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ROC Curve for Model 3/60
Area Under the Curve = 0.9831
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Recurrence score = expl{ y}/{1 + exp{ y}}; in which y
¥ = 10.8612-0.6640 x ¢hsa-suR-318h¢ Trrnor) L0 30 x (hsa-si R-885-8 pNoroal) ) .. . {Tormulal ]

ROQC Curve for Model
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Recurrence score = exp{ y}/{1 + exp{ y)}); in which y
y=256050-08781 X thsa-miR-629(Normal} )-11 8206 x (hsa-miR-8853-5 p(Novmal})
03721 % (hsa-mir-139-3 p(Tumor)) ... J{ormula2}

ROGC Curve for Modsd
&reg Under the Cunme = {8828
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Recurrence score = exp{ y)/{1 + exp{ y)}; in which y
v = 201881-0.34435 x thsa-miR-S18b(Tumor}}-0.77T1 8 x thsa-miR-62%(Normal))
~0.8979 « (hya-miR-885-3 piNormal) }-0.2791 x (Asc-mir-139-3 p(Tumor)}

QL8399 X (hrsa-miR-223% (Twmor)) ... [tormulad]
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Recurrence score = exp{ yi/{1 + expl v}}; in which y

3 = -459840 + 03968 « hsa-miR-3 I8bi Fumori i + 1 LA3RI x (hsa-miR-029¢ Narmal})

~LA326 xthsa-si R-885-3 pNoemal} -1 848 xthsammie-139-3 pt Tumeorh)

+ 34236 w Tsa-miR-223% (Tumoryy + 031235 thsa-miR-5 180 Fismosd x (hsa-miR-223% {Tumorh)j}
(14994 « {thsa-mi R-3 188 Tumon s « (hsee-miR-629Narmalil}

~Q.7047 x { thsa-miR-62% Normal) » thsa-miR-223%¥ (Tumor i)}

+ (0TI x {thsa-miR-5188{ Tumor} x hsa-pir-139-3 pfTumorij fo. . Jormula 8l

ROO Curve for Modsd

Arven Undarthe Quim « 9484

108 -

3
po
2%

W,
=
o
=
oy
% oS
fosl
&
e

o
&

oty
[

R % > ¥
AR 228 $.50 Bis

SUBSTITUTE SHEET (RULE 26)



PCT/US2012/020949

WO 2012/097069

12/60

LBl
AR
- 528
[£23
R
7R
1A

YPE 1w GAHY BUY DL RN
1SROR J0) AN Y

{eyowoy | a0 [ jd g6 {-aut-nsy ) < (IOHAON ) G-GR{-GI-DSY )} % (EST') +

{4001 ] ) 4 CTT-I-DSUY) 5 (IOMLONJGTGYIREDSY )] % 01 L9

{HAOUBL] ] 3 S TT-IEDSU) 5 (AOUBLL JGY Y G- 1-0S1) | X CO0P ()

{1 PONJETG-YIR05Y ) X (ORI ] JYQ | G- 1U-DSY) I X TTEEG +

(4O L) o CTT-YIH-0SY) S OGSGT A (A0 L Jd -6 [-A10-D54 ) % L COT-{([rritonjd G-GRY-YIME-DSH ) % [C GG

(IPHIONJETY-HIH-DSHYI X QLSO+ (0N L JGR I - Yu-DSYI X GELS( + 9E80g = &

A yoigm al A Ydxe + TI/A Jdxe = 810035 sduBLINDAY

SUBSTITUTE SHEET (RULE 26)



PCT/US2012/020949

WO 2012/097069

13/60

.
&
&

¢1 b4

3

i

mw

v D365 @
nwum m s
Z

Eed

g

A€
P
Lo

g

S B

200 16 BAMD T

[o1emwog | (faotn § jd -6 -1-051) % SOQE G- (PrutdoNjd C-G Q-1 -18Y) X p Ty T~

((PULIONJGTO-IHEDSY) % 009T T

(2011, [ JGTO-Y11-2S) X pSSHQ +

((PUIIONJGY | G- =08 ) % QC TS () + ((AOWR [ )G C-Y DI X 0108 0-P$00°5T = 4
A yagm uy (A Ydxa + 1) AA Ydxe = 834005 20UBLINDRY

SUBSTITUTE SHEET (RULE 26)



PCT/US2012/020949

WO 2012/097069

14/60

I o, s o P
hympands -

WY
w SN
3
o=

g

1014

£7%
@
.
7 i o
BLZET = BN BULIBDUC £y
[BpoW Juf BAIND DOY
[T Tenusoy | /((qouaoN JGT9-J1ue-vsy ) S (4010 L JR | G-{Hu-DSY % 9L v (-

f(tomin ] Jd ¢-6¢ Pt U-DSY ) % 0TSO PLON A C~GQS- 3 tu-DSI ) s (11 T (PUON JGTO-YHU-DSY) X T £ +

((LOWR L JGTY-YIU-DSY) X P\ TH O + (PULION 4R [ -3t

) X GEOYQ + ((AOWA L JGRT G- 1-051) % 61989 + SOLG 19 = 4
A yorgm u H{{A Jdxo + T)/{A %8 = 31035 33U LNDDY

SUBSTITUTE SHEET (RULE 26)



PCT/US2012/020949

WO 2012/097069

15/60

Apynedy -

3
2
¥

B ERL Y 80 4y

- BEY

G614

83
)

GLOE (= SN B IBDUT RENY

{Bpop 4] 2AINT 30Y
[z repwsoy [ f((ppuON )6 TO-HIU-DS1 ) A ((IDBIONJGS T S-IH-D83 )} X THET 0~
(e [ JU C-6 € [-AB-DSY) A $ T (- ((JOHAON A G- S Q-3I-USY ) X CCP{Y T-((IDIMA0N ST G-I -DSY ) < CERYTT +
(LADUIR L JETQ-YIH-DSHY] X QY TS + ((JPUION IR Sy EU-DSH} X TRGY'S + ({20MIL ] JGR Y G- Y IMe-DSY) X $C 6L (4578 = &
A yoiyaa ut H{A Ydxe + 7}/{A Ydra = 81005 23uaInOay

SUBSTITUTE SHEET (RULE 26)



PCT/US2012/020949

WO 2012/097069

16/60

booun
91614
50D
o5 2
e
olorr, “M.N\Mu\

$3.{

VRN
& a%

VIR w BN B IR BBy

[BPOY 10§ BAING DON

L€ rpauuop ]/ ((OWONIGTY-YHU-0SI) X ((LOU L JRTO-I-DS1) | X CEHC| +

(g J 3d C-6§ {-AW-0St) X 71 iy
({4000 ] J6TG-HIU-DSY} X Opp$'E - ((IUIION ) G]

(i

1%

{(IUAONJGT G- P28 ) R (A0 ] JGR Y C-yt-D8tj [ X [ Q1 L'}
DRLION I GG QQ-YIRE-DSY) R LI | A (PPUIONIGTG-YRE-DSY) X EETET +
YPAEDSUYI XL LTOQ + (408 ] JGQ L §-31M-DSY) X GTO0 L1+ S6YT 6 = &

Ay ut (A Jdxa + T1/{A 10X = 310335 32UBLINDBY

SUBSTITUTE SHEET (RULE 26)



WO 2012/097069 PCT/US2012/020949

17/60

Recurrence score = exp{ v}/{1 + exp{ v}}; in which y

y = 301620+ 15,5901 x (hsa-miR-318b(Twmor)) + 08399 x (hsa-miR-3 1 8b(Novrmal})
154014 % thsa-miR-629¢ Tumori) + 58744 x thsa-miR-629( Normal) }

-9 4485 x thsa-miR-883-3 ptNormal1)-0.4926 x thsa-mir-139-3 p(Tumor))

~21819x {rhsa-miR-318b(Tumor)) % (hya-miR-629(Normal))}

+ 13321 x {thsa-miR-029( Tumor)) x thsa-miR-62%(Normal))}

+ Q049 x {thsa-miR-518b(Tumor} ) x (hsa-miR-518b{Normal}}}.....[tormula 4]

ROQC CQurve for Modsd
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Recurrence score = exp{ vi/{1 + exp{ v}}; in whichy

o= 293776 + 16.6038 % fhsa-miR-318b( Tumor) }-2.0593 x thsa-niR-3 1 8h(Normal))
-16.3607 X thsa-piR-629¢Twmor}) + 79768 x thsa-miR-62% Normal))

-BO0538 = (hsa-miR-883-5 peNormal) -0 4868 x (hsc-mir-139-3 p(Tumor))

-2.457 3 {thsa-miR-518b(Tumor}} » (hsa-miR-6029(Normal})}

+ 16249 x {thsa-miR-029(Twmeori) x (hsa-miR-629(Normalj}}

+ 02307 x fthsa-miR-318b(Twmor) ) x thsa-miR-318b(Novinal))}

+ 05228 thsa-miR-318h{ Tumor i) x thsa-miR-883-3 ptNormai ... [ {formulal 5|

ROC Curve for Modsd
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Recurrence score = exp{ y}/{1 + exp{ y}}; in which y
3= 25 21010818 x thsa-miR-518bTamor}i + 03377 x thsa-miR-318b{Normal) )

+ 04613 % thsa-mi R-629¢ Trmor -1V 740 x thsa-miR-629(Normal) }
~LO339 % thsa-miR-885-5 ptNormal}-0.3634 x (hsa-mir-139-3 p( Temor))
-0.046 1 x (hsa-mir-139-3 ptNormali)..Jformulal 7

RGO Curve for Model
Area Uncsr e Dune = LOAT

00 e

ngitialy
3
(8]
pasc

&
£

e

v
N
%3

B0 o o e i -

EREY 8.3% .50 878 1.80

1+ Spsodiaty

Fig.20

SUBSTITUTE SHEET (RULE 26)



PCT/US2012/020949

WO 2012/097069

21/60

- DOG

W
<&
i
=
b

gy

SRR » BAINT BULIRNUTT 2o
1BpOY 404 BAIND DO
[grepnuaot ] (GO ONJGT G- DS} X ((JOUTL ] JGQ | G- 1-DSY} < CaP L

(016403 C-6E 1 18-051) X QY Q- ({10 [ Jd $-6¢ [-40-054 ) X COEEC (-

(OULON I C-SQR-YHU-DSY) X QTS - ((JOUON TG YIRS X GCET [, + ({40161 ] JGTG-HIU-BSY) X [ 9TH (3 +
(IPUAON TG | S IU-D5Y) X (GEEY () + (4ot L JGQ T S-Y16-05y) A STOGQ + 1PTL 19 = 4

Aysiym ug (A Jdxa + T)/1A Jbe = 21028 BoUBLINIBY

FAE

SUBSTITUTE SHEET (RULE 26)



PCT/US2012/020949

WO 2012/097069

22/60

YRGS = AN BU SHRE) Y
BPON J0) 8RN Siw
[o 1o}/ ({ UIONIGTO- -84 ) 7 ({4011 [ JOT G~ 1051 X CEL ¢ +
HPUION IGTY- I -DSY) X (AOUTL L JGR | S-YHu-DSY ) X TS L 1
(PPN I C-GE [AIUH-DS1E) Xy £ (Y O (40U 3 §-6€ 1-4t-DSY ) TL TV O
HIPBLION I G-CQQ-Y1Hi-0SY ) X SOOY T-((IDHLIONJGTY-Y11U-0SY) X SOEGT + ((40UILLJGTQ-Y1-054) 2 L SR ¢ 1~

(1N JGY TG-S} X GERGD + ({401 [JGR S-YRO-DSYI X TH6T L1+ 66568 = 4
A yotum un H{A Ydxe + 1)/{A Ko = 31038 82U3LINDDY

,,,,,,,,,,,,,,,,,,,,,,,,, » Mwmwmw
AALE
-
&2
14
m
nun
- i e
Z.
e
........................ ” mmm
L
;57
P
;
,,,,, R ~ 48

SUBSTITUTE SHEET (RULE 26)



PCT/US2012/020949

WO 2012/097069

23/60

W
&
el

U5

&

=
A 7
~ 05N 2

z

e 2

s
- GEG

}
}
}

SRS SSIIY.

UG = BAITIT B IBNU RO
[apoly 40§ 8AINT 0N

fazemuog ] {((rutiop )d G-SQQ-NIU-0SY) X ([10UBL ] JGR | C-Y 1Dt} | # £CH0°0 +

{OUION JETO- Y IH-051 ) % ((AOWR | JGTO-Y -8 ) I X $3[ ¢ +

{UIAON TG HI-DSY ) X (10U L GR G- Y IU-DSUNE Xy EET T

((udON A §~6C [-1-08Y ) % LSRG O-((dousn [ 3d ¢~6¢ |18} = (1[4

((DUON I S~ CRY-YIHEDISY) X (L L G ((IPMAONIGTO-J1U-DSY} X QRCH'S + ((40uint [ J6T9-JIu-08if) < €L €8S

{(IUAONGRY S~ YIH-0SI X PTG Q) + ((F0MILLJGRY S~ ut-DS) X GRT6'S T+ §8FLTE =

Ayagm ul [{{A Ydxa + T)/(A Jd%a = 8100s adUDLINDBY

VAR

SUBSTITUTE SHEET (RULE 26)



PCT/US2012/020949

WO 2012/097069

24160

AR

;
o
P

3
B

s

oe]
W3
el
8

144 A4

Ay

(PO ) G-CRQ- 103U ) X C6 1R
{(101us40)

EEGH G = SR BL SBEMTY ANy
BPOW 405 3400 DO
L1 emumog ] {{(IuaoN )d €6 T-aatd-08Y ) < ([0 JE C-CQ-YI-PSIf) f X TTL0 +

({140

e
199

H0ra03 3 G-CRQ-Y TSI ) X (U [ JGQ 1 §-H1BE-151 ) } X CSEHQ +
HIDULIONIGT G- Y 1U-DSY) % (TAOUR L J6TQ-YIM-DSY) L X 6697 T +
{(DULION JGTG-YIHU-DSY b X (J0UM ] jG8 | S~y Hu-Ds1) 2 6C6076

[ -G8 F =08y GOLT L-((OUIN LI -6 T-4-18) % €81 S0

((PULIONIOTG-YIU-DSY) X TET | L 4 ((0WA [IGTQ-JI-DSif) % GTONET-

[y

DI X Y| Y]+ (omn [ JGQY G- IMe0s) < L6 1T + 98T =4
Ayamgm u A e + TH/A Yo = 8103 BouBUNAY

SUBSTITUTE SHEET (RULE 26)



PCT/US2012/020949

WO 2012/097069

25/60

RS

- 800

o
5%
o’

Gz b4

i3
s 2
51D
GELE [ © MR Y IBDUN BANY
[epop 40 52N D0Y
{Cguruao) | (ot [, CTT-YHs0s) X 68 VO-((IOuaoNJd §-6E T-01-DSY ) X SE0 1O
(aorn )l €68 1-0-081) % OT6T O-{ (ot a0 N)d G-§RY-410-18) X GLE O~ (IO JGTG-I-DS1) X TTLT T

((aoun [JGTO- -5} X QSR+
((PrdON G L S-YRI-DSYI R QOGO + ((I0UIL L JGQ L S-Iu-DSY) A GRT LB LE9T 9T = 4
A yatym uy A e + TY/(A e = 81008 aoUBLINIBY

SUBSTITUTE SHEET (RULE 26)



WO 2012/097069 PCT/US2012/020949

26/60

Recurrence score = exp{ y}/{1 + exp{ v}}; in whichy
v = -68.7954 4 7.6940 » (hsa-miR-518b¢(Tumori} + 0.6949 x (hsa-miR-5185(Noymal})
+ 03207 x (hsa-miR-629¢ Twmor}) + 79639 x (hsa-miR-629¢Normal}}
~0.9677 = thsa-miR-885-3 p(Normal})-0.2519 x thya-mir-139-3 p(Tumor)}
~0.1122 x (hsa-mir-139-3 p(Normal})-0.2193 x fhsa-miR-223* {Tumor))
-0.8210 x {thsa-miR-318b{Tumor) x (hsa-miR-62%(Normal}}]......[formula23]
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Recurrence score = expl yv)/{1 + exp{ v}}; in which y
y= 170971+ 173647 « (hsa-miR-518b(Tumor)) + 0.7216 x thsa-miR-518b¢{ Normal})

-13.2003 x thsa-miR-629 Tumori) + 36880 x thsa-miR-629(Normal})

L7075 x thsa-miR-885-5 ptNormad 03346 x (hsa-oir-1 39-3 ptTumor))

-0 380 x (Asa-mir-139-3 p(Normal}}-0191 5 x (hsa-miR-223 % (Tumor) )
~1L.7493 % fthsa-miR-S18b(Tumor} x thsa-miR-62% Normal)) }

+ 13013 x {thsa-miR-629¢ Tumor} « (hya-miR-629¢ Naormal}) L. .| TormulaZ4]

ROC Curve for Modsl
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Recurrence score = exp{ v)/{1 + exp{ v}}; in which y
¥ = 355037 + 16501 8 (hsa-miR-518b(Tumor} + L3212 x (hxa-mi R-318h{Normual})
183036 x (hyee-miR-029¢ Tumaor) } + 42862 » thea-mi R-629(Normual))
-2 4828 » thva-miR-8BR3-5 ptNormal })-03 196 x thsa-mir-139-3 pflumori)

~0.498 L= thsa-mir-139-3 ptNormal -7.0990 < (hsa-miR-223 ¥ (Tumor))
Q3513 % {hsa-miR-518b{ Tumor} x (hsce-miR 029 Novmalj} }

+ L8482 x {thsa-mi R-029¢Cumor) x (hsa-mi R-629(Novrmal))}

+ 03877 x {thsa-miR-518b ¢ Tumor ) » thsa-miR-223% Tumori) ). [ formulal 51
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+ 527557 #fhsa-miR-12635 3-1 LOVQT s hega-mir-127-5 pi-13.0881 x thsa-nir-338-5p)

149692 « thsa-mir-033 ) + 64446 X hsa-mir-1290 }-0.0663 x (hsa-mir-430-3 p)
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Recurrence score = exp{ y}/{1 + exp{ v}}; in which y
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+ 32230 X (hsa-mir-629 )-7.6936 x thya-mir-883-3p) + 130274 < thsa-mir-139-3 p)
-4.9384 « (hsa-mir-1224-3 pj
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