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Figure 1. Fluorescence assay system for evaluation ofreactivity using peptide-tag/ Zn11-complex pair'. 
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Figure 2. Relative reactivity toward a Cys residue. 
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Table I. Summary of anti-proliferative activity (IC50 µM) against EGFR-dependent cell lines. 
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Figure 3. (a) Schematic illustration of gel-based ABPP. (b) Structures of afatinib and NS-058 deri vatives. (c) 
Time-dependent reaction profiles in A43 1 cells ([Probe] = 3 µM, 0-8 hr, 37 °C). (d) Concentration-dependent 
reaction profiles in A431 cells ([Probe] = 0- 10 µM, 3 hr, 37 °C). 
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F igure 4 . (a) The structure of NS-062. (b) Western blot analysis ofEGFR signaling pathway in Hl 975 cells treated 
with NS-062. (c) Cocrystal structure ofEGFRLsssRff790

M kinase domain bound to NS-062. 
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Figure 5. (a) In vivo anti-tumor activity of quinazoline compounds (20 mg/kg, oral administration twice daily). Each 
plot represents an average ± SE. *P < 0.05, **P < 0.0 1, ***P < 0.001 versus control (two-tailed Student's t-test). 
(b) Effect of quinazoline compounds on mice body weight after the 25-day continuous oral administration. Each bar 
represents an average ± SE. ** P < 0.01 versus afatinib (two-tailed Student's t-test). 
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Figure 6. Structures of NSP-037, osimertinib and their anti-proliferative activity (GJ50 µM ) against EGFR-dependent 
cell lines. 

C:icli:>l 

7.ls::iiJf~t·1:t, :::I/'\ V/ 1-- p·7 '/ :~lO)t:.~>O):t:Jt¥-J7' //~:7 'tft~=tRf1:0)r-\'J\.,'l~:r,t£0)~* c-tO)::rrfflttO) 

ii¥fiffi7i:ft 0t:.o 'ii'\ l!REJ0)7yt-13'fd::J: I? :t-7?7-,Yy 1' cO)il:~•&rit7i:Jnili!Jt'~0ffi:&fit·l1:£ 

7<l::~* L,, CFA tJ~ 7 -1'.71v7 :7 t 7" ?7 - c J:t~ L, --C Cys 1!£ c f.~~tJ~l::&r,ti" 0:. c 7i: J! tJj L, t:.o ?Jz I::, 

CFA 7i:::rri" 0 ::f PJ~~_§_ ~1i1JO) 00~ 7i:ftv ,, rfii v ,;j:Jt¥-J ?7 / / ~ :7 't{f ~•tt c ~!l.~rntt 7i:::rri" 0 NS-062 O)l'Jfl 

~ f;:Jft:IJJ l, t;:o NS-062 l'i in vivo l:::t3 v ,--ct ;fiit, \mRi~Ti5tt 7i:~ l, t:.o ¢ GI::, CFA l'iffi =-tttfi: EGFR-TKI 

"'O)r,t,ffl b PJ'/mc· ;b 0 k o )J._tO) J: ? f;:, ;$::i;Jf~c·fj: :::i /'\ v / r- p· 7 :;; :7''00~ f;:JJJi~c' ~ 0 tJ1¥-J~:j:,R '11: 

0) ;fiiv \~ffl_&r,t£ c l, --C CF A 7i: J! l±li":. c 1::Jft:IJJ L, t:.o 


