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A. Additional chemistry materials and methods information

Chemicals and solvents from commercially available sources were purchased and used without further purification. High-resolution mass spectrometry (HRMS) analysis was performed using a Waters XEVO-qTOF instrument (Waters, Milford, USA) with MassLynx 4.1 software. If necessary, the purity was determined by ultra high performance liquid chromatography (U(H)PLC). Purity of all final compounds was 95% or higher at 210 nm. The instrument was a Waters U(H)PLC Acquity system (Binary pump, Sample Manager, Column Compartment and UV-PDA detector). The column was a Waters Acquity BEH C18, 1.7 μm particle size (100 mm × 2.1 mm). 
Compounds 1, 2, 9, 10, 11 and 27 were obtained from the AstraZeneca corporate compound collection, compounds 3, 5, 6, 7, 12, 17, and 19 were commercially available and compounds 930, 1030 and 1129 were synthesized according to literature. Experimental and spectroscopic details for all other non-commercially available compounds are reported in the experimental section and their 1H NMR spectras can be found below.

Preparative HPLC was performed on various Waters systems using Kromasil C8 columns (10 μm 250x20 ID mm or 10 μm 250x50 ID mm), with a suitable gradient of acetonitrile in H2O/acetonitrile/formic acid over 20-30 minutes and a flow of 19 or 100 mL/min respectively. The compounds were detected by UV at 236, 240, 248, 261, or 270 nm.



B. Scheme S1. Synthesis of compound 4
N-(3-(2-(2-aminoethoxy)ethoxy)phenyl)-6-carbamimidoyl-4-(pyrimidin-2-ylamino)-2-naphthamide (4) was synthesized in an 8 step sequence from methyl 6-cyano-2-naphthoate according to the sequence described in Scheme S1.

Scheme S1.





C. NMR spectra of manuscript compounds	
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image5.tiff
(8/8)-N-(1-(4-{1H-tetrazol-5-yl)phenylamino)-1-oxo-
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image6.tiff
methyl 4-(5-chloro-2-((3-(5-chloro-2-(1H-tetrazol-1-yl)phenyl)propanamido)methyl)-1H-imidazol-4-ylphenylcfrbamate
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(5)-2-acetamido-N-(6-
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(S)-2-amino-N-((6-chlora-2-0x0-1,2-dihydroquinalin-i-ymethyD)--phenylpropanamide
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image11.tiff
(S)2-(2-(6-chloro-2-0x0-1,2-dihydr oquinolin-3-yDacetamido)-N-methyl-3-
phenylpropanamide.

as)

15
2
A 5@ Hfm) 1)
1940 s 452
«
4
L) 1 .
: 4L g2 & )
130 125 120 115 10 105 100 85 90 85 80 75 70 65 60 55 50 45 40 35 30 25 20 15 10 05
1 opm)




image12.tiff
(SPN-(1-imetbylamiao opany)-thydrony 2+
Hiaocarboamide
ae
C\ o on
*‘f-\N
e’ Y\w ~
s
w0 I
o) cal [f@ g
19 59 b ]
) aa) o) [ s
) oLzl 5] [y
A
s
T L I+ FO 54
ds | s | s | 55 50 65 80 75 70 65 60 55 50 45 40 35 30 25

65
 (ppm)




image13.tiff
N-((25)1-(6-chloro-2-0x0-1,2,3 -tetrabydroquinelin--yhmethylamino)-1-oxo-3-

phenylpropan-2-y)-d-hydroxy-2-oxo-12-dibydroquinoline-G-carboxamide
as : N o Ho
-
\ﬂ/\"” N
a o
W So
w o
<@ can]  [m) Tl
106 s 2 a5 | |l
) owm|[a@] [ [a@ ve| [1e o)
|y 5% | |70 | |7 sa8| |47] ME!
£
a5
P £y 4 R L E Iyis
125 120 s 10 05 100 S5 90 &5 80 75 70 65 60 55 50 45 40 35 30 25 20 15 10 05




image14.tiff
2-(trimethylilyDethy] (5-chloro-2-0x0-1.23 4-tetrahydeoquinalin--

Dmcthylcarbamate

we_on
.
N,C/H asa)
B
o e
- ° 719 320 | | 246
ks @l [ e il
el Es ANz ] [
]
)\ J. A ) L
b1 3 a3 a g 3 3

35 125 15 105 95 90 B5 80 75 70 65 60 55 50 45 40 35 30 25 20 15 L0 05 00 5
 (ppm)




image15.tiff
cthyl-6-chlora-3,4-dibydroquinolin (1 -one

Ha
asB)

a

M So

J
I oyl

125 120 15 10 105 100 95 %0 &5 B0 75 70 60 55 50 45 40 35 30 25

65
1 (ppm)




image16.tiff
N1 tetraz0l-5-yl)pheny )-2-2-(6-chloro-2-0x0-1,2.3 4-ctralydroguinolin-4-
acetamido)-3- phu\ybmpnnnmd:

‘G(s) o) [8fm k()| |fir (@)
i) | s et &) o | E
L34 T R v 4] 4 o N ]

 (ppm)




image17.tiff
(S)-tert-butyl 1-(4-1Hl-etraz
Micarbamate

Ny

@04)

Ny

Ny

Spheny lumino)-1-oxo-3-phenylpropan-2-

5] J Fm)
757 284
() e 00 & [
193 79 | 23 P 29 2
7 i30T z 2L Z
125 120 15 10 105 100 95 90 85 80 75 70 60 55 50 45 40 35 30 25 20 15 10 05

65
1 (ppm)




image18.tiff
(S N--(ITL-tctrazalSypheny) 2-amino-3-pheny propanamide

(20B)
.
! "
.
Ly
AR
s Ji| et
[ Tl 9

l AU A J\“ .
. per o
P %38 § 8 5
5 420 11 3ia 4 1as =2 f m= & 7= 7 5 8 d= % 4a 4 x 3 15 2a is ia oe ep




image19.tiff
2-(6-chloro-2-0x0-12,34tetrahydroquinolin-4 yljacetic acid

o
e, (oE)
o

o

M So

o) @0

5o 23
(A(s) ! (".”
97 o| |bsi

xaa;»
=

2001
1031
300«
114
3041
1o7s

125 20 15 10 105 100 95 90 &5 80 75 70 60 55 50 45 40 35 30 25 20

65
1 (ppm)




image20.tiff
N1

acetamido)-3-phenylpropanamide

ey

c‘m\r
N

NA

N\
h

he

ctrazol-S-yl)phenyD)-2-(2(6-chloro-2-0x0-1,2.3 4-ctraydroguinolin-3-

|
2 EIEE

% &% Tud I )
125 120 115 10 105 100 95 90 &5 80 75 70 60 55 50 45 40 35 30 25 20 15 10 05

00




image21.tiff
tert-buty] 2-(6-chloro-1-(4-methoxybenzyl)-2-0x0-1,2,3 dtetrabyd roquinolin-3-

@10) oy
-
:

Tl ) ol e[ [l

(] ] [elEflhe) [
iz T Torr oz ¢

s e s e W e % s 8 s s T gs G % s w5 e s e L e i

1 (ppm)




image22.tiff
(Tt 20bS-yDpheny - 2-2-(6-chloro-2-ox0-12-dihydroquinolin-3-
MDacetamido)3-phenylpropanamide
@ ™
@ :
~
- ‘ NN “"\J\W
i S © \O
G e
750
m)‘ { @)
75 515
[ ) r@) (o] (e 1) B
& g B11%8) 155 5 155
¥ o)
75
2 3 FRE ey 3 s

125 120 115 110 105 100 95 90 85 80 75 70 65 60 55 50 45 40 35 30 25




image23.tiff
|

|

i

o zz«‘

0964

0954
0957
095/
1o0x
200




image24.tiff
(S)-N--{T-tetrazol-S-yl)phenyl)-2-(3-(6-chloro-2-ox0-1,2-dihydroquin

propanamido)-3-phenylpropanamide

@3

o
. - . -
N So Z )"QN
V4
N—n
B
i8] 5% gl hes] '
I 4 3 pluvs & L84

25 120 15 110 105 100 95

85 80 75 70

65
1 (ppm)




image25.tiff
Ehyl6-chloro-2-0
@38 2
°‘ ~

MOS0 o

@

|
% e
e ERET)

ﬂ o
2 0

e

os

097
0977
0971
100y
1991
2901

125 120 15 10 105 100 95 90 85 80 75 70 60 55 50 45 40 35 30 25 20 15 10

65
 (ppm)




image26.tiff
6-chloro-3-(hydroxy methyDquinolin-2(11T)-onc

@3B)

a
\Q:I\
N

00

EJ(M) <a1‘ o] [efe
54 || 131 1 o
JL i
z ¥t z z
90 85 80 75 70 65 60 55 50 45 40 35 30 25 20 15 10 05
1 (ppm)

125 120 115 110 105 100 95




image27.tiff
(S)-N-(4-{T-tetrazol Syl phenyl)-2-3-(6-chloro-2-oxo-1,2-dihydroqui

propanamido)-3-phenylpropanamide

)
)
4)
@ o
i
b ‘ NN \O
T
) 1)
c@ o wo
A b
o) () Efo[Fle ’1 ] © 8o nidh’
B 1§39 41| 75 33 70 fl
il oG
x ¥ Lshids & H S5
13 10 11s 10 0 10 %5 %0 G5 80 75 70 3 G0 55 50 45 40 15 Zo 25 20 is 1o 03




image28.tiff
w03
e
[e5)
we Y o ™
i
N N
a 8
1/\ N Yo
2 N0 (
<@ <o) [ [l o
h 299 ol fakda) L) @] [ %)
= ) ol g EEE Ea
<o o
jl lou JJL
T T RILEEE T i ey
B0 us no s B0 55 %0 85 80 75 7o 65 60 55 5o 45 40 35 30
1 (ppm)




image29.tiff
-y methy ) (methyhaminop 1-0x0-3-

(S)N-(14((6-chloro-2-ox0-1.2-dibydroquinol
G-carbosamide

phicnylpropan-2-y1)-4-hydrasy-N-methyl-2-0r0-1.2-dihydroquinalis

@6)
e 9 o
i
Nw‘/\N \
|
a o
N N o /
o 3{(m) M) G (@)
% By
o) [o@ al [ e ool Too]  [i8) oo (
o] [ A 159 () )[R
(o9 o
[ weTs 3 38 % 3 483
o 55 g0 45 40 35 20 25 20 15 10 05

125 120 115 110 105 100 95 90 85 B0 75 70 65
1 (ppm)

00




image30.tiff
N,4-dimethyl-N-[(2-0xo-1H-quinolin-4-y)methyl]-3-

Z
@n phenyl-1H-pyrazole-5-carboxamide

T / J ir I
& g e T 4 T &7

135 130 125 120 115 110 105 100 95 90 85 80 75 70 65 60 55 50




image31.tiff
N-((6-chloro-2-0xo-1,2-dihydroquinolin-4-yl)methyl)-N,4-dimethyl-3-phenyl-1H-pyrazole-5-carboxamide

@8 ; ™\

a

I

@
2

gl
Lis

122
719

T

2w

3004

3094

Bs | o2s  ous s o5

70 65

4 (ppm)

20




image1.emf
HN

O

HN

N

N

NH

NH

O

O

O

O

NH O

O

HN

O

HN

N

N

NH

2

NH

O

O

NH

2

HN

O

HO

N

N

NH

NH

O

O

O

O N

H

O

O

H

2

N

HN

O

O

N

N

NH

2

NH

N

NH

2

O

O

N

HN

O

O

N

N

N

O

O

N

+

O

-

O

O

O

N

HN

O

O

N

N

NH

NH

O O

4

i

ii

iii

iv

v

vi

vii

viii

i

)KNO

3

/H

2

SO

4,

0°C,10min.,

ii

)Pd/C,H

2

1atm.6h.EtOAc,

iii

)2-bromopyrimidine,Na-O-tBu,Xantphos,Pd(OAc)

2,

toluene,90°

C,1h.,

iv)

1)HCl/MeOH,RT,6h.,2)(NH

4

)

2

CO

3,

RT,16h.,

v)

Boc

2

O,TEA,DCM,4days

vi)

LiOH,H

2

O/THF,RT,4h.,

vii)

DIPEA/TBTU,DCM,20h,

viii)

HBr/AcOH,0°C->RT,1h15min.,DCM



image2.jpeg
@ ™
e
Sae

Q
S

N-(3-(2-(2-aminoethoxy)ethoxy)phenyl)-6
-carbamimidoyl-4-(pyrimidin-2-ylamino)
-2-naphthamide

S PRI
‘ [
‘ ‘ \“ |
bl o
[ ‘(\ r{ 1 (f ‘ ‘ ‘
I Il |
NI T
JMLU UUM )
Coaus O N g b > o) &
0o ss 90 as 80 75 70 65 60 55 45 40 35 30 25 20 1s 1o 05 oo




