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Fig S1: Curves of proliferation against the three cell lines of all the synthesized compounds.
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Curves of proliferation against the three cell lines of compound 4a.

s10/MDA vy =-13.545x+ | | s10/MCF7 y=-13.432x+ s10/MCF10a v =-10.565x +
62.783 afl 526 53.208
o A
N = . N =
Curves of proliferation against the three cell lines of compound 4b.
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Curves of proliferation against the three cell lines of compound 4c.
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Curves of proliferation against the three cell lines of compound 4e.
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Curves of proliferation against the three cell lines of compound 4f.
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Curves of proliferation against the three cell lines of compound 4g.
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Curves of proliferation against the three cell lines of compound 4h.

s5/MDA

¥y =-16.

330x +

s6/MCF10a

y=-14_164x +
70.075

il

s5/MCF7

69.806

the

three

curves of proliferation against

of

cell lines

compound 4i.

s5/MCF10a




s8/MDA y=-18.156x + | | S8IMCF7 y=-13.987x + s8/MCF10a y=-13231x+
68 22 69.919 64.76

= _B=_ BE=_
E— ] = :

— e el

curves of proliferation against the three cell lines of compound 4j.

Fig S2: The cellular uptake of compounds 4e and 4h by MDA-MB-231 cancer cell lines.
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HPLC chromatogram of (A) : compound 4e, (B) cellular uptake of compound 4e by MDA-MB-231 cancer cell
line, (C): compound 4h, (D): cellular uptake of compound 4h by MDA-MB-231 cancer cell line.




Table S1: ICs of carbonic anhydrase IX enzyme inhibition of all the synthesized derivatives.

Compound CAIX
No. IC5y (nM)+£S.D.
4a 338+16.5
4b 203.3+£9.93
4c 31.68+1.55
4d 135.8+6.63
4e 10.93+0.53
4f 122.14+4.08
4g 16.96+0.83
4h 25.56+1.25
4i 39.51+1.93
4j 76.1+3.71
Dorzolamide 8.83+0.43
SLC-0111 4.5'8

S.D. : Standard Deviation



Property Compound
4e
Lipophilicity 2.859
Table (Log p)
ADMET Absorption  Water Solubility (log -3.867
mol/L)
Caco2 permeability 0.222
(log Papp in 10
cm/s)
Intestinal absorption 73.743
(%)
Skin permeability -2.752
(log Kp)
P-glycoprotein Yes
substrate
P-glycoprotein I Yes
P-glycoprotein 11 No
Distribution VDss (log L/kg) 0.047
Fraction unbound 0.069
(Fu)
BBB permeability -1.154
(log BB)
CNS permeability -2.579
(log PS)
Metabolism CYP2D6 substrate No
CYP3A4 substrate Yes
CYP1A2 inhibitor No
CYP2C19 inhibitor Yes
CYP2C9 inhibitor Yes
CYP2D6 inhibitor No
CYP3A4 inhibitor No
Excretion Total Clearance (log -0.373
ml/mim/kg)
Renal OCT2 No
substrate
Toxicity AMES toxicity No
Max. tolerated dose -0.473
(log mg/kg/day)
hERG I inhibitor No
hERG II inhibitor Yes
Oral Rat Acute 2.517
Toxicity (LD50)
(mol/kg)
Oral Rat Chronic 1.523
Toxicity (LOAEL)
(mol/kg_bw/day)
Hepatotoxicity Yes

properties of the synthesized compounds.

Compound
4g
2.324
-4.323

0.045

81.72
-2.749
Yes
Yes
No
-0.642
-1.047
-2.561
No
Yes
No
No
No
No

Yes
-0.477

No
-0.339

No
No

2.258

1.316

No

Compound
4h
2.130

-3.496

0.176

77.04
-2.916
Yes

Yes
No
-0.21
0.102

-1.134
-2.648

No
Yes
No
No
No
No
No
-0.366

Yes

No
-0.539

No
No
1.985

2.221

No

S2:



Skin Sensitisation No No No

T.Pyriformis toxicity 0.369 0.347 0.606
(log pg/L)
Minnow toxicity 0.205 0.091 0.514

(log mM)
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NMR spectrum for compound 4c¢
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NMR Spectra for compound 4d
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NMR Spectra for compound 4e
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NMR Spectra for compound 4g
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NMR Spectra for compound 4h
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