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Average Stage 0 Day 3

Expression by gRT-PCR (n=12),
Pluripotency Array (mean * St. Dev.)
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Average Stage 0 Day 3

Figure 14
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Expression by gRT-PCR (n=10),
DE Array (mean % St. Dev.)
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Figure 15: Average FACS Results

Stage 0 Day 3 (mean % St. Dev.)
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Stage 0 Days 1 and 3 express

(n=12, mean * St. Dev.)

Figure 16
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Ion

Stage 0 Days 1 and 3 express
(n=10, mean * St. Dev.)

Figure 17
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by gRT-PCR DE Array
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Ion

Stage 1 Day 1 express

Figure 19
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(n=14, mean * St. Dev.)

by gRT-PCR DE Array
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Ion

Stage 1 Day 3 express

Figure 20

WO 2015/065524

(n=13, mean * St. Dev.)
by gRT-PCR Pluripotency Array
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Figure 22: Average FACS results
Stage 1 Day 3 (mean % St. Dev.)
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24: Stage 2 Day 1 and 3 expression

Figure
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Figure 25: Average FACS results
Stage 3 Day 3 (mean % St. Dev.)
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Figure 27: Average FACS results
Stage 4 Day 3 (mean % St. Dev.)
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Figure 29: Average FACS results
Stage 4 Day 3 (mean % St. Dev.)
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Average FACS expression pattern of Pancreatic Precursors
generated at 3L scale from different seed material
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Figure 30: Average FACS results
Stage 4 Day 3 (mean % St. Dev.)
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Figure 31: Average FACS results
Stage 4 Day 3 (mean % St. Dev.)
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Figure 32: Average FACS results
Stage 4 Day 3 (mean % St. Dev.)
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Figure 33: qRT-PCR Expression levels 24 hours
prior to start of differentiation
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Figure 34

gRT-PCR Expression levels 24 hours

WO 2015/065524

fter the start of differentiation
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gRT-PCR Expression levels from Stage 2 to Stage 3 and 4 of

Figure 36(a)
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Figure 36(b) cont.: gRT-PCR Expression levels from Stage 2 to Stage 3 and 4 of
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Figure 36(c) cont.: gRT-PCR Expression levels from Stage 2 to Stage 3 and 4 of differentiation
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Figure 36(d) cont.: gRT-PCR Expression levels from Stage 2 to Stage 3 and 4 of
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Figure 36(e) cont.: qRT-PCR Expression levels from Stage 2 to Stage 3 and 4 of

differentiation
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Figure 40A

MCX + GDF-8 on Stage 1 Day 1
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Figure 40C

Wnt3a plus Activin A on Stage 1 Day 1
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Wnt3a ONLY on Stage 1 Day 1

Figure 40D
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Figure 49: Daily Stage 0 and 1 Expression by gRT-PCR,
Pluripotency Array
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Figure 50: Daily Stage 0, 1, and 2 Expression by

DE Array
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Definitive Endoderm Cell

Expression by FACS

Figure 52
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Figure 53: Daily Stage 2
Expression by qRT-PCR

0000000000000

@ % » @ -
& s = & &

/////////////////



101/151

WO 2015/065524 PCT/US2014/038993

e N v N M
™~y Y Y + T 2 T

........ \\\ w N

gRT-PCR,

Figure 54: Daily Stage 2 and 3 Expression by



102/151

£ ' o
........

< oA bck] SN
& B & ¥ o8 0%
R Y Y R S
§ : : : : 1 : o
\ aew BN
: P : 5 5 &\\g*}g?
: : : : : : -
-
L w b
\ P 5%

Figure 55: Daily Stage 3 and 4 Expression by
C!RT:PCB..,




103/151

PCT/US2014/038993

WO 2015/065524

(X{7) s491sn|D JO sydessoudl\
938e1S JO puj :9g 2.ngdi4



104/151

PCT/US2014/038993

WO 2015/065524

AIPIS F 1) aSEJaAv

TOL65vS0v 0 THI1568C0 VEIUM
veoesozLey | VEIUM + WV
........................ e i RN A
S6G58BELT 0 Z0/1E9/920 8409
BTOTY08'SOT BS699858 TE 840D+ XOW
6505E£E6'0T VBEEY809°TT XOW HeL
S|9A3| ddei MO[3Q O JR || AR SRRl ddY .0 TWSLSLO0 esez0 [ VM
£622695L°E VEWUM + VY
of 10000 - et SRR e
................................................... it s
7 . TLS8TILY'SS gearzssoaL . | 8409 +XOW
- 7 “m S 1000 B6/STYIBT'Y  9/BTSEE9'TY {1/8E6R0E 8 XOW HaY,
w m 111 0 VTE6SCIEED 51019220 VEWM
w m m m m : £0088588Y°0 ¥8//95€90°0 VEWM + VYV
* 1 1 b 6496780000 JEGROO0 1E9N
e " 1T Wogi 0 . VOIWEOOD SoesmOO00 | 8109
e 3 TIOWHI00 | sddo+0M
o L ey | Hop m mn T Ho O H YS6I9E9/0°0 85PSPOTO0 XON HOE;
o < e BOAdEHANAE e iito E. 6BISTBEE D eSS0 [ VEWIM
2 g w 190119 Qn Wi YPL60/9Y0D 9597999000 VEWUM + VY
-fo noBUNaiB g s pall g o0 - 1698990000 SELBTOTO00 1eaN
4 3 mm em S @t g9 ¢ m . mm om mm 3 < 99E00E0000 ZE0ZTP0000 8409
8 My g A A YABUABNANANA. A8 A7 6ECI5¥0000 9£/0¥9000°0 £409+XOW
/ m " — et [ e ol e
m m i  STYBERLEED
ot e S a7 R A \\m\¢\¢¢¢ \\\\\\\\\\\\\\\\\\ A b e e QT b |¢m¢mw.ﬁ.8m.m
; Ly95Y¥S02'0 ‘op STEODOLYY O 1ean
0 LT060TT89'0 op ZOTSSIOIED 8409
\SB0COVSYE'E  BETBTYBITS [SEVPYELE TY/G6C8I0L 8409 + XON
w oot 0 9192£52£0°0 ov SIVOTIIVI O XOW Ho
1310 2Fesny 0 ETYSBIBIZE  666V69CLTL SL6ETLLE 1 5] HO,
1DJ0ASQaPIS.  1DPPJOAAPIS: 1D joa8eiany : IHpp jaagEIony uondussag|  adels
19pp 40 38130V B ddv Tk OBVELTO0SH-ddV

G 9.n3I4




WO 2015/065524

Figure 58

105/151

PCT/US2014/038993

=] = [ repis T ] 98enpay =] n o
- . . . .
o :
g t; ‘VE]-UM
5 3 5 RTINS, VEWM + VY
o J\n 193N T
0 . o~
g : S:IGB ~
2 <E 8:|C|5+X3W
N @ XJW
L i S T
R T T T EEEEEEE TGS VEWM + VY
0193N T
: } 0
¢ FSHHTHTHTHTHTITHHTHTHrEHTHT HTTfHRTTTHiETiTTTESSS=s - 8409 <
EEEEEH EEEEEEEE EEHHREEhhhRrhrsmhiunmmhes 84049 +X0W
XJW
L3 SIS VUM
$ WVBUM‘*VV
[STFFTTFTTTTTTT TS 83
o < :1 N g
8 4 ESTRTRTTRTITHThEinsES..s 8109 M
=] & :S:ICIB+X3IN
& == XIW
< STETTRTRITRTRITTTRIFTIFTITIGGSNE VEHM
< [SEFIIFHITFHIIFNTFNTIFTTEE g VEM + vy
¢ T TINIEEETETTTTTNG 183N T
H =
¢ TS 8149 N
¢ TN 84049 +XIN
< aSS==% XOW
& NS VEHUM
& SR VEWM +VVY
N i 18N -
& SIS 8409 d
¢ s 8409 + XN
¢ s W
¢ HEE] z
o _.0 -
= ASP1S F THI3A0 PO
N U RANOR NS h SR 0 BNRO N e NS N AR
sml\\—hgfko:ml\\o\—! g§ 883238 :N;v\mgo§;§:ommﬁ
B EE R EEEE R R EE R R ER R EE R
VSR EEdRgSsaS s8R 8dd3addgis
ENR8$5m5N5$¢§H8;I\E S8 AKBI G Emmgmniﬂ;mmﬂg
NI i a8 Q&S ReGgeangag Rl O dn o
QU N M A G RTAQANMOQIMNM MO M YA R AN g BN g g oNm
nlg|loddd Tid|ldo ddddldd oo ddlddod S| 3ig: S o
o N N N N N N N N N N N
=
n
& 23 S5 ddAg 5 3
N B8 SHESaR S o W
G|8 58 8838373 2 3
5|8 e SH A ECENEE 88
Bl QY M M S5 g8 00 O
«| 8 : N m: N g N & o
o| 2 Q:Q M09 9 gl T Qo
>|a (3= gc oo =} =3~}
o : : : :
8 : : :
o
=1
n
..... ”",ER.\ G ."Q'\mﬁg i ,‘-Q‘-” "',2‘58,\ R"'\_." i ("Q:"%”.Q R e
SEEREEEEEIEEEINEE R R R EE R E R EE:
KA S fsfguiNl\me}H a: Qi NN |\§$eo; : o
= NogRIaNNgdasdgdElex N Q@ Nl v 8K N
o 3 Simng R S NS n S W ngg No 38 - -
gl I RN RN g FiNg gRfginon ™y siaa N R
2o & G g o NN NN S NN SN NN INIERHNE
E NN NN NN : TN : o~ TN TONC N N| NG :
ol @ o Co : : Co Lo
gl < i Lo : o L : Lo
| - B i g ls] = o o B
S i-lalelslziel e gl elelelsls gl alg sl ele Elglglele el gl gl ale 8
Q- g & RS iy} ol ent oo digig|glgig L el B
3120 (BIBIRIRI5IREIEEISEEESR 288858382375 388
Ao @ﬁﬂmﬁggﬂagw 5}9 H§8 00 I~ o mmﬁ
ol o nly Dnle m 0 a9 v f miml S
218 o] R el o P 3 Lafied Rl o S =
o AL m Q,“‘..“‘."‘Qm,“!mﬁﬂﬁédd'ﬁgmdh'
] i o] < - v -l
& il et | o b e B[ S Bua R il 0 B i B & ey
4l 5
Y 403
W=
0 e o0 s ) : Ceo! Coo!
g [ : :%5 [T 5%: Lk ‘% Db % P %
— (=] : =N a Dol =} N =B b~ T b~
= o & &) 3 ‘0 g CE £ (O £
= PSR IE-1 t oo 38 to 38t & . 3%&
2 X X LR tielx xR texx DRt X XD Rt xix DR e
VU N o T ElY VU Ao TElVUY Ao CTEIVU Ao SV AN W c
0| HE S -4 : <! ek < e <
o[22 0 z<2B230=z<2B220=zc2220=z<3220=z<32
[
8l |z 5 5 ® &
nlS| s N & £ ~




106/151

PCT/US2014/038993

WO 2015/065524

3

Y
3

HzL Hsy HoE H¥Z ;
» z i » < > z | » z
> a  *® [s] > Q i » o
+ > : + x + > : + x

s s + s s + s + is s + 3
UUNDnWmuuNDn UNDnWmuuNDnW“u
=R I =N =] 983 ma Q9SG
PPA 0w x>P>H 0w >R O xi>P>Hde x>
%
’ Al b /
7 A H B 7
A 1 U 1 %
‘ A ;
H.BY2.. 4. A8. A.9. LB U.-0.9.9.9
A %
A H A %
- 1 B H %
1 B H %
1 B H %
1 B H %
1 B H %
1 B H %
1 K H %
1.-H-H 7z
\\\\\\ . o 7 v Y- \\\\\\\\\\\\
U H 7
1 B H 7
1 B H 7
1 B H 7
1 B H 7
1 B H 7
1 B H 7
1 KU H 7
H--k-H 7
- -1 HBHUAGH
U B 7
1 K B 7
1 K B 7
1 K B 7
1 K B 7
1 K B 7
1 K B 7
1 K B 7
..k B 7
- -
Wl 7
1 K B 7
1 K B 7
1 K B 7
A H H Zi
oy “
.04 Q..
K1
i B
A R
W
77
--H
77
70
77
77
77
77
77
77
77
--H
H
%
“m
Y
%

13 jo aBeiany ¢

12pp Jo aBeiaay g

R R

SCR6GLOS CC  EEC6VEILrD
SITSSCESTC  LTEBELILED
| oo Pt et
SBEBTEOT'0 TEVIOETZO0 T6BEBY'TT TVEZESKO 8409
SUGELBLTY'O  LYYbO9ZO0'C SOVEETE VT LEEEZRIBT 0 8409 + XON
He 98796V06Y'0  |S0-399THL'T S/BESLOTYT  SZO99T6ZLD XOWN HEZL
2 z .. SOZZLYELOG SCIBLB6TE  S0Teees0s0 | velum
: = 86986VTE00 SSLOETTZE 80S95292Y'0 VEWM + YV
2z38 TE009EDD TUSISTL VBYOV/808'0 1eaN
oot Wil LY66LTOE00 S8BYOLETZ Z09€52959°0 8409
n w m 10 sueouro s | usion
AN : S/6908€9VZ  VG988IZI 0 XON HBY
1 w 1 'SE00290£0°0 LEE670°TT £969TSSE0T VEWM
TOBGISELLO COVOLETC  SUSSEESESO | vewm + vy
| TS0 sugiee | ERISOB0 | e
nmn S96TS008V'0  EVB680990°0 S89ECSI'TT S90E9LEDL’D 8409
| WWNN o | ELVILVITO  TIBLZSSOO SLTTIEOL'ET  GORVEZGSZO 8409+ XON
HMill 9EBTOOETZ'0  S9VEBYGSLO SI9SYSVS'TT  ZBOCYVLVEED XON HOE
L4 3 GIOTZISIEG  SEVGOZEOZ  WEOZBGLIRT VEWM
B . o0 SITT | vewmrvy
1= €589LTUST'0 S7920998'07  6ZSTEESLST 1eaN
TZ99E6TIED  969LE682C0 S6LLLYY 6T 69EE99Z8Y' T 8409
VI | 99Y7€S8C0'0  6TCSOE6STO SEVSYTZTT YTISLY6LL 0 8409 + XN
'90SEBB0ST0 19086/15900 ScevBLeSTC TLSLORS8e | XN HYT
9T | yz6689TL9°0  SSG06E0T0 VITEEITC ¥90Z90866°0 VEUM
TEIT9BIESO  SEGTTGYBZO  STYBOOEOZ  9Z¢L¥ISEOT VEWM + Vv
: {6€559£9500 SS9ZEEETT SSCZLE0VR D 1eaN
FESEOE O ey e Sics
| s ool S sl 5 O
618YTZ6T0'0  'S90896LLT'0 STTSLST'0Z LEOTELTSTT XON H9
9V66LLYI00  6860LTTOL0 TBEVES 6T 1 3 HO
© 1D4J0A3APIS:  1DPPJOASAPIS: 1D JO 98eISAY D I)pp jO98eiany uondisaq o8e1g|
TUl TZ5€E005H-60)

G 92.n3I4




107/151
WO 2015/065524 PCT/US2014/038993

ABpIST 1) ofesaay
8 wn (=] o
EY ] & ] a = n o

¢ m VEIM
® NN VEWM + VY
1eaN
B SRS NN TR 8409
& 8409 +XIN
g

72H

B Average of ddCT
© Average of CT
7
7
4
4
4
4
4
4
4
4
:
/
a0
7
qdd
aH 5
a0
A YU
1 H
D
.0 0
7|
7
7
7
a0
A YU
a0 - 15
AU
OG- o
%
%
%
%
%
%
%
%
-
%
%
%
%
%
%
%
7|

ST
\
=
¢ T VEA T
R (S VEUM +VY
1eaN
¢ t 8409
..... $ S 840D +XIN
¢ s XN
H Py

< SR IRTRIRTT T TSN VEM

1 N

s { ST VEWM + vy

T %

\\\\\\\\\\\\\\\\\‘ < \\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\ 1e9N

} N
(TR F T FFRRFFRRFFRITFRTRFFFFRTRRTTRRTRITHITIT NS 8409
Y

& m 8409 +XIN
< ESTTTTTTTTSSR XOW

48H

30H

CDH1

“““““““““““““““

----- B ‘\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\ V El u M
¢ i [SITIETIERTTRTENNNRY VEWM + VY
189N
\\\\\\o Y 84aD
¢ W 8409 +XIWN
& W XOW
o
o \ VEWM + VY
¢ i s 189N
° \\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\ Sd CI D
t

“\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\ 8409 +XIN

N

m\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\ XON
3

..... ° . l ?SEI =

24H

6H

wn
A3p3s T THI9A0 Plod

Figure 60

...... O T ey mmg S NI SR T T mmmggﬁl\ 5 K

gagigasgunn Ig9Peza8eR9 e o 00 m
ool odgnioNNnRNd QOeadens o

Gla Y gpRgrdacdiggRRzRnnedanan
ald: SN OoOQUBAV AR NDVINT N NG N 0 R M

— VAU RKINNdnRB NN OGNS G H0dadds0n

SBE AERSEEEE g8 A CgRE8RaRSEEEsg

388 NS SSBASNNEAmMAgHNINEgAGRIEIB 3R I

ald|od0dic 6 d|ldgdoddodoa [=H=-E-1K-3E= =] dlog Tig S

o : : : F : : oo

2 : : : P : : .

] : : : L ; : : ; R
NS wn: o miNInIsm MmO NN M 0 I =M E R E
wngl\:§§mﬁmz o:g;¢':mﬂ$w:|\~:eomm§m SR dE
N| WO N N Blo g oW SeQgidggansg R = B A

bom:\oN:ngml\: ! s ¥adssdennSNogny
mm:og:m': gm:m TN M~ 80\:Nm:m$mu'\\—|l\;ﬂ:l\; o

olh|n RSN Q 0 n o N gl s s WK< 0 NNR W A D

° NWOU N o O @A NV NN O NZlggagEeNdegssgad

— S Fggomagd N S idln @ Nalggmggdioeggang

oSS 2:0:9:019: 9! Q:9:9(9:0:9 T899 00 09 45522229

s|C0jlo0d0od 0 d|lcc0i00idlo0co0d o dlod oo o ‘d0id o o

U : : : B : : P

[a] : : : o : : .

o : : : B : : oo

2 : : : HE. : : .

w : : : F : : oo
NN NN @ N[ T MmN e m N m i m [T RN | iR TN i
AN B SR IRNSTRES GRSy aangaaggeyo
DoV RId Jgunhagygennsgang g - N0 W s MmN

bo\—t.l\m.l\gw 2283 R YRR R I DI B IRTLIY
S gigo 0D B NS mlmo n: & I IQY - 3R] 5]

‘EN : H‘!;ﬂ.it\{ln_ml\;NN;N';ml\sl\m\—!;l\ N0 NN NN S0

oO¥ R NGABRJUNIBRIIBBIYSIRIBH LB Z g m &

W N|giN NN NN NN NNG e R TR R BE

© NN N CoiN|NN NNNNN NN N NN

[ : : : P : : oo

| > : : : F : : P
E|lx Lo Lo Lo : .

il sl el eatiol ovl e BTN il 68 bl st aglonl e Tionl skl iR el g i o
@ e B B R BB e B B B o B o X o L e ea ]t ool ol nliolc
5 Pl on il Bl Q2 o PN oh fo] ¥} PN (o ole %
w0y en I-ﬂg o (¥ {og ot o
NS o gl o bt g 1N I o 12}
b b S ms L mlwl a5 ol gl sigialalolin
Ss o Ml et (o] ol o b e o9 Qlal®in)l S 00 e )

2 Blied Byt B8 BECHE N RS S0 el Bl B Bl Bl B0 B d Sl Bl B S im0 SR B ol e el H 1 RS 08 Bck B

i&’n e f ] e glol«l vl al vl ool «a]lof w alvtail Sl ol ol sl ol ald
Ll S
Lfd
>
8l z

s | & @& | & 2 |E§ g |E g8 ||E g

8 R E a: K (U] c: ‘@ £ G E N

B AT ET-. IR ICT Pt NI 21| IEICIPS UL -1 IO NI PO JF

2 st AR IR T s B - AR -1 Fa B s 1 1 PRI e gsE e

O Qo e« S H=HE TR =] < S8 L0 ua SI¥8 Y00« S

olf|SSocz<3330=z<BS30=z<2S330=z<2S30=z<32

g

I =y I I

]
| X o

in| Sl & 2 £ I




WO 2015/065524

Figure 61

108/151

PCT/US2014/038993

CDH2

A Average of ddCT

@ Averageof CT

A9pIs 7 1) 9desony
Q n =] n
a ~N N -

35

o
-

VEWM
VEWM + VY
®IN
3 TR 8409
8409+ XJN
XJN

ST TR RTINS, UM

VENM + VY
N
8409
8409+ XJN

AT - e i T
: +

R e YEIUAM

VEWM + VY
1N
8409
8409+ XN

AN RERAAMIERRNNIY + ool 1]

AT + s il TR

R RS VEINM + VY

(ST 25N

TR VRN A el 4 15)

81409+ X0

R R R AN - sl o 1 |

Coe VEWM + YV
& K N
Pe ESSNNS 8409
$ S 8409+ XN
P XON
e

& S VEMM

72H

48H

30H

24H

&6H

100

10
1

A3PIST TH 4380 o4

0.1

Average of ddCT- - Average of CT

CDH2-Hs00169953 m1

StdDev of CT

24.62836625
... 23.5561385!
..26.72519075

1

0971431194

0.034835262

.0.100268449: '
0305282393

1279730226

0.293634223

25.65804775
27.02706025

1:853738312

|0.205844087

0.114443818
(0157309339

0.1558770%4
0.437272005

0169975278
0.052870374.
0.406108395
0.231912993
0.852582334
0.108771408

0.511263305
0.739909111
0.201122382
0.085246672

1071696694
0.387734932

0.149734811

4.56379038.
0.41431895

21.712131
23.393213:
21.8223%9
22.421338
21.15699375
21.34158575

220388115

37.05602792 .

24.089807
26.24274375
21.73022725
22.0527955

20.9753245
20.2242805
21.05118325
19.70283425

1.06509983
2422911452
1.333862771
38.53869504
35.01976772
1B.69559178
1131449187 24.0121797
14.16721557
5213453283
31.0822623
241.26316567
12 93132447
4450339828
56.1318803
47.92401647
37.98469283

0.413111934
0.044119574

79.6651399%
56.06488736

20.226277
.20.21803475

0.771125401

0.413274569
0324112293

6730068147

Tromns

21259899
20.59808925

(0.160321967
0.440859158.

5490435817
5803071958

20.7102715

... 19.643041 0545566116
20.26389675:

799899310

73.82325818

0.375043529

Description

ES

MCX

GDF8

AA +Wnt3A
Wnt3A

MCX

MCX + GDF8
GDF8

GDF8 ...
Neat

AA+WNE3A
Wni3A
Mex

AA +Wni3A

Wni3A
MCX
MCX + GDF8

Neat
GDF8

Neat

AA +Wnt3A
Wni3A
MCX

MCX+GDFS

GDF8 .
Neat

Wnt3A

Stage
OH

6H

24H
30H
48H

72H




109/151

PCT/US2014/038993

WO 2015/065524

VERCVILT90  CvIOTrvIE O CIVSSITIVE  BOLCROGS T VEIUA
78820GETTO . TOLTVESLT Y VEWM + VY
TV58E6605°0 9TTTIE6'9ES
B H 1 H 2 Nﬁmmam-mm
e W op  WE g we W ] GESS/06KZ0  EOEOEZ/SYR  SSETBCTUZ 164459 5041
m m m m m EYESYITSZ0  :STZS60T'6CT ‘SzSTYS98'ST SYPG5L BTLL HzZ
s r s r s + s r s x 6O0EBZEZ6T | TOLZBSSECO 'GEE00V9'8E £19289077° 0 VEWM
3 Z =1 2 =) Z =1 Z =1 2 H 2 : z : -
g ¢ 3 ik g % @ B 3B LT OB OB OY im 0 ‘TSEBTZI000 o EEEES06L00 VEWUM + VY
0 A aa Y VSOVYBZELD  VEOZSTISL SEGBOL6'CE 9OV6E0EL ZT 1eaN
"N SYEOTETEID  LTIGVILEST BOESSIVEE S
. . mm mmm m m . . m a m . m . mm mmm mm m m . o 1T N.QN.QN.WMNNH ............................ T
77 A H by % 1 77 AU H A Haah .
1L 1muninnnin eSS0 0S6L19°59 ON| ey
o i Mmmnnmniinine 63950£929°0 695BOVTSY T VEIUM
111 . aaraannbennnadr g g, | 68950E979°0  SYSBET/Z/'0  SLZSTE'SE  B9SBOVISYE | VEWM
m aurniinaniin 9005698280 : E6LIVPS S5 VEWM + VY
| 1w . O0SCEO/STO  9TVTIT/996°E GZSTBSGG'EE  £299000°9EL 1eaN
A Y TRV T et STYEBZ6VE  BYOBGLOLTS 8409
o 7 7 : : :
® 1 TRIUITI-ININ 2' BYOZ/BSOTO  TWZI9SE'SET S/STRTIY'BT  £67860°7009 8409 +XON
oz Jod AT G mm \\\\\\\\ b eT T o I svuseiive 2406606951 59901097 50749 Y9007 oW HOE|
p 1 r | A U Tesc0S0z0  BIZELTGETT VZ0£06°€E BE6/87Z €01 VEWUM
g AAN ‘N xR 4 d g ooV BewsebL L YEReYRRE O 2EEeRremeee oo YETTH
g . x 1 ooor 2 VITEIRED LVPSIREE DL VEWM + VY
; g gy ooor 2 VITEIBEVO | /WU39SOL  96LIOLVE  LWPSEBEEDL | VEIUM Y VY
00® ° . S51922900 s 1eaN
R OB m\m\o\w&&\w \\\\\\\\\ 00001 LTTE09960°T oooeter | 8409
R o? 4 1 796568ZTT0 CGEOL TET6E 8409 +XO0N
° oo | L096/8EE00  80BL90°HTSL SOT9 E88YTL XOW HYZ
00 ] 2 20 %2%0 N : _
3 & 2 “ 4% 00000T :
[TISVI950  LVISGIZELT 812009/ V2T VEWM
° S6Y/89€950 6YTISTO0 68 VEWUM + YV
o " PSS 8 o el il MG Ay
Z62L9188T0 6917939 16 8409
. Z8/016950°0 6/6/900 11V 8409+ XON
caSesmve ... f vBONGS00 CISBWIIIBODE SOOEEELBZ  BLGLAOTy. o ) | 84094X0W
13 ve - LgeETTS00 : B6LYST6 WTr XOW H9
13PPy0 2%eAy Xao Z6Z0TZZ06 0 GOTEEOVITO SLTLTL6VE 3 5] HO
B 10joA2@pIs:  1DPPJOASAPIS: 1D jo dFelany . E3Pp Jo a8eiony uondisag 28e1§

TW 6T60EZ005H-2XAD

g 3ing14




110/151
WO 2015/065524 PCT/US2014/038993

g a ] QI Asps 7 1§ adeianyy] =) " °

VEWM
~ $ S VEWM+ WY
18N
{ 8109
$ 8409+ XOW
XOW
S VEWM
\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\"~ k\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\ YEUM+ VY

L4
L4

72H

A Average of ddCT
@ Average of CT

&

R R

||

o i FSSSERIRRITRITEITRIEATRIIERIIRAIRATRRINRNRRR:  JR3N

48H

R s 841D

R PR RN 849D + XOW

[NANNANANEANANANEANANANEANANARY  ANANNANANANNANANANENANA NN ANA NN ANE NN NN AN NN AR

i

SRR GRS

i

Y R R R RN VEWUM + VY

ANAANNMMMAINENAMIEEEAMAMAINAN 4 AN NIRRT

30H

TR § S i 14 )

R OO 8409 + XOW

R A R R TR KRR AR R R AR RRRARRRRRRRRRRRRRRRRR

CER1

\\\\\\\\\\\\\\\\\\\\\\\\\\

B TR eI
VENM+ YV

183N
840D

R B R

ANANNANANANNANANANNANANANNANA, 2 NNANANNNANAREANANA NN ANE NN RN ANA NN RN ANENNARANN NN

24H

B R R R R ERRNRRS

TR 8409 + XOW

SSS VEIUM
ESSITIRIITIRIRIIRIRUIEIRONSS: VEWM + VY
= JeaN

8409

L sl o |

L4

&H

L4 [SSSTIETITTRIETNRENS 8409 + XOW
¢

: Nd
o Q =] Q o
o =] 9 =) =
8 3 =
=) =
=

ASPIS T TH 4340 pjod

Figure 63

R REER FEERERER R R R R
SRR R EE IR PR E R PR EE EE S
558895888888 m§¢§am§$ geegdssgasd
38|95 388 RIegamg8IAMmAsASaAaaRANSHAT
I == - - - -1 == - -] d|lddddddldd o dddldd o ddd
o HEE H : o HEE
= : : : : : : : : : : :
4] ‘ el : ‘ Tl ‘ : Lot SRR
o m W dgdud g o N NN SR m D T geN
REERSSE B REE R E R SNER S A0S F R E R0
Uﬂgﬂ-ﬁiﬂ-z&imﬁm l\ﬂmﬁzgimmmgmig 85m5Nm33r"Qtoieo§ozm
ZpEnEagedanaedy Il N g B RARGIZIBSRSET
Qe T NN R RN RN SN R RS BY SR
ON.‘_!kD'ui;'\-fggkﬁ¢m$¢§mN}8;wOmNm;mm;8§NN\—| 3 0O AN
Ss|N|d N T [ 0T & 0NN Nid g m O S aiiwin
Q : : : : : : : : : : :
& . . . . .
o
=~
w
Plaliungealigonoglogy 58 i
™~ n N [y N [ntin]
SEEER TR EETE 235 24
SR ER R A e g28 4 C
g/Blg NAEIRNER A9 %<3 ©
[Ty T n Nl : e N 0 -
of N ~ i N | ~
Q : :
- >
gl <
|
O
QY
215
o] TS
(238 theot wyben el ols ) wlwl o]« Ea Bl i~}
Slslojeiziclalolsl Tialslinl ol ol bl o ol 8| bl sl &l el sl Malnl« SIS
o et e e RN R el R P R R b
I% SR i i DR e o L ™ 4 bl
25
8l
c o o« ® a ® < @ <
|8 #|E &|E 2§ 5
Bl xf s Bt Bt Buins Bninsgsd
2 FEEEEENFE R ELNSE R XL 2y s xiw e
O oleg S Do <SP0 g SO S 0 eig S
olf|Z2 S 0z<c2220=z<2B230=z<23 30z 23 0=g2

Stage
OH
6H
24H
30H
48H
72H




111/151
WO 2015/065524 PCT/US2014/038993

— ABPAS F 1) adesany
8 g R 2 By 2 a 2 n o
s U : . :
5 B R R R R R R R KRR, VUM
Y
[ SRR RTINS 183N T
[ [ . H ] o
2 2 ~
N 6 TR FTEFTFFTTTTITTINNNSSS 8405 + X
N 1 1
| S R EEEETEETEETEEETEEEE"s 2N T
N N H 0
<
S RTINS 84009 + X2
I 00 R
R4 S VEIUM
< Lo ST EEETETTETTTTTEETEEEST 23N T
[+ T ]
g & STTTETETETTITETETETETEENNS 8409 + XN
v A& .
¢ R Ry VEUM
L | ST TTITHTITETITET 23N z
3 ~
i { 8409+ XOW
S
&
¢ :
$ :
i ;
m : : ) )
2 —
! ABMIST TH 1900 pjod
DN w#NNmmmwhhhm&# NEFEggdmeyge <)
OV OUNRNCOdHA O M Mmoo oM RN g LAAARNIIS
R8N gdN8IFgReasdaly N mRNANQ S
Flelhin N @ ®on o RO AR RNANNO R NN COA D T N N Oim
Viplgpddegedadddlggnegdigdgy hglggaggs
SR8 YN L2885 R5838822 T2 8%
DR A N ND NN T 000 g 0 S a DB S KN FanBmamn
s88 YN LaneNyReLe N gl NIRRT erg
ple@atnuddNNNOgmm g N O NN~ MM O WV NOIN:S:S
Al 08000600 0 d|dc o006 d|dd o ododooddoaad
=] F LT T
0 — i T ‘ S
mmimimimimiml\'oom'w-—u“u:-—u‘mu:‘ooN‘;l\‘Nm‘l\n.n‘<rcn§oo5<r§m5-—|§m
NlgwadaaANNA AR NF|(nhnBMmm N Nddddnaoamd
DA DN ONVNOITO VWOt NI AN Do o dodd dna
|—Nm;m:l\;m:m;l\ggl\gHNHHmNHOmmI\mNLDmIm:mingim
Ylglgzggas — AN 0289 sINeVRR[FTIRITY
B =R IR S S T - = E R =T B - H - BB N - T HR- B
D8RR Yy SN 2gaFELIga
w|MO N NN D BNV RT L RN D NN 0O RS a 48
oM N A AT gNWNOANONOAGRg g MIT MGt g gy
M-I E=IE - -E = =1 ks it | Py PR A ] == SN T I PR R R = Ht = s
[} P oo
[a] e S
bl O O
wn R R : : : T T
mg;wim;mim;mmw'mm'l\mmm'ml\Nmm‘—immmmmim;mimggim
MR ddndowowNdaldnao dom ANl N AR O SN
Do dd s d0aRe g d VNN ANNMS S S0 T
bLDmIH:wII\:HIm<‘§LDwNH<r\—|OOOO RINS ™o Y DY I IR
Sl s ad oo~ QoadNpIdAaRNR RIS dRIITIdRRTS
B5|R Vg P RRGN©HG NS T T D O NN DD AR NN
Omed:N;v:m;cn:Hoou.;o‘-iNl\m ”iuiNerﬁg!—!\Dmm;m:O;l\:‘_i;m
[T B I HR A S B R o IR HET SN Y NN NI 0.9 1N 0O N g O
ool gl giN g N NS Nl S | Ndddddad N N
oSNl ¢ NS ® N N NN N AN NNNND D N
b=l N [
g1 2 oo r F
| < NI : : : : : . R
o ] e L] Gired Mt B Bl o H T o o Bt B B Bl o 3o o oo B B B B B R B B B - L BT
8l |EIEIEI2 82 BIBIRIE AR BRIZISRIE 855N EEBEEEE
=G B e s = B e o T e SIRE o
o gm 'Q o {34] LY oy ggq o mN
NiD Pacd i 0 o Y Slmie I S S
i Ly (e [ it} N oJ. oo |00 7
S5l (BISINFRIGLRSGISIRIBIRIRIR S A o A T 2l T 2 B2
s o "QN”!”!":NMR%“Q-—!N“!\—|8M¥QMNmHmmgHm8HRm
4| @ el el ei]e] o] s g B AN e i o o s
o f
g
§553 Bt
Teol e 0 0 00 ‘ol e
S Tt 5%: e ﬁ e :,‘, e :,‘, I :%5
e ey : Do [a] 4t [a] k= [a] k= e : D4
= HCIEEE Y+ o < o} S O S AU 5
= fHg 5355, * ;ﬁ +o 35, * o 3% P ;3;%
2 XixXin R tiexXx LD Rh+telxxPR+2fxxEhR+2xixL @+ =
QY9naugl|lY%agwe S Yo w S Yo w SIL Lo v«
oln|E 80 < < < < Lo vig
of|S 30 z<2S30=z<2=S0za23S50=zq233530=z<2
&
T T T T
Slx|lx 53 = o0 o~
n| ol N il 5 ~




WO 2015/065524

Figure 65

112/151

PCT/US2014/038993

A Average of ddCT

FGF17

© Average of CT

A3MIS 7 1) aFesany
R g ] a

o
- n o

VEWM
& 1eaN
¢
8409+ XON

72H

! H N W~
NI  VEWM
H 3 by

3

T RSO CORRESGRRNS!

I Y )

3
i

i T o R ] )
N

N

i

Y 3

8409+ X2
VEMM

1\“

3 3 S i jeaN
“- ~ :
RIS
RN \\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\

5 TS

3 N

3 :
NN NN 3 N R NN NN NN
¥ i

ANANANNNANANNNNT AR

8409+ X2

VEMM

1eaN

8409+ X2

VEMM

DTN

&
®
&

3
!
!
!
!
!
!
!
!
!
!
{
!
{ 1eaN

8409+ X2

48H

30H

24H

6H

OH

T rrririaaasasaaaasasaaaaes

10000.0

10.0 ~ererrreresescsersrmreseser

100.0

{
{
{
{
{
{
{
{
{
{
{
{
{
{
{
}

A3PISF TH 4980 plog

=™ — 0| o g
N @ied E-1k=] Lo
Sl Kid: - 1ES LN
Vinlo NN e O
| S :§ TN TENG
oo m: : e K=a] O
>N @ - ] ) R
g[2(e. 20 =1 a
SIE=1E=IE == -1 =1k =F
- F : N
2
af Lo | D . [T RS y
(] | o | -0 oN -
[¥-] m: Ww: o0 gm;a:m l\:gl\ : NN TN B ) =2
G\—!LnLD;LD;NI\I\ 00001 NN 2 : o =) ‘0 t N
SR O S0 m: N W 100 00 3 0 | TN
RO NN N = OY: 00NN TN O: :eN i) i1
TR i s T NWO s W] e i e ()] =) [x-]
SRV NLLIE GG N g AN|H NRe = o S
Mo ISR Rig T v $ha] Kt ‘@8 ‘o N R
SO M N O = A NN Rl Kl NN ] e i
[ : : : : : : : : : :
& : : : : :
o
el
@l Lo N N IR I8 ST R
N o o Yo [%a} o N N
,__Nooq-:g;mNmmH:a;m ~own| 0 e 100 00 O): T QW [ B =)
olFd gD gFRagyda F NN QW NG DN = WOIN
Hl\gmmm mmﬁs M 0| NN N MO -l N R T N
“=| < |0 :l\;8$ N O N3 - l\:%OHI\I\ Tl NTo N o
Olog|Q il §d‘"s'\.:d o Qg g VBN NGO S g Ko N
Ul NN NN N VGO 4] TR H B2 g gidid MuhR NgF B g™
B I B B B E ] [= 2R H =] : QN N N T - oM -
@ o~ NININ N NG N i . : o ~ ]
5 [ : : : : :
2 5
E|<
a
215
ﬂg Sackt oo {33 Han} b g oo B e B {noutt Bl | PRy ] D
o el Ran el B oo B N Bl ! Bl Sn s B o Bl i H BV BN Rl Bl TR B ol e e
g 1 . 03 v . . w ] M
Slsloelaluialniviglal< Gl sinligloladidis]Gloligl el ol G Gla e
Pliat o) S lalell oibodl @l B0 n oSl & b Bad B 4 = i SIEEEIF8 F
v ol LS Lo DL L AL S L e i et [TV | e [0 P bl - e
e BB L]
20 8 B
52
e
c @ o= T4 T4 T4 0 <
=] a 2 [~ 0: [~ 2: [~ a: a: Q!
i [CHE 3 [CHE c: [CHE c: [CHE £: [GE £:
= i 3« ¥ i3« ¥ 3« r_ 3« t 3«
Q X X R f e XX DR e XX R X X FeX XD R te
Ul HE E0 g EI¥Y N o EI¥YYn o ElYnog il Y0og £
a2 30 =z<23220=2z<22302<c2230=2<22302c2
&
o I o I
3]
| % ~
P R=1k] S 8 <5 ~




113/151

PCT/US2014/038993

WO 2015/065524

1 adesany

=

ABMS

[4 100
S
7
7
w .
or A 5 otTe
7 %
7 %
7 %
“ ’ ; \
HzL w Hey f 7 HOE ; (144 i HS
G W : ;
2 Y 7 :
ST 7 10 » Z iz z i » Z
G Hy » a : » Q i » Q .
w H ¥ x iy x i ¥ < b
‘B 2 o o + s
= NsumWWNBB HWWNBB NWWNBB ai
6K couldgBidsousSiipgsuusRigsoug Q
2 [ R e H R R A H R | £
- pg lsm\VVJSSXmVVJSSX“VVJSS [
14 g A B P B e U U T 00T
% 7] U HUU A UHUHUH 7 .
. 1NN mm "
% A HH % HH U w
K MHUAHUHAHA U HUH %
K MHUAHUHAHA U HUH % -
K MHUAHUHAHA U HUH % a
7 AHA A A AHY A Y %
K MHUAHUHAHA U HUH 4 n
K MHUAHUHAHA U HUH 4 .
K MHUAHUHAHA U HUH %z <
7 AHA A A AHY A G
% H Y Y 1 aH
w 7 THOandaddyne
TR YN
AV
AU Y4 ‘AN
TN
7 G G
HHUHH A HHAH B
AU AU A 1HAHA
AHA A A HY HHAHAHY
< AA A A Y AU A Y
oe mmmmm mmmm - ooor
AU U AR HHHH
HHUHH A HHAH B
HHUHH A HHAH B
HHUHH A HHAH B
HHUHH A HHAH B
MHUHUUAHA HHUHUH
HHUHH A HHAH B
HHUHH A HHAH B
HHUHH A HHAH B
HHUHH A HHAH B
U1HHHAH MHHH
111
€ *pdyy 12N
PS | 44 -
¢ 0 0 0t
< %
av 00°00T
12pp
j038eny g

‘GBEE6EVPY'0  GEGIPSBEL O CZT/EE/T EE 150 VEUM
‘YOZREETEE'0  '96SLYBIEED 'SESTGTS'VE 710 VEIUM + VY
[ETYTOZSOP'0  €ESS69SYI'T '5685509'DE ¥ZE 183N
'L0968EZ80°0  ETTZVALEED [STEVOSBTEE 8v0 84a9
WE9BTLLEED  CSELYOLBTO STVTLSTE LE 00 8409 + XON
‘9T6BZS0000  (96EGLETCTO [S55EvS6'SE £00 XOW Hz|
| . . 5y VEWM
. oy
A e oo
. —
e GiG5 T oM
= e S -
619 vEWM
= oy
il A i
ey o,
wsr | 8409+ XOW
ot XOW| HOE|
€06 VEWM
et R
. . 756r
'98Z00EOEY'0  EZYTEBVEZY [SLYTSTOBVE 745, 8409
/BISEOBVBI'0  WIETBYGELD LT LT 811 8409+ XOW
‘B/ETB/EYO'0  ‘9YBISETE'OT ‘SZYYRIGLLT 00T YOW HvZ
TELLTELIED  LESGTST/BT ‘GLBLYTYSTE 8T VEWM
TESE6LYE00  60E996LZ6°T 5766690667 6T VEIUM + ¥V
‘9TLSBESEZ'0  '990TSTSERD 'S/98656bTE 8TT 13N
‘SPL0SZLYT'D  TZYISEVT'Y ZS9196°0E 557 8409
'8/bZS086T'0  TY00LBIISO /5/0€9206°'Z€ v6'0 8409+ XOW
'86//8600'0  :SOZVEEDET'O ‘SLETIBTLTE 8E0 YOW HY
YTE00T60Z'0  [ZBGIETVS O ‘SZBYTYIEOF a0t s3 HO
1240A3QPIS:  LOPPJOASAPIS: 1D 40 d8eiaAy - IppIo LR uonduasag o8exg|

TW:9SELT005H #4594

g 24n3I4




WO 2015/065524

Figure 67

114/151

PCT/US2014/038993

ASpIS F 1) ddesany

et S

) mn (=] wn o wn (=]

g B S "" m ~N N - - u:s o

5 5 ST T T TTTEITTITTTTITITIT T SS._.  VeuM

o VEJUM+\1\1

-] an

o o S S 129N T

3 o~
3 E TS, $409 ~ b
§ o mmsmmx:w
TTEEATHITEEEEEEEEEEEEE——— oo §
"VEiﬁ"Ai\' """""""
OIS, VEWUM + VY
1eaN T
: -]
8:ICIEJ <
¢  CE TS i 24a0 +Xn
¢ : \\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\
e

VEmM+VV

o~ IEBN T b
[=]

§ 8:!(]5 o

(o] o STTTF T T TTH H TN | 8409 + XN

L ¢ mxaw

S YEWM
EVEmM+VV
T T TGS 22N E
8:!05 S
& 8:ICIE)+X3IN
$ mxaw
N LA
¢ N AT, VEWM
¢ i NS VEWM + VY
i X
$ ] TS JeaN -
N o 0
¢ | S 8409
& { = 8409+ XIN
o §
& )
o Q 9 o o
3 8 g E -
Q (=)
=] -
= ABIS F TH J2A0 pjo4
N 4 mownc o g~ ‘oon.nerkria Wil W A B W [P W ot W
0 N D NN DN 8:0\; N W MO SE DN 0NN Q)
Nl QO F: NN W0 TN |- 0 O MM D H:l\gm:kﬂ g N

Floldd W @ N oo N oo:o;mmgm T w;ar\m;m O\:S N wo mm

Ul -0 N0 Q| Non: LD st N n TN QY Sm;d’ M~ N N OO M N

u_mml.nzs NI N g;c NOQ N WM D W;g W' N H:mm%:N [ B ]

o|N|9Q W s oN e D~ - - N g 4 Q0 TN W;SI\N

>mm<r:N N WM 00 N Nl nmun N ON N S NN W0 0. m

gl NRTg o o Ao QNN MM NN O NN g

A|ld|lo g dd dd|ldgdd dodd|ldddododldddodddldaoocad

2 : Lo : P : : : : : :

4} ot Lot e ot : S : Lot
LDHOO:$ DN OO = m:H;mNmmw:g MM M g =N N NN
VM - g;c:q 00 N m:m;gwl\mc: N O T MM AN N0 O.m O M
DU’IO:S AN N RO DN 00 O = = M| =N g:hmm:u: W: Q0 W N

ISl & m;g:N TN N0 N NSO WO N TN N[00 SO0~

Vi o ) N TSN ANINEH NN NMNOIn S NN NN NN M 00

TN N O i) :kD:MHNl\d':g o [ o B H:SNN:O\ o NN

Q|| O N :g e TN O s 0Q ;s e oW MmO Wi N = 00NN

[P ) B B B - N : e o.i:l\; ‘u.;NI-n :mm; o0 ';'\‘ o0 I~ 3] ~i: N ,\-,\-‘_;uo

5|82 o8N Y ONNERA IR RS s S g R BFNIRTBER S

SO H NSO ST NNANNANHA AN SF F[A AN O NS el OV N

a : oo : Do : : : : : :

o

-

=

ol b S US SUUUNS ST WU U VU UV UV SR ORIV SOV SUURUUTLSRU DNUE U SO SRV AUR
wniw [Te) L wmiwn: N n [=2] n: - N n

[ =l E R o0 v Ol O o~ i NN N Tell N

Uml\g;o 0 : WO N N n O el QRN NN DN
[=2]] 2] cv .o Q| 00 e [=2] TN :m%N:O’\ Q0

“'\DOE:W I~ NN O TN -] WO NN

Slwln vy =y N2 g T aindRRgFAN

u|lg| N g™ PSP NN FANNNAND G NN N

B N|O N o0: WO oN| N o~ : el | N el N

@ ~N PN NN ~ : AN N[N TEND N

| a : : : : :
el >

3

m% ol o)

3 Bl Bhoo 8 thedt st et B > 3 b ol B o B0 8 B oo o2 R (8 sol 8~ < 1 8 Yo ol 0 B B8
§"5ommwrnﬁm‘-'!'1ﬁg,qw"!"‘.¢-,,;q-~‘e ] = il
T oi|dldlnidlainigldl Bl d Bl dISISig6 80 3 2 b
& LA nle bas o il i [ d Brad BovR i T 0 8 B B
<@

5
o e

5 ®: ¥ R RN & R = -4

= 0o: EE; = : EE =] : EE o: e 0 : 2

=% O: ¥ ) . o : : O: : 10 :

B AT IVESE: | IR RCITRTONE - | N ICHISTONE S F- | NOSICI P DLt | NI L IF-

= X X P+ D xix P+ CIx xR +8YxxPrg+PYxxPVxr+

VUUnogllVUVUnogllYUnouougSVUUnoog lVUVYUn oag £
all|2 2 0 2<2|3302<c2230=2<2323202<2B|2302<2

&

T T I T

©
| < Q 0 o

PAk=1k N A < ~




115/151

PCT/US2014/038993

WO 2015/065524

T6205¥87¢0 O GLELLTO'LT 1 VEWM + VYV
6602LV1090 O SEE6LTTST I 1eaN
_________________________ B s mron e ]
| STSOLOV0 O SLYTOTET6T 1 8409 + XON
________________________ et R e R -
: 0 TEEBBYLT I VEIUM
________________________________________________________________ G S e oy
: : KA
_________________________________________________________________ s POy ¢ s
s e s e . e i
_________________________ B s tihola BRes TR -
SETTITVEED O SYSSL9L'LT 1 VEIUM
957962250 O GT908TLTLT 1 VEIUM + YV
R e SRR s
9EEBIBTIYO O TSEBLB'LT I 8409
_________________________ sORBOOTD T R 165 10N
90S08ETIT0 O SLE668SSLT T XON HOE
8E96CE6YT0 O SOTZY8'LT 1 VEM
6/5TLS8V00 O TTWIY'LT I VEWM + ¥V
_________________________ T s, e e
| TLSLSET6T0 O 9Y00€8°91 T 8409
________________________ D s T
LOVS9LSTTO O SLISTBLSLT T XN HYT
T669EV06S0 O 8.70TE'ST I VEIUM
_________________________ e s = S e
_________________________________________________________________ e e
s T s e -
_________________________ ST e 05 YO
_________________________ SRRiBETD T ST Ry "
TL66LLE900 O S/€99T829T I s3 HO
12JoA3QpPIS  1DPPJOARQPIS 1D 30 38eiany  1Jpp Jo 38eiany uonduasag 28exg
TW S06666665H-HAdYD

89 a.n3




WO 2015/065524

Figure 69

116/151
PCT/US2014/038993

E Average of ddCT

GATA4

© Average of CT

A3p3s 330 a8eiany
2 q R a 2 n o

VEIUM
VEWM+ WY
1e3N
8409
{ 840D+ XON
X9
"\éé'iﬁM """"
{ VEWUM+ VY
o s =N
& 8409
2409+ XON
XOW
¢

i
g
S

\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\ YEUM+ VY
& \\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\ 1esN
& 8409

SRR \\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\ 840D+ XN

T TR AT
T N

| VEUM+ WY
13N
8409
sm5+x3w
o
m
m VEWM + WY
[T, 329N
FETTITIITTTTTTY 8409
SSRGS 8409 + XJA

¢

$
¢

\\\\\\\\\\\\\\\\\\

04

14

<

72H

48H

30H

24H

10000.0

1.0 - ,é

1000.0
100.0
10.0

A3p3S  TH 19A0 plod

StdDev of CT

e
=
Y=
o
>
U
a
b2
=

0.299439569

1.543849802

0.995231903

0.087313192

0.296971767
0.235064568
.0.151899265

2.584465466

. 179852677
(0.721931502

0.498280117

11.16191662
2.909513264
.93.260147204

0.483063533

0.12989092

N g0 NHNnN ;MmO N NN O M|t m
QM N N N|©O cn:g A O N NN 0O ! :
8:"’: NN N N WO NN Q| DO
O W In|lo: 0: N g NN N Y NGO
N RN 0 0N Mm M ] ogm K R 0
oM ~N N = 1R B AR N W g M m:
NN o 2083y QNS W& dn:
N0 O H N OO N NN N NG DLW PN
99 93 JcioN N T 0NN O Gftn M
== =] === -1E-=1=-1-H=} o ool
S0 N N SN 0N MNANN W00 NN N :
N0 Q NN MNP N WD INS 0N Ln:N:u::g N O :
NN g 8 NN OQ NN 00 n: oo
NSO gm N WO NN O AN o m: O
N R |~ g W nomn~NH oM = iRti=1
W ™0 NN N O M OO O LN LN g: ()] TN
QMM ANND B LONG X IR I
SR ueB%sa88saangges
HiFiaNmn NS :I\Hgf ang:m:m:NNme5

0.563933921
0.366247372
0.377331624

18.80927206

56.47016516
584.8236032

“
S

'—
2 3
“6 [}
P 3]
& N
ga
>
| <
g
o
b B
S8

{an 8 o { i B o X0} a0« n B ol g bt stba vl alin
IR IR E Rl e et Bl R e e
‘5'% e B i B mgmmﬁmad'\—!mmﬁl@ oy ey Ley,
| B
gl S
U<
c o i« T o0 < 0 | i o |«
k) s € 5 2 =% pef & 2 5 2
B [G] H HEU B O: : (L I 0:
5 DS IREIE-{ NI N IV Ut DR DS -1 BT OV D1 - <
Al I8 ey yyEBEEINIEE ¥
o |9 o E|VV N0 E|VUVUA 0g & Voo« £ ‘ne g £
o2 S 0z 2330 =z2<2S23 022330 2<2230=2<2
&

I I T T
Bl
nlo|lo S 2 2 N




WO 2015/065524

Figure 70

117/151

PCT/US2014/038993

ASPIS 7 1) aFesany

5 2 E R 9q R a 2 n °
L=]
8 - . . . . .
halling [ - sl R TN
83 \\\\\\\\\\\\\\\\\\\\\\\\\\Ys‘
w R { =y s SRS L T
H H H N N o~
“““ g8 R R ~
: 3 } > X
< < ST T FFE R R R T TR T i SSSSy 8409 + XIN
S ¢
R TR VEIUM
R T R R ERFRERRRERRRY
T - A TR ] T
i ? : ? \ ]
: ? : ? \
R OO ErasrasSeSsSs. 8409 + XOW
* : N ; \
: 3 : > ees
T T FTTTTTTTTTTTTTTTTTEE S veum
..... m k\\\\\\\\\\\\\\\\\\\\Ys‘\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\ 3 JEB SN
> ‘ z
5 [ AOONNNNNNNNNNNNNNNNNNNNNRRY, & NN NN NN RN NN RN NN NN NN NN NN NN NNNNNNNNNN m
R T s 8409 + XJWN
w \\
R VTN VEUM
T TR TR TR TR ERINR, 183N P~
3
N . N i N
R R R R R RS, 8409 + X2
; ? ; > R —
& i ; | S VEWM
i ; : I TTITTITTTT©TTTTR
M s : \
¢ i i H | SIS 189N -
N H N N Iy
& H : i | ESNERNRINRRR o
H { H i t
¢ ; { : R 8409 +XIW
& i i i : ESSRRRESR
H : H : by g
hd 3 N 3 ; E 5
o Q Q Q o = 9
..... 3 =] g ]
g g g g g s
8 =] =
g 8 ABIS T TH Jano pjoJ
$N‘<r5m - min wiwir\‘$|\m‘gig Niols ot 0onmaN R dnms
AMOd502R8289% S99 Wig[™ O SN T 0| M o0ied WO M~
B2 NIRNIG I =R ] QRLIFYNFI S FesgeId
Flolb N AN oo YHNNBLNNYTDYFAND QR W ™ o0
Uld|laa N ;i N ! Q0! NlegeusgadseIsIyqe o0 i
LY R0 W B Rl e TN o0 m|e 0 OO i 2] s ) IS : NN W =N
SR PgnIganae g el gingiganngeNdRiyE
sl o RFFAIIJ RTINS NN RN g d
gY@ A N T NMNO AT A g Ao 0N A g 0o S
AlS|o Mo dod|lodd o cdldd T dddlc oo g oo o oo
z : Lo : Lo : : : : : :
vl : I : R Lk : N : :
SN i NN r\zw'miNzNmegim gzmmm;a‘wim&wiw NN
SI\G\:D - N N Q. O N MO el = N N o:m: O o N
- LN MU N OM VN A WV OV O NMNNO|IT A O | NN M 00 o0
b B e R R RS e R
9o ¥g N gesxN dag8Ra&dHERR g;m§w|;$ BRI E®D
-1 B TN : D TiA I N A 4 N AR i) [-) B 3 DN W o0 o<
Bl A SN Y s NN Y S YRS e SN NaIN&
58N A8 RN d it i8R 8E3 50558
>|o|o a: HigFig|lNi- <r§35m-—13~~§ W NN HidHlA N W A
Q : : : : : : : : : : : :
[a]
2
ol Lo EUSTUR TR SRUN RN BTN o TSR N [T
N| W nwwmiumwmaNmn wmioe wn N oo W W W W W
wn|lo R B T Il HE S ] B S NQOI NININNN NN N A
|| ® MmN N noas mlw a5 3ougy oINS
V(&> S8 583 dRL RS 2RR85883 Hha 3R
=~ NN 88 ozmiv\gdg O A MmN D éimml\
Ol g (e i R« SJiblag Mo e Fim Mmoo
MBI dNnag R oINg S H|N SN © a9 q
60| HdN dig o & [=H NS S S o
@ G o NN N N NN NN N NN NN
| d . : . : : : :
g >
=)~
B wleolinfololia) Qo ajolnlmiolal Gloy shnin] ol s ls)n
wlababalinlialmlin P ol B wl o e Al Lot B B R o o
=] cf o ol B (] it HS,_,,% i Y o on [ A0 o
T wilen et i f s 4] fov) g B g A =t ed o
Y o b e e en o b B il ) o
ggp srleofstl ool ed[ M N s isr [y 0Lt o
§
ol S
oLl
O}
5 ®: ¥ R RN & X = -4
= Sz L 58 .= S =+ 85 = 5@ Lo
a : s : . : : : : : :
5 T DREIT- 1 FULCE P SO { N BTSN -1 DO Pt T~ { BN I O -
2 X X PR+ ExixPDe+xxPH+F+LYXxPDR+ExxDPDE+E
W VUUnogllVUVUnogllYUnouougSVUUnoog lVUVYUn oag £
o330 242330 2<<BS330=2<23302<33330=2<2
u
ap|
T T I T
]
| 3 o o0 N
nlo|s N A < ~




118/151
WO 2015/065524 PCT/US2014/038993

A3PIS T 1D 9desany

<) n Q n =] n =]
m L] ~N N - - n o

5
w -

h-l &) -

5 %5 ST T TGN vEIUM

? > \

@ v T T TTTTTHTTHTTITTHTTTTTETSS VEUM + vV

g g & ; AT T T TTTETTTNSSR 123N T
N Vo DN
zZ 2 ¢ ! H ITEWENTNTY - 8409 ~

N & : S{TTTEITTIH T 8105 + XA

: & 3 mm e
S e V&S0
: X > \
A AR RRRIRRTRIRIETNERNNSSR. VEWM + VY
: i : )
: ¢ ST TTHHTTHHNTHTTTTTTTTTTTIHTTTTTTTTTTTETSTSS - #3930 T
: ¢ [TTTHTHIHHTT TTHTTTTIT T HTTFiEriywivk._._y - 409 g
: ¢ ST TTITHTTHTThETTTITTTTETTGESSSSS 8409+ XN |
: T T T RTHTHTTTTTTTS XA
| T IR/ T T T fETTEESESESS" velm
R RO VEWUM + VY
I SRR FRFTRTETEERERIRRRNN 3N T
> ® > X
8 A TR TTTRININTNTNGSS, 84019 a
> > : \
L) R TN, 8409 + XIW
R g ) |
~ S { VEIUM
T TR TR VEWM + VY
. T NN J23N T
T 3 H 3 <
k\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\V-&Is\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\ S:ICI D ~N
S > > \
R T TTTITIIINGENSR 8409 + XJW
H :X:)W
R4 ! VEIM
: ¢ ! VEWM + VY
¢ § =N o
-9 | \ 840D w
g ! ! 840D+ XOW
4 : R, SL AN .
m ° | = g
° a S R
o o o s il
o Q s
L 8 =]
E A3PIS T TH 4310 pjo4
s :,.' K‘-G’-R‘- .‘1’8 GRS .g”ﬁ & H-Eﬁ-#' ’g”",&”’g.s-g”ﬁ’ﬁ-@g-F‘”’f’,ﬂ”ﬁ
mmzoi$5 n AN o nn SHHm‘-|§zl\5moomm5m5m$ooi‘-|zmigma

SIINEESE T MHFTISNIIr e IR gRrFgenddNn AR
NO\:N-N:MHSM- mg:;d‘l\ﬁﬁ;m. m%m;m.m\—!m.l\;l\. O 0

N N WO ™~ NN m : hcnorx;a:u:m QO N NO: N W 0

oW 00 = mhg:mwmm;hggl\m; :mgl\m;m:mhm:m;c::mm

>890y 9 2eIxsgagss NN o FeKguaNageg
o (92N MaNO NNQIA A NS NG N QMO NGO RN g

Qg8 8868 d|dd 8 3383 T:3 3 d cod g ddda
I I = o : : Do Do .

n Sl : : : L : L L :
VsV M N 0 W T D I e B B = NN N
MI\EOO:SQELDRQd‘:l\l\\-!#}ﬁmmmm}m:l\NO%}M:QWQ:S}O:#MQ
ﬂ’l\-m:\—l-meN:Omml\-gﬁN g-N:NHHLﬂ-I\:H\Dm: B o O Y

bﬁm:gzgzgmtﬂ#:wmﬂw: o 38:M$NHIW:N¢H:I\38: D N

= H : : Al oM aIH ol [Te e ) gNimzl\Hngi : 0o
=] SN MMM nin S0 w0 IS M M O N[ mzﬁ;gm : TN ™m0

-] < B B el s ol T B TRV T B gNH&D:“.i:SI.nI\LnII\: OlW M W NN

B[R FISRIBJCd R T g adN TR RTINS

o(Q(Mm:x: Q:h: .1\5%0N§:mmmRgzgazoommmc!_o<-°‘.5"!"’!_c!m\o

s|O|dd-Hd e Slana A N N NN S nmodaNsg AadARNm

-} : : : : : : : : : : : :

(=] : : : : : : : : : : : :

b= : : : : : : : : : : : :

et N N N N N N N N N N N N

an [ : : : Lo : Lo I :
gl niw n N n !0 : n NN [T, BN - BT, V-] N N N D
I.nl.n}OO:l\fmml\LD:I\%I\NENl\8&0\500:&&0\0‘150‘1:”1[\8:%5(\:0‘1(\18
gw;m:m;oomm:#omm;l\wmm ;m:mNNI\;%:OLDH:D;LD:%M

B H;R:l\;c\mwﬁzmmmm;mﬂ-wm Nl ;o :Ngﬁ:m;m: <
Bl N g dnundg N o M MmO 8 Fn N 9q8 yegead

“—\DHHRDI\S\DN I\ﬂ ‘_il-ﬂm\D NﬂigNkDN mw,\-mm

Olg|NigyiFig @ S 0 Q N NA R B NLAd NG| DiediN o

ol TR 3 DI Ng R mo|O e B NlgRWg & N N

o ™ DI [ -] el N O | o (= QN o : N TN :

@ I B ~ ‘e N NN N N R S o Lo HRE

b N : 5 Lo : :

>

| &
I
RIS
w'ﬂ
SR P A o et Bt B B atd BB Bt B 1 B R i | S BT R B B e BT

SR ed Bt {5 Bl e[ L0 WO D e e W9 Sl Sbatwlrdinl obol rd Bl SRS R G
dldlsdldlnltlivBBiglioielaln mmmamﬁegg‘gmm:égm&'

£§’o bagd B = e fhd o RO BoR B Bt RS Bl B Rt o <)) oM

e

iy
T d
Wl
feol ‘o0 : o0 ‘! 0 i fepl

S ol ﬁ b Sn e ;Sn: W :sn i Sn

= H = EE = = =% [=] =+ [=] LoE s k=

a (9 Ay : 9 ‘S Qo (9

5 T TIVEAE- ISHCIS UV I { ISECHPYINE 3 T | SRR - { IS IUE P DS JF-

a XL Tt o[ XX LR kX X LRt X X m Rt XX g b

ol |20 Lg SO «SRY0 g8 n0egSI8EnoaS

o2 2 0=z=<2 22 0=<2 32 0=z<220=z<c2S20=<2

&

T x I I

[y
| g =} o

in| 5|5 P & 2 ~




PCT/US2014/038993

119/151

Q ; :
HZL i ; HOE ; i
; ; ; ;
z www g !z 4 z g ! =z i
o [s (e} o H
+ Xm+ x o+ x + x4+ :
s i€ r g g r_ig g x g £ y g g ;
73z88=2332z88=2232z88%z72288=2/33%2 “
1 H 3 H
PP EalFridaliFrLda wwmﬁumwwN i
AU HA HAHA A UV UHY
7 2 % A 7 %
Smmmmm mwmmmmmmmmmm“
PAAHUAHUHUUAAHU U A HA
HAHUHAHUHHHAANAHY A A
HAAHAHBAUHAAN Y A ¢
HAAHAHBAUHAAN Y A ¢
HAHUHAHUHHHAANAHY A A
HAAHAHBAUHAAN Y A ¢
BAHAUHUAAHY A4
AHAAUHHBAHAAHUH A A
AAHAHUHHAAHA WU A A
AAHAHUHHAAHA WU A A
AAHAHUHHAAHA WU A A
AAHAHUHHAAHA WU A A
AAHAHUHHAAHA WU A A
AAHAHUHHAAHA WU A A
HMAUAUHUAAHUHE A A
ST AAABOHAAAHNE A Y
AHAAUHHBAHAAHUH A A
AA AU H A AA B A A
-A-A--H - -3 HA-HUdABaAAaam-a-u-4-
r THAUUAIT Y g Y
< HMAAUHUAAUD Y A Y
o AHAAHUAUHAAHY B A H
] HHHHHAAHH A ¢
o WAUAHUUHUAUAY Y AU
@ CAAUHUALE Y U1
© PAAUHEHHAAE B A A
HAHUAHUHHAGLE U AHA
HAHUAHUHHAGLE U AHA
Q o AHAUHUHAAE H H Y
HAAUHUAAGE B A A
" WHHAHHUHBEHAGAH B A H
WAUAUUHAAY U A Y
g ° 4 Aduodonr a0
g 2%00 °709 AV NIk
; v 2 %
e ETi Tl
s o ? o HAULA BT 1
VAU BUAAY U &
AHAHAKUEHE A A 7R
G % A8l L4
MHA AU A H H
MHA AU A H H
nimin
} 4HAH “UA = H
0t M1 H A 7! 7
0 7.
4 HA@ &
k\“
“
7
GE -
oy
17 Jjo03desay o
10pp jo23esany g i) |

T0

01T

o'oot

0'ooot

000001

ABpIS T TH 4370 pjo4

STIEI8C8 €L 7] VEIUM
S60055S°CC 8T VEWUM + VYV
IG/STRET €T 16T 183N
ST6/08V0°EZ 67T 84d9
.............................. oA i o
i S i = S .
SCTEITTLCC 6°LT VEWM
‘5768809727 e VEIUM + YV
S s e R MY
.............................. G s ]
GLYSBTE0'VE SV 8409 + XOW
Y0809 tT 59 XON Hsp
STTILLCT'ST 5F VEWUM
= R
et i e s
'GZT86TS9'EL 9'g791 8409
STO8TIEY'ST T6l5 8409 + XOW
'£99768°SC 977 XOW HOE
STBTETCE'ST 105 VEWUM
.............................. G e o
16Z680085'5C 071S 1eaN
S/ZOVEEYET 086L 8409
'SZS6005E'9Z 6881 8409 + XOW
B S pin i e oz
SITISE6S LT 60
GLYTTE8E'9T 60
S/617815°8T 70
........................................................... —
50
.............................. Pt e o
S/7006SY'ST 01 HO
1D )0 AsQ Emm 1JPP JOARQPIS: 1D JO 38eiaAy L {DPP jo-adeiony uondussag a8e15

TW:6Z0V/TO0SH-1)

WO 2015/065524

/ 9JIng314




120/151
WO 2015/065524 PCT/US2014/038993

‘ ARPISF 1D aSuaAﬁ
2 a R q ] a S n )

m VEIUM

AN
EERRRRRRRRRRRRS 1eaN

840D+ XN

&
&
¢

72H

P Average of ddCT
@ Average of CT

ESSSRRRITIRRRIIIIIIRTRGRER 188N
m 2409+ XN
T RS,

N
: N 2
i sosssaananaaaa e \\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\ JjesN

8dCIE)+ XJN
"\?é'iﬁ'i\i\' """""""
-----
:teaN
8505+ XON

\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\M

48H

%

..e..................................................

30H

MiXL1

24H

i VENUM

&

[SEREENIENR 328N
ESITFTETFITTITNSS
[TTTTIETTERTNTNNNNS 8499+ XN

6H

¢
$
A4

1.0

10000.0 p-rrerrerre A Y.
<

Q o o

) o o
=1 E

=) =

E

A3P3S T TH 4240 pog

1000000.0
100000.0

Figure 73

R R PEE SR SR A R R R AR ER 4
S EREIN AR AN LRI NS PR S e
HEEERIEEEBEERER ERE R R EE I
3 8 \-|§<r5<r§N5{B 39 3 ON = O MmN NN G O W m5m§85§§\-| <
8ld|lcicicidcdlds diddiddlddiddad|dsas®adddddiao
o . . H : .
e N N N N N N N N N N N N N
@ i : L L : : i
AR AN =1 -] oV IS N NN MRNN YT N NN NN WY YN
BRI R R S R RN R R ERE
bl\ agdngaes NIWim n Fobodda s oondan
Q2333 NodoNailg dgs DI PIEFT TR 49833 3]38
e R = e s A R N - I B I - R i
SlE|lgnagnFRF «355 SlgggdesrRagagassgaian
e BB SNTREFIAALIRAR S mvics RN aa9Y
1) N o Lo : oo
E
g 58 38R 3L 8
8 G|2 S 288 4
~ o o N < Q &
] 3| & % o g g e R N
3 | & o oJ o
(2] N| &N NN o

-

Q

[+}]

n|

I

ol S

by &

o

25

%'ﬂ enb et g ool en ko et el L e

o i3 HARES Bhovl =) R shar Bl SOUR Kol 56,28 B

§tﬂ3$$g;”$§§m§§ﬁ R R e e e e
9 P~ gqmmr\

je o ot o[ et

%8

&

c T R w g o0 g ‘o < ol g

sls ¢|/s5 2|85 g!/85 2|8 %

2 o3l o+ i gl s Bgl v Bgl 1 0 2

2 6}55“—}(“!’5"'“65&5E}+“65u-f15+5“655u-ﬁ+“'655}u.5ﬁ§+“‘

vl Lovg S O v < S 0o« S0 uvg SIEougg

o|lf|2 S voz<c22 320z 0z<cB3330=zc22Z0=2q02

Stage
OH
6H
24H
30H
48H
72H




PCT/US2014/038993

121/151

WO 2015/065524

O S S S B O S BVESCHIBE 0 BOEC/O196 L 'SES96 e BorE VEWM
6L00£££/00  9ESESTZ'0ST sy | VEWM + vV
vEE 188N
\ . T e By
9G66/E60v0 ST0TS00°9TT 7] 8405 + XN
{€€0C860Zv0 E069TLCY VL 270 XoW HeL
s 7168159850  Z9899EC 0L 9EEL vEuMm
6t VEIM + VY
....................... S ) a § IO ) ] e ] VETIATVY
el T ey e e 9E6CZYBIT0  ZETTZITETY £olt LY
L O s oz EZ9ITVT00 STLIBO0Z'OL S5 8409
PR B s 2 98TIT6V8'0  66/68S0Z°EY ol | 8409 + XON
$%z00253z90 %004 Tozo0rz0 9668S9BEET T8 XON HeY
ww LB R H Y] L] : T W % h 0 2
STiPPR Ao x>>R e ; aaliatlale: it I LOE6ZOTZE'D  9TES6S8EY Y ‘ESEQTE'ST 892 VEWUM
» HUYHUUYUHUEE YA Y - "THHHEHUYE gi 5 ¥ . : A o Rt
H 1 m m m m m m m m m 1 4 & SEBY6BTBO0  VE9T9LYTL 'SBBE0EC'L2 §5L VEWM + VY
S hdnoanodnid 14 3/ 98EOW/99T0  €E90SOYIOD SveEEvLe 10 1eaN
g m m mmmin 4 Zi LVvBLYBSYZO  YSEES/9E0T : 10 8400
AU A A 1 A A soromomeooearomeoeoed L T T
., £ _To ] sa@snon
T AR oor T [LTZ6968YEQ  SRYOROZYOTD 10 X HOE
SR AddTaEE ) o 90T0ZS9500  9ZLLLTTTO0 10 VEWM
ool ry 4 4 ° L0B//9/8T0  6556L0€C0°0 00
nmnimn 20, ®o : :
Tmanmnnn 168VZTZ8T0 1226801000 10
: HEHAHEEBHAAE *
cmmmmmmmmmmm | ° ® 66VELBGET'D  L689Y90TO'0 10
ISARRAARY Oy EOVOTPSSTO  TYETEOCYO0 10 8409 + XN
HNinekL T9CETOVSTO  SSTBILZO0D 00 XN HiZ
s ge g €/98629€v0  TVOZR9GL L vENM
0 N .
4 | 1 7968LL6GS0  965KISKSY'T VEWM + YV
| et S oo
o 00T i ySRTB/9BY'D  GIBLLTLIED ‘CI9ZEVEaCE 91 8409
SOTOYIEEID  YZGLESEEL'T : it 8409 + XN
S, Pl i | e oo 5
SGISBSECTQ  WC6WYaCZy 0 'GISTOSS TE 01 3] HO
10Pp J0a%enAy @ TXNIN :
1DJ0A30PIS.  1DPPJOASAPIS: 1D )0 38e1any: [Opp jo 38eiaay uonduasaq ages;
T BETZEC00SH-TXNIA

/ 9Jn3I4




122/151

PCT/US2014/038993

WO 2015/065524

1 3adesany

=

AapIs

B o7 £ 8 £ £ £ £ 8 6 4 0 2 2 2 220 a0
G -
%
7
%
7
7 7
or - m ’
Z 7
7 7
7 7
% %
7 7
A 7 7 10
% 7 7
% % 7
% 7 7
[ % 7 7
7| H 7 -
% Y 7 o
2 7 J &
’ 7 “
R Y ; G j 2
7 HOE : Wz g, e HO: @
oz % : g & F3
% > o ,OHH,.> o ; =
7 H
% E3 O R O h:eo > H
2°g"2 oie &g
% 2 _ 5 EE_BUige_ o4 g
2 Z '3 3 2 2:3 3 Z w“ <
+ [~} =3 o o o H
sz [T Wty FEe283,
\NES “VWES V.VVESBXNS
7 N7
TR NL 1
7 7| 2877
A 7 AN
% 7 7M7)
i % K4 ZI 77
oe 7 2
7 G
[
4 oot
1) joasSesmAay o
19pp j0 aSesmay g DONVN

Z€71G/89€°0 662892000 SZ00028°¢Z 90 VEIUM|
...... PO ORI s v s e SO o i
..... B ool it R st e A
...... s o s i g el
..... R v S O o s
...... e = it ol .
 TESWBGTLO0  8B6ZYZOZLO 9T8ES6'TT 80 VEIUM
L i
= e e
= ]
e SR
9I6EE8/9T'0  TPLZGVEIOO ¥51695'9Z o0 | XN Hay,
" 'BSEELOTYO T1€295920°0 S962£09°TZ 0t VEUM|
...... i e e s R ot
..... P M i A RN e RN
...... b st SRS o ]
9986050810 S866/8¥20°0 STTE0VL8' VT 70 8409+ XN
T9¥5000°T LTS8EVI6T 0 99T8TS VT o | XOW| HOE
" GEOESOSOTO  STCISKOTTO SZ/9989T°TC 81 VEIUM
997695/8T0  T98EGSYO0 SEETEZETZ 07 183N
TZ1S8/02°0 Z69TSI0E0°0 98£90L°0¢ T 8409
ZT006529T0  ¥¥T689800°0 SE/0608°EZ 70 8405 + XN
6VVB6TL0T'0  SOV6TSTSO0 SZOGECOT'ST 1o XON HiZ
€6VSSTESS'0  STESZZZITO SOV96YZ TZ 6T VEUM|
80B/TTZVY'0  60T9/8STH0 SIVEVLL 6T T VEWM + VY
..... PRt A Syt = RN
€8TEE6TOV'0  VESTSSELSO S/559/68°0C £7 84ao
6ZSTTGZEE0  TIVLPZEVO'D SETIEVZ'TZ 97 8409 + XN
999SZ/YYT0  (E9VEVOEVO0 Y0ZO8T 0T 81 XOWN H9
87/897ZST0  9BLTISSET O STO69TIT 0C 0T 3 HO
1D jo ASapis 10PP JOASAPIS: 1D JO d8eiony IDPP JO 9FCIgAY uoyduosag EELET

19 00pZBECOSH DONYN

/ 9JIng314




WO 2015/065524

Figure 76

123/151
PCT/US2014/038993

OTX2

H Average of ddCT

© Average of CT

35

‘ ABplS : 1) 3desany
R ] ] a S n

]

ANANANNANANANEANANENEANANANEANANERNNANANERNARAT + NANANERNANANERNANANERNUNANERNUNANERNURANE RN AN ANN RN NN

H : 3
R RO, YEIUAA

|

VEUM+ VY
R RERRRERRERRERARRACROCRRERS, 128N

O R RTINS 8409

: 1
Y 8409 + XD
H T Y
T R TN XW

72H

VEIM + VY
R T RRTITTTTTR, 129N
\ 8409
SRR 8409+ XN

R DY XN
? Yarraraasararaasanasas:

R T R R R : VEIUM
y

s Y EIUAA + VY

48H

AR NN AANAN, & AN NN

7
A
?
?
’
A
|
¢

0

SONANANNANANAY + NNl B -
R TR TR AT ATRRRAIRRAIRRRREIRRROR 8409 m

{ 8409+ XN
XIN

S
VEM
H . \
O E TR T TITTTTITTTTTTTTTTTESR; veum + v
\

: 1
R e 128N

: 1
A sl £ 5]

|

R R KRR KRR

24H

R U U IOy 8409 + XOW

< s e |

AT T T NN V&M
ST VAum + v
EECERFRERRTRFRRFNTTENER 388N

8409

X
X

[ETRTEITRTERERRESR 2409 + XN
XN

6H

L4

,:;
i
OH

%
%
7%
7%
7%
7%
7%
7%
7%
7%
7%
7%
7%
7%
7%
7%
7%
7%
7%
7%
7%
7%
7%
7%
7%
7%
7%
%
E .. 7 w7
%

1.0

10.0 -

Average of ddCT - Average of CT

OTX2-Hs00222238 ml

StdDev of CT

StdDev of ddCT

0.002162332

0.00092005:

0.000532874

26.446198
24.96174325

1.0
5.2

0.013464049

0028791901
0.01730059

000148449

4.4
6.3

26.759839
257046075

.£1000.0

5.8

0079553756

. 26406152
.24.54331675

*.
E
IsH
&
oM
o
o

0.652805577.

0.005311481:

25.96296425
22.70370725

57

0.08429905
0.005798409

0.143713755

26:8

ABPIS F TH J9A0 pjo4

0.140097652
1.146086803:

0336092449

0569230858

0.06708388
0018270481
0.80535977.

1.447615305
0.071509435

0.020459866
0.066390438

0.01224530

0.100830208

0.00951629
0.047698717

.1.050409547
1.854711266

026258249
178457867

21.595414

2131845075

21.1066635
19.96181875
22.07644675

2023405825

21100763
20.66818625

21.2553815
2022521825
22.04412025
21.75975275
nwnMs
04878305
19.51650275
2131467725
22.2162505
27322205

1994864575
2065040825

74.7
106.3
60,
1364
69.0
76.9
140.0
1247
94,
1416
59.2
103.4
106:1
1515
153.6
403.8
3241
110.9
141.0
441
70.8
2336
199.1

Description

ES

MCX

MCX + GDF8

GDF8 .

Neat

AATWNEBA
Wnit3A

MCX

Wni3A

GDF8 ...
Neat

Wni3A
MCX
MCX + GDF8

MCX+GDF8
Neat

AA +Wnt3A
Wni3A

MCX

AATWNI3A
GDF8
Neat

MCX + GDF8
Wni3A
MCX

GDF8
Neat

Stage
OH
6H

24H

30H
48H
72H




124/151

PCT/US2014/038993

WO 2015/065524

S o ST9699/97G  CC9€6€950 0 SO5B6TE 8L 950 VETUA
YSVZ0ZSEL'0 7Z0 VEWM + ¥V
T
.............................. mH.H
5 7 £98/06ERT0 /10
. 7685EZVEY'D to HeZL
m 10 EVB9EE6D &0
o m m m 9LCSY8IT0 50
m m m {ZEIS6II6ED e
m m m oo T/9ELVOZT0 80T
) . 1 | R 6065766610 00
m m . m ..... [6/1€926T0 700 H8p
> m m m m g TS9O TUEBIIVIO St
g m m 1 S/ GILLEETYI0  YE90BSETO 10
oo | m m m . x| TSVTWSOZO 50
m m Her m m m Ho Ho i {84¢]
2 n m A 32§ ¢ T EBEEISOVYO o 8409+ XN
o He. P 7 H [ mN 98z VIOOLTITOT  TSZLEVTE0D 00 XN HOE
/ E3 Segag SETELBEEED  ESV/EI6LIO €0 VEIUM
e - Heney TBE6LOVIED 510 VEWM + vV
oy m m cerins e e o
. . . \ m m ..... Fiseciots m m L S
° ° 1 TZ0T8S85'0  6TVTVZL000 STT0965C'TE £00 8409 + XN
o m m | PLGBB6SITO  ETOSCTVIOD 9ECV60E 00 XN HYZ
& - o d 855880190 gy | VEWM
L8LTY0LT90 8LE VEWM + VY
...... i e e
YYLETEOED 90y 8400
o oo 89/TOVSSE0 e | 8409 + XN
...... Sertizeion | e e s
0 ummwmu u 14644N0d [TBLESECO0 _9SEBUBEROD SCIRBLST L 00T 3] HO
1DJ0ASQPIS.  IDPPJOAOPIS] 1D 40 28eIaAY [DPP 10 20eiony wsaq|  agers
. . TS 968ZVZ005H-T45004d

/ 9Jn3I4




125/151
WO 2015/065524 PCT/US2014/038993

ADPISF 1) 99esany
9 R R 2 [ 2 El n 1=}

R R RN €A

}

H . N H H I
Y D NN JEBN

R

H H Y 3
R - 8409 + XN
M H H H N N

R U R R RRRRERR

B R NN JEBN

72H

B Average of ddCT

@ Average of CT

“VENIM

48H

H . : : H }
8409+ XJN
H . : H H \
ANNNNNAN NN NN NNAAAN NN NN NN NN NN
H . : H H Bersenriicn i
H NDNDNINNT - 2NN NN NN NN VE;U M
: : H N }

3
H T T H N \
B N JEBN

R

B R . 8409 + X0
i
H ' ; : : \

[ NNNNNNNNENENNNNERENNN 4 NN RN RN RN RN RN RN RN RN RN RN RN NRNRNNNNNNN,

NN RN

i H N
R 183N
. H H H 1
. H H H 1
B T s it E D R e 1]
> > N

24H

& T

10000000.0
1000000.0
100000.0
10000.0
10000
100.0

10.0

ABPIS T TH 1880 plod

470577583
0343927192
039019425
0.50965393
1016846775
0.80308097
0.323196589

1480506591
0.377235811
0266699111
0400379416
0154816787
0.115043091
0.861137619
0.196007171
0.306023441
0.128304525
0.037114621
0.472150401
0271868415
0.049791278 ’
0478836226
0.162310705
0.626409988
0.109366792

$ELD i
T B B
) 00 NN
[ BT B o
n: o N
NN O
0 O
W W
N m:
O O O

2.842644921

2.337024328

StdDev of CT

Figure /78

0.33652377
1226.481038:

242.7192748

23.98494294
4211653505
9293.96274
5025.42594

.39985.1361
' 1688.742436

27.7174

37.9899465
33.771761

. 30.10699725
23.4761815
22.00333075
21.008289
21,009108
22.1153545

27.42999925
25.031811

3189635325
' 20.74278775

Average of ddCT - Average of CT
3

1.0
13.0
17:4
33:2
53:2
774

139.6
8694.6
407714
559309

4879693
26349571
31499.1
125437.0
174501.0
91440.1

59850.2
196096.1

QL0 oy
i B g
RE20E
et
T Do

410137.7
164958.0
1973732
217280.6

s
ﬁ'd
n—lm
Nm
A
o s
e

1234990.8
28639115

43185

SOX17-Hs00751752_s1

AA +Wnt3A

MCX +GDF8
Wnt3A

GDF8

MCX+GDF8
whnt3A
MCX

AA + Wnt3A
GDF8
Neat

MCX +GDF8 |
Wnt3A
MCX

GDF8

Wnt3A
MCX
Neat

GDF8 ...
Neat

AA+Wt3A |
wnt3A
MCX

Neat

Description

ES
MEx.

Stage

OH
6H
24H
30H
48H
72H




126/151

PCT/US2014/038993

WO 2015/065524

APIS F 1) 99uiaay

'GGTEBGEREQ 6T VEIUM
BT VEIUM + VY
HzL He HoE H¥T H9 Ho €660685CT  :6TTO660LS0 ” 61 1EaN
z g |z z | z Z z z oz g GS699TYT'0  [S899LISKZ0 '6887/9°0E 8T 8409
g g ! g g i g m m
* x iz x i x i * x i x i 66ZELE68E'0  WSP/89E0D TEET9S'0E Y 840D + XOW
ff:00:33z08:335z08=335z08=35z28¢% " 9796.868€°0 SL8VYVB66T HeL
ErudglfradalfradalfiudalPsadaln - -
TN NN B
7 % 7| Z 1 U AN 1 A
s i m m m m m m m m ET9LETLIZ0 S/SSYTSEOE
2 7 : :
’ nminun 6SOTIOLOT0  SLLGWLVSTE T
Z . 111 ” ” HSb
ot Z ; AIVRNR
2 m AIVRNR
7 2 "Il
: il
Y o
st OO0y 1
1 U HH Z P et s
10 b : :
| m . m ‘SZ6TYLEY'T ‘ST8RTLET LT 08¢
1. ¥ - ’
o 1 oo 'SESS07050°T TTET6T LT HOE
N "
st - w m <
/ 6 °
% H < L4 : :
€ip®,.00 o 627 %0 + o, +? ‘E68SYEISY 0 'STEL6O/T 6T
%o ‘6EV6L0TO80 'SLE69]TTY 0E HYT
GE 5 e e e e e e
N U X i s AR sl
” €TL9E0CE 8409 + XON
131039y o ¥66099ZZ 0 'SZOT86ZZ OF v XOW H9
g IXOS :/97SEISEDD 'ST8SYTLL 6T N s3 Ha|
1oppjoazePnv R 1DJOA3APIS:  1DPPJOAIQPIS: 1D J0 d5eIdAY: 1)PP0-3HEIoAY uondussaqg EELES

TS TE£9VB00SH-LX0S

/ 9Jn3I4




127/151

PCT/US2014/038993

WO 2015/065524

” V/OYTERSED : Sh VEWUM
8T996T6/E0  T6TESLOELT SETS/9V'8T £F VEIUM + YV
: : YBLVZ68L'0  TOZZTLTI'OT '5/09258'92 oor 13N
HzL HSp HOE Hvz Ho Ho : : €9 8409
s _ =z § _ 2z 5 _ g § _ g . % S62968897°0 g5 8409 + XN
§ g X & g ¥ &g ¥ & §g % g X im 9E0SO990E0 . L XOW Hz|
S MU UU AT U A A dd d U Y dd e a gy °° €99SV0B6/'0  TGEEE00E0 'SOY9Z62 8T 6E VEIUM
m m m m m m m m 1 m m m m m ViL675020  TI9TIZITYT 596628882 97 VEWUM + YV
1 o idaadn oo : :
51 i 2152965620 —Te
1 dondaddaaad o0 =
1 A0 0ddunddgdde gy ;@ i [2eeeeUD
1 N 67901060 - SZOBTIRE 12 Tot
m m m n m m m m m m m m . TCESLLLITO ¥8Z6S6YL ST '6£S0955T'9C £9¢ Hav
T LU E L TG0SSS6TV0  TOGIOZZ65C  SLVEGELV'SE VoL
4 7 AU AU A 707 2| A Y A
SUSLLIGOTO | OUBECZ/TOS | SLWISST 6%
s NIUHIIBRLk SOVISE'S 175
H M & lpsoesoco gseiseooer  isesst T
= 1 d - 5
3 NMBRUl 2/ |osovo0zeT0  T890VSTETE STTEBITE €T 876T
=14 aa— - 0001 : |9620Z0¢'0 ‘TSTEEIT'LS ‘SYBZS0CT 00% HOEg|
" ‘¥ “ i : 3 =
u 14 ’ i |toseeTZEOD £10T
| Y 7 S
¥ 1 P | IR g [evteamzo VES
@ o Lve%e [ ° m 00 Z€9529981°0 . )
" °s ° ° %0 m LN 8Y/99TZZ°0 STSBRESLET 0t 8409
@ s ° ’ M 6SEVO08CT 0 ‘SZOTS08T 0T E'8RET 8409 + XOW
oe w oeoor i) mw ._”m._“ﬁmm._“ O . m .¢Nm.n ..................... XU_)_ HiZ
%
SC/795850 £ VEIUM
. e | == L e
G6T09Z95E°0 SSLT096°LZ 901 13N
TEVEBYTVED SISIVIVO'ST 75E 8409
o coooor | [69BETYETYO 65 8409 + XON
vosen SET6S/BOC0  SYIT60S/98 'SBYZILL VT STE XN Ho
JSA = -
124 ve 0800T900SH-L VBSGEOTZT0  GCELYGEIRO SLTTILIR ST ot s HO
10pp jo33esonv i 1DJoA3aQpIs:  LDPPJOASQPIS: 1240 a8elany 1 Dppjo-agdeiony uondussaq adels
TW DROOTOD0SH-L

Q 94n314




128/151

PCT/US2014/038993

WO 2015/065524

9'TE €€ 1'9€ 69T 9'8¢ T6¢€ Ajuo INM
9'/T TLT 9Ty ¥'at ¥'TE T6€ VV/VINM
6'0¢C 8¢ v'ov L'ST 8'8¢ T6¢€ 1van|
8'6T L'LT 6'Th 6'0C 13 T'6¢ 8409
9'/¢ 8Tl 9'SS 8'/¢ €8¢ T6€ XOW|
6'€T (41 1% L'8¢ ' vT T'6¢ 8409 + XOW|

7L 8v o€ Z4 9 0 S
T'LE 8'SS 6'LC LTE ¥°0 9'vC Ajuo INM
T'LE L'LS e 8'9¢ T'€C 91t VV/VINM
L'8¢ 14 9'GE v'EE T1C 91t 1van|
8'9¢ q'8Y L'T€E 3 6°0C 9'vC 8409
8'GE G'SL 9'8T vve 8¢ 9'vC XOW|
10V 6TL 6T ¥'€€ 6'€EE 9'vC 8409 + XOW|

42 8y o€ 44 9 0 19/09

(sanoy) awiy

Q 9.n314



PCT/US2014/038993

129/151

WO 2015/065524

(s4anoy) awip

[44 8y 0t 1£4

s
s \\\s&s\
“,
Z %
>— : o I—l Z ; L A \“ \“
I »
“, 7 \\\\\ \ sy,
“ % i,
vV \< LNV 2o ity \W\\\\ A, \\\\\\\\xa\\\\\a\\§ %
B \\\ Py, \ \\\\ . \\\
P .u«m. ................................................. \\ ....... .\m\\\\\\\\\\»\. Z 2
NN

yynreensnss, ’ 4 \.\\ ...................... \\\\\ .................... .
i S
27 g iy, . iy
%, “, “ ; s
840D 5 77

W, s, \
XU_Z A, @Mx\M\\ \..\W\W\\ \\\\\w\ 4 \

\\\.\\\\\\ ‘E.Mn\ss\s\ \\\ T ——
2, 7,
wm D w + xu _2 e \\\\\\\\\\ o \\\\

a

Ny

RIS
o ™
o

W
S
\\\\\\\\\“\

%

%,
A )
%
1y
2 X7 1
% X414 1
“,

4

&~
A

.~ _19/09 %

panuIlu0d) T8 9JnsI

S 2 % 8 8 8 =
912AD 119D }0 TD/0D Ul |19 %

o
0



130/151

PCT/US2014/038993

WO 2015/065524

[44

8v

(sanoy) awy

0t e 9

P
A

e
ity
Yy
s

AUO | NN s

\‘\\\\\“\\\\\
& \
&

§
§

&
§
&

VV/V LN e

o
k R
\\\m\\\\\\

N
N\
N

LN e

w m D w AT

2,
/ %
%, %,
g2 U
\ %, s,
%, %,

xu _2 LSS

wn_ D w + xu _2 g

%,
4 7 2 " %,
s &@N@ \\\\\\\&Wx\\\\\\m\\%\\@@ “,
e, %%, \\\ P ) 2 2,
%, %% J e e, ',
G Ty g,y ",
% %Y v .
k Y \ i, My, ",
o, ; \ g, Py,
2 B 7 s,
\\..vxx.‘.\\\\\“\s\\\\\\o\\\ \\ Q\Q\Nuww..\\\..\\\\\\\\ss\\\\\
% e
%, W,
% %, -
Y 4%
%%
%%
) %
%%
%, %
%%
% %
2%
209
%
%
“,
\\\\\\
%
P
7
¢
aseyd S %
kA
, A

panul

JU02) T8 9J4n3i4

o
—

o
o

S =
31947 |13 J0 3seyd § Ul S|13) %

o
n

09



131/151

PCT/US2014/038993

WO 2015/065524

L'TE 9 8'/8 Ajuo INM\

3 122 1'86 VV/VINM

T6 09 1°06 1vaN|

TS 8'sg 156 8409

L0 L'TE 6'96 XoW|

¥ L'62 v'L8 8409 + XON|

602 6600 | HIXD siyz/ @ 3d

9'G¢ Tee L8V SLT 6'LY ¥'0S Ajuo INM
0g €0t 6V q43 v’y ¥'0S VV/VINM
9'Z¢ 6'8C TLy 1°S¢ L9 ¥'0S 1vaN|
87 L'8T oy 0g S'6¥ ¥'0S 8409
9'Z¢ T 6'79 1°9¢ T6C ¥'0S XoW|
¥'0€ 87l 9'8g LT 3 ¥'0S 8409 + XON|
L 8v 0€ 74 9 0 +Na3
89T 6'CT 8'ST 8T ¥'8T ST Ajuo INM
G6l €t €1 ¥'8T TLT QLT VV/VINMW
v'ze L'TT L'TT 8T 9'8T ST 1vaN|
(44 [Aq 67T el 9'/T QLT 8409
€0z 6'8 9'0T 9'ST vyt ST XoW|
Tt 56 Tl V1 81 QLT 8409 + XOW|
T 8Y 0g 24 9 0 |

(sanoy) swiny

Q 94n314



132/151

PCT/US2014/038993

WO 2015/065524

(s4anoy) awiiL
9
vz
o€ .
8y |
(42 |

AJUO | N »srssns

VYV /N LN M\ wrrrveeen .

2
\ §\\\\\§\..\\\§
; \\\\\\\\\\ \..\\\\

1viN

Y,
sy, B,
7 e et \..&\x\
ey e,
F/ i,
7 Y,
\\ %, Y,
L 0 %, % 5
\W\ \ \\\x\\\\x\\\x\\\\x\\\\@\\\s Y, g, v,
o, K2 Sy,
Z U, %, %, i, 3
BAA - s, “a “, K L,
2 P, U, %%, %, v, »
iy, o, %, %, » -
—\I— % “ 0, i -
S\\\\ e, S “, Ht,
Py, b, Y%, o, y
\u«\\\ auuu. \\\\ \\\\ \\\\ \\u.\\
Wy, U, i, .
s o ", Iy 2
X2 \\\\\\\\\\\\\é &mw.\ssss\nn\\\\ \\\\\\\x\\\m\\\\\\\\\“ﬁ“ﬁ\\\\w\\\\\“\\\\ \§\\
gty o’ Y AL LY
U, P 7
2% » 2
“, o
. L
.,
84AD + XDIN wsvrress o

/29 %

panulluod) Zg 9Jnsi4

(] N
319A] |19D JO IN/ZD U1 S[9D %

n
—

o
o~

T4



133/151
PCT/US2014/038993

WO 2015/065524

Time (hours)

2
+ <
x®x 2 L E
O Qa0 o ] 2
S0 v =z =2
N N & Q 3
N N N N N
o
Ty
R Ty
R
N )
WS
R
A
A3
X 3§ RSN
3 } STITN
4 \
C N N 3
N 3
§
§
»
o ==um S y §
H \\\\\\\\&\ N
S
\ TR
§ 3 S
§ e R
N S R
N e o
hY t N
\ S ONE AN b
\ g & \
U o™ Mo
“’ (7)) s .
— s
— A
ﬁ I (&
(= <
N N
S 5
c S
S
o \\%\ Ny _
= AW & \
- S X
© AU
S § ¥ 3
S I~ o § O\ N
-
o) O { N
NS by & N [{a]
Q. NN \ @ $
NER S §
$
o} N SN e
BN o o
o 8 o
N N
o == — i\\\\\\* &
¥
S
s
B o
(] R
Ll 1 e
=) Q =) = =) = o o
™~ Yo} N < (221 o~ —

annisod N@3 [19D %



134/151

PCT/US2014/038993

WO 2015/065524

ESJINEITIN

a0INI95eAOU

aoIdseAOU:

oInIBSeAOU

ESJTVELLTNTH

D0IAIOSBAD!

dinasescu’
dDIAIBSEACU

IAIOSBACU:

BDIAIDSBAOU
B0IAIDSeAOU

INIBSEAC

0IAISEACU

VIAIOSBACU

103e19d0 AL 98| 120 1AL BIPAIN O BuIXIN 18307 >m._._.wwm:mz 98] moj4 og|1suaq __wuw_m:mn_ l130i/auauanN W\Ew_b:z 1P93/sen:

nejaq
Mnejag
Mnejag
¥neyag
Hnejaqg

nejaq

lnejag
nejaq

3neyag

1nejag

neyaq

1nejaq
................. Hnepa@:

1nejaq

3neyag

inejaq
1nejaq

lnejag
1nejaq

nejaq
uneyaq
nejaq
nejaq;
unejaq

¥neyag
ijnejadg

inejaq
nejaqg
neyaqg
nejaq
1nejaq
nejaq
nejaq

Q 94n3I

TS
8v's

ZS°S

NTTET903
N TTET903
IN TTETS0
1IN TTET90 LEE

N TTET90:0SE

............. NTTETSOR
NTTET903
IN TTET90

1IN TTETS0

N TTET903
N TTET903
IN TTETS0:
1IN TTETS0 EVE
1N TTET90 95€

N TTET903
N TTET903

INTTETI0
1IN TTET90 0SE
'meszo St
N TIET903
NTIET903

N TTET903
N TTET903
NTTET903
N TTET903
IN TTETS0
TN TTET90

NTTET903
INTTET90 /€€

AN TTET90 EVE

1IN TTET90
............. INTIET90 0SE

1IN TTET90 95E

1A TTET90 9SE
............. INTTETI0 OSE

” :Aessy 30 N TTET90 ZvE :
£0DH IN1eS 70D BINIES ZO QI Y23ed H|BJOWSs):




WO 2015/065524

70

135/151

PCT/US2014/038993

60

EDU INCORPORATION (% CELLS)

40

30

% CELL EDU POSITIVE
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MCX+GDF8 504 30 | 417 | 586 [ 128 [ 304
MCX 504 | 292 | 361 | 629 [ 112 [ 326
GDF8 504 | 495 30 | 462 | 287 28
NEAT 504 | 467 | 351 | 472 [ 289 [ 326
WNTA/AA 504 | 484 | 325 49 | 203 30
WNT ONLY 504 [ 479 | 215 | 487 [ 222 [ 356
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MCX+GDF8 246 | 339 | 334 | 192 [ 79 | 401
MCX 246 38 [ 344 | 186 [ 755 | 3568
GDF8 246 | 209 [ 363 | 327 [ 485 [ 368
NEAT 246 | 211 [ 334 | 356 49 | 287
WNTA/AA 246 | 231 | 368 | 342 | 577 | 371
WNT ONLY 246 | 204 | 327 | 2719 [ 558 [ 311
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T 57
3 0 61 21 0] 4 [ 10
MCX*GDES 290 | 244 | 87 | 83 | 12 | 59
MCX 392 | 283 | 278 | 556 | 118 | 276
GDFS 392 | 313 | 209 | 419 | 277 | 198
NEAT 292 | 288 | 257 | 204 | 28 | 209
WNTAA 290 | 24 | 54 | 416 | 172 | 718
WNT ONLY 302 | 286 | 169 | 361 | 233 | 316
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15 —- MCX
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5 --- WNTONLY
0 I I I I I
0 6 24 30 45 12
G2/M 0 6 24 30 45 12
MCX+GDF8 17.5 15 14 112 [ 95 | 212
MCX 175 | 144 | 156 | 106 | 89 | 205
GDF8 175 | 176 | 192 | 129 | 122 22
NEAT 175 | 156 15 [ 17 [ 117 | 24
WNTA/AA 175 | 172 | 154 | 125 | 125 | 195
WNT ONLY 175 | 184 15 [ 155 [ 129 | 165
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