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qui nazol i ne derivative and a pharmaceutically
acceptable salt thereof for inhibiting the growth of
cancer cells, a nethod for the preparation thereof and
a pharmaceutical conposition conprising sane as an
active ingredient. Background of the Invention Mst of
the traditional drugs used for treating cancers, e.g.,

t axaRgE1$HSH FORIEECHANGINGVIPRPATEFOR GAMERMONEY AND

al kal'ord such as vincristine, vinblastine and

o ot ARUTSERGLATES AU S0 YRS N Ao

i rinotecan; actinonycin; and etopocid are based on
sel ective cytotoxicity, but such selectivity against
cancer cells has been unsatisfactory to cause many

side effects. To puerEORBUMSDETREGRNEINTICRGEN!

st udi es have focused on specific nol ecular |evel
targets in the cell to maxim ze the therapeutic effect
dﬁdgﬁﬁéﬁikﬂﬁﬁﬂél agent without causing adverse side
effects. In cells, there are many signal transduction
syst enbhe phiseit Aventianctélatesiltd ya imethiosld faroexshenging fraileage for game
control the proliferation, growh, netastasis and

o5l i ' hk Yhéhbove method,
JBRRYORI Bo Sebeq oD B el Pl P Bt
i nfl uences may_ cause abnqrmal anplifjcat.ign or .
cagtnerstragirubly e BeYad fora pATSTISES ¢ %‘9@%"%‘“&% his/her own
the possibility for tunor cell generation occurs.
RaDégpienfor Yr @siemokéynas bs upddain iheyaimplane; amd kb egamiensegvich method and
cellular regulation, and their abnormal expression or
nytatl egd J C@hvihs! ti for a game
b8k ALa i RE LA RS paAAy BAVRE | CSharlR sMdge for a ¢
transportation of phosphate,gro%gs romATP to . h
t§PRE i9die used AR die BFPLANSe )PNIP% BAME glng o tagetiigl Wit other passengers
growt h factor receptor proteins function as tyrosine

kinnRé gigplafe tsifgtRAbbEELdmE Money thralgh. cadh eli¢m termandliinstalled to each
between growt h factors and their receptors normally

R €5 8 R, A ABRCKERs 5108 g reor

of any of the receptors may induce tunor cells or
cancers. Protein tyrosine kinases have been classified
into many famlies in terns of growh factors, and

epkdchiptibabf geIRelgedWith factors (EGFs)-rel ated EGF
receptor (EGFR) tyrosine kinase have been intensely

st udi eg, EGFR t yr QS| [ i OLRARE . ;
recept chegﬂ?ﬁ’ 39 Fosi ﬁ‘g A&?l%gaéllsé e‘%z‘g%&gree?’. vers fn Qhtefhet-based airplane
extracel lular signals to the cell nuclear through the, .
caich@s Boeingrifi0zssees, PRé PEIREY §9 et PRSSKISTESBEY Hpcginternet in airplanes
classified by their structural differences into EGFR

(fEa1iBE) ovder fireBRorll ft8B,2085b- BAwirgndo athk  imffortriation bonremunication
nmenbers can form a honodi ner- or heterodimer- signa

del.i very conpl ex. SO pressian.: :

O EE e= il AT SORAE, B opveience of
observed in malignant cells. Therefore, the inhibition
opassengarse dursherovhai eit pshowlis becapdersippd sthak SimRles senyimstion of the
been considered to be useful for treating tunors, and

NRRYmIAtEAS chaMRnRegsh danatterdet Benet otonnectgd , directly to improved
CGefitinib, Erlotinib, Carnertinib, Lapatinib.

Iggt;n%rg%g%og l Sg%gggsggg %hﬁ%%%?‘%@%%oﬁéﬂ%&’ngm is not enhanced

di scl oses a qui nazoline derivat{ive substituted with an
al koxyal kyl am no or al kyl am noal koxy group,

I nternational Patent Publications WO 97/030034 and WO
96/ 016960 each di scl oses qui nazoline substituted with
aryl or heteroaryl, and International Patent
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pyrrolidine, piperidine, nof holine, piperazine,
t hi onor phol i ne or 4-pyridone, or optionally fused to

we@amh/oetdber to forma 3 to 8-nenbered non- ar oneET/ER2005/004437

ring, or R11 or R12 may be fused to R2 or R3 to form
together wth the carbon and nitrogen they are
attached to a 4 to 8-nenbered non-aronmatic ring; and
Preferable nis an integer in the range of 1 to 4. In
the present invention, the term'halo refers to
fluoro chloro, brono or iodo, unless otherw se

g ny 1$%g it fehﬁldlpéa%gl%gtcoh{éﬁ%r%ﬂcﬁ Rs vidathek SEMBmAdRY br guldance of

S BnovVa saturate ydrocarbon conpound

haV|n I|near circul ar or _branced resi al ken
aﬁavergw;fwlmeSrléfaéralmlﬁnﬁhe g&? dt BITRYHIES r%&ﬂ#ﬁcﬁab?@f%" are that may
car bon-carbon doubl e bond and triple bond,
neisipe ted iMfIrmativh edmmhﬁicaﬂickryinfﬁastrMunp@snsimtedZn@n airplase.
carbon atons. In the present invention, the term

"al kox refers t e mhii& ructure
al kyl , ‘Xﬁm egsczl oot hg?r\?vlqggél dn%é:ajt {eg&%falrt]lxﬁ ga‘, pr eslec'r%?bIgj tnfrast
i nvention, the tern1 aryl' refersﬁéo an aronmat i d d
topastoiciacdhim a8 Laimplane, haisy| beoinstansed 9 | Proyifpditwork-based game an
ot herw se indi cated. Exanples of nore preferred

GREPsIHE dontefits st mlyebe erjoyedaincmraiipiaet o A hengpdisteneet flight may be a
invention are: 1)

é%q(lt%noglg I regtgf' Sdsn #{éor Gl'hﬁ? W@é gg%&%ﬁtﬂ}eﬂ%éeﬂgbﬂg haydsHiSy network-

/ - butyl est er
qu@a@me@amztbmgh clientgereingly iRsalied iR sash ssat A cqqected with
i nazol i n-6- yl carbanoyl } - nmet hyl ) - 2~net hoxy- acet am de;

3Pach other, the assengers may be joyful in spite of a long distance flight. ~As a game
N-({4-[3-chloro-4-(3-fluoro-benzyl oxy) - phenyl am no] - qu

i nazol i n-6- b 1 ticed
ﬁoggern aml? alﬁ% ?%rar:slveég lg:rllle%su )gﬁmg gve}%l%hm g e ea51 y practice
N-({4-[3-chloro-4-(3-fl uoro- benzyloxy) phenyl

i hyamobi passengprscisr watablel selacadny | Gard gapies iiefe as 3’3“ (02] gfﬁne or poker
)-N-{4-[3-chl oro-4-(3-fl uoro-benzyl oxy) - phenyl an no] -

CEirRAA P lehjoybd )ﬁu}ch Zna(yzbé’fﬁél&ﬁé!d/ -aad el §6l @sino Pan- hepoyts games such as
rropi onam de; (1

3-fl uoro-benzyl oxy) - phenyl am no] -
cﬁﬂ(l#%é?ﬁ \[nﬁy aGP%ﬁl’sﬁw &yl J-'S- net hanesul f anyl - propy”-carb
am c acid tbutylester; 7)
( 25>N-Inacap@ of Reepuldican(1gorkp. iwileagss 0f yirbng sorpRwHGY sichg Korean Air
gui nazol i n-6-yl }-2- (2- net hoxy- acet yl am no) - 4- net hanesu

| drAWdiakUA ¥TiREY € endbinoligly)accumulated over 3 thousand billion wons in total in
{4 [3-chloro-4-(3- quoro benzyl oxy) - phenyl am no] -

Ak 32 8k Al atid bs e RGB! ISR AMel e AU AE dorffnics will be

) 2-acryl oyl am no-N-{4-[ 3-chl oro-4-(3-f| uoro-benzyl oxy
Ymore pressed on their business since the mileage is not different from cash for the airline

pb. enyl am no] - qui nazol i n- 6-yl } - 4- net hanesul f anyl - but yr

%Bn%n ¢50) Thus, each alrhne company recently proposed a desperate countermeasure
-{4-[3-chl or o- 4- (3-fluoro- benzyl oxy) - phenyl am no] - qu

(E}‘}Fgl LN g‘FC ¥1f%agrb%ranqgaée %Xf: ft ?P en)t 'd%a‘rfl Q&@h&ré‘%ﬁ" resist against a

(26) - N-{4 [ 3-chl oro-4-(3-fluoro-benzyl oxy) - phenyl ani no
]pohcy that gives disadvantages to passengers by reducing a substant1al scale of the

qui nazol i n- 6- yI} 2- (2-met hoxy- acet yl am no) - 2- phenyl -

%ﬁ@ﬂ%é Abrdiflgly, the mileage system that is selected as a scheme for enhancing
-4-171 - but hoxycar’bonyl am no-4-{4-[3-chloro-4-(3-fluoro

be”@g,f SRS R D il Py JRE AL ol R haEPy ' )

4-{4-[3-chl oro-4-(3- fluoro benzyl oxy) - phenyl am no] - qu
nazol i n- 6-

yl car banoyl } - 4- ( 2- met hoxy- acetyl am no) - butyric acid
nmet hyl ester; 14)

4-{4- [3 chloro 4- (3-fl uoro-benzyl oxy) - phenyl am no] - qui
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86)
(3-{4-[3-chloro-4-(3-fluoro-benzyl oxy) - phenyl am no] - qu

WO p@s0b§4m3 6- Yyl car banoyl }-rroryl)-carbam ¢ aci BCT/KR2005/004437

-butyl ester; 87)

N-{4-[3-chl oro-4-(3-fl uoro-benzyl oxy) - phenyl am no] - qui

nazol i n-6- yl}-4-(2-methoxy-acetyl am no)-butyram de;

88)

N-{4-[3-chloro-4-(3-fluoro-benzyl oxy) - phenyl am no] - qu
nazol i n- 6-

yl}-4-fies mgth | 1364 YorAnedbd Tu WchBhSfg niiRAge for game
4-acry }geyr/‘{}gltr?f ﬁ%{?{g{@ﬂ{}g@gﬁﬂ%m 0- 4- (3-fl uoro- benéz;y% oxy)f-; &
phenyl am no] - qui nazol i n-6-yl }-butyram.de; 90 . .
NRQrEy{and|asgaimg srvice metiad aud 5‘8%@%% bowe mythad; iRgp.airplane so
gui nazol i n- 6-yl carbanoyl} -propyl)-benzam de; 91) e
s (S g{vé-sbRward for subbtanBally improvingreoyyanstce pfi passrgerniy utilizing the
qui nazol i n- 6-yl car banoyl } - propyl ) - oxal am ¢ aci d

?@%ﬁﬁé{f é?]rf’%r o{cﬁt}f&?ﬁ{aﬁt@%{%_ ;cﬁgi(t oci)%ﬂ) i?ﬁca.lndairplane, agreeably consume

ggi)?gaygles wit?lgl!lt bqelijrllgngozn?rlalrynto(sth)e/ lp%&{tbomgrls} arPc{ a?lg(y ldgrivaene]l Qvgy for creating
N-{4-[3-chl oro-4-(3-fluoro-benzyl oxy) - phenyl am no] - qui

neded bakiSfor prdfitdef s giylareaoapanyl ani no) - but yr ani de; 94)

furan- 3-carboxylic acid

(3-{4-[3-chl oro-4-(3-fl uoro-benzyl oxy) -

phenyl am no] - qui nazol i n- 6-yl car banoyl } - propyl ) - am de;

95) | H pyrazol -4-carboxylic acid

(3-{4-[3-chl or o- 4- (@M%RX&EE%%QWENTION

phenyl am no] - qui nazol i n- 6-yl car banoyl } - propyl ) - am de;

96) The present invention is designed in correspondence to the above needs, and
{3-[4-(3-chl oro-4-fl uoro-phenyl am no) - qui nazol i n-6-yl c

ba L].- _Pro i G i.d A ) ¢
VEPATRLL R DBRY 7 GEPRRTN ol 588 T  esencr ofn
4- (2- net hanesul fonyl - acetyl ami no) - but yr anid&; %%%. d
seiepdang) toyaxehangs-milpage (far epmemeeneyftheoray bRensY diiioyiRjane, and a
ui nazolin- 6-yl]-butyram de; 99)
(@BmicAsdrdicaBhdiidd 4nd Bysterhgiht plyowdh rpaSseyiberxwhe ixelmpgestimileage for
noj] - qui nazol i n-6-yl carbonyl }-propyl)-carbamc acid
f-butylester; 100) 4-(2- f - ' o
NEE %‘?—I\%ttﬁy?qj }_f( I ﬁé%ﬁﬁ%g@{ %?}#_e RRYEy 3Gty b?%é&?ﬂer with other
?}i}?ﬁ%ﬁ%&%&% gglpgg ien utle?gizngi Iirr;s-tglie%l %o belég}}/ rszélg? gte 'the airplane and
N-{4-[ 3- et hyl - 4- (6- et hyl - pyri di n- 3-yl oxy) -

RévRRYdtadios] indU ez d serder Yy la-1be] yireameteork102)
4- (2-chl oro-acetyl am no) -

gl;]{e f]ry I[ %# H%r]otggﬁﬁ??{gg%ﬁfh: tﬁg rg.ggl‘fbi? 5%%({'[5‘3;% I %fgr;lt iileﬁt}tion provides a method
N-{4-[ 3-chl or o- 4- (3-fl uor o- benzyl oxy) - phenyl anj no] - qu

nfer gixchanging mileage with game money that ‘may be Used in an alrpiane, which
6-yl }-4-(2-norpholin-4-yl-acetyl am no) - butyram de;

1i@8ludes (a) providing a gassenger accessing to an on-line issuing system of an airline
N-{4-[3-chl oro-4-(3-fl uoro-benzyl oxy) - phenyl am no] - qui

nazolin- .-yl . .

v SShia B L g 08 958 0 FSPyPUated nilage of the passenger,
N-{4-[3-chl oro-4-(3-fl uoro- benzi{l oxy) - phenyl am no] - qui
rakishiisstored in a first database of the on-line issuing system; (b) converting a second
6-yl }-4-[2-(4-nmethyl -pi perazin-1-yl)-acetyl am no]-buty

rAlk4R: dalPB} a part or all of the accumulated mileage into a first game money data for
N-{4-13-chl oro-4-(3-fl uoro-benzyl oxy) - phenyl am no] - qui

nazol in. %yl ; i i t e e, ratio determined by the
-9 2pme monRy ohS, ussdhin the; Himang b M5 KT MG S Aetrr y
107)

N-{4-[3-chl oro-4-(3-fl uoro- benz3yl oxy) - phenyl am no] - qui
nazol i n-

6-yl }-4-[2-(2-nmet hanesul f onyl - et hyl am no) - acet yl am no]
-butyram de; 108) 4-(2-chl oro-acetyl am no) -



phenyl am no] - qui nazol i n- 6-yl car banoyl }-et hyl)-acryl am
de; 179) (2 )-l-acryloyl-2,5-di hydro-|

wWORG0g0683R3 2- car boxylic acid {4-]3- PCT/KR2005/004437
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chl oro-4-(pyridin-2-yl met hoxy) - phenyl am no] - 7- net hoxy-
qui nazolin-6-yl}- am de; 180) (4
)-3-acryl oyl -t hi azol i di n-4-carboxylic acid
{4-[3-chl oro-4-
(pyri di n- 2-yl met hoxy) - phenyl am no] - 7- met hoxy- qui nazol i
6-yl }-am de; 181) |-acryl oyl -azetidi ne-2-carboxylic
t(op iyflbi¥ict of the passenger and then storing the first
aﬁ?ﬂlﬁf "35)‘3{}%‘%%% u %{qw né\zool n- 6pyl }-gam de; 182) &
l{g_&}gfe%l@?%gjfaga‘zglttbg;ﬁ?%e &1% %;sreb\% gn the passenger purchases a ﬂlght ticket of the
yl met hoxy) - phenyl am no] - 7- net hoxy- qui nazol i n- 6-y
-giting @ompad); (€PRtrinshniting theofitst pyme oldndy detaztared bo&tylﬁr&t database to
acid [4-]3-chl oro-4-
(eﬂwcog)gn t%ﬁ&e{)PQ%Et' BF;?JW Laninet azi'eﬁgm?fe 2a11tp6i'tf do#REPorRling to the
ul nazo am de;
%tﬁg{; l oyIF 8? ﬁxezlg)a{slsecrlllggre a% Cl?ernbt?' slmllt(%mg the first game money data from the
(pyridm 2-yl met hoxy) - phenyl am no] - 7- di met hyl am no- qui n
a20bridn ditadsk - oa diird ]r&Ee)baéeZSf -a pame server in a specific airplane of the
-acryloyl pyrrolidi ne-2-carboxylic acid
[ 4 NigHBLERE: of th er; (d) updating the first
fep R A cplremodfil ke MRy i the pasgencey ( upgating
%@Lriegg%%gyﬁlatm%/l{tg% ;e%logc? g%m%arrnggé( Idlat(zl \%ﬁen the passenger rides on the
(pyridin-2-yl met hoxy) - phenyl am no] - 7- et hoxy- qui nazol i n
eﬁerdn}e -aAliuees a A9 serice using the game money so that the first game money data
-I-acryloyl pyrrolidine-2-carboxylic acid
| d t itti h cond ame
N iSh ﬁf?i% S R R 942 PR Ry ¢
qU| nazol i n- - am de; 18 1 tt when th
(meney daig Fg 2 &Hrﬂpﬂ}aﬁ?@ﬁ? af a@ee@némaszmver gf pyarrival airport when the
{4 [1-(3-fluorobenzyl)- |
' ﬁﬁzﬂlv&-ay ltlearfiohl adrpoet, thex tragsitdagtherseongl ganmrdesy data from
I )-N-(I-{4-[3chloro-4-(

r}é aatXﬂ)zgg tt rsrt) Pc ol s%rg'or} %t the ﬁrft) gam:

dat dated to
qU| nazo anoy et hy mlonef‘% ta s up

acry
190 1 - I-4 3ch|oro4 ryridin-2-yl
rqhg?q#ogﬁqgﬁ@l]cn‘(yone{y da{a in the first datalgasey Furt ermo¥e rerxvi"ter ﬁleys)tep of (e), the
nmet hoxy- qui nazol i n- 6-yl car banoyl } - et hyl ) -acryl am de;

18dthod nhay further include (f) converting again the second game money data to a third
-| V- (I -{4-[3-chl oro-4-(pyridin-2-yl net hoxy) - phenyl am

i
1lﬁa(%?ydﬁﬁlort;at?8 | Iasseélggrl %ta?bsgﬁ%%/ f hhanﬁ r?\tﬂo de e ngc(i: rb | the airline

ai ni de; 192)

Mogxxnapaawarémgdp sn4niepsien @f thepassengeth @ﬁ?}heﬁhlgﬁlﬁl%%}l?oﬁ‘m mileage

f(ﬂdﬂ@ {0 @ FoWEtT plileAgebdat tat hagenytajedadiyhaddinge mileage dalue not converted
193) (26)-I-acry|oy| pyrrolidi ne-2-carboxylic acid

Qg%fr% 15 ﬁ%?ﬁa UIC?]'IIal_lgltll) l-nélle'ilﬁﬁ to a mdleage vgailie corresponding to

(28) 1-aeryl -pyrrolidine®-carboxyli c acid
{the lard miloags- 3;12(
met hyl - pyri di n- 2-yl met hoxy) - phenyl ani no] - 7- met hoxy- qui

nazol i §-fassénger 8 Q@esslt%!ihe on-line issuing system directly through Internet or
I-acryloyl azetidin carboxyllc acid

[ 0-4-
i ﬁfﬁt%ﬂ%ﬁé?%%o] L s oG PSSR P i gerver of o
e; 196) |-acryl oyl -piperidine-2carboxylic acid
{4-[3-chl oro~4-(pyridin-2-
yl met hoxy) - phenyl am no] - 7- net hoxy- qui nazol i n-6-yl } -am
de; 197) |-acryl oyl -pi peridi ne®-carboxylic acid
{4-[3-chl oro4-(pyridin-2-

T L ~ 1" .



| - (3-di net hyl am nopropyl ) - 3- et hyl car bodi i m de,
N, N- di cycl ohexyl dii m de, G . 6al kyl chl oroformate and

w@2(0b/06%4bENnz0t ri azol -1-yl)- NN,N"'N - PCT/KR2005/004437
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tetramet hyl uroniumtetrafl uoroborate in an anmount of 1
to 10 equivalents, preferably 1 to 5 equival ents based
on the conpound of fornmula (Il). In this reaction, a
sol vent such as N N-di met hyl am nopyri di ne, N
Nhydr oxysucci nm de and N hydroxybenzotri azol e may be
optionally used in an amount of 0.05 to 1 equival ent
D) h thasRted to an
ii}ij(ég H 1%clpe 8+UBHH nigsu%ﬁ\% 59% [ sop9oi|c§yFreot'%ir?g;ﬂaﬁmr}e@a
pyridi ne and N—nethylnorphollne may be optionally used
iagcmulaipdunileage. 1 to 5 equival ents. The sol vent used
in this reaction may be selected fromthe group
consi Shidigtiak aspichyl ele imkhtion,dkeredhippodfat msystem for giving game
N—dlnethylfornanlde THF, 1, 4-di oxane, acetonitrile
fai c tem of an
S, T B S A, il S0 ?‘*Sh?@émg* %
b0| i ng poi nt of t he sol vent used, _preferabl
@irling EOBBARD B APBIUIE GHRONL STV Pi/PN 1-iehy ﬁéﬁﬁﬁﬁ#%ﬂd it arrival airport
procedure thereof is explained in Reacion Schene (VII)
| Rree! Rhérein the SHkjrRdb®ihg oystent of densdinemompeay prasrsses data related
vvlth a corrpound of formula (VII1) to obtain a conpound
fc Rt ignal of
o 1Rt e 0 By ol pERIBEL e et 2‘5“*" Guilg dehuest sig
protectlng group. 1P') to obtain the ¢ .
fegschnpresengar thropgl a g emBuBicatiQry Hﬂwaﬁin%f*?tflfalfyscom“wd to a client
commercially available and it can be prepared in
aeRANEPSCHe Wabdtnpdre catetlbed nikage idamdehyeddoateaccSmebéahmileage of
et al., [Helvetica Chimca Acta, 2003, 86: 1852] The
condensa [ [Waly!
QU PESAGR PS4 60 B SolpRE,  CorSlS, 4 HREC ol of the
N-di cycl ohexyl d| i mde, Cil- 6a| kyl chl or of or
caseboRlpted MHPaEs Q] cack PATENGFLIIO R, SRS HPBFY Hafﬁlfflat% IR gijme money
, N'-tetnmethyl uroniumtetrafl uoroborate. The conpound

Oha araybeauéed In Jhemmyplhee enpl fiyedxitangs ratiwdetermined tyothe airline
10 eqU|vaIents preferably 1 to 3 equival ents based on

t he conpouy I

AT S TR b w30 Rl By fcner o
may be prepared by |ust adding a base w thout

comaftandhe icomversen ew% thesgame Mg daim AYheraiR ﬂe depgrture airport server
hydr oxy, the conpound of fornmula (VI) may be prepared

bivichdeNg skévnds@itabas® Bdeing dhfopmati@ngedatd té the prosessed data related to
reaction, a solvent such as N N-dinethyl am nopyri di ne,

b 1ggg ?l%:}] ﬁ%chg)g aec%e ag&ggé#'bﬂﬁrggnﬁf%g ﬁ'gélol%lé iﬂiﬁ?ila&bgﬁ)ﬁhrough a data

equi val ent based on the compound of formula (LV).
Aorenunieatianhdtpikrriectrcallycionsessed sy ihe ORylngripswing system, the mileage
pyri di ne and N-nethyl norpholine can be optionally

adiie delakdaobas ecdumddte@ iilbaLe @ff chch Pabsepgsti atal thet game money data
based on the conmpound of formula (1V). The sol vent

us in is reaction.may b I

R B W SR aon e s M PE eBbit fehlel TendficHhg the information
N, Ndm et hyl f or manm de, THF, 1, 4-di oxane, acetonltr| | e

aretated o xI{eu peocessed edsta relatgd ttheflighh ekenissugace of cafh jpagsenger, the
out at a tenperature ranging from-20 Cto the boiling

PRi1B4ge0dats AR T ¥&NE nisiRY, da, &tRE@lM YheDsdcond! databaséhid ehe in-flight
subj ectl ng the corrpound of fornula (rrr) to

h%a%eg%%?%(:’ 0 eﬁeél? %P %:zfglgbﬂg?rﬁ% grnl’qlc U % ar ﬂléél ggl(ahggg} is electrically

trifluoroacetic acid as a depre;ectlng agent can be
added or used as a solvent. Further, the conpound of
formula (11) can be obtained by using nmetal (for
exanpl e, palladium platinumor nickel) or metal
oxide, carrylng the reactlon under hydrogen ‘gas, or

o o o o o o o o . g




The pharmaceutical conposition of the present
invention may be fornulated for oral and parentera

W@ewhn06sey at i on, i ncluding intravenous, PCT/KR2005/004437

10

15

20

i ntraperitoneal, subcutaneous, rectal and topica

routes of admnistration in accordance with

conventional nethods. The conposition for

adm ni stration may take various forms such as tablets,

powder, soft and hard gel atin capsul es, aqueous

sol uti ons, suspensions, enulsions, syrups, granules,

asnhds L Sl Int | 84 $P4th! @AY in the airplane through a
SP0RRTTS Bt Bl OF Sl IERMABONES RELdeh i in the air ;

| yophili zed agent, and .additionally_ includes .
vl arec shupTkatraF Ry s iBpERaten Feld (poie Procgeve daffyrelated to flight
filler, extender, wetting agent, absorbent, col orant,

fil RO Issumoe Of @AEH paspERRe thatikage dmal aidf thergamednotey data from the
i ke. The inventive pharmaceutical conposition for

oral .adm.ni st .0 e 1

AeBro B oA Ho R n° BB ERBRER I T} HchroliSed data relaed o
exci pi ent, Exanples of the carrigr, excipient and .
dlighietickehissuancel pEpashangpsenasr, the mileage dataand ths, gane gipgey data in the
mannitol); a filler and extender (e.g., calcium

RhR8 Mhabeseadvided irctht aitplany,ainidwasgutesatlieastene g@megapplication on the
car boxynet hyl cel | ul ose and a derivative thereof,

elatin. and byvinyl pyrroli )i ' : :
(B bl YOS R e B BY i G ottt bAEAAR Horod in the third
and pol yethyl ene glycol (s)). Exanples of the carrier .
edntibasesp aniotievide pame B0 RABSNESTHH e aiplang through the plurality
invention is a water, saline solution, glucose
SéH diehORrm itk Edahect@l t0aht in-Qidhe gate server, and wettehgih eafter the airplane
gl ycol 400), oil, fatty acid, fatty acid ester,

| V. i.d t ant ' Sifi .
S0t AL AR e AR 955 L] o e

the present invention without Iimting its scope.

Eyeatrepineonty  date 9dregch qrasssmger stored in the second database through a data
({4-[3-chloro-4-(3-fluoro-benzyl oxy) - _
REvRMLAEALRR] netidIRZ elettiiciy | coanbaedytb} theetifflightc gahanierver at a
c acid tbutylester (1-1) Preparation of

6-ni,tro-.3 ui nazaol { n: 4- one 1 f : rth
raisgrned e SRR L e ot Fef 84 and s sompppongy de n e fou
formam de, the resulting solution was heated to 170 C . . .

f databiist qod gransmis thsondepge slateomd the game ponsy dagato,ile @p-line issuing
was added thereto, stirred for 1 hour, and the

r S8tk iﬂ%ugﬂ % 858 JMAEmidibdtRmesetwoe eledtricatly cednected to the on-line
pressure. The resulting residue was washed with water

to obtain a sqli whi.ch.was drijed at. 4 r. D

ruREE Sy o8 Mt i S e BBass Rl Bioefts fi rifepdtidgia and the game
90% . 1HNWR (DVSO-d 6, 300MHz): d 8.77 (d, J=2.7 Hz,

| tHpneysdais of eigh passgngeristored id)the Srglatabasel H) . 7. 84 (d,

J=9 Hz, IH). (1-2) Preparation of

4- chl opp+Kis rﬁﬁqé,otlﬁuinnﬂigﬁ{ igAm e yegve@Clreferabilg fdtherrincifdes a product
t hi onyl chl oride and 123 m~ of phosphorousoxy chl ori de

re added. to 8 . the. conpound. gbt aj ned | <) .
asthoRt Srrine ool oSk RGP TN 3 €G0S il pdfbeion so that o
after adding 3 m of N N-dinethylforman de, The
reasengdr pakcbaseon specific puidadt wish hisghartosvrpeesiduak game money when the
concentrated under a reduced pressure, 240 m of
&gjoﬂﬁéi%el‘l‘ﬁé iRRHRA IR dRpPayed BltHeRAsdeRBeH Wik BE dihtifehBihal by means
s

concentrated under a réduced pressure again to

. . 0
ool G A e G e g st he game
8.57 (dd, J-3.9 Hz5 IH), 8.35 (g, IH), 7.89 (d, 9 Hz,

IH). (1-3) Preparation of

[ 3-chl oro-4-(3-fl uoro-benzyl oxy) - phenyl ] - (6-nitroqui na

zolin- 4-yl)-am ne hydrochloride 72 g of the conmpound
obtained in (1-2) and 74 g of 3-chloro-4-(3-

a A ~Nas 1




1H NVR (CDO 3, 300MHz): d 9.30 (br s, IH), 8.58 (d,
IH), 8.08 (d, IH, 7.86 (m 2H), 7.63 (m 2H), 7.48

W@ 66423 7.29 (m 7H), 7.00 (m 2H), 5.15 (s, PQFHKR2005/004437

10

15

20

4.93 (m IH), 3.93 (m 2H), 3.37 (s, 3H, 3.30 (m

IH, 3.16 (m IH). Exanmple 6: Preparation of (I
$>(1-{4-[3-cb.loro-4-(3~fl uoro-benzyl oxy) -

phenyl am no] - qui nazol i n- 6-yl car banoyl } - 3- met hanesul f an
yl -propyl)- carbam c acid f-butyl ester The procedure
of (5-3) of Exanple 5 was repeated except for using

126

- r-%%?%ggeydéar bonyl am no- 4- met hanesul f anyl - butyric

acid instead of the conmpqund ob i ned,.i 5-2) of .
I BT Rorg ity Fee GPRICERQ B 5o TER AT Ser¥er may be a multi-
25% . 1H NVR (CD30D, 300MHz): d 8.64 (br s, IH 5 8.48
(Ber hdtvork/ gfrhe @gplidatipn provided throwdH) gt IEassmw() dtient] tegminals accessing
7.42 (m IH), 7.34 (m 3H), 7.18 (d, IH, 7.08 (t,
H) , 4 40 (m IH 5 2.67 (m 2H), 2.14
ttg g?ﬁﬁ a@‘%ﬂ"‘f 146 (5. 9H); MS(ES): [MrH]
(636 S) EI,Z((le/st{lLfgpé @1{: {21%?62{ Z)tfl( ge flpwlitlanbm%l%)alao provided a system for
phenyl am no] - qui nazol i n-6-yl }-2-(2-net hoxy-acetyl am no
)prévidingt duaresaVibaity bn hirplungnvideh (ieludes Bn épdlightigamecferver having a
(2S>2-am no- N-{4-[ 3-chl or o-4- (3-fl uor o- benzyl oxy) -
L DaneshtdiaindyboriRcted to th
Pﬁbdg% Wg%ﬁ‘eoa ?%éljor oagarMé %ppglg?% was added tén 27 mgc ecio e
of the conpound obt ai ned .in_ Exanple 6. di oI veg Jeage
rin-flightrgmy | seRer CRraliehde, loggh AT BBt i i ihsikpger-mileag
at roomtenperature for 3 hours. The reS|due obtalned
f daPdBask $hdlidestdatn relhtetite mieageef sadhupassengenddro executes the game
reduced pressure was adjusted to pH 9 by addi ng
3 t 4 Rprovided i
éi)r %a()%gtes otggl ?19?’3 fé@nmgf %ﬁp&g@e }gﬂﬁdﬁiﬂgﬁfa Oprovided in a
?fggrgrqu s:r&i;;;secrj gﬁ&%ﬁ%&%@g@&b}t@g@%@ég? %}I)%L%g%?sg‘gncgwgereln the in-
IH), 8.82 (d, IH, 8.68 (s, IH, 7.85 (m 2H), 7.51 .
(ﬂl'ilgh‘s2 € 3@1’3& Wpdates h‘hl,leaﬁe Zﬁbfmﬁticﬁ\l-bf, a fzias@&lgemin fhd) passenger-mileage
74 (m IH), 2.70 (m 2H), 2.35 (m

S, 3.
f
(«i}éabaéﬁ Fitdl bt R e SR
- I 6-y .
} 2%51?1%%&{;295@(%99;}@@%}@& W@{qqlémrpgﬂgﬁ agpethpd for providing
de 108 ng of the conpound obtained in (7-1) dissolved

| ghnde Rérvive b radipting) Wﬂﬁclﬁﬁnﬂh&lﬂastwlogﬁng & afepefor an account of a
adding 70 m of triethylamne, and 70 of

nmet hoxyace hl or . di.s i.n .
B el e S Sue?Y%‘n%ﬁm 8 Qfin 1D and

wi th saturated aqueous sodlun1b|carbonate sol uti o

dpaseviorgvef theagpwsengen thiaught & client) eEpag ,aﬁ&amesfql?qt@a step for the

under a reduced pressure, and the resulting residue

V‘%@séﬂé@i ﬁﬁﬁ&&t ) ofimthec - Night pgnapbyes; el gand fee deducting step for
| or of or anol = 15 : 1) to obtain the title

c e'EBoﬁlﬂéwgd aé&rgg ngmmfcg)gm% %ﬁ {F&’ﬁ %3(%1’%1 gg&%ﬂm?%d Ju%t Difore every

775(m2 7.60 (m 2H), 7.34 (m

| ¢xfecutgorgof (h@] segqq}ed game; t(rgl a gpme %egglo(nrﬁtep |£9r eygacgtgng the selected
(m 2H), 3.47 (s, 2H), 3.45 (s, 3H), 265(m 2H) ,

2galfe Affor tRdDamdReESHgducteltrtHt] 598. Exanpl e 8:

Prepar ati on of

e b S RO SRR i gy g

m no) - 4- nethanesulfanyl butyram de 43 ng of

1- hydroxyl benzotriazole, 103 ng of |-(3-

di met hyl am nopr opyl ) - 3- et hyl car bodi i m de hydrochl ori de
and 150 ng of the conpound obtained in (7-1) of
Exanple 7 ver e added to 47 2 ngy of

- o e - o I L ~ 1 o




tenperature for 9 hours after adding 70 ng of the
conpound obtained in (16-1). The reacted sol ution was

wormheBins th distilled water, dried over magneBCTIRR2005/004437
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sulfate, filtered and distilled under a reduced
pressure, and the resulting residue was subjected to
col umm chr omat ogr aphy (el uent- chlorof orm: nethano
15 : 1) to obtain the title conmpound (73 ng, 919%.
1H NWR (CDC 3, 300MHz): d 8.51 (s, IH), 7.96 (s, IH,
7.83 (d, IH), 7.67 (m 2H), 7.56 (d, IH, 7.26 (m

| H}pplig }Xeﬂ ?Bplli%on 6%1%3%116%&% pés&%_gL&stozb%chése%f dduct on the

3H), 2.19 (nj. nPIe 17: Preparation %@&
|shem:1nemﬂr?@§wft@ﬁwlﬂa%§tssﬁuﬁ AR BIOPEN: gdenthe sxe oY of the game.
acid {4-[3-chl oro-4-(3-fluoro-benzyl oxy) - phenyl am no] -
qui Nazad hiotBerydrhbaliingst, Zhel pregemfinvention provides a method for providing
1 hydr oxyl benzotri azol e and 67 ng of |-(3-

t (0] 3- | of a

WS SRR OB, Glabe R LRI AL ISR Y e 10t 96! ioune
dlssolved in5m_ of THF, d reacted D and
tRagysagen i defloggal Hb@flsmaﬂlggfr gad8i %’?‘@Vﬁg’yﬁ&’%‘ﬁl% logging-in ID an
conmpound obtained in (16-1) of Exanple 16. The reacted
skstbordnofviie pasiigdr whichghlias tliddtedrmimbkra gdmieestlastion step for the
nagneS|un1squate filtered and d|st|IIed under a
r d
JTRYEER. B SORUF mallilnt SR DRI e RELCH S A8 ofsrm e "7 for

nethanol = 15 : to ohbtain the t|tIe onpound g d
rRxecytag) the gam&mldz ceups feexdrsiurting sigp domdedugting gpredstegmined game
(s, IH, 7.82 (d, IH, 7.75 (d, IH), 7.54 (n1 2H) ,
e Grofrn sdcbhd me& thondy judthfterGex8dutiomof 2d) gante.09 (s,
2H), 4.79 (m , 4.10 (dd, 2H), 3.92 (m IH, 3.69
(Ei(na n,:) Ih?ehel &%Qelga ‘ gl}_ll} %mﬁ&de( Hﬁrch@ing g-dbAudthd addaccumulated game
| -acryl oyl - pyrrolidine”- carboxyllc aci
cfae after-the game iis ended Jarrgans,of pessse Foman w&ildaaf thg Agplane-
6-yl}-am de 40 m of pyridine and 100 ng of the
conmpound obtained in (16-1) of Exanple 16 dissolved in
4 mM of THF were added to 30 Ml of acrylic acid

dissolved in 1 I??%§% h 82
of the conpound™0 |ne T?§§(§€q‘ eWIFW}§6 for 6
hours. The reacted solutlon was washed mnth distilled

wat er , FIgrildd agligramehpenigthe strojegeniignration of gn dirflight game service
dlstllled under a reduced pressure, and the resulting

 §5iefLRcoRnS1he piesehtliventbam chr omat ogr aphy

(elrent- chloroform: nethanol = 15 : 1) to obtain the
10, 56 Wﬁﬁow%%w”%gur%? t3 1%%‘%49“%@(%8% ot LR Bame service
3H, 7.44 (d, IH), 7.37 (m 7.25 (m 2H), 7.05

(systemccommg)m(the presgnt llee@GO’(ladd IH), 6.45 (dd, IH),
.81 (dd, IH), 5.15 (s, 2H), 5.00 (m IH, 3.93 (m
| H, 3pICh. 6Mand! 4hre Blod® df dgrarAtillustamg be id-Blight game service method
Preparat|on of (2-{4-[3- chloro 4- (3-fl uoro-benzyl oxy) -
phe ui nazol -yl carbanoyl j-ethyty-carbamc
PRy PRy o
3 A buthox car bonyl am no- propi oni ¢ acid, 0.
|- (3- KliGret thpwesra leepingpy isyreen aedeydiag io g linrﬂlégt game service method
hydrochloride 0.6 g and 0.2 g of hydroxyl benzotriazol e

e 61 linge@ dn@ edfbodimeht offeeRALInGBkttun; de were stirred
at roomtenperature for 13 hours af t er adding 0.5 g of

the c obt ai ned in

t enp e?IEaﬁtEg shows & garfié lﬁr}ogle§r .Fﬁél)la}ngglcgt A Oa}cc%rdﬂ{lg {2 &renm-ﬂlght game
extract ed mnth met hyl ene chlorigle 2 tinmes after addlng
saturated sodi um bi carbonate sol uti on, washed wth

distilled saturated saline solution, dried over
magnesium sul fate, filtered and distilled under a

reduced pressure, and the resultlng reS|due was

o a o e T Y



obtain the title conmpound (47.9 ng, 81.2% . 1H NMWR
(CD30D, 300MHz)): d 8.87 (s, IH), 8.66 (s, IH, 7.98

W@ egooo6423 7. 95 (dd, IH), 7.86 (d, IH), 7.69 (deCT/KRPQ05/004437
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7.50 (m IH, 7.36 (m 2H), 7.29 (d, IH), 7.13 (t,

IH), 5.77 (s, IH, 5.34 (d, 2H), 3.69 (t, 2H), 2.79

(t, 2H), 2.19 (d, 3H), 1.92 (d, 3H); MS(ESI): [ M-H+]

548. Exanpl e 30; Preparation of

I V-(2-{4-[3-chloro-4-(3-fl uoro-benzyl oxy) -

phenyl am no] - qui nazol i n- 6-yl car banoyl } - et hyl ) - 2- et hyl
predea@gven@iBgAt ed

S?i%é% E{ggglﬁé—&ﬁdﬁ%%ﬁﬁy&ﬁb%@%gi ch(leorl dél i nst ead

of crotonylchlorlde to obtain the title co ound %

ny, 25016947 SAQWS\RFE tioR (f5heeR accf dingg mr%% {gfime servioe

8.66 (s, IH, 8.09 (d, IH) 7.95 (s, 2H), 7. 80 (dd,

| ththod a&@rding td bile entbotdmemny of2h§ pregend ?n\(edtiom;H) , 7.26

(t, IH, 5.90 (s, IH), 557 (s, IH, 5.41 (s, 2H,

3.84 ( - D&nbie: dBhdestding to the in-flight

e 5, ¥ o Panely us%f?%*sgfg%e?géﬁgm“e B to the in-fi

iV-(2-{4-[3 chloro (3-fluor enz

pg«?@mewwﬁljeﬂeduaﬁ%fgmgﬁo 6ng F‘E‘E?‘g i?é’tﬁéﬂﬁ#&t iBVeNioho-

acetam de The procedure of Exanple 2 1 was repeated

exceptFIm siniwsca gaanmaeatlectior seteém firesashulif-user game according to

nmet hanesul fonyl acetic acid and 0.09 g of the conpound

|Red: Vi 2 tiid rla@e t inventi

kBl -%né%%&@@%%&é%@%omd R

10 288}( 165 1 @tk%omsba paytngr; se(lgctlopqu:gse%? aggor(igeg toltpﬁ 1n-%1g}1§ game service

(d IH, 7.68 (dd, IH), 7.45 (m IH, 7.29 (m 2H),

"me@Bod dccordihg td ode’eribodimieht, of3h@frefent ilﬁl‘d)itiofﬂ;. 61 (s,

2H), 3.41 (q, 2H), 2.59 (t, 2H). Exanple 32:

(P‘rzepzlr]f’-,sﬁ;' N Slowd dEIHY bxd3A8AZEeer 2R BAEMD the ARAKNt game service

chl oro- 3-f 1l uoro- benzyl oxy) - phenyl am nq] - qui nazol i n-

Gnytlh@éﬁm@yg}to oRg eRpPodiBgq thﬁﬁreé?rﬁé%‘@ﬁp of Exanpl e

2 1 was repeated except for using 3-nethylisoxazol -

5- car by [ 12cshasisd shoppiag dnaif appichidoresxdchiiory kaest after execution of a

acid and 0.09 g of the conpound obtained in (20-1) of

S Eorilnd RSl Bpk st GRIBR Aol qhEth ghe mbodiment of the
IH) 7.90 (d, IH5 7.40 (d, 2H), 7.60 (dd, IH), 7.40
(Presemnventigy apdy  2H), 7.17 (d, IH), 7.05 (t, IH),
6.81 (s, IH, 5.23 (s, 2H5 3.77 (t, 2H), 2.80 (t,
2H), 2FR2 169s a Bdwcharx HiustratimiBthe Ri-Elight ghimeewvice method according to
furan-3-carboxylic acid (2-{4-[3-chl oro-4-(3-

fluor ] - qui nazol i n- 6-yl car banoy
?neet q%fl%% og){yér%e&%?}élgg u(?g of Exanple 2 1 was
repeat ed except for using furan-3- carboxylic acid

i nstead of nethanesul fonylacetic acid and 0.09 g of
the conpound obtained in (20-1) of Exanple 20 to

obtai n the tDESERIOIPOUOT THE CREFERRED EMBONIMMENT
(DVMSO-d6, 300MHz): d 10.30 (s, IH), 9.77 (s, IH, 8.67

( d98 f%erequq)ﬂ%g tgg%rgg{,% gm%flﬁ—é% Q}u ]?LZ- H%scrf%g%g {ngy J}éﬂ%ﬂ referring to the

,731(m2|—|) 7.24 (d, IH 5 7.18 (t, IH 5 6.85
(drawma)s 55.25 (s, 2H)5 3.55 (g, 2H)5 2.68 (t, 2H).
Exanpl e 34 Preparation of |iT-pyrazol-4-carboxylic

aci d (Rrd.41 [sho®®! @€ Qverall configuration of an in-flight game service system
4- (3-fl uoro-benzyl oxy) - phenyl am no] - qui nazol i n- 6-yl car

e procedure of Exanple 2 1 was
aé:ﬁgé{l%%to tggggeselﬁé?‘%ﬁg;ﬂg | Hoyr azol - 4-carboxylic acid
and 0.09 g of the conmpound obtaned in (20-1) of
Exanpl e 20 i nstead of nethanesul fonylacetic acid to
obtain the title conpound (0.07 g5 65%. 1H NWR
(CD30D5 300MHz): d 8.89 (d, IH, 8.69 (s, IH, 8.03
(m 3H), 7.86 (d, IH, 7.81 (d, IH), 7.60 (dd, IH,




IH 8.49 (m 2H), 7.98 (d, IH 5 7.85 (d, IH 5 7.73
(m 2H)5 7.46 (m IH), 7.25 (m4H), 5.25 (s, |H), 4.10

W@ 2006868423 3.1 1 (s, 3H)5 2.75 (m 2H), 2.20 (n®PCT/KR265/004437
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1.18 (d, 3H). Exanple 44: Preparation of

I V-(2-{4-[3-chloro-4-(3-fl uoro-benzyl oxy) -

phenyl am no] - qui nazol i n- 6-yl car banoyl } - propyl ) - acryl am

ide 0.02 g of acrylic acid, 0.1 g of

| - (3-di net hyl am nopropyl)-3- ethyl carbodiim de

hydrochl ori de and 0.04 g of 1-hydroxy |benzotriazole

di ssol GO do the present

win Do Pl L B AR Rle SEHRS s pb aginRto the »
Exanpl e 42 at room.tenperature for,. 24,

rBvetien BYPRsi BrPnrkRe BR4pG sYSigm i 4fian WlCQH‘é’a%lao‘?‘?Palé‘“re airport

2 times after adding saturated sodi um bi carbonate

setwet oah inviligheghnvd $efives St andaineniried lairpert sedvet 4.on, dri ed

over nagnesiun1su|fate filtered and distilled under a

reduc e?ﬁftﬂfe alﬂggﬂdsn% 7 Encdjihte'a?ﬁvefl l%?x?@H%ei’%? 4 are installed to all

subj ected colu r omat ogr aphy ( nt chl or of orm:

met hanol = 15 : 1) to obtain.the title c é]_ .
irpesyfo whish\ir in-cightissmsGeRiies Systeny ae@r@ ﬂi) gseﬁ invention is
(s, IH, 7.74 (d, IH), 7.60 (m 2H), 7.44 (dd I H),

7a}£>|)§ﬁed ,Hnd lon}: airgort Serfyst mayipéts Tés @ﬁepai‘ﬁlrb lalirpé&rt Ger9€r ¢rtgn arrival airport

56.09 (m 2H), 5.49 (m 507(s 2H), 3.50
ﬁ?lévpeg'ra)g ?xgdrl] %fng ?Zﬂl{gﬁv F]ééctﬁ)?ioétgtheq gattte o éﬁegf oxl;l) a_lddltlon all

phenyl am nol - qU| nazol i n- i
_ajrpoHy BRIHETY | 31¢ | alpRkhpPuRscrada 1 A gRiline aispying pystymedt gf an airline
1.35 g of 3- -buthoxycarbonyl am no- 3- phenyl - propi oni c

intpant v&ba GleBiork such as a dedicated line so as to process information related to
| - ( - di met hyl anmopr opyl ) - 3- et hyl car bodi i m de
h o]0
S SRt APl Rimdso U 19&52@%%’{#@%2‘% gg! time.
with 1 g of the compound obtalnedln(l 4) S ng)
1 at rlooese emsaisiing massepger1) ppamew naseenesy %é‘acess s to the on-line
solution was extracted with nethylene chloride 2tines

ghdudtig SpMd 8fkibrallied catpatynusingatiibbenbensRT uilph]l connected to
washed w th saturat ed saline solution, dried over

ng] uhfr%él?es %hﬁ tﬁﬁetaﬁglfa%'c:é to'rldoﬁgeféﬁqe(gf fhileage into game
St e resufting residie wa

subjected to colum chronatography (el uent - chlor

: mpRayh theotn-line Fsuing pystem JrfAnpiting cOMPRRY BOSPBEHEF At 6{ yorks using

g, 43%. 1H NVR (DVBO d6, 300MHz): d 9.18 (s, IH),

& fhif Servetla. 7 Fo2 this, purpdse, thedmalis served) la Gefds @cbassenger-mileage

IH, 6.70 (m 3H), 6.40 (m 2H), 6.25 (m 8H), 4.22

(g%q]b%% 1pe Wq‘é?l‘én%orreast%lle%%g Uate re1#ED +t0 Qa3 Qedufnul kel - mileage of each

i V-{4-[3-chl oro-4-(3-fl uoro-benzyl oxy) -

perssapgam niowogld heppdarstgod hat ﬁle(@%ﬁ@%ﬁeag‘ﬁr A& eesdsaiyrthey) procedures
- 3- phenyl propi onam de (46-1) Preparation of

Sfoa Fgifterihg Kis/hér G Wggirt-indDf dndqragsva@dzy | oxy) -

phenyl ani no] - qui nazol i n-6-yl } - 3- phenyl - propi onam de

0. 64 of the co ound

di ssol Ve&#™§ ?\p%e IOy ﬁ%? ttoa (gﬁ'grtc %QE}H L gaégé%one th? main server
trifluoroacetic acid was stlrred at room tenperature

f by canvhgs apartrealk ekihg ascwpulatedavileags intgi & game mqngh data related to
the reacted sol ution under a reduced pressure was

ﬁ%dnﬁer BdnéytoobdThsedf in Rt dippl fieeat Ghireddielenidd &xehasigt rago ARtermined by
of saturated SOdI um bi carbonate slowy and filtered

der a reduced sur 0 obtain
(8 GniPe | Co1SSY (P GRIE Bol® R S bl B 2 §Rtes the game
1046 (s, IH, 9.77 (s IH), 8185 (s, IH, 8.50 (s,
IH, 8.10 (bs, 2H), 7.95 (d, IH), 7.79 (dd, IH, 7.72
(d, IH, 7.70 (dd, IH, 7.53 (d, 2H), 7.40 (m 3H),
7.31 (m 2H), 7.26 (d, IH), 7.21 (t, IH, 5.25 (s,
2H), 4.73 (t, IH, 3.08 (d, 2H). (46-2) Preparation of



oxal yl chl oride and 1 droplet of N-dinethylformam de,
and the solution was distilled under a reduced

wWEe@s®eR4es The resulting residue dissol ved i n BCHKRRG05/004437
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THF was reacted with 500 ng of the conpound obtai ned

(20-1) of Exanple 20 and 0.21 m of N

N -diisopropyl ethylam ne dissolved in 10 ml of THF at

O C for 4 hours. The residue obtained from

distillation of the reacted solution under a reduced

pressure was dissolved in distilled water, washed wth

S ' | eut |l tio may be
LA P PR A PR BBl A Ol Rhange rao may
reduced pressure and the resulting reagﬂ{lrje was b
svasicd @ceatding te shepelicy At Shaisineenmpany) us O gHBP JI9RFY may o¢
. methanol =15 : 1) to obtain the title conmpound (393 )
Nghdo®Rdfor drd- MINR f§:CEGEIple, 3ﬁ&l\d1lﬂ)3rend eSchaiigd mtiolmfy b8apgied. It is
(s, IH, 7.80 (d, IH, 7.66 (s, 7.51 (dd, IH),

6a1§o4p§s@bl Egat g? 6&%&% tzar%ls ag@%gﬁtgned 1 egclgﬁa&stzng& Hbeording to a

3.56 (t, 2H)5 2.63 : e56
Fipé@iésr léi{dﬁ?bﬁf the passsn%?étfﬂsz Sr‘ﬁr B@ B‘R{f’P %&r&?mlag GRMtechnique.
(2-{4-[3-
chl or of$e (g8mk! tehey hnziatax by - Ediwessiariofi othe quileageobiilized for the
6-yl carbarmyl} ~ethyl)-amde 1.6 nl of 2 M

SRR TUAROFEP A e g o 8 o o on

t he conpound obt ai ned i nExanpl e 55 dissolved in 3 ni

ofirpfME. The reacted sol uti on was washed with saturated

sodi um bi car bonate sol ution, dried over magnesi um

sul f at Bher ithd deRatuendirpors tseiveed ameses the enHioedssuing system 1 and
pressure, and the resulting residue was subjected to

%Lg{}% g‘} (Pr g)e%r F%]f)élatge%{ tlldg)%sen% s n c%gfa% froﬁﬂhg%[}'gbrt Server 2a of

1H NWVR ( CD3OD, SOOI\/HZ d 8.67 (s 5 8.48 ( I_e?

7the 1dgpartureHpirpqrt 7. ( han.E to7sqyz Ql.ddegapl)lre ?“H%“(W\W r' 2 receives

IH, 7.31 (m 2H), 7.19 (d, IH), 7.08 (t, IH, 6.76

(Hiforhidhon Belded (& thePcessedadatd telatédBo f1ighftidkef thsudtieg from the on-line
.74 (t, 2H), 2.28 (s, 6H). Exanple 57: Preparation of

- mor phol i n- 4

cﬁrtsré P 1y ) PR Mt SR e 1 flsengsy s riding on the
6-yl car bam)yg(%n-g et hyl )-am de 100 ng of the conpound

obitplineed AkO rdﬁp@mgs AIPOE GEEA 2 afcessay therinilighigame server 3a of
cooled to OC, and reacted at roomtenperature for 16

hlera$rphint ey thaddicgastengeis ©f ridbphald then tdiporasiyciteds information
sol ution was washed with saturated sodi um bi car bonat e

ried oyer 8 i U I r
d'rreiatl%?ci 3%omﬂ?ﬁ¥§r s rgggﬁc%’d)%%! eosrPsﬁl:réle{)g)slsgr1 eE'he ?e@gl ?EE Sknger-mileage
resi due was subjected to col unm chromat ography
( ddtakase 2b @rqr@gdiﬂ@ dete reqeiedfiasn the departurg) alfRS’”o??F‘éﬁrHattﬂ éhe in-flight
title conmpound (41 ng, 41% . 1H NVR (CD30OD, 300MHz): d

Bgarre 6&rverl Bl is Synd@rdnSzed! With a’pabBer(g@r-nlildhge dattBaseBb of the in-flight

2,750(dd IH)5730(mIH) 7.18 (m 2H)5 7.06
(d r—%w .95 (t, IH, 6.65 (m IH), 6.01 (d, IH,
g%%ef . 2.99 (d, 2H), 2.61 (t, 2H)5 2.34 (br s,
4H) . Exarrple 58: Preparation of

4- ( 4- n¥itthy pirplape B aztives| at yhe denarture airmest 2. the depagture airport server 2a
(2-{4-[3-chl oro-4-(3-fl uoro-benzyl oxy) - phenyl ani no] - qu

| RapRhddledro e FRIDMIBYNE setveY Ba, -aatitaenlihe pagseﬁgeduﬁ@eagfe database 2b
Exanpl e 57 was repeated except ‘for usi ng 0.18 of

i.,ne instead [ hoI
P erachReBTHiR (Bt aree ek e 4 m@&%s“oﬁf
8.55 (s, IH), 8.37 (s, IH, 7.8 (d, IH5 7.65 (s,
2H), 7.51 (dd, IH, 7.30 (m IH, 7.19 (m 2H), 7.08
(d, IH, 6.96 (t, IH, 6.65 (m IH, 6.01 (d, IH),
3.56 (t, 2H), 3.04 (d, 2H), 2.62 (t, 2H), 2.39 (br s,
4H), 2.17 (s, 3H). Exanple 59: Preparation of




t he conpound obtained in Exanple 67 and 0.1 1 g of
2- met hanesul f onyl et hyl am ne i nstead of the conpound

wWo@bicaiesaed i n Exanple 6 1 to obtain the title cPOPERAEDS/004437
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(0.03 g, 29%.1H NWR (CDCl 3 300MHz): d 8.50 (m 2H),
8.10 (m IH, 7.97 (s, IH, 7.59 (s, IH, 7.53 (m
IH, 7.41 (d, IH5 7.05 (m 2H), 6.76 (m IH, 3.56
(m 2H), 3.10 (m 2H), 2.98 (m 2H), 2.91 (s, 3H),
2.84 (s, 3H), 2.59 (m 2H), 2.45 (s, 3H), 2.12 (s,
2H) . Exan'ple 73; Preparation of -{2-[4-(2-nmethyl-IjH
r- |nd ame
qui nazo}fl h%gqg}ﬂg it game ﬁejve % ‘})mwdes ane ngers w1t7hssei\)/1ce such as g
Preparation of 3-am no-N-]4-

-qrn:g@pplsg hrawgnéye Céfenwslz@mh (baéedy?lj %IOHF;& sergensningfalladsty each seat on
mg of 2-[4-(2-nethyl-I| .
Hihé elsik -03- thé Pabseaerahilewe alatabate 3b synchronized by the departure airport
yl car banoyl | - et hyl -carbam c acid -butyl ester dissolved

in C I t

(PT do iecel B pERE el Hole AR RREE SRl 240 BuciarPhl airport 4
The resi due obtal ned fromdistillatjon_ of the re% SF FIG.
Jostaildodesaripfion for thedinclighieamstrreeriasvidl be gign yihggtepqnee to

of saturated aqueous sodi um bi carbonate sol ution for

30 mns, filtered under a reduced pressure, and dried

to obtain the title compound (100 ngy, 82% . 1H NWR

( dd, wrlﬁe%gg%jzt)ﬂf ﬁﬁpgn%g(agﬁv? %'XI}_TZQTI]%E}) 415@14 Jg)t? errﬁ/%l alrport server

34(d J=8Hz, IH), 7.21 (dd, J= ﬁ]z %
|4—§ynchrqglgze§ ithe }zqqyenggr-mglngﬁ daqul)ase §5,4\l( 133,;;__],Dang%d7 8iN6g the passenger
Preparation of N-{2-[4-(2-nethyl-I

Hise§ €l sebvivd é\i’ﬂhﬂi@)gaﬁiél drashoppifg Gwitl laqasdzageryin]lesgehddtdbase 4b of the
-acryl am de 106 of

AAOEHTEH SRR B ORARALMNGR, ros » i

m of acrylic aC|d dlssolvedlnsm of THF_ at O ¢
rreatEnaer-milerecsdntahssa i b o éhe efnbiaa AtFus: SFiTeY ] jagainzsg_ that changes o
for 30 mns while heating to roomtenperature, and the

r188 ghink Rbnepdutih® ﬂlgm&la'[i)'tbe rre@ebtad orf theontlaryissuiigisyatehot.
2 hours. The reacted solution was extracted with 9 ni

of et etate 3 .tines .

o oo RIS PR oA SRS e BBl g came s
distilled under a reduced pressure, and the resulting
reysicturccording ioghe present iovesspw immers &g ogr aphy (el uent -
chloroform: nethanol = 15 : 1) to obtain the title

COMPOURE shGwr ilBIG. Pdthe ihineNBER 1o, of 30O Mriglhne th theGfi-flight game
(s, IH, 8.32 (s, IH, 7.81 (dd, -2,9 Hz, IH), 7.73

gs%ié\?é]ez %@It_grg _aé&%dig%'tg % S@sjﬁﬁbi%v%%i%‘l 1&35%% tﬁcé ﬁi—gig{h’t_')game server 3a,
IH), 5.64-5,68 (m IH, 3.69 (t, J=7
Jthg pa&sen@ﬂ)mll@gada‘(abaseﬁlq) and@@lﬁfﬂl@' qﬁchqn,t aggmgqlq %Q] c%qnected to the
3- (2- et hanesul fonyl - acetyl am no) -i V- [ 4- (I phenyl -
ety Hﬂ%dﬂ&)seﬁ%r@ﬁb?'a‘d%t\ﬁoﬂﬂ] propi onami de (74-1)

a

Preparation of

gr gg} gﬂlée[ﬁ dtiigég%ao he@%\( %t T%(l)va}gés oa)noﬁéI kihde 8}' ée{}ng séf'Lll]ce to passengers
2-[4- (1 -phenyl - et hyl am no) - qui nazol i n-6-yl car banoyl ] -

t depending ami the gaing meneyyinfarmationjof sa¢hy pessenges sipregfin the passenger-
met hyl ene chloride was reacted with 5 m of

Uhi1Ed e 0088 iand 3CHSHUREs 4 fARR FRMPEHhahs bEmE Aorfey Wohbnever a game is
The resi due obtained fromdistillation of the reacted

Iut|o r a,.reduced sure s stirred ‘o
o g, AR s B e S sr T biberpt apptication
30 m ns flltered under a reduged pressure, and dried
to obtainthetitle conpound (90 ng, 52% . 1H NWMR
(CD30OD, 300MHz): d 8.54 (s, IH), 8.37 (s, IH, 7.79
(dd, /=2,9 Hz, IH), 7.70 (d, J 9 Hz, IH), 7.47 (d, J 7
Hz, 2H) 7.35 (t, J 7 Hz, 2H), 7.25 (t, J 7 Hz, IH,

"~ NS
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tenperature for 4 hours. The residue obtained from
distillation of the reacted sol ution under a reduced

wpe@soerdes was stirred in 50 ml of saturated agREDHR2005/004437

sodi um bi carbonate for 30 mins, filtered under a
reduced pressure, and dried to obtain the title
conpound (250 ng, 89% . 1H NMR (CD30OD, 300MHz): d 8.75
(s, IH 8.59 (s, IH, 8.00-8.07 (m 4H), 7.80 (s, 2H)5
7.73 (d, J 9 Hz, 2H)5 7.40 (t, J=7.5 Hz, 2H), 7.18 (t,
J=7.5 Hz, IH), 3.31 (m 2H)5 2.71 (t, J 7 Hz,

2H) . (81-2) P im0 Of: . .

pr {361([1[u§ -P%e nﬁeﬁ g%@é u?ﬁo%gt/llonac ééim?nérﬁhen? in case a multi-user type game

pro I onyl am n qui nazol i n-4-yl ani nq
@ﬁs@n-lbehz@slnt@eueﬂlgh@;gme ero%@yrrlam%? pf prpyiding,pyironments

90 mg of I-(3-

doreétivtiaplap ambﬁ@phgseﬁgeeg Hyingds tiediaingiaftgldmgdr ochl or i de

were added to 32 ny o met hanesul f onyl acetic acid

dISSO| f 0 ;
the c r\‘ﬁ%ﬁ%or& Si lﬁle g?:g?qix;vgf"? J %gady\f %ﬁgg}%&%smp ping mall
for 2 hours. The react ed sol utj on was extractg)ﬁl wth g
rApph¢ationtapdasiere seling datmetdutyiiese nadiaty thet are wid g theyairplane, for
dried over anhydrous magnesium sulfate, filtered and

CHxafnbpld. €dA sudedEngle, figd bl@@inrigif asdluagplicatich iherovédad afterga passenger
resi due was subj ected to colum chronat ogr aphy

hl f.
A AR SRR bl o v
8.77 (s, IH, 8.62 (s, 8. 00- 8, 07 m4h 1%:0 120
(the pa4spngey nEy c(hgck theg;ellgg fgpq;latlop Qf]pr()ducts\]t-bj;og |.t|§e chent termina
7.17 (t, J=7.5 Hz, IH), 4.08 (s, 2H), 3.67 (t, J 7 Hz,

23l pudchide GSspedilt pfodukt (With HiMhel owBHsidi aympieem8aey. The product
Pr epar atl on of 4-[6-(3-acryl oyl am no- propi onyl am no) -

nazol in-4-yi hen d
YR e B g phespn A ied HABRR, K38 mEbrolagd together when
ethylcarbod||n1de h drochlorlde were added to 82 ml _of
abe phésengeriniletige dolabase Iniseynehropizaiqwith the peassengegupilepee database
with 127 ng of the conpound obtained in (81-1) of

Btagplo 1k dephtliredR? afivdl aipbit&o Hiedistodl data drdpflight purchase data may
tenperature and the resulting solution was stirred at

erature for 2.hour The ¥ I,
RO e PegneE g gt by Sl S% BER (e iB 1
addlng 5 mM of water, dried over anhydrous magnesi um
sul f at Bhe elieat ferminsd 88 vsediimithetinflight gameeservice stespaccording to the
pressure. 10 m of diethylether was added to the

r58d4nt iRBntidshaluBe RSy §fcifitalo® M of nethanol to
obtain solid, and the solid was filtered under a

reduc res e .an dr| obtain_t
conpo u %0 f{ﬁ{yg{'l 1352818% nggl glstf}lled to a rear

(s, IH),859 s, 800807(m 4H), 7.82 (s, )
2ifjg of7fa Faxk(cd each Qomzpasmger seat40 The clipwt tesminal 20 §a7” or 11" LCD
7.16 (t, J=7.5Hz, IH 5 6.25-6.27 (m 2H), 5. 61-5.69

(rﬁbnl'tdil) as_an @tphut meltng 4w had stodoh’ Serédn positidied i@Hiront of the LCD

Exanpl e 83: Preparation of

AR o PSR A B B Py b e et

Preparati on of

Icegenno- N- [ 4- (bi phenyl - 4-yl am no) - qui nazol i n-6-yl ] -

propi onam de 480 ngy of

2-[4- (1 PREARYA,- ﬂley% '&Gﬁteﬂté' May W BnPgaheachasmy lthatefs generally

hyl carbam ¢ aci d uty ester (prepared 1 n accordance

LIS BLOSSY 5, L SSE £ SOk o5RLRH, Ll M s macive,

trifluoroacetic acid at roon1tegperature for 4 hour s.
The residue obtained fromdistillation of the reacted
sol ution under a reduced pressure was stirred in 50 n
of saturated aqueous sodi um bi carbonate for 30 m ns,
flltered under a reduced pressure, and dried to obtaln

1. . * 4 o o - NN A P e e



IH), 8.47 (s, IH, 7.95 (d, IH, 7.69 (m 3H), 7.45
(m 2H), 7.30 (m 2H), 7.22 (d, IH), 7.16 (t, IH),

WG2@8/06823 2H), 4.20 (g, 2H)5 3.20 (g, 2H), 2. 3FCT/KR2005/004437
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2H), 1.82 (m 2H), 1.24 (t, 3H).Exanple 92:
Preparation of cycl opropyl carboxylic acid

(3-{4-[ 3-chl oro-4-

(3-fl uoro-benzyl oxy) - phenyl am no] - qui nazol i n- 6-yl car ba
noyl } - propyl )- am de The procedure of Exanple 37 was
repeat ed except for using 0.09 g of the conpound

j&gﬁb@n%% 'F?ov(w?%ai’és 2kd E’éa&rplvﬂngﬂ nlxaﬂfsﬁﬁﬁgt &fuch interests from various

chl oro-4-(3-fl uoro-benzyl oxy) - phenyl am no -
pagsengpr GErBhaRd 8%, ingh gatesRsy rmglapt%@%e‘lpélg %&alins money of

col umm chr omat ogr aphy (el uent- chloroform: met hanol =

sse Néérst o I®hidaitidoni Rports Ehe covmpsmts dudhD ad Folf, arB8OMpre preferable in
DVBO- d6, 300MHz): d 10.22 (s, I|H), 9.76 (s,

5.0 7.95 (d, IH), 7.73
(%%S‘éﬁba?g%gi‘%‘a{“:ngasie%ﬁé%f(@ﬁp WS 2H . 7.21 (d, 1 H).
7.15 (t, IH, 5.23 (s, 2H), 3.13 (q, 2H), 2.39 (t,
2H), 1.76 (m 2H) 1.50 (m IH, 0.76 (m 2H5 0.62 (m
2H). Exanple 93: Preparation of
- V- { 4FI(33G8 b Wl 6ekAdib@rainl iUosteatidgrinyih K yht-game service method according
phenyl am no] - qui nazol i n-6-yl } - 4- (2- cyano- acet yl am no) -
butyram d rocedure of Exanple 3 1 was repeated
c:‘% Pre?e&?lnvs?gtﬁg '0.06 g of the conpound obt a| ned in
(87 1) of Exanple 87 instead of 4-a
chl or dnghg Blogk dineoamn of B ok leﬁﬁaﬁwll&ﬁﬁr%a %W%‘% Hownfrom a point
6-yl }-propi onam de, and the resultant was subjected to

Ctﬁbﬂﬂ?a@éh@é’@i&@is@@hﬂe oallirenissuisd Ispsterhotona :poirtthatncianges of data
to obtain the title conpound (0.03 g, 44%.

30D, 300 :
e%raﬁeéi W egb gés;ergg%és %rg‘ja.{? af}'g’lgég E%E%yf Ebgg.&.?(agesreklﬁ):’ced again on
IH), 7.17 (m 2H), 699(d IH), 6.92 (t, IH, 5.06
(tiaeozﬂpnelssumse/m:mm 2.40 (t, 24, 1.84 (m 2H).
Exanpl e 94: Preparation of furan-3-car boxyl ic acid

(13- {4- ABros kR 4t fdudth step related to game service accomplished in an airplane
f 1 uor o- benzyl oxy) - phenyl ani no] qui nazol i n- 6-yl car banoy

| %ﬁg g{? E%I %Qgcg] H{j r%f){;hc?qﬁg F u ! e1noaf rlafta;ggg C olﬁ%o\gﬁgto a logging-in step

obtained in (87-1) of Exanpl e 87 i nstead of 4-am no-
NB404 o] shseleations{ep- 34 1u or gantsefegydedustjanpstemyiand gge qiecution step
nazol i n-6-yl }-propi onam de, and the resultant was

s3yy ﬁﬁtaeglobﬁng@{e?r_m@hr omat ogr aphy (el uent- chloroform
. met hanol ) to obtain the title conpound (0.04

g, 5?‘(’}3n }§H- NI\g/R 1’)&(31 C @0 gfgpf‘%fenﬁ—b ln%’?ts(?%ggfgrl?)ig%@ 44d password

757 dd, IH),753(t, ,739(mIH),727BXm._
2tHyqugh. t]_l@ qlignt fesnina} tg4logt1n thef)in-fHghpogqrpe sprpfpr. 5/ 4 his time, other
(s, 2H), 3.48 (t, 2H), 2.54 (t, 2H), 2.04 (m 2H).

E@&ﬁgﬂﬁ%gﬁ? al:gf BY b Xide?éd, Gind | fof eRMNFIE A pabsérpe eyl log in using other
acl - - chl or o-

4 3- fI n |nazol s 6-yl car
?So*b@}%}nfﬂ gé# d% 8@ %@%g?ggé%mp € 34 was

repeat ed except for using O. 09 g of the conpound

obt ai nEl.i 4 ig 8130 13 btqckaiqagmnellhrstratmg thedinoflight game service method

4-am no- N-{4-[ 3-

Cetl:'c@fcﬁ’nf’tc( e bHRER- AOBFIONOX Yih - IIGE Y| @B e B¢l Acuuolio step 342 is
-y } - propi onam de, and the resul tant was subjected to

| utmm chr omat ogr a - chI form
o s e (R BRY rgantiop RtaP i i vt 0t Somhdes TEE S8R that e game fee
1H- NMR (CD3OD, 300MHz): d 8.801(d, IH, 8.67 (s, IH),
8.01 (s, 2H), 7.96 (dd, |H), 7.86(d, IH, 7.76 (d,
IH, 7.59 (dd, IH, 7.38 (m IH, 7.26 (m 2H), 7.17
(d, IH, 7.03 (t, IH, 5.20 (s, 2H), 3.45 (t, 2H),
2.55 (t, 2H), 2.03 (m 2H). Exanple 96: Preparation of



dried over magnesiumsulfate, filtered and distilled
under a reduced pressure. The resulting residue was

wWQ 261068425 i ed to obtain the title conpound (0.BECHKR2005/004437
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35% . 1H NWVR (DVBO d6, 300MHz): d 9.89 (s, IH), 9.01
(s, IH), 871 (s, IH, 850 (s, IH, 8.14 (m 2H),
7.75 (m 4H), 7.21 (m 2H), 6.92 (d, IH, 4.04 (s,
2H), 3.18 (m 2H)5 2.42 (m 5H), 2.18 (s, 3H), 1.75
(m 2H); MS(ESI): [M+H+] 519.08. Exanple 109:
Preparation of
3
et el Sy b pRL BCqf¥ S6h Bgta b hre, o the gupe.
iylnargxno éb%gsiq%g%ag@&7pﬁa gfzrﬁ}n? gq %Onpoglrﬂg-u? g%e% ?4%, output to the
-di met hyl f ormam de was reacted with 0.02 m of
rdie it @rinfifil i dhd pSberped facgurtimg stouhe dafliginagamef warvied method of the
hour s Whl l e heat| ng to 100 C. The reacted sol uti on was
di | ut ih distilled water, extracted with
eﬁrﬁiﬁn @é’?% on, washed wi th sat urat ed saline solution,
dri ed over anhydrous magnesium sul fate, filtered and
di st i | Then, imide gameseleciemisten db drlegeednin Ragsengersselactspygame on the
resi due was subjectedto colum chromat ography (el uent-
Ghlfage ginhe serﬂa{ hanomertidded: abbye.t waridht &imdstdfezatiesimay be provided
corrpound (0.03 g, 38%. 1H NWR (CD30D 300MHz): d 8.62

Ebéhe lln’_ﬁlghgg%gé E%’Vers’s_ﬁlg g]geﬁﬂ %ﬁ forébgga%gggfgf%select a game that

5367(m 4H), 3.35 (t, 2H), 2.99 (s, 2H), 2.48 (m

ghp pa@elmrwntssmplayl 94 (m 2H); MS(ESI): [ MtHt]

570. 28. Exanple 110: Preparation of

4- ( 2- dF1Rtchshoai ohe-exapll ¢l su@deni 0f théd ghide selection step 341, output on
nmet hyl - 4- (6- net hyl - pyri di n- 3-yl oxy) - phenyl am no] - qui na

z lin-6-yl}- butyran f ]
28 e e Ut B TRy e RRP iyt of e
|nstead of norpholine to obtain the t|t| e conpound
(0eeBt givedtion.. 1H NVR (CDO 3, 300MHz): d 10.27 (s,
IH, 8.76 (s, IH, 8.66 (s, IH 5 8.25 (d, IH, 8.12

(bs, | Mkanwhi®) sinte 1t3§'|}eqéﬂre5$o éiﬁhaﬁg& the Gatt rioheyahioba different kind
687(d IH), 3.44 (q, 88 (5. 2H), 2.52 (s,

3(@ gaé% mo@%%ﬁﬂ‘lebH)‘lﬁffamﬁP éB%negF%ﬁexza éﬁm(esto b%'ﬁs%dlb)? the passenger is
i V-{4-[3-nethyl -4-(6-nmethyl -pyridin-3-y

pipesificd rin tg g@fm iwelgetiomstep ] - agpgw(mow ﬁgq)nalggepg.x% gs shown in
-l -yl)- acetyl am no] - butyram de The procedure of

Ex@el iBayl SO dMplsyéeRQa#dMME ®0HeRInbodmétt bfithe present invention.
1- met hyl pi per a2| ne i nst ead of m)r pholine to obtain the

title und 05 B NIVR

d 10. ngtn‘gr)ly' 'Fll)s r§1% u%t%/nelgg @sg‘) selgc‘ugg sgc% %Sh%g»’gg{?z%f(} 8 may be
2H), 7.79 (s, 2H), 7.53 (m 3H5 7.10 (m 2H)5 6.87

(eitputhl oge smbadiprent of hg presemt ipgentidp)so that@ma@gp@gemy select a game
2.51 (s, 3H)5 2.40 (m 6H), 2.29 (s, 3H), 2.23 (s,

31|r'1!)§ dl:s@e%i Eﬁbg&ﬁ)m'—:é@'ﬁﬁéeearﬁéﬂg stig@Pageattys gaines and multi-user type

( 2- met hanesul f onyl - et hyl am no) - acetylamo]-L

{ 4aa!£ﬁ3ng§ha @ﬁﬂtlgnyﬁn}caﬁqﬂ %g&x%?gdglf‘ﬂlg SB I Oé%be@e@%%&?&ted a game

109 was repeated except for using 2-
meoéaseentiohsnseer b yhewn ineFliGh Ot mayl be putpyt pshesi¢cha degired one of game
obtain the title conpound (0.04 g, 33%. 1H NVR (CDC

%\ooi%ﬁgmgg)iéh the a%é’e ge‘?r mb?')play&h@‘ka%rﬁgxﬁl’(ﬂgersl&ﬁ)?&eﬂ (ic%uainted or with

Be%?jﬁd Zﬂgﬁsong 162'[})(&3?)«1&%1%1 Zgﬂgn a%tHz:r §a)ectn§1 Eﬁrefl}n dccording to an
2.25 (s, 3H), 1.96 (m 2H) 5 Exanple 113:
Pr epar ation of
4-[ 2- (2- met hoxy- et hyl am no) - acet yl am no] -i V-
{4-[3-nethyl -4-(6-methyl -pyridin-3-yl oxy) - phenyl am no]
- qui nazol [ n- 6- yI} butyram de The procedure of Exan'pl e

A NN o o o -



phenyl am no] - qui nazol i n-6-yl }-3-(3-furan-2-yl net hyl -
ei do) - propi onam de The procedure of Exanple 123 was

w0 epeatsaes except for using 0.02 m of PCT/KR2005/004437

10

15

20

furfurylisocyanate instead of ethylisocyanate to

obtain the title conpound (80 ng, 80% .1H NVR ( DMSO- d

6, 300MHz): d 10.34 (s, IH), 9.80 (s, IH 5 8.70 (s,

IH 8.48 (S5 I1H), 7.98 (d, IH), 7.83 (dd, IH, 7.69

(m 2H), 7.51 (s IH), 7.44 (m IH, 7.30 (m 2H)5
.22 (d, IFD .16 (t, IH, 6.38 (t5 1H), 6.16 (d,

(%)'Bogﬁjlgm %hlf $r1|)the2p-ﬁ g@?ii‘?pﬁ%ﬂ) 134'%n elg epar%ela?fo%r?ap%&er is showm in

(2-{4-[3-chl oro-4~(3-fl uoro-benzyl oxy) - )
pHEnylPanilnefidigionniazesst of 8-s|otanrdbianfogame &t PRFFEERABY FFiect a single
acid nethyl ester The procedure of Exanple 119 was

rs E’ﬁﬁ{cﬁl@ EXE B8Rt pdsQngbis plags hed with an airline company (or, a dealer or
et hyl chi or ofor mat e i nstead of ethylisocyanate to

SR ardanin el R o b%%a%@le f*%“’%% 51?%399 game with
781(s 2H)5 7.57 (dd, IH), 7.38 (m H)h

2hipBi menszm(d@‘ hausf (oqa@qal@t or q1;.1|)ne ogng:@nz)s ogglb the ga@g is a multi-user
(s, 3H), 3.51 (t52H)5 2.66 (t, 2H). Exanple 127:

Prgparation of (2-{4-[3-chloro-4-(3-fluoro-benzyl oxy) -

phenyl am noj - qui nazol i n- -yl carbanoyl j-et hyty-carbam c

acid ter Th r dur

r epeat Jé}ber% 2 amﬁF ﬁg] %c? P n$42E])é%@Ae?ergr&1?ed\AEa§ne fee is deducted
phenyl chl orof ormate i nstead of ethylisocyanate to

ofsorai the tgamet inphey o thsopasden@e0 aftgr thzopasseriger fplFets @rgaops but before
300MHz): d 8.54 (s, IH 5 8.07 (s, IH, 7.80 (d, IH),

! f 3itd) gamie ££8 nfafib d, but th
Z%Qy%né%e 8éa!fﬁe A@?duécﬂigg&&%e arld §Qowﬁr[ﬂé)6'&%'d2 g ZGH) Srr(a?’l e varied, but the

&an{eﬂr%?)de%pg&b StgD (23§2f1|s Lﬁ& @ttﬂ g%c)%r% a part of the game money of the
phenyl am no] - qui nazol i n-6-yl car banmoyl } - et hyl ) - car bam c
apdssenigenay4 psteof tegameoeder andthemredsing the milgage of the passenger
repeat ed except for using 0.04 nml of

| £Bhs2y 6f ﬂl’é'@%}rﬁ: inBadye adinOhiseddh¥ide fadior 2ihdtganteOfee deduction step

tgg?éné:t he title con‘poun}g (élo :Tg 499 . 1H NWVR

O d6 10. 2 77 (s, IH), 8.68

@meferggﬁ/gexe ateci ]g‘)hene?/%%%exae 1§%yed7 83 (dd, IH),
775(d IH, 7.70 (dd, IH), 7.49 (m IH), 737(
6H), 7ARSr (adgarhe-l)fee s Ziad(lctted lipd)the fgame fes, dedyction s@qp 342, a game
(s, 2H), 3.38 (g, 2H), 2.60 (t, 2H). Eai anple 129;

Pé){%?ﬁ‘t'i(?rf 509 388 for executmg a game selected by a passenger is executed. FIG. 11
3-chl oro-4-(pyridin-2-yl met hoxy) -

)p QW%:&&%%%] %fggvkmééao{iékeprg@%]ﬁﬁgf:}{ﬁqte gsha%x ?et: ¥t Al 1n311ght game

3-am no-N-{4-[ 3-chl oro-4-(pyridin-2-yl net hoxy) -

pleevige awthmd]ofqlne pragait invedtign.} - pr opi onami de 350 ng of

2-{4-[3-chl oro-4-(pyridin-2-yl met hoxy) - phenyl ani no] -

qui nazghi,Bv&; Mlecg%mlﬂle&lu&fomélte)rﬁ fay BaRk&cudsd kfore or after the game
-butylester dissolved in net hyl ene chl ori de

was react ed th 7 m of trifluorogcetic i d Qom

CEREBROR TP 1 5 R AGATCRESHRLAYS Aoy RAIE SO AT AP JEgHiS & computer or

distillation of the reacted solution under a reduced )

pplegsanmltiwsersgalf game agditst Stheriusas, & eaddyfeedt agredeigsmined ratio or

sodi um bi car bonate solution for 30 mns, filtered

u J ' ttRd Fed Jléd'u@tion step is

C%ﬂng%rﬁc%z{ pad dvhrge %gserig{;qn Al ifle <0 AL N%Zarhé‘ p

8..57

, IH), 8.50
gewut?dﬁ@fqrﬁ]tﬁe eyw@ﬁxs@étgﬂ.nasger( m H)Pw?vew 1 525 Of(%!’%r%;%ame such as
IH), 7.19 (d, J 9 Hz, IH), 5.294s, 2H), 3.53 (bs,
2H), 2.65 (bs, 2H). (129-2) Preparation of
N-{4-[3-chl oro-4-(pyridin-2-yl met hoxy) - phenyl am no] -
qui nazol i n-6-yl }-3-(2-met hoxy-acet yl am no) - pr opi onani d
e 30 g of 1 hydroxylbenzotrlazole and 85 g of I-(3-

~ I



10

15

20

phenyl am no] - qui nazol m 6-yl } - 4- (2- met hanesul fi nyl - acet
ylam no)- bu yram de The procedure of Exanple 118 was

w0 epemtsaed except for using 0.11 g of the conpoREMKR2005/004437

obtai ned in Exanple 137 instead of the conpound
obtained in Exanple 117 to obtain the title conpound
(70 nmg, 61%. 1H NWVR (CD30D, 300MHz): d 8.57 (d, IH)
8.43 (s, IH), 7.88 (d, IH), 7.69 (m 2H), 7.57 (dd,
IH, 7.38 (m IH, 7.25 (m 2H), 7.08 (d, IH, 7.02
(t, IH), 5.16 (s, 2H), 3.82 (d, IH, 3.63 (d, IH,

%_Bgcq’gag? an%FBokfé 87 gpﬁ@t ' mAtine %arﬁ% z{bredgfé}minjcd%rc(eﬂ’tage of the entire

reparati o

V- 2- 4 3-chl -4-(3-f -

AT L T R —_
-acrylam de (139-1) Preparation of

Nafdtgdrde,hd @daterded ﬁﬁréfdmbwmmmmxg@h grinemigleadédao] -

qui nazolin-6-yl} -formanm de 2 of the conpound

obt ai P dBtioRtep Ok oney ma
acid |ésj1§‘!(:)1 )épe }edg% ofllg’llg:lﬁ o?%rgn%tzﬁe nelovvaé3 reg]gtaeem ymey
with 1.64 nm of pyr|d| ne and 3.88

| be( @ansfereadhatwaeBRsseRarry due & Hip reagmo%ﬁ ¢aghggame.  Such changes of
hydrochl oride at roomtenperature for 3 hours. The

BEn&ArY ishasshady biorddinatle pagengea-nibehige ddtapasessthas, when the
after addi ng saturated sodi um bi carbonate to obtain

t%%%tlg%ﬁ@ zﬁ‘ngalgzﬁg%w c}% }f%ﬁe%ggr T@%?%: dat a% sgfnchromzed with

(d IH), 7.88 (d, 76 (d,. I.H, g
7he gas(sgr@ger-mqjeagq dgtgbz(smof |t1|19 arriya za;xrRom seg‘{.cbr an tliezc ges are reflected
IH, 7.03 (t, IH, 5.21 (s, 2H). (139-2) Preparatlon

Un thid Els%eﬁé’drﬂﬁﬂbaée dBtabise off theh@nlyd Bxyihg system.
rheny? -met hyl qui nazolin- 4,6-diamne 1 g of the

conpo 9- e E ;
comoud, S0 GRisphE’s Ao R the Phefphelt n S&Fa shopping
di ssolved in 5 m of THF at OC, and react ed for 4 hqur

whall eohpanchasg dwz-fees) Dradyatsswal § tesideel eamyn@oRgya R ghe airplane
solution was dried over magnesi um sul fate after addi ng

OacRordlingdto tHE HitdrsloRchwad pdssengeBand thefpolichoftheaniise company.
sodi um hydroxi de solution and 1 ml of distilled water

seque |aII fllter d..di d d :

or s urfhpstrised BREfief gt Slpbisl il B st HIUF RSy use bisher
col um chromat ography (eluent- chloroform: nethanol

18sidual) garee @ngln Floweyer |ia esppotRstiuah gamg meney) is Psmaller than
1H NVR (CDC 3, 300MHz): d 8.57 (s, IH), 7.79 (s, |IH),

sé ¥hesl chaddin(the sh 11,
3pu?é—ha(s€| Brlbé"))f thé- ﬁ&L{gﬂglgt ?];d) als I—Dné& \(114es(tg|)pu;_ o 151( 34 shopping ma

PN AT TR A e —
qui nazol i n-6-yl } - met hyl - car banoyl ) - et hyl ] - car bani c

awsed togather ipstiew df. B aimoff the@reseRpEy PR St AFegetaiy related to the
(139-2) and 1.02 g of 3-tbuthoxycarbonyl am no-

pxhﬂ@alg‘érﬁf(pa@ééh rdb ﬁfaﬁb%éﬁdnlthh poséfigepileyigd dataleasevef ehe in-flight game
r eacted with 1.29 g o

T OB SR P s o

reac; ed solution was distilled under a reduced ,
proasislered that & enedit saxsoiswised foggther vithuthgreamesmengyngnd the mileage for
bi car bonate was added thereto. The resultant was

CtirE R hriviichs mh@ﬁpﬂfgm}%gbmgaﬁau washed with

saturated saline solution ried over nmagnesi um

sul fa |.tered and. di st d under a A

pr ess&ﬁg; %FFbOW%%S*P@B&?ﬁtWBaR@%F‘mS%& sg‘lﬁ]%eg%e%g?m ¢ is executed,
col uim chromat ogr aphy (el uent-;ghloroform: nethanol =

15 : 1) to obtain the title conpound (0.62 g, 80%.

1H NWR (CDCl 3, 300MHz): d 8.78 (s, IH), 8.38 (s, IH),

7.91 (m 2H), 7.70 (d, IH, 7.59 (m IH, 7.34 (m

IH), 23(m 2H) 697(m 2H) 517 (s, 2H), 3.42

~ O~ ‘~ -
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(145-4) Preparation of (2<5)-pyrrolidine-2-carboxylic
aci d{4-[ 3-chl oro- 4-

W@ paosioei4ms 2- yI met hoxy) - phenyl am no] - qui nazol i NPGF/KRR008/004437

i de The procedure of (2-3) of Exanple 2 was repeated

except for using 200 ng of the conpound obtained in

(145-3) instead of the conpound obtained in (1-5) of

Exanple 1 to obtain the title conmpound (130 ngy, 79%.

1H NWVR (CD3OD, 300MHz): d 8.57 (s, 2H), 8.49 (s, IH,

7.93 (m 3H), 7.75 (t, IH), 7.60 (d, IH, 7.39 (t,

l; 71 3 i Sof the present
(It [ ightygaipl) sepyipepciid Behorgfhe R off criofiplentof the p
Preparatlon of

(ipwgntiongcr y| oyl - pyrrol i di ne- 2- carboxylic acid {4-[3-

chl or o- 4- (pyri di n- 2-yl net hoxy) - phenyl am no] - qui nazol i n

-6-yl }-am de The procedure of Exanple 18 was repeated

except for using the conpound obtained in (145-4)

inste f13tihg FRMR ?m]e) i fRdeaccording to
16 toqf)ig?a?npt [owd tgrfrlﬁué?ﬁhﬁg@ﬁqn IRt SeNlc%?NI\/R g
(CD30OD, 300MHz): d 8.65 , IH), 8.65 (d, IFD 8.58
(cgleemlbodlmefé@fﬁl@seiemlf@mtlon? 70-7.80 (m 2H), 7.65

(t, IH, 7.40 (t, IH, 7.20 (d, IH, 6.55-6.79 (m

| H), 6AS6hdwidin FI4)., 135.i188 paskdngdrHpgs t e indligittdame server through a
4.60-4.70 (m IH), 3.80 (m 2H), 2.26 (m 4H).Exanple

lcg%xt RP Frflﬁng G&épgﬂg)t);%e pas sleslger selectﬁ a Cjiesue game (ste 5 l) through the game

pyrroli carb xyl'ic
acid

{selection pyresrpasshopPan §H9 25-y | et hoxy) - phenyl ani no] - 7-

met hoxy- qui nazol i n-6-yl }-am de The procedure of

Exanplig ckSe Was garepseleadd dyahptpa§sengarsis mgmaktbudey iyppecgame, a list of
acid instead of acrylic acid to obtain the title

C%aﬂ?e?%b@re 4inéi'§5?gs t&%@ate%a’f%?%ﬁl%?’ ¢39%0g£ﬂg@ is ?_Et%uggn the client

|‘qa;)m1ngl2 g@n @d{n q;pBG z smgfgeuzseﬁ{yp; g?r:rlle 5sd ge}ec(qw a|11|s|5 ot3 @&w corresponding
(s, 2H), 4.82 (d, IH, 4.05 (s, 3H), 3.77 (m 2H),

20&aldgory &f) single-YBer-type daindsnis odint (s?epOﬂ)( sIf t‘hbl)selected game may be
Exanpl e 147: Preparation of (2S) -

R )
(A B 0 SRS s ot s o
Béﬁaglnazolln 6- yl}-am de The procedure of Exanpl e
8yedepeat ed except for using JV4-[ 3-
chl or o- 4- (6- et hyl - pyri di n- 2-yl net hoxy) - phenyl ] - qui naz
ol i n- 4fG&helipasdengeraselécts hambitingserayr gahe theopdsadnget selects one of
title compound (250 ny, 66% . 1H NWR (CDd 3, 300MHz):

11?1-1?5%1'7 &%{e l%a};‘%f_ﬁlg ég égﬁftts Ia@%e%n%&é&@?éﬂ Waﬁsi Zelggis é%ame partner

( d@g|5@ﬁ§ a;ﬂﬁt}?en@f Egl@ gb@ép 175| q%;cutsd @sgep( %le) tq>gfbther5v1t26gztrge fee deduction
2H), 5.02 (m IH, 3.93 (m IH 53.74 (m IH, 2.58

(Step3), the PRsdriger Ay plad-tB8gdme. 1 H), 2.15 (m I H).

Exanpl e 148: Preparation of (3U, 55)-acetic acid

| -acry ) :
4 oy AT, Aot Wb elsots o O nple S Sy, ey g e game is
banoyl } - pyrrolldln 3-ylester The procedure_of Exanp

emscmg (stemh @3 degatharapth gasne {pgidsduqiiog, (Aw,&éé)etﬂ&mssenger may play
pyrrolidine-I,2-dicarboxylic acid-1- -butylester

| the bemd. of (28)-pyrro|idine- 1, 2-di car boxylic

aci -I--butylester to obtain the title conpound (300

I’8T%},604(6 Cﬁ H)ls g%jeiaglFDr%t Fpg’cggm% ?%ssg'r%ea?)lagfg é_%nae only once after

IH), 7.75 (m 4H), 750(s IHg 7.34 (d, IH, 7.25
(t, IH, 7.06 (d, IH, 6.53 (m IH, 6.40 (m IH,
5.81 (d, IH), 5.57 (m IH), 5.29 (s, 2H), 5.08 (t,
IH), 4.20 (m IH, 3.89 (d, IH, 2.67 (m IH), 2.52
(m of

IH), 2.12 (S 3H). Exanple 149: Preparation
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(d, IH), 5.81(d, IH), 5.30 (s, 2H), 4.43 (d, IH5 3.77
(m IH 53.64 (m IH, 3.49 (m IH, 2.80 (m IH)

wG2004868423 IH) 5 1.70 (m 3H). Exanple 163: PrPRP@UHEKRRI05/004437

of |-acryloyl-azetidi ne-3-carboxylic acid {4-]3-

chl oro-4-(pyridin-2-yl met hoxy) - phenyl am no] - qui nazol i n
-6-yl }-am deThe procedure of Exanple 145 was repeated
except for using azetidine- 1, 3-dicarboxylic acid-1-
-butyl ester instead of (2S)-pyrrolidine-I, 2-

di carboxylic acid-I-?-butylester to obtain the title

glgg%ﬁg gﬁi, { %nﬂ%%@é%ln@%tﬁe%&n%%}f%ﬁ ggég/?%%lé (rgpeatedly may be
Gapsicereda (i hf yep: e Aasieaet PRy deisopine whelhgio psoipe same game
(s, 2H)5 4.60 (m IH, 4.29 (m 3H5 3.49 (m IH).

Bagairpwith Hitedsanter m‘@eﬂ(s'te(prﬁhﬁ, select a new partner (step 542), use the game in a
| -acryl oyl - pi peri di ne-~-carboxylic acid {4-]3-

C&]h“ {eﬁt f}xogp Y{ﬁfﬂﬁoceagg% E}féxl%ﬂl%gh &?ﬂé a0 Qhkmd léht'é@@&' (bt'ép 544), play

145 was repeate

except for usjng piperidine- dlcarbox lic acid- 1-

-HUEYy B # 2 (HETres gaiseo Astpp é%ﬂa o it Hing ths. gagi.

di carboxylic acid-I-?-butylester to obtain the title
cormOUIlndca(sé"é msenigel%wanﬂsHONMR (helan®:, i830ddtmninal Yhether or not to

IH) 5 8.65 (s, 58.60 (d, IH), 8.45 (s, IH) 5
Sezég t% ?%mglrﬁ%ﬁ’ gg)%h%;és%glaéoﬁ? (% th "sl):le?té(gp’ étf’lt_ll)fegﬂ)assenger or the
5.85 dd 00 , 3.25 (t, IH 2.30 (d, O

H“bthPfEh? alrlgleesmpﬁﬁly @F‘DP anpl e 165; Preparation of

(2-S)-1-acryl oyl -pyrrolidine-2-carboxylic acid

{ 4- [ 3-Iahdase ehet pispprided ideeidey toresentheyshoppiag yhal(step 56); fihe shopping

uor o- qui nazolin-6- yl}-amde 5 (165-1) Preparation of

4- chl AN [ i f

Iﬁ&l'l“ sBhfafih b8y E ML B RO E 2o TRARAL B Rladt may purchase
npl es of International, patent publjcation WO 00/ 03

1@43—freg prodgistsin ﬂm@ggmmh@fher residual game money.

[ 3-chl oro-4- (pyridi n-2-yl met hoxy) - phenyl ] - (7-fl uoro- 6-

ni t r o- Aftenthe Phisenger Yikgs tAsshapphygimall lok i cade tisapdssehgendecides not to

of t he compound obtained in (165-1) and 74 g of

[
S b E i B £ IRt TR Ve P FE IR, peggeneer to quit
|sopropanol The reacted solution was cooled, filtered
e apcess Wéb@lefeﬂl&bﬁéﬁaﬁ@"’e%shed with acetone and
dried at 40 "C for 15 hours to obtain the title
conpounfler thtlBgging DL kstep((3p-53), HeepRsaigeomagfuse the in-flight game
NA-[ 3-chl oro- 4- (pyri di n- 2-yl nmet hoxy) - phenyl ] - 7-f | uor oq
nazol i r -
Es)g:r\?} ¢ acc?rd Wa%% tﬂe gf"e"tsgxg 1;&16%‘(18{1 %%%?Hlu g”lr%tfb}ﬂl?)gé%g 8{1 (Sttﬂ)eso)'
corrpound obt ai ned in 65- 2) i nstead of the compound L
obt ai niédhe Rassanges guisy %’ﬁ?ﬁlséo the gn-Bighsgame servertthis information is
conmpound (1.3 g, 91%9. 1H NWR (DVSO-d 6, 300MHz): d
9tr2813m(it$ed tdfihe MahOsdrder thihugh8thdarfisal dithort Bfté&3artiving at the arrival
7.91 (s IH, 7.71 (t, IH, 7.58 (dd, IH), 7.35

%@t”%ﬂd sgeg}%%' nZ%y (ﬁleglgghrea orlnHEiPn gn-:fi%e (aﬁer 1%'5'2 ' However, there
(25) - 2 {4- [3 chl oro-4- (pyridin-2-yl net hoxy)
pRan PE antime] defayt pfigbentcariendayofar the pys&@ag%aweyk he infprmation in
i di ne-1-carboxylic acid -butyl ester The procedure of

(cohSrddatioh oEgsmmaetrMsﬁnm figeertledilexcept for using
1.74 g of (2)-pyrrolidine-I,2-dicarboxylic acid

1-r-b | est er und j

(165 Rl i Dot Sufipn 1S HBFE RCbnsPotofh BER kL' payment by
Exanpl e 145 to obtain the titl egconmpound (1.1 g, 89%.

1H NWVR (DMBSO-d6, 300MHz): d 9.71 (s, IH), 9.49 (d,

IH), 8.90 (d, IH 8.65 (d, IH, 8.41 (s, IH, 8.20 (s,

IH, 7.90 (s, IH), 7.88 (t, IH), 7.67 (dd, IH, 7.59

(d, IH, 7.38 (t, Ikb 7 21 (n1 ZFD 5. 25 (s 2H)



(t, 3H). Exanple 172: Preparation of
(25)-1-acryl oyl -pyrrolidine-2-carboxylic acid

W@ 200686833 or 0- 4- (pyri di n- 2-yl net hoxy) - phenyl anPCIKRZ006904437

10

15

cl opr opyl nmet hoxyqui nazol i n- 6-yl}-am de The procedure
of Exanple 166 was repeated except for using -[3-

nmet hyl - 4- (pyri di n- 2-yl net hoxy) - phenyl ] - 7- et hyl sul f anyl
- qui nazolin-4,6- diamne instead of the conpound
obtained in (166-2) of Exanple 166 to obtain the title
compound (250 ngy, 32% . The procedure of Exanple 166

r t te related to
SRR IR PR e o i
thoxy qui nazolin- 4, 6-di am ne |nstead of the co .

i EATRUNE [T IB8Y B TSt b, Fodres Bieaetnp R ERgg pystem in an
conpound (19 ng, 5% . 1H NI\/R (CDA 3, 300MHz): d 8.61
(afrpland)is infteBRor{ably elbeuded? 7THoweyer2 bmileagé deduttePdd) ¢ dealer fee or the
7.20-7.40 (m 3H), 7.01 (m IH), 6.43 (d, IH), 6.19

(l‘i’lgfzfr%@ tthBa%geé&%r % allﬂén% o&%n?r'%pra}niﬁﬁe?%tﬁggf |(t1‘1'mg above system is

isl;bgred;qxglgtggs%{qleﬂ;% &a?' bGe?’soicfj by glrj_?ac’t agée4sg og the p%'s_gehgeErx a%trerpla%ertain time,

(2.5)-1-acryl oyl -pyrrolidine-2-carboxylic acid

{ dot i3 tieMiploredsd @ytbigdi apidfiyl met hoxy) - phenyl anmi no] - 7- cy

cl opentyl oxyqui nazol i n- 6-yl}-am de The procedure of

Exanp

rec oy (0 AERAFEASHERETAION hchghel cmy%%gséaﬁ g money and

y-qui nazol i n-4, 6-di am ne |nstead of t g h

bt an et gameEvisy MsfhoghapvaieTERsiPg WpteRvR meiaod peqogding to the

conmpound (300 ny, 61% . 1H NWR (CDO 3, BOONFE): d

9pr8§en( Snvéntlon Eav%Sbe{eﬁ ddschibedB. R it sshodld) be ﬁmaers((md that the above
7.67 (m 7.57 (d, 7.41 (dd, 7.21

sﬁgiéﬁéﬂon (gc?%%zno %8“(_% h%lft% gﬁgﬁ%{f)the ilﬂ%ﬁtléﬁ '{‘}:d % the appended

, 1.60-2.10 (m_10H). Exanple 174: Preparation of
|°J'31€T2’> {msqeslf@wwame eq.. (pyrl di n- 4- yl net hoxy) -
phenyl am no] - qui nazol i n-6-yl car banoyl } - et hyl ) -acryl am
de The procedure of Exanple 22 was repeated except for
usi ng N*-[ 3-
chi oro-4- (pyridi ) I lin-4,6-
di am ne instead r)?ﬂplﬁg@%g"gﬁn%@o glﬂrl;{elgg 1-4) of
Exanple 1 to obtain the title conpound (10 ng, 13%
1H NVRBY aswershe sughed, for exehanging guilepgy forgaages mepey md also the in-
7.94 (dd, 2H), 7.80 (d, IH), 7.60 (m 3H), 7.20 (d,
| filght Bar® sérvicel hitho® abd syslem|ddpordthg?® thepréseht inve@fbn, a passenger
(s, 2H), 3.60 (t, 2H), 2.80 (t, 2H). Exanple 175:

ﬁ(p ar c%&hggs rgflea%% f(‘?'x) allme( x%ogéy%tﬁ%ydséﬁ"n{‘& B %lgﬂe &a? %hj)oy game along

yrro
{4-[3-chloro-4 (pyrldln 2- i;lnethox;g/lr
pretagethen wish othepppssenaproini thasspiane Brgygh each glientfgrminal installed to

procedure of Exanple 166 was repeated except for using
4eacHisaBt &¥y/iha MHifiand UindncoAnedtéd &t inrRighngdamé sately biuwsing the game
acid to obtain the title conpound (100 ng, 22%.

14N 888(s
.wé%é@?o cg’wﬁ%?%%%‘.thf%ﬂ%s?‘*s éf%wk% 76
d, 7.57 (s, 7.51 (d, 7.26 (m I H),
7.15 (s IH, 7. 06 (n1 2H) , 6 36 (d IH), 5.28 (s,
2H), 4.92 (d, 2H), 3.95 (s, 3H), 3.73 (m 2H), 3.13
(d, 2H), 2.52 (m IH), 2.27 (s, 6H), 1.92-2.13 (m
3H) . Eai anpl e 176: Preparation of
(25)-1-aciyloyl-pyrrolidine-2-carboxylic acid
{7-chloro-4-[3-chloro-4-(pyridin-2-yl methoxy) - phenyl am
I no] - qui nazol i n-6- yl}-am de Thg procedure of Exanple
166 was repeated except for using N- -
nmet hyl - 4- (pyri di n- 2-yl net hoxy) - phenyl ] - 7- chl or o- qui naz
olin-4,6-di am ne instead of the conpound obtained in
(166 2) of Exanple 166 to obtain the t|tIe conpound

~rees~N NA NN VA WS PN\ AR A ~ 2 —a



di carboxylic acid-I-?-butylester to obtain the title
conpound (49 ng, 6% . 1H NVR (CD30CD, 300MHz): d 8.69

W@ 2006068423 8. 49 (d, IH), 8.35 (s, IH), 7.81 (mPQHKR2005/004437
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7.64 (d, IH, 7.51 (dd, IH), 7.33 (m IH, 7.10 (d,
IH, 6.30 (d, IH 5 6.26 (d, IH, 5.68 (dd, 2H), 5.20
(s, 2H), 4.67 (g, IH, 4.01 (s, 3H), 1.44 (d, 3H).
Exanpl e 190; Preparation of

(LS)-JIV-(I-{4-[3-chl oro-4-(pyridin-2-

yl met hoxy) - phenyl am no] - 7- met hoxy- qui nazol i n- 6-yl car ba
"Wi—IIATelTS L VS Y ,a;n deThe procedure of Exanple 166
\/\mep-e-?(‘-eé—ex-te% or using

(2R) - 2- t but hoxycar bonyl am no- propionic acid instead
of (2 )-pyrrolidine-l,2- dicarboxylic acid-1-
-butylester to obtain the title conpound (32 ng, 7%.
1H NVR] ( CD3@0hetB08 ¥bizdxchandng tileage With dante. Mbndydthat tdpy be used in
8.32 (s, IH), 7.80 (td, 2H), 7.78 (d, IH), 7.62 (d,

47 IH, 7.10 (s, IH, 7.05
%‘Qa‘f*?—'ﬁ“ g(egrgetpé&'é%{;nﬁggﬂ (d, IH. 5.66 (dd, IH),
17 4.64 (m 3,95 (s, 3H), 1.39 gd, -
E@é,ﬁgp@ ngla paﬁe@gférquq:s(gﬁlgo an on-line issuing $ystem of an airline
(15) 7V- (1 -{4-[3-chl oro-4-(pyridin-2-
y&d'ﬂ?%dih@XWﬁh ahesty ilehgrodlatd réfrtel ax \anqustwadlateédrmBeageaafithe passenger,

(
5

ethyl)- '- methyl-acryl am de The procedure of
f
( %WB ?itgjgeg ﬁ@xsﬁr%ta agat%%joﬁﬁg gﬁ lﬁnfe%suﬂ%)sglpr o b' oni aC| q

instead of (2 )- pyrrolldlne- 1, 2-di carboxylic. acid-
_ but y| e tcenvering pisesondimieage data fopApatimg 2l a{ %acce%ulated mileage
1H NWR (CD3OD, 300MHz): d 8.56 (s, IH, 8.43 (d, IH,

8inZ® a(frst kithe rﬂor?e? ddsl for2k|)gam'é mhdndydto bH)u,secY i 8he( dirplane at a first
7.41 (dd, IH), 7.26 (m IH), 6.9 7(s, IH, 6.94

I'H),
( ddaartég') r%% ééi&gige{ b’ﬂb’ th% % ﬂjrfedgorhggnzy gcc?ﬁyﬁénéo tntension of the

3H), 1.41 (d, 3H). Exan'pl e 192: Preparatjon
7RASgEngeEY A than @ipgng_tl(lq)ﬁ,rstoga,mezm)@p%@h@xly) the ﬁrst database, when the
phenyl am no] - 7- f | uor o- qui nazol i n- 6-yl car banoyl } - et hyl )

- Béxkotigerpelehaaea i @ eidkétafaie NaRIbMpaR Was repeat ed

except for usi ng (3-t but hoxycar bonyl am no- pr op| oni c

d d of
Zg: d- Il&ﬁ L‘%ﬁﬂﬂ sé %e)t' rEtyé%r?é }ngh{lﬁdea{t% gttorégf @gﬁ? gﬁ% éiafag%se to a second
199 . 1H-NI\/R(CDCI 3, 300MHz): d 8.79 (m
ggggaa@qpf 2 Fyst aizpes sgryer cpﬁ.q) departm@ a(nﬁ)orqcpgresppng@g(tﬁ]the flight ticket of
7.52 (m 3H), 7.22 (m IH), 7.01 (d, IH), 6.30

(ﬂile Kengdt; 484 theh tdahBmitPndhe (bt éakﬁe, mOned6ddts frodtthd second database
(m 2H) 2.74 (m 2H); I\/S(ESI) [ MFNa] +

(‘rf. gg':fﬁrﬁrp Aca%hasillof y e rgir: ?stg{vl% g 3. 3pgsi c1ﬁ rglane .of the departure airport
[ 7- met hoxy- 4- I-penta 2,4-dienyl-1Ii

- ¢arnchapenidis tpl therflighl tigketiod sl passe®egts] - anide - | The

procedure of Exanple 166 was repeated except for using

-[ 1 ben@)'updétm the first ghame money data into a second game money data when the
H i ndazol - - 7- et oxy qui nazol i n- 4, 6-di am ne

I nst ead of, t eco bta ned in (16622

IR T Res Rt ol R PR and iR et (Sgﬁ%m%ﬂﬁ alff S so tat he

(CDC 3, 300MHz): d 9.81 (s, IH), 8.99 (s, 5 8.61

(Brst game n@ngyz)da{tg is Qﬁpgedﬂn@the'pemd(gﬁnegnp@y aggagd 51

(m 2H), 7.37 (m 5H)5 6,54 (dd, 2H), 5.84 (d, IH),

5 60 (&% t?ah%mﬁtl%ﬁg tHeTsecbhll .gatheQlodey: dathite a3folBth3dbababdTof a second
.98 (m 3H). Exanple 194 :

Pre aration

Ry Figgl opartPhen st A prives o ghe amival airpor, then

{4 [ 3-chl oro-4-(6-nethyl -pyridbR-2-yl met hoxy) - phenyl am
i no] - 7- met hoxyqui nazolin- 6-yl}-am de The procedure of
Exanpl e 166 was repeated except for using -[3-

chl oro- 4- (6-net hyl - pyri di n- 2-yl met hoxy) - phenyl ] - 7- et h
OoXYy- qU|nazoI|n 4,6- diam ne |nstead of the conpound

I A NS N\ o — o AN~ 2 I L



col um chr omat ogr aphy (el uent- chloroform: nethanol =
15 : 1) to obtain the title conpound (68 ng, 169%.

WA kboblE84CD30D, 300MHz): d 8.71 (s, |IH), 8.55 PCI/KRR{)05/004437
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8.40 (s, IH), 7.89 (m 2H), 7.70 (d, IH), 7.56 (dd,
IH, 7.38 (m IH, 7.13 (m 2H), 6.72 (m IH), 6.35
(m IH, 5.83 (m IH), 524 (s, 2H), 3.99 (d, 2H
2.91 (m 2H), 2.32 (s, 3H, 2.15 (m 3H), 1.94 (m
2H), 1.48 (m 2H). Exanple 208: Preparation of
(12?)-JV-(1-{4-[3-chloro-4-(pyridiii-2-

yl net - ~ LM [
traélsmhﬁ?)r(lg}lbeg%g&%/ci %{:Hﬁk?g aé:ar%?/ F‘%W@é 3fc}1§'§1{r]§3iéﬂ%as§ l(t:Hr ﬂ?ﬁ@&‘ﬁ’ét database so
acid was dissolved in 4 m of THF, and cooled to 0 "C

. thathe firsogarpg masickh dagis urigtegy toot#)e second game money data in the first
| - (3-di nmet hyl am nopropyl)-3- ethyl carbodiim de

hasggtasd| ori de were added thereto, the resulting

solution was reacted with 284 ng of 2-am no-
N-[4-[3-chloro-4-(pyridin-2-yl methoxy) -

phenyl am no] - 7- (2- met hoxy- et hoxy) - qui nazol i n-6-yl ] -pro

pi onam de dissolved in 4 m_ of THF as a starting

mat eri 4l f dhe3uethachior exehangingrmideage feiieams mgney,Afogrding to claim 1,
whi |l e heating to roomtenperature. The reacted

Sfakthél @mpMagafifietle Wepf 69t ur at ed sodi um bi car bonat e
solution, extracted with a m xture of chI or of orm and

met han dri.ed SO r
disti| Sonvrexdtg}g %ga‘Fn glu s%a(lsﬁﬁ géé'lsl% ;ﬁéo%’eg atfg:) fﬁm"i‘l 1lez%e data of the
resi due was subjected to coI um _ chr omat ogr.ap h

(Reisspmger atghieoprst OYoRAngeiatip dgtermineddy: thqurilee %paarqy aegerding to an
title conpound (87 ng, 28%.1H NVR (DVSO-d 6 300MHz):

din%n?ﬂ)n(off,thd ;B‘é)ssen%eﬂ%nﬂ $hen| d[ﬂdatlﬁg fhg: ﬂg‘gt m(ljlbﬁge cBa.t?ﬁi7htc(8 glfourth mileage

ag%th('{? gepsrgZeg(bifdeg@q ﬂ(léasgg v%gl (Ilo'_bci)ﬁze‘rég xitg]tlzé n@me money from

, 5.69 (m IH, 529 (s, IH), 0 (m
(1fne agimulged mileage RH) mllgagga'apg cogqq;ponlimgltO(tge thg]q)mlleage data.
Exanpl e 209 : Preparation of
(25)-1-acryl oyl -pyrrolidine-2-carboxylic acid
{4-[3-chloro-4-(pyridin-3-yl met hoxy) - phenyl am no] - 7- (3

;);m Eg ! ny‘g %’F{) E él)vglgﬁgﬁiallzs&lvﬁcg;c% d}ﬁ%ér?g@sdfn ar?%ixggane, which
[4-]3- chI or o-4- (pyridin-2-
yinslateroxy pa-pine nssiing system pBameirkinorempanyy pisiepprgxy pirgart server, an

nazol in-6-yl]-amde as starting material was dissol ved

ghtggax&fsemlfan@aﬁaﬁml SiepdrPsddber; The sol ution was
reac with 0.05 m of acrylic acid, 0.06 m of

ridi ne and, 0.

| y (3- dV prgﬁpﬁw% ISW% systexy RW}:ea‘PBH‘& compgily processes data related
hydrochl oride at OC for 30 mn and at_room tenperature
floris®aherofs flightticketdn eerresppudencn tana Slight ttickettisming reguest signal of
m xture of isopropanol and chloroform( 1 : 3) after

aé&@h E}Gss\é@é&rthr 5 heftddimEmtatiat Rdwail bleerisallytdmBeted to a client
dri ed over anhydrous sodiumsulfate, filtered and

di st.l under a re sur t he result .
HehinabShise Petispe: SUCTacs o imE: Sﬁf@ofﬁ%? P eipt g cumulaiel mileage of
(eluent- chloroform: nethanol = : 1) to obtain the

tdach epaseengou rragisteral iy, tha gaiylinel Homms( opgiveBs BQENHEY : all of the
d 9.98 (s, IH), 8.91 (s, IH, 859 (m 2H), 7.95 (bs,

| fdbumdlafidl ﬁlﬂea\ég'e'@f’eagl}ifgsséﬁ@er lifdh a %an%nbﬁgy ity ,relﬁteaao game money
(dd, TH, 7.26 (m IH), 7.18 I'H),

6,53 (m, 2H),. 5.81 (.m

| thet m%_y 1as gge’d 121,_6%1? érp}@e{%ﬁ a5t'H)st e%c%g&ge( rrﬁith f_l&t’emglrgg% by the airline
(m 4H), 2.52 (m 4H), 2.15 (m,2H), 2.04 (m IH,

1.95 (m IH). Exanple 210: Preparat|on of

i V-({4-[3-chloro-4-(pyridin-2-yl met hoxy) -

phenyl am no] - 7- met hoxy- qui nazol i n- 6-yl car banoyl } - net hy
)-acryl am deThe procedure of Exan'pl e 145 was repeat ed

oy r I T T T T T



IH), 7.02 (d, IH, 6.42 (dd, IH, 6.29 (dd, IH, 5.77
(dd, IH), 5.29 (s, 2H), 4.32 (m 2H), 4.25 (s, 2H),

W@2®@8/068323 2H), 3.50 (s, 3H). Exanple 219 : Pr ePel/KR2@E/004437
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of (I S)-iV-(lI-{4-[3-chloro-4-(pyridin-2-

yl met hoxy) - phenyl am no] - 7- ( 3- nor phol i n-4-yl - propoxy) - q

ui nazol i n-6- yl carbanoyl}-ethyl)-acrylam de 500 ng of

(2S) - 2-am no-N-{4-[ 3-chl oro-4- (pyridin-2-yl met hoxy) -

phenyl am no] - 7- ( 3- nor phol i n- 4-yl pr opoxy) - qui nazol i n- 6-

yl'}-propionanide as a starting material was dissol ved

[ f

hhreny oot inchbip e dBlabl i the AICBC R Y it Possenger before

1.5 hours after add| ng 213 of sodi um bi car bonat e.

W@fﬁeéﬁ'@tc@ﬂv%réloﬂtapéﬁhev%me‘%f’ Nc42¥ with a mixture of

chl or of orm and i sopropanol after addi ng water, washed

W t h wah&einanbe sddpartateedirpatti servenlintludes, adrseeehdo\database storing

anhydrous sodium sulfate, filtered and distilled under

aingo% ?189 B8 W Ghe 31[%‘90455&% ﬁgéuﬁfidt th eﬁflgﬁPQile@ts issuance of each

ed to coI um romat ogr aphy (el uen

et hyI acetate ; han tain the tit

CRATRFAIGRG transeitipg gfe%%e firgf amdoa(sed%!oslg @oﬂﬁlﬁ)wnamgnﬁaélon network

(s, IH, 883(3 IH, 858 (d, IH), 855 (s, IH),

7e19&r1(:aﬂly bdrﬁnect%d?ﬁ the o l-il)1e 1§suﬁtg éykterhHrhe thilebgg dldta related to an
H, 7.24 (m 7.13 (s, 6.91 (d, IH, 6.79

ﬁﬁgﬁiﬁatedgﬂ@a %éa(arin Pa?ﬁgel( 5%(1 {h?) gan%_gi% ésﬁhaﬂa"f)elated to the game

(lgong«H} 5e6@(ptg.ﬁweea1m ségsfeé ggpég?t@pg the 1n£ormat1c|)_lq relateg to the processed
(1"S)-7V-(1-{4-[3-chl oro-4-(pyridin-2-
ydat@ tdiavsy to @hightytickel f3edanée (OB-caett passyrpenpthr yilepge mamoand the game
n- 6- yl carbanoyl }-ethyl)-acryl am de400 rrg of
Iﬁgﬂe da@sﬂ?ed}k {t§ Le?l:o 8la96Bad:; Ehfjﬂ E@&b

' am’no oxypr OpoOXYy qU| } pro
pi onam de as a startl ng material, was d| ssol ved |n 10 )
m of Whireisnthes inrflight samerservandnslades eédtwid Hatsbese, i electrically
of acryloylchloride at roomtenperature for 1.5 hours
addngectedlth Nplulffly 6clidnt senhindls pioericl amaddh. sedina theaicplent through a
sol uti on was extracted with a m xture of chloroform

gal ur g@&g(o vatﬁg 'Ehsegﬂﬁot ngtlx\@ge?{tg% ng@m@ ﬁ)goé%&grdgfﬁ% felated to flight
SOdI umsulfate, filtered and distilled under a reducg
picket isseance o epete Passengers thy mikksps datapnd e geme BangYodata from the
col umm chromat ogr aphy (el uent- ethylacetate : nethanol
=debartureldirgodt sdpveéri Btotdietht iitifoematiurpeulated o HHOprogessed Uhta related to
1H NWR (CDO 3, 300MHz): d 9.12 (s, IH), 8.86 (s, IH,

8t”l_‘%ﬁt é?SI_Qlanc ’gg gac%urﬂfﬁgeyéer ?}ﬁ)%ﬂ% A?%?) Gand7t 4ga1é9 ggpney data in the
6. 39 , . 6.20 m (m IH,

5thgé degaba@mrov@n%;p theairplape, ap g_ezefqtes gpﬁast gnegame ¢ application on the

2H), 3.37 (s, 3H), 2.17 (m 2H), 1.52 (d, 3H); [ MH] +:

593flight daxdeireer Bdded orFthe gamatmaiey @fata of each passenger stored in the third

(25) 2- acryl oyI am no-i V-{4-[ 3-chl oro-4-(3-

43}% %Snt\é ﬂi %Eﬁgg %&?Fg%a%e%?%é%%%% ‘ﬂjujoﬂgﬁfhe plurality
) - 2- am no- N-{4 [ 3- chI or o- 4- (pyridi n- 2-yl met hoxy) -
pifehignttarmispls Toppgckrshdy thguinBigbt gameseyyer, andyet hyl sul f an

yl -butyram de as a starting material was dissolved in

9 m  ofhertin, aftek ﬁlefﬂlrgﬁne%ﬁ%s, ataOarfi®alCdifsbrijithda®ivbairport server
m of acryloylchloride at roomtenperature for 1.5

ur.s af.t er ..addi 2 13 of sodlun1b|c bona
rggeéyeésd hg olinﬁ}f:?% N %& §n§ tf{? £2E MOney d%ta X%acﬂ eﬁa%?en-léele stored in the
chl orof orm and i sopropanol after addi ng water, washed
W th water and saturated saline solution, dried over
anhydrous sodiumsul fate, filtered and distilled under
a reduced pressure, and the resulting residue was
subjected to colunn chronatography (eluent-

. o a I M L T
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100 M of a diluted test conpound sol uti on was added
to each well holdingcultured cells, and the mcroplate

wo®eiesaebat ed at 37 C under 5% CO2 for 72 hourPGI/KRR408/004437

removing the mediumfromthe plate, 50 m of 10%
trichloroacetic acid was added to each well, and the
pl ate was kept at 37 "C for 1 hour to fix the cells to
the bottomof the plate. 10%trichl oroacetic acid was
renmoved fromeach well, the plate was dried, 100 m of
an SRB (Sul forhodam ne-B) dye sol ution was added
t ' 15 QUorhé@& to the in-
R M S R e
concentration of 0.4% After renoving the dye
bt S SV 5 P areseiprwiRASHRE T M. HiaFeSrihe Hilgags faugyand the game
When the dye solution was not renpoved by water, 1%
anefdycdatcinch fvmsth datablase] 56 trinsofitsthe milleags datmatsbthe gams money data
added to each well, and the absorbance at 570 nm was

t Nl ' ) r -cohfmRéhi icall
o5 e Rafheotbiln? oGP B, PR cohibhbhicdloR network electrcally
eval uated hy regarding the difference between.the
foomBEcted i dier PINGASSERECHRIER 3 A HRE PRIIEAPSLing System updates the
concentration of the cells incubated in a well
uniléspatdach andtthe pirre sty datapéead msseh@%4toretién the first database.
cal cul ation of 1C50 was carried out by using M crosoft
Excel, and the results are shown in Table 5. Table
5METHOD FOR EXCHANG NG M LEAGE FOR GAME MONEY AND
METHOD AND APPARATUS FOR GAME SERVI CE | N AN Al RPLANE .
BACKGROUND Bre PHteNPENTIOUNITE @REIC ofeTYiRR 1P RASSRNESTS #hgn airplane
present invention relates to a nmethod for exchangi ng
niccedrg toalaigedte noney and a ganme service method and
systemin an airplane using the above nethod, and nore
parti C\%&%inythteo' Qﬂlgﬁ{ %Qﬂffs%f've? RARSCRYRId T pidduct database storing
ai rplané to éeéxchange Ris/her own mleage for a gane
noney to be used in the airplane, ang a qane service
MrPRER seMing yatosmation aRdan r fhoRRwe: mall applisgon, so that a passenger
passenger, having exchanged m | eage for a gane noney
tpuréieasess 8 @pedifit peodaict phithnigis/heo ownjroyidgd ganel mogeyowhen the product
together wth other passengers in the airplane using
t ha: . .1 ant '
A2 ARG SRR od Yo e Rl i, B LKL Bl by means of the
to an in-flight game server by a_| ocal area network. ..
ChopPing madhanmicetien qeerued 9nAps inrligdhgamye sqsye; aifgr thegame service is
ai rpl ane manufacturer, shows an I nternet-based
adndpdi.ane such as Boei ng 800 series, and pronotes so
t hat passengers may use Internet in airplanes
traveling over the world, after 2005. OMng to the
i nformati on comruni cation infrastructure constructed
in an airplane, it is possihle to inprove conveni ence .
of pasBengefke mpthasefor pipviding LaB| SFBiEe JAJRASEINBGE 10 an airplane
that sinple construction of the information
CRuvrdigCtatdldim 3 sif4,astructure is not connected directly
to i nproved conveni ence of passengers. That is to say,

2t | o1 AL ANnOLAREIRRAARLA of MR ABHARRE RS Duliuser network

gi vi ng ST Ap n Sive contents<s as wea
information or gui dance of convenient facilities in an
gams applicatipy provided shrpughyiat depst dwo silient ésravinals geespsing the game
that may utilize the information conmunication

| dpfplidggfonuct ure constructed in an airplane. As a schene
for utilizing the information conmuni cati on
infrastructure constructed in an airplane, it nmay be

i nstanced to provi de network-based gane and shoppi ng
contents that may be enjoyed ipgan airplane. A long

di stance flight nay be a nonotonous tine to
passengers. Thus, if a plurality of passengers my
enj oy networ kbased interactive ganme through client
termnals installed to each seat and connected with

N N " o s . - o e e Y o



ganme service nmethod according to one enbodi nent of the
present invention; FIG 9 shows a gane node sel ection

W@ e00em6842Dr a nul ti-user ganme accordi ng to thePCT/KR2005/004437
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in-flight ganme service nethod according to one

enbodi nent of the present invention; FIG 10 shows a

partner selection screen according to the in-flight

ganme service method according to one enbodi nent of the

present invention; FIG 11 shows a gane execution

screen according to the in-flight gane service nethod
accordgng t o . [r: [ -0 -
PG 18 anone e P ARMRAL afine ST 38 Mgl SR cludes an
screen after execution of a ganme accordin %o t he ..

i iight igame SgEYRE hawingi & PasreRERsTNAAEe (tabgse %ﬂ Regame application, and
enbodi nent of the present invention; and FIG 13 is a

f ¢l feaminald dongédted iothe ih8ighn gihe ghverghrougherlocat area network:

met hod according to one enbodi nent of the present

i nvent| . :

or oi nirrigy T paeoEhnitbael B IO B feal gyl cage of each
in nore detail referring to, the ?égmﬁn s..FIG 1 shows

t PRSSQAEET Wh cxesyias dhe gameapriication § itgwhfalé vi ce

system according to the present invention.As shown in

FI G 1whébi the-daniegipligation Beprovitied di st formaciCo siliglegusen game or a
the present invention includes an on-line issuing

ST thfgﬁ%IQ%l_@iﬁ k%ﬁgn%g)mﬁ@y, a departure airport
4

server arre server 3 and an arrival
airport_server 4. The departure airport server 2 aqd .
the arwhetsin teipdlightgameeserver yipdates, fiilgpge mforgnation of a passenger in
airports to which the in-flight gane service system

afhe PaskengertMilédpe datadasnivheneventhieopanesappiehii@dis executedience by the
airport server may acts as a departure airport server

o) rival airport server depending on a flight

d&?%%??%n of the in-flight ganme server 3. In addition,

all airport servers are always connected to the

on-line issuing system11 of an airline conpany via a

network such as a dedicated line so as to process

i nf or Npt i oNANRtASELbripeovigink Samybrvice ipanEPRaE wnEBIR:
information and issuance information in real tinme. In

case ap,existin r r T

e cosb Ty kdRT A 208l BrE nediePEh BIRIOERR I inight game
conpany using his/her own PC 101, 111 connected to i

| seresrniy inpuiting dpegingrine dPs and ingpyward cpfethe passanges through a client
conversion of mleage into gane noney, the on-Iline

| ®6Hingg system 1 of an airline conpany processes

rel ated works using a nain server la. For this

pur pose, _the .n server Jla refers.a se - m [P

dat aba% galfiﬁ,se&%l%lhgtg?o reéhen? Efsgea{l&gist At éaigcrs[ea} g%gé 0?) otlhgﬁg%ght game
accurmul ated m | eage of each passenger. It would be

usstedTst ood t hat the new passenger 11 needs further

procedures for registering his/her owm |ogging-in ID

and paggyé tee dedustafitstép PrruedNdRE J Hedasinsinédgand kerfrom a second
m | eage i nto ganme noney, the nmain server la converts a

part or all aof .the accunul.ated. | e into gane

ot Mnfl o el B SRR 4 <0080 G fe %20

airplane at a predeterni ned exchange ratio determ ned ‘
by t hea gamei exscetivmpatay far csediting the selseted egpmess afteyt the game fee is
passenger, and then stores the ganenoney data in the
pRggeRger - m | eage database. At this tinme, the exchange

rati o may be varied according to the policy of the

airline conpany, and thus one gane noney may be

endowed for one mle for exanple, or a different

exchange ratio may be applied. kt is also possible

that the exchange ratio is differentiated for each

passenger according to a loyalty index of the

passenger for the airline conpany by adopting CRM

techni que. The gane noney generated by conversion of



invention. FIG 13 is a flowhart illustrating an
in-flight gane service nmethod according to one

weowedesrent of the present invention. As shownPCTIKRR@B5/004437
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13, if a passenger logs in the in-flight game server

through a client termnal (step 50), the passenger

sel ects a desired gane (step 51) through the gane

sel ection screen as shown in FIG 5. In case the gane

sel ected by the passenger is a nmulti-user type gane, a

list of ganmes corresponding to a category of

mul ti-gser I : I i i

term ng'l , V\%ixﬁe?g?g&?zf\g\gd%g | n%ﬁg&b@? a&? E)rgf%mg,n%) n|1psr151ng.
selected, a |ist of ganmes corresponding to a category ..

of si nyleseingein SigmOTFAASEOUNS 0f gilgsIeNE e d@eézggﬁ% in"qoa-flight game
sel ected gane may be used as both a single-user type

ageiver Bylihputtingriogging-in d@mend imssvartl dfvthec phssgnger ethrough a client
may be all displayed. If the passenger selects a

n&k%hﬁyser type gane, the passenger selects one of

nult1-"dser type ganes ad al so selects a gane node

(step 521), and selects a gane partner, (step 522) anqr

then i# ZaME s§kgHOR stepxiar tepassenesh to salpct 3 gamp o thetA-llight game
gane fee deduction (step 523), the passenger may play
thevgane. Simlarly, if the passenger sel ects one of

singl e-user type ganes, as the game is executed (step

534) ! 95h0CL LN @RS dEEAGIHE LA 43t eP 533). the
passengér may play € game. Sincé i1t 1s generally not
expected that a passenger Plays the gane only_once

ad gamne depydesyciing stgp rf@rngefm ingp pagdetsrmipd grEe,iss ;}% grsecond game
to play the ganme repeatedly nay be considered. In this

Sin6Rey fubtafRR SSENUESH oMt gdgteer M ne whet her to play the

sane gane again wth the sane partner (step 541),

sel ect a new partner (step 542), use the gane in a

di fferent node (step 543), change the kind of gane in

the same category (step 544), play a _new gane in a . )
di ffer®nt chhegsihpd(for prpvisling game seiyiee ingrrirplane aggerding to claim
In case a passenger wants to quit the ganme, it is

debes NuRBer ddeirizaig: or not to execute a shopping nal
application according to the selection of the

passenger or. th licy of the,alirlin omany;: :

55y -1 baing ferd ors s B S Ripblre) R CHRRRMIGrE P aplowing the
mal | (step 56), the shopping mall application as,  shown,

i pasgan@er toppurshasgacproductsan thashopnisg mpdlsanplisatiqpayyith a residual game
purchase duty-free products in the airplane with

hinsh&iE fteeht dledutigABEtHeame. After the passenger uses

t he shopping mall or in case the passenger deci des not

to use the shopping mall, a |ogging-out step (step 57)

is executed for the passenger to quit the access to

the in-flight game server. After the_ |ogging-out step, )
(step B%), Themsthoddayerovidips game sprviderinfan; ajiplangaegording to claim
service according to the present invention fromthe

f7 658, fapthére@eipdign (step 50). If the passenger quits

the access to the in-flight gane server, this

information.is transmtied to the main server 1hr h
the arPiroBaeig 7 sected pag aseyreg B, fe8'dlfer;the et ls ended, by
airport, and the passenger may check the information
omedrisred agdese fromhan outsideel/ e airplisee may be a tine del ay
of about one day for the passenger to check the
information in consideration of physical transm ssion
time or the like. In addition, if a paynent system
that allows the passenger to make a paynent bycash or
card after consuming all m|eage of the passenger is
adopted, a dispute related to agganbling spirit may be
caused. Thus, a direct m | eage purchasing systemin an
airplane is intentionally excluded. However, a nil eage
deducted as a dealer fee or the like fromthe
passenger by an airline conpany or an operator of the

o e o, s o, o o



