woO 20037052425 A3 |0 |00 000 0000 PO 0

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

(19) World Intellectual Property
Organization
International Bureau

(43) International Publication Date
26 June 2003 (26.06.2003)

AT O 0 OO O

(10) International Publication Number

WO 2003/052425 A3

(51) International Patent Classification’: GO1N 33/94,
C12Q 1726
(21) International Application Number:
PCT/CA2002/001965

(22) International Filing Date:
18 December 2002 (18.12.2002)

(25) Filing Language: English

(26) Publication Language: English

(30) Priority Data:

60/340,855 19 December 2001 (19.12.2001) US

(71) Applicant (for all designated States except US): XAN-
THUS LIFE SCIENCES, INC. [US/US]; 141 Portland
Street, Cambridge, MA 02139 (US).

(72) Inventor; and
(75) Inventor/Applicant (for US only): LEYLAND-JONES,

Brian [CA/US]; 80 S.W. 8th Street, Suite 2000, Miami, FL.
33130 (US).

(74) Agent: OGILVY RENAULT; Suite 1600, 1981 McGill

College Avenue, Montréal, Québec H3A 2Y3 (CA).

(81) Designated States (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, NO, NZ, OM, PH, PL, PT, RO, RU, SC, SD, SE,
SG, SK, SL, TJ, TM, TN, TR, TT, TZ, UA, UG, US, UZ,
VC, VN, YU, ZA, ZM, ZW.

(84) Designated States (regional): ARIPO patent (GH, GM,
KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZM, ZW),
Eurasian patent (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM),
European patent (AT, BE, BG, CH, CY, CZ, DE, DK, EE,
ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE, SI, SK,

[Continued on next page]

(54) Title: ELISA KIT FOR CYP 2C9 METABOLIC PHENOTYPES

(s) -ibuprofen derivatives for CYP2CH

phenotyping by ELISA

(57) Abstract: The invention
relates to an enzyme linked
immunosorbent assay (ELISA)
method and kit for the rapid
determination of metabolic
phenotypes for Cytochrome
P450 2C9 (CYP 2C9). The
kit uses may include but are
not limited to, use on a routine
basis in a clinical laboratory to
determine a Cytochrome P450

Where X= 2C9 (CYP 2C9) phenotype

of an individual, to allow a

H C/X (CH2) nCOOH n=1-5 physician to individualize an

2 OR individual's  treatment  with
respect to the numerous drugs

CH, (CHz) nNH, n=1-5 eg. ibuprofen, losartan,

OR E-3174 and 2-carboxyibuprofen

metabolized by CYP 2C9 based

(CHz) nOH n=2-5 on a phenotypic determination;

OR to predict an individual's

susceptibility to carcinogen

(CH,) ,NHCOOCH,CH,COOH induced diseases including

0 many cancers, and to screen
CH3 n=1-5 individuals for a preferred

OH OR metabolic phenotype in order

(CH,) ,OCOCH,CH,COOH n=1-5

(CHjy) ;N=C=S8

to determine those individuals
with a responsive phenotype for
OR participation in clinical testing.

N=1-5



WO 2003/052425 A3 [N A00OA0 T 000 0O AR

TR), OAPI patent (BF, BJ, CF, CG, CI, CM, GA, GN, GQ, (88) Date of publication of the international search report:
GW, ML, MR, NE, SN, TD, TG). 10 March 2005

For two-letter codes and other abbreviations, refer to the "Guid-
Published: ance Notes on Codes and Abbreviations" appearing at the begin-
—  with international search report ning of each regular issue of the PCT Gagzette.



INTERNATIONAL SEARCH REPORT Mootk L2 34—> /57

tm Applica

PCT; % 02/01965

RN 1 Z01/26

Accoramg 16 Inlematlonal Palon Classification (PC) or lo both national clssificalion and IPC

B. FIELOS SEANCHED
Minimum documantalion soarched (ciassificalion systert foSowod by claselicallon symbols)
IPC 7 GOIN

Docomentation searched olher than minimum documentation to (he exdent that auch documants ara Included In the Fekis searched

Elactronic data bass consulted turing the intemations) semch (name of data bose and, whare practical, search lenms used)
EPO-Internal, BIOSIS, EMBASE, PAJ, WPI Data

€. DOCUMENTS CONSIDERED 70 BE RELEVANT
Catagosy * | Chation d aocument, with indication, where appropriate, of he reiavant pissages Aotgvant 1o clakm Na.

P,X WO 02/090994 A (UNIV MCGILL ;LEYLAND-JONES 1-14
BRIAN (US)) 14 November 2002 (2002-11-14)
page 67, line 5; claims 1,32

P,X WO 02/071060 A (UNIV MCGILL ;LEYLAND-JONES 1-14
BRIAN (US)) 12 September 2002 (2002-09-12)
page 98, 1ine 14 - page 99, 1ine 5

Y WO 00/55624 A (LEYLAND JONES BRIAN ;WORG 1-41
PIERRE (CA))

21 September 2000 (2000-09-21)

page 2, lines 12-17 - page 18, 11nes
25~29: figure 7

m Furthor documents aro bsiad i he. conlisuzation of box . E Patont lamily members ara fisled in annax.
* Spedial categoriaz of cited doqumants : “T" laerdocurnart publchad aarh (el fing axo
"A" document ha wale of tha an which ks not pHiarly confict wt
mnwm« m R Ehed to ucraiond e peinciplo o mmrv unurtying (he
*E" aarfer document but publizhad on or after tha infermational oo mumm' of particular relovanca; (ho clakmad velion
filng dattes cannat ba considérad naval or cannal be comgiderad Lo
" dﬁtnm;hamoa wmm;;mmm« wolve an inventive stop when the gocrmant b mum
Y* document of padicuiar rekevance; e clatmed invantion
citation or elhar special rensam @’ spocifiod) cannol ba con kAT {0 lnvoive an iventiva S1ap whan the
0" docvand refeiming to an oral disclosurd. use, axhiblion or documen & combined wilh one or MO oher such docu~
other maans menis, such rombioation baing cbvious lo & porsoa sidisd
*P* docurnant published pror {0 he injemationa) ling date bl in the &1,
lator man the priority date claimed & docymeni member of Ihe same patant family
Date of Ine aciual complolion of The intaranional sauth Dara of making of the Itemalional zeach repon
29 September 2003 9= 09 - 01
Nario and mailing addroes of ta tSA Authorizod ofticor
Europeun Patanl Oflice, P-8_ 5818 Palentian 2
NL = 2280 HV
B ey T 1 &5t epan, Hinchliffe, P

Form PCTASAZ10 (second shae) (Jaraty 2004)
page 1 of 2



INTERNATIONAL SEARCH REPORT

ational Application No

‘ PCT/CA 02/01965

C.{Continuation) DOCUMENTS CONSIDERED TQ BE RELEVANT

Category °

Citation of document, with indication, where appropriate, of the relevant passages

Relevant to claim No.

GRAEFE K A ET AL: "Development and
validation of an indirect enzyme-1inked
immunosorbent assay (ELISA) for the
nonsteroidal anti-inflammatory drug
S—ibuprofen.”

PHARMAZIE,

vol. 55, no. 4, April 2000 (2000- 04)
pages 286 -292, "XP001155342

ISSN: 0031- 7144

see figure in section 2

BJORNSDOTTIR INGA ET AL: "Separation of
the enantiomers of ibuprofen and its major
phase I metabolites in urine using
capillary electrophoresis.”
ELECTROPHORESIS,

vol. 19, no. 3, March 1998 (1998-03),
pages 455-460, XP009018093

ISSN: 0173-0835

the whole document

WO 01/11035 A (RUSHMORE THOMAS H :;MEI QIN
(US); SHOU MAGANG (US); MERCK & CO INC)
15 February 2001 (2001-02-15)

page 2, line 27 - page 3, line 9

TAN S C ET AL: "Stereospecific analysis
of the major metabolites of ibuprofen in
urine by sequential achiral-chiral
high-performance 1iquid chromatography"
JOURNAL OF CHROMATOGRAPHY B: BIOMEDICAL
SCIENCES & APPLICATIONS, ELSEVIER SCIENCE
PUBLISHERS, NL,

vol. 701, no. 1,

7 November 1997 (1997-11-07), pages 53-63,
XP004095020

ISSN: 1570-0232

the whole document

EP 1 138 779 A (PFIZER PROD INC)

4 October 2001 (2001-10-04)

abstract

1-41

1-41

1-14

Form PCT/ISA/210 (continuation of second sheet) (January 2004)

page 2 of 2




ternational application No.

INTERNATIONAL SEARCH REPORT PCT/CA 02/01965

Box1 Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet)

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

1. Claims Nos.: 1-1

4.,42-44
because they relate to subject matter not required to be searched by this Authority, namely:

practised upon the human/animal body, the search has been carried out and
based on the alleged effects of the compound/composition.

2. |:| Claims Nos.:

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

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

Although claims 1-14, 42-44 are directed to a diagnostic (phenotyping) method

Box Il Observations where unity of invention is lacking (Continuation of item 2 of first sheet)

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

see additional sheet

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

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

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

4. No required additional search fees were timely paid by the applicant. Consequently, this International Search Report is
restricted to the invention first mentioned in the claims; it is covered by claims Nos.:
1-41

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

l:l No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (1)) (July 1998)

page 1 of 2



International Application No. PCT/ CA 02 /01965

FURTHER INFORMATION CONTINUED FROM PCTASA/ 210

Continuation of Box I.1
Although claims 1-14, 42-44 are directed to a diagnostic (phenotyping)

method practised upon the human/animal body, the search has been carried
out and based on the alleged effects of the compound/composition.

Continuation of Box I.1

Claims Nos.: 1-14,42-44

Rule 39.1(iv) PCT - Method for treatment of the human or animal body by
therapy

page 2 of 2




INTERNATIONAL SEARCH REPORT

Information on patent family members

i

ational Application No

CT/CA 02/01965

Patent document Publication Patent family Publication

cited in search report date member(s) date

WO 02090994 A 14-11-2002 WO 02090994 A2 14-11-2002
Us 2003077222 Al 24-04-2003

WO 02071060 A 12-09-2002 WO 02071060 A2 12-09-2002
EP 1379872 A2 14-01-2004
US 2003138377 Al 24-07-2003
US 2003190671 Al 09-10-2003

WO 0055624 A 21-09-2000 AU 3138800 A 04-10-2000
WO 0055624 A2 21-09-2000
CA 2366085 Al 21-09-2000
EP 1163518 A2 19-12-2001
JP 2002539450 T 19-11-2002

WO 0111035 A 15-02-2001 CA 2381455 Al 15-02-2001
EP 1206530 Al 22-05-2002
JP 2003506084 T 18-02-2003
Wo 0111035 Al 15-02-2001

EP 1138779 A 04-10-2001 EP 1138779 A2 04-10-2001
JP 2001305142 A 31-10-2001
US 2001036440 Al 01-11-2001

Form PCT/SA/210 (patent family annex) {January 2004)




	Abstract
	Bibliographic
	Search_Report

