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ABSTRACT 
The present invention provides 1 - [ [ [ 4 - ( 4 - fluoro - 2 - methyl 
1H - indol - 5 - yl ) oxy - 6 - methoxyquinolin - 7 - yl ] oxy ] methyl ] cy 
clopro - pylamine used for combating a tumor . Specially , the 
present invention refers to method for treating tumor , phar 
maceutical composition and medicinal kit related to the 
described compound . Administrating the compound with a 
suitable dosage regimen can not only make the patient ' s 
plasma concentration maintain the level of 100 ng / ml or 
lower , but also achieve effects of treatments and obtain 
benefits for various tumours . 
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METHOD FOR TREATING TUMOUR , 
PHARMACEUTICAL COMPOSITION AND 

MEDICINAL KIT 

INCORPORATION BY REFERENCE TO ANY 
PRIORITY APPLICATIONS 

[ 0001 ] This application is a continuation of U . S . applica 
tion Ser . No . 15 / 315 , 655 , which is the U . S . National Phase 
of International Application PCT / CN2015 / 080863 , filed 
Jun . 5 , 2015 , which claims the benefit of priority to Chinese 
Application No . 201410250113 . 7 , filed on Jun . 6 , 2014 . The 
foregoing applications are fully incorporated herein by ref 
erence in their entireties for all purposes . 

FIELD OF THE INVENTION 
[ 0002 ] The present invention relates to a method for 
treating tumour , a pharmaceutical composition and a medici 
nal kit , and specifically relates to 1 - [ [ [ 4 - ( 4 - fluoro - 2 - methyl 
1H - indol - 5 - yl ) oxy - 6 - methoxyquinolin - 7 - yl ] oxy ] methyl ] cy 
clopropylamine which can be used as an angiogenesis 
inhibitor . 

BACKGROUND OF THE INVENTION 
[ 0003 ] WO2008112407 discloses anti - tumour com 
pounds , and also discloses processes for their preparation , 
pharmaceutical compositions containing them as active 
ingredients , methods for treating the disease states associ 
ated with angiogenesis , such as tumours associated with 
protein tyrosine kinases . The above - mentioned compounds 
can inhibit the activities of tyrosine kinases such as VEGFr , 
EGFr and PDGF , and they may also be irreversible inhibi 
tors of tyrosine kinases . Its Description also discloses treat 
ment regimens for said spiro substituted compounds and the 
daily oral administration dosage is preferably 0 . 01 - 200 
mg / Kg . The daily dosage for administration by injection 
including intravenous , intramuscular , subcutaneous and par 
enteral injections and use of infusion technique is preferably 
0 . 01 - 200 mg / Kg . The daily rectal administration dosage is 
preferably 0 . 01 - 200 mg / Kg . The daily vaginal administra 
tion dosage is preferably 0 . 01 - 200 mg / Kg . The daily topical 
administration dosage is preferably 0 . 01 - 200 mg , adminis 
tered 1 - 4 times daily . The preferred transdermal concentra 
tion is that required to maintain a daily dose of 0 . 01 - 200 
mg / Kg . The daily inhalation dosage is preferably 0 . 01 - 200 
mg / Kg . The Examples therein discloses formulations of a 
part of the spiro substituted compounds , including capsules 
and liquid formulations . The amount of the active ingredi 
ents in the capsules is 100 mg . 
[ 0004 ] Chinese patent application CN102344438A dis 
closes Forms A , B and C crystal of the compound of 
1 - [ [ [ 4 - ( 4 - fluoro - 2 - methyl - 1H - indol - 5 - yl ) oxy - 6 - methoxy 
quinolin - 7 - yl ] oxy ] methyl ] cyclopropylamine dihydrochlo 
ride , and the preparation method , and also discloses a 
pharmaceutical composition comprising the crystal forms . 
And it points out that the pharmaceutical compositions 
suitable for oral administration includes tablets , capsules , 
dusts , granulates , drip pills , pastes , powders , tinctures and 
the like , and tablets and capsules are preferred . Among them , 
the tablets can be common tablets , dispersible tablets , effer 
vescent tablets , sustained release tablets , controlled release 
tablets or enteric coated tablets , and the capsules can be 
common capsules , sustained release capsules , controlled 
release capsules or enteric coated capsules . They can be 

prepared with well - known routine pharmaceutical excipi 
ents in the art by conventional methods . The amount of 
active substances in one unit formulation of oral tablets and 
capsules should vary depend on treatment conditions of 
patients and specific administration route . For example , the 
unit formulation for oral administration can conveniently 
contain 1 mg - 100 mg of active substances , preferably 3 
mg - 30 mg of active substances . 
[ 0005 ] Tyrosine kinases are a group of enzymes that 
catalyze phosphorylation of tyrosine residues in proteins , 
and they play an important role in the cellular signal 
transduction . Meanwhile , they involve in regulation , signal 
transmission and development of normal cells , and they are 
also closely related to proliferation , differentiation , migra 
tion and apoptosis of tumour cells . Many receptor tyrosine 
kinases are correlated with the formation of tumours , and 
according to the different structures of the extracellular 
domain , they can be classified as epidermal growth factor 
receptor , platelet - derived growth factor receptor , vascular 
endothelial growth factor receptor , fibroblast growth factor 
receptor and so on . Currently , tyrosine kinase inhibitors 
marketed in China are imatinib mesylate , sunitinib malate , 
erlotinib hydrochloride , dasatinib , lapatinib mesylate , nilo 
tinib , gefitinib and icotinib hydrochloride . 

SUMMARY OF THE INVENTION 
[ 0006 ] In the first aspect , the present invention provides a 
method for treating cancer , which comprises administrating 
a daily dosage of 5 mg - 20 mg of Compound I or pharma 
ceutically acceptable salts thereof to patients , preferably 8 
mg - 20 mg of Compound I or pharmaceutically acceptable 
salts thereof , more preferably 8 mg - 16 mg of Compound I 
or pharmaceutically acceptable salts thereof , further prefer 
ably 10 mg - 16 mg of Compound I or pharmaceutically 
acceptable salts thereof , further preferably 10 mg - 14 mg of 
Compound I or pharmaceutically acceptable salts thereof . In 
one embodiment , administrating a daily dosage of 10 mg of 
Compound I or pharmaceutically acceptable salts thereof . In 
one embodiment , administrating a daily dosage of 12 mg of 
Compound I or pharmaceutically acceptable salts thereof . In 
one embodiment , administrating a daily dosage of 14 mg of 
Compound I or pharmaceutically acceptable salts thereof . In 
one embodiment , administrating a daily dosage of 16 mg of 
Compound I or pharmaceutically acceptable salts thereof . 
[ 0007 ] The chemical name of Compound I is 1 - [ [ [ 4 - ( 4 
fluoro - 2 - methyl - 1H - indol - 5 - yl ) oxy - 6 - methoxyquinolin - 7 
yl ] oxy ] methyl ] cyclopropylamine , which has the following 
structural formula : 

Compound I 

NH2 
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[ 0008 ] Compound I can be administrated in the free base 
form thereof , and also can be administrated in the form of 
salts , hydrates and prodrugs thereof ( the prodrugs will be 
converted into the free base form of Compound I in vivo ) . 
For example , Compound I is administrated in the form of 
pharmaceutically acceptable salts . Within the scope of the 
present invention , the salts can be produced from different 
organic acids and inorganic acids according to well - known 
processes in the art . 
10009 ] . In some embodiments , Compound I is adminis 
trated in the form of hydrochloride thereof . In some embodi 
ments , Compound I is administrated in the form of mono 
hydrochloride thereof . In some embodiments , Compound I 
is administrated in the form of dihydrochloride thereof . In 
some embodiments , Compound I is administrated in the 
crystal form of hydrochloride thereof . In a certain embodi 
ment , Compound I is administrated in the crystal form of 
dihydrochloride thereof . 
[ 0010 ] Compound I or pharmaceutically acceptable salts 
thereof can be administrated via various administration 
routes , and the routes include , but not limited to , the one 
selected from the following routes : orally , parenterally , 
intraperitoneally , intravenously , intraarterially , transder 
mally , sublingually , intramuscularly , rectally , transbuccally , 
intranasally , via inhalation , vaginally , intraoccularly , via 
local administration , subcutaneously , intraadiposally , 
intraarticularly , intraperitoneally or intrathecally . In a certain 
embodiment , the administration is performed orally . 
[ 0011 ] Compound I or pharmaceutically acceptable salts 
thereof can be administrated one or more times daily . 
Preferably , a therapeutically effective amount of Compound 
I or pharmaceutically acceptable salts thereof is adminis 
trated once per day . Administration can be performed in the 
form of single dosage or multiple dosages , and the admin 
istration can preferably be performed in the form of single 
dosage once per day . The above - mentioned dosage level of 
Compound I or pharmaceutically acceptable salts thereof is 
administrated once per day , and such an administration 
regimen improves patient ' s compliance . In one embodi 
ment , the administration is performed once per day , and 
optionally the administration is performed once per day in 
the form of single dosage . In one embodiment , the admin 
istration is performed once per day in the form of single 
dosage of oral capsule . 
[ 0012 ] Surprisingly , the inventors found that , during 
administration , therapeutic effects of Compound I or phar 
maceutically acceptable salts thereof can be maintained 
without daily administration , namely , the interval adminis 
tration of Compound I or pharmaceutically acceptable salts 
thereof would provide the therapeutically effective amount 
of Compound I in plasma . 
[ 0013 ] The interval administration includes administration 
periods and rest periods , and during the administration 
periods , Compound I or pharmaceutically acceptable salts 
thereof can be administrated one or more times daily . For 
example , Compound I or pharmaceutically acceptable salts 
thereof is administrated daily in an administration period , 
and then the administration is stopped for a period of time 
in a rest period , followed by an administration period and 
then a rest period , such an administration regimen can be 
repeated . Among them , the ratio of the administration peri 
ods to the rest periods in days is 2 : 0 . 5 - 5 , preferably 2 : 0 . 5 - 3 , 
more preferably 2 : 0 . 5 - 2 , and most preferably 2 : 0 . 5 - 1 . 

[ 0014 ] In some embodiments , the administration is con 
tinuously performed for 2 weeks and rest for 2 weeks . In 
some embodiments , the administration is continuously per 
formed once daily for 14 days and rest for 14 days , followed 
by continuous administrating once daily for 14 days and 
resting for 14 days , such an administration regimen with 
two - week continuous administration periods and two - week 
rest periods can be repeated many times . 
[ 0015 ] In some embodiments , the administration is con 
tinuously performed for 2 weeks and rest for 1 week . In 
some embodiments , the administration is continuously per 
formed once daily for 14 days and rest for 7 days , followed 
by continuous administrating once daily for 14 days and 
resting for 7 days , such an administration regimen with 
two - week continuous administration periods and one - week 
rest periods can be repeated many times . 
[ 0016 ] In some embodiments , the administration is con 
tinuously performed for 5 days and rest for 2 days . In some 
embodiments , the administration is continuously performed 
once daily for 5 days and rest for 2 days , followed by 
continuous administrating once daily for 5 days and resting 
for 2 days , such an administration regimen with five - day 
continuous administration periods and two - day rest periods 
can be repeated many times . 
[ 0017 ] In some embodiments , the interval administration 
of Compound I or pharmaceutically acceptable salts thereof 
can not only make the patient ' s plasma concentration main 
tain the level of 100 ng / ml or lower so as to get drug 
accumulation degree controlled , but also achieve effects of 
treatments and obtain benefits for various tumours . 
10018 ] In some embodiments , the tumours include , but not 
limited to , liver cancer , breast cancer , kidney cancer , col 
orectal cancer , non - small cell lung cancer , gastrointestinal 
stromal tumour , medullary thyroid carcinoma and soft tissue 
sarcoma . 
[ 0019 ] In the second aspect , the present invention provides 
a method for treating tumours , comprising an interval 
administration of Compound I or pharmaceutically accept 
able salts thereof to patients . 
[ 0020 ] The interval administration can provide a therapeu 
tically effective amount of Compound I in plasma . The 
interval administration includes administration periods and 
rest periods , and during the administration periods , Com 
pound I or pharmaceutically acceptable salts thereof is 
administrated one or more times daily . For example , Com 
pound I or pharmaceutically acceptable salts thereof is 
administrated daily in an administration period , and then the 
administration is stopped for a period of time in a rest period , 
followed by an administration period and then a rest period , 
and so forth . 
[ 0021 ] Wherein , the ratio of the administration periods to 
the rest periods in days is 2 : 0 . 5 - 5 , preferably 2 : 0 . 5 - 3 , more 
preferably 2 : 0 . 5 - 2 , and most preferably 2 : 0 . 5 - 1 . 
10022 ] In some embodiments , the administration is con 
tinuously performed for 2 weeks and rest for 2 weeks . In 
some embodiments , the administration is continuously per 
formed once daily for 14 days and rest for 14 days , followed 
by continuous administrating once daily for 14 days and 
resting for 14 days , such an administration regimen with 
two - week continuous administration periods and two - week 
rest periods can be repeated many times . 
[ 0023 ] In some embodiments , the administration is con 
tinuously performed for 2 weeks and rest for 1 week . In 
some embodiments , the administration is continuously per 
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formed once daily for 14 days and rest for 7 days , followed 
by continuous administrating once daily for 14 days and 
resting for 7 days , such an administration regimen with 
two - week continuous administration periods and one - week 
rest periods can be repeated many times . 
[ 0024 ] In some embodiments , the administration is con 
tinuously performed for 5 days and rest for 2 days . In some 
embodiments , the administration is continuously performed 
once daily for 5 days and rest for 2 days , followed by 
continuous administrating once daily for 5 days and resting 
for 2 days , such an administration regimen with five - day 
continuous administration periods and two - day rest periods 
can be repeated many times . 
[ 0025 ] In some embodiments , a daily dosage of 5 mg - 20 
mg of Compound I or pharmaceutically acceptable salts 
thereof was administrated to patients , preferably 8 mg - 20 
mg of Compound I or pharmaceutically acceptable salts 
thereof , more preferably 8 mg - 16 mg of Compound I or 
pharmaceutically acceptable salts thereof , further preferably 
10 mg - 16 mg of Compound I or pharmaceutically accept 
able salts thereof , further preferably 10 mg - 14 mg of Com 
pound I or pharmaceutically acceptable salts thereof . In one 
embodiment , administrating a daily dosage of 10 mg of 
Compound I or pharmaceutically acceptable salts thereof . In 
one embodiment , administrating a daily dosage of 12 mg of 
Compound I or pharmaceutically acceptable salts thereof . In 
one embodiment , administrating a daily dosage of 14 mg of 
Compound I or pharmaceutically acceptable salts thereof . In 
one embodiment , administrating a daily dosage of 16 mg of 
Compound I or pharmaceutically acceptable salts thereof . 
[ 0026 ] In some embodiments , Compound I is adminis 
trated in the form of hydrochloride thereof . In some embodi 
ments , Compound I is administrated in the form of mono 
hydrochloride thereof . In some embodiments , Compound I 
is administrated in the form of dihydrochloride thereof . In 
some embodiments , Compound I is administrated in the 
crystal form of hydrochloride thereof . In a certain embodi 
ment , Compound I is administrated in the crystal form of 
dihydrochloride thereof . 
[ 0027 ] Compound I or pharmaceutically acceptable salts 
thereof can be administrated via various administration 
routes , and the routes include , but not limited to , the one 
selected from the following routes : orally , parenterally , 
intraperitoneally , intravenously , intraarterially , transder 
mally , sublingually , intramuscularly , rectally , transbuccally , 
intranasally , via inhalation , vaginally , intraoccularly , via 
local administration , subcutaneously , intraadiposally , 
intraarticularly , intraperitoneally or intrathecally . In a certain 
embodiment , the administration is performed orally . 
0028 ] The administration can be performed in the form of 
single dosage or multiple dosages , and the administration 
can preferably be performed in the form of single dosage 
once per day . 
00291 Compound I or pharmaceutically acceptable salts 
thereof is administrated once per day , such an administration 
regimen improves patient ' s compliance . In one embodi 
ment , the administration is performed once per day , and 
optionally the administration is performed once per day in 
the form of single dosage . In one embodiment , the admin 
istration is performed once per day in the form of single 
dosage of oral capsule . 
[ 0030 ] In some embodiments , the interval administration 
of Compound I or pharmaceutically acceptable salts thereof 
can not only make the patient ' s plasma concentration main 

tain the level of 100 ng / ml or lower so as to get drug 
accumulation degree controlled , but also achieve effects of 
treatments and obtain benefits for various tumours . 
0031 ] In some embodiments , the tumours include , but not 
limited to , liver cancer , breast cancer , kidney cancer , col 
orectal cancer , non - small cell lung cancer , gastrointestinal 
stromal tumour , medullary thyroid carcinoma and soft tissue 
sarcoma . 
[ 0032 ] In the third aspect , the present invention provides 
a method for treating tumours , comprising interval admin 
istration of Compound I or pharmaceutically acceptable salts 
thereof to patients , wherein the plasma concentration of 
Compound I is 100 ng / ml or lower . 
[ 0033 ] The treatment method can provide the therapeuti 
cally effective amount of Compound I in plasma . The 
interval administration includes administration periods and 
rest periods , and during the administration periods , Com 
pound I or pharmaceutically acceptable salts thereof can be 
administrated one or more times daily . For example , Com 
pound I or pharmaceutically acceptable salts thereof is 
administrated daily in an administration period , and then the 
administration is stopped for a period of time in a rest period , 
followed by an administration period and then a rest period , 
and so forth . 
[ 0034 ] Among them , the ratio of the administration peri 
ods to the rest periods in days is 2 : 0 . 5 - 5 , preferably 2 : 0 . 5 - 3 , 
more preferably 2 : 0 . 5 - 2 , and most preferably 2 : 0 . 5 - 1 . 
[ 0035 ] In some embodiments , the administration is con 
tinuously performed for 2 weeks and rest for 2 weeks . In 
some embodiments , the administration is continuously per 
formed once daily for 14 days and rest for 14 days , followed 
by continuous administrating once daily for 14 days and 
resting for 14 days , such an administration regimen with 
two - week continuous administration periods and two - week 
rest periods can be repeated many times . 
[ 0036 ] In some embodiments , the administration is con 
tinuously performed for 2 weeks and rest for 1 week . In 
some embodiments , the administration is continuously per 
formed once daily for 14 days and rest for 7 days , followed 
by continuous administrating once daily for 14 days and 
resting for 7 days , such an administration regimen with 
two - week continuous administration periods and one - week 
rest periods can be repeated many times . 
[ 0037 ] In some embodiments , the administration is con 
tinuously performed for 5 days and rest for 2 days . In some 
embodiments , the administration is continuously performed 
once daily for 5 days and rest for 2 days , followed by 
continuous administrating once daily for 5 days and resting 
for 2 days , such an administration regimen with five - day 
continuous administration periods and two - day rest periods 
can be repeated many times . 
[ 0038 ] In some embodiments , a daily dosage of 5 mg - 20 
mg of Compound I or pharmaceutically acceptable salts 
thereof was administrated to patients , preferably 8 mg - 20 
mg of Compound I or pharmaceutically acceptable salts 
thereof , more preferably 8 mg - 16 mg of Compound I or 
pharmaceutically acceptable salts thereof , further preferably 
10 mg - 16 mg of Compound I or pharmaceutically accept 
able salts thereof , further preferably 10 mg - 14 mg of Com 
pound I or pharmaceutically acceptable salts thereof . In one 
embodiment , administrating a daily dosage of 10 mg of 
Compound I or pharmaceutically acceptable salts thereof . In 
one embodiment , administrating a daily dosage of 12 mg of 
Compound I or pharmaceutically acceptable salts thereof . In 
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one embodiment , administrating a daily dosage of 14 mg of 
Compound I or pharmaceutically acceptable salts thereof . In 
one embodiment , administrating a daily dosage of 16 mg of 
Compound I or pharmaceutically acceptable salts thereof . 
[ 0039 ] In some embodiments , Compound I is adminis 
trated in the form of hydrochloride thereof . In some embodi 
ments , Compound I is administrated in the form of mono 
hydrochloride thereof . In some embodiments , Compound I 

is administrated in the form of dihydrochloride thereof . In 
some embodiments , Compound I is administrated in the 
crystal form of hydrochloride thereof . In a certain embodi 
ment , Compound I is administrated in the crystal form of 
dihydrochloride thereof . 
[ 0040 ] Compound I or pharmaceutically acceptable salts 
thereof can be administrated via various administration 
routes , and the routes include , but not limited to , the one 
selected from the following routes : orally , parenterally , 
intraperitoneally , intravenously , intraarterially , transder 
mally , sublingually , intramuscularly , rectally , transbuccally , 
intranasally , via inhalation , vaginally , intraoccularly , via 
local administration , subcutaneously , intraadiposally , 
intraarticularly , intraperitoneally or intrathecally . In a certain 
embodiment , the administration is performed orally . 
[ 0041 ] The administration can be performed in the form of 
single dosage or multiple dosages , and the administration 
can preferably be performed in the form of single dosage 
once per day . 
[ 0042 ] Compound I or pharmaceutically acceptable salts 
thereof is administrated once per day , such an administration 
regimen improves patient ' s compliance . In one embodi 
ment , the administration is performed once per day , and 
optionally the administration is performed once per day in 
the form of single dosage . In one embodiment , the admin 
istration is performed once per day in the form of single 
dosage of oral capsule . 
10043 ] In some embodiments , the tumours include , but not 
limited to , liver cancer , breast cancer , kidney cancer , col 
orectal cancer , non - small cell lung cancer , gastrointestinal 
stromal tumour , medullary thyroid carcinoma and soft tissue 
sarcoma . 
[ 0044 ] In the forth aspect , the present invention provides 
a pharmaceutical composition , which contains 5 mg - 20 mg 
of Compound I or pharmaceutically acceptable salts thereof . 
Preferably containing 8 mg - 20 mg of Compound I or 
pharmaceutically acceptable salts thereof . More preferably 
containing 8 mg - 16 mg of Compound I or pharmaceutically 
acceptable salts thereof further preferably containing 10 
mg - 16 mg of Compound I or pharmaceutically acceptable 
salts thereof . Most preferably containing 10 mg - 14 mg of 
Compound I or pharmaceutically acceptable salts thereof . In 
one embodiment , the pharmaceutical composition contains 
10 mg of Compound I or pharmaceutically acceptable salts 
thereof . In one embodiment , the pharmaceutical composi 
tion contains 12 mg of Compound I or pharmaceutically 
acceptable salts thereof . In one embodiment , the pharma 
ceutical composition contains 14 mg of Compound I or 
pharmaceutically acceptable salts thereof . In one embodi 
ment , the pharmaceutical composition contains 16 mg of 
Compound I or pharmaceutically acceptable salts thereof . 
[ 0045 ] Compound I or pharmaceutically acceptable salts 
thereof can be contained in pharmaceutical compositions 
suitable for various administration routes . For example , 
Compound I or pharmaceutically acceptable salts thereof 
can be contained in the pharmaceutical compositions suit 

able for the following administration routes : orally , parent 
erally , intraperitoneally , intravenously , intraarterially , trans 
dermally , sublingually , intramuscularly , rectally , 
transbuccally , intranasally , via inhalation , vaginally , intraoc 
cularly , via local administration ( for example by a catheter 
or stent ) , subcutaneously , intraadiposally , intraarticularly , 
intraperitoneally or intrathecally . Compound I or pharma 
ceutically acceptable salts thereof can be formulated in 
various pharmaceutically acceptable pharmaceutical com 
position , including oral form ( e . g . , tablets , capsules , dusts , 
granules , drip pills , pastes and powders ) , injectable form 
( e . g . , subcutaneous , intravenous , intramuscular and intrap 
eritoneal injections ) , drip infusion , external application form 
( e . g . , nasal spray formulations , transdermal formulations , 
ointments and so on ) and suppositories ( e . g . , rectal supposi 
tories and vaginal suppositories ) . These different pharma 
ceutically acceptable pharmaceutical compositions can be 
prepared with pharmaceutically acceptable carriers routinely 
used in pharmaceutical industry by the known technology 
routinely used in pharmaceutical industry . 
[ 0046 ] In some embodiments , the pharmaceutical compo 
sition is solid formulation suitable for orally administration . 
For example , the composition may be in the form of tablet 
or capsule . In some special embodiments , the composition is 
in the form of capsule . 
[ 0047 ] The pharmaceutical composition can be adminis 
trated in the form of single dosage or multiple dosages . In 
one embodiment , the pharmaceutical composition can be 
administrated in the form of single dosage or multiple 
dosages once per day . 
[ 0048 ] Further , the present invention provides a pharma 
ceutical composition formulated in the form of single dos 
age , wherein the form of single dosage contains 5 mg to 20 
mg of Compound I or pharmaceutically acceptable salts 
thereof . Preferably , the form of single dosage contains 8 
mg - 20 mg of Compound I or pharmaceutically acceptable 
salts . Preferably , the form of single dosage contains 8 mg - 16 
mg of Compound I or pharmaceutically acceptable salts . 
Preferably , the form of single dosage contains 10 mg - 16 mg 
of Compound I or pharmaceutically acceptable salts . More 
preferably , the form of single dosage contains 10 mg - 14 mg 
of Compound I or pharmaceutically acceptable salts . In 
some embodiments , the form of single dosage contains 10 
mg of Compound I or pharmaceutically acceptable salts 
thereof . In some embodiments , the form of single dosage 
contains 12 mg of Compound I or pharmaceutically accept 
able salts thereof . In some embodiments , the form of single 
dosage contains 14 mg of Compound I or pharmaceutically 
acceptable salts thereof . In some embodiments , the form of 
single dosage contains 16 mg of Compound I or pharma 
ceutically acceptable salts thereof . 
[ 0049 ] Unless indicated otherwise , Compound I or phar 
maceutically acceptable salts thereof described herein 
includes the form of free base of Compound I , the form of 
salts of Compound I , the form of hydrate of Compound I and 
the form of hydrate of the salts thereof . The special form of 
salts used may includes , but not limited to salts formed from 
benzoic acid , toluenesulfonic acid , hydrochloric acid . 
[ 0050 ] In some embodiments , Compound I or pharmaceu 
tically acceptable salts thereof is the form of hydrochloride 
of Compound I . In some embodiments , Compound I or 
pharmaceutically acceptable salts thereof is the form of 
monohydrochloride of Compound I . In some embodiments , 
Compound I or pharmaceutically acceptable salts thereof is 
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the form of dihydrochloride of Compound I . In some 
embodiments , Compound I or pharmaceutically acceptable 
salts thereof is the crystal form of hydrochloride of Com 
pound I . In a certain embodiment , Compound I or pharma 
ceutically acceptable salts thereof is the crystal form of 
dihydrochloride of Compound I . 
[ 0051 ] The pharmaceutical composition can be optionally 
used for treating the diseases which are regulated by tyrosine 
kinases and the diseases which are related to abnormal 
activity transduction pathways of tyrosine kinases . In some 
embodiments , the pharmaceutical composition can be used 
for treating the diseases mediated by VEGFR - 1 ( Fit - 1 ) , 
VEGFR - 2 ( KDR ) , VEGFR3 ( Flt - 4 ) , c - kit , PDGFR or 
FGFR1 . In some embodiments , the pharmaceutical compo 
sition can be used for treating tumours including but not 
limited to liver cancer , breast cancer , kidney cancer , col 
orectal cancer , non - small cell lung cancer , gastrointestinal 
stromal tumour , medullary thyroid carcinoma and soft tissue 
sarcoma . 
[ 0052 ] WO2008112407 discloses the daily oral adminis 
tration dosage , but when long term and uninterrupted admin 
istration was performed , the incidence of adverse reactions 
( especially severe adverse reactions ) of the drug is 
increased , which results in deterioration and out of control 
of the conditions , so that the administration has to be 
stopped . When administrating the dosage of the pharmaceu 
tical composition described therein , the invention surpris 
ingly found that , under the condition that the therapeutic 
effects are maintained and the diseases are effectively 
treated , an interval administration can be performed , which 
provides a convalescence to patients , so as to greatly reduce 
the incidence of adverse reactions ( especially severe adverse 
reactions ) of the drug , dramatically increase safety of the 
drug , and improve patient ' s compliance . 
[ 0053 ] When administration is performed , the above dos 
age level of the pharmaceutical composition can maintain 
the therapeutic effects without daily administration , which is 
unexpected . That is to say , the interval administration of the 
pharmaceutical composition to patients can provide the 
therapeutically effective amount of Compound I in plasma . 
[ 0054 ] The interval administration includes administration 
periods and rest periods , and during the administration 
periods , Compound I or pharmaceutically acceptable salts 
thereof can be administrated one or more times daily . For 
example , Compound I or pharmaceutically acceptable salts 
thereof is administrated daily in an administration period , 
and then the administration is stopped for a period of time 
in a rest period , followed by an administration period and 
then a rest period , such an administration regimen can be 
repeated . Among them , the ratio of the administration peri 
ods to the rest periods in days is 2 : 0 . 5 - 5 , preferably 2 : 0 . 5 - 3 , 
more preferably 2 : 0 . 5 - 2 , and most preferably 2 : 0 . 5 - 1 . 
[ 0055 ] In some embodiments , the administration is con 
tinuously performed for 2 weeks and rest for 2 weeks . In 
some embodiments , the administration is continuously per 
formed once daily for 14 days and rest for 14 days , followed 
by continuous administrating once daily for 14 days and 
resting for 14 days , such an administration regimen with 
two - week continuous administration periods and two - week 
rest periods can be repeated many times . 
[ 0056 ] In some embodiments , the administration is con 
tinuously performed for 2 weeks and rest for 1 week . In 
some embodiments , the administration is continuously per 
formed once daily for 14 days and rest for 7 days , followed 

by continuous administrating once daily for 14 days and 
resting for 7 days , such an administration regimen with 
two - week continuous administration periods and one - week 
rest periods can be repeated many times . 
[ 0057 ] In some embodiments , the administration is con 
tinuously performed for 5 days and rest for 2 days . In some 
embodiments , the administration is continuously performed 
once daily for 5 days and rest for 2 days , followed by 
continuous administrating once daily for 5 days and resting 
for 2 days , such an administration regimen with five - day 
continuous administration periods and two - day rest periods 
can be repeated many times . 
[ 0058 ] In some embodiments , the administration of phar 
maceutical composition according to the above method can 
not only make the patient ' s plasma concentration maintain 
the level of 100 ng / ml or lower so as to get drug accumu 
lation degree controlled and reduce toxicity , but also achieve 
effects of treatments and obtain benefits for various tumours . 
[ 00591 . In the fifth aspect , the present invention also pro 
vides a medicinal kit , which comprises the pharmaceutical 
composition of the present invention comprising Compound 
I or pharmaceutically acceptable salts thereof , wherein the 
medicinal kit further comprises instructions , and the instruc 
tions includes one or more forms of the following informa 
tion : displaying disease states at which the administration of 
the pharmaceutical composition is aimed , storage informa 
tion of the pharmaceutical composition , administration 
information and usage information on how to administrate 
the pharmaceutical composition . 
[ 0060 ] In some embodiments , a medicinal kit is provided , 
which comprises the pharmaceutical composition of the 
present invention , and the instructions for interval adminis 
tration of the pharmaceutical composition to patients . The 
interval administration includes administration periods and 
rest periods , and during the administration periods , the 
pharmaceutical composition can be administrated one or 
more times per day . For example , the pharmaceutical com 
position is administrated daily in an administration period , 
and then the administration is stopped for a period of time 
in a rest period , followed by an administration period and 
then a rest period , and so forth . Among them , the ratio of the 
administration periods to the rest periods in days is 2 : 0 . 5 - 5 , 
preferably 2 : 0 . 5 - 3 , more preferably 2 : 0 . 5 - 2 , and most pref 
erably 2 : 0 . 5 - 1 . 
[ 0061 ] In the sixth aspect , the present invention also 
provides a medicinal kit , which comprises instructions for 
usage of the interval administration of Compound I or 
pharmaceutically acceptable salts thereof when treating 
tumours . The usage of the interval administration can pro 
vide the therapeutically effective amount of Compound I in 
plasma , and the plasma concentration of Compound I is 100 
ng / ml or lower . 
[ 0062 ] The interval administration includes administration 
periods and rest periods , and during the administration 
periods , Compound I or pharmaceutically acceptable salts 
thereof can be administrated one or more times daily . For 
example , Compound I or pharmaceutically acceptable salts 
thereof is administrated daily in an administration period , 
and then the administration is stopped for a period of time 
in a rest period , followed by an administration period and 
then a rest period , such an administration regimen can be 
repeated . Among them , the ratio of the administration peri 
ods to the rest periods in days is 2 : 0 . 5 - 5 , preferably 2 : 0 . 5 - 3 , 
more preferably 2 : 0 . 5 - 2 , and most preferably 2 : 0 . 5 - 1 . 

m 



US 2019 / 0269671 A1 Sep . 5 , 2019 

[ 0074 ] ( 2 ) Ameliorating the disease in humans that is 
experiencing or displaying the pathology or symptomatol 
ogy of the disease ( i . e . , reversing the pathology and / or 
symptomatology ) . 

DESCRIPTION OF DRAWINGS 
10075 ] FIG . 1 shows the concentration - time curve for 
single administration with two - week administration periods 
and one - week rest periods regimen . 

DETAILED EMBODIMENTS OF THE 
INVENTION 

Example 1 1 - [ [ [ 4 - ( 4 - fluoro - 2 - methyl - 1H - indol - 5 - yl ) 
oxy - 6 - methoxyquinolin - 7 - yl ] oxy ] methyl ] cyclopro 

pylamine Dihydrochloride 
[ 0076 ] 

Y 
•2HCI 

NH 

[ 0063 ] The tumours include , but not limited to , liver 
cancer , breast cancer , kidney cancer , colorectal cancer , non 
small cell lung cancer , gastrointestinal stromal tumour , 
medullary thyroid carcinoma and soft tissue sarcoma . 
[ 0064 ] For all of the above - mentioned embodiments , it 
should be noted that , these embodiments should be under 
stood as an open mode , which means the methods can 
includes further actions in addition to those specified , com 
prising administrating other active pharmaceutical sub 
stances to the patients . Similarly , unless indicated otherwise , 
the pharmaceutical composition and the medicinal kit 
thereof can further contain other materials , including other 
active pharmaceutical substances . 
[ 0065 ] Herein , unless indicated otherwise , the dosages and 
ranges provided therein are based on the molecular weight 
of the free base form of Compound I . 
[ 0066 ] Herein , the crystal form of the hydrochloride of 
Compound I includes , but not limited to , Forms A , B and C 
crystal disclosed in the Chinese patent application 
CN102344438A , wherein Forms A and B crystal are those 
which do not contain crystal water and other solvents 
basically , and Form C crystal is the one containing two 
molecules of crystal water . In some embodiments , the crys 
tal form of the hydrochloride of Compound I is Form A 
crystal . 
[ 0067 ] Unless indicated otherwise , for the purpose of the 
present application , the following terms are intended to have 
the meanings denoted below as used in the Description and 
Claims . 
10068 ] “ Pharmaceutically acceptable ” means that which is 
useful in preparing a pharmaceutical composition that is 
generally safe , non - toxic and neither biologically nor oth 
erwise undesirable , and includes that which is acceptable for 
human pharmaceutical use . 
[ 0069 ] “ Pharmaceutically acceptable salts ” include , but 
not limited to acid addition salts formed from inorganic 
acids such as hydrochloric acid , hydrobromic acid , sulfuric 
acid , nitric acid , phosphoric acid or the like ; or acid addition 
salts formed from organic acids such as acetic acid , trifluo 
roacetic acid , propionic acid , caproic acid , heptanoic acid , 
cyclopentane propionic acid , glycolic acid , pyruvic acid , 
lactic acid , malonic acid , succinic acid , malic acid , maleic 
acid , fumaric acid , tartaric acid , citric acid , benzoic acid , 
cinnamic acid , mandelic acid , methyl sulfonic acid , ethyl 
sulfonic acid , 1 , 2 - ethanedisulfonic acid , 2 - hydroxyethane 
sulphonic acid , benzenesulfonic acid , p - chlorobenzenesul 
fonic acid , p - toluenesulfonic acid , 3 - phenylpropionic acid , 
trimethylacetic acid , t - butylacetic acid , dodecyl sulfuric 
acid , gluconic acid , glutamic acid , hydroxynaphthoic acid , 
salicylic acid , stearic acid and the like . 
[ 0070 ] “ Patients ” refer to mammal , preferably human . In 
some embodiments , the patients are those having failed 
standard treatment or lacking standard treatment . 
[ 0071 ] “ Therapeutically effective amount ” means an 
amount of a compound that , when administered to a subject 
for treating a disease state , is sufficient to effect such 
treatment for the disease state . 
[ 0072 ] “ Treatment / treating ” means any administration of 
therapeutically effective amount of a compound , and 
includes : 
[ 0073 ] ( 1 ) Inhibiting the disease in humans that is expe 
riencing or displaying the pathology or symptomatology of 
the disease ( i . e . , retarding further development of the pathol 
ogy and / or symptomatology ) , or 

[ 0077 ] 1 - [ [ [ 4 - ( 4 - fluoro - 2 - methyl - 1H - indol - 5 - yl ) oxy - 6 
methoxyquinolin - 7 - yl ] oxy ] methyl ] cyclopropylamine was 
prepared by reference to the method of Example 24 in 
WO2008112407 , and then the title compound was prepared 
by reference to the preparation method in “ Examples of Salt 
Formation ” of the Description of WO2008112407 . 

Example 2 the Capsules Comprising 1 - [ [ [ 4 - ( 4 
fluoro - 2 - methyl - 1H - indol - 5 - yl ) oxy - 6 - methoxyqui 
nolin - 7 - yl ] oxy ] methyl ] cyclopropylamine Dihydro 

chloride ( Dihydrochloride of Compound I ) 
[ 0078 ] 

Raw material / excipient names amount ( 1000 capsules ) 
Dihydrochloride of Compound I 

Mannitol 
Microcrystalline cellulose 
Hydroxypropyl cellulose 
Magnesium stearate 

14 . 16 g ( corresponding to 12 g 
Compound I ) 

89 g 
138 . 4 g 

5 . 9 g 
0 . 99 g 

[ 0079 ] Dihydrochloride of Compound I was grinded and 
sifted with a 80 mesh sieve , and then mixed uniformly with 
mannitol and hydroxypropyl cellulose ; the prescribed 
amount of microcrystalline cellulose was subsequently 
added , mixed uniformly and sifted with a 0 . 8 mm sieve ; and 
finally , the prescribed amount of magnesium stearate was 
added and mixed uniformly , and the obtained mixture was 
filled into capsules . 
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[ 0080 ] The capsules in which dihydrochloride of Com 
pound I is at different contents can be prepared by reference 
to the above proportion and formulation . 

[ 0090 ] Symptoms : asthenia in 6 cases , hoarseness in 4 
cases , diarrhea in 6 cases , dizziness and headache in 2 cases , 
toothache in 3 cases , muscular soreness in 3 cases , nausea 
and loss of appetite in 3 cases , and tinnitus , fever and 
insomnia each in 1 case ; 
[ 0091 ] Others : hypertension in 5 cases , hematuria in 5 
cases , proteinuria in 5 cases , and decreased WBC in 3 cases . 

Example 3 Tolerance and Preliminary Therapeutic 
Effect Study of Administration 

( 2 ) Preliminary Therapeutic Effect 
[ 0092 ] In 12 mg dosage group , 13 cases are being admin 
istrated , wherein the longest administration involves 11 
cycles , and the shortest administration involves 4 cycles . 3 
cases in 5 subjects which stopped administration were 
evaluated as PD ( progression of disease ) after 2 cycles and 
out of the group , 1 case was out of the group after 6 cycles 
due to PD , and 1 case was evaluated as SD ( stable disease ) 
( small ) after 4 cycles , and out of the group after 5 cycles due 
to SAE ( serious adverse events ) . 

( 1 ) Tolerance Research 
[ 0081 ] The malignant tumor patients those were diag 
nosed definitely and had failed standard treatment or lacking 
standard treatment were recruited for phase I study of 
tolerance and preliminary therapeutic effect . The tolerance 
was observed when patients were administered 5 mg or 10 
mg of the capsules of dihydrochloride of Compound I once 
daily respectively for at least 2 cycles continuously , wherein 
each cycle was 28 days . The pharmacokinetic data shows 
that the drug accumulates obviously in person ' s plasma after 
continuously administration of the capsules of dihydrochlo 
ride of Compound I . 
[ 0082 ] After the adjustment of the dosage regimen , the 
malignant tumor patients those were diagnosed definitely 
and had failed standard treatment or lacking standard treat 
ment were recruited , continuous administrating for 2 weeks 
and resting for 1 week were applied , i . e . , 3 weeks ( 21 days ) 
was a treatment cycle , and the observation of tolerance was 
continuously performed and maintained at least 2 cycles ( 42 
days ) , and the observation of therapeutic effects was per 
formed at the same time . 
[ 0083 ] When the administration was performed at 10 mg 
once daily , the adverse reactions occurred in 3 patients 
including grade III or above increased fatty and amylase in 
1 case , and grade II asthenia in 1 case , and other grade I 
adverse reactions including hoarseness in 2 cases , diarrhea 
and abdominal pain in 1 case , hypertension in 1 case and the 
like . 
100841 Under the condition that the administration was 
performed at 16 mg once daily , 1 case in 3 patients occurred 
grade III elevation of blood pressure and asthenia when 
administrated at the 2nd week in the 2nd cycle . Other adverse 
reactions occurred in this research group included grade II 
hypertension in 1 case , decreased thyroid function in 2 
cases , increased ALT in 1 case , grade I increased triglyceride 
in 2 cases , diarrhea and abdominal pain in 2 cases , hand - foot 
syndrome in 1 case , hoarseness in 1 case and the like . 
[ 0085 ] When the administration was performed at 12 mg 
once daily , observe the tolerance and preliminary therapeu 
tic effect study of the capsules of dihydrochloride of Com 
pound I . A total of 18 patients ( 5 cases of them were out of 
the group ) were observed in this group . The different 
degrees of adverse reactions occurred during administration . 
The order of severity was grade I or II , and no grade III or 
higher adverse reactions occurred . The specific situation 
included : 
[ 0086 ] Blood fat : increased triglyceride in 8 cases , and 
increased total cholesterol in 7 cases ; 
[ 0087 ] Liver function : increased total bilirubin in 4 cases , 
increased ALT in 4 cases , increased AST in 5 cases , and 
increased creatinine in 1 case ; 
[ 0088 ] Dermal toxicity : hand - foot skin reaction in 6 cases , 
and rash in 4 cases ; 
[ 0089 ] Endocrine system : hypothyroidism in 7 cases , 
hyperthyroidism in 2 cases , increased amylase in 3 cases , 
and increased CK - MB in 2 cases ; 

( 3 ) Overall Therapeutic Effect 
[ 0093 ] Tumor regression was observed in a part of the 
subjects at 10 mg dose . 
10094 ] 18 patients joined in 12 mg group with continuous 
administration once daily for two weeks and rest for one 
week , wherein 1 case has not arrived at the time point for 
evaluating the therapeutic effects , and 1 case among the rest 
of 17 cases has no target lesion and thus cannot be evaluated . 
1 case was PR ( partial remission ) ( 9 . 1 % ) , 11 cases were SD 
( small ) ( 72 . 7 % ) , 1 case was SD ( large ) ( 9 . 1 % ) , and 3 cases 
were PD ( 9 . 1 % ) . The disease control rate ( DCR ) was 76 . 5 % , 
and PR + SD ( small ) also achieved 70 % or more . 
[ 0095 ] In the group , there are 8 subjects having soft tissue 
sarcoma , wherein the tumour evaluation of 1 case after 4 
cycles was PR , 4 cases were SD , and 3 subjects were PD ; 
there are 6 subjects having medullary thyroid carcinoma , 
wherein 1 case cannot be evaluated , 4 cases were SD 
( small ) , and 1 case was PD ; and , the clinical benefit rate of 
soft tissue sarcoma reached 62 % , and the benefit rate of 
medullary thyroid carcinoma was 80 % or more . 
[ 0096 ] The capsules of Compound I dihydrochloride 
employed the administration regimen with continuous 
administration for two weeks and rest for one week , the 
general tolerability was very well , and the adverse reaction 
was 1 / 2 degree ; for the therapeutic effects , various tumours 
can benefit from the treatment of Compound I dihydrochlo 
ride . 

Example 4 Pharmacokinetic Studies 
[ 0097 ] All the solid tumour subjects participating in the 
tolerance research in Example 3 were performed a monitor 
of plasma concentration to evaluate pharmacokinetic param 
eters of the capsule of Compound I dihydrochloride . 

( 1 ) Pharmacokinetics of Single Administration 
[ 0098 ] After beginning the tests , the qualified subjects 
took the capsule of Compound I dihydrochloride once and 
performed pharmacokinetic studies of single administration . 
The plasma concentrations of 19 subjects in 3 dose groups 
( 10 mg , 16 mg and 12 mg , respectively ) were detected , and 
FIG . 1 ( left ) shows the average concentration - time curve of 
each dose group . Table 1 shows the pharmacokinetic param 
eters evaluated based on FIG . 1 ( left ) . 
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TABLE 1 
The pharmacokinetic parameters of Compound I 

The Mean ( RSD % ) 

[ 0102 ] It will be apparent to those skilled in the art that 
various modifications and variations of the method , the 
pharmaceutical composition and the medicinal kitmedicinal 
kit of the present invention can be made without departing 
from the scope and spirit of the present invention . Therefore , 
the present invention covers the modifications and variations 
of this invention provided they come within the scope of the 
appended claims and their equivalents . 

pharmacokinetic 
parameters 

10 mg / person 
( n = 4 ) 

12 mg / person 
( n = 11 ) 

16 mg / person 
( n = 4 ) 

6 . 07 ( 45 . 2 ) 
43 . 4 ( 45 . 3 ) 
6 . 75 ( 50 . 4 ) 
327 ( 31 ) 

11 . 3 ( 32 . 7 ) 
64 . 6 ( 34 . 9 ) 
8 . 73 ( 69 . 3 ) 
938 ( 33 . 1 ) 

16 . 1 ( 12 . 7 ) 
57 . 6 ( 8 . 65 ) 
10 . 0 ( 95 . 2 ) 
1328 ( 25 . 9 ) 

Cmax ( ng / ml ) 
Cmax / dosage 
Tmax ( h ; p . ) 
AUCO - th 
( ngh / ml ) 
AUC / dosage 
AUCO . ( ng · h / ml ) 
t2 ( h ) 
MRT ( h ) 

2300 ( 19 ) 
570 ( 36 ) 
88 . 9 ( 22 ) 
142 ( 20 ) 

5401 ( 37 ) 
1164 ( 34 ) 
92 . 0 ( 13 . 3 ) 
162 ( 26 ) 

4710 ( 15 ) 
1719 ( 25 . 4 ) 
96 . 7 ( 15 . 0 ) 
163 ( 20 . 5 ) 

[ 0099 ] When the capsule of Compound I dihydrochloride 
was orally administrated , the average peak time ( Tmor ) of the 
plasma concentration was 8 h ( 4 h - 10 h ) , the plasma 
concentration at 240 h ( i . e . 10 days ) after administration was 
1 / 10 of the highest plasma concentration ( Cmor ) ; and the 
highest plasma concentration ( Cmax ) increased as the admin 
istration dose increased . The half - life period ( tv ) of Com 
pound I is long ( 80 h - 100 h ) . The urine excretion amount 
was less than 1 % of the amount of the oral dose . 
( 2 ) Pharmacokinetics of Continuous Administration 
[ 0100 ] The qualified subjects took the drug once and 
performed pharmacokinetic monitor of single administra 
tion . After subjecting to at least 7 days of a washout period , 
pharmacokinetic studies of continuous administration were 
performed . One treating cycle has continuous administration 
for 2 weeks and rest for 1 week , and continuous monitor 
were applied for at least 2 cycles . A total of 21 subjects in 
3 dose groups ( 10 mg , 16 mg and 12 mg , respectively ) 
continuously took the capsules of Compound I dihydrochlo 
ride , while performing the monitor of plasma concentration . 
FIG . 1 ( right ) shows that the average concentration - time 
curve of each dose group . Table 2 shows that the pharma 
cokinetic parameters evaluated based on FIG . 1 ( right ) . 
10101 ] It can be seen from FIG . 1 ( right ) that when the 
above daily dosages were used to perform continuous 
administration for 2 weeks and rest for 1 week , the plasma 
concentration reached a peak value at 14 days after admin 
istration . In the subsequent cycles , the plasma concentration 
after administration was controlled at 100 ng / ml or lower , 
the drug accumulation degree was controllable , and benefits 
were obtained when treating various tumours . 

1 . A method for treating a patient with tumors , the method 
comprising administering a pharmaceutical composition 
comprising 5 mg to 20 mg of 1 - [ [ [ 4 - ( 4 - fluoro - 2 - methyl - 1H 
indol - 5 - yl ) oxy - 6 - methoxyquinolin - 7 - yl ] oxy ] methyl ] cyclo 
propylamine or a pharmaceutically acceptable salt thereof to 
the patient using an interval administration , wherein the 
interval administration includes administration periods and 
rest periods . 

2 . The method according to claim 1 , wherein the ratio of 
the administration periods to the rest periods in days is 
2 : 0 . 5 - 5 . 

3 . The method according to claim 1 , wherein the interval 
administration is performed via an administration regimen 
selected from continuous administration for 14 days and rest 
for 7 days . 

4 . The method according to claim 1 , comprising admin 
istering 8 mg to 12 mg of 1 - [ [ [ 4 - ( 4 - fluoro - 2 - methyl - 1H 
indol - 5 - yl ) oxy - 6 - methoxyquinolin - 7 - yl ] oxy ] methyl ] cyclo 
propylamine or the pharmaceutically acceptable salt thereof . 

5 . A method for treating a patient with tumors , the method 
comprising orally administering a pharmaceutical composi 
tion comprising 5 mg to 20 mg of 1 - [ [ [ 4 - ( 4 - fluoro - 2 - methyl 
1H - indol - 5 - yl ) oxy - 6 - methoxyquinolin - 7 - yl ] oxy ] methyl ] 
cyclopropylamine or a pharmaceutically acceptable salt 
thereof to the patient using an interval administration , 
wherein the interval administration includes administration 
periods and rest periods . 

6 . The method according to claim 5 , wherein the ratio of 
the administration periods to the rest periods in days is 
2 : 0 . 5 - 5 . 

7 . The method according to claim 5 , wherein the interval 
administration is performed via continuous administration 
for 14 days and rest for 7 days . 

8 . The method according to claim 7 , comprising admin 
istering 8 mg to 12 mg of 1 - [ [ [ 4 - ( 4 - fluoro - 2 - methyl - 1H 
indol - 5 - yl ) oxy - 6 - methoxyquinolin - 7 - ylloxyl methyl ] cyclo 
propylamine or the pharmaceutically acceptable salt thereof . 

9 . The method according to claim 7 , comprising admin 
istering 12 mg of 1 - [ [ [ 4 - ( 4 - fluoro - 2 - methyl - 1H - indol - 5 - yl ) 
oxy - 6 - methoxyquinolin - 7 - yl ] oxy ] methyl ] cyclopropylam 
ine or the pharmaceutically acceptable salt thereof . 

10 . The method according to claim 7 , wherein the phar 
maceutical composition is tablets or capsules . 

11 . The method according to claim 8 , comprising admin 
istering 8 mg to 12 mg of 1 - [ [ [ 4 - ( 4 - fluoro - 2 - methyl - 1H 
indol - 5 - yl ) oxy - 6 - methoxyquinolin - 7 - yl ] oxy ] methyl ] cyclo 
propylamine dihydrochloride . 

TABLE 2 
The pharmacokinetic parameters of Compound I estimated after 
the continuous administration for 2 weeks and rest for 1 week 

Average ( RSD % ) 

The pharmacokinetic 
parameters 

10 mg / person 
( n = 3 ) 

12 mg / person 
( n = 15 ) 

16 mg / person 
( n = 3 ) 

Cmax ( ng / mL ) 
Cmax / dosage 
AUC0 - 43 + ( ng · h / mL ) 
AUC / dosage 

64 . 9 ( 44 . 5 ) 
388 ( 45 ) 

1545 ( 56 ) 
9234 ( 56 ) 

67 . 0 ( 29 . 0 ) 
361 ( 32 ) 

1500 ( 27 ) 
8272 ( 32 ) 

93 . 1 ( 29 . 3 ) 
300 ( 31 ) 

2212 ( 35 ) 
7109 ( 36 ) 


