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1. H, C-NMR and HRMS spectra of 3-aroylthiourea-g-lactams 5a-f
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Figure S1: 'H and **C-NMR spectra of 1-Benzoyl-3-[1-(4-methoxy-phenyl)-2-oxo-4-phenyl-

azetidin-3-yl]-thiourea 5a in DMSO
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Figure S2: HRMS spectra of 1-Benzoyl-3-[1-(4-methoxy-phenyl)-2-oxo-4-phenyl-azetidin-3-
yl]-thiourea 5a
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Figure S4: HRMS spectra of 1-Benzoyl-3-[1,2-bis-(4-methoxy-phenyl)-4-oxo-azetidin-3-yl]-

thiourea 5b
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Figure S5: 'H and *C-NMR spectra of 1-Benzoyl-3-[2-(4-chloro-phenyl)-1-(4-methoxy-

phenyl)-4-oxo-azetidin-3-yl]-thiourea 5¢ in DMSO
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Figure S6: HRMS spectra of 1-Benzoyl-3-[2-(4-chloro-phenyl)-1-(4-methoxy-phenyl)-4-oxo-

azetidin-3-yl]-thiourea 5c
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Figure S8: 'H and *C-NMR spectra of 1-[1,2-Bis-(4-methoxy-phenyl)-4-oxo-azetidin-3-yl]-
10

3-(4-methoxy-benzoyl)-thiourea 5e in DMSO
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Figure S9: HRMS spectra of 1-[1,2-Bis-(4-methoxy-phenyl)-4-oxo-azetidin-3-yl]-3-(4-
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2. 'H, 13C-NMR and HRMS spectra of 3-aroylurea-p-lactams 8a-f
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Figure S11: 'H and 3C-NMR spectra of 1-Benzoyl-3-[1-(4-methoxy-phenyl)-2-0x0-4-
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Figure S17: *H and *C-NMR spectra of 1-(4-Methoxy-benzoyl)-3-[1-(4-methoxy-phenyl)-2-

0x0-4-phenyl-azetidin-3-yl]-urea 8d in DMSO
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Figure S18: HRMS spectra of 1-(4-Methoxy-benzoyl)-3-[1-(4-methoxy-phenyl)-2-oxo-4-
phenyl-azetidin-3-yl]-urea 8d

20



o [s2d
T T
o o
[} O
z
T
OJ\ -4 o
o. ZT
D
©
o
Q
g
T
6THLE~_
0LSLE~
s6v8~
800E'S~_
PITES "
800€'S
jli 0229’5
Rmu.mw £269°5~\
d 0069’57
00v9' o
P 9059’
9908'9
09189
¥0z8'9
9LL8'9
0568'9
LL16'9
S126'9
9566'9 £208'9
99089
86T~ 0918'9
osTZL~, 0289
Nmmﬂ\ oL8'9
PETEL msﬁk.
€€2UL~_ 01689
[V 05689
2169
S126'9
95€6'9
€861L~_
9STTL—
0v8s'8— 662U~
vereL"
bLIO6
£5£0'6
EEWUL~
A

=307

807
117

——=0r'Y

5.0

54 53 52 51

58 57 56 55

7.6 7.4 7.2 7.0 68 66 5.9
f1 (ppm)

7.8

f1 (ppm)

I

€0°¢
€0°€
ooe

=0T

u.\.mo.N
Amo,N

11%4
=017
01T

=80T

00T

10T [©

9.5 9.0 8.5 8.0 7.5 7.0 6.5 6.0 55 5.0 45 4.0 3.5 3.0 2.5 2.0 1.5 1.0 0.5 0.0
f1 (ppm)

10.0

_mmm.mm
wmmvmm W.
2655°SS

€9LE°09—F
$506°09 /

wmoﬂ,»‘:
mhmm.vzw
[TH5PT1
wersii"
SOPO'HTI~_
18L1°STT—
E0PESTI~
8089°621T—
vewndm«.\.

WLIEST—
866€'95T—
08£8'65T~_
2090°€91

5229°€91 ‘Vu
689991 —

OCHg

HsCO

OCHj

T T T T T T T T T T T T T T T T
170 160 150 140 130 110 90 80 70 60 50 40 30 20

180

190

10

100
f1 (ppm)

120

200

'H and *C-NMR spectra of 1-[1,2-Bis-(4-methoxy-phenyl)-4-oxo-azetidin-3-yl]-

Figure S19

3-(4-methoxy-benzoyl)-urea 8e in CDCls

21



SAIF,PANJAB UNIVERSITY,CHANDIGARH SYNAPT-XS#DBA064 01-Feb-2023

16:34:45
JASWINDER_BM_26 (0137) Cm (38) L TOF MSES:
- som 365 2o
ol OCHz
H3CO o}
N—<
H NH
N
o
8e
OCH3
s
-
01650
753000
o2
iz

Figure S20: HRMS spectra of 1-[1,2-Bis-(4-methoxy-phenyl)-4-oxo-azetidin-3-yl]-3-(4-
methoxy-benzoyl)-urea 8e
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Figure S21: *H and *C-NMR spectra of 1-[2-(4-Chloro-phenyl)-1-(4-methoxy-phenyl)-4-

oxo-azetidin-3-yl]-3-(4-methoxy-benzoyl)-urea 8f in CDCls
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Figure S22: HRMS spectra of 1-[2-(4-Chloro-phenyl)-1-(4-methoxy-phenyl)-4-oxo-azetidin-
3-yl]-3-(4-methoxy-benzoyl)-urea 8f
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3. 'H and ¥C-NMR spectra of thiourea derivatives 10a-c

S908°E~_
Teese"

9206°9
5606'9
6£169
1€26'9
SLT6'9
EPE6'S
9.56'9
9€96'9
8L96'9
€LL6'9
§186'9
w489
BLYSL
bLSSL
S19S¢
0ST8L
01€8¢
TSEBL
LPBL
68b8'L
8¥S8L

L N N e

606 —

SSLP'TT—

NH)LNH@f()CH3|

10a

H,CO

9206'9
5606'9
616’9
1€26'9
SL26°9

£PE6'9~E
9569
9€96'9
8£96'9
ELL6'Y
S186'9
4869

89ESL
LEYSL
8LYSL
LSS
S19SL N
€895,
05787
0T€8% W.
[413:74

LYBL
6818
8YS8YL

——s07
===¥s07

7.0

f1 (ppm)

7.5

8.0

0.0

0.5

15 1.0

2.0

3.0

3.5

00°E
g0

T
60 55 50 45 4.0

6.5
f1 (ppm)

S0T
E Gy

75

=0T

=80T

T T T T T T
95 90 85 80

=880

T
13.0 125 120 115 11.0 105 10.0

8b'SS
vm.mmv

L0PTT~
I

SSETT—
$8'STT—
bL6TI~_
TL0ET—

0T'85T—

00'¥9T—
6£'99T—

8'8LT—

10a

T
55

f1 (ppm)

T
57

T T T T T T T T T T T T T T T T T
180 170 160 150 140 130 120 110 100 90 80 70 60 50 40 30 20 10
f1 (ppm)

T
190

T
200

Figure S23: 'H and ®C-NMR spectra of 1-(4-methoxy-benzoyl)-3-(4-methoxy-phenyl)-

thiourea 10a in CDCl3
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4. 'H and ¥C-NMR spectra of amide derivatives 11a-c
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Figure S26: *H and *C-NMR spectra of N-Benzyl-4-methoxy-benzamide 11a in CDCls
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Figure S27: *H and *C-NMR spectra of N-Benzyl-benzamide 11b in CDCl3
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5. ADME parameters

5a 5b 5¢ 5d 5e 5f 8a 8b 8c 8d 8e 8f Ampicillin

MW 43151 46153 46595 46153 49156 49156 415.44 445.47 449.89 44547 47549 47991 349.4
RB 8 9 8 9 10 10 8 9 8 9 10 9 5
HBA 3 4 3 4 5 5 4 5 4 5 6 5 5
HBD 2 2 2 2 2 2 2 2 2 2 2 2 3
TPSA 102.76  111.99 102.76 111.99 121.22 121.22 87.74 96.97 87.74 96.97 106.2 96.97 138.03
iLOGP 3.01 3.88 3.26 3.81 4.03 4.03 2.29 3.02 2.36 2.7 3.05 2.63 1.15
GIA High High High High High High High High High High High High Low
BBBP No No No No No No No No No No No No No
PGP No Yes No Yes Yes Yes Yes Yes Yes Yes Yes Yes No
CYP1A2 inhibitor No No No No No No No No No No No No No
CYP2C19 inhibitor Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes No
CYP2C9 inhibitor Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes No
CYP2D6 inhibitor Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes No
CYP3A4 inhibitor Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes No
log Kp (cm/s) 584  -604 561 -604 625 -625 -617 637  -593  -637 657  -6.14 -9.23
Lipinski #violations 0 0 0 0 0 0 0 0 0 0 0 0 0
Veber #violations 0 0 0 0 0 0 0 0 0 0 0 0 0
Muegge #violations 0 0 0 0 0 0 0 0 0 0 0 0 0

Figure S29: ADME parameters of cis-3-aroyl-thiourea/urea-p-lactams 5a-f/8a-f
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6. IC50 Graphs
6.1 IC50 graphs against S. aureus
IC50=1.66 ug/ml
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Figure S30: 1C50 curve of compound 5b.
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Figure S31: IC50 curve of compound 5e.
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Figure S32: 1C50 curve of compound 8d.
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IC50= 0.78 pg/ml

Percent inhibition against S.aureus
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Figure S33: 1C50 curve of compound 8e.
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6.2 1C50 graphs against B. cereus
IC50=2.19 pg/ml
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Figure S34: IC50 curve of compound 5b.
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Figure S35: IC50 curve of compound 5e.
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Figure S36: IC50 curve of compound 8c.
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IC50= 1.21 pg/ml
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Figure S37: 1C50 curve of compound 8d.
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Figure S38: IC50 curve of compound 8e.
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6.3 1C50 graphs against P. aeruginosa
IC50=0.95 pg/ml

Chart
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Figure S39: IC50 curve of compound 5a.
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Figure S40: 1C50 curve of compound 5b.
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Figure S41: 1C50 curve of compound 5e.
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IC50= 0.91 pg/ml
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Figure S42: 1C50 curve of compound 8d.
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Figure S43: 1C50 curve of compound 8e.
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6.4 1C50 graphs against E. coli
IC50=1.92 pg/ml
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Figure S44: 1C50 curve of compound 5b.
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Figure S45: 1C50 curve of compound 8d.
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Figure S46: IC50 curve of compound 8e.
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6.5 1C50 graphs against C. albicans
IC50= 3.5 pg/ml
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Figure S47: 1C50 curve of compound 5d.
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Figure S48: IC50 curve of compound 5f.
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Figure S49: IC50 curve of compound 8a.
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1C50= 2.02 pg/ml
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Figure S50: IC50 curve of compound 8b.
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Figure S51: IC50 curve of compound 8c.
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Figure S52: IC50 curve of compound 8d.
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IC50= 0.88 pg/ml
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Figure S53: 1C50 curve of compound 8e.
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Figure S54: IC50 curve of compound 8f.
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6.6 1C50 graphs against C. tropicalis
IC50= 1.6 png/ml

Percent inhibition against C. tropicalis
13549

120
105

90

Percent inhibition

4d concentration (ug/mL)

Figure S55: 1C50 curve of compound 5d.
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Figure S56: 1C50 curve of compound 5f.
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Figure S57: IC50 curve of compound 8a.
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Figure S58: IC50 curve of compound 8b.
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Figure S59: IC50 curve of compound 8c.
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Figure S60: IC50 curve of compound 8d.
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IC50= 0.75 pg/ml
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Figure S61: IC50 curve of compound 8e.
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Figure S62: IC50 curve of compound 8f.
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