Title: 1COTl NI B HYDROCHLORI DE, SYNTHESI S, CRYSTALLI NE FORMS, DRUG

COMBI NATI ONS, AND USES THERECF Abstract: The invention relates to

4-[ ( 3- et hynyl phenynam no] - 6, 7- benzo- 12- cr own- qui nazol i ne hydrochloride, its
new crystalline fornms, its therapeutic usage for treatnent of diseases

medi ated by EGFR kinase and its conbinatory therapeutic usage together with
ot her therapeutic agents. The invention also provides synthetic nmethods for
preparation of 44(3- ethynyl phenypam no]-6, 7- benzo- 12- cr own- qui nazol i ne
hydr ocTitler IG@TINIE HYRROGHLERIBE, S%’BTHES CRYI&T ALRINE BOBYIZn P thetic

| nt er meg a@ 5 THREREOF
4- [(3@?%’3&'@% amlhﬁ%‘];- 6, /- benzol2- cr owmn- qui nazol i ne hydrochl ori de.

Abstract: The invention relates to 4-[(3-ethynylphenyl)amino]-6,7-benzo-12-crown-quinazoline
hydrochloride, its new crystalline forms, its therapeutic usage for treatment of diseases
mediated by EGFR kinase and its combinatory therapeutic usage together with other
therapeutic agents. The invention also provides synthetic methods for preparation of 4-[(3-
ethynylphenyl)amino]-6,7-benzo-12-crown-quinazoline hydrochloride, its new crystalline forms,
and the relevant synthetic intermediates for synthesis of 4-[(3-ethynylphenyl)amino]-6,7-benzo-
12-crown-quinazoline hydrochloride.
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