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REAGENT or RESOURCE | SOURCE [ IDENTIFIER
Antibodies
id1 Biocheck Cat# 195-14
idz Biocheck Cat# 9-2-8
id3 Biocheck Cat# 17-3
id4 Biocheck Cal# 82-12
Cyciin D1 Cell Signaling Cat# 2978
Technology
Actin Sigma Cati A2066
Tubulin Sigma Cat# 74026
FLAG Sigma Cat# F2428
D1 Santa Cruz Cat# sc-2003
E2A Santa Cruz Cati# sc-763
HA Cell Signaling Calbi# 3724
Technology
Vinculin Sigma Cat# V9131
Beta actin Sigma Cat# A5441
FLAG Sigma Cati# F1804
GST Tharmo Fisher Cat# MA4-004
GST Abcam Cat# abl085

Bacterial and Virus Strains

Bacteria: Rosstia 2 (DE3) Compstent Cells

Sigma Millipore

Cat# 71400-4

Biological Samples

N/A

Chemicals, Peptides, and Recombinant Proteins

AGX5T (N-(3-(benzo[d[1,3idioxol-5-y)-3-(2- This Paper N/A
methoxyphenyhipropyl-N-benzylpropionamide)

AGXA {8-chioro-Z-methyl-N-(4-propoxyphenyliquinolin- | This Paper NIA

4-amine hydrochloride

AGHKE (N-(4-isopropylphenybbenzofbiihiophene-2- This Paper N/A
carbohydrazide)

AGX-XL2 (4-benzoyi-N-(3 3-diphenylpropylibezamide) | This Paper N/A

AGX51 fracer (3-(17-benzo{d}i1, 3idioxol-5-yh)-14- This Paper N/A
benzyl-17-(2-methoxyphenyl)-3, 13-dioxo-7, 10-dioxa-

4, 14-diazaheptadecyl}-5,5-difluore-7-(1H-pyrrok-2-yi}-5H-

Shd-dipyrrolo[1,2-¢:2', 1-11[1,3,2)diazaborinin-4ium}

Digitonin Sigma Cat# D141
MG132 EMD Millipore Cat# 474790
MTT Thermo Fisher | Caté M-64394
Critical Commercial Assays

NanoBRET™ Intraceliular BET BRD Assay Promega Cat# N2130
SilverQuest Staining Kit Invitrogen Cat# LCB070
Lipofectamine 3000 Invitrogen Cati# L3000001
RNeasy kit Qiagen Cat# 74104
SuperScript IV First-Strand Synthesis System | Invitrogen 18091050
Deposited Data

Id1 (51-104) structure This Paper PDE ID: sMGM
Id1 (58-104) structure This Paper POB D sU2U

SUBSTITUTE SHEET (RULE 26)
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Id1-£47 structure i This paper | PDB ID: 6MGN

Experimental Models: Cell Lines

Human: HCT116 ATCC Cat# CCL-247

Mouse: 4T1 ATCC Cat# CRL-2539

Human: 2937 ATCC Cat# CRL-1573

Humarn: HUVEC Coming Cat# 354151

Experimental Models: Organisms/8trains

Mouse: Balb/c mice Balb/cd Taconic 000651

Mouse: Athymic nude mice Hsd:Athymic Nude-Foxn ™ | Envigo 089(nu)/070{nuf+)

Oligonucleotides

EMSA sense Oligonucleotide: 5'- Eurofins N/A

CCCCAACACCTGCCTGCCTGA-S

EMSA antisense Oligonuciectide: 5'- Eurofing N/A

GGGGTTGTGGACGGACGGACT-3

D1 primers Qiagen Q100230650

D3 primers Qiagen Q7016873336

GAPDH primers Cliagen QT01192640

Recombinant DNA

Plasmid: Nanoluc® luciferase 1D1 fusion protein | This paper N/A

Plasmid: pcDNA3Z-ID1-Flag This paper N/A

Plasmid: peDNA3-HA-Ubiguitin This paper N/A

Plasmid: pGEV-PSP-mid1 This paper N/A

Plasmid: pGEV-PSP-mid3 This paper N/IA

Software and Algorithms

WinNonlin (version 8.1} Certara N/A

Image-Pro Plus software Media Cybernetics | NVA
FPhenix Adams et al., 2010 N/A
Schrodinger Suite version 2016-1 Schrodinger N/A
Byonic version 2.5 Protein Metrics N/A
Odyssey application software version 3.0.30 | LI-COR N/A
Prism GraphPad Software | N/A
Other

N/A ’

FIG. 15 (Cont.)
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id1 (51104} id1 {58-104} Idq-E47
Data collection
Beamline BNL-XSA CHESS BNL-X9A
Space group P2 P24 P4,242
Cell dimensions
a, b c{A) 32.17,28.88,50.33 2580, 57.71, 3210 54 .96, 54.86.81.94
aB, v 90,9794 80 8¢, 114.29, 90 80, 90, 80
Resolution (A} 20~1.8(1.9-1.8) 30-1.5 (1.55-1.5) 20-1.9 (2.0-1.8)
Wavelength (A) 0.979 (.85 092
Reym 0.072 (0.378) 0.041 (0.253) 0.064 (0.317)
N 0.044 {0.231) 0.028 (0.234) 0.026 (0.14)
<f>/<> 328 (.5 358 (3.3 283 (5.5}
Completeness (%) 99.3 (98.8) 88.1(87.8) 98.7 (89.5)
Redundaney 38338 3028 Te0.0
Unigue relections 8782 13599 10249
Refinement
5 IR 0.183/0.218 0.186/0.238 0.186/0.218
work  Ffree (6.21870.283) (0.215/0.280) (6.23770.299)
< (A2
B-actors (A%) 24.77118.1 35.8/21.1 2167168
Average/Milson
RMS deviations
bond lengths (A) 0.007 0.006 0.003
bond angles (*) 077 0.814 0.609
Ramachandran plot
% favored 100 100 100
% allowed 0 ¢ 0
outliers none nong none
Model contents
Prolomers /ASU 2 2 1
Protein residues 94 80 88
Water 85 75 153
PDBID MGM guzy SMGN

Values in parentheses refer 1o the highest resolution shell.

Riep et consists of 5% of data chosen randomly against which structures was refined.

FIG. 16

SUBSTITUTE SHEET (RULE 26)



PCT/US2020/053468

43 /65

WO 2021/067393

Ll Old

LoegLL Lopgsest L0 EYZYE8.  £E0000 o mzaésmmﬁ QE%..@ %
1680°¢L BOPES8SL 9O EYZYe6L  ZL000 S HNDITLI0G88E 6L p+IdATIN
AN 7] £BE8'S8SL T CYZY'e6L  $E000D S HNOATLI0G88E 61 p+IdA TN
9509°¢L 7Zy3'585L 850 SYZYE6L  £9000°0 9 HNDJ 105881 61 P+ AT Y
L0852 ozPa'sssl  Z80 SYZYesl 1200070 WHNDA 406881 61 F+dATIMN
258¢s 6688'5851 880~ SYZYER.  G0-309°C W HNDJ1LI06881 61 F+dATI M
LG 6896861 Zv)- CYTYEBL 90000 WHNDIGES! 61 y+ld1LdATI Y
SOLG 1L 86$9'685L  S60- EYZY'e6.  ¥S000°0 W HNDI0SE8 1 61 v+ldTLAATA YN
9087 0/ [968'68G) 88T EYZYe8.  ¥i000 WHNIOEESL B+ IDd TLdATA Y
968824 glyeeest 70 EYZY'e6. 90000 W HNI0GEEE 8L+ T LIATI M
£075'69 LOpgeesL L0 CYZYE6L  £E000D S HNIOGESE 8L+ D TLIATA N
Q0¥5 0L Lressst o EYZFEB.  £9000°0 3105881 BLY+IUNDALIATT Y
75489 BOVE'SESL 970" ErZyees  G0-308°G SN ENOD 05881 8L+l LdATA Y
242004 poea'sgsl e ShZyesl GO0 W ENO1Ld0888) 8L +HATI M
=l 880069 Q0Pe's8sL LY o- SYZVERL  PL0000 S HNDG L0588 6L+ AT Y

Vzzz222224002002400000004040 0z

o0y) 9215 WiQ POIBWINSS  SWI UOHUSISY MW -S9O e~ wdd zZw -3 07 - d3d gousnbag

SUBSTITUTE SHEET (RULE 26)



PCT/US2020/053468

WO 2021/067393

44 /65

uonnadwos [9XD YA

L 4,

{any} szis uig parewinss

L2 L0 O O 20 €73 ONF 3
(Xaieiagiain Jla ke R in]

]
5
7
o
o
¢
o

L,
LU
UOIUBIDY

88107281
18104281
18104281
v610 4281
9610'L28)

0

HiA
540

0201281

G,

git
dd

G,

T

323

G0,

az
did

bR

G,

Mcmmﬁ_mi

06881 B+ INDd LTI T Y
MNDGTL0588) 8L+ ldATE T Y
momme_@iza% |
0588187+
__%a%%mwm,_m;a%mﬁm

6 Kt
NUGLaATEM T ™

NDY
ATATY

NOd

sousnbag

UOBIAUWIND LEYDY INOYLM

gduwes

SUBSTITUTE SHEET (RULE 26)



WO 2021/067393 PCT/US2020/053468
45/65
Test type Test name Mean DMSO group Mean AGXS1 group
Weight change Percent weight change 12.83 15.22
(BUN {mg/dL)] 25 245
[CREA {mg/dL)] 0.218 0.1925
BUN/CREA Ralio 115.76 1284
ALP UL 109.8 99
ALT (UL 38.2 53.25
AST (UL 74 715
GGT UL 0 g
TBiL (mgidl) 0.14 0.1
DBIL (mg/dl) 0.04 0
Bl 0.1 0.1
TP {g/dL)} 432 425
ALE [/l 268 2.525
. e LOB (g/dl 1.64 1728
Clinical chemistry A7 Ralo ) 5es R E7E
[P mgidl] 6.72 6.525
iCa (mgfdly] 8.8 8.925
[GLU (mg/dL)} 198 184
ICHOL {mg/dLy] 774 75.25
[TRIG (mg/dU)] 1142 113.75
[CK {UL)] 170.2 128
(1002 (mEg/L)] 5 14
[Na (mEg/L)] 1522 153,75
K (mEa/L)] 452 4175
[CL{mEg/L] 114.4 116
iNa/K] 338 36,75
{Anion Gap) 274 2175
REC (Wul) 9.872 98525
HGE {g/dl) 15.42 14.85
HCT (%) 4582 4425
MCV (L) 464 45.825
MCH (pg) 158 15475
MCHC (gl 3368 33.825
RDW-SD (L) 2922 28.475
ROW-CV (%) 24.74 24.525
RET#K/L) 755.74 547
RET (%) 1736 58525
PLT (Kiul) 984.6 1040.75
Complete blood counts i@%“{,\f gi'{ Esg 5.;’25
WECH (Kiul) 8.478 5.945
NEUTHE (Kiui) 1638 25325
LYMPHE (Kiub) 6.502 £.98
MONO# (Kiub) 0.102 0.1825
ECH (K/ul) 0.222 0.2525
BASO# (Kiul) 0.014 0.0175
NEUT (%) 19.88 25425
LYMPH (%) 75.88 §9.975
MONG (%) 1.18 1.85
EC (%) 28 2.875
BASO (%) 018 0.175

FIG. 19
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