wO 2007/130962 A2 |10 0 000 O

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

(19) World Intellectual Property Organization { f"
International Bureau

(43) International Publication Date
15 November 2007 (15.11.2007)

) IO O T OO O 0

(10) International Publication Number

WO 2007/130962 A2

(51) International Patent Classification:
AG61B 5/04 (2006.01)

(21) International Application Number:
PCT/US2007/067914

(22) International Filing Date: 1 May 2007 (01.05.2007)

(25) Filing Language: English

(26) Publication Language: English
(30) Priority Data:

60/796,912 1 May 2006 (01.05.2006) US

(71) Applicant (for all designated States except US): CRITI-
CAL CARE DIAGNOSTICS, INC. [US/US]; 140 West
57th Street, Suite 3B, New York, New York 10019 (US).

(72) Inventors; and

(75) Inventors/Applicants (for US only): SNIDER, James V.
[US/US]; 7893 Lafayette Court, Pleasanton, CA 94588,
Pleasanton, California 94588 (US). JACOBSON, Sven
[US/US]; 140 West 57th Street, Suite 3B, New York, New
York 10019 (US).

(74) Agents: MYERS, Louis et al.; P.O. Box 1022, Minneapo-
lis, Minnesota 55440-1022 (US).

(81) Designated States (unless otherwise indicated, for every
kind of national protection available): AE, AG, AL, AM,
AT, AU, AZ, BA, BB, BG, BH, BR, BW, BY, BZ, CA, CH,
CN, CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, EG, ES,
FI, GB, GD, GE, GH, GM, GT, HN, HR, HU, ID, 1L, IN,
IS, JIP, KE, KG, KM, KN, KP, KR, KZ, LA, LC, LK, LR,
LS, LT, LU, LY, MA, MD, MG, MK, MN, MW, MX, MY,
MZ, NA, NG, NI, NO, NZ, OM, PG, PH, PL, PT, RO, RS,
RU, SC, SD, SE, SG, SK, SL, SM, SV, SY, TJ, TM, TN,
TR, TT, TZ, UA, UG, US, UZ, VC, VN, ZA, ZM, ZW.
(84) Designated States (unless otherwise indicated, for every
kind of regional protection available): ARIPO (BW, GH,
GM, KE, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM,
ZW), Eurasian (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM),
European (AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI,
FR, GB, GR, HU, IE, IS, IT, LT, LU, LV, MC, MT, NL, PL,
PT, RO, SE, SI, SK, TR), OAPI (BF, BJ, CF, CG, CI, CM,
GA, GN, GQ, GW, ML, MR, NE, SN, TD, TG).

Published:
without international search report and to be republished
upon receipt of that report

Fortwo-letter codes and other abbreviations, refer to the "Guid-
ance Notes on Codes and Abbreviations” appearing at the begin-
ning of each regular issue of the PCT Gagzette.

(54) Title: DIAGNOSIS OF CARDIOVASCULAR DISEASE

nsithyity

=
& g

4~ Speeifiely

Dipganal segmenls ave praduved by tes,

(57) Abstract: This  invention
relates to methods for the detection
of cardiovascular disease, e.g., acute
coronary syndrome, heart failure and/or
pulmonary embolism, in high body
mass index (BMI) individuals, e.g.,
with a BMI of 25-29, or 30 or above,
and those with impaired renal function.



PCT/US2007/067914

WO 2007/130962

e fet
oo e s
2 ol
554 e Pt
ek [ o
Lo o ]

o
. en, = Py
ey ey b ; P
Yenbrd; A P " ]
28 bt g ghice]
4 o3 Lo w5

% PR

EA

§~‘ !
ot
AR

J

H

ASCULARL

SEE
t}
N

RO

H

;

AL ¥iE
&
AKY

jE O
o
Kb

CARDIO
ADRKRG

£ s, \..\A, e
- forid
o 4
2 o -
4 ¥4
bt 4
1 o
b ol
£7 .
S 5
o g st
2 3
0 b w
#\..). bor] w.m
& CO
fo et i
£e]
iy % 8%
; Fra s
PO ., b
g et 7
M ) .. \\u\.\e Ser
e %
[
i
%
5
=
ol
e
o
-]
i3 o Wy [

[rech g g3



PCT/US2007/067914

WO 2007/130962

oy “h...m
o) e e
3 1 #
= i 5 2
P o o
B e for] s
S :
&3 S %
2 VR ty & 44
. e 4 b4
M ) B o i)
e - oo
T o W e
peods i : b o
=% pe 5ozt W ey
4z vy - B E &
g e, Lo P00 =,
< e - ) =
P o i % re %]
2 el AR A it
el enr it o .
pta v st 4 e
i H s s e
oyl Foc] . b s
o oot
o] = o [#2]
e » ) T -
Foeh % e s 1
% : 2 b4 “r L
bt £3 ) 57 o P 5
8 G g B 2] Yo
aeeed - “\w\«\“ e z A [
m.& 93 2 S oy, ey [y )
P £ L% RN B
i \\ = oA :
o £ b o
oy o, 3
b s pert
25 et £
. e e
b osd N
2 =
{4 bt
o
- <
3 &
2 =
&2 e
P 7

7
i k] ad
1 [ .\nw N\\\ 3 o e
- Lo £ ¥ w1
i o o -4 o 53
4 P o 1) PR Feeo
o i bys - o] 5
ey ) Yoy h2% w4 ax
2ot “ —~
[ 4 o ]
<y 5 “r o
v w5 5
e o [ o
. 28 ] s
P e Tt 5
gy - o 4
W o (S
e 2 P 2 o




PCT/US2007/067914

WO 2007/130962

5
- 3
& > v
7 = % s B
e [ 5o = o 2 ”\ﬁ e
e 2 jeoec] S % B
jord -~ e 2o ea - s fes]
£ = ek e PR ] o) &
Lkt e Pyl o Fee St o
by e bg, i P o . 3 7 H
. -4 =3 P ) 3 F 7y foed : H
o 7] 2] ik e “ £ o . o b e
) L [ bes] T ke o o Ry
g7 2 o o A past Dol
4] 1 prevs Fau 9291 s Eord LXecd o e L
et jasd weed R = re " e e
. k3 % [ B T S 52 =
. o v ] o o o b wk
o o ] (SN g 1] o ]
. - g facad iy e o fie ] el evd 2
5% [ ot 1% Rt it v [
I e e 3 (] - - L r<d s o
o 3 ”“ 1 1 . Ly fd oF b wm i3
SV : o T sos B S o B
7 4. s by w el 1 4] fged
e ruismy 5 L) f5) KR (o %
w1 pent i w5 8 % ;
o v5d 3 %2 2 N =
proe o . M ws o = P oy b2
e x =% £ o e A% i3 B
y ooy : £ & 3 3 7 &
P e £ [ ] 5 o] s % s
[ o4 g i B A Iz o 9
7t Ly et s W 6] 7 o -
ek & o s -5 R 7~ 3 hd -
Py g e ! o . 2 ¥ P ol
= ot # Pt o B o SN P ] g ;
B P o] bavd eers [ :
AR T w [~ B B B2 4 3
i =4 - & -l (X . 7 w3 f L
o b3 iy s e 9 s b ke AT, -~ - by -
] " - Al e W v ot 3 ] o oo = “
- v ¥ 3 -~ e i o £ ol . WMQ K
5 o2 i : & gl <R = 28 5 |
‘ : o s it b : %
= E v i Sl &= R B g
5o e 2 o5 m f e ar B ARV
i # s 1 % L E wk i
3 u ¥ o = EI 2 - £
5 s " s Bt it i g B e H
Yook " o8 T e 7. - Eaed bt %2
agd ¢ £ & £ “a ; et ; i
[N e S R i3 - o e
rup S o] whey fobod =1 fock i) R ¥
. oo ) L e L s 12 ; ;
P S -5 ¥ 4 i fg
ey ik} g o hon t ) e ToameA
= o v v P B e Do
743 o 5 v 3 by ir Do o
Z 5z 4 z 7 e
51 vy 23 o F ool oy ot ? oo =
b 4 Y “ o4 i £ ouid i
vy P e i wr 54 e W
Vo o v ot oo - DA
£ . s b ¢ e i
Ex L4 [ . Foba H 3
¥ o= e i 2y o -
L5 ¥ B 5 Z ot
o o, ] Co ; /
= o = e =} o =23
i d £ :
: = e o i
; et ) [
e e m = 4
2 e o !
= s ~ o ; %
7 wert 47 f H ot
el sect 53 L T ot
ot poss 7 Lo A
% " ERcs Bl R
2] P e I3 oy B Dol
-y 7] Yo PR e DAl Tl
P Jise £in 4] - 5 HiRed m.._._ s
4 by , 25 e, 7 FRNS R B )
prt b “r c ot e : -
o ey [ . e, s H b3
%y s ] «. %4} = : [=5
] pa2 sl o b & : H
- 7 73 T s " : :
9] o & a3 gt ¢
= =4 & ot eI ]
3 = :
= 3 ol Les s
bel o] 4 o oh
P e o PR
b e ko oo A
b % 7 %
5 e = - B =
5 fos K] e S
P e o8 £ &,
53 o 4 g 43
s L b o




PCT/US2007/067914

WO 2007/130962

3

1%
LR

ieg that sp

el act

>

{

erent ny

oo BB
T2, B

i

and D-d

o
M

tiransis

andd

A
2

S

Y

(S 13130

o
X

B

{1y

eguialion oy

gy
S

¢




PCT/US2007/067914

WO 2007/130962

>
¥

P DRAWING

{0

RIPTHO

¢

S

4
v

¥

shudy,

“23

Y

I

A

o

£, BML

}

..}\‘ :'} 2% ¥
T ey
FREIN ""\'@{3{

%
fad

wels

popule

v
]

%
5
biac

dwr
j&
P

.

oS

Loeni

ane, 8T

.
3l

s
4

<

3

vy «

mest {

$i83

¥

-

&
5

P

‘ral.

K 3
ars bedn

that

o

EASe

DETAILED DESCRIPTION

TWRY

Y
XY

[AWH,

e

1 I8 noth

OTROIA

hon




PCT/US2007/067914

WO 2007/130962

Methodology

sneral |

g

3
kS

AT N

i

£
%

i
gt

LT

o]

£
X

Lo

FEER

o WOVE

ey
%
EY

i

2

5

+

P

o h{ -

Th

RINonL.

Foby
=
)

ok

Bes

3 whethe

o

g

slerm

4,

.

eserih
AN

fuea 54
I nas
3
el

7 Blogd

Seey

H%

s ©

=

sub
Ly

b

%

f rogard

I3

Yt

5

gmb

npie

LIS

pec

=
£

o
81

Wl

z
%

oof

A

ssls

ie

Qusuing

o by

3]
3

ST
i}

'{E

23

2

"
i

i

R X
ST O

T

&y mi]

~gdiny

B

M IYHBNNnG

<

ey

] ;}
FREE

N
15




PCT/US2007/067914

WO 2007/130962

o
2o
B
2hi
b : e
pes .,
7 P
, \ B e
. -, i 5 el
Yot %4 b 24 A 23 oy
ey £ P E 2 o
bk} - o I Loy, o
wn ot o % =
o by Pt e g e
B4 B o I B
2 2 [ bor) s x
by . oty ot - b
et iy A pacd e o
o i [edd ok ~ K
L i by st 0y
B B & & g
oo 24 b W e
¥ w o =8 5 7
e ] = bl L
‘ bl . ik 0%
o ot s e & 22
1 fonl 1 L P 197
124 fed v oty 3 v .
o w3 P oy e ooy
oF £ e [oe=st - (e
, g %2 el 43 W
oy F o Fod) g3 -
by it b bank ed
pove] Tt oy 4 :
Pt P s ot
1 = .oy 5 » -
¥ Fn ks J 1
Uk Phosd 4 ] [
p P N Y =
5 iy d 7 P o
X b e o =
> o, : ot g jos]
e v\..w wr o]
) b =~ g o
) 23 %3 P
L " o
] s PRERY-<]
oo . %
= o pioe bes ot sy
2 Nt -
£ v Zd ek g
= i 15 3 A S
R @ Z g o=
o Sl 154 P i
b it - s
e & A
5 g 8
: Fo] 1] bt e
P 261 ) Yo
weed s fi
& Y pY )
= % & B
> 4
i 841 2
& =
B s
A . .
i i i
] % [
4 pas o4
: el :
. o
it o5 it
et o
= A iy
” e o
7 2 e
R ) t
" T [
e e e
Vi o~ o
i et o
. ] L
e s e
e 3 p
sl - “
B2 %
e PA® .
fred iy (\u,“
s <
4 Foed "
75 e it
-, P, s
5] - ren
5 ] !
i % .
o ot oy
€ [ uwr oo e R
e e oy " o)
9 £ &



PCT/US2007/067914

WO 2007/130962

7y . "
<pnd ) vww
razd e
et Tai 4
i G 7 2
o 3 % us .
iy w2 2 w4
. 7 VE n R
%3 "4 oo e ,
b 3 A e ot oy
L e Yo e o P2
o1 n,.v - ol L e
& % ot e 4 %
i o 2 4
e P 4 sl
P % |4 w3 [T I
5] o3 ] [T
ad el M 23 ¥ )
e a ” p= bt "y
; = g5 f o
4 ek Y o,
s K S
23 B o bt
# 3 I
" I A
<2 i E =~ m
4 (2]
A
ﬂm\h Torns
)
v ’
v
febar % o
-1 e N snd “

J ; eed A
m(.m et o5 N
P b= = 2
= = 3
= v £ @

o - b
v o2 SR
" A b+
. z
i A @
o] ott 5
P posd g
el s -
i - fasd
# E o
7 .t &
o 3 -
) 7 ]
T8 e W\~
“ N
- ’ 2
= bt P
g b b e
ny & &2
nd = =
.. i -~
it C
L v
g 2
n\u bl
e 7
: e
Ty LK.
A hoond
o) Tk
P pre
42 o
v (=]
% =)
7 b3
o Y

w3 & L oy i3 i



Wi g

Y
33

&

a3

N

A

PCT/US2007/067914

AN

X

¥

£

sot; §

WO 2007/130962

3=
s

TOp

K

hat arg ann

athods

i3S

et}
; <
A
PR ger]
" po B
7 IV
[ T
west el ]
% : e
b 73 ]
7 e
) st
- 3 “
womy
o - oy
i 4 s
o [~ =
) = <
[ 7 s
o
o =
L 4
4 e o
s e
]
et .
bass| o sx
el - )
e ey
O T
e 23 (!
[ 7 4
P o B 4
B
ot b oy
foud P el
b9 o g5}
wy

+3
B8

il

L3

¥

o

VIR

i

3t

i

<

o

¥
31

3

<
ol



PCT/US2007/067914

WO 2007/130962

i, il

RIS

Receptor-Like 1 (TLIRLY

ntovleukin §

3
S

s
a3
7
[
=
5
4
&
4
Py

3

iy

a3t m

winent

or b

5

e

nuninity 2

¥

i

k3

). B

7
&

Supt

&

Q338

IERNT &

RR3 L2

3

rad i

)

&3

i

ke




PCT/US2007/067914

WO 2007/130962

IR

¢ isul

H

sohub

4w
4
W

vhort

Su

by ret

herein

8

e ineorporsied

I

2NE
&

tured

-
Fry
i

3333

P

o

N
i

g

foses &

&
LR

3%

:

shle, e.g
¢ Ofme

o
&

PN
3
£33

5

S, O

i

&
the
1,

>

7

2

shd

that once

o

H

o ¥

-
%

By

o
vt
A

sthe

e
%3




PCT/US2007/067914

WO 2007/130962

e -
24 2 e .
4 o e foi3
b4 o :.N.. z
s - ot P =
fg g A % i
% 7 : % 4
] £ 4 i = : i
ps & % z ; 2 z
A et Yot el o % S
mm S s [ s = ©
e iy , o o & o
£ 4 @ & ( = Z
; 5% 4 pocl - T3 i e
A e ; 8
2 ooy w5 o B
o W 5 < & ;
G 5 = (9] P
3 vz . x pe
& A . - vz B
=002 1 003 g A
revst :
=5 s B4 5y ?ﬂ‘m o~ %
2404 o K] 'y Aot = . [
mf\ w 2 ot e, e ot T
g2 5 & ® o 4
o o y ; 4 - =
3 B r v o R o 2
a - &, i o O 4 et iy
o5 & 7 & A e
£ L > & !
\ § 7 P K o
o o e« 3 i
W & ey A B - B - - - A
3 5 ey [ e & & b
o4 o i ) : et et
i % by " . ; o
F R F i , ,
Wit wd otz o 25
s ; o o 9] \.,.
.uww 0 oy & et o 2 33_. ,
27 e o o 2 ..
117 gl b} sk ey ot it d -
A = 2 o A &) i
fot - <1 (2> ol - = &
a bor Pt % £ . , by ‘
= vt bl f 3] ‘ w2 o % ?88
s % 3 et : P Y = 2
e 1454 2% ot e polt . :
s 7 z vn 7 = =
g %= i 7 : )
sk g = :
By o 7 3
. = 5 Yo
\“\\U o ) .” N e,
> - o &
- zw % e
3 ¢ 5 %3
2 5 - o
3 S
,mv Z.
- Z
S 3 goon g S BE e B g et
5 rord [hs]
w‘u g s
b o A
= 1A 4
& %
G # ]
w1 ; 7
- i
yod [
‘ =
s, '
et
1343
.
% i
5




PCT/US2007/067914

WO 2007/130962

SRR

D

3

2 a8

o

0

Hin

8

N

L%

&2-
Wk

ces
T
e

or

e

23331

et

oy

RN

.

T
o0 &

A3

clu

L IR

¥
kS

H

Yable 3

2

GoUsE ’u

o
]

&

-
[
L3
Fosd
pos
=

i3

A

o

i Fungiion

o
&

3

BNP

s of hes

g marks

ANP

3

O

"3

i
(54

SOASEAY

9

T Ee

Cn

¥
X

s
2
Lo

Real
i
o,
.5.\&
=

we

o
S

N
X

el
o
“a
-
]
bad
P
o=
e

Hhurinese

Saad
S8

b

&
4
s

{F.

FeproBX

i

Ty

"
b

a3

£
.
i




PCT/US2007/067914

WO 2007/130962

=)
P
o
i : =
“ s e
. i
%] pot - o4
k24 P w7 ¢
&2 - s P
s Lk e Wi Gt
] cred s 1 s
o2} % baaed . Vix
oy = [y {44 as} ot
4 k > s o
5] \h P ol et
- sk o gy Pt a\. \\
g & £
“oox £ : RS ]
44 b ot wy 3 el
% b % : =
frod s o 74 e (=g
] ot ¥ 7 e =
rard %3 riid o eces wedy
T 7% KA s
- = o bt
e ped R &3 & &
E% 5y o = 2 ;
s . Py 'l )
o Jet fa) ol 1o 193]
& s sl jach e
B fscd
o i o3 22 -
s " I :
PR+ pd 7 -
] v, bl 2,
o3 el 9] o= :
.4 o w2 it
B2 ot
. i ey A Ly
ol 3 o s g
v.w‘. pis " 2o o Y
! 2 poer T b} =y
8 a ‘n P vil,i d 5 ey
R 2 ey el e i,
o ) Lo = kg e T
b %8 3ot i %2 2 vy
o e e g ant = w L)
LS 1 o o ., E
g b L g 451 Laoe] et e
L% 7 = < A b b
,.w.\. s 3 p¥g 5 o £ =
2 -~ " : 5 s &
Nt R T A = .
ey @y 3 Ged N 7 h b [
o & = R~ = Ton
s = BB & H & &
A O By I
‘ P opo w5 > ey I fos!
i b oo o i oL % “
e s 2 5 b o Iy o 45
s 2 5 o 3 :
A T o oam e % B ot
s S i JE s Yy o b
P o et (53 oo P oo pos
; = 5w v .
ez k2 (3 < & d oy 5%
] i : w "
g 7 2 B 53 B3 9
¥ L pre F s s Yo
) s poe L. Ped g
iy oSek . 4y uz
= o .3 o il Pt
=t o bt e e o4
w3 73 b e b2 o=
s . bl Ly = 4
. e v % pont )
it g v..\ o ek wu
5 i & oy s
S e ~ I 4 o
- . [ fort 551 egnn
b, =) R - ree "
= A N A o P
K i
] il 7 sl ..,
i oF e 2% & 2 %,
e e hasrt od »5e%, o nm
o, piasc ey " e
] ey - o B v A v @ 75
e 05 o ¥ 3 P s e
; : - o i 50
2% : 2 S S+ S vl 7
"y 23 o i ¢ 7 o - Yans
7 S 44 o . Y
o 7 [ 2, ot K p fir
45 ook e 2 bod o ol
b %% i “ =
- . —~ P R
# 4 E] o] F]
i o ] o
e e §
o o ; &% o
Ly = ) L2 Yorrd
e (23 s 4
.
et
P oy 2]
= Y 27
3 b

. pacs oy
o~ 7
o A



PCT/US2007/067914

WO 2007/130962

[T IR

MY

&

Hae
£

nsamin
J‘h“:‘

¥

S

oy §
i
from

X
N
A8

une i
irhation

Met

%
3
A ¥
& AN A
SR

X8

80

>
o
pot)
ML
22

A

RSy

e
H

Py

X

cizal and

AFEY
el

¥

3

X,

A

mg
T ang

EA
oy
¥

tact

£

LIS A Assax

2
3
.

h ¥

334

{MB

\

ssay util

&x

e
7
o
o

£
o
fe2

A

5

o, L

3
i
&

0y
o
&

A
P
‘,.\\A
£
¢
L
o
pane)

el

2

P

rafant

&

(X3 1}
<Y

08

e




PCT/US2007/067914

WO 2007/130962

i

&

LA ome

S

e,

Pk

bevd
e

of digtibled water

EE)

o3
-
"
P
ot
[593

¢

BT
VIS

A iotio

aad samples:

A

7l

5

Fsiand

WP 3

gaaEd

i

T

&

T




PCT/US2007/067914

WO 2007/130962

2

able

T
1

slow in

1

VT D

P

P
o

ample ¢

o
pd

he

1

v

pnrh

L

2

3

2x

&

10 f

3
2

e
wrmg

£
i

¥

yareg

<hd antd incubale at room

i

¥4

)
Faw

ERER Y
S

TICUE

£

posabl

+
38

1
sreed

x

L

parat

SHESRIERL S

oy
X4

it

5}

3

hannel

Y

o

'y
&
gt

O Wany

3

ate incuhat

&

halr

ped
]




PCT/US2007/067914

3

afe

%

Pi

R2RS

As

P

¥

g KK

wy

i

.

xomplary 86 B

D30T

2

a3

Bap of B

&
L

I
@

Table d

WO 2007/130962

wserred

e

$)
1

3

he

¥

S

h

4

o

&

T,
H

Ry

¥
3

FOH W

at

<

}. .“’%.3‘& f&.\
i

e
o

Srafy

3

§ Ties o

A

§
¥

he sanu p

gve
, a8

s
or i
P

7 §
ar}

b

5

ket
b2
0
e
¥

LRI

:
10

T

and i

%
X
%
~
gl
ks
-
o]

~3

PRAJSE

@
o

uple 2

Bxar

4

.
i



PCT/US2007/067914

$H 1

X

R

L

sE RO

AN

A%

& FR

35}

T

WO 2007/130962

et & . 4] Ik vl w3 “ o3
o Nm 5 r? ch e o ] ]
L e Ry PR NG ek ] g8 ] B0 2 5 wd | R pmmiieiedi 4D =t = @
TRt Pied ed i o Ll 0 T s ) ‘ Biovioe ; S D ©o N €5
Lol £ 08 oA RO AR TR RTeR R R S s Fi 5w R GCH| €k € iBinidnl 0D o2 i
ol FEEIVS RS b - B ; &
e -, ., o I R S josd . : f
L e R iR vl R Rl PR g B : b
e : =y
: 2o : <
! H 4 Boad By i st
¥ : H mad hns H
i H : i~ Pt :
13 v e L aed
; H e W
; i o~
; ¢ H LA Ay 5%
: H : : s 54 v roee . P . o
1 : o ] f ; v = Lt ety 0
5 i o e Fad > H S :
e : P m wiow A R I s R R R 3
; i - e ; £y 1O i LRGNV ]
: P o ol g P . . s . . E
: Lo . {13 R, ; - - . ‘
: ooy oo, e TR ye4 o4 Tl et !
H v sonn H H 3
: m,.“ e : : H
: ; 3 H : i
iyl i tk o ; ‘
R A, 3 -, :
1.@ ”.\« Ty LR ” PG et 2 -
LRV R ST s R e P
PR of e E2 - Pl
IS Rl o) te3 e o ©
< i e -
S _.wm 4 oA 4
¥ m o bagd (R RAE R4 03
i o 3 P e o b - -
s B i ol owp fiedirl G
H o 3 P " . >
mww e u.h J.m ﬁs.; S ,w“
2 ¢ il
FaTS e
o B B
-y [ focd
e ot o
o i vk H
ki 1%-“ & “
b1 L
w4 .ﬂ I
Yot s hﬂw m.,.._
~ ad ..«wmw Sodt
et @ o sl ]
NG 5l % 5 %
(] ‘ » @ £ —
Xy ) 77 o =
Y 5 foe 3 b v < 7
Lo g gt 2 777 W P I8
el R R RS R ) &
R IR 2 ", .
] fop it m“w o ol oy
R AR £ o : i
15 RS Sl e pou g : m\m
o i B "
s gl :
oy : 2
> 2 a ] o
P i dhect i ¢ ol
: P 7 5 P oum .
: ; : Yoesi et : 4 2
: P ; d 5] ; [ 5
2RI m o “ A
: ; : H : i 2
: H : H m\ : o 0 : 3
: ; : kst i 1E3 : (1] I o
: ; ot i [} : ; b4
; w s H H Ry
; ; ; ki




PCT/US2007/067914

WO 2007/130962

“© »
o NM w»\» 3
. i -
= bl e o “ fost
- YRR & £ i iy P
IRV ARt P 2% IR : o
O3 o BT . Z =
72V IS RN L |5 R W I e 4 =
s st ! A
Lhiemia o) srvee ook ?
‘ o ¥4 P H..W 4
% b i} = %H., 3 "
P ok, & A.\ 541 » et
“andt 2, 32 [ Fapr >\\ 4
5 ” - =
by e 7 9] Y o wr
(3 mwy b
z pret ; i3 e oo
9] e oS : ] : E g
iz : A : =
Pk & 4 = ; o ]M.u o
o] g p i % g, 5
2 o ey . 2 5
e o e R f R
s - : o “ R
: R 5 P I “
ek 7 . oy g .
e = o o o o e
o R A 4 o & e 3 ies
s [ P b 3 52 bt
o ] v % 4 A i g s . s oo
£ e POERE I ! g e
oS Ko o : i i =3 o P -
suf b g R . > A E g T S
e z 4 g ojext own e z et 98 wo W
F ; o e wie A
o oI o3 o ; 2 o =W
b 0] = : 0 7 ==
] e 75 B =}
et et o ..u» 47 L Ak
per) o i3 s 5 by -
£, 2 B 115 = A G
joe] o ; . bt o
, 0 i 2 oot = i
o ] : i o)
b , e s Sh vt
R g hel & = oL o
o ey oy b Y - 4
254 (8 i o
] N > P % -, ford
o » A Lol oot eid
4 P B R ol R
% 8 ; s i
B Eo AR ; % o
s Poas) > -
= L = I G
0, apd a3 0 s
woim &
ol i w w1 =
<& s : I ...wd [
2 = 2] o] ’ I
[ £ ot ! e
- Sﬁ . (33 Lt \~
s b e > o
S ] o] f ot
b4 . o g " &
ne ke “ v - feed L1 ed
o o o o L] “ b | N\-.w
AR £ % o | 2 i &
Ay £ wrse RN % =
ot " ¥ o e} 25 o . .
T oiys o i =i i e 7 %
2R o % (%D b 5 ] i
S : % 3 Y ot 8 et
H £ o e .
: T i 0
fon §4 poet 73
oy 2 Y
] e Kok “,
b1 0 ot o
54 2 ot
2 : Rgis ]
Pl i ; 2%} v
2 H
143 oy Wy

o et




PCT/US2007/067914

BMI and 812 levals

Y

Table ®

WO 2007/130962

2 il
Z 1 et
= Lo P yon
vuﬁ g1 ey 5, Nt
rided W L /AT~ o
g mo o %
oy 5 . - b L
o & e gy Lo =
=t 75 Tt 3 % RS et .
el \.\w = I3 o~ ‘ ey W
vy LA A a L7 7 g hoosd
% s o W 2 . 2 [
e P ks " el o o 4 1
e o 5 o s s o] .
ot s 1ot BT : T IS %@
% “ g P gy S ot
P 4 B fs e } e
St pe “ = 5= oo et oy
oot Eaad MRl o) 43 il w5 T 23 o 1
] > . - 3 ey .o e 0 rrori x i
F I e e pood 7 ) e & e e i
L4 i § ' . oo - o w2 fiosd 3
Bofemt pry foor B g5 O =B Fovd ESIR
T2 A B O R S z oo L - %
y - ; i - EP < oy . 73 e 8
(38 13 B i o % Pyt 7 I e 5 ] ot o
23] P - 2 et a U o R 'y ey
- g P o3 g e = : 8 o]
o G = 2 A Ao Ft o gt S P
e A P i3 Fer s 7 R R L e E S R
b [75] o b e 5 2] £ : e
A ; i L B o B -+ ol P ;
= e & . E o : f
= e b 5w i Gk LR # 5 % ;
el “ % & i [ o s s ;
3 i ' 4. ¥ o, 3
ot &0 N ol m = A &\X_. 8 ;
st ¢ fase = v ek w4 ool f
= 2 b S w3 & " “
fﬂ.h \wu B % [ tw& ul.“ \,\.n \..'\, e&“ 1 Lot T T g
23 = w8 &, G5 2 R T T Rl P
= f % ; b vt ; g s
e . o 23 i # £ ;. i L B RN R T o R RS PUN
o & B3 G @ o B - A
mivol T jom s @ S i o v g b
ot Rl B 53 v’ o s E o S 1 : :
L § P K ) i P ] 1% - o] iz sl 4iomsd g
Bl o fud w 5 2 - S S 1t
7 i o = e 5] P W P [N IE ==Y o
# 4 £ & Z2 8 . % Do AN IR 1R m B
Bt b 44 ’ b ol N : : w5 o : e
gt B LR B B = g it @Dl ol ] g
£y = e i G L oA % i gl B mi oz B
o & it e PO et g% bl gy A bl et m i fied o
oot i ooz O @ & Yad EREChl gl gl B %
i o3 Bt - %) Fioc SR H % Sl : = -
b” s e y . \‘N et e o o] Bor et oot ? o Phacd $451 7
i Py b7 23 .ﬂ.n o o < &5 pok Lt Wi H P854 o 4
3 e » 175 : - : " o ot
I P & 05 B Z om o oBo@ b 74 AR : e B
P N fggrd % - - (5 G T et | e ey B
i o A i o em y o ’ iy gl o 3
Each B o ek X & = o g e o | v { 03 oA
P 3 " Y [l e o3 o o 3 i g
bl BN BN I ] S L R I S < S o) ooy
AR o s o g B Tm o ot -
I I Mot it 8 < . B " i 7
E » Tt 75 7% hget P S Ed > —— -~
d 3 o, o e b fos X by
3eh W fem i b =T ¥ v e
IR BT 15 RS ., Bom B4 = =
5 ] ¥ . s s oo s o o o ]
1y §4H ; PP S Yoo o :
I 5 A s G, w43 g B
P ok ved o ot 4 “ ] )3
< o o’ 2 i 73 e i e
s b ’ £ 2 I PR
ron e «pad 5 iy bed et jooed o
prod: fod ok o % ~ — i
o & o
o 7~ R | i
wenck et pe % 7 5 -
et oo hoos s 7 ] o«
o N [ o [ et o
i P e 45 7 25 &
fax) fad -4 [l o] e s
2% e i, fos] [ ) T
v
A [ iy
4 “



e

WO 2007/130962

T syvn
RS
Yootk ¥
5 N e D¥ Y R N, R
WSS RCY ANGE

Tahie

12

&

LG renal &:A:?ieiii(.-?u‘-ﬁh}‘, OB WOUHD B OXE SOb T 3o

PCT/US2007/067914

1 s population of sibiscls with

v e & Y
vegy hagh §12

. - {13 o A
gvels and renal Bimolion,

Fereirres ced ooy a1 aabevon i Tablag T amed §
OF Qroaiining Ciamanea, results sre shwown in Tables 11 and |

Tabie 11 Poarsen Covrelstios Rosulls — GFR angd §T2

Correlation Mairix Ry
FR 812 (ng'mia

1008 {

0.028 10

G Vﬁ

Cﬂnﬁaiimi Nignifiesnve (B}
: L GEFR S$T2 {agimll)
GER : 0.748

ST2 {ngfml) {1.748 -

» Pearsen Correlstion Resulis ~ Creatinine Clearsnse and 8§12

Peseriptive \mmtsm
Variable Mean | Std Dev. | Std¥ar | N
Seresming Cr | 2,175 1 0880 (.08 ‘
BT {ngf mi} RN 33 8038 {

{f{)i‘!‘ﬁiﬁiﬁ'ﬁf}g Matrix (R}
Sereeniug Or ‘

fau gendng Oy
mﬂ'mb

%wemmﬁ Cr
5T2 {ng aﬁ,-.}




PCT/US2007/067914

3

sk

10T

¢
LS

G,

st was

3
N

8 popuia

aln

Hospital, Al

FIEN

"1

OF

3

FTRINGT

an's Addin

WO 2007/130962

Fipe
Sy
sk
2 o
fona et - ; ;
Ty g 2 H e,
& ok s : wed
i i wors i P2
: E3 o =
p 55 qu ' W.“»N..
; oy ; : i g
et o i : B .su !
vt oy jec oy e, i et
“ e V. o R" : Pry 7 2R %
food fiane SRS Py
. p2 1 . i : ooy
3 25 i i i
{504 et > 3 Fed B R
- o [ i = i S
o] = ] ; : = ; ysnt
e - Wi : o
o 2 R | il By
; o H 2
54 % 0 i "
et o ot =1 po | Aot 3 o
- PSR & Sl
o] o4 et ol do £ D e
724 ot S 4 sonnl, @ 3P &N
i e ft : i 3
Pl B T A AR S I
73 ol T T SO 53 ; -
e e CEr §:
wh. < o e : P
“ ; v P ;@
i i Yoo % et P o
o Rt = Fannd, ﬁ B 3 :
o seoa * Wos' B : 4
= Eo oo Y : :
et [ o e :
5 ot % A e, :
% 2 o g b :
% « 5 7 ;
o (>3 o ﬂs« F2] H
% o B o T ] g :
ik geeet k Toif H
] 73] H
@ - Yt LA ;
4 b
] v
- =
- ward
12 g
- fonrnt
o 7
[
o8
P
o
i
=
%

i3



PCT/US2007/067914

WO 2007/130962

ADHF

<

atins in

s
5

Pearsen Corvelation Results — GFR and ST2R

.
3

e:$

Bl §

SRR

AL
by

N

2T

vatio
i and i
$emner
NSNS

%

Y
Ll

- thues, there

sieney

¥

SI2 ratis

512

thll

e

1%
G with measy
Hi

Nh
i

EH]

e

al insuf

ot

Y
¥

4

niing, which iy def

Hiatist

b

A,

%

we

the mvent

3
W iny

"
3
Ey

serip
. ave onvralate

sdvan

§ X

the ren

£

ik,

5
ndependent of

3

[l
2
Nz
%
Z
<

it
]

B

Mean
FR
ool

g
N

i
&

Correfation Matix ()
Rather, both variables are velated

0161

£
aig
#1Y

o~y

Correlation Significance (P}
OTHER EMBODIMENTS

I3

N

!

2
&

sivonaly
%

o

L8

¥
2
Ky

H

ot the soo

i

i

i

o N ey
ing

b

N

R

PR

TS ratis

X

3 b vever TS N Ny T Nt
clamms, Uther aspesiy

A

ke

O
LY




PCT/US2007/067914

WO 2007/130962

WIERH

18

LAY

~

%,

i

Y

g

~

WHATE

4]

Trinyed
RN

I3

et

s

fruett

o
¥

and in

7
Ay &

fre

3t

LAy

and ¥

5

3

¥

T2, BRE

SN

itare 1§

SEEEEIY

e
bt

art §

o

54

D

TR, an

G
A.\u“.
P
3
Z

<
{

w i oor

st

4.




PCT/US2007/067914

WO 2007/130962

Lo 1 At
For’ ; %
b1 bS i
ar, o, ita, WW
s = . i,
- A )
B! g ok
Sy pac s
¢ w 24y 5 \m«
- ;. Wi peeeceemprrrrrrerrge s iageeneeeaany
[ £, ] Fra, :
it s P Mt pasd) H
foed ) Raed s w : ;
= o - & o
e h ’ o nsnd ; [
0. b P ’ Fas)
. =, e -
7 o % = P
it f ‘.
i} : ~ . b =
.3 5n oy o o
. 3 %3 ot s
.w-i 4 e 51 e (g
“ 1. e P e s oo o
51 A = 57 " e -
7 &% bt Ty ] Z Eoie) P i
Lors 52 o = = st o o= A
Wl 12 - o) A D M
& ik rd o~ B : [ 44
ke 3o o ey o o0 bt ey
a7 oo i oy ot g ool s .
A x 3% e iwy DS A
7 ool -
y 4z = Y P e i
= y o) 7 Pt ol
o] faned $a Fait
.y - e, 7 I -
5 a3 s B Koo v k ﬂe\
> e e poost 40 R
P~ =1 - e et :
205 5 0B 2 o& g
IR 4 7 ; H i
5 & - o B iR {
S p wiesd [ ﬂ.s e ok :
b+ b 2 T gy P8 ;
PR 7 = e s P 4
et ftn b3 i e i H
3 d 24 <, - 3
e 2 % fiod o ld ’ ]
P = A oo} o W H H
I e viee ] ot = H H
et - - % o) s PN ;
22 v ~ < 2t i
o Pt it b8 fod s ; : 1
£ posd ; o pase) et H
et w? §+ ot = P o i
fa s 23 2 ted w - ;
2 R bt P < - fone] i
3 Fos, 13 ot P s i
. oo 2 & v 4 2 e :
£y B . oy e o 1 £ foes g
i o s P 5ous 2ty i
o2 - Pl 24 Yo e iy i rek
e ded I e p .
w9 > it - -~ 3 = ) T ”
o~ 4 . IO
- (¥4 £ £ ] ‘ e -, W H Pec
sz o E . 2 e {0 m 4
& - ) gon? Py H o
e et 52 w..m b i : mm .
: B 1 . J : .
w2 % & iy : v T
& : s i 3 bl H pani o et ey
X, oned L Fon % H oo *
7 o .. %3 " H ey P P
i} taed b Lieq o) : = ot o3 e
o5 P! fad o A 3 A A o s
75 fod i : = ey e
~ P o] 3 a3 ; A e S
y “ 3 o s H el > s s
i ol o] b= ] & poo] £ [ L&) P
5 % 21 & o - o o ¥ H M ot
- [ =3 . pee (] o Srs, o - Lpin e
o e e Eor s P et Gt e e £ - =
i i : ._& i P S o4 <8 S H S
s 2 [ be L ogn TR . ST
£ o P r Fra £ &f Risa s g ,\.lA
e S Se p” sl ¢ el : oo
P o] pis z ! & i % s v
e -3 s H e . w0 " frac
¥ % . z 4 it
L2 ] o ; it “3 4 4
i Fiet o o ‘] s e
oy Ll fe e feed VI
e Son N R
2 & b
o pa e
o it
7 e o £ wy w0
B ot P s oss b poos 2




PCT/US2007/067914

WO 2007/130962

e
e

SEORCS

i

4 thoe

o

P

T

3

[

Af S

P

SIRArKaT

TS N N
viher bt

e

e
£

1 £

4, whergd

B
ps

Fiis




PCT/US2007/067914

the s

and

3
2

OVE

N

S e
AR

WO 2007/130962
8

]

i e,

”

o !
b d i
e i
o J
Evend H
ova

T

s

2

Pt

K-

DR Eow

o bl ] frsc]
- AR B B A Ry
.o H -
by L P

B oo i i
P EEEE e S L e R
g ok oy

“

o

L

]

i

=

s

o

e 43

e,

i

P

P~

-l

p

s} .0 i) )
SR F
i ; O fee
BN o b
Puse fa] [

mm

7o

St

3R E¥)
Pl P04
- IR R VI
b den [T ] &
g Y [ = P
bt F




PCT/US2007/067914

WO 2007/130962

(o)

s

NN

&
s

b

oy

\\“\“\g

N

3
AANAKEAMRAR ARSI

ROLC Curve

iy
%
2
2
7
2
Fad 4
. 7 Fres
& %, m
“re
LY s
oo “ oy
s fes
nod H
& : <ot
o H s
Pr- H I e
E ; [
whd i
: s H
? beer
G “ H
%,
iy i
%
-4
Seviriviiy
7
%
S
by P
b i
rrrray, I’
% oot
%
G
g 4,
P Frieeio,
A.\\&«x\.\\w\\\\\\\w
%
%, %
by
v, rrnerriyons
(L STTIRPIRIITRIFRIS499490, 505 P
s = it
gree o e s
< Lo P o

Ainipsusg

ity

fic

i

1 - Gpe



PCT/US2007/067914

2/4
jeure |

X3

RO Surve

WO 2007/130962

- P
3 z ne
Z i
T f
D . g ; .2 %
= wi 2 ; = E
St 9 i
S H
o % =y
4
oy L2 ;
t
L g RS 7
Lo ] [ 1 B2
v m R N
= :
H o 5
: b : o T
; & 15 o
: g 3y -
H » 7 Lo Lores [
H e o froc. Sos
H oo on s g,
2 =, i i
7 -
/ Sz
[ & ot ;
3 W 3 reay a5
AEESLLL PRI PSP IIL, & rrrrs GRS
ety : o
% i
P %
et %
S
= ;
w.i! w‘n}.
i 7] 7 ¥ ¥
AR I ) ._,.u. 3
................. ki 2 oh ol
: : : Apransiiny
“r L g t 2R
E e P =

Auamsung




WO 2007/130962 PCT/US2007/067914
3/4

Figure 4

/.) o
e
]

H

ST-2 {ngfmd)

g,
o
P
o

N L Y ey
<2E 25-28.8 =50

Body-mass index

FIGURE 34 FIGURE 5B

GFR §12

GFR SV {npdmd}



PCT/US2007/067914

WO 2007/130962

4/4

£200 JE  SN %06 S 5 S 556 SN 45« SR i Tt

LS IR T B R A A T

Aousnbeld

ing/ml}

S12

Eé

GU

¥



patsnap

ERATROF) 12 WO 0 B R 7R
DF(RE)F EP2021796A2 DF(E)A 2009-02-11
RiES EP2007761666 RiEHR 2007-05-01

RIS (ERAA(E) BELFUHREOERAT
BB(ERAGE)  BHDH, INC.

HAREEAR)AGE) SUKIZH , INC.

[#R1 &% BB A SNIDER JAMES V
JACOBSON SVEN
KA SNIDER, JAMES V.
JACOBSON, SVEN
IPCH %S GO01N33/53 A61K38/12 C07K16/00 CO7H21/02 CO7H21/04 GO1N33/68
CPCo %5 G01N33/6869 GO1N33/6893 G01N2333/7155 GO1N2800/226 GO1N2800/32 G01N2800/325 G01N2800
/52
5 60/796912 2006-05-01 US
H {0 FF sk EP2021796A4
EP2021796B1
SNEREEIE Espacenet
BE(R)

AREFREBEEREHR (BMI) MEPRUOMERR , Sl gk
FPKEREE , DO RIBA/SHEER 5 E | Bl , BMIN25-29 , 305,
Rk, BARFRLEE R Z M A.


https://share-analytics.zhihuiya.com/view/75f8c4b1-fd6f-4ab7-8cfa-2d2ff8b42df7
https://worldwide.espacenet.com/patent/search/family/038668487/publication/EP2021796A2?q=EP2021796A2

