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Fig. 19

Development of HT/IF Quantitative Assay

Medicinal Chemistry



07 811

(ug¥) SL'ININ
(Jyu) uoneNUadU0D
00000001 0000001 . 00°000} 00°00} 00°01 00’4
; ! : = + 000
—
- 0002
- 00°0V
- 00°09 m
W)
9.
apedloA INUG + HET —=— rMY.
Hg —= . -~
SpESje/\ WU G + UIOBQNL —w— - 00°08 W
. upeqn | —e—
- 00°004
- 00°0C)

- (luozapog £=.s >9mc>m pue Ayoixo] :ueqgnt sA 68GHAT

21/62



1734
(Ugy) 92z8-INdY

(Nu) uoiesusduUod

00°00000} 00°0000} 00'0001 007004 " 000t 00t
_ * 000

- 00°0¢

- 00°0¥

- 00°09 m
)
o,
opeoje\ WUG + HE —»— ,N.u.
He L ooos <8
apeajsA WU § + UIoegn L —=— hu/\
uoegn |, —e—

~ 00°00L

-~ gooct

quozapog yum ABisuAg pue Ayoixo] -uoeqny sA 68SHAT

22/62



773

(uzl) Leee

(ju) uoneusdU0YH

1

000°0¢-

000701~

000°0000} 288 >ooo.m8 000°0} \\TJES
000°0

: " ~

T

0000l

000°0¢

uonejfiege auisf] gnL-WHA —=—
uopelAleor uItngni an L -NHQ ~i—
uoyjeifieoe auisA HE7 —r—
uope|fysoe ungn} Hg1 —v—

- 000°0¢

winuIXepn %

- 000°0F

- 000°0S

- 00008

I 000704

- 00008

(30190340) gnLoY puB Moy :uloeqn SA 68SHE T

23/62



€78

g LZ/ UBispA Jenosjo
h uioegn |

5@

24/62



y "8

s1190 [Ny = g 'slied SN =V ) s
SpedPANUG + uoedn |, —&— uoeqn| —e— L
(NN ul) uole;UsdUOY .
00} ol b 10
2 0T .
=
8
=
e 09
00} -
d
(jgn u1) uopeIUAIUOD
00} o} - b 10
0 — ==
0T -
£
| 091
>
S
001 1 v

S|199 eWO[OA Ul 9pEIIDA pue uldeqn] uoamiaq ABIdUAS

25/62



o, Maximum

0ol

0l

ST 314

uofelyeoy suIsh] —s— uonejfiedy uinant ——

(pyn u1) uoneIIUBOUOD
L

1

1€6¢

fyoi00dg uroeqny

26/62



97 ‘814

78’169 UBISM 1eINos|o
O uloedn L-NHA

S

HO | NH

27162



LT 814
sljon IINdY = g 'siIPO SINN =V

| 9IBAINU G+ GNL-NHG ~ upEgNL-WHO —— |
(NN ul) uoneUBIUOH |
201 ol . 10
=
o)
lm
>
R
d
00l 0l 1 L0 .00
0
0c
£
=
- 09
>
P
00} v

sjjo BWOJRA Ul 9peIIOA pUk uldeqn-NHQ ueamiaq ABIsuAg

28/62



% iMaximum

00l -

87 810

- 1€
uopefieoy aush]—-  vogefsoyunanL—+ o
(N ul) uopjeauaduoy
0l S~ >\t.o 100

S

youioeds udeqn 1 -NHA

29/62



HO

62 ‘31

e oc/ WBIBAA 1 INoSIoN
L-L8-IMN

;71@\

NH

30/62



119D INGY = 8 'sieD SLNN =V

%Viabik¢yvs:

0
0c¢

09

001

Y%Viability

00}

0¢ 1

o
0

00} .

0€ 81

(jyn ui) uoneIJUBIUOD
0l |

00l

(N ui) uoneUBIUOY
1] A

1’0

f1291%X0101AN L-LQ=IMN

31/62



YeNaximum

00l

I€ 81

uoneyjsoy suIsh —=— UonelGeoy unan] —e— _

(N ug) uoneUDIUOD

1€6<l

fioy1oads L-18-IN

32/62



ze 8y

1 G9'9LG b Jeinds|on

L6 1XN

IO/\/
S

HO NH

O

33/62



£e "slq

slleD INdY = 8 'SID SININ = AT G+ VODIN + PEDIN =

%Viability

GV ianility

0

0¢

o
O

00l |

09

001

(NN ur) uoneIUIIUOY

00l ol b L "0
(jgn up) uopeIUBOUOD d

004 oL b 10
v

s|jo ewojoA|N ul w_omo_o>_ pue L-y6-IMN usamaq ABisuls

34/62



o Maximum

0C |

o
©

00l

€ 311

——r— —— oot b s

uoneisoy uish] - uoneyfisoy uinan, —+-

mam e e b 09

(N ul) uoneUdIUOD
10

1€6¢

10’

~ fyoy1oedg 1-76-IMN

0

35/62



HO

=

S€ *8iy

/2509 BIAA JeInos|oN
L-6G-IMN

o O

NH

36/62



9¢ ‘811
sjl@0 INdY =g ‘SIIPD SINN =V

SPESBAINIS + 165 DN —5— e —
(LN u1) UOHEIIUBSOUOD |
o 001 0l v L0
= 0¢ |
R
o
S
S 09
S5
00} -
=
v 10
0
0C
>
£
3 09
>
%
00} .
v

cnan pinoiakiAl Ul 9DRIOA DUB L-RG-IMN usamiaqg ABIauAs

37/62



% Maximum

LE 81

_ﬂl:o_memo‘qE_:o_: | —=  uoneiieoy auisk]—— “ 1e62
(N uti) :o_pm.;:mo,:oo
0l 2 0]
O . \ ,
v\/lb\o\i\\\o\\
0z | \.
09 -
00} |

Aroyroads L-66-IMN

38/62



8¢ 314

Q967G UBISAA 1BINOSIO
1L-09-IMN

HO NH

O

39/62



6€ "8

sl100 INdY = 8 'slieD SINN =Y ]
- opeoeANU § + L-09-DIN —&— . 1-09IN —— |
(NN ut) uoneIUdUOY .
0} A 10
0 e :
.....w.., 0z -
=
3 ]
> 09 |
o ]
00} |
d
(N ut) uoeUAdUOY
0 00} ok - L 10
g -
0T -
£
2
o — om e
V.
P
00l v

s||oD ewoleAp ul m__o._mo_w> pue }-09-IMN :w,__mzc‘an_, ABiduAg

40/62



ov ‘310

uoneikieoy suisk] —— UoneyieaY uInanL —— 1e6e

(pun ur) uopeUBIUOD

L0

PMaximum

ool

Aony1oadsg 1-09-IIN

41/62



1y 3

9G 0y “UbBIeAA 18INoSjoN
L-C8-IAN

™~

0

HO , NH

=
O

42/62



w8
sjl@D INdY = g 'SiiPD SINN =V

SPEeJPA INU G + L-C8-IAN —8— L-C81TYIN —*—
(jyn uI) uonenuaduod .
201 ol L 10
0., & & 5 /@/ : .
0¢ 1
..w 4
w
s
> 09
o~ i
001 “
| (NN ul) uone3uddU0D g
201 0} b L0 100
o x )
0c
>
M
S 09
2
\'

00l

SlaM BLUOISAIN Ul 9DBIISA DUk L-Z2-IMN usamiaqg ABisulg

43/62



sHpMaximum

0¢

09

ol

€ 81

%%%22_%:1 Lofeyaoy unan, —-

!
[

(N ur) uoneIIUBIUOY
b 10

1€6¢

100

00}

fiooads 1-28-IMN

44/62



" pp B

896G UbBIBAN 1BINOSIONW
L-78-IMN

HO NH

45/62



sjie0 INdY = g 'slieD SINN =V

%Viability

Sp 3L

oA INU G + L-p8-DIN —8— LS-I>IN ——

(yn ur) uoneENUBIUOD

00l ol l L0
0 —= — & A
0T
09
00}
(pyn ur) uopeIUSIUOD d
100
0 e
0C
09
v

0o}

s|jo0 ewojoAp ul 8ped|oA pue L-78-IMN usamiaq ABioulg

46/62



YoMaximum

9p ‘314

_ uopeyfisoy auisk —s-

voneyieoy uinanL —+-

(NN ul) uoneluddU0Y

10

0l r e

100

0¢

09

00}

Ayoyioads -y8-IMN

1€6¢

47162



Ly 81q

.J.g... _g oy Ao
AnLEYHE obe L € Leorore L g L ero
S
a

LoneiA190y UINGNL UO $8-YIN PUE UIDEANL JO 10943

9zZ8-IINdY

48/62



% Maximum

0¢

09

00l

8p *811

woyeyiedyausty—+  oeiienyuinan - 6vSv
(NN ui) uoneUBIUOD
00} . | 100 1000°0
S 5\.\\/?/. _
/m\
Wing1. < %03 WugoZ %03

Ayoyoeds L-#8-IMN

49/62



% Maximum

6v 81

wpefieoyupp—+  opgleoyeust+ | 6vav
(LUn u1) UOKRIIUBOUOD
o L0000
O ]
aN %03
0T
09
00l

~ Kyoyoeds uioeqny

50/62



0S ‘311

(Jyu) uoiesuBdU0D

001

<>
[N
1

<
-t
2

% Maximum

08 1

$14°0

0 ONE  UpeqnLE

02l 1

0} -

Lonef1e0Yy UINGNL U0 L-78-IMN PUE Uoegn L j0 10943

51/62



1s ‘81

Aoy Aoygiyul Oval :sbojeuy | salies

{wn) uojzesIuedUOD
004 o} v 10 100 1000

AL 05 4
ujoBaRLNHA —~—
J08HN i
LG5 HN e
LHEIN ===
1-g6IN
1IN -
128N —e—
ujoeqny —e 00} 4

wnuwxeW %

g} -

uopejkeoy ulngng Uo senbojeuy VBN WHAIO 1943

52/62



o, N0

N
S

HO -~ g

ri it

Wng'e nn gl 1-18-IMN
WNn G0 NN 9} L-76-DMN
INu 091 Wn sl }-v8-IMN
Wn S0 Wngh 1-28-IMN
WN-6°0 mNne 1-09-1MIN
wng AN L 1-65-DIN
Wn gL NN 62 ujoeqn L-WHA
WNh 6°0 WNZTL - uppeqny
uoqIyu] OVal uomaIyul OVaH

47y y
O 0 m\/_\/\.
o__0
o}
:o,mvf\/\/\/?z:
(o]
N—/\/\@
0_ 0
o
:o,m\__/\/\/\Jﬂz:
o}
e >
ujoeqn]
O
IOIZ
H

0

53/62



p-0l

UOEIUEIU0D
m- QF

V€S 31

dds Ag Buipulg YSH X0 L-3NAV

.
® vHYS
e g NHA
wuEGNY

LVYSH

tO—-l

r 0¢

[ oy

- 08

- 09

uoEURasUDY

Fae

YSH

r 0L

asuodsay

asuodsay

%c98 | ¥0-380'1 | 801 9€7
%I1°0S | $0-39L'9 | 9L9 €T
%LpS | 0-A¥9S | $€9S pET
%L | SO-H86'6 | 866 £€T
%9'8L | ¥0-IS8'1 | SL'¥8I 807
%0'LL | PO-HE0T | SLTOT L0T
%T06 | SO-ALEL | LEL 10T
%L'L8 | S0-G8S6 | 8°S6 ¥6
%p'68 | SO-160'8 | 808 v8
%9'EL | POEVYT | STHHT 18
%016 | S0-AEL9 | €L9 09
%I'L8 | YO-HIOT | 8001 65
%T66 | 90-FESS | €578 upeqn],
%s'L8 | S0-969'6 | $8'96 uprqny,
WHA
punog W | W @
JueIJ aderoAy odvaoAy

54/62



(PET/USUR LOES G

ﬁ
J\/\/\/\n/ 0 ? ll:!l
/“k/\/\/\n/ “OH
0
o)
NKI-201-1 \l/ NKI-233-1
NK1-235-1 k
H
Q
/U\/\/\/\”/ “OH HN N‘ H
OH
O
OMe
\ N NS
l NKI-234-1 NK1-207-1 l _N OMe
: NKI 2361
i N

o}

0

: S l N
NKITZOB—‘I _N

“at

Fig. 53B

55/62



$S ‘310

Sid PUE [9POIAl INIA 8SnO Joj Buse L Aiianios ‘JNAY

- N . . ¢ 8 - az
LRI oje  ose  oge OhS . OE _ws_@_mo.w_.«..._,..ﬂ.___m._ Loooe o oge e T, 080
€ZE 055¢92 3
v et 267 ERTI
a9l IS YA . [=4
§06L €C6hGeoC 080Z6EC 262 m& _E\mﬁ.c m—\ o F
98aly Baly Wybey  ewi Lovao 2
eay
rroy whuex ol
Agay 2pRIC © [ ERURICRVRE T
oge . oqe  oee . 09f 088 L UG L S0 Lome o oooge ose . 082 ) T 8%
1465125¢ 3
8¢ Fe+30 1

pE Pl (R RN LB D
7968 00808F0FIL grgserile O0€
eery  BAN Wiy Wy,
ey

grolge T buen

Loy apiQ &

(A/A L1)) Jo1emyo0rOdd

JWyBWOL oo

€3g Ui |us uidean)

e oge oy oge  oge oo 060, 0P O 000 00FL L R B B,
6E4L BL60E GFOLE
, e 00 06' 3
PR T vl 2T -
LD U9 LS0E  v2EdTL ew w @E . 2301 2g
LLVF  (98FSLE TTLIES 06T - . 3
WM&( eory whey 8wy, mm& C_ ON C®®>>|—.. O\Omo O — \ NNO o T
2
1-acig g slhuey obxr
ABLY BPUIC © . WML UGS uean)
oo oge  opp o oye  oge e O8C 0. 08 00 R SE L Rl B,
8269 ~
e 02+E6C . E
867 .
BiAL GYERREY  Brrl®  LEE _E\@FC N_\O grect  »
ozee 99 6IFC6Z 6OBKZIE 862 3
4 B X 0, .
.WMR« eany whiey  swi Iou_.m \ON -o+e0 T
Tz e shuex 0LEp
Aeuy epaig € HOIZ W oS videxn |
0fE ooze oge o o0ge o ope 08¢ %86 L. ove oge  oogz ose 1 e %%
%«m L0SEL 16667 00
- E A e 0672 3
495 BEiNEe e e
5961 65 LOSEL £2eLll £0€ Fecea0 L 2

2ot OZ'MSGET F05i6% 06T
opeaNy €8Ny WbjleH WL
ea)y

|-agol 9 ebuey

Aeuyepolg €

*ODHEN %¢

jw/Bw

A

Gecoo ¢+ -

N xAL A
oLy
Qg vl jos upeany

EHE

56/62



vss *S1

</
O \\ﬂ/ \J\J\Q%%E
0~ ~s

HO HO

i_z_
o\imﬁma H va
dJWa yg” o

%¥8 : %96
sdas.
0sdagl oud © L hoew sdagL
et ||||v_v
XN . 3l ! ! 3 nOON
=m.6/_ﬂo hid ©" o
o}
o]
dHL
SAWHeEN | %66
ofaog %59
0
’ H %66
0Sdagl THL 0sdugL %08 0SdaglL
S e — - X < ~ JHL
-d1q (= Xgl uza
HO to-dia &) 3 o .A..Illll..\/\ 718
(%58) | —
nvaod | [20%s5 |
%26 0sdagl %48

0sdasl
Ox

€ toup HO

: OH
108dQ8.L ‘HO

57/62



O

gss 811

) q 05daaL a OH
O oL/m\/_\/\Q/ %L O oL/w

0__0 4HL - 0__0
Aval -
) 0
IO:Z\:/\/\/\/:\ZI ‘ IO.R\FF\/\/\/_WZI
A i 0
Ho®W _
Hox | %se
1DH'HOPHN
_ JN 05408
O oL/m %0L O
o, 0 292HD 'SLdd
g SN osdaslL
A
. 0” s
0 HO HO
oEOE/\/\/\/:\ NH
)
oW %004
. s O. oon HO®I
uopeayynd JnOwIM HINN Aq aind ms_oé\:/z SoWoIon
H HOsOL

o %96
g 9 ~o AIHISII.. s 9 OH OH
as_O/=\/$\Fz ZouN oEO/:\%w‘Fz o S 2N
H o H
9

_aox__(?ﬂ_o

(o]

8/62

5



IAypeNAxolpAHsed = WHA «

96 ‘814

ot
DS~

HO HO

H
Ud, N

se|iydosjonu-0 "eN 'LYOH 'THIUNH o vadid H v“m
4G yg” O

: oyd \J\J\@ HO®W
o —o
. e | ! ! nOON
:m.6/=\o hid ©" Ho
I o]
4HL
SAWHEN
o%og
, THL « 4HL
/ ~— X - m uzig
19-did &) xal aad
HO o) HO

livaodi E

o 9)eIpaWIaUL LUDRqN | -WHQ 1O SISBYIUAS

59/62



- LS "81d

W

4 ..w,m.},
Q

-BdGaL

OB O
. T AL NN
pre ~ .@/xo:

awaaL” m§ , :o.m\m/\3§

vy uw/\
AfHD mﬁmm&.

HOoseL

~SdORL ~SdaBs Q~8dCal
(\_\\/O u@.rn Rz HOBH ¥
&Y parvewndll _.
&Hﬁn& 0% o/m\o

HE]
SYd | B

o 0 mﬁ H SNl 34 L
U swagl” ‘.m /.\Yo_\ /ﬂ _ O.W e HO nﬁ QQI

ja

-Sda8k WOBYE Aoy -SlUIBE

\Q\/O\W&Qﬂh A4l " —
3 o N —
10 1 JdYIGO  ¢fesg
hs:i H

HO

HO Vq\O/%\O

‘. my, o HP ~TosagEl  HO. .

60/62



HO.

Ir=z

0
O
M HO. &/\/\/\Jﬂzx
\:/\/\/\/:\ZI W__

8¢S 311

s~

4
2.“

Z~Z

N

-SH M¥NH

MHN
'HO HO | © HO HO

5
X _\,.w\ / HOY

ds

HO HO HO HO

61/62



>“_>Emcmm giuozauog sJajuo) uldedn L Jaouen iyseslg ui 9OVvAdH

(Wu) spesjan

sfjaD £4EMUS Ul 3pEdjeA

tHqen

(1os3u0d
0SHQa ud13g) Ay

6§ ‘311

(win) uoeqgn,

INUDL ©pedieA
UG epesjpp —a—
L 8pedjap —+—

sjjeD CHEMS Ul 9PEdI9A pue ujoedn

{lonuos OSNG 3usatad) A1iGeIA

62/62



