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NMR and IR Spectrum data
All compounds were characterized by NMR and IR techniques and the spectra of

the synthesized compounds are shown below:
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Figure S1. '"H NMR spectra of (E)-N’benzylidene-3,4,5-trimetoxybenzohydrazide (2)
(500 MHz, DMSO-ds).
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Figure S2. Absorption spectra in the infrared region of (E)-N’benzylidene-3.,4,5-
trimetoxybenzohydrazide (2) (ATR).
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(E)-N'"-benzylidene-3,4,5-trimethoxy-N-

of

'H NMR spectra

methylbenzohydrazide (3) (500 MHz, DMSO-d).
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Absorption spectra in the infrared region of (E)-N'-benzylidene-3,4,5-

trimethoxy-N-methylbenzohydrazide (3) (ATR).
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Figure S7. !*C NMR  spectra of (E)-N'-benzylidene-N-ethyl-3,4,5-
trimethoxybenzohydrazide (4) (125 MHz, DMSO-db).
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Figure S9. Absorption spectra in the infrared region of (E)-N'-benzylidene-N-ethyl-

3.,4,5-trimethoxybenzohydrazide (4) (ATR).
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Figure S11. '3C NMR spectra of (E)-N'"-benzylidene-3,4,5-trimethoxy-N-

propylbenzohydrazide (5) (125 MHz, DMSO-ds,).
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propylbenzohydrazide (5) (126 MHz, DMSO-ds,).
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Figure S16. '*C DEPT-135 NMR spectra of (E)-N'-benzylidene-N-butyl-3,4,5-
trimethoxybenzohydrazide (6) (126 MHz, DMSO-db).
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Figure S17. Absorption spectra in the infrared region of (E)-N'-benzylidene-N-butyl-
3.,4,5-trimethoxybenzohydrazide (6) (ATR).
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Figure S19. '3C  NMR spectraof (E)-N'-benzylidene-N-(sec-butyl)-3,4,5-
trimethoxybenzohydrazide (7) (125 MHz, DMSO-db).

iPEE
- o oM 2oQ
T o m - I [ [ — iy ]
o w o - — oo T m L3R -] T al]
o == g = EERES =gE 22 =23
A" [ | | | e T e e '
19,21
14,15
15,17
LASSBio-2119 1
20
5,2 9
12 .
15
3
1
. | | A
inu-r St e e !
10

a 150 190 130 120 110 100 50 ) 7 &0 sn an .-,'n ;n 1

Figure S20. '*C DEPT-135 NMR spectra of (E)-N'-benzylidene-N-(sec-butyl)-3,4,5-
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Figure S21. Absorption spectra in the infrared region of (E)-N'-benzylidene-N-(sec-

butyl)-3,4,5-trimethoxybenzohydrazide (7) (ATR).
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Figure S23. 3C NMR spectra of  (E)-N-allyl-N'-benzylidene-3,4,5-
trimethoxybenzohydrazide (8) (100 MHz, DMSO-d).
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Figure S24. Absorption spectra in the infrared region of (E)-N-allyl-N'-benzylidene-
3,4,5-trimethoxybenzohydrazide (8) (ATR).
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Figure S28. 'H NMR spectra of (E)-N-benzyl-N'-benzylidene-3,4,5-

trimethoxybenzohydrazide (10) (400 MHz, DMSO-db).
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Figure S29. ’C NMR spectra of (E)-N-benzyl-N'-benzylidene-3,4,5-
trimethoxybenzohydrazide (10) (100 MHz, DMSO-db).
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Figure S30. '3C DEPT-135 NMR spectra of (E)-N-benzyl-N'-benzylidene-3,4,5-

trimethoxybenzohydrazide (10) (126 MHz, DMSO-db).
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Figure S31. Absorption spectra in the infrared region of (E)-N-benzyl-N'-benzylidene-

3.4,5-trimethoxybenzohydrazide (10) (ATR).
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Figure S34. °C DEPT-135 NMR spectra of Ethyl (E)-N-(benzylideneamino)-N-(3,4,5-

trimethoxybenzoyl)glycinate (11) (126 MHz, DMSO-db).
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Figure S35. Absorption spectra in the infrared region of Ethyl (E)-N-
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Figure S36. 'H NMR spectra of (E)-N'-benzylidene-3,4,5-trimethoxy-N-(2-
morpholinoethyl)benzohydrazide (12) (500 MHz, DMSO-db).
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Figure S37. '3C NMR spectra of (E)-N'-benzylidene-3,4,5-trimethoxy-N-(2-
morpholinoethyl)benzohydrazide (12) (125 MHz, DMSO-db).
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Figure S38. '°C DEPT-135 NMR spectra of (E)-N'-benzylidene-3,4,5-trimethoxy-N-(2-
morpholinoethyl)benzohydrazide (12) (126 MHz, DMSO-db).
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Figure S39. Absorption spectra in the infrared region of (E)-N'-benzylidene-3.,4,5-
trimethoxy-N-(2-morpholinoethyl)benzohydrazide (12) (ATR).
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Compound selectivity index (SI) data at 48h by MTT
Table S1. The selectivity index (SI) of CA-4, pelitinib and N-acylhydrazones (2-12) in
48 hours

SI

Compounds Lymphocyte/ Lymphocyte/ Lymphocyte/ Lymphocyte/ Lymphocyte/

HL-60 H1975 H292 LoVo PC-9
CA4 (1) 0.01 0.3 0.2 0.1 0.6
Pelitinib 0.3 03 2.0 0.5 2.8
LASSBio-1586 (2) 0.3 0.45 0.4 0.5 1.0
LASSBio-1735 (3) 0.09 7.95 5.0 1.6 0.6
LASSBio-2071 (4) 0.01 0.01 0.2 0.02 0.06
LASSBio-2118 (5) 1.4 2.2 11.0 2.7 7.6
LASSBio-2121 (6) 0.42 0.64 5.0 0.54 3.35
LASSBio-2069 (8) 23 0.72 7.7 1.5 43
LASSBio-2072 (9) 0.02 0.02 0.2 0.03 0.07
LASSBi0-2070 (10) 0.62 3.5 26.6 1.2 16.0
LASSBio-2074 (11) 0.44 0.52 4.25 1.0 1.8
LASSBio-2122 (12) 0.18 0.14 23 0.9 0.6
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Figure S4. Interaction mode of osimertinib (covalent adduct in green, non-covalent in
grey). Protein carbon atoms are represented in light blue, oxygen in red, nitrogen in blue
and the distances between hydrogen bond are represented by the green line. Hydrophobic

interactions are represented by yellow lines. Figures were produced with UCSF Chimera.
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Figure S41. Superposition of LASSBio-1586 (2) in magenta, LASSBio-1735 (3) in cyan,
and LASSBi0-2070 (10) in yellow. Protein carbon atoms are represented in light blue,
oxygen in red, nitrogen in blue and the distances between hydrogen bond are represented
by the green line. Hydrophobic interactions are represented by yellow lines. Figures were

produced with UCSF Chimera.
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