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Supplementary Materials: Novel
2,3-dihydro-1H-pyrrolo[3,2,1-ijlquinazolin-1-ones:
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Supplementary 1: Anticancer effect and ICso values of compounds 4a-k S1-S8

Supplementary 2: % cell viability and ICso values of chloroquine and compounds 4a-1 S59-515
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Figure S1. Anticancer effect of compound 4a. * Significant activity at the indicated concentration.
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Figure S2. Anticancer effect of compound 4b. * Significant activity at the indicated concentration.
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Figure S3. Anticancer effect of compound 4c.
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Figure S4. Anticancer effect of compound 4d. * Significant activity at the indicated concentration.
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Figure S5. Anticancer effect of compound 4e. * Significant activity at the indicated concentration.
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Figure S6. Anticancer effect of compound 4f.
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Figure S7. Anticancer effect of compound 4g.
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Figure S8. Anticancer effect of compound 4h. * Significant activity at the indicated concentrations.
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Figure S9. Anticancer effect of compound 4i. * Significant activity at the indicated concentrations.

4
Compound 10

120 -+

% Viability

MEnd.2
m MCF-7
mB-16

Control 1 10 50

C-10 concentration (uM)

Figure 510. Anticancer effect of compound 4j. * Significant activity at the indicated concentration.
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Figure S11. Anticancer effect of compound 4k.

Table S1. ICso values the concentration of compound that reduced cell viability by half.

Compound

Cell Line

ICso Value

4a

MCE-7
Bl6
sEnd.2

27.6424

4b

MCE-7
Bl6
sEnd.2

4c

MCE-7
Bl6
sEnd.2

4d

MCE-7
B16
sEnd.2

37.0972

39.7852

4e

MCE-7
B16
sEnd.2

39.6101071
32.26803272

4f

MCE-7
B16
sEnd.2

4g

MCE-7
B16
sEnd.2

4h

MCE-7
Bl6
sEnd.2

4i

MCE-7

S6 of 515
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B16 11.3524
sEnd.2 0.8021
MCE-7 32.1029
4j B16 34.6036
sEnd.2 36.2328
MCE-7 -
4k B16 -
sEnd.2 -

No ICso value, the compound did not induce 50% inhibition of cell growth at the doses tested.

Supplementary 2: % cell viability and LCso values of chloroquine and compounds 4a-1

Table S2. Log solvent percentage vs. % Parasite survival data used to plot dose-response curves for

chloroquine.

pOuy

X
~
Cl N
Chloroquine
s CQ Chloroquine
Log Conc (nM) %S SD 150
3.000 -3.66 1.36 = - ICsp = 12.120M
2520 -3.75 2.73 2
2.040 -1.46 0.30 “;:; 1001
1.560 4.74 0.12 2
1.090 51.04 1.72 g ol
0.614 88.68 591 S
0.137 105.43 0.36 2
-0.340 103.66 3.89 0- .
-0.818 105.77 345 2 4 o0 1 2 3 4
-1.294 100.93 3.46 Log [chloroquine] nM

2 Data are expressed as means of triplicate values. SD = standard deviation; %PS = Percentage Parasite Survival.

Table S3. Log concentration vs. % Parasite survival data used to plot dose-response curve for 4a.

Tebo01

— IC5o=32.18uM

Tebo01

Log Conc (uM) 2 %PS D
2.00 19.92 3.80 1507
1.52 56.77 127 ‘_g
1.04 97.04 447 5 1001
0.57 103.71 2.79 e
0.09 102.54 4.87 g 5
-0.39 101.68 1.70 s
-0.86 99.90 1.93 .
-1.34 96.31 543 N
-1.82 96.31 4.08
-2.29 93.81 9.68

-2 -1 0 1 2 3
Log [Tebo01] uM

2 Data are expressed as means of triplicate values. SD = standard deviation; %PS = Percentage Parasite Survival.
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Table S4. Log concentration vs. % Parasite survival data used to plot dose-response curves for 4b.

Tebo02

Log Conc (uM) 2 %PS _ SD
2.00 1424 430
1.52 52.02 207
1.04 87.32 3.19
0.57 95.05 3.90
0.09 102.10 7.59
-0.39 104.35 0.70
-0.86 100.01 3.18
-1.34 101.46 2.83
-1.82 103.21 212
-2.29 110.79 3.11

150

100

% Parasite Survival
[3.]
o
T

o

Tebo02

= |Cgo = 43.31 uM

-2 -1 0 1 2 3
Log [Tebo02] uM

2 Data are expressed as means of triplicate values. SD = standard deviation; %PS = Percentage Parasite Survival.

Table S5. Log concentration vs. % Parasite survival data used to plot dose-response curves for 4c.

Cl
Log Conc (nM) * — /ol;r Se bOSSD - Tebo03
2 1am i1 = 10 1333
) ) . S
1.04 6370 540  3100] -
0.57 8729 351 g
0.09 9462 403 &
039 9739 895 & ]
-0.86 9646 175
“1.34 97.79  1.83 Y . S
-1.82 99.26 691 S 02 4 0 12 3
229 11250 146 Log [Tebo03] uM

2 Data are expressed as means of triplicate values. SD = standard deviation; %PS = Percentage Parasite Survival.
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Table S6. Log concentration vs. % Parasite survival data used to plot dose-response curves for 4d.

Tebo04

Log Conc (M) * — %WPS _ SD
2.00 2699 4.05
1.52 69.73 214
1.04 105.61 1.56
0.57 113.35 3.79
0.09 10942 7.12
-0.39 11550 4.13
-0.86 104.23  3.60
-1.34 108.36 4.31
-1.82 105.60 1.09
-2.29 122.33 9.33

150+

100

% Parasite Survival
(3.
=}
T

o

Tebo04

— 1Cs = 35.82 uM

-2 -1 0 1 2 3
Log [Tebo04] uM

2 Data are expressed as means of triplicate values. SD = standard deviation; %PS = Percentage Parasite Survival.

Table S7. Log concentration vs. % Parasite survival data used to plot dose-response curves for 4e.

Tebo05
Log Conc (nM) 2 %PS D
2.00 16.37 527
1.52 5756 179
1.04 96.11 3.30
0.57 109.73  2.55
0.09 103.84 4.34
-0.39 109.95 12.95
-0.86 112.05 295
-1.34 111.75 213
-1.82 110.16 2.98
-2.29 13090 3.02

150+

100

% Parasite Survival
[3.]
(=}
1

o

Tebo05

~— 1Cs0 = 41.11 uM

2 -1 0 1 2 3
Log [Tebo05] uM

2 Data are expressed as means of triplicate values. SD = standard deviation; %PS = Percentage Parasite Survival.
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Table S8. Log concentration vs. % Parasite survival data used to plot dose-response curves for 4f.

F
af
Tebo06
Log Conc (nM)? %PS SD Tebo06
2.00 8.25 1.00 1507
_ - 1Cgy = 37.15uM
1.52 61.83 5.11 3
1.04 90.74 7.44 £ 1001
0.57 97.14 2.39 ‘s
0.09 104.34 5.43 [N
-0.39 107.39 8.77 &
-0.86 110.36 8.83 ®
-1.34 104.68 6.06 R A
-1.82 110.13 6.94 Log [Tebo06] uM
-2.29 120.11 9.81

a Data are expressed as means of triplicate values. SD = standard deviation; %PS = Percentage Parasite Survival.

Table S9. Log concentration vs. % Parasite survival data used to plot dose-response curves for 4g.

Tebo07

Log Conc (nM) # %PS SD
2.00 7.38 243
1.52 21.05 1.55
1.04 65.00 2.82
0.57 86.48 4.67
0.09 94.07 1.87
-0.39 99.65 291
-0.86 106.60 8.92
-1.34 100.76 9.29
-1.82 105.66 11.03
-2.29 112.99 13.61

% Parasite Survival

1504

100+

2
<

=]

Tebo07

-5 ICs = 15.51 uM

2 -1 0 1 2 3
Log [Tebo07] uM

2 Data are expressed as means of triplicate values. SD = standard deviation; %PS = Percentage Parasite Survival.
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Table S10. Log concentration vs. % Parasite survival data used to plot dose-response curves for 4h.

Tebo08
Log Conc (nM) 2@ — oPS SD
2.00 1118  3.23
1.52 20.60 273
1.04 7216 327
0.57 9494  1.63
0.09 100.22  4.63
-0.39 100.44 3.35
-0.86 9798 3.36
-1.34 104.09 229
-1.82 10419 228
-2.29 114.39 11.00

150+

% Parasite Survival

100

o
id

Tebo08

— ICsq = 14.70 uM

=]

Log [Tebo08] uM

2 Data are expressed as means of triplicate values. SD = standard deviation; %PS = Percentage Parasite Survival.

Table S11. Log concentration vs. % Parasite survival data used to plot dose-response curves for 4i.

Br

Cl
4i
Tebo09
Log C M)a
g Con (nM) %PS  SD Tebo09

2.00 28.87 6.33 150- o - stssu
1.52 7955 241 3§ 507 R K
1.04 99.04 552 2 40
0.57 97.83 188 g
0.09 101.15 750 8§ |

©
-0.39 9812 602 &
-0.86 9440 596
-1.34 101.75 1.32 3 2 41 0 1 2 3
-1.82 103.29 4.03 Log [Tebo09] uM
-2.29 119.13 3.03

2 Data are expressed as means of triplicate values. SD = standard deviation; %PS = Percentage Parasite Survival.
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Table S12. Log concentration vs. % Parasite survival data used to plot dose-response curves.

C1
4j
Tebo010
Log Conc (nM) * %PS SD Tebo010

2.00 11.24 5.79 150,
152 7.33 6.00 3 o (s m 205K
1.04 69.63 0.71 2 100-
0.57 95.08 8.57 ‘s
0.09 106.25 8.18 [
-0.39 107.88 5.97 «
-0.86 107.93 8.21 T
-1.34 108.60 2.10 3 2 4 0 1 2 3
-1.82 109.83 3.36 Log [Tebo010] uM
-2.29 111.74 10.41

a Data are expressed as means of triplicate values. SD = standard deviation; %PS = Percentage Parasite Survival.

Table S12. Log concentration vs. % Parasite survival data used to plot dose-response curves.

Br!

(e}

Cl
4k
Tebo011
Log Conc (nM) %PS _ SD Teboo11
2.00 66.16  4.30 150+
1.52 9920 926 3 : 7 (G0 = >100kM
1.04 93.16  3.65 4 P
0.57 111.33 249 "_rr\r\\x
0.09 10276 4.66 8 ]
-0.39 101.56 453 =
-0.86 10541 355
-1.34 10379  6.39 3 2 a0 1 2 3
-1.82 11291 3.13 Log [Tebo011] uM
-2.29 130.23 4.28

2 Data are expressed as means of triplicate values. SD = standard deviation; %PS = Percentage Parasite Survival.
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Table S13. Log concentration vs. % Parasite survival data used to plot dose-response curves.

Brl

Tebo012
Log Conc (nM) 2@ — %WPS __ SD
2.00 18.08  1.79
1.52 2090 3.34
1.04 64.67  4.87
0.57 9385 7.80
0.09 97.75 10.95
-0.39 11413  9.68
-0.86 108.23 13.16
-1.34 108.10  9.00
-1.82 9840 8.75
-2.29 10997 477

% Parasite Survival

150

100

a
i

Tebo012

ICsg = 11.45 uM

-2 -1 0 1 2

Log [Tebo012] uM

2 Data are expressed as means of triplicate values. SD = standard deviation; %PS = Percentage Parasite Survival.



