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INTERNATIONAL SEARCH REPORT

JP 2010-515065 A 2010.5.6

International application No.

PCT/UJS07/88109

A, CLASSIFICATION OF SUBJECT MATTER
IPC: GOIN 33/53( 2006.01)

USPC: 435/7.1

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

B. FIELDS SEARCHED

1.5.:435/71

Minimum documentation searched (cla55|ﬁcatmn system follawed by classification symbols)

Documentation searched other than minimum decumentation & the extent that such documents are included in the fields searched

+

Electronic data base consulied during the international search (name of data base end; where i)raclicable, search terms used)

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category * Citation of document, with indication, where appropriate, of the relovant passages - Relevant to claim No.

Y US 6913380 (Stone et al.) § July 2005 (5.07.2005), Col. 17, line 15-22. 1-66
Y US 4652517 (Scholl et 21.) 24 March 1987 (24.03.1987), Column 7, line 45-5¢ 11-12, 26, 4041, 58
Y Kricka et al. Human Anti-Animal Antibody Interferences in Immunological Assay lenical 1-66

Chemistry 1939 Vol. 45, page 942-952; whole document
Y Alak etal. Measurcment of Tacrolimus (FK506) and Its Metabolites: A Review of Assay 1-66

- | Development and Application in Therapeutic Drug Monitoring and I’harmacokmctw Siudics

Therapeutic Drug Monitoring 1997 Vol. 19, page 338-351
Y US 5750413 (Morrison et al.) 12 March 1998 (12.03.1998), Column 19, ling 30-38. 13-16, 4245, 59-62
Y US 6054303 (Davalian ct al.} 25 April 2000 (25.04.2000), Column lé, line 5-10. 9,24, 38, 56

@ Further documenis are listed in the continuation of Box C.

See patent family annex,

L]

* Special categonies of pited documents:

“A"  document €efining he peoeral state of the art which is not considered 1o be of
particular rekevance

=

earlier application or patentpublished on or after the international filing date

“L™  dodument which may throw doubts on priority claim(s) or which is cited to
establish the publication date of anather citation or other special reason (as
specified)

“0"  document referring 1o an oral disclosure, use, sxhibition ar ather means

“B"  document published prier to the intemnational filing date but later than the
priority date claimed

“T™ later document published after the international filing datc or pringity
date and not in conflict with the application but cited te understand the
principle or theory enderlying the invention

o d of particular rel ; the ctaimed nvention carmot be
considered novel OC cannot be consld:m‘l (0 involve an inventive siep
when the document is taken alone

“m document of particular relevance; the ciaimed invention cannol be
cansidered to involve an inventive step when the document is cnbined
with ene or mare ather such documenis, such combination being
abvious to @ person skilled in the art

“&” " dotument member of the same petent family

Date of the actual completion of the international search
09 September 2008 (09.09.2008) '

§ i 1§1hr5 of the mternauonﬂ.l search report

Name and mailing address of the [ISA/US
Mail Stop PCT, Atin: [SA/US
Commissioner for Patents

P.C. Box 1450
Alexandria, Virginia 22313-1450

Facsimile No. (571) 273-3201

Authorized ofﬁcer
Jacob Cheu M
Telephone No. 703-305:3399 ‘ )

Form PCT/ISA/210 (second sheet) (April 2007)
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Internationa! application No.

INTERNATIONAL SEARCH REPORT
o : PCT/US07/88109

Box No. II Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

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

1. I:I Claims Nos.:

~ because they relate to sﬁbject matter-not required to be searched by this Autharity, namely:

2, D 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. [:] Claims Nes.:

because they are dependent claims and are not drafted in as:cordance with the second and [hll'd sentences of Rule 6.4(a).

Box No. Il Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple mventions in this international apphcauon, as follows:
Please See Connnuatlon Sheet

As all required additional search fees were timely paid by the applicent, this mteruatlonal search report covers all
searchable claims.

As all searchable claims could be szarched without effort justifying additional fees, this Authority did not invite pnymcnt
of any additional fees. .

As only some of the reql.ured additional search fees were timely paid by the applicant, this international search repori
covers only those claims for which fees were paid, specifically claims Nos.:

IZ_IDE

4, D Ne required additional search fees were timely paid by the applicant. Consequently, this internaticnal scarch report is
restricted 10 the invention first mentioned in the claims; it is coverad by claims Nos.:

Remark on Protest ’I{ The additional search fees were accompanied by the applicant’s proteél and, where applicable, the
payment of a protest fee.,

D The additional search fees were accompanied by the applicant’s protest bat the applicable protest fee
was not paid within the time limit specified in the invitation.

D No protest accompanied the payment of additional search fees.
Form PCT/ISA/210 (continuation of first sheet{2)} (April 2007)
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International application No.

INTERNATIONAL SEARCH REPORT PCT/USO7/88109

BOX I11. OBSERVATIONS WHERE UNITY OF INVENTION IS LACKING'
This application contains the following inventions or groups of inventions which are not so linked as to form a single general inventive
concept under PCT Raule 13:1. In order for all inventions to be examined, the appropriate additional examination fees must be paid.

Group [, claim(s) 1-16 and 26, drawn to a method f‘.)r preparing a test sample for use in an immunoassay.

Group II, ;:laim(s)- 17-26, drawn 10 a lysis mgent for ulse in an immunoassay.

Group 11, clzim(s) 27-45, 47, 55, 59-62, drawn to an immunoassay method for d:i;ermininlg an aﬁa.lyte in & sample.
Group IV, claim(s) 46, 48-54, 56-62, drawn to g test kit for use in an immunt;assay.

Group V, claim(s) 63-64, drawn to & test kit for use in IMMuNOAassay.

-

The inventions listed as Groups |-V do not relate toa single general inventive concept under PCT Rule 13.1 because, under PCT Rule
13.2, they lack the same or corresponding special technical features for the following reasans:

The following combined references indicate that the instant invention does not ceniribute to an inventive step under PCT Rule 13.1.

Kricka et al. {Clinical chemistry 1999 Vol. 45, page 942-952) teach that HAMA (human anti-mouse antibodies), a common immune
interferrant, contributes to the main problem for immunoassay (See page 942; [ssues; pae 943, right column). HAMA causes both ncgamc
and positive false results in immunoassay. Supra. Note, this is also what Appl:cant has shown in the Example 2. Kircka et al. each using
nonspecific mouse IgG immunogltebulin or immunoesuppressant to counteract the HAMA (page 949, left column; See Strategies to
Eliminate Anti-Animal Antibodics and Antibody interferences). Kricka et al. teach pretreating the blood samples with & nonspecific mouse
[2G and followed by using same species mouse Ig( as capturing antibedy for detection (See page page 949, left column bottom).

‘| However, Kricka et al. do not explicitly teach using a lysis reagent containing polypropylene glycol to lyse cdl.

Alak et al. (Therapeutic Drug Monitaring 1997 Yol 19, page 338-351) review therapemtic monitering for immunosuppressant, Alak et al.
indicate that most immunosuppressant drugs act when not bound with plasma proteins or erythocytes (See page 5 of 22, second paragraph).
Alak et al. review procedures for extraction mmunosuppressant from plasma cells for analysis (See page 15 of 22, last paragraph).

Stone et al. {(US 6213580) teach using polypropylene glycol to lyse cell (Col. 17, line 15-22). Nete, it is common routine practice to one
| ordinary skill in the art using various metheds to lyse cell for releasing analytes from cells for subsequent analysis,

Therefore, it would bave been obvious to one ordinary skill in the art at the time the invention was made to have motivated Kricka et al. to
use both immunosuppressant and nonspecific mouse IgG as taught by Alak et al. as more effective blocking agenis to reduce the influence
of HAMA since both has been used to counteract the HAMA. Furthermore, it would have been obvious to one ordinary skill in the art to

use a lysis reagent containing propylene glycol to lyse plasma cells as taught by Stone et al, to monitor the effectiveness of treaiment. One

Form PCT/ISA/210 (extra sheet) (April 2007)
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International application No.

INTERNATIONAL SEARCH REPORT PCT/US07/88109

ordinary skill in the art'would have measured the concentration in the plasma in {ime course, e.g. pharmacokmencs to evaluate the
treatment. Using propylene glycol requires routine skill in the art.

With respect to claim 17, one ordinary skill in the art wuuld have combined the necessary reagents, such @ the glycol and the nonspecific
1gG into a kit for purpose of convenience and reproducibility.

With respect to claim 27, although Kricka et al. review using the nonspecific [gG with the same species as the capturing antibody, Kricka et
al. do not explicitly review the experimental details as regited in step (b) and (c), such as ELISA plate having capturing antibody thereon
and also with detection agent.  Nevertheless, Reinsberg et al. (Clinical Biochemistry 1996 Vol. 29, page 143-148} also reveal the similar
strategy to reduce MAMA by addition of nonspecific IgG with the same species of capturing antibody. Reinsberg ét al. teach immobilizing
a pelyclonal mouse [gG on microtiter plate (i.¢. solid phase) as capturing antibody and using enzymeconjugated mouse [gG as detection
agent (See page 146, left column). Thus, no inventive step is revealed in this claim. As discussed above, claim 46 and 63 would have been
an obvious step t¢ one artisan 1o place the reagents in a kit for convenjent analysis, '

Form PCT/ISA/21(} (extra sheet) {April 2007)
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