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1. Antibacterial activity

Table S1 Antibacterial data (MIC, pg/mL) for thiazolylketenyl quinazolinone 4 against MRSA and S. aureus.

MRSA S. a. S. a. S. a. S. a.
Compds
43300 26003 26001 12600 6538
4 1 8 4 1 2
Norfloxacin 4 1 4 2 4

Table S2 Minimum bactericidal concentration (MBC, pg/mL) of active compound 4 against MRSA.
Bacteria Compound MIC MBC MBC/MIC Effect

MRSA 4 0.5 8 16 Bacteriostatic

2. Hemolytic activity
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Figure S1 Images of RBC processed with compound 4 at different times.



3. ADMET study

The radar plot bears six axes for six important properties for oral bioavailability: saturation (INSATU), size (SIZE),
polarity (POLAR), solubility (INSOLU), lipophilicity (LIPO) and flexibility (FLEX). Figure S2 showed that compound 4
almost fall in the pink area and reference drug norfloxacin was completely in this area, which revealed that candidate

compound 4 had good drug-likeness and bioavailability profile.
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Figure S2 Bioavailability radar charts from swiss ADME web tool for compound 4 and norfloxacin.
4. Interactions of 7 with calf thymus DNA

Equation (1) is utilized to calculate the binding constant (K). Where A° and A are the absorbance of DNA in the
absence and presence of compound 4 at 260 nm, &c and &p.c represent the absorption coefficients of compound 4 and

compound 4-DNA complex respectively (Figure S3).
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Figure S3 The plot of 4° / (4-A”) versus 1/[ compound 4], yielding the binding constant, K = 1.01 x 10° L/mol, R = 0.996, SD = 0.039 (R

is the correlation coefficient. SD is standard deviation).

5. Characterizations of some representative compounds



5.1 Spectra of compound 4
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5.2 Spectra of compound 5a
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5.3 Spectra of compound 5b
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5.5 Spectra of compound 6b
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5.7 Spectra of compound 7a

"H NMR spectrum



o o (=3 o j=1 (=3 o j=1 j=1 o j=1 o =
o o (=3 o o (=] o o o o =] o < P=y
v =1 Wi =1 bl =3 v =1 v =1 wi < =3 iy
hd hd M M i i T T QN N T i z < !
_J
Ly
7L
9711
9L
89'L1
69L i
L 901
9L'L or'L
7 ! FO'L
132 00'L
631 01
6L 01z
6L 901
€61 001
6L
6L =
s
er's n \
173
s \
peTI— - o —— =101
T
X
Z
=i
5
o
A
jasiiv)
ki
NS
88

6
£l (ppm)

15 14

16

13C NMR spectrum

j=1 j=1 j=1 j=1 j=1 j=1 j=1 j=1 j=1 j=1 o
=1 < =1 =1 =3 =1 =1 =1 =1 =3 <o <o <o <o S
g &€ ¥ § &8 2 8 8§ § £ g g8 g s S
€ & 3§ § § & g I 8 & g & § & o =
; A A : : : , , , i ; : ; , ; !
sl

99°€71

$9°971 ]
PT6TT = -

wm.mﬁ% \ ——]
65631

0rTEI— « —
T0°S€T —%
szsel \ _ =
681

90041 ESS
69 LY1

0Ly I

0£19T— Z \ -
90'€8T— —

=]

e

b

-

U

o\

a8

g

[af=

-10

200 190 180 170 160 150 140 130 120 110 100 %0 & 70 60 50 40 30 20 10
f1 (ppm)

210

HRMS spectrum



Intens. |

0 DJ-76.d: +MS, 0.10-0.14min #6-8
XIU‘L 283.0535
1.0- N S\ '
N/ NG
0.8 o
Chemical Formula: C45H1oN2,O,S
0.6 Exact Mass: 282.0463
[M+HJ* = 283.0536
0.41
273.9549
0.21 270.9756 l
0_0 . i A l|| \l L I .l II l J AL J k. L l .I. '™ . i ll r i A I| |
265 270 275 280 285 290 295 m/z
Meas. m/z # Ion Formula m/z err [ppm] mSigma # mSigma Score rdb e;¥ Conf N-Rule
283.0535 1 C15H11N20ZS 283.0536 0.3 n.a. 1 100.00 14.0 even ok
HPLC spectrum
2000
E O
S 1500
g . NH S
2 E | \
B\. = ~ N =~
' 1000 — N
% E @)
= 3 Peak area: 99.49%
ﬁ) 500 —
- = _ .
v = ot g B I_ 2 S
0 E : il ; ) i AT i I J
T I T | T | T I T ] T l T [ T | T ] T l T ] T | T I T I T I T I T I T 'I T [ T [ T [ T [ T T T ] T I T I T '| T | T | T ]
0 5 10 15 20 25 30

Retention time (min)

5.8 Spectra of compound 7b
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5.11 Spectra of compound 8¢

"H NMR spectrum
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Intens. o} DJ-81.d: +MS, 0.12-0.17min #7-10

@ﬁL NH N 3161074
15001 N
(o]

Chemical Formula: C4gH13N,0,
Exact Mass: 315.1008
1000+ [M+Na]" = 316.1081
1 320.0965
318.3000
313.2345 322.0928
500 ’
317.1110
0 Lo l i Ial L lu L J J lla i hl i l ) L i
310 312 314 316 318 320 322 m/z
Meas. m/z # Ion Formula m/z err [ppm] mSigma # mSigma Score rdb e;¥ Conf N-Rule
316.1074 1 C19H14M302 316.1081 2.0 16.6 1 100.00 15.0 even ok
HPLC spectrum
600 —
E O
500 —
E NH [ NH
E = AN
400 - N
E O
300
3 Peak area: 98.33%
200
100 e = ] o
3 H wo® - -
= aNas o - -
D f ] 0o T oun WO I I__.l i b
-1[1I'III|"II'II'I|'1|'I['I|"I|'1|l|'||'1|'1II|I|II1II|I|I|I|'I|III|I|I|T|III|
0 5 10 15 20 25 30

5.12 Spectra of compound 17a

'"H NMR spectrum
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Intens. DJ-87.d: +MS5, 0.05-0.10min #3-6
o 302,0393
6000+
NH S/\>
Pz N
F N N 301.1195
4000+ (0]
Chemical Formula: C14HgFN30,S
Exact Mass: 301.0321
[M+H]* = 302.0394
2000 308.9727 313.2349
O‘Illll. .III..l.I:l wh L } |..H I 1 1 | 4 Iu 4l 4 |k
292.5 295.0 297.5 300.0 302.5 305.0 307.5 310.0 3125 m/z
Meas. m/z # Ion Formula m/z err [ppm] mSigma # mSigma Score rdb e;¥ Conf N-Rule
302.0393 1 C14H9FN302S  302.0394 0.3 34.1 1 100.00 14.0 even ok
HPLC spectrum
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5.13 Spectra of compound 17b

"H NMR spectrum
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Intens.q DJ-88.d: +MS, 0.07-0.14min #4-8
] o 318.0097
2000+
NH S/\>
P N
1500 cl N N
(@]
1 Chemical Formula: C14HgCIN30,S
1000] 3132332 Exact Mass: 318.0099 320.0067
+ _
] [M+HJ* = 318.0097 12,0944
5001 319.0071
0l L ln N l ‘.L ik J. l li . .d l* JL l
314 316 318 320 322 m/z
Meas. m/z # Icn Formula m/z err [ppm] mSigma # mSigma Score rdb e;¥ Conf N-Rule
318.0097 1 Cl4HSCIN3O02S 318.008%98%9 0.5 38.1 1 100.00 17.0 even

HPLC spectrum
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