively (Administraiive Insiructions, Bection 205{h)).

The amundments muet be made In the language in which the intemastional appiication s to be published.

What documents musi/may sccompany the samendments?
Laetter (Saction 205(b)):
The amendments must ba submitted with s |etter,

Thae leiter will not be published with the international application and the amendad daim. it should not be
conhusad with the "Statement under Article 19{1)" (sse balow, under *Statement under Article 19{1)7).

The leiter must be In English or French, st the choice of the appicant. However, If the languzgys of thy
Is French, tha letter must ba In Franch.

Notes to Form PCTASA/220 (firet shaeat) (January 1804)

10CID: <XSISA220NOENP4 | »

International apptication ts English, the letier musi be in English; It the ngunage of tha Inteyrnationl =22 u: 1.



NOTEST FORM PCTASA220 {continued)

The leiter must indicate the differances between the olaims as fled and the claime as amended. & must, in
plrbdt. indicate, in connection with eash claim appearing in the imternational application (it being understood
that identical incications conosming saveral claims may be grouped),whather

) theclaim s unchanged;

(M} the slaim s cancelisd;

() theclalm i naw;

(v) the claim replases ane or more olwms ax filed;

{v) theclaim is the reault of the division of a claim s fled.

The following exampies illustrate the manner In which smendments must be sxplained In the
accomparying letter:

1. [Where originaly there were 48 claims and alter amendment of some claima there are 51):
“Claims 1 0 29, 31, 32, 34, 35, 37 to 48 eeplaned by amended clabrs bearing the same numbsre;
olaims 30, 33 end 38 unchanged; new alsims 43 o 51 edded ”

2. [Whare originally there were 15 claims and after amendment of all dlaims thers are 11}
*Claima 1 to 15 mplaced by amended alalme 1 to 11.°

3 M:-cﬁdyhnmﬂdﬁm-dhmndmﬂuﬂdh“.mdﬁmnﬂhdﬁm
naw olaimrm]:
'ﬁ-'m‘ldimdﬂunﬁwd;d-‘nl?bﬂmuld;mdnhnﬁ.lswﬂdbd.'er
“Claims 7 to 13 canceliad; new claims 15, 18 arxl 17 addad; al other olaima unchanged.”

4. [Whem various kinda of ssendments ate m

ade];
“Claims 1-10 unchanged; claima 11 to 13, 18 and 19 cancelied; olaims 14, 15 and 18 raplased by amended
claim 14; olaim 17 subdivided into amended olalma 15, 18 gnd 17; new alaims 20 snd 21 added.”

“Statement under sriicis 18(1)" {(Rule 40.4)

Tha amendments may be scoompanied by a stalement axplaining the amendments and indiealing any mpact

that such amandments might have on the desaription and the drawings (which carmot be amendad uncar
Article 18(1)).

The staiemaent will be published with the intlsmalional appliostion and the amendad alaims.
& must be In the ianguage in which the iInternslionsal oppplicstion la to be published.
R must be briel, not excseding 500 wards if in English or if tranalsied into English,

Rt should not be confused with and does not replace the lelier indicating the differences betwesn the claims
as fled and as smended. & must be Ged on a ssparste sheet arxi must be identified as such by & heading,
prelerably by using the words “Siatement under Artiole 15{1)."

it may not condain any dieparaging cornments on the intlernational asarch report or the relevancs of oilations
contained in that report. Reference to citations, relavant io & given olsim, contained in the inlemational searoh
report may be made only in connection with an amendment of that claim.

Conssgquence It a demand lor intsmational pretiminary axsmination has siready been flled

W, at the tims of filing any amendments undar Articis 19, a demand for intemational preliminary examination
humuyhmmhwmm preferably, st the same lims of filing the amendments with the
intemstional Bureau, aiso file & copy of such mMﬂhhMﬂmthlnwﬁm
Authorily (see Rubl!!(l).lhllﬂhnu).

Consaquence with regard to transiation of the intemational application far sntry inte the national phase

The spplicant’s siterdion is drewn to the fact that, where upon eniry into the national ghase, a translation of the
claims a3 amended under Article 18 may have Iohl furnished to the designated/s|ectyd Offices, instead ol, or
in addition to, the translation of the claims as filed.

For further detaiis on the requirements of each designated/elected Cffiow, see Volume Il of the PCT Applicant's

Notas to Form PCTASA/220 (second shest) (January 1924)

OCID: <XREAZONOENPL | >
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WO 03/082340
PATENT COOPERATION TREATY PCT/GB03/01404

&3

From the INTERNATIONAL BUREAU

PCT b

NOTICE INFORMING THE APPLICANT OF THE

COMMUNICATION OF THE INTERNATIONAL FITZPATRICKS
APPLICATION TO THE DESIGNATED OFFICES 4 Wast Regent Stréet
Glasgow G2 1RS
(PCT Rule 47. 1), firs semence) ROYAUME-UNI
Dute of muiling{daytnonilivear) g
09 October 2003 (09.10.03)
Applicant's or ugent’s file refurence
32/64087WO IMPORTANT NOTICE .
Inteenational applicution No. Intemutional (iling datefday/montivyear) Priority dalcyday/monihv/iear)
PCT/GBOIN1404 31 March 2003 (31.03.03) 02 April 2002 (02.04.02)
Applicunt

NORBROOK LABORATORIES LIMITED

I. Notice is herchy given that the Inwernational Burcau hos communlcuted, as provided in Anicle 20. the inlernationu] application W the
fullowing designuted Otfices on the dae indiculed ubove as the date of mailing of this motice:

AL, AZ, BY, CH, CN, CO, DE, DZ, HU, JP, KG, KP, KR, MD, MK, MZ, RU, TM, US

In acenrdunce with Rule 47.1te), thind senkence. 1hose Offiees will accepl the prasent autice ax eonclusive evidence that the comounication
ufl the intemational applicaiion has doly Ghen plice on the date of mailing indicuted whove aml oo enpy of the incmativnal application js
revjuired w be (urmished by e spplicant wthe designaed Offes(s),

12

The Tollowing designuted OFTices have waived the requinzneent for such o comauaication ul this lime:

AE, AG, AL, AM, AP, AT, BA, BB, BG, BR, BZ, CA, CR, CU, CZ, DK, DM, EA, EC. EE, EP, ES, Fi, GB, GD, GE, GH,
GM, HR, ID, IL, IN, IS, KE, KZ, LC, LK, LR, LS, LT, LU, LV, MA, MG, MN, MW, MX, NI, NO, NZ, OA, OM, PH, PL, PT,
RO, SC, 8D, SE, SG. SK, SL, TJ, TN, TR, TT, TZ, UA, UG, UZ, VC, VN, YU, ZA, ZM, ZW

The communication will be made w those Offices vnly upon their request, Turthermore, these Offices do nul reguire the applicant
Turmish u copy of the inlermational appliceton (Kuke 49, La-bisn,

1. Unclosed with this muice i% o copy of the imemational application as publishad by the Lpwemational Buneuu on
08 October 2003 (04.10.03) unur No. 03082340

4. TIME LIMITS fur filing a demand for internafivnal preliminary exumination und for entry Inlo the natlonal phuse

“The applicable tinwe Fimil for eawering the aational phase will. subjeet to what b sald In the following paragraph, be 30 MONTHS from
i prorty dute. ol vnly morepect ol amy cleciad Witice i1 a degiund tor inenutonsl prebiminury examinstion is Gled befone the
expiration v’ 19 months from twe priority duke, bul also in respeet ol any designated Office. in the ubsenee of (iling of such demand, where
Artick 22t ax indified with ¢ifeet fmom | April 2002 applies in respect of that designated Office. For further details, see PCT Gazetre
Nu. 42000 af | Noventber 2000, pages 19926, 19932 mud 19934, e well as thu PCT Newsletior. Oclober and November 2001 and

Tebruury 2002 ixguves.

In prctice. thme Hmits ather than the 30-month Ume Hmalt will continue 0 apply, for vudous periods of Llime, in respect of cenain
designaied or elected OFfices, e cegulse updates on the pplicable time linlts 120, 21. 30 or 31 months. or other lime limit). Office by
Olliee, reler W the PCT Giesene, the PCT Newslelier and the PCT Applicant’s Guide. Volume 1I, National Chaprers, all available from
WIPO's Intemiet site. ul hup:#/www.wipo.in/pei/enfindex. himl.

Bor filing a dewsand for internutivin] preliminary exuminatlon. sce the PCT Applicant’s Guide. Volume VA, Chapter IX. Only an
applicunt who is 2 rational or resident of a PCT Contrmcting Sute which is bound by Chopier tt hay the right 10 file 2 demand for
intemational preliminery exanination tat present. sl BCT Cuntructing Statex ane bound by Chapter 1,

It is the applicant’s xale responsibliity o monitor all these tioee limis.

The applicant is Ierehy motified that. at the time of estahlishment of this Notice, thee time limit under Rule 46.1 for making amendnens

undker Articke 19 has mot vet esprred and the Inleemational Bureoy had regcived neither such anwendments me a declaration tnt the applic:a
dues not wish o make amendmenis.

B Y T T T I I - e -

The Intemutional Bureau uf WIPO Authonzal ofTicer
3. chemin des Colombelies i T e
1711 Genev 20, Switzerl:and Judith Zahie
Faesimile No.¢d1-22) 740,14.33 ‘Felephone No.(41-221 33891t

Form PCT/IB/308 (April 20021 T TTTT S T
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e ~ PCT/GBO3/01404
R PATENT COOPERATION TREATY ¢, .., ,,;‘;h..,- 3]
From the INTERNATIONAL-BUREAY 2003 11ATL
PCT To: ‘i }
{ o
NOTIFICATION OF RECEIPT OF {
. RECORD COPY FITZPATRICKS . ;
4 West Regent Street i
{PCT Rule 24.2(a)) Glasgow G2 1RS
United Kingdom ‘ - g_ e
ey Tl
m:; T:::Tz‘;g (1 7_04:;' IMPORTANT NOTIFICATION
Applicsnt's or agent's file reference internations] applicstion No.
32/64087WO PCT/GB0O3/01404

detailed below,
Namae(s) of the appilcant(s) and State(s) for which they are applicants:

NORBROOK LABORATORIES LIMITED {for all designated States axcapt US)
BLAKELY, Willlam et al (for US)

internationa! filing date : 31 March 2003 {31.03.03)
Priority date(s) claimad : 02 April 2002 (02.04.02)
O f rocelipt of

by the Internctional Bureay. " : 14 April 2003 {14.04.03)
List of designatad Offices i

AP :GH,GMKE,LS,MW,MZ,SD,SL,58Z,TZ,UG,ZM ZW
EA :AM,AZ BY KG,KZMD,RU,TJ TM

OA :BF,BJ,CF,CG,Cl,CM,GA,GN,GQ,GW,ML,MR,NE,SN,TD, TG

TR,TT,TZ,UAUG,US,UZ VC,VN YU,ZA ZM ZW

ATTENTION

D confirmation of precautionary designations (if applicable}

D requirements regarding priority documents {If applicable)

The applicant Is hereby notified that the Intemational Bureau has received the record copy of the international application as

EP :AT,BE,BG,CH,CY,CZ,DE DK EE,ES,FI,FR,GB,GR,HULIE,IT,LUMCNL,PT,RQ,SE,SI,SK, TR

National :AE,AG,AL,AM,AT,AU,AZ,BA,BB,BG,BR,BY,BZ,CA,CH,CN,CO,CR,CU,CZ,DE,DK,DM,DZ,
EC,EE,ES,FI,GB,GD,GE,GH,GM,HR,HU,ID,IL,IN,IS,JP KE,KG, KP,KR,KZ,LC,LK,LR,LS,LT,LU,
LV,MA,MD, MG, MK, MN, MW,MX MZ,Ni,NO,NZ,0M,PH,PL,PT,RO,RU,SC,5D,SE,SG,SK,SL,TJ,TM, TN,

The spplicant should carefully check the data sppearing in this Notification. In case of any discrepanoy betwaeen these data
and the indications In the International appiication, the applioant should Immedistely Inform the Internatiana) Bureav.

In addition, the applicant’s attention ks drawn to the Inforrnation contained In the Annex, relating to:

[Z] time liméts for entry Into the nationsl phase - sea updeted kmportart information (ss of April 2002)

A copy of this Notificatian is being sant to the recelving Office and to the InternationalSesrching Authority.

The Intarnational Buresu of WIPO Authorized officer:
34, chemin des Colombettas B, Bty
1211 Genevs 20, Switreriand

Facsimlle No. (41.27) 338.87.40
Form PCTABAO1 (April 2002)

“I'alaphona Mu. §41-2¢) 334 D64E

TESAT .
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. * ANNEX TO FORM PCTAB/301 PCT/GB03/01404

INFORMATION ON TIME LIMITS FOR ENTERING THE NATIONAL PHASE

The applicant is reminded that the “natianal phasa™ must be entered before sach of the designated Offices indicated on
the cover sheet of this Natiflcation by paying national {eas and furnishing transiations, as prescribed by Articles 22 and 38 and
the applicable national laws. (n addition, the applicant may also have to comply with other special raquirements appiicable
in cartain Offices. ft is the applicant's reaponsibility to ansure the necessary steps to enter the national phase ars takan in a
timely faghion. Most Offices do not lssue reminders to applicants in connection with the entry into the national phase.

The applicable time limit for entering the national phage will, subject to what is said In the following paragraph, be
30 MONTHS from the priority dute. nat only In respact of any alscted Office whers ademand for imernational pretiminary
axamination ia filed bafara the expiration of 10 manths from the priority date (sse Article 38(1)), but also In respect of any
designated Office, in the sbzance of filing of such demand, where Anticle22(1} as modified with effect fram 1 April 2002
applies in respect of that designated Offles. For further details, see PCT Gazetta No. 44/2001 of 1 November 2001, pages 18828,
10032 and 16434, as well ns the PCT Newsleattar, October and Novembar 2001 and February 2002 lgsues.

In practice, tinta limits ather than the 30-month time Bmit will continue to apply, for verious periods of time, in respect of
cartain designated or elected Offices. For regular updstes an the applcable time fimits (20, 21, 30 or 31 months, or other
tima limit), Offlce by Office, refer to the PCT Gazette{"Section V" pert published ona weskly basis), to the PCT Newsletter
{on a monthly basis) and to the ralevant Nationa! Chaptsrs In Volume il of the PCT Applicant'a Gulda {the paper version of
which is updated usually twias a year and the Internet versicn of which is updated usually on a weekly besis). Finaily, a
cumulstive table of all applicable time limits for entering the national phase is avallable from WIPQ's Internet site, via links
from various pages the site Including those of the Gazette, Newsletter and Quide, at  http:/Awww.wipo.int/pet/eniindex. hemi.

information about the requirements for filing & demand for international prafiminary exanvinstion is set out inthe PCT
Applicant’s Guide, Volume VA, Chapter [X. Nots that only an applicart wha ls a nations! orresident of a PCT Contracting
State which is bound by Chapter il has the right to file a demand for Inmternatlanal prefiminary sxamination (at present, sll
PCT Contracting States are bound by Chapter lI).

CONFIRMATION OF PRECAUTIONARY DESIGNATIONS

This notification {ists only specific designations made under Rule 4.8(a) in the request. It is important 1o check ther these
designations sre correct. Errors in dasignations can be corrected whers precautionary designations have been mads under
Rule 4.9(b). The spplicant is heraby reminded that any precautionary designetions may ba conflrmad according to Rule 4.8{v)
before the expiration of 16 months from the priority date (thls time ilmit may not be extended). ¥ it is not confirmed, it will
automatioally be regarded as withdrawn by the applicant. Thera will be no remindsr and no Invitation. Confirmation of a
designation consista of the filing of a notice speclfying the designated Stets concerned {wkh indication of the kind of protection
of treatment desired) and the payment of the deslgnation and canfirmation faes. The Motice of soniirmation and payment
must reach the recelving Office within the 16-manth ime limit.

REQUIREMENTS REGARDING PRIORITY DOCUMENTS
For appliounts who have not yet complied with the requirements regarding priority documants, the following Is recslled.

Where the priority of an sarfier natanal, reglonal or Imternatiana! application {a olaimed, the applicant must submit a copy
of the said earfler applicatian, certified by the autharity with which it was filed {(“the priarfty document™) to the receiving Office
(which will tranamit it to the International Buresy) or directly to tha intemnational Bursau, before the expiration of 16 months from
the priority date, provided that any such pricrity document may still be submitted to the Internationa! Bureau befars that dats of
Intsrnational publicstian of the imernations! sppiication, In which case that document wiil be considered to have bean recelved
by the International Bureau on the last day of the 18-month ttme limk (Rute 12.1(a)}.

Whers the priority dooument is lasued by the recelving Office, the applicant may, instesd of submitting the priority
dooumant, request the racsiving Office to prepare and transmit tha priority documaent to the International Buresu. Such request

must be made bafore the expirstion af the 18-month time limk and may be subjected by the recelving Office to the payment
of s fee (Rule 17.1{b)).

If the priority documsnt concemned is not submittsd to the International Bursau or if the request to the recaiving Office
to prepare and tranamit the priority document has not been made (and the carresponding fee, If any, paid) within the spplicsbie
time limit indicated under the preceding paragraphs. any designated State mey disregard the prierity cleim, provided that no
designated Office may disregard the priority claim concerned befare giving the applicant sn opportunity, upon entry into the
nationsi phase, to furnish the priority document within the time limit which is ressonable under the circumstances.

Where several priorities are claimed, ths priority date to be considered for the purposes of computing tha 18-manth time
limit is the filing date of tha esrilest application whose priority is claimed.

- AT oy TS 4 L EAe A% YT rat e T § ALy amge R
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Farm PCTAB/301 {Annex) (April 2002)

o —— i —



PCT/GB0Y/01404
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PATENT COOPERATION TREATY

From the INTERNATIONAL BUREAU

PCT o:
~N
NOTIFICATION CONCERNING S A
SUBMISSION OR TRANSMITTAL FITZPATRICKS . ‘&' 7&
OF PRIORITY DOCUMENT 4 West Regent Strast
| 1
{PCT Administrative Instructions, Section 411) S:i:eg:vl:h?:do?ns / /
03
Date of mailing {day/month/year) Dp 0 7 [5
22 May 2003 (22.05.03)
Applicant's or agent's file reference
32/64087W0 IMPORTANT NOTIFICATION
International application No. intamational fliing date (day/month/year)
PCT/GBO3/01404 31 Marech 2003 (31.03.03)
Intemnational publication date (day/manth/year) Priority dete (day/manth/year]
Not yet published 02 April 2002 (02.04.02)
Applicant

NORBROOK LABORATORIES LIMITED et al

1. The applicant Is heraby notified of the data of recalpt (except whare the lattars "NR" appear in the right-hand column) by the
imternational Bureau of the priority deoument{s) ralating to the earller appiloation{s) indicated below. Linlgas atherwise
indicated by an asterisk appaaring next to a date of receipt, or by the lstters “NR", in the right-hand column, the priority
document cancerned was submittad or transmitted to the Internationst Bureau in compliange with Rule 17.1{s) or {b).

2. This updates and replaces any previously issued notification concaming submission or tranamittal of priority documaents.

3. An astorisk({®) appsaring naxt to s date of receipt, In the right-hand column, denotes a priority document submitted
or transmiited to the International Bureau but not in compliance with Rule 17.1(a) or (b}. In such a ozae, tha sttention
of the applioant is directad to Rule 17.1(c) which provides that no designated Offics may disregard the priarity olsim
aoncerned befors giving the spplicant an opportunity, upon antry into the national phase, to furnish the priority dosument
within a time limit which is reasonable under the gircumstancas.

4. The letiars "NR" sppeering In the right-hand column denote a priority document which was not recelved by the Imternational
Bursau or which ths applicant did not request the recelving Office to prapare snd transmit to the International Bureau,
as provided by Rule 17.1(s) or (b), respactively. In such a case, the sttention of the applicant ls dirsoted to Rule 17.1{(c) which
provides that no designated Office may disregard the priority claim concerned hefore giving the epplicant an apportunity,
upon entry inmto the national phese, to furnish the priority documant within a time iimit which is reasonable under the

circumstances.
Priority date Prigrity goollcation Ng, Sounry of maignal Offics Data of reacsint
PCT racalving O1f r
02 Aprl 2002 (02.04.02) 0207529.9 ) GB 16 May 2003 (16.05.03)

The in ional Burasu of WIFO Autharized officer
34, chemin des Colombettas Jusd APRevE
1211 Geneva 20, Switrerland
Facsimile No. (41-22) 338.87.40 Telephona Mo. {41-22) 330 3163
Form PCTAB/304 {July 1898) <DEBSTIE/



From the | oo o
-~ INTERNATIONAL PRELIMINARY EXAMINING AUTHORIRY

PATENT COOPERATION TREATY 49_

e —
"'m!’:":{f;_'

o - 2 PCT
FITZPATRICKS R
49?2’::;5 ?;g;_? ?ESS!Mt "Vh NOTIFICATION OF TRANSMITTAL OF
GRANDE BRETAGNE ° ' l THE INTERNATIONAL PRELIMINARY
R/: EXAMINATION REPORT

(PCT Rule 71.1)

| ¢

Data of malling
(daysnonthyaar) 03.08.2004
Applicant's or agent's fie raferance
324364087W0 IMPORTANT NOTIFICATION
Intemational application No. international filing date (dayinonthyear) Priority date (day#nonthjrear)
PCT/AEB 0301404 31.03.2003 02.04.2002

Applicant
NORBROOK LABORATORIES LIMITED et al.

. The applicant is hareby notified that this Internationa! Praliminary Examining Authority transmits herawith the

Name -ﬁ&-mnlu'ng acdress ol the inlemational

international praliminary examination report and its annexes, it any, established on the intemational
application.

A copy of the report and its annexes, if any, is being transmitted to the International Bureau for
communication to all the slected Offices.

Where requirad by any of the elacted Offices, the International Bureau will prepara an English translation ot
the report (but not of any annexas) and will transmit such transiation to thoas Offices. I

|
REMINDER .
The applicant must enter the national phase before sach elected Office by performing certain acts (filing

translations and paying national fees) within 30 months from the priority date {(or later In some Offices)
{Article 39(1)) {see elsp the reminder sent by the intemational Bureau with Form PCTABS01).

Where a translalion of the international application must be furmnished 1o an electad Office, that translation
must contain a transtation of any annexes to the intemational preliminary examination report. it is the
applicant's responsibility to prepare and fumish such translation directly to aach slected Office concemad.

For {urther details on the applicable time limits and requirements of the elected Offices, sea Voluma Il of the
PCT Applicant's Guids.

The applicant’s attention is drawn to Article 33(5), which provides that the criteria of novelty, inventive step
and industrial applicability described in Article 33(2) to (4) merely serve the purposes of international
preliminary examination and that "any Contracling State may apply additional or differant criteria for the
purposes of deciding whether, in that State, the claimed inventions is patentable or not" (see also Article
27(5)). Such additional criteria may relate, for exampls, to exemptions fram patentability, requiremants for
enabling disclosure, clarity and support for the ¢laims.

——

T Aulhorized Officer

preliminary examining authgrity: T,
Europsan Patenl Office Hutterer, G i oap Y
D-80268 Munich i _ A
Tel. +40 89 2399 - 0 Tx: 523856 epmu d | Tol. +19 23 20984066 N
=— — Fax: +49 89 2399 - 4465 I ‘e .

Farm PCTAPEA/418 (January 2004)



. PATENT COOPERATION TREATY

PCT

INTERNATIONAL PRELIMINARY EXAMINATION REPORT
(PCT Article 36 and Rule 70}

438

Applicant's or agents fle reference See Notification of Trenamittal of (ntamational
324384087WO FOR FURTHER ACTION 5 minary Examinaion Report (Form PCTAPEAM18)
Intemational application No. intemational Aling date (dayinonthyear) Priosty date (dawmonthyear)
PCT/AEB 0301404 31.03.2003 02.04.2002

Intemational Patent Classification {IPC) or both nationa! clasalfication and IPC
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Appiicant

NORBROOK LABORATORIES LIMITED et al.

1. This intemational preliminary examination report hae been prepared by this Intemational Praliminary Examining
Autharity and is transmitted to the applicant according to Arlicle 38.

2. Thia REPORT consists of a total of 7 sheets, including this cover sheet.

This report is also accompanied by ANNEXES, 1.8. sheats ol the description, claims andbr drawings which have
been arnanded and are the basis for this report andbr sheets containing rectifications made before this Authority
{see Ruls 70.18 and Section 607 of the Administrative instructions under the PCT).

These annexes consist of a total of 2 sheets.

3. This report contains indications relating to the following items:
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I [ Basis of the oplnion
It O Priorty ‘
1 Non-gstablishment of opinion with regard to novelty, inventive step and industrial applicabllity
IV 0O Lack of unity of invention
V & Reasoned statement under Rule 88.2(a)(ll) with regard to navelty, inventive step or industrial applicability;
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VIl [0 Certain defects In tha International application
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. Basis of the report

1. With regard to the elements of the international application {Replacement sheals which have been furmnished to
the receiving Office in response fo an invitation under Article 14 are refarred to in this report as “originally filed"
and are not annaxed lo this report since they do not contain amendments {Rules 70.16 and 70.17})):

Description, Pages

1-10 as criginally filed

Claims, Numbers

1-18 filed with telefax on 16.06.2004

Drawings, Sheets
11 as originally filad

2. With regard to the language, all the elements marked above were available or furnished to this Authority in the
language in which the intarnational application was filed, unless otherwise indicated under this item.

These elements wera available or fumished to this Authorily in the following language: , which is:

O the language of a translation furnished for the purposes of the international saarch (under Qule 23. I{L)).
O the language of publication of the international application (under Rule 48.3(b)).

O the language of a translation funished for the purposes of international preliminary axamination (under
Rule 55.2 andbr 55.3).

3. With regard to any nucleotide and/or amino acid sequence disciosed in the international application, the
international preliminary examination was carried out on the basls of the sequencs listing:

contained in the intermnational application in written form.

filed together with the international application in computer readable form.
furnished subsequently to this Authority in written form.

fumished subsequently to this Authority in computer readable farm.

The statement that the subsequently furnished written sequencae listing does not go beyond the disclosure
in the international application as filed has been furnishad.

The statement that the information recorded in computer readable form is identical to the written sequenca
listing has baen furnished.

O oaoaoaao

4. The amendmaents hava rasultad in the cancellation of:

O the descriplion, pages:
O the claims, Nos.:
O the drawings, sheels:

Form PCTAPEA/408 (January 2004)
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This report has been established as If (scme of) the amendments had not been made, since they have
been considared to go bayond the disclosure as filed {Rule 70.2(c)).

({Any replacement shee! containing such amendments must be referred to under item 1 and annexed Io this
report.)

see separate sheet

6. Additional observations, If necessary:

iil. Non-estabilahment of opinion with regard 10 novelty, inventive step and industrial applicability

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

O
(]

O

O

the entire international application,
claims Nos.

because:

the said international application, or the said claims Nos. relate to the following subject matter which does
not require an interational preliminary examination (specify):

the description, claims or drawings (indicate particular elaments below) or seid claims Nos. 10 are su
unclaar that no meaningful opinion could be formed (specify):

see separate shest

tha claims, or said claims Nos. are so inadequately supparted by the descriplion that no meaningful oplnion
could be formed.

no intemational search report has been established for the said claims Nos.

A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide and/

or amina acid sequences listing to comply with the standard provided for in Annex C of the Administrative
Instructions:

(]
a

the written form has not been fumished or doas not comply with the Standard.

the computer readable form has not been furished ar does not comply with the Standard.

. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability;

citations and explanations supporting such statement

1. Statemeni

Novelty (N) Yes: Claims 1-16

No: Claims

Inventive step (IS) Yes: Claims

No: Claims 1-16

Industrial apphcability (1A) Yes: Claims 1-16

No: Claims

Form PCTAPEA/4D8 (January 2004)
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2. Citations and explanations

sen separate sheet

Form PCTAPEA/40D (January 2004)
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tem 5.

With letter dated 16.06.04, the applicant filed a set of claims which comprises subject-
matter which is considered to go beyond the disclosure as filed. The feature in question
relatas to the lower limit of 2,4% of the range according to which the poloxamer is to be
applied according to independent claims 1 and 12,

The applicant referred with respect to original disclosure of the said technical feature in
particular to Example 3 of present description which shows the use of a poloxamer in
an amount of 2,4%. Although the originally claimed percentage range of 0,5 - 20% (w/v)
of the poloxamer comprises the now specifiad one, however, the value has been taken
out of a composition comprising further components and no clear indication is available
that a generalisation as now made in the independent claims is justifiad.

SECTION IN. ...ccovvirernnnasacnsennes

tem 1.

The specific embodiment of claim 10 specifies the lower limit of the Carprofan &z being
lower than that of the independent claim 1 to which it rafars. Thus the requiremenis of
clarity according to Article 6 PCT are not fulfilled.

SECTION V. ...ceccccrnesvemnnmmsecensssesonnses

For the present evaluation of the requirements of Article 33 PCT (see SECTION I., item
5), the percentage range of the poloxamer to be applied in the injectable solution is that
specified in the originally filed independent claim 1, ie 0,5 - 20% (w/V).

1. Reference is made to the following documents:
D1: EP-A-0 955 063
D2: CH-A-663 788
D3: US-A-5 283 067

2. The present application does nat satisfy the criterion set forth in Article 3:3(7) <» - -
because the subject-matters of the independent product claims |, i . --

Form PCY/Soparaie Shest/408 (Shael 1) (EPO-Apm 1987}
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do not involve an inventive step (Rule 65(1)(2) PCT).

The claimed product, ie the aqueous injectable solution comprises in certain
amounts

- Carprofen (6-chloro-a-methyl-carbazole-2-acetic acid)

and

- a poloxamer.

Such a solution differs from solutions disclosed in D1 (see eg claim 1; paragraphs
[0021] and [0024]) only by the fact that the compound Carprofen has not explicitly
been mentioned. However, D1 clearly stated that anti-inflammatory compounds
can advantageously be used in combination with poloxamers to arrive at injectable
solutions solving to same problem, /e to provide anti-inflammatory drugs suitable
for injection. Camprofen is well known to the person skilled in the art as being such
a compound and its substitution in the solutions according to D1 must be
considered obvious, this the more, as eg D2 (see eg claim 6) suggests its usability
for anti-inflammatory purposes. The person skilled in the art gets furthermore the
information from D3 (see eg claint 1; Example 4) that injectable aqueous solutions
comprising poloxamers and anti-inflammatory agents can successiully be
prepared to solve the said problem.

The reasoning is valid mutatis mutandis for independent method clairn 12 and for
the embodiments claimed in claims 15 and 16 referring to Examples dascribed in
the description.

The claimed subject-matter lacks therefore an inventive step.

It is noted that the Comparative Examples as presented in the description on page
8, fall under the wording of present independent product ciaims, thus any
surprising effect derived by the specified injectable solution cannot be seen.

Essentially, the dependent claims specify certain Carprofen salts which are known
from D2, or define the poloxamer which can be taken from eg D1, and indicate
that further components can be present. To arrive at these embodiments the
person skilled in the art can take corresponding information from D1, thus any
inventive step must also be denied for the dependent claims.

The applicant provided during the international preliminary exarinead:...... .=

Form PCT/Ssparaie Shagl/408 {Shaet 2) (EPO-Aprl 1987)
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arguments with respect to certaln disclosure of documents D1 - D3, however, as

there i also disclosure available as specified abovs, a diffarant view with respect
to the requirements of the PCT cannot be given.

Clalms 15 and 18 comprise references to the description, le to Examples,
According to Rule 8.2(a) PCT, clalma should not ocontaln suoh references except
where absolutely nacessary, which Is nat the case here.

Form PCT/Gepamie Bheel/40@ (Bhee! 3) (EPO-Apd 1097)
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CLAIMS

L A room-temperuture stuble injectable solution for veterinary use comprising from
0.5 to 30% (w/v) of Carprofen (S-chioro-c-methyl-carbazole-2-acetic acid) or a

physiologically acceptsble salt of Carprofen, snd from 2.4% to 12% (whv) of a
5 poloxamer, and water g.r. for injection.

2. An injectable aqueous solution according to Claim 1, whersin the Carprofen salt is
in the form of an arginine salt.

3 An injectable aqueous solution according to Claim 1, wherein the carprofen salt ia
in the form of a lysine salt.

10 4 An injectsble aqueous solution according to any one of Cleims 1 to 3, wherein
Carprofen is present in an amount of from 2,5 to 7.5% (whv).

5. An injectable aqueous solution according to any one of Claims 1 to 3, whersin
Carprofen is present in an amount of fom 2.5 to 5% (w/v).

6. An injectable aqueocus solution eccording to aay ona of Claims -3, comprising
15  arginine in a0 amount of from 1 to 20% (w/v).

7. An injectable aqueous solution according to Claim 1, wherein an osgenic solvent
is present with the poloxamer.

B. An injectable aqueous solution according to Claim 7, wherein the organic solvent
is present in the range of 0.5 to 20% (w/v),

20 9. An injectable aqueous solution according to Claim 1, wherein the poloxamer is
HO(CH;CH:0){(CCH,HCH; 0),(CH;CH,;),H wherein x is 75, y is 30 and z is 75.

10.  An injectable aquecus solution for veterinary use according to Claim 1, where the
solution is to be employsd in treating felines, wherein the lower limit of the range of
Carprofen is 0.25% (wiv).

29 11, An igjectable aqueous solution for veterinary use eccording to Claim 10,
comprising arginine in an amount of from 1 to 20% (w/v).

Ewef .zoit:16/06/2004 21:45  AMENBESHEET] oo o
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12. A method of producing a room-temperature stable injectable agueous solution for
veterinary use comprising bringing together Carprofen or a-physiclogically accepiable
salt thereof, a poloxamex, and adding sufficient water for injection, to provide a solution
containing from 0.5 to 30% (w/v) of Carprofen (6-chloro-o-methyl-carbaznie-2-acetic

5  acid) or a physiologically scceptable salt of Carprofen, and from 2.4% to 12% (w/v) of
poloxamer.

13, A method according to Claim 12, wherein the poloxamer is
HO(CHzCH;0){CCHyHCH, 0)y(CH,CH;).H wherein x is 75, y i3 30 and z i3 75,

14,. A method of producing mm injestable aqueous solution according to Claim 12 or
10  Claim 13, wherein said method further comprises the inclusion of a preservative.

15.  An injectable aguecus solution for veterinary use according to any oue of the
Examples 1 to 19 hereinbefore.,

16. A method of producing an injectable aquecus solution substantially as descrived
i the Bxampile 1.

13
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‘\@ INFORME DE EXAMEN PRELIMINAR INTERNACIONAL

(Articulo 38 y Regla 70 del PCT)

Reforancia dl expadiarte del agens0 | PARA ACTUACIONES Ver nofiicacibn de Tranamisis del Reporie de Examen
3243/8408TWO ADICIONALES Prefiminar (Formato PCTAPEA416)

[Soiiciud smacional No. Fecha de presantactn inemadnsl (defseafit) | Fecha de prioridad (dla/meaano)
PCT/GBOND1404 31.03.2003 (2.04.2002

Clasificacidn Intemacional de Patantss (IPC) o ciasificacion nacional @ IPC

AB1K 47110

Solicitants

NORBROOK LABORATORIES LIMITED et al.

1. Este informe de examen preliminar internacional ha sido preparado por esta Administracién encargada del
Examen Preliminar Intemacional y ae envia al solictante en concordancia con el articulo 36.

2. Este INFORME consta de una total de 7 hojas, incluyendo la portada

[+ Este informe también se acompafia de ANEXOS, esto es documentos de la dascripcion, relvindicaciones
_ylo dibujos que han sido cormegidos y que son |a base de este Informe y/o documentos que contienen
rectificaciones realizadas ante esta Administracion (Ver Regla 70.18 y Secclon 607 de las Instrucciones
Administrativas segin el PCT)

Estos anexos constan de un total de 2 hojas.

3. Este informe contiene indicaclones relativas a los sigulentes aspectos:

I B3 Fundamentos del Informe

] [0 Prioridad

m B4 No se establece concepto relativo a la novedad, nivel inventivo y aplicacién industrial

L\ [0 Carencia de unidad de la Invencién

\'; Bd Declaracion razonada segin el articulo 35(2), en relacion con la novedad, nivel inventivo o
aplicacién industrial; citaciones y explicaciones que soportan dicha declaracién

Vi [0 Ciertos documentos citados

Vil O Ciertos defectos de Ia solicitud internacional

Vil [0 Ciertas observaciones respecto a la solicitud internacional

Fecha de pmasentacién de la demanda Fecha de terminacidn de este reporte
31.10.2003 03.08.2004
::-nmldllhl ul:':n prallrnI::rI. y Funclonario Autorizado
Oficina Eurcpoa de Patentes
g) D-20288 Munich Rauter, A
Tel. +49 88 2300 - 0 T 523656 epmu d
Fmc +49 80 2380 - 4485 Teldfono No. +40 50 2309-8846

Formato PCTAPEA/40S (portada) (Enero 2004)



INFORME DE EXAMEN &S)
PRELIMINAR INTERNACIONAL Solicitud Internacional No. PCT/GB03/01404

1 Base del Informe

1. Respecto a los elementos de |a solicitud intemacional (Las hojas de reemplazo que han sido
entregadas a la Oficina receptora en respuesta & la invitacion bajo ef Articulo 14 se refieren
en este informe como “originalmente presentadas® y no se anexan a esle informe ya que
ellas no contienen modificaciones (Regla 70.18 y 70.17)):
La descripcién, Piaginas
1-10 como se presentaron originalmente

Las relvindicaclones, Nimeros

1-18 presentadas junto con el telefax del 16.06.2003.
Los dibujos, Piginas
n como se presentaron originaimente

2. Respectio al lenguaje, todos los elementos marcados anteriormente estuvieron disponibles o
fusron enviados a la Administracion en el lenguaje en que se presentd la solicitud
internacional, a menos que se indique ofra cosa en este punto.

Estos elamentos estuvieron disponibles o fueron enviados a esta Administracién en el
sigulente lenguaje el cual es:

O ellenguale de la traduccibn enviada para propésitos de la bisqueda Intemacional (bajo

Regla 23.1 (b)).

[0 ellenguaje de la publicacidn de la solicitud intemacional (bajo Regla 48.3(b)).

[0 el lenguaje de la traduccidn entregada con propésitos del examen preliminar
Intemacional (bajo Regla $5.2 y/o 55.3).

3. Respecto a cualquier secuencla de nucleétido y/o amino écldos divuigada en la solicitud
Internacional, el examen preliminar internacional se llevdé a cabo con base en el listado de
secuencias:

contenido en la solicitud Interaclonal en forma escrita

presentado junto con la solicitud intemacional en forma legible por computador
entragado posteriormente a esta Administracién en forma legible por computador

La declaracion de que el listado de secuenclas posteriormente entregado no va més
alld de lo divuigado en la solicitud internacional originalmente presentada, ha sido
entregada.

La declaracién de que la informacién grabada en la forma legible por computador es
idéntica al listado de secuenclas escrito que se ha entregado.

Las modificaciones han dado como resultado la cancelacién de:
la descripcion, paginas .

las reivindicaciones, Nos. ,
los dibujos, pagina .

O0oo o 0O 0O0O00d

Formato PCTAPEA/40D (Enaro 2004)
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5. [Q Este reporie ha sido establecido como si (parte de) las modificaclones no se hubieran
realizado, ya que éstas han sido consideradas como una ampliacién de lo iniclaimente
divuigado como se indica en |a Casilla Suplementaria (Regla 70.2(c)).**

(Cualquier hoja de reemplazo que contenga dichas modificaciones deberd ser referida bajo
ol punto 1 y anexada a este informe.) :

Ver hoja separada
6. Observaciones adicionales, si es necesario

lll. No-establecimiento de opinién con respecto a la novedad, nivel Inventivo y
aplicabllidad Industrial.

1. La pregunta de si la Invencidn reivindicada parece tener novedad, nivel inventivo (que no sea
obvia), 0 que sea aplicable indusiriaimente no ha sido examinada con respecto a:

{J Ia solicitud intemacional completa
[J las reivindicaciones Nos. ,

Porque

[0 Ia solicitud intemacional, o las mencionadas reivindicaciones Nos. 8o relaclonan
con los sigulentes objetos, los cuales no requieren examen prellminar Internacional
(especifique):

> la descripcién, las reivindicaciones o los dibujos (indique los elementos particulares
abajo) o las mencionadas relvindicaciones Nos. 10 son demasiado confusas que no se
puede formar ninguna opinién significativa (especiiqus):

Ver hoja separada

[OJ Ia descripcibn, o las mencionadas relvindicaciones Nos. no estin
adecuadamente soportadas por la descripcibn que no se puede formar ninguna
opinidn significativa.

[C] no se ha establecido un reports de bsqueda para las mencionadas reivindicaciones
Nos.

2. No se pudo realizar un examen preliminar interacional significativo debido a fallas en el
listado de nuclebtidos y/o aminoacidos para dar cumplimiento con los estindares del Anexo
C de las Instrucciones Administrativas:
[0 Elformato escrito no ha sido suministrado o no cumple con los estandares.

[J E formato de lectura por computador no ha sido suministrado o no cumple con los
estandades.

Formato PCTAPEA/MO9 (Enero 2004)
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V. Declaracién motivada segiin sl Articulo 35(2) en cuanto a la novedad, el nivel inventivo
y la aplicacién Industrial; cltas y explicaclones que apoyan esta declaraclén.

1. Declaracion

Novedad (N) Relvindicaciones 1-16 Si
Reivindicaciones NO

Nivel Inventivo (NI) Relvindicaciones Sl
Reivindicaclones 1-16 NO

Aplicacion industrial (Al) Reivindicaciones 1-16 Sl
Reivindicaciones NO

2. Cltas y explicaciones (Regla 70.7)

Ver hoja separada

Formato PCTAPEA/0€ (Enaro 2004)
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SECCION I. .cooeemreensuvmras
ltem 5,

Con carta del 16.06.04, el solicitante radicd un capltulo relvindicatorio que comprende un objeto
que es considerado como que va mas alla de lo revelado cuando se solicitd. La caracteristica en
cuestién se relaciona con el limite Inferior de 2.4% del rango de acuerdo con el cual el poloxémero
debe ser aplicado de acuerdo con las reivindicaciones independientes 1y 12.

El solicitante se refiere a la divulgacién original de dicha caracteristica técnica en particular al
Ejemplo 3 de la presente descripciéon que muesira el uso de un poloxdmeo en una cantidad del
2,4%. A pesar de que el porcentaje originalmente reivindicado de 0.5-20% (p/v) del poloxdmero
comprende el que ahora se especifica, el valor ha sido tomado de una composicibn que
comprende otros componentes adicionales y hay ninguna Indicacién clara de que una
generalizacién como la que se hace ahora en las relvindicaciones independientas asté Justificada.

SECCIONIII. ...... J——
Itemn 1.

La inclusién especifica de la reivindicacién 10 especifica el limite inferior del Carpofen como menor
al de la reivindicacién independiente 1 a la que se refiere. Asl no se cumple con el requerimiento
de claridad de acuerdo con el Articulo 6 del PCT.

SECCION V. ...covervemsiens

Para la presente evaluacién de los requerimientos del Articulo 33 del PCT (Ver SCCION I, ftem
5), el rango de porcentaje del poloxamero que debe ser aplicado en la solucién inyectable es el
especificado en la reivindicacién independienta 1, es decir 0.5 — 20% (p/v).

1. Se hace referencla a los siguientes documentos:
D1: EP-A-0 955 063

D2: CH-A-663 788
D3: US-A-5 283 067

Formato PCT/Haja ssparada/d00 (EPO-Abrdl 1097)
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2.

La presents solicitud no cumple con los criterios establecidos en el Articulo 33(3) del PCT
debido a que el objeto de las reivindicaclones indepandientss 1, 12, 15 y 168 no alcanza el
nivel inventivo (Regla 65(1)(2) PCT).

El producto reivindicado, es decir la solucién Inyectable comprende clertas cantidades de
- Carprofen (acido 8-cloro-a-metil-carbazol-2-acético), y
- Un poloxdmero.

Dicha solucibn difiere de las soluciones divulgadas en D1 (ver por ejemplo, relvindicacién 1,
pamafos [0021] y [0024]) solo en el hecho de que el compuesto Carprofen no ha sldo
explicitamente mencionado. Sin embargo, D1 claramente afirma que los compuestos
antiinflamatorios pueden ser usados ventajosamente en combinacién con poloxameros para
llegar a soluciones inyectables que resuelven el mismo problema, es decir, el de
proporcionar farmacos antiiflamatorios adecuados para inyeccién. El Carprofen es bien
conocido para una persona versada en el arte como un compuestio de esta clase y su
susfitucién en las soluciones de acuerdo con D1 debe ser considerada obvia, es més, como
en por ajemplo D2 (ver reivindicaclén 6) se sugiere su ulllizacién para propoésitos
antiinflamatorios. La persona versada en el arte tiene mayor informacién a partir de D3 (ver
reivindicacién 1; Ejemplo 4), en donde las soluclones inyectables acuosas comprenden
poloxédmercs y agentes antinflamatorios que pueden ser preparados exitbsamente para
resolver dicho problema.

Este razonamiento es vélido mutatis mutandis para el método de la relvindicacion
independiente 12 y para las Inclusiones reclamadas en las reivindicaciones 15 y 16 que se
refieren a los eJemplos definidos en la descripcién.

El objeto reivindicado no alcanza de esta forma el nivel inventivo.

Se nota que los Ejemplos comparativos como se presentan en la descripcion en la pagina 8,
caen dentro de la redaccion de las presentes relvindicaciones independientes de producto,
asl no puede obsaervase ningan efecto sorprendents derivado de la presente composicion
inyectable especificada.

Formato PCT/Haoja saparada/408 (EPO-Abrl 1887)
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Esenciaimente, las reivindicaciones dependlentes especifican clertas sales de Carprofen que
son conocidas a partir de D2, o definen a! poloxaAmero que pusade ser tomado del documento
D1, e indican que oiros componentes pueden estar presentes. Para llegar a estas
inclusiones una persona versada en la materla puede tomar la Informacién correspondlente
de D1, asl el nivel inventivo debe ser también negado para las reivindicaciones
dependientes.

El solicitante, durants el procedimiento del examen preliminar intemacional, proporcioné
argumentos con respecto a ciertas revelaciones hechas por los documentos D1 - D3, sin
embargo, como existen también divulgaciones como las especificadas arriba, no puede
darse un punto de vista diferente con respecto a los requerimientos del PCT.

3. Las melvindicaciones 15 y 16 comprenden referencias a (a descripcion, es decir a los

Ejemplos. De acuerdo con la regla 86.2(a) del PCT, las relvindicaciones no deben contener
dichas referencias a excepcion de que sea estrictamenta necesario, el cual no es el caso

aqul.

PRPAWPC14456/1D-000005

Formaeto PCT/Haja separada/409 (EPO-Abrll 1067)



REIVINDICACIONES

1. Una composicién acuosa inyectable para uso veterinario estable a temperatura ambiente
que 0.5 a 30% (p/) de Carprofeno (édcido 6-cloro-a-metil-carbazol-2-acético) o una sal
fisiolégicamente aceptable de Carprofeno, y desde 2.4% a 12% (p/v) de un poloxdmero, y agua en
cantidad suficiente para inyeccién.

2. Una composicién acuosa inyectable de conformidad con la relvindicacién 1, en donde la sal
de carprofeno esta en la forma de una sal de arginina.

3. Una composicién acuosa inyectable de conformidad con la reivindicacion 1, en donde la sal
carprofeno esté en la forma de una sal de lisina.

4. Una composicion acuosa inyectable de conformidad con cualquiera de las reivindicaciones
1 a 3, en donde el carprofeno estd presents en una cantidad de aproximadamente 2.5 a 7.5%

(p).

5. Una composicién acuosa inyectable de conformidad con cualquiera de las relvindicaciones
1 a 3, en donde el carprofeno esta presente en una cantidad de aproximadamente 2.5 a 5% (p/v).

6. Una composicién acuosa inyectable de conformidad con cualquiera de las reivindicaciones
1 a 5, que comprends arginina en una cantidad de aproximadamente 1 a 20% (ph).

T. Una composicién acuosa inyectable de conformidad con la reivindicacién 1, en donde un
soivente orgénico estd presente con el poloxamero.

8. Una composicién acuosa inyectable de conformidad con la reivindicaciéon 7, en donde el
solvents organico esté presents en la escala de 0.5 a 20% (p/v).

9. Una composicién acuosa inyectable de conformidad con la reivindicacién 1, en donde el
poloxamero es HO{CH;CH;0){CCH,HCH,0),(CH,CH.),H en donde x es 75, yes 30 y z es 75.

10. Una composicidon acuosa inyectable para uso veterinario de conformidad con la
relvindicacioni, en donde la solucién se emplea en el tratamiento de felino, en donde el limite

inferior del rango de Carprofeno es 0.25% (p/v).

HOJA MODIFICADA



11. Una composicibn acuosa inyectable para uso veterinarlo de conformidad con la
reivindicacién 10, que comprende arginina en una cantidad de 1 a 20% (p/v). )

12. Un méiodo para producir una composicidn acuosa Inyectable estable a temperatura
ambiente para uso veterinario, que comprende poner juntos una cantidad efectiva de carprofeno o
una sal fisioldgicamente aceptable del mismo y un poloxémero, y afiadir suficiente agua para
inyeccién para proporcionar una solucién que contiene 0.5 a 30% (p/v) de Carprofeno (acido 6-
cloro-a-metil-carbazol-2-acético) o una sal fislolégicamente aceptable de Carprofeno, y desde
2.4% a 12% (p/v) de un poloxamero

13. Un miétodo de conformidad con la reivindicacién 12, en donde el poloxamero es
HO{CH,CH,0),{CCHsHCHz0),(CH,CH,),H en donde x es 75, yes 30 y z es 75.

14. Un méiodo para producir una composicién acuosa inyectable de conformidad con las
reivindicacién 12, en donde el método comprende ademas ia Inclusion de un conservador.

15. Una composicién acuosa inyectable para u'so veterinario de conformidad con cualquiera de
los Ejemplos 1 a 19 que anteceden.

16. Un método para producir una composicion acuosa inyectable substancialmente como se
describe en el Ejemplo 1.

COLO 14456-841-002-7
PRP/WPC14456/10-000005

HOJA MODIFICADA
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COMPOSICION VETERINARIA INYECTABLE PARA ANIMALES PEQUERNOS

Esta invencién se relaciona con el uso de drogas
antiinflamatorias, no esteroides (NSAIDs), particularmente la
formulacién de dichas drogas en soluciones apropiadas para
inyeccién, espacialmente para uso en medicina veterinaria con
los propdsitos de tratar animales pequefios, tales como
animales compafieros.

Antecedentes de la Invencién

Las drogas antiinflamatorias no esteroides
encuentran amplia aplicacién en el tratamiento de condiciones
inflamatorias y el alivio de dolor en medicina veterinaria y
humana. Estas drogas se caracterizan frecuentemente por la
presencia de una funcién de &acido carboxilico o derivado del
mismo. Los ejemplos de dichos antiinflamatorios no
esteroides incluyen caprofeno, ibuprofeno, cetoprofeno,
benoxaprofeno, naproxeno, sulindaco, zomepirac, fenclofenaco,
alcofenaco, ibufenaco, flunixina e indometacina. La
administracién de dichos compuestos parenteralmente puede
presentar la dificultad de irritacién local e inducir efectos
hemoliticos laterales.

En EP-A-0 280 887, Ferro y Steffen ensefian la
formulacién de NSAIDm, utilizando sales de &cido colénico y
ciertos 1lipidos para formar micelios mixtos en sistemas
acuoso. Estas composiciones tienen efectos laterales

reducidos, en comparacitn con formulaciones convenciocnales,
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cuando se administran mediante inyeccién a perros.
Objetos de la Invencifn

Un objeto de la presente invencién es proporcionar
preparaciones farmacéuticas novedosas de drogas
antiinflamatorias, no esteroides, apropiadas para inyeccién.
Un objeto adicional de la invencién es proporcionar dichas
preparaciones adaptadas para la provisién de analgesia en
animales pequefios, especialmente animales mascota.
Compendio de la Invencién

Se ha encontrado sorprendentemente que NSAIDs (de
preferencia carprofeno (&cido 6-cloro-alfa-metil-carbazol-2-
acético) o una sal del mismo, mis preferentemente carprofeno
en la forma de su sal de arginina o lisina, Be puede formular
facilmente en sistemas acuosas mediante el uso de ciertos
agentes de polimero sintético farmacéuticamente aceptables al
efecto que los problemas de irritacién local y hemolisis
asociados con formulaciones convencionales de estas drogas se
eviten o cuando menos se reducen grandemente.

Consecuentemente, los objetos antes mencionados se
pueden lograr mediante esta invencién que proporciona una
composicién acuosa inyectable para uso veterinario que
contiene una cantidad efectiva de un compuesto
antiinflamatorio no esteroide Jjunto con un agente
tensiocactivo poliméricos oxigenado, fisiolégicamente

aceptable.
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Un beneficio técnico adicional en comparacién con
formulaciones que utilizan el método de &olubilizacifn de
&cido colé&nico/lipido del ramo anterior se logra también
mediante la presente invencidén que ofrece estabilidad
mejorada a temperatura ambiente.

Copolimeros de bloque de polioxipropileno/
polioxietileno (poloxé&meros) o derivados de los mismos son
los agentes poliméricos preferidos utilizados para 1los
propbsitos de la invencién como se ilustra en los siguientes
ejemplos para una composicién que contiene carprofeno o sales
fisiolégicamente aceptables del mismc como el ingrediente
activo. Dicha Bolucifn es especialmente Gtil en medicina
veterinaria para una variedad de prop6sitos analgésicos,
antipiréticos y antiinflamatorios tales como del tratamiento
de dolor musco-esquelético y visceral en caballos, colores
pre y post operativo en gatos y perros y de inflamacifn aguda
asociada con enfermedad respiratoria.

La cantidad de NSAID que se puede acomodar en las
soluciones de inyeccién de la presente invencién puede variar
dentro de limites amplios, por ejemplo de 0.5 a 30% (p/v),
dependiendo de la doeis requerida para tratamiento efectivo
del sujeto. La cantidad de poloxémero también puede variar a
través de limites amplios, por ejemplo 0.5a 20% (p/v), el
limite superior para una formacién data siendo determinado

por consideraciones de visecosidad. En uso normal, la
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solucién se puede administrar fé&cilmente mediante Jjeringa
hipodérmica convencional.

La presente invencifén proporciona otros medios para
formular MSAIDs en solucifn acuosa, en una forma que es
apropiada para administracién parenteral a animales o
humanos, especialmente animales mascota tales como gatos y
perros. Las composiciones de 1la presente invencién
proporcionan formulaciones mis sencillas que aquellas de EP 0
280 887, sin el requerimiento de lipidos y &cidos colénicos.
Una particularidad adicional de estas formulaciones més
sencillas es que permanecen estables, sin precipitacién
anticipada ni turbldez y se pueden almacenar a temperatura
ambiente, contrastando con la formulacién de &cido
col&nico/lipido que tipicamente requiere almacenamiento
refrigerado (2-8°C).

Bl compuesto antiinflamatorio no esteroide puede
eatar presente en una cantidad de aproximadamente 2.5 a 7.5%
(p/v) o més, de preferencia 2.5 a 5% (p/v). Sin embargo, se
entenderd por aquellos expertos en el ramo que una escala
inferior Gtil de alrededor de 0.25% (p/v) se puede emplear
cuando cambios de volumen pequefios en volumen de entre no son
gignificativos, v.gr., al tratar felinos con un compuesto
antiinflamatorio no esteroide tal como carprofeno.

La arginina puede estar presente en una cantidad de

aproximadamente 1% a 20% (p/v).
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Los poloxémeros generalmente estin presentes en una
cantidad de aproximadamente 2 a 12% (p/v). Ademiis, un
solvente orglnico también puede estar presente con el
poloximerc, generalmente en la escala de aproximadamente 0.5
a 20% (p/v), en cuyo caso los poloxfimeros pueden estar
presentes en una cantidad de 1% a 12% (p/v).

Un poloxéimero generalmente se confirma a la férmula
HO (CH;CH30) x (CCH3HCH;0) y (CHaCHa)sH, en donde x, y, Y 2z s8son
variables que son independiente Y selectivamente
controlables. Los valores de x, y, Y z Bon respectivamente
nimeros enteros en la escala de 2 a 128 y representan valores
de blanco que variardn ligeramente de conformidad con fuentes
comerciales. Un ejemplo de un polox&mero preferido es
HO (CH2CH30) 75 { CCH3HCH30) 30 (CH2CH3) 7sH -

La presente invencién proporciona una composicién
inyectable acuosa que comprende carprofeno o wuna sal
fipiol6égicamente aceptable del mismo en una cantidad de
cuando menos 0.25%, de preferencia 0.5% a 30% (p/v), una
especie polimérica seleccionada a partir del grupo de
copolimeros de blogque de polioxipropileno/polioxietileno en
una cantidad de 0.5% a 20% (p/v), un conservador y suficiente
agua para inyeccién.

De conformidad con 1la invencifn, también se
proporciona un método para producir una composicién acuosa

inyectable, estable a temperatura ambiente para uso
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veterinario, que comprende poner juntos carprofeno o una sal
fisiolégicamente aceptable y wun polox&mero, Yy afladir
guficiente agua para inyeccién. Adicionalmente, también se
pueden incluir conservadores. De preferencia el poloxamero
es HO (CH3CH30) 75 (CCH3HCHZ0) 30 {CHCH3) 75H.

Ademis, la invenciénm también se relaciona con el
uso de copolimeros de bloque de
polioxipropileno/polioxietileno para la fabricacién de
goluciones de inyeccién acuosas localmente tolerables de
compuestos no esteroides.

Modo de Funcionamiento de la Invencién

La invencién se describird ahora adicionalmente por
via de ejemplo ilustrativo con referencia a la Figura que se
acompafia, que representa datoasa que muestran los niveles
promedio de carprofeno encontrados en el plasma sanguineo de
perros después de la administracién de una formulacién de la
invencién.

Ejemplos
Ejemplo 1

Una formulacién apropiliada de carprofeno, en esta
modalidad provista comoc su sal de arginina, se puede hacer
poniendo juntos, siguiendo procedimientos convencionales de
la industria, los siguientes ingredientes para formar una
mezcla que se lleva a volumen de inyeccién mediante la

adicién de una cantidad aproplada de agua para inyeccién:
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Ejemplo 2

Ejemplo 3

Ejemplo 4

Carprofeno 5.0% p/v

L-Arginina EP 3.1% p/v

Lutrol F68 (poloxAmero 188, NF, EP), 5.0% p/v
Nipagin M (BP, EP, USP/NF) 0.15% p/v (conservador)
Agua para inyeccién a 100% p/v

Otros ejemplos de formulaciones apropiadas

Carprofeno 5.05 p/v

L-Arginina EP 3% p/v

Lutrol F68 (poloxé&mero 188, NF EP) 10% p/v
Propilenglicol 20% p/v

Agua para inyeccién a 100% p/v

Carprofeno 5.0% p/v

L-Arginina EP 3% p/v

Lutrol F68 (poloxémero 188, NF EP) 2.4% p/v
Propilenglicol 20% p/v

Agua para inyeccién a 100% p/v

Carprofeno 5.0% p/v

L-Arginina EP 3% p/v

Lutrol F68 (poloxAmero 188, NF EP) 12% p/v
Propilenglicol 20% p/v

Agua para inyeccién a 100% p/v
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Ejemplo 5

Ejemplo 6

Ejemplo 7

Ejemplo B

Ejemplo 9

Carprofeno 5.0% p/v

L-Arginina EP 3% p/v

Lutrol F68 {(poloxé&merc 188, NF EP) 3.5% p/v
Propilenglicol 20% p/v

Agua para inyeccién a 1005 p/v

Carprofenc 5.0% p/v

L-Arginina EP 3.1% p/v

Lutrol F68 (poloximero 188,k NF EP).S% p/v
Propilenglicol 20% p/v

Agua para inyeccién a 100% p/v

Carprofeno 5.0% p/v
L-Arginina EP 3.1% p/v
Lutrol F68 (poloximero 188, NF EP) 5% p/v

Agua para inyeccién a 100% p/v

Carprofeno 5.0% p/v

L-Arginina EP 3.1% p/v

Lutrol F68 (poloxamero 188, NF EP)} 7% p/v
Propilenglicol 20% p/v

Agua para inyeccién a 100% p/v

Carprofeno 5.0% p/v
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L-Arginina EP 3.1% p/v
Lutrol F68 (poloxdmero 188, NF EP) 5% p/v
Alcohol de Bencilo 1% p/v

Agua para inyeccién a 100% p/v

Ejemplo 10

Carprofeno 5.0% p/v
L-Arginina EP 3.1% p/v
Lutrol F68 (polox&mero 188, NF EP) 6% p/v

Agua para inyeccién a 100% p/v

Ejemplo 11

Carprofeno 5.0% p/v

L-Arginina EP 3% p/v

Lutrol F68 (poloxé&mero 188 NF EP) 5% p/v
Alcohol de Bencilo 1% p/v

Agua para inyeccién a 100% p/v

Ejemplo 12

Carprofeno 5.0% p/v

L-Arginina EP 3.1% p/v

Lutrol F68 (poloxAmero 188, NF EP) 5% p/v
Alcohol de Bencilo 0.3% p/v

Agua para inyeccién a 100% p/v

Ejemplo 13

Carprofeno 5.0% p/v
L-Arginina EP 2.7% p/v

Lutrol F68 (poloxdmero 188, NF EP) 5% p/v
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Alcohol de Bencilo 1% p/v
Agua para inyeccién a 100% p/v
Ejemplo 14
Carprofeno 5.0% p/v
L-Arginina EP 3.3% p/v
Lutrol F68 (poloxédmero 188, NF EP) 5% p/v
Alcohol de Bencilo 1% p/v
Agua para Inyeccién a 100% p/v
Ejemplo 15
Carprofeno 5.0% p/v
L-Arginina EP 3.1% p/v
Lutrol F68 (poloxAmero 188, NF EP) 5% p/v
Alcohol de Bencilo 1% p/v
SFS 0.25% p/v
Agua para inyeccién a 100% p/v
Ejemplo 16
Carprofeno 5.0% p/v
L-Arginina EP 3.1% p/v
Lutrol F68 (poloxdmero 188, NF EP) 5% p/v
Alcohol de Bencilo 1% p/v
SFS 0.1% p/v
Agua para inyeccién a 100% p/v
Ejemplo 17
Carprofeno 5.0% p/v

L-Arginina EP 3.1% p/v
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Lutrol F68 (poloxAmerc 188, NF EP) 5% p/v
Alcohol de Bencilo 1% p/v
SFS 0.4% p/v
Agua para inyeccién a 100% p/v
Ejemplo 18
Carprofeno 5.0% p/v
L-Arginina EP 2.5% p/v
Lutrol F68 (polox&mero 188, NF EP) 5% p/v
Alcohol de Bencilo 1% p/v
SFS 0.25% p/v
Agua para inyeccién a 100% p/v
Ejemplo 19
Carprofeno 5.0% p/v
L-Arginina EP 3.1% p/v
Lutrol F68 (poloxAmero 188, NF EP) 3% p/v
Alcohol de Bencilo 1% p/v
SFS 0.25% p/v
Agua para inyeccién a 100% p/v
Los ejemplos de formulaciones que fallaron en
lograr objetivoe comerciales satisfactorios se muestran
abajo:
Ejemplo Comparativo 1
Carprofeno 5.0% p/v
L-Arginina EP 3% p/v

Lutrol F68 (poloximero 188, NF EP) 20% p/v
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Propilenglicol 20% p/v

Agua para inyeccién a 100% p/v
Ejemplo Comparativo 2

Carprofeno 5.0% p/v

L-Arginina EP 3.1% p/v

ILutrol F68 (polox&merco 188, NF EP) 2% p/v

Alcohol de Bencilo 1% p/v

SFS 0.25% p/v

Agua para inyeccién a 100% p/v

Se hizo una comparacifn con la formulacién del ramo
anterior (derivada de EP (0 280 887) que utiliza
aproximadamente 26% (p/v) de &4cido colénico y lecitina, de
una formulacién de carprofeno de resistencia similar. Esta
formulacién demuestra biocequivalencia a las formulaciones de
Scido colénico/lipico antes mencionadas pero utiliza
solamente 5% (p/v) del aditivo de agente tensioactivo
polimérico de 1la invencién. De esta manera, las
composiciones de 1la presente invencién pueden reducir
substancialmente la carga de ingredientes auxiliares
inyectados al sujeto en tratamiento. Estas formulaciones
también se han encontrado que tienen bajos efectos laterales,
8in reacciones de sitio de inyeccidén tales como hinchamiento,
dureza, suavidad, calor, calidad de rojo, o dolor siendo
observadas durante estudios que involucran perros.

Un beneficio adicional de compoeiciones de
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conformidad con 1la invencién es aquel de estabilidad a
temperatura ambiente. Un lote de prueba de la formulacién
dada en el ejemplo se estudid durante un periodo de once
meses a temperaturas ambientales sin pérdida de potencia
siendo observada. El lote de prueba se ensayo como
conteniendo 5.16% de carprofeno durante la fabricaci6n, 5.10%
después de siete meses, y 5.26% después de once meses, estas
diferentes aparentes s8iendo consideradas mediante ligera
pérdida de  humedad. Las formulaciones actualmente
disponibles de manera tipica requieren almacenamiento
enfriado controlado a 2-8°C, es decir, almacenamiento en
refrigeracién, habitacién fria, o gabinete enfriador.

Se hizo un estudio con vistas a evaluar los niveles
promedio de carprofeno encontrados en perros después de la
administracién de una dosis de aproximadamente 4 mg/kg de una
composicién de conformidad con el Ejemplo en comparacién con
los resultados obtenidos por administracién de un producto
comercialmente disponible de resistencia comparable.

Los resultados del estudio farmacocinético se
tabulan abajo y se muestran de manera gridfica en la Figura 1.
El Cuadro compara las concentraciones de plasma medias de
carprofeno encontradas en perroe despuéa de inyeccién
subcutédnea de carprofeno a una dosis de aproximadamente 4
mg/kg usando una formulacién comercialmente disponible, y

usando la formulacién proporcionada en el Ejemplo. El
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estos

bicequivalentcia de conformidad

&

regultados confirms la

con European Guidelines

(Volumen 8 de EMEA/CMPM/016-00/Final).

Tiempo después Formulacién de Carprofeno/ Formulacién de

Cuadro 1
Inyeccién Lutrol (ug/ml)
(horas
0.5 5.73
1 B.24
1.5 9.24
2 9.85
2.5 11.18
3 11.36
3.5 9.94
4 9.23
5 9.12
8 6.57
10 5.98
24 2.39
30 1.37
48 0.39

72 0.23

Carprofeno Comer-
cialmente dispo-
nible (ug/ml)

10.29

6.75

6.18

0.6
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REIVINDICACIONES

1.- Una composicién acuosa inyectable para uso
veterinario que contiene una sal fisiolSgicamente activa de
Carprofeno (&4cido 6-cloro-a-metil-carbazol-2-acético) en una
cantidad de aproximadamente 0.5 a 305 (p/v) Jjunto con un
poloximero en una cantidad de alrededor de 0.5 a 20% (p/v) y
la composicién acuosa inyectable siendo estable a temperatura
ambiente.

2.- Una composicién acuosa inyectable de
conformidad con la reivindicacién 1, en donde la composicién
es estable a temperatura ambiente durante un minimo de 11
meses.

3.- Una compoeicién acuosa inyectable de
conformidad con las reivindicaciones 1 o 2, en donde el
poloxémero es HO (CH3CH;0)x (CCH3HCH;0)y (CH2CH2),H en donde x es
aproximadamente 75, y es alrededor de 30 y =z es
aproximadamente 98, y ea 67 y z es 98.

4.~ Una composicién acuosa inyectable de
conformidad con la reivindicacién 1, en donde la sal de
carprofeno est& en la forma de una sal de arginina.

5.- Una composicién acuosa inyectable de
conformidad con 1la reivindicacién 1, en donde 1la Bsal
carprofeno estd en la forma de una sal de lisina.

6.- Una composicifn acuosa inyectable de

conformidad con cualquiera de las reivindicaciones 1 a 5, en
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donde el carprofeno esBtdi presente en una cantidad de
aproximadamente 2.5 a 7.5% (p/v).

7.- Una composici6nm acuosa inyectable de
conformidad con cualquiera de las reivindicaciones 1 a 5, en
donde el carprofeno estd presente en una cantidad de
aproximadamente 2.5 a 5% (p/v.

8.- Una composicién acuosa inyectable de
conformidad con cualquiera de las reivindicaciones 1 a 7, que
comprende arginina en una.cantidad de aproximadamente 1 a 20%
(p/v).

9.- Una composicién acuosa inyectable para uso

veterinario que contiene una sal fisiolSgicamente activa de
Carprofeno (4cido 6-cloro-a-metil-carbazeol-2-acético}, en una

cantidad de cuando wmenos aproximadamente 0.25% (p/v) junto
con un poloxdmero en una cantidad de alrededor de 0.5 a 20%
(p/v).

10.- Una composicién acuosa inyectable de
conformidad con la reivindicacién 9, en donde los poloxdmeros
estén presentes en una cantidad de aproximadamente 2 a 12%
(p/v) .

11.- Una composicién acuosa inyectable de
conformidad con la reivindicacién 9, en donde un solvente
orgédnico estd presente con el poloxamero.

12.- Una composicién acuosa inyectable de

conformidad con la reivindicacién 11, en donde el solvente }
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orgénico esti presente en la escala de 0.5 a 20% (p/v).

13.- Una composicién acuosa inyectable de
conformidad con las reivindicaciones 11 o 12, en donde los
poloximeros estén presentes en una cantidad de 1% a 12%
(p/v) .

14.- Una composicién acuosa inyectable para uso
veterinario que contiene aproximadamente 0.25% a 30% (p/v) de
sal de arginina de carprofenc junto con un poloxdmero en una
cantidad de aproximadamente 0.5 a 20% {(p/v).

15.- Una composicién acucsa inyectable para uso
veterinario de conformidad con la reivindicacién 14, que
comprende arginina en una cantidad de 1 a 20% (p/v).

16.- Una composicién acuosa inyectable que
comprende carprofeno o una sal fisiolSgicamente aceptable del
mismo en una cantidad de 0.25% a 30% (p/v), una especie
polimérica seleccionada del grupo de copolimeros de blogue de
polioxipropileno/polioxietileno en la cantidad de 0.5% a 20%
{(p/v), un conservador y agua suficiente para inyeccién.

17.- Un método para producir una composicién
acuosa inyectable estable a temperatura ambiente para uso
veterinario, que comprende poner juntos una cantidad efectiva
de carprofeno o una sal fisiolSgicamente aceptable del mismo
Y un poloxdmero, y afiadir suficiente agua para inyeccién.

18.- Un método de conformidad con 1la

reivindicaci6n 17, en donde el poloxéimero es
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HO { CH2CH20) x { CCHaHCH320) y (CHCH3) 4H, en donde x es
aproximadamente 75, y es alrededor de 30 y =z es
aproximadamente 75.

19.- Un método para producir una composicidén acuosa
inyectable de conformidad con las reivindicaciones 17 o 18,
en donde el método comprende ademfs la inclusifn de un
congervador.

20.- Una composicién acuosa inyectable para uso
veterinario de conformidad con cualquiera de los Ejemplos 1 a
19 que anteceden.

21.- Un método para producir wuna composicién
acuosa inyectable substancialmente como se describe en el

Ejemplo 1.
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RESUMEN DE LA INVENCION

Una composicién acuosa inyectable para uso
veterinario que contiene un compuesto antiinflamatorio y no
esteroide en una cantidad de aproximadamente 0.25 a 30% (p/v)
junto con un agente tensiocactivo poliméricos oxigenado,

fisiol6gicamente aceptable, en una cantidad de alrededor de

0.5 a 20%, (p/v).
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Como resultado del examen de forma, realizado con fundamento en el articulo 38

de la Decisién 486 de la Comision de la Comunidad Andina, articulo 27 del’

Tratado de Cooperacion en Materia de Patentes (PCT), regla 51 bis del
Reglamento y Circular Unica de la Superintendencia de Industria y Comercio, se le
comunica que:

e La solicitud no contiene copia del documento en que consta la cesion del
derecho de patente del inventor al solicitante 0 a su causante (Art. 26-k)
Decision 486).

e La solicitud no contiene el poder debidamente otorgado, con el lleno de
requisitos exigidos por los articulos 63 y subsiguientes del Cédigo de
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cuando éste fuere una persona juridica

Notifiquese el presente oficio conforme a lo dispuesto en el numeral 5.2, literal e),
del capltulo quinto del titulo primero de la Circular Unica N° 10 de 2001.

ALIX CARME ESPEDES DE VERGEL
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