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0.1 0.2

Age {10 years) {0.77; 0.65, 0.91)
Gender {female) (0.53; 0.33, 0.86)
BMI {1.02; 0.96, 1.07)
DM {1.07; 0.69, 1.67)
Prior CVD (2.41; 1.61, 3.60)
Systolic BP {1.15; 1.05, 1.28}
ACE-IfARB {0.91; 0.58, 1.45)
Hemoglobin {0.84; 0.73, 0.98)
Albumin {0.56; 0.34, 0.94)
Prateinurta {-) (Ref.}
Proteinuria.{t) {0.68; 0.26, 1.74}
Proteinuria {1+) (1.17; 0.59, 2.34)
Proteinuria (2+) (1.84; 0.97, 3.45)
Proteinuria (2{3+)) (2.15; 1.01, 4.57)
€GFR (10mL/min/1.73m2} (0.54; 0.42, 0.70)
Corrected Calcium (0.73; 0.49, 1.09}
Phosphate {0.85; 0.62, 1.17}
25D {10ng/mL) {0.61; 0.41, 0.50)
Calcitriol {10pg/mL) {0.92; 0.78, 1.10)
Whole PTH {10pg/mL} {0.99; 0.96, 1.03)
Log FGF23 {1.82; 1.28, 2.61)
Active vitamin D {1.39; 0.67, 2.86)
Caicium carbonate {1.31; 0.55, 3.12)

Hazard ratios
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25D {230 ng/mL) {Ref.)
250 {220,430 ng/mL) {1.64; 0.87, 3.06)
25D {=10,<20 ng/mL} {2.17; 1.05, 4.51})
25D {<10 ng/mL}) {11.5; 3.13, 42.2)
FGF23 Q1 {Ref.)
FGF23 Q2 (2.66; 0.84, 8.06)
FGF23 3 {2.80; 1.05, 8.01}
FGF23 Q4 {4.91; 1.72, 14.0}

FGF23 Q5 {5.15; 1.73, 15.3)

Hazard ratios
4 6

10

TR S S

W02012/147670 Al 2012.11.1

40 60

Ooo0ooaod
g,
e
b
= W
2 g
o]
o
(N
=
B o
2 o
2
7
&
=
i~
i
[
@
=
o 3 |
TU :
g o
1
e
o
(=]
13 ¥ E 1 ] T 1 1]
g 200 800 1000 1400 1800
Days



ooono

25D {ne/ml)

FGF23 {pg/mt) 0.4

FGF23249.5, 25D<23.0{2.53; 1.14, 5.64)

FGF23249.5, 25D223.0 {1.96; 0.88, 4.36}

FGF23<49.5,25D<23.0 (1.47;0.63, 3.43)

FGF23449.5, 25D223.0 {Ref.}
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International application No.
BCT/JP2012/060818

A. CLASSIFICATION OF SUBJECT MATTER
GOIN33/53(2006.01) 1

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

B. FIELDS SEARCHED

GO1N33/53

Minimum documentation searched (classification system followed by classification symbols)

Jitsuye Shinan Kcoho
Kokai Jitsuye Shinan Koho

1522-1896
1971-2012

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched
Jitsuyo Shinan Toroku Koho
Toroku Jitsuyo Shinan Koho

1596-2012
1894-2012

REGISTRY/MEDLINE (STN)

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used)

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category*

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

Relevant to claim No.

X/Y Takashi Shigematsu,

Circulating Fibroblast Growth

Journal of Kidney Diseases,
No.2, 250-256

Roger Bouillcen,
Dihydroxycholecalciferol,
1980, veol.26/No.5, 562-567

Possible Invelvement cf

Development of Secondary Hyperparathyroidism
Associated With Renal Insufficiency, American
2004.08,

A Radioimmunoassay for 1,25-
CLINICAL CHEMISTRY,

4,5/6
Factor 23 in the

Vel a4/

I:I Further documents are listed in the continnation of Box C.

I:I See patent family annex.

* Special categories of cited documents:

“A"  document defining the peneral state of the art which ia not considered
to be of particular relevance

“E" earlier application or patent but published on or after the intemational
filing date

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

“Q” document referring to an oral 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 afier the international filing date or priority
date and not in conflict with the application but cited to understand

the principle or theory underlying the invention

document of particular relevance; the claimed invention cannot be
considered novel or cannot be considered to involve 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 to a person skilled in the art

“&" document member of the same patent family

Date of the actual completion of the international search

Diate of mailing of the international search report

29 May, 2012 (29.05.12) 05 June, 2012 (05.06.12)
Name and mailing address of the ISA/ Authotized officer

Japanese Patent Office

imile No, Telephone No.

Form PCT/ISA/210 (second sheet) (Tuly 2009)
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INTERNATIONAL SEARCH REPORT Intemational application No.
PCT/JP2012/060818

Box No. IL Observations where certain clalms 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:

L Claims Nos.: 1-3
because they relate to subject matter not required to be searched by this Authority, namely:

Claims 1-3 pertain to diagnostic method for a human body comprising “method
for inspection of pancreas”, and thus relate to a subject matter on which
this International Searching Authority is not required to carry cut a search
under the provisions of PCT Article 17(2) (a) (i) and PCT Rule 39.1.

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. [ Craims Nos.:
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. IIT 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:

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

2 |:| As all searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment of
additional fees,

3. I:I 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 international 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 protest fee,

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

Form PCT/ISA/210 (gontinuation of first sheet (2)) (July 2009)
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Hazard ratios

D1 02 04 06 1 2 4 6 10
P S S S S SR
Age {10 years) (0.77; 0.65, 0.91) s gl
Gender {female) {0.53; 0.33, 0.86) [ s
BMI {1.02; 0.96, 1.07) >
DM (1.07; 0.69, 1.67) ——
Prior CVD (2.41; 1.61, 3.60) i
Systolic BP (1.15; 1.05, 1.28) 1
ACE-I/ARB (0.91; 0.58, 1.45) !
Hemoglobin (0.84; 0.73, 0.98) -4
Albumin (0.56; 0.34, 0.94) ——
Proteinuria {-) (Ref.) *
Prateinuria.(t) (0.68; 0.26, 1.74) ————
Protelnuria {1+) (1.17; 0.59, 2.34) ——
Proteinuria (2+) (1.84; 0.97, 3.45) [ — ]
Proteinuria {2(3+)) (2.15; 1.01, 457) Pt
€GFR (10mL/min/1.73m2} (0.54; 0.42, 0.70) ——
Corrected Calcium (0.73; 0.49, 1.09}) [am sl
Phosphate {0.85; 0.62, 1.17} —
25D {10ng/mL) {0.61; 0.41, 0.50) —
Calcitriol {(10pg/mL) {0.92; 0.78, 1.10) 2
Whole PTH {10pg/mL} {0.99; 0.56, 1.03) *
Log FGF23 {1.82; 1.28,2.61) ——
Active vitamin D {1.39; 0.67, 2.86) —
Caiclum carbonate {1.31; 0.55, 3.12) —_—T
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