BEKZE vs RERGED R

A+A’ protocol /\LTOEE & mIGERE

REERSRODRIE (‘TTG2 type’)

l24 8 24
v e Dose
1AEM RERS (2B %—HE) 0,1,2,3
BEBEEDRG (TTG] type))
124 8 24
Dose

HEkE 0,1,2,3

Al &
A+A’ protocol EERTREINf-C&
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NILTAEEF ) L
[Valproic acid sodium sallt]

o) CH,

HEks
[0, 50, 150, 500 mg/kg]

RiE®R BEEERS
100 mg/kg (for 14 days) + [0, 50, 150, 500 mg/kg]

TTG157-L_SpNC_0

X
coS B RE8GE G

Tgoln1 /// Tgoln2

TTG151-L_SpNC_0
1423309 at VPA H:F ﬁ@ AP 1423309 at

5528233888885

Expression

cooaBREBH

VPA single VPA repeat

trans-golgi network protein /// trans-golgi network protein 2

VPA Bt &
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Percellome Explorerfft

PDBEXx_RSort101008_Std-Med.PDBEx
*Target*Candidate

2hr

4hr

NIILTOBEFR) D L
[Valproic acid sodium salt]

k1 (repeat)

8hr

24hr

2hr

/ |

Vs

Ve

4ahr

=i B
z | / "
Uig{E R F=
[Carbon tetrachloride] .
“~“~C]:\
HAkE C’“C‘l/ Cl

[0, 0.7, 2, 7 mg/kg]

RE® BEEKRE

5 mg/kg (for 14 days) +

[0, 0.7, 2, 7 mg/kg]
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TTG119-L_SpNC_0 TTG130-L_SpNC_0

1437955 at

1437955 at

B o
//'/ ///
ool v i rex
38 38
36 36
3.4 34
32 32
3 3
2.8 28
26 26
24 2.4
c e
S2.2 82.2
a2 @
g 2 g 2
il Fu8
1.6 16
1.4 14
7 {
1.2 / 12
1 4 b 1
U
038 LT = |
0.6 : A ey - = |
0.4 - —a e O 4y T
0.2 - e |
— el -
0 P e
time
dose

CCl, single CCl, repeat

Gene showing Attenuated response

Ubglnl
ubiquilin-like

TTG119-L_SpNC_0 TTG130-L_SpNC_0

1438617 at

1438817 at

116
1o

Expression

co B BR8RE5BHBR3ABREE

CCl, single CCl, repeat

Gene showing Enhanced response

Serpina7
serine (or cysteine) peptidase inhibitor, clade A (alpha-1 antiproteinase, antitrypsin), member 7
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POig b R 3R

Percellome Explorerf# [Carbon tetrachloride]
-PDBExX_RSort101008_Std-Med.PDBEXx
-Target*Candidate
B[]
2hr 4hr 8hr ‘ 24hr
@/'
2
& i
. m)

ORERSENBEDEREICEIRIGICKEGEZEEL5ZLME

TTG119-L_SpNC.0,.. TTG130-L_SpNC..0,..

]
|
|
|

(T-Res)

I Transient Response
18 R s

+ Baseline Response P s
:  (B-Res) el Do S Snmiil | el
: Single Repeated
- gf'f‘i}iﬁf\ TTG119-L_SpNC.-0. .. TTG130-L_SpNC..0, ...
Single Repeated




HJ & E
A+A’ protocol EERTREINT-C&

M [ B-Res-dominant chemical]
Baseline i THY BEFRORIGHIMET~HELXT D
Baseline H¥ WY ERORIGHIIERT D

% Baseline DZEEHE DFRIZTTERT HH,

% % Baseline: up/ down (unchanged) # R 3 BIzFD LKL ?

%% % A+B Protocol @ B [ZxLTHREIBFRDEEEN K SH

CCL4

Mouse:
. [PSs induced at any protocol] & BR Down
[PSs induced at any protocol] & BR Up
[Regardless of induction] & BR Down
TTG119 TTG2(0d+1d): CCl4 0,0.7,2.0, 7.0 mg/kg
TTG129 TTG2: A)CCl4, B)Clofibrate A) 5mg/kg, B) 0, 10, 30, 100mg/kg

TTG130 TTG2(14d+1d): A)CCl4, B)CCl4 A) 5mg/kg, B) 0, 0.7, 2.0, 7.0mg/kg

TTG131 TTG2: A)CCl4, B)Phenobarbital A) 5mg/kg, B) 0, 15, 50, 150mg/kg

TTG189 TTG4(1d+1d): A)CCl4, B)CCl4 A) 5mg/kg, B) 0, 0.7, 2.0, 7.0mg/kg
TTG190 TTG4(2d+1d): A)CCI4, B)CCl4 A) 5mg/kg, B) 0, 0.7, 2.0, 7.0mg/kg
TTG191 TTG4(4d+1d): A)CCl4, B)CCl4 A) 5mg/kg, B) 0, 0.7, 2.0, 7.0mg/kg
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\A+A’ Protocol 124 8 24

[0+1]

[y 124824

[2+1] 1248 24

[4+1] 1248 24

[ A4Sty 1248 24

[0+1]| [[1+1] [[2+1] |[4+1] |[14+1] |Vehicle

TTG119-L_SpNEID0 at TTG189-L_SpNECIE0 at TTG190-L_SpNGT70 at TTG191-L_SpNET0 at TTG130-L_SpNECIE0 at CCL4 Liver Vetnoie1149 130 189
Mrpl52 190 191 fropy 0+1
mrpis2 /|

141571
o

14157, 1_at|
*
»
E:J
FE
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[0+1]

Rt

[2+1]

[4+1]

Vehicle

[14 +1]

TTG119-L_SpNC_0
Mrpl52
1415761_at

1415761 at

TTG189-L_SPNGIE0 ot
Mrpl52
1415769 ar—

Qmaéxsmma*“‘
&

dose

time

TTG190-L_SpNGIO at

TTG191-L_SpNGID at
Mrpl52
1416764 ur—

TTG130-L_SpNC_0
Mrpl52
1415761_at

1

1415761 at

CCLA4 Liver VetioRe1149 130 189

190 191 from 0+1
Mrpl52 «'ﬂI

1415764 _at
761

7

o oo BEWMEINR S 5

1401 401 261 101 O Tdays

dose

time

[

[1+1]

[2+1]

[4+1]

Vehicle

[14+1]

TTG119-L_SPMEI0 at

Mrpl52
1415761_at

TTG189-L_SpNGI0 at

TTG119-L_SpNC_0:575 ..
52

AV021583

TTG190-L_SpNET0 st

TTG191-L_SpMNETE0 at

TTG130-L_SpMNE70 at

CCL4 Liver Vehicle 119 130 189 190 191 from 0+1

:4::,1557261_at 1415761 at
f‘
Bt .\‘t'_
o KA
&% 4 8 B
2wl o
@ e 3
215
o S
&}
ok 2 4
14+1 4+1 2+1 11 ays
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[0+1]

LG

[2+1]

[en

[14+1]

Vehicle

TTG119-L_SpMETE0 at
Mrpl52

dos¥ Time

TTG189-L_SpNEI st
Mrpl52
14157

dos®" Time

TTG190-L_SpNEZD at
Mrpl52

dost Time

TTG191-L_SpNETH0 at

CCL4 Liver Vehicle 119 130 189 190 191 from 0+1
1415761 at

Mrpl52
1415761 _at

S8 84

s

Expression

TTG130-L_SpMETE0 at

—
o oo

1441 441 241 1+

0+1 days

[0+1]

[l

[2+1]

(Rt

[14 +1]

Vehicle

TTG119-L_SpNEZ0 at

dos¥ Time

TTG119-L_SpNesi0 at

Serpina7

1438612(
1o

TTG119-L_SpMEIB at
TxndcS
1423741

dos¥ Time.

TTG189-L_SpNET0 at
Mrpl52

dosE Time

TTG189-L_SphEii0 st
Serpina7
143861

dos¥ Time

TTG189-L_SpHCIB st
Txndc5
1423746

dosy’ Time

TTG190-L_SpNETD at

TTG190-L_SphNEii0 st
Serpina7
143861:

dos¥’ Time

TTG190-L_SpMCIB at
Txndc5
1423741

dos¥’ Time.

TTG191-L_SPNEI0 at
Mrpl52

dosE Time.

TTG191-L_SpNes0 at
Serpina?

TTG191-L_SphCI® at
Txndc5
142374

dos¥’ Time.

TTG130-L_SpNETE0 at
Mrpl52
14157

2 o 5 BTN S &

dosE Time

TTG130-L_SpNesi0_at
Serpina7
143861

dost Time

TTG130-L_SpHEI® at
Txndc5
142374

dos¥’ Time

CCL4 Liver Veticke 1149 130 189
190 191 from 0+1
Mrpl52

1441 441 241

CCL4 Liver Vetsetd 7149 130 189

190 191 from 0+1

Serpmal/

1438617
]

Bes3

Expression

5

1441 441 241

CCL4 Liver Vehigi6i49 130 189
190 191 fropy 0+1
Txndc5 //ﬁ[

N
N

B 8853

Expression

441

441 241
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Mouse:
e BR Down

CCL4

TTG119-L_SpNE4D at
Rpa2
141641}

dosy Time.

TTG119-L_SpNEsis at
Cks1b /Il Gm6340

TTG119-L_SpNETB at
1110003E01Rik
141676872

TTG189-L_SpNEAD at
Rpa2
LALTE e —

Badivel .

P

dose Time

TTG189-L_SpNGIQa at
Cks1b /// GmE340

TTG189-L_SpMETEB at
1110003E01Rik
141676g73

dos¥ Time.

TTG190-L_SpNEL0 at TTG191-L_SpNELT at

dosk Time.

TTG190-L_SpNEgi0a at
Cks1b /[l Gm6340
14166

TTG191-L_SPNGIs at
Cks1b /Il Gm6340
14166987

TTG190-L_SpNEZB at
1110003E01Rik
14167

TTG191-L_SpNEIB at
1110003E01Rik
14167

dose Time dos¥ Time

TTG130-L_SpNELD ot

TTG130-L_SpPNB2Qa at

Cks1b /// Gm6340

14166

TTG130-L_SpNETB at

1110003E01Rik

14167/

Time

CCL4 Liver Vetielea149 130 189
190 191 fromy 0+1

Expression

°
ch—thoinwine

CCL4 Liver Vetick: 418 130 189
180 191 from 0+1
Cks1b ////Gm6340

=
>
>
©

Expression
oz Bes88

el 441 241

CCL4 Liver Veiickai49 130 189
190 191 fropy 0+1—
1110003E01RIK

=
>
2
2

Expression
oEBusgad

a1 det 241
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CCl4

Summary of Analysis - Selected DownLiver M1 Copy AND Or of itest001 - 2015-01-06 08:20

Top Canonical Pathways

Name p-value Ratio
EIF2 Signaling 1.43E-37 72/185
{0.389)
Oxidative Phosphorylation 1.22E-31 51/109
(0.468)
Mitochondrial Dysfunction 1.34E-28 80/171
(0.351)
Regulation of eiF4 and p70S6K Signaling 8.63E-14 38/146
{0.26)
Acute Phase Response Signaling 2E-10 36/169
(0.213)

Top Upstream Regulators

Upstream Regulator p-value of overiap Predicted
Activation
State
RICTOR 7.17E-75 Activated
HNF4A 1.21E-45 Inhibited
MYCN 6.44E-35 Inhibited
CD 437 1.70E-32 Activated
5-fluorouracil 8.72E-30 Activated

[T RERE H25I1Z2EEM]
- MiELkRE
o 2747 b—F
s FUTFILES

Transient Response
t (T-Res)

¥ amse

B TG119-1 SPNC_0 yomim

aseline Response

TTG130-L_SpNC_0 currr.e

- INLTOE % ) ; ;
—— . E K < Q
A+A"Protocol 24 8 24 e
T A a\;§§i3;// | -
el ; fiig HERE RE%IEE
[2+1] GEE T ) )
F i e * >l
4] BT g X amW i g
ij teFe T = H X‘T
‘ I 24 8 24 H ) . >
L T L vy - = v_-
EEEEEEEEEEEEEIAR R e e
[0+1] [1+1] [2+1] [[4+1] [14+1] Vehicle

TTG119-L_SpNGEO at

TTG189-L_SPNEID ot
Mrpi52

141 57%:&—*“—-‘
«
- 3
S———
b
o
¥ e

TTG1S0-L_SPNCIO st

TTG191-L_SpNGIO st

TTGA30-L_SpNEIO at CCL4 Liver Vehiels1149 130 189

190 191 from 0+1
MrpiS2 "1

1415761 _at |
= |
x
§» Z
s -
4
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Clofibrate

Summary of Analysis - Clofibrate Vehicle Baseline SUPpression rev IPA - 2015-01-06 08:20

Top Canonical Pathways

Name p-value Ratio
EIF2 Signaling 9.61E-57 89/185
(0.481)
Mitochondrial Dysfunction 5.19E-39 70/171
(0.409)
Oxidative Phosphorylation 4.74E-38 56/109
(0.514)
Regulation of elF4 and p70S6K Signaling 8.84E-27 53/146
(0.363)
mTOR Signaling 6.5E-21 53/188
(0.282)

Top Upstream Regulators

Upstream Regulator p-value of overlap Predicted
Activation
State
RICTOR 5.16E-99 Activated
HNF4A 3.50E-52 Inhibited
1,2-dithiol-3-thione 3.76E-52 Inhibited
5-fluorouracil 4.77E-45 Activated
sirolimus 3.59E-43 Activated

Tri-butyl-Tin (TBT)

Summary of Analysis - AND ratio LO.8 And AND AND of All time ttest 0.01_And - 2015-01-12 06:35

Top Canonical Pathways

Name p-value Ratio
EIF2 Signaling 6.52E-47 56/185
(0.303)
Oxidative Phosphorylation 1.03E-34 38/109
(0.349)
Mitochondrial Dysfunction 7.38E-29 40/171
(0.234)
FXR/RXR Activation 3.29E-23 31/127
(0.244)
LXR/RXR Activation 1.03E-22 30/121
(0.248)

Top Upstream Regulators

Upstream Regulator p-value of overlap  Predicted
Activation
State

RICTOR 3.86E-77

sirolimus 9.52E-46

MYCN 1.81E-41

S-fuorouracil 1.00E-38

HNF4A 5.08E-34
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Deet

Summary of Analysis - AND ratic LO.2 And AND AND of All ime ttest 0.01 And - 2015-01-12 05:80

Top Canonical Pathways

Name p-value Ratic
EIF2 Signaling 6.52E-47 56/185
(0.303)
Ouidative Phosphorylation 1.03E-34 38/109
(0.349)
Mitochondrial Dysfunction 7.38E-29 40171
(0.234)
FXR/RXR Activation 3.29E-23 3M1N27
(0.244)
LXR/RXR Activation 1.03E-22 021
(0.248)

Upstream Regulator pvalue of overlap  Predicted
Activation
State

RICTOR 3.86E-77 Qctivate

sirolimus 952E-46 Activale
d

MYCN 1.81E-41 Inhihited

5-fluorouraci 1.00E-38 Activaie
d

HNF4A 5.08E-34 Inhibited

OERRILEDAN=

EERIEGHIHETLI-EEY

- mMIEkRFE

. YO747L—hk

s FUTFILES
EFLEEEFOURM K BETHoI-.

LEFRICRICTOR/ HNF4A

eKF? P-GOP-GEF '\,49'

Met-tRNAI

elF2E%/ BEIERY) > BRIE/ ShaVKRUT

ALIZ [TED 2R Tavoicfl#HIZ 8 E

mMTOR Signaling in Growth
Control and Disease

Mathieu Laplante’234 and David M. Sabatini?-23.*

TWhitehead Institute for Biomedical Research, Nine Cambridge Center, Cambridge, MA 02142, USA

2Howard Hughes Medical Institute, Department of Biology. Massachusetts Institute of Technology, C4
3Koch Center for integrative Cancer Research at MIT, 77 Massachusetts Avenue, Cambridge, MA 02

elF2-GTP
aT elF28
elF? kmase

eapz_(_‘,op elF2—GTP—

lemary comotex
; eIFQ-GTpﬁ

435-mRNA comp&ex

808 initiation complex

Nature Reviews | Molecular Cell Biology

Stress
(@minc acids) | (Energy levels)
Cxrmen) N\ //\
Faparmysi)
acramsieciE " \\*:Metaboﬁsm / 1 [Cell'survival|
biosynthesis
Autophagy |Growth Cytoskeletal
Cell cycle organization
progression -
mTORCH ? ; mTORC2

Serine/threonine kinase

Serine/threonine kinase

@ protein regulating the bly,
localization, and substrate binding of m"roam
SN o i

201

ulating the assembly

1Scaﬁo!d protein r
@ and substrate binding of mTORC2

5-02-055HBEE &
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ing acids l@m_w

\_\ / —
Macromolecule \‘\" Metabolism l ~~ [Cell survival
biosynthesis
Bumpﬁﬁi Cytoskeletal
a Cell cycli | organization
progrewon
mTORC1 mTORC2
(LR SerineAtweonine kinase @ED sernethreonine kinase
Scaffold protein regulat protein 9 the
o looalization, and l\%‘hin'a binding of mTORCT o and substrate binding of mTORC2
Scaffold protein the asse of
-m‘l’ORC! inhibitor TTORG2 ang 1t ioractiin with Sox1 °
o mTOR Inhibitor Protor increases mTORC2-mediated
activation of SGK1
wn function, its loss does not affect
- TORGT, activity towards known substrates - e
Scattold tnln- lating the assembly and Unknown function, essential for mTORC2
8 the Mnbl '53(: - activity

o
Rapamycin
--& @ ‘T @

— P
HEAT ropeats HEAT repoats FAT domain FRB  Kinase FATC
domain domain domain

t
O-®-@

TGP Rat CCL4

Summary of Analysis - DOWN TGP0066-0067 RSort - 2015-01-25 04:06

Top Canonical Pathways

Name p-value Ratio

Protein Ubiquitination Pathway 3.72E-17 21/255
(0.082)

Unfolded protein response 1.63E-06 6/54 (0.111)

Endoplasmic Reticulum Stress Pathway 3.61E-04 /21 (0.143)

CMP-N-acetyineuraminate Biosynthesis | (Eukaryotes) 4. 42E-04 2/5 (0.4)

Lipid Antigen Presentation by CD1 6.88E-04 3/26 (0.115)

Top Upstream Regulators

Upstream Reguiator p-value of overlap Predicted
Activation State
XBP1 9.56E-31 Inhibited
1.2-dithiol-3-thione 5.38E-26 Inhibited
NFE2L2 1.09E-15 Inhibited
RICTOR 3.62E-15 Activated
RAB1B 3.31E-11 Inhibited
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Mouse — Rat comparison

CCL4
Mouse (Max 20mg/kg) Rat (Max 300mg/kg)
Down (induction +) Up (induction +) Down (induction -) Down (induction +) Up (induction +)
89 13 1798 173 65
Canonical Pathway g;‘;:;yljb'q”'“”at“’“ EIF? Signaling i;ﬁj:y”b'q“'t'“a“"" EIF2 Signaling
Oxidative
Phosphorylation
Mitochondrial
Dysfunction
Acute Phase Response
Signaling
Upstream TF XBP1 (PAX6) HNF4A XBP1 - - ~[MYCN
NFE2L2 (XBP1) MYCN NFE2L2 MYC
(SIRT1) MYC HNF4A
NFE2L2 ATF6

H26 4 ]

VPAD[1+ 1T —2ZMATDEMN
Clofibrate M &4

Tributyltin

Deet

Mt

*HAEOET D@

-CCl, & CCl,. Clof, PB.

-VPA & VPA * | Asp. Thalidomide
-Clofibrate & Clof, PCN, ATRA

-TBT & TBT. PB. Clof
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EGlZQ TTG2: A)CCl4, B)C

Mouse:

[PSs induced at any protocol] & BR Down
[PSs induced at any protocol] & BR Up
[Regardless of induction] & BR Down

P e

Ioﬁl:;rate

CCL4

o dahasriaatritg

5mg/kg, B) 0, 10, 30, 100mg/ke

None
+

TTGO44-L_S

NGO

CCl, 4
~ sl + o %
ccl, 1

TTG130-L_SpNC.0:

None
+

CCl 1

TTG119-L_SpNG.0:

tme e tme

dosé

Tmegd5
55|

50f
45|

B

ice

T e

I, Vehicle

1441 441 241 1+1 0+1days
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TTGO044-L_SpNGC=0 g TTG130-L_S L TTG119-L_S
Acof2 Acof2

@
8
@
2

0
S
pow
&8

SExpresson &
Expresgion

Expresgion

5!

dos& Time dos& Tme

T]:G130-L S Ot
AGBRfl 11l Acot2 i

oase time

TTG119-L_SpNG .0+
Sl€25a20

S

ER 80 90}
80) 80 80|
ECI 7C0 7:0
5 & B
o B &
2 & 3
30 3t 501
20| 20| 21

o 5
o 5
=

o

dosé Time dosg Tme dose e dos& Tme

190 197 from 0+1

CCL4 Liver Vehicle119 130 189
Aco T

Expression

1441 441 2+41 1+1 0+10ays

CCLA4 Liver VVehicles119 130 189
190 191/from 0+1 -
Acgt11l Acot2

CCLA4 Liver Vehigle19 130 189
190 1&4? m 0+1

14+1 4+1 241 1+1 0O+1days

CCL4 Liver Vehislesd 19 130 189
190 197 from 0+1

Expression

1441 441 241 1+1 0O+ 0ays

[14+1]
TBT + Clofibrate
CCl4 + Clofibrate
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TTGO044-L_SpNCyD 300 at
Clofibrate
Mef2d

myocyte enhancer factor 2D

TTG044-L_SpNC40500 4¢
Clofibrate :
Mef2d

myocyte enhancer factor 2D

CCL4 Liver Vehigatitg 130 189 190 191

from O+1

Mef2d

Expression
- R W s oo

o
ob—thmwbhwihathabtno

1441 441 241 141 0+ days

myocyte enhancer factor 2D

TTG141-L_SPNCe 100 ot
Tributyltin chloride x Clofibrate
Mef2d

dose time

myocyte enhancer factor 2D

TTG129-L_SpNC.D 300 ot
CCl4 x Clofibrate
Mef2d

dose time

myocyte enhancer factor 2D

TBT 0+1 14+1 Bagsling 985 145

1441 0+
myocyte enhancer factor 2D

TTGO85-L_SpNC:H300 at
Trybutyltin
Mef2d

dose time

myocyte enhancer factor 2D

TTG119-L_SpNC: D300 at
Carbon tetrachloride
Mef2d

myocyte enhancer factor 2D

TTG145-L_SpNC.H300 at
Tributyltin chloride x Tributyltin chloride
Mef2d

<
A

dose time

myocyte enhancer factor 2D

TTG130-L_SpNC:B300 ot
CCl4 x CCl4
Mef2d

dose time

myocyte enhancer factor 2D

TTG044-L_SpNCyfinas 41
Clofibrate )
Cblb

dose time

Casitas B-lineage lymphoma b

TTG044-L_SpNCy:0 cs .4
Clofibrate )
Cblb

dose time

Casitas B-lineage lymphoma b

CCLA4 Liver Vehiclgsttg 130 189 190 191

from 0+1

Cblb

Expression
oW
© B tn o bnw bnae bnoo

o

1441 441 241 1+ 0+ days

Casitas B-lineage lymphoma b

TTG141-L_SpNCBings 4t
Tributyltin chloride x Clofibrate
Cblb

dose time

Casitas B-lineage lymphoma b

TTG129-L_SpNC.0i05) o
CCl4 x Clofibrate )
Cblb

dose time

Casitas B-lineage lymphoma b

TBT 0+1 14+1 Baseline 085 145

14+ 0+

Casitas B-lineage lymphoma b

TTGO85-L_SpN %08? ot
Trybutyltin )
Cblb

dose time

Casitas B-lineage lymphoma b

TTG119-L_SpNC.0055 o
Carbon tetrachloride
Cblb

dose time

Casitas B-lineage lymphoma b

TTG145-L_SpNCiBings 44
Tributyltin chloride x Tributyltin chloride
Cblb

dose time

Casitas B-lineage lymphoma b

TTG130-L_SpNCy:Binas .+
CCl4x CCl4 i
Cblb

dose time

Casitas B-lineage lymphoma b
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TTGO44-L_SpNC:Diyag ot
Clofibrate
Pxmp4

Jks

dose time

peroxisomal membrane protein 4

TTGO44-L_SpNCi 450 o+
Clofibrate )
Pxmp4

dose time

peroxisomal membrane protein 4

CCL4 Liver Vehicle=li4g 130 189 190 191
from 0+1 )

R
x
3
8 R

B R 8

Expression
=

=

/45

14+ 4+1 241 1+ 0+ days

peroxisomal membrane protein 4

TTG145-L_SpNC:Piuze ot
Tributyltin chloride x Tributyltin chloride
Pxmp4

TTGO85-L_SpNC:fPi4a5 a1
Trybutyltin -
Pxmp4

TTG141-L_SpNG.fiyas o1
Tributyltin chioride x Clofibrate
Pxmp4

dosd time dose time dose time

peroxisomal membrane protein 4

TTG130-L_SpNC:Bi4a5 o+
CCl4x CCl4 )
Pxmp4

peroxisomal membrane protein 4

TTG119-L_SpNC.B 435 ¢
Carbon tetrachloride
Pxmp4

peroxisomal membrane protein 4

TTG129-L_SpNC. 45 o
CCl4 x Clofibrate i
Pxmp4

time

dose time dose time dose

peroxisomal membrane protein 4 peroxisomal membrane protein 4 peroxisomal membrane protein 4

TBT 0+1 14+1 Baseline 085 145

)

Expression

14+ 0+

peroxisomal membrane protein 4

TTGO44-L_SPNC,D se5 ¢
Clofibrate o
Dot1l

dose time

DOT1-like, histone H3 methyltransferase
(S. cerevisiae)

TTG044-L_SpNC.0,
Clofibrate
Dot1l

dose time

DOT1-like, histone H3 methyltransferase
(S. cerevisiae)

CCL4 Liver Vehiclgglt@ 130 189 190 191
from 0+1 :

Dot1l 4

Expression
R

1441 4+1 241 1 1
DOT‘I—Iil:e, hi+stom+3 H(ymet%yltn'ag?\sferase
(S. cerevisiae)

TTGO85-L_SpNC1D 455 ot TTG145-L_SpNC;0 455 4+

TTG141-L_SpNC;B 455 2t

Tributyltin chloride x Clofibrate Trybutyltin Tributyltin chloride x Tributyltin chloride
Dot1l Dot1l Dot1l
11 | [
1 |
9
k|
5
2
Lﬁ"’
2
1 !

dose time dose time dose time

DOT1-like, histone H3 methyltransferase
(8. cerevisiae)

DOT1-like, histone H3 methyltransferase
(S. cerevisiae)

TTG130-L_SpNC:04cc .+

CCl4x CCl4
Dot1l

DOT1-like, histone H3 methyltransferase
(S. cerevisiae)

TTG119-L_SpNC,Q 425 ¢
Carbon tetrachloride  ~
Dot1l

TTG129-L_SpNC.0,405 -
CCl4 x Clofibrate i
Dot1l

dose time dose time dose time

DOT1-like, histone H3 methyltransferase
(S. cerevisiae)

TBT 0+1 14+1 Bassling 085 145

DOT1-like, histone H3 methyltransferase
(8. cerevisiae)

DOT1-like, histone H3 methyltransferase
(S. cerevisiae)

2hr 4hr

DOT1-like, histdfig HS*hethyltransferase
(S. cerevisiae)
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TTGO44-L_SpNCyBi515 ot
Clofibrate )
Paqr7

TTG141-L_SpN@.B317 at
Tributyltin chloride x Clofibrate
Paqr7

TTGO85-L_SpNCsH312 ar
Trybutyltin )
Paqr7

TTG145-L_SpNQCsPiq12 4t
Tributyltin chloride x Tributyltin chloride
Paqr7

dose fime
progestin and adipoQ receptor family
member VII

TTGO44-L_SpNCyf915 4
Clofibrate :
Paqr7

dose time

progestin and adipoQ receptor family
member VII

CCL4 Liver Vehiclgstiig 130 189 190 191

from 0+1

o
o
el
i
o S~

Expression

O =P Wwe e ®

1441 4+ +1 141 0+1d
progestin ancl aélpoQ recepto?
member VI

y1$amily

dose time

progestin and adipoQ receptor family
member VII

TTG129-L_SPNC.0i715 44
CCl4 x Clofibrate -
Paqr7

dose time

progestin and adipoQ receptor family
member VII

TBT 0+1 14+1 Bagejine 085 145

progestin and alfipbdtéceptor family
member VI

dose fime
progestin and adipoQ receptor family
member VII

TTG119-L_SpNC.B312 4t
Carbon tetrachloride
Paqr7

dose time

progestin and adipoQ receptor family
member VII

dose time
progestin and adipoQ receptor family
member VII

TTG130-L_SpNCsP312 ot
CCl4x CCl4 )
Paqr7

dose time

progestin and adipoQ receptor family
member VII

TTGO44-L_SPNCyfhgog ot
Clofibrate )
Palb2

dose time

partner and localizer of BRCA2

TTGO44-L_SpNCi-Oang 4+
Clofibrate )
Palb2

dose time

partner and localizer of BRCA2

CCL4 Liver Vehiclg 19 130 189 190 191
from 0+1 :

1441 441 2#41 141 041 days

partner and localizer of BRCA2

TTG141 'L-SPNQ&QSOSB wt
Tributyltin chloride x Clofibrate
Palb2

partner and localizer of BRCA2

TTG129-L_SpNC.Qi0¢
CCl4 x Clofibrate
Palb2

dose time

partner and localizer of BRCA2
TBT 0+1 14+1 Baseling 085 145

<

B
@
@
2
s
3

w

1441 0+
partner and localizer of BRCA2

TTGO85-L_SPNGufhans at
Trybutyltin :
Palb2

dose time

partner and localizer of BRCA2

TTG119-L_SpNC1Qi005 4+
Carbon tetrachloride
Palb2

dbas time

partner and localizer of BRCA2

TTG145-L_SpNCiDians at
Tributyltin chloride x Tributyltin chloride
Palb2

partner and localizer of BRCA2

TTG130-L_SpNC.0ianc
CCl4x CCl4 )
Palb2

partner and localizer of BRCA2
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