Supplementary Figure S1 | Proteomics scatterplots profiling 52 HDAC-targeted degraders
over 101 independent treatments included in this study. Scatterplots depicting the fold
change in relative protein abundance in response to indicated treatment determined using global
quantitative proteomics. Log.FC is displayed on the y-axis and logioP-value on the x-axis.
Example plots for a single treatment (XY-07-028) are displayed here. Scatterplots for all 101
independent treatments can be found in a separate PDF data file “Data S2”. Left. All proteins
determined to be hits are colored red and labelled. Right. All HDAC’s determined to be hits are
colored red and labelled. Significant changes were assessed by moderated t-test as implemented
in the limma package (Ritchie et al., 2015). A hit is defined as a protein that has a FC > 1.25 and
P-value < 0.001 in response to treatment compared to DMSO control. Data are from n = 1-3
biologically independent samples. Related to Figure 1-4, Table S1-2 and Data S2.



Supplementary Figure S2 | (A) Immunoblots quantifying HDAC expression level after dose
response treatment with indicated degraders. (B) Chemical structures for XY-07-035 and XY-07-
187 and their respective negative control compounds. (C) Scatterplots depicting the log.FC in
relative protein abundance in response to treatment with indicated compounds. (D) As in C, with
indicated compounds. CTRLS in the far right plot refers to MLN4924 and NEG CTRL treatments.
(E) Bar plot displaying the number of times that proteins are determined to be up- and down-
regulated hits. Only the top moving proteins are displayed, data is contained within the
corresponding data Table S3. Related to Figure 1-2 and Table S1-3.



Supplementary Figure S3 | (A) Percentage of in vitro HDAC enzymatic activity remaining in
response to increasing concentrations of indicated degraders. Data is from n = 1 ten-point
titrations. (B) Scatterplots displaying the log-FC in relative abundance for downregulated proteins
in response to a time course treatment with XY-07-035 at 2, 4, 8, and 16 h. (C) Heatmap depicting
the same time course data for XY-07-035 from B. (D) Scatterplots depicting the log>FC in relative
protein abundance in response to treatment with XY-07-154. (E) As in D, for compound XY-07-
136. Proteomics data is from n = 1-2 biologically independent treatment samples. Related to
Figure 2-4 and Table S1-3.



Supplementary Figure S4 | (A) Cellular CRBN engagement assay depicting relative protein
abundance of BRD4BP2-GFP in response to increasing concentration of indicated degraders
which act to outcompete the binding of dBET6 (CRBN-based BRD4BP? degrader). Data is the
mean of n = 2 biologically independent treatment samples + SD. (B) Cellular VHL engagement
assay depicting increasing level of BRD4BP2-GFP in response to increasing concentration of
indicated degraders which act to outcompete the binding of AT1 (VHL-based BRD4BP2 degrader).
Data is the mean of n = 2 biologically independent treatment samples + SD. (C) Cell viability
assays in response to treatment with the indicated degraders. Viability data is the mean of n = 3
biological replicates. (D) Percentage of in vitro HDAC enzymatic activity remaining in response to
increasing concentrations of degraders XY-07-093 and XY-07-155. Data is from n = 1 ten-point
titrations. (E) Relative protein abundance of HDAC8-GFP fusion plotted in response to increasing
concentrations of indicated dacinostat-VHL degraders with different linker lengths. Data is the
mean of n = 2 biological replicates + SD. Related to Figure 3-4 and Table S3.



Data S1 | Compound synthesis and characterization. Related to Figure 1.

General

Unless otherwise noted, reagents and solvents were used as received from commercial suppliers.
All reactions were monitored using a Waters Acquity UPLC/MS system using Acquity UPLC® BEH
C18 column (2.1 x 50 mm, 1.7 ym particle size). UPLC method A: solvent gradient = 80% A at 0
min, 5% A at 1.8 min; method B: solvent gradient = 100% A at 0 min, 5% A at 1.8 min; solvent A
= 0.1% formic acid in H20O; solvent B = 0.1% formic acid in acetonitrile; flow rate: 0.6 mL/min; or
an Agilent LC/MS system (Agilent 1200LC/G6130A MS) using SunFire™ C18 column (4.6 x 50
mm, 3.5 ym particle size). LC method: solvent gradient = 95% A to 5% A; solvent A =0.01% TFA
in Water; solvent B = 0.01% TFA in ACN; flow rate: 2.0 mL/min, column temperature 50°C.
Purification of reaction products was carried out by flash chromatography using CombiFlash®Rf
with Teledyne Isco RediSep® normal-phase silica flash columns; or Waters HPLC system using
SunFireTM C18 column (19 x 100 mm, 5 pm particle size): solvent gradient 0% to 100%
acetonitrile or MeOH in H2O (0.035% TFA as additive); flow rate: 20 mL/min, or SunFireTM C18
column (30 x 250 mm, 5 uym particle size): solvent gradient 0% to 100% acetonitrile or MeOH in
H20 (0.035% TFA as additive); flow rate: 40 mL/min. "H NMR and "*C NMR spectra were obtained
using Bruker Avance Il spectrometers (400 MHz or 500 MHz for 'H, and 125 MHz for '3C).
Chemical shifts are reported relative to deuterated methanol (6 = 3.31) or dimethyl sulfoxide (& =
2.50) for 'TH NMR. Spectra are given in ppm (d) and as br = broad, s = singlet, d = doublet, t =
triplet, g = quartet, m = multiplet and coupling constants J are reported in Hertz.



Synthesis of Preformed Linkers

Ligand based on thalidomide
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3-(2-((2-(2,6-dioxopiperidin-3-yl)-1,3-dioxoisoindolin-4-yl)amino)ethoxy)propanoic acid,
L1:
Compound 1 (405 mg, 1.47 mmol, 1.0 eq.) and DIEA (510 uL, 2.0 eq.) were dissolved in DMSO
(7 mL) in a sealed tube, to the mixture was added tert-butyl 3-(2-aminoethoxy)propanoate (250
mg, 0.9 eq.) in one batch, and the reaction was sealed and immediately heated to 150 °C. After
30 min, the reaction mixture was cooled to room temperature, and H,O was added and the mixture
was extracted with ethyl acetate. The organic layers were combined and washed with H>O, brine,
dried over anhydrous Na;SOy, filtered, and concentrated in vacuo. The residue was purified using
ISCO (dichloromethane/methanol, 0%-10%) to yield protected compound 3 as a yellow oil (506
mg, 86% yield). UPLC-MS RT: 1.32 min (Method A), Mass m/z: 389.87 [M-tBu+H]*.
Compound 3 (44 mg, 0.10 mmol, 1.0 eq.) was dissolved in dichloromethane (3 mL) and treated
with TFA (0.5 mL). The reaction was monitored by UPLC and when the starting material was
consumed, the mixture was concentrated in vacuo. The residue was purified with HPLC
(H2O/MeOH, 0%-100%) to yield compound L1 as a yellow oil (30 mg, quant. yield). UPLC-MS
RT: 0.82 min ( Method A), Mass m/z: 389.87 [M+H]*.

Sese

4-((2-(2,6-d|oxop|per|din-3-y|)-1,3-dioxoisoindoIin-4-yI)amino)butanoic acid, L2 was
synthesized from compounds 1 and tert-butyl 4-aminobutanoate using similar procedures and
was obtained as a yeIIow oil. UPLC-MS RT: 0.85 min (Method A), Mass m/z: 360.27 [M+H]*.

Sese

4-((2-(1-methyl-2,6-dioxopiperidin-3-yl)-1,3-dioxoisoindolin-4-yl)amino)butanoic acid, L2-
negative was synthesized from 4-fluoro-2-(1-methyl-2,6-dioxopiperidin-3-yl)isoindoline-1,3-dione
and tert-butyl 4-aminobutanoate using similar procedures and was obtained as a yellow oil.
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6-((2-(2,6-dioxopiperidin-3-yl)-1,3-dioxoisoindolin-4-yl)amino)hexanoic acid, L3 was
synthesized directly from compounds 1 and 6-aminohexanoic acid using similar procedures and
was obtained as a yellow oil. UPLC-MS RT: 1.00 min (Method A), Mass m/z: 387.97 [M+H]".
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8-((2-(2,6-dioxopiperidin-3-yl)-1,3-dioxoisoindolin-4-yl)amino)octanoic  acid, L4 was
synthesized directly from compounds 1 and 8-aminooctanoic acid using similar procedures and
was obtained as a yeIIow oil. UPLC-MS RT: 1.15 min (Method A), Mass m/z: 415.97 [M+H]".
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3-(2-(2-((2-(2,6-dioxopiperidin-3-yl)-1,3-dioxoisoindolin-4-yl)amino)ethoxy)ethoxy)
propanoic acid, L5 was synthesized from compound 1 and tert-butyl 3-(2-aminoethoxy)-4-
methoxybutanoate using similar procedures and was obtained as a yellow oil. UPLC-MS RT: 1.32
min (Method A), Mass m/z: 433.87 [M+H]".
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2-(2,6-dioxopiperidin-3-yl)-4-((6-hydroxyhexyl)amino)isoindoline-1,3-dione, L6:

Compound 1 (400 mg, 1.45 mmol, 1.0 eq.) and DIEA (378 L, 1.5 eq.) were dissolved in DMSO
(6 mL) in a sealed tube, to the mixture was added 6-aminohexan-1-ol (204 mg, 1.2 eq.) in one
batch, and the reaction was sealed and immediately heated to 150 °C. After 1 hour, the reaction
mixture was cooled to room temperature, and H.O was added and the mixture was extracted with
ethyl acetate. The organic layers were combined and washed with H;O, brine, dried over
anhydrous Na;SO., filtered, and concentrated in vacuo. The residue was purified using HPLC
(H2O/acetonitrile, 0%-100%) to yield L6 as a yellow oil (409 mg, 76% yield). UPLC-MS RT: 1.04
min (Method A), Mass m/z: 374.17 [M+H]".
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2-(2,6-dioxopiperidin-3-yl)-4-((2-hydroxyethyl)amino)isoindoline-1,3-dione, L7 was
synthesized from compound 1 and 2-aminoethan-1-ol using similar procedures and was obtained
as a yellow oil. UPLC-MS RT: 0.75 min (Method A), Mass m/z; 318.17 [M+H]".
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2-(2,6-dioxopiperidin-3-yl)-4-((2-(2-(2-hydroxyethoxy)ethoxy)ethyl)amino)
isoindoline-1,3-dione, L8 was synthesized from compound 1 and 2-(2-(2-



aminoethoxy)ethoxy)ethan-1-ol using similar procedures and was obtained as a yellow oil. UPLC-
MS RT: 0.82 min (Method A), Mass m/z: 406.27 [M+H]".

Ligand based on VHL ligand
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L9, HCl salt

(2S,4R)-1-((S)-2-amino-3,3-dimethylbutanoyl)-4-hydroxy-N-((S)-1-(4-(4-methylthiazol-5-
yl)phenyl)ethyl)pyrrolidine-2-carboxamide, L9 was purchased from MedChem Express as an
HCI salt.

HCI THF

(2S,4R)-1-((S)-2-(1-fluorocyclopropane-1-carboxamido)-3,3-dimethylbutanoyl)-4-hydroxy-
N-(4-(4-methylthiazol-5-yl)-2-((5-oxopentyl)oxy)benzyl)pyrrolidine-2-carboxamide, L10

To a solution of compound 5 (Zoppi et al.,, 2019) (150 mg, 0.28 mmol, 1.0 eq.) and 2-(4-
bromobutyl)-1,3-dioxolane (6) (71 mg, 1.2 eq.) in DMF (1.5 mL) was added K>CO3 (58 mg, 1.5
eq.). The reaction mixture was heated to 65 °C and stirred for 4h. The reaction was monitored by
UPLC-MS. Once the starting materials were consumed, the reaction was filtered and extracted
with ethyl acetate. The organic layers were combined, washed with brine, dried over anhydrous
NaSOs, filtered, and concentrated in vacuo. The residue was purified using ISCO
(dichloromethane/methanol, 0%-10%) to yield compound 7 (187 mg, quant. yield). UPLC-MS RT:
1.28 min (Method A), Mass m/z: 661.50 [M+H]*.

Compound 7 (30 mg, 0.045 mmol, 1.0 eq.) was treated with a 1:1 mixture of 2N aqueous HCl in
THF (0.75 mL) at room temperature. The reaction was stirred for 2 h, and monitored by UPLC-
MS. Once the limiting starting material was consumed, the reaction was quenched with
aqueous NaHCOs3; and extracted with ethyl acetate. The organic layers were combined, washed
with brine, dried over anhydrous Na>SOu, filtered, and concentrated in vacuo to yield L10 and the
residue was used in the next step without further purification. UPLC-MS RT: 1.15 min (Method
A), Mass m/z: 617.29 [M+H]".
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(2S,48)-1-((S)-2-(1-fluorocyclopropane-1-carboxamido)-3,3-dimethylbutanoyl)-4-hydroxy-
N-(4-(4-methylthiazol-5-yl)-2-((5-oxopentyl)oxy)benzyl)pyrrolidine-2-carboxamide, L10-
negative was synthesized from epi-5 (Zoppi et al., 2019) using similar procedures. UPLC-MS
RT: 0.95 min (Method A), Mass m/z: 662.90 [M+H]".
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(2S,4R)-1-((S)-2-(1-fluorocyclopropane-1-carboxamido)-3,3-dimethylbutanoyl)-4-hydroxy-
N-(4-(4-methylthiazol-5-yl)-2-(2-(2-(2-oxoethoxy)ethoxy)ethoxy)benzyl)
pyrrolidine-2-carboxamide, L11 was synthesized from 2-(2-(2,2-diethoxyethoxy)ethoxy)ethyl
methanesulfonate using similar procedures. UPLC-MS RT: 0.95 min (Method A), Mass m/z:
662.90 [M+H]".

\7

Ligand based on IAP ligand LCL-161
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tert-butyl ((S)-1-(((S)-1-cyclohexyl-2-o0x0-2-((S)-2-(4-(3-(2-(2-(2-(2-
oxoethoxy)ethoxy)ethoxy)
ethoxy)benzoyl)thiazol-2-yl)pyrrolidin-1-yl)ethyl)amino)-1-oxopropan-2-yl)(methyl)
carbamate, L12

To a solution of acetal 8 (133 mg, 0.5 mmol, 1.0 eq.) in dichloromethane (3 mL) were added MsClI
(94 uL, 2.4 eq.) and NEt; (209 uL, 3 eq.) at 0°C. The reaction was stirred for 30 min and monitored
by UPLC-MS. Once the limiting starting material was consumed, the reaction was quenched with
H.O and extracted with dichloromethane. The organic layers were combined, washed with brine,
dried over anhydrous Na;SO., filtered, and concentrated in vacuo to yield compound 9 and the
residue was used in the next step without further purification. UPLC-MS RT: 0.96 min (Method
A), Mass m/z: 367.27 [M+Na]".

A mixture of compound 10 (Shibata et al., 2018) (200 mg, 0.33 mmol, 1.0 eq.) and 9 (1.5 eq,
crude from last step) in DMF (3 mL) was treated with Cs2CO3 (82 mg, 2 eq.). The reaction mixture
was heated at 70°C for 12h and monitored by UPLC-MS. Once the limiting starting material was
consumed, the reaction was filtered and extracted with ethyl acetate. The organic layers were
combined, washed with brine, dried over anhydrous Na,SO., filtered, concentrated in vacuo. The
residue was purified using ISCO (dichloromethane/methanol, 0%-10%) to yield compound 11.
UPLC-MS RT: 1.76 min (Method A), Mass m/z: 869.52 [M+Na]".

A solution of 11 (40 mg, 0.047 mmol, 1.0 eq.) in THF (0.5 mL) was treated with 2N aqueous HCI
(250 uL, 10 eq.). The reaction was stirred at 35°C for 2 h and monitored by UPLC-MS. Once the
limiting starting material was consumed, the reaction was quenched with aqueous NaHCO3 and
extracted with iPrOH/CHCIs. The organic layers were combined, washed with brine, dried over
anhydrous Na>SOy, filtered, and concentrated in vacuo to yield L12 and the residue was used in
the next step without further purification. UPLC-MS RT: 1.46 min (Method A), Mass m/z: 795.41
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tert-butyl  ((S)-1-(((S)-1-cyclohexyl-2-0x0-2-((S)-2-(4-(3-(2-(2-(2-oxoethoxy)ethoxy)ethoxy)
benzoyl)thiazol-2-yl)pyrrolidin-1-yl)ethyl)amino)-1-oxopropan-2-yl)(methyl)carbamate, L14
was synthesized from 2-(2-(2,2-diethoxyethoxy)ethoxy)ethan-1-ol using similar procedures.
UPLC-MS RT: 1.41 min (Method A), Mass m/z: 728.71 [M+H]".
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tert-butyl ((S)-1-(((S)-1-cyclohexyl-2-o0x0-2-((S)-2-(4-(3-((5-oxopentyl)oxy)benzoyl)thiazol-2-
yDpyrrolidin-1-yl)ethyl)amino)-1-oxopropan-2-yl)(methyl)carbamate, L15 was synthesized
from 2-(4-bromobutyl)-1,3-dioxolane using similar procedures. UPLC-MS RT: 1.69 min (Method
A), Mass m/z: 683.60 [M+H]".
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tert-butyl ((S)-1-(((S)-1-cyclohexyl-2-((S)-2-(4-(3-(2-hydroxyethoxy)benzoylthiazol-2-yl)
pyrrolidin-1-yl)-2-oxoethyl)amino)-1-oxopropan-2-yl)(methyl)carbamate, L16

A mixture of compound 10 (Shibata et al., 2018) (50 mg, 0.083 mmol, 1.0 eq.) and 2-iodoethan-
1-0l (12) (15.4 uL, 2.4 eq.) in DMF (1 mL) was treated with K;CO3 (17 mg, 1.5 eq.). The reaction
mixture was heated at 70°C for 2 days and monitored by UPLC-MS. Once the limiting starting
material was consumed, the reaction was filtered and extracted with ethyl acetate. The organic
layers were combined, dried over anhydrous Na>SOs., filtered, concentrated in vacuo. The residue
was purified using a short silica column (dichloromethane/MeOH) to yield compound L16. UPLC-
MS RT: 1.44 min (Method A), Mass m/z: 643.00 [M+H]".
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tert-butyl ((S)-1-(((S)-1-cyclohexyl-2-((S)-2-(4-(3-(2-(2-hydroxyethoxy)ethoxy)benzoyl)
thiazol-2-yl)pyrrolidin-1-yl)-2-oxoethyl)amino)-1-oxopropan-2-yl)(methyl)carbamate, L13
was synthesized from compound 10 and 2-(2-bromoethoxy)ethan-1-ol using similar procedures.
UPLC-MS RT: 1.44 min (Method A), Mass m/z: 687.00 [M+H]*.



Synthesis to assemble heterobifunctional degraders

General procedure for degraders based on SAHA and thalidomide — |
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methyl 8-((4-((tert-butoxycarbonyl)(methyl)amino)phenyl)amino)-8-oxooctanoate, 15

To a mixture of tert-butyl (4-aminophenyl)(methyl)carbamate (13) (1 g, 4.5 mmol, 1.0 eq.) and 8-
methoxy-8-oxooctanoic acid (14) (847 mg, 1.0 eq.) in dichloromethane (18 mL) were added EDCI
(951 mg, 1.1 eq.), HOBt (669 mg, 1.1 eq.) and DIEA (1.17 mL, 1.5 eq.) at 0 °C. The mixture was
warmed to room temperature, stirred for an additional 2 h. The reaction was monitored by UPLC-
MS. Once the reaction was complete, the mixture was quenched with H,O and extracted with
dichloromethane. The organic layers were combined and washed with brine, dried over
anhydrous Na»SO,, filtered and concentrated in vacuo. The residue was purified using ISCO
(hexanes/ethyl acetate, 20%-80%) to yield compound 15 (1.49 g, 84% yield). UPLC-MS RT: 1.45
min (Method A), Mass m/z: 393.37 [M+H]".
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8-((4-((tert-butoxycarbonyl)(methyl)amino)phenyl)amino)-8-oxooctanoic acid, 16

BocN

Compound 15 (1.34 g, 3.4 mmol, 1.0 eq.) was dissolved in a mixture of THF and H2O (1:1, 30
mL). The mixture was treated with LiOH (287 mg, 2.0 eq.) and stirred at room temperature for 4



h. Once the reaction was complete, the mixture was acidified with 2N aqueous HCI. The
precipitate was filtered, washed with cold H>O and dried with a stream of nitrogen. The residue
was used without further purification (1.07 g, 83% yield). UPLC-MS RT: 1.23 min (Method A),
Mass m/z: 322.87 [M-tBu+H]".
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tert-butyl 8-((4-((tert-butoxycarbonyl)(methyl)amino)phenyl)amino)-8-oxooctanoate, 17

A solution of 16 (500 mg, 1.32 mmol, 1.0 eq.) in tert-butanol (7 mL) was treated with Boc,O (577
mg, 2.0 eq.) and catalytic amount of DMAP (24 mg, 0.15 eq.). The mixture was stirred at room
temperature for 12 h. The reaction was monitored by UPLC-MS, and once the reaction was
complete, the mixture was concentrated in vacuo and passed through a silica plug. The eluent
was collected, concentrated in vacuo and the residue was used without further purification. UPLC-
MS RT: 1.71 min (Method A), Mass m/z: 378.97 [M-tBu+H]".

H¢© )
(o)
tert-butyl 8-((4-(methylamino)phenyl)amino)-8-oxooctanoate, 18

To a solution of 17 (1.0 eq., crude from last step) in ethyl acetate (13 mL) was added 4N HCl in
dioxane (1.63 mL, 5.0 eq.), and the mixture was stirred at room temperature for 20 h. Additional
HCI (0.82 mL, 2.5 eq.) was added, and the mixture was stirred for an additional 2 h. Once the
reaction was complete, solvent was removed in vacuo to yield the title compound 18 (150 mg,
34% vyield over 2 steps). UPLC-MS RT: 1.11 min (Method A), Mass m/z: 334.97 [M+H]".
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tert-butyl 8-((4-(6-((2-(2,6-dioxopiperidin-3-yl)-1,3-dioxoisoindolin-4-yl)amino)-N-
methylhexanamido)phenyl)amino)-8-oxooctanoate, 19

To a solution of 18 (30 mg, 0.054 mmol, 1.0 eq.) in DMF (1 mL) was added 6-((2-(2,6-
dioxopiperidin-3-yl)-1,3-dioxoisoindolin-4-yl)amino)hexanoic acid (L3) (35 mg, 1.0 eq.). The
mixture was treated with HATU (41 mg, 1.2 eq.) and DIEA (31 uL, 2 eq.), and the reaction mixture
was stirred at room temperature for 1 h. The reaction was monitored by UPLC-MS, and once the
reaction was complete, the mixture was quenched with H,O and extract three times with ethyl
acetate. The organic layers were combined and washed with brine, dried over anhydrous Na>SOa,
fitered and concentrated in vacuo. The residue was purified using [ISCO
(dichloromethane/methanol, 0%-10%) to yield the title compound 19. UPLC-MS RT: 1.54 min
(Method A), Mass m/z: 647.90 [M-tBu+H]*.
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8-((4-(6-((2-(2,6-dioxopiperidin-3-yl)-1,3-dioxoisoindolin-4-yl)amino)-N-methylhexanamido)
phenyl)amino)-8-oxooctanoic acid, 20

Compound 19 was treated with a mixture of TFA/dichloromethane (1:5 mixture). The mixture was
stirred at room temperature for 2 h. The reaction was monitored by UPLC-MS, and once the
reaction was complete, solvent was removed in vacuo, and the residue was used in the next step
without further purification. UPLC-MS RT: 1.13 min (Method A), Mass m/z: 647.90 [M+H]".
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N*-(4-(6-((2-(2,6-dioxopiperidin-3-yl)-1,3-dioxoisoindolin-4-yl)amino)-N-
methylhexanamido)
phenyl)-N8-hydroxyoctanediamide (XY-07-028)

To a solution of 20 (17 mg, 0.03 mmol, 1.0 eq.) in DMF (0.5 mL) were added EDCI (5.6 mg, 1.1
eq.) and HOBt (3.9 mg, 1.1 eq.) at 0 °C. The mixture was stirred at 0 °C for 1 h, then freshly made
NH2OH in methanol (2.0 eq) (Remiszewski et al., 2003) was added, followed by DMAP (cat. 1
crystal). The reaction was gradually warmed to room temperature and stirred for 1 h. Once the
reaction was complete, solvent was removed, and the residue was purified using HPLC
(H2O/acetonitrile, 0%-100%) to yield the title compound XY-07-028 as a yellow powder (3.2 mg,
19% yield). UPLC-MS RT: 1.00 min (Method A), Mass m/z: 662.90 [M+H]*. Purity is >95%.
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N*-(4-(4-((2-(2,6-dioxopiperidin-3-yl)-1,3-dioxoisoindolin-4-yl)amino)-N-methylbutanamido)
phenyl)-N8-hydroxyoctanediamide (XY-07-035)

XY-07-035 was synthesized from compound 18 and L2 using similar procedures and was
obtained as a yellow powder. UPLC-MS RT: 0.76 min (Method A), Mass m/z: 635.32 [M+H]".
Purity is >95%. 'H NMR (500 MHz, DMSO-ds) d 11.08 (s, 1H), 10.33 (s, 1H), 9.96 (s, 1H), 8.65
(s, 1H),7.61 (d,J=8.3 Hz, 2H), 7.56 (t, J = 7.8 Hz, 1H), 7.19 (d, J = 8.4 Hz, 2H), 7.07 (d, J = 8.6
Hz, 1H), 7.00 (d, J = 7.0 Hz, 1H), 6.58 — 6.51 (m, 1H), 5.04 (dd, J = 12.8, 5.4 Hz, 1H), 3.20 (d, J
=7.1 Hz, 2H), 3.11 (s, 3H), 2.88 (ddd, J = 16.9, 14.0, 5.4 Hz, 1H), 2.63 — 2.46 (m, 2H), 2.29 (t, J
= 7.4 Hz, 2H), 2.08 (t, J = 6.8 Hz, 2H), 2.02 (dtd, J = 12.7, 5.2, 2.2 Hz, 1H), 1.94 (t, J = 7.4 Hz,
2H), 1.77 — 1.67 (m, 2H), 1.57 (p, J = 7.1 Hz, 2H), 1.49 (p, J = 7.4 Hz, 2H), 1.35 - 1.21 (m, 4H).
13C NMR (126 MHz, DMSO) & 172.83, 171.37, 171.35, 170.14, 169.12, 168.79, 167.32, 146.30,
138.53, 138.44, 136.19, 132.21, 127.62 (2C), 119.83 (2C), 117.24, 110.39, 109.05, 48.53, 41.38,
36.86, 36.37, 32.25, 30.99, 30.61, 28.41, 28.41, 25.04, 25.00, 24.40, 22.16.



XY-07-191

N1-hydroxy-N8-(4-(N-methyl-4-((2-(1-methyl-2,6-dioxopiperidin-3-yl)-1,3-dioxoisoindolin-4-
yl)amino)butanamido)phenyl)octanediamide (XY-07-191)

XY-07-191 was synthesized from compound 18 and L2-negative using similar procedures and
was obtained as a yellow powder. UPLC-MS RT: 0.96 min (Method A), Mass m/z: 649.36 [M+H]".
Purity is >95%. *H NMR (500 MHz, DMSO-ds) d 10.33 (s, 1H), 9.96 (s, 1H), 8.65 (s, 1H), 7.61 (d,
J=8.3Hz 2H),7.56 (t, J=7.8 Hz, 1H), 7.19 (d, J = 8.7 Hz, 2H), 7.08 (d, J = 8.6 Hz, 1H), 7.01
(d, J=7.0 Hz, 1H), 6.55 (s, 1H), 5.11 (dd, J = 13.0, 5.5 Hz, 1H), 3.20 (dd, J = 13.1, 6.0 Hz, 2H),
3.11 (s, 3H), 3.01 (s, 3H), 2.94 (ddd, J = 17.1, 13.9, 5.4 Hz, 1H), 2.76 (ddd, J = 17.2, 4.5, 2.6 Hz,
1H), 2.58 — 2.47 (m, 1H), 2.29 (t, J = 7.4 Hz, 2H), 2.11 —2.00 (m, 3H), 1.94 (t, J = 7.4 Hz, 2H),
1.77 - 1.68 (m, 2H), 1.57 (p, J=7.4Hz 2H),1.49 (p, J=7.4 Hz, 2H), 1.34 — 1.20 (m, 4H).
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XY-07-029

Nl-(4-(8-((2-(2,6-dioxopiperid in-3-yl)-1,3-dioxoisoindolin-4-yl)amino)-N-methyloctanamido)
phenyl)-Né-hydroxyoctanediamide (XY-07-029)

XY-07-029 was synthesized from compound 18 and L4 using similar procedures and was
obtained as a yellow powder. UPLC-MS RT: 1.12 min (Method A), Mass m/z: 690.80 [M+H]".
Purity is >95%.

’§§ ;\’]@ Hj\/\/\/T“\OH

XY-07-033

N*-(4-(3-(2-((2-(2,6-dioxopiperidin-3-yl)-1,3-dioxoisoindolin-4-yl)amino)ethoxy)-N-
methylpropanamido)phenyl)-N8-hydroxyoctanediamide (XY-07-033)

XY-07-033 was synthesized from compound 18 and L1 using similar procedures and was
obtained as a yellow powder. UPLC-MS RT: 0.91 min (Method A), Mass m/z: 664.80 [M+H]".
Purity is >95%. 'H NMR (500 MHz, Methanol-ds) & 9.82 (s, 1H), 7.60 (d, J = 8.2 Hz, 2H), 7.54
(dd, J=8.5,7.1 Hz, 1H), 7.20 (d, J = 8.3 Hz, 2H), 7.09 — 7.03 (m, 2H), 5.09 (dd, J = 12.4, 5.4 Hz,
1H), 3.70 (t, J = 5.9 Hz, 2H), 3.61 (t, J = 5.1 Hz, 2H), 3.46 (t, J = 5.3 Hz, 2H), 3.22 (s, 3H), 2.88
(ddd, J =18.6, 13.7, 5.3 Hz, 1H), 2.79 — 2.68 (m, 2H), 2.41 — 2.33 (m, 4H), 2.16 — 2.06 (m, 3H),
1.74 —1.59 (m, 4H), 1.46 — 1.34 (m, 4H).

ZK_J} ;:]@ Hj\/\/\/\g“\ou

XY-07-034

N*-(4-(3-(2-(2-((2-(2,6-dioxopiperidin-3-yl)-1,3-dioxoisoindolin-4-yl)amino)ethoxy)ethoxy)-
N-methylpropanamido)phenyl)-N8-hydroxyoctanediamide (XY-07-034)



XY-07-034 was synthesized from compound 18 and L5 using similar procedures and was
obtained as a yellow powder. UPLC-MS RT: 0.91 min (Method A), Mass m/z: 708.80 [M+H]".
Purity is >95%.

Synthesis of SAHA intermediate
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tert-butyl (4-aminobenzyl)(methyl)carbamate, 22

2

To a solution of 4-((methylamino)methyl)aniline (21) (1 g, 7.35 mmol, 1.0 eq.) in THF (37 mL) was
added Boc20 (1.9 g, 1.2 eq.) at 0 °C. The mixture was warmed to room temperature and stirred for 2 h.
When the starting material was consumed, solvent was removed in vacuo, and the residue was purified
using ISCO (hexanes/ethyl acetate, 0%-45%) to yield the title compound 22 (1.68 g, 97% yield). UPLC-
MS RT: 0.83 min (Method A), Mass m/z: 105.92 [M-CHsNBoc].

methyl 8-((4-(((tert-butoxycarbonyl)(methyl)amino)methyl)phenyl)amino)-8-oxooctanoate,
23

To a mixture of 22 (1.43 g, 6.06 mmol, 1.0 eq.) and 8-methoxy-8-oxooctanoic acid (14) (1.14 g,
1.0 eq.) in dichloromethane (30 mL) were added EDCI (1.28 g, 1.1 eq.), HOBt (900 mg, 1.1 eq.)
and DIEA (1.58 mL, 1.5 eq.) at 0 °C. The mixture was warmed to room temperature and stirred for
5 h. When the starting material was consumed, the mixture was quenched with H.O and extracted
three times with dichloromethane. The organic layers were combined and washed with brine,
dried over anhydrous Na>SOys, filtered and concentrated in vacuo. The residue was purified using
ISCO (dichloromethane/ethyl acetate, 0%-40%) to yield the title compound 23 (2.28 g, 93% vyield).
UPLC-MS RT: 1.49 min (Method A), Mass m/z: 407.37 [M+H]".
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8-((4-(((tert-butoxycarbonyl)(methyl)amino)methyl)phenyl)amino)-8-oxooctanoic acid, 24



Compound 23 (1.14 g, 2.81 mmol, 1.0 eq.) was dissolved in a mixture of THF and H.O (1:1
mixture, 15 mL) and the reaction mixture was treated with LiOH (236 mg, 2.0 eq.) and stirred at
room temperature for 1 h. When the starting material was consumed, the mixture was acidified with
2N aqueous HCI and extract three times with ethyl acetate. The organic layers were combined and
washed with brine, dried over anhydrous Na,SOy, filtered and concentrated in vacuo. The residue
was used in the next step without further purification. UPLC-MS RT: 1.28 min (Method A), Mass
m/z: 393.17 [M+H]".
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tert-butyl 8-((4-(((tert-butoxycarbonyl)(methyl)amino)methyl)phenyl)amino)-8-
oxooctanoate, 25

To a solution of 24 (1.10 g, 2.81 mmol, 1.0 eq. crude from last step) in tert-butanol (14 mL) were
added Boc,O (918 mg, 1.5 eq.) and DMAP (69 mg, 0.2 eq.). The mixture was stirred at room
temperature for 24 h. When the starting material was consumed, solvent was removed in vacuo, and
the residue was purified using ISCO (dichloromethane/ethyl acetate, 0%-30%) to yield the title

compound 25 (670 mg, 53% yield). UPLC-MS RT: 1.75 min (Method A), Mass m/z: 349.17 [M-
Boc+H]".
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tert-butyl 8-((4-((methylamino)methyl)phenyl)amino)-8-oxooctanoate, 26

A solution of 25 (670 mg, 1.49 mmol, 1.0 eq.) in ethyl acetate (7.5 mL) was treated with 4N HCI
in dioxane (3 mL, 8.0 eq.), and the reaction mixture was stirred at room temperature for 12 h.
When the starting material was consumed, the mixture was basified with 2N aqueous NaOH and
extract three times with ethyl acetate. The organic layers were combined and washed with brine,
dried over anhydrous Na>SOys, filtered and concentrated in vacuo. The residue was purified using
ISCO (dichloromethane/methanol, 0%-10%) to yield the title compound 26 (350 mg, 67% yield).
UPLC-MS RT: 0.93 min (Method A), Mass m/z: 349.17 [M+H]".



General procedure for degraders based on SAHA and thalidomide — Il

o o
NH NH Y 0
(o] o] H O.
N
0 Dess Martin 0 H 26 o

N 7 . N
o ] DCM, 0°C to rt o N
SN NN0H SN Na(OAc);BH, DCM, rt, 2h
L6

! 4 TFA, DCM N’ EDCI, HOB, DMF
’ )0,
o N A~~~ > H 0°C, 2h
1 i o NS~ >
! OtBn' 2 N o then NH,OTHP, DIEA
7 H " ! NJ\/\/\/WOH 0°C; ah

tert-butyl 8-((4-(((6-((2-(2,6-dioxopiperidin-3-yl)-1,3-dioxoisoindolin-4-yl)amino)hexyl)
(methyl)amino)methyl)phenyl)amino)-8-oxooctanoate, 27

A solution of 2-(2,6-dioxopiperidin-3-yl)-4-((6-hydroxyhexyl)amino)isoindoline-1,3-dione (L6) (40
mg, 0.11 mmol, 1.0 eq.) in dichloromethane (1 mL) was treated with Dess-Martin periodinane (48
mg, 1.05 eq.) at 0 °C. The reaction mixture was warmed gradually to room temperature and stirred
for 2 h. When the starting material was consumed, the reaction mixture was quenched with aqueous

NaHCOs, extract three times with ethyl acetate. The organic layers were combined and washed
with brine, dried over anhydrous Na»SOys, filtered and concentrated in vacuo. The residue was
passed through a short column and the eluent was collected and concentrated in vacuo. The
residue was used in the next step without further purification. UPLC-MS RT: 1.14 min (Method
A), Mass m/z: 354.17 [M-H,O+H]".

The crude residue from last step (30 mg, 1.0 eq.) was dissolved in dichloromethane (2 mL), and
26 (28.2 mg, 1.0 eq.) was added at room temperature, followed by NaBH(OAc)s (25.8 mg, 1.5
eq.). The reaction mixture was stirred at room temperature for 2 h. When the limiting starting
material was consumed, the reaction was quench with aqueous NaHCO3, extract three times with
dichloromethane. The organic layers were combined and washed with brine, dried over
anhydrous Na»SO,, filtered and concentrated in vacuo. The residue was purified using ISCO
(dichloromethane/methanol, 0%-10%) to yield the title compound 27 (40 mg, 53% vyield). UPLC-
MS RT: 1.29 min (Method A), Mass m/z: 704.60 [M+H]".



8-((4-(((6-((2-(2,6-dioxopiperidin-3-yl)-1,3-dioxoisoindolin-4-
yl)amino)hexyl)(methyl)amino)methyl)phenyl)amino)-8-oxooctanoic acid, 28

Compound 27 (40 mg, 0.057 mmol, 1.0 eq.) was treated with a mixture of TFA/dichloromethane
(1:5) at room temperature. The reaction was stirred for 2 h. When the starting material was

consumed, solvent was removed in vacuo, and the residue was used in the next step without further
purification. UPLC-MS RT: 0.95 min (Method A), Mass m/z: 647.90 [M+H]*.

N*-(4-(((6-((2-(2,6-dioxopiperidin-3-yl)-1,3-dioxoisoindolin-4-
yl)amino)hexyl)(methyl)amino)
methyl)phenyl)-N8-((tetrahydro-2H-pyran-2-yl)oxy)octanediamide, 29

To a solution of 28 (18 mg, 0.028 mmol, 1.0 eq.) in DMF (0.5 mL) were added EDCI (6.4 mg, 1.2
eq.) and HOBt (4.5 mg, 1.2 eq.) at 0 °C. The mixture was stirred at 0 °C for 2 h, then NH,OTHP
(4.9 mg, 1.5eq.) and DIEA (9.7 uL, 2 eq.) were added at 0 °C. The reaction mixture was gradually
warmed to room temperature and stirred for another 4 h. When the starting material was consumed,
solvent was removed in vacuo, and the residue was purified using HPLC (H.O/acetonitrile, 0%-
100%) to yield the title compound 29. UPLC-MS RT: 1.00 min (Method A), Mass m/z: 747.01
[M+H]".
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XY-07-060 H o
N*-(4-(((6-((2-(2,6-dioxopiperidin-3-yl)-1,3-dioxoisoindolin-4-
yl)amino)hexyl)(methyl)amino)
methyl)phenyl)-N8-hydroxyoctanediamide (XY-07-060)

A solution of 29 (1.0 eq. from last step) in solvent mixture of dioxane and methanol (1:1, 1 mL)
was treated with 4N HCI in dioxane (70 uL, 10 eq.) at O °C. The reaction was warmed to room
temperature and stirred for 3 h. When the starting material was consumed, solvent was removed in
vacuo, and the residue was purified using HPLC (H.O/acetonitrile, 0%-100%) to yield the title



compound XY-07-060 as a yellow powder (3.4 mg, 18% vyield over 2 steps). UPLC-MS RT: 0.83
min (Method A), Mass m/z: 662.90 [M+H]".

General procedure for degraders based on SAHA and thalidomide — Il
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tert-butyl 8-((4-(((4-(1,3-dioxoisoindolin-2-yl)butyl)(methyl)amino)methyl)phenyl)amino)-8-
oxooctanoate, 30

To a solution of 26 (92 mg, 0.26 moml, 1.0 eq.) and 2-(4-bromobutyl)isoindoline-1,3-dione (112
mg, 1.5 eq.) in acetonitrile (2.6 mL) were added K>COs3 (73 m, 2 eq.) and Nal (4 mg, 0.1 eq.) in
one portion. The reaction mixture was heated to 65 °C and stirred for 12 h. When the limiting
starting material was consumed, the mixture was filtered through a pad of Celite®, concentrate in
vacuo, and the residue was purified using ISCO (dichloromethane/ethyl acetate, 0%-75%) to yield
the title compound 30 (112 mg, 77% yield). UPLC-MS RT: 1.24 min (Method A), Mass m/z: 549.89
[M+H]*.

HZN\/\/\N/\©\ JI\/\/\/\n/ \'<

tert-butyl 8-((4-(((4-aminobutyl)(methyl)amino)methyl)phenyl)amino)-8-oxooctanoate, 31



A solution of 30 (112 mg, 0.20 mmol, 1.0 eq.) in methanol (2 mL) was treated with NoH4*H>O (50
pL, 5.0 eq.). The reaction mixture was stirred at room temperature for 12 h. When the starting
material was consumed, the mixture was acidified with 2N aqueous HCI to pH 1, washed twice with
diethyl ether. The aqueous layer was then basified with 2N aqueous NaOH to pH >10, and back
extracted three times with ethyl acetate. The organic layers were combined and washed with
brine, dried over anhydrous Na»SOy, filtered and concentrated in vacuo. The residue was purified
using ISCO (dichloromethane/methanol/NHs, 0%-15%) to yield the title compound 31 (85 mg,
quant. yield). UPLC-MS RT: 0.73 min (Method A), Mass m/z: 420.17 [M+H]*.
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tert-butyl 8-((4-(((4-((2-(2,6-dioxopiperidin-3-yl)-1,3-dioxoisoindolin-4-yl)amino)butyl)
(methyl)amino)methyl)phenyl)amino)-8-oxooctanoate, 32

To a solution of 31 (85 mg, 0.20 mmol, 1.0 eq.) and 2-(2,6-dioxopiperidin-3-yl)-4-fluoroisoindoline-
1,3-dione (1) (67 mg, 1.2 eq.) in DMSO (2 mL) was added DIEA (106 uL, 3.0 eq.). The reaction
was sealed and heated to 150 °C and stirred for 1 h. When the limiting starting material was
consumed, the reaction was cooled to room temperature, DIEA was removed in vacuo and the residue

was purified first using HPLC (H2O/acetonitrile, 0%-100%), and then with ISCO
(dichloromethane/methanol, 0%-10%) to yield the title compound 32. UPLC-MS RT: 1.23 min
(Method A), Mass m/z: 676.00 [M+H]*.
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8-((4-(((4-((2-(2,6-dioxopiperidin-3-yl)-1,3-dioxoisoindolin-4-y)amino)butyl)(methyl)amino)
methyl)phenyl)amino)-8-oxooctanoic acid, 33

Compound 32 (80 mg, 1.0 eq. from last step) was treated with a mixture of TFA/dichloromethane
(1:5), and the reaction was stirred at room temperature for 6 h. When the starting material was
consumed, solvent was removed in vacuo, and the residue was used in the next step without further

purification (30 mg, 24% yield over 2 steps). UPLC-MS RT: 0.88 min (Method A), Mass m/z: 619.99
[M+H]*.



N*-(4-(((4-((2-(2,6-dioxopiperidin-3-yl)-1,3-dioxoisoindolin-4-yl)amino)butyl)(methyl)amino)
methyl)phenyl)-N8-((tetrahydro-2H-pyran-2-yl)oxy)octanediamide, 34

To a solution of 33 (30 mg, 0.048 mmol, 1.0 eq.) in DMF (0.5 mL) were added EDCI (10.2 mg,
1.2eq.),HOBt (7.2 mg, 1.2 eq.) at 0 °C, and the mixture was stirred at 0 °C for 2 h, then NH.OTHP
(7.8 mg, 1.5 eq.) and DIEA (15 uL, 2.0 eq.) were added at 0 °C. The reaction mixture was stirred
at 0 °C and gradually warmed to room temperature and stirred for another 4 h. Solvent was then
removed in vacuo, and the residue was purified using HPLC (H2O/acetonitrile, 0%-100%) to yield
the title compound 34. UPLC-MS RT: 0.86 min (Method A), Mass m/z: 718.90 [M+H]".
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N*-(4-(((4-((2-(2,6-dioxopiperidin-3-yl)-1,3-dioxoisoindolin-4-yl)amino)butyl)(methyl)amino)
methyl)phenyl)-N8-hydroxyoctanediamide (XY-07-099)

A solution of 34 (1.0 eq. from last step) in solvent mixture of dioxane and methanol (1:1, 1 mL)
was treated with 4N HCI in dioxane (121 pL, 10 eq.) at 0 °C. The reaction was warmed to room
temperature and stirred for 3 h. When the starting material was consumed, solvent was removed in
vacuo, and the residue was purified using HPLC (H>O/acetonitrile, 0%-100%) to yield the title
compound XY-07-099 as a yellow powder (14.9 mg, 49% yield over 2 steps). UPLC-MS RT: 0.70
min (Method A), Mass m/z: 635.00 [M+H]". Purity is > 95% by UPLC. *H NMR (500 MHz, DMSO-
ds, as a TFA salt) 6 11.09 (s, 1H), 10.32 (s, 1H), 10.03 (s, 1H), 9.40 (s, 1H, tertiary R3NH"), 8.64
(s, 1H), 7.66 (d, J = 8.5 Hz, 2H), 7.60 (dd, J = 8.6, 7.1 Hz, 1H), 7.40 (d, J = 8.5 Hz, 2H), 7.11 (d,
J=8.6 Hz, 1H), 7.05 (d, J = 7.0 Hz, 1H), 6.63 (t, J = 6.1 Hz, 1H), 5.05 (dd, J = 12.8, 5.5 Hz, 1H),
4.30 (dd, J = 13.0, 4.1 Hz, 1H), 4.14 (dd, J = 13.1, 6.0 Hz, 1H), 3.37 — 3.31 (m, 2H), 3.18 — 3.09
(m, 1H), 3.00 (tt, J = 11.3, 5.6 Hz, 1H), 2.89 (ddd, J =17.0, 13.8, 5.4 Hz, 1H), 2.64 (d, J = 4.8 Hz,
3H), 2.62 — 2.55 (m, 1H), 2.54 — 2.52 (m, 1H), 2.30 (t, J = 7.4 Hz, 2H), 2.06 — 1.99 (m, 1H), 1.93
(t,J=7.4 Hz, 2H), 1.83 - 1.67 (m, 2H), 1.64 — 1.52 (m, 4H), 1.48 (p, J =7.2 Hz, 2H), 1.34 — 1.20
(m, 4H).
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XY-07-098

N*-(4-(((2-((2-(2,6-dioxopiperidin-3-yl)-1,3-dioxoisoindolin-4-yl)amino)ethyl)(methyl)amino)
methyl)phenyl)-Né-hydroxyoctanediamide (XY-07-098)

XY-07-098 was synthesized from 26 and 2-(2-bromoethyl)isoindoline-1,3-dione using similar
procedures, as a yellow powder. UPLC-MS RT: 0.58 min (Method A), Mass m/z: 606.99 [M+H]".
Purity is > 95% by UPLC. *H NMR (500 MHz, DMSO-ds, as a TFA salt) 5 11.11 (d, J = 4.4 Hz,
1H), 10.32 (s, 1H), 9.96 (d, J = 21.8 Hz, 1H), 9.52 (d, J = 22.7 Hz, 1H, tertiary RsNH"), 8.65 (s,



1H), 7.66 — 7.55 (m, 3H), 7.38 (dd, J = 11.1, 8.3 Hz, 2H), 7.14 — 7.04 (m, 2H), 6.86 (q, J = 7.2 Hz,
1H), 5.07 (dd, J = 12.8, 5.4 Hz, 1H), 4.40 — 4.30 (m, 1H), 4.29 — 4.20 (m, 1H), 3.81 — 3.63 (m
2H), 3.36 — 3.28 (m, 1H), 3.23 — 3.11 (m, 1H), 2.90 (ddd, J = 17.1, 13.8, 5.4 Hz, 1H), 2.78 (dd, J
=10.1, 4.6 Hz, 3H), 2.65 — 2.56 (m, 1H), 2.56 — 2.51 (m, 1H), 2.29 (t, J = 7.6 Hz, 2H), 2.12 — 2.01
(m, 1H), 1.94 (t, J = 7.4 Hz, 2H), 1.57 (p, J = 7.3 Hz, 2H), 1.49 (p, J = 7.2 Hz, 2H), 1.33 = 1.19 (m
4H). 3C NMR (126 MHz, DMSO) & 172.84, 171,51, 170.22, 169.09, 168.59, 167.21, 145.16,
140.44, 136.25, 132.29, 131.77, 131.76, 123.83, 118.93, 118.81, 117.15, 111.22, 110.22, 58.56,
52.84, 48.61, 39.52, 36.97, 36.36, 32.24, 30.99, 28.41, 28.40, 25.03, 24.91, 22.15.

General procedure for degraders based on SAHA and VHL ligand

\E?Q\HM _TFA Dem /\©\ J\/\/\/\( >‘\::3/Nal\/srX Ty /\©\ J\/\/\/\nﬂ\

MeCN, 60°C, 12h

(@ﬂm\ rngq ‘‘‘‘‘‘
_TFADCM \ﬂ/\/\ /\©\ J\/\/\/\n/ EDCI, HOBt "
N
38
DIEA, DMF, rt oﬁ/\ \n/\/\,r

s

N
h ot OH

NH,OH, NaOMe H"
—_—

XY-07-100

MeOH, 0°C

N )
H/\©\HJ\/\/\/\"/0\
o
methyl 8-((4-((methylamino)methyl)phenyl)amino)-8-oxooctanoate, 35

Compound 23 (500 mg, 1.23 mmol, 1.0 eq.) was treated with a mixture of TFA/dichloromethane
(1:5), and the reaction was stirred at room temperature for 3 h. When the starting material was
consumed, solvent was removed in vacuo, and the residue was treated with 4N HCI in dioxane and
concentrated in vacuo to exchange out the TFA counterion and to form the HCI salt. The residue
was used in the next step without further purification (434 mg, quant. yield). UPLC-MS RT: 0.73
min (Method A), Mass m/z: 306.87 [M+H]".
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methyl 8-((4-(((4-(tert-butoxy)-4-oxobutyl)(methyl)amino)methyl)phenyl)amino)-8-
oxooctanoate, 36



To a solution of 35 (87 mg, 0.28 mmol, 1.0 eq.) and tert-butyl 4-bromobutanoate (82 mg, 1.5 eq.)
in acetonitrile (2.5 mL) were added K,CO3 (85 mg, 2.5 eq.) and Nal (3.7 mg, 0.1 eq.) in one
portion. The reaction mixture was heated to 60 °C and stirred for 12 h. When the limiting starting
material was consumed, the mixture was filtered through a pad of Celite®, concentrate in vacuo,
and the residue was purified using ISCO (dichloromethane/methanol, 0%-10%) to yield the title
compound 36 (95 mg, 85% yield). UPLC-MS RT: 1.03 min (Method A), Mass m/z: 448.98 [M+H]".

4-((4-(8-methoxy-8-oxooctanamido)benzyl)(methyl)amino)butanoic acid, 37

Compound 36 (95 mg, 0.21 mmol, 1.0 eq.) was treated with a mixture of TFA/dichloromethane
(1:5), and the reaction was stirred at room temperature for 6 h. When the starting material was
consumed, solvent was removed in vacuo, and the residue was used in the next step without further
purification (90 mg). UPLC-MS RT: 0.75 min (Method A), Mass m/z: 393.07 [M+H]".
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methyl 8-((4-(((4-(((R)-1-((2R,4S)-4-hydroxy-2-(((R)-1-(4-(4-methylthiazol-5-yl)phenyl)ethyl)
carbamoyl)pyrrolidin-1-yl)-3,3-dimethyl-1-oxobutan-2-yl)amino)-4-
oxobutyl)(methyl)amino)

methyl)phenyl)amino)-8-oxooctanoate, 38

To a solution of 37 (30 mg, 0.076 mmol, 1.0 eq.) and (2R,4S)-1-((R)-2-amino-3,3-
dimethylbutanoyl)-4-hydroxy-N-((R)-1-(4-(4-methylthiazol-5-yl)phenyl)ethyl)pyrrolidine-2-
carboxamide (L9) (37 mg, 1.0 eq.) in DMF (0.8 mL), were added EDCI (17.7 mg, 1.2 eq.), HOBt
(12.4 mg, 1.2 eq.) and DIEA (40 puL, 3eq.). The reaction mixture was stirred at room temperature
for 12 h. When the limiting starting material was consumed, solvent was removed in vacuo, and the
residue was purified using HPLC (H2O/acetonitrile, 0%-100%) to yield the title compound 38 (42
mg, 67% yield). UPLC-MS RT: 1.10 min (Method A), Mass m/z: 818.81 [M+H]".

XY-07-100 (o]



N*-hydroxy-Ne-(4-(((4-(((R)-1-((2R,4S)-4-hydroxy-2-(((R)-1-(4-(4-methylthiazol-5-yl)phenyl)
ethyl)carbamoyl)pyrrolidin-1-yl)-3,3-dimethyl-1-oxobutan-2-yl)amino)-4-oxobutyl)(methyl)
amino)methyl)phenyl)octanediamide (XY-07-100)

A solution of 38 (42 mg, 0.051 mmol, 1.0 eq.) in methanol (1 mL) was treated with 50 wt% aqueous
NH>OH (32 uL, 10 eq.), followed by 25 wt% NaOMe in methanol (59 pL, 5 eq.) at 0 °C. The
reaction mixture was gradually warmed to room temperature and stirred for 7 h. When the starting

material was consumed, solvent was removed in vacuo, and the residue was purified using HPLC
(H20O/acetonitrile, 0%-100%) to yield the title compound XY-07-100 as a white powder (5.2 mg,
12.4% yield). UPLC-MS RT: 0.89 min (Method A), Mass m/z: 819.91 [M+H]*. *H NMR (500 MHz,
DMSO-dg, as a TFA salt) 8 10.32 (s, 1H), 10.04 (s, 1H), 9.58 (s, 1H, tertiary RsNH*), 8.99 (s, 1H),
8.73 (s, 1H),8.36 (dd, J=7.9,2.2 Hz, 1H), 8.02 (dd, J = 9.3, 7.1 Hz, 1H), 7.67 (d, J = 8.2 Hz, 2H),
7.44 (d, J =8.3 Hz, 2H), 7.40 (d, J = 8.2 Hz, 2H), 7.38 (d, J = 8.3 Hz, 2H), 5.09 (s, 1H), 4.92 (p, J
=7.0Hz, 1H), 4.51 (d, J = 7.4 Hz, 1H), 4.42 (t, J = 8.1 Hz, 1H), 4.34 — 4.26 (m, 2H), 4.21 - 4.13
(m, 1H), 3.65 — 3.53 (m, 2H), 3.15 - 3.00 (m, 1H), 3.00 — 2.88 (m, 1H), 2.66 (dd, J = 6.7, 4.9 Hz,
3H), 2.45 (s, 3H), 2.39 — 2.21 (m, 4H), 2.02 (dd, J = 13.3, 8.1 Hz, 1H), 1.93 (t, J = 7.4 Hz, 2H),
1.92 - 1.84 (m, 2H), 1.84 — 1.77 (m, 1H), 1.57 (p, J = 7.0 Hz, 2H), 1.48 (p, J = 7.2 Hz, 2H), 1.37
(d, J = 7.0 Hz, 3H), 1.33 — 1.21 (m, 4H), 0.93 (s, 9H). 13C NMR (126 MHz, DMSO) & 171.57,
170.98, 170.55, 169.30, 169.08, 151.51, 147.76, 144.58, 140.46, 131.76, 131.72, 131.10, 129.72,
128.83 (2C), 126.40 (2C), 124.02, 118.99 (2C), 68.78, 58.58, 58.14, 56.59, 56.30, 54.28, 47.69,
38.68, 37.80, 36.39, 35.28, 32.23, 31.70, 28.39 (2C), 26.43 (3C), 25.02, 24.97, 22.37, 19.80,
15.98.
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XY-07-103

Nl-hydroxy-N8-(4-(((6-(((S)-1-((28,4R)-4-hydroxy-2-(((S)-1-(4-(4-methylthiazol-5-y|)
phenyl)ethyl)carbamoyl)pyrrolidin-1-yl)-3,3-dimethyl-1-oxobutan-2-yl)amino)-6-
oxohexyl)(methyl)amino)methyl)phenyl)octanediamide (XY-07-103) was synthesized from
23 and tert-butyl 6-bromohexanoate using similar procedures, and was obtained as a white
powder. UPLC-MS RT: 0.88 min (Method A), Mass m/z: 847.92 [M+H]*.

N

—

OH
HN_

e [Nf .

o N
lo) \n/\/\/\/\ N o

o l N
N ~OoH
XY-07-104 H 5

Nl-hyd roxy-N8-(4-(((6-(((S)-1-((28,4R)-4-hyd roxy-2-(((S)-1-(4-(4-methylthiazol-5-yl)
phenyl)ethylcarbamoyl)pyrrolidin-1-yl)-3,3-dimethyl-1-oxobutan-2-yl)amino)-6-



oxohexyl)(methyl)amino)methyl)phenyl)octanediamide (XY-07-104) was synthesized from
23 and tert-butyl 8-bromooctanoate using similar procedures, and was obtained as a white
powder. UPLC-MS RT: 0.96 min (Method A), Mass m/z: 875.72 [M+H]". Purity is > 95% by UPLC.



General procedure for degraders based on dacinostat and thalidomide
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methyl (E)-3-(4-(((2-(1H-indol-3-yl)ethyl)amino)methyl)phenyl)acrylate, 41

To a solution of tryptamine (39) (1.26g, 7.88 mmol, 1.0 eq.) in methanol was added methyl (E)-3-
(4-formylphenyl)acrylate (40) (1.5 g, 1.0 eq.) at 0 °C, and the reaction mixture was warmed to
room temperature and stirred for 2 h. The mixture was cooled to 0 °C again, and NaBH, (600 mg,
2.0 eq.) was added in several batches. The mixture was gradually warmed to room temperature
and stirred for an additional 12 h. When the limiting starting material was consumed, the reaction
was quench with aqueous NaHCO3 and extract three times with ethyl acetate. The organic layers
were combined and washed with brine, dried over anhydrous Na>SQ, filtered and concentrated
in vacuo. The residue was purified using ISCO (dichloromethane/methanol, 0%-10%) to yield the
titte compound 41. UPLC-MS RT: 0.80 min (Method A), Mass m/z: 334.97 [M+H]".
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NHBoc
methyl (E)-3-(4-(2-(2-(1H-indol-3-yl)ethyl)-14,14-dimethyl-12-0x0-5,8,13-trioxa-2,11-
diazapentadecyl)phenyl)acrylate, 42

To a solution of 41 (150 mg, 045 mmol, 1.0 eq.) and tert-butyl (2-(2-(2-
bromoethoxy)ethoxy)ethyl)carbamate (168 mg, 1.2 eq.) in acetonitrile (4.5 mL) were added K>CO3



(124 mg, 2.0 eq.) and Nal (6.7 mg, 0.1 eq.) in one portion. The reaction mixture was heated to 60
°C and stirred for 18 h. When the starting material was consumed, the mixture was filtered through
a pad of Celite®, concentrate in vacuo, and the residue was purified using ISCO
(dichloromethane/methanol, 0%-10%) to yield the title compound 42 (237mg, 93% vyield). UPLC-
MS RT: 1.22 min (Method A), Mass m/z: 565.89 [M+H]".
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(E)-3-(4-(2-(2-(1H-indol-3-yl)ethyl)-14,14-dimethyl-12-0x0-5,8,13-trioxa-2,11-
diazapentadecyl)phenyl)acrylic acid, 43

A solution of 42 (237 mg, 0.42 mmol, 1.0 eq.) in a solvent mixture of methanol/H.O (1:1, 4 mL)
was treated with 2N aqueous NaOH (629 uL, 3 eq.). The reaction was heated to 45 °C and stirred
for 1 h. When the starting material was consumed, the reaction was neutralized with 2N aqueous
HCI and extract three times with ethyl acetate. The organic layers were combined and washed
with brine, dried over anhydrous Na»SOs, filtered and concentrated in vacuo. The residue was
purified using ISCO (dichloromethane/methanol, 0%-10%) to yield the title compound 43 (187
mg, 81% yield). UPLC-MS RT: 0.85 min (Method A), Mass m/z: 552.32 [M+H]".

(E)-3-(4-(((2-(LH-indol-3-yl)ethy)(2-(2-(2-aminoethoxy)ethoxy)ethyl)amino)methyl)phenyl)
acrylic acid, 44

Compound 43 (82 mg, 0.15 mmol, 1.0 eq.) was treated with a mixture of TFA/dichloromethane
(1:5), and the reaction was stirred at room temperature for 4 h. When the starting material was

consumed, solvent was removed in vacuo, and the residue was used in the next step without
further purification. UPLC-MS RT: 0.59 min (Method A), Mass m/z: 451.88 [M+H]".
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(E)-3-(4-(((2-(1H-indol-3-yl)ethyl)(2-(2-(2-((2-(2,6-dioxopiperidin-3-yl)-1,3-dioxoisoindolin-4-
yl)amino)ethoxy)ethoxy)ethyl)amino)methyl)phenyl)acrylic acid, 45

To a solution of 44 (1.0 eq. crude from last step) in DMSO (1.5 mL) were added 2-(2,6-
dioxopiperidin-3-yl)-4-fluoroisoindoline-1,3-dione (1) (49 mg, 1.2 eq.) and DIEA (78 uL, 3.0 eq.).
The reaction mixture was heated to 150 °C and stirred for 90 min. When the starting material was



consumed, the reaction was cooled to room temperature, DIEA was removed in vacuo and the residue

was purified using HPLC (H20/acetonitrile, 0%-100%) to yield the title compound 45 (35 mg, 33%
yield over 2 steps). UPLC-MS RT: 0.96 min (Method A), Mass m/z: 707.80 [M+H]".
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(E)-3-(4-(((2-(1H-indol-3-yl)ethyl)(2-(2-(2-((2-(2,6-dioxopiperidin-3-yl)-1,3-dioxoisoindolin-4-
yl)amino)ethoxy)ethoxy)ethyl)amino)methyl)phenyl)-N-((tetrahydro-2H-pyran-2-yl)oxy)
acrylamide, 46

To a solution of 45 (35 mg, 0.050 mmol, 1.0 eq.) in DMF (1 mL) were added EDCI (10.6 mg, 1.1
eq.), HOBt (7.4 mg, 1.1 eq.) at 0 °C, and the mixture was stirred at 0 °C for 2 h, then NH,OTHP
(7.6 mg, 1.3 eq.) and DIEA (19 uL, 2 eq.) were added at 0 °C. The reaction mixture was stirred at
0 °C and gradually warmed up to room temperature and stirred for another 5 h. When the starting
material was consumed, solvent was removed in vacuo, and the residue was purified using HPLC
(H2O/acetonitrile, 0%-100%) to yield the title compound 46 (23 mg, 58% yield). UPLC-MS RT:
1.11 min (Method A), Mass m/z: 806.71 [M+H]".
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(E)-3-(4-(((2-(1H-indol-3-yl)ethyl)(2-(2-(2-((2-(2,6-dioxopiperidin-3-yl)-1,3-dioxoisoindolin-4-
yhamino)ethoxy)ethoxy)ethyl)amino)methyl)phenyl)-N-hydroxyacrylamide (XY-07-096)

Compound 46 (23 mg, 0.029 mmol, 1.0 eq.) was treated with a mixture of TFA/dichloromethane
(1:5), and the reaction was stirred at room temperature for 8 h. When the starting material was
consumed, solvent was removed in vacuo, and the residue was purified using HPLC
(H2O/acetonitrile, 0%-100%) to yield the title compound XY-07-096 as a yellow powder (7 mg,

34% yield). UPLC-MS RT: 0.93 min (Method A), Mass m/z: 722.90 [M+H]*. Purity is > 95% by
UPLC.
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(E)-3-(4-(((2-(AH-indol-3-yh)ethyl)(5-((2-(2,6-dioxopiperidin-3-yl)-1,3-dioxoisoindolin-4-yl)
amino)pentyl)amino)methyl)phenyl)-N-hydroxyacrylamide (XY-07-097) was synthesized
from 41 and 2-(5-bromopentyl)isoindoline-1,3-dione using similar procedures, and was obtained
as a yellow powder. UPLC-MS RT: 1.02 min (Method A), Mass m/z: 676.80 [M+H]*. Purity is >
95% by UPLC. *H NMR (500 MHz, DMSO-ds, as a TFA salt) 3 11.09 (s, 1H), 10.97 (s, 1H), 10.82
(s, 1H), 9.64 (s, 1H, tertiary RsNH"), 9.10 (s, 1H), 7.67 (d, J = 8.0 Hz, 2H), 7.63 — 7.56 (m, 3H),
7.49 (d,J=15.8Hz, 1H), 7.41 (d,J =7.9 Hz, 1H), 7.35 (d, J = 8.2 Hz, 1H), 7.22 (d, J = 2.4 Hz,
1H), 7.10 (d, J = 8.7 Hz, 1H), 7.10 — 7.06 (m, 1H), 7.04 (d, J = 6.9 Hz, 1H), 6.96 (t, J = 7.6 Hz,
1H), 6.56 (d, J = 6.0 Hz, 1H), 6.53 (dd, J = 7723.5, 15.9 Hz, 1H), 5.05 (dd, J = 12.8, 5.5 Hz, 1H),
448 (d, J =5.2 Hz, 2H), 3.30 (p, J = 7.9, 7.3 Hz, 4H), 3.22 — 3.04 (m, 4H), 2.88 (ddd, J = 17.0,
13.8, 5.4 Hz, 1H), 2.65 — 2.45 (m, 2H), 2.06 — 1.97 (m, 1H), 1.87 — 1.70 (m, 2H), 1.61 (p, J=7.3
Hz, 2H), 1.37 (p, J = 7.5 Hz, 2H). ¥°C NMR (126 MHz, DMSO) 5 172.83, 170.12, 168.97, 167.29,
162.43, 146.38, 137.41, 136.32, 136.23, 136.05, 132.23, 131.66 (2C), 131.11, 127.94 (2C),
126.57, 123.45, 121.29, 120.45, 118.52, 118.04, 117.19, 111.63, 110.50, 109.09, 108.76, 55.62,
51.91, 51.90, 48.56, 41.53, 30.98, 28.17, 23.41, 22.64, 22.17, 19.44.
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(E)-3-(4-(((2-(1LH-indol-3-yhethyl)(2-(2-((2-(2,6-dioxopiperidin-3-yl)-1,3-dioxoisoindolin-4-
yl)amino)ethoxy)ethyl)amino)methyl)phenyl)-N-hydroxyacrylamide (XY-07-085) was
synthesized from 41 and tert-butyl (2-(2-bromoethoxy)ethyl)carbamate using similar procedures,
and was obtained as a yellow powder. UPLC-MS RT: 0.93 min (Method A), Mass m/z: 678.90
[M+H]*. Purity is > 95% by UPLC. 'H NMR (500 MHz, Methanol-ds) & 10.44 (s, 1H), 7.62 — 7.55
(m, 3H), 7.53 (dd, J = 8.5, 7.1 Hz, 1H), 7.48 (d, J = 7.7 Hz, 2H), 7.34 (dd, J = 8.2, 2.8 Hz, 2H),
7.11 (s, 1H), 7.08 (t, J = 3.9 Hz, 1H), 7.06 — 7.02 (m, 2H), 6.91 (t, J = 7.5 Hz, 1H), 6.54 (d, J =
15.8 Hz, 1H), 4.94 — 4.89 (m, 1H), 3.92 (s, 2H), 3.75 (s, 2H), 3.60 (s, 2H), 3.54 (s, 4H), 3.37 (s,
2H), 3.30 - 3.17 (m, 2H), 2.74 (ddd, J = 17.5, 13.8, 5.3 Hz, 1H), 2.66 — 2.58 (m, 1H), 2.52 — 2.37
(m, 1H), 1.85-1.76 (m, 1H).
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XY-08-007

(E)-3-(4-(2-(2-(1H-indol-3-yl)ethyl)-13-((2-(2,6-dioxopiperidin-3-yl)-1,3-dioxoisoindolin-4-yl)
amino)-5,8,11-trioxa-2-azatridecyl)phenyl)-N-hydroxyacrylamide (XY-08-007) was
synthesized from 41 and tert-butyl (2-(2-(2-(2-bromoethoxy)ethoxy)ethoxy)ethyl)carbamate using
similar procedures, and was obtained as a yellow powder. UPLC-MS RT: 0.96 min (Method A),
Mass m/z: 766.91 [M+H]*. *H NMR (400 MHz, DMSO-dg) & (ppm) 11.10 (s, 1H), 10.73 (s, 1H),
7.60-7.46 (m, 3H),7.45—-7.26 (m, 5H), 7.13 - 6.99 (m, 4H), 6.89 (t, J = 7.4 Hz, 1H), 6.65 — 6.37
(m, 2H), 5.05 (dd, J=12.9, 5.4 Hz, 1H), 3.70 (d, J = 10.0 Hz, 2H), 3.58 (t, J = 5.4 Hz, 2H), 3.55 —
3.40 (m, 12H), 2.93 — 2.78 (m, 3H), 2.78 — 2.61 (m, 5H), 2.61 — 2.53 (m, 1H), 1.99 (dd, J = 6.7,
3.9 Hz, 1H).
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XY-08-008

(E)-3-(4-(2-(2-(1H-indol-3-yl)ethyl)-13-((2-(2,6-dioxopiperidin-3-yl)-1,3-dioxoisoindolin-4-yl)
amino)-5,8,11-trioxa-2-azatridecyl)phenyl)-N-hydroxyacrylamide (XY-08-008) was
synthesized from 41 and tert-butyl (14-bromo-3,6,9,12-tetraoxatetradecyl)carbamate using
similar procedures, and was obtained as a yellow powder. UPLC-MS RT: 0.98 min (Method A),
Mass m/z: 810.81 [M+H]*. Purity is > 95% by UPLC. *H NMR (400 MHz, DMSO-ds) d (ppm) 10.73
(s, 2H), 8.50 (s, 1H), 7.75 - 7.43 (m, 3H), 7.32 (dd, J = 21.6, 8.8 Hz, 4H), 7.06 (dt, J = 15.2, 8.4
Hz, 4H), 6.89 (t, J = 7.6 Hz, 1H), 6.59 (s, 1H), 6.44 (d, J = 15.8 Hz, 1H), 5.05 (dd, J = 13.0, 5.2
Hz, 1H), 3.71 (s, 2H), 3.58 (d, J = 5.1 Hz, 2H), 3.55 - 3.42 (m, 14H), 2.97 — 2.62 (m, 6H), 2.02 (t,
J=17.3 Hz, 2H), 1.52 — 1.12 (m, 4H).

CWQQW

(E)-3-(4-(2-(2-(1H-indol-3-yl)ethyl)-19-((2-(2,6-dioxopiperidin-3-yl)-1,3-dioxoisoindolin-4-yl)
amino)-5,8,11,14,17-pentaoxa-2-azanonadecyl)phenyl)-N-hydroxyacrylamide (XY-08-014)
was synthesized from 41 and tert-butyl (17-bromo-3,6,9,12,15-pentaoxaheptadecyl)carbamate
using similar procedures, and was obtained as a yellow powder. UPLC-MS RT: 1.02 min (Method



A), Mass m/z: 854.82 [M+HJ*. Purity is > 95% by UPLC. *H NMR (400 MHz, DMSO-ds) & (ppm)
11.39 (s, 1H), 11.11 (s, 1H), 10.97 (s, 1H), 8.95 (s, 1H), 7.66 (d, J = 7.8 Hz, 2H), 7.62 — 7.46 (m,
5H), 7.38 (d, J = 8.1 Hz, 1H), 7.24 (t, J = 7.6 Hz, 1H), 7.07 (ddd, J = 22.1, 17.1, 8.0 Hz, 4H), 6.54
(dd, J = 42.8, 10.6 Hz, 2H), 5.05 (dd, J = 12.7, 5.3 Hz, 1H), 4.24 (s, 2H), 3.96 (s, 2H), 3.66 — 3.49
(m, 21H), 3.21 (s, 3H), 3.12 — 3.04 (m, 2H), 2.89 (dd, J = 22.9, 8.3 Hz, 1H), 2.60 (dd, J = 37.8,
19.8 Hz, 2H), 2.08 — 1.96 (m, 1H).
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methyl (E)-3-(4-(((2-(1H-indol-3-yhethyl)(2-(3-(tert-butoxy)-3-oxopropoxy)ethyl)amino)
methyl)phenyl)acrylate, 47

To a solution of compound 41 (75 mg, 0.22 mmol, 1.0 eq.) and tert-butyl 3-(2-
bromoethoxy)propanoate (87 mg, 1.3 eq.) in acetonitrile (1.2 mL) were added K>.COs3 (62 mg, 2
eq.) and Nal (3.4 mg, 0.1 eq.) in one portion. The reaction mixture was heated up to 60 °C and
stirred for 16 h. When the limiting starting material was consumed, the mixture was filtered through
a pad of Celite®, concentrate in vacuo, and the residue was purified using ISCO
(dichloromethane/methanol, 0%-10%) to yield the title compound 47. UPLC-MS RT: 1.21 min
(Method A), Mass m/z: 506.98 [M+H]".
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(E)-3-(2-((2-(1H-indol-3-yl)ethyl)(4-(3-methoxy-3-oxoprop-1-en-1-yl)benzyl)amino)ethoxy)
propanoic acid, 48

Compound 47 (1.0 eq. from last step) was treated with a mixture of TFA/dichloromethane (1:5),
and the reaction was stirred at room temperature for 9 h. When the starting material was consumed,



solvent was removed in vacuo, and the residue was used in the next step without further
purification. UPLC-MS RT: 0.94 min (Method A), Mass m/z: 450.98 [M+H]*.
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methyl (E)-3-(4-(((2-(1H-indol-3-yhethyl)(2-(3-(((S)-1-((2S,4R)-4-hydroxy-2-(((S)-1-(4-(4-
methylthiazol-5-yl)phenyl)ethyl)carbamoyl)pyrrolidin-1-yl)-3,3-dimethyl-1-oxobutan-2-yl)
amino)-3-oxopropoxy)ethyll)amino)methyl)phenyl)acrylate, 49

To a solution of 48 (1.0 eq. crude from last step) and (2R,4S)-1-((R)-2-amino-3,3-
dimethylbutanoyl)-4-hydroxy-N-((R)-1-(4-(4-methylthiazol-5-yl)phenyl)ethyl)pyrrolidine-2-
carboxamide (L9) (108 mg, 1.0 eq.) in DMF (3 mL), were added EDCI (51.6 mg, 1.2 eq.), HOBt
(36.4 mg, 1.2 eq.) and DIEA (120 uL, 3 eq.). The reaction mixture was stirred at room temperature
for 7 h. When the limiting starting material was consumed, solvent was removed in vacuo, and the
residue was purified using HPLC (H>O/acetonitrile, 0%-100%) to yield the title compound 49 (59
mg, 30% yield over 3 steps). UPLC-MS RT: 1.32 min (Method A), Mass m/z: 876.72 [M+H]".
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(2S,4R)-1-((S)-2-(3-(2-((2-(1H-indol-3-yl)ethyl)(4-((E)-3-(hydroxyamino)-3-oxoprop-1-en-1-
yl)

benzyl)amino)ethoxy)propanamido)-3,3-dimethylbutanoyl)-4-hydroxy-N-((S)-1-(4-(4-
methylthiazol-5-yl)phenyl)ethyl)pyrrolidine-2-carboxamide (XY-07-090)

A solution of 49 (32 mg, 0.037 mmol, 1.0 eq.) in methanol (1 mL) was treated with 50 wt% aq.
NH>OH (22 uL, 10 eq.), followed by 25 wt% NaOMe in methanol (42 puL, 5 eq.) at 0 °C. The
reaction mixture was gradually warmed to room temperature and stirred for 2 h. When the starting

material was consumed, solvent was removed in vacuo, and the residue was purified using HPLC
(H2O/acetonitrile, 0%-100%) to yield the title compound XY-07-090 as a white powder (9.9 mg,
31% yield). UPLC-MS RT: 0.98 min (Method A), Mass m/z: 877.62 [M+H]". Purity is > 95% by
UPLC. 'H NMR (500 MHz, DMSO-ds) 5 10.96 (s, 1H), 10.82 (s, 1H), 9.66 (d, J = 26.1 Hz, 1H),
9.08 (br s, 1H, tertiary Rs3NH"), 8.98 (s, 1H), 8.35 (t, J = 7.7 Hz, 1H), 8.02 (dd, J = 26.3, 9.2 Hz,
1H), 7.72 —7.54 (m, 4H), 7.50 (d, J = 15.9 Hz, 1H), 7.45 - 7.39 (m, 3H), 7.39 — 7.33 (m, 3H), 7.22



(d, J = 2.4 Hz, 1H), 7.08 (ddd, J = 8.1, 6.9, 1.1 Hz, 1H), 6.97 (t, J = 7.4 Hz, 1H), 6.53 (d, J = 15.8
Hz, 1H), 5.12 (br s, 1H), 4.90 (td, J = 7.3, 2.9 Hz, 1H), 4.51 (dd, J = 16.1, 8.4 Hz, 3H), 4.41 (g, J
= 8.1 Hz, 1H), 4.28 (s, 1H), 3.88 — 3.24 (m, 10H), 3.25 — 3.04 (m, 2H), 2.68 — 2.57 (m, 1H), 2.49
—2.40 (m, 4H), 2.01 (dt, J = 14.0, 7.7 Hz, 1H), 1.78 (dt, J = 12.3, 6.5 Hz, 1H), 1.35 (dd, J = 7.0,
4.7 Hz, 3H), 0.90 (d, J = 6.4 Hz, 9H).*C NMR (126 MHz, DMSO) & 170.51, 170.01, 169.42,
169.33, 151.50, 147.75, 144.58, 136.23 (2C), 136.04, 131.87 (2C), 131.14, 131.09, 129.71,
128.82 (2C), 127.86 (2C), 126.58, 126.37 (2C), 123.41, 121.26, 120.39, 118.50, 118.03, 111.61,
108.71, 68.76, 66.86, 64.02, 58.58, 56.58, 56.36, 56.29, 52.60, 51.11, 47.69, 37.78, 35.26, 34.93,
26.38 (3C), 22.35, 19.48, 15.97.
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(2S,4R)-1-((S)-14-(tert-butyl)-3-(4-((E)-3-(hydroxyamino)-3-oxoprop-1-en-1-yl)benzyl)-1-
(1H-indol-3-yl)-12-0x0-6,9-dioxa-3,13-diazapentadecan-15-oyl)-4-hydroxy-N-((S)-1-(4-(4-
methylthiazol-5-yl)phenyl)ethyl)pyrrolidine-2-carboxamide (XY-07-093) was synthesized
from compound 41 and tert-butyl 3-(2-(2-bromoethoxy)
ethoxy)propanoate using similar procedures, and was obtained as a white powder. UPLC-MS RT:
0.81 min (Method A), Mass m/z: 922.59 [M+H]*. Purity is > 95% by UPLC. 'H NMR (500 MHz,
DMSO-ds, as a TFA salt) 5 10.96 (s, 1H), 10.82 (s, 1H), 9.69 (s, 1H, tertiary Rs3NH*), 9.15 (s, 1H),
8.98 (s, 1H), 8.36 (d, J =7.8 Hz, 1H), 7.85 (d, J = 9.3 Hz, 1H), 7.67 (d, J = 8.0 Hz, 2H), 7.62 (d, J
=7.8 Hz, 2H), 7.49 (d, J = 15.8 Hz, 1H), 7.45 - 7.40 (m, 3H), 7.39 — 7.33 (m, 3H), 7.21 (s, 1H),
7.08 (t, J=7.0Hz, 1H),6.97 (t, J =7.4 Hz, 1H), 6.53 (d, J = 15.9 Hz, 1H), 5.12 (s, 1H), 4.90 (p, J
=7.2Hz, 1H),4.59 — 4.45 (m, 3H), 4.41 (t, J = 8.1 Hz, 1H), 4.28 (s, 1H), 3.90 — 3.75 (m, 2H), 3.72
—3.41 (m, 8H), 3.43 — 3.27 (m, 4H), 3.25 — 3.07 (m, 2H), 2.55 — 2.47 (m, 1H), 2.45 (s, 3H), 2.33
(dt, 3 =14.8, 6.1 Hz, 1H), 2.07 — 1.97 (m, 1H), 1.79 (ddd, J = 12.9, 8.7, 4.6 Hz, 1H), 1.36 (d, J =
7.0 Hz, 3H), 0.91 (s, 9H).
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(2S,4R)-1-((S)-17-(tert-butyl)-3-(4-((E)-3-(hydroxyamino)-3-oxoprop-1-en-1-yl)benzyl)-1-
(1H-indol-3-yl)-15-0x0-6,9,12-trioxa-3,16-diazaoctadecan-18-oyl)-4-hydroxy-N-((S)-1-(4-(4-
methylthiazol-5-yl)phenyl)ethyl)pyrrolidine-2-carboxamide (XY-08-009) was synthesized
from compound 41 and tert-butyl 3-(2-(2-(2-bromoethoxy)ethoxy)ethoxy)propanoate using similar



procedures, and was obtained as a white powder. UPLC-MS RT: 1.03 min (Method A), Mass m/z:
965.93 [M+H]*. Purity is > 95% by UPLC. *H NMR (400 MHz, DMSO-dg) d (ppm) 13.11 — 12.53
(m, 2H), 10.75 (s, 3H), 9.02 (d, J = 24.1 Hz, 2H), 8.40 (d, J = 7.9 Hz, 1H), 8.14 (s, 1H), 7.88 (d, J
= 8.9 Hz, 1H), 7.80 — 7.23 (m, 6H), 7.04 (dd, J = 55.3, 28.0 Hz, 4H), 6.46 (s, 1H), 5.12 (d, J=3.2
Hz, 1H), 492 (d, J = 6.9 Hz, 1H), 4.61 — 4.17 (m, 3H), 3.73 (s, 1H), 3.41 (d, J = 50.8 Hz, 14H),
2.83 (s, 1H), 2.59 (d, J = 64.7 Hz, 6H), 2.45 (s, 3H), 2.31 (d, J = 17.1 Hz, 1H), 2.3 (s, 1H), 2.01
(s, 1H), 1.78 (s, 1H), 1.37 (d, J = 6.9 Hz, 3H), 0.92 (s, 9H).
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(2S,4R)-1-((S)-20-(tert-butyl)-3-(4-((E)-3-(hydroxyamino)-3-oxoprop-1-en-1-yl)benzyl)-1-
(1H-indol-3-yl)-18-0x0-6,9,12,15-tetraoxa-3,19-diazahenicosan-21-oyl)-4-hydroxy-N-((S)-1-
(4-(4-methylthiazol-5-yl)phenyl)ethyl)pyrrolidine-2-carboxamide (XY-08-010) was
synthesized from compound 41 and tert-butyl 1-bromo-3,6,9,12-tetraoxapentadecan-15-oate
using similar procedures, and was obtained as a white powder. UPLC-MS RT: 0.99 min (Method
A), Mass m/z: 1009.42 [M+H]*. Purity is > 95% by UPLC. *H NMR (400 MHz, DMSO-d¢) & (ppm)
11.39 (s, 1H), 10.98 (s, 1H), 8.99 (s, 3H), 8.40 (d, J =7.8 Hz, 1H), 7.89 (d, J = 9.4 Hz, 1H), 7.67
(d,J=7.4Hz, 2H), 753 (t, J = 12.0 Hz, 4H), 7.41 (dd, J = 23.9, 8.4 Hz, 5H), 7.30 — 7.20 (m, 1H),
7.11(dd, J=13.8,6.6 Hz, 1H), 7.01 (t, J = 7.4 Hz, 1H), 6.49 (d, J = 15.8 Hz, 1H), 4.97 — 4.84 (m,
1H), 4.58 — 4.39 (m, 2H), 4.26 (d, J = 14.3 Hz, 4H), 3.98 (s, 2H), 3.52 (s, 18H), 3.20 (s, 2H), 3.12
—3.01 (m, 2H), 2.55 (dd, J = 13.8, 6.2 Hz, 1H), 2.46 (s, 3H), 2.36 (dd, J = 13.2, 7.0 Hz, 1H), 2.08
-1.94 (m, 1H), 1.79 (ddd, J=12.9, 8.7, 4.6 Hz, 1H), 1.42 (dd, J = 37.8, 6.9 Hz, 3H), 0.94 (s, 9H).
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(2S,4R)-1-((S)-23-(tert-butyl)-3-(4-((E)-3-(hydroxyamino)-3-oxoprop-1-en-1-yl)benzyl)-1-
(1H-indol-3-yI)-21-0x0-6,9,12,15,18-pentaoxa-3,22-diazatetracosan-24-oyl)-4-hydroxy-N-
((S)-1-(4-(4-methylthiazol-5-yl)phenyl)ethyl)pyrrolidine-2-carboxamide  (XY-08-011) was
synthesized from compound 41 and tert-butyl 1-bromo-3,6,9,12,15-pentaoxaoctadecan-18-oate
using similar procedures, and was obtained as a white powder. UPLC-MS RT: 1.02 min (Method
A), Mass m/z: 1053.51 [M+H]*. Purity is > 95% by UPLC. *H NMR (400 MHz, DMSO-d¢) & (ppm)
11.45 (s, 1H), 11.04 (s, 1H), 9.05 (s, 3H), 8.46 (d, J =7.8 Hz, 1H), 7.94 (d, J = 9.2 Hz, 1H), 7.83
—7.53 (m, 6H), 7.45 (dt, J = 20.1, 9.9 Hz, 5H), 7.34 — 7.23 (m, 1H), 7.17 (dd, J = 14.7, 7.5 Hz,
1H), 7.06 (dd, J = 16.0, 9.0 Hz, 1H), 6.58 (t, J = 17.1 Hz, 1H), 4.96 (dd, J = 14.3, 7.0 Hz, 1H), 4.64



—4.47 (m, 2H), 4.32 (d, J = 14.8 Hz, 3H), 4.04 (s, 2H), 3.61 (ddd, J = 28.8, 16.5, 9.8 Hz, 22H),
3.27 (s, 2H), 3.18 — 3.08 (m, 2H), 2.61 (dd, J = 13.5, 6.0 Hz, 1H), 2.52 (s, 3H), 2.45 — 2.36 (m
1H), 2.12 — 2.04 (m, 1H), 1.85 (ddd, J = 12.8, 8.5, 4.6 Hz, 1H), 1.48 (dd, J = 37.2, 7.0 Hz, 3H),
1.00 (s, 9H).

General procedure for degraders based on dacinostat and VHL ligand — Il
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(E)-3-(4-(((2-(1H-Indol-3-yl)ethyl)amino)methyl)phenyl)-N-hydroxyacrylamide, 50

To a solution of compound 41 (250 mg, 0.75 mmol, 1.0 eq.) in MeOH (4 mL) was added freshly
made NH20H in MeOH (2M solution, 3.75 mL, 10 eq.), followed by KOH in MeOH (1.9 M solution,
1.2 mL, 3.0 eq.) at 0 °C. The mixture was gradually warmed up to room temperature, and
monitored by UPLC-MS. Once the starting material was consumed, the reaction was quenched
with H20, and the pH was adjusted to 8. The mixture was extracted three times with iPrOH/CHCls.
The organic layers were combined, dried over anhydrous Na>SOsu, filtered, concentrated in vacuo.
The residue was purified using HPLC (H.O/acetonitrile, 0%-100%) to yield the title compound 50.
UPLC-MS RT O 69 min (Method A), Mass m/z: 336.27 [M+H]".
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(2S,4R)-N-(2-((5-((2-(1H-indol-3-yl)ethyl)(4-((E)-3-(hydroxyamino)-3-oxoprop-1-en-1-
yhbenzyl)amino)pentyl)oxy)-4-(4-methylthiazol-5-yl)benzyl)-1-((S)-2-(1-
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fluorocyclopropane-1-carboxamido)-3,3-dimethylbutanoyl)-4-hydroxypyrrolidine-2-
carboxamide (XY-07-187)

Compound L10 (1.0 eq, crude from deprotection step of 30 mg corresponding acetal) and
compound 50 (15 mg, 0.045 mmol, 1.0 eq.) were dissolved in a solvent mixture of
dichloromethane/MeOH (2 mL/10 drops), and the mixture was treated with NEt; (48 uL, 4 eq.)
and NaBH(OAc)s; (40 mg, 2 eq.) at room temperature. The reaction was stirred for 12 h, and
monitored by UPLC-MS. Once the limiting starting material was consumed, the reaction was
quench with aqueous NaHCO; and extracted with ethyl acetate. The organic layers were
combined, dried over anhydrous Na,SOu, filtered, concentrated in vacuo. The residue was purified
using HPLC (H20O/acetonitrile, 0%-100%) to yield the title compound XY-07-187 as a white powder
(27 mg, 32% yield over 2 steps). UPLC-MS RT: 1.45 min (Method A), Mass m/z: 936.62 [M+H]".
Purity is > 95% by UPLC. 'H NMR (500 MHz, Methanol-d,) & 8.86 (s, 1H), 7.61 — 7.54 (m, 3H),
7.53 -7.46 (m, 3H), 7.38 (d, J =7.9 Hz, 1H), 7.32 (d, J = 8.1 Hz, 1H), 7.09 (s, 1H), 7.06 (t, J =
7.7 Hz, 1H), 7.01 (dd, J = 7.8, 1.6 Hz, 1H), 6.96 (d, J = 1.6 Hz, 1H), 6.94 (t, J = 7.7 Hz, 1H), 6.51
(d, 3 =15.8 Hz, 1H), 4.73 (s, 1H), 4.63 (t, J = 8.3 Hz, 1H), 4.50 — 4.36 (m, 3H), 4.21 (br s, 2H),
4.03 (h,J=3.5Hz, 2H), 3.83 (d, J=11.0 Hz, 1H), 3.75 (dd, J =11.0, 3.8 Hz, 1H), 3.26 — 3.18 (m,
2H), 3.14 (d, J = 7.6 Hz, 2H), 3.04 (br s, 2H), 2.47 (s, 3H), 2.25 — 2.16 (m, 1H), 2.07 (ddd, J =
13.3,9.1,4.4 Hz, 1H), 1.88 —1.72 (m, 4H), 1.59 — 1.48 (m, 2H), 1.42 - 1.21 (m, 4H), 1.01 (s, 9H).
13C NMR (126 MHz, MeOD) & 174.27, 171.78, 171.47 (d, Jc,r = 20 Hz), 166.00, 157.86, 152.83,
149.08, 140.66, 138.22, 136.96, 133.60, 132.80, 132.07 (2C), 129.49, 129.30 (2C), 128.22,
127.91,123.93, 122.63, 122.51,119.90, 119.55, 119.00, 113.04, 112.51, 79.15 (d, Jcr = 232 Hz),
71.03, 68.90, 60.82, 58.69, 58.58, 58.16, 54.56, 54.46, 39.31, 38.91, 37.29, 29.78, 26.88 (3C),
25.62, 24.65, 22.30, 15.92, 14.02 (d, Jcr= 16 Hz), 13.94 (d, JcF = 16 Hz).
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(2S,4R)-N-(2-(2-(2-(2-((2-(1H-indol-3-yhethy)(4-((E)-3-(hydroxyamino)-3-oxoprop-1-en-1-yl)
benzyl)amino)ethoxy)ethoxy)ethoxy)-4-(4-methylthiazol-5-yl)benzyl)-1-((S)-2-(1-
fluorocyclopropane-1-carboxamido)-3,3-dimethylbutanoyl)-4-hydroxypyrrolidine-2-
carboxamide (XY-07-189) was synthesized from compound 41 and L11 using similar
procedures, and was obtained as a white powder. UPLC-MS RT: 1.25 min (Method A), Mass m/z:
981.83 [M+H]". Purity is > 95% by UPLC.
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(2S,4S)-N-(2-((5-((2-(LH-indol-3-yl)ethyl)(4-((E)-3-(hydroxyamino)-3-oxoprop-1-en-1-
yhbenzyl)amino)pentyl)oxy)-4-(4-methylthiazol-5-yl)benzyl)-1-((S)-2-(1-
fluorocyclopropane-1-carboxamido)-3,3-dimethylbutanoyl)-4-hydroxypyrrolidine-2-
carboxamide (XY-09-013) was synthesized from compound 41 and L10-negative using similar
procedures, and was obtained as a white powder. UPLC-MS RT: 1.07 min (Method A), Mass m/z:
935.73 [M+H]". Purity is > 95% by UPLC. *H NMR (500 MHz, DMSO-dg) & 10.73 (s, 2H), 9.02 (s,
1H), 8.97 (s, 1H), 8.57 (t, J = 6.0 Hz, 1H), 7.54 — 7.47 (m, 2H), 7.44 (d, J =159 Hz, 1H), 7.42 —
7.35(m, 3H), 7.35 -7.27 (m, 3H), 7.08 (s, 1H), 7.04 — 6.97 (m, 2H), 6.94 (d, J = 7.8 Hz, 1H), 6.87
(t, J=7.4 Hz, 1H), 6.44 (d, J = 15.8 Hz, 1H), 5.45 (d, J = 7.3 Hz, 1H), 4.54 (d, J = 8.9 Hz, 1H),
4.45 (dd, J=8.6,6.1 Hz, 1H), 4.34 (dd, J = 16.5, 6.3 Hz, 1H), 4.27 - 4.16 (m, 2H), 4.02 (t, J = 6.3
Hz, 2H), 3.85 (dd, J = 10.2, 5.6 Hz, 1H), 3.67 (br s, 2H), 3.46 (dd, J = 10.1, 5.3 Hz, 1H), 2.84 (br
s, 2H), 2.69 (br s, 2H), 2.57 (br s, 2H), 2.45 (s, 3H), 2.35 (ddd, J = 12.7, 8.8, 5.8 Hz, 1H), 1.81 -
1.68 (m, 3H), 1.57 (br s, 2H), 1.47 (q, J = 7.6 Hz, 2H), 1.41 — 1.29 (m, 2H), 1.27 — 1.15 (m, 2H),
0.96 (s, 9H). 3C NMR (126 MHz, DMSO) & 172.39, 169.15, 168.37 (d, Jc,r = 21 Hz), 162.84,
155.90, 151.43, 147.85, 138.21, 136.18, 133.37, 131.32, 130.97, 129.08 (2C), 127.67, 127.34
(2C), 12714, 126.67, 122.46, 120.77, 120.65, 118.47, 118.14, 118.05, 111.65, 111.30, 78.02 (d,
Jc, F =233 Hz), 69.05,67.71, 58.71, 57.60, 56.72, 55.69, 54.11, 53.26, 37.43, 36.82, 35.44, 28.58,
26.45, 26.15 (3C), 23.39, 22.40, 15.97, 12.91 (d, Jc,r = 23 Hz), 12.83 (d, Jc,F = 22 Hz).



General procedure for degraders based on dacinostat and IAP ligand
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tert-Butyl ((S)-1-(((S)-1-cyclohexyl-2-((S)-2-(4-(3-((3-(4-((E)-3-(hydroxyamino)-3-oxoprop-1-
en-1-yl)benzyl)-1-(1H-indol-3-yl)-6,9,12-trioxa-3-azatetradecan-14-yl)oxy)benzoyl)thiazol-2-
ylh)pyrrolidin-1-yl)-2-oxoethyl)amino)-1-oxopropan-2-yl)(methyl)carbamate, 51

Compounds 50 (16 mg, 0.048 mmol, 1.0 eq.), and L12 (1.0 eq, crude from deprotection step of
40 mg corresponding acetal) were dissolved in a solvent mixture of dichloromethane and MeOH
(0.5 mL/10 drops). To the mixture were added NEt3 (13 uL, 2.0 eq.) and NaBH(OAc)s (12 mg, 1.2
eq.) at room temperature. The reaction was stirred for 2 h and monitored by UPLC-MS. Once the
limiting starting material was consumed, the reaction was quenched with aqueous NaHCO3; and
extracted with ethyl acetate. The organic layers were combined, dried over anhydrous Na>SOs,
filtered, concentrated in vacuo. The residue was purified using HPLC (H2O/acetonitrile, 0%-100%)
to yield the title compound 51. UPLC-MS RT: 1.54 min (Method A), Mass m/z: 1092.65 [M+H]".
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(E)-3-(4-(2-(2-(1H-Indol-3-yl)ethyl)-13-(3-(2-((S)-1-((S)-2-cyclohexyl-2-((S)-2-(methylamino)
propanamido)acetyl)pyrrolidin-2-yl)thiazole-4-carbonyl)phenoxy)-5,8,11-trioxa-2-
azatridecyl)phenyl)-N-hydroxyacrylamide (XY-07-147)

Compound 51 (1.0 eq. from last step) was treated with a mixture of TFA/dichloromethane. The
reaction was stirred for 2h, and monitored by UPLC-MS. Once the starting material was
consumed, the reaction was concentrated in vacuo. The residue was purified using HPLC
(H2O/acetonitrile, 0%-100%) to yield the title compound XY-07-147 as a white powder (9.3 mg,
20% yield over 3 steps). UPLC-MS RT: 1.23 min (Method A), Mass m/z: 992.63 [M+H]*. Purity is
> 95% by UPLC. *H NMR (500 MHz, Methanol-ds) 6 8.23 (s, 1H), 7.68 (d, J = 7.8 Hz, 1H), 7.57 —
7.51 (m, 4H), 7.43 (d, J =8.0 Hz, 2H), 7.39 — 7.32 (m, 3H), 7.17 (s, 1H), 7.13 — 7.06 (m, 2H), 6.95
(t, J=7.5Hz, 1H), 6.49 (d, J = 15.8 Hz, 1H), 5.45 (dd, J = 8.0, 3.3 Hz, 1H), 4.57 (d, J = 7.1 Hz,
1H), 4.55 — 4.35 (m, 2H), 4.06 — 4.00 (m, 2H), 4.00 — 3.81 (m, 5H), 3.77 — 3.70 (m, 2H), 3.67 —
3.59 (m, 8H), 3.55 — 3.40 (m, 4H), 3.29 — 3.14 (m, 2H), 2.67 (s, 3H), 2.41 — 2.05 (m, 4H), 1.84 —
1.66 (m, 3H), 1.61 (d, J = 9.7 Hz, 2H), 1.49 (d, J = 7.0 Hz, 3H), 1.25 — 1.01 (m, 6H). 3C NMR
(126 MHz, MeOD) & 188.21, 174.31, 172.52, 170.24, 165.75, 160.19, 154.54, 140.29, 139.78,
138.29, 137.95, 132.71 (2C), 131.90, 130.54, 130.37, 129.54 (2C), 127.84, 124.66, 124.37,
122.93, 120.77, 120.29, 120.22, 118.93, 116.51, 112.68, 109.36, 71.69, 71.53, 71.40, 71.38,
70.72, 68.81, 65.34, 60.30, 58.27, 58.22, 57.57, 54.51, 53.63, 48.98, 41.14, 33.12, 31.82, 30.81,
29.61, 27.09, 27.00, 26.89, 25.55, 21.23, 16.30.
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(E)-3-(4-(((2-(LH-Indol-3-yl)ethyl)(5-(3-(2-((S)-1-((S)-2-cyclohexyl-2-((S)-2-(methylamino)
propanamido)acetyl)pyrrolidin-2-yl)thiazole-4-carbonyl)phenoxy)pentyl)amino)methyl)
phenyl)-N-hydroxyacrylamide (XY-07-136) was synthesized from compound 50 and L15 using
similar procedures, and was obtained as a white powder. UPLC-MS RT: 1.21 min (Method A),
Mass m/z: 901.83 [M+H]". Purity is > 95% by UPLC. *H NMR (500 MHz, DMSO-d¢) 5 11.88, 11.39
(s, 1H), 10.98 (s, 1H), 9.81 (s, 1H, tertiary NH"), 8.85 (d, J = 34.2 Hz, 2H), 8.71 (dd, J = 8.2, 2.9
Hz, 1H), 7.80 (d, J = 7.9 Hz, 2H), 7.73 — 7.55 (m, 4H), 7.43 (d, J = 8.7 Hz, 2H), 7.36 (d, J = 8.1
Hz, 1H), 7.36 — 7.24 (m, 1H), 7.22 (s, 1H), 7.08 (t, J = 7.5 Hz, 1H), 7.01 - 6.85 (m, 3H), 6.62 (d,
J=16.0 Hz, 1H), 5.57 — 5.17 (m, 1H), 4.59 — 4.37 (m, 3H), 3.97 (s, 2H), 3.90 — 3.68 (m, 3H), 3.52
—3.25 (m, 2H), 3.24 — 3.07 (m, 4H), 2.57 — 2.34 (m, 3H), 2.26 — 1.92 (m, 4H), 1.89 — 1.53 (m
9H), 1.53 — 1.38 (m, 2H), 1.33 (d, J = 7.0 Hz, 3H), 1.25 - 0.94 (m, 6H).
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(E)-3-(4-(((2-(1H-Indol-3-yhethyl)(2-(2-(2-(3-(2-((S)-1-((S)-2-cyclohexyl-2-((S)-2-
(methylamino)propanamido)acetyl)pyrrolidin-2-yl)thiazole-4-carbonyl)phenoxy)ethoxy)
ethoxy)ethyl)amino)methyl)phenyl)-N-hydroxyacrylamide (XY-07-143) was synthesized from
compound 50 and L14 using similar procedures, and was obtained as a white powder. UPLC-MS
RT: 1.32 min (Method A), Mass m/z: 948.53 [M+H]". Purity is > 95% by UPLC.
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3-(N-hydroxycarbamimidoyl)benzoic acid, 53

8-hydroxyquinoline (11.8 mg, 0.3 mol%) was added to a solution of 3-cyanobenzoic acid 52 (4 g,
27.2 mmol, 1.0 eq.) in ethanol (204 mL). To the reaction mixture was added hydroxylamine
hydrochloride (4.04 g, 2.1 eq.) solution in water (30 mL), followed by the solution of sodium
carbonate (4.67 g, 1.6 eq.) in water (31 mL). The mixture was heated to reflux for 4 hours. After
removal of ethanol under reduced pressure, the residue was diluted with water (100 mL), and the
aqueous solution was acidified to pH~3 with 2N HCI solution. The resulting white precipitate was
filtered, washed with water and dried under vacuum to afford the target compound 53 as a white
solid (6 g, crude, 100% yield). *H-NMR (DMSO-ds, 400 MHz): & (ppm) 9.75 (s, 1H), 8.27 (s, 1H),
7.91 (dd, J = 15.2, 8.1 Hz, 2H), 7.50 (t, J = 7.8 Hz, 1H), 5.92 (s, 2H). One active hydrogen was
not shown.
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3-(5-(trifluoromethyl)-1,2,4-oxadiazol-3-yl)benzoic acid, 54

A solution of compound 53 (3 g, 16.7 mmol, 1.0 eq.) in anhydrous pyridine (45 mL) was cooled
down to 0 °C and then trifluoroacetic anhydride (10.52 g, 3.0 eq.) was added dropwise. The
reaction mixture was warmed slowly to room temperature and further heated at 50 °C for 3 hours.
The reaction mixture was poured into ice water, adjusted to pH~4 with 1.5 N HCI solution, and
extracted with ethyl acetate (60 mL X 3). The combined organic layers were washed with brine
(50 mL), dried over anhydrous Na»SQOy, filtered and concentrated under vacuum, the residue was
purified by flash column chromatography on silica gel (ethyl acetate in petroleum ether (24%v/v),
with 1% v/v of trifluoroacetic acid) to furnish the target compound 54 as a white solid (2 g, 46.5%



yield). LC-MS: Mass m/z: 259 [M+H]*. *H NMR (400 MHz, CDClI3) d (ppm) 8.79 (s, 1H), 8.31 (d,
J=7.7Hz 1H), 8.24 (d,J =7.8 Hz, 1H), 7.61 (t, J = 7.9 Hz, 1H). One active hydrogen was not
shown.
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2-(4-phenylthiazol-2-yl)acetonitrile, 56

A mixture of 2-bromoacetophenone 55 (6 g, 30.3 mmol, 1.0 eq.) and 2-cyanothioacetamide (3.03
g, 1.0 eq.) in ethanol (75 mL) was heated at 80 °C for 4 hours. The reaction mixture was cooled
down to room temperature and poured into an agqueous ammonia solution (final pH >7). The
mixture was then extracted with ethyl acetate (30 mL X 3). The combined organic layers were
washed with brine (30 mLX2), dried over anhydrous Na,SO4 and concentrated under vacuum,
the residue was purified by flash column chromatography on silica gel (ethyl acetate in petroleum
ether, 20%v/v) to afford the target compound 56 as a solid (4.5 g, 74.2% yield). LC-MS: Mass
m/z: 201 [M+H]*. *H NMR (400 MHz, CDCls) d (ppm) 7.88 (dd, J = 5.3, 3.3 Hz, 2H), 7.48 (d, J =
4.2 Hz, 1H), 7.47 — 7.40 (m, 2H), 7.37 (dtd, J = 7.3, 4.8, 2.3 Hz, 1H), 4.18 (d, J = 4.9 Hz, 2H).
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tert-butyl 4-cyano-4-(4-phenylthiazol-2-yl)piperidine-1-carboxylate, 58

A solution of compound 56 (3.4 g, 17 mmol, 1.0 eq.) in anhydrous THF (102 mL) was cooled down
to 0 °C. NaH (2.04 g, 60% dispersion in oil, 3.0 eq.) was added portionwise over 10 minutes. The
resulting mixture was allowed to warm up to room temperature and stirred at room temperature
for 30 minutes. N-Boc-N,N-bis(2-chloroethyl)amine 57 (12.3 g, 3.0 eq.) was added dropwise. The
reaction mixture was further stirred at 50 °C overnight. The resulted mixture was quenched with
saturated NH4ClI solution (50 mL), and extracted with ethyl acetate (50 mL X 3). The combined
organic layers were washed with brine (50 mL), dried over anhydrous Na,SOs, filtered, and
concentrated under vacuum, the residue was purified by flash column chromatography on silica
gel (ethyl acetate in petroleum ether, 18% v/v) to furnish the target compound 58 as a solid (2.0
g9, 31.8% yield). LC-MS: Mass m/z: 314 [M-tBu+H]*. *H NMR (400 MHz, CDCl3) 8 7.95 — 7.83 (m,
2H), 7.50 (s, 1H), 7.47 — 7.40 (m, 2H), 7.39 — 7.30 (m, 1H), 4.23 (s, 2H), 3.27 (s, 2H), 2.37 (d, J
=13.1 Hz, 2H), 2.29 — 2.18 (m, 2H), 1.49 (s, 9H).
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tert-butyl 4-(aminomethyl)-4-(4-phenylthiazol-2-yl)piperidine-1-carboxylate, 59

A solution of compound 58 (0.8 g, 2.2 mmol, 1.0 eq.), Raney Ni (slurry in water, 0.8 g) and
ammonia (4 mL) in methanol (80 mL) was stirred at 50 °C under hydrogen (1 atm) for one hour.
The resulting mixture was filtered through a pad of diatomite®, the cake was washed with a mixed



solution of methanol (5 mL) and dichloromethane (50 mL), the filtrate was concentrated. The
residue was purified by flash column chromatography on silica gel (methanol in dichloromethane,
16%V/v) to afford the target compound 59 as an oil (0.7 g, 85.6% yield). LC-MS: Mass m/z: 374
[M+H]*. *H NMR (400 MHz, DMSO-dg) 5 8.06 (s, 1H), 7.96 (d, J = 7.9 Hz, 2H), 7.44 (t, J = 7.6 Hz,
2H),7.33 (t, J=7.2 Hz, 1H), 3.72 (d, J = 13.4 Hz, 2H), 3.03 (s, 2H), 2.77 (s, 2H), 2.11 (d, J=13.9
Hz, 2H), 1.86 — 1.70 (m, 2H), 1.39 (s, 9H). Two active hydrogens were not shown.

F, O-N o N\ \;
S
P
N N
F H
N
Boc

tert-butyl 4-(4-phenylthiazol-2-yl)-4-((3-(5-(trifluoromethyl)-1,2,4-oxadiazol-3-yl)benzamido)
methyl)piperidine-1-carboxylate, 60

To a solution of compound 59 (0.4 g, 1.07 mmol, 1.0 eq.) and compound 54 (0.304 g, 1.1 eq.) in
anhydrous DMF (7 mL) at 0 °C were added HATU (0.448 g, 1.1 eq.) and DIPEA (0.277 g, 2.0
eq.). The reaction mixture was stirred at room temperature for 2 hours under nitrogen atmosphere.
The mixture was quenched with water (30 mL) and extracted with ethyl acetate (30 mL X 3). The
combined organic layers were washed with brine (30 mL), dried over anhydrous Na>SO, and
concentrated under vacuum, the residue was purified by flash column chromatography on silica
gel (ethyl acetate in petroleum ether, 35% v/v) to afford the target compound 60 as a white solid
(0.38 g, 57.8 % yield). LC-MS: Mass m/z: 614 [M+H]*. *H NMR (400 MHz, DMSO-ds) 5 8.81 (t, J
=6.2 Hz, 1H), 8.45 (s, 1H), 8.21 (t, J=10.4 Hz, 1H), 8.12-8.02 (m, 2H), 7.94 (d, J = 7.5 Hz, 2H),
7.69 (t, J=7.8Hz, 1H),7.40 (t, J=7.6 Hz, 2H), 7.31 (t, J = 7.3 Hz, 1H), 3.85 (d, J = 13.3 Hz, 2H),
3.58 (d, J=6.1 Hz, 2H), 2.96 (s, 2H), 2.28 (d, J = 13.7 Hz, 2H), 1.88 (t, J = 10.4 Hz, 2H), 1.39 (s,
9H).
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N-((4-(4-phenylthiazol-2-yl)piperidin-4-yl)methyl)-3-(5-(trifluoromethyl)-1,2,4-oxadiazol-3-
yhbenzamide, 61

Compound 60 (21 mg, 0.034 mmol, 1.0 eq.) was dissolved in dichloromethane (3 mL) and treated
with TFA (0.5 mL). The reaction was monitored by UPLC and when the starting material was
consumed, the mixture was concentrated in vacuo and used in the next step without further
purification. UPLC-MS RT: 1.22 min (Method A), Mass m/z: 514.28 [M+H]".
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2-((2-(2,6-dioxopiperidin-3-yl)-1,3-dioxoisoindolin-4-yl)amino)ethyl methanesulfonate, 62

To a solution of compound L7 (20 mg, 0.063 mmol, 1.0 eq.) in dichloromethane (1 mL) were
added MsCI (7.3 uL, 1.5 eq.) and NEt; (1.8 uL, 1.8 eq.) at 0°C. The reaction was warmed up to
room temperature and stirred for 2 h and monitored by UPLC-MS. Once the starting material was
consumed, the reaction was quenched with H,O and extracted three times with dichloromethane,
dried over anhydrous Na»SOys, filtered, and concentrated in vacuo to yield the title compound 62.
The residue was used in the next step without further purification. UPLC-MS RT: 0.85 min
(Method A), Mass m/z: 395.87 [M+H]*.
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N-((2-(2-((2-(2,6-dioxopiperidin-3-yl)-1,3-dioxoisoindolin-4-yl)amino)ethyl)-4-(4-
phenylthiazol-2-yl)piperidin-4-yl)methyl)-3-(5-(trifluoromethyl)-1,2,4-oxadiazol-3-yl)
benzamide (XY-07-108)

To a solution of compound 61 (24 mg, 0.046 mmol, 1.0 eq. crude from deprotection step) and
compound 62 (25 mg, 1.0 eq. crude from last step) in acetonitrile (1 mL) were added K>CO3 (17
mg, 2.5 eq.) and Nal (0.73 mg, 0.1 eq.) in one portion. The reaction mixture was heated to 65 °C
and stirred for 12 h. When the starting material was consumed, the mixture was filtered through
a pad of Celite®, concentrate in vacuo, and the residue was purified using ISCO
(dichloromethane/methanol, 0%-10%) to yield the title compound XY-07-108 as a yellow powder
(13.5 mg, 35% yield over three steps). UPLC-MS RT: 1.51 min (Method A), Mass m/z: 812.71
[M+H]*. Purity is > 95% by UPLC.
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N-((1-(6-((2-(2,6-dioxopiperidin-3-yl)-1,3-dioxoisoindolin-4-yl)amino)hexyl)-4-(4-
phenylthiazol-2-yl)piperidin-4-yl)methyl)-3-(5-(trifluoromethyl)-1,2,4-oxadiazol-3-yl)
benzamide (XY-07-106)

A solution of 2-(2,6-dioxopiperidin-3-yl)-4-((6-hydroxyhexyl)amino)isoindoline-1,3-dione (L6) (25
mg, 0.067 mmol, 1.0 eq.) in dichloromethane (1 mL) was treated with Dess-Martin periodinane
(30 mg, 1.05 eq.) at 0 °C. The reaction mixture was warmed gradually to room temperature and
stirred for 3 h. When the starting material was consumed, the reaction mixture was quenched with

aqueous NaHCOs;, extract three times with ethyl acetate. The organic layers were combined and
washed with brine, dried over anhydrous Na>SOy, filtered and concentrated in vacuo. The residue
was used in the next step without further purification. UPLC-MS RT: 1.14 min (Method A), Mass
m/z: 354.17 [M-H,O+H]".

The crude residue from last step (25 mg, 0.067 mmol, 1.0 eq.) was dissolved in dichloromethane
(1 mL), and 61 (34 mg, 1.0 eq., crude from deprotection step) was added at room temperature,
followed by NaBH(OACc)s (21 mg, 1.5 eq.). The reaction mixture was stirred at room temperature
for 18 h. When the limiting starting material was consumed, the reaction was quench with aqueous
NaHCOs;, extract three times with dichloromethane. The organic layers were combined and
washed with brine, dried over anhydrous Na>SOg, filtered and concentrated in vacuo. The residue
was purified using ISCO (dichloromethane/methanol, 0%-10%), followed by HPLC
(H2O/acetonitrile, 0%-100%) to yield the title compound XY-07-106 as a yellow powder (5.9 mg,
10% vyield over 3 steps). UPLC-MS RT: 1.59 min (Method A), Mass m/z: 869.42 [M+H]". Purity is
> 95% by UPLC. *H NMR (500 MHz, DMSO-dg) & 11.08 (s, 1H), 8.72 (t, J = 6.4 Hz, 1H), 8.43 (t,
J=1.8Hz, 1H), 8.18 (dt, J =7.8, 1.5 Hz, 1H), 8.07 — 8.02 (m, 2H), 7.92 (d, J = 7.0 Hz, 2H), 7.68
(t,J=7.8 Hz, 1H), 7.56 (dd, J = 8.6, 7.1 Hz, 1H), 7.38 (t, J = 7.7 Hz, 2H), 7.29 (t, J = 7.4 Hz, 1H),
7.07 (d, J =8.6 Hz, 1H), 7.00 (d, J = 7.0 Hz, 1H), 6.51 (t, J = 6.0 Hz, 1H), 5.04 (dd, J =12.8,5.5
Hz, 1H), 3.53 (d, J = 6.3 Hz, 2H), 3.26 (q, J = 6.8 Hz, 2H), 2.87 (ddd, J = 16.8, 13.7, 5.4 Hz, 1H),
2.75 (br s, 2H), 2.61 — 2.45 (m, 2H), 2.31 (s, 1H), 2.28 (s, 1H), 2.19 (br s, 2H), 2.12 — 1.89 (m,
5H), 1.55 (p, J = 7.1 Hz, 2H), 1.45-1.35 (m, 2H), 1.35 - 1.22 (m, 4H).2*C NMR (126 MHz, DMSO)
6 172.81, 170.09, 168.94, 168.10, 167.30, 165.64, 165.32, 164.97, 153.71, 146.43, 136.27,
135.77, 134.38, 132.19, 131.25, 129.84, 129.62 (2C), 128.61 (2C), 127.75, 126.31, 125.97 (2C),



124.55, 117.18, 114.24, 110.36, 108.99, 57.90, 49.71 (3C), 48.53, 44.76, 41.79, 33.65, 33.65,
30.97, 28.61, 26.66, 26.23, 26.18, 22.16.
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N-((1-(2-(2-(2-((2-(2,6-dioxopiperidin-3-yl)-1,3-dioxoisoindolin-4-yl)amino)ethoxy)ethoxy)
ethyl)-4-(4-phenylthiazol-2-yl)piperidin-4-yl)methyl)-3-(5-(trifluoromethyl)-1,2,4-oxadiazol-
3-yl)benzamide (XY-07-107) was synthesized from compound 61 and L8 using similar
procedures, and was obtained as a yellow powder. UPLC-MS RT: 1.44 min (Method A), Mass
m/z: 900.72 [M+H]*. Purity is > 95% by UPLC. 'H NMR (500 MHz, DMSO-ds) & 11.09 (s, 1H),
8.79 (s, 1H), 8.44 (s, 1H), 8.18 (d, J = 7.7 Hz, 1H), 8.11 — 8.02 (m, 2H), 7.92 (d, J = 7.7 Hz, 2H),
7.68 (t,J=7.8 Hz, 1H), 7.56 (t, J = 7.6 Hz, 1H), 7.38 (t, J = 7.6 Hz, 2H), 7.29 (t, J = 7.3 Hz, 1H),
7.11(d, J=8.6 Hz, 1H), 7.02 (d, J = 7.0 Hz, 1H), 6.57 (t, J = 5.9 Hz, 1H), 5.04 (dd, J=12.7,5.4
Hz, 1H), 3.64 — 3.48 (m, 12H), 3.44 (q, J = 5.6 Hz, 2H), 2.86 (ddd, J = 16.7, 13.7, 5.4 Hz, 1H),
2.66 — 2.43 (m, 2H), 2.35 (s, 2H), 2.22 — 1.94 (m, 3H). Four protons (on piperidine) were not
observed.
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tert-butyl (2-(2-(2-(2-(4-(4-phenylthiazol-2-yl)-4-((3-(5-(trifluoromethyl)-1,2,4-
oxadiazol-3-yl)benzamido)methyl)piperidin-1-yl)ethoxy)ethoxy)ethoxy)ethyl)

carbamate, 62

To a solution of compound 61 (25 mg, 0.049 mmol, 1.0 eq. crude from deprotection step) and
tert-butyl (2-(2-(2-(2-bromoethoxy)ethoxy)ethoxy)ethyl)carbamate (33 mg, 1.9 eq.) in acetonitrile
(0.5 mL) were added K>COs (17 mg, 2.5 eq.) and Nal (0.73 mg, 0.1 eq.) in one portion. The
reaction mixture was heated to 65 °C and stirred for 2 days. When the limiting starting material
was consumed, the mixture was filtered through a pad of Celite®, concentrate in vacuo, and the
residue was purified using ISCO (dichloromethane/methanol, 0%-10%) to yield the title compound

62. UPLC-MS RT: 1.30 min (Method A), Mass m/z: 788.81 [M+H]".
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N-((1-(1-((2-(2,6-dioxopiperidin-3-yl)-1,3-dioxoisoindolin-4-yl)oxy)-2-0x0-5,8,11-trioxa-3-
azatridecan-13-yl)-4-(4-phenylthiazol-2-yl)piperidin-4-yl)methyl)-3-(5-(trifluoromethyl)-
1,2,4-oxadiazol-3-yl)benzamide (XY-07-113)

Compound 62 (38 mg, 0.049 mmol, 1.0 eq.) was treated with a mixture of TFA/dichloromethane
(1:5) at room temperature. The reaction was stirred for 2 h and monitored by UPLC-MS. When

the starting material was consumed, solvent was removed in vacuo, and the residue was used in the
next step without further purification. UPLC-MS RT: 1.16 min (Method A), Mass m/z: 688.80
[M+H]".

The crude residue from last step (1.0 eq.) and 2-((2-(2,6-dioxopiperidin-3-yl)-1,3-dioxoisoindolin-
4-yl)oxy)acetic acid 63 (6.5 mg, 0.6 eq.) were dissolved in DMF (1 mL). The mixture was treated
with HATU (14.6 mg, 1.2 eq.) and DIEA (14 uL, 2.5 eq.), and the reaction mixture was stirred at
room temperature for 12 h. The reaction was monitored by UPLC-MS, once the reaction was
complete, the mixture was quenched with H20, extract three times with ethyl acetate. The organic
layers were combined and washed with brine, dried over anhydrous Na,SO., filtered and
concentrated in vacuo. The residue was purified using HPLC (H20/acetonitrile, 0%-100%) to yield
the title compound XY-07-113 as a white powder (3.3 mg, 6.8% yield over 3 steps). UPLC-MS
RT: 1.33 min (Method A), Mass m/z: 1002.73 [M+H]". Purity is > 95% by UPLC.
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tert-butyl 4-(4-(4-phenylthiazol-2-yl)-4-((3-(5-(trifluoromethyl)-1,2,4-oxadiazol-3-yl)
benzamido)methyl)piperidin-1-yl)butanoate, 64

To a solution of compound 61 (25 mg, 0.049 mmol, 1.0 eq. crude from deprotection step) and
tert-butyl 4-bromobutanoate (16 mg, 1.5 eq.) in acetonitrile (1 mL) were added K,CO3 (17 mg, 2.5
eq.) and Nal (0.73 mg, 0.1 eq.) in one portion. The reaction mixture was heated to 65 °C and
stirred for 36 h. When the starting material was consumed, the mixture was filtered through a pad
of Celite®, concentrate in vacuo, and the residue was purified using ISCO
(dichloromethane/methanol, 0%-10%) to yield the title compound 64 (30 mg, 94% yield over 2
steps). UPLC-MS RT: 1.37 min (Method A), Mass m/z: 655.80 [M+H]".
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XY-07-109 0
(2S,4R)-1-((S)-3,3-dimethyl-2-(4-(4-(4-phenylthiazol-2-yl)-4-((3-(5-(trifluoromethyl)-1,2,4-
oxadiazol-3-yl)benzamido)methyl)piperidin-1-yl)butanamido)butanoyl)-4-hydroxy-N-((S)-
1-(4-(4-methylthiazol-5-yl)phenyl)ethyl)pyrrolidine-2-carboxamide (XY-07-109)
Compound 64 (30 mg, 0.046 mmol, 1.0 eq.) was treated with a mixture of TFA/dichloromethane
(1:5) at room temperature. The reaction was stirred for 3 h. When the starting material was

consumed, solvent was removed in vacuo, and the residue was used without further purification.
UPLC-MS RT: 1.34 min (Method A), Mass m/z: 599.79 [M+H]".



The crude residue from last step (1.0 eq.) and L9 (2.0 mg, 0.041 mmol, 0.9 eq.) were dissolved
in DMF (0.5 mL). The mixture was treated with EDCI (9.7 mg, 1.1 eq.), HOBt (6.8 mg, 0.051 mmaol,
1.1 eq.) and DIEA (28 puL, 2.0 eq.), and the reaction mixture was stirred at room temperature for
12 h. The reaction was monitored by UPLC-MS, once the reaction was complete, the mixture was
qguenched with H20, extract three times with ethyl acetate. The organic layers were combined and
washed with brine, dried over anhydrous Na,SO., filtered and concentrated in vacuo. The residue
was purified using HPLC (H2O/acetonitrile, 0%-100%) to yield the title compound XY-07-109 as
a white powder (13.5 mg, 32 % yield over 2 steps). UPLC-MS RT: 1.60 min (Method A), Mass
m/z: 1025.64 [M+H]*. Purity is > 95% by UPLC. 'H NMR (500 MHz, DMSO-ds) & 8.98 (s, 1H),
8.77 (brs, 1H), 8.44 (s, 1H), 8.36 (d, J = 7.8 Hz, 1H), 8.19 (dd, J=7.7, 1.6 Hz, 1H), 8.11 — 8.02
(m, 2H), 7.93 (d, J = 6.8 Hz, 2H), 7.82 (br s, 1H), 7.69 (t, J = 7.9 Hz, 1H), 7.45 — 7.34 (m, 6H),
7.30 (t,J=7.3 Hz, 1H),5.09 (d, J=3.5Hz, 1H),4.91 (p, J=7.1 Hz, 1H),4.49 (d, J = 9.3 Hz, 1H),
4.41 (t,J=8.0 Hz, 1H), 4.27 (s, 1H), 3.66 — 3.47 (m, 4H), 3.01 — 2.57 (m, 2H), 2.45 (s, 3H), 2.42
-1.92 (m, 11H), 1.78 (ddd, J = 12.9, 8.5, 4.7 Hz, 1H), 1.74 — 1.57 (m, 2H), 1.37 (d, J = 7.0 Hz,
3H), 0.92 (s, 9H). 1*C NMR (126 MHz, DMSO) 6 171.81, 170.60, 169.51, 168.09, 165.73, 165.33,
164.99, 153.77, 151.49, 147.76, 144 .64, 135.67, 134.33, 131.29, 131.11, 129.91, 129.70, 129.65,
129.50, 128.82 (2C), 128.63 (2C), 127.82, 126.38 (2C), 126.32, 126.00 (2C), 124.59, 114.67,
68.76, 58.55, 57.98, 56.46, 56.25, 49.46, 47.70, 44.76, 37.73, 35.21, 26.44 (3C), 22.41, 15.98.
Four CH, carbons of the piperidine ring, and three CH, carbons of the propyl linker are not
observed in *°C NMR.
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(2S,4R)-1-((S)-3,3-dimethyl-2-(8-(4-(4-phenylthiazol-2-yl)-4-((3-(5-(trifluoromethyl)-1,2 4-
oxadiazol-3-yl)benzamido)methyl)piperidin-1-yl)octanamido)butanoyl)-4-hydroxy-N-((S)-1-
(4-(4-methylthiazol-5-yl)phenyl)ethyl)pyrrolidine-2-carboxamide (XY-07-110) was
synthesized from compound 61 and tert-butyl 8-bromooctanoate using similar procedures, and
was obtained as a white powder. UPLC-MS RT: 1.52 min (Method A), Mass m/z: 1081.75 [M+H]".
Purity is > 95% by UPLC. *H NMR (500 MHz, Methanol-d4) & 8.87 (s, 1H), 8.48 (t, J = 1.6 Hz, 1H),
8.25 (dt, J=7.8, 1.5 Hz, 1H), 8.00 — 7.97 (m, 1H), 7.94 — 7.88 (m, 2H), 7.86 (s, 1H), 7.62 (t, J =
7.8 Hz, 1H), 7.46 — 7.38 (m, 4H), 7.38 — 7.31 (m, 2H), 7.31 — 7.24 (m, 1H), 5.00 (q, J = 7.0 Hz,
1H), 4.64 — 4.52 (m, 2H), 4.42 (s, 1H), 3.86 (d, J = 11.1 Hz, 1H), 3.78 — 3.70 (m, 3H), 2.84 (s, 4H),
2.66 (s, 2H), 2.47 (s, 3H), 2.31 —2.17 (m, 3H), 1.95 (ddd, J = 13.4, 9.1, 4.5 Hz, 1H), 1.69 — 1.53
(m, 4H), 1.50 (d, J = 7.0 Hz, 3H), 1.41 — 1.25 (m, 6H), 1.02 (s, 9H). Four protons (on piperidine)
were not observed.
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(2S,4R)-1-((S)-3,3-dimethyl-2-(3-(2-(4-(4-phenylthiazol-2-yl)-4-((3-(5-(trifluoromethyl)-1,2,4-
oxadiazol-3-yl)benzamido)methyl)piperidin-1-yl)ethoxy)propanamido)butanoyl)-4-
hydroxy-N-((S)-1-(4-(4-methylthiazol-5-yl)phenyl)ethyl)pyrrolidine-2-carboxamide (XY-07-
111) was synthesized from compound 61 and tert-butyl 3-(2-bromoethoxy)propanoate using
similar procedures, and was obtained as a white powder. UPLC-MS RT: 1.56 min (Method A),
Mass m/z: 1055.74 [M+H]*. Purity is > 95% by UPLC.
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XY-07-114

(2S,4R)-1-((S)-3,3-dimethyl-2-(3-(2-(2-(4-(4-phenylthiazol-2-yl)-4-((3-(5-(trifluoromethyl)-
1,2,4-oxadiazol-3-yl)benzamido)methyl)piperidin-1-yl)ethoxy)ethoxy)propanamido)
butanoyl)-4-hydroxy-N-((S)-1-(4-(4-methylthiazol-5-yl)phenyl)ethyl)pyrrolidine-2-
carboxamide (XY-07-114) was synthesized from compound 61 and tert-butyl 3-(2-(2-
bromoethoxy)ethoxy)propanoate using similar procedures, and was obtained as a white powder.
UPLC-MS RT: 1.37 min (Method A), Mass m/z: 1099.65 [M+H]*. Purity is > 95% by UPLC.
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2-(3-(2-((S)-1-((S)-2-((S)-2-((tert-butoxycarbonyl)(methyl)amino)propanamido)-2-
cyclohexylacetyl)pyrrolidin-2-yl)thiazole-4-carbonyl)phenoxy)ethyl-4-
methylbenzenesulfonate, 65

To a solution of compound L16 (54 mg, 1.0 eq.) in dichloromethane (1 mL) were added TsCl (32
pL, 2.0 eq.) and NEt; (35 pL, 3.0 eq.) at 0°C. The reaction was warmed up to room temperature
and stirred for 4 h and monitored by UPLC-MS. Once the starting material was consumed, the
reaction was quenched with H>,O and extracted three times with dichloromethane, dried over
anhydrous Na>SOy, filtered, and concentrated in vacuo. The residue was purified using ISCO
(dichloromethane/methanol, 0%-10%) to yield the title compound 65. UPLC-MS RT: 1.77 min
(Method A), Mass m/z: 796.81 [M+H]".
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tert-butyl ((S)-1-(((S)-1-cyclohexyl-2-0x0-2-((S)-2-(4-(3-(2-(4-(4-phenylthiazol-2-yl)-4-((3-(5-

(trifluoromethyl)-1,2,4-oxadiazol-3-yl)benzamido)methyl)piperidin-1-yl)ethoxy)benzoyl)
thiazol-2-yl)pyrrolidin-1-yl)ethyl)amino)-1-oxopropan-2-yl)(methyl)carbamate, 66
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To a solution of compound 61 (77 mg, 0.15 mmol, 1.5 eq.) and compound 65 (1.0 eq., from last
step) in DMF (1 mL) was added Cs2COs (41 mg, 1.5 eq.) in one portion. The reaction mixture was
heated to 60 °C and stirred for 20 h. When the starting material was consumed, the mixture was
filtered through a pad of Celite®, concentrate in vacuo, and the residue was purified using ISCO
(dichloromethane/methanol, 0%-10%) to yield the title compound 66 (56 mg, 49% yield over 3
steps). UPLC-MS RT: 1.37 min (Method A), Mass m/z: 1137.56 [M+H]".
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N-((2-(2-(3-(2-((S)-1-((S)-2-cyclohexyl-2-((S)-2-(methylamino)propanamido)acetyl)
pyrrolidin-2-yl)thiazole-4-carbonyl)phenoxy)ethyl)-4-(4-phenylthiazol-2-yl)piperidin-4-yl)
methyl)-3-(5-(trifluoromethyl)-1,2,4-oxadiazol-3-yl)benzamide (XY-07-125)
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XY-07-125

Compound 66 (28 mg, 0.025 mmol, 1.0 eq.) was treated with a mixture of TFA/dichloromethane
(1:5) at room temperature. The reaction was monitored by UPLC-MS. When the starting material

was consumed, solvent was removed in vacuo, and the residue was purified using HPLC
(H2O/acetonitrile, 0%-100%) to yield the title compound XY-07-125 as a white powder (9.2 mg,
36 % yield). UPLC-MS RT: 1.62 min (Method A), Mass m/z: 1037.74 [M+H]". Purity is > 95% by
UPLC. *H NMR (500 MHz, DMSO-ds) 5 9.97 — 9.73 (m, 1H, tertiary NH*), 8.97 (t, J = 6.6 Hz, 1H),
8.97 - 8.76 (m, 1H), 8.72 (d, J = 8.1 Hz, 1H), 8.53 — 8.46 (m, 2H), 8.22 (d, J =7.7 Hz, 1H), 8.18
(s, 1H), 8.13 -8.07 (m, 1H), 7.95(d, J=7.2 Hz, 2H),7.75 (d, 3 =7.7 Hz, 1H), 7.72 (t, I = 7.8 Hz,
1H), 7.60 (s, 1H), 7.47 (t, J = 7.9 Hz, 1H), 7.40 (t, J = 7.6 Hz, 2H), 7.32 (t, J = 7.3 Hz, 1H), 7.26
(dd,J=8.1,2.6 Hz, 1H),5.38 (dd, J=7.7, 3.4 Hz, 1H), 4.48 (t, J = 7.6 Hz, 1H), 4.38 (s, 2H), 3.88
(9, =6.4Hz, 1H), 3.84 — 3.73 (m, 2H), 3.72 - 3.62 (m, 2H), 3.57 — 3.48 (m, 4H), 3.12 - 2.98 (m,
2H), 2.56 (d, J = 14.3 Hz, 2H), 2.53 — 2.48 (m, 3H), 2.38 — 2.26 (m, 2H), 2.25 - 2.14 (m, 2H), 2.11
-1.96 (m, 2H), 1.78 — 1.50 (m, 5H), 1.33 (d, J = 6.9 Hz, 3H), 1.20 — 0.94 (m, 6H).
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N-((2-(2-(2-(3-(2-((S)-1-((S)-2-cyclohexyl-2-((S)-2-(methylamino)propanamido)acetyl)
pyrrolidin-2-yDthiazole-4-carbonyl)phenoxy)ethoxy)ethyl)-4-(4-phenylthiazol-2-yl)
piperidin-4-yl)methyl)-3-(5-(trifluoromethyl)-1,2,4-oxadiazol-3-yl)benzamide (XY-07-126)
was synthesized from compound 61 and L13 using similar procedures, and was obtained as a
white powder. UPLC-MS RT: 1.20 min (Method A), Mass m/z: 1082.11 [M+H]*. Purity is > 95%
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by UPLC. *H NMR (500 MHz, Methanol-d4) & 8.47 (s, 1H), 8.24 (d, J=7.6 Hz, 1H),7.98 (d, J =
7.9 Hz, 1H), 7.89 (d, J = 7.4 Hz, 2H), 7.86 (s, 1H), 7.75 (d, J = 7.7 Hz, 1H), 7.66 — 7.58 (m, 2H),
7.43 (t,J=8.0Hz, 1H),7.32 (t, I =7.5Hz, 2H), 7.26 (t, J = 7.3 Hz, 1H), 7.21 (dd, J = 8.1, 2.6 Hz,
1H), 5.69 — 5.38 (m, 1H), 4.57 (d, J = 7.1 Hz, 1H), 4.36 — 4.14 (m, 2H), 3.98 (q, J = 8.7, 8.0 Hz,
2H), 3.94 — 3.83 (m, 6H), 3.75 — 3.65 (m, 4H), 3.36 — 3.29 (m, 2H), 3.12 (t, J = 13.0 Hz, 2H), 2.76
(d, J=14.9 Hz, 2H), 2.69 — 2.64 (m, 3H), 2.42 — 2.06 (m, 6H), 1.85 — 1.56 (m, 5H), 1.49 (d, J =
7.0 Hz, 2H), 1.34 — 1.02 (m, 6H). *C NMR (126 MHz, MeOD) & 188.20, 174.31, 172.52, 172.24,
170.22,169.97, 169.52, 162.55 (d, J = 31.5 Hz), 160.15, 156.80, 154.58, 139.90, 136.76, 135.62,
132.16, 131.58, 130.70, 130.64, 130.39, 129.68, 129.68, 129.17, 127.74, 127.39, 127.39, 126.78,
124.68, 120.88, 116.35, 115.55, 70.86, 68.65, 65.75, 60.29, 58.21, 57.56, 57.34, 51.70, 51.11,
51.11, 49.34, 45.38, 41.15, 33.09, 32.50, 31.82, 30.82, 29.62, 27.10, 27.00, 26.90, 25.56, 25.56,
16.31. One carbon (CF3) was not observed.
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tert-butyl  ((S)-1-(((S)-1-cyclohexyl-2-ox0-2-((S)-2-(4-(3-(2-(2-(2-(4-(4-phenylthiazol-2-yl)-4-
((3-(5-(trifluoromethyl)-1,2,4-oxadiazol-3-yl)benzamido)methyl)piperidin-1-yl)ethoxy)
ethoxy)ethoxy)benzoyl)thiazol-2-yl)pyrrolidin-1-yl)ethyl)amino)-1-oxopropan-2-yl)(methyl)
carbamate, 67
Compound 61 (23 mg, 0.033 mmol, 1.0 eq., crude from the deprotection step) was dissolved in
dichloromethane (1 mL), and L14 (12 mg, 0.7 eq., crude from deprotection step of 25 mg
corresponding acetal) and NEt; (4.6 uL, 2.0 eq.) were added at room temperature, followed by
NaBH(OACc)s (8.4 mg, 1.2 eq.). The reaction mixture was stirred at room temperature for 1 h and
monitored by UPLC-MS. When the starting material was consumed, the reaction was quench with
aqueous NaHCOs and extract three times with dichloromethane. The organic layers were
combined and washed with brine, dried over anhydrous Na,SO, filtered and concentrated in
vacuo. The residue was purified using ISCO (dichloromethane/methanol, 0%-10%), followed by
HPLC (H.O/acetonitrile, 0%-100%) to yield the title compound 67. UPLC-MS RT: 2.16 min
(Method A), Mass m/z: 1227.50 [M+H]".

CF3. O,
3\N« N O
é:> /(0 /\,/© C’« '
s N > H

N
o
XY-07-145 Le/ \92’\0

~ 5

~ 8



N-((1-(2-(2-(2-(3-(2-((S)-1-((S)-2-cyclohexyl-2-((S)-2-(methylamino)propanamido)acetyl)
pyrrolidin-2-yl)thiazole-4-carbonyl)phenoxy)ethoxy)ethoxy)ethyl)-4-(4-phenylthiazol-2-
yDpiperidin-4-yl)methyl)-3-(5-(trifluoromethyl)-1,2,4-oxadiazol-3-yl)benzamide (XY-07-145)
Compound 67 (1.0 eq. from last step) was treated with a mixture of TFA/dichloromethane (1:5) at
room temperature for 2h. The reaction was monitored by UPLC-MS. When the starting material
was consumed, solvent was removed in vacuo, and the residue was purified using HPLC
(H2O/acetonitrile, 0%-100%) to yield the title compound XY-07-145 as a white powder (10.1 mg,
29 % yield over 3 steps). UPLC-MS RT: 1.49 min (Method A), Mass m/z: 1125.56 [M+H]*. Purity
is > 95% by UPLC. *H NMR (500 MHz, Methanol-d4) & 8.53 (d, J = 7.7 Hz, 1H), 8.46 (d, J = 1.8
Hz, 1H), 8.28 (s, 1H), 8.22 (d, J = 7.8 Hz, 1H), 7.97 (d, J = 7.8 Hz, 1H), 7.89 (d, J = 7.0 Hz, 2H),
7.86 (s, 1H), 7.73 (d, J = 7.7 Hz, 1H), 7.65 (s, 1H), 7.60 (t, J = 7.8 Hz, 1H), 7.41 (t, J = 8.0 Hz,
1H), 7.33 (t, J = 7.5 Hz, 2H), 7.30 — 7.20 (m, 2H), 5.71 — 5.36 (m, 1H), 4.62 — 4.17 (m, 1H), 4.23
—4.17 (m, 2H), 4.04 — 3.47 (m, 15H), 3.35 (s, 3H), 3.26 (t, J = 5.0 Hz, 2H), 3.08 (t, J = 13.1 Hz,
2H), 2.75 (d, J = 14.9 Hz, 2H), 2.48 — 2.05 (m, 6H), 1.83 — 1.56 (m, 5H), 1.48 (d, J = 6.9 Hz, 3H),
1.37 = 0.99 (m, 6H).
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(R)-N-(1-(ethylamino)propan-2-yl)-4-(5-(trifluoromethyl)-1,2,4-oxadiazol-3-yl)benzamide, 70
A mixture of 4-(5-(trifluoromethyl)-1,2,4-oxadiazol-3-yl)benzoic acid (68) (632 mg, 2.45 mmol, 1.0
eq.) and (R)-N'-ethylpropane-1,2-diamine (69) (250 mg, 1.0 eq.) in THF (9.8 mL) was treated with
EDCI (706 mg, 1.5 eq.), HOBt (430 mg, 1.3 eq.) and DIEA (1.278 mL, 3.0 eq.) at room
temperature. The reaction mixture was stirred for 2h and monitored by UPLC-MS. When the

limiting starting material was consumed, the reaction was quench with aqueous NaHCO3, extract
three times with ethyl acetate. The organic layers were combined and washed with brine, dried
over anhydrous Na>SOsu, filtered and concentrated in vacuo. The residue was purified using ISCO
(dichloromethane/methanol, 0%-10%) to yield the title compound 70 as a white powder (440 mg,
52.5% yield). UPLC-MS RT: 0.99 min (Method A), Mass m/z: 343.07 [M+H]".
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N-((2R)-1-((2-((2-(2,6-dioxopiperidin-3-yl)-1,3-dioxoisoindolin-4-yl)amino)ethyl)(ethyl)
amino)propan-2-yl)-4-(5-(trifluoromethyl)-1,2,4-oxadiazol-3-yl)benzamide (XY-07-151)

To a solution of compound L7 (25 mg, 0.079 mmol, 1.0 eq.) in dichloromethane (1 mL) were
added MsClI (36.8 uL, 6.0 eq.) and NEts (79 uL, 7.2 eq.) at 0°C. The reaction was warmed up to
room temperature and stirred for 3 h and monitored by UPLC-MS. Once the starting material was
consumed, the reaction was quenched with H,O and extracted three times with dichloromethane,
dried over anhydrous Na,SO,, filtered and concentrated in vacuo to yield compound 62. The
residue was used in the next step without further purification. UPLC-MS RT: 0.85 min (Method
A), Mass m/z: 395.87 [M+H]".

To a solution of compound 70 (24 mg, 0.070 mmol, 0.9 eq.) and compound 62 (1.0 eq. crude from
last step) in acetonitrile (1 mL) was added K>COs (22 mg, 2.0 eq.) in one portion. The reaction



mixture was heated to 65 °C and stirred for 12 h. When the starting material was consumed, the
mixture was filtered through a pad of Celite®, concentrate in vacuo, and the residue was purified
using HPLC (H2O/acetonitrile, 0%-100%) to yield the title compound XY-07-151 as a yellow
powder (2.7 mg, 5.3% vyield over two steps). UPLC-MS RT: 1.13 min (Method A), Mass m/z:
641.90 [M+H]". Purity is > 95% by UPLC.
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N-((2R)-1-((6-((2-(2,6-dioxopiperidin-3-yl)-1,3-dioxoisoindolin-4-yl)amino)hexyl)(ethyl)
amino)propan-2-yl)-4-(5-(trifluoromethyl)-1,2,4-oxadiazol-3-yl)benzamide (XY-07-148)

A solution of 2-(2,6-dioxopiperidin-3-yl)-4-((6-hydroxyhexyl)amino)isoindoline-1,3-dione (L6) (25
mg, 0.067 mmol, 1.0 eq.) in dichloromethane (1 mL) was treated with Dess-Martin periodinane
(30 mg, 1.05 eq.) at 0 °C. The reaction mixture was warmed gradually to room temperature and
stirred for 4 h. When the starting material was consumed, the reaction mixture was quenched with

aqueous NaHCOs;, extract three times with ethyl acetate. The organic layers were combined and
washed with brine, dried over anhydrous Na>SOy, filtered and concentrated in vacuo. The residue
was used in the next step without further purification. UPLC-MS RT: 1.09 min (Method A), Mass
m/z: 354.17 [M-H,O+H]".

The crude residue from last step (1.0 eq.) was dissolved in dichloromethane (1 mL), and
compound 70 (23 mg, 1.0 eq.) was added at room temperature, followed by NaBH(OAc)s (21 mg,
1.5 eq.). The reaction mixture was stirred at room temperature for 30 min and monitored by UPLC-
MS. When the starting material was consumed, the reaction was quench with aqueous NaHCO3
and extract three times with ethyl acetate. The organic layers were combined and washed with
brine, dried over anhydrous Na>SO, filtered and concentrated in vacuo. The residue was purified
using HPLC (H2O/acetonitrile, 0%-100%) to yield the title compound XY-07-148 as a yellow



powder (3.1 mg, 7% over two steps). UPLC-MS RT: 1.31 min (Method A), Mass m/z: 698.50
[M+H]". Purity is > 95% by UPLC.

CF3~</,

o-N XY-07-149
N-((2R)-1-((2-(2-(2-((2-(2,6-dioxopiperidin-3-yl)-1,3-dioxoisoindolin-4-yl)amino)ethoxy)
ethoxy)ethyl)(ethyl)amino)propan-2-yl)-4-(5-(trifluoromethyl)-1,2,4-oxadiazol-3-yl)
benzamide (XY-07-149) was synthesized from compound 70 and linker L8 using similar
procedures, and was obtained as a yellow powder. UPLC-MS RT: 1.29 min (Method A), Mass
m/z: 730.41 [M+H]*. Purity is > 95% by UPLC.
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tert-butyl (R)-(4-(ethyl(2-(4-(5-(trifluoromethyl)-1,2,4-oxadiazol-3-yl)benzamido)propyl)
amino)butyl)carbamate, 71

To a solution of 70 (50 mg, 0.5 mmol, 1.0 eq.) and tert-butyl (4-bromobutyl)carbamate (75 mg,
2.0 eq.) in acetonitrile (1 mL) were added K,COs3 (60 mg, 2.0 eq.) and Nal (2 mg, 0.1 eq.) in one
portion. The reaction mixture was heated to 65 °C and stirred for 16 h. When the starting material
was consumed, the mixture was filtered through a pad of Celite® and concentrate in vacuo. The
residue was purified using ISCO (dichloromethane/methanol, 0%-10%) to yield the title compound
71 (75 mg, quant. yield). UPLC-MS RT: 1.19 min (Method A), Mass m/z: 513.78 [M+H]".
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(R)-N-(1-((4-aminobutyl)(ethyl)amino)propan-2-yl)-4-(5-(trifluoromethyl)-1,2,4-oxadiazol-3-
yl)benzamide, 72

Compound 71 (75 mg, 0.15 mmol, 1.0 eq.) was treated with a mixture of TFA/dichloromethane
(1:5), and the reaction was stirred at room temperature for 2 h. When the starting material was



consumed, solvent was removed in vacuo, and the residue was used in the next step without further
purification. UPLC-MS RT: 0.90 min (Method A), Mass m/z: 414.07 [M+H]*.
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N-((2R)-1-((4-((2-(2,6-dioxopiperidin-3-yl)-1,3-dioxoisoindolin-4-y)amino)butyl)(ethyl)
amino)propan-2-yl)-4-(5-(trifluoromethyl)-1,2,4-oxadiazol-3-yl)benzamide (XY-07-176)

Compound 72 (37.5 mg crude from the deprotection step, 1.0 eq.) and DIEA (32 uL, 2.5 eq.) were
dissolved in DMSO (1 mL) in a sealed tube. To the mixture was added compound 1 (30 mg, 1.5
eq.) in one batch, and the reaction was sealed and immediately heated to 120 °C. After 45 min,
the reaction mixture was cooled to room temperature, and residual DIEA was removed in vacuo.
The residual DMSO solution was directly purified using HPLC (H2O/acetonitrile, 0%-100%) to
yield the title compound XY-07-176 as a yellow powder (8.7 mg, 14 % yield over 2 steps). UPLC-
MS RT: 1.19 min (Method A), Mass m/z: 669.80 [M+H]*. Purity is > 95% by UPLC. *H NMR (500
MHz, DMSO-ds) 6 11.08 (s, 1H), 9.14 (br s, 1H, tertiary NH"), 8.79 (dd, J = 8.5, 3.5 Hz, 1H), 8.18
(d, J=8.4 Hz, 2H), 8.11 (d, J = 8.5 Hz, 1H), 7.58 (ddd, J =9.0, 7.0, 2.4 Hz, 1H), 7.11 (dd, J = 8.6,
6.9 Hz, 1H), 7.03 (dd, J = 7.1, 1.9 Hz, 1H), 6.66 — 6.55 (m, 1H), 5.04 (ddd, J =12.8, 5.5, 2.7 Hz,
1H), 4.57 — 4.44 (m, 1H), 3.42 - 3.10 (m, 8H), 2.88 (dddd, J = 16.6, 14.1, 5.5, 2.0 Hz, 1H), 2.62 —
2.50 (m, 2H), 2.07 = 1.97 (m, 1H), 1.82 — 1.67 (m, 2H), 1.66 — 1.57 (m, 2H), 1.28 — 1.20 (m, 6H).
13C NMR (126 MHz, DMSO) & 172.79, 170.08, 168.89, 167.89, 167.25, 165.40, 165.20 (d, J =
33.0 Hz), 146.24, 137.39, 136.28, 132.22, 128.63 (2C), 127.35 (2C), 127.08 (d, J = 236.4 Hz),
126.97, 117.23, 110.55, 109.20, 55.41, 52.35, 48.54, 48.42, 41.17, 41.10, 30.96, 25.76, 22.15,
20.53, 18.98, 8.34.
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XY-07-177

N-((2R)-1-((3-((2-(2,6-dioxopiperidin-3-yl)-1,3-dioxoisoindolin-4-yl)amino)propyl)(ethyl)
amino)propan-2-yl)-4-(5-(trifluoromethyl)-1,2,4-oxadiazol-3-yl)benzamide (XY-07-177) was
synthesized from compound 70 and tert-butyl (3-bromopropyl)carbamate using similar
procedures, and was obtained as a yellow powder. UPLC-MS RT: 1.19 min (Method A), Mass
m/z: 656.50 [M+H]". Purity is > 95% by UPLC.



General procedure for degraders based on NVS-HD1 scaffold and VHL ligand
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tert-butyl (R)-4-(ethyl(2-(4-(5-(trifluoromethyl)-1,2,4-oxadiazol-3-yl)benzamido)propyl)

amino)butanoate, 73

To a solution of 70 (40 mg, 0.12 mmol, 1.0 eq.) and tert-butyl 4-bromobutanoate (21 uL, 1.2 eq.)
in acetonitrile (1 mL) were added K>COs (32 mg, 2.0 eq.) and Nal (1.8 mg, 0.1 eq.) in one portion.
The reaction mixture was heated to 65 °C and stirred for 12 h. When the starting material was
consumed, the mixture was filtered through a pad of Celite® and concentrate in vacuo. The residue
was purified using ISCO (dichloromethane/methanol, 0%-10%) to yield the title compound 73.
UPLC-MS RT: 1.28 min (Method A), Mass m/z: 484.98 [M+H]".
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(R)-4-(ethyl(2-(4-(5-(trifluoromethyl)-1,2,4-oxadiazol-3-yl)benzamido)propyl)amino)
butanoic acid, 74

Compound 73 (1.0 eq. from last step) was treated with a mixture of TFA/dichloromethane (1:5),
and the reaction was stirred at room temperature for 4 h. When the starting material was consumed,
solvent was removed in vacuo and the residue was used in the next step without further
purification. UPLC-MS RT: 1.03 min (Method A), Mass m/z: 428.97 [M+H]".
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(2S,4R)-1-((S)-2-(4-(ethyl((R)-2-(4-(5-(trifluoromethyl)-1,2,4-oxadiazol-3-yl)benzamido)
propyl)amino)butanamido)-3,3-dimethylbutanoyl)-4-hydroxy-N-((S)-1-(4-(4-methylthiazol-
5-yl)phenylethyl)pyrrolidine-2-carboxamide (XY-07-153)

The crude residue from last step (1.0 eq.) and L9 (28 mg, 0.5 eq.) was dissolved in DMF (1 mL).
The mixture was treated with EDCI (13.5 mg, 0.6 eq.), HOBt (9.5 mg, 0.6 eq.) and DIEA (20 pL,
1.0 eq.), and the reaction mixture was stirred at room temperature for 12 h. The reaction was
monitored by UPLC-MS, once the reaction was complete, the mixture was quenched with HzO,
extract three times with ethyl acetate. The organic layers were combined and washed with brine,
dried over anhydrous Na>SQy, filtered and concentrated in vacuo. The residue was purified using
HPLC (H.O/acetonitrile, 0%-100%) to yield the title compound XY-07-153 as a white powder (1.4
mg, 1.4 % yield over 3 steps). UPLC-MS RT: 1.33 min (Method A), Mass m/z: 854.82 [M+H]".
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(2S,4R)-1-((3R,16S)-16-(tert-butyl)-5-ethyl-3-methyl-1,14-dioxo-1-(4-(5-(trifluoromethyl)-
1,2,4-oxadiazol-3-yl)phenyl)-8,11-dioxa-2,5,15-triazaheptadecan-17-oyl)-4-hydroxy-N-((S)-
1-(4-(4-methylthiazol-5-yl)phenyl)ethyl)pyrrolidine-2-carboxamide (XY-07-152) was
synthesized from compound 70 and tert-butyl 3-(2-(2-bromoethoxy)ethoxy)propanoate using
similar procedures, and was obtained as a white powder. UPLC-MS RT: 1.29 min (Method A),
Mass m/z: 928.82 [M+H]". Purity is > 95% by UPLC. 'H NMR (500 MHz, DMSO-ds) & 8.99 (s,
1H), 8.73 (dd, J = 21.3, 8.4 Hz, 1H), 8.36 (d, J = 7.8 Hz, 1H), 8.21 (d, J = 8.4 Hz, 2H), 8.10 (dd, J
=84, 2.0 Hz, 2H), 7.87 (dd, J = 9.4, 5.7 Hz, 1H), 7.43 (d, J = 8.3 Hz, 2H), 7.37 (d, J = 8.3 Hz,
2H), 491 (p, J = 7.1 Hz, 1H), 4.59 — 4.46 (m, 2H), 4.42 (t, J = 8.1 Hz, 1H), 4.28 (s, 1H), 3.78 (q,
J=6.4,5.1Hz 2H), 3.66 — 3.47 (m, 9H), 3.44 — 3.22 (m, 6H), 2.57 — 2.51 (m, 1H), 245 (d, J =
2.9 Hz, 5H), 2.40 — 2.31 (m, 1H), 2.06 — 1.97 (m, 1H), 1.79 (ddd, J = 13.0, 8.6, 4.6 Hz, 1H), 1.37
(d, J = 7.0 Hz, 3H), 1.29 — 1.19 (m, 6H), 0.93 (s, 9H). *C NMR (126 MHz, DMSOQ) & 170.56,
169.82, 169.40, 167.91, 165.50, 157.96 (d, J = 33.6 Hz), 151.50, 147.75, 144.61, 137.43, 131.10,
129.71, 128.83 (2C), 128.65 (2C), 127.09 (d, J = 234.3 Hz), 127.40 (2C), 127.06, 126.38 (2C),
126.15, 69.66, 69.22, 68.75, 66.90, 64.11, 58.56, 56.57, 56.32 (2C), 52.25, 49.50, 47.69, 41.21,
37.77, 35.61, 35.38, 26.39 (3C), 22.38, 18.83, 15.97, 8.68.



General procedure for degraders based on NVS-HD1 scaffold and IAP ligand
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tert-butyl ((S)-1-(((S)-1-cyclohexyl-2-((S)-2-(4-(3-((5-(ethyl((R)-2-(4-(5-(trifluoromethyl)-1,2,4-
oxadiazol-3-yl)benzamido)propyl)amino)pentyl)oxy)benzoyl)thiazol-2-yl)pyrrolidin-1-yl)-2-
oxoethyl)amino)-1-oxopropan-2-yl)(methyl)carbamate, 75

Compound 70 (13.2 mg, 0.039 mmol, 0.8 eq.) was dissolved in dichloromethane (0.5 mL), and
linker L15 (33 mg, 1.0 eq., crude from deprotection step of 35 mg corresponding acetal) was
added at 0 °C, followed by NEt3 (13 uL, 2.0 eq.) and NaBH(OAc)s (10 mg, 1.0 eq.). The reaction
mixture was stirred at room temperature for 1 h. When the starting material was consumed, the
reaction was quench with aqueous NaHCO3, extract three times with ethyl acetate. The organic
layers were combined and washed with brine, dried over anhydrous Na,SO., filtered and
concentrated in vacuo. The residue was purified using ISCO (dichloromethane/methanol, 0%-10)
to yield the title compound 75. UPLC-MS RT: 1.83 min (Method A), Mass m/z: 1009.63 [M+H]".
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XY-07-150 HN

N-((R)-1-((5-(3-(2-((S)-1-((S)-2-cyclohexyl-2-((S)-2-(methylamino)propanamido)acetyl)
pyrrolidin-2-yl)thiazole-4-carbonyl)phenoxy)pentyl)(ethyl)amino)propan-2-yl)-4-(5-
(trifluoromethyl)-1,2,4-oxadiazol-3-yl)benzamide (XY-07-150)



The residue from last step (1.0 eq.) was treated with a mixture of TFA/dichloromethane (1:5) at
room temperature for 90 min. The reaction was monitored by UPLC-MS. When the starting

material was consumed, solvent was removed in vacuo, and the residue was purified using HPLC
(H2O/acetonitrile, 0%-100%) to yield the title compound XY-07-150 as a white powder (12.6 mg,
36 % yield over 3 steps). UPLC-MS RT: 1.61 min (Method A), Mass m/z: 908.82 [M+H]". Purity
is > 95% by UPLC. *H NMR (500 MHz, DMSO-dg) 5 9.02 (br s, 1H, tertiary NH*), 8.94 — 8.78 (m,
1H), 8.76 (t, J = 7.6 Hz, 1H), 8.72 (d, J = 8.1 Hz, 1H), 8.48 (d, J = 3.4 Hz, 1H), 8.19 (dd, J = 8.4,
2.0 Hz, 2H), 8.10 (dd, J = 8.5, 2.5 Hz, 2H), 7.70 (d, J = 7.6 Hz, 1H), 7.56 (dt, J = 13.8, 2.2 Hz,
1H), 7.45 (td, J = 8.0, 4.6 Hz, 1H), 7.26 — 7.18 (m, 1H), 5.44 — 5.32 (m, 1H), 4.60 — 4.40 (m, 2H),
4.04 (dt, J=12.9,6.3 Hz, 2H), 3.91 — 3.75 (m, 3H), 3.38 — 3.05 (m, 6H), 2.54 — 2.44 (m, 3H), 2.30
—2.12 (m, 2H), 2.04 (d, J = 7.6 Hz, 2H), 1.87 — 1.39 (m, 11H), 1.33 (d, J = 6.9 Hz, 3H), 1.30 -
1.18 (m, 6H), 1.18 — 0.93 (m, 6H).
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N-((2R)-1-((2-((1-(3-(2-((S)-1-((S)-2-cyclohexyl-2-((S)-2-(methylamino)propanamido)acetyl)
pyrrolidin-2-yl)thiazole-4-carbonyl)phenoxy)-3-methoxypropan-2-yl)oxy)ethyl)(ethyl)
amino)propan-2-yl)-4-(5-(trifluoromethyl)-1,2,4-oxadiazol-3-yl)benzamide (XY-07-154) was
synthesized from compound 70 and linker L14 using similar procedures, and was obtained as a
white powder. UPLC-MS RT: 1.25 min (Method A), Mass m/z: 954.63 [M+H]". Purity is > 95% by
UPLC. *H NMR (500 MHz, DMSO-ds) d 9.09 (s, 1H, tertiary NH*), 8.90 (s, 1H), 8.82 (s, 1H), 8.72
(d, J=8.1 Hz, 1H), 8.48 (s, 1H), 8.19 (d, J = 8.5 Hz, 2H), 8.09 (dd, J = 8.5, 2.9 Hz, 2H), 7.69 (s,
1H), 7.57 (d, J = 9.4 Hz, 1H), 7.46 (t, J = 7.9 Hz, 1H), 7.24 (ddd, J = 8.0, 4.9, 2.6 Hz, 1H), 5.39
(dd, J=7.9,3.3 Hz, 1H), 4.60 — 4.52 (m, 1H), 4.48 (t, J = 7.6 Hz, 1H), 4.21 — 4.10 (m, 2H), 3.96
—3.17 (m, 17H), 2.55 — 2.47 (m, 3H), 2.30 - 2.13 (m, 2H), 2.13 — 1.98 (m, 2H), 1.78 — 1.50 (m,
5H), 1.33 (d, J = 6.9 Hz, 3H), 1.27 — 1.19 (m, 6H), 1.19 — 0.96 (m, 6H). 3C NMR (126 MHz,
DMSO) & 185.88, 172.76, 170.00, 168.68, 167.90, 165.59, 158.23, 152.54, 138.24, 137.43,
129.99, 129.53, 129.00, 128.63 (2C), 127.36 (2C), 122.83, 119.57, 114.92, 69.69 (2C), 69.66,
68.86 (2C), 67.38, 64.10, 58.26, 56.52, 55.84, 55.38, 49.44, 47.22, 4119, 31.47, 30.76, 29.03,
27.84, 25.63, 25.47, 25.34, 24.16, 18.74, 15.72, 8.66. Two carbons were not observed.



General Procedure for benzamide degraders based on dacinostat and VHL ligand

OJ“Q@W C?J“Q@w 2 O Qﬁvm

NH20H aq, NaOH EDCI HOBt

MeOH 0C-rt, 12h DIEA DMF, rt, 24h

@’]“Q@wf;

4 |

0. o

o H \Z

(E)-3-(4-(((2-(LH-indol-3-yl)ethyl)(2-(3-(((S)-1-((2S,4R)-4-hydroxy-2-(((S)-1-(4-(4-
methylthiazol-5-yl)phenyl)ethyl)carbamoyl)pyrrolidin-1-yl)-3,3-dimethyl-1-oxobutan-2-yl)
amino)-3-oxopropoxy)ethyl)amino)methyl)phenyl)acrylic acid, 76

49

TFA, DCM

Compound 76 was obtained as a side product from the reaction of compound 49 to XY-07-090
(10 mg, 32% yield). UPLC-MS RT: 1.04 min (Method A), Mass m/z: 862.72 [M+H]".

tert-butyl  (2-((E)-3-(4-(((2-(LH-indol-3-yhethy)(2-(3-(((S)-1-((2S,4R)-4-hydroxy-2-(((S)-1-(4-
(4-methylthiazol-5-yl)phenyl)ethyl)carbamoyl)pyrrolidin-1-yl)-3,3-dimethyl-1-oxobutan-2-
yhamino)-3-oxopropoxy)ethyllamino)methyl)phenyl)acrylamido)phenyl)carbamate, 77



To a solution of compound 76 (10 mg, 0.012 mmol, 1.0 eq.) and tert-butyl (2-
aminophenyl)carbamate (3.7 mg, 1.5 eq.) in DMF (0.5 mL) were added EDCI (2.7 mg, 1.2 eq.),
HOBt (1.9 mg, 1.2 eq.) and DIEA (4 uL, 2 eq.). The reaction mixture was stirred at room
temperature for 24 h and monitored by UPLC-MS. Once the limiting starting material was
consumed, the reaction was quenched with H2O and extracted with ethyl acetate. The organic
layers were combined, dried over anhydrous Na>SOs, filtered and concentrated in vacuo. The
residue was purified using ISCO (dichloromethane/methanol, 0%-10) to yield the title compound
77. UPLC-MS RT: 1.43 min (Method A), Mass m/z: 1052.64 [M+H]".

Sae Qﬁwﬁ

(2S,4R)-1-((S)-2-(3-(2-((2-(1H-indol-3-yl)ethyl)(4-((E)-3-((2-aminophenyl)amino)-3-oxoprop-
1-en-1-yl)benzyl)amino)ethoxy)propanamido)-3,3-dimethylbutanoyl)-4-hydroxy-N-((S)-1-
(4-(4-methylthiazol-5-yl)phenyl)ethyl)pyrrolidine-2-carboxamide, compound XY-07-155

Compound 77 (1.0 eq. from last step) was treated with a mixture of TFA/dichloromethane (1:5).
The reaction was stirred for 3h, and monitored by UPLC-MS. Once the starting material was
consumed, the reaction was concentrated in vacuo. The residue was purified using HPLC
(H2O/acetonitrile, 0%-100%) to yield the title compound XY-07-155 as a white powder (1.3 mg,
12% vyield over 2 steps). UPLC-MS RT: 1.17 min (Method A), Mass m/z: 952.73 [M+H]". Purity is
> 95% by UPLC.
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(2S,4R)-1-((S)-3-(4-((E)-3-((2-aminophenyl)amino)-3-oxoprop-1-en-1-yl)benzyl)-14-(tert-
butyl)-1-(1H-indol-3-yl)-12-0x0-6,9-dioxa-3,13-diazapentadecan-15-oyl)-4-hydroxy-N-((S)-1-
(4-(4-methylthiazol-5-yl)phenyl)ethyl)pyrrolidine-2-carboxamide (XY-07-156) was
synthesized using similar procedures, and was obtained as a white powder. UPLC-MS RT: 1.20
min (Method A), Mass m/z: 996.83 [M+H]". Purity is > 95% by UPLC.
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(2S,4R)-1-((S)-3-(4-((E)-3-((2-aminophenyl)amino)-3-oxoprop-1-en-1-yl)benzyl)-17-(tert-
butyl)-1-(1H-indol-3-yl)-15-0x0-6,9,12-trioxa-3,16-diazaoctadecan-18-oyl)-4-hydroxy-N-((S)-
1-(4-(4-methylthiazol-5-yl)phenyl)ethyl)pyrrolidine-2-carboxamide (XY-08-012) was
synthesized using similar procedures, and was obtained as a white powder. LCMS Mass m/z:
521.9 [M/2+H]". Purity is > 95% by UPLC. *HNMR (400 MHz, CD3s0D) & (ppm) 8.80 (s, 2H), 7.64
(dd, J =28.2,11.8 Hz, 4H), 7.45 (d, J = 8.0 Hz, 2H), 7.40 — 7.05 (m, 11H), 7.05 — 6.99 (m, 1H),
6.88 (t, J = 13.3 Hz, 2H), 4.48 (dd, J = 18.2, 10.4 Hz, 3H), 4.27 (d, J = 32.9 Hz, 1H), 3.85 - 3.69
(m, 3H), 3.68 — 3.60 (m, 2H), 3.56 — 3.42 (m, 11H), 2.52 — 2.23 (m, 6H), 2.15 - 2.05 (m, 1H), 1.84
(s, 1H), 1.41 (dd, J = 31.3, 7.0 Hz, 3H), 1.21 (d, J = 18.1 Hz, 2H), 0.87 (dd, J = 35.7, 14.7 Hz,
12H).
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(2S,4R)-1-((S)-3-(4-((E)-3-((2-aminophenyl)amino)-3-oxoprop-1-en-1-yl)benzyl)-20-(tert-
butyl)-1-(1H-indol-3-yl)-18-0x0-6,9,12,15-tetraoxa-3,19-diazahenicosan-21-oyl)-4-hydroxy-
N-((S)-1-(4-(4-methylthiazol-5-yl)phenyl)ethyl)pyrrolidine-2-carboxamide (XY-08-013) was
synthesized using similar procedures, and was obtained as a white powder. LCMS Mass m/z:
543.4 [M/2+H]*. Purity is > 95% by UPLC. *HNMR (400 MHz, CD3s0D) & (ppm) 9.76 (s, 2H), 7.73
(d, J=15.6 Hz, 1H), 7.61 (s, 2H), 7.36 (ddd, J = 34.4, 24.7, 14.9 Hz, 13H), 7.13 (s, 1H), 7.02 (s,
1H), 6.90 (d, J = 14.6 Hz, 2H), 5.25 (s, 1H), 4.90 (d, J = 5.7 Hz, 3H), 4.58 — 4.42 (m, 4H), 4.31 (s,
1H), 3.83 — 3.72 (m, 3H), 3.58 — 3.43 (m, 12H), 2.49 (s, 3H), 2.36 (d, J = 30.3 Hz, 2H), 2.10 (d, J
=10.7 Hz, 1H), 1.87 (d, J = 42.1 Hz, 2H), 1.56 — 1.45 (m, 2H), 1.39 (d, J = 6.5 Hz, 3H), 1.23 (s,
3H), 0.92 (s, 9H), 0.80 (s, 2H).
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UPLC-MS spectra for final compounds

XY-07-035
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XY-07-191

XY-07-191-5-prepTLC
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XY-07-028
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XY-07-033
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XY-07-029

XY-07-29-qc-190205
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XY-07-034
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2: Diode Array

0.91 254
1 [ Range: 2. 194
1.5
5 E
g 1.0
5.0e-1
00 T T
-0.00 020 260 280
XY-07-34-3-qc 1. Scan ES+
TIC
h 7.25e8
271279
273 7
aE!_
0 T URARAE REARN AL RARAE LALEE RELLN LR RRALN LALLS RARLE RARRE RARE) RAREE RRAL LALEE LERRN LA reprTTTTTTTTrreery [ime
-000 020 040 060 080 1.00 120 1.40 160 1.80 200 220 240 260 280
XY-07-34-3-qc 459 (0.918) 1: Scan ES+
100~ 708.80 4.23e7
‘-&2_
709.90
710.80
B e T R e e
100 200 300 400 500 600 700 800 900 1000 1100 1200



XY-07-098

XY-07-08-6-HPLC-1Y
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XY-07-099
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XY-07-060

XY-07-60-qc 3: Diode Array
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XY-07-103

XY-07-103-qc-202105819 Y 2: Diode Array
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XY-07-104

XY-07-104-4-HPLC-TY

3: Diode Array
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XY-07-097

XY-07-097-117-gc-20200311 Y 2 Diode Array
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KY-07-96-6-qc Y 3: Diode Array
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XY-08-007
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2: Diode Array
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100 200 300 400 500 600 700 800 900 1000 1100 1200



XY-08-008

XY-08-008-gc ' 2 Diode Array
0.98 254
E Range: 4. 162e-1
3.0e-1] |
52 20e-1] \
E 0.25
1.0e-14 » \ 145
LA w ]
0.0 e =
SatA) LA LARS RAARS| LAY LAY RAALN RAALY RALLY RALLY LALLE LARSY RALAY RASE) AN RALAN LALLS LALLYRALA) AL RLLES RAGLN ALY RAALE LALLE RARAY WAL e |
020 040 060 080 100 120 140 160 180 200 220 240 260 280
XY-08-008-qc 1: Scan ES+
TIC
100 1.06e9
52_
276
273
A
O T T T T T T e T e e e e e e Time
020 040 060 080 100 120 140 160 180 200 220 240 260 280
XY-08-008-qc 494 (0.987) Cm (472:559) 1: Scan ES+
100- 81081 2.50e7
o] 811.81
338.97 635.90
1 145.00 | -656.00
18 S U U B G -
100 200 300 400 500 600 700 800 900 1000 1100 1200




XY-08-014

XY-08-014-qc

XY-08-014-qc
100+

0.23

1.02

2: Diode Array
254
Range: 2.201e-1

J
020 04) 060 080 100 120 140 160 180

Mo
LA AAREE LARLE RLARE RLARE RRLA LAY LARLE AR |
200 220 240 260 280
1: Scan ES+
TIC
1.28e9
275

2_;{\
Y

0t ey Time
020 040 060 080 100 200 220 240 260 280
XY-08-014-gc 516 (1.032) 1: Scan ES+
100+ 854 82 3.21e7
42797
855.82
=
£56.62
:1!38,98
0 "I""I""I""I""I':.!I""I""I""I""I""I"I"I""I""I"l'_'l""l miz

100

200 300 400 500

900 = 1000 = 1100 = 1200



XY-07-200

2: Diode Array

XY-07-200-qc
0.96 254
E Range: 1.39%¢e-1
1.0e-14
a2 7562
Z f 023 ‘
5 0e-24 '! , K 2,537
E \ 146 J
2.5e-24 ,—AA—U;L’JJI - A ——— L\‘\
LARAN RN UM LAALILLLS LLALE LA LA LAY LALEN NS LAY LALLE LALAN RAARE ALY LAY IALANRALLN ALY LAAAE A AN LR AR LA
020 080 060 080 100 120 140 160 180 200 240 260 280
XY-07-200-q¢ 1- Scan ES+
TIC
100+ 4.68¢e8
ﬁ_
O T e e e prrTTTTTee Time
020 040 060 080 100 120 140 160 180 200 240 260 280
XY-07-200-gc 480 (0.960) 1- Scan ES+
10010115 6.54e6
438 67
876.24
ﬁ_
439 67 877.44
176.01
44017 | 575.04
241.09
437.97.
264,98 490.37 B73.54
0- T LU DPURTURRU [T WA PG A DV ¥V SO
100 200 300 400 500 600 700 800 900 1100 1200



XY-07-090

XY-07-090-qc-20100706 2. Diode Array
1.03 254
3.0e-14 Range: 3.079e-1
2 0e-1
[ E
1.0e-14 0.25
1.44
B RN RALLS LALLN RALLE RAALY LARRN REAA) MR RALAY NARES LARAN RAAA) LAAN RAALN RAALERALLY LUARY RAARN LA LA LA
080 100 1.20 1.40 1.60 180 200 220 240 260 280
XY-07-090-qc-20190706 1. Scan ES+
1.03 TIC
100 ’*1 05 1.5889
1.08
=] 2.76
0.23 f]
i 027
f“\hq;;w ) 2.63{ \
L .‘""““"’**--——--m.ﬂ-\.a'l . JL/I
O T e e Ry Time
020 040 060 080 100 120 140 160 180 200 220 240 260 280
XY-07-090-qc-20190706 521 (1.042) 1: Scan ES+
100- 439.58 7.13e7
BE_
877.72
878.82
44778
i N
L R L B L L L L B B LR B LA R LA L AR e e nara a1 104
100 200 300 400 500 600 700 800 900 1000 1100 1200



XY-07-093

XY-07-93-qc-20190509 3. Diode Array
0.97 254
Range: 1.491
1.0
n? 3
5.0e-14
1 0.25
- RARRE BRI RAARS LAARE LARES RAARE LALLE LR LARLE RRRR L LAAAAR RARAS RARRE RARAN RARRRRLLEN RAREN RELLE LARRE LARLE RLAL LA RS LARRE RARAS |
020 0.40 060 0.80 1.00 1.20 1.40 1.60 1.80 2.00 220 240 260 280
XY-07-93-qc-2019050p 1: Scan ES+
276 TIC
100 0.951.03 T 4.42e8
0.23 \W"
1 ‘ 1.05
\ by
= ‘\ ‘ 1.07 ‘
| |
b VP 18 ‘
049 L, ¥ 269
Al o M.v«.“r. -1.38 ~
R MM.MM_ ) )
0 R s LA L L L Ry LAY AN LR LA RS R LAY LA LR LR AR A A L Ll L e s L e WU TS
020 040 060 080 100 120 140 160 180 200 220 240 260 280
XY-07-93-qc-20190509 213 (0.991) 1: Scan ES+
100- 461.58 217e7
32_
921.82
2272
478.08
{
Oyt R L L L L L L B L L R L LR B LA LRy RS R e nns Ry pan 114
100 200 300 400 500 600 700 800 900 1000 1100 1200




XY-08-009

XY-08-009-qc Y 2 Diode Array
1.03 254
Range: 2.45%9e-1
1561
nZ 3
1 0e-1]
E 0.21 \
5.0e-24 | 1.41
003 N L———” e
- AL LARS IARAS RAARE LALRS LALLY LALLY RARLY LARRE RARAS RARLE LLRAY LALLE LAARNLALES LAARE LALRS REALE LALAS LLALE LR LA RALLIRRSL
020 042 060 080 100 120 140 160 180 200 220 240 260 280
XY-08-009-qc 1: Scan ES+
TIC
1004 1.66e9
o2
0.24
275
) L Ly L i L) i L L) LR L LAl L L L L e L e s "|"""'|"'(:/.('\"'\|T|me
020 040 060 080 100 120 140 160 180 200 220 240 260 280
XY-08-009-qc 516 (1.032) 1: Scan ES+
100- 483 58.. 6.22e7
aE_
965.93
634.90
L B L b o L B L B B L e LR AR LA Ra s s e e na s el VA
100 200 300 400 500 500 700 800 900 1000 1100 1200



XY-08-010
AV

XY-08-010-gc-20210414 2: Diode Array
0.99 254
E Range: 1.091
8.0e-14
- 6.0e-13
g E
4 0e-14
2.0e-14
3 0.23 ,J
O O-Lrrrrprrrrf et A AR RS IAMAALAASAL AAREE RLAEN AL RALAN RARES RARRS RARR) RARANRAARE RRARE ARLLY RAARE LARRE RRRAN|
020 040 060 080 100 120 140 160 180 200 220 240 260 280
XY-08-010-qc-20210414 1: Scan ES+
1.01 Tic
1009 098 . 0 9.25e8
022 94
E 0.30
V( 2.71
045 0_95| 1.14 : Fz_ra
0.18 e 0.64 0.76 \'J L-\..‘J'l A
\ﬁ | - d M“"“*W*—Mmﬁlﬁ'ﬁw
0 A.T:_"I‘T.“—"I""I""I""\""I""I""I""I""I""I" RAAALRARAL RARAS] "|""\""|""|‘"'|.""‘ g I R M |""|"'¢|""|—|—ime
020 040 060 080 100 120 140 160 180 200 220 240 260 280
XY-08-010-qc-20210414 501 (1.002) 1- Scan ES+
1004 331.97 2.27e7
678.76
= 1009 42
679.76
34007 S03s 010.72
340.
i | 680,36 1011.52
B B L Lnd B L LAl L Ll R s n '|""|""|""|'Hw""|'"'|"'L'|""|"‘w""|H" miz
100 200 300 400 500 600 700 800 900 1000 1100 1200



XY-08-011

XY-08-011-gc-20210322 2. Diode Array
1.02 254
Range: 7.953e-1
6.0e-1]
B2 4.0e-14
2 0e-1 } |
024 \
| \ 2,67
O L AR Nasas y ad L LA Ly L L) LA L L st L Lt s "'I""I""I""I""I""\""I":’-'\\‘TI
020 042 060 080 100 120 140 160 180 200 220 240 260 280
XY-08-011-qc-20210322 1: Scan ES+
1.03 Tic
1004 104 8.95¢8
1.0
1.01
0.230.25 N |06
a&_
03 278
0.41
053
. 0.65 0.95
0.1 c S 1,16 268
04 T [ime
020 040 060 080 100 120 140 160 180 200 220 240 260 280
XY-08-011-gC-20210322 516 (1.032) 1- Scan ES+
1004 52737 3 54e7
BE_
aaer 199 76 1053.51
‘3;61_97 1“5’38-27 }075-71
0 ""I""I""I""I""I-'l"'I""I""I" 'I""I""I""I""I""I""I""I""I'"'I""I"‘"I"“\""I"" miz
100 200 300 400 500 600 700 800 900 1000 1100 1200



XY-07-187

XY-07-187-qc ~ 2: Diode Array
1.29 254
I Range: 1.708e-1
1.5e-14 |\|
- 1.0e-14
l{ ]
0.23
5 0e-2 H
H j ‘},42
E 267
k U A
00 JARRN RASEN LARRE LALRS RALEE LR (LN RALAN RAARE RALLE RASLE UALES LAREY RARAE RRRAE LARLN RALAN LALLE RALENRALES LEALE RAREE RAALERRLLE RAALY RALEE LAARY LALE RAARS|
020 040 D060 080 100 120 140 160 160 200 220 240 260 280
XY-07-187-qc 1: Scan ES+
TIC
100 1.07e9
ES 0,233'2ir
269
0 ""I""I""I""I""I""\""I""I‘"'I""I""I""I‘"'I""I""I""I""I""\""I""\""I""\""I""I""I""I"‘)"}:\"AITirne
020 040 060 080 100 120 140 160 180 200 220 240 260 280
XY-07-187-qc 660 (1.319) 1: Scan ES+
100- 468 48.. 2 79e7
B‘E:—
935.92
123.71 351-07 938.02
7/
Y "llw“l“|""|""|""|"'J‘|""|' L B L L B AL L) LAY LRy AL LA e n Rk na a1V
100 200 300 400 500 600 700 800 900 1000 1100 1200



XY-09-013

XY-00-013-3-prepTLC-comb Y 2. Diode Array
1.07 254
Range: §.844e-1
6. 0e-14
5 ]
"< 40e1]
E 267
2 0e-14 029
00 ""I"T\h"'\'"I""I""I""I'"'I""I""I""I"' ALMARALRALES RARAE RERAN RARES LRALY RARES RELLY RAALE LASLE RALEE LLULE LARLE RS
020 04C 060 080 100 120 140 160 180 200 220 240 260 280
XY-09-013-3-prepTLC-comb 1. 8can ES+
TIC
100+ 7 44e8
2.80
‘aE_
0t T T e ey Time
020 040 060 080 100 120 140 160 180 200 220 240 260 2.80
XY-09-013-3-prepTLC-comb 539 (1.078) 1: Scan ES+
935.73 1.34e7
100 468 47
.468.97
E.Q_
469.37 93673
117.94 48437 939.63
{7 7 1720104050 36977 / 736 75
0 J.u.n] P T Il J. n [ i
MABBARARAS BARRE RARAS RS LERRS RLALAE RARAN LARRS LARAS B AJBARRE R LN RN LA RS LA Ranas naaaa nan sy nann 11174
100 200 300 400 500 600 700 800 900 1000 1100 1200



XY-07-189

1.19

2 Diode Array
254
Range: 1.535e-1

267
J\—H‘

| RAALE SRS RAALY RALAS LALLM
240 260 280

1: Scan ES+
TIC
1.23e9

P{L_‘,V\

T T T T T T T T T T e T T
020 040 060 080 100 120

392.07

XY-07-189-q¢ N
1.5e-1
1.0e-1
-
| ) .
< 0.24
5.0e-24 \
ll'L_,-
00 LAARERRARE LERRE LR LARAILLRES LARL) RALL
020 0.40
XY-07-180-q¢
100-
aE_
0'22,0,25
0.35 0.
0
XY-07-189-gc 599 (1.197)
100+
g_
0

™

e ARSaRRLARR
200 220

981.63

rrrterreny TIMe

240 260 280

1: Scan ES+
6.12e7

100 200 = 300

AR RS LA AR AR RAREN LALEE RN LA L
400 500 600

900 = 1000 = 1100 1200



XY-07-136

XY-07-136-qc 2: Diode Array
1.15 24
1 ’\ Range: 3.85e-1
3.0e-1 \
nl  20e1]
1.0e-14 n,:z\e ‘ \
E | \
\L LN - o
0.0 R L L L L L R L A L Ll L AN LA L Ll A A A A LA LARAS AL Mk R LA s
020 040| 060 080 100 120 140 160 180 200 220 240 260 280
XY-07-136-q¢ 1: Scan ES+
TIC
1001 1.03e9
%—
0'250_29
036 276
P 2,73)J\
0 LA AN UL AR AR LN LR LN UL LSRN LS A RS RN L R L R R T Time
020 040 060 080 100 120 140 160 180 200 220 240 260 280
XY-07-136-qc 572 (1.143) 1: Scan ES+
29,
100 45158 8.22e7
= |
458.88
43868 |~ %01.72
i X
O—yrers IR RARRE T LRAAES LS RN LA LA R LA L LA L LAl LA AR EALAR R nass naan a1 4
100 200 300 400 500 600 700 800 900 1000 1100 1200



XY-07-143

XY-07-143-qc-20201223 Y 2: Diode Array
0.90 254
3 H Range: 2. 551e-1
2.0e-1]
1581 \
I( 3
1.0e-14 U-A?-:l
5_De-2: \ . ' 02 b 67
\\ e & A .
RRARAALE LAREY RESR | SRS LAARE RALLE LAARE LALLS RALLY LALLY RASLY UARRE RALAS RARAN LEAY LALLE LARRNRALLS LASRS LARRS REALE LALAS LLALE RALRN LAY RALLRRSS ]
020 O[40 060 080 100 120 140 160 180 200 220 240 260 280
XY-07-143-qc-20201223 1 Scan ES+
0.90 TIC
100-
8.82e8
0.92
= 022 1.01
045.049.053 274
™ 0.68 270
0.18
N
O e T T T T T e e ey Time
020 040 060 080 100 120 140 160 180 200 220 240 260 280
XY-07-143-qc-20201223 463 (0.926) 1 Scan ES+
100- 474.87 5.46e7
g_
948.23
L A B L R L L B LA B AR L R s s s nas e s nan s e nnll 11174
100 200 300 400 500 600 700 800 000 1000 1100 1200



XY-07-147
XY-07-147-qc-20201223

2: Diode Array

0.90 254
Range: 4.727e-1
3 0e-1
.:)
Y
1.0e-1 0.24
0.0 PR TR T R T I I T I I e T e e e e
020 0J0 060 080 100 120 140 160 180 200 220 240 260 280
XY-07-147-qc-20201223 1- Scan ES+
TIC
1004 9.87e8
aE_
0.23
N
0.18
™,
O T T T T T T T T T T T T T T T T T R e ey Time
020 040 060 080 100 120 140 160 180 200 220 240 260 280
XY-07-147-qc-20201223 467 (0.934) 1: Scan ES+
2e7
100- 496.77...497 27 1.42¢
%,
512.87
v
51347
101.15 488'3\7\1 99222
0 'I'L"'le"'l'"-l"-'"|T':"f"";'J'"'lj'J":'l"i'l' L B L L L L B LA LR L) RE s s nan s pan a1V
100 200 300 400 500 600 700 800 900 1000 1100 1200



XY-07-108

XY-07-108-2-HPLC-conc

3. Diode Array

1.36 254
\ Range: 6.962e-1
6.0e-14 |\
- \II
o 40e1] \H
"2 : A
2.0e-14 \
\
F 0.22
0.0 f\ e
B n e L L R R L L L L L R L) L B L B L) L) AL Ly LSS L) RS R el R ALY R RSl
0200 040 060 080 100 120 140 160 180 200 220 240 260 280
XY-07-108-2-HPLC-conc 1: Scan ES+
TIC
1004 1.06e9
= 275
269
N
0 R Lal LA A AR AN LA LAY A ASAN AL RARAN UAARE RALAS USRS RASAN RARL) RAALN LM RAAM LAAM LA Laaanaial st sal pxast s IS
020 040 060 080 100 120 140 160 180 200 220 240 260 280
XY-07-108-2-HPLC-conc 305 (1.420) 1: Scan ES+
=
100+ 812.61 518e7
813.71
*,
O—prem e S B L Ll L L R L R A R LA RARAN ALY L ) R a s Ry na a1 12
100 200 300 400 500 600 700 300 900 1000 1100 1200




XY-07-106

XY-07-106-qc ™ 3: Diode Array
158 254
E Range: 2 644e-1
- 1
2 0e-14 f \
e \
1.5e-14 foy
.2 E fl
1.0e-14 0.24 }
E \
5 0e-23 \ / .
E k J \\_ 265
0.0 ""\""I“'I""I‘"'I""I""I""I""I""I""I""I""TT'/'"IJ""\""I""I""I‘"'I""I""I""I'"'I""I""I""I""I""I
020 040 060 080 100 120 140 160 180 200 220 240 260 280
XY-07-106-qc 1- Scan ES+
0.25 2.76 TIC
100+ 7 6.67e8
BE_
2.69
0.19 )
~
D""\""I“'I""I‘"'I""I""I""I""I""I""I""I""\""I""\""I""I""I‘"'I""I""I""I'"'I""I""I""I"“I""ITime
020 040 060 080 100 120 140 160 180 200 220 240 260 280
XY-07-106-gc 335 (1.561) 1- Scan ES+
(=
100+ 868 62 3.51e7
ol 869.72
L R B L L L L B B L L LR LR R Ly R nas s s e 11
100 200 300 400 500 600 700 800 900 1000 1100 1200




XY-07-107
XY-07-107-gc Y

1 \
3 0e-14 / |

2.0e-1
"z

1.0e-14 0.28 /

3: Diode Array
254
Range: 3.695e-1

020 040 060 080 100 120 140 160 180 200 220 240 260 280
XY-07-107-qc 1: Scan ES+
TiIC
100+ 276 8.03e8
~
=
269
N
Ot e Time
020 040 08O 080 100 120 140 160 180 200 220 240 260 280
XY-07-107-gc 312 (1.433) 1: Scan ES+
[=4
100- 900.72 517e7
=]
.901.62
902.62
B L e L L B L B L B L B A L B LA e man s a1
100 200 300 400 500 600 700 800 900 1000 1100 1200



XY-07-113
XY-07-113-4-HPLC-run2-9

2: Diode Array
134 254
Range: 2.427e-1

R A A L LA N R AR LA
020 040 C60 080

T T
140 160 180 200 220 240 260 280

XY-07-113-4-HPLC-run2-9 1. Scan ES+
1.33 TIC
100+ 1.34
130 1.11e9
S .1.37
BE:_
‘ 2.{75
1.25 2.69 \
022 077 \)J 165 188 181 "2 5 g \{ﬁ
w I el o, L M‘\ ST
] f
0t T LARARE AALE LA ML T Time

LA MR RAARE AL RAARY LARRE LAARE LARLE RASAN RARLE RASEN RALL
020 040 060 080 100

140 160 180 200 220 240 260 280

XY-07-113-4-HPLC-run2-9 683 (1.367) 1: Scan ES+
100+ 1002.63 4.81e7
1003.63
1 %
-1004.63
D i A el

700 | 800 900 1000 = 1100 = 1200



XY-07-109

XY-07-109-qc v 3: Diode Array
157 254
8.0e-24 /'\ Range” 8 856e-2
3 0.23
6.0e-2- K \5
nZ 4.0e-2 \\ ‘
2 0e-24 |L
1 130 143 \ L 28s
OO_M"'J m,..hﬁ’w ww oo e A AR i g
000 020| 040 060 080 100 120 140 160 180 200 220 240 260 280
XY-07-109-qc 1: Scan ES+
TIC
100+ 1149
0.24
276
%_
268
LY
O T T T T T T T T T e ey Time
000 020 040 060 080 100 120 140 160 180 200 220 240 260 280
XY-07-109-qc 334 (1.556) 1: Scan ES+
100- 513 .48.. 4.72e7
‘6&_
1025.54
A m L e L L L L L L L s ) R S R AR LER A A RASAs Raaan tan s ananl11IFA
100 200 300 400 500 600 700 800 900 1000 1100 1200



XY-07-111

XY-07-111-3-HPLC-7 ~ 2 Diode Array
1.38 254
E Range: 1.004
8.0e-1]
6.0e-14
nZ 3
4.0e-14
2.0e-14
00 IEAREAARLE RAARE RERANE LARN LALLELLALE LALEE LLLAN LALLE RARRN LAL ALMARARARES WARRE RASA) RARES RARRE RARRN RAARN RARAY RAARE RARL RASRE RARARRRALS]
020 040 |060 080 100 120 140 160 180 200 220 240 260 280
XY-07-111-3-HPLC-7 1: Scan ES+
TIC
100+ 1.46e9
a.?\.
274
269‘/\
i M
0 F'_'"\""I""\""I""\ R A Lt e e Ay Lty AR RS LAl LASed LSRN LA Lrst ase Raas Ly et eesns aai s st tns s s ML
020 040 060 080 100 120 140 160 180 200 220 240 260 280
XY-07-111-3-HPLC-7 737 (1.475) 1: Scan ES+
100- 528.58 6.43e7
#,
1055.64
545.99
{
0+ e e T e e M2
100 200 300 400 500 600 700 800 900 1000 1100 1200




XY-07-110

2: Diode Array
254
Range: 1.115

XY-07-110-3-HPLC-6 Y
8 0e-1
- 6.0e-1
.{ 3
4061
2.0e-1
[V N

XY-07-110-3-HPLC-6
100+

0.06 022

O+t

2,I20 I 2,110 I 2&30 I 2,;30
1: Scan ES+
TIC
1.81€9

A

020 040 060 080 100 120 140 160 180 200

A ua s sy uas s IS
220 240 260 280

XY-07-110-3-HPLC-6 767 (1.535) 1: Scan ES+
1004 597e7
= |
1081.75
0 T IREAARBARRE! U AR RN RN RN R
100 200 300 400 1000 1100 1200



XY-07-114
XY-07-114-4-HPLC-6 -

8.0e-1
6.0e-14
4.0e-14
2.0e-14

0.0

2: Diode Array
254
Range: 1.024

XY-07-114-4-HPLC-6
100+

[},—n...._.......ﬂn__..———-————-—-—'—'

240 I 2,530 I 2,;30
1: Scan ES+
TIC
2.00e9

2.74

Z_EB/A
i

XY-07-114-4-HPLC-6 703 (1.407)
100+

ULALARE RALLERRARE RALLARAALE RARRELARLE NARLERALAS LARLE RAARSN RARLE RAALRAALE RASAL AR RAALE RALAE RAARE AARLY LAARY RARAY
020 040 060 080

e Time

240 260 280

1: Scan ES+
6.05e7

1099 .55

1100.55
1101.75

100 200 300 = 400 500 = 600 700 ~ 80 900 1000 = 1100 = 1200

miz



XY-07-125

XY-07-125-qc-powder 2: Diode Array
0.23 Range: 6.945e+1
M
6.0e+14 |
t'\9_33 1.21
" \
L 40e+t \
I{ 1 L'
‘\. Y
2.0e+1] ~J \
"\ 267
. M \\ /r.
M_‘____‘_J e \“\
0.0 MLARLIAARE RARRE LA LALE I AR LS ALY LARLE RARLE ALY LAY LALAE LLLE RARLE "'I""I'"'I'"'I""I""I""I""I'"'I""I""I""I"TTI
000 020 040 [060 080 100 120 140 160 180 200 220 240 260 280
XY-07-125-qc-powder 1: Scan ES+
TIC
1004 10.00e8
g_
276
A RAS akaa mxas iy s TR, 1
000 020 040 060 080 100 120 140 160 180 200 220 240 260
XY-07-125-qc-powder 648 (1.295) 1: Scan ES+
519.87... 3.00e7
100~
g_
521.57 1038.21
e T L e Ty IS
100 200 300 400 500 600 700 800 900 1000 1100 1200



XY-07-126

XY-07-126-qc-powder Y 2: Diode Array
0.24 Range: 2 52e+2
; \
2. 0e+2] \
i o 1.07
1 5e+2 A
nZ E \
1.0e+24 \
; | \
5.0e+11 | | N
3 ! ~\
] Sl S S~
0.0 AL L R R R AL R Ll I AR LA LA LA AL L) LA LA LAl LA LA ) LA LRl LARRS LR LA R |
000 020 040 o060 080 100 120 140 160 180 200 220 240 260 280
XY-07-126-qc-powder 1 Scan ES+
TIC
T 1.13e9
=
021
0.18
8
2 Y rromm - T T T TIME
000 020 040 060 080 100 120 140 160 180 200 220 240 260 280
XY-07-126-qc-powder 530 (1.059) 1- Scan ES+
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Data S2 | Proteomics scatterplots profiling 52 HDAC-targeted degraders over 101
independent treatments included in this study. Related to Figure 1 and Supplemental Figure
S1.



XY.07.028 (wp088)

XY.07.028 (wp088)

(o]
@)
I
(|
I
..5 L[]
2
(&)
(0]
©
e
S
o
=
-
[ [ [ [ [
v Z 0 Z- v—
OSINA / 820°L0°AX Ddzboj
' m
mm . 0
d (9\]
..................... T$ww
S L L<
. Z
1 1 Z
o ©
| ' @)
] ] A
L a
Lo L
J0) L
= L
C o
I I T I I
v Z 0 Z- v—

OSINA / 820°L0°AX Ddzboj

-10

-10

log10 P-value

log10 P-value



log2FC XY.07.029 / DMSO

XY.07.029 (wp088) XY.07.029 (wp088)

all hits uniprot hdac hits
| < - |
E o E
1 (V)] N 1
| > |
I a I
E o E
1 N 1
"""""""""""'""""""""T"";" o Y RS~ - A
: e B o — :
T T T T T T T T U S ALE4HDACS T ’ >
- ZFP91, ! X X
-“mMIERT MIER2 o |
- ZNF692! < |
- HDAC6 | SN - HDAC6 |
1 9 1
: < | :
I [ I
I I I I I I I I I I ' I I
-10 -8 -6 -4 -2 0 -10 -8 -6 -4 -2 0

log10 P-value log10 P-value



XY.07.033 (wp088)

XY.07.033 (wp088)

O
O
I
a
T
%)
£
(&)
(0]
©
e
S
o
=
-
T T T T T
14 e 0 - -
OSINA / ££0°L0'AX DOdzbo
S ml
= ._D
i
L e
1 _T
Z .o
..................... Jm;
=
L ©
L O
1 1 A
1 1 D
L T
@2 Lo
< L
© L
I I T I I
14 e 0 - -

OSINA / ££0°L0°AX Ddzboj

-10

-10

log10 P-value

log10 P-value



XY.07.035 (wp088)

XY.07.035 (wp088)

(o]
®)
<4
a
T
j%)
£
(&)
(0]
©
e
S
o
'z
-
I I I I I
14 e 0 - -
OSINA / GE0'LO'AX DOdzbo
\ m ©
1 1 C
L <
1 1 D
L L
a o
< L
T Lo
I I T I I
14 e 0 - -

OSINA / SE0°L0°AX Ddzboj

-10

-10

log10 P-value

log10 P-value



XY.07.034 (wp088)

XY.07.034 (wp088)

O
g
(|
T
[%)
£
(&)
(0]
©
e
S
o
=
-
[ [ [ [ [
v Z 0 Z- v—
OSINA / ¥£0°L0°AX Ddzboj
oM
—
(9)]
& X
<
‘ <
O
g
(|
T
%)
£
T
[ [ [ [ [
v Z 0 Z- v—

OSINA / ¥£0°L0°AX Ddzboj

-10

-10

log10 P-value

log10 P-value



log2FC XY.07.085_1uM / DMSO

XY.07.085_1uM (wp110)

all hits

log10 P-value

log2FC XY.07.085_1uM /DMSO

XY.07.085_1uM (wp110)

uniprot hdac hits

log10 P-value




XY.07.090 (wpl110)

XY.07.090 (wpl110)

!
¥
L ™
| | C
N <
N a
N T
%) m "
= N
C 1 1
I L
© | 1
e | 1
° N
o L
m | |
= N
I I ] I I
14 e 0 - -
OSINA / 060°L0°AX Ddzbo
o
(0))]
a)
L] 3
O
<
a
T
12]
=
T
I I I I I
14 e 0 - -

OSINA / 060°L0°AX Ddzboj

-10

-10

log10 P-value

log10 P-value



log2FC XY.07.093 / DMSO

XY.07.093 (wpl110)

all hits

+ HDAC3

log10 P-value

log2FC XY.07.093 / DMSO

XY.07.093 (wpl110)

uniprot hdac hits

+ HDAC3
I I I I I
-10 -8 -6 -4 -2
log10 P-value




(wpl10)

XY.07.096_1uM

(wpl10)

XY.07.096_1uM

+ HDAC6

uniprot hdac hits

+ ZNF692

%)
=
<
©

OSA / INNT 960°L0°AX Ddzbol

-10

-10

log10 P-value

log10 P-value



log2FC XY.07.097_1uM / DMSO

XY.07.097_1uM (wp110)

all hits

- ZNF

692

log10 P-value

log2FC XY.07.097_1uM / DMSO

XY.07.097_1uM (wp110)

uniprot hdac hits

log10 P-value




(wpl120)

XY.07.035_4hr

(wpl120)

XY.07.035_4hr

uniprot hdac hits

+ HDAC6

g g GGG S < ) I S

OSINA / Uy SE0°LOAX Ddzbol

all hits

+ HDAC6

g g g GGG S < ) I s

OSINA / Uy SE0°LOAX Ddzbol

-10

-10

log10 P-value

log10 P-value



(wpl120)

XY.07.035_2hr

(wpl120)

XY.07.035_2hr

+ HDAC6

uniprot hdac hits

I MO S O 5

OSINA / 1UyzZ SE0° LOAX Ddebol

* FN1 .-

U S g SN AP

- HDAC6

all hits
""'"""""'"""""'""";TAFKDB"';;"""'""'

OSINA / 1UyzZ SE0°LOAX Ddebol

-10

-10

log10 P-value

log10 P-value



(wpl120)

XY.07.035_8hr

(wpl120)

XY.07.035_8hr

g 1
12} L
= o ©
Q L Q
a 1 1
2 v 5
) ] | H
m 1 1
o L .
m 1 1
S L
I T I I
Z 0 z- -
OSINA / IU8 SE0'LO'AX Ddzboj
»
3 m N
(i
2
........................ R T
2L
w N
o ©
1 1 C
1 1 A
L o
1 1 H
B ] ]
< L °
© L
I T I I
Z 0 z- -

OSINA / U8 SE0°LOAX Ddebol

-10

-10

log10 P-value

log10 P-value



(wpl120)

XY.07.035_16hr

(wpl120)

XY.07.035_16hr

uniprot hdac hits
* HDAC6

all hits

OSINA / 1Y9T SE0'LOAX Ddegbo

-10

log10 P-value

log10 P-value



log2FC XY.07.090 / DMSO

XY.07.090 (wpl126)

all hits

+ HDAC3

log10 P-value

log2FC XY.07.090 / DMSO

XY.07.090 (wpl126)

uniprot hdac hits

+ HDACG6
- HDACS8
HDAC10

- HDAC3

log10 P-value




log2FC XY.07.085 / DMSO

XY.07.085 (wpl26) XY.07.085 (wpl26)

all hits

uniprot hdac hits

- ZFP91 °* TNFRSF17

log2FC XY.07.085 / DMSO
0

- HDACS8 | ' - HDACS8 |
- HDAC ! - HDACG6 !
- ZNF692 ; l
] l < :
| [ |
I I I I ' I I I I I I I I
-10 -8 -6 -4 -2 0 -10 -8 -6 -4 -2 0

log10 P-value log10 P-value



log2FC XY.07.096 / DMSO

XY.07.096 (wpl26)

XY.07.096 (wpl26)

all hits
CDKN1A
TXN{BFT1
---------- -"C'E' i'.' 5'1,
- LIMD1 ° ARID5A
TNFRSF17

. -ZII:I??I:LB « IKZFl HpACS

* HDAGRFg92

uniprot hdac hits

log2FC XY.07.096 / DMSO
0

log10 P-value

Y- + HDACS :
- HDACS6 5
< | :
I :
I I I I I I ' I
-2 0 -10 -8 -6 -4 -2
log10 P-value




log2FC XY.07.093 / DMSO

XY.07.093 (wp126) XY.07.093 (wp126)

all hits

uniprot hdac hits

- - CDKNI1A

log2FC XY.07.093 / DMSO
0

. - HDACS6 :
! Y- - HDAC10 !
- HDAGIDACS 5 - HDAG3DACS 5
] l < :
: I :
I I I I ' I I I I I I I I
-10 -8 -6 -4 -2 0 -10 -8 -6 -4 -2 0

log10 P-value log10 P-value



XY.07.100 (wp127)

XY.07.100 (wp127)

uniprot hdac hits

- HDAC6 f

OSINA / 00T LO0'AX Ddzboj

all hits

- HDACS6 f

OSINA / 00T LO0'AX Ddzboj

-10

-10

log10 P-value

log10 P-value



XY.07.035 (Wp127)

XY.07.035 (Wp127)

¢ o
e | —
)
<
] ] D
....................... "---”.---H-------------------
@ L
< L
C 1 1
@© L
g oo ©
e | | C
S o 5
Qo | | I
n 1 1
= L :
I T I I
e 0 - -
OSINA / GE0'LO'AX DOdzbo
¢ o
I e 1 —
)
<
] ] D
....................... "---M:-H-------------------
T
. N
B B
" "3m
" "_.Z_.A I
o 3
! _I. F
Lo Z
1 1 Z
o ©
1 1 m
2 Lo la)
= | 1 T
© ! .
I T I I
e 0 - -

OSINA / SE0°L0°AX Ddzboj

-10

-10

log10 P-value

log10 P-value



log2FC XY.07.060 / DMSO

XY.07.060 (wpl27) XY.07.060 (wpl27)

all hits uniprot hdac hits

< :

o E

(V)] AN — |

> I

- I

o E

O |

___________________________ S .
B o

- & . 0 . Hpacs HPAGIACILO

\ N N \

i S 7 !

- ZFP91 - = ;

+ |KZF3 | :

+ ZNF692 | |

1 q- 1 1

I [ I

I I I I ' I I I I I I I I
-10 -8 -6 -4 -2 0 -10 -8 -6 -4 -2 0

log10 P-value log10 P-value



log2FC XY.07.104 / DMSO

XY.07.104 (wp127)

all hits

log10 P-value

log2FC XY.07.104 / DMSO

XY.07.104 (wp127)

uniprot hdac hits

HDAC10 !
I I I I ' I
-10 -8 -6 -4 -2
log10 P-value




XY.07.100 (wp130)

XY.07.100 (wp130)

uniprot hdac hits

i T A e AP
U i

OSINA / 00T LO0'AX Ddzboj

* SNTAl

all hits

o+ COXBB. gl -

U i

OSINA / 00T LO0'AX Ddzboj

-10

-10

log10 P-value

log10 P-value



log2FC XY.07.060 / DMSO

XY.07.060 (wp130) XY.07.060 (wp130)

all hits

uniprot hdac hits

log2FC XY.07.060 / DMSO
0

* ZNF692

log10 P-value log10 P-value



XY.07.098 (wp130)

XY.07.098 (wp130)

uniprot hdac hits

all hits

OSINA / 860°L0°AX Ddzboj

log10 P-value

log10 P-value



(wpl130)

XY.07.103_1uM

(wpl130)

XY.07.103_1uM

ma%,ym
12} L
< L
C 1 1
s o
© | 1
e | 1
m L
o L
m 1 1
S L
I I T I I
14 e 0 - -
12]
£
T
I I I I I
14 e 0 - -

OSIA/ INNT €0T LO0'AX Ddzbol

-10

log10 P-value

log10 P-value



XY.07.099 (wp130)

XY.07.099 (wp130)

(o]
<
()
T
[%)
£
(&)
(0]
©
e
S
o
=
-
[ [ [ [
v 2 Z- v—
OSINA / 660°L0°AX Ddzboj
S
—
o)) [{o]
=
N N
m .
(|
T
%)
£
T
[ [ [ [ [
v Z 0 Z- v—

OSINA / 660°L0°AX Ddzboj

-10

-10

log10 P-value

log10 P-value



(wpl130)

XY.07.104_1uM

(wpl130)

XY.07.104_1uM

1)

2

(&)

(0]

©

e

S

o

=

-
[ [ [ [ [
v Z 0 Z- v—

OSA/ INNT ¥0T L0'AX Ddzbol

%) -

= L

C Lo
I I T I I
v Z 0 Z- v—

OSWA/ INNT ¥0T LO'AX Ddzbol

-10

log10 P-value

log10 P-value



log2FC XY.07.109 / DMSO

XY.07.109 (wpl32)

all hits

SNTAl

log10 P-value

log2FC XY.07.109 / DMSO

XY.07.109 (wpl32)

uniprot hdac hits

log10 P-value




XY.07.108 (wpl32)

XY.07.108 (wpl32)

uniprot hdac hits

all hits

OSINA / 80T L0°AX Ddzboj

log10 P-value

log10 P-value



XY.07.106 (wpl32)

XY.07.106 (wpl32)

uniprot hdac hits

all hits

OSINA / 90T L0°AX Ddzboj

log10 P-value

log10 P-value



XY.07.111 (wp132)

XY.07.111 (wp132)

uniprot hdac hits

OSINA/ TTT L0AX Ddzboj

all hits

MM8A

OSINA/ TTT L0AX Ddzboj

-10

log10 P-value

log10 P-value



XY.07.110 (wp132)

XY.07.110 (wp132)

%

F- - - - - - - - - - - & __c e _g s W

1)
2
(&)
(0]
©
e
S
o
=
-
[ [ [ [ [
v Z 0 Z- v—
OSINA / OTT L0'AX Ddzboj
@)
(o]
LLl
(@)
o
%)
2
T
[ [ [ [ [
v Z 0 Z- v—

OSINA/ OTT L0'AX Ddzboj

-10

-10

log10 P-value

log10 P-value



XY.07.107 (wp132)

XY.07.107 (wp132)

uniprot hdac hits

* RNF166

%)
=
<
©

OSINA/ L0T LO0'AX Ddzboj

-10

-10

log10 P-value

log10 P-value



XY.07.113 (wp132)

XY.07.113 (wp132)

uniprot hdac hits

all hits

OSINA/ E£TT L0AX Ddzboj

log10 P-value

log10 P-value



XY.07.114 (wp132)

XY.07.114 (wp132)

%)
£
(&)
(0]
©
e
S
o
=
-
[ [ [ [ [
4 Z 0 Z- -
OSINA/ ¥TT L0AX Ddzboj
................... | S
1 e o
: ,FW
| *N
@ o
= Lo
C o
I I T I I
4 Z 0 Z- -

OSINA/ ¥TT L0AX Ddzboj

-10

log10 P-value

log10 P-value



(wpl55)

XY.07.107_5uM

(wpl55)

XY.07.107_5uM

uniprot hdac hits

all hits

OSIA/ INNG 20T LO'AX Ddzbol

log10 P-value

log10 P-value



(wpl55)

XY.07.108_5uM

(wpl55)

XY.07.108_5uM

+ HDAC7Y

%)
£
(&)
©
©
e
S
o
c
-
[ [ [ [ [
v Z 0 z- v—
OSINA / INNG 80T LO'AX Ddzbol
=4 3y N
...................... pwm%
HE T
IR
1 v N
@ o
= Lo
C o
I I T I I
v Z 0 z- v—

OSIA / INNG 80T LO'AX Ddzbol

-10

-10

log10 P-value

log10 P-value



XY.07.125 (wp155)

XY.07.125 (wp155)

[%)
2
(&)
(0]
©
e
S
o
=
-
[ [ [ [ [
v Z 0 Z- v—
OSINA / SZT L0AX Ddzboj
%)
2
T
[ [ [ [ [
v Z 0 Z- v—

OSINA / SZT L0AX Ddzboj

log10 P-value

log10 P-value



XY.07.126 (Wp155)

XY.07.126 (wp155)

e 8
_m,, ,,. |
0 o
< L
C 1 1
I L
d 1 1
e | 1
m L
o L
m | |
=] L
I I T I I
14 e 0 - -
OSINA / 92T L0'AX Ddzbo
12]
E
T
T T T T T
14 e 0 - -

OSINA / 92T L0°AX Ddzboj

-10

log10 P-value

log10 P-value



XY.07.136 (Wp155)

XY.07.136 (Wp155)

e
0 -
= Lo
C 1 1
S Lo
d 1 1
e | 1
<] Lo
o L
m | |
5 Lo
I I T I I
14 e 0 - -
OSINA / 9ST LO'AX Ddzbo
12]
E
T
T T T T T
14 e 0 - -

OSINA / 9ST L0°AX Ddzboj

-10

log10 P-value

log10 P-value



XY.07.143 (Wp155)

XY.07.143 (wp155)

1

1

1

1

1

1

1

1

1

I

1

1

:

I g ”
LK %
1

8

-

TN,

W A
y e Q
| " A
| 1 D
Lo T
@ L
< L
C 1 1
@© L
© | 1
e | 1
5 o
ol L
m 1 1
S L
I T I I
e 0 - -
OSINA / £VT LOAX Ddzbo
@)
|||||||||||||||| MI -—--ee- - ---------- - = -
m
)
T
. N
O
ad
oM
12]
E
T
T T T T
e 0 - -

OSINA / £VT L0AX Ddzboj

-10

-10

log10 P-value

log10 P-value



XY.07.145 (wp155)

XY.07.145 (wp155)

[%)
2
(&)
(0]
©
e
S
o
=
-
[ [ [ [ [
v Z 0 Z- v—
OSINA / SYT L0AX Ddzboj
N
O
o
(a)
%)
2
T
[ [ [ [ [
v Z 0 Z- v—

OSINA / SYT L0AX Ddzboj

-10

-10

log10 P-value

log10 P-value



log2FC XY.07.147 / DMSO

XY.07.147 (wp155)

all hits

log10 P-value

log2FC XY.07.147 / DMSO

XY.07.147 (wp155)

uniprot hdac hits

log10 P-value




XY.07.148 (Wp162)

XY.07.148 (Wp162)

uniprot hdac hits

OSINA / 8YT'L0°AX Ddzboj

« ZNF827

+ SALL4

« ZFP91

all hits

OSINA / 8YT'L0'AX Ddzboj

-10

log10 P-value

log10 P-value



XY.07.149 (Wp162)

XY.07.149 (Wp162)

%)

£

(&)

(0]
©
e

S

o
=

-

[ [ [ [ [
4 Z 0 Z- -
OSINA / 67T L0AX Ddzboj
....................... 3 BS o

AW s 3
42N 2
1 1 l R
L o
1 1 Dl °
| 1 LL
L0 N
@ o
= Lo
C o
I I T I I
4 Z 0 Z- -

OSINA / 67T L0AX Ddzboj

-10

log10 P-value

log10 P-value



log2FC XY.07.150 / DMSO

XY.07.150 (wp162) XY.07.150 (Wp162)

all hits
N + CSTA

uniprot hdac hits

log2FC XY.07.150 / DMSO
0

7 * BIRC2

log10 P-value log10 P-value



XY.07.151 (wp162)

XY.07.151 (wp162)

_.H
e
2
Wa)
' T
@ |
< "
C 1
@© "
e )
e 1
5 "
ol \
= :
5 "
I I T I I
1% Z 0 Z- -
OSINA / TST LO'AX DOdzbo
J%)
£
T
I I I I I
1% Z 0 Z- -

OSINA / TST L0AX Ddzboj

-10

log10 P-value

log10 P-value



XY.07.152 (wp162)

XY.07.152 (wp162)

§a
e
8
0
R
@ L
< L
C 1 1
@© L
© | 1
e | 1
5 o
ol L
m 1 1
S L
I I T I I
17 Z 0 z- -
OSINA / 2ST LOAX Ddzbo
¥ 1
i
kR
st 0
...... P J5 -
5 Y
O " m
. 0
R
2 L
< L
© L
I I T I I
17 Z 0 z- -

OSINA / 2ST L0AX Ddzboj

-10

-10

log10 P-value

log10 P-value



XY.07.153 (wp162)

XY.07.153 (wp162)

uniprot hdac hits

F- - - - - - - - - - - e —®__ % _ _ 99 - @ ———

OSINA / €ST L0°AX Ddzboj

all hits

OSINA / €ST L0°AX Ddzboj

-10

-10

log10 P-value

log10 P-value



XY.07.154 (wp162)

XY.07.154 (wp162)

uniprot hdac hits

* BIRC2

all hits

OSINA / ¥ST'L0AX Ddzboj

-10

-10

log10 P-value

log10 P-value



(wpl78)

XY.07.155_1uM

(wpl78)

XY.07.155_1uM

uniprot hdac hits

o
AP I - 5. ©

all hits

OSWIA / INNT SST L0'AX Ddzbol

-10

log10 P-value

log10 P-value



(wpl78)

XY.07.155_5uM

(wpl78)

XY.07.155_5uM

1)
2
(&)
(0]
©
e
S
o
=
-
[ [ [ [ [
v Z 0 Z- v—
OSIA / INNG SST L0'AX Ddzbol
&8
| WA
| o
| m
B
. EE
4
@ o
= L
C o
I I T I I
v Z 0 Z- v—

OSIA / INNG SST L0'AX Ddzbol

-10

log10 P-value

log10 P-value



(wpl78)

XY.07.156_1uM

(wpl78)

XY.07.156_1uM

uniprot hdac hits

all hits

OSWIA / INNT 9ST L0°AX Ddzbol

log10 P-value

log10 P-value



(wpl78)

XY.07.156_5uM

(wpl78)

XY.07.156_5uM

uniprot hdac hits

all hits

- BIRC2

OSIA / INNG 9ST L0'AX Ddzbol

-10

-10

log10 P-value

log10 P-value



(wpl78)

XY.08.013_1uM

(wpl78)

XY.08.013_1uM

1)
2
(&)
(0]
©
e
S
o
=
-
[ [ [ [ [
v Z 0 Z- v—
OSWA / INNT £T0'80'AX Ddzbol
4o
T O
o E
....................... A
TR
¥ R
o4
@ o
= L
C o
I I T I I
v Z 0 Z- v—

OSWIA/ INNT £T0'80'AX Ddzbol

-10

log10 P-value

log10 P-value



log2FC XY.08.008 / DMSO

XY.08.008 (wp178) XY.08.008 (wp178)

all hits

uniprot hdac hits

log2FC XY.08.008 / DMSO
0

i CFIZ1 "+ RNF166

log10 P-value log10 P-value



XY.08.009 (wp178)

XY.08.009 (wp178)

u." ,m s _.
g
S 1 1
= Lo <
5 L =
d 1 1 L]
e | 1
m L
ol L
m | |
=] L
I I T I I
14 e 0 - -
OSINA / 600°80°AX Ddzbo
™
Q
<8
a
T
12]
£
T
I I I I I
14 e 0 - -

OSINA / 600°80°AX Odzbo

-10

-10

log10 P-value

log10 P-value



XY.08.010 (wpl78)

XY.08.010 (wpl78)

uniprot hdac hits

""""""'""""""""':'HDA’CS

all hits

OSINA / 0TO'80'AX Ddzboj

-10

-10

log10 P-value

log10 P-value



log2FC XY.08.011 / DMSO

XY.08.011 (wp178) XY.08.011 (wp178)

all hits

uniprot hdac hits

log2FC XY.08.011 / DMSO
0
I

2

log10 P-value log10 P-value



(wpl78)

XY.08.012_1uM

(wpl78)

XY.08.012_1uM

uniprot hdac hits

all hits

OSWA/ INNT 2T0'80'AX Ddzbol

log10 P-value

log10 P-value



(wpl78)

XY.08.012_5uM

(wpl78)

XY.08.012_5uM

uniprot hdac hits

all hits

OSIA / INNG 2T0'80'AX Ddzbol

log10 P-value

log10 P-value



log2FC XY.08.013_5uM / DMSO

XY.08.013_5uM (wpl78) XY.08.013_5uM (wpl78)

all hits

uniprot hdac hits

log2FC XY.08.013_5uM /DMSO
0

log10 P-value log10 P-value



XY.07.176 (wp196)

XY.07.176 (wp196)

uniprot hdac hits

* SMAD4

all hits

OSINA / 9.T L0°AX Ddzboj

-10

log10 P-value

log10 P-value



XY.07.177 (wp196)

XY.07.177 (wp196)

uniprot hdac hits

all hits

« ZFP91

OSIA/ LLT L0AX Ddzboj

-10

-10

log10 P-value

log10 P-value



log2FC XY.07.187 / DMSO

XY.07.187 (wp196)

all hits

+ MIERS3

log10 P-value

log2FC XY.07.187 / DMSO

XY.07.187 (wp196)

uniprot hdac hits

log10 P-value




XY.07.189 (wpl196)

XY.07.189 (wpl196)

™
O
I
()
T
..5 °
£
(&)
(0]
©
e
S
o
=
-
[ [ [ [
v 2 Z- v—
OSINA / 68T L0°AX Ddzboj
™
O
I
()
T
%)
£
T
[ [ [ [ [
v Z 0 Z- v—

OSINA / 68T L0°AX Ddzboj

-10

-10

log10 P-value

log10 P-value



XY.08.014 (wp196)

XY.08.014 (wp196)

[%)
£
(&)
(0]
©
e
S
o
=
-
I I I I I
17 Z 0 z- -
OSINA / ¥TO'80'AX Odzbo
|||||||||||||||| N|_ |||||.-.M|||< — e e e _ e —,—,———m e —m - —-—— ]
| ) -,
> -
= | 1
O )
) . N
L &
1 1 P
L LL
1 1 Z
1) L
< L
© L
I I T I I
17 Z 0 z- -

OSINA / ¥TO'80'AX Ddzboj

-10

-10

log10 P-value

log10 P-value



(wp221)

XY.07.093_4hr

(wp221)

XY.07.093_4hr

| .} %
||||||||||||||||||||||| = e - - - - O - B .
T %, a
9 o I °°
1 1 C
Lo <
b a)
L I ™
1 1 ° C
L <
1 1 D
L I
0 o .
< L
C 1 1
@© L
© | 1
e | 1
5 o
o L
m 1 1
S L
I T I I
e 0 - -
OSINA / Uy £60°L0°AX Ddzboj
i 3
|||||||||||||||||| (LN _O_-__ oo 2 ]
a
H L]
&
&z
wm
Z 5
T
12]
E
T
T T T T
e 0 - -

OSINA / Uy €60 L0°AX Ddzbol

-10

-10

log10 P-value

log10 P-value



log2FC XY.07.096_4hr / DMSO

XY.07.096_4hr (wp221) XY.07.096_4hr (wp221)

all hits

uniprot hdac hits

___________________________________________________

HDAC10

+ HDAC6

log2FC XY.07.096_4hr / DMSO
0
I

.
U L i

log10 P-value log10 P-value



(wp221)

XY.07.143_4hr

(wp221)

XY.07.143_4hr

uniprot hdac hits

-10

all hits

OSINA / Uy SYT LOAX Ddebol

log10 P-value

log10 P-value



log2FC XY.07.187_4hr / DMSO

XY.07.187_4hr (wp221)

all hits

- NCOWIERDACGE ) '
- MIDEAS HDACS

log10 P-value

log2FC XY.07.187_4hr / DMSO

XY.07.187_4hr (wp221)

uniprot hdac hits

" HDAC3 pacip

« HDACG6
HDALCS8
I I I I ' I
-10 -8 -6 -4 -2
log10 P-value




log2FC XY.07.189_4hr / DMSO

XY.07.189 4hr (wp221) XY.07.189_4hr (wp221)

all hits uniprot hdac hits

log2FC XY.07.189_4hr / DMSO
0

log10 P-value log10 P-value



log2FC XY.07.200_4hr / DMSO

XY.07.200_4hr (wp221)

all hits |
------------------------ -“Il_ ; e
. M% R \.",E.; ;‘,.
ANKRDl'\ﬂYCHDACﬁ]B pos
- HDAC3 !
I I I I ' I I
~10 -8 -6 4 -2 0

log10 P-value

log2FC XY.07.200_4hr / DMSO

XY.07.200_4hr (wp221)

uniprot hdac hits

HDAC
- HDAC3 Frbacs
| | | ' |
-10 -8 -6 -4 -2
log10 P-value




XY.08.010 (wp229)

XY.08.010 (wp229)

uniprot hdac hits

all hits

OSINA / 0TO'80'AX Ddzboj

log10 P-value

log10 P-value



XY.07.085 (wp229)

XY.07.085 (wp229)

" ,"x ©
&
oo <
1 ] D
L T
@ L
< L
(&) 1 |
] L
d 1 1
h 1 1
S o
o L
m | |
> L
I I T I I
14 e 0 - -
OSINA / G80°L0°AX DOdzbo
12]
E
T
T T T T T
14 e 0 - -

OSINA / S80°L0°AX Ddzboj

-10

log10 P-value

log10 P-value



XY.07.090 (wp229)

XY.07.090 (wp229)

Lo o
b O
| | A
1 1 D
L T
12} L
< L
C 1 1
@© L
d 1 1
e | 1
5 o
o L
m 1 1
S L
I I T I I
14 e 0 - -
OSINA / 060°L0°AX Ddzbo
o “_1
(s _m
MR
<
..................... Mm
S_ ]
00 %
- D" ¢
1 1 D
L T
@2 Lo
< L
© L
I I T I I
14 e 0 - -

OSINA / 060°L0°AX Ddzboj

-10

-10

log10 P-value

log10 P-value



XY.07.093 (Wp229)

XY.07.093 (Wp229)

- 3
o 5
o T
12} L
< L
C 1 1
@© L
d 1 1
e | 1
5 o
ol L
m 1 1
S L
I I T I I
14 e 0 - -
OSINA / £60°L0°AX Ddzbo
................... S
—
la)
4
~
Z o
<
a)
T
12]
E
T
T T T T T
14 e 0 - -

OSINA / £60°L0°AX Ddzboj

-10

-10

log10 P-value

log10 P-value



XY.07.096 (Wp229)

XY.07.096 (Wp229)

uniprot hdac hits

I J = el

all hits

OSINA / 960°L0°AX Ddzboj

-10

-10

log10 P-value

log10 P-value



XY.07.143 (wp229)

XY.07.143 (wp229)

uniprot hdac hits

+ XIAP
+ BIRC2

all hits

OSINA / £VT L0AX Ddzboj

-10

-10

log10 P-value

log10 P-value



XY.07.189 (wp229)

XY.07.189 (wp229)

A S
M o4
N
1 1 C
1 1 A
L a
1 1 H
%) m "
< L
C 1 1
I L
© | 1
e | 1
m L
o L
m | |
=] L
I I T I I
14 e 0 - -
OSINA / 68T L0O'AX Odzbo
12]
£
T
I I I I I
14 e 0 - -

OSINA / 68T L0°AX Ddzboj

-10

log10 P-value

log10 P-value



XY.08.007 (wp229)

XY.08.007 (wp229)

e
O
£ o * A
f_.v S D
W e T
....................... b o4 et o T
. O
1 1 A
] | D
L T
12} L
= N
C 1 1
I L
© | 1
e | 1
S N
o L
m 1 1
S N
I I T I I
14 e 0 - -
OSINA/ L00'80°AX Ddzbo
AN
(@]
O
LL
Z
.................... S ]
—
N
LL
12]
=
T
I I I I I
14 e 0 - -

OSINA / 200'80°AX DOdzbo

-10

-10

log10 P-value

log10 P-value



log2FC XY.08.008 / DMSO

XY.08.008 (wp229) XY.08.008 (wp229)

all hits

uniprot hdac hits

log2FC XY.08.008 / DMSO
0

" FIZ1. 7NF692

N

log10 P-value log10 P-value



log2FC XY.08.009 / DMSO

XY.08.009 (wp229) XY.08.009 (wp229)

all hits uniprot hdac hits

* MINDY4

N + HDAC3

log2FC XY.08.009 / DMSO
0
I

F m e e e e e e e e e e e e e e e e e e m g = =

log10 P-value log10 P-value



XY.08.011 (wp229)

XY.08.011 (wp229)

| g
".ﬂ\w"
1 \s,"
3 .................
L O
1 1 A
1 1 D
L I
@ L
< L
C 1 1
@© L
d 1 1
e | 1
5 o
o L
m 1 1
S L
I I T I I
14 e 0 - -
OSINA / TTO'80'AX DOdzbo
i
-4
. V)
....................... R < P S—
AN 8 &
1 _O @W
D 0
N M
Lo =
2 L
< L
© L
I I T I I
14 e 0 - -

OSINA / TTO'80'AX Ddzboj

-10

-10

log10 P-value

log10 P-value



XY.08.014 (wp229)

XY.08.014 (wp229)

m._w
@ L
< L
C 1 1
@© L
d 1 1
e | 1
5 o
ol L
m 1 1
S L
I I T I I
14 e 0 - -
OSINA / ¥TO'80'AX Odzbo
12]
E
T
T T T T T
14 e 0 - -

OSINA / ¥TO'80'AX Ddzboj

-10

log10 P-value

log10 P-value



log2FC XY.07.028 / DMSO

XY.07.028 (wp241) XY.07.028 (wp241)

all hits uniprot hdac hits
< I
0 i
(0))] N — !
= I
- I
o i
A 1
_______________________________________ ] S
N~ o X
------------------------------ NGOR--«-LR‘R - 2
£l TT-NERS ” |
IKZFZFP 1 [
- IKZF3 ? C:OPRS Q |
* HDAC10 S 9 * HDACI10
* HDAC6 7ZNF692 I - HDACS6 E
: < | :
I | I
| | | | ' | | | | | | ' | |
-10 -8 -6 -4 -2 0 -10 -8 -6 -4 -2 0

log10 P-value log10 P-value



XY.07.029 (wp241)

XY.07.029 (wp241)

HDAC10

(o]
g
(|
T
§2}
m L]
(&)
©
©
e
S
o
c
-
[ [ [ [
Z 0 r— T~
OSINA / 620°L0°AX Ddzboj
" o
I l ||||||||||||||||
! 13)
' <
! (|
| I
" o
1 ° 9
_ L
L 3 Z
1 _. 1
L NS -
Lo WN I
- =X 2
L ) Y
@ o
= Lo
C o
I T I I
Z 0 r— T~

OSINA / 620°L0°AX Ddzboj

-10

-10

log10 P-value

log10 P-value



log2FC XY.07.097 / DMSO

XY.07.097 (wp241)

all hits

log10 P-value

log2FC XY.07.097 / DMSO

XY.07.097 (wp241)

uniprot hdac hits

* HDAC10

- HDAC6 5
- HDAC8
T T ' T
-6 -4 -2
log10 P-value




log2FC XY.07.099 / DMSO

XY.07.099 (wp241)

all hits
*.IKgbAce !
- |[KZF3 ZFP91
. ZNF692 |
I I I I ' I
-10 -8 -6 ~4 -2

log10 P-value

log2FC XY.07.099 / DMSO

XY.07.099 (wp241)

uniprot hdac hits

. HDAC6 |
I I I I ' I
-10 -8 -6 -4 -2
log10 P-value




XY.07.108 (wp241)

XY.07.108 (wp241)

uniprot hdac hits

Z 0 Z- -
OSINA / 80T L0°AX Ddzboj
(9N
o
(o]
— LL
(o)} 2
o O N
LL LL
N N o
m L]
%)
£
T
[ [ [ [
Z 0 Z- -

OSINA / 80T L0°AX Ddzboj

-10

-10

log10 P-value

log10 P-value



XY.07.109 (wp241)

XY.07.109 (wp241)

uniprot hdac hits

all hits

OSINA / 60T L0°AX Ddzboj

log10 P-value

log10 P-value



XY.07.136 (wp241)

XY.07.136 (wp241)

uniprot hdac hits

all hits

* BIRC2

OSINA / 9ST L0°AX Ddzboj

-10

-10

log10 P-value

log10 P-value



XY.07.145 (wp241)

XY.07.145 (wp241)

1)
2
(&)
(0]
©
e
S
o
=
-
[ [ [ [ [
v Z 0 Z- v—
OSINA / SYT L0AX Ddzboj
—
[a1]
[a1]
.}
Z
<
= o\
M (@, N
\ |
G | |
R% D -
O A
G 1 1 M
= =
T | | N
| | - O
.o ) a4
1 1 L
o O D.D
a o
= L
T Lo
I I T I I
v Z 0 Z- v—

OSINA / SYT L0AX Ddzboj

-10

-10

log10 P-value

log10 P-value



log2FC XY.07.147 / DMSO

XY.07.147 (wp241) XY.07.147 (wp241)

all hits uniprot hdac hits
< - I
HMGCS1 9 o~ |
. = :
- :
~ E
o < 1
——————————————————————————————— 1 - F! *
N~ o P
----------------------------- - o
>_
.o X
- * ARIH Q
® o
- BIRC2 2
<
|
| | | | | | | | | | | |
-10 -8 -6 -4 -2 0 -10 -8 -6 -4 -2 0

log10 P-value log10 P-value



log2FC XY.07.152 / DMSO

XY.07.152 (wp241)

all hits |
+ EPB41L4B
"""""""""""""""" - DFI%"';SGD;W
""""""""""""""""" CHBRERER, S
- HDAC10
I I I I I I
~10 -8 -6 4 -2 0

log10 P-value

log2FC XY.07.152 / DMSO

XY.07.152 (wp241)

uniprot hdac hits

+ HDAC7,
+ HDAC10
I I I I I I
-10 -8 -6 -4 -2 0
log10 P-value




log2FC XY.07.154 / DMSO

XY.07.154 (wp241) XY.07.154 (wp241)

all hits

uniprot hdac hits

log2FC XY.07.154 / DMSO
0

- BIRC2 5

log10 P-value log10 P-value



log2FC XY.07.176 / DMSO

XY.07.176 (wp241) XY.07.176 (wp241)

all hits

uniprot hdac hits

log2FC XY.07.176 / DMSO
0

+ IKZF1

© ZFP917NFe92
] - IKZF3

log10 P-value log10 P-value



XY.08.009 (wp241)

XY.08.009 (wp241)

e &
L ™
| | C
L <
1 1 D
L I
1% L )
< L
C 1 1
@© L
d 1 1
e | 1
5 o
o L
m 1 1
S L
I I T I I
14 e 0 - -
OSINA / 600°80°AX Ddzbo
X
—
.................. e
—IC ]
. a
; L
7 zZ I
" =
| . %
X -
-
m L] W—MK ]
32
\ pd <
2 |
c "
© |
I I T I I
14 e 0 - -

OSINA / 600°80°AX Odzbo

-10

-10

log10 P-value

log10 P-value



XY.07.035 (wp242)

XY.07.035 (wp242)

+ HDAC6

uniprot hdac hits

U

+ HDACG6

all hits

OSINA / SE0°L0°AX Ddzboj

-10

-10

log10 P-value

log10 P-value



log2FC XY.07.187 / DMSO

XY.07.187 (wp242)

all hits

log10 P-value

log2FC XY.07.187 / DMSO

XY.07.187 (wp242)

uniprot hdac hits

log10 P-value




	HDACome Supplemental Figures_2-4_kd2
	HDACome Supplemental Figure 1

