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L7z (Figure 1) ., {bE¥12¢ U — MMbEW & LT, C4LD7T I/ @IS D
MEETEPEA B B L O L EMEE O Ry EEmICBET 2 MR 2552 LIk, 1H-
Err[23-b8 Y P r-5- VAR Y I RFFERD JAKS REEEA AT ke e L
TEHTHLZ EEHLNE LT,

H
H NNy
X Increase of JAK3 |
\ | _Jg  inhibitory activity \ = NH;
4N — ..\\N\H-'O\ Intramolecular
“Me O hydrogen bonding
“Me

~—___ Interaction with
hydrophobic pocket

4 12¢

JAK3,IC,, = 1100 nM JAK3,IC ;= 5.1nM
JAKT, IC,, = 2900 nM JAK1,1C,, = 47 nM
JAK2,IC4, = 1800 nM JAK2,1C ;= 30 nM

Figure 1. Profiles of 1H-pyrrolo[2,3-b]pyridine derivatives.
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Figure 2. Profiles of 1H-pyrrolo[2,3-b]pyridine-5-carboxamide derivatives.

o TIX, JAK3EHAODOE VIR & FHAAE
HrlgER R E & L C, LA 18b @ 1H-E' 1
1[2,3-b|E° Y V-5 VAR F Y S FEEAZ I S
I LTH46-07 2 ) =aF o7 2 NFE ks
THA L, CANLE LN C6 (D E I DA%
Wb ERH Lz, 4,6-P7 3/ =aF 7 N
S AR AT T i 1 M ke S s P = RO | N O
MIZE Y PUBREEAN LR, (LAY 51b 1374
WIAKS BHEIGEEZ R 2 E R B E 7o T, et acton wih
— 5T, {bE&% 51b I hERG [HEIEM:Z~x9" 2 & Figure 3. Predicted binding mode
PRIEE L 72 5 7= 7= 6 4y FRSERMESR T OE ELME D of compound 37 to human JAK3.
N2 X % hERG BHEIGMEOWES 25t L1z, {LE# S51b O C6 LD ¥ B % A
FNAEY IDURICEBRL, CANOT IV EBRETFOE ) DUBRENVE VRICE

Interaction with
hydrophobic pocket

Arg953 Hydrogen bond



a9 % Z & T, 58UV JAK3 FHEIEME, JAKL, JAK2 (ZxF L C 4~5 {50 JAK3 SRR
L U5\ hERG FRETE M2 /R 3/b &%) 64 Z AT 5 Z L CT& 7= (Figure4) , L&
Y64 & JAK3 EEH & D Ry ¥ 2 FEIFMT OFRE RN D | BHEE S O S mtE S ) b
VUM E OAEERICEETH DL Z ENRB SN (Figure5) , ¥7-, 1H-E o
[2,3-b]E° D 2 -5-T1 VAR FH I REHERE L T, CIALDO I NAARNEA NVEDE
VHIORMTHEER T2 Z ERRB SN, 4,6-07 I/ =aF T I RFER
(X, REEZERAPIZRE L C e & Dfalk & BT AR R UC D & | UV JAKS PHETE
a2 RIIEME L THERHTOL Z L2 RV LT,

Favorable for
H planar structure
N_ N

~
%N Ho, Conversion of C/ Q(N H2 Decrease of hERG NJ Q(
scaffold moiety |nh|b|tory activity
NH O NH O NH O
—
N_ N N_ N
- ‘ - ‘ /@:\ Decrease
A A of basicity
NC NC NC 64

18b 51b

JAK3,1C,, =1.3nM JAK3,IC,, = 0.46 nM JAK3,1C, =0.80 nM
JAK1,1C,, = 16 nM JAK1,1C, =2.9nM JAK1,1C,, =4.2nM
JAK2,1C,, = 18 M JAK2,1C,; = 4.9 1M JAK2, IC,, = 3.5nM
hERG, IC,, = 13.4 uM hERG, IC,, = 0.36 uM hERG, IC,, >100 uM

Figure 4. Profiles of 18b and 4,6-diaminonicotinamide derivatives.
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