Supplementary Materials

Evaluation of Aminothiazole-Paeonol Derivatives to
Attenuate LPS-induced Acute Lung Injury in Rats

Pin-Kuei Fu!?, Chi-Yu Yang?, Su-Chin Huang?, Yu-Wen Hung? , Kee-Ching Jeng?,
Ying-Pei Huang®’ , Hong Chuang?’ , Nai-Chun Huang?, Jei-Ping Li*, Ming-Hua Hsu’8 and
Jen-Kun Chen#910*

9

Department of Critical Care Medicine, Taichung Veterans General Hospital, Taichung, 40705,
Taiwan; yetquen@gmail.com (P.-K. F.)
Department of Biotechnology, Hungkuang University, Taichung, 43302, Taiwan

Animal Technology Laboratory, Agriculture Technology Research Institute, Miaoli 35053, Taiwan;
chiyu@mail.atri.org.tw (C.-Y. C.); pp33887788@gmail.com (Y.-W. H.)

Institute of Biomedical Engineering and Nanomedicine, National Health Research Institutes, Miaoli
35053, Taiwan; jkchen@nhri.org.tw (J.-K. C.); chin@nhri.org.tw (S.-C. H.); anai@nhri.org.tw (N.-C. H.);
piny72@nbhri.org.tw (J.-P. L.)

Department of Medical Research, Tungs” Taichung MetroHarbor Hospital, Taichung 43503, Taiwan;
kcjeng@gmail.com (K.-C. J.)

Department of Chemistry, National Tsing Hua University, Hsinchu 30013, Taiwan;
suzann800217@hotmail.com (Y.-P. H.); hom770706@gmail.com (H. C.)

Nuclear Science & Technology Development Center, National Tsing Hua University, Hsinchu 30013,
Taiwan; mhhsu@mx.nthu.edu.tw (M.-H. H.)

Department of Chemistry, National Changhua University of Education, Changhua County 50007,
Taiwan; minghuahsu@cc.ncue.edu.tw (M.-H. H.)

Graduate Institute of Life Sciences, National Defense Medical Center, Taipei 11490, Taiwan

10 School of Dentistry, National Defense Medical Center, Taipei 11490, Taiwan

* Correspondence: jkchen@nhri.org.tw ; Tel.: +886-3-724-6166 (ext. 38117); Fax: +886-3-758-6440



List of Contents

Fig. S1 The '"H NMR Spectrum of Compound 2 in CDCIs (500 MHz)
Fig. S2 The '3C NMR Spectrum of Compound 2 in CDCls (125MHz)
Fig. S3 The '"H NMR Spectrum of Compound 3 in DMSO (500 MHz)
Fig. S4 The '3C NMR Spectrum of Compound 3 in DMSO (125MHz)
Fig. S5 The '"H NMR Spectrum of Compound 4 in CDCIs (400 MHz)
Fig. S6 The '3C NMR Spectrum of Compound 4 in CDCls (100MHz)
Fig. S7 The '"H NMR Spectrum of Compound 5a in CDCIs (400 MHz)
Fig. S8 The '3C NMR Spectrum of Compound 5a in CDCIs (100MHz)
Fig. S9 The '"H NMR Spectrum of Compound 5b in CDCI3 (400 MHz)
Fig. S10 The '*C NMR Spectrum of Compound 5b in CDCl3 (100MHz)
Fig. S11 The '"H NMR Spectrum of Compound 5¢ in CDCl3 (400 MHz)
Fig. S12 The *C NMR Spectrum of Compound 5¢ in CDCl3 (100MHz)
Fig. S13 The '"H NMR Spectrum of Compound 5d in CDCl3 (400 MHz)
Fig. S14 The '*C NMR Spectrum of Compound 5d in CDCl3 (100MHz)
Fig. S15 The '"H NMR Spectrum of Compound 5e in CDCl3 (400 MHz)
Fig. S16 The '*C NMR Spectrum of Compound 5e in CDCl3 (100MHz)
Fig. S17 The '"H NMR Spectrum of Compound 5f in CDCl3 (400 MHz)
Fig. S18 The '*C NMR Spectrum of Compound 5f in CDCl3 (100MHz)
Fig. S19 The '"H NMR Spectrum of Compound 5g in CDCls (400 MHz)
Fig. S20 The '*C NMR Spectrum of Compound 5g in CDCl3 (100MHz)

s ﬁ —
oH © H JJ\NH _.._ / |
| N 2 [)—NHZ @/E)—N -8—
~ l, EtOH reflux K,CO, , THF o
< o
Paeonol,1 4
Cl aR=H eR=Cl
tone b R=Me f R=Br
HCI(g) \ @€ 5 .
2 K,CO, acetone, ¢ R=OMe g R=NO,
N | reflux OH s F|4+ d R=F
[ J “: 2—N-H cr
(o] N H
N
& OQI 8 4.HCl

S

N L
S
L H2NJLNH2 o f >_NH2
N
/Ei(k I, EtOH,reflux

O
3




o™ WO MmOW-OW o 0o o o ~OWws®©o n
@~ T NN OO a Cundo oo <M M
oo MmN NN WSS @ HeHH® >~ @ @ 1 1N N ~
~~ ~~ wwwwww < < e M NN NN — BRUKER
‘/, ‘
spot 3 \V \
I

| |
I J |
ey | i |
T T T T T T T T T T T T T T [
6.5 6.0 5.5 5.0 4.5 4.0 3.5 3.0 25 2.0 15 1.0 0.5 0.0 ppm

n N LA
| =1 Slala o o ol ol e o

Fig. S1 The 'H NMR Spectrum of Compound 2 in CDCl3 (500 MHz)

8.5

[~
o
o
[4)]
~
=)

0> §
1

o

[=te) ©~ [T} ke
o~ o~ ~ w0 o 10 © Mm@ — o o
= o~ o b — N o n o M~ 1
o A A . . o o~ o~ o™ w0
~ < o o o 0 . . . S i
= o n m o~ o ~ o~ 0 ~ £y BRUKER
w1 na o — — - o -~~~ [T ™ L.><-)

20161212
Mor-0O-Pae
13¢

T T T T T T T T T T T T T T T T T T Treeeey
190 180 170 160 150 140 130 120 110 100 90 80 70 60 50 40 30 20 10 0 ppm

Fig. S2 The '*C NMR Spectrum of Compound 2 in CDCI3 (150MHz)
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Fig. S3 The '"H NMR Spectrum of Compound 3 in DMSO (500 MHz)
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Fig. S4 The '*C NMR Spectrum of Compound 3 in DMSO (125MHz)
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Fig. S5 The '"H NMR Spectrum of Compound 4 in CDCI3 (400 MHz)
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Fig. S6 The '*C NMR Spectrum of Compound 4 in CDCIl3 (100MHz)
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Fig. S7 The 'H NMR Spectrum of Compound 5a in CDCl3 (400 MHz)
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Fig. S8 The '*C NMR Spectrum of Compound 5a in CDCI3 (100MHz)
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Fig. S9 The 'H NMR Spectrum of Compound 5b in CDCl3 (400 MHz)
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Fig. S10 The '*C NMR Spectrum of Compound 5b in CDCIs (100MHz)
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Fig. S11 The '"H NMR Spectrum of Compound Sc¢ in CDCls (400 MHz)
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Fig. S12 The '*C NMR Spectrum of Compound 5S¢ in CDCI3 (100MHz)

140

100

8

80

T

60

40

20

0 ppm



7.512
7.499
7.494

aF
expl stdlh L

SAMPLE
date Jul 16 2015
solven coc13
file ex,

ACQUISITION
sfrq 400.436 dm nnn
tn Hi  dmm c
at 1.995 dmf 2
np 23864 PROCESSING
5w 6006.0 1.00
b 3400 wtfile
bs proc £t
tpwr 57 fn not used
pw 5.5
a1 1.000 werr
tof wexp
nt 100 wbs
ct 12 wnt
alock n
gain not used
S

i n
in n
ap ¥

DISPLAY
sp -200.3
wp 3804.0
vs 128
sC 0
we 250
hzmm 15.22
is 125.00
rf1 3892.7
rip 28991
th 1
ins 1.000
n ph

8 7
iy ow oy
2.78 2.58.46
1.2 1.18

s

~r

mm
|

3.316
3.284

@
E
s
=
T

0 ppm

Fig. S13 The 'H NMR Spectrum of Compound 5d in CDCl3 (400 MHz)
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Fig. S14 The '*C NMR Spectrum of Compound 5d in CDCIs (100MHz)
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Fig. S15 The '"H NMR Spectrum of Compound 5e in CDCl3 (400 MHz)
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Fig. S16 The '*C NMR Spectrum of Compound 5e in CDCl3 (100MHz)
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Fig. S17 The '"H NMR Spectrum of Compound 5f in CDCls (400 MHz)
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Fig. S18 The '*C NMR Spectrum of Compound 5f in CDCl3 (100MHz)
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Fig. S19 The '"H NMR Spectrum of Compound 5g in CDCl3 (400 MHz)
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Fig. S20 The '*C NMR Spectrum of Compound 5¢g in CDCl3 (100MHz)
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