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HPLC trace of compound 9a after Fmoc deprotection
and functionalization with Marfey’s Reagent:
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HPLC trace of compound 8 after acetyl deprotection and
functionalization with Marfey’s Reagent:
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HPLC trace resulting from the coinjection of the
previous two samples:
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Figure S1 Analysis of the enantiomeric purity of compounds 8 and 9a by functionalization with Marfey’s Reagent
and chromatographic separation. HPLC traces were recorded at 340 nm.



HPLC trace of peptide 13:
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HPLC trace of peptide 13a:
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HPLC trace of peptide 13a after 2 h incubation in
TFA-CF3SO3H—H,0—i-Pr3SiH [88.5:4:5:2.5, (v/V)]:
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HPLC trace of peptide 13a after 2 h incubation in
TFA-CF3S03H-H,0~i-Pr;SiH [84.5:8:5:2.5, (v/v)]:
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HPLC trace of peptide 13a after 2 h incubation in
TFA—CF3S03H-H,0—i-Pr;SiH [80.5:12:5:2.5, (v/V)]: J
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HPLC trace of peptide 13a after 2 h incubation in
TFA—CF3S03H-H,0—i-Pr3SiH [72.5:20:5:2.5, (v/v)]:
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Figure S2 Optimization of CF3;SO3H concentration for the removal of the dioxane protecting group of Atona from
peptide 13a (pre-purified). HPLC traces were recorded at 280 nm.
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Figure S3 Dose-response curves for the inhibitory potency of peptide 13 and trichostatin A (TSA) against class Ila
HDACs and HDACS. Values at each concentration are based on two individual experiments performed in duplicate
and represent mean + SD.
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Figure S4 "H NMR of compound 4, recorded in CDCl;.
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Figure S5 ~"C NMR of compound 4, recorded in CDCls.
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Figure S6 "H NMR of tert-butyl 6-iodohexanoate, recorded in CDCl.
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Figure S7 3C NMR of tert-butyl 6-iodohexanoate, recorded in CDCls.
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Figure S8 "H NMR of compound 5, recorded in CDCls.
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Figure S9 3C NMR of compound 5, recorded in CDCl5.



2T
mN.ﬁ/
6T T\t

€T \w
ﬁm.ﬁk

1.2

1.4

e
eeT)
€€
PET
PET
€T
ST
vS°T ]
ss'T ﬁ
551 ]

557 ]

957 | ﬁ
9s'T
9s'T
ST
ST
ST
8S'T
85'T
85'T
65T
v9'T
S9'T
99'T
19T
181
[£:34
€8'T
€8'T
¥8'T
20T
81T
61T
0z'z

8Tt
mﬁvW
0Ty
Ty \
LSV
85t
85t
85t
65t
65t
65t
09't

L6°S
865"

[
1.6

1.8

COOEt
Ot-Bu
f1 (ppm)

AcHN

60 58 56 54 52 50 48 46 44 42 40 38 36 34 3.2 3.0 28 26 24 22 20

Figure S10 "H NMR of compound 6, recorded in CDCls.
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Figure S11 BCNMR of compound 6, recorded in CDCls.

COOEt
Ot-Bu
160 150 140 130 120 110

AcHN

170




or'T
A%
61T~
se1f
97’1
971
Tt
7T
£TT
87T
8T |
621 ]
ST ]
5v'1 ]
o1
9T
2
81
6b°T
61T
[
051
Ss°1
S5°1
951
(51
85T
19°T
291
€91
€91
b1
b1
1T
e
81C
81°Z
61T
0zC
b0t |
%%
%
90t
L0t
L0t
80t
80t
60t
or'y
or'y
[A%%
PIH
STh
STh
o'y
F1R%
F1R%

LTy

A% AN
818"

COOEt

AcHN) MJ\OH

fare
A4

194

- 1T
- 0T

H\wo.m

f1 (ppm)

Figure S12 "H NMR of 7-acetamido-8-ethoxy-8-oxooctanoic acid, recorded in DMSO-dg.
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Figure S13 BCNMR of 7-acetamido-8-ethoxy-8-oxooctanoic acid, recorded in DMSO-dg.



N O DOONOVOOOWON coONMMANSOVOUOWMITTTNNTTONLL
N AN HBG NS REOoRRRRBB30800030mMnMmANN
©o o TEFTT T NANANN™A ™A A A A A A A A A A A
W/ o PN SRAANSRNn.
COOEt ]
AcHN CFs
I
[
[l
H ‘ M/J
N (T
P! Yy i) d P S
@ o o @ [} [=} o @ ~N
3 4 ~ & PO -
. .

T T T T T T T T T T T T
'6 74 7.2 7.0 6.8 6.6 6.4 6.2 6.0 5.8 5.6 5.4 5.2 5.0 4.8 4.6 44 4.2 4.0 3.8 3.6 3.4 3.2 3.0 2.8 2.6 24 2.2 2.0 1.8 1.6 1.4 1.2 1.0

f1 (ppm)
Figure S14 "H NMR of compound 7, recorded in CDCls.
aen o8 285N ~N ~ MmE Mo N ~
SR R ER AP EE R
~Ne— \ NV NSNS
COOEt 0
AcHN CF3
[} | [
i | iy

. . . . . . . . . . . . . . . . . .
190 180 170 160 150 140 130 120 110 100 90 80 70 60 50 40 30 20
f1 (ppm)

Figure S15 BCNMR of compound 7, recorded in CDCls.



-79.40

COOEt 0]

AcHN CFs

66 -67 -68 -69 -70 -71 -72 -73 -74 -75 -76 -77 -78 -79 80 -81 -82 -83 -84 -85 -86 -87 -88 -89 -90
f1 (ppm)
. 19 .
Figure S16 ~F NMR of compound 7, recorded in CDCls.
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Figure S17 'H NMR of compound 8, recorded in CDCls.
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Figure S18 ~"C NMR of compound 8, recorded in CDCls.
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Figure S19 °F NMR of compound 6, recorded in CDCls.

11



8E'T~
61
.91
89T
6917
06'T ~\_

S.ﬁ\

w6t

[VAra
ﬁh.NW

we

Ty
[xad
jzad
o'y
:V.VW
Wy

Wy
224
a2

(244

STS~
9z's

CF3

COOH
FmocHN)""’

we

|
1

WMH.N
44
TN.N

@D‘N

7.8 7.6 7.4 7.2 7.0 6.8 6.6 6.4 6.2 6.0 5.8 5.6 5.4 5.2 5.0 4.8 4.6 4.4 4.2 4.0 3.8 3.6 3.4 3.2 3.0 2.8 2.6 2.4 2.2 2.0 1.8 1.6 1.4 1.2
f1 (ppm)

Figure S20 'H NMR of compound 9a, recorded in CDCl.
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Figure S21 BCNMR of compound 9a, recorded in CDCls.
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Figure S22 ~F NMR of compound 9a, recorded in CDCl5.
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Figure S24 ~C NMR of compound 9b, recorded in CDCls.
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Figure S36 ~C NMR of compound 12, recorded in CDCl3.
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Figure S37 F NMR of compound 12, recorded in CDCls.
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