>
F N, o}
O
NH,
(S)-Z1834339853
relative stimulation: 1.5

o}
F Nﬂo
O
NH,
(R)-Z1834339853
relative stimulation: 0.89

(1) Replacing the fluorine with a larger side chain

o o] o)
et T < Il
O N, e} 0. N, o FsC N, o
Lo b YD
NH, NH;
1K192

NH,
1K195
relative stimulation: 1.04

relative stimulation: 1.05

(S)-KD1
relative stimulation: 0.97

(o] N [o) [o) S
Vi Vi /
NH, NH, NH,

11422
relative stimulation: 0.61

11408 11411
relative stimulation: 1.59 relative stimulation: 1.14

(2) Modification to the linker
o»_{ o o 9
F N 0 F NHO F Nho
Ty Oy U
NH, NH, NH
KD6 (ent1 & ent2)

relative stimulation: 0.99
(ent1) & 1.08 (ent2)

KD5 (ent1 & ent2)
relative stimulation: 1.00
(ent1) & 0.89 (ent2)

KD2
relative stimulation: 0.98

(3) Removing the amino group’s hydrogen donor functionality

F. Z&o F. z%o
o o

11384 (S)-11402
relative stimulation: 1.08 relative stimulation: 1.01

(5) Modification to the phenyl ring

o]
F. N 0,
F. N, o F. Nho N
\@N \©E/(N {
CF; CF3 NH,
NH, NH,

(S)-SX245
relative stimulation: 0.76

(R)-SX245
relative stimulation: 1.01

(S)-SX244
relative stimulation: 0.88

Br

11381
relative stimulation: 1.16

(S)-SX264
relative stimulation: 1.29

(6) More than one modification

bt

o Oy _HN N
. N
/\@N Q /
NH
NH,
> . 4\0
11421 (S)-sX272 11409

relative stimulation: 1.67 relative stimulation: 1.03 relative stimulation: 1.34

bt P OUS G ad
cl N, o HzN N o} HN N, e}
AR s TR A S R &
NH, NH; NH,
1414
relative stimulation: 1.41

(S)-SX270
relative stimulation: 1.12

11424
relative stimulation: 1.29

% K
Q Oy HN C :N‘ o] o. N, Q
@ { ' @ (m" @
NH, NH,

11380
relative stimulation: 1.08

(S)-SX276
relative stimulation: 1.14

O, O,
@N \QQ‘

NH, NH,

KD4
relative stimulation: 1.03

KD3 (ent1 & ent2)
relative stimulation: 0.97

(4) Replacing the terminal phenyl ring

; ; ot
F. N>_<~O F. Nho F. N o
\©/\/<“ O @1(“ O KLN
w SO T SO T
O
(S)-SX240
relative stimulation: 1.33

(R)-SX240
relative stimulation: 1.02

(S)-SX268
relative stimulation: 0.98

o = Q
F N>N_\~O R@;N;—QO F Z>_<—o
\[ T ) \@: y
/NHz NH; /N'\:'i Q
O T
(S) (S)

(R)-SX244
relative stimulation: 0.98

-SX267
relative stimulation: 0.96

-SX263
relative stimulation: 1.46

0 2 Z%O i ZRO HN i}{o O HN 2%0
Iy T @k@ oy O iy T

11412
relative stimulation: 0.54

(S)-SX254
relative stimulation: 1.02

(S)-SX258
relative stimulation: 1.14



