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I. Supplemental Figures
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Figure S1. Superimposition of tofacitinib towards JAK2/3 between x-ray structure and FlexX
docking generation.
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Figure S2. The ICso curve of potent compounds (MN341P, MN390, ST3i and ST4j) and drugs
(tofacitinib and ruxolitinib) towards JAK2/3.
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Figure S3. Cellular cytotoxicity assay of TF1 and HEL cells treated with quinoxalinone
derivatives at 10 uM concentrations. * p < 0.05, ** p < 0.01 and *** p < 0.001 vs. tofacitinib

and #*p < 0.001 vs. ruxolitinib.
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HEL cell Vero and HepG2 cells
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Figure S4. Cell viability after treatment for 72 h of cell lines: (A-C) TF1 cell line, (D-F) HEL
cell line and (G-I) Vero and HepG2 cell lines with ST4j and drugs (tofacitinib and ruxolitinib).

The ICsp values are reported in uM from triplicate independent experiments.
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Figure S5. Flow cytometry analysis of time-dependent induced-apoptotic TF1 cells treated
with 1Cso values of ST4j compound and drugs (tofacitinib and ruxolitinib) for 24 h, 48h and 72
h, respectively. Bar chart showing an increased proportion of apoptotic cells derived from
annexin V and caspase3/7. Data are represented as mean + SEM derived from the triplicate
independent experiment.



(A) (B)

APOPTOSIS PROFILE 100

80 e
60
40 .

ANNEXINY  Apsptate **k T

20

4

3
i
1S

0
APOFTOSIS PROFILE 4 APOPTOSIS PROFILE .. APOPTOSIS PROFILE ;\E'
e e S 80 S
3 3 3 =
. © =
= £, 5, £, G 60 ]
F E ] u—
= g : 2 2 S @
(/)] B 1 . = 40 =
& : T £ 2330 %
Q - ' Livi : Early A
o i arly Apop. —
2 % I B R Ea c
. ANNEXINV  Agostotc Uve ANNEXINV  Ageprone Lve ANNEXINV - Agostote. z
D
M~ 0

APOPTOSIS PROFILE APOPTOSIS PROFILE APOPTOSIS PROFILE

w
o«
<

VIABILITY
w

2]
<

'S
=)

N
(=]

A
£

X

=3
=
=
G

<

VIABILITY

Ruxolitinib l Tofacitinib

2 3 1
ANNEXINV  pstste: ve  ANNEXINV Agopste

> M Untreated 1 IC35 Il ICs IC7s5

Annexin V

Figure S6. Flow cytometry analysis from annexin V of dose-dependent induced-apoptotic TF1
cells treated with various concentrations (ICzs, 1Cso and 1C7s values) of the ST4j compound and
drugs (tofacitinib and ruxolitinib) for 24 h. (A) representative figures showing the population
of live, apoptosis and dead cells, and (B) bar chart showing an increased proportion of apoptotic

cells. Data are represented as mean + SEM derived from the triplicate independent experiment.
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Figure S7. The number of hydrogen bonds formed between JAK2 and ruxolitinib/ST4j along
500 ns of simulation. The hydrogen bond occupations of complexes were observed as follows:

(i) 3.5 A for distance and (ii) >120° for the angle.
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Figure S8. The number of atom contacts between JAK2 and ruxolitinib/ST4j along 500 ns of

simulation.



