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A. CLASSIFICATION OF SUBJECT MATTER
AQIKE7/027(2006.01)1, CI2N15/02(2006.01)
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According to International Patent Classification (IPC) or to both national classification and [PC

GUIN33/53(2006.01)1
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AD1IK67/027, C12N15/09, GOIN33/53

Minimum documentation searched (classification system followed by classification symbols)
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1971-2015
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Toroku Jitsuyo Shinan Echo

1226-2015
1994-2015
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Electronic data base consulted during the intemational search (name of data base and, where practicable, search terms used)

CAplus/REGISTRY /MEDLINE/EMBASE/BIOSIS/WPIDS (STN),

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category*

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

Relevant to claim No.

Y MACARY, G., et al.,

inductible glemerular injury,
2010, 456, pp.325-337,
particularly,
fig. 1, 2, 5

JP 2006-6103 A
Ltd.),

12 January 2006 (12.01.2006),
entire text; particularly,
paragraph [0010]

(Family: none)

Transgenic mice expressing
nitroreductase gene under the control eof the
podocin promoter: a new murine model of

entire text,

summary, Materlals and methods,

{Taishe Pharmaceutical Co.,

claims; examples;

1-8

Virchows Arch.,

Further documents are listed in the continuation of Box C.

I:l See patent family annex.

w Special categories of cited documenis:

“A”  document defining the general state of the art which is not considgred
1o be of particular relevance

“E"  carlicr application or paient but published on or after the infemational
filing date

“L” document which may throw donbts on priority claim(s) or which is
cited to establish the publication dats of another citation or other
special neason (as specified)

“0"  document referring to an oml disclosure, use, exhibition or other means

“P"  document published prior to the international filing date but later than

the priority date claimed

“T"  later document published after the inicmational filing date or priority
date and not in conflict with the application but cited to nnderstand

the principle or theory underlying the invemtion

document of particular relevance; the claimed invention cannot be
considered novel or cannot be considered to invelve an inventive
step when the document is taken alone

document of particular relevance; the claimed invention cannot be
considered to involve an inventive step when the document is
combined with one or more other such documents, such combination
being obvious 10 a person skilled in the art

document member of the same patent family

x?

¥

L7

Date of the actual completion of the international search

Date of mailing of the international search report.

04 September 2015 (04.09.15) 15 SBeptember 2015 (15.09.15)
Name and mailing address of the ISA/ Authorized officer

Japan Patent Office
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DOCUMENTS CONSIDERED TC BE RELEVANT

Category®

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

Relevant to claim No.

Y

Tsutomu INOUE, "Hepatocyte Growth Factor (HGF)
Prevent Progression of Renal Interstitial
Fibresis via Its Counteraction Against
Transforming Growth Factor-beta (TGF-.BETA.)

in 5/6 Nephrectomized Mice", Journal of Saitama
Medical University, 2002.01, 29(1), pages 13

toc 26, particularly, summary, Introductlon

LIU, 8.-F., et al., Dioscorea alata Attenuates
Renal Interstitial Cellular Fibrosis by
Regulating Smad- and Epithelial-Mesenchymal
Transition Signaling Pathways, PLoS ONE,
2012.11.08, 7(11), 47482, particularly,
summary, introduction

Shoke HARA et al., "TGF-P in tissue fibrosis",
Journal of Clinical and Experimental Medicine,
04 September 2010 (04.09.2010), 234(10}), pages
977 to 982, entire text, particularly, summary,
fig. 1

JP 2013-94071 A (Mie University),

20 May 2013 {20.05.2013),

entire text; particularly, claims; examples
(Family: none)

Chihire AKARAWA et al., "Establishing Soxl10-
VENUS transgenic mice utilizing BAC
recombination in E. coli for analyses of neural
crestopathy”, Juntendo Medical Journal, 2009,
55, pages 34 to 39, particularly, summary,
Paragraph of 'method for producing BAC
transgenic mice'

GONG, 5., et al., Highly Efficient Modification
of Bacterial artificial Chromosomes (BACS)
Using Nowvel Shuttle Vectors Ceontaining the RE6Ky
Origin of Replication, Genome Research, 2002,
12, pp.1992-1998, particularly, summary, fig. 1
te 3

YANG, X., et al., Homologous recombination
based medificaticn in Esherichia coli and
germline transmission in transgenic mice of a
bacterial artificial chromsome, Nature
Bictechnology, 1997, 15, pp.859-865,
particularly, summary, f£ig. 1 to 3

HUBER, T.B., et al., Interaction with Podocin
Facilitates Nephrin Signaling, J. Biol. Chemn.,
2001.11.09, 276(45), pp.41543-41546,
particularly, summary, page 41543, paragraph of
'Cloning of Mouse Podocin!
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Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
X Kelsuke SUGIMOTO, "The pathogenesis of 11
Y interstitial pneumonia and the role of 9,10

cytokines™, Journal of Okayama Medical
Assoclation, 1994, 106, pages 641 to &54,
entire text, particularly, Subject and Method,
fig. 2, 4 to 7
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Box No. I Observations where certain ¢laims were found unsearchable (Continmation 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:

L D Claims Nos.:
because they relate to subject matier not required to be searched by this Anthority, namely:

2 D Claims Nos.:
because they relate to parts of the international application that da not comply with the prescribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

L8 I:I Claims Nos.:
becanse they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

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

This International Searching Authority found multiple inventions in this international application, as follows:
(See extra sheet.)

L I:I As all required additional search fees were timely paid by the applicant, this intemational search report covers all searchable
claims.,

L EI As all searchable claims could be searched withowt effort justifying additional fees, this Authority did not invite payment of
additional fees.

ES D 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. I:I No required additional search fees were timely paid by the applicant. Consequently, this infemafional search report is
restricted to the invention first mentioned in the claims; it is covered by claims Nos.:

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

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

I:I No protest accompanied the payment of additional search fees.
Form PCT/ISA/210 (contimation of first sheet (23} {July 2009)
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Continuation of Box No.III of continuation of flirst sheet(2)

With respect to Box No. III:

Claims 1 to 8, claim 2, claim 10 {(with respect to claim 10, see the
following statement too) and claim 11 have a common technical feature
"human TGFpL".

However, the above—-said technical feature cannot be considered to
be a special technical feature, since the technical feature does not
makea contributionover thepricrartinthelight of the contentsdisclesed
in, for example, the dccument 1, 2 and 3.

Further, there is no other same or corresponding special technical
feature among these inventions.

Accordingly, claims are classified into three inventions each of which
has a special technical feature indicated below.

Document 1: JP2006-6103A (Taisho Pharmaceutical Co., Ltd.}, 12 January
2006 (12.01.2006)

Document 2: Shoko HARA et al., Journal ¢f Clinical and Experimental
Medicine, 04 September 2010 {(04.09.2010), 234(10), pages 977 to 982

Document 3: JP 2013-94071 A (Mie University), 20 May 2013 (20.05.2013)

(Invention 1) claims 1-8

A non-human transgenic mammal comprising the prometer region of
non-humanmammalianPodocin and the whole gene regionof human transforming
growth factor Bl (human TGFBl) which is arranged downstream thereof and
the expression of which is ceontrelled (claims 1 te &), and a method for
constructing the same (claims 7 and 8).

(Invention 2) claims % and 10

Amethod for evaluating the pathogenicstate of 8 human TGFpl-expressing
transgenic mouse (claim 2), and a kit for performing the methed (claim
10).

(Invention 3) claim 11

A kit for diagnosing human fibrosis.

With respect to claim 10:

Claim 10 states "a kit for performing a method for evaluating the
pathogenic state cf a human TGFBl-expressing transgenic mouse as claimed
in claim 7. However, claim 7 claims "a method for ceonstructing a
transgenic mouse as claimed in as claim 3 or 4". That is, there is no
consistency between these statement, which makes the invention accerding
to c¢laim 10 unclear.

Taking the statements in other claims into consideration, it is
understood that the aforesaid statement in claim 10 is clearly a mistake
for "a kit for perferming a method for evaluating the pathcogenic state
of a human TGFRl-expressing transgenic mouse as claimed in claim 9".
Thus, the present report was prepared on the assumption that claim 10
is described as discussed above.

Form PCT/ISA/210 (extra sheet) (July 2009}
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CAplus/REGISTRY /MEDLINE/EMBASE/BIOSIS/WPIDS (SIN),
EZ - EETHRE LT —#~—A (Medical and Pharmaceutical Proceedings Full-Text Database)
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Y MACARY, G., et al., Transgenic mice expressing nitroreductase 1—8

gene under the contrel of the podocin promoter: a new murine model
of inductible glomerular injury,

Virchows Arch., 2010, 456, pp.325-337,

£, HICEY, Materials and methods, B 1, 2, b

Y JP 2006-6103 A (RIEBIZERRS4) 2006, 01. 12, 1—8
B, FHIFEFREROME, £Hifl, [00 1 0]
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C (FE) . BIET S RO
S| 3RO HET 2
AT ) —* Gl ASEE RU—RoEgrAEEY 5 L&, tOBEEY SEHoRT HREOET
Y #H b #, Transforming Growth Factor-beta(TGF- ) & OItEdifEH 1—8

{2 & % Hepatocyte Growth Factor (HGF) OiiEHEHE{WIEH ORES,
BEERRKEMIE 2002.01, 2901}, pp. 13-26, FICEHE, W3

Y LIU, S.-F., et al., Dioscorsa alata Attenuates Renal 1—8
Interstitial Cellular Fibrosis by Regulating Smad- and
Epithelial-Mesenchymal Transition Signhaling Pathways,

PLoS ONE, 2012,11.08, T7(11), e47482, ¥FlZEE, introduction

Y IR FET 5, TCF- 8 EHIREE, EFOHPA, 2010.09. 04, 234(10), 1—3
pp. 977-982, £, #FICER. M1

Y JP 2013-94071 A (EVKFHEA=ERTE) 2013, 05. 20, 1—-10
23, WICRFERRO@EH, ERsl (770 —2L)

Y R RS, BAC T AV = AMERGEE Ve Neural 7, 8
Crestopathy (#RIZEEER) ST OFRET I~ 7 AER,
MER &=, 2009, 55, pp. 34-39,

BIrEE, BAC FF AV rmyd = A{ERE OH

Y GONG, 8., et al., Highly Efficient Modification of Bacterial 7, 8
Artificial Chromosomes (BACs) Using Novel Shuttle Vectors
Containing the R6K+y Origin of Replication,

Genome Research, 2002, 12, pp. 1992-1998, #-ERE, H1—3

Y YANG, X., et al., Homologous recombination based modification 7, 8
in Esherichia ecli and germline transmission in transgenic mice
of a bacterial artificial chromsome,

Nature Biotechnology, 1997, 15, pp.B859-865,

FicERT, M1-—3

Y HUBER, T.B., et al., Interaction with Podocin Facilitates T, 8
Nephrin Signaling,

J. Biol. Chem., 2001,11.09, 276(45), pp.41543-41546,
FricE'®, 41543 H [Cloning of Mouse Podocin] DI

X A B, MEMRREROREBICETITE —RE XM 11
WA b oA rOfE—, MILESE, 1994, 106, pp. 641-654,
Y 2, Floxtgl g ®2, 4—7 9, 10
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