WO 2016/112337 PCT/US2016/012725

1/38
100+
o -1 —_ T
Q : ) i
O | ] '
9 80 ! : !
C ] | |
'© | i !
[} ! i
3 60 ! :
e ! d
(&) ) 1
o)
@ 404
D
S
L
T 204
o
S
©
O -
N 160 120 58
I | I
Control Native CAD Revasc CAD
All Pilot Study Participants (n=338)
FIG. 1
1.0 /
o 0.8 7
©
0
= 0.6
(2]
o
o
S
= 0.4
ThA h=|g' Inf
reshold = In
0.2 Sensitivity = 0
Specificity = 1
Accuracy = 0.57
OO 7 H H H §
T I I ! I
0.0 0.2 0.4 0.6 0.8 1.0
False positive rate
FIG. 2

SUBSTITUTE SHEET (RULE 26)



WO 2016/112337

Morise Score

True positive rate

PCT/US2016/012725
2/38
25
R High
—_— ! e
20+ : i :
154"~ === foooo--zooc f """"" == e
i i ! Intermediate
10 1 i ; i
______ .i.——————————:——————_____________
5 - | i
1 Low
o
0
N 160 120 58
T | |
Control Native CAD Revasc. CAD
All Pilot Study Participants (n=338)
FIG. 3
1.0
0.8
0.6
7
AUC=0.58
Threshold = 20
Sensitivity = 0.04
Specificity = 0.98
Accuracy = 0.58
L
. T i i i
0.0 0.2 0.4 0.6 0.8 1.0
False positive rate
FIG. 4

SUBSTITUTE SHEET (RULE 26)



WO 2016/112337 PCT/US2016/012725

3/38
1.0
0.8
[0}
©
g
= 0.6
[72]
o
o
g
= 0.4
AUC=0.79
Threshold = 0.5
0.2 4~ Sensitivity = 0.49
Specificity = 0.91
Accuracy =0.73
0.0 . : : ;
1 1 I I |
0.0 0.2 0.4 0.6 0.8 1.0
False positive rate
FIG. 5

SUBSTITUTE SHEET (RULE 26)



WO 2016/112337 PCT/US2016/012725

4/38
L < 0
~ - © | LO
© | © i
‘ | 2 2 R
| © | 0 o> B =
) | <@ D o @ .
o~ | 2 | —
"~ S < o LL
o | © - N
ULBLILILIL 3 O LU ﬁ- | LI
GL'0- 0%'0- Ge'0- 0¢0-
(uneig)| (6L 607)} (199°607)}
- (@]
Lo [~ —
O
-8 L. 9 - oo _g -
gl - -g %
= [ 2 (€8 .
< — = S 5
- N o . < O ~
| 3 S - S
R - N | @
T T 11 T 11 TTITTT TTTTTTT o
10~ 0 GZ'0- OV'0- 92'0- 8¢°0- 02°0- ¢€0-
(g-ody)} (ssew™e-d7607)} (proe-oun)1 (4HNOMNS)L
BE = S -1
= - o @
s (< 2 XS -3 &
il o 9 o O || 5
L o~ F < - -2 o))
2 [~ 3
TT 111 TTT1 TIITTT <
10~ ¥0- Ge'0- 060~ S¥'0- 82°0- 8€°0-
(710w 4ed7607)} (d7v BoT)} (01aM1 (ssoonj9yBo7)|

SUBSTITUTE SHEET (RULE 26)



WO 2016/112337 PCT/US2016/012725

5/38
1.0
o 08
©
0
= 0.6
[}
o
o
S
= 0.4 ‘
AUC=0.78
02d..f Threshold = 0.39
<1 Sensitivity = 0.82
Specificity = 0.64
Accuracy = 0.72
0.0+ : : ; :
0.0 0.2 0.4 0.6 0.8 1.0
False positive rate
FIG.7

SUBSTITUTE SHEET (RULE 26)



WO 2016/112337

-1.0-05 0.0 05 1.0 1.5 20 25

¢0-  v0
(e1euoinon|f)|

-15-10 -05 00 0510 15

00 C¢0 ¥0
(sreweyn|6)|

glucuronate

glutamate

PCT/US2016/012725

6/38

||—m o
—c\‘ “GJ N
- % ()
- 3 -
o D
Lo S >
5 o S
|
1’0~ €0 GZ'0- G€'0- SY'0-
(:outonaj-suleln|b,)| (eutonajkjen)|
= O
— N
= <
- N B qc)
o™ o ©
Lo & |~ =
| 3% B
_C\IJ =2
- <
D
_<_9 !
GL'0- 080 Sv0- 000 SL'0- 0£0-
(21221-X)1 (suieajfonajosy)|

SUBSTITUTE SHEET (RULE 26)

FIG. 8



WO 2016/112337 PCT/US2016/012725

threonyleucine

7/38
| < | o L oo
<+
(]
L £ ‘ FS O =
© —i | — >
< Lo Q < o
o = I3e) = = GEJ .
- ON % _CC";- g -~ E 9
'@ — = LL
| O ey ©
_#_ N !
010 6¢0 0L'0- 0€0- G0'0- 0€°0-
(sujuererfonsyos|)| (D1@7psb07)} (suronsysuieln|B)|
| - 10
oo -
=
L l—_v S
o~ % L]
[~ g R L o §
L X< o B |- 2
(/2]
- o | _ Lo 2
o e TTTTT
0€0- G00- 0€°0- Gl0- G€°0-
(zeL9l X1 (ssewedyfoy),  (¥A999IVX4A93IDSAY)
| 0 <+ - © |
a 2 -~
-2 o Bl é oo .
B e S o &
8 s — | —
-g g) (e § _C\I] >< I
- e | < - o\
L0 ‘ 2 '
| o |
DILLILBLLIL I -q'- LI LI I rrrvi
000 0€0- 01'0- S€°0- 020 0v0- 0¢°0- 00~
(e1eweln|b)| (suiuejejfuaydifonajos)| (Z12z1 X)) (suionajAuocaiyy)

SUBSTITUTE SHEET (RULE 26)



WO 2016/112337 PCT/US2016/012725

8/38

1.0
0.8
[
©
g
= 0.6 g~
(2]
o
o
g
= 0.4
AUC=0.82
0.2 Threshold = 0.5
: Sensitivity = 0.56
Specificity = 0.88
Accuracy =0.74
OO = i : H H
1 I | I I
0.0 0.2 0.4 0.6 0.8 1.0

False positive rate

FIG. 10

SUBSTITUTE SHEET (RULE 26)



WO 2016/112337

9/38

L |
3 10123
‘CER20:0
2 012
‘HexCER18:1’

~

GL'0- G20~ GE0- 01°0 02°0-0£0
(.0:02430.)1 (.1:81FOXBH,)L

T —
2 0 2
‘DHC20:1’
T T 1
0 000510
TG15:.0r

-

rt T rrriri ) 1 1 1
000 G1°0- 0€°0- 020" 00~ 070
(.1:0ZOHA)L (0:S1LOL)1

g

o~
[an]
[an]
S 33
L+ 5 ~N S
e S
| ©
<
| CO CI>
|} ) 1 1 1 I
1'0- €0 G0 620~ SE0
(0814301 (0'9LINS,)1

SUBSTITUTE SHEET (RULE 26)

PCT/US2016/012725

FIG. 11

I

- O
[
[+
) 1 | | )
01°0- 02°0- 0£°0
(.}:zzy30)1

‘CER22:1’



WO 2016/112337 PCT/US2016/012725

10/38

True positive rate

o
~
|

AUC=0.74

/ Threshold = 0.46
0.2 4 Sensitivity = 0.6
Specificity = 0.79
Accuracy = 0.71

0.0

; ;
0.0 0.2 0.4 0.6 0.8 1.0
False positive rate

FIG. 12

SUBSTITUTE SHEET (RULE 26)



WO 2016/112337 PCT/US2016/012725

11/38
|| N %
S 3's
N <
O
_q- Lo
rrrprrurei
000 S0 080 GZ'0- GE0-
(1'0zOoHA)! (g-ody)|
o N
LO- [an]
< ;5( = = -
o 2 ~N = Ay
< - =2 .
' O
k. = TS
GL'0- 0€0 62’0~ S£0-
(d7v:607)1 (0'9LNS)I
e\
— | e B
o LO g — N
- o\ g - <t DC_ | [~
‘D_: - o “5 <
Bk L~ 2 -
o 2 -
T . — 1 B o?
_alj - o
| | I I I | L LU L L} I | I
1'0- €0 G0 Gl'0- 0€0 TA
(0'81430)1 (T7owu-dedy6o7) (0'02430)1

SUBSTITUTE SHEET (RULE 26)

CER20.0



WO 2016/112337 PCT/US2016/012725

12/38

1.0
0.8
(O]
©
g
= 0.6
(73]
o
o
g
= 0.4
AUC=0.76
Threshold = 0.47
0.2 4 Sensitivity = 0.52
. Specificity = 0.84
ccuracy = 0.7
0.0 : :
1 ) I I !
0.0 0.2 0.4 0.6 0.8 1.0

False positive rate

FIG. 14

SUBSTITUTE SHEET (RULE 26)



WO 2016/112337

- D

- O\

R

-

R

G20 SE0-
(zel9l Xl

| O

| @

L0

- O

| o

- o

Lo

- <

=

_LC:

§0'0- 020~ SE0"

(eyeweyn|6)|

X...16132

glutamate

SUBSTITUTE SHEET (RULE 26)

13/38
Lo
<
Z
S
C ©
S
g
N
G0~ 0E0

(ssewe'd7607)

1
0
Isoleucylalanine

| <

G¢'0- 0¥0-
(suiueejfonsjos|) |

PCT/US2016/012725

Gl'0- 00
(surona|auiwelnb) |

02'0- 0£°0- 070"
@Lzel X))

glutamine.leucine

X..12212

FIG. 15



WO 2016/112337 PCT/US2016/012725

14/38
1.0
o 0.8
©
g
= 0.6 -y
(2]
o
o
g
= 044
AUC=0.78
0.2 Threshold = 0.47
' Sensitivity = 0.52
Specificity = 0.89
Accuracy = 0.73
0.0 : ; : :
T I I I I
0.0 0.2 04 0.6 0.8 1.0
False positive rate
FIG. 16
1.0
o 0.8
©
g
= 0.6
(2]
(@]
o
S /
= 04
— //;
= (.53
Threshold = 0.51
0.2+ Sensitivity = 0.39
Specificity = 0.72
Accuracy = 0.55
0.0 L2
. : .’ ; f
0.0 0.2 0.4 0.6 0.8 1.0
False positive rate
FIG. 17

SUBSTITUTE SHEET (RULE 26)



WO 2016/112337 PCT/US2016/012725

15/38
1.0
0.8
[V}
©
g
= 0.6
(22}
o
o
) /
= 04 Y/
|_ .
AUC = 0.64
0.2 4 Threshold = 12
' Sensitivity = 0.73
Specificity = 0.48
Accuracy = 0.61
0.0+ : : ; :
I I I I |
0.0 0.2 0.4 0.6 0.8 1.0
False positive rate
FIG. 18

SUBSTITUTE SHEET (RULE 26)



WO 2016/112337

]

90 00
(ssew e'd7'607)}

-~
- ©
I—Lo
- <+

- o0

- ON

LI L)
70 20
(dNgoid'IN'Bo7)

12 14 16 18 20 22

UL
0 L0
(gorel0)}

oleic2

Log.Lp.a..mass

Log.NT.ProBNP

|

O
~—

z0 10
(hoejuowsio) |

1.8 20 22 24 26

LI L
¥'0 00
(O1y607))

S1°00L°0

(unsui'6o7)),

16/38
O
N
| 0
t—_.C_U), ~
g | ©
% h wanl
2 .
[an]

GL'0 500
(zousysa)
| 0
<t
L ©
(@) T B
< 3
S | ©
o
| O
N
€0 00
(D1a7ps 607))
. <
| O
(]
= | ©
g [an]
2 3
- | N
()
| ©
71T <©
20 10

(unes)y

SUBSTITUTE SHEET (RULE 26)

behenic2

Log.sdLDL.C

Statin

FIG. 19

1.5 20 25 30 35

e

0

00

PCT/US2016/012725

(uposuodipy 6o)|

Log.GGT

Log.Adiponectin



WO 2016/112337 PCT/US2016/012725

17/38

1.0
0.8
()
S
g
= 0.6 -
(2]
o
o
S
= 04—
AUC =0.82
0.2 4 Threshold = 0.49
' Sensitivity = 0.76
Specificity = 0.74
Accuracy = 0.75
0.0 1 ; : : i
I 1 I 1 I
0.0 0.2 0.4 0.6 0.8 1.0
False positive rate
FIG. 20

SUBSTITUTE SHEET (RULE 26)



WO 2016/112337

(O}

c

P <t =

©

=

AN C

[«b}

=

o 2

>

(&)

o >

@

- < 3
LILLILIL —

020 000

(suiiejAuaydihonajosi)|

glycine

020 S0°0
(auidhib)|
=)
| f=e
= o
. g
-0 §
L o
T
0¢0 000

(e1euounon|b)|

-4 0
isoleucylalanine

LU
0¢'0 G00-
(suiueejfonsyost)|,

4 0
X-21335

S0 12
alpha-hydroxyisovaleroyl
carnitine

o«
G20 SO0
(GEeLT-X))

- N

o

N
1

~t
1

0€0 010

2 4
X-21452

-2

«©

L
620 S0°0
(2svLe-X)1

TTTTTT
0¢'0 000

(esouuew)|

18/38

|kossjenosiAxolpAy-eydie) |

1-oleoylglycerophosphoglycerol

S ﬁf
o
3
o L] ) L) 1 | L
1.5 00 1.0
acisoga

(|0190A|BoquoqdmaoMﬁMo;no-L,)|,

mannose

G1'0 000
(euniules

(ebosioe)|

N
N~
roN
=
<

4

G20 S0°0
(622211

L

102

-4

‘7-methylxanthine’

8

0¢0 000

(.suipuexihyisw-4,)|

SUBSTITUTE SHEET (RULE 26)

PCT/US2016/012725

- cO
L < ‘_g
B =
) %
[ <
0L0 o010
([exopuAd)}
.. o ®
[ <3
L >
K-
LILILILAL
Gl'0G00- =
(suroAiBifoipy), N
O
LL
[T <
o T
| 2
o C\.‘ ?<
G1'0 GO0
(71681-X.))
= O\ :(]__')
‘ S
B
-o CC>
| E
©
Lo N
G20 S0°0

(,s)edipeoulwe-z,)



WO 2016/112337 PCT/US2016/012725

19/38
1.0
0.8
(O]
©
Q
S 0.6 -
2]
(@]
o
()
2
— 0.4
AUC =0.85
0.2 Threshold = 0.48 4
Sensitivity = 0.9
Specificity = 0.65
Accuracy = 0.78
OO - : i
! T 1 T
0.0 0.2 0.4 0.6 0.8 1.0

False positive rate

FIG. 22

SUBSTITUTE SHEET (RULE 26)



WO 2016/112337

4

0
isoleucylphenylalanine

4

it
¢0 10
(auiueje/fuaydifonajosi)}

0.0 0510 15

glycine

-1.0

2000
(auIdhib) |

2 0 2 4
isoleucylalanine

4

10 20
(suuelelfonajos)|

20/38

2
X3.methylxanthine

LILLLLLL
500 020
(suiypuexjAyrsw-ex) |

2 0

X..21335

6 4

-8

| LI
20 L0
(Geelz X1

12 14 16 18 20 22

]
oleic2

LI
20 10
(zotel0)|

1.5

0.5
acisoga

L2
<

L2
-

ULILLLILIL
020 00
(ebosioe)|

€000
(esouuew)|

0¢'0 S0°0-

SUBSTITUTE SHEET (RULE 26)

mannose

X2.aminoadipate

PCT/US2016/012725

Log.Trig

40 45 50 55 6.0 6.5

FIG. 23

LILILIL
ANy
("7'10wu"g e d7607))

| <

‘—\_-‘_o

N

Ll

-OD_

-0

L -2

(@]

= [ e

(@]

=)

[ o> =

Q

S

i ©

L © 2
LI
2000

(eredipeouiwezy),  (#°02'3d9 1kouopiyoesezx)|



WO 2016/112337 PCT/US2016/012725

21/38

1.0
0.8
[0}
©
2
S 0.6
(2]
o
o
(O]
-]
e O R s 7 s
AUC =0.83
024 Threshold = 0.56
' Sensitivity = 0.69
Specificity = 0.81
Accuracy = 0.75
0.0
I | | |
0.0 0.2 0.4 0.6 0.8 1.0
False positive rate
FIG. 24

SUBSTITUTE SHEET (RULE 26)



WO 2016/112337

1-

T
000

“Total Diacylglycerol

_—(\l
1 .
&
L~ i
O
|~
LLLLLI
010

(JossoA|BlAoeIq [e1oL,)L (1:8143D,)1

O
——
o

@
- st
S ©
NN O]
. 0
<
[
)
00

(6UL:819a,))

b O\

- O
0

L
10
(.0:8LOHQ)L

T
00 05 1.0
CE204n6

-1.0

[T
000
(9uy:0230.)1

— ON

~—

TG20:3n9’

- O\

o

010

(6Ug:029 L))

SUBSTITUTE SHEET (RULE 26)

22/38

08 -04 00 04

(

©

o
N
o)
asd
1
o

| -
T

0.2 0.0 0.2 0.4
CE18:2n6

-0.6

LA
010
(Quz:gL30)1

- <t
1

[Tl
500
(.}:0ZoHQ,)

‘PL18:2n6’

)1

‘DHC20:1°

L

PCT/US2016/012725

)

T 1
05 00 05

‘PL15:0°

-1.5

L
G500
(0:611d)1

‘FA14:1n&’

LLL
010
(SULyLY4)L

L2
=

=
o

‘SM18:0’

o
1

LLLL
000
(0:'8LNS)L

FIG. 25

00 0.2 04 06

‘CE16:0

0.4

LLLLL T
010
(0:9132.))



WO 2016/112337

True positive rate

23/38

PCT/US2016/012725

1.0

0.8

(0o 1 P——

0.4 -

AUC=0.79

Threshold = 0.48

0.2 4 Sensitivity = 0.82
Specificity = 0.64
Accuracy = 0.73

0.0 : E

T i : ; .'
0.0 0.2 0.4 0.6 0.8 1.0
False positive rate
FIG. 26

SUBSTITUTE SHEET (RULE 26)



WO 2016/112337

25

15
cismontotl

10

020 000
(hojuouwsio)|

- LO
- <
- oo
- N

~

=

Total.Diacylglycerol

- ~—
1

S0 600

(jose0A|6)A0e1q [BY0]) |

Log.A1C

18 20 22 24 26

020 000
(D)yBoT))

TG20.3n9

Statin

Log.Lp.a..mass

24/38
|7|-C\l
Ne»]
-
G20 500
(BUg'0z9oL)1
- <
| O
[an]
| ©
()
| <
O
L N
(@]
O
LU O
610 S00
(uneig) |
| - 1O
- <t
- o0
= N
0 10

(ssewed7'607)|

| I

€0 10

Log.NT.ProBNP

(dNgoid'IN'BoT))

|[-N

020 000
(1'8LOHQ)I

12 14 16 18 20 22

020 000
(zore|0)}

SUBSTITUTE SHEET (RULE 26)

DHC18.1

oleic2

PCT/US2016/012725
N~
N
o
LL
- N
bt I O
B
L~
<
- o0
0,0 000
(0'81430)1
|0
Lo
K
2
R
o
[
N
020 000
(199°607)}

CER18.0

Log.GGT



WO 2016/112337 PCT/US2016/012725

25/38
1.0
0.8
(O]
©
2
= 0.6 ey
[0}
(@]
o
g
= 0.4
AUC=0.8
0.2 - Threshold = 0.54
' Sensitivity = 0.64
Specificity = (.84
Accuracy = 0.74
0.0+ ; : :
L) ) | | I
0.0 0.2 0.4 0.6 0.8 1.0
False positive rate
FIG. 28

SUBSTITUTE SHEET (RULE 26)



WO 2016/112337

-
- O
NF
o
=
20 L0
(nojuowsio) |
| L0
| <
L2 o
o =
o 2
L2 3
| <
G2'0 000
(suIdA|6)}
- <t
(]
=N O
&
@©
<%
IRNR-
L < N
¢0 L0
(sutuerejfonsjos),

26/38

L < o
£
= O\l C_U
3
= §_
Lo 3
3
G0 010
(suiuejejfusydifonejos)}
— <
F
Lo
o ~
~N
. ON H
v
-~
- @
¢000
(esyie X
N
L. <t w
&
=
-
S
L a‘
S
0 00

(ssewed7'607)|

“ S\l
- )
-~
-
LI L l-cp
A 's
(uiyuexiAyiawr 1)}
Ml
= O
RN
L <
=
| P
2000
(gegL X1
| ©
N
<
N
| N
N
| O
N
L. O
€0 00
(D1y607)}

SUBSTITUTE SHEET (RULE 26)

X...21335 X7.methylxanthine

Log.A1C

PCT/US2016/012725

-2

-~

¢0 00

(62221 X1

0¢0 G00-
(ebosioe) |

20 30 40 50 60

500 S0
(e

X..12729

acisoga

BMI

FIG. 29



WO 2016/112337 PCT/US2016/012725

27/38

1.0
0.8
Q
©
g
= 0.6 4
(2}
o
o
=
= 0.4
AUC=10.82
024 Threshold = 0.46
' Sensitivity = 0.84
Specificity = 0.63
Accuracy =0.74
0.0+ ; ;
I 1 I

1 t
0.0 0.2 0.4 0.6 0.8 1.0
False positive rate

FIG. 30

SUBSTITUTE SHEET (RULE 26)



1€ "Old

PCT/US2016/012725

WO 2016/112337

28/38

ﬁ ybiH g ﬁgm_%é&:; H MO _ AH%%Q:E-EOE@_&AH_
uoen|eAs [ealuo

<

IdIN

Aydesboibuy

ONILS31 HIMNHEVINOIG d3Sva-ao0o1d A

eulbuy

§>

BIAYDS] [eIpIRIOAN

E>

$ISOUB)S [eUILLN

i>

E>

naljipy oluabosayy

f>

Uoissaldxg auag)

- 1 —_

JUSWUOJIAUT

YNd
$3Ug9

SUBSTITUTE SHEET (RULE 26)



PCT/US2016/012725

WO 2016/112337

29/38

¢¢ "Old
UOIEN[BAT BAISEAU|
snid aAONASq0
Adesay] [eoipa|y
[er3
AAISEAU| OAJISOd
-UON

Adeiay] |eoIpa|\

-UON

o>_6§wpo/ _

%G6<ANABISUSS
Jaysewoig

€9

anebaN

IN3ILVd

OILYWOLdNAS
J

\

J
103rans

OILYWOLdWASY
J

SUBSTITUTE SHEET (RULE 26)



WO 2016/112337 PCT/US2016/012725

30/38

100
9 - —_—T I —
@) ) : ]
& E ! E
c 80 - ' i '
'© : i i
a | ! L
3 60 ! :
o ! !
&) . !
o)
»n 404
o
o
L
T 20+
(@)
e
.
QO Q- T

N 126 207 15
1 I |
Control Native CAD Revasc CAD
PV2 Participants (n=348)
FIG. 33

Diamond Forrester Score in Native CAD
N=333

-
o
|

Threshold = 0.00
Sensitivity = 1.00
Specificity = 0.00
Accuracy = 0.62
L

©
N
|

©
o
1

00 02 04 06 08 10
False positive rate
FIG. 34

SUBSTITUTE SHEET (RULE 26)



WO 2016/112337 PCT/US2016/012725

31/38

Native CAD PV2
PD1-PD2 Joint Logistic

1.0 .
(U] Q
'ié O.U
Q
= 0.6
(2]
o
o
S 0443
= AUC=10.82
Threshold = 0.45
0.2 Sensitivity = 0.85
Specificity = 0.61
Accuracy = 0.76
0.0+ : H i i
0.0 0.2 0.4 0.6 0.8 1.0
False positive rate
FIG. 35
Native CAD / PV2
p<0.05in PD1 and PD2
1.0 |
0.8
[V}
©
g
= 0.6
2]
o
o
g
= 0.4
094 Threshold = 0.45
' Sensitivity = 0.85
Specificity = 0.64
Accuracy = 0.77
A IS,
0.0 : :
T | |

i i
0.0 0.2 04 0.6 0.8 1.0
False positive rate

FIG. 36

SUBSTITUTE SHEET (RULE 26)



WO 2016/112337 PCT/US2016/012725

32/38
Native CAD PV2
PD2 Logistic
1.0+
o 0.8
©
G>J
= 0.6 g
(2}
o
o
(O]
2 0.4 / -
- 5%
Threshold = 0.48
0.2+ Sensitivity = 0.87
Specificity = 0.58
Accuray =0.76
0.04 : ; .

0.0 0.2 0.4 0.6 0.8 1.0
False positive rate

FIG. 37

Diamond Forrester Score in all CAD
N=348

RN
o
1

©
fo's

Tge posgve rate

AUC=045" 7
Threshold = 0.00
0.24 Sensitivity = 1.00
Specificity = 0.00
Accuracy = 0.64
0.0+

L

00 02 04 06 08 1.0
False positive rate

FIG. 38

SUBSTITUTE SHEET (RULE 26)




WO 2016/112337

PCT/US2016/012725

33/38

All CAD PV2
PD1PD2 Joint Logistic

1.0+
0 038
o
g
£ 0.64——
(73]
o
o
o
2 0.4
= AUC=0783
Threshold = 0.40
0.2+ Sensitivity = 0.93
Specificity = 0.50
Accuracy = 0.78
O'O_ H i : H
0.0 0.2 04 06 0.8 1.0
False positive rate
FIG. 39
All CAD / PV2
p<0.05in PD1 and PD2
1.04 ?
2038
©
2
R T e
[72]
o
o
S 0.4
= AUC=0.80
Threshold = 0.47
0.2+ Sensitivity = 0.85
Specificity = 0.63
Accuracy = 0.77
0.0+ : : : :////
0.0 0.2 0.4 0.6 0.8 1.0
False positive rate
FIG. 40

SUBSTITUTE SHEET (RULE 26)



WO 2016/112337 PCT/US2016/012725

34/38
All CAD PV2
PD2 Logistic
1.0 5
o 0.8
5
g)
= 0.6 -
(2]
o
o
(O]
2 0.4
|_
AUC =0.
Threshold = 0.56
0.24- Sensitivity = 0.83
Specificity = 0.64
Accuracy = 0.76
0.0 ; :

00 02 04 06 08 10
False positive rate

FIG. 41

Diamond Forrester Score in 50% Stenosis (Exc. Revasc)
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FIG. 45
Diamond Forrester Score in 50% Stenosis or Revasc.
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