WO 2016/109649

1720

RAPTOR 2 =
RICTOR 0.5+ 1 B 05

pSE .

PCT/US2015/068034

% G o O HD
Aot . g
HeEs e e
S =
=051 £ 054
00 0.0 Ak
o HD o HD
15- 157
== 04 L

‘J\JT N17 82@

RAPTOR

W N171820

-

il ¢
W1 N171-82Q

FIG. 1B

"JT N17 82@

SUBSTITUTE SHEET (RULE 26)



WO 2016/109649

PCT/US2015/068034

2
AAY. caRheb
pS6
(SHORT EXPOSURE)
pSh
{LONG EXPOSURE)
S6
DARPP-32
f-Actin
154 %
1 ¥
—_ 59
ETO ] T %ao- = |
% 2
o &
% (051
0.0 T T |
C C  caRheb
W N171-820
1,5' 15' kkk
\ — R
— T |
0 — 104,
= = -
=3
05 & 5-
00 T T T | - 0.0 T =
{ caRkheb C caRheb C caRhsh C caRheb
WT N171-82Q WT N171-820

FIG. 2C

SUBSTITUTE SHEET (RULE 26)

FIG. 2D



WO 2016/109649 PCT/US2015/068034

Q'O- * Sk 3/20 15-

I 1 1 —
=% kkk *
= — T
e 1 - — T
E ‘O 7 -1 _I_ -1
(&}
!._le_i <7 1 .G T
< o T
F 104 = £
=) =
> == 054
Q o

| | : | OC : : | |
C caRheb C caRheb C caRheb C caRhed
WT N171-820 Wi N171-82G

FIG. 2F FIG. OF

= 201

DASE mRN

15-

GLUTATHION PEROX

0.0 T T | T
C caRheb C caRheb
WT N171-82Q

FIG. 26

155 155

® & Lad

1 1
i1 1.0 o 104
= g "
L (]
o = —
<3 0.5 11 & 05+
E'“:g L2 T = ]

TORIN 1 - - F TORIN 1
Q1 a7 Q114

7
FIG. 3A FIG. 3B

SUBSTITUTE SHEET (RULE 26)




WO 2016/109649

20 =

HMGCR mRNA LEVEL
|

*
&kk
, 1
1 T
—_

LEVEL

A
A

P51 mRN

-~
U
<>
<
]

*hk

*k

HMGCS 1 mRNA LEVEL

DHCRY mRNALEVEL

T | |
caRheh € caRheb

WT N171-820

FIG. 3E

PCT/US2015/068034
20 _ M/ ¥k
.
1
4 5 -
F] 0_ —_ _
0.5
00 T T | ] I,,
C caRheb C  caRheb
W NI
207
15 — l__ll_ I_I_I_
04 T =

00— r

| Z
C caRheb € caRheb

Wi N171-82Q

FIG. 3F

SUBSTITUTE SHEET (RULE 26)



WO 2016/109649 PCT/US2015/068034

5/20

AAY caRheh
LC3 —1
LC3-

B-Actin
0.0 Al o
C caRheb
FIG. 4A
ARV caRheb
BECLINT Y

C caRIheb

SUBSTITUTE SHEET (RULE 26)



WO 2016/109649 PCT/US2015/068034

6/20

3 [ AUTOPHAGOSOME(AP)

AUTOLYSOSOME(AL)
58129

|-

OPHAGIC VESICLES/CELL PROFILE

C caRheb C  caRhed

ARV eGFP ABY.caRheb

SUBSTITUTE SHEET (RULE 26)



WO 2016/109649 PCT/US2015/068034

7/20
55 | 5 ] k *
Rk % -~ ""T"

1 O o gl -5 4
- = W= T
o g o~ e
& =
<€ >
& (5 T

oo I 5 i Ttti?tt:'{:ii}, tti?ttii?ii?%%

C caRheb ©  caRheb " C caRheb C caRhed
W7 N171-820 WT N171-82Q
y 151
H T [ ,,,,ri,., “'Iirm _ 2] "Ti
- '10 .
104r- =
- =~
£ 05-
OO ] ¥ ’ n ¥
C caRheb C  caRheb

C caRheb C  caRhed
WT N171-82Q

FIG. 5C FIG. 5D

Wr N171-82Q

SUBSTITUTE SHEET (RULE 26)



WO 2016/109649 PCT/US2015/068034

8/20

lkbke mRNA

C caRheh C  caRheb
WT N171-82Q

FIG. 5E FIG. 5F

ARV caRheb 100 - i

ELLS WITH AGGREGATES

/AT
RV

................

0,
o>

GFP  caRheb

N171-820

FIG. 5G

SUBSTITUTE SHEET (RULE 26)



WO 2016/109649 PCT/US2015/068034

FIG. 6C

VEHICLE

FIG. 6B

FIG. BA

Lt py
= =
) =
oz =L
%;j o'

SUBSTITUTE SHEET (RULE 26)



PCT/US2015/068034

ads ol

10720

WO 2016/109649

49 9|4 - 00z
GOUNES 4499 -
SLIHU o Hw - 004 O
i 1 0 mm
.
H @ m
mm
- @Ow [

GoUeD + | [H 499 + | {HU TOMLINOD e
et 002
- 00 gouyes + [ {Hu ]

4498+ [JHU [

SUBSTITUTE SHEET (RULE 26)



PCT/US2015/068034

WO 2016/109649

11720

d. 9l

AYQ TRIL QT¥L
€ ¢ 3 Z |

i § ; ! w Q
NESSSOUN-OH -8~ sai( ~o-

o WWSTH o= WM - [0

k23 M« ,....O

EE23 50

-0

SY3IM 8 SYIIM ¥ L

Tlvd OL ADNZLYT

)

35

(ﬂ

V. 9ld

NYANH
DN LM W
e 0 b (]
"5l 2 1l
=
=70 Z -0
— " 1
Y EE R b
il -5}

THATTYNGU S0

SUBSTITUTE SHEET (RULE 26)



WO 2016/109649

12120

E—.
H SERE=
H H 4
w3 < e <=
THATTYNGWE 1004

*kk

N171-82Q

o <o < < < <
LY < L <o [N ]
N T

(71401} 3Ny NS

Y]

[

[ -

&

=

=<

=
(-]
T
CX.;)
[
| -
e

(7]

a5

)

£

T

=

=L

SUBSTITUTE SHEET (RULE 26)

FIG. 7C

PCT/US2015/068034

FIG. 7D



PCT/US2015/068034

WO 2016/109649

13120

8 Ol

HIMOYO T1H0

AYMHLYd JONYEVET0
NiZ104d 1LHW

AVIH1Yd
INYOIXOINY

NOILONIA
TVRIANOHOOLIN

©

- -

SISFHINASOHE
1043LS310H0

SUBSTITUTE SHEET (RULE 26)



PCT/US2015/068034

14/20

WO 2016/109649

gals 9l

O8ILIN - 1M

; 00

SUBSTITUTE SHEET (RULE 26)



aes 9l

Wioy-q

PCT/US2015/068034

WO 2016/109649

15120

e 3
A 00
LG =00 &
o 8 Lo &
o) 2 B
= LG} S
T (7
g7 ¢

V¢S Ol

SUBSTITUTE SHEET (RULE 26)



WO 2016/109649 PCT/US2015/068034

16/20

caf{heb

Lr
GFP

NI71-820
FIG. S2H

f T ¥ 7 Y
LD o) ] fo) LD o
3 [y ~ = < o

snongone
5
~
¢
A

el

! % = D

- ~ D
=

&

Li.

[N ) W a3 e O
o o - = Lo S

YN&W 35YAX0¥3d
NOIHLIYLTO

o BN == i~ &L@
#’[ N S g m
- 0 O

Li.

2
L. Y
%.... g‘% % N
I R —— = w
s | -
| = "
R D
sl =
f 7 ¥ T 7
X T 2 = LD <
oo b b <> <D

YN 3 JWOHHIOLAD

SUBSTITUTE SHEET (RULE 26)



WO 2016/109649 PCT/US2015/068034

Torin1 (250nM)
PGCI-a

DARPP-32

Torin1 {250nM)
TORC
CRE

2:0" 3" w% B 2‘5" L 4M *
o 159 T S Ly & 1 &Y L
E I = - E == |~ =
€5 05 5 | 5 7 B -
= 3 & = U9 / & ,
e5FP caRheb eGFP caRheb eGP caRhed eGFP ¢aRheb
N1T1-82Q N171-82Q N1T1-820 N171-82Q

FIG.S3C  FIG.S3D  FIG.S3E  FIG. S3F

SUBSTITUTE SHEET (RULE 26)



WO 2016/109649 PCT/US2015/068034

FIG. S4

0S6
(LONG EXPOSURE) o
VEHICLE RADOO

N171820

B-Actin

FIG. S6A

SUBSTITUTE SHEET (RULE 26)



PCT/US2015/068034

WO 2016/109649

19/20

aipes

TOMINGO

oUied

TOHINGD

HICLE

VE

RADOO

. S6B

FIG

(o]

e

M

L

§ ¥ {
ok = L0 =

TIATT VNG Goy

o2

e

M

L

o H i

$ ¥ l
ks <= ks <=
A e < <

TIATT VNG BBy

[

[

=

=

§ L L
s - wd =
~ ~ < <

TIAFT YN Sey

FIG. S7B

FIG. S7A

SUBSTITUTE SHEET (RULE 26)



PCT/US2015/068034

WO 2016/109649

20120

ANIYS

NEESSOUH
SaUb

a
o
f
@

AV TVIL

NE

£o%eYy  SSly ANIIVS

LS 9l

(0

- 004
-5
000
06

() T4 0L AONALYT

S 8 -NOILOATNI 34

0
S5

=
-0} o

2
-5 =
JUAES
-5y <2
- 008

SUBSTITUTE SHEET (RULE 26)



