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Figure S1. *H NMR (400 MHz Dimethy! sulphoxide-¢s) for N-(2,4-diaminoquinazolin-6-yl)-2-phenoxyacetamide (4a).
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Figure S2. 3C NMR (75 MHz Dimethyl sulfoxide -¢) for N-(2,4-diaminoquinazolin-6-yl)-2-phenoxyacetamide (4a).
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Figure S3. HRMS (APCI+) for N-(2,4-diaminoquinazolin-6-yl)-2-phenoxyacetamide (4a).
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Figure S4. *H NMR (400 MHz Dimethy! sulphoxide-qs) for N-(2,4-diaminoquinazolin-6-yl)-2-(3-methoxyphenoxy)acetamide (4b).
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Figure S5. *C NMR (75 MHz Dimethyl sulfoxide -¢) for N-(2,4-diaminoquinazolin-6-yl)-2-(3-methoxyphenoxy)acetamide (4b).
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Figure S6. HRMS (APCI+) for N-(2,4-diaminoquinazolin-6-yl)-2-(3-methoxyphenoxy)acetamide (4b).

S7




oo
52 I GYENRREERH 3 q g B 1000
— oo oo riririrmﬁl{ix{ix{i_\{im o+ i1l — =]
Y/ NN SN = I | H
/lt / 900
HN™ ™0
= NH, (
800
[ 0 e A F500
| N~ "NH, ) )
r / ~700
, C ~ [ 400
) JI _’.l |
300 ~600
B I T
[¥)] [ L i M
L] M~~~ o o M
— O - -0 - — +200
500
100
-a 400
T ¥ T T T ¥ T ¥ T ¥ T ¥ T T T
9.0 85 &0 75 70 65 60 55
f1(ppm)
300
~200
|
|
|
=100
__JL_J. Ut L\ Lo
N T T
[ e o M~
o o (=] —
=S ri e
——r—— -——— Y ¥¥—¥F——¥F—+—¥F—+—¥F— "7 —"—F——F—"—7——1—————
lt.0 105 100 95 90 &5 80 75 70 65 60 55 5. 45 40 35 30 25 20 15 1.0 05 00 05

0
f1 (ppm)

Figure S7. *H NMR (400 MHz Dimethy! sulphoxide-gs) for 2-(3-acetamidophenoxy)-N-(2,4-diaminoquinazolin-6-yl)acetamide (4c).

S8



129,45
128,13
23,97

2600

_-178.92
~-177.28
_~168.27
~ 166,36
158,83
v
158,11
154,87
—140.48
131,24
122,62
2
2 -109.73
“L108.64
—67.06

—
iy

2400

HN/LD :—ZZDD

= NH, 2000

|
I T NH
L=200 0/\[1/ | \/I%;T\ 1800
| 0 e r
Lo N NH, L

1600
100

1400

T T T T T T 1200
120 110 100 S0 a0 70

f1(ppm)

T T T T
170 160 150 140 1=

1000
800
600
400

200

T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
210 200 190 180 170 160 150 140 130 120 110 ; l(IJIZI ) 90 80 70 60 50 40 30 20 10 0 -10
1 (ppm

Figure S8. **C NMR (75 MHz Dimethyl sulfoxide -¢) for 2-(3-acetamidophenoxy)-N-(2,4-diaminoquinazolin-6-yl)acetamide (4c).
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Figure S9. HRMS (APCI+) for 2-(3-acetamidophenoxy)-N-(2,4-diaminoquinazolin-6-yl)acetamide (4c).
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Figure S10. *H NMR (400 MHz Dimethyl sulphoxide-gs) for N-(2,4-diaminoquinazolin-6-yl)-2-(3-methylphenoxy)acetamide (4d).
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Figure S11. 3C NMR (75 MHz Dimethyl sulfoxide -¢) for N-(2,4-diaminoquinazolin-6-yl)-2-(3-methylphenoxy)acetamide (4d).
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Figure S12. HRMS (APCI+) for N-(2,4-diaminoquinazolin-6-yl)-2-(3-methylphenoxy)acetamide (4d).
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Figure S13. 'H NMR (400 MHz Dimethyl sulphoxide-gs) for 2-(3-chlorophenoxy)-N-(2,4-diaminoquinazolin-6-yl)acetamide (4e).
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Figure S14. 3C NMR (75 MHz Dimethyl sulfoxide -¢) for 2-(3-chlorophenoxy)-N-(2,4-diaminoquinazolin-6-yl)acetamide (4e).
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Figure S15. HRMS (APCI+) for 2-(3-chlorophenoxy)-N-(2,4-diaminoquinazolin-6-yl)acetamide (4e).
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Figure S16. 'H NMR (400 MHz Dimethyl sulphoxide-gs) for N-(2,4-diaminoquinazolin-6-yl)-2-(3-nitrophenoxy)acetamide (4f).
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Figure S17. 3C NMR (75 MHz Dimethyl sulfoxide -¢) for N-(2,4-diaminoquinazolin-6-yl)-2-(3-nitrophenoxy)acetamide (4f).
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Figure S18. HRMS (APCI+) for N-(2,4-diaminoquinazolin-6-yl)-2-(3-nitrophenoxy)acetamide (4f).
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Figure S19. 'H NMR (400 MHz Dimethyl sulphoxide-gs) for N-(2,4-diaminoquinazolin-6-yl)-2-(3,4-dichlorophenoxy)acetamide (4g).
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Figure S20. 3C NMR (75 MHz Dimethyl sulfoxide -¢) for N-(2,4-diaminoquinazolin-6-yl)-2-(3,4-dichlorophenoxy)acetamide (4g).
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Figure S21. HRMS (APCI+) for N-(2,4-diaminoquinazolin-6-yl)-2-(3,4-dichlorophenoxy)acetamide (4g).
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Figure S22. *H NMR (400 MHz Dimethyl sulphoxide-gs) for N-(2,4-diaminoquinazolin-6-yl)-2-[(quinolin-8-yl)oxy]acetamide (4h).
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Figure S23. **C NMR (75 MHz Dimethyl sulfoxide -4) for N-(2,4-diaminoquinazolin-6-yl)-2-[(quinolin-8-yl)oxy]acetamide (4h).
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Figure S24. HRMS (APCI+) for N-(2,4-diaminoquinazolin-6-yl)-2-[(quinolin-8-yl)oxy]acetamide (4h).
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Figure S25. 'H NMR (400 MHz Dimethyl sulphoxide-gs) for 2-[(5-chloroquinolin-8-yl)oxy]-N-(2,4-diaminoquinazolin-6-yl)acetamide (4i).
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Figure S26. 3C NMR (75 MHz Dimethyl sulfoxide -¢) for 2-[(5-chloroquinolin-8-yl)oxy]-N-(2,4-diaminoquinazolin-6-yl)acetamide (4i).
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Figure S28. Histogram of the experimentally determined 1Cso values (UM) in MDA-MB-231 and SK-LU-1.
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Figure S29. Tubulin polymerization curves of purified porcine brain tubulin in the absence (Ctrl, DMSO) and presence
of quinazoline derivatives (4a — 4d and 4f — 4h) at 10 uM. Curves of reference compounds PTX (10 uM) and NZ (0.16
uM) are shown as colored dotted lines.
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Figure S30. Analysis of the 100 ns MD simulation of af-tubulin-4e complex. Root-mean-square deviation (RMSD) of
(A) af-tubulin backbone and (B) 4e structure calculated from the least-square fit to the heterodimer. (C) Average and
(D) per amino acid number of H-bonds of 4i with the NZ/COL binding site through the simulation. (E) Depiction of
residues involved in the interaction of 4i with af-tubulin. The color scale shows the residues with the higher (red) to the
lower (blue) value of the occupancy fraction (OF) with the compound.
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