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Ki plot for compound 18

10,0 - ¢ [Inhibitor] = 0 pM
B [Inhibitor] = 0.0185 pM

8,0 1 [Inhibitor] = 0.037 uM

[Inhibitor] = 0.074 uM

1/Absorbance

1/[Substrate]




6.5 6.0 5.5 5.0

4.5

4.0 3.5 3.0 2.5

f1 (ppm)

'H-NMR (CDsOD, 500 MHz)

71.50
71.42
— 58.34
— 56.49.

<

12.55

350

300

250

200

150

100

50

[ L1uuuuuu

10000000

9000000

8000000

7000000

6000000

5000000

4000000

3000000

2000000

1000000

FO0

~-1000000

-2000000

~-3000000

- -4000000

- -5000000

+-6000000

-7000000

-8000000

f-9000000

- -1000000C

- -1100000C

T T T T T T T T
130 125 120 115 110 105 100 95

75 70 65 60 55 50 45 40
f1 (ppm)

C-NMR (CD;0D, 126 MHz)

S8



130
120
H rNH2
110
Me '/u/< N 7(R\2\\“
B z 100
90
11b
80
70
60
50
40
30
20
F10
\kvw-w Lo
+-10
7.0 6.5 6.0 5.5 5.0 4.5 4.0 3.5 3.0 2.5 2.0 1.5 1.0 0.5 0.0
f1 (ppm)
1
H-NMR (D,0, 250 MHz)
N Q8 @ N Ll
RR 0y @ q a 1000
\/ I
900
H rNHZ 800
Me ., - N®,.
=700
HO OH
11b L s00
400
300
200
100
-0
+-200
+-300
t-400
T T T T T T T T T T T T T T T T T
60 150 140 130 120 110 100 90 70 60 50 40 30 20 10 0

80
f1 (ppm)

3C-NMR (D0, 63 MHz)



6000000

H O H 5500000
Me.,

5000000

4500000

4000000

3500000

3000000

2500000

2000000

1500000

1000000

500000

" M .

-500000

T T T T T T T T T T T T T T T
6.5 6.0 5.5 5.0 45 4.0 35 3.0 2.5 2.0 1.5 1.0 0.5 0.0 0.5
f1 (ppm)

'H-NMR (CDs0OD, 250 MHz)

650

— 8162

— 76.76
63
62
51.42 MeOD
51.08 MeOD
50.74 MeOD
50.39 MeOD
38.99
16.32

|

600

H ~OH

550

Me.,

500

W

HO OH Faso

12a 400
350
300
250
| 200
b 150

100

50

r-50

~-100

T T T T T T T T T T T T T T T T T T T T T T T T T
240 230 220 210 200 190 180 170 160 150 140 130 120 110 100 90 80 70 60 50 40 30 20 10 O
f1 (ppm)

C-NMR (CD;OD, 63 MHz)

S10



H NH,
Me"lu

I
Ou,
) -
T

12b

7.0 6.5 6.0 5.5 5.0 4.5 3.5 3.0 2.5 2.0 1.5 1.0
f1 (ppm)
'H-NMR (CDs0D, 500 MHz)
H NH»>
Me.,
HO OH

12b
" | I —— (N
T T T T T T T T T T T T T T T T
170 160 150 140 130 120 110 100 80 70 60 50 40 30 20 10

90
f1 (ppm)

¥C-NMR (CD;0D, 126 MHz)

6000

5500

5000

4500

4000

3500

3000

2500

2000

1500

1000

500

F-500

13000

12000

11000

10000

9000

8000

7000

6000

5000

4000

3000

2000

1000

r-1000

S11



Me.,

f1 (ppm)

'H-NMR (CDs0D, 500 MHz)

T T T T T T T T T T
70 68 66 64 62 60 58 56 54 52 50 48 46 44 42 40 38 3.6 3.4 32 3.0 28 26 24 22 20 1

T T T
8 16 14 1.2

[=] q aQ [a) [sgaNa)
o o O 000
) 2 ¢ 2%¢%
= 3 = = ===
s & camnedon-spncomaeng 2
S & 2885 NCSER82RAENG 3
g R FREFIYIIIIR22FEALNG o
I || e 2
H H HN Me
Me., N [NEAY .
QA/ N /\\\m
A H OH
OH 14 HO
|
m |
" ) Do
T T T T T T T T T T T T T T T T T T
180 170 160 150 140 130 120 110 100 20 80 70 60 50 40 30 20 10

f1 (ppm)

¥C-NMR (CD;0D, 126 MHz)

5000

4500

4000

3500

3000

2500

2000

1500

1000

500

+4.0E+07

- 3.5E+07

- 3.0E+07

- 2.5E+07

r2.0E+07

r 1.5E+07

r 1.0E+07

- 5.0E+06

~0.0E+00

S12



H H H
N HN
Me ., N\(\,)/N 4
Q/\/ gt t{N/HB\N/\“\\\ OH
H H
H 15

) OH OH

",
S

_J —

7.5 7.0 6.5 6.0 5.5 5.0 4.0 3.5 3.0 2.5 2.0 1.5 1.0 0.5
f1 (ppm)
'H-NMR (CD;0D, 500 MHz)
8 5 ¢ 8 83R48 SREY g
R R B 5 rese AREE E:
[ [ SN /NS
N Me
HoHd HN
N N N
Me, _('\{4
Q/\/ AV SN OH
H H
HO ‘OH 15 OH

O M O A AN i

T T T T T T T T T T T T T T
150 140 130 120 110 100 90 80 70 60 50 40 30 20 10
f1 (ppm)

BC-NMR (D0, 126 MHz)

3600

3400

3200

3000

2800

2600

2400

2200

2000

1800

1600

1400

1200

1000

800

600

400

200

+-200

f- 16000000

15000000

- 14000000

13000000

12000000

11000000

- 10000000

9000000

8000000

7000000

6000000

5000000

4000000

3000000

2000000

1000000

o

-1000000

F-2000000

f--3000000

S13



5.0 4.5 4.0 35 3.0 25 20 1.5 1.0 0.5 ppm

55

[0 S o

0

o~

<

m ‘
oo

O N~ «—

|

o~

'H-NMR (D,O, 300 MHz)

Sy'el
cLeL

14514
1414
Ge'se

¥8'91 -

8087 -

8667

GL'6S
¥9'SS
8¥'LS

€G°LL
60CL
90°€L
98'GL -

Wotmngnet o o

!

100 95

5 ppm

85 80 75 70 65 60 55 50 45 40 35 30 25 20 15 10

1
90

105

“C-NMR (D,0, 75.4 MHz)

S14



Me

b

N7

Iz

Me.,

H

HO O

oH

HO

17a

0.5 pprﬁ

75 70 65 60 55 50 45 40 35 30 25 20 15 1.0

8.0

8.5

9.0

'e)

)

'H-NMR (MeOD, 300 MHz)

yeEYL—

S8y

8y
CL8Y
006y~ .

RN PR Ry Ty

626y
LS6V
9861
S0'9G
028G ~
6¥°09
00719~

06'v.L
98'LL

0e'8cl
8€'6¢L
¥S'0el

06°6EL —

17a

kil

i

Ll Ll

ppm

10

20

30

40

50

60

70

80

90

110 100

20

1

30

140 1

150

"“C-NMR (MeOD, 75.4 MHz)

S15



1.3839
~1.3614
-1.2882

H H
Me., N o, N __Me
0 N g -
SR Re
HO ©OH HO OH
17b
1‘ | ')
K
1 ‘ T : y g ; y
55 5.0 45 4.0 35 3.0 25 2.0 15 1.0 05 ppm
| Ll | | |
ow ™ 0 o o
el e s S
'H-NMR (MeOD, 300 MHz)
N~ o - NMNONOONMWO -~
N - N N~ OB ANSONY 2
w0 < N N OO OO0 O N
M~ lf © O ST fl’ X
N N
Me. P Me
; N
HO ©oH HdS OH
17b
Mdiliaak M kbbb ek A JA el ‘Jl“] Ll " i " ik &L .
A A A A AN M R o DS A A A AN A W AN i
i T 1} T T T T T T T
95 90 85 80 75 70 65 60 55 50 45 40 35 30 25 20 15 10 5 ppm

*C-NMR (MeOD, 75.4 MHz)

S16



ppm

€000 = €88t
G8'8Y
98'8¥ |
88'8Y
68'87 |
168V |
982171 - = 7 268y |
0Loz’L 5 009 e
[ 0061
L0°'6%

6061

~ olL'6v
cL'6y

L6t

1914

91'6%

8lL'6%

o 616V
126y

= | —z0 zz ey
8C'61
ve'6v
9€'61
LE6Y
6E6Y
ov'6v
a4 A
Y6y |
Sy'ey |
9’61
8Y'6Y
6761
0S'6%
1LS°6Y
99'6%
6961
€L'6Y |
S8'6Y |
€G'vG |

N
o
N

4
I

(2]

(o))

[
5
'H-NMR (MeOD, 300 MHz)

\‘

||

©
e
N

|
|

~
o
~

€V6CT 'L,
¥S0€°L r 996
LELE'L By 09'8S

= &
(e}
20g:
o
Z—J [
T %
—Z
-
- !
PEEL M | T _ 02'SL
4

|
!
©
<

L6EEL ~ © —- 2e08
129t L/
€99¢€°L
1e8e’ L
6€68°L

L 18°€2L
1 [ =80T 288zl
" ‘ €621
L L9°0EL

vL'LEL

25051

60 50 40 30 20 10 ppm
S17

70

80

90

*C-NMR (MeOD, 75.4 MHz)

100

110

2

1

140 130

150



N

5.0 4.5 4.0 3.5 3.0 25 2.0 1.5 1.0 0.5 ppm

5.5

'H-NMR (D,0, 300 MHz)

6LLL —
5eZh—
z 3
v8Zz— o r .
0552 = F
vSGz = z—/ F
96'5Z 2 M t
Iz =
=
=
2 & E-
I =
(]
HN/M W
NI,.,H o uYW £
;1;0
€28y HMU.:O W -
€L6Y—— 5 T — =F
952G = - M
P E—— £
28'SS _E
619G =
8e /G- =
0845
m r
=
= -
=
06'1L =
68CL — —
L —
€161

bbb

Ay o

ppm

10

1

20

25

3

55 5 45 40

60

65

70

80

85

“C-NMR (D,0, 75.4 MHz)

S18



