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or a
Cyn
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51.11
9:
[9]
thc
compo
und
or a
phmma
ceuti
cally
accep
table
salt
there
of
accor
ding
to au
ono
of
[II
to En
wherc
in
11.3
is a
chlor
ine
alum;
20 P
the
comp:
rand
or a
phetm
accul
icall
y
accep
table
salt
there
of
actor
dhtg
to
any
eau
of m
to
[5].
where
in Ry
Rh
wad
Es
togot
hh2
thenc
e
ring
1-111
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compo
und
or a
phamm
oculi
oully
accep
table
saltt
liere
of
wound
ing
to
any
one
of
ill
to 5
[II],
ooheo
4oZ
is n
subst
igted
Cmo
allon
d
gong
a
titin
nttin
ted
Winn
Molon
tikY1
gtimP
W
suggi
tatod
Cm,
Amoy)
group
, a
subst
itute
d Cum
aliwn
yl
group
, 0
mbsti
toted
Gnu
s0:11
g.P.8
subsi
gutod
5- to
12-th
embor
ttil
hetem
anyl
'gong
optsu
bstil
utod
3- to
13-me
mbere
d
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ocycl
e;
[13.1
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compo
und
or a
plann
acemi
cally
accep
table
radt
themo
f
unend
ing
to
any
one
of
[1]
no IS
flit
whew.
, I
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subst
itute
d Quo
awl
group
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subst
itute
d
C4-11
wYt
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a
titim
uthin
ti 3-
to
12-th
embut
il
heter
ocyci
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4]
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compo
wd or
a
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aceut
icall
y
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ttiti
ethaw
(
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or
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a
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gyl
Wong
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ttinu
P,
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a
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0 N
An
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f*hro
oin
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the
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dinin
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repre
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a
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gen
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group
,
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lY
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&tong
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nPnco
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atukt
i Coo
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yl
group
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toget
her
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optio
nally
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tuted
1-00
12thu
mbere
d
beter
ocycl
og 20
a
goon
repre
sente
d by
formu
la
(6) 
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(wher
ein
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may
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tbe
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gent,
and
repre
sent
a
hydro
gen
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optio
ning
sobst
itute
d
C1.c
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optio
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subst
itrot
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Ccc
allro
nyl
group
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an
optio
nally
subst
itute
d
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optio
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itate
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to
12-me
mbere
d
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011.P
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wad
Rit
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toget
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nu
optio
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ituro
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12...
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reprr
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la
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0 NN
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ot
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Ing
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the
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diffe
rent,
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repre
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a
hydmg
ro
atom,
an
optio
nally
10
subst
itate
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group
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optio
nally
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itute
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yl
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optio
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itute
d Cro
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giro.
, Or
R.
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.e
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her
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form
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subst
ilmte
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to
12-ru
mnbet
ed
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ocycl
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repre
sente
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la
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0
'N'N-
--11
Rio
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(wher
ein
Rt.)
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optio
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subst
itato
il
Cro
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optio
nally
subst
itute
d eig
atmyl
grow,
or an
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robed
..
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droro
l
group
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a
group
repre
sente
d by
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la
(36):
0 0N
H(36)
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. kr
repre
sents
a
hydro
gen
Morn,
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optio
nally
nrosr
outed
Ctia
alkyl
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,. 20
oP2an
allY
aebro
teted
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group
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an
optio
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subsf
itute
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und
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Wher&
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repre
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fomiu
la.(5
): 0
(6)
(whor
einRe
t and
Rt,-
may
be
the
mune
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dlffr
rzat,
arta
repre
stata
hydro
gen
atom,
or an
10
optio
nally
subst
ilzte
d Coo
alkyl
grow)
;
agoli
piter
zseat
olbr
fcm,1
1"34)
: 0
N.HH-
R14
R15H(
34)
(wher
ein1(
555nd
RI,
are
hydro
gn
atoms
); a
gaup
repro
septc
d by
formu
la
(55):
0  H
R16
15H
0(35)
(.1ne
rli
Mfi
rePre
SCIIL
S a
CH,
alkyl
group
); 0,
a
gimil
?
mpres
enlx1
by
formo
ali
(36):
N-'R1
7
(36)
(wher
em
R,,
reprt
seats
a
hydro
gen
abm);
061
I:be
9(996
1tuld
or a
pharn
oaccu
bcall
y
amept
ablo
salt
there
of
arsor
eThig
to
any
ono
et
5(151
,
where
in
XL(
CFI,
1171
the
99(ap
000d
to a
pharm
aceut
icall
y
accep
table
spilt
thcro
of
accor
ding
to
any
onc
of In
to
[161,
cdmvi
tlY
S; 10
[181
a
compo
und
or a
pharm
accuf
icall
y
accep
talc
salt
(bumf
,
where
in
the
compo
und
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selec
ted
from
tOo
grnup
consi
sting
of.
(1),
(5-[(
1-arr
uctu-
6-(2-
melho
xyphs
nylgu
Lfany
l)-(1
,3,59
tisol
u-2-y
11-2,
4-dic
oloph
eopxy
}-ace
tcthr
ile;
(2).
155-(
4-ani
mo-6-
benzy
lsalf
avyl-
[U,5]
triaz
in-2-
y0-2,
4-dic
bloru
-.99(
2-byd
roxye
tuy'
1)(13
mrami
de:
(3),
9-(2,
4-cli
chlor
oph99
91).(
2.5-d
i(99(
13999
0.991
94,99
91)-(
1,3(5
99,99
1.2-9
19991
199(
(9):
4-(5-
beaul
m(y(2
,4-di
chlor
aphan
y1)-6
-Iren
zylsu
lfany
1(1.3
,5]tr
iazia
-2-yl
amine
;
(5):
(1-be
nzyla
ntimy
1-6-(
20-di
alomp
heny9
-(1.3
,5lir
iazin
-2-yl
amine
; 



(69
44249
6i911
b.Ph9
9915)
6-(2-
199,1
9uxyp
bt5y1
sulfa
021)-
(1,9,
5]tis
lin-)
-6100
int;
(7),
4-91
99999
30199
91991
99991
)-6-(
291-d
ichlo
ropha
ry1)(
[1.3,
5]tri
aain-
2-yla
miae;
(9),
{5-[(
1-(un
.
o-6-(
2,5-d
imetb
oxyph
enyls
ulfan
y1)-(
1,3,5
]tiaz
in-2-
y11-2
,4-cl
ichlo
rophe
noxyy
accto
ni
(9):
(9-0-
9.(90
-9-19
95999
91(99
1-11(
3,5Pr
(97-9
9-2-9
0-2,4
-dich
lorop
hunor
yl-
accti
anith
le;
25(10
):
(9-14
-9191
.9-6-
(9999
.
91(99
92-91
991(9
990-1
1,3,5
]biaz
in-2,
1]-2,
4-cli
chlar
opben
osy}-
acemf
irtri
lc;
(544-
amino
-6-15
(moth
39-[1
,3,41
1131a
clita
ol-2-
ylail
fanyl
)(11,
3,51t
riaze
ua 2
yl]di
ffilo
ropIr
nox
y(-ae
ctoni
trile
;
30(12
):
15-19
-am3t
e-6-(
191(1
)&Lot
1
[1,3,
5]tri
azia-
2-31]
-29-c
lichl
oroph
enory
)cm
torus
;
(13):
12
(5311
4-aux
ium(4
(bemo
thimo
l-2-y
lsulf
m41)-
(1,3,
51tra
rin(2
.)41.
4-dic
hloro
phomm
Y4-43
3/219
Mile:
(14):
15-(M
amino
-6mmo
lopro
pylmo
dmlsv
Thnyl
-[I,3
,5jlr
imin-
2-y14
2,4-d
ioblo
roobe
noxyh
accto
nitil
c:
(15):
5
(5){4
mmium
6-112
-meth
oxy-1
-(4-m
ethyl
-pipm
aeiml
-mbon
y1)-p
benyl
oulfa
nyli-
11.3)
507MM
-2-4
1)-2.
4-dic
hlomp
henox
y)-ac
ctoni
trile
;
O(1):
444-a
mmo-9
-(271
-diul
hom-5
-chan
ometh
omphe
nyl)-
(13.5
)1fri
auin-
2-2dm
4prup
y1)-3
-meth
ombei
mamid
e:
/0(17
))
(5){4
-amin
o-(4[
4-(4-
methy
hrimm
eia-I
marba
ry1)-
4ulIt
rihia
2
411/
2,491
ichl
omphe
noxy)
-acct
oriti
lc;
(21):



(5 MI
/unin
o
6-114
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ermin
-l-ca
rbony
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lfway
1141,
3,5]t
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(19):
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6/(2,
4-dic
hloro
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oxmhe
ndl)-
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5)1(r
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yprup
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(20):
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_6(2,
42d5n
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-(1,3
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hydro
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thyl-
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)-bca
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;
(2(2:
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mino-
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(pipo
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I
carbo
nyl)
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2.4-d
i
omomp
henox
yheco
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dde:
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:
4-114
-amin
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oro-5
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41247
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41)-h
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(23)1
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6-(27
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anome
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41.70
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-mell
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hbrum
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4
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methy
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in-2-
91ami
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41-(2
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6-(2,
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:
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amino
-6-be
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i
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.amin
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l
piper
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arin-
My1)-
241-d
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ropli
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amisn
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l
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2,4-d
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ylben
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l
ester
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m
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pteny
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l
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,
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-amin
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friar
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-amin
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phcoy
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thomd
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4-(3.
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ethox
yphen
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)-6,n
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alene
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-ylam
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4-(2.
5-din
eelho
xyphe
nylsu
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0-6-(
2,5-d
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d1)-6
3Mmid
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damin
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(42):
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ethox
yphen
ylsul
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-6-(2
,4,54
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hyMbe
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;
(43):
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o-6-(
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henyl
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d
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14
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4
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3
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:
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-pyri
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]-114
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ilol:



(48):
4-(5-
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ichIo
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anyl)
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idin-
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2
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ne,
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:
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Ytitu
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eroph
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(53):
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ho-6-
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11./P
heayl
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exyLa
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itile
;
(54):
(5-(2
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o-68(
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idayn
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ny1)-
pyriw
idin-
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2,4-d
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rophm
oxy)-
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(55):
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ndo4-
68(2,
4-dic
bloro
-5-cy
anome
rboxy
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l)-py
limid
in-44
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:any1
43H-i
mida7
n14-c
ar
boxyl
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acid
ethyl
e7ter
;
(56):
25(54
2-ami
no-6-
41
methy
l Ifl
imida
zul 2
ylauf
fauy1
)-pyr
imidi
n 4
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2,4-d
ieLlo
rupho
luxy)
78:71
,0654
5;
(54),
34449
,1b0-
8882,
48414
14499
-4-49
4409a
etbox
ypher
y14[4
3,511
6agin
-2784
41-(4
4341-
9r4pi
o4c
acid
methy
l
ester
:
(58):
30(S1
4-ami
nc76-
(3414
71mxy
propy
Isull
any14
11,3,
51478
84,1-
244)-
Z4-di
chlor
ophmo
xy}-a
eclon
itilc
;
(59):
48-17
44-11
9147:
88(28
4-cli
chlor
o-5-c
49num
othox
yphen
y14[1
:3151
1riae
ln-24
4.119
4)41-
91)1}
-ncel
a
97.94
;
(60):
35
3:11-
aminu
-6-(Z
48.17
:145-
94ifi
aeule
thoxy
pheny
l)
143,5
71648
18
285-1
sulfa
ny11N
methy
l
prop:
onami
do;
I)
(61).
3-131
-amin
n-6-(
2,1-d
inhlo
ro-5-
cywan
medny
phen5
1)-(1
,3,31
(2351
11-2-
35,51
53113
11-O7
-(2-1
11211
151.3
holyp
ropio
neuni
de;
(69):
53-14
-amin
c36-(
2,4-c
liehl
orr25
-cyan
nmcib
oxyph
onyl)
-(1,3
.5115
ianin
-2-21
sulfa
ily11
-prop
ionam
ide;
(63):
15-L4
-1.11
1-116
-6-0-
11:31
Th111
53231
-3-nx
ot.22
1s6fi
lny1)
-(1,3
.5]fr
ianin
-2-61
1-231
-clic
hloro
plicn
ox
YhICC
IIII1
11111
10;
(64):
10344
-amin
o-6-(
2,4-d
ielil
nre35
-cyan
oniet
hoxyp
hno32
)-11,
3,51t
riazi
n-11-
11113
32-11
61616
11.12
11261
(65):
3-14-
ainiu
o-6-(
2,4-c
lichl
oro-5
-enno
methe
xyphe
ny1)-
1153,
50.ri
azaa.
-2-yl
suLta
nyl.1
03-py
ridia
-4,1
met11
31-11
15111
1.5am
Ide; 
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):
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1-ami
n(36-
(2.1-
dictl
uro-5
-nyea
nr6et
ho
pbe-[
"ton,
21]-4
propi
unami
do;
(67):
r4
ntiao
-6-(2
.4-ct
iebIo
ro-i-
cyann
metho
xyphc
ay1)-
11,3,
50.th
ati-2
-yloi
lfauy
11-13
-(2-d
hneth
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minn-
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1)-pr
opion
amidc
;
(60):
3-14-
nro6n
u-6-(
2,4-d
itthl
oro-5
,33n6
me160
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31)(0
-1253
,5111
111.1
,2:31
.6013
11211
-63(2
61612
114.1
111
-4-71
-6111
52)-P
loPlo
o51.1
1151
(69):
25
314-a
tnino
-6-(2
,44ic
hlorn
-5-c3
.ntho
nwhen
.31)1
1.3,5
1tria
zion2
-3236
111ny
01-Na
tavn3
2-31-
6
moinn
amide
;
(70):
2-14-
nmino
-6-(2
,4-(6
21,1-
1.153
3]tri
anin-
2-yls
ullim
y21-N
-meth
y1-
(nick
;
30(71
):
4-(5.
-thlo
to-11
I,31I
-beaz
ondel
isncl
oomm-
6
yl)th
oxyph
onyls
1501-
iaal-
2-yla
mine;
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4-(5-
oblor
o-IF3
3H-be
nm[cl
eiiso
chron
w-6,1
)-6-(
2,12o
rophe
nylsu
lfaoy
1)-12
.3,53
trian
niu-2
-ylam
35ine
;
(53):
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4-(5-
01666
-111/
3H-hc
rao[d
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brome
a-6-y
l)-6
Lae:
(74):
4-(5-
ahlur
o-11-
1,31r
dej,6
-( 5
Ma;
(75):
4-(5-
61116
IlaY1
)-11.
3,5It
riaal



6-2-y
lamin
z;
(76):
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/-(6-
61,10
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1.31/
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1-ami
nu-6-
(5-cl
ilaco
-1035
H-ben
iodle
Mechi
emen-
6m0Md
3Mi0i
mein-
2-ils
tarmy
ll-Pm
aY0 -
amido
; 



(172)
:
tetra
hydm-
pyran
-Mear
buxyl
ic
acid
{3314
-arni
no-6-
(5-ch
loro-
lH,31
1-ban
icide
]isoc
imemo
m6-31
)11,7
,51fi
faiin
alf
-piaP
YM-
amide
; 25
(173)
:
pipal
dimml
-cmbo
xylie
mid
f3-01
-anuM
eM-(5
-ehlo
rmIHM
1-131
xnadd
eliso
chaom
em6-3
1)311
,3,50
1iI1-
amide
;
(174)
:
.03(2
314-a
minnf
t53(5
-thlo
roMM,
711-b
enen[
M]isa
chrum
en56-
34)11
,3,51
trimi
n-Myl
euffa
millm
thyl
70
Mform
amide
f
(175)
:
(244-
amino
-63()
361or
o-111
,314-
benzo
[dmli
socha
mmee
6 3d)
f
d7.51
M000-
73)Me
drall
YIRMY
1i-a
(176)
:
3594
amino
6-()
chler
n-IHM
H-Ixa
meide
fisec
hremm
ftSfy
0M1,3
,5fIr
imiu-
2-31m
ifiad
Theth
3d)
frina
hylat
ea;
24
(177)
:
(2-1)
4yoni
no-6-
(5-91
)1(29
-11:1
)[de]
isrne
h-O-y
1)41,
3.531
-hudn
-2-yl
sulfa
nYll-
elhYt
1-t
arImm
ic
acid
methy
l
,cter
,
(178)
:  5
22424
4-ami
no-45
-(5-c
hkru-
111,5
11-be
nm[dc
lisoc
hront
at-6-
y1)11
,3,5]
thazi
n-2-y
lsalf
anyth
elhyl
)-met
banes
ulfon
tuoid
e;
(179)
:  N
{3 14
amino
645
chlor
ryl
I-33H
bou2o
hiehs
echro
mcn-6
-91)-
{1,3,
51tda
zity2
-ylsu
ltany
lIcth
yl
{-ano
ttlos
ulfon
amiel
c;
10(18
0),
12-(3
-1)4
amino
-6 (5
chlor
o
111,3
H-bc)
)22{2
311.2
cluom
e3
3:1)
[1.35
92232
2:32-
3
h-fer
mamit
le;
(181)
:
(314-
amiyo
-6-(5
-chlu
ro-13
1,311
-bewo
hlelh
ochnt
n-9-2
1)-11
33.21
(33{2
3213,
1321.
1){39
102{-
15
urea)
l-{32
(4-hh
itto-
6-(5-
chlom
-1H,3
11-bi
detis
oell[
13:5)
(2-it
at-2-
32391
fanyl
l-PmP
Y
11-32
nethy
brea;
(185)
: 



20f34
4-ami
no-6-
(5-oh
loro-
111,3
11-be
nhotd
ctiso
thrcu
nen-6
-y1)-
11,3,
5]tri
azin-
2-21s
ulamy
ll-pr
oPylt
-
carba
rnic
acid
methy
l
ester
;
(124)
:
N-(3-
14-an
thio-
(Y(7-
chlom
-11-2
3H-8e
h2ord
ehsoc
hrora
cn-6-
y1)41
,5,51
-2-
Isulf
any11
-79PY
1)-In
etbam
sulfo
namid
c; 25
(18)3
32-(3
-14-a
minu-
6-(5-
ehlor
o-111
3Htoc
hrome
n
6-y1)
th3-2
1233-
23319
31211
1)ami
nosal
rontu
alide
;
8-(5-
31)13
95-11
1,5:1
1-ben
m[Ell
isouh
rumen
-6-y1
)-6-(
2-nrt
hyl21
-9-th
y3211
s
38ift
eia-2
-ylam
ine;
(187)
:
22(21
21-am
ine-6
-(5-c
hluro
-111,
311-b
en
[Elcl
romen
-611)
-11,3
,51fr
ia22,
2-ylg
ullan
ylt-c
thyl
0-11-
dimet
lytam
inupr
iopio
naloh
le;
(188)
:  35
N {2
[4-am
ino-6
(5
{Moro
11)12
3H
benyo
[dhli
sochr
omety
(-y1)
-[(3-
2]913
231-2
-1222
12392
11-01
122
Lison
ieuti
namid
t;
25
(189)
:
1H-im
iclaa
4e-2-
cacho
xylic
acid
.1.2.
581-m
olao-
65(5-
cblon
)-113
3H-he
nno[d
yliso
chrom
en-64
1)511
,11,5
1tRac
in-25
31sul
211-.
1,211
-2
nada:
(194
543(5
-chln
yn-1H
.3H-h
omon9
41ise
n-l1-
y11,0
(Lb(1
(191)
442
aname
thyla
ulfan
y14.6
5(5-c
lilur
m1H,3
14
betmo
lalei
rsoch
rnmen
6 51.
) 5.1
e,
10(10
2) 



1--(3
2.102
0prop
yisol
fityl
) 6
(5
emomH
2Hlde
llsom
en 6
31)
[1 3
51tna
mn-2-
ylam1
(1)3)
,
9-(5-
6111o
re-IH
)311-
Mmord
eliso
chrom
en-64
(1)-6
5(2-m
clhyl
thyls
alfia
m1)11
,3,51
triaz
in-25
13yla
minc;
(194)
:
43(54
11oro
-111,
313-b
encn[
delis
ochro
63)05
6)(3-
metby
l1511
94,99
14111
16193
9)-)9
3.5lt
hama-
2-911
310e;
(193)
-
2)4.(
5)chl
oro-1
H,3H-
1)old
en:so
den-6
-51)5
6-(2-
pymli
d)n-1
5)1Is
fan31
)-11,
35115
11191
11
2-yla
minc;
(196)
:
4-(5-
chlom
-ITI3
dm')o
n-6-)
5146-
(3-py
mlicl
in-14
).101
11631
91)-1
133,5
11151
9.6n
-2-31
131i1
1e;
25(19
5):
4-(5-
clile
m-111
,311-
Lenva
N1l91
94hrc
ancm6
,11)5
6-(2-
morpL
oliu-
4-64,
1139I
11114
[1.3
53]tn
(198)
:
51-(5
-5131
8.511
1,311
4benc
n[dli
soclu
ornem
6-914
65(3-
morph
olin-
31-35
-pmay
lcull
anyl)
-11,3
,5911
.1 30
n-25y
9omia
e;
(199)
:
45(5-
31hlo
110-1
H.3H-
homul
Me]is
o1hro
a00 6
yl) 6
(2
piper
acin
I
y159.
16919
31334
6.4)-
11,3,
51rda
nin.-
2-yla
minc)
(200)
:
394.(
5-cla
oro-I
H,3H-
benzo
ideli
socbr
omen.
6-59)
-6-(3
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raLua
-pisu
lfany
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-2-91
31311
01;
26
(201)
:
4-(5-
014er
am1H,
311-b
omord
ellso
cbtom
ea-6-
y1)-6
42-(p
yridi
u-2-y
laudn
oderh
ylsul
faay1
1-11,
35141
aaind
lylmo
imet
(202)
:  5
4-(5-
clilo
to-11
1,3H-
benna
[dcji
sochr
umm 6
y1)-6
[7.-(
oxamI
ddy/a
mino)
-4-tb
aIsdf
anyld
[1,3,
5fdi
min-2
-54am
ine;
(203)
:  2
[4
amuMe
-6 (5
ablat
e-114
31T
henam
[defi
mehro
mea-6
-34)-
[1,11
,51tr
Maia-
Myleu
lfany
l]-22
-ditl
a
oroac
etata
ide: 



10(2(
4):
244-a
mino-
6-(5-
ohlor
u-111
,311-
benad
de]is
ochra
men-6
,1)-[
1,3,5
[0yl
10m
11
-acet
amide
;
(205)
:
314-a
n600-
6-(5-
aloro
-11-1
,3H-M
amuid
eliso
cbrem
en 6
yl)
[1,3,
5]tri
thy!
15-pr
op)on
ainid
c:
(200)
:
214-a
minm6
-(5-0
h10r0
-1143
11-be
nm[cl
iisoc
hrumm
a-6-y
1)-11
,3,51
tri0z
i0-2_
yi1ul
fanyl
p5M10
4-a
celam
idet
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:
203-1
4-a0i
no-6-
(5-el
de00-
111,3
H-ben
zolde
li000
lanme
0-6-y
1)-[1
,3,55
0i41-
mpion
amida
t
(2001
: 2
54-at
aino
645
bloat
1Ht1H
-lamw
[dcfi
aucim
omen-
6-441
-[1,1
1,51t
rimin
-2-yl
culfa
nyll-
Attdc
lim
ethyd
acein
clide
t
25(20
9):
3-p-a
mino-
6-(5-
061or
u-IH,
3)1-b
emzot
rlefs
echmm
en-6-
41)-[
1,3;
50Mat
ia-2-
ylsul
fmay1
1-AW-
ditu
ethyd
propi
onami
de;
(210)
:
2-01-
andno
-6-(5
,1401
0-1:1
1,313
-berv
m[def
ixecl
uomea
-6-y1
)411,
3,34t
riami
d-2-y
lsulf
any1]
-70-i
sman
30
pyl-a
cemam
de:
(2)1)
:
3445a
ctino
-6-(5
-e0)o
nt-11
-43H-
benea
rdeli
sochr
omen-
6-y1)
-[1,3
,5]:r
iaair
-2-yl
sulfa
myldl
edsop
m
1154-
PMP[4
11210
4 de;
(212)
: 35
2 [4
amino
6-(5
chlor
oMIL3
11
becad
dellm
dimma
n 6
51)
[1-3,
51tha
da 7
trany
ll-N-
)ropy
l
easta
mide;
27
(213)
:
3-14-
73612
6-6-(
5-chl
orm1H
,0H4s
enzo(
66662
627-6
-y1)-
(1,3,
51tri
azin-
2-3-1
73111
6.361
-137p
repyl
155op
innan
1167(
(214)
:  5
2 14
audnu
6-(5-
36107
6-116
)11-2
.41su
lfany
ll-N-
cyclo
p
41634
-3361
30131
e: 



(21))
:
2-[4-
arnin
o-6-(
5.chl
oro-]
112H-
64jde
lis
rrora
m-6-3
.4)-1
- I.
.31;
-y11]
ontyl
-prop
ionmi
dc.;
10(21
6):
2-14-
36216
6-6-(
5-chl
oro-1
.1133
14-be
n2o[d
cjiso
chrom
m-6-y
1411,
3,51i
li.an
-2-yl
suLfa
uy11-
4.4(t
etrah
ydm-p
yran-
4-21)
-acet
am413
;
(2174
3 14
aminu
6-(5
Phlox
11123
1f
beuz6
13142
.3236
(12.7
2-6-3
4)-[1
,3,51
(7167
711-2
-Y]20
11271
341-N
-((01
(3111
15
)4170
-pymn
-4-y1
)-pio
pion2
31641
(210)
:
7.2[4
4unin
o-6-(
5-chl
oro-1
1.12H
-bme4
2371i
sochr
omen-
6-37)
11,11
,51te
l2212
-2736
761fa
nyll-
N-pyr
idh;
-4-y1
-422.
16mid
e;
(210)
:
203-1
4-ami
no-6-
(2-ch
loro-
111,)
1-12(
6.274
[de]i
socbr
omm 6
yl.)
22106
arin
2
ylsal
amy11
-17-p
yridi
ll
-1-21
-prop
ionam
6 0;
06
244-a
mino-
6-(5-
chlow
-1142
H-13.
3.30i
4elis
2chro
men-(
1-364
11.3.
5374.
31-31
66721
25(22
1).
344-a
m06o-
6-(5-
cblom
-117
)H-12
6.37.
6171c
(isoc
lromp
n-6-3
1)-j1
23,5)
tuann
-2-61
ylj
-2-14
-prop
touan
6de,
(222)
2-[4-
ammo
4-(5-
cblor
0-11-
1,3H-
borv_
0(de(
lsoca
tomea
-6-34
)41,3
.5162
3,12-
2-311
1
-prro
li
2122-
1-yl-
canno
nc._
(223)
3-14-
amino
-6-(5
-31,1
01-0-
111,3
11-be
wo[(1
3].22
41421
12312
-6-71
)-112
51141
60612
-2-33
22163
1.1-p
yrrol
l
din-1
-21-9
55452
2-I-0
11e;
(224)
:
35214
-3041
66-6-
(0-eb
loro-
11121
74266
72143
11141
(
m6.71
-6444
11,3,
511ri
adu-2
-ylsu
1lany
71-1-
murph
oLua-
444-e
th206
.262



28
(225)
:
314-5
156.-
8-(5-
chlor
o
111,1
I1
betto
5)del
bochr
omen-
6-55)
-11.3
,5111
12210
-2-51
olin4
-yl-p
ropan
ol-on
e;
(226)
:
52-14
-amin
o-6-1
5-c13
1oro-
IH23H
-bmou
blefi
sochr
um51-
1-pip
erao
in-1-
54-ot
holon
e;
62275
:
314-a
minc5
8-(5-
chlro
o-111
-33H-
11017
ID[cl
eliso
chmmo
n-6-9
0-123
.5.1t
riazi
n-2-y
isulf
anyl]
-1-(4
5net
1530-
piper
azin-
1-21)
-prop
an-1,
69;
10(22
8):
3-151
ounin
o-6-(
5-chl
0ro-1
11,31
1-bea
zo[de
]isoc
hroro
on-6-
55)-1
1,3.5
10ia2
16.-2
-ylso
l5ato
ll-1-
pipen
o
k-1-2
1-pro
pao-l
aoo:
(229)
:
2-151
-onli
no
6-(5
/flow
111,3
11
26552
o1dol
isoch
romen
-6-5.
1)-11
53,51
-2-51
55655
52551
-11-1
515ao
-6
15-2-
21-ac
olami
do;
(230)
:
314-a
mino-
6-(5,
16oro
-111,
311T-
Tc[cl
e]iso
ch
Kn-6-
99-[1
.3.5]
fria5
-61-2
-ylso
lfany
l-510
61556
1
-2-51
-prop
ionam
ido;
(231)
:
203-1
4-5un
3no-6
-(5-o
hloro
-11-6
3H-be
nookl
er06
510
r)a
611-o
P52-5
110pi
ommi5
01
(232)
:
2-14-
amino
-6-(5
-cblo
ro-11
15.3H
-15.2
61.54
sochr
onum-
6-210
113,5
052ao
in-2-
21sul
tany1
1-N15
pylac
etami
de;
25(23
3):
2-14-
aroin
u-5-(
5,151
oro-1
11,31
1-ben
io)de
lisoe
brome
a-6-5
10[1,
3,51t
riozi
o-2-2
1soLf
anyll
N (2
hyd
r65y-
e21,9
1)-ac
elami
de;
(234)
:
3-14-
amino
6505-
chlor
n-111
,3H-b
en2o[
de]is
ochro
mon-6
,10[1
,3,51
16626
1-20,
11506
1113,
1-610
2-,Yd
roxy-
ethyl
)-pro
piona
miclo
:
(235)
:
2-151
-amin
o-15
(5
21-Jo
ro
11-53
H
boaeo
[doji
sochr
omen-
6-21)
-(1.3
.51tr
ithu-
2-21s
ulLny
21-50
(2,3-
di
hydro
xypro
py1)-
acdom
idc;
(236)
:
353-1
45565
595-6
-(5-5
41oro
-11-1
,311-
bomor
delis
ochro
roon-
6-510
[1,3,
51091
2602-
51sol
fon54
14-(2
,3-di
hY111
11151
11015
1551)
-prOp
ionam
ide;
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(237)
:
2-14-
tun4u
o-605
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0811-
153H4
85:80
(4e1i
s00hr
0men-
481)-
0
(3,5]
Tiazi
n-2,1
)(1-6
0(3-1
658
ro838
2-hyd
roxym
ethyl
-prop
y1)-a
cetam
ide;
(238)
:  



5344-
88088
,6-(5
-chlo
rc811
1(31:
81)en
m[dcl
isoch
romon
-6-81
)-11.
3,51t
elazi
n-2-y
lsulf
anyl]
[(003
-11)0
1
roxy-
2-hyd
rox)I
nethy
l-pro
pyl)(
propi
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de:
(239)
:
4-64-
86080
45-(5
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ro-IH
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sochr
omcn-
6-81)
-113,
50flu
ein-2
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Lfany
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i
10(24
0):
4-14-
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-6-(5
,4orr
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H(3H-
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triyl
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yl
(baty
krogl
e;
(241)
:
444-a
min65
5-(5-
chlor
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deume
n-6-8
1)-1[
1,3,5
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15eth
yl-bu
lykun
ide:
(242)
:
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605-c
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-11-8
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11,3[
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fenyl
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1
ntyla
micle
;
(243)
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4+1
arra.
6-(5
chkro
-11-8
318-1
,58.0
8101i
sooko
men-6
0.4)-
[1.3.
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880-1
-P)80
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din-1
-81-b
i0an-
15-me
;
(244)
:
4+1-a
mino-
6-(5-
01:16
0,118
311-1
:6075
[60sa
cli-6
-81)(
[1,3,
5)6ia
zin-2
-)111
):::P
8 01
in-4(
)I-bu
Lan-1
-066;
25(24
5):
4-[46
.130-
6-(5,
88055
1H0H-
18.
[de
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hro-6
-34)-
61 3
5I]
in-1-
81-bu
tar51
-ons;
(246)
:
444-5
60:05
6-(5-
81:10
ro-IH
,311-
benv)
6101i
sochr
omcn-
6-81)
-[153
,5fLi
adu-2
-ylsa
lfany
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[ethy
l)-b(
ilyli
unide
;
(247)
:  4
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in0-6
-(5-c
hloro
-III,
3:11-
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suclu
oinea
-6-51
)41,1
1.5:0
6888,
2-615
ulfan
311-N
[088:
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ydro-
pyran
-4-3:
1)-bu
54an4
le;
(248)
:  35
4-[4-
amiac
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-eh:8
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IH,31
8-but
00810
6.518
:0006
0-6
yl)
[153,
5]tna
zin-2
-61)6
086)1
1-N-p
ipend
in-CA
-buty
l:Pm
ide;
(249)
:
43[4-
atnin
o-63(
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3,311
34fde
liscn
brnme
n45-3
1)311
.3,51
thazi
n-2-y
lsulf
anyll
Nprid
in 



-4-41
-buty
lmnid
e;
(250)
:
4.44-
anoin
o-0-(
5-chl
orNIT
I,314
-benn
e1def
5chre
enen-
624)3
[1,3,
511na
nn-2,
15.16
.4541
-39-4
43,01
-2-34
-buty
laned
e;
(251)
:
1-14-
arnin
c96
(5,11
42,11
4,311
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de]is
ocIno
rnen-
6331)
-fl,3
,51tn
aniny
2Nlen
ifany
Thero
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-one;
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2):
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-anin
o-9-(
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benze
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44142
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ne;
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acety
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oide;
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(3
[42am
ino 6
(5341
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1]-
onyl)
:acct
an,id
c;
(255)
:
20323
4-14-
amino
-4-(5
,41nr
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y13yl
l-b
yl/ne
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6-(5-
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2-31:
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;
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7):
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14-se
nion-
6-(5-
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yorde
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-15
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-mett
onesu
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mide;
(258)
:
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[4-an
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-(2-c
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en-6-
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1,3,5
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nin-2
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lfany
ThInt
yr 30
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foniu
nide;
(259)
:
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:
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1
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n-6-5
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[6671
9-73Y
Inadn
e;
(261)
,
1-14-
ain6o
-6-(5
-obko
n-IHr
dan-6
-y1)-
11,3,
51tri
ado-2
-41su
lfany
n-pro
por-2
-one
la-me
thybo
xima;



(202)
:
54-44
-aann
au-6-
(5-ch
loro-
111,3
11-bc
onald
ensoc
hrome
n-6-4
1)-11
,1,51
111na
ll
baton
o no
Ornet
had-o
xime;
(2(3)
:
)4-ma
ino-6
-(5-a
blorn
-IH,3
11-be
lHo[d
e]iso
cbran
oa-6,
4)-11
.3,1T
hiari
n-2-4
1s.f-
nil
10(26
4):
3-14-
funin
o-6-(
5-chl
om-1H
-bide
nsocb
romon
-6-y1
)-11,
3,51t
riazi
n-2-y
lsolt
andIr
propi
onit
(265)
,
4-14-
aminn
-6-(5
-cl4o
rol11
31141
a6nro
6defi
sn6Lt
0me6-
6-41)
-H,3,
51660
60-2-
yls01
fs670
0bb62
60661
(266)
f
4-(5-
cldor
o-614
,13H-
1er00
0dcf6
66660
nae0
6
40-6
(2
rnoth
oxy-e
lbals
tIlfa
rYHH-
3.51t
h7ran
nine;
(267)
:
204-(
5-abl
oro-1
11,31
1-ben
rn[de
]isoc
hnan
6-34)
-6-(3
rrath
orYla
mPaho
ldala
Y1)-1
11.3.
51te-
2-41
mine:
(268)
,
4-(5-
6111n
ro-11
43H-b
oar61
de1is
6olan
6-yI)
-6-(2
=Hoar
yfo)1
1-11.
1.11H
arin-
2-yla
minc;
25(26
0):
4-14-
06060
-6-(2
-6111
000-
I
H3H-6
66044
0113.
110nm
en.
6,1)-
11,3,
5ftri
orin-
2-aln
on
(270)
:
carba
mic
ooid
214-v
ono-6
-(5-e
hloru
-11-b
311-b
onzo[
cle]i
socbr
umar-
6-01)
-[1,1
,51td
arin-
2-Hru
lIf
30
(271)
:
carba
mie
acid
344-a
m6n-6
-(5-e
1d6t0
-111,
11141
7650d
defi5
60hnI
6e0-H
y041-
33nn0
6-211
16111
71111
-P16n
yl
cater
,
(272)
:
carbo
mio
acid
354-1
1-fan
atuo-
O-(5-
cblor
a-IFE
3H-bo
moul
deli0
6e606
0e0-6
-y1)-
11.3-
nalia
rna-2
-ylot
ranyl
l-bur
yl
66151
:  



32
(273)
:
sulfe
rnie
acid
244-a
mino-
67(5-
eblor
o-10,
311-b
enne[
clefi
meehr
uut
6-54)
11,3,
574)
eslc4
;
(274)
:
sulfa
mie
acid
53-14
-atai
no-6-
(5-el
elom)
11-43
H1)-(
1:3:5
)111
PrOP
ester
,
(27)4
sulti
unic
arid
4-14-
amino
-67(5
-ch)o
re-04
,81:1
4-rns
er[de
fisoc
homen
-6-76
)-(1-
3-717
43124
1-274
1441t
hrYll
ebet4
4 ES
ten
It)(2
76):
144-a
nyino
-6-(5
-slel
are-1
11.31
1-bes
en[de
tisoe
brome
n 6
yl)
[1,3,
51trL
azi8-
2
ylsul
fanyl
ispro
pencL
2-die
l;
(277)
:
214-a
mino4
4(5-c
hloye
,114,
3H-be
neord
ellso
clirn
men45
,4)-(
1,3,5
1Ythl
ethyl
ipy
15550
55-i
:3-di
d;
(278)
:
tbioc
embam
is
acid
2-[4-
amino
-6-(5
-chlo
ra-11
4)0-1
1
01415
1)ten
-6-44
)-[13
,5]&i
asin-
2:41s
ulran
elfec
tleyt
cate8
(279)
:
thict
earba
rnic
acid
203-1
4-ami
no-6-
()-ch
loro-
114.3
81-be
rzo[d
elise
erymm
ao-6-
y1)71
)1,3,
5)tri
ssin-
2-64s
elfre
31
ester
;
(280)
:  4
()
darns
II1,3
Il
bensr
[deli
sochr
omtea
6-21)
6-(2
metha
nesul
timyl
-ethy
lealf
suay1
)-11,
3,51I
riari
nasyl
ettai
ne:
25(28
1);
4-(5-
cllom
-114,
3H-bm
su)de
lisoe
b55me
n
thi)
66(3
sattl
etuer
selfo
ny)er
opyLs
elfan
y1)-1
1,335
1the
sin-2
.ylen
eine;
(282)
-
3-81,
un8uo
-67(5
-chl0
00-11
13H-I
m000[
de]ie
4b555
0e0s6
-81)-
11,3,
5Thia
rin.2
-ylsu
l
7.71-
Feep5
5el
30seu
ffona
misie
:
(283)
:
2-14-
sreis
rs6-(
2-chl
onttl
H,311
-bstl
eofde
li:[1
33,5f
trine
in-2-
y11-
forem
icte:



(284)
:
354-(
5-ehl
ont-I
H3134
55ett
(Seji
socbs
omen-
6-74)
-)-(3
:433-
tritt
uoro-
propy
l3ulf
ery1)
-11
yylam
ine;
(285)
,
4-(5,
11770
21.11
,311-
bewn[
delis
och:r
omen-
6-3.1
)26-(
(tA4-
tritk
oxo-h
utyls
ulfan
y1)-1
11.3,
51tri
azio2
7-
ylami
nc.;
(286)
:  5
42(5-
chlor
o-IH,
31-14
0..o[
delis
ochmm
m-6-y
1)-6-
(3-fl
uorop
ropyl
sulta
ny1)1
1,1,5
]tiaz
in22-
yhmi
ye;
(287)
:
42(52
2hlur
o-111
2317-
ben7o
(clul
isoch
romen
62)1)
62(4
fluor
obuty
1sull
imy17
21,3,
5]tri
a7162
7-yla
min
10(28
8):
4-(5-
chlor
o21.1
4,311
-Lerv
x/de]
lsocr
uumta
26-3,
1)262
(oxaz
ol-22
7.2(n
ettyl
sulla
nypil
almrc
;
(289)
:
42(5-
chlor
o-Ig3
11-bm
eo14e
)0598
5romm
-6-y1
) 6
(thia
76122
ylmAl
ylsol
fany1
)-(l2
3,211
7).7.
1-22)
2 IS
(mime
;
(290)
:
4-(5-
chlor
o-111
,311-
ben7/
171cj
isodu
omez
6
y1)26
(2
thisz
ol
22)72
ethyl
sulfa
ny1)2
1.73,
51tri
,zin-
22y
)(min
t;
(291)
:
204-(
52thi
9800-
11-73
H-bem
oide]
iscpc
bu00m
-62)(
1)-6-
(1H-i
mid98
(1-22
)Imet
byl1u
lfany
1)-[1
71472
4
n-2-y
lamin
e;
(292)
:
42(5-
chlor
o-111
231-7
12cnz
okloj
isock
romen
6,1)-
6 12
(III
imi21
222)1
)22.t
hylso
lf2[1
,3,5)
26
azin-
22yIa
toloc
25
(2)37
4-()-
chlor
e-IH,
311-b
eazoi
de]is
o198m
ea-(2
)))26
-(2-9
89851
-52y1
-ethy
lcul.
5j222
'amin
e;
(294)
-
4-(52
cElor
a-111
,311-
benm[
delis
ochro
nn6
)-6-(
pyr(d
ia-4-
ylmet
hylsa
lfany
1)-(1
.3,71
tnal)
72-y
30
kunin
e; 



(295)
:
)-(52
cFlor
o-IH,
3H-bm
eorde
lisoc
hmmen
-6,1)
262(2
-pyri
clin-
42)27
711)1
sultb
ny1)-
(1,2,
517.7
..-2-
ylanf
ule;
(2965
354-(
)-cla
nro-1
H7E1-
5e0(0
rdeks
0(0hr
ome11
26
yl) 6
(nync
lin-2
-yime
thy(0
nfany
1)211
23,5f
tdaei
n-2-y
!amin
e:
(797)
:
11-(4
-chlo
ru-1b
enzo[
delis
c6167
46cnd
5-41)
-6-(2
-orld
662-5
6ethy
lsuld
any04
43501
-6(et
h-2-
5[4-1
5-chl
oto-1
11,31
1-656
7.1d4
1(65,
91061
16311
-56Y1
)-114
3,511
7137i
n-2-7
1dulf
anyl6
pmplo
nando
;
(29)6
266(6
1419u
riu07
3-[4-
aninn
6 (5
chime
1H531
1
bewo[
de6so
chrom
(666,
1)61,
3,561
19416
2-315
011
way11
-15-t
uethy
l-pmp
ionan
lid04
II(3)
90):
2-63e
tylam
ino-3
[9-am
ito
6-(5
chlon
n
1R3H
bu35,
1541i
nen-6
-31)6
43,51
61
anyIE
N-eth
y)-pr
opion
anild
e:
(301)
:
2-ace
tythm
ino-1
364-a
minu6
-(5-t
hloto
-11I[
56.1m
en-6-
51)-1
1,3,5
1Th51
,(1,
15
any11
-6116
dimet
hyl-p
rupio
namid
e;
(302)
:
2-ami
ne-31
4-(31
610-6
-(5-0
Hom-I
H,3H-
buad3
1de1i
s0chr
wen-6
-90-0
33,5.
04170
1,62-
ylsuL
any.6
-
19-me
thyl-
propl
ananu
de;
13016
20
245uo
ino-3
,[4.4
unino
-6-(5
-chlo
ro-
1,311
41346
74,[d
cf
ulsom
en-6-
511-[
143,5
11647
072-7
14161
433'1
1-
15.05
dim1h
yl-pr
0pion
3tnid
e..
(204)
, 2
[4-59
3166-
5 (5
chlo)
IH53H
beado
[deli
sochr
omer-
06,04
1.3.5
51-66
6n-2-
71461
.5665
11516
(2-in
et
huxy-
ethyl
)-ace
tannd
e:
25(20
90 2
14-ar
ninu-
6 (5
Akre
111,3
11
beo7n
[dedi
seohr
omda
6 54)
[1,3,
51616
7662-
ylsul
fanyl
i,T6o
yano
methy
l-acc
Laroi
de,
(3)6)
: 



2-(4-
663)1
0-6-(
3-414
aro6H
,314,
1,cnd
u[dcf
isoc4
1)463
.51tr
iadin
-2-yl
suffn
ay115
d 30
roxy+
hydro
xymet
hy64t
bylya
ccilu
nide;
(3)76
214.6
46(66
-15-c
6loro
-1117
3H-be
020id
e]iso
chrom
m 6
yl)
[1,3,
5
hylan
dro-c
thy0-
460(a
midc;
(308)
:
35764
4amin
o-6-1
5-ohl
oro-1
16311
-4697
4[4]i
soclu
om666
664)-
11,3,
511:6
35(4-
2-ylc
ulfan
y161.
411-1
5(1
16,1-
pipor
4in-4
-41)-
(.16d
ab4e(
15
(3)9)
:
341-a
minn-
6((52
2201-
4-114
,311-
benn/
fde4s
0442-
6-y1)
44.3,
211d0
714-2
-3444
1.10,
21222
(2-41
44
lIcxy
22114
14-pr
opi0n
amide
;
(310)
:
51-{2
-14-e
mi6o-
6-(5-
41400
)-1H,
3H-bu
le44e
li1o1
k1o13
en 6
51)
[I
.11,5
41042
12-2,
14412
.4:21
1-2(4
1)
(itui
da2ol
in-24
274;
(310,
3-{2-
0-ami
no-6-
(5-21
,1022
117,3
17-be
r72[2
(lisa
chrol
uen-6
-54)-
11,3,
54t04
7422-
21421
fany+
40,41
(cute
clidi
a-2-o
ne;
10(31
2):
2-f
4-ami
nn-6-
(5-41
4424-
1H,3H
-bece
ordel
isocl
immcn
(6,04
.23,5
1tris
eit-2
-4170
14225
41-I-
py747
1c.
-2-44
4-tha
n024;
(313)
:
34244
-6o31
co-6-
(5-ch
lorn-
IH3H-
24714
4)414
1
isocb
re m
er-6-
21)41
,35.1
triac
ia-2-
ylsuM
my11-
47.71
54
15)(4
.2)11
.110-
2-0ne
:
(314)
:
2([2.
aminc
-6-(5
2227m
-111,
311-b
en74[
0412.
41.0(
747-4
440-P
Yrimk
1444-
57-74
42731
1-344
1412I
ds,
(315)
:
2-p-a
mito-
6-(5.
10Dro
-III3
H-b..
[detr
odutm
en-6-
Y1)-P
Yr..t
hl"-Y
fruka
nYMN-
eYani
n 20
hyl-a
cetam
ide:
(316)
:
[2-am
inc
-6-(5
-chlu
ru-11
4311-
betvo
lde/i
scwbr
um(72
6-54)
-1:07
Inild
ia4-y
Isulf
27511
-prop
ionam
id
(317)
:
253-1
22uni
a0-6-
(5-44
1474-
112.3
H-b
utde]
isech
ro614
7:021
74-(2
-hydr
ox 



427(4
7D407
37744
11744
;
(314)
.
3([2-
amino
-6-(5
-2610
ro-11
1221-
bec40
[407.
10onl
ina-6
-41)"
.4
opion
amidc
;
30(31
9):
342-c
minc-
6-(5-
4410c
7-111
,39;
retLy
1)-pr
9piom
mide;
(3)0)
1
3-22-
2(.4c
26-(5
,140m
-11-1
,314-
67244
/2411
44444
01424
-41)-
pyrim
isull
any44
.44((
144-
3-4
35
ih574
(7771
022/4
)-(27
2,44)
7617)
(321)
:  36
37[2-
amino
-6-(5
-ello
ro-IT
I3H-h
azokl
eliso
chrom
en-6-
y1)-p
yrimi
dia-4
75)1-
24040
28
opion
amide
;
(322)
:
3-12-
ansin
o-6-(
5
ch142
4-1H,
311-b
enyo[
dc]is
ochru
rne6-
y1)-p
rimic
lin-4
-ylsu
lau62
)42-2
52tim
ethy
51-pr
opion
amidc
;
(303)
,
3,[25
arnim
o76-(
5-cli
loyo-
IH,3H
-boaw
ideli
sochm
men,6
-y1)-
pyrim
idia4
-6184
1fany
WN-(2
-kydr
ox
y-eth
yl)-2
-0541
18y17
54414
46816
446)
(324)
:
104-1
2-ami
no-62
(5-oh
loro5
111,3
114-6
04544
271is
oulto
meo-6
-y1)-
primi
din-4
-ylsa
lfany
libut
ylany
idc;
(325)
.
emrla
smic
acid
2-[25
2miao
-67(5
74144
m-IH,
3H-bo
aeokl
ellso
elmmc
n 6
yl)py
riyai
dbx-4
ylmlf
anylf
-elhy
l
ester
;
(326)
:
3-12-
aminn
.6.(5
551il
oro-1
11,31
151)8
05444
,1iso
uhrom
e645-
y1)-p
yrimi
din-1
-y180
11.51
-prnp
2071,
21; 



15(32
7),
15-42
[2
ariss
6,76
(5-cl
ilorn
-IH53
H-bca
roide
lisoc
hromm
-6-y1
1-85-
dmidi
n4-41
sulfa
nylf-
elnyl
l-ao
etami
de;
(328)
: .8
{3 p
amino
457(5
5hlur
o-111
,)171
hen5r
4deli
sucim
y466-
(-52)
-pyri
mi6m-
4,150
14252
41-pr
opyl)
- 20
aceta
midc;
(328)
) N
(2 [2
ainia
o-6-0
5
chlor
o
1H531
1
benyo
rde]i
soclu
uract
-6554
)-pyr
Upidi
n-4-y
lsulf
ivayl
kelll
yllyn
ethan
esolf
onarn
ick;
(330)
:
255-1
2-amm
o-62(
57221
1oro-
111,3
12418
8
Pcjis
ochyo
men-6
-y1)-
pyris
iChn-
5-41.
44Lfo
nylme
thyli
-oxay
o
(33)4
22 42
[2
54452
4467(
5
chlon
y1H,3
11
beuan
[cle]
isocl
uomen
-4551
)-pyn
micli
n-4-y
lsulf
myli-
etLy1
2-2-
hydro
xy-ac
etaru
ide;
311(3
32):
(2-82
-cuai
no-6-
(5721
iloro
-1I1,
3215b
en266
12,1i
socht
o(026
7(477
)-PY7
76471
5-474
156)1
.027-
47716
21-74
44
3-al-
amino
-6-(5
-cb1e
ro-13
7351t
rlj
[deli
hnxy,
thyl)
-prop
ionar
ricle
:
(335)
;
3-14-
andno
MM5-c
hloro
-111,
3.11-
bense
[deli
s
6[1.3
,511r
iamM-
2741]
34177
00454
17.77
1)-Pm
Plena
llde:
(3367
3-M-a
minme
s(5-c
bloms
lE3H-
bnacu
ldell
soehm
m
m-044
)11,3
,517u
tf11
trupi
unami
de;
(337)
: 



3a4-c
minn-
6-(5-
chlor
o-III
,31I-
te117
0
Malis
ochao
men-6
-7041
,35ar
iaM.7
172N-
dime.
Myl-p
ropio
nmuid
e;
(335)
:
3-77,
mtinn
-6-(5
-eblo
ro-11
1,311
4enzu
ldell
seekn
men-6
-33)4
73517
7.417
-2-71
43644
.371
dr (2
117:1
tory-
et9YD
-2-mo
thyl-
propi
onami
de;
(3)9)
:
4-lIn
amino
-6-(5
mblom
s1H.3
H-ben
cuide
lisoc
hnumm
-6,17
11,3,
51tri
tuin-
2,1su
lnuml
fsbut
trami
de;
(340)
:
3-14-
actio
n-6-(
5chl1
11)-[
1,3,5
.1fri
nzin-
2-yls
olfan
ylpro
pan-1
-(11;
(341)
:  S.
[4-ni
niuo-
6-(3-
chlon
o-IHS
H-bon
eolde
lisoc
hrome
m-6-7
17113
.41tH
aci5s
2-yla
inauM
nethy
llox
acuil
dillu
2mnel
(342)
:
N-724
4-ami
5-ado
ro-11
7,3H-
burmu
[der4
1,3,5
1tria
zimMy
lsulf
anytd
eL161
)-731
364.4
Y-mul
allil
de:
and
(343)
:  4
[4
amino
-6
(5-eh
lnros
It3.3
H 2
Ilia
phena
len-5
-tl)-
11,3,
517la
tin-M
ylcul
acatl
fsbut
trami
de:
30
[191a
cocom
mnd
or
plann
aceut
leall
y
accep
table
salt
there
of;
sulmn
sin
dmcom
pound
is
selec
ted
from
the
group
umusi
ttM3
.7:
(4):
4-()-
benny
lexy-
2,47f
ich1o
rophe
nt1)-
6-be0
4-isu
lfany
41.35
Miart
m-2-y
lamin
e;
(1)),
(4som
mimmo
st2sm
ethox
y-44(
4-mef
lmlyi
peran
insls
earlu
my1)-
plamy
lsalf
anyTt
13-3]
mann-
2-7
35 I)
-24-d
iehle
mphen
9XYMa
numni
Mic;
(24):
M(241
diehl
oro-3
prtie
lina
yl
plien
y176
medmi
sulam
y141,
11,31
7:7-7
772-3
1=4
38
(25):
Au{2-
14-an
sioo-
642,4
-dich
lom-5
-prim
idia-
2,4-p
heay1
)41,3
,51tr
issin
-2-y1
sulth
ryli-
ethyl
)sacu
t
(1(aL
lei
(20):
5-(4-
amino
-6-tu
snyls
ulfun
yl-fl
,_45:
144zi
n-2-3
1)-2,
4-dic
hloru
benzi
onidc
;
5(28)
: 5
(4
icaus
1 o
6-ben
nIsul
tuiy4
[13,5
]fria
ssin-
2,1)-
2,441
iublo
ro-N-
(2-hy
dr047
21-44
4,222
4445,
144,
y1)-4
28..1
54;
(37):
544-a
mino-
642,3
-414)
45482
1.41,
145.4
fsuy1
)41,3
,5Thi
ssin-
2-y1F
2,4-d
imcth
ylbis
iusic
acid
methy
l
ester
, 



10
(39):
4-(24
-dial
uroph
eus1)
-6-52
,5-di
metho
xiipl
icnyl
sulli
ms1)-
pyrim
idit-
2-sha
nke;
(44):
3 )4
r2
acibi
o-6-(
2,5-d
imetl
ioxyp
hcnyl
surau
y1)-p
yrimi
diodl
y)-11
-3-me
lbylp
henox
yl230
pa01-
41
(45):
15(4-
p-ami
uu-6-
(2,54
1imet
boxyp
henyl
sulta
nyl)w
rimid
indl-
y1434
uedul
pheno
xy}-s
cuton
ite11
41
(46):
2-144
2-and
ue-6-
(2254
finet
licxy
phaly
tsulf
am)l)
-pyri
utidi
a-1-2
-143-
inetl
iylpl
ienns
y)-az
ctami
dc;
(48):
4-(Sc
henry
loxy-
24-di
chlur
ophod
y1)-6
-(2,5
-dime
tboxs
plicn
ylsid
lanyl
)-pyl
imidi
u-2-s
lwadn
e;
20(52
):
(5-12
-.640
-642,
54/Im
etlin
xypli
cnyln
drany
1)-py
rimid
is-4-
411-2
41-di
chTom
P4414
4834-
acc44
11th
le;
(54):
)542-
amino
-6s
H-bon
simai
dasul
-2-yl
sailf
ony0-
2)411
.1411
44-34
1-Z4-
dicId
uroph
enoxy
yncet
oniti
25Ici
(55):
242-a
miao-
6-(2,
4-cli
chlor
e-5-c
yannm
clhox
yplin
as1)-
-4-yl
su43:
11-im
idasn
l-4-c
ar
boxyl
ic
acid
Shy]
ester
;
(59):
;;',;
(444a
rn5n,
6-(2*
dicid
u,0-5
,4.
.0408
-4_,T
henyu
-443,
48n41
1-tit
hs1)-
acut
allud
e;
(53):
(544-
iunin
u-6-(
3-inc
iphor
m-1-y
1-3-n
xci-p
mpyls
tilli
cny1)
41,3,
51148
4a-2-
y11-2
,4-di
chlor
ophen
ox
yi-ac
eLcui
trilc
C
35(02
):
445-c
hloro
-11(5
11-be
nzoli
deiis
ccdm4
1411-
6-01)
-643A
-dine
diOXY
phedi
OXY)4
2,3,4
1tria
zin-2
-ylam
39
toe;
(92):
4-(5-
chlor
o-111
,311-
ben70
EdeDm
ehrum
.1-6-
34)-6
-cYck
hz"Yl
sulfi
mY1-1
1''Mt
,
(111)
:
51.4-
atedn
e-(-(
5-thl
om.11
723H-
beaso
ldeli
mehro
naos
6
21)11
,3,51
trias
in
24aIs
ullan
ylf
aceti
c
said
methy
l
ester
, 



(113)
.
72-(2
-14-m
uino-
6-()-
chlor
n-114
7H-bu
sso[d
e]iro
m81)-
Macet
atoid
e(
10(11
9),
24-4-
amino
-6-(5
-ohlo
ro-11
1,)11
-I
117P2
71115
2`eta
m131
(125)
: 3
154
amino
6-(5-
ehlor
o
11423
H
ben7o
131e1
ree4-
6-y1)
-17,3
,5]tr
iasim
2mIsu
ll'an
ylfmt
oPion
a
15aul
de;
(143)
:
5,-(2
.74-a
meMu-
6-()-
chlor
o-114
7H-be
neeid
eliso
ehror
nensf
issly
[1,3,
5ftri
aram2
-34su
lfany
lmetI
ml
imIrm
yllea
cetan
iele;
(145)
:
204-(
5-chl
om-1H
7H-17
47-mo
1de1i
socbr
omen.
6m1)-
6-(2,
linxy
pheny
ls
mayl)
-1
1,3,5
Etr
-Marl
ine;
(149)
: 19
(3 [4
awiao
-6-(5
clilo
res13
1,3H
benzo
[cle]
isneh
rom(7
76-(8
)41,3
,51tr
iasin
-2-yl
sypro
py
11-as
eltan
ide;
25(17
5):
f244-
amins
-6-(5
-ello
ro-11
1,)1T
-hens
o4lej
i.774
6(0,6
-6-37
)-117
3,711
11.4-
6-7-2
7707f
41137
7-e63
77-9
.res4
(178)
:
2(-12
-[4-s
seino
-6-(5
-eblo
res1H
2)H-b
enzo[
de]ls
oclim
mayer
yly[1
,3,51
91371
6-2-y
lsulf
anyly
cl.hy
l 30
Mmell
emesu
lfona
mide;
(205)
:
3-81-
antha
o-6-(
5-ehl
on411
42314
-bens
o[del
isoch
rome0
_(-54
)-(1,
3,51t
5asin
s2mis
ulfan
y84-m
elL34
-yrop
foomi
cle:
(2)46
353-1
4-ami
ne-67
(5-oh
luro-
111,3
11-be
nso[d
eliso
El14,
7
mery-
ethyl
ypsup
ionsu
oide;



(270)
:
carba
mle
acid
2-14-
atoin
o-6-(
5-alo
re.3H
,3H-b
enzo1
de1is
ochr(
mcm-6
-y1)4
1,3,5
1t3ia
71,2-
51cul
esrer
:
5(314
):
27[2.
-amin
o-6-(
5-chl
oro-1
11334
(hcne
okluf
ixoch
rotoe
n-6-3
1)-py
ritai
diu-4
-ylsu
lfany
11-6c
ebmid
e;
(315)
. z
r2
amino
-6
(5.11
1676
1/1.3
H
56373
013,5
71733
15.7.
131
37)
Pyrim
idin-
4-61(
alfan
yl-61
7cynn
omet
byl-a
cetam
idc;
10(31
0):
342-m
nino-
6-(5-
cblom
-IH,3
H-ben
zo(do
1isod
ssome
n-6(3
1)-py
r0mi2
u-4-6
15ulf
acyl1
-Pr0P
3316.
171
(31))
:
3423.
61611
666-(
5-3h1
oro-1
11,11
1-len
zo[de
fisoc
home.
676-5
1)-11
53161
1Arca
ISy-c
t11).
1)-pr
opiun
amide
;
(318)
:
3-12-
amia0
-0-(5
-chI0
00(lH
73H-1
5.53o
ide(i
sochm
men 6
yl)
D.-17
73[6t
h.
4-7(1
sulfa
nyl]
.3T-n
icthy
l-pr
piona
mide;
(319)
:  20
33[2-
aminu
-6-(5
-cluo
to-11
1,3H-
hcum[
dolis
ochto
mu-0-
51)-p
yo!o(
din(2
-ox
3-731
13.1)
-p0o0
1o240
11de;
(320)
7
34233
mino-
67(53
/163r
o-11-
1,311
-benz
o[de]
isneh
rom13
5 6
y1)
pyrin
iclin
-1-61
sulfa
nyl-N
-((R)
-25-6
.1.11
331(o
n-PmP
511)-
P7031
51776
1751
25(32
1): 3
[2
niuo
6-(5
chlor
o-11-
173H-
1531.
171cl
isoch
romen
6.546
.pmid
in
4-yls
ulfan
y11 2
methy
l pr
opiun
amide
;
(32))
:
3-172
-amin
o-0-(
53c16
66616
1
301-
propi
nnami
dc;
(323)
:
37[2-
amino
-5-(5
-3131
ora-1
11,31
151.3
74dcf
iroth
ro0py
rnnic
lin-4
-y1Or
o).
63501
61)-2
-rnet
141-p
ropi0
54000
dc;
(324)
:
4-[2-
anniu
o-3-(
5-5.1
13ore
-1111
3H.16
73701
3136.
56L0e
00-07
5.(do



(325)
:
cxubm
ic
acid
2-12.
-euei
no-65
(5,11
1em-1
14,31
4-bat
holde
lliso
chmme
nebyt
hmeri
midin
-thyl
sulfa
nythe
tlith
cs1c8
(326)
:
3-12-
amine
ththt
hchlo
ru-11
1,31.
1-bea
th.Mi
ltheM
eleth
methY
1)-pr
emicl
ithel
eyleu
llthy
llelt
helmt
hel-0
1:
(327)
:
2.7{2
.5[2-
mmino
-65(5
-thlo
ro-11
7,13H
-bene
eldel
isedt
hothe
nthey
thpyr
ine16
thMet
hulfa
nylle
et111
2/the
clarn
ide;
(328)
:
AMY-t
heami
n:765
(5-th
lorth
lIL31
1-ben
eethd
efise
cthot
hen-6
571/5
1157:
10121
1170-
Yleth
lthlt
hIllt
hthey
thace
tamMe
;
10(32
0):
{2 12
ataio
th6It
he3H
beeth
oldli
sochr
oment
heyth
ryrim
idia-
thyle
yth
otheu
eself
onami
de;
(330)
:
542-a
minu-
6-(5-
thkro
-1118
3HMld
ylmor
thyth
pyrin
thChn
-45/1
1thlf
enthe
nella
ylier
math
15lic
lem-2
-one;
(331)
:  N
(2 [2
aminn
el0(5
-thlo
w-111
.711-
benth
[clej
ithet
hothe
n-6-3
1)-py
rimic
lin-t
hyleu
lfany
lthel
helth
2-
hydra
metha
eclar
nith;
(332)
:
20{2-
[2tho
thuot
h-(5-
thlor
m 1
H,3H-
)etho
theli
sochr
nment
hml)
pylit
hidit
4
ythel
faull
ethYl
)
three
(333)
:
244-a
mme-0
_(550
1thor
0-111
,311-
bene.
o5the
llsot
hr0me
n-5-1
1)-81
:5071
10/22
1-2-2
1.18{
2241-
54-eY
a1e
methy
l
accth
nide.
25(33
0)
3-/4-
ethip
o-0-(
5-ehl
orm
1H
3H-be
ezold
elien
chrot
hen-6
-ytht
h.3.5
1fria
mn-2-
3.101
1
yli-N
-(278
:71
hox)-
ethYD
-PmPl
eneth
Me
(335)
:
3thle
ammo.
6)(5-
thlor
o-11.
8311-
tene.
oldcj
mothr
othen
th-51
)-11,
3,5th
nthm.
2.ele
ul 30
34ehy
droxy
mmeyt
hprop
ionam
the,
(336)
344-a
minot
hth5-
cbl0m
-IHIF
T
thaat
hdeli
thebr
omene
thyth
ll
5thri
miu-2
55.10
litha
y11-2
-thet
hYl
eprop
ionee
nide:
(337)
.
353-0
1-100
thoth
-(5-6
12the
.lth3
Ithel
lsoce
n-6,1
)-11-
3.51t
hlaim
e2-th
I]
thelt
ropio
nemic
le,  
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(338)
:
3-915
amino
-65(5
-chlu
ro-11
1.311
1-ben
za[da
lisoc
hlome
a-6-9
0-113
,5193
52891
18
yl]d
roxys
ethyl
)-2-m
c8129
-2(01
11811
15.11
99
(339)
:
54-14
-1sm3
uo-65
()-ch
lorn-
IH23H
-benz
a14el
isoch
romm-
6-91)
-11,3
.51tr
i10in
55-91
1ulf0
ty11-
bu505
00
(340)
.
3-[4-
amfno
-65(5
-chlo
ro-)1
11511
91>cn
eu[de
lis00
00511
If-1
10(34
1):
5-91-
atuln
o-65(
5be00
.a[da
fi000
1aame
n-(58
1)-11
23,59
thaek
-2-yl
sulfa
0ylme
tlfyl
f-ox
azall
din-2
se0e:
(342)
:
N-(55
14-am
info-
65(5,
111ar
u-114
2311-
beRan
[dlis
ochro
mea4-
91)11
,3.5]
triaz
in 2
yIsfu
lfaa5
11
ethyl
151-2
-hydr
oxy-0
0e000
sidc;
and
(343)
:
45[45
0mi]o
-6-(5
-0hlo
rc9II
I,311
52-th
iapho
slea-
6-91)
-[1.3
.5]tr
5a4n-
2-yls
olfan
y11-b
l0yra
m[da;
[21(1
a
ph...
alnic
o]
compr
isine
Is IS
activ
e
asp-u
ncut
the
catnp
otmd
or a
phfun
aceat
icall
y 22
a/a-a
rable
salt
there
of
accon
ling
to .2
onc
HI I
to
[19];
[21
an
antic
ancu
ogle:
compr
ising
as an
activ
e
1119(
911ml
the
uompo
am]
ar a
pharm
aceut
icall
y
accep
t:At
salt
there
of
accor
ding
to
auy
one
of
[I]
to
1191;
25
[II]
faa
11919
0
inhib
itor
compr
iskig
as .
activ
e
ingre
dient
the
compo
und
on
pharm
aceut
icall
y
acaep
table
salt
thump
(
acafr
diag
to
any
one
of
[11
to
[19];
1121
a
pbarm
accut
i291c
ompos
ishon
compr
ising
the
compo
wld
or a
pbaon
aceuf
icall
y
accep
tablo
salt
thcrs
uf
accor
ding
worry
ono
of
[1110
[Inso
ds
9195n
8808d
85815
r
25"Pt
abl"0
00";
[24]
a
compo
st&
repre
sente
d by
formu
la
(7)
or a
sal(
there
of:
Ra
43  



(7)
whude
ith
Rs is
a
haIng
us
atom,
Chs
alkyl
group
. C14
alimi
Y1
grown
ddt
andsl
Y1
Small
, did
rant"
%mull
, Cht
alkyl
thio
group
,
nitro
group
, csr
amino
group
; and
5 Rh
is a
halog
en
atoms
cduno
gmups
or
amidi
ne
gnaup
;
1231
tbe
nomPo
tuad
of
[24]
or a
salt
there
of,
whaxi
n fTh
soot
amidm
o
group
;
[10]
a
compo
und
repra
mnds1
by
formu
la
(8)
or a
salt
thudo
fs
NH3
10R0(
8)
wherc
in.
X.
Rs,
R3,
11.3,
R4,
and
145
ate
an
dchun
d in
[11;
C
"I:ap
ses,
a
hydmv
ai
amass
to
optio
nally
athst
ittne
d
Casa
alkyl
buoup
, an
optio
nally
subss
tadot
ed.
alum,
'
group
, at
optio
nally
subdi
tuted
Coss
alkyn
yl
group
, as
optio
nally
13
subst
itute
d
edit
cyclo
tayl
group
, au
OP(1.
11011
Y
sub41
01114
d end
alY1
addlb
at
optio
nally
subsl
itUte
d 5-
to
12-me
mbere
d
Iscso
nsart
l
group
, or
an
ophnn
allY
sabdi
thred
3-M
14-br
annhe
rnd
Metcr
ouche
t m
in an
inton
er
from0
m 2;
mad
St'
is a
hydro
gen
atom
whe0
pri
the
compo
und
of
[26]
or 0
salt
thfi.
f,
0hoa-
4074M
o a
hitog
ttt
atom,
01 am
optio
nally
5subs
linrt
ed
cm,
shIct
grant
,:
UPI
the
tompo
und
of
[2710
( a
sgt
there
rS,
wherm
aZ is
a
hydro
gnu
atom,
C,,
alkyl
0000,
30
50010
00000
; 10
1291
a
metho
d for
limni
ng
cmaco
mmtio
le
compr
ises
thc
stop
of
othoi
nista
irm
to a
mdent
antel
00000
0 00
offec
tec
amoun
t of
tbo
compo
und
or a
phamt
arent
i"cal
ly
aumpt
able
salt
Meteo
r
aouun
tiog
to
nay
one
of ph
to
[191;
and
03O]
Imo
of
the
omopo
tral
or
aphao
namul
tical
ly
acto
15 Di
to110
] for
prodm
ing
an
mtica
nam
agml.
[Meet
s of
theDi
sclos
ure 



The
compo
wd.
of
the
proso
m
discl
osure
retsg
mored
by
formu
la
(I)
haw
}IMMO
inhib
itory
aeriv
ity.
Tbsee
tom
the
compo
unds
of
the
prese
nt
discl
obore
Mien
mad
atone
or in
20
combi
natio
n
mith
undoi
ng
antic
ancer
agent
s arc
usent
l as
antit
umor
anats
or
matit
uroce
s
agmat
e.
Some
gibe
compo
trodm
mussm
ithib
y
fonmu
la
(1)
aro
also
met/
as
synth
etic
inter
media
tes
of
other
compo
unds.
rELOC
OMpUl
ardS
tepre
Seate
i by
forma
..
(7)an
d (11
areus
crul
as
synth
etic
intor
metth
ales
of
the
compe
rmds
mpros
tuate
d by
ronno
la
(1),
25 I
Mode
tor
Canin
g 001
the
Disol
osurt
h
licro
inaft
eo
the
compo
unds
(tith
e
promo
(
discl
osure
,
metho
ds
for
produ
cing
Mem,
and
pharm
aceut
icals
compr
ising
them
compo
unds
milt
be
descn
bed.
04000
00m01
Horei
n,
the
Mum
"Cma
arch
group
'
tohot
to a
stram
Itt
or
Toran
ohnd
oboE,
,
toitt
yotod
monov
alent
C t
hytme
arhon
an-Na
mand
examp
lomml
ude a
methy
l
worm,
ethyl
group
,
mond
grool
th
IooO4
group
,
kntyl
sore.
h,000
I
Moult
s
hunts
,.
4050P
ote54
17004
...54
gturm
Ps
4,45.
4
24001
0
m0000
0:074
M0010
040E3
4
00012
sombU
t54
Voult
, I
sorat
herim
oPYt
mouth
14-cl
imegm
lmopy
l
group
,
2,2-t
hmoth
44000
00l
atoup
,1,24
1tmer
hylpr
opyl
group
,
thata
hrtam
eMYIP
ropyl
group
,
1,2,2
-mm01
0l000
m054
Moup,
1,1;
42
temtm
ethyl
propt
y1
grobp
,
1enst
h1ibu
ly1
group
,
Maget
trelb
otyl
promp
t
34not
h4lbu
4t
group
,
1,1-t
h0,et
hyllo
ntyi
moon,
45
1,2-d
imetb
ylbut
y1
woup,
1,1-d
iumth
ylbut
yl
mom.
1,2-r
ignet
hyl
buty/
gaaap
,
l,l-d
iaual
ftytb
apol
group
,
2,2-d
imeth
ylbum
i
comp,
2.3-d
imoth
ylbut
yl
group
,
13-di
mothy
lbuty
l
.gtau
p.,
Ibuty
l
group
,
2mthy
lbuty
l
group
,
Spong
y,
krtuu
p,
and
neope
ntyl
mom.
and
The
Ike.
Itch;
the
term
"Cm
alkyl
group
"
refer
s to
a
skuig
ht or
branc
hed
chain
aataa
alad
omkut
Cr 6
hydro
carbo
n
gimp,
and
examp
las
inclu
de a
methy
l
moup,
ethyl
group
,
mum,
mutip
,
butyl
group
,
molly
(
group
,
hemd
pimp,
isopr
opyl
group
,
Andy,
getup
,
ate-
band
grouP
,
Imeth
ylpro
pyl
group
,
1,1-d
ioset
hylPr
oPM
groul
g
2,241
4..li
ghm21
),
group
,
1.2-d
imeth
ylomm
i
mono,
1,1.2
-Mmet
hylpr
opyi
group
,
42,2-
trime
thylp
mpyl
group
,
1,1.2
,2-te
romet
hylpr
opyl
group
,
Imeth
ylbut
yl
group
.
Mnich
ylbot
yl
group
.
3-met
hylbu
tyl
group
, ii
climm
hylbu
tyl
group
, 10
1,22l
imeth
ylbug
ol
knoup
,
1,1-d
iruct
hylbr
ityl
group
,
I.2-d
ituet
hyl
butyl
ocup,
43-di
niolh
ylbot
yl
grow.
2,2-d
imeth
ylbuL
y1
gimp,
2,3-d
immhy
lbuty
l
group
,
3,34i
methy
lbuty
l
gram,
Tethy
lb.43
2
group
,
2-6,t
hylbu
tyt
pomp,
isope
ntyl
group
, cad
neope
ntYl
Mork,
ralk
11kc
15k,
Tic
mom
"C1 y
ancyl
group
'
ruler
s to
a
shaig
ht or
brium
/m1
chain
.,
sampl
ed
monov
almil
CM,
hydro
carbo
n
grouf
e and
examp
les
inclu
de a
methy
l
peep,
ethyl
peep,
propy
l
group
,
butyl
15
moup,
isopr
opyl
group
sec-b
utyl
group
, and
tibut
yl
mom,
and
Me
like.
The
term
"Cr4
hubal
kyl
group
.
pront
o a
"Mk
alkyl
group
'
subst
il
Med
with
one
or
mare
halog
en
Mums.
flit
prefe
rably
a Cro
MIMI
Porno
mrhst
riuto
d
with
one
or cm
re
Thro"
no an
chlor
in,
and
caamp
les
Mehl&
a
trigu
morne
tbyl
gyoup
,
dilli
tomme
thyl
group
,
fluor
rmetb
y I
romp,
poila
lluar
oetyl
mom,
letnd
luoro
etbyl
Dour.
trill
uoMet
hYl
gccry
,
dillu
mmeMI
Moon
ippgg
emy.2
pew,
highb
rommi
ryl
group
,
diehl
ormac
thyl
group
,
atda,
ateei
hyl
pang.
penta
cblor
othyl
gimp,
tetra
chlom
etbyl
poop,
trich
loroe
tbyl
group
,
dichl
oroet
hyl
group
, and
cbler
eethy
l
group
, mad
the
The
turn
"Cmc
alken
yl
group
"
ref.,
to a
Oro
hydro
carbo
n
gaup
limin
g at
lcmt
one
doubl
e
bead,
and
mammi
es
inclu
dc an
ethen
yl
(4.20
peep,
1-Pro
Peu54
gMuP,
2-14o
Pougl
25
(ally
')
cram,
isopm
penyl
gum,
1-but
enyl
group
,
2-but
enyl
group
,
3-but
cnyl
Itiom
malM)
grOrp
,
paste
s,'
group
,
homny
l
gong,
herta
nyl
{coup
, aed
octop
i
group
, and
the
like.
The
tom
m22,
alimm
l
grope
refcr
s it,
a Co
thtd,
00att
tta
moup
hatin
g at
least
me
doubl
e
bond,
wad
matop
les
inclu
dc an
chum'
(1MYD
Moen,
1-2ro
Pc.)4
graoP
,
2-PrO
Pen).
(PIM)
group
,
impro
penyl
group
,
1..bu
tuayl
grOUP
,
2-bet
ray!
474.M
,
3-but
ehYl
0200M
allY1
0
grouP
. 30
rentc
nyl
gum.
and
',mom
]
mop,
and
the
like.
TM
term
"Cm
alken
yl
gulp'
refer
s to
a gm
hydro
carbo
n
group
hayin
g al
Mast
onc
doubl
e
bond,
god
examp
les
inclu
de an
etben
pl
M1117
214.1
12,
I-214
1.41,
1.244
uP,
kluol
oolYI
(ally
!)
group
,
isopr
openy
l
&coup
,
1-but
enyl
gum,
2-bot
erryl
gronp
, and
3-bul
uml
Munic
ally0
mom,
mid
the
like.
5The
tem
"Coo
rayny
l
group
"
ricfm
, tu
a Ci
hydro
carbo
n
grorp
ha,
ing
id
least
ane
tripl
e
bond,
mid
morph
.,
inclu
de an
ethyr
yl
pomp,
1-pro
pynyl
group
,
2-pro
mpyl
mop,
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1-but
eaml
group
,
Mbuty
mil
group
,
3-bul
3,c4
group
,
pm1).
01270
1.1P,
hex)
nyl
croup
,
licli
tyrig
I
group
, and
net
nyl
group
, mid
the
The
ram
"(144
pilau
l
group
"
rater
s Iou
Cr.,
hydmc
arbon
group
hamny
at
least
out
tripl
e
bond,
ted
e.unp
les
inclu
de an
alum!
group
1-pmp
gicl
getup
,
2-pro
pmegi
group
,
51-bu
lynel
group
,
2-bun
ny]
group
3-but
yueil
group
,
perty
nyl
wimp,
mid
htgyu
pl
gmliN
uull
the
The
lane
tait
uliup
upi
groUr
il
refer
s to
a C64
hydro
carbo
n
grow
halin
g at
Mart
uric
rripT
e
bond,
ruid
examp
les
inclu
de ci
.prop
yryl
group
,
2-pmp
dnyl
group
,
abuly
nyl
groom
mmuly
nyl
group
, and
3-but
yny1
group
, and
the
Ile.
toThe
term
"Ma
Olney
group
"
rtfuu
tou 0
Cm
rayl
group
, cud
examp
les
inclu
de a
metho
ry
group
,
Aral'
PlouP
,P010
64d
getup
.
anFro
lland
Pence
-
Woad
ElaaP
macha
lule
group
,
isobu
toxy
group
,
mbuto
xy
Carli
14
Cente
x/
group
,
3-met
lyibu
toxy
getup
,
Mmell
mlbut
exy
amoih
Yllad
crY
group
,
helha
llacP
oxY
group
.
heryl
oxy
group
.
Mmerh
ylpeu
toy
Mena
mmetl
ylpem
oxy
gaup.
Mnict
hylpr
akmy
grOUP
,Mmdl
ellan
cloxY
group
,
5-4il
ldlbl
Ibral
llmu0
, to
mid
yerhy
lhuto
xy
group
, and
the
like.
Ilse
term
1Ciam
ll.my
group
.
refer
s to
-0-Cm
uIhTp
t
MOW,
and..
.9*s
inclu
de a
Meria
nall
grcul
e
ctIle
xY
"PUP.
PrOPl
aC
group
,
imPro
Prlal
gro,r
p,
burru
rp
glauP
ymcbu
toxY
Caul'
,
...bu
ena>.
group
,
60uto
xy
getup
, nod
the
like.
llue
MEM
"Cia
uThrl
aY
Cia
ulkex
y
group
"
refer
s to
a
-0-Ci
y
ullry
1-0-C
14
alkyl
group
. 20
and
examp
les
inclu
de a
rnerh
oxyme
lhoxy
getup
,
incil
lexga
lloxl
group
,
ellle
adMer
lalaY
gimp,
ethox
yethe
xy
group
,
metho
rtypr
OimaY
gruup
,
iluel
hoxYb
eloal
6rrai
-Pr
and
the
lila-
lam
gym
emway
wile
group
s
mime
to a
-5-C1
allry
l
group
- mid
ccumP
les
muted
'
memym
blo
group
,
ethyl
ddo
group
.
propy
ldie
group
,
isopa
rylth
in
group
,
butyl
thip
group
,
memmi
elMip
groum
isobu
tylth
in
group
,
mbuty
ltlit
o
glnul
a
PeurY
nao
group
,
25gro
up,
2-met
halbu
tylth
ie
macup
,Mmet
hylhi
lldnu
n
group
.
14411
Y1Pro
PYILL
Io
group
,
benry
lthin
group
,
Mmeth
ylpen
rylth
ie
group
,
Mmeth
yipen
tylth
iu
wimp,
Mmeth
ylpen
tyltb
io
Mmeth
ylpen
tylth
iu
runup
,
Methy
lbuty
lthin
group
,
Mellm
lbuty
ltini
o
>cam,
nudel
y
like.
TM
ram
'Co
alkyl
tIno
group
"
ram,
to
-S-Cm
alkyl
pump.
mid
examp
les
raulu
de a
methy
lthiu
group
.
ethyl
thio
gaup,
ProPY
Illak
group
.
Isola
oPYIT
hi
gruup
,huge
ttbdo
group
, 10
rembu
tylth
io
group
,
isobu
tyilh
ip
goup,
1-4,M
ithin
group
, and
the
like.
The
Tema
emdeg
en"
mars
to
fluor
ine
(F).
ohtud
uu
(CO,
bromi
ne
(Br).
or
iodin
e Pb,
aud
It
prefe
rably
Nadin
e or
chlor
ine,
term
"Cam
cyclu
allyl
group
"
refer
s to
a
samra
tedem
o
curbo
tycli
c
group
. and
examp
les
inclu
de a
cyclu
propy
l
group
,
cyclo
butyl
goup,
cyclu
peuty
l
group
,
cyclo
bend
Camp,
35
rm.-4
1040p
ly]
group
,
cyclo
uetyl
group
,
maleu
msyl
group
,
cyelO
deala
l
grOup
,and
the
The
term
"C66
aryl
group
l
refer
s In
a
moire
:reli
c ot
bicyc
lic
aroma
lic
madam
dug
cif 
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nit
to
Melte
earbo
n
ring
moron
, and
examp
les
inelu
de a
pheny
l
group
,
napht
liy1
group
,
indsn
yl
mourn
indha
tt
group
,
isoba
denyl
group
, and
the
like.
A
prefe
rred
examp
le is
a
phmyl
roan
The
term1
5 to
12-ma
nhned
huter
onryl
group
"
refer
s tea
manuo
yelie
or
bicyc
lic
lc,
where
in
the
numbe
r of
atoms
const
ituti
ng
the
heter
ocycl
ic
ring
is
bye
to
. and
o re
m
mempl
e,
one
In
fout)
of
helnu
atorn
s
that
const
itute
the
ring
is
selec
ted
from
N, 0,
mad
S.
Its
bindi
ng
posit
ion
is
nut
parti
cular
ly
limit
ed,
and
it
can
be
bound
to
any
&aire
d
posit
iom
Speci
fic
examp
les
inelu
de
Mem,
tbiop
hene,
pyrre
lc,
ommle
,
immeo
lm
isoth
iamln
.
Minoa
n,
imirk
eule,
pyrtm
,
thlop
yran,
pyddi
nc.
pyrmi
nd,
mnimi
dite,
pyrid
art
re,
benrn
fular
.
isube
mmItu
nn,
bearn
thier
henc.
Made,
isoin
dole,
inden
tion,
arm-m
oo,
10
benmp
yran,
quino
line,
isoqu
itoli
ne,
q,t,
mtirr
rru
oapht
hylin
ine,
beami
tnida
ncre,
indar
olm
quine
xalin
e,
quham
oline
,
obool
ine,
phtha
lanne
,
patin
e,
pterl
dfue,
bermx
molc,
Innuo
thime
lm
and
thiad
iamle
, and
the
like.
12-me
mberc
d
betra
ucycl
e"
inclu
des
the
abovm
dcsor
ibul
5 to
12-me
mbere
d
leter
oaryl
group
1 mul
terms
to an
arorm
tie
or
non-a
roma&
heter
ocycl
e,
where
in
die
numbe
r of
15
atoms
corMi
Lutin
g the
heter
ocycl
ic
net
is
three
to
McIve
r,
raid
one
or
more
(for
examp
le,
one
to
lour)
of
the
heter
oater
us
Mal
const
itute
the
ring
is
selec
ted
from
42 0
and
S.
Its
bindi
ng
posit
ion
is
not
parti
cular
ly
limit
ed,
and
it cm
be
boned
to a
desir
ed
pmiti
on
Span&
crump
les
hacIn
de
rtm-d
idim,
examl
idine
,
isomm
endin
e,
mazol
inc.
innan
Olinn
Ihimo
lluer
isotb
iaxol
idium
,
traml
ine,
isoth
ia7nl
ine,
imidr
uolit
ine.M
idaro
line,
futan
Et/ph
one,
prtro
le,
ommo1
e,
20isr
arazo
lc,
thazu
le,
isoth
iawle
,
finna
n.
itoid
nordo
,
pyrat
hle,
piper
idine
,
piper
mine,
rnorp
tioli
ne,
thinm
uThea
te,
ptrah
ydrop
ymn,
diexa
m,
tetta
nddro
ttrop
ymn,
pprtr
t,
MMY17
.1,
rryri
direu
pyraa
te,
prrir
aidio
e,
rrynd
annc,
henmf
unux
isobe
nrofu
ran,
henno
tluop
hene,
radel
e,
isoin
dolc,
hmomm
e.
chmme
ne,
benmp
yram,
150q1
11110
1111C
,
qmnot
iMart
,
naphl
hylid
ue,
hoeun
irtri
durrv
lrjrd
aront
e,
quino
xaMe,
mdamo
line,
cinne
line,
phtba
lmine
.
patin
e,
ptmid
iee.
benrm
arnk,
bcand
himol
e,
and
Nadi:
mole
and
the
like.
ha to
prese
nt
spe
'cita
tion,
a
'Xing
" may
be
simpl
y
mated
to
refer
re a
conce
rt
that
CnCOM
pasSe
g all
of
the
above
-ment
ioned
cyclo
alkyl
group
",
'Cm,
aryl
''5
to
12-me
mbere
d
heter
earyl
gmaph
and
'310
12-me
mbere
d
heten
iennl
'Alm
X. is
a
subst
itute
d m
optio
nally
sabat
itute
d
group
. the
subsl
ituna
t is
speci
fical
ly 30
selec
ted
Min
Ocr
tittl
owinm
. a
halog
en
all.,
hydro
xyl
group
s MO
grew
Crn
alkyl
group
, Cm
hiloa
lkyl
gronp
, Cu
MdInn
YalkX
1Molt
la.
C.74
dkeny
l
ZJOIl
p,
Ca4
anmsa
yl
gam,
dr,
num,
pica,
oirrh
ardry
subsf
itute
d
with
am or
mom
halog
en
ateMS
,
C.14
all7)
1114.
WouP,
Mmao
Mount
and.
217.1
14
eathe
xY1
Moult
. Cur
arkox
ycarb
oml
MenP.
Ctr
allte
xY
Cpu
alloa
xy
group
,
nitro
droop
, Cmd
enoma
ncyl
group
,
M4,2
aryl.
group
, 5-
to
12-mo
nbere
d
hetem
aryl
group
, 3-
te
12-me
nther
ed
hcier
ouyel
o, or
any
one
of
the
gems
repre
stail
ed by
formu
las
(4)11
0
(33)
helm,
48 a
gmup
repre
ss-mu
d by
tortu
re:1(
9)
(note
that
the
defil
e-hon
g are
tbe
sin
formu
La
(5));
0
whran
ia
aud
R'
are
the
same
or
diffe
rent.
one
repre
scrd
hydro
gen
atone
anopf
lanal
ly 



5
subst
itute
d Cie
alkyl
group
, an
optio
nally
subst
huted
Con
alken
yl
gunge
an
iiPbu
nalit
strin
ged
rag,
agsyn
yt
group
, au
apfio
nally
subst
itute
dCath
egelo
alkat
&out,
un
oldie
ntlin
subst
itute
d 5-
to
12-me
mbere
d
hetem
and
group
, or
an
optio
nally
subst
itute
d
5-10
12-me
rnber
ed
hetra
oeril
o, or
It
and
IV
toget
her
form
an
optio
nally
subst
ituto
d 3-
to
12-00
e0lbe
0ed
beter
oeyel
e; 10
a
grout
repre
sente
d by
furmu
lo
(14 0
0(IC)
where
in S
and
Rant
the
same
or
diffe
rent,
and
repre
sent
an
opiro
nally
subsd
luted
Coo
alkyl
group
, no
"ggom
iary
subst
itute
d g14
ortga
ryt
01011
5. 0!
an
uneas
ily
subst
itute
d CS
fi
atten
d]
gmup,
or R
and
R.'
toget
her
form
an
uptio
tully
subst
itute
d 3-
to
12-me
mbere
d
heter
ocycl
e; 5
a
group
repre
sente
d by
formu
la
(11),
0
FrH(I
I)
wlate
nin
It
and
12!
are
the
same
or
diffe
reat,
and
repre
stad
a
hydro
gen
ream,
an
unfin
nallY
subst
itute
d Cr,
alkyl
group
, an
optio
nally
subst
itute
d CI,
alkeI
TI
grorg
i,
nuadi
ntail
e 20
subst
itute
d Cos
alkyn
yl
tduup
, or
J( me
R'
toget
bin
form
an
optio
nary
subst
indcd
3- to
12-me
mbere
d
bettu
aleyo
le; a
geana
p
1mn00
00bal
by
formu
la
(I2)
0
IIR
0(1
2)
where
in R
repre
sents
.
optio
nally
subst
itute
d Cip
alkyl
group
, an
optim
ally
subst
itute
d Car
nanny
'
pinup
, or
an
optio
nally
subst
itute
d Sty
nlkyn
yl
group
. 5 a
amiup
repre
sente
d by
Commi
e
(13):
0   o
I (1
3)
where
io S
adS'
sac
the
sante
or
diffe
rent,
and
repre
sent
a
hydat
gen
liana
...Pi
lo...
0Y
subst
inite
d
Cagal
kyl
goon,
an
oriti
nnall
y
subst
itute
d
CI.6
alken
yl
ipoup
,
Data
optio
nally
subst
itute
d Pia
tayny
l
group
. or
II
and
IC
toget
her
form
an
optio
nally
sulta
na-13
-ln
10I2.
anaaa
rbaar
d
heter
ocycl
e; 



n
group
repre
sente
d by
formu
la
(I4):
(1 4)
where
in.
IR or
annul
ar
hydan
agna
atomr
ptira
ally
natba
titra
ral
eta
alkyl
geup,
an
optio
nally
15.16
0-tin
ted
Cy,
alkat
yl
graap
, or
an
optim
ally
sobst
itute
d Cie
alkyn
yl
group
; a
group
npros
ented
by
formu
la
(15):
R  (
I)
nt)
wherr
in R
and
It
ere
the
same
or
diffe
rent,
and
repre
sent
a
hydro
gen
arr.,
or
Orman
,
subst
itute
d CI
s
alkyl
group
,.
optio
nally
subst
itute
d Gra
alken
yl
rings
, or
an
optio
nally
subst
itute
d Crs
allgy
nyl
group
, or
Root!
Er
toget
her
fonn
an
optio
ns/1y
subst
itute
d 3-
to
12-me
mbere
d
hcrer
ougol
c); 5
00000
0
repre
soged
by
formu
la
(trTh
R(1
6)
ohnn
ubsti
nged
Cre
,en
group
, an
rprar
orlty
to
stbst
ionai
Ctr
ancyn
yt
group
,.
uptio
nnlly
subst
itute
d5-
to I
2-mgr
aburs
al
hoter
oaryl
group
, or
an
optio
nally
subsb
luted
3- to
12-we
raber
ed
beter
unyel
e, re
R
sorti
e
toget
her
form
an
opt
nnall
y
nubon
tated
3- tu
12-ru
ember
ed
heter
ocycl
e,
group
repre
sente
d by
fonnu
la
07)
(1 7)
oIly
btrod
Crr
Idylr
ot
rulke
nyl
graCI
I 20
a
gmup
repre
sento
d by
rumor
s
(18)
0
0(18?
glies
ei It
repre
sente
an
optio
nally
subst
itute
d Cr,
aids 



alken
yl
gmup,
or an
00130
3311y
subst
itute
d Cr,
arcyn
yl a
onus,
repra
nentu
l by
formu
la
00):
op
optih
sC
ry
(1 9/
where
in 11
r e a
hydro
gtia
atm,
an
optio
nally
subst
itute
d CI
W.124
Betti
e
oltil
ellat
iti
subst
itute
d coo
Earn,
/
wow,
or
ee.eu
rhona
lly
subst
itute
d CI
atitt
iUtil
dueue
; 5 a
gruup
repre
sente
d by
tonnu
le
(20))
H \I
0(2
0)
where
to It
repre
sents
a
hydro
gens
aloud
an
optio
nally
subst
itute
d Css
alkyl
group
, an
optio
nally
snbut
itute
d Cie
alken
yl
group
) or
en
optio
nally
subst
itute
d Cut
stiti
llued
greur
t 10
a
utiou
p
repre
sente
d by
formu
la
(di)
.."(1
2 0 N
H 00
wbuvi
n R
repre
sents
a
hydro
gen
Worn,
all
optio
nally
subst
itute
d Cts
alkyl
goal;
EM
opt
iona
subst
itute
d CI
alben
yl
grew
or an
optiu
tiell
y
snbet
ititl
ed
Cie
alkyn
yl
goal)
; 15a
group
wtirt
istin
ed by
formu
la
(27):
0 OHN
S 0
H( 2
2 )
there
lia R
repre
sents
a
hydro
gen
stow,
an
OPtle
estit
iLolo
sICoe
Lolby
lgoc 



W)
subst
itute
d Cee
alken
yl
pewee
or en
optio
nally
subew
uted
Cre
stiky
nyl
group
;
optio
nally
52
0(2
3)
where
in R.
repre
sents
an
optio
nally
subst
itute
d Cla
alkyl
&our)
an
optio
nally
subst
rtned
C,
alkaw
l
group
.
opus
puma*
subst
itute
d Con
alkyn
yl
group
, 5 a
group
repre
scole
d by
formu
la
(24)
(note
Haat
We
defin
ition
s are
We
same
to m
fa65:
R'
0(2
4)
whare
in Id
end
IV
rosy
be
the
rams
or
diffe
rent
and
wwwwl
C
hydwg
en
atom,
w
opto
ly
subst
itute
d Con
alkyl
gotta
, au
optio
nsay
nubst
rtutu
lairw
ay)
group
, no
0W-tw
urY
subst
ittet
ed
eta
alkyn
yl
group
, au
optio
nally
subst
itute
d CD
to
WwWWW
I
dww13
wsuad
ottal
l5 ID
subst
itute
d 5-
Is
wwwwb
ered
herem
ary1
group
, or
an
optio
nally
subst
raded
3- to
12-me
mbere
d
lactr
rucyc
le,
no It
and
le
toget
her
form
an
optio
nally
subsi
sts-5
,d
3-to
12-ma
mbe0e
d
heter
ocycl
ro a.
group
repre
sente
d by
formu
la
(2)):
( 5 )
15
where
in R
repre
gantS
an
optio
nally
subst
imted
Cw
Awl
group
, an
uPtiW
tallY
subst
bWed
Cats
adden
d]
group
, or
or
optio
nally
subst
itute
d
CD-6
adyny
l
group
; a
group
repre
snwed
by
formu
la
(26):
5)
alken
51
810ap
a,,
ophon
ally
subrt
.tal
ems
O.',/
,'
MouP,
a
group
repna
mMed
by
fonnu
.
(27)
H(c)
N, El
00(2
7) 



5
*buri
n R
reprf
fents
an
optio
nally
sulta
titut
ed C,
a/101
1
gr...
.0001
1.15
011.1
.tod
aro
alknn
yl
&roam
or an
optio
nally
subsf
itute
d01.1
.1
Mon.
a
group
repro
rmate
d by
formu
la
(28);
0 0(
8 )
10
mheme
m le
reere
scnts
a
hydro
gen
atom,
an
uptio
.11y
nrhoh
trile
d
Caral
inel
gamy,
altma
llY
suban
tured
Cro
alkor
yl
group
,
orar
oprio
nady
subme
rged
Cie
Mimi)
))
51.11
0 a
ammo
repre
sente
d by
formu
la
(P):
NOR
(9,
9) IT
where
m R.
and..
use
he Me
tame
or
diffe
rent
and
rtpee
rnla
hydro
a..11
0,..$
10.11
Y
ortha
niutc
d
Ctra
akyi
group
, an
op/to
nally
sub./
Med
Cra
eLken
yl
gergr
,arcr
apaoa
ally
.5115
15tib
il551
C5 6
alkY5
51
F5551
5 a
gmup
repro
...
by
tbrmu
la
(10):
54
( 3 0
)
mbnia
mioaa
ialag
eyfra
aa 0
Lo 2;
and R
and
Tr
may
be
the
same
or
diffe
rcnt,
and
repre
sent
a
hydro
gna
atom,
an
optio
nally
subsi
tinti
ed
CL4
alkyl
group
, an
optio
nally
subst
itute
d
Cotto
ny]
goup,
or an
op-ti
midly
subst
itute
d Can
alkpa
yl
group
, or
TE
and
toget
her
form
on
optio
nally
5&abs
taine
d 12,
Lo
12-me
mbere
d
beter
ocyal
u; a
gum,
repre
sente
d by
fonnu
la
(3Iy
0  (
3 1 )
whtei
a B
repre
scats
am
optio
nally
mtgfi
l-u1e
d
040,5
1
gmur-
00
oPtio
nalli
,
subs"
`"
Coo
10
arneu
i
g",""
,
anopt
ional
ly
subst
itutu
d CI
6
allom
0
gn00:
a
group
Topre
sente
d by
formu
la 04
0( 3
2 )
where
in
Rand
It'
may
be
the
same
or
diffe
rent,
and
repr0
001
an
optio
nally
nubsk
tukal
C]-]
alkyl
15gro
upkta
optio
nally
subst
itute
d C:
.a
alken
yl
group
, or
au
optun
ially
subst
itute
d
(2,6
alkyn
yl
group
, or
R and
le
toget
her
farm
an
optio
nally
subst
itute
d 3-
to
12-mc
inber
al
holia
ocycl
e; or



a
group
repre
sente
d by
furni
ula
(23):
0 ( 3
3
eelie
roinl
iand
RI
may
be dm
siame
i or
diffe
reot,
and
rcpro
simt
a
hydro
gea
atom,
an
optio
nally
mbnit
med
canon
ry!
group
, au
optio
nally
subst
itubi
l dye
alice
rt
Mow,
or an
ormiR
lY
subab
luind
Cia
ikkiy
awl
gimp,
or R
and
R'
toget
her
roan
an
optim
mlly
submi
tund
3- to
5 I
2-mom
bnred
heter
ocycl
e
Mare
than
one
subsi
gueal
may
be
prese
nt in
Z
menti
oncd
three
,
Whoa
more
than
one
rbsti
bmnt
is
prese
nt,
they
may
be
the
same
ne
diffe
ring.
The
numbe
r of
soch
subst
ithea
ts
prefe
rably
one
or
Iwo.
ln
the
above
-ment
ioned
nomad
.,
when
R
wItor
fe
are
an
optio
nally
subsM
ulod
Cin
10
alkyl
moor'
, faa
natio
nally
submi
tukal
dye
alken
al
roar,
or
fair
orimb
illY
eabar
olod
dye
kl(Tf
tyl
group
'',
the
sury(
sEmen
( (.8
sped&
c,lly
selec
ted
frern
a
brown
Mora
hydro
xyl
group
,
00310
.0
gaup.
oyann
trap,
Cm
dory
group
, C.
I,
aryl
group
. 5-
to
12-me
mbere
d
heter
oaryl
tmorm
, and
3- Cu
12-me
mbete
d
hetem
eyelc
.
More
than
ore
of
mob
anbst
ithen
te
may
be
prcsa
nk
and
whoa
them
is
more
tbau
err,
they
rnay
be
the
same
or
diffe
rent
The
nmobe
r or
such
15sub
stilu
eats
is
prefe
rably
mc or
mo.
worm
R
andit
or
R`opt
ional
ly
subsf
itund
5- In
12-mo
mbere
d
heter
oaryl
grow"
or
nal
optim
ally
subst
itute
d 3-
ie
12-me
mbere
d
hictm
ooycl
et
the
sabst
ituen
ts
are
speci
fical
ly
remer
eddin
an
abalo
gen
atom,
borro
xyl
group
,
moor
group
,
C1.4
alkyl
ammo
grerq
r,th
I,
alkyl
ammo
group
. C14
alico
n
Remr,
mamo
group
, CI
o
altY1
2,CUP
,Cyub
elrul
hrd
group
, Ciw
20
alken
yl
group
, and
C141
uuley
ryl
pinup
.
More
thus
one
of
such
subst
itima
s may
be
pnesc
ao
and
whnol
here
is
more
than
onc,
nada
of
Mem
may
be
the
same
or
diffn
amt,
The
numbe
r of
such
subst
iment
s ir
prefe
rably
one
or
two.
This
betem
aryl
ring
is
prele
mbly
imida
role,
Panne
,
tbtro
le,
bortm
idmol
e,
pyrim
idion
or
marin
e.
This
betta
rycle
is
prefe
rably
toodw
ole,
corar
le.
tram:
let
binna
Midat
tole,
pyrim
idinc
,
PYria
ma
lnkol
itair
olfra
biltd
imPra
f,
PYrti
ttle,
25
oxaro
lidin
ui
imidm
olidl
ue,
piper
idinc
,
Prima
rine,
or
morPr
ate,
farth
immor
e,
wheor
md R
toget
her
rem
gan
optio
nally
subat
inded
13-
to
12-m0
S-red
hettm
cycle
,the
subst
ilmml
is
speci
fical
ly
selec
ted
limn
a
haleg
on
arm,
hydro
xyl
group
,
ammo
group
,
cyan
group
, C,
.e
a/kYl
group
, ro
baloa
lkyl
&pup,
Ctim
alken
yl
group
. and
C, .e
aqui.
group
.
More
than
one
of
spell
subst
itucn
ts
may
be
prear
aik
kid
When
30
dime
is
nom
than
one.
they
may
be dm
same
or
diffe
rent.
Tlic
numbr
a of
such
subwi
tueut
s is
prefe
rably
one
or
two.
Ibis
heti:
merle
is
partf
erabl
y
pyrro
lidia
ci
oxaml
idine
,  50
piper
azine
, ar
morpb
olinc
.
Whm,
Re
Iran
optio
nally
subst
itute
d Cm,
Abney
groce
C,
thc
subst
ilman
is
speci
fical
ly
selec
ted
from
a
halog
en
atom.
hydro
xyl
Sloop
,
elemr
group
,
cram
MetP,
anide
.OPMP
(115N
(C0).
5 Chm
aryl
group
, 5-
to
12-me
mbere
d
hetmo
aryl
group
,
aryl
3- tn
12-me
mbcny
al 5
heten
rcycl
e.
Mom
than
one
of
such
subst
ilmmt
s may
be
pr.mi
t,
and
when
there
is
mom
than
one,
they
may
be
the
some
or
diffe
rent
The
numbe
r of
such
subst
itucn
ts is
pmfre
ably
one
or
tem. 



When
ler
is
"an
optio
nally
subst
iheed
Cat
ethos
}
gimp'
',
the
.bstn
nent
is
speci
fical
ly
selec
ted
from
a
halog
ua
clots
,
hYdro
arM
gmult
means
group
,
Mum,
group
, Cem
aryl
grasp
. 5-
to Ca
12-me
mbene
d
lactu
oaryl
group
, and
3- to
I
2-rnu
mbetM
heter
ocycl
e.
More
than
cm
"Poac
h
subst
itumi
ts
may
be
prese
t*
and
when
Mum
is
more
Cram
arc
Mcy
may
be
the
same
ot
diffe
rent
mc
numbs
e of
oath
subet
itucr
is is
prefe
rably
one
or
nee
When
Rs
and
Ry
toget
her
form
'an
optio
nally
subst
itute
d 3-
to
12-in
ember
ed
heter
ocycl
es,
the
satct
ituen
t is
speci
fical
ly a
Imlog
en
alom,
hydro
us'
Orme-
amtno
etemP
, Maw
15
gMnP,
rey
alkyl
group
, C,
ehe]o
eiIet
group
,
Cryca
lkeny
l
group
, or
Che
Marra
,
MortP
, Mme
than
arc
of
such
.bsti
tuent
s may
be
prese
nt,
and
when
there
is
mom
Cum
one,
they
may
be
the
same
or
diffe
rent.
The
numbe
r of
such
subst
ituen
ts is
preli
mthly
one
or
two.
Furth
ermor
e,
wham
lte
and/o
r Rt.
are
"an
optim
mily
subst
itute
d Coo
alkyl
group
',
the
subst
nnent
is
Tecif
icall
y
selec
ted
from
a
halog
aa
atom,
Wm.),
ging,
.
males
grasp
,
Mane
green
, Cen
eTYI
bctru
P. 20
12-me
mberm
l
hmerr
ouryl
group
, and
3- to
12-rn
etahe
red
heter
ocycl
e.
More
thm
one
of
such
subst
itute
:is
may
be
prese
nt,
and
edam
there
is
more
than
one,
they
may
be
the
same
or
diffe
rent
The
numbm
of
such
sulmt
ituen
ts is
prefe
rably
one
or
two.
When
Re
and
Room
taken
toget
her M
Mere
Sr
optio
nally
subst
inned
3- m
12-me
mbere
d
heter
ocycl
e,
the
subst
iLmal
l is
speci
fical
ly a
balog
ur
atom,
hYdam
Y1
groan
,
ammo
grn.P
.
cam,.
25
gmtP,
CIA
alkyl
group
, Cy
haloa
lkyl
group
, Cm
alice
nil
gem!)
, or
Cret
arbYT
Y1
Mout,
Mere
Oran
one
of
such
.bstr
inent
s may
be
pnmen
t,
and
when
Mem
is
mom
thma
one,
mmla
of
Mem
may
be
the
same
or
diffe
rent.
The
numbe
r of
such
subst
itunt
h
pm:Su
ably
one
or
two.
When
lity
and/o
r Rs
is
-.opt
imall
y
subst
itute
d Cm
alkyl
gnoop
",
the
subst
ilnen
t is
spoil
er...
11y
selec
ted
from
a
halog
eut.
atom,
bydro
eM
human
maim
Munch
Mau.
geo,t
p,
CM1-E
1
nope
30
group
, 5-
to
12-me
mbere
d
heter
oaryl
group
. and
3- to
12-me
mbere
d
heter
ocycl
e.
More
than
one
of
such
subst
iturm
li
nmy
be
prese
nt,
and
when
Mere
is
more
than.
one,
they
may
be
the
same
or
diffe
rent.
The
membe
r of
such
submi
tusts
is
prefe
nthly
000
00
two.
Furtb
emior
e,
when
I1s
andlo
r Ri
tame
optio
nally
suben
tatcd
3- to
12-me
mbero
d
heter
ocycl
e'.
the
subst
iment
is
speci
fical
ly,
halog
en
Won,
MM..)
,
berml
e.
mem
Menle
Mem
35gmu
p,
Cr-ta
lks!
group
, Cm
ImMal
kyl
group
, Cr
a
alken
yl
group
,
erCga
aocto
tyl
group
.
More
than
one
of
such
sten:
lents
may
bc
prihm
t,
and
when
them
is
mere
Man
onc,
they
may
be
the
57
sante
on
dirt-
vent.
liter
sfsas
el,
subsl
ituen
ts is
prefe
rably
one
or
two.
(Salt
s)
The
prese
nt
inven
tion
inclu
des
pharm
aceut
icall
y
aceep
leble
safts
of
the
compo
unds
5
repre
sente
d hy
tionm
da
(I).
These
salts
are
dnind
ucrod
by
conta
cting
the
compo
unds
vnth
acids
on
bases
that
may
be
used
in
His
produ
ction
orpha
rmace
ntica
ls.
Examp
les
of
such
salts
inclu
de
hydro
chlor
ide,
hydro
bromi
de,
hydro
indid
e,
sulfa
te,
vulfo
rrate
,
phosp
hate,
phorp
hrmai
e,
calru
xylat
e
such
as
aceta
te.
silva
n,
midst
; sod
salic
ylate
r
Out:m
etal
salts
such
as
sodiu
m
salts
and
potas
sium
salts
:
alkal
ine
earth
metal
salts
such
as
magne
sium
silts
and
calci
um
salts
; and
10
sauno
otum
salts
sash
as
ammon
ium
salts
,
alkyl
ammun
iuna
55105
,
dialk
ylarn
moniu
rn
salts
trial
kylam
moniu
m
sails
, and
tetaa
lleyl
ammon
ium
salts
.
The
prese
nt
inver
thon
also
inclu
des
chsns
isaii
ynsss
ptshl
sstiL
ssr
the
ernin
Pungd
s
repre
sente
4 by
formu
la
(7)
and
fermi
s
(8).
These
salts
Hire
produ
wd by
confl
ating
the
compo
unds
with
acids
en
bar..
Lampl
as If
rush
salts
inclu
de
hydro
chlor
ide.
Inydr
nbrnm
ide,
15hyd
roiod
ider
statu
te,
sullo
nate,
phosp
hate,
pbosp
hrmal
e,
carbo
xylat
e
such
as
aceta
ts
citra
te, 



makes
and
salic
yLste
r
alkal
i
metal
salts
such
as
sodiu
m
salts
and
patas
sitan
sails
;
alkal
ine
earth
metal
salts
rush
as
magne
sium
salts
and
calci
um
salts
; and
amnir
mium
salts
suet
as
nanmo
nium
salts
,
alkyl
amnon
nium
salts
.
dialk
ytuum
ogium
sam,
hialk
ykata
moniu
m
salts
, and
letra
alkyl
ammnn
ium
sails
20Whe
n the
compo
unds
of
the
prese
nt
in,
Lando
n are
obtab
ed in
their
free
form.
they
erm
he
ennve
rksi
into
saps
gag
may
he
torna
ud by
the
compo
unds.
nr
Into
fixer
hydra
nt.,
an
sole,
by
stand
ard
metho
ds.
(lsom
ees)
25Tic
compo
unds
of
Ole
prese
nt
imunl
ion
inelu
de
all
stene
oisom
ens
(fon
examp
le,
enand
orner
s and
diart
eteom
ens,
inclu
ding
cis
and
leans
geome
tric
'asse
ss).
rap:m
ates
uf
these
isome
rs.
and
ether
mixtu
res.
The
compo
unds
of
the
picsu
al
inven
tion
may
exist
in
sever
al
tautu
nnaie
foara
s
suchs
s the
awl
audUt
c
Incur
and
causa
tion
Olsen
. nr
misti
ly,
there
of.
Tauto
mers
exist
as 30
matur
es of
a
tautn
meric
set
is
solut
ion.
Is
solid
Ibrm,
usual
ly
une
taato
mer
predo
minat
es.
Erni
thoug
h one
tanta
lum-
may
be
descr
ibed,
the
prese
nt
invmt
ion
inclu
des
all
Magel
lan's
nf
the
compo
nods
tithe
preig
nat
inven
tion.
(Dise
ases
5, be
Imate
d)
The
compr
onds
of
the
prase
nt
invin
tion
repre
sente
d by
fmmul
a (I)
hP/0
inhib
itory
effec
ts.
There
fore,
the
semi-
gnu-I
ds of
the
prese
nt
inven
tion
alone
ss Ic
sssht
halia
s  53
utth
tarta
rs
3.pas
alsas
icame
l
agent
s are
usefu
l as
antit
umor
rigou
ts
mssss
ncaa
shut
Spuif
iu
discu
ses
isWe
advan
ced
cpith
elial
ovari
nn
cumin
uma.
primm
y
perit
onea
carci
noma,
metas
tatic
renal
cell
carci
noma
von
Hippe
dLitr
hau
disea
se,
'coal
chern
othem
putre
fract
ory
breas
t
canc.
,
adtru
aohd
medul
lary
carcl
ocrua
t
diffe
mntia
tedth
yroid
5
carci
noma_
metas
tatic
melan
oma,
raved
/refr
actor
y
Pedis
r2e
mallg
ummas
t and
rclap
sc3li
rcfru
crury
pchia
tit
solid
rumor
s or
leulc
utmi
91lid
s,
mors
athan
utrl
solid
tumur
s,
rclap
scd,
refra
ctoty
rand
high-
risk
acute
leuke
mia,
chron
ic my
clugu
nms
lculo
unin,
fluda
rabio
etret
racto
rycli
mnic
dmphr
mylic
loude
r:de.
hemat
ologi
c
noali
granc
ies,
.2aSU
ointa
stina
ll
humph
multi
ple
myclo
ma,
sad
mcb,
for
which
clini
cal
studi
es
have
alrea
dy
been
10
cante
d rmt
with
H1200
inhib
itors
. ha
addit
ion
to
the
ahove
, the
compo
unds
arc
ruefu
l as
anti-
infla
mmato
ry
agusa
ls,
imili
tiole
rdous
disea
se
agent
s,
scout
s for
treat
ing
aumim
muns
his..
.,
agent
s fur
treat
haR
ische
tnia,
and
pharm
aceut
ical
agent
s for
promo
ting
nerve
regen
etati
orh
Besid
es
cance
rs
and
rumum
,
spcci
fie
examp
les
ufdli
scasc
s to
(retr
eated
inclu
de
fibmg
enic
disor
ders
such
as
15scl
crock
-rum,
pirly
myosi
tis,
systu
nic
lupus
eryth
emato
sus,r
herun
alcid
arthr
itis,
hepat
ic
cirrh
osis,
kclui
d
formu
lion,
ialer
sliti
al
nephr
itis,
and
PUbrf
ilarY
Ebr.S
i;
SYSla
ni.
InIMO
CY,In
i',
and
Altir
timet
's
disea
se.
edlet
hods
of
admin
istra
tion
and
lomad
aduth



20Wha
ss
using
ths
plimm
arumi
col
compo
sitio
ns of
the
prese
nt
inven
tion,
thc
metho
ds
for
admin
islai
ug
the
compo
sitio
ns
Melud
e,
for
examp
le,
oral.
II:cl
ad
prank
-nil
(iarr
avrmu
us,
immon
schla
r, or
subcu
taneo
us),
infra
ciste
mad
inhav
agina
l,
inuri
ptudw
iesl,
intui
ted:h
uh.
and
local
(drip
infus
ion,
powde
r,
ointm
ent,
gat
at
ravam
)
admin
istra
tion,
and
luhad
dion
(iatr
aonl
or
nasal
spray
).
111e
limns
of
admin
istra
tion
imilu
de,
for
examp
le,
table
ts,
capsu
les,
granu
les,
25
powde
rs,
pills
.
mut.n
e and
non-a
queou
s
oral
solut
ions
and
suspe
nsion
s,
and
parcn
teral
solut
ions
Imulc
d haw
a
mmtai
ner
that
is
suita
ble
for
indiv
idual
admin
istra
tion
in
small
amoun
ts.
Iludd
rumur
e.
the
rums
of
admin
istra
tion
can
be
adjus
tu1
accor
ding
Is
warms
admin
ishai
rm
metho
ds
invol
ving
coufr
olled
-rele
ase
fonnu
lalio
ns,
sashe
s
subtu
rimeo
us
hausp
lamad
out
The
above
-ment
ioned
formu
latio
ns UM
puxlu
ced
by
kuout
r
metho
ds
risin
g
addit
ives
30suc
h ass
excip
ients
,
lubri
cants
(coal
ing
aguat
s).
binde
rs,
disin
tegal
ors,
stabi
lizer
s,
flavo
rs,
seed
didie
nts.
Examp
lcs
cfcxc
ipica
ts
inclu
de
statt
hes
such
as
potat
o
starc
h,
CUM
stuck
and
starc
h;
lacto
se;
thyst
allin
c
cellu
lose.
; and
calci
um
hydro
zeu
PhosP
hare-
Examp
lcs
occur
ring
rigou
rs
inclu
de
ethyl
cellu
lose,
hYdro
xYPro
PYI
euhub
se,
bydro
xypro
pylmo
dutud
llido
ue,
shell
ac,
talc,
camau
ha
wax,
and
paraf
fin
Examp
lus
of
biude
rs
inclu
de
poduu
rylfU
rhohl
icne,
marcu
bml,
and
idu
same
chmPu
und3
59
descr
ibed
as
the
excip
ieuts
above
_
Framp
les
of
disin
thiga
tors
inche
d,
tbe
cases
oumpo
unds
descr
ibed
as
the
excip
ients
above
, and
chemi
cally
modif
ied
starc
hes
and
cellu
luths
such
as
ethse
armel
lose
sodiu
m,
sodia
sa
carbo
xymet
hylsa
rch,
and
cross
linke
d
polyt
haylp
yrrol
idone
.
Examp
les
of
stabi
limrs
inclu
de
pathe
mbett
hoie
acid
ester
s
sash
as
methy
lptab
en
sad
propy
ipara
ben;
at
eels
such
as
thilo
robut
anol,
benry
lakoh
ol,
and
phsty
lethy
l
alcoh
ol;
benza
lkoni
um
chlor
ide;
pisto
ls
such
as
pheno
l and
entol
;
thimm
osal;
dehyd
romet
ic
said;
and
sonic
mid.
Examp
les
of
Swots
inclu
dti
commo
nly
used
sweet
eners
,
acidi
fiers
, and
Batti
ng 10
muds.
Furth
ermor
e,
solve
nls
utth
for
produ
cing
liqui
d
mitts
inclu
de
thras
h
pheno
l,
ehlor
ocres
ol,
purif
ied
watt,
disti
lled
trath
t and
such.
Examp
lth
of
satin
et...
in as
ethul
sifit
ts
inclu
de
polys
thhat
e RP.
polyo
xyl
40
stati
c,
mall
Lauth
macro
gol.
IsWhe
n
using
the
phati
accut
ical
compo
sitio
ns of
the
prese
t
havit
tiun,
the
doses
of
the
compo
undth
epres
med
by
(annu
ls
fth
itht
delar
adaff
as
die
strul
tism,
age-,
weigh
t,
and
relat
ive
healt
h
condi
tion,
prese
nce
of
other
medic
ation
,
meths
] of
admic
istra
tion,
and
suet
For
emtpl
is
thus
the
conap
oundt
phath
iaccu
tieal
compO
sithi
t
Pratt
mical
lan
third
as
fmtif
futer
agent
s,
wheth
er as
sal
muds
or
paren
teral
agent
s,
the
sanct
ity
effec
tive
20
dose
of an
activ
e
ingre
dient
(the
compo
unds
repre
sente
d by
forrn
ula
(1))f
ur a
patie
ntth
warm-
bltio
ded
asiee
al.
mpeci
ally
haulm
) is
prefe
rably
I
mthid
Milti
mead
pet
day,
and
mire
prefe
rably
10
mg/ma
-200
marin
a per
day.
The
daily
doss
far
an
avera
ge
adult
patie
nt is
prefe
rably
in
the
rause
of 10
rats,
300
mg.
This
is
desir
ably
admin
ister
ed
every
day
or
once
ea
cry
two
days,
or
admth
ister
ed in
sceit
al
porti
ons
depen
ding
on
the
SyMMO
MS. 



25 (A
prefe
rred
embod
iment
earth
s
compo
nads
crabs
prese
nt
inven
tion)
Xis
prefe
rably
CH_
Via
prefe
rably
S.
Furth
annum
ills
prefe
rably
an
optio
nally
subst
itute
d CI
Is
aiktl
gang.
as
Rthan
allY
SOsub
stitu
ted
Cm
cfflo
alkyl
group
, an
trpti
mally
subst
itted
Cat
alice
nyl
gimp,
an
optio
nally
subst
itute
d Cm
annul
Vett
an
oPtcn
allY
sabst
itted
Cis
arYT
gm.P,
an
(Vmna
nY
subst
itute
d 5-
to
12-ca
ember
ed
hetam
aryl
girth
s
sent
optio
nally
subst
itute
d 3-
to
12-mm
thaed
heter
ocycl
e;
more
prefe
rably
an
optim
ally
subst
itute
d Gat
alkyl
goup,
an
optio
nally
mbsti
ated
MYI
MAW,
or an
optio
nally
subst
itute
d 3-
to
12-me
mbere
d
halia
teyol
o;
and
parti
mlarl
y 35
prefe
rably
an
oirti
onall
y
subst
itute
d Cam
atbya
l
5mM-
-rine
subst
ittnt
s an
ptfer
ably
a
hydro
-rill
ntimP
ita
Lamel
t u
Warr
tiara
s."
by
formu
la
(5)
(note
that
the
defin
itior
t are
the
same
as pa
foam.
0. 0
R'
where
in 1Z
and K
may
be
the
snore
or
diffb
narb
and
repre
sent
a
hydro
gor
atom,
an
optio
nally
subst
eosn
Cur
all.'
gong
on
optio
nally
subst
ingti
Coe
alkta
yl
group
, or
at
OPtte
allY
subst
rtuta
l
Coren
.. OF
R mad
R
toget
her
foga
tia
optio
nally
sub..
.13-
to
12-me
mbere
d
heter
ocycl
e; a
group
men:x
.1g
by
forgu
la
(24)
(nolo
that
the
defin
ition
s are
the
same
as in
thron
g   (
2 4 )
10
wt..
R and
2 may
be
the
same
or
diffe
rent,
and
repre
gat a
hydro
gen
a..
...Mo
m,.
subsg
taled
C.
alkyl
gong
an
optio
nally
subst
itute
d Cyr
ark..
gong
Cr an
optio
nally
sebap
tuted
Cut
alkyn
al
ertar
p, or
.
optio
nally
subst
ilded
5-
.12-m
emben
g
hoter
oaryl
gory:
yr p
and
II'
torah
.
fon.
art
atona
lly
subst
itute
d 3-
to
12-mc
mlnat
ti
heter
ocycl
e; a
go.
repre
sente
d ty
formu
la
(lega
te
than.
:
defin
ition
s are
the
pane
as in
formu
la 0
H( 1
1 )
where
in
Rend
Retry
be
Ole
sonic
or
diffe
rent,
anal
reptc
ornl
a
hydro
gea
atom
(comp
ound
312),
an
optio
nally
rubst
itate
d Car
alkyl
group
, an
Oater
rallY
robrt
holld
Cro
elkor
eytgr
ollf,
Cr
all
oltro
.till
tsthl
eeld
Orr
tilka
tal
emup;
or R
and
R'
toget
her
form
an
opt
onaIl
y
sub.-
glad
3- 



20 to
12-me
mbere
d
helm.
.., a
group
rear.
ented
by
formu
la
(12)
(note
that
the
defin
itior
e are
the
same
0
...mu
.  61
0 H
0( 1
2 )
chcca
p,
repre
sents
fit-C
lonal
ly
subst
ituka
laid
PUMP,
an
Mb&
amyl
docip
, or
ae
optio
nally
subst
ituLu
l Car
allfi
TY1
Ceuta
er a
gnome
reptc
atide
d by
furuc
la
(21)
(note
that
the
delin
ition
s arc
the
same
as in
formu
la
5(16)
)l 0
H(21)
wbere
in R
rt.-p
act-t
o a
hydro
gen
ato,e
n an
optio
nally
SOSCI
talte
d CIA
alkyl
BCC),
ciPti
ctuil
la
subst
itute
d CIA
alkea
ril
group
, ot
ari
optio
nally
subst
itute
d Om
afiCu
tibl
grcuP
-
Waco
Z is
a
subst
itute
d 3-
Lo
12-me
mbere
d
betem
cycic
. a
subst
itute
d
orazo
lidin
e is
10
prefe
rred,
and
the
prefe
rred
subsi
tucit
is Cu
axe
group
. Thc
subst
itubd
3- to
12-ma
nbccd
lacer
ecyci
c is
prelb
rably
an
oxico
ildic
-Cone
group
.
In
lemau
la
(9)
menti
oned
above
, the
subst
ibrad
u in
the
optio
nally
subst
itute
d Gm
alit
recap
.
optio
nally
subst
itute
d C,3
alken
gl
coup,
or
optio
nally
subst
itute
d Cis
aller
nyl
group
arc
circu
it]
from
a
halog
en
atom,
hydro
xyl
gawp,
amine
gout)
. Mae
Plc-P
t
Cr-th
urY1
good,
15
12-me
mbere
d
heter
earyl
group
, and
3- to
Itiam
embet
ed
Ictur
ocale
The
subst
iLuen
ts in
the
optio
nally
subst
itute
d 3-
to
12-me
mbeto
l
heter
ocycl
e are
speci
fical
ly
sacra
l
their
::
halog
en
Corn,
hydro
xyl
coup,
amino
group
,
CCM,
group
, Cc
alkyl
coup-
1010a
110-1
PCP,
Cc,
alken
c
coup,
and
Ci
allog
fiti
grOuP
- la
formu
la
(24),
the
subsl
ituci
ts in
the
optic
ian',
subst
itute
d
Citi
alkyl
group
,
optim
ally
20
subst
itill
ed
Cise
alken
yl
group
- or
optiu
nallY
StibS
tdirt
ed
Cat
allcc
yl
group
arc
selcc
bd
from
a
Siloa
m:iam
b
hydro
xyl
group
,
cubro
group
,
edam
gong,
. CIA
alkox
y
group
, Cu,
aryl
group
, 5-
to
12-me
mbere
d
beter
oaryl
gruup
, aud
3- to
I
ti-me
mlicr
al
heter
ocycl
e
The
subut
itecn
ts ha
the
optio
nally
subst
iLuto
d 5-
to
12-me
mbere
d
heter
oaryl
group
are
speci
fical
ly
cleat
ed
Irmo
a
halog
en
atom,
hydro
xyl
group
,
atine
group
, ono
group
, Cc
alkyl
25
group
, Ca,
halua
lkyl
coup,
Cia
alken
yl
rosar
y,
mid
CI a
ay-ci
d
group
.
'The
subst
itue6
C C
the
optio
nally
subst
itute
d
3-to
11-me
mbere
d
heter
ocycl
e are
spcci
fical
ly
selec
ted
from
a
halog
en
Cana,
hydro
xyl
group
,
amino
group
,
cyani
c
group
. Cia
alkyl
gooPi
haled
iall
Celia
CIA
ditcn
yl
group
, and
Ca,
allry
nyl
group
. In
formu
la (1
I),
Cy
subst
itumt
s
bathe
optim
ally
subst
itute
d Cm
alkyl
group
,
optio
nally



02
subst
itute
d C.
alhea
rl
group
, em
optiu
.11y
subst
itute
d CI,
oLk5.
33
PaluP
azt
selec
tecl
freer
a
halog
en
atom,
hydro
xyl
group
,
mid.
group
,
cyan
group
, Cau
arYl
tir.u
P,
5-la
0-...
artis
ti
heter
oaryl
grow,
and
3- to
12-me
mbere
d
hclau
cycle
, Ihe
sasti
turat
s in
the
optio
nally
subst
itute
d 3-
to
12-me
mbere
d
hater
-payo
la.
are 5
sposi
G.Ily
selec
ted
bona
a
halog
en
Som,
hydro
xyl
group
,
amine
group
.
oyano
greep
, Cia
alkyl
great
, Cm
luJoa
lkyl
0011P
,
Co_,
arum.
geest
e and
Cm
al.32
1Y1
glenp
In
formu
la
(12),
the
subst
iluen
ts is
the
optio
nally
subsr
feed
Cry
alkyl
group
,
optio
nally
subab
ilutc
ti
Con
alker
yl
group
, ur
optio
nally
subst
itute
d C
alkyl
ayl
group
are
selec
rad
from
a
atom,
hydro
xyl
guar,
amino
grasp
,
UT..
froul
l.
C....
group
, S-
la
12-me
mbere
d 10
helob
oaryl
group
, and
3- ro
12-me
mbcrt
.
heter
ocycl
e.
ln
t5een
els
(2!).
tire
subst
ituor
s is
the
opliu
nally
subst
itute
d
Ctti
alkyl
grasp
,
optio
nally
subst
itute
d
tins
alken
yl
group
, or
optio
nally
subst
itute
d
0t-a
alkyn
yl
weep
are
.lect
ed
from
a
halog
ua
Owns,
hyrb.
xyl
gaup,
sash
ogrou
p,
ay..
grout
s.
Ctif
arY1
..UP,
5- al
1
a-...
b.red
betom
aryl
gmup,
and
3- to
i2-eo
eaebe
eedbe
teeee
yeis-
isThe
subst
itumt
in 7,
is
more
palat
ably
a
grouP
laPte
rail.
d(2)
(note
that-
the
def
&firm
s era
the
same
as in
formt
da
(02 0
(9)
where
in 12
las
hydro
gen
mbar
and
If is
preli
xably
an
optio
nally
subst
itute
d C.
alkyl
grasp
, and
mare
prefe
rably
a Cr,
aLtyl
group
optio
nally
subst
itutt
al
wiLL
a
lrydr
oxyl
grow;
20gro
up
rep.s
etred
by
formu
la
(34)
(note
that
the
defin
ition
s arc
the
same
as in
formu
la
(tiTh
0( ti
)
whsti
ein R
and
R'
ratty
be
subst
itute
d C.
alkyl
group
, and
the
subst
iti
25C14
alkox
y
bn-ou
p; a
grasp
.pres
ented
by
fitim
ula
(I1)
(
aeda
hydro
gen
atom
seas
optio
nally
xably
a
hydro
's),
fax.,
arab.
00.P,



the
defin
ition
s am
the
same
as is
formu
la
63
(34)3
. 0
1/1
flHII
I)
sdaer
em R
and
R'
are
JX(r.
mg,".
a
poop
repre
semod
by
foomu
la
(12)
(nom
ea(
dofro
otion
s are
tbc
samc
al
form.
M2/2
0 NR
H0(1
2)
whore
ia R
is a
(1,2
alkyl
groam
; or
a
mmup
mpres
emed
by
formu
la
(21)
(noly
that
the
defin
ition
s
55e6!
5
same
as in
formo
la
(36))
1 0 N
H(21)
s a
hydre
geo
K:):
prefe
rably
a
holog
eo
alom
or a
61,
alkyl
moup,
aml
is
mom
prcfn
ably
a
cblor
ine
atom
or a
maim/
EmmP-
1m is
prefe
rably
a
hyolm
Mon
Mom
In
ono
moloo
dimeo
t, Ks
Its
and
Rs
prele
mbly
form
a
ring
legol
her.
Is
this
ants.
ills
prefe
rable
tins)
R4,
and
R5
fora
a
riog
(62.2
.6111
Itt
comlo
ombo
loPle
mMed
by
bomml
a
(4).
(4) 



where
lnA
repre
amls
0 or
S;
and
X, Y,
Z, n,
and
R(def
ined.
dbmai
bed
above
.
More
prefe
mbly,
A is
0.
In
anoth
er
prefe
rred
embod
iment
, 129
is a
halog
en
atom
or a
Cys
alkyl
Ramp;
and
R4 is
a Cr2
sikyl
igoup
, au
optio
nally
subst
innie
d Coo
alisa
xy
group
, es
a
group
repre
sente
d by
formu
la
(3):
Ro
0(3)
5
whcre
inRs
and
R9
(my
be
the
Rams.
or
dia
hydnn
,piso
nally
athst
itute
d C55
AO
gmult
-
C2-4
alice
nyl
gmup,
seCoo
all9,
91,
bneul
s,
Cso
aRil
gooey
,
secto
es
heter
naryl
group
: OR
I"
and
R9
toget
bes
Ran
EM
optio
nally
subst
itute
d
5-101
2-rne
mbvaR
il
betRo
cycle
. IR
this
case,
more
prefe
rably
, R,
is a
halog
en
atom;
and
Rt is
a 06
alkox
y
(nuns
optio
nally
subst
ianee
l RR]
a
cyan.
group
, or
a
gaup
repre
scnto
ll by
formu
la
(3):
Rg NI
Rs
0(31
whein
inIts
and
too
may
be
the
some
or
diffe
rent,
and
riirR
sent
a
hydni
,gen
Ron ,
Ci 9
ailiR
15gro
up.
The
cRupo
nais
of
the
priRa
it
inven
tion
speci
fical
ly
inclu
de:
(.544
-amin
o-b-(
2-tne
thnxy
phsat
yl500
lfany
l)-11
,3,55
1triO
to500
-2-y1
1-2,4
dicti
eloph
e0es.
sitne
rOnit
rUni
CR:
20
55(4-
moiuR
6Renn
ylsul
fany1
11,3,
5]tia
zin-R
y1)-2
,4-di
aluro
-4442
-bydr
oxyei
hyl)-
ben.a
stoid
e;
(3):
4-(2,
4-dic
hlnro
phisa
y1)-6
-(2,5
-dima
hoxyp
beuRs
nrany
041,3
,51tr
iazin
-2,19
unine
;
(4):
4-(5-
benzy
lexy-
2,4-d
ichlo
rnphi
ny1)-
6-ben
sylsu
lfany
al,S1
,5Ria
nin-R
ylsmi
as;
(5),
4-bea
sylsu
lauly
i-6-(
221-d
ieblo
ropbe
n51)4
1,3,5
nRiaz
in-1-
ylami
ne;
(6),
4-(2,
4-die
bloro
pheRy
1)-4-
(2-me
lboxy
pbeny
lsulf
any1)
-R,3,
5]tri
asin-
Rylam
hie; 



25(7)
:4-(2
-amin
ophen
ylsul
fany1
)-6-(
2,44.
iehlo
ropho
u94)-
R,3,5
RdRin
-Ryli
auRe;
(8):
65
15-15
1-ami
no-6-
(2.5-
dimet
hompT
henyl
sulfa
ny1)-
11,15
11-ri
arin-
2-911
-2,9-
clich
lornp
henox
y1-ao
ctuna
(rile
;
(9):
(5)(1
-anth
o-6-p
henyl
sifin
uayl-
11,3,
51tri
aAn-2
,1)-2
,4611
chlor
oplie
nnxyk
acclo
nitri
le;
(10):
515-1
4-ami
no-19
(pyri
milit
-2-91
9111f
any11
-113,
51tdo
zip 2
)1]
24-cl
ichlo
rophe
ru)xy
l-ace
tonit
rile4
(11):
15
[(I-a
mino-
6 (5
meth:
6
11,3,
41115
/6119
,1-7-
ylsul
fany1
)-1.4
3,51t
rie91
,2-91
]-291
-dich
lorop
henox
91-59
910ni
ttile
(
(12),
10(5-
14-am
inn-9
-(1H-
bcari
thic1
5901-
2-91.
196:6
4)-11
,3,5]
triaz
in-2,
91-2,
1-3Ii
3hlor
ophen
o5yl-
acet3
in
Mk(
(13):
15-(1
,1590
-6-9(
ennyt
hiazo
l-
-91)4
1,3,5
149/9
1-2-3
)
(14),
1515-
(4-am
inn(6
-eyde
propy
thoet
hylsu
lfany
l-113
,51-9
.1551
,2(91
)-291
-dich
lurop
henox
yl-xe
tonit
rile:
(15):
(5)14
-amin
o-6-1
2-met
brocy
(4-(4
-meth
yl-pi
perar
in-19
9abou
(4)-P
lieda
ylsul
fany1
1-11,
3211r
iz4n-
2-9
11-24
-dich
lor99
11999
99)-9
551:9
91119
1151
(II).
20
414-9
3333n
o-6-6
251-d
iehlo
ro-11
-cyan
ometh
oxy41
11.5]
triar
ia-2-
91sul
fauyT
)69(2
.1-51
11199
(99
ypmpy
l)-39
]auth
oxybe
twam3
cic;
(14
(5 (1
amino
-6
11)-(
41990
1)111
51191
911-E
99.1i
chl
oroph
moxy)
-1591
9(111
6111
25(18
): 



(5
{(1-a
mino-
6 14
(p)pe
rann
1
carlx
)ny1)
-phen
yLsnI
tanyl
f-11.
3,51t
riari
n-2-9
1(-29
1-dic
hlomp
licro
xy)-a
rcton
itril
e;
(19):
4-14-
amiao
-6-(2
,4911
chlor
e-5-9
99nom
ethox
ypbcn
y1)-1
1,3.5
19tia
zin-2
-31(9
1f59)
11-19
-(9.1
-d1hY
6599
7prup
y1)-b
ea733
333ic
le;
(20):
4914-
6tuln
e-6-(
2.4-t
halor
e-5-c
ya3nm
ctlio
xyph5
1134)
-11.3
,9111
:1991
11-2-
)1111
91195
11-19
-(9-1
91619
7y-I
-hydr
007rn
ethy1
-9116
:1)-b
ennoi
de;
(21):
35(9
11-am
ino 6
(2
metho
xy-4-
(pipe
raxin
)-1-c
arbon
)51)-
pbeny
lsuI]
1
c(alo
ropli
cnoxy
)-ace
lonit
rile;
66
(22)5
404-a
mino-
6-(2,
4-dic
hloro
-5-dm
uradd
ysphe
nd)-1
43.48
11116
111-2
-3451
04113
61-5-
7141h
7476N
41
rract
layl-
piper
i4in-
4-31)
-bear
amidc
;
(23):
54-14
-amin
o-6-(
2,4-d
cklur
u-5-c
yandn
etiox
ypfic
ay1)-
11,3,
5diaz
in-2d
Irdra
m)41-
3-met
hozYr
Nin
pencl
inAry
libom
rinid
e;
(24):
4-(71
-dich
lorod
-pyri
midia
)2-yl
-phen
y176-
methy
lcull
imy01
1,3,5
11ria
zin-2
-ylam
ine;
(24):
Ar12-
14-ar
rinn-
65(24
-dicl
ilaro
-d-py
rimid
inary
lphen
Y11-1
1.3,5
11-dm
inary
Isulf
amThe
thd1r
acet
ISami
de;
(26):
5)(4)
amino
-6-be
nzyls
6any3
173,5
15iaz
in-2-
y172.
4-114
11oru
bedr5
m54e;
(27):
5-01-
rmiod
drben
zyNal
fany1
511,3
,51tr
iazin
-2-61
72,4-
dithi
cro-N
-(27,
11,dm
dlmd4
1)-bc
nzmal
de;
15(28
):
5-(4-
amino
ddrer
mylsu
lfany
l
[123.
5016m
in
yl)
hyl).
bmdmi
de;
(25):
5-(4-
am6mm
odenz
5dull
imy1-
11,3,
5110m
in-24
/11-2
,44ie
l1ozo
(14nd
hyl
pipmi
dia4
yl)
benza
20
rade;
(30):
15-(4
-am)u
-6-be
ndlca
l6any
1-143
,7pri
azin7
d1)-2
,4-di
chlum
phmay
11 (4
methy
l
piper
azin
1 yl)
marmo
t.;
(M):
2515-
(43mn
ino-l
cbram
ylsaM
ayl-1
1,3,5
1dazi
a-271
72.4-
dichI
nmpho
nydim
urpho
liu-4
-51-t
uetha
non 



e;
(32):
55(47
umium
6-bea
ddsol
fanyl
-117,
51tri
nzin-
2-61)
52.4-
dimet
hylbe
nznic
x)d
methy
l
ester
;
(33):
5 [4
tanit
io-6
(2
ineth
oxyph
mayld
Lfand
)-11,
3,5fl
riari
a-2-5
41-2,
4-dim
ethyl
bcrac
ic
add
methy
l
ester
;
20(34
):
54-4-
5.217
-66[2
.26th
.7616
67nbe
i3622
limaY
1711,
3,511
ciazi
p7d0-
74-di
mcila
ylbui
doic
acid
moday
l
ester
;
(35):
5-14-
amino
)(7(2
-hydr
ozdet
hylsa
lfany
1)-(1
,3,51
trimi
nr2d1
-2,4-
dimul
laylb
eathi
c
acid
methy
l
ester
;
(36):
5
14-am
inoM
(3
hydro
xypro
pykul
irmy1
)11,3
,54hl
azin-
2-y11
-2410
1imet
hyibe
uzzol
e
acid
35met
hyl
citcr
;
(37):
5.44-
amdan
i6i(2
,3-d(
bydra
xypro
pyIst
lfacy
1)015
1.5]t
s4ddi
-2-51
)-2.4
-di5m
thylb
enzni
c
acid
67
methy
l mum
(385
5 [4
amino
6-02
methc
romhe
mylsu
lfeny
1)11,
1,5Mi
arin-
2,11-
2,4-d
iehlo
m-Y-(
2-hyd
roxye
lhyl)
-h
manma
de(
5(59)
:4-(2
,4-cl
iehlo
rophc
ay1)-
6-(2,
5-cli
metho
xyphe
yylsu
lfaey
1)-pr
imidi
n-2-y
hmmal
e;
(40):
4-(2,
5-dim
ethox
ypher
yleul
finyl
)-6-n
aphth
alen-
1-ylm
yrimi
dia-2
-ylaM
ilm:
(41):
4-(2,
5-dim
ethox
yphen
ylsul
limy1
)-6-(
2,5-c
limet
hylph
my1),
{rimi
dia-2
-ydam
ine;
(42):
4-(2,
5-cli
methe
ryyph
enylm
tlfau
y1)-6
-(2,4
,5-tr
imeth
ylPhe
ayb-P
yrimi
din-2
(ylam
inc;
(43):
4-12-
aminc
h6-(2
,5-di
metho
ryphe
nylsu
llimy
1)-py
thild
in-4-
yl][3
.meth
ylphe
nol;
10(44
):
3-144
2-ami
no-6-
(2,5-
dimet
hoxym
hmayl
lsulf
(mypp
yhmid
in-4-
y51-3
-molh
elphe
emmh-
PrePa
m
(15);
(4-12
-amin
n-642
,5-di
metho
myrbe
nylsu
llimy
1)-py
rimir
101-4
-y1]-
3-mmt
hylph
emoxy
[-acc
t.:ti
le;
15(46
):
2-(4-
1,2-a
mino-
6-(2,
5-clu
neffi
oxyph
cmyle
olfan
y1)-p
ythui
din-1
,1J-3
-meth
ylphe
noxy)
-.man
ed,
(47);
2-{4-
12-am
ino-C
h(2.5
;clim
elhem
yphen
ylmul
fanyl
ypyli
midia
4-y(1
-3-me
thylp
liene
xy)-e
thwao
l; 



(48):
20
445hm
eeyky
y-2,4
-diel
iloro
pbeny
1)-5-
(2,5-
dimet
hoxyp
hmyls
ultim
yl)
pyrim
iethi
2 yf
amioe
;
(49):
4-(2,
5-dim
ethoh
yphen
ylsal
fanyl
)-6-(
2,4,6
erime
thylp
hmy
I)
pyrim
idia
2
*mine
;
(5(8)
,
5-[2-
amino
-6-(2
.5-di
metho
zephe
nylml
fanyl
yrynm
idin4
-2/11
-2,45
11the
ctrop
hellY
t
(51)1
4-(2,
5-dim
ethox
yphen
ylsuL
fanyl
)-6-(
2-met
hyleM
prop-
2-yay
lory-
Phell
Y0-03
7[711
551-7
-71[7
6.7;
25(52
):
[5-[2
,amin
o-6-(
2,5Mi
metho
mphen
yls[1
11110
1)-55
7imid
in-My
l)-2,
4dieh
lorop
henyo
xyjme
etn4t
4 le;
(53);
(5-[2
-atoi
mo-6-
e2-am
inopl
emyls
uLfma
YD-Pr
midi.
A
251-A
199.0
99952
1-5-5
5599A
A:
30(54
): {5
12
anoit
m-O
(1
Whely
eimid
am31-
2-ylm
Illel
lel)-
Perth
ildha
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71126
1-C37
71115
752W(
41151
ethyl
-b137
12161
261
(242)
1
4-111
-arni
ncy6-
(5-ch
loro-
1111,
1112-
banyo
blefi
s6-y1
)
[1"5-
b
30vry
larni
de;
(243)
:
4-14-
amino
-6-(5
-chlo
m-117
3H-be
nyo[d
ebsnc
hroni
ra-6-
34)-1
1,3,5
17157
in-2-
ylsul
fany3
1-1-P
ym)11
d6,-1
7:1-4
0eta-
1-436
(
(244)
:  35
4-14-
447.7
6-(5-
61116
63-1H
23H-b
ettv4
34170
3bnna
len-6
7-171
1,751
65ayi
n-271
surfe
r071-
1-m0r
pb
ofin-
474-b
24n-l
-ene;



83
(295)
:
4-14-
am
inn
-(554
hloro
-1143
1I-be
nno[d
yli5o
chro6
59.85
1.153
,59tr
iy)pi
perae
19315
y1(bu
tan-l
-one:
(246)
:
54.13
1-ami
uo-6-
(5,11
1,545
.1H,3
H-bea
noide
lisoc
bnmy3
5-6-5
4)-11
,3,51
95481
8-2-y
lsafa
ny(I2
V-(24
1333
roxy-
et154
12983
21844
941
(247)
:
4-14-
amino
-65(5
-thlo
ro-91
543H-
benyu
lylel
isoch
mman-
6,4)-
11,3,
51813
21,25
y1241
11384
91-51
5(1et
roh
ydrop
ynin-
9-y1)
-9141
3-811
94:
10(24
8):
9-14-
am3n4
4385-
chlor
o-114
,3115
4enm[
dylis
ouh]0
ma026
-Y1)4
1,32.
11ris
ein-2
-31.3
111fa
ny11-
51-pi
perid
in-4-
54-bu
tylam
idc,
(249)
:
4-91-
(unin
o-6-(
554.1
4orn.
I
H(3H-
benzo
[de]i
sochr
onlon
-6-40
5[12-
51115
n13-2
-21(3
91
IS4-8
1-but
ylarn
icle;
(250)
:
4-151
4llyi
no-5-
(5549
1oro-
II431
11515
[1).1
-2-yl
-buty
lam1d
e:
(251)
:
20]-(
42443
84-6-
(0-4]
loro-
19919
89[98
]1chr
uu545
54-y1
)-[1.
3,541
25944
41
-2-y1
43153
311-p
ropa4
-2
-one;
(25))
,
444-a
r6no-
6-(55
3414(
49112
.3H-b
cawid
efsoc
hrom(
5156-
81)-1
1.3.5
18514
51852
-ylsu
lfany
lf-bu
ln32,
70(25
3):
235(2
514-4
38inn
-6453
24443
-11.1
,3113
1543,
7953d
efiso
chrom
en-8-
29)-[
4335)
45453
5-2-y
Lsalf
any11
(acet
yl
12.4(
55(41
e;
(254)
:
28213
-14-a
mino-
65(5-
ell0w
-1113
,3H-1
84)44
15191
15649
81558
4-65)
4411,
3.511
tri
30ony
19-au
:0uni
de:
(255)
:
/4-14
-auli
no-65
(5-ch
lmo-I
H,311
-ben5
6[414
.9544
1201.
11-6-
y12[1
21,51
91524
452-4
1sulf
54543
-buty
r
yllya
tlata
kie;
(256)
:
:55(2
514-a
sinn4
3(5-c
hluru
(benz
o[def
irome
n-(4y
1)(11
4-met
bacem
lfnna
mide;



(257)
:
-6-{3
-19-D
min0-
6-(5-
01312
ro-II
II,31
90171
2.1is
ockom
en-[l
ti
ir72-
ylsal
fanyl
f-pru
pi
00.91
1-mcl
hancs
ulinn
adde;
(2509
555(4
1.1
mniuo
-6
(57ch
loro-
IH,31
146.6
97[de
psoch
romem
-67.7
1)-N,
3,507
1.099
:72-1
.160Y
.1371
-IDET
919-m
ethan
esulf
onami
ded
(259)
:
9-(0-
61110
ro.1H
2H-be
nZe1d
e7011
0,12-
67YD-
6-yld
u
amnc;
10(26
0):
I.d61
362-6
.01Y1
)41,1
,5Thi
atn-2
-3.
!swin
e:
(2619
1-[4.
-mnin
o-6-(
5-913
167D-
IH23H
-hend
orde]
isocl
.6-6-
31961
,3,5]
.tria
rin-2
,1s61
11019
11-Pm
1901-
2 15
-ono
0-met
hyl-o
xime;
12621
:
449-a
raino
-645-
913.1
66,11
93117
1,907
4delL
2cbro
men-6
-919[
1511t
daaa-
2-37s
ulfan
yll-b
u1da-
2-9
ne
0-mct
hyl-o
xime;
(2(13
):
2)171
-dmia
0-9-(
5-ehl
om-IH
,3H-b
en2o[
de]is
ochro
rnou-
0-91)
-11,3
,5]fr
0adin
I
(764)
:
3-P-a
mino.
67(5-
91dur
o-III
,3H-1
97769
1171e
lisoa
romen
6
y1)1.
1,3,5
1rdaz
in-2-
91sul
fa
dile;
25(26
5):
4-01-
aminD
76-(5
-chlo
ro-1.
E9321
-1,67
.47)c
]isou
brume
n 6
yl)
[1.3.
5.1di
ado92
94sul
fanyl
rbuty
mnil
rile;
62669
4-(5-
ctilo
rn-IH
.3H-b
oadOi
deIli
soch(
oracm
969..
1)-6-
(2-me
thuxt
elhyl
sulfa
ny/9[
123,5
.1tri
atin-
2-91a
30
mule;
(267)
:
4-(5-
chlor
o-IH,
311-b
eD7o[
dc]is
ucht0
11199
-6-3.
0)-6-
(3-01
6th.7
9YPM
0267d
)41.7
7731'
. 



nunc;
(260)
:
350-(
5-chl
oro-1
11,37
1-ben
7.4/1
61iso
chrom
en-6-
91.96
-I2-(
2-91e
thoxy
cthoy
l3
[1.35
]tn
andin
-2-91
[9610
e;
85
(269)
:
4-14-
amin7
-6-(5
-6180
68-1H
-bf
(270)
:
carba
mic
acid
52-14
-aiti
o-665
-6131
.0-18
1,311
4)111
41iso
cbro-
6,4)-
11,3,
51tri
azin-
2-yls
ulf20
551-8
1bH
-[(1-
-6-(2
-chlI
H,3H-
betwo
[dc]i
5oubr
omen
6
81)11
,3,51
1riaz
b-2-8
1sull
anylj
-prop
yl
cstu;
161(2
72):
carba
mic
add
4-14
sin
inn
(5
2140r
o
111.3
21-15
).018
1abso
chrom
na 6
yl)
[1,3,
5]175
:611-
2-865
41681
13,14
0821
ester
;
(273)
:
sulfa
rolc
acid
24246
116.7
8-6-(
5-611
060-1
11,31
:6112
-626(
82)is
ocbro
mon-6
-8141
1,3,5
161ab
in.-2
-ylsu
L5604
11-et
hyl
15
cHer.
(274)
:
sulfa
mit
add
3-111
-amin
u-6-(
5-81)
1666-
1H53H
-)etz
oble]
isocl
nuen-
(-81)
-11,3
,61tr
is411
-844s
ulfan
ylkpr
opyl
etc
(275)
:
sulfa
mic
acid
26.1-
41-at
a(oc6
665-6
131ur
o-111
81H-1
1deli
-6-54
)-(br
iyls1
1
ester
.
(276)
:
344)a
mino-
645-c
hl505
1H)oo
n(cbr
ome8-
6-81)
-(13)
5)111
5818-
2-516
41-pr
opane
-
1.24.
166;
25(27
7):
2-14-
auoin
045-(
5-obl
erto-
11013
H-188
7,4/1
81818
6)61
rnua-
6-81)
-11,3
,51tr
iazin
-2-81
661fa
nylme
tbyll
-pr
opane
-43-d
iol;
(276)
:
tbicw
6mbai
nic
acid
244-a
minu-
6-(5-
61106
81H,3
14-66
870[6
15115
061,1
178.1
1-6-H
)41,3
21181
5816-
23]J-
alayl



30
ester
,
(279)
:
thioc
arbam
ic
acid
344
-wali
ilo-6
65-81
6876-
111,3
11-be
n8o[d
ejiso
ebrom
en 6
y011,
3,511
11--1
cs157
:
(280)
:
354(5
-81)1
4681H
,3H-b
enzob
ileys
ecbro
men
yl) 6
(2
metha
uesur
fonyl
.
etbyl
sdfan
y1)-(
1,3,5
16-1
86
(281)
:
4-(5-
891.o
to-11
-13H-
bcren
9leli
soc.6
-91)-
641-m
etlis
ulfon
yl-pr
opy19
,1899
21911
,3,59
.ria
(282)
:
5342-
arnin
o-6-(
5-0hl
0rn-I
H,3H-
boae0
rde8i
sochr
omca-
6-211
-)133
]8ini
n-2-)
Isdra
nyll-
propa
n-1
-sulf
onami
de;
(285)
:
2-(4-
amino
-645-
ellor
o-111
,315-
ben7o
1defi
sochr
omen-
6,0-1
1,3,5
1tria
21n-2
-ylsu
lfany
lf-ut
hanes
71
fonam
idc;
10(28
4):
81-(5
-81il
oro-1
11,3H
-bcn(
u[kli
sorit
rowen
-6-21
)-6-8
3,3,3
46flu
en7Pr
opla)
[1
5]t6a
2in-
))2(u
nine;
(2857
4-(5-
cblor
o-IH,
321-b
en7o[
dclis
ocbru
nlen-
6-29-
68(1,
4,4-t
riflu
om-bu
tylsa
l111.
3.51t
riazi
n
15yla
ininc
;
(286)
:
4-(5-
chlor
o-1:1
23H-b
oneol
delis
ochro
m0-64
)-11u
oropr
opyls
ulnua
y1)-1
1,3,5
111)2
77in-
2-yli
oni
ne;
(287)
:
20(14
5(cId
uru-1
12311
-benm
[dcfi
suchr
omn-6
yl) 6
91-11
.9oro
buty1
891
91)-1
13751
tria2
12-2-
ylani
n
f-6-y
61-2-
99:89
6hyl9
u6fa9
01)8[
1,321
00nea
a'
-2-91
euniu
e:
25(28
9):
4-(5-
chlor
8-111
,3)J)
[defi
sochr
omen-
6-21)
-6'11
,3,51
91722
,2-21



(290)
:
1-(5-
81119
00-1H
2H-0o
ae01d
e1i5o
chrom
ana
6-91)
-6 (2
11127
91 2
yl
ethyl
sulfa
n71)-
11.3.
51
30lan
alue;
(2919
4-(5-
chlor
e-IH,
311-b
en7o[
clchr
umen-
6-y9-
67(1H
-unid
ezol-
2-27.
82,32
(9119
910-1
1.1.5
1tdoz
i
n-2-y
lamin
e;
(292)
:
1)4-(
5,ehl
oru-1
11,31
182[d
ujiso
omen
6
90-6-
12
(III
bnida
2972(
y1)-e
thyLu
lfany
11-11
3.511
11
a2in-
2-yla
mine;
97
(793)
:
4-(5-
elilo
ro-Il
i,311
-15en
n[cle
fisoc
lurum
en-6-
81)-6
5(2-u
xaeol
-3-81
-etlu
nsurf
auy1)
-(1,3
,51tr
iazia
-2-y
(294)
:
54-(5
-e0f9
m-114
,3H-6
ceeor
delis
oclir
nmen-
6-y1)
-6-(0
yricl
in-4-
yline
thyls
olfat
ry1)-
(1,3,
19.12
81-2-
8
Imnin
e;
(295)
:
10(29
65:
4-(5-
uhlor
o-117
,3H-1
7ewn[
defis
uclit
onyen
-6-y0
-6-(2
-pyre
in
yinue
ine:
4-(5-
chlor
o-1H,
311-b
ez
eefel
liscr
ehrom
en-6-
21)-6
,(Pyr
idina
nylin
elbyl
eulfa
ny1)-
(1,3,
5
lamin
e;
(297)
:
4(5-0
11I
H.3H-
6)yee
[clel
isear
nnitn
y-6
y0-6-
(2
pridi
n-2
yl
uthyl
strIf
anyl)
[1.3.
5]tri
aena-
2-
15yla
ruine
,
(298)
:
5,ace
tylun
ino-3
-04rm
ino-6
-(5-o
hloro
-ITI3
H-bun
enldf
lisoe
brome
n-6,0
-11,3
,51tr
iv.in
-2-yr
eulf
8.121
.1-Pe
opion
amicl
e:
(299)
:
202-a
certy
lammo
-3-11
,4-an
ein05
6-(5-
chlor
o-lH,
311-b
enen[
dejle
nehmt
uen-6
-51)-
(1,3,
5]tna
nn-2-
5lsul
f
any1]
-12-r
acthy
linap
ionar
nicle
; 



(300)
:
7-acr
e55la
nrino
-344,
emine
-6-(5
-thl9
50r1H
3H-05
050[c
le])e
09189
9m-6-
y1)-1
1,3,5
141yl
sull
anyyl
l-Nst
1721-
P9917
1.17n
nirde
rr
25(30
1):
29cet
yl9mi
n9-31
4-ain
ko-6-
(5-e0
rl509
-111,
)51-1
I,500
YD-Iu
lf
anyf,
N,Are
dimet
hyl-p
refen
eeemt
he
(302)
:
2-rei
n199-
319-0
0ine-
0r.(5
-cril
uro-1
11,31
7-ben
zoWbe
e
n-6-2
1),[1
,3,51
5115
30
Annye
thyl-
propi
nnamr
de;
(303)
:
7-tan
iuo-3
[4-ar
ninu
6-(5
eller
1
H.311
beery
0[49]
ieuth
enmen
6
21)-(
5,2,5
10(52
10-2-
5120f
enY51
-
NrIf-
dimet
hyltr
upion
amide
;
(304)
:
35214
-anyi
no-6-
(5-ch
loro-
IIT,3
H-550
50[de
lisee
lner]
e9-6-
505)1
,3,51
hore-
y-ett
ry!)-
aucea
neicl
e:
88
(30))
:
241-a
mino-
6-(5-
c)loo
ry I
R3H-b
enool
delis
ochro
nnybo
y1)-(
1,3,5
1tnao
in-2-
ylsul
fanyl
lo2Oc
yano
molla
yl-ac
etami
de:
(3)6)
:
52-16
1-ami
no-64
5
chlor
o
111,1
17
henoo
[dofi
sochr
otnen
-5
y1)11
,3,51
triaz
io-2-
ylsol
fanyl
f N
(2
hyd
gocy-
1(hyd
roxyu
lethy
1o5Fy
1)-ac
clumi
de;
(307)
:
2-84-
thari
no4-(
)-chl
oro-1
14,31
1-ber
2o[de
]isot
hrome
n yl)
[1,3,
52lin
tein-
2-yls
ulfan
y1W-(
2
clic(
hyl(u
niilo
-e9,1
)-ace
lmide
;
10(30
8):
9-p-a
mino-
6-(5-
thlor
n-TH2
3H-Ix
neo[d
eliso
chrom
m-6-y
1)-(1
,3,51
0riao
in-2,
1suI5
!!y11
-N-(1
-tuer
byl-p
iputi
din-4
-32)-
6.276
6(k1
(30))
:
3-14-
amino
-6-(5
-ohlo
ro-11
1,311
11261
1
(do(
o(I"5
1tria
ylou
15
boxy-
ethyl
)-pro
piot6
Oli4e
; 



(310)
:
I-(21
1
amino
6-(5
Moro
IM0II
_beoE
&ftom
ell_5
_yI)_
[i3SJ
11t_2
_Yi00
Ithfl
Y]1-S
bYfl
-imid
azoLL
6-2-o
no:
(311)
:
203-(
2-[(1
-amin
o-6-(
5-cld
oro-I
F23H-
bonco
rdell
soclm
onon
6
y1)11
,3,51
Isylf
-oxao
olidi
n-2-o
ne:
(312)
:
2-0-a
mino-
6-(5l
oro-1
H,311
-be0o
n[def
isuch
r8men
-6-32
)-11,
3(911
2.2,1
6-2-3
2.119
811]-
1-9To
om
-2-yl
-etha
aone;
25(31
3):
3-
(2-14
-amin
o-6-(
5-chl
orry1
1-23H
-bo.o
ide1i
sochr
omoa-
611)-
(1,3,
5]2-
alfma
yll-o
cetyl
}-roc
aooli
dia-2
-oos:
(311)
:
2-1_2
2.661
.-E2(
9-ono
ro-IH
,311-
beno.
[dc]i
soolu
oules
i 6
31)
pyfuo
idfro
l-yls
ultyl
l-ace
tonli
de:
30(31
5):
2-1.2
-annu
o-545
-etio
ro-11
231T-
benoo
pcjis
ochro
men-6
-(2)(
pyrim
idha-
4-31s
uLfaz
y11-6
9o)66
0.6(
hyl-o
oetam
idc;
(316)
,
3-poi
mino-
6-(5-
ollao
-111-
23H-b
onoo[
dc]is
odaro
mon-6
,1)-P
yriro
idin-
4-y1s
ulfan
yThor
oPion
amid
35e(
(317)
:
3-M-a
ndno-
645-c
hlorm
l14,3
H-Imm
oldel
lsoch
romen
-64,1
)-pyr
i0idi
n-4-y
leull
emyly
k-(2-
hyd00
x
c1471
)-pro
plepa
mide;
(318)
:
3-12-
amin4
-6-(5
-oblu
ro-11
1,311
-3[de
l
isoch
romen
-M71)
-pyri
midin
-4-34
31]-1
8-met
hylep
r 5
opion
amide
;
(319)
:
3-12-
amiuo
445-c
hloro
-113,
3H-be
nte1d
efroc
0romt
er-6-
541-p
ym0id
in-4y
leul1
.1
yeeth
y11-1
11COP
M4418
184;
(320)
:
103-f
2-ami
no-6-
(5-ab
lorml
133H-
11Mil
isoch
rol6-
rhYpe
rimid
in-0-
31911
fanyl
]
30((k
) 2,3
d
11173
rmtr-
11314
154)-
Propi
nnami
de;
(321)
:
3-12-
emino
-645:
ehler
o-IH,
311-b
enro[
dejir
uchme
meu-6
-yl)m
yrimi
dita-
4-yis
ulfen
yll 2
methy
l pr
opion
amide
;
15(32
2):
3-12-
maino
-6-()
-chla
m1H,3
H-hen
rolld
eliso
chrum
en 6
40
pyrim
idin-
4.71s
ultan
y11-2
.Nedi
merhy
leyro
pione
midet



(323)
:
3-12-
atrin
n-6:8
5-chl
uro-1
11,3I
IMemo
[dyli
smchr
omen-
6-Mem
yrimi
din-4
-71.3
30331
1-17-
(2-by
drom
20yee
thyl)
-2-me
tlayl
eprop
iorat
nide;
(320)
:
0-120
-uo3n
o-6-(
5-ehl
erm11
33H-0
e0zol
:dehr
ochro
raca-
6-y)-
Pyren
idir-
4-010
0ran2
10d0e
10lan
tidel
(325)
:
earba
mic
acid
2-)2-
amino
-6-(5
-chlo
ro-11
1,3II
Mentr
idefi
sochr
omen-
rhyl)
pyrir
oidar
4
hIsal
fanyl
l-edt
ed
ertme
25(32
6):
3-12-
animo
-6-Mm
bloro
-la3H
-benn
erdel
isocl
iromm
e-Mr1
)-pyr
imidm
-Myls
ulfan
tlf-p
romme
lml;
(327)
:
Atet2
-pmai
no-6-
(5-eh
loro-
IH.31
1-ben
mfdyl
isoul
arome
a-6
yle-p
yrinu
dindl
eylsu
lamyl
derhy
lt-ac
otnid
e;
30(32
)):
thrf3
12-am
ino-6
-(5-e
hloro
-II),
3H-It
ernee
ldefi
soctw
omene
6m1)-
pyrim
idiu-
4-343
01fan
y1114
01171
1-
ticem
oride
;
(3)9)
:
N-1:2
reemi
np 6
(5-pl
e)pro
13143
H
bredm
idell
lsoch
romum
-6,1)
-pyri
midip
-1-31
.4alf
anyll
ethei
tem
35
ethan
esulf
unemi
de;
(330)
:  90
5-112
-amin
o-65(
5-chl
oro-4
17.3H
-buaz
oideE
so5
men-4
-51)-
privo
idia-
4-545
61
(331)
:
17-12
-17-7
17194
455(5
-chlo
to-11
73H-I
mokle
lboch
romm-
5-54)
-8454
nitli
n-1,1
591(a
ny 5
hydro
xy-ac
etami
do;
(332)
:
(2.
f2
aminc
76-(5
Worn
1H:3H
henzo
ide]i
sochr
omen-
6-tim
id-6I
- 140
(333)
:
102-4
1-519
494-6
5(5-c
hl)5)
-III,
314We
t
oc28-
5[1,3
,5]tr
iarin
-255:
15410
,6911
N-cya
no
mdbyl
-acct
amide
s
(334)
:
35[4-
amino
-65(5
,1405
9-111
:311-
98574
14795
95h.9
19556
-54)-
1151,
51915
5i452
:ylaf
fauy1
1-N-(
25415
1
hoxy-
ethyD
propi
umuni
de;
15(33
5):
344_5
84;
60-6-
(5561
841,1
H.3H-
benzo
idlis
ocluu
men-6
-5471
1,3,5
145.2
51172
-21su
lfany
lf-N-
((15)
-2,
3-dih
ydrox
y-pr0
pyl)p
mpion
amide
;
(336)
: 



344-a
uiluo
-65(5
-5186
53-11
1.,31
15ben
5o(de
lisoc
bro-6
-81)4
1,3,5
41715
2-yEu
lanyl
p-met
byl
20Tro
pi508
ln4cl
e5
(3)7)
:
374-a
mino-
6-(5-
0h1or
r5114
,3H-6
[Ic]i
soulr
omen-
6-41)
-(43:
519i8
2[952
55156
/1any
lf-2,
N-di0
e
thyl-
propi
ouani
tcle:
(338)
:
253-9
1-ami
no-65
(5-ch
low-1
11,71
15[de
ll(57
6-417
1-51s
t115N
-(2-h
yd
roxy-
ethy1
)52-m
ethyl
-pr0p
innam
ido;
(739)
:
444-a
mino-
65(5-
cblom
7H:31
1-heu
zo[dl
im)91
72256
9-6-5
1)-11
,3,56
(5,28
977-2
1sulf
an61:
1-hat
yratn
i 4;
30(34
0):
3-41-
65416
4-45(
55018
455-1
14,31
45564
24451
54753
,7161
54 6
YO
11,3,
5101a
2in-2
-ylaf
finyl
l-Pro
l,m-,
591;
(341)
:
5-91-
tadoo
-6:65
-chlu
re-11
1,3H-
bcrua
rdeli
sochr
omm-6
551)4
1,3,5
1t6a2
in-2-
ylsol
fulyl
methy
lkox
35azo
lidia
-2-41
65
(342)
:
91
N{{2
1{{1
ammo
6-(5-
chlor
o
111,1
11
ben2o
[dcjm
ucluo
uien-
6-21)
-11.3
,11tr
lann
2n
1-2-h
yttro
xy-ac
eland
4e;
(393)
{
4-12-
Harno
-6-(5
-(111
999-1
H 3H
2 Win
phena
kn591
1.599
-2-91
sulla
u91)-
balyr
atoid
e.
Among
prefe
ced
compo
unds
of Ho
prcsH
al
inven
tion
it191
121e{
(4){1
-(5-b
mHylo
xy-2.
4-d04
03000
0lien
y1)-6
-199.
91std
1H921
11.3,
51192
2in-2
-ylam
ine4
(15):
(5-9{
1Hmin
o-(29
2-met
hoxy2
1-(4-
maLHI
-pipe
vain-
l-car
bany1
)-phu
Hlsul
f(myl
l-(1,
3.511
400i0
-2-2
101)-
24-ct
ichlo
rophe
noxy)
-av4o
nllth
el
(29):
4-(24
,lich
luro-
Hpyri
alicl
)o-2-
21-91
12991
)-6-m
othyb
ulfal
y1-11
,3,51
tri22
01-2-
ylami
nel
(25):



N-(2-
14-au
tia96
-(221
-clic
hlore
-5-pr
im4di
n-2-9
1(phe
ny1)-
11,3,
51912
912-2
-21s4
40eny
lf-ot
hyl)-
2922
amide
(
15(24
){
5-(4-
amino
-6-be
nzyls
ul(at
91-1{
1,3,5
1tria
rin-2
-21)-
2,1,1
211Ho
beu2a
micle
;
(29):
9442H
99(9,
64{,{
{{93/
29199
09141
,1.5]
thaii
n-2-2
1)-29
1-dic
hloro
-N-(2
-1126
22{32
1-93H
(9911
921h2
{291
21)-b
enzam
ide;
029
5-11-
9.999
-6-(2
,3-cl
ihydr
oxypr
oPyls
ulf.5
1)-11
,3.51
triaz
in-2-
291-2
(1-di
methy
lkaz9
ic
{Hid
20met
hyl
sic]:
(39):
1-{2,
4-did
ilowp
heny-
0-6-(
2,5-9
92992
HYPha
lAsu)
f2111
0-912
11996
19{2{
11.19
1"e{
(41):
3-{4-
12.92
19(96
-(2,5
-dirn
ethox
ypEcn
ylsuL
Cauy1
)-pyr
imidi
n-1-9
11-3-
methy
lplic
noxyl
propa
n ol
1412-
aminu
-6-(2
,5-di
nacth
oHybe
uylsu
ltall
y1)-p
pirni
din-1
-211-
3-mel
ylphe
may}-
aceto
oltnl
e{
(HS):
2 (4
12
Habio
-6-(2
.)
dneth
oxypl
icnyI
sul(a
ny1)-
pyrim
idin-
4-211
-3(91
91Thy
lphen
nxy)-
accta
m219;
(40){
34
4-(39
1aelv
yloxy
-2,{1
-dich
lorop
heny1
)-6-(
2,5-d
imeth
o2319
1992{
(th99
39)-P
YHmid
in-2-
ylarn
ine;
(22):
(5-12
-amin
o96-(
2,5-t
limed
ioxyp
Helly
ls91f
any1)
-9111
11921
9.491
1-2-1
-6(19
1919P
h9219
2/9-9
99199
1H
le;
(24)1
35{4
[2-an
lino-
6-(1H
brn{i
u
)dono
)-2-y
tsnt4
oeyt)
-pyde
eidin
-1-yI
)-2:4
-elit
000to
pIten
oXy)-
enoto
Mtd
le;
92
(55):
2-12-
amino
-6-(2
4-dic
hlean
omaly
!)yl)
rinil
dia-M
ylmlf
any51
-3Him
idazo
l-1-m
r
boxyl
ic
acid
ethyl
ester
,
(59):
5
555/2
m4mmi
no-65
(2,51
-M013
10805
5-cya
nomel
-h085
Lh
amide
)
(63):
{55[4
-amin
m6M3-
morph
olind
-y153
mxmpm
pylsu
lfyny
l)11.
3,Mtr
imin-
25)41
-251-
dichl
onoph
enny
yj-ac
umnit
tile;
10(82
): 



45(55
01515
m-IH3
H-60n
eorde
lisoc
hromm
a-6-y
1)-65
(34-c
limmt
horyp
heino
x35-1
1.3,5
106mi
u-2)5
8580
(92).
4-15-
61.05
118,3
184ma
zably
lisoc
hrome
n-6-8
1)56-
cyclo
hemis
ulfan
y1511
53,51
8.657
10-2-
ylami
ncy
15(11
1):
114-a
mine-
65(55
0515r
u-IlL
311-h
enmol
defis
ochro
men.y
5m1)-
11,3,
511rf
avimM
yisul
lknyt
lymel
ic
acid
methy
l
ester
, (I
13):
N-12
14
aunt.
6M5
ehlom
-118,
311
be07.
1510.
11sac
hrome
.056-
18)-1
1,3,5
1ftim
iuMmI
sulfa
nyl].
ethyl
201-0
cemtu
ide;
al)),
25[4m
minm6
)(558
11108
0-1II
MH.bc
rum[d
eMsoc
limmi
m 6
yl)
(1,3,
51tri
amm_m
11-Ye
emmid
(125)
:
253-1
51-am
ino-6
5(5,1
110r0
-1H,3
11-be
imm[c
leM56
5y1)-
[1.3.
58min
yin-2
51]-p
r pi
mide;
(143)
:
11,12
44-am
in0-6
5(5-c
lilor
o-188
13H-I
mmeop
eliso
chrom
embm1
)11,3
,51tr
iazin
-2-yl
sulfa
mimet
byl
11-ph
enyil
mmelm
nide;
30(14
5):
4M5-0
5100)
-111,
3IMbe
nzold
efiso
chrom
en-6.
11)-6
-(2,5
4melt
exmth
enyls
uMmy1
)41.3
,5115
15.05
2
(140)
.
N-(35
114-5
.0155
-65(5
)chlo
rmllI
MIMbe
nyn1t
hylis
ochro
men-6
m18.1
1,3M)
Mimin
-2-yl
milfa
nylfp
ropy
35IMa
cetam
ide;
(175)
,  93
(2-)4
-3010
0-620
4-012
0/2-1
H231-
41204
del51
tria2
14222
21sul
fanyl
f-cth
yl
1420
(178)
:
21212
14-41
01402
6-(2-
Chlor
4-111
,311-
ben42
4de]i
socIm
muaNN
O-11,
3,51t
riazi
n 2
y1241
44021
1
ethyl
51211
0.12/
mesul
lonam
ide;
(201)
: 



32[4-
2.220
26452
21114
421H2
311-b
oNoWe
lisoc
hrome
N2622
1)-(1
23,51
triaz
in-22
1s211
1anyl
l N
muthy
l
-prop
ionam
idc;
(234)
: 10
3 [4
mssin
N6
(5,11
4ro
11-1,
3112[
thlis
ochru
mm26-
222f2
3,51t
ria22
2224s
ulfar
ty11-
N422,
22
ro23-
ethyl
)-pmp
ionam
idc;
(270)
:
carba
mic
Nid
2+14u
Nno26
-(520
1120/
2111,
2114b
en222
(clii
sochr
omm26
-21)2
[1,3.
511ri
az[42
224su
ltvy/
411,Y
1
15esl
on
(314)
:
2-112
,2424
-62(4
41212
20-11
23H-b
nnaNd
eliso
cbrom
en-62
21)-p
pimid
in-Ny
lsulf
an[12
4.220
idc;
(315)
:
2.1.2
-tumN
4262(
5-chl
orN11
1,211
-ben2
0(cle
]isoc
hromc
a-610
-prim
idiu-
0-214
1farl
y112N
-cyan
omet
20hyl
-acel
sanid
e;
(3162
32[22
2minc
262(5
22144
04112
31126
4.01d
eliso
chram
en 6
y1)
pyrim
idinN
ylsul
fanyT
hprop
iumon
id
(317)
: 25
3 [2
aminu
-6
(5-22
14.
111,3
13
benzn
[dcfi
sochn
lmm22
6-12)
-pyri
midia
-4221
20102
22114
,72(2
-bydr
ox
rethy
1)-0.
01412
20NN
(3182
32[2-
aminn
-62(5
-chlo
r0211
423H-
berio
rdeli
soamm
en26-
411su
l
opion
mnicl
e;
30(31
9):
3212-
amm02
6-(5N
ENN21
11231
I-ben
2411:
12111
01h02
11)-P
02.21
1124-
21111
01.2.
11404
2-Net
h4
y-202
215pr
opi0n
1ff4d
e;
(320)
:
322Nm
ino26
-(520
12122
2-117
,2214
12402
41440
sochr
omen-
6-21/
20411
21111
111-1
-21.1
Th.24
12102
(0142
,32d
35thy
droxy
-prop
(3)-5
ropon
an244
;
(321)
:   



38[2-
anlia
,68(5
-dl6m
-IH6H
-)3-1
).(de
]isoc
krone
n-f)-
31)-(
93imi
clin-
4-915
91I]2
methI
Pr
opinn
amide
;
(322)
:
38(2-
aminn
-68(5
-chlu
ro-11
1,331
:1133
:291.
delis
echno
mm-6-
6,1)-
primi
din-4
-ylsa
Leal0
31-2,
185(t
hheda
Y 5
1-pro
piona
nk6
(523)
:
142-a
minu-
645-c
hlorn
-IH33
H-bel
tza[d
ehaad
ralhe
a-891
41-3)
99Th(
da-4-
35Yll
h
rethy
l)-2-
metby
ltrop
ionam
ide:
(324)
:  10
4-12-
aminn
a6)(5
86131
99541
4,3H)
bmaui
della
nchro
man-6
-91)1
091.1
dh)
)1501
than
hugha
thda:
(325)
:
caban
a
acid
23[2-
amin0
-68(5
-chlo
ro)1H
,3H-b
eaan[
dcpso
ulrom
en-6,
1)-Py
rioli
dh)-4
-91su
ltly1
1,111
81
ashy;
(326)
:
3-12-
amino
-6-(5
-ehlo
ro-11
1,3H-
benzu
fdets
ochro
mca-6
83(1)
-pyri
midia
-1-91
5alfa
cylhp
mpana
l-uh
15(3)
2):
)85(2
428(m
itta-
68(5-
chlow
-IHal
rbena
n[dcf
isocI
trome
n.688
1)-py
rimid
in-4-
ylsul
lanyl
jaeth
ylyac
etmai
de;
(328)
1
(3-r2
arnin
o
68(5
chlor
al
113,3
H
boaeo
[deha
nchru
men-6
-31)-
apimi
din4-
91suL
fanyl
hamp)
(1)
20
ace:a
mide:
(329)
:
(25[2
-aani
no458
(5-ch
low-1
11,3-
11-ba
nao(d
e)iso
cbram
po 6
yl)
parbn
idlan
yll-e
tLy1)
-m
elban
esalf
ooami
dc;
(33()
: 255
r2
arain
n56
(5-ch
loro
15163
H
benea
rdeli
coch-
6a-4-
91s3I
fiare
d,11-
9-5.6
)
(331)
:
N6(2)
(2-aa
line-
(-(5-
chlor
o-111
,1111
:1166
301.d
ar(31
-6
YO-Py
rindd
in
4)yls
yll
ethyl
) 2
hydro
xy-ac
etand
dc;
30(33
2): 



(26[2
-aadn
a368(
586hl
oro-1
-11.3
H-bc(
delis
16-6i
di
(333)
114-a
rnmo-
6{5-c
hlore
-H-bm
eolde
l5laa
n351-
N-563
9.
35rae
rhyl-
aceth
roade
;
(334)
3 [4
amino
-6
(5-91
11oro
111,1
11-be
nzoid
eliso
chnsm
en-6-
21)-1
1,3,5
1bias
in11
by-st
h91)-
propi
onami
de;
(331)
:
3-14,
91ino
-6-(5
,51or
n-IH,
31-14
36120
1klis
ucl[s
emer-
6-51)
-11,3
,51tr
iazin
-2-11
-N S
3-cli
hydro
xy-pr
opyly
propi
ummid
e;
(336)
:
3-19-
amino
-6-(5
-chlo
ra-11
1.31I
-bezs
e[Sel
iseam
61911
-6-21
)-141
33166
6.6-2
-9111
11a63
11-3-
1.662
11
-prop
ionan
side;
(331)
: 10
1344-
amino
[6-(5
-chlo
ra-1H
,3H-b
Wets9
-6-51
411
3,516
1
thyl-
propi
untun
idc;
(338)
:
344-9
649-6
-(5-c
hlorn
-IHS3
H-ben
sa[de
fisoc
hrorn
eu-6-
91)-1
1,3,5
1ttia
zin-2
-ylso
lfany
11-N-
(2-hy
d
mxy-e
thy1)
52-m5
1191-
propo
namid
es
15(33
9):
4-11a
unino
-6-(5
-chlo
ro-11
1.311
-59(v
o[961
15651
6[615
1511
6 31)
[1,3.
51[1[
621([
2-111
61f96
21111
1-939
[9111
de;
(34)4
3-14-
amino
-6-(5
-5111
95931
R3H-1
3(mhu
[4uJ5
uctur
omer
6
34)11
.3.62
1tria
511-2
-34su
lfany
ll-pr
opans
l
(341)
:
5-14-
92119
,6-(5
-chla
to-1[
1,311
-bewn
[dlis
ochnn
naa 6
91)11
[3[5[
11.61
,233-
2-yls
uLtan
ylmct
hylfa
ss
an1)d
it1-2
-one;
93424
25N
[2 [4
amino
6-(5-
91il)
ru
11-12
3H
betle
o[de]
isech
romea
( 31)
[1,35
51[05
1111
2
51113
1,651
1-631
151
1[2-h
ythox
y-awl
(uoid
o;
aud 



(345)
: 4
19-em
lino
6-(5
ellor
o-111
,31r
2
[Ilia
phcna
lon-6
-91)-
113[5
[1659
9311
-2-91
92190
2911-
butyi
smids
. 30
(Proc
a96[9
5)
Examp
les
of
metho
ds
Tim
synth
esisi
ng
the
compo
unds
of
the
prese
ol
inven
tion
repre
sente
d by
fonsu
b (15
are
descr
ibed
by
the
fol)o
wmg
react
ion
sebem
es.
1)
Gener
al
Procc
alarc
-1
96
(In
the
formu
las
indic
ated
Wove,
inllr
,
Ell,
R3,
lin
and
R,lho
same
as
those
deEne
d in
formu
la
(I).
Q and
Q'
ropir
scat
it
halog
en
wom.
and
(i
rwrin
tatt
ithid
rogen
atom,
CI,
WWI
Worn,
ran
alken
yl
grow
ur
rin.c
alkat
ill g
p;
eeLee
dceee
eyteg
ether
thee
a
3-th
5
8-mem
bered
licio
rocyc
la
optio
wlly
milwr
iuted
WW1
it
Cat
alkyl
group
. n'
is an
integ
er
fillm
I to
2,
and W
wirci
ents
n
leavi
ng
sauna
. t
is
hydro
gen:n
om or
7,
and
this
Z is
the
same
as
that
&fine
d in
formu
la
(1).)
Eel
the
'awni
ng
group
" W
indic
ated
above
, g
cups
known
to
thow
still
ed in
the
art
car
lic
soill
bly
used_
Speci
fic
examp
les
Wile
"leav
ing
woup3
inclu
de
hallg
ens
sada.
chlor
ine
It
(CI),
brewe
r
(131)
. and
iodin
e,
ant
wIfon
io
acid
cstcr
diniv
ative
r
etch
as
fortI
oW
ginna
r,
meryl
oxy
group
s and
We
Life.
Compa
nds
of
the
prese
nt
invcn
tion
rip-w
anted
by
formu
la
(1)
can
be
obtai
ned
by
the
procc
sscs
of
1-1
la
1-2.
For
compo
unds
in
which
Z' is
subst
ianod
group
. it
is
also
possi
ble
to
initi
ally
wad:t
rice
a
simpl
e
compo
und
(for
examp
le.
compo
unds
in
Wink
'I'
may
beet
15
optio
nally
subst
itute
d
Clic
alkyl
group
, iu
parti
coLan
compo
unds
in
which
Cite
methy
l
(imp,
bawl
gawp,
or
such)
, and
Wan
(WW1
compo
unds
or
the
Inawn
t
illic
tilic
a
rePwi
ellic
i by
Itati
nda
(I)
Wroug
ht&
steps
'botc
h the
proce
sses
of
1-3
to
1-6.
row s
s
1-1)
97
Compo
und
1-2
ean
be
obtai
ned
by
reacd
ng
the
conun
ercia
lly
avail
able
compo
und
1-1
(for
eaamp
le, Q
Q CtX
-159
With
this,
25911
(toe
otlat
iVale
nt to
a
large
exces
s, or
prefe
ribly
three
lo
Live
equiv
alent
s),
in
the
prese
nce
or
absen
csofa
base
in a
solve
nt
that
is
inert
to
the
react
ion
The
solve
nt to
he
used
for
the
nmeri
on is
not
parti
cular
ly
limit
ed
and
may
be
any
solve
nt so
long
as
it's
inert
tri
the
react
ion,
and
Arrio
dimet
hylfo
rrott
naide
,N,Po
rlime
thyla
cstar
nido,
N-met
hy1-2
-pyrn
didin
one,
letra
hydro
fidan
, 1
A-dio
xin,
1,24m
ethox
yetha
ne,
diobl
orome
rlume
,
1,2-d
ichlo
metha
ue,
chlor
oform
,
metha
nol.
ethan
ol,
water
:tolu
ene,
bourn
e,
mad
such.
. be
used
indiv
idual
ly or
to
combi
natio
n. Of
Ihrro
s
NsVol
ituet
hyllo
rmami
de or
tetrA
ydrof
uran
is
10pre
ferre
d_
The
...do
n is
ctvri
ed
out
a:a
trrop
eralu
re
betwe
en it
and
120
"C:,
as
prefe
rably
betop
en 0
and
15C,
and
is
usual
ly
compl
eted
00
000
to
eight
hours
.
Examp
les
of a
base
that
may
he
used
inclu
de
alkyl
canin
es
such
no
nicth
ylami
ne or
AC.Vi
diiso
propy
lethy
l
andne
;
pyrid
ines
sash
as
pyrid
tue,
latid
ina,
colli
dine,
or
4-dir
nethy
lamin
upori
dine;
and
metal
arton
atss
It
such
as
poias
siam
carbo
nate,
oedem
a
hytho
gen
carbo
nate,
es
cesiu
m
carbo
ntate
. Of
Sheri
,
Lriel
nylnI
oe or
NInec
liiso
prupy
lelny
lamin
e is
prefe
rred.



(Proc
eur
1-2)
Compo
ulad
14
eon
be
obtai
ned
by
react
ing
compo
und
1-2
obtai
ned
in
Proce
ss
1-1
wilt
20
compo
wod
1(3
(one
equis
ulent
to a
large
exces
s, or
prefe
rably
one
roost
equiv
alent
s),
in
the
prese
nce
of a
catal
yst
(cal:
dyne
amoun
t to
ons
equiv
alent
, or
prefe
rably
0.01
to 01
cquiv
alnal
)
soda
base
(one
equiv
alent
or
more)
, fa
a
solti
cnI
ILIA(
inern
le
the
inact
ion.
The
solvi
nat
turd
fur
the
react
ion
is
not
parti
cular
ly
limit
ed
and
may
be
troy
sulve
nt so
long
as it
is
incur
to
the
react
ion,
and
1,2.i
metli
oneti
vine,
tstra
tiodr
ollut
s;
1,1-c
liono
ne,
25ine
thano
L
ethan
ol,
isopn
opane
l,
tolue
ne, N
obsdi
tneth
ylf
ormam
ides
water
, or
sbch
way
be
used
indiv
idual
ly or
in
combi
natio
n_ Of
them,
mixtu
re of
1.2-d
imeth
ox-ye
diane
and
water
is
prefe
rred.
The
react
ion
Is
earne
d out
at a
tempe
ratar
e
belee
cenru
eue
tempe
rance
mut
100
5(7,
on
preli
m-abl
e
betwe
n, 7n
and
100
vC.,
aud
is
usual
ly
compk
led
iu
one
to
eight
boots
.
Examp
lasi
or 30
a
catal
yst
that
may
toute
d
ioolu
de
phosp
hine
palla
dium
compl
exes
such
at
tenal
os(ni
plicn
ylpho
sphin
e)pel
ladiu
m(0)
or
dichl
ere[b
n(the
ll(IV
IP,I.
PIIII
I,)lP
IIIII
IIIII
.01),
Altem
alinc
ly, a
mixto
re of
triph
enylp
hosph
ine
tad
-s
palla
dium
souon
stitc
h as
palla
dium
(II)
aceta
ln us
tris(
diben
tylid
eueac
cione
)
dipan
dium
may
IT
nue.
Of
them,
palla
dium
(:1)
accta
te
soddi
triph
eaylp
bosph
ine
is
prefe
rred.
Examp
tes
el a
base
that
may
totte
d
inclu
de 35
potas
sium
carbo
nate,
sodiu
m
carbo
nate.
sodiu
m
lab:d
rops.
carbo
nate,
oesiu
rn
carbo
nate,
brput
aasiu
m
phosp
hate,
cesiu
m
amide
. and
II...
II..
linor
kle.
Ore..
,
SOW.)
,
bYdro
trier
t  98
carbo
nate
is
prefe
rred
Oitro
cens
1-3)
Compo
und
1-5
car
be
obtai
ned
by
react
ing
compo
und
14
obtai
ned
from
Proce
ss
1-2 5
with
im
oxidi
zing
agent
(one
equiv
alent
( to
a
large
exces
s or
prerm
ably
one
10
IWO
nimiv
rEent
s),
in
soluc
tit
that
is
inelt
be
the
react
ion.
The
solve
ut
need
fur
the
react
ion
rs
not
parti
cular
ly
/imit
ed
sind
may
be My
Wren,
W
long
ccii
is
inert
to
the
reacd
oo,
and
diehl
ommet
hane,
1,2-d
iclit
oreet
hime,
chlom
form
tetra
ublor
ometb
anei
metba
tril,
caram
el,
isopr
ommul
,
-tolu
ene,
hexan
e,
ethyl
aceta
te,
vow'.
acid,
10
ciila
aeeas
etiea
aid.
trill
immet
himul
,
water
, or
sunh
maybe
usedo
r in.
combi
natio
n. Of
them
drobl
orome
thane
is
prefe
rred_
The
rimet
ion
is
carri
cd
out
se a
tem/n
u-Mum
betwe
en 0
and
100
C. or
prefe
rably
betwe
en 0
mad
30 C,
and
is
usual
ly
compl
eted
is
one
th
Eight
hours
.
Exmnp
les
of an
teddi
ring
aguit
that
may
be
used
inclu
de
malar
opeti
mmuic
arid
prime
olic
acid,
maume
nitar
i 15
MOnOp
ernXy
plith
Aatt,
sodiu
m
metan
peiro
dnle,
lert-
butyl
hydro
pempi
de,
eanne
ne
hydmr
emxid
c, n
combi
natio
n of
hydro
gen
perox
ide
and
vmscl
ium
oxidi
e
acety
landm
iale,
mai a
combi
natio
n of
axons
,
sodiu
m
bypri
chlor
ite,
and
2,2.6
,6-le
trame
thylp
iperi
dia-W
oxyl.
Of
them,
m-chl
orope
rbenr
ele
mid
is
prefe
mcd.
20(Pr
owass
1-4)
Mumpo
nod
i.e
cache
obtai
ned
by
react
ing
compo
rmd
1-5
obtai
n.]
in
Proce
ss /
-3
with
compo
tmd
1-6
(ear
equin
alent
OD a
large
exces
s, or
prefe
rably
three
to
tier
enuiv
alent
s)i
in
the
presc
mx or
absen
ce
urn
base
in a
solvm
t
that
is
Mar
to
the
reali
se.
She
solve
nt
used
foe
the
Minde
n is
not
paric
ularl
y
lieei
lal
nud
may
be
any
wlven
t so
25
long
es it
is
inert
le
tLe
react
ion,
and
inEW-
dimel
kylfo
rmami
de,
lieVe
dimet
hylme
tamid
e,
4iume
lbyl-
2-pwr
olidi
nonc,
tetra
twdro
furan
i
1,4-d
ioxan
ci
1,2-d
imerb
ox5ci
thme,
dicbl
omnic
anine
,
1.2-d
ieblo
ructl
iatie
,
eblor
olorm
,
metbm
we.
Miami
an
waLmi
tolue
ne,
hexan
e)
and
such
may
be
usial
indiv
idual
ly or
io
combi
natio
n. Of
thun,
A4W-d
iminh
ylfor
rumli
dc or
tetra
hydre
lipan
is
Prefe
rred 



30The
react
ion
is
murie
d out
at a
lempe
ralmc
betwe
en 0
aod
120
`42,
or
prefe
rably
betwe
en()
nud
40 C,
and
is
usual
ly
compl
eted
in
one
to
eight
hews.
Examp
les
of
abase
that
may
be
used
inclu
de
alkyl
amine
s
such
as
tieth
ylani
hre
or
IWN-d
iinop
repyl
eMyl
rapin
e;
Pita.
rc
such
aapye
idbe.
hacid
ies,
candi
ne,
ur
il-di
umtkl
amino
pyrid
inc,
and
metal
airbo
nates
such
at
potas
snan
earbo
sate,
willo
w,
hydro
gen
unbor
n. or
cesiu
m
carbo
nate.
Of
them,
Lriet
hylam
inc
or
AliVa
licop
ropyl
ehtyl
am Me
is
prefe
rred_
99
(proc
ess
1-51
Compu
nud
1-7
can
be
bilke
d by
react
ing
conom
md
1-5
obtai
ned
in P
a
With!
sourc
e
(nne
emive
lent
to a
large
exues
s, or
prefe
rably
3-9
etfli
f
sleut
h), m
a
solsu
d
that
is
inert
he
the
rthet
imi
Examp
le,
are
tido'
sourc
e
that
may
be
used
inclu
de
puhus
imm 5
thica
utatc
,
thiou
rea,
thioa
cetam
ide,
hydro
gen
shods
odium
sulfi
de.
Of
than,
potas
sium
tbiea
cetal
c is
prefe
rred_
the
solve
nt
used
the
the
usefi
sn is
nut
purti
cular
ly
Unite
d sud
may
be
any
solve
nt as
teepe
e it
is
inert
to
the
react
ion,
and
Nfisd
imeth
ylfon
namid
e,
Athat
hlitm
erhyl
aceta
mide,
tfime
tlry1
-2-th
mmlid
hasne
,
tetra
hydru
furim
,1,24
finet
hru0e
thane
,
dieli
lerto
metha
ne,
10
Ith-d
iehlo
roeth
use,
chlor
oform
,
moths
awd
ethan
ol,
water
,
talne
nethi
exanc
, or
such
may
be
used
indiv
idual
ly or
in
combi
natio
n. Of
them,
alffi
diare
thylf
orman
ide
is
prefe
rred.
The
readi
es is
carri
ed
out
at
tempe
ratur
e
ithfi
Cell
0 and
100
.12,
or
prefe
rably
betwe
en
Sand
50
"C,
and
is
Lousi
ly
compl
eted
in
Lino
to
&ye
hours
.
15(Pr
ocess
I-6)
Compo
sed I
-A
can
be
oft-t
imed
by
readi
es
compo
und
1-7
obtai
ned
Procu
s 1-5
with
compo
und
1-9
(one
equiv
alent
to a
large
usu.,
or
Prefe
nd1Y
net
to
duce
efill
f
dunif
i),
in
the
prese
nce
of a
base
in a
solve
at
that
is
Muth
to
the
madam
.
Examp
les
of a
hue
that
may
toote
d ton
the
react
ion
mulud
e
ethyl
amine
s
such
as
triet
hyl
mane
or
&SWIM
sopro
pylel
layl
salin
e;
Plime
llmws
slob
an
PYrid
ineju
idinc
,
colUd
ines
or
4-dim
ethyl
annin
opyri
dineo
lud
metal
carbo
nates
such
as
polas
sium
earto
nale,
sodiu
m]
hydro
gen
carbo
nate,
or
cesiu
m
waton
ata
Of
them,
tidet
hyhoa
b roe
PrAlt
ditse
Ptuth
ilefr
alami
ne is
prefe
rred_
The
solic
nt tu
be
used
for
the
...Mo
n is
not
parti
cular
ly
limit
ed
and
may
be
any
solve
nt at
long
on it
is
incyL
In
the
reuti
nn.
andai
thidi
theth
stfor
mithi
dethi
lUdim
ethyl
aceti
maide
,
25Nfi
meths
1-2-p
yroli
ditio
nefie
trahy
droth
ram,
1,4-d
iuthu
se.1,
24ime
thoxy
ethan
is
dieWo
rothe
ththe
,
1,2th
liehl
ometk
oe,
ehlor
oloms
,
tolue
ne,
hexan
e, ur
thch
may
be
used
indis
idial
ly or
in
cambi
nadon
. Of
them.
AMN-d
imeth
ylfon
namid
e is
prefe
rtect
The
remot
ion
is
carri
ed
oid
at a
tempe
rate.
betwe
en 0
and
CO ,
or
prefe
rably
betwe
en 0
cads)
C,
and
is
usual
ly
compl
eted
in
one
to
eight
holm'
St 2)
Gener
al
Procc
ilum-
2
Compo
und
1-4
dumbe
d in
Gener
al
Procc
dure-
1
(comp
ound
2-3
Ulu-n
th N,
thine
thyl)
can
also
be
obtai
ned
ley
the
proce
dure
dessa
bed
below
.
100 



2 -
12 -
3 (la
Jac
fortu
rdas
indic
ated
above
, It
t, Re
Re
144
and
Re me
theth
oin
ibrmu
la
814)
Comp
wed
2-2
can
be
obtai
ned
by
remti
ng
the
comme
rcial
ly
avail
able
compo
und
2-1
with
akyle
bloro
alumi
num
amide
(one
equiv
alent
le a
large
moms,
or
preli
m-abl
y one
to
live
equiv
alent
s),
in a
solve
nt
that
is
inert
to
thc
react
ion.
Alkyl
eblor
milum
itaim
amide
s cau
be
obtai
ned
simpl
y by
react
ing
enema
:tuna
chlor
ide
with
a
trial
ltyla
lunti
onm,
and a
profa
ned
10tri
alkyl
alumi
num
is
trime
thyli
dimin
anti
Ilan
mhent
to be
used
for
the
react
ion
is
not
parti
cular
ly
limit
ed
and
may
be
any
solve
nt so
lung
as it
is
inert
to
tbe
react
ion.
For
examp
le,
loin,
nyder
,
balm.
,
hermi
t,
mad
1,2-d
ichlo
metba
ne
may
be
usedo
r in
combi
natio
n,
amtl
of
them,
tolum
e is
prell
amil
The
reedi
ng is
carri
ed
out
at a
tempe
ratur
e
betwe
en 0
and
150
3C.,
or
preli
m-abl
y
betwe
en NO
mil
15110
C,
and
is
usual
ly
compl
eted
in 24
tell
hours
-
Furth
ermor
e,
compo
sed
2-2
cane
be
obtai
nal
by
reduc
ing
the
amide
sane
deriv
agve
obtai
ned
by
react
ing
compo
und
2-1
with
hydro
xylam
ine,
or it
can
be
obtai
ned
by
cemen
ting
compo
und
2-1
inn,
an
imida
te by
the
actae
of at
alcoh
ol
under
acidi
c
hydro
chlor
ic
acid
amdil
ium,
and
angli
ng
his
imida
te
with
anuno
nim
20
?mose
y.
2-2
Compa
tind
2-3
maa
be
obate
lied
by
reaut
ing
compo
und
2-2
obtai
ned m
?Mee.
2-I
with
dimet
hylcy
meabi
nimin
ocarb
onate
(one
equiv
alent
tn a
largo
exces
s,
nit
prefe
rably
one
to
three
equiy
almta
), in
the
prese
nce
of a
bum
(one
equiv
alent
tat
largo
exces
s, or
prefe
rably
ono
to
three
emtiv
alent
s),
in a
solve
nt
Mat
is
inml
to
the
react
ion
Examp
les
of a
base
than
may
bc
mcd
25
inclu
de
alkyl
amine
s
sueb
as
triet
hylam
inc
or
Atbed
iisup
repyl
ethyl
amine
; wad
pyrid
ines
such
as
PYsic
line,
lutid
the,
colli
dines
or
4-dim
edela
matop
yridi
ne.
Of
Mere
nig4t
ediis
oprop
ylcht
yLami
ne is
prefe
rred.
The
solve
nt to
be
mcd
Ibr
the
rubli
on is
not
patti
cular
ly
limit
ed
and
may
be
any
solve
aL
sette
e as
it is
inert
le
the
magnu
m For
examp
le,
metha
nol.
ethan
oldis
oprop
anol,
30cli
chlor
ornct
banc,
1,2-d
iertl
otmet
hem,
1.2-d
imeth
od5ee
tane,
teica
lxydr
oth
eau,
cliom
me,
benze
ne,
101
Loin,
and
c?clo
hexme
may
be
used
indiv
idual
ly in
iu
combi
natio
n,
mid
of
then
ethan
ol is
prefe
rred_
The
xenol
iths
is
sivri
ed
natal
.
05emp
eratu
re
belev
oin
livid
100
72.
or
prefe
rably
betwo
ula
70
and
90
"C,
and
is
usual
ly
compl
eted
is
earls
five
hours
. 5
3)
Gener
al
Praec
dune3
(in
the
comei
as.Y,
Z,
mid
Ils
ereth
e
same
as
these
defus
ed
til
formu
la
(1),
aed
Z' is
the
same.
la
Litt(
'
previ
ously
;ts
an
1nteg
ia
Irma
1 to
2,
end
NV
repre
sents
51.1v
ing
group
) 



The
"leav
ing
group
- ,s
the
snare
is
that
iudle
aled
ix
Proce
ss 1
(Proc
as )-
)
Comix
..13-
2 oar
be
obtai
ned
by
react
ing
the
comme
rcial
ly
avail
ablc
compo
um13-
1
with
use
equiv
alent
Ion
hugs
exces
s, or
prefe
embly
meth
sun
equiv
alent
. Si
Ethic
sea
masse
d
nitra
te
such
as
sodiu
m
nitra
te
Grum-
9,9,1
e
consp
lcx.
in
tlic
prese
nce
ol
sulls
oie
acid
in a
15sol
vent
that
is
they.
te
the
react
ion.
The
solve
nt to
he
used
tbr
Use
reael
son
is
isol
parti
cular
ly
102
limit
el
and
may
ha
may
milma
t so
long
as it
is
inert
to
the
react
ion.
For
examp
le,
carbo
xylic
acids
such.
aceti
c
said
or
propi
orec
said
or
halog
enate
d
solve
nts
such
as
1,2-d
ichlo
roeth
am,
methy
lene
chlor
ide,
or
chlor
oform
may
be
used
indiv
idual
ly or
in
combi
natio
n and
of
there
sulfu
ric
acid
is
prefe
rred.
lire
react
ion
is
carri
ed
out
at a
tempe
r:Moe
betwe
en 0
and
50 C,
or 5
prefe
rably
betwe
en 0
aad
25 C,
arid
is
usual
ly
compl
eted
in
one
to
three
Fours
.
(Proc
ess
3-2)
Compo
und
3-3
cm be
obtri
ned
by
toadi
ed...
Inuit
0-2
obtai
ned
to
Teems
3-1
with
reduc
ing
MEM
(one
equiv
rknt
to a
large
camas
,
armad
a-obi
t tea
Lo
limn
equiv
alent
s),
in a
Ito
solve
nt
that
is
Markt
the
mmtio
n.
Examp
las
of a
rel.*
ammt
Mai
may
lac
used
incli
tic
sodiu
m
buroh
ydrid
e or
a
combi
natio
n of
mdiom
haroh
ydrid
e and
trifl
oorob
otama
rdial
layl
Maar
compl
ex,
lintm
o
botot
edrid
roes
ombit
iatio
r of
lithi
um
boroh
ydrid
e and
tritl
uombe
rmae-
diett
yl
ether
compl
ex,
Monne
mimin
g
agant
s
such
m
borme
detra
hydro
furan
arklu
et
lithi
um
alumi
num
liddd
c,
and
lithi
um
Mothe
lboro
hydri
de Of
Lhant
a
combi
natio
n of
15
lithi
um
baroh
ydrid
a and
frill
eorob
uranc
-drib
el
ethos
compl
ex is
draft
:mat
ha
wheat
to ba
mad
for
the
react
ion
is
not
parti
cular
ly
limit
ed
and
may
ha my
mlvin
it so
long
FLS
it is
Merl
in
the
react
ion,
and
ether
s
such
as
toreb
utylm
ethy1
ether
,
dieth
yl
Mtn
1,2am
etbox
yelt
aim
terra
hydra
tran,
md
1,4-d
iroca
nc:
benze
ne,
tolue
ne,
eyclo
hmane
,
dichl
ommet
hane,
1,2-d
ichlo
rneth
ane,
or
snob
may
bc
mad
iudit
idual
lrati
o
combi
natio
n_
The
20
react
ion
is
carri
ed
our
al a
tempe
ratur
e
betwe
en
nerd
I 00
C, or
prefe
rably
betwe
en 0
ml 50
td ,
and
is
usual
ly
count
ered
in
one
to
thrac
beim
(Proc
ess
3-3)
Compo
nod
3-4
car
te
obtai
ned
by
react
ing
compo
und
3-3
obtai
ned
inb'r
orioo
t 3-2
with
25 a
cyana
ting
agent
(one
equiv
alent
to a
larga
moms,
or
prim-
ably
one
to
throe
equiv
alent
s), m
a
solve
nt OM
is
Mart
to
the
react
ion.
Lammp
lm uf
a
emula
ting
agoni
that
can
be
toed
inclu
de
cummu
s
cohni
de or
nioka
l pa)
cyani
de,
mad
of
them,
comma
s
aymid
c is
prune
-rat
ma
nevcn
t
aanli
anlls
eeetc
ation
iaeot
psnti
aalae
lpthn
ibeda
ndroo
ybeae
yrolv
ratao
laaga
oisir
ioear
lie
tin
react
ion,
-M1R-
dimet
holfo
rmatn
ide,N
Mdime
ttlta
mmall
tite,
br-Me
thY1-
2-pYr
rolia
linam
30
dimed
rylsu
lfoxi
de,
Pyrid
ine,
quit.
..lin
e, or
amM1
may
homed
indiV
idual
ly or
in
combi
natio
n. Ma
react
ion
is
canie
d mg
at a
tempe
ratur
e
betwe
en 30
rend
200
te or
prefe
rably
balom
mi
100
and
130
C,
and
is
amall
e
compl
eted
ita
one
to
three
bouc.
(dioc
ese
3-4)
Comp.
:mid
3-5
can
Ix
obtai
ned
by
matin
g
oomdo
dmid
in
Pmcen
s 3-3
with
a
rcduc
ing
agonl
(onc
cquiv
alcnt
err
lama
amens
,
erprs
farot
ily
snato
r
Orson
equiv
alent
s),
In a
103 



solvo
nt
Mai
is
inert
to
the
react
ion.
rho
solve
nt
used
for
the
react
ion
is
mil.
parti
cular
ly
limit
ed
and
may
he
any
solve
nt so
long
as it
is
inan
to
the
=anon
. For
a-sam
ple,
vane.
ether
s .ch
.
1,2me
thoxy
etban
e,
dieth
yl
odaa
tetra
hydin
faran
, or
Mona.
,
bmiee
ne,
mtolt
ene,
eyclo
hexan
a,
ethyl
a...L
.meth
anol,
ethan
ol,
isopr
opano
l.
water
, or
such
may
be
wed 5
indiv
idual
ly or
in
cumbi
.don,
said
of
Mem,
1,2-d
imeth
anyet
hane
is
prefo
rm&
Metho
ds
for
redne
don
inclu
de,
for
examp
le,
the
metho
d of
using
tin
or
titi
(In)
chlor
ide,
iron
(0),
sane
(0),
or
such
rant
acidi
c
hydro
thlod
e
acid
coali
tions
. the
metho
d of
using
palla
dium
or
plati
num
ass a
eanal
Yal
undan
a
fann
othYd
ropou
gm,
en
the
metho
d
aimin
g an
combi
natio
n
&pall
adium
and
anamo
nium
forma
te or
such,
mad
sane)
,
iekeT
. Of
than,
the
metho
d of
using
tin
(1.
ehlor
ick
10und
er
acidi
c
hydro
ohlor
io
acid
condi
tions
is
profa
ned.
The
react
ion
is
carri
ed
out
at a
Inear
reece
ecan
Sand
100
"C,
or
prefe
rably
berwo
m 0
and
30
"C,
and
is
usual
ly
compl
eted
(Proc
ess
3-5)
Compo
und
3-0
Can
be
obtai
ned
by
cowli
ng
comp.
,.
3-5
obtai
ned
in
Proce
ss
3-4
under
the
tea-t
ailed
Sandr
neyer
r.cri
on
condi
tions
in a
solve
/am-h
at is
inert
to
the
roacl
ion.
Eanni
ples
of
reap.
m.
that
may
be
.ed
in
ibis
react
ion
.e
one
equiv
alent
to a
largo
amass
, ur
profa
nhiy
ono
In
these
equiv
alent
s of
a
conda
inado
n of
anppe
r
(11)
chlor
ide m
ooPro
t
hmali
de
and
eat
ethyl
nitri
te
such
as
ternb
uryl
ninit
e an
isoam
yl
amine
, at
combi
natio
n of
sodiu
m
net.t
e and
20
marro
w
chlor
ide
or
ouppm
(Il)
bromi
de,
at
combi
andun
of
sodiu
m
nitri
te
and
.PPer
or
coppe
r
(II)
bromi
des
on
such_
Of
them,
a
cumba
natio
n of
mut-b
utyl
olant
e and
men.,
(Ii)
anion
.
coPP.
(I1)
bromi
de is
ponta
nrul
'The
solve
ntuse
d for
the
react
ion
is
nal
paMic
ul.ly
limit
ed
aed
may
he
anymI
vent
so
long
as ir
is
loon
an
the
consi
der.
For
entna
Pie,
aanto
nlail
e,
aceto
ne,
ethyl
aceta
te,
acoli
c
acid,
water
, or
snob
ean
in
used
indiv
idual
ly or
io.
25
"mban
nion,
and
oft.,
aanta
nitrl
le is
prefe
rred.
The
mende
n is
canne
d out
at a
tempe
r-Mir
e
behyo
m 0
sad
100
C.,
or
prann
ably
betwe
en 25
and
70
DC,
and
is
anuol
ly
compl
eted
in
one
to
three
hour,
(Pmce
ss
3-6)
Amidi
.tion
30Com
pound
3-7
can
he
oblai
nod
by
react
ing
compo
und
3-6
0...n
od in
Pro.s
s 3-5
with
ancyl
ohlom
alian
youm
none
Tivol
i...
a
large
exces
s, or
prof-
m.1y
ono
In
fivo
equiv
alent
s
amide
). in
a
solve
nt
that
is
inod
laths
react
ion.
Alkyl
chlor
oalum
inum
amide
e
cash,
simpl
y
banne
d by
react
ing
ammon
ium
chlor
ide
with
a
tfial
kyLal
an
'unma
n and
a
pmfer
red
Inall
aylal
undin
an is
trimo
thylu
ltana
nons.
SiThe
solve
nt to
be
used
for
the
react
ion
is
net
parti
cular
ly
Molte
d and
may
be
any
solve
nt an
long
.
isis
inert
to
the
roact
ion.
For
examp
le,
tulum
o,
xylna
e,
banan
a;
bona.
, and
104 I
.2-di
chlur
oThem
e
Jinx
Inton
ed
indM&
oOJy
or in
combi
natio
n,
and
of
them,
mien
it
prefe
rred
The
react
ion
is
calle
d on
al a
Lempa
watur
e
betwe
en 0
and
150
C. or
prefe
rably
betwe
en 80
and
110
5C,
tmd
is
usual
ly
compl
eted
in 24
to 48
boors
.
Furth
ermor
e,
compo
und
3-7
can
be
obtai
ned
by
rechi
cing
the
amide
aim
deriv
ative
oblei
ted
by
wanti
ng
compo
und
5-6
with
5
hydro
icyla
minc,
or it
can
he
obtai
nod
by
conve
rting
compo
und
3-6
into
au
inild
ate
by
the
actio
n
nine
alcoh
ol
media
addle
hydro
Wlori
c
acid
condi
tions
, and
inact
ing
this
inane
&
with
ammon
ia_
(Prot
ons
3-7)
Compo
und
3-0
can
ho
obtai
ned
by
wanti
ng
conip
oand
3-7
obtai
ned
in
Pront
o 3-6
with
10
dimet
hyley
anndi
thioi
minoc
utona
te
(one
cquiv
aleut
to a
Large
exces
s, or
prefe
rably
ow to
three
cquiv
alnet
s),
in
the
prese
nca
of a
base
(one
equiv
alent
to
a1arg
e
cane.
,
ernwe
erahl
Y ens
ni
thew
univa
nuts)
, inn
solve
nt
that
is
inert
to
the
react
ion.
Examp
les
oda
been
Lhat
may
ho
bawd
inclu
de
alkyl
amble
s
onchn
oieie
thyla
minc
or
NaVni
iwpro
pylet
hyl
amine
; and
pyrid
iuw
such
as
Ina/d
ine,
Iobdb
ne
ontti
dinn
or
4-dim
ethyh
miuop
yridh
w,
aud
anthe
m.
155,1
5.2di
isonr
opyle
htyla
mine
is
prefo
nn. 



The
&elve
nt to
be
used
for
the
rnect
ionis
not
parti
cular
ly
limit
ed
and
may
be
any
solve
nt so
kmg
as it
is
inert
le
the
react
ion.
For
examp
le,
metha
nol,
cabal
led
isopm
panol
,
diehl
womet
leme,
1,2-d
ichlo
metha
ne.
1,2-d
irnen
anyed
iume,
Letra
hydre
furen
dioni
ne,
knee.
,
tolne
ne.
or
cycki
bexan
e may
he
mai
india
idual
ly
o,inx
neebi
nndoe
w nal
of
them,
ethrm
ol is
20
prefe
rred.
The
react
ion
is
airri
ed
out
at a
tenip
ernun
e
bcwee
n 0
and
100
212,
or
prean
ibly
betwe
en 70
and
90
5C.
and
is
usual
ly
compl
ettal
in
one
to
five
hoofs
.
(Croi
x.
3-8)
Compo
und
3-9
can
be
obtai
ned
by
react
ing
compo
und
3-8
obtai
ned
in
Crown
s 3-7
with
25 an
oxidi
zing
agent
nine
equiv
alent
Ion
Inge
exces
s, or
prefe
mbly
one
to
two
ennie
alent
s),
in a
solve
nt
thal
is
incr.
to
the
react
ion.
'The
solve
nt
lined
for
the
react
ion
isnot
parti
cular
ly
tanke
d and
may
be
any
:inve
nt so
toegn
niitn
ineet
ttllt
ete00
0ioe.
Dicbl
orome
thane
,
1.2-d
iello
rectl
eme,
chlor
efoon
,
carbo
n
tenac
hlori
de,
metha
nol,
ethan
ol,
isopr
opano
i
tolue
ne,
hexan
e,
ethyl
nceta
te,
at
acid,
tranu
oroac
efic
acid_
trifl
uoree
thann
,
wunr,
or
noel
may
be 30
used
indiv
idoel
ly or
in
combi
natio
n,
and
of
them,
dichl
urume
thur
inpeo
fnond
. The
react
ion
it
cante
d on
at a
ample
r...l
ure
betwe
en)
and
100
C, or
prefe
rably
hetwe
en
teed
30 C,
and
is
uncap
compl
eted
in
Ott
00 24
Inun.
Examp
les
of.
oxidi
zing
agent
that
may
be
and
inclu
de
ai-ob
laope
rbewn
ic
acid,
perae
ctic
acid,
magne
sium
monop
eroxy
plath
aine,
sodiu
m
mein-
perio
date,
tert-
bubyl
hydow
icomi
de,
comma
hydro
perox
ide,
0
combi
natio
n of
hydro
gen
35per
oxide
and
vanad
ium
oxide
neety
leent
unate
, and
a.
combn
ation
of
axone
,
sodiw
n
hypoc
hlori
te,
and
2,2,6
,6-te
oamet
hylpi
pmedi
nn.md
of
them,
eanhl
orope
nbenw
ole
raid
is
prefe
rred.
105
(Proc
ess
3-9)
Conme
mid
3-11
cm be
obtai
ned
byree
degco
mpoun
d 3-9
obtai
ned
in
Proce
ss
3-8
with
compu
tmd
3-10
(one
eqniv
alend
to
:Marg
e
exces
s, or
urea-
ably
there
to
five
emiiv
alent
s),
itali
c 5
prese
nce
or
absen
ce of
a
base
in a
solve
nt
that
is
incrt
to
the
react
ion.
The
solve
nt
msed
fur
the
react
ion
is um
0w-ba
llad,
'
limit
ed
mid
may
be
idly
solve
nt so
long
as it
is
merit
s the
react
ion.
.94id
iamth
ylfon
namid
c,7v9
1,til
imeda
ylatm
limic
le,
Nmetl
r3/-2
-p0tr
olidi
none,
tetra
llydr
olura
n,
1,9-d
irman
e,
1,2-d
imeth
oxyet
hane,
dichl
ommet
hanc,
12-di
chlum
edinu
m,
aloro
lomi,
metha
nol,
cthan
ol,
waist
tolue
ne.
becon
e, or
such
may
tic
usial
indiv
idual
ly or
in
comMi
ntion
, and
of
thero
, 10
SUN-i
bliel
nytfo
rromn
ide
octet
rilly
clrol
uran
is
prefe
rred.
Theee
oeeli
ooiee
eeded
out
at a
tempe
ratur
e
butto
ns 0
and
120
2C,
or
pmfer
ably
betwo
m 0
mid
30 C,
and
is
usual
ly
compl
cturt
in um
lo
eight
hours
.
Examp
les
of a
bate
that
may
be
used
inclu
dc
alkyl
incli
nes
such
as
triet
hylam
inc
or
Actis
thisu
propy
leila
yl
amine
;
Prldl
tum
such
m
pyrid
lue,
lutid
ine,
mIlic
linc,
or
4-dim
ethyl
tunko
ptrid
inet,
metal
carbo
uct.
15
such
as
potas
sium
carbo
nate,
sodiu
m
lisdr
ogm
carbo
nate,
or
cesiu
m
carbo
nate;
and
metal
hytid
des
such
as
sodiu
m
byclr
idc,
and
or
them.
triel
ylami
ne or
sodiu
m
hydri
de is
prcfc
rrol
(Proc
ess
3-10)
Compo
und
3-12
can
be
obtai
ned
by
readi
ng
cumpo
sad
3-9
obtai
ned
it
Proce
ss
3-.4
with
20 a
Mini
sourc
e
(one
ecoli
vnleu
t to
a
lame
exces
s, et
prefe
rably
3-5
equiv
alent
s),
ha a
solve
nt
that
is
inert
to
the
react
ion
Examp
les
uf a
MIMI
sourc
e
that
may
teeme
d
inclu
de
pntaa
sium
Minac
einte
,
[Lian
a,
thioa
cctam
idu
hydro
gen
suLfi
de,
and
sodiu
m
bydro
culfi
dc,
and
of
Mum,
potas
sunn
thmac
ctubc
is
prett
ied. 



solve
nt
used
for
the
senat
or is
not
parti
cular
ly
limiL
cd
and
may
be
tory
solve
nt so
25
long
as it
is
incit
e the
react
ion.
STAMl
imeth
ylfir
mamid
omV,V
-dime
thyLa
cetam
ide.
Sunic
ity1-
2-mat
olict
ucule
,
tetml
iydra
linun
,
11,2-
clitn
ethor
yetha
us,
dichl
ommet
hane,
1,241
alcru
ethme
,
clala
rofnm
u
metha
nol_
ethan
ol,
water
,
tolue
ne,
human
e, or
such
may
be
used
indiv
idual
ly or
to
combi
natio
n,
mal
of
them,
N2Mdi
methy
lftim
atnic
le is
prefo
rm&
The
emoti
on it
eeeio
do,el
olele
ot1ee
roner
eheee
eeee
teed
100
t(2,
ot
prefe
mbly
betwe
en
(and
30
C.,
and
is
30usu
ally
compl
eted
in
onc
lolio
ehoie
eo.
(Proc
ess
1-11)
Compo
imt13
-14
can
be
obtai
ned
by
react
ing
compu
tuld
3-12
obtai
ned
it
Proce
ss
3-10
with
tee
cquiv
aluat
Ic
sleev
e
exces
s or
prefe
rably
'este
e
time
equiv
alent
s of
compo
und
3-13
in 35
elm
museu
m ore
hate
in a
solve
nt
filar
is
Mettl
er
the
react
ion.
Examp
les
of a
base
that
may
be
th.""
d tor
th,
rc.c,
""ile
,,,An
dthie
all,T
i
amine
s
cmdt
as
Methy
l
amine
m
uyild
iisot
vopyl
ethy1
anith
el
INS
PYrid
inm
such
as
prick
le.,
lntid
inn.
colli
dine,
or
4-dim
egyku
ninop
yridi
tie;
and
metal
caubo
nates
such
as
prani
ssium
carbo
nate,
sodim
n
hydro
gen
carbo
nate,
or
csnim
marbo
unte,
and
of
Mem,
triet
hylam
ine
um454
fidli
mprop
ylebI
YMmIn
e
IsPac
rYicn
-
'the
solve
nt to
be
mied
for
thc
react
ion
ir
not
panic
:Wart
y
limit
ed
and
may
be
any
solve
nt
5as
lung
as it
is
Monk,
the
react
ion.
Afigf
idime
thinf
ormam
ide,
Aggfi
dimen
glace
tamid
e,
N-met
hy1-2
-93ai
olidi
none,
teirn
hydro
fman,
1,4-d
ioxan
y
1.2-d
inict
limi5
ethaa
e,
dichl
orome
thane
,
1,2-d
ichlo
mahan
y
chlor
oform
,
tolue
ne,
hexan
e, or
such
may
he
used
iudi5
idnal
ly or
in
combi
natio
n,
and
of
dtem,
NdV-d
imetl
ryllI
ninia
mido
is
prefe
rted.
The
react
ion
is
carri
ed
nut
at a
tempu
tatur
e
betwe
en 0
and
10
degre
en or
prefe
rably
betwe
en 0
and
50
degre
es,
and
is
usual
ly 10
compl
eted
in.
one
in
eight
hours
.
(PInc
ess
3-12)
Compo
unds
3-15
and
3-16
can
be
obtai
ned
by
perfa
tadng
Ynfin
e
them.
modif
icati
on to
cotnp
ounds
3-11
and
3-14
obtai
ned
in
Proce
sses
3-9
and
3-II,
ybot
5
subni
taim
gild
as a
hydro
xyl
group
,
mit,
pap,
on
carbo
xyl
group
.
When
7'
has a
subst
ityna
L
such
as a
hydro
xyl
bneuP
an
amino
theon
cil
modif
icati
on
inclu
deafi
cylco
ryear
bongl
ation
, and
alkyl
anitm
cycbo
gyIat
ion.
Examp
las
or
aegla
tion
inclu
de
conde
niati
nn
ming
acid
halid
es or
acid
anhyd
rides
, and
conde
nsati
on
using
a
dehyd
rafin
densa
tion
anat.
Ranti
ng a
subst
itten
t mch
as a
hydro
xyl
20
gum
an
amino
gronp
with
carbo
xylic
wads
yield
s
sloe
corre
spond
ing
rein
(acyl
ated
hydro
xyl
cfimp
ounds
), or
amide
(acid
aled
amino
compo
unds)
. For
cuisi
ne:do
n
ultfi
tcr
bonds
and
snide
bonds
,
commo
n
chemi
cal
agmts
that
Stabl
y
activ
ate
carbo
xylic
agids
my be
used,
and
known
pepti
de
synth
esis
techn
iques
can
also
be
suita
bly
used.
Rcagl
ion
with
Inlog
enaie
d
formi
c mid
ester
i or
dicar
boxyl
ig
said
diest
ens
givei
thc
corre
spond
ing
carbo
rylic
said
diest
er
compo
unds
25
(alky
luxyc
arbon
yland
hydro
xyl
minpr
nmds)
, an
ureth
ane
compo
unds
(arky
1oxyc
arbon
ylate
d
amino
compo
unds)
, and
react
ion
yin
isoun
imic
acid
enter
s
gnes
abs
commi
t...4
1.6'
motha
lle
compa
ny/Is
(alky
lamin
ocarb
onyla
yi
hydrY
tyl
compc
ulld,
), no
urca
comPo
unds
(alic
ylatn
inoca
rbany
land
amino
compo
unds)
. In
the
cam
of
acyla
tion.
far
examp
le,
compo
muls
315
and
319
can
be
produ
ced
by 20
conde
nsing
compo
unds
3-11
mid
3-14
me a
suita
ble.
carbo
xylic
acid
(one
equiv
alent
to a
large
exces
s, or
prefe
rably
one
equiv
alent
to
three
cythv
alcal
s),
in a
soita
ble
solve
nt,
at a
&unab
le
tempe
ratum
in
the
prese
nce
of
one
equiv
alent
to a
hate
exces
s, or
prefe
rably
one
tn
five
eptiv
atent
s of
a
suita
ble
base
sad
conde
nsati
on
agent
, and
in
some
cams,
in
the
cneri
stene
e of 



one
equiv
almt
to
attai
n
exces
s, or
prefe
rably
ono
to
the
equiv
alent
s if
a
suita
ble
addit
ive.
The
solve
nt to
be
used
On
the
react
ion
is
not
padlc
ubrly
limit
ed
and
maY
be
any
sulma
at
.'nla
nganu
lisia
ndtns
lansn
sssin
r
Examp
les
inclu
de
carbo
xylic
acid
amide
s
such
as
107
.141V
4imer
h5lfo
rniam
ide,
or
217V-
dimet
hylac
clami
de;
halog
enate
d
hydre
ceebr
ees
setho
s
dichl
orome
tbane
,
chlta
mform
,
carbo
n
tetra
ellui
dc,
to
ablar
obeng
ene;
eccen
tric
hydre
ceobo
ns
e,ehe
uheee
,th]e
oeesr
ylocn
:koi,
rhese
eetee
e;
eth.t
eo]te
s
dieth
yl
ether
,
tetra
hydro
furan
, or
1,4-d
iimat
e;
ester
s
such
as
ethyl
aceta
te;
and
nitri
lm
such
as
aceto
nitri
le. 5
Th.ee
solte
rls
may
beste
d
indiv
idaal
ly or
by
mixin
g
tare
er
mem
al
ill.,
file
react
ion
tempe
r:mer
e
diffe
rs
depen
ding
de
the
solve
nt,
the
type
of
bmg,
and
sada
Pmdua
tion
can
be
carri
ed
oPt
by
perfo
rralo
g the
react
ing,
fig
examp
le,
betwe
en 0
tt
and
the
boili
ng
point
"tith
e
solve
nt,
or
prefe
rably
betwe
en
e5C
and
room
Ix:ag
eratu
m.
The
reord
er
time
diffe
rs
depen
ding
or de
resid
er
tempe
ratur
e,
and
is
usual
ly
almut
10
Minli
teStO
100
hours
, 10
and
preli
nably
abed.
50
eniuo
ies
to 24
hours
.
Examp
les
of
crade
nsali
on
agent
s
inclu
de
,3232
-dica
cluhc
xylea
rbudi
imido
(UGC)
,
AgVad
iisop
ropyl
earbo
dirmi
de
(UPC)
, t
may1-
3-(3.
-dime
thylt
anito
propy
l)car
bodih
nide
(lilt
e),
1,1a-
carli
nnyth
is-IH
rimid
amde
(CD])
,
2-eth
oxy-d
erlio
ncard
onyl-
1,7-M
bydro
guino
line
(FT.7
11X3)
,
bremp
atimp
yriel
idium
phosp
hoiai
ron
hexat
kompl
insph
ate
(P7Br
Oli,
15
benac
tiamd
m
1-yla
ymisp
yrrol
idico
-phos
phnni
urn
bocal
luorr
aphos
phaie
(Py13
0Pb
bmizo
iritm
oddyl
ogytr
is(di
methy
lamin
o)pli
nspho
gium
hoadd
ioro-
phosp
hate
(BOP)
, 0
beamo
triaz
ol 1
yl
ar,32
733,3
iatet
ramet
hydur
ogium
-hexa
lluor
o-bor
ate
(111/
11J),
diphe
nyl
phosp
horaz
idate
(T/PP
A),
dieth
yl
phosp
horua
ysoid
ate
(DEPC
),
dipbe
nyIpb
osphi
nyl
chlor
ide.
bis(2
mxo-3
-cmag
olidi
n1l)p
hesph
onig
chlor
ide
(BOP-
CI),
di(Iv
acnce
inimi
rly1)
cerba
nate,
20
2.chl
oroda
radla
ylpyr
idini
pmand
2-met
hyl-C
r-nit
nbene
cie
anhyd
ride
(MNFI
A).
L.M.m
nples
of an
addft
ive
inclu
de
lf-by
droxy
stmei
nimid
e
(HOSu
p
Idayd
roxyb
enzot
riazd
e
(1101
3t),
and
penta
lluor
ophim
il
Per
examp
le,
se a
coexi
sting
Mae;
tuali
ary
imams
repre
sente
d by
triet
hylan
due,
:3121
-diis
oprop
yleth
yl
amine
,
N-mcl
laylm
orpho
line,
or
such;
organ
ic
bases
such
as
pyrid
ine,
Aftf-
dimet
hylam
inopy
ridin
e,
1,8-d
iarab
imiel
o[5.4
.0]-7
-unde
cene
(D131
7),
or
such;
and
inorg
anic
Faces
repre
sente
d by
sodiu
m
carbo
nate,
potas
simil
carbo
nate,
cesiu
m
carbo
nate,
or
such
may
he
the
When
71
bas a
subsg
hlent
such
di a
carbo
xyl
pump,
fur
examp
le,
ex/an
gles
ogehm
nical
modif
icati
on
inclu
de
emeri
fical
ion
and
amida
tium
30A
subsf
ituen
t
such
as a
carbo
xyl
group
react
s
with
alcoh
ols
or
anull
es to
gice
the
corre
spond
ing
ages
compo
unds
or
amide
compo
unds,
fee
const
ructi
on of
ester
bonds
mid
amide
bands
, the
use
of a
commo
n
clara
micol
agent
for
suita
bly
activ
ating
carbo
xylic
acids
can
be
used,
and
known
pepti
de
synth
esis
techn
iques
Call
be
suita
bly
;med.
Cdmpn
unds
3-15
and
3-16
eau
be
produ
ced
by
conde
nsing
compo
unds
3-11
and
3-14
35
with
an
alcoh
ol
digiv
adve
ut
amine
deriv
ative
(one
equiv
alent
tn a
large
exces
s, nr
prefe
rably
one
equiv
alent
to
doter
equir
oleat
s),
inrod
eeble
solve
ny at
a
suita
ble
tempe
ratum
, in
the
101
pens,
esqni
iesll
slasg
eenae
ss,at
presh
!ymts
fioqs
iLsef
nsals
lc
base
and
condu
malio
n
aguat
or
acid
halid
e
reage
nt,
and
in
arms
cases
, in
thc
nacxi
slume
of
onc
cquiv
almt
to a
large
exces
s, or
pmfuu
bly
one
to
fivc
equiv
aluat
s
sole
suita
ble
addit
ivc.
Examp
les
of an
said
halid
e
maus
inclu
de
umly1
chlor
ide,
and
thion
yl
chlor
ide. 



5
LamtP
les
afaos
dsltu
rbm
agent
s
Meta&
Actia
dityc
lohes
ulcar
bodii
mide
(DCC.
),
N,W5c
1iimp
ropyl
earbo
diimi
de
(1)11
1(2),
1
ethyl
3 (31
clime
tbyla
minnp
mpyl)
carho
diimi
de
(MC),
1,11-
carba
nythi
s-1Wi
raida
mlo
(C131
),
2-etb
oxy-l
-erho
xmarb
anY1-
1,251
11135
11111
11111
11611
er
(EED0
),
bramo
-bism
yrrol
idium
phosp
hordu
m
bexar
luoro
mbomb
ate
(ItyB
rOP),
bemut
timo1
e-lul
ortan
spyrr
olalm
o,pho
sphom
um
hcmil
lumot
hosph
ate
(PyLI
MP),
Is
beato
triim
o1-1-
yloxy
tris(
dimet
hylam
ine)p
hosph
onium
hexal
looro
babos
phate
(BOP)
,
ahem-
Mr-ia
mb 1
il-NI
.M.5"
,Nbto
bamet
hybar
onion
a-ber
attlu
om-bo
rate
(FIBT
1I),
dipbc
nyl
phosp
bormi
datc
(DP1M
),
dieth
yl
phosp
horoe
yar
Mare
(DROP
),
Mulle
n}
lphos
phiny
l
eblor
idc,
bis(2
-oxe-
3-omm
ildiu
t.Mph
ospbo
nic
chlor
ide
(1110
11-C1
),
di(V-
sumin
imidy
l)mub
unate
,
2-tai
luro-
l-met
hylpy
ri
diniu
m
iodid
e,
and
2-mel
layl.
mitto
bermo
ic
anhyd
ride
(TsIN
UA).
15Exa
mples
of an
addit
ivc
inclu
de
N-hyd
roxym
eciri
mide
(1105
11),
1-hyd
rumbe
runtr
imolc
(HDB1
),
turd
peata
iltro
naphe
nol.
For
mampl
c, as
a
urri
sing
base,
terOa
ry
ammes
repre
sente
d by
trict
bylan
tinc,
N,"5-
cliis
oprop
yleth
yl
unine
,Mune
thylu
mmbal
inc,
nr
such;
ormmi
c
been
such
as
pyrid
ine,
11151
dimot
hylam
inopy
ridle
,
1,84i
mabic
yclo[
54.01
-7-3M
1 arm
(DOE)
, or
such;
and
iaorg
auic
20
bases
repre
sente
d by
sodiu
m
carbo
nate,
potas
sium
carbo
nate,
cesiu
m
carbo
nate,
or
such
may
be
used.
The
sohtn
t tu
bc
used
for
the
react
ion
is
not
parti
mlarl
y
limit
ed
and
may
be
any
solve
nt 50
lose
55 55
angin
a In
the
rmuti
on.
Examp
les
tuell
a&
carbo
xylic
and
amber
such
as
ArMdi
methy
lfuma
amide
, or
151,5
7-dir
mityl
metam
idc;
halog
enate
d
hydro
uarbo
ns
such
as 25
dieMo
rumot
tone,
Micro
form,
carbo
n
tetra
cblor
idc,
or
61(.0
6u:un
to;
keton
es
nub.
swum;
eyoli
c
ether
s
such
m
tebrt
hydrt
an or
1,4-d
ioxau
er
ester
s
such
as
ethyl
aceta
te:
and
nitri
tes
snake
s
aceon
itril
e.
Thera
solvo
nts
may
he
used
indiv
idual
ly
achy
sabri
ng
two
or
more
of
them.
The
mamon
t[TpC
TaLLF
IC
diffe
rs
depen
dirg
an
the
-type
01
solve
nt,
base,
. and
stab.
30Pro
ducti
on
con
be
carde
d nut
by
pmfur
raing
the
react
ion,
for
examp
le,
betwe
en 0
'11
and
the
boili
ng
point
of
Ito
solve
nt,
ur
pi-du
rably
betwe
en
erase
tempe
ratur
c and
thc
boili
ng
paint
JIM
solve
nt.
The
mucti
on
time
diffe
rs
depen
ding
as
the
rcact
um
tranp
matun
r,
and
is
usual
ly
about
10
minut
es1u
100
hours
, and
prefe
rably
about
30
minut
es lo
24
hours
. 35
4)
Mtilt
aai
Proce
dure-
4
(In
the
fiorm
ulas.
Y, 6,
and
Rt.
arc
Llac
same
an
Those
dogne
d in
formu
la
(I),
and
Z' is
as
defin
ed
Preon
enkt
RII4
is
the
samc
as
bat
defin
ed
for
Z.
m'is
so
illtS
gCT
Igor
1
1o2,
and
LIV
repra
stmEs
a
leavi
ng
gtouP
1 The
'leav
ing
gzoup
" is
an
clefi
nod
in It
raess
I.
(Croc
e.,
4-1)
Compo
und
4-1
can
bc
obtai
ned
by
react
ing
compo
und
1-6
obta
trim,
belal
tanin
um
(one
cquiv
altml
to a
largo
ocu.s
, or
prefe
rably
ono
to
five
eosod
eeh4,
so
10sed
um!.
that
is
inert
ta
tbc
roact
ion
to in
caloo
r an
ingte
e,
and
On
prolt
rably
bydIn
lYz11
9thts
irnin
o
osier
acidi
c
condi
tions
.
The
colvc
nt Lo
be
osed
fen
the
react
ion
&cony
uting
the
yaw
group
in
compo
und
3-9
lo .1
acety
l
group
is
not
parti
cular
ly
limit
ed,
aod
may
be
any
solve
nt so
tong
as it
is
info(
to
the
react
iott.
For
cxamp
le,
tolue
ne,
xyltn
ae,
benze
ne,
hcxma
eo
1,0-d
ichio
ractb
ar.,
and
snob
may
be
ISuse
d
indiv
idual
ly or
in
combi
natto
n,
and
of
tbcn,
lulu=
is
prefe
rred.
llac
roact
ion
teoze
ratur
c
diffc
is
depen
ding
on
the
type
of
enlva
na1
base,
and
such.
Pradu
otioa
coo
be
car.H
ed
out
by
perfo
rming
the
react
ion,
fiat
examp
le,
betwe
en 0
IC
aud
the
boili
ng
point
of
Jac
noive
nt,
or
prefe
rably
betwe
en
mom
tcrnp
uzata
re
and
the
boili
ng
paint
51
1,0
solva
naL.
'the
motio
n
fime
diffe
rs
depen
ding
eache
motio
n
tetup
eratu
rc,
and
is
usual
ly
about
30
minut
es to
100
hours
. and
20
prefe
rably
shoot
12
boars
it 10
bouts
. 



110
Furth
ennor
ethli
c
thlvo
nt to
be
used
for
the
hydro
lysis
of
imith
msdsp
acidi
c
condi
tions
is
trot
parti
cular
ly
limit
ed,
and
may
isa
my
thlve
nt so
long
as
ths
mesma
sh
uctio
th
For
examp
le,
terra
hydro
furan
,
1,4-d
iethm
e,
dieth
yl
ether
,
1,1-d
imeth
thyet
hanc,
ethyl
theta
Lm
tolue
ne,
bthth
ma.
mells
thaul
,
ethan
ol,
isopm
pathl
, or
water
, may
be
thed
indiv
idual
ly or
as a
mixtu
re 5
thuth
f,
mad
profa
ned
examp
les
inclu
de
tefra
hydre
lirra
n,
151-d
ithan
c.
42thi
metho
xyeth
mse,
Os
such
indiv
idual
ly,
span
a
mixtu
re
there
of.
Examp
les
of
the
acid
ithlu
de
organ
ic
acids
such
as
trifl
ooroa
ceth
acid,
metha
nthul
thnis
oath
orpth
llene
mtfoo
k
acid,
and
tharg
anie
thids
such
as
bydrt
hlilo
rie
acidt
hr
sulth
ric
said,
aud a
prefe
rred
examp
le is
bydth
cbler
ic
said
The
react
ion
tensp
eraLt
he
dill.
=
deuen
ditth
oaths
type
of
solve
nt or
cad,
cv
the
CUIMU
IELLt
aliUl
l of
the
acid.
10
Produ
efinn
cth
bc
carri
ed
out
by
perfo
rming
she
react
ion,
for
examp
le.
betwe
en
55C
and
rise
built
ha
peat
of
tbe
solve
nt,
or
prefe
rably
beath
as
mom
tempe
ralur
e aod
the
boili
ng
point
of
the
solve
nt
Tale
react
ion
rime
diffe
rs
depen
ding
on
the
rthat
ioa
tempe
ratur
e,
and
Is
usual
ly
about
30
minut
th th
100
hours
, and
umfer
ably
about
101th
ths
to 4P
hours
.
15(Pr
ocess
I-2)
Compo
undct
h be
obtai
thd
by
rthel
ing
compo
sed
4-1
obtai
ned
in
Proce
ss
51-1
with
a
base
(one
equiv
alent
to a
large
thuth
s es
pmfer
ably
one
to En
equiv
alent
), in
a
solve
nt
Thesi
s
Marna
the
reaef
on to
produ
ce
ssesa
olsls
. and
then
trapp
ing
this
athle
te
with
corbo
n
disul
fide
One
equiv
alent
sea
large
c.c.,
or
prefe
rably
one
to 20
equiv
alent
s)
and
an
allel
labnb
rabut
h 20
(two
oquiv
allal
a to
a
lags
exces
s, or
Prefe
l.NY
ma Ia
las
equth
almb)
.
lle
solve
nt
none
sued
for
the
react
ion
is
not
pthic
ulady
aolte
d and
may
Easy
solve
nt th
loth
as it
is
inert
E the
react
ion,
thd
examp
lth
inclu
de
tetra
hydro
amm,
1.51-
dioxa
tth,
dieth
yl
ethet
h and
1,2-c
lithe
thexy
cilit
hc
these
solve
nts
may
be
used
indiv
idual
ly or
as a
mixtu
re of
two
or
more
sell.
ll.
Examp
les
of a
suita
ble
base
inclu
de
lithi
um
hydri
de,
thdiu
m
hydri
de,
potas
sium
hydri
de,
pmass
ium
bithr
imeth
ylsll
ylami
de,
thdiu
m
bistr
ancth
ybily
liuni
de,
lithi
ass
bistr
imeth
yllil
llmth
th,
and
tilhi
mos
dith.
P.Pyl
ataid
e. A
prefe
rred
thamp
le is
sodiu
m
hydri
de.
Examp
les
of a
suita
ble
alkyl
afing
agrat
t
inclu
de
rrtht
hyt
iodid
e,
barmy
'
bromi
de,
and
ally!
bromi
de,
sad a
prefe
rred
examp
le is
methy
l
iodid
e.
The
reach
nn
tempe
ratur
e
diffe
rs
depen
ding
on
the
Pave
of
solve
nt
base,
thd
Produ
ction
can
be
carri
ed
ont
by
peram
ming
the
react
ion,
for
emana
te,
betwe
en 1C
aul
the
boili
ng
point
often
solve
nt,
or
prefe
rably
betwe
en 0C
and
room
tempe
ratur
e.
The
react
ion
tiros
diffe
rs
depth
iuth
ma
the
react
ion
tempe
ratur
e,
thd
vthh,
thd
is
usual
ly
about
10
minut
es tu
100
hours
,
thdpr
elbra
bly
about
JO
minut
es to
24
thous
.
Compo
und
4-3
can
bc
ithin
cd by
react
ing
compo
und
4-2
obtai
ned
in
Pmees
o 4-2
with
guani
dine
Pee
equiv
alent
to a
large
exces
s, or
prefe
rably
one
to
rive
equiv
alent
s),
in a
svIvi
int
Os]
is
Mero
to
the
react
ion.
When
guani
dine
is a
salt
such
as
byrbn
chlo4
dc,
nilry
te or
the
like,
m
equiv
alent
amslo
ts
base
is
prefe
rably
added
for
neutr
aliga
ticm
Eurar
Amore
, in
this
5
react
ion,
one
equiv
aluat
of a
Vito]
is
forin
col
ace
bypro
duct;
thrae
runo,
addit
ion
of a
bit]
tappi
ng
agent
is
prefa
ce]
depen
ding
an
tic
subst
rate.
Examp
ieS
of a
suita
ble
bass
inclu
de
metal
hydri
des
such
as
lithi
um
hyrbi
de.
sodiu
m
hydri
de.
or
potas
sium
hyrbi
de;
mad
metal
alkox
idip
ouch
as
sodiu
m
metli
oxide
.
sodiu
m
Almei
da.
sr
potas
sium
terr-
butox
ido.
A
prefe
rred
examp
le is
sodiu
m
bylid
e.
Examp
les
AC a
suita
ble
thinl
trapp
ing
agent
inclu
de
1-bri
uno-2
41-di
ficor
abene
ene,
1
-brom
o-2,4
,64df
luoro
benne
, and
1-bru
me-2,
3,5.6
4ctra
llu05
5beau
enc A
parec
ularl
y
prefe
rred
extun
ple
is
1-brr
ano-2
,4,6-
hillo
orobe
nrenc
.
The
solve
nt to
boost
] fur
the
react
ion
is um
pisti
cular
ly
limal
ied
and
arlaY
he
PIP
solve
nt so
Iciig
as is
incrt
tho
react
ion.
Prefe
med
exatn
ples
inclt
hic
amide
Lype
solve
nts
such
as 15
144V-
dinie
tbylf
ormum
ide,A
W-dim
ethyl
acchm
aide,
or
N-Ine
tbylp
yrrul
idnue
. nen
metal
sttse
sidns
sen
used
as a
base,
an
alcoh
ol
type
solve
nt
such
as
molla
cuel,
ethan
ol,
cc
tert-
butan
ta is
also
used
in
addit
ion
to
the
above
-mumt
ioned
solve
nt.
The
aacti
on
tempi
:rehi
re
diffe
rs
depen
ding
uu
the
type
of
solve
nt,
base.
and
suit.
Adduc
tion
eon
bc
earri
ed
one
by
pixfo
nuine
. the
react
ion,
for
Axiau
ple,
belwe
en 0
)41.
and
[be 



20
boili
ng
paha
of
tbe
solve
nt,
or
preki
nibly
betwe
en
ruom
IPApe
rativ
e and
Ise a
hi&
rcact
ion
time
diffe
r,
depen
ding
an
tin
react
ion
tompe
ratur
e,
and
is
usual
ly
aboat
10
minal
es to
24
hours
, and
prefe
rably
about
30
minut
es to
5
hours
.
(Prri
na
4A)
25Com
mind
4-4
cm ho
obtai
ned
by
react
ing
compo
und
4-3
obtai
ned
in
Prucc
es
4-4
with
m
oxidi
zing
agent
(one
equic
aleot
to a
lame
exces
s, or
prete
mblY
500
10
hoc
eqiel
holoo
dsh
T.
solve
nt
that
is
ineri
tu
the
react
ion.
React
ion
condi
tions
descr
ibed
aboic
for
Proce
ss
3-4
can
be
appli
ed
herei
n. 50
(Prom
os
4-35
Canap
e nad
4-5
am he
obtai
ned
by
react
ing
cimap
ound
4-4
obtai
ned
in
Proce
ss 44
with
conip
eund
3-10
(one
equiv
alent
ia a
large
exces
s, or
Prefe
rablY
three
so
five
cilma
tilea
la),
hnthe
ancre
acc
or
absen
ce
sfs
Raw.,
in a
solve
nt
Thai
is
Mar
In
the
react
ion.
React
ion
eundi
iions
desor
ibAl
above
for
Proce
oc
3-9
eac
be
appli
ed
herri
n.
Potts
]
4-i)
112
Coapo
uud
4-6
mut
brebe
(ercc
legce
rrpru
ed44r
brdha
prcer
sersl
-Seit
h a
thief
sourc
e
(one
equic
aleut
Tar
large
.C.5,
or
prefe
rably
3 3
equiv
alent
s).
in a
solvm
d
that
is
Bel
ro
the
react
ion.
Examp
les.
of a
Mini
sourc
e
that
may
be
used
inclu
de
potas
sium
thioa
cetat
e
thiou
rea,
thioa
ccham
ido,
hydro
gint
sulfi
de,
and
sodiu
m by
drosu
l
fide.
Ofite
m,
the 5
u.sc
of
sodiu
m
hydro
sulfi
dc
under
acidi
a
condi
dorm
is
prod-
mud.
The
solva
il
used
rur
the
aucti
on is
not
pmdcu
larly
limit
ed
mad
may
he
any
solvo
nt so
long
im
Stir
trest
le
the
nutri
tion.
MUN-d
irnet
hylfo
nnant
ide,2
5Brul
imety
lmett
unide
.
NMIOM
Y1-2-
PYrro
licit
rom,
rettu
hydro
Duan,
1,4-d
iroca
ne,
1,2-d
imetb
ox3re
thrne
s
dithi
cirom
etbma
h
1,2-d
ichlo
rocth
anc,
eldom
ilior
rn,
metha
nol,
ethan
or
crIer
s
toluc
inc,
brume
, and
such
may
he
used
II
indiv
idual
ly or
in
combi
natio
n,
and
oftla
nn,
Nivtd
imeth
ylfor
mamid
e is
pi-Ma
rro:I
Examp
les
of a
calla
ble
mid
for
reuen
tiug
hydro
gen
sulfi
de
aro
sodiu
m
hydro
sulfi
dc
are
oupug
e
acids
rush.
trifl
uonne
etio
arid,
tooth
aneso
Lfoui
r
add,
or
mtolo
cuesu
lloth
o
arid,
and
tharg
attic
acids
sigh
as
hydro
chlor
ic
acid
or
collu
de
arid
Of
them,
hydro
chlor
ic
acid
is
prefe
r ad.
ln Mc
react
ion
'Bt.,
.
compo
und
4-4
and
the
gemnu
ted
hydmg
en
sulfi
de,
15tri
ethyl
antin
c or
Ithrb
dimop
roprl
ethyl
ainin
e is
preli
m-abl
y
usal
as a
base.
The
ructi
on
turop
ualur
e for
gmcra
ting
hydro
gen
sulfi
de
from
sodiu
m
IBM-m
athde
Tudor
acidi
c
condi
tions
is
for
exalt
-TB.
0 C
to
the
boili
ng
point
Grill
e
solve
nt or
prefe
rably
0 C
to
room
teupe
rBure
.
111,1
ssu
corup
ound
4-4
is
react
ed
urth
the
gener
ated
hydro
gen
sulfi
de,
tho
tempm
ature
is,
fosea
rrepf
a,O5c
srihe
brill
cspol
rde(t
herrr
leaer
sLeep
erlre
rblyr
rrre
20
tempe
ratur
e to
appro
xingt
ely
100
C.
The
reach
itm
lifOr
dilim
s
&pm-W
ing
on
the
react
ion
Imapo
ratar
e and
such.
For
giuma
ting
hydro
gut
strid
e,
thr
rotat
ion
time
is
rasca
lly
aboul
5
agita
tes
to 24
hours
, or
prefe
rably
about
10
mimit
es to
5
hours
. FOR
the
tenet
:ton
betwe
en
hydro
gen
sulfi
de
mul
compo
ond
4-4.
the
react
ion
tbne
is
usual
ly
about
10
minut
es to
24
hours
, or
prefe
rably
about
30
25min
utes
to 5
hours
.
(hroc
css
4.7)
Compo
und
3-14
are
he
obbra
rd by
marri
ng
conap
o wad
4-6
oblai
ncd
in
Proce
ss
4-6.
with
compo
und
3-13
(oar
rquiv
aluut
to a
large
exces
s, or
prefe
mbly
one
to
theta
Nuiva
luct.
B. in
the
30
prese
nce
fit
base,
ia a
soIve
ut
that
is
Bed
to
the
macti
om
React
ion
condi
tions
dasui
bed
above
for
Proce
ss
3-11
ern
be
uppli
ed
herei
n.
(Proc
ess
4-8) 



Compo
unds
4-8
and
4-9
are
be
obtai
ned
by
perfo
rming
plc
chew:
teal
modif
icati
on 35
to
compo
unds
4-5
and
4-7
obtai
ned
im
Pmces
sos
4-5
and
4.7
whas
a
sabsg
ibiet
tl sr
as as
hydmx
yl
group
ornat
e
pinup
, or
carbo
xyl
group
Roach
on
condi
damag
ed
above
for
ncess
1-12
can
he
appbe
d
&run
All
puns
ad
dot
root
cited
honou
r
Hetet
s
below
, the
prese
nt
itive
ntion
mill
be
speci
fical
ly
desoo
lbod
toleb
eofee
oreoo
to
Examp
les:O
W 10
1.0
not
to be
wnstr
ued
as
being
limit
ed
there
to.
NNW
analy
ses
were
carri
ed
out
using
INM-E
X270
(270
241-1
2).1N
/WWSX
400
(400
241-1
2).
or
1N/W-
A500
(500
04114
all
otimh
ich
um
manuf
actur
ed by
WOW
NMR
data
arc
shown
in
ppm
(part
s per
milli
on)
(8)
and
WISt
manua
l to
the
dente
:Woo
lock
sigua
l
lions
the
10
sampl
e
solve
nt.
Mass
spect
ral
data
were
obtai
ned
wing
t0oIS
-15)(
300
or
JIIIS
-SX/S
X102A
manuf
actur
ed by
WOW
Meanw
hile,
data
of
high
perfo
rmanc
e
liqui
d
chrom
atogr
aphy/
mass
spect
mmety
mere
obtai
ned
using
Irlic
romat
es
ZAID
equip
ped
mith
a
Water
s
991-6
00E
gradi
ent
high
pal-m
u:ace
liqui
d
chrom
alowa
phy
watum
or
Micro
s:law
ZI)
equip
ped
with
a
Water
s
2525
highp
alonn
ance
liqui
d
chnsm
alOgr
aphY
SYSIe
fle
Synth
esis
of
15-
tit:a
mino-
W(2-m
p
cuyIs
ultia
nyl)-
(123,
51
accru
nitri
lc 25
Step
It
Synth
esis
of
terbh
utyl-
(2,4-
d:WWW
-2-In
dePhe
lmv1)
-dese
thtil
-WWW
4,
;r1
MOMSC
I
(3,22
g)was
added
in a
dimet
hylfo
nnam
i de
mbuti
ou
(50
talL)
of
ituid
atiol
e
(2-83
0)
and
2,44c
hloro
-3tio
dopbe
nnl
(log)
,
WWI,
yeas
sWIll
esWeb
acco
r di-
42 to
tbe
23
produ
ction
metho
d
descr
ibed
in WO
20000
27008
.
Thoee
ioeoo
esseo
stirr
ed 01
00000
tempe
ratur
e Mr
4
bows.
Water
(150
mi.)
mas
added
and
a:che
ated
Wth
hexwe
(200
mi.).
The
extra
ct
was
Mon
mashe
d in
succe
ssion
twice
with
waW
(100
mL)
order
er
with
Mine
(10)
mL)(
and
was
proyd
riml
csta
anhyd
rous
sodiu
m
sulfa
te.
wad
thm
fillc
rod.
The
solve
:inv.
disti
lled
ollt
and
LW
rusul
Ling
resid
ue
mas
pastr
ami
by
silic
a gel
wham
climm
atowa
pby
30
(deve
lopin
g
mlowl
-
hexan
e) to
gist
leri-
buly1
4254-
dic01
0oro-
5-iod
uphst
auxyW
dimel
ltird
silan
c ao
pale
yello
w oil
(1139
g).
114
Physi
coche
mical
pmper
ties3
15u
[dich
luro-
Sviod
opten
exY)-
thmet
hY1-v
ilune
[ 



mr,40
2(3?0
21-1-
NMS.
(2700
tH;,
in
COCII
)
chemi
cal
shift
s br
0.23
Olt
0,1.0
1
(9H.
s.),
733
OH,
0),
7.44
5((It
. q.
Step
2:
Synth
esis
of 2
[5
(ten
butyl
dimef
fiy1-
siLla
ylodi
epyl]
-150-
dimet
hyl-[
1,3,2
1diox
abori
cace
>01
10 A.
volut
ion
of
rerpl
ItuvI
S2,4-
dichl
oro-5
-iodo
phero
xy)vi
imeth
yl-si
laue
(857
Ma.
obtai
ned
it
Step
I. in
teLmh
ydrof
orac
(I
int)
and
mice.
(4
to].)
m
pupil
-rod
wider
vitro
gen
rmunq
Uiere
, and
coole
d In
-78.C
.
(dry
ice-a
ceton
e).
After
addit
ion
of
triis
oprop
yl
borat
e
((.6
es!).
n-but
yl
lithi
rmy
(1.6
N
hexan
e
solut
ion;
nyt)
was
addir
d
dropr
vise
over
5
minut
es.
The
nutti
ng
mixtu
re
was
sfirr
ed no
die
rune
tempe
ratur
e30
atiau
tex
Tho
cooli
ng
bath
was
then
15
remov
ed
and
the
mixtu
re
was
allow
ed to
wires
When
the
inter
nal
Lempt
rittu
re
reach
ed
VC,
7,771
imeth
yl-pr
opm-1
,3-dl
ol
(0.27
g)
war
added
. The
mixtu
re
was
then
stowe
d W
warm
to
TOOT
tuape
rawre
,
Atter
Me
mixtu
re
was
stirr
ed 01
room
lempe
atin
foot
hours
,
water
(20
mL)
%vs
added
there
to
and
curt-
acted
with
ethyl
aceta
te
(20
mt.).
The
ereac
t was
washa
l in
staxt
ssion
with
a
baltr
aLumt
ed
aqueo
us
ammon
ium
chlor
ide
Relat
ion
(IS
niL),
walla
(15 '
20
and
brine
(l0
int),
and
dim
pre-d
ried
over
anhyd
roes
sodiu
m
sulfa
te
and
liltr
avd.
Ike
solve
]!]
war
qicti
nni
di.
The
ceugt
lig
resid
ue
war
puriq
ed by
silic
a gel
uuluu
mthom
ntogr
aPhY
(deve
lopin
g
solve
nt
hexan
e[eth
yl
aecLa
te
-2171
to
9,1)
hegiv
e
245-(
tertb
utylv
linie
thylu
ilany
lexy)
-251-
dichl
omphe
nyil-
5>dim
ethy1
41,3,
21dio
xahmi
nanc
en
pale
yello
w oil
(547
mg).
25
Physi
coche
mical
prope
rties
of
2-ISS
ierr-
butyl
iiiim
eilyi
sitmy
loxy)
-2,4-
diebl
orePh
enyr1
-5,5-
dimet
hylql
,3,21
dioxs
horin
ane
El:
mr,[3
08(1v
1)
511-N
SIR
(270
.15ff
ix in
03(7.
1))
chemi
cal
shill
s
0.21
(611,
53,1.
02
(9H,
5),
1.05
(OH,
s),
3.70
30
(4H,
5),
7-14
OH.
57
7.33
OIL
97
Step
3:
Synth
esis
of
4-bsy
ylsul
tanyl
-6-oh
lvro-
4-r1,
3,57
rriax
in-2-
ylima
ine
Its
mc
Dimet
hyLfo
rnwmi
de
(120
mr.)
solut
ion
of
4,Adf
cblor
o-fl
331
in
arm-2
3),
an0
gO
which
was
synth
esize
d
accor
ding
re
the
produ
ction
metho
d
dweri
bed
in
Japan
che
Paws.
5
Apeli
cAion
Kokai
Publi
catio
n No.
(OP-A
)
060-2
08900
(unex
amine
d,
publi
shwi
illpE
01120
pahar
t
appli
catio
n),
was
coole
d to
000t.
in
anion
bath.
Triet
hrhun
We
(11
EA)
has
added
to
the
solut
ion,
and
buley
1
werwp
tan
(f.4
nA)
was
add.]
dropw
ise
once)
minut
es.
The
rewir
ing
mixtu
re
wio
allow
ed to
gradu
ally
warm
to
rueni
tempe
ratur
e
After
the
mixtu
re
wa3
seine
d fur
8
hours
.
water
(400
mi.)
Wa,
added
there
to
and
exclu
ded
with
ethyl
aceta
te
(400
m1(
The 



10
extra
ct
was
washe
d in
anibr
ifui
twice
with
water
(400
naL)
and
wee
wan
brint
(200
rut).
The
extra
ct
was
then
preAr
ied
over
anhyd
mus
sodiu
m
sulfa
and
then
filte
red.
The
solve
nt
was
disti
lled
off
'Ike
resul
ting
resid
ue
was
werr.
statt
ired
from
diebl
ommet
bane
to
give
4-ber
wytia
lanyh
tineb
lom-4
-[145
]
triar
ba-2-
ylatn
the
(A
white
solid
(127
gh
15Phy
sicoc
bonic
al
prope
rties
of
il-be
nayls
ulfan
yl-Ac
hlorn
-4.[1
3,5)
rriae
rn-2-
ylfun
uAt
PSI
(1443
40
posit
ive.
mode)
net,2
55/25
3(N4+
Hf)
11.1-
ANAIR
1270
AMA
in
DM302
12)
chemi
cal
shift
s 434
(21-1
, s).
743-7
21
(3H,
en),
7.42-
44
(211,
n0,
8.12
(214
Step
4,
Syntb
acis
of
5-(4-
funin
ene-b
co221
sulfa
nY4tn
ann.2
w1)-2
,1-th
ebler
e-phe
nel
1.2
mc
2-(5)
(ferl
iButy
hdime
thyl-
silan
ylexy
)-2,4
-dich
lorop
henyl
-i,in
dimet
lArl-
[1,12
]
diexa
borin
ane
(03
g)
and
4-beu
ryisu
lfany
145-e
hloro
4-11,
3,51
triaz
in-Ay
lamin
e
(032
gb
respA
tivel
y
obtai
ned
it
Steps
2 and
3
descr
ibed
above
,
were
disso
lved
in
1.2-f
limel
hoxyc
lhane
(15.5
DA).
Aqueo
us 25
sodiu
m
bicar
bonat
e
solut
ion
(1542
-57
inL)
and
retra
kifft
ripla
cnylp
hosph
inerp
allad
ium
(0.3
g)
were
added
in
suece
ssion
In
the
atiat
ire.
Atlas
threo
eyele
s of
airro
gae
repla
winew
toing
a
vacim
m
pump,
the
mixtu
re
was
seine
d
ions
oil
bath
at
SOW:
fool
hours
.
After
cooli
ng to
Awni
tempe
ratur
e,
water
(50
roL)
whs
added
to
the
mixtu
re.
The
nAult
ing
mixtu
re
war
extra
cted
with
ethyl
&ferr
ite
(70
AIL).
The
extra
ct
was
washe
d
with
It
satur
ated
aquen
us
ammon
ium
50
chlor
ide
solut
ion
(50
soil.
).
The
extra
ct
was
thin
prodd
ed
over
anhyd
rous
sodiu
m
sultd
e and
116
Mout.
the
solve
al
was
disti
lled
al
The
resul
ting
resid
ue
was
purif
ied
by
Mica
gel
colum
n
cluum
atogr
aphy
(deve
lopin
g
sale
cat
Itect
uae:e
thel
aceta
te =
7.3)
to
give
5-(4-
runbr
o-6-b
envyk
ullan
yl-11
,3,51
triad
o-2-y
1)-2,
4-cli
etilu
toptt
enol
as
pale
yew;
solid
(379
mg).
Physi
euchm
ult/e
l
on/No
tre,
of
5-(4,
mino-
6-ben
zyls0
56any
I.11,
3,5Th
ricei
t-2-y
1)-2.
441h
ES!
(LCMI
S
resif
ive
mode)
Se
38113
79(MI
M )
114-N
MIt
(770
Mlle,
(-moo
ehran
ical
shift
s 3:
4.43
(214,
.0,
5.41
(2E,
boo),
7
.22-7
. .49
(71-1
. 50.
1.0
Step
5:
Spath
es/a
of [5
M
cumin
o-6
beozy
lsolf
anyM1
.3.5f
ttiaz
ia-2-
y11-3
,e-Mt
hboTh
morel
vamtr
oMMe
Cesiu
m
carbo
nate
(12
mg)
was
added
to a
dimet
hylco
nnami
cle
cob:t
ier
(1
so!.)
of 



II3-(
4-ami
m=6-b
cney1
suLra
try11
1,3,5
1
triaz
in-2-
y1)-2
,4-di
chlor
opher
ol
(II
mg)
obtai
ned
in
Step
4
descr
ibed
abuee
. A
solut
ion
of
oetru
nturw
etoni
trile
(3.6
ing)
in
clime
thylf
ormam
icle
(02
me)
was
added
,
tosst
the
resul
ting
telec
om
was
caned
al
mom
tempe
ratur
e
tall
hour,
After
dilut
iun
with
ethyl
aceta
te (7
mL),
the
inixt
e was
washe
d in
sucer
esiou
twice
witb
water
(6
reL)
toed
race
with
brine
(3
sect)
. The
oiorM
re
was
film
pre-d
ried
over
rathy
drous
sodiu
m 20
sulfa
te
aorl
filte
red
Vac
solve
nt
wasel
The
resel
l/us
ovsic
ke
was
purif
ied
by
silic
a gel
cohme
r
ammaa
tegra
ctm
(deve
lop(n
g
wheat
heran
ceMyl
aceta
te
=8.2)
he
give
)evre
vare/
cove-
bracc
Iserf
anyl-
[1,3,
51
triac
in-2-
y1)-2
,4-cl
ichro
mphem
e)/-a
cceem
Mle
(11
mg)
as
white
solid
. 25
Physi
euche
neica
l
pMeet
hee
[)-(4
-ooed
soal-
beoey
!eedt
boyl-
(b.3,
3)Sib
zbO-2
-y5)-
2.4.d
ssbls
aol
Est
(LC/M
S
pocif
ive
mode)
Se
42014
18(WW
)
'H.NN
IR
(270
Mlle,
iaDI/
ISO-d
c)
cheau
leal
46065
15:4.
46)
(2/3.
46
MU,
7.59
(111,
c),
7-03
OK M.
7.08
MIL M
30
Step
6:
Syn6h
a,..1
117
[544-
amine
-b-ph
ouytm
edeue
sulfi
nst
11.7-
01tri
ttubt
2
(1)-2
,4
4Tehl
u
c<QC2
11 A
dichl
orome
thene
solut
ion
(100
nil-)
or
17-(4
,1614
.-6-b
enzyl
eulli
ms1-1
1_3,5
Thise
irt-2
-y1)-
761-4
1ehhh
oPhuo
osYht
udost
hile
S) 5
obrab
ed in
Step
5 was
coo/A
Lu
07(2
in au
ice
bath.
uhlte
rbtra
ruie
.Th12
()
was
added
, and
The
mirau
e wee
stirr
ed et
the
au511
tempe
ratur
e
fees
minut
es
tad
Theo
ahroo
m
(empe
rhure
for 6
hours
_
Alin
dilut
ion
with
hexan
e
(50th
e
solid
mater
iel
Was
colle
cted
by
filfr
ation
.
Furth
70
the
solid
osser
ial
has
washe
d
with
a
dichl
orout
erb
aneel
texan
c
(LI)
mishi
t):
(20
nth),
teed
dried
coder
reduc
ed
press
= lo
give
the
title
compo
und
1015-
(4-ao
soo-6
-phcn
ylnae
ahrou
Laut4
-11.3
,51th
attn-
2,0-2
41-di
chlor
epheu
o_xyl
eseto
uitri
le as
pale
yello
w
solid
(237
Rh
Physi
c.
IsPei
cel
ProPe
ther
Cf
15 (4
eroir
to-6
pbero
yInte
thanc
sulli
nyl
)1,3,
51Tri
azin
2 y1)
2,4ht
iehlo
ropho
loxyh
accto
nixit
e:
15125
1
SDC-P
OI(
posit
ive
mode)
rale-
436/4
34071
+174)
TH-N7
,114
(270
MHz,
in
DMS0-
46)
ehtuu
ical
shift
s
6:4-2
9
(IH.
dr o
13
Huh
4.51
(1H,
T1,1
--13 



336
(21-1
, s).
747-7
22
(211.
10),
7.29-
7.35
(3H.
u0,
7.61
(111,
s),
739
()IT,
s),
(36
(111.
6"),
0.51
OK
Lees)
20
Shp
7:
0411t
hesTs
of
(7414
-aati
oo-6-
(2-mc
thoxy
-phtp
at
lain/
174)-
[I
PIA-d
ichlo
rophe
uOuY)
-
aceto
uinch
e
Iriet
hylun
ine
(17
ph)
end
2-met
hoxyb
ortee
nethi
ol
25sol
ution
of
the
above
rdesc
ullre
d 15
(4
amino
6
plien
yhnet
lia
ullin
yl-11
_3,56
1-hut
ha-2-
118
91)-2
.4-cl
ictil
uropt
m000y
f
aceto
ntile
(12
mg)
in
dimet
hyfit
ummol
de
(0.5
min.
Tx
mixtu
re
Wit
sarra
l at
room
tempe
ratur
e fm
8
hours
.
After
dilut
ion
with
ethyl
aceta
te (7
ref),
Me
washe
d
twice
with
water
and
onm
with
brine
. Ile
mixtu
re
was.
pre-t
hied
over
ushyd
rosb0
00di0
00
oourr
lo,
sod
Sere&
The
sulve
nt
was
dieti
lled
off
lam
rimul
ting
resid
ue 5
W.
purif
ied
by
alma
gel
colum
n
ebrom
atotm
itpla
Y
(deve
lnpIn
g
solve
nt:
Immut
eleth
yl
aceta
te -
7;
3)82
give
(3[4-
rautn
o-l-(
2-
merbo
xy-ph
etyle
ulfan
y1)41
.3.5,
1
irlam
n,2-9
1,1-2
,4-di
cb100
0phen
oxya-
00010
nit7i
le as
white
mild
(1)
mg).
Physi
coche
mical
prope
rnm
of
{5-14
-amm0
07-(2
-ne10
0fi7'
-1010
etilf
il004
hfiY0
41.3.
9.1
10i0)
mata-
1,11-
2,4-t
hehlu
ropir
enotr
Y)-am
mtutm
le.
ES!
(1243
0,53
posit
ive
mode)
m0m43
6/434
(1111
Ill)
W-I-1
13110
(270
MHz,
lull:
WSW-0
0
chemi
cal
30)11
0 3:
3.79
(%H,
s),
5.29
(211,
s),
7.00
(111,
13, I
Ho),
7.13
(III,
deal
w 8,
I
kW),
7.43-
7.30(
218,
w),
7.35
(III,
dd.
7w
0,2
Ho),
7-70
(14
boo),
7.74
(III,
bin),
7.70(
118.
sit
15
ExamP
le
Synth
esis
of
5-(4-
anika
u-6-b
enwil
salfa
ily14
1,3,5
,111-
iazin
-2-y0
-2,4-
dichl
ow-N-
(2-hy
droxy
ethyl
)-Mme
mmide
Stop
I:
Synth
esis
of
2,4-d
ichlo
ru-5-
iodob
enrni
e
acid
methy
l
aster
Sodiu
m
iodat
e (44
g)
rood
10401
0(11.
' g)
were
added
to
9014
sulfw
ie
acid
(330
our),
and
stirr
ed et
room
twipm
ature
thuS
Ileum
.
24-ll
ichlo
roben
mee
mid
(21
0)
eumme
rcial
ly
avail
able
was
added
rod
stirr
ed of
the
same
Lange
r-att
ire
for
24
brims
. Thu
react
ion
solut
ion
was
poure
d
into
am
water
(3
1,),
and
rho
preci
pitat
ed
solid
makai
al
was
colle
cted
by
filtr
ation
. 25
Infit
herfi
lbe
mod
mater
ial
was
washe
d
with
water
, and
Mixt
wider
reduc
ed
press
ure.
2,4-D
ieldo
ro-5-
icalo
beuno
ie
acid
(16.0
0)
was
nbtai
ned
by
reery
stull
iaati
ou
Week.
aml-v
ata)-
7100
resul
ting
2,4xl
ichlo
ro-5-
iodob
oloei
c awl
(2 g)
vas
disso
lved
in a
rtax-
twe
of
dichl
orome
llame
(20
int)
and
mothr
mol
(20
mi.).
Trime
theis
ilyld
iazoi
netha
ne
(bour
ns
mluti
on, 2
NI)
was
added
&unwi
se
mat
We
solut
ion
he=
yello
w. A
small
amoun
t of
aceti
c
acid
was
30
added
, and
Men
ihe
resul
ting
mixtu
re
wits
conce
ntrat
ml
under
reduc
ed
prem.
. The
rmult
ing
resid
ue
was
recry
stall
iend
using
hexan
e to
give
the
title
compo
und
24-cl
ichlo
rw5-i
arleb
amoic
acid
methy
l
ester
as
white
solid
(2
g),  



119
Physi
coche
mical
prope
rties
of
2,4-d
iethu
rtiod
obenm
ie
acid
methy
l
cder
Ly3
uthIS
pesid
ve
mode)
nt-33
3/331
03111
1)
'H-27
0
Mlii.
to
nmso-
ao
chemi
cal
shift
s a:
3.86
(31-1
, 0),
an I
(Ti!,
s),
631
(IN,
Under
nitro
gen
atmos
phere
,
dimet
hylsu
lfoxi
de
(3.8
mL)
was
added
to a
mitre
of
10(1,
1'thi
s(dip
hetph
espli
me)Le
rrthe
nepre
there
palla
dium
(II)
dichl
orome
tbone
adduc
t (41
nth).
birth
inamI
alo)l
ibot
(176
nag),
potas
sium
trate
(185
mg),
sod
221-d
ieblo
m-5-i
ndobe
tie
acid
methy
l
islet
((.21
g)
obtai
ned
in
Step
1
descr
ibed
&mon
The
resul
ting
mixtu
re ts
stirr
ed al
8064
overn
ight
After
canti
ng,
the
mintm
e was
dilut
ed
with
cthqd
actin
(30
mt.),
mad
washe
d
three
times
with
water
(20
mL)
aud
then
with
brine
(IT
md).
mlmix
ture
was
15
pre-d
ried
on,
anhyd
rms
sodir
m,
snit,
and
then
tail
lhe
stein
was
disti
lled
off.
4313e
nsyls
ulfan
yl-ne
ll00e
-4-fl
,1,)]
trias
in.2,
1 ate
(159
nth)
was
added
to
the
insul
ting
resid
ue,
and
dibso
lved
iu
1,24n
nethr
onyet
bane(
6
ml).
Aqueo
us
sorli
tun
bicar
bonat
e
selth
ion
(IN,
6
naL)
:mad
retok
isthi
pheny
lphos
timap
allad
ium
(M
mg)
were
added
in
sum:s
ten_
After
three
cycle
s of
nimog
en
repte
ntrad
usiug
a
vacuu
m
pump,
the
mite
was
dirt
a
85(C
20
fur 4
hours
.
After
coali
ng to
mem
renth
erath
re,
water
(40
mL)
was
added
, and
the
resol
nan
mitre
was
re:Ma
tt
with
ethyl
:tate
(50
Ind).
rhsos
sosh
was
washe
d
with
brthe
(20
mL).
and
pre-d
ried
over
tuthy
drun
sodiu
m
state
and
likam
al
the
solve
nt
was
dista
led
off.
The
tutti
ng
resid
ua
was
purif
ied
by
silic
a gd
enter
al
chrom
atogr
aphy
(tet:
elopi
ng
solve
nt:
hexan
methy
l ram
late
- 9:1
to
4:I)
tosgl
so
255-6
4-moi
nos(1
-hent
hisdf
anyl
[1,1,
5]lri
main
2 yl)
2,4-d
ithle
mbenr
oie
acid
methy
l et
as
whim
solid
(379
euth.
kthys
icahe
mical
Form'
s.,
of
5-(4-
anto-
6-ben
thisu
lfany
l [I
.3,5t
hiazi
n yl)
2,4nt
rette
nst
add
tattr
edm:
30
At:LC
/MS
posit
ive
met
nt-43
3/421
(131:
114-N
13111
1270
Mn?,
is
DAISO
-de)
thani
cal
shift
s
9:1.8
8
(111,
5),
4-40
(2H,
01,
122-2
17
(50,
120
In),
7 89
(III,
boob
7.90
(lH,
boo).
7.93
(9.29
Step
3,
Synth
ent
nr
5-(0-
amino
-15-b
grayl
10I0a
nyb[1
,3,5.
11rie
gity2
-311-
2,4-d
ichl0
10-N-
(2-1,
thyl)
btmen
mide
A
solut
ion
of
tomay
drofn
mn (0
Ind.)
and
metha
nol
(5
ml)
mixed
with
5-(4-
aminn
-6-be
nzyls
elfan
yl
[1.3.
5.1ti
anb,
2 y1)
2,4-d
ichlo
robam
oic
acid
methy
l
esitx
(54
mg)
obtai
ned
in
Smp 2
descr
ibed
above
was
coole
d to
0512
in an
ice
bath.
An
aqueo
us
solut
ion
of
lithi
mn
hydro
xide
(0.2
m154,
1 mL)
mns
added
_ and
the
tenil
ting
Merti
lIC
was
allow
ed to
10
gradu
ally
warm
to
mem,
langt
illin
te.
llic
mixTu
e
wly,
stirr
ed he
10
hours
. and
ten
dilut
ed
with
ethyl
aceta
te
(15
mL).
The
mixtu
re
was
washe
d in
succe
ssion
out
an
aqueo
us
solut
ion
of
10%
citri
c
acid
(10
mt.),
water
(10
m17),
/mil
brine
(5
ml.)
The
solut
ion
nobs
pre-d
ried
eytx
(athy
dmus
m,diu
m
sulfa
te,
and
then
Minde
d.
The
solya
31
wns
disti
lled
oft
The
resul
ting
resid
ue
was
disso
lved
in
dimet
hytfo
rmami
de (7
n,L).
1-11y
drogy
bente
tnant
(928
6),
13
157..
c1hyl
'this
oprop
ylami
ne
(0.53
naL),
2-ami
no-ed
atmol
(280
mg),
and
1-(3-
dimet
hy1am
innpr
opyl)
-3-et
hyl
culin
dinni
de
hydrn
ebInd
de
(0.7
g)
were
added
in
elleC
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6.8
lb),
320-1
35
(211)
.
4.31
OH, -
5.8
HU.
5.34
(211,
5),
724
(211.
4,
5.1
Hi),
7.61
(112
s),
7.83
(211,
boo).
7.83
(1
FT,
.9),
0.49
(211,
4,1
5.3
UM,
054
(IH,
bit,)
" 5.6
Ho).
25
Exam
, 66
3,[4-
Anito
-6-(2
.4-di
ch1or
o-52-
3anom
ethox
yphe5
71)-(
1.3,5
ithaa
aidin
4 yl
propi
ommid
e
145
ode)
inism
47614
78011
-111
)
WHOA)
clicm
ical
shift
s 0-
2 17
,
J6.41
185,
741
(I H,
1) 7
82 (1
56.41
115.
10
Remai
n( 67
3+1-2
2mito
-6-(2
,1-cl
ialcr
e-5-G
yanum
ethox
yphen
yl)01
,3,81
1fia7
711-2
-3170
80211
-17-(
2-7ma
cafil
a
miace
thyl)
-PmPi
clert
hic
mr.
0I m
PSI
(T.CW
S
posit
ive
male)
a12=4
70(47
2(M+1
17)
iHeNf
ilift
(270
MHz,
6,
DIN00
-40
chemi
cal
Mills
ei
2.12
(611,
1),J
64
114,
2.73
1214,
m -
64184
,3.11
(214,
MOH(
q), 0
63, 6
I
Hz),
3.27
(2E1,
0 -
6.9
Hz).
5.15
(201.
740
(1H,
s),
7.81
6211,
ImM,
7-82
(117.
7.83
OH,
brc-a
- 6
814- 



1Lxam
ole
68
314-A
nnno-
6-(2
4-thc
bloir
mficy
anome
thaxy
chcay
1)11,
3,51I
Ifpho
h
n-4-0
1-211
fifis
propi
onami
de
(0,
ci
Fri-)
146
HI-N2
.112
(2701
4122,
in
13249
0610
thesi
s:II
shift
s 6:
2.31
(2E,
6 1-
631E)
, 235
(4H,
Li -
4.5
HA
233
(211.
Li -
6.9
Hz),
3,17
(2H,
dt
(6129
q),
1-
1,4,6
.4
H21,3
.27
(211,
.1 63
IIH,
3.55
(414,
1, I=
4.6
Hs),
5.35
(EL
5),
7.60
(1H,
0.7.8
1
(213,
613),
732
(1H,
s),
735
(III,
bE
ea_ 6
Hz).
Examp
le 69
3-113
1-Asi
nn-6(
24oro
-5-cy
amtne
t116E
1)61
51tr-
2->y1
,1zol
e-2-Y
I
-pmpl
onati
ttdo
1 10
Ell
(LC/M
S
po&it
ive
mode)
mk-48
22484
11V1
Te)
FET-N
WIR
(270
111E,
is
DEISO
,d()
theso
ical
shift
s 6:
2.93
(2E1,
1 6.6
114
337
OR t,
J 6.6
1E3,5
.34
(2H,
'1,7-
20
(112
4,3
331E3
736
(LH,
4,1-
35
TE),
7.60
(1H,
23,
7.82
(111,
384
(211,
brs),
12.17
(III,
trE.
15
2-54-
Ansii
le-6-
(2,14
41shE
r23-I
fethy
l-
3631(
unide
ES1
(LOTA
S
posit
ive
mode)
tu/2-
1199/
401(M
4E+)
2011-
1-NIV
IR
73615
';,
in
13549
041s)
(hero
ical
44112
0:2-5
9
(3E,
4, -
4.6
1E),
332
(2115
35
(211,
s),
739
(111.
s),
733
(III,
5),
737(2
51,
bE),
738
(111,
135.s
a 4
Mn).
Examp
lc 71



445,.
clitu
tt,-1
1-tsi
rbenz
oidet
sochr
ornal
6 31)
662
InstE
EITEI
VIss4
93112
1)-11
3,51-
21 23
amino
147
Step
1:
Synth
esis
of
Aritr
e-Abr
onorl
Aftap
litha
lie
anhyd
ride
4-Bro
tro-1
,8-is
a1shi
thaTi
e
anhyd
ride
(5041
g,
180
menol
) was
disso
lved
in
sugle
ic
acid
0
(150
min.
The
rcacf
ton
vesse
l was
coole
d in
EM
fte
bath,
and
mixed
solut
ion
of
fumin
g
nitri
c
acid
(2030
ml,
(I12
mmol)
and
sullb
rio
acid
(3411
cod,
684
fleet
) was
added
dropw
ise
while
to
inter
nal
lunpu
ralut
c
eras
kept
below
4"C.
Then,
the
react
ion
solut
ion
was
stirr
ed
the 2
hours
wHo
keepi
ng
the
le010
sood
tempe
ratur
e
below
At.
Ice
water
-1511
0 min
was
slowl
y
added
in Mc
React
ion
solut
ion,
and
stirr
ed at
room
tempe
ratur
e for
30
mini
aka,
Water
(500
mL)
was
added
, 10
and
the
resal
ting
preci
pitat
e was
filte
ret
lfte
prodp
itate
was
saspe
nded
In
aciet
onini
le
(500
min.
The
suspe
nsion
was
stirr
ed at
room
lonpe
ratur
e for
4
hoots
, and
fdter
ed.
After
washi
ng
with
aecte
nilri
lo,
the
nftal
ting
preci
pitat
e was
again
smspe
nded
in
azetr
eatri
le
(200
md).
The
same
treat
ment
was
throt
tled,
and
the
preci
pitat
e was
dried
tank,
reduc
ed
prcos
are
to
rive
the
fide
compo
nnd
vs
pale
yello
w
solid
54255
ThAft
.
15tH-
N/911
1
(300
04114
in
1)M80
-ds)
chemi
cal
shift
s 0:
8.19
OH.
dft
10
8.8,
7.2
Hz),
8.74
(114,
0148
He),
8.819
((14
d, 1
7.2
He),
8.92
(IH,
a).
Stop
2,
5,Nit
or0-h
oimu-
1143H
-berf
torde
ftsec
h000t
ene
20T,l
ssd,y
dsolt
cees
(500
mIn
iofts
added
to
3-nit
reArb
ftmo-
1,8-n
aph1a
il0c
anhyd
ride
(3030
g-903
mnanl
)sods
tirre
d
thoro
ughly
to
prepa
re v
suspe
nsion
,
Tritt
nooft
mnre
ether
enmri
c.
(35.4
ml,
279
mmol)
and
labiu
m
boreh
ydrid
e
(4.05
A 180
mmol)
'owe
added
firth
s
suspe
nsion
at
room
tempe
ratur
e.
The
ftsul
ting
react
ion
Illi7
Chlre
WM
stirr
ed.
at 40
to
OCT:
for 2
boars
. The
mixtu
re
wee
allow
ed to
retor
t to
EOM,
tempe
ratur
e,
and
rhea
water
was
added
and
extra
cted
25
twits
with
ethyl
aceta
te.
The
orgiu
de
layer
was
wfthe
d
with
brine
,
dried
OVaan
hydro
us
sodiu
m
sulfi
te,
arid
thou
conce
ntrat
ed
linde
n
reduo
rd
press
ure.
1 he
crude
produ
ct
teas
suspe
nded
in v
mixed
solve
nt of
fthex
ane
and
cftyl
actla
te
(AI).
The
mixtu
re
win
stirr
ed at
room
tempe
ralmr
e for
4
hours
, and
filte
red.
Ails,
washi
ng
with
nthex
aered
ftl
scera
te
(5:11
,
file
Milfi
llre
was
dried
under
reduo
rd
press
ure
to
give
the
title
compo
und
as
pale
yello
w
solid
148
(2).0
.8"
81%1
11-1-
34UAR
(3(0
Maly,
in
DM90-
do)
ehuss
ical
saMs
5.05
(2115
5,5.0
!
2147.
5 7.0
He),
7.01-
7.10(
214,
m),
8.24(
111,
d, 1m
8-3
He),
5Step
5-112
tro-6
-cyan
o-114
,311
benzo
[duli
soclm
onene
3-N
itso-
6-hro
mo-1H
,3H-h
enzu[
dej
rsoch
romai
e
(234
712
nunol
) was
dimul
vod
in
Mr1Hd
re415
Dhif
(900
m1).
111,1
1
mfiel
ser
11)
cyani
de
(10.5
g,
117
mural
) wed
added
to
the
mixtu
re nt
room
tempe
rahnc
. The
mixtu
re
en0
lined
at
the
inter
nal
haupa
ratur
c of
140"(
1 for



10 3
boors
, and
then
cimle
d lo
70"C.
'the
resul
ting
insol
uble
mater
ial
',us
separ
at.1
by
filtr
ation
. The
filtr
ate
NIB
poure
d
into
water
(1500
nil.)
, and
slime
d at
room
tempe
ratur
e for
2
hers.
Thc
seasi
liag
prcei
phate
was
colle
cted
by
filtr
ation
,
washe
d
with
acero
nitri
le.
and
air
dried
. The
lSilo
ermmo
und
was
obtai
ned.
yello
w
solid
(15.9
8, 85
%).
(mm
84.H2
, in
Chain
s)
chemi
cal
shill
s H
513
(211,
0),5.
56
(2H.
s),
733
(M,
d,2"
15TIT
),
7.84
(1H,
tad,
a -
8.3,
7.4
117),
8.13
(I
IT,
5),
8.42
(111,
d, .)
8.38k
).
Stop
4,
5-Ami
no-6-
eyano
-1113
11
benfi
nldol
isocI
mmame
111
51114
0-6-c
yaran
-IH,3
111be
aen[d
e]isn
chrom
me
(14.3
4,59.
5
tomca
t)
was
diasn
lved
in
digly
me
(297
ml).
The
react
ion
vesse
l was
coole
d in
an
ice
bath,
redo
mixed
solut
ion
or is
(1)
chlor
ide
(45.1
0,238
camel
) and
conce
ntrat
ed
hydro
chlor
ic
acid
(1)9
ml.)
was
added
slowl
y
while
the
inHen
d
tempe
ratur
e wx
kg.
below
5241.
The
react
ion
soluf
inn
Wag
stirr
od at
8C
fur 2
hours
, snd
then
added
to a
Mi3Ch
Ilt
of
50%
aqueo
us
sodiu
m
bydmx
idc
solut
irm
(476
mL)
mad
icc
(1411
0
nth)
while
stirr
ing
vigor
ously
. The
preci
pital
c was
mllee
kfil
by
filtr
ation
, and
then
25
dimul
ved
it
ethyl
aceta
te.
llre
solut
ion
wes
washe
d
with
Hine,
dried
sulfu
le,
and
conce
ntrat
ed
undry
reduc
ed
press
ure.
The
%mill
ing
crude
produ
ct
was
pluif
ied
by
silic
a gel
colum
n
elfin
finlo
grePh
y
using
ethyl
Emeta
te,
mad
skied
under
reduc
ed
Prem.
.-
The
data
compo
und
Isms
obtai
ned
as
pale
yellm
v
solid
(n.7
g,
53%).
(3)1)
Mt,
in
CDC11
clam:
deal
shift
s
0:4.7
5
(20,
bre).
4.93
(211,
s),
4.99
on,
s),
6.60
30(IR
s),
7.02
OH,
1,
l"7,2
114,
7-50
(M.
dd-8,
4,
741%)
,
7.79
011s
1, 41
1.4
He).
Ships
:
5-Chl
oro-6
-eetr
aw1H,
3H
bonen
[dc]i
eNhre
mene
ml,
208
mmol)
was
added
to a
suspe
nsion
of
coppe
r OH
cblre
ide 5
(22,1
g,
167
mom y
rous
aceto
nitri
le
(SO)
mi.)
at
Nom
WI
9,(dt
harG
and.,
ntheg
cn.
atmos
phere
.
21,a
resul
ting
dark
green
suspe
nsion
was
hcatu
dlo
the
inkrn
al
lunpe
nitur
e of
85C.,
and a
solut
ion
of
5-tun
iuenw
itaao
-III,
MI
benne
idali
sochr
enamo
(29.2
g.,
133
rnmul
) in
anhyd
rous
atalo
nitil
e
(1000
mit
ono
aided
thud.
Ilto
react
ion
solut
ion
sass
stirr
ed at
85C
for
30
Nitwi
ts,
and
then
allow
ed to
retur
n to
mum
tempe
ratur
e.
lie
react
ion
solut
ion
was
10
dinne
d
will
methy
lene
chlor
ide.
The
mbitu
re
vies
washe
d is
succe
ssion
with
1N
aqueo
us
hydro
chlor
ic
add
'rond
os
and
brine
,
dried
over
anhyd
rous
maser
sium
sulfa
te,
and
conce
ntrat
ed
under
reduc
ed
prias
ure.
file
resul
ting
wade
produ
ct
was
punli
tid
by
silic
a gel
colum
n
olunr
ontog
raphy
risin
g
methy
lene
chlor
ide,
mid
dn.]
=der
rednc
ed
press
ure.
Thril
l!,
compo
und
was
obtai
ned
as
yello
w
solid
malt-
dal
(27.7
g,
87%).
15111
-NAIR
(300
MHz,
in
Claeb
)
chemi
cal
shift
fa
5.05
(211,
s),
5.07
(2H,
s),
7.27(
11!,
s),
7.32
(lit,
d, 1=
7.2
Ho),
7.60
(IH,
dd,.1
-
8.7,
72
fa),
2.07
OR
0,1
0.7
He).
loop
6:
5-Cli
doru-
8-eya
ro-11
L311
benen
[de]i
soehr
omene
-6-ca
rboxy
amidi
ue
20A
n,irt
innnf
2Pdai
mtolu
ene
(24(3
ml,
4.10
annul
) was
added
lo a
suspe
rnion
nfrnn
ennni
trnn
ehlor
g,
4.80
mmol)
in
(airt
ime
(1200
1n1)
while
the
inter
nal
Lempi
entar
c was
kept
52CI
by
cooli
ng
aitti
iee.
Tho
relat
ion
was
stirr
ed nt
the
inter
nal
tempt
s-aun
t of
St
for
30
minut
es
and
then
allow
ed to
tenet
!,
room
tempe
rator
e,
and
5whlo
ro-6-
eyano
-IT1,
311
bento
[deji
sochm
uittu
e
(28.8
8,
125
otmen
nas
added
there
in
The
25
react
ion
solut
ion
was
stirr
ed
while
heati
ug
'unde
r
reflu
x 00
30
tours
, and
then
tende
d to
room
tempe
ratur
e. A
satun
ited
alarm
s
potas
sium
sodiu
m
Nitra
te
solut
ion
and
an
aTIC0
11i
sodiu
m
hydro
xide
solut
ion
WCTC
added
to
the
react
ion
soliN
on,
and
then
ono-a
cted
twice
with
ethyl
aceta
te.
libe
organ
i,
layer
was
washe
d
with
brine
,
dried
OWT
anhyd
rous
masmc
sium
sulfa
te.
and
ecmcn
ibaLe
d
Under
reduc
ed
press
ure.
TIN:c
ompoi
md
was
obtai
ned
as
(Nem
150 



solid
(31
.3 g,
quant
itati
ve).
114-1
47,ER
(300
5.411
mer
DMSO-
do)
clima
tal]
shit)
8 5
01 (4
4,7
-7.4
H.),
7 16
(151,
4. 7
57
(114,
d4.0
1.7,7
.4
H.),
7.71
03-0.
90(31
1.
boo).
7 -8
Step
7,
4M5-C
lilor
o-the
yano-
111,3
11bet
rotht
hisot
hroth
en-69
)1vl
hithi
n-Myk
mine
Dimet
hyl
[yam(
15.6
1,
107
mmol)
and
Misnp
mpyle
thyla
mine
(33.8
.4,19
4
mmol)
were
adto
a
solut
ion
of
etehl
othfi
thann
-IH,3
H 10
ben.n
[dlis
oclum
menc-
6-
carbo
xymni
dine
(77.4
g.
96-9
mthot
) Se
ethim
el
(740
mild
H..,
tempe
ratur
e.
Thc
rthul
ting
react
ion
mixtu
re.
was
stint
while
heati
ng
coder
reflu
x for
5
hours
. The
max'
lute
was
coole
d to
4C.
in an
tee
bath
Altar
7
hours
, the
preci
pitat
ed
ery.t
als
were
colle
cted
by
filtr
ation
.
After
washi
ng
with
cold
thinn
ed,
the
cryst
als
mere
dried
under
reduc
ed
press
ure.
The
title
erenp
ound
was
obtsi
ned
as
light
thrum
solid
(319
0, 96
4)).
15
EST
HEATS
posid
ve
mode)
m(z-3
45/74
7(151
11)
111-N
NAK.
(7051
0414w
in
DM00-
4)
taile
d
slats
5:
149
OK
0).
154
(771,
e).
5-05
(711,
e),
7.34
(111,
(1,1
--0.9
7.45(
111.
4,7m
8.4
He),
7.44
(111,
s),
7.03(
1 FL
dd,
3m
5.4,
0.9
H.),
7.79
(2H,
boo).
Steps
:
4-(5-
Chlot
h-9-e
y
aro-
I
H,3H
bouth
ldeth
oehro
metth
mthey
methy
lsull
inyli
l 3 M
trath
-2thl
amme
thgeh
lortm
erhen
.nie
athd
(7.10
0,
51.9
mmol)
was
added
Lo
mluti
on of
4-(Se
ehlom
-6-th
ano-l
H,3H
bmmoi
delis
ochnu
menth
ey1)-
6-met
hylsu
lfamy
d[1,3
,51
25
ttia.
in-My
lamin
o
(10.0
0..
59.0
mmol)
Sc
tnerh
yleue
dilue
nt
(0M
mr)th
tom.
Imatl
thalm
e.
Afire
the
reath
ion
solut
ion
was
slime
d al
room
tenme
thurc
for
15
hours
, the
preci
pitat
e was
colle
cted
by
filtr
ation
. The
resul
tigg
preci
pitat
e wth
surpt
hled
in
methy
lene
chlor
ide,
osed
151
stirr
ed or
room
Imnpu
ratur
e for
hours
. Tbe
insol
uble
mater
ial
was
colle
cted
by
Manli
er,
washe
d
with
methy
lene
chlor
ide,
And
dried
=dm-
mdsee
d
press
ure.
The
fele
compo
und
was
obtai
ned
as
light
brow
solid
(034
g.
79%).
ES1m/
23361
/363(
MeH7)
5IH-H
mH
Hal
mlk,
is
DMSO-
do)
chaui
eci
shill
s
H(113
o)
5-05
(2/1,
5.06
(771.
7.32-
7.40
I
IT,7.
49-35
0
(311,
m),
8.39
(CH,
buss)
. 953
(Ina
ba7).
Strop
S:
4-(5-
Chl00
0-0-e
yano-
l1120
0bemu
ldeds
ochro
meu-0
-yl)-
6-met
ha
Indfm
a
trias
ine-2
-Hate
l 



59
9-(5-
cblom
ebeyt
mos10
0,300
1scas
sol-d
ell00
0
trlar
in-2-
ylami
ue
(4.00
g.
11.1
nerra
) in
N.mom
Itasc
a/due
.
Afire
the
mixtu
re me
stirr
ed at
mom
Itrup
erstu
re
ford
hosrr
, ceo
2%
etoos
otes
sache
m
hydro
xide
15sol
ution
(100
Ind)
was
added
there
to.
Meddl
e
react
ion
rorle
oioet
(DOM
tempe
ntiff
e foe
50
minut
es,
the
plf
was
adjus
ted
to 5
to 6
with
IN
hydra
e o
(700
nil.)
was
furth
er
addax
! to
the
solst
ice,
and
the
preci
pitat
e me
colle
cted
by
filtr
ation
. Hc
preci
pitat
e was
washe
d as
succe
ssion
with
wader
and
dieth
yl
ether
, and
then
dried
LEW
itT
rod
ueed
press
ure.
Ilse
title
compo
und
was
oblaf
ixcl
es
brown
solid
(5.25
g,
871%)
. ESI
(posi
tive
mode)
me53.
131(M
+H7);
553/5
55(t4
INa')
pooNu
iz,
ho
'Also
-do
chani
c.1
shin,
at
5,09
(21t
5.00
(2%.
S).
73
5.011
4
7.50
(1H,
5),
7.55-
7.04
(2119
ma,
0.11
(1H,
Ms),
825
(1H,
has),
13713
(I
IT,
15)
Name'
delis
ochro
men
6-y1)
8
methy
lculf
inyl
11,3,
51 Ma
TS
n-2-y
lamin
e0.13
9
roma
in
NaNsd
imeth
ylfor
mamid
e (25
mL)
aL
room
tempe
ratur
e
ender
argon
ahnos
phmt.
ate
react
ion
solut
ion
was
stirr
ed at
85.(l
for
12
hours
, and
then
allow
ed to
rclum
to
room
tampi
rsuir
e.
The
react
ion
solut
ion
was
dilut
ed
with
ethyl
aceta
te.
and
Men
watch
ems
added
. The
orgaa
ie
layer
5 was
separ
ated,
washe
d
mill
biriu
e,
dried
over
anhyd
nius
magne
sium
sulfa
te,
hod
conce
ntrat
ed
undm
rchus
iod
preas
ue.
The
resel
ling
crude
predu
cl
was
paci8
ed1w
silic
a gel
whom
chimm
aiegs
amhy
asam
methy
l ece
ellor
iducl
hyl
aceta
te
(nlis
siag
mile
= 71
61
4:1)
and
dilcd
trade
r
redac
ed
press
ure
to
give
tlic
tide
cumpm
ed
(74
sag,
56(.4
).
ES)
(posi
tive
mode)
s4h=4
37/43
9(24-
1(17)
10all
-NNIR
(5(0
11117
, in
C1703
)
chemi
cal
shill
s
5:7.8
7s),
5.02
(2H.
0.
5.04
(2-H,
0,5.4
8
(2H.
bad),
6.94
(118,
4,1
8.3
114
9,97
(1H,
di,.1
-
7.7,
1.3
114
7.19
OH,
dd..
1
=HM-
7.20
(111,
0,
7.741
-7.48
MIL
m),
7.59
91H,
dd,
5-7.7
, 1.7
UM.
Ihe
compo
unds
descr
ibed
below
in
Examp
les
72 tn
145
wens
synLh
erMed
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244-A
mino-
6-(5-
chlor
o-111
13H-h
ermo[
del00
01hro
m5ts6
31)-1
1,3,5
,1his
cia-2
-53m1
13911
1-e0T
55'55
I  zo
law
mode)
m.H-3
75(37
7(01-
FH4)
(300
Mit,
in
DMSO-
d4
chemi
cal
shill
s):
3.14
(211,
4,1=
53
HO.
3.62
(211,
- 0R,
5.5
Hz),
4.91
(III,
47=
15
Hz),
5.04
(217
s),
5.05
02H,
sh
7.34
(III,
dor h
73
Hz),
740
OH,
E,I
8.0
11z),
7.44
OH.
s), 7
52
(1H,
MI, =
RR,
7.8
Hs),
7.78
(171,
314).
174
Mrara
ple
133
1.2
[4
Ammo
645-c
hlors
510,3
11-be
tachl
ehsoc
hmmcn
-6-0)
-0,3,
5hris
ma-2-
08thf
anyla
ethyl
carba
nac
01(1
0108-
5(541
eau
N-r'N
5 ES/
(rosi
tivc
mode)
5110
-474/
476(0
4111'
)
0I-Na
rit
(300
8.414
, in
DMS05
14
chemi
cal
shift
s rc
1.36
(9H,
4,
3.11
(20,
t,
'0.11
1?),
3.24
(2H,
dt, -
8.0,
6.1
04,
5.04
(20,
sa
5.05
(211,
4,
6.95
(01,
hod),
734
(1H,
4,1
72
114,
7.42
(111,
4,7.9
Its).
7.44
(1H,
4,7-5
2
((11,
44,2
-
72,7_
S
Hz).
7.78
(201,
brd).
10
Exale
134
445-C
hlore
sM0H-
bassu
4deli
101b0
001en
-6-51
)-603
-1161
e6151
1m100
511e1
ylsul
fanyl
1,
[1,3,
5]tri
wein-
2-yli
um1He



I S
F.S1
(posi
tive
mode)
rth-4
50/45
20401
0
111-1
4/WIR
(300
MHz,
in
ONISO
-da
chemi
cal
shill
s rc
2.85
(618,
0
6.71
(III,
&I,24
Hs),
6.05
(HM
4,1 -
SO
Ilia)
,
6.94
OH, 4
7.18
4181,
8,1
8.0
Hz),
7.33
0 H
th 1-
6.8
04,
7.42-
7.58
(30,
51).
7.78
(20
h(5).
20
hYssl
e 115
344-A
m
innst
0(5-o
hloro
-111,
311-b
erro
hIlis
ochro
mca-6
01)41
,3,51
trtac
indfa
nylf-
Shy
-pmpi
onic
acid
methy
l
ester
o Es!
(Posi
ti v
e
mode)
m17,4
31 /
3701v
1-11
)
175
314.1
934.1
3
(3401
5115;
. in
DM00-
413)
chemi
cal
shill
s 8:
1I,
4,0=
7.4
H7).
248
Olt
m).
3.26
(211,
d, 3
('.9
Hz),
340(3
!!,
4,
5.04
(214
s),
5.05
(IR
4,
7.34
(1H,
d, -
6.8
114,
7.91
(113,
4,
7.514
4
7.45
(Ill-
(3,7-
52
(IH,
dl. J
7.5,
6.0
H8),
7.01
(214,
484).
5
Examm
lo
13.6
(4)-2
-Acel
yIami
no-33
14-am
i05-6
-(5-e
blorn
-IH,3
11-be
a96[4
e]is0
1h
ylsul
falyl
l-pmp
icmic
acid
methy
l
.94.
NN0
034
1:01
(posi
tive
mock)
974(1
41514
),
496/4
30(51
IN;')
10(H3
NNIR
(390
MHz,
in
12144
044
chemi
cal
shift
s 5:
1.83
(3H,
4,
3.27
(111,
tu),
3.50
(3H,
.3).
340
(114
m),
9.58
(111,
(79,
5.04
(2H,
4,
5.05
(214
sh
7.39
(111,
4,14
0.414
;).
7.43
(101,
1, .1
0.5
014
7.45
(113,
4,
7.52
(1H,
44,1=
8.5,
6.4
Hz),
7.80
(173,
13443
744
(143
44),
8.44
(144
4- -
7.7
(14.
15
174(W
;122
4(4
Ammot
henyl
solfa
ny1).
63(5-
ohlot
o-111
,3H-1
30344
91ill
soc3y
()-11
,3,54
1.074
4(3-
ylamm
e ci 



1:
EST
(posi
tive.
muck)
9413-
422(1
441-6
),
444/9
46(34
+54()
20ill
-NAIR
(300
MHz,
inDMS
O-clo
)
chemi
cal
shirk
6:5.0
4
(913,
0,
5.97
(3fr,
0,
6.56
(214
ct,
0.414
;),
7.22
(211,
4,0=
0.4
Hz),
7.34
(11T,
141
'7,0
114.
7.40-
7.43
(231,
34,
7.51-
7.56
(111,
93),
7.09
(1H,
475,
7,70
04144
Enuml
e 135
254-(
5-041
.44-1
1-1,3
H-1,9
43144
14411
romen
-6-3(
1)-64
3-501
o5505
p5115
1)-(1
33,5
ykani
ce
C77-7
LSI
(posi
tive
mock)
mir-4
11719
09(4.
4114)
'1414
4411.
(300
MHz,
in
13M10
,1)
choo,
irrd
shill
s 4
111
(2141
7
1=0.4
, 7 0
Hz),
3.11
(2H,
41
= 7.0
114
3170
(212
6 I=
0.4
H7),
5.04
(211,
17
5.05
(2H,
4,
7.34
(111,
4.1 =
0.118
),
7.41
(1 EL
54,1'
- 0.4
114),
7.44
(311.
1),
7.52
OH,
rid,
I-
8.4,
6.1
ELI
7.80
(211.
lord)
. 10
FIT
(posi
tive
mode)
nil2-
52990
1411+
7
55115
5707/
(417'
)
114N1
7114
(30(1
7111z
, 64
DM804
4)
chens
741
shift
s
2.64
(OH.
r),
5.03
(411.
4,
7.18(
21!.
I, =
0.7
114,
733
(111,
441=
64
Ho),
7.41
OIL
4.
7.42
(111,
4,) =
7.8
FT7),
7.49-
7,55
(3H,
or),
7.70
(III,
boo),
7.80
(1
FT,
brs).
1411
OH-
51.
Ihrar
nple
140
N471-
1.4,A
mino4
,(5,c
hIoro
41-1,
31-1.
47-nz
oklef
isonr
ynrmc
n.1.1
4)-11
,3,51
tria7
742,
91411
thnyl
inclh
yl4ph
eny1)
neer-
771de
o_3
20
1101
(posr
hve
mock.
) mle
478(7
41-H*
),
500(5
02(41
1Na
1H-N1
14Etn
m810-
d6)
eiter
aleal
Shili
B 102
(31L
5).
428
(2H5
05 (
7.347
40
(4H,
m), 7
447.5
5
(414
or),
7 86
(211,
boo),
9,90
(111,



177
HumpI
c.
141
46545
11143
4-112
511-
11,3,
51014
713-2
-Hami
n [
lisoc
hrome
n-6
406.P
30
5 PST
(posi
tive
mods)
m/5-4
16/41
8(443
H4
114-N
M11
(300
1411-
16.
i.e
DM006
2)
chemi
cal
31443
65
LSO
(212
11,72
66,4
H4
2_10
(OH,
3),
237
(2H,
) .1
2 6.4
11H,
3.04
(212
6 I=
73144
,
5.04
(254,
3).
205
(21-2
3),
7.34
OIL
5,
5=328
OH,0.
1 HH,
7.44
(111,
43
7.52
OH.
442
-64
EH,
2-75
PH
HH).
10
Thsam
ple
142
4-(4-
Ammos
ultha
yeatu
itio
pheny
kulfa
n4
665
(Nora
111,3
H-1-2
6.214
1.64s
ochro
men-6
-331)
413,
5]tna
rn-2-
43nss
ue r8
ES!
(4243
tive
mode)
14/7=
49915
01(M)
15
42-14
-542
(300
MHz,
in
0MS06
44
chtmi
cal
skier
s 53
403
(4H,
s),
7.14
(211,
4,1 -
8.411
4
7.11
(2H,
4,
7.34
(111,
el,
14
7.1
144,
7.47-
730
(5H,
m),
7.76
(214
b.),
0.01
OK
5).
1222m
ple
142
N22-1
4-Arn
ino56
-(52.
61oro
-1123
1H-bc
nza(d
e(iso
chrom
en-64
1)45.
3.541
-inei
n-2-
20yls
ulfan
ylmel
hylf-
phen1
s11-a
cetam
idc
3..d2
HI),
o Ell
(posi
tive
modom
/z417
8(M4-
11!),
504/2
02(14
+114
114-N
13413
6300
M117,
03
14131
5062)
chemi
cal
shift
,):
1.61
(3H,
4,4.3
5
(212
4,
5.06
(OH,
5),
7.10
OH,
rld,
-7_7,
7.2
1.164
7.24
(1H,
cid,
7-
47,
7.211
4,
7.33-
7.39
(316
/42
249-7
.54
(152



rd,
785
Uo,lo
,o,sb
e 144
N-13-
14-Am
ino-6
-(5-6
111or
n-ITT
5413-
ben57
[Elef
rocli
nnm 5
ylnul
faryI
methy
l]Dhe
nyll-
aceta
mide
f`p
Eli
(posi
tivc
mode)
mHD47
:1054
3HD.
500/5
02(M+
1111
514N4
172
(500
AT
-17,
in
DM504
4)
chemi
cal
shill
s 6,
2.05
(30,
s),
4-52
(2.05
7.07(
1!].
n1,7
- 7.6
113),
7.20
(10,
4
2=7.6
HD,
7.33-
7.53
(50,
16),
7.63
107.8
6(18]
. s),
9.90
WI,
D.
Examn
I,,
145
4-(5-
Cll88
r8-IH
,3H-b
oaz4d
cfi88
8
2-yha
tine
N1-12
O- G1
6143N
1.51-
7
6364,
1)-6I
)
11,3,
531Da
nin
Dock)
Ith
467,4
69(61
4170
70
MHz,
in
HM60-
314
clemi
nal
31451
0:
5.67
DAD,
334
(711,
0,5.0
2
(417,
D. ,
I =
8,8,1
,98k)
,
6.99
(1H,
cl, I
= 8.8
HD,
7.16
(11-1
, EL
I
=2.9
Ho).
7.33
([H,
cl,
S=
6,9
HD,
738
(117
d" I=
8.311
?),
7.41
OH,
D,
7.52
(1H,
14, I
=
8.5.
6.9
1475,
7.75
(2H,
hrs).
20
98266
136
4,(7-
Chlor
D)soc
hromm
-6-80
-6-me
th9ls
olfon
yl-11
,1,53
DarIn
179
Step
1
Dimet
hyl
2-42-
cabox
y-5,t
hopho
lYMth
aktmt
h
coacc
onnth
i,
otel,
2-Chl
oro-5
-nitr
obeni
c
acid
(75
ma
372
tntoo
l)
was
disso
lved
in
dexra
ted
(Timo
thy]
mat
orate
(90
m14).
Coppe
r (1)
bromi
de.
(0.54
2,3.7
mine!
) mad
sodiu
m
noeth
nxide
(4.83
5,
09.4
5
rnmol
) mom
added
to
the
nolud
on.
Ore
mixot
he
was
stirr
ed ot
room
tempe
ratur
e for
15
minat
es, 



and
then
elirr
ed at
70 to
75233
.
ovadi
ght.
After
the
react
ion
solut
ion
was:1
110mA
to
whim
to
room
tempe
ratur
e,
water
was
added
there
to
and
extra
cted
mini
ethyl
aceta
te.
The
organ
ic
layer
was
washe
d
mith
brine
,
dried
over
anhyd
rous
magne
sium
sulfa
te,
mil
conce
ntrat
ed
under
reduc
ed
prcos
ure
Is
give
the
title
compo
und
(7.0
g.
685/,
).
101H-
NMIt
(300
NIFTH
in
MDC13
)
chemi
cal
shill
s 0,
1.79
(01,0
,1.31
(3H,
0,
5.73
0 10,
0. XI
(IN,
40.20
(11L
0,1
0.5
He),
8.30
(III,
0,15
6.5
HO.
Step
20
2-Car
hoxym
ethyl
Ansit
roben
zoic
arid
02NCO
2.1.1
OH
15A
solut
ion
of
sodiu
m
hydro
xido
(5.0
2,(25
rnmol
)
matte
r (60
0123
mos
added
to a
solut
ion
of
dimet
hyl
202-c
arbox
y-5-n
itrop
henyl
)malo
nate
(7.0
02
21.0
mmol)
in
metha
nol
(6)re
am.
thape
rmne.
After
the
react
ion
solut
ion
was
stirr
ed at
mom
twith
erant
re
for 3
hours
,
metha
nol
was
disti
lledo
ff.
The
remit
ting
resid
ue
was
acidi
fied
edam
IN
hydro
chlor
ic
acid
(II
mL).
The
susth
nsion
was
extra
cted
with
ethyl
aceta
te.
The
wthin
ic
layer
was
washe
d
raids
Wine,
dincd
avid
anhyd
rous
tnaoe
sium
sulfa
te,
and
conei
ndrat
ed
ander
redth
ed
press
ure
to
give
a
crude
prod.
et.
Alter
the
crude
pthdu
ct
was
stirr
thl 0
ethyl
aceta
te
(20
ml.)
55 70
to
8020
owani
ght,
the
tempe
ratur
e was
allow
ed 0
retur
n to
room
tempo
:dare
. The
preci
pitat
e mos
colle
cted
by
filtr
ation
, and
dried
undo
rolue
ed
press
ure
to
give
d0
tide
compo
und
043 0
22%4
25111
.1Xma
(300
MTH,
in
cpc,
I
meth.
.]
cy)
ithen
nical
shift
s 0,
4.12
(21-1
, 5).
8.15
(III,
5),
8.20
(711,
to).
Step
31
Methy
l
2-met
boxyc
arbon
yline
thyd0
ritro
betho
nte
caxme
OMe
100
(3,00
gt,
13.68
ramol
) in
metha
nol
(30
mL).
The
react
ion
ttlt,
41
was
stirr
ed
overn
ight
while
hunti
ng
imam
rollu
x
Adler
the
solut
rim
was
coole
d to
mon,
tempe
ratur
e,
water
was
added
there
to
and
noodl
ed
with
ethyl
aceta
te.
'The
organ
ic
layer
was
stash
ed
with
Satur
ated
%nem,
sodiu
m
bicar
bonat
e,
and
then
with
brine
. The
orwmi
tilme
r was
dried
over
anhyd
rous
5
magne
sium
sulfa
te,
and
cone-
minte
d
inter
rcduc
od
press
ure.
Die
tit%
compo
und
was o
Mined
as
color
less
oily
makoi
al
0.74
0,3(9
1.).
tommI
L
(300
bills
, in
COOL)
Mende
d
shift
s 0,
3.72
(311
MR
8.93
MO,
03,
4- t2
(7H,
%.
0.14-
8.23
(3H,
ru).
10
Step
4:
Methy
l
2-ine
lmoye
arbon
ylmet
hyl-4
-Immo
HsuCO
, Me
Methy
l
2-met
hoxyc
arbon
ylmet
hyl-4
-nitr
otetm
oate
(1.74
g,
6,87
alma%
was
disso
lved
in
amino
!
solve
nt
dieth
yl
%mesh
and
metha
nol
under
nitro
gen
atmos
phere
, and
then
10%
palla
dium
carbo
n (30
why%)
nas
added
there
to.
Med
ropla
cing
Oling
er gm
with
hydro
gen
gas,
the 



15
react
ion
solut
ion
wm s
tuned
at
DOOM
tempm
ature
ovemi
ght.
The
Palla
rilmn
catal
yst
mms
remov
ed by
Colli
e
tiltr
ation
,
follo
wol
by
washi
ng
with
ethyl
accta
m The
filtr
ate
and
waShi
ng
solut
ion
vvere
combi
ned
toget
her,
and
osuce
ntrat
ed
amdcr
reduc
ed
press
ure
to
give
the
title
compo
und
(1g,
84%).
LILIM
E.
(100
MIX_
in
0DC/3
)
clata
nicat
Miles
8:
3.70
(311,
5),
3.80
(311,
5),
3.92
(214,
sit,
4.04
20(MI
L
bed),
0 46
OIL
4,1 -
2.411
33.
0.36(
1%
dd, -
8.5.
2 4
Hu),
7.8S
(11%
d, J
8.5
Step
5
%loth
%
2-met
lioxy
carli
onylm
elhol
-4-an
uno-5
-chlo
ruhun
mate
FY,CO
,Ma
OMe
minsi
dc
(1.0
g.
7.3
mmoli
was
added
to a
solut
ion
of
inuth
yl
252-m
ethox
ycarb
onyhm
10yl-
4-amn
otien
zoalc
(1,5
g,
0.0
nunol
) in
acelo
nitri
le
(1)
mL).
The
tnixt
ure
was
stirr
ed
while
heati
ng
under
roam
fort
hour
Mem
Mu
react
ion
solut
ion
was
coole
d to
morn
tempe
ratur
e,
water
was
added
there
to
and
extra
cted
with
ethyl
aceta
te,
The
organ
in
layer
was
dried
over
anhyd
reas
magne
sium
melli
tus
and
conce
tatra
led
under
reduc
ed
press
ure.
Then,
the
resul
ting
solid
ems
washe
d
with
sibyl
amtrd
e to
give
a
0.9-
I
mirlu
rc Or
ale
30
title
compo
nud
and
methy
l
2-mcd
nucyc
arbon
ylmot
hylel
ountr
am4ch
1100b
ennol
e
(1.5
g.
718%)
.
Methy
l
2-met
hnixy
zarbo
nylma
lly1-
4-055
incuT
chlor
obenz
oste:
181
111-N
MR
(MX)
Mao,
in
CDCIL
)
chemi
cal
shift
s It
3.70
(3EL,
s),
3.82
(3H,
s),
3.914
.4
(2H,
tad),
6.57
(III,
5),
7.99
(HALM
.
Methy
l
2-met
box7c
arhon
ylmel
hyd4b
mined
relil
orobe
nwate
,
b+NEA
R
(3008
1100.
in
012C1
i)
chemi
cal
shill
s 8:
3.72
(3112
s),
3.80
(321,
5),
4.31
(2H,
s),
4.47
3(2F1
bed),
0.09(
1 H,
d, 1
8.7
211),
7.8I
4)11,
4,3=0
7114
Sep
6:
Methy
l
2-the
thox3
,cnrb
onylm
ethyl
-4-cy
anc-5
-eh10
000en
voate
CO e
Om A
solut
ion
of
sodiu
m
nitri
te
(40
Ing,
0-0
none!
) in
ware,
(0.25
ed to
a 10
solut
ion
of a
mixtu
re
(100
mg,
0.79
mow])
of
methy
l
2-met
hogye
arbon
yhget
hyl-4
-igni
nor5r
ehlor
obenw
ate
and
methy
l
2.ime
thoxy
carbo
nylin
cithy
l-4.a
sivii
i-3-c
lilor
00enw
ate
in
294
hydro
chlor
ic
mid
(0.5
ml.)
tinde
r the
ice
cold
condi
fion.
The
rimed
im
solnt
ion
was
stirr
ed
OlC
fur
1.5
hem
The
remit
ting
saspe
nsien
WIS
divcI
vc1
by
addin
g
wawr
(0. I
eel.)
and
ethyl
aceta
te
(0.2
mL).
This
solut
ion
15
not
added
to a
sinpr
mAnn
of
coppe
r (0
cyani
de OM
mg,
0.5
mraol
) aid
poton
sinin
cyani
de
(38
mg,
0.6
mmol)
in it
ntixm
re of
water
(0.4
mL)
and
ethyl
aceta
te
(0.8
mil
at
0C.
The
nmeti
on
solut
ion
was
sacre
d at
02.0
for I
hour
rhe
resul
ting
inscl
uble
inate
dal
was
colle
cted
by
Colli
e
Itial
ion,
and
washe
d
with
a
mixed
solve
nt of
water
and
ethyl
aceta
te
(1:2)
. The
filtr
ate
and
washi
ng
solut
ion
were
coral
ined
toget
her.
The
organ
ic.
Myer
was
separ
ated,
and
dried
over
20
anhyd
rous
momen
tum
sallo
w,
and
conce
ntrat
ed
milee
redne
wl
press
ure
to
give
crude
pmduc
t The
made
produ
ct
was
purif
ied
by
silic
a gel
solem
n
chrom
atogi
nghly
Ming
nrhev
alic
ethyl
aceta
te
(mixi
ng
ratio
1).1)
, and
rifle
d mad
induc
ed
press
ures'
give
a
0.7,1
mixtu
re
(30
mg,
29%)
of
die
title
compo
und
and
methy
l
2-met
hoxyc
osbon
ylmet
hyl-0
-eyan
o..3-
chlor
ebovi
zome.
25
Methy
l
2-ine
thoxy
cardc
mylme
thy1-
4-ega
no4-c
hloro
liarm
ate:
birNb
lIt
EMIG
MTh,
in
CDCIL
)
clan:
will
shift
s d
1.71
(1H,1
),
191
(304)
,
4.01
(2H,
s),
7.37
(1H,
s),
0.12
(OH.
s). 



Methy
l
2-met
lioxy
carbn
ixylm
ethyl
-4.eg
imodw
hloro
benv0
01w
i11-2
12412
(300
MHz,
in
CDC!,
)
chemi
cal
Mills
0:3.7
3
(31i,
1),
3.92
(31(
1),
4.30
(21(
5),
7.69
30(11
.1,
4,8
8.2
114,
7.90
OH,
r1,1=
82
014.
Step
M
2-Chl
oro-5
-(2-h
ydrox
ycill
y1)-4
-11yd
roxim
ethyl
hengn
m
hale
182
Calci
um
chlor
ide
(0.33
9,3
nimol
) and
midii
onlo/
)
were
Hided
to a
mixIa
rc
(0.80
g, 3
rrund
) of
methy
l
2-mel
tioxy
earbo
llyIn
fethy
l.4-c
yano-
5-chl
onnbe
nco00
e and
15018
91 5
2-met
boxye
arhon
ylmet
hylcl
-e00n
o-1-0
h1oro
bera0
00e
in a
maul
solut
ion
(1
:1,
10
nal.)
of
ethan
ol
and
tetra
hydre
furan
. The
resul
ting
mixtu
re
was
slime
d at
mem
temyn
niala
re
overs
ight
Wale
Was
added
to
the
renal
,,,
solut
ion,
and
extra
ded
with
ethyl
aceta
te_
The
manic
layer
was
doled
oven
anhy
dn.(
magne
sium
sulfa
te,
and
eonit
atrib
ed
umicr
reduc
cd
press
ure
to
give
a
0.6:1
mixtu
re
(0.57
g,
89%)
of
the
title
conly
ound
tad
2-c8l
oro-3
-(2-h
yd080
yelh5
1)-4-
hydro
xymel
bylbe
nioni
trilc
.
25Chl
uro-5
42-hy
droxy
clbyl
)-1-h
ydrox
ymelb
ylhen
cri80
trile
:
III-N
hfR
(300
MIT;
in
CDC.1
3)
chemi
cal
chins
:
2.90
(2H,
Li-
5.611
14,3.
90
(2H,1
, 1
5.6
IL),
4.00
(2H,
95,
7.53
(PH,
if),
7.56(
111,
c)-
15
2-Chl
onn-3
-(2-h
ydros
ycill
y1)-4
1hydr
877l0
et65l
be8am
itril
0:
'1140
4a
(300
.9111
.2.
in
17303
)
cheui
leal
shift
s ac
3.16
(3M,
t, 1=
61E4
3.09
(054.
Ha),
4.70
(21I,
a),
5.41
(1.51
0,
cl, 1
=7.9
IL),
7.50
(1.51
0 4,1
- 7.9
He).
20Ste
p 8:
7-Chl
erois
oeluo
inanc
56-ca
rboni
trilc
p-Tol
ucnc
salli
onie
acid
(0.76
g,
5.4
mmol)
,as
added
to a
solit
him
eta
midi.
(0.87
8.
2.7
mei)
of
2-chI
cro 5
(2
hydro
xysth
yl) 4
hydro
xHaet
hyltr
encnn
itril
c and
2,111
.0,-6
1-(25
hYdrc
i6Yeh
YD-1-
hYdn1
XYlif
ethyl
harco
nitri
le in
tolue
ne
(:0
nfL).
The
mixtu
re.
25
was
stirr
ed
while
beati
ng
under
relic
s
overn
ight
the
react
ion
cclut
iva
was
coole
d in
mom
terop
enita
rc,
and
watec
was
added
there
to.
%he
iiiiz
aire
was
extra
cted
with
ethyl
aceta
te.
Ihe
organ
ic
layer
was
dried
owe
anhyd
rous
inapa
esium
sulfa
te,
and
conee
ntair
ed
under
rolue
ed
Hrs.:
are
io
give
crude
produ
ct.
Thc
resul
ting
emdc
produ
ct
was
purif
ied
by
silic
a gel
colti
pm
chrom
aiomp
hy
using
1i-he
xane-
ethyl
aceta
te
(wiri
ng
radio
2:1),
and
dried
[Aldu
s
reduc
ed 30
primu
re to
give
a
I:0.1
labit
ire
(3.49
.
79%)
of
the
tills
compo
und
and
5-eli
loroi
sochr
onssu
ats6-
Carbe
nitri
le.
183
liChl
omiso
chrom
ime-6
-cath
ookri
lot 



44-NI
VIR
13001
0Hr,
4
HOCH)
chemi
cal
shift
s 4
7.06
(2H,
LS=
5.7
Ho),
441
5214
0,1-
5.7
Ho).
4.75
17H,
4.
7.15
(1H,
s),
7.94
(11T,
s).
55-Cl
iloro
isoch
ro000
0c-6-
carb0
61010
lei
111-N
IOR
000
MHX,
in
Clt
300
chemi
cal
shift
s 8:
7.80
(21-h
L 1
5.7
IP),
4.01
(211,
L 1
5.7
112),
4.76
(2H,
s),
7.05
(la
4,1=
8.11-
14,
440
OH,
4,1
-07
Beg
Step
9.
7-Chl
ornis
ochro
rnime
-6444
4amal
me
ta-1
S.
A
solut
ion
of
trime
thyl
amine
4
tolue
ne (5
ail,
9.8
nunol
) was
added
Too
snlit
h on
of
ammoc
ium
chlor
ide
(0.6
11.1
neneD
in
tolue
ne (3
ode
al 0
to
5C.
After
the
"100,
00
000
serre
d at
room
tempe
ratur
e for
I
hour,
a
mixtu
re
(50
mg,
0.26
mmolp
of
7-chl
006is
ochmm
anc.-
6-cat
brual
hile
and
5-chl
emiso
chr00
nure-
6-66r
l0nit
rilc
was
added
there
to.
ISThe
react
ion
sAllu
tiun
was
stirr
ed
"Oil,
heati
ug
under
maul,
overn
iglit
AIim
At
react
ion
solut
ion
was
Duele
d 0,
000:0
tcmpa
atme,
aguco
us
solut
ion
of 2N
sodiu
m.
hydro
xide
was
added
004
00000
000
with
ethyl
accla
te.
714
arhum
ic
layer
ras
drici
l
over
mthyd
rous
magoc
uirmi
"ate,
and
concr
utrat
ed
under
rcduc
ed
possu
m to
give
a
1:0.5
mixto
m (44
mg,
811%)
of
the
fitle
compo
und
'Pd
04111
orois
uclue
mane-
6-car
boxam
idine
. 20
7-C61
000so
c0,on
ume-6
4n
toxem
ia.:
'H-Nr
vilt
(300
krtfr
,
6,121
48040
clumi
cul
Shift
s 8:
2-79
(210,
1,1=
1,8
1-14-
3-30
OK
h417.
3,06
(2H,
L 1-
5.811
4,
4.66
(2H,
s),
6.77
(200,
lard)
,
7.06
(117,
,
7.18
(111,
25
5-ChI
crois
uchro
mme-6
-carb
oxam1
dine,
ill-N
hAR
(MO
Metz,
iu
DM00-
4)
chemi
cal
shill
s
812.7
4
(211X
1, =
5.7
HO,
730
OH,
hid),
3.92
(211,
h 1=
17
Ele).
67
(21n
s),
0.77
(211,
44),
7.06
(114
= 8.0
Trr),
7.20
(LH,
41-
8.0
IL).
00Slo
p 00'
4-(7-
Chlor
ol066
0mman
-6-y1
)66-r
nethy
lsalf
ai"41
,3 5]
tnaz4
n-2-y
lmohe
184
5.4
Dimet
hyl
c3
nodit
hroim
inosa
dxmat
e
(0.28
mll,(
.19
oomol
) and
diiso
prola
tedat
amino
0.38
'trol
lman
added
re it
solud
on ol
a
mixtu
re
(40
mg,
0.19
mmol)
of
7-cli
loroi
sochr
ormne
bra
rboxa
midin
s and
5-chl
ornis
ahrom
mm-6-
carbo
xamid
ine
in
ethan
ol (3
5 ma
strea
m
tempe
ratur
e.
The
maude
n
soluf
ion
was
stime
d
while
heati
ng
rider
clam
for 3
hours
.
After
the
inact
ion
solut
ion
was
coole
d Sr
room
lompe
ratir
re,
the
prcci
psurc
d
mystr
ils
ware
colle
cted
by
tart.
'Ihe
cryst
als
WCTO
washe
d wit
ethan
ol
and
&Hi
widen
-educ
ed
press
ure
to
give
a
yello
w
solid
mater
ial
(28.7
mg,
49(1'
,)
mainl
y
inclu
ding
4-(5-
chlom
ison)
ramm6
a1)-6
-mclh
ylsdf
auy11
1,3,5
]
niari
na.yl
amm'
e.
'the
filtr
ate
and
10
washi
ng
subdo
n
were
somll
inud
Lowth
en
and
conce
ntmtu
d in
give
Yello
w
solid
malcn
al
(28.8
mg,
4)556
)
mainl
y
inclu
ding
dic
dile
compo
und-
rhils
nnryi
elded
hd
Mir
tryst
alas
gal
chrom
idogr
iphy
using
meth:
dime
chlor
derin
clhan
ol
(mixi
ng
ratio
r
30:1)
. Tic
tills
compo
und
was
obtai
ned
as
pale
yello
w
solid
(13.7
mg,
27%).
12
4-(7-
0iler
uisno
trrom
an-0-
yl)-O
irmea
rgind
randh
1l
.2,91
th62.
1-211
maine
Ell
(posi
tive
mode)
m/7=3
09.
311(0
11 



(3(5
MHz
in
DNISO
-do)
chunk
s!
shill
s
2.55
(31-1
,5),
2.86
(211,
1,3
5.7
Ii!,
1,5.7
d
4.76
(2H,
el,
5.52
OH,
Hs),
tilt
(Hr.
0,
7-53
OR H.
2
4-(5-
ClIer
nisoc
hroma
n-6,4
)-63n
ethyl
sulla
nyhil
,3.51
ttlar
laata
mmo
BST
(posi
tive
mode)
mle.-
309/3
11(M-
FHH
ill-N
NOR
(300
KOH_
in
DA190
-d,)
chemi
cal
shift
s Si:
2.46
(311
st,
2.70
(218,
Or
3.95
(211.
0,
3.22
(211.
, s),
7.14
(111,
di
0.0
Hz)
7.44(
111,4
,1'Bu
d 755
(211,
brs).
25The
ram
(roun
ds
descr
ibed
in
lirra
mplcs
147
rind
148
below
were
synth
esiro
d
accor
ding
le
Steps
ft
and
10 of
Examp
lo 71
using
as a
stall
ing
mater
ial
the
compo
und
of
Ermip
le
146
alcve
.
185
ESL
(LC/M
0
posit
ive
mode)
431(M
+1.0
11-16
NMR
(is
DIN30
43
thecn
ical
shifl
s 6,
2.74
(211,
1,7 =
5.9
Hz),
3.72
PH,
s),
3.73
(311,
5),
3.97
OH,
61=
5.8
1-1z)
,
6.70
(211.
, a),
7.01
(1H,
11,1
9.0,
2.9
lb),
7.06
(1 HI
l=
90114
57.10
(1H,
41=
7.3
Hz),
775(1
!!.
11,3
= 2.9
1-1H,
7.76
(111,
4,1=7
3
Hz).
7.59-
7.62
(216
Han).
E01u.
cimmu
d4431
01
1117
j1141
8.111
(300
MHz,
in
DMSO-
de)
chemi
cal
shift
s 8:
2.77
(211,
I, Ji
=5.6
Hz),
3.69
(376
H.
1.70
s),11
.8412
11, 7
1 5.6
11z),
4.15
(2H,
s),
6.99
(III,
11,1
9 1,
3.0
Heis
9.01
(111.
1. 1
7 9.1
Hz),
7.12
(111,
4, -
3.0
117.)
, 777
(1H,
63,
7.36(
01!,
s).
7.57.
7.61
(211,
brm).
15E-3
.1.9
Prepa
ratio
n of
N-(3-
14-am
itm-6
-(5-c
hloro
-IH,3
11-he
0701d
e)/11
,81-6
-31)-
11.13
63111
13631
17106
TY
It-ye
nta/n
ide
186
undm
nitro
gen
atmos
phere
. To
the
mbila
mmere
Folde
d to
3-ell
oropr
opylm
etami
dc
(0020
, 733
mmol)
and
Neeth
yldii
scipm
ptiar
nine
(2.6m
1,
14.9
ningi
n at
room
Innpm
aime.
The
resul
ting
mixtu
re
was
stirr
ed at
7000
for
15.0
bomb
Allem
cooli
ng
the
react
ion
mime
to
omen
tempe
ratur
e, Or
mixtu
re
was
purif
ied
by
TTPLC
(colu
mn;
008,
mobil
e
pleas
e;
0.05%
TFA
in 5
water
05%11
'A in
aceto
nitri
le -
60
il0).
The-a
uctio
ns
conta
ining
the
desir
ed
produ
ct
mac 



Dolin
ted,
and
neutr
alize
d by
satur
ated
mamma
s
sodiu
m
bicar
bonat
e.
The
aceto
ntril
e was
remov
ed by
evapo
mtion
and
the
resul
ting
aqueo
us
soluf
ion
was
extra
ctor'
with
Mal
aceta
te
(300e
n, 3
times
).
The
extra
cts
were
combi
ned,
washe
d
with
brim
(300
ad),
dried
over
a
nbydr
om
sodiu
m
sulfa
.,
and
filte
red.
TM
Obtai
n was
conew
atrat
ed by
evapo
ratio
n
folli
mUng
10
expos
ure
to au
oil
pump
vacuu
m to
give
Nell
lb
amino
6-(5-
eldoi
n
11M3H
-Immo
ide(i
sochr
omen-
6-81)
-11,3
,5nri
amM2w
isula
millt
inPY
1Watm
amide
(1.58
74%)
m
ongle
ito
mnOMM
MX,
E01(1
00/81
0
posit
ive
mod.)
: So-
430,
432(8
.4+Hi
b
15b1-
NIMK
(4011
M1M,
iMASO
MM
elemi
cil
shift
s ail
1.74(
311,
s),
1.70-
1.80(
201,
ad,
334(2
11,1,
1Meil
Hz),
3.114
111,
dl,
15.90
0e
and
6.11H
z),
104(2
1),
5),
3.05(
201,
5),
7.340
11,
d,
2-6.8
H4,
7.4
1(111
, d,)
8.311
4,
744(I
01.
e),
732(1
11.
dd,
106.8
na
and
8.3H.
),
7.78(
311,
ho).
ma le
173
20
Prepa
ratio
n of
(244-
amino
-6-(5
-chlo
ro-11
1,301
Mennl
dejiO
3e000
mem0-
y0-(1
.3-51
Mumm2
lienl
imall
e00A)
-0
Proce
eding
in
the
wow
manne
r as
Extun
ple
149
and
repla
cing
s'ohl
eespe
opyii
seiae
eide
23 by
(2-di
lowet
hy0ur
ea 0
4
mg),
them
WEIS
obtai
ned
(244-
minu-
6-(5-
ehloc
od
lel3H
ebemo
rdeli
sochr
omene
0ey1)
-(1,3
,58th
ecin-
2-tit
alfan
yllet
hylim
ma
(10
mg) m
a
pale
yello
w
gelid
from
4-ami
no-0-
(5-eh
lorod
H.381
-bere
00dei
limeh
romen
-0_y1
)41,3
.5100
100in
eMeth
iol
(20
mg)
187
7117)
.
5.155
(2141
75),
5 48
(211,
boo).
15.11
(1H,
1,1-5
.517.
420
J-82R
4),
7415(
111
1), 7
52
(111,
m) 7
R2
(7R
1717)
.
Exoro
ple
178
Prepa
ralio
n of
N-(25
1,4-a
nth80
-6-(5
-chlo
rRIT4
3H-1.
00014
114so
chrom
en-6-
54)-1
11,11
,51tr
in7in
-244
sulfa
nyl4c
ihylj
-makt
uesal
fonat
iolde



Proce
eding
10 He
mon
05500
500
05
L4.0,
18149
78414
01781
0g
rehlo
ropro
pyR84
44011
7 by
N-(2,
140r7
e1hyl
)moth
ancsu
lfuna
umide
(180
.770)
-1111
0 Han
01751
704
74{2-
101-a
minc.
6-(5-
chlor
o-IH,
311-6
00745
11480
7.1nv
mm-6-
80-11
,3,51
14177
11424
1
sulfa
nylpe
th84}
-meth
a00e0
4I8en
amide
(RH
mg)
asn
white
solid
from
0-ami
no-6-
115-0
147.7
111,3
17-be
n7ope
lisoc
hromm
-6411
-11,3
,5110
107in
e-21h
iel
(399
leg).
LSI
(1,01
4)
posif
ive
mods)
,
min-1
52,
450(1
.41/H
)-
1HRMI
I
(27)1
17117
,D1.4
00-47
)
chani
cal
slims
8.
2,84
(3H,
5),11
6
(2H,
41-6.
6114
724-7
28
(214,
05),
104(2
01,
bee),
5.05
(211,
1787)
,
7.21
(114
RR
734
(111,
4,
4-6.8
117),
7.42
(114,
4,
I-R.1
3
Hz),
7.451
1H,
s),
7.52
OR
4-8.3
, 0.0
414,
7 78
(114
HA
7.83(
111,1
017
Eolo
2105
Prepa
ratio
n of
3-144
00010
44(5-
41400
7,141
,3H-b
utho1
dells
echrn
incn-
6-81)
j1,3,
5,1tr
1adu-
2-yls
oLfan
y11-R
methy
l
51710
prona
micle
Slop
1'
Prepa
ratio
n
253-1
14-an
4no41
-15-8
1110H
1R-bu
Roide
li1e5
hmi
acid
1111,
510th
z4n-
188
CI
a7,'
Nia,A
aa
4-(5-
Cblor
od
17.3H
-dmon
ideil
ineeh
romou
-6-61
)-6-0
0etha
ndibr
rand1
1.3,5
10000
0-2,3
1sm
lac
(6.06
3 g),
which
was
obtai
ned
in
Step
8 aL
Examp
le
71,
was
disso
lved
in N,
14-di
medyl
fonna
midc
(60
nil)t
inder
nitro
gen
etnos
phde.
To
do,
mixtu
re
vide
added
5
3-mer
e16tt
oprop
ionic
acid
(3.66
m1,
42
intao
l)
and
Ndthy
ldiis
oprep
yIami
ne
(NAIN
trib
49.56
mmol)
deccs
sivel
y N
room
terap
oralu
re.
7,000
ialao
oatam
ofio,
odhos
hoOl0
00tth
oSmto
tempe
ratur
e.
The
react
ion
was
Twitc
hed
by
addin
g
&deem
s
prita
dium
hydro
gen
oulfa
le
(0.56
1,
250
ml),
arid
the
mixtu
re
was
dilut
ed
with
wider
(250
nil).
The
mixbi
re
was.
stirr
ed
for
an
addit
ional
2
hours
. The
resul
ting
preci
pitin
m
wore
colle
cted
by
filtr
afion
. She
cake
was
10
daube
d
with
dada
(1(dm
1,
twice
) and
drial
in
vacua
] 10
1000
344-0
00ino
-6-(5
-chle
m-1}1
,301-
bra00
1dehe
00hr0
0en-6
-61)-
[1,3,
5.1hi
adddy
lsolf
any11
-10ep
ionic
add
(7.0
.8,
quant
itati
ve
yield
) as
a pad
yello
wish
solid
. ES)
(I
CMS
posit
iva
mode)
:
mb=40
3,
40516
4114+
6
151-1
-NNII
I
(2709
(16H,
DMSO-
do)
chemi
cal
shill
s :5i
2.60
(211,
4 1
6.811
4
7410
(271,
1
1=6-6
114
5405
(411,
1),
7.35
(174,
d,
7=7.3
114,
7-42(
1
H,7A5
(111,
s),
7.53
(III,
di
1=73H
d
RAPIN
,
7.85
(SIT_
boo),
12.37
OIL
b.N).
Slop
2:
Prepa
ratio
n of 



203-1
4-ami
nO-6-
(5-cb
loro-
111,3
1blen
roble
)isor
tmnie
n- 0-
D.
5741y
ll-
-pmpi
onami
dc
I [4
Amino
-NCO-
tided
- I
H,3H-
benou
[de]b
seclu
00000
1-6-2
b-11,
3,51h
rubd2
-YINI
10621
1-
propi
onie
acid
(1.1
g),
whicb
was
obtai
ned
at
Step
I
descr
ibed
above
, and
14.3,
4dssb
endur
boode
(1340
6.0.2
minol
)
were
&Nerd
s] in
N,Nrd
iroci
lialf
oimiu
nide
00
nib-l
o der
mixtu
re
molt
added
INeth
yldii
sopmp
ylami
d
(3,76
01,
20.0
mogul
) and
raeth
ylatn
ine
189
hYdrO
ehlor
t553
rag,
0.2
annul
) and
Iseth
21-3-
(255.
1,111
81.14
10oPh
IP201
8-1.1
1.1.9
14115
0
(1.57
0,
8.2
ronio
l)
snaaa
ssive
ly at
room
tempe
ratur
e.
The
mixtu
re
pas
stimu
li
for
10
boars
at
the
sauna
tempo
-atm.
The
inact
ion
Was
(penc
iled
by
addin
g
water
(400
ah)
and
eats:
tared
with
ethyl
aceta
te
(MO
lap.
The
separ
ated
organ
ic
laych
was
swish
ed
with
water
(400
nil)
and
saLur
atcal
5
aqua.
,
sodiu
m
bicar
bonat
e
(250
nil)
succe
ssive
ly.
The
organ
ic
layer
was
dried
OVLT
anhyd
rous
sodiu
m
sulfa
te
and
coneo
ttrat
ed to
Its
dryne
ss
after
remov
al no
lanns
gitti
s
pills
.
atie
et
suiti
ng
resid
ue
was
pudfi
cl by
silic
a gel
colum
n
chrom
atogr
aphy
(deve
lopin
g
SUIve
llt,
dichl
onanc
thans
rnelh
atol
30 ,
1)0
give
3-14-
amina
-65(5
3..hl
oro-1
1(311
-beoz
o[de]
isneh
nnahm
6
)1)14
3,5-I
triaz
in 2
ylain
fany1
1 N
mathy
l 10
sprop
ioacm
ids
(107
mg,
78%
yield
) as
a
whits
solid
.
155.1
(LOMS
posit
ive
mode)
,
ni/a-
416,
418(M
1IIi)
-
'H-N/
slR
(270P
4-111
7.10.
N150-
47
ehrmi
cal
shins
0,
2.49
(2H3,
15.8H
42.56
(OH,
4,1
43114
,
3.22
(2H,
I.
136.8
H4,
5.03
(410-
,$),
7.35
(1H,
553-7
.1114
,
7.42
(010,
4.3-8
.2114
, 745
(IN,
s),
15733
GIP
44,3
7.111
4
62117
3,
7.78-
7.811
(3H,
brs).
Ex(9.
1p_le
234
Prepa
ratio
n cif
3-41.
amino
-6-(5
-cblo
ro-11
1,311
-bens
chleb
scara
nhat-
0-51)
-11.3
.5-1t
riaai
n-23-
1sulf
anyla
Ns(2-
byd
20
rosys
ethyl
ynrop
ionar
aide
CI
Proce
eding
('the
cans
teene
on on
in
Step
1 of
Examp
le
205
and
repla
cing
19-ai
ethyl
attil
ne
hydro
chlor
ide
by
2-arn
innet
himol
(1.06
5 g),
and
oh111
111.8
a4419
ah
oar
19-et
Lyldi
isopr
opyla
mine,
thone
was
obtai
ned
2)3-1
4-awi
no-6-
(5355
00,51
H4H-E
nnaol
idel(
sochm
inchf
iss1)
41,3,
5,1ft
00eiu
-2-51
5u1fe
501-1
-N-02
4.12-
4
rox-y
ethyl
)pmpi
onami
dc
(140g
.
90%)
as a
white
solid
from
3-14-
amino
s6 (5
cblor
o
111,3
11
benar
ldhli
sochr
ornen
-6305
[1,3,
51tri
ania-
231su
ltany
lipro
pioni
e
acid
(1.40
g).
30
E01(L
C(MS
posit
ive
reel'
)'
m/734
4(5,
148(M
-511'
)
111-4
01982
(2704
.51.1
s,
CDC1i
)
chemi
cal
shift
s 3:
2
00140



190
(211,
I,
1.91M
),
101-1
10
(4H,
m),
5.82
(1H,
Ms),
6.03(
111,
him),
82515
6
(211,
m),
7.41-
7.49
(211,
m).
Examp
le
270
5
nepen
the],
of
earbi
unie
add
2E4mm
ino-6
-(45e
blorm
I
Hi3H-
banzm
ider
hrome
n 6
yl)
[1,3,
51EMe
thyl
CS.La
Proce
eding
ix
the
same
maple
044
and
repla
cing
37eHe
ropro
p1-la
eetam
ide
by
carba
mie
raid
2.160
mo-et
hyl
Hier
(5.4'
roe
nhthi
norl
carba
the
acid
2 [4
amier
i-6
(5-eh
lorm1
11,10
1-hce
zoide
1-6-4
1)71,
1,3,5
11tir
cie-2
-51
sulfa
nylim
thyl
ester
(3.19
es a
pale
orang
e
solid
from
4-iun
ino-6
-(5-e
hlorm
111,1
1H-bm
moi
delis
oclim
mim-9
-91)-
[1,3,
5]tri
nxinc
.27[M
ol
(2.9
a)-
EST
(1E/P
ES
posit
ive
mode)
:
m/am4
1li,
42044
1111H
[H-14
2112
(2701
NT4m
HM004
0
chemi
cal
shill
s 01
3.27
(2[14
5706,
4.13
42214
,10(A
H7),
5,05
(41-1
,14s)
.
6.55
(211,
166),
7.37-
7.55
(411,
m),
7197
(211.
610.
Cm le
M4
Produ
ction
of
2-122
moi
no-6-
(5-oh
luro-
111,3
1Mben
zo
[del
leech
/omen
-67H)
aimid
in-4-
91.1f
aayll
-accl
amide
(comp
ound
314)
(Eia
C
Slop
TI
Synth
esis
o017(
5701i
loicH
11,11
1.144
corde
lisoe
hmmen
-6741
)-eth
ylide
nehun
itie 



191
5rahl
orut1
H,311
Menzu
4dera
5ochr
000em
be0bo
u5ril
c
(211r
a
87.08
intoo
l)
obtai
ned
in
Steps
of
Frain
ple
71
was
suspe
nded
in
anhyd
rous
tolue
ne
(100
nald)
under
nitmg
en
atmos
phere
. rad
2 M
trimu
thyl
alum
inum-
tolum
e
ralut
ion
(218.
M.,
435
rmnel
)
wris
added
at
mum 5
tempe
ratur
e.
'the
obtai
ned
palut
ion
was
stirr
ed
while
heati
ng iu
a
1052C
ell
bulb
for
12
hours
. The
remti
on
solut
ion
was
coole
d tn
room
It:ma
mma,
aml
then
slowl
y
rammr
a
into
au
aqueo
us
solut
ion
of
flOta
,illE
1
so-fr
au
fra,t
arant
e
tetra
hmhat
e
(184
M. 2
N
aqueo
us
sodiu
m
hydro
xide
milut
ion
(250
nil+
was
addit
ional
ly
added
, and
allot
stirr
ing
for
30
minut
es,
this
was
exhum
ed
with
ethyl
aceta
te.
(500
is!,)
. Thu
separ
ated
organ
ic
layer
was
washe
d
With
water
(3101
.30
bad
10
brine
,
then
thied
over
anhyd
rous
sodiu
m
sulfa
te,
frame
d,
cam:n
itrat
ed,
and
thus,
1-(5-
chlur
o-111
,3T4M
enzer
ac)is
ochro
ment6
m1)-e
thyli
dtmer
trame
(22
g)
was
obtai
ned
as an
orari
graco
lored
ell
like
subst
ance.
Physi
coehe
mraul
prope
racs
of
1-(5-
ralor
ral
H,311
-beur
raded
isuel
monle
nibbl
betha
llben
f
15ESI
(T.C(
MS
posit
ive
mode)
in/m
24612
49
(MS-H
').
(270
MEM,
in
deute
rated
chlor
oform
)
Mirad
a
shift
s
0:240
(21t,
5),
4.95-
5.10
OIL
m),
7-16-
7.27(
211,
ml,
7.50
(111.
44,
7S,5
Cm
2=6.8
Ho),
7.62
(1.11
, cb
J=11.
5
Hra,
9.38
(Ill
bra.)
.
Step
72
Synth
rais
of
1-(5-
ehlor
ra111
,311-
henra
dde]i
sochr
omenr
atylb
eth50
05e
1-(i-
Chlos
o-
11531
1b
oslds
ji550
heset
r-6_S
I)-et
hylid
eito_
esste
lt
(22
g)
obtai
ned
in
Stop
I
desen
bed
above
was
disml
aed
io
tetnt
hydro
foran
(200
m1),
311
aqueo
us
hydro
chlor
ic
arid
solut
ion
(2110
ruL)
was
added
, and
this
wm
stirr
ed
trail
,
heali
ng at
80"C
for
40
hours
.
After
cooli
ng
dra
mixtu
re to
mum
rempe
mrare
, the
solve
nt
was
rimme
d by
using
aniar
a 25
evapo
rator
(the
obtai
ned
resid
ue
was
diara
lved
in
ethyl
mutat
e
(400
mt.),
thin
washe
d
with
water
(500
rad)
and
satur
ated
sodiu
m
hydro
gin
carbo
nate
solut
ion
succe
ssive
ly,
end
Men
dried
over
sunta
n
sulfa
te.
Arasi
due
obtai
ned
after
filtr
ation
and
conce
ntrat
ion
was
purif
ied
by
silic
a gel
salaa
m
chrom
atogr
aphy
(deve
lopin
g
solve
nt,
rahcr
aneid
ichlo
romra
liart
methy
l
aceta
te =
192
10:1
WM
and
thord
errom
en-ti
ddyet
tmonc
(192
M
sons
obtai
ned
as a
white
solid
.
Physi
tyche
mical
prope
rties
of
1-(5-
oldre
n-IH,
3H,bo
nsokl
elisu
cluum
matyl
)miif
istun
c:
Oil
(LC/M
S
posit
ive
mode)
M7424
7/249
(MOH)
.
511-6
NTAR
(270
MHz,
is
dixne
lhyls
tilti
midee
ls)
chemi
se]
shtit
s 01
2-66
(394
5-10-
5.03
01-6
7.39-
7.49
(711,
m),
741
(let,
d,
7e11.
5
He),
7-00(
105,
Id,
1-8,)
117,M
66
Tip).
Step
3:
Swith
mis
or
145-c
hkro-
14431
1-bem
oidel
isoch
romen
eisyl
)-3,3
-hism
elhyl
sulf
I
10oti
siows



1H,31
1-ben
zo[de
]isoc
hrome
n-OoM
mIhmu
ne (1
M
obtai
ned
in
Step
2
dyymi
bed
shove
was
disso
lved
in
anhyd
rous
tutra
hydro
timai
t (20
nth),
and
sodiu
m
hydil
de
(6099
5-asp
ersio
n in
oil,
0 I 0
Ina)
was
added
.
Atha
witti
ng at
room
555
/2111
TE
for
45
minut
es,
carbo
n
disul
fide
(2.94
8
mi.)
was
added
Is
the
mixtu
re,
ard
this
was
stirr
ed.
at
morn
tempe
ratur
e 15
for
10hou
rs.
Methy
l
iodid
e.
(1.51
viL)
was
slowl
y
added
to Om
obtai
ned
mixtu
re,
and
litis
was
stirr
ed at
the
same
tempu
mtpre
for
five
Mop.
Me
react
ion
solut
ion
was
peere
d
into
water
(POO
m4),
and
Men
extra
cted
with
ethyl
aceta
te
(200
mL).
The
sepan
tred
organ
ic
layer
was
wmhed
with
water
and
brine
, and
then
dried
OVCT
mhydr
om
sodiu
m
sulfa
te.
The
yello
w
solid
obtai
ned
slier
filtr
ation
and
umeen
trali
on
was
disso
lved
in
dicHo
romet
hane
(12
mi),
and
a-hex
ane
(35
mit)
WaS
added
slowl
y. Mc
Flirt
.,
NWIS
left
to
stand
at
roam
tamp:
Lamp,
the
produ
ced
palc
yello
w
cryst
als
wore
collo
cted
by
filtr
ation
,
washe
d
with
11-ho
ssne,
thmth
icti
mit
reduc
ed
press
ure,
and
Muss
1-(5-
ehlor
o-IHy
Mbomo
rdili
sochr
emen-
(-31)
-3,3-
15sun
athyl
suati
mpf
pi-op
en/me
(1.11
) a)
sots
obla(
sM
25Phy
sicoc
hemic
al
ProPe
Mes
of
1-(5-
chlor
o-111
,315-
benpo
[de]i
soebr
omm-6
-y1)
3,3
bisme
dwIsu
ltian
ydpe
LSI
(LC7M
S
posit
ive
nuyie
)
Mze35
11353
04+1r
).
Ilkl-
NME.
(270
69114
in
clitn
ethyl
sulti
addmd
c)
themi
aal
MTN
Si
2,42
PH,
4.,
2,59
(30,5
),
5.02-
5.08,
(4H,
m),
6.29
(1H,
0),
7.10-
7.22
(lH,
m),
7.96
(IA,
dd,
1-7.1
He,
8.6
He),
7.69
(Ill,
:1,
300-0
.0
Hp).
slap
4:
Synth
esis
of
15(5-
Chlor
o-111
,311-
benio
[dcli
sochr
omvu-
6-y1)
-3,3-
bis-m
othyl
sulfa
nyhpr
opmon
e
(1(5.
345
g)
obtai
ned
in
Step
3
descr
ibed
above
,
vanid
inc
hydro
ablor
itla
salt
(11.2
66 gh
and 5
sodiu
m
hydri
de
(60%
suapa
nsion
ia
oil,
4.717
glwer
c
place
d
into
a
react
ion
vesse
l,
and
AttVt
limet
bylac
etami
da
(207
mL)wa
s
added
under
nilro
got
atmos
phere
.
1-bro
mo-75
4,6-f
rifiu
tmtim
eat
(6.95
mi..)
was
addad
to
this
mixit
ure
and
this
wat
stirr
ed
while
heati
ng at
1005C
fur
two
hours
. The
naach
on
soluf
loo
was
coole
d to
roam
Itina
smatu
ry.
dilut
ed
with
ethyl
aceta
te
(700
rah).
and
them
washa
i
with
water
(5041
mL)
and
the
separ
ated
aqueo
us 10
Tani
was
extra
ct.]
again
with
alley
'
aceta
te
(500
mr.).
The
combi
ued
organ
ic
layer
s
were
washe
d
with
wafer
(500
nit
Ic2)
and
brine
miece
ssiva
ly.
The
washe
d
organ
ic
laycr
was
ditch
set
aully
dmits
.
socli
mn
sulfa
te
said
filte
red_
and
Pam
the
filtr
ate
was
conce
ntrat
ed
imdar
rodut
orl
prass
uic.
The
obtai
ued
resid
tm
was
paifi
ed by
silic
a gel
colum
n
chrom
atusm
aphy
(deve
lopin
g
colic
-at;
diabl
ommet
hanet
ethyl
accti
le
-9,1
to 4,
I),
and
fnus.
15
43(5-
ablor
thlia
311-b
ento[
cleha
richi
nmat-
63y0-
6-met
hylau
ltany
l
pyrim
idin
2
visit
ing
(9.22
3 g)
Wag
obeti
ned
as a
while
solid
.
Physi
cnclu
nniaa
l
prope
rties
of
445-a
blaut
]
H.3H-
bmiso
ldeli
sochm
men-6
,1)-6
-meth
ylsal
tatyl
-pyri
midin
-2-yh
adoct
EST
(I477
51S
pcsit
iva
mode)
n11,3
14E34
6
(MAC)
. 20
111-N
S05
(270
MHz,
is
deuta
rated
clhom
litmh
athe,
eeia,
l
SLIMS
0:
2.55
(3H,
s).
5.045
.08
elH,
nth
5.12
(2E,
Its).
6.64
(151,
1),
7.16-
7.22
(III,
nth,
7.245
720
(Ili,
ni),
7.413
7.44
(211,
m).
Step
5:
Synth
esis
cif
4-(5-
cblor
o-111
,1H-b
aniol
delis
ochro
olen-
6-y1)
-6-ra
cthme
soffl
ayl-p
yrimm
bn-2-
ylarn
me
4-(5-
O7elo
m I
H,PH-
lx.
oidel
isocb
mmen-
6,1)-
6-mot
hylsu
lfany
lspyr
anidm
2-y1
194
(910
mg)
obtai
ned m
trapS
daatb
ed
above
retra
ddr,e
loed
in
dkdda
eae,a
thaee
(50
nil.)
, and
coode
d to
05C
in an
ice
balk
rn-Cl
lorop
erbeo
rnic
was
stirr
ed at
the
same.
Lturr
poral
me
foe
17
minul
es
and
then
the.
Emmen
)teee
wntmi
sed
to
room
terop
ecatm
e and
seine
d for
mothe
r one
boun
The
obtai
ned
mixtu
re
was
conce
ntrat
ed,
and
the
resul
ting 



5
resid
ue
woe
disso
lved
in
ethyl
.ctaL
e (70
mL),
and
this
mInti
on
was
washe
d
with
mummd
aqueo
us
socli
mn
hydmg
cn
carbo
nate
mIcti
on
(40
m13.
x 3).
AIM
dryin
g emu
turhy
drocs
tOd11
1111
neitb
ia,
the
mludo
n was
filte
red
and
conec
ntraL
M,OIL
M, a
insta
nter
43(5-
ehlur
o-lE,
511-b
emo)d
eriso
climm
en-6-
343-6
-meth
atedu
ldnyl
-pyrt
nidir
-2-yl
aminc
and
4-(5-
eblor
o-111
,511-
beato
)dedd
oclim
mon45
-4.1)
36-me
dmoes
uIron
yl
pyrim
idin
2.-yl
arnin
c
(940
10
mg)
was
obtai
ned .
a
yello
w
solid
.
Pmaly
sis
munpl
es
were
obtai
ned
by
purif
ying
Lhe
males
t
menti
oned
above
by
silic
a gel
Win
layer
chrom
atogr
aphy
(deve
lopin
g
solve
nt;
ammo:
ethyl
aceta
te
M).
dhYsi
lmehm
cierl
PrOpe
ttles
of
4-(5-
Mloru
-IE,3
11-he
nmfde
lisoc
luome
n.6,1
1-6-m
ethme
suldn
yl-py
ronid
in-2-
ylami
nc 15
ES1
(LCAI
S
posit
ive
mode)
M7,36
0/362
(o331
10.
111-N
ME
(270
MIL;
in
dente
rated
chlor
oform
)
chemi
cal
shift
s hr
2.95
(OH,
s),
5.055
5.10
(41-1
,m),
7.39M
s),
7.21
(IE.
dd.,
1-6.8
IL,
M1.2
ITM,
7.25-
746
(411,
m).
PM.
sierr
ehuni
ud
prope
rties
of
4-(5.
ehlor
o-111
,3E-b
eneo[
dtlis
mbrom
en-6.
3,1)-
6-mcd
ranes
ulfon
yl-py
rimid
in-2-
ylami
ne,
20
LSI
(LC/M
S
posif
ive
mode)
la/7,
376/3
7s
(0141
E).
MI4NM
R
(270
M112,
in
deumm
ted
chlor
edium
)
chemi
cal
shift
s
0:3-2
7
(3E,
s),
0.04-
5.13
(4H,
m),
5.62
(217,
NM,
7.23
(I H,
dd,
1-6.9
1141-
1.0
He),
7.254
7 35
(2E,
ra),
7.40-
7.48(
21),
m).
Step
6,
Synth
esis
of 25
231.2
-amin
o-6-(
5-41i
loto-
111,3
11-be
nroMe
)immh
romen
-Myll
-prin
IKM1-
4-EME
ME-o.
Mmdf
(aomp
ermd
314)
Parti
ally
purif
ied
4.(5.
ehlor
o-11-
1,314
-benz
ofdel
itoth
romen
-6-40
-6-me
thane
sulfa
y1393
31m1d
in-23
311mo
m 30
mg)
obtai
ned
in
Step
5
derco
locd
Mom
was
disso
lved
in
74,Pr
olime
tbyll
omemi
do (1
rul,)
,
mampt
o
needs
add
(0
058
M.)
and
N2Mdi
irodr
opyle
rhyla
mine
(0.)9
2 mL)
'tees
added
,
sand
195
this
art s
stirr
ed
Imder
nitro
gim
atmos
phere
at
30iC
fur
one
(tors
o.
After
cooli
ng
the
obtai
n.)
adyle
re to
room
tatap
ondur
e,12,
22-di
meThy
lferm
amide
rol),
momen
ium
chlor
ide
(134
mg),
Ithyd
roxyl
inano
trisc
ole
hydra
te
(422
mg),
liali
al-2-
(31-d
imeth
ylami
ncpro
pykar
bedii
mide
hydro
chlor
ide
salt
(480
rag),
and
Nriar
diiso
propy
lefir
ylami
nc
(0.43
2
ruL)
were
added
, and
this
5was
stirr
ed at
mom
tempe
ratur
e Mr
13
hours
. The
react
ion
solut
ion
was
dilut
ed
with
ethyl
aceta
te
(30
mli),
then
washe
d
with
aqueo
us
ammon
ium
chlor
ide
SGhti
all
(20
Ind x
2),
water
(30
ml,x
2),
and
satur
ated
aqueo
us
sodiu
m
hydmg
cn
carbo
nate
solut
ion
(20
ml. x
2)
succe
ssive
ly,
and
then
dried
/nor
anhyd
rens
sodiu
m
sulfa
te
Moe
resid
ue
obtai
ned
alla
lilin
itori
and
conci
mtrad
ea
was
purif
ied
haul
him
gel
thin
layer
chrom
ain77
aphy
(deve
lopin
g
solve
nt
10dic
hloro
rnetb
anetm
ethan
ol
9:1),
mad
thos,
2423.
11DiP
0-6-(
5,111
0M I
H,3H-
boLao
(dell
sochr
urana
6-y1)
nyrim
idis
4
ylatf
anylf
racet
amide
(corn
pramd
314)(
32
mg)
was
obtai
ned:i
s a
white
solid
.
Physi
oeche
mical
prope
rties
of
2-327
unina
-6-()
-cl(
emit
H.3H-
bcrin
e[de)
lsoeb
remen
6 yl)
13)4u
yarid
e 15
reera
ponad
3147
LSI
(LCA4
2
posit
ive
modc)
m/e
387/3
89
(1)42
40-
[14-N
2430
(270
Mlle,
th
dinic
thyls
ulfox
iderd
r)
chemi
cal
shill
s Ot
3.730
3-500



0759
(1H,
a),
6.920
211,
ben),
7.20
(M,
Mr),
7.78-
737
(771,
917
7-4
17[37
(77E
in)
20lot
rrool
r3t3
Produ
ction
et
)E2ra
minnE
S-(5-
chlur
oill[
Onien
-6-lr
ttttI
ruyl]
-to-o
yorrt
bybac
ctimr
de
(cemp
oond
315)
"71.2
25
s/I
2[2-A
milso
-6-(5
-ehlo
ror I
H,31i
-bmmo
1de(t
sochm
men-6
ry1)-
pyrim
idiuY
1-yIs
a1llu
IyI1-
Ncyan
cmc.t
by1-a
cctaI
nide
(comp
ound
315)(
103
tog)
was
nlita
incd
from
parti
ally
purif
ied
4-(5-
chlum
-111,
2111-
ben7o
ldelm
echro
nlent
6-99-
12919
thanc
lollt
nylor
ytimi
ditt-
2-yla
mine(
/00mg
)
obtai
ned
in
Step
5 of
Examp
le.
314
by
perfo
rming
a
emoti
on
using
the
same
opera
tion
as Mc
30
perdr
ation
metho
d
descr
ibed
in
Step
6 of
Examp
le 3
Id
with
ITHO
noeto
nitri
le
hydmc
hladd
c
salt
(23)
rug)
inste
ad Mt
ammon
ium
chlor
ide.
Physi
coche
mical
pmpon
ics
of 2
12
0mM
6-(5-
clinr
o. I
H,3H-
benzo
ideli
sochr
om.-6
-y1)-
pyrim
itin-
4-ynY
ti-
byl-a
cetam
idc
(comp
ound
315):
NH
(LC/M
S
posit
ive
mode)
01/07
54264
20
(M.O.
5
'11-1
75475
(27(1
MEI75
in
dimmh
yfrol
foxid
ebitt
ehern
imi
shift
s 8:
3.92
(2H,
5131-
7.09(
411,
in),
11.01
(175,
:)
1.93
(215
Us),
7-31-
7-34
PL.),
7.55-
5
1--5.
7104.
Fxamt
ile
316
IS
Froth
ictio
n of
3 1,2
amino
6-(5
chlom
-11-1
2H
bemor
delis
ochmm
en-6-
y1)-p
yrimi
diarL
yIsu]
- e
(ompp
ond
316) 



3 12
mato
6-(5
adore
. I
FUR
bermo
ideil
iwebr
omcm6
-y1)-
pyrir
oidie
-4-yl
arifn
ayli-
pro
plonk
acid
(90.0
mg)
was
obtai
nul
by
perfo
rming
minio
n of
parti
ally
purif
ied
4.5wh
lom-1
123H-
bcnmi
deliw
ebror
nen-6
-213
0-mot
hamon
olfm.
Y1-PY
rimid
iO-2-
3.mwe
(90-,
mg)
obtai
n.'
in
Step
5 of
Examp
le
314
witbl
-merc
amopr
opiun
io
ncid
(71.3
PL)
insmo
d
merca
ptnac
etic
odd,
using
the
some
opera
tion.
the
modno
tion
metho
d
doscr
ibed
in
Stop
boll
20
Examp
le
314.
Furth
ermor
e,
the
obtai
ned
3L2mm
ine-6
-05-c
bloro
-141,
3H-li
onwid
eili.
ebrom
en-6-
y1)-p
yrino
idin-
L-als
dfany
lt-pr
opior
ic
acid
(32.0
mg)
nod
ammon
ium
chlor
ide
(123
mg)
wore
rim..
ustMe
the
owe
opera
tiop
as Me
produ
ction
metho
d
&Hotb
ed in
Step
6 of
Examp
le
314,
mil
thris
,
3-125
.15.-
(5(5-
.1nm.
1H,3H
-benw
o)del
(wchr
omm-6
-y1)-
pytli
nidin
-4-21
sulla
nylim
mpinn
amid
25 e
(comp
ound
316)(
22.0
mg)wa
s
obtoi
ncd
as a
white
solid
,
Physi
coche
mical
prope
rti.
el
312.o
mine-
6-(5-
ehlor
o-III
,3H-b
cnnoi
def.c
hrome
n-6-y
1)-py
rimid
inetw
Asulf
anylf
-prop
ionan
id o.
(comp
ound
316):
PSI
(LC/M
S
posit
ive
mode)
01/17
5101/
403
MI I
IL).
30
IH,NM
R
(400
Mite,
in
dimer
hylnu
ifoxi
doadt
)then
tir.(
7.09
Ili)
3.04
(211,
15,
5.05
(2H,
s),
6.55
(III,
0),
1.90
(21L
brs),
7.33
(11
197
OH,
471%7
.78
004.7
29
1211
%%7.4
5
(III,
0),
7.900
HO,1-
7.711
H7).
5
Produ
ction
of
3-12-
aminn
-67(5
5518,
375-1
133H4
99848
.21is
oc
y-cth
yl3pr
opion
amide
(comp
ound
3173
rr''7
1
31273
5-chl
em.17
18.85
96tom
en-65
5.73p
yrisi
ldis4
3.1%.
18522
17759
5 10
pilot
&
arid
(14 0
mg)
nbtai
ncd
in
Examp
le
316
%as
react
ed
with
222mi
nestb
anol
(6%
mg)
inste
ad of
ammon
ium
clIur
ide
using
the
same
opera
tion
se
the
produ
ction
metho
d
18558
15d
in
817%
6
02.02
5ampl
e
314,
sod
thus.
%1-am
070-6
5(5-c
hloro
-III.
31111
-8077
48815
05171
78925
78 YO
15957
1-757
17714
71551
11715
771.1
597.5
87778
reti0
,1)-p
ropic
ulami
de
(comp
ound
31790
1.5
me)
w5s
oblai
sed
as a
while
solid
.
15Phy
sicoc
hemic
al
prope
rtics
of
37[2.
.amin
o-67(
5-cll
oru-1
.14,3
%-ben
torde
lisoc
bmmen
3535)
-pyri
midin
,4581
sulfa
nylf-
37(2-
hydn%
8-811
781)-
prDpi
onami
de
(comp
els%
317),
173,1
53(75
18
posit
ive
mode)
t7/5-
445/4
17
(2.4+
H7).
Lli-N
MA
(400
MIL,
in
dimet
h3.19
31(93
41,4)
53558
88157
5295
2-55
(2H.
31-7-
55
H.).
113
20
(211,
4,045
.95
177.)
,
3.30-
3.33
(2%,
to),
3.40
(211,
%
1-5.9
5
11%,
4.06
(III,
3
1-529
114
5.04
pit,
5),
5,05
(21%5
).
6.54
(171,
s),
6.89
(2IL
his),
7.31
(ITT,
1,047
.7017
7.),
7.55
(171,
4.
047.7
114,7
-45
(117,
$),
7.51
(1 I%
I, 1
7.78
114,
7.95
(171,
17-5
49114
. 



Examp
le
318
25
3-727
.3979
-67(5
-chlo
re-17
1,317
1%874
deS%c
hromo
n-6-5
1)%yr
unidi
n-5-8
.1175
1fany
ll N
methy
l pr
oplom
unide
(coin
pound
111)
191
Ml -
cc
3.12-
Amiao
6{5
ahlor
o
1(1,3
11
ben7c
[de]i
acchr
ama10
6-11)
-11)(
11110
1,111
11-11
71107
11-11
711
pioni
c
acid
(14.0
mg)
obtai
ned
in
Examp
le
316
was
ramro
d
with
mcday
laniu
e
hydro
chlor
ide
sari
(7.1
lag)
inste
ad of
ammon
ium
cHori
dc
using
the
same
opera
tion
as
the
proda
ctioa
metho
d 5
descr
ibed
in
Step
6 of
Examp
le
314.
and
thus,
1-(2-
amino
-65(5
-cblo
rc-11
-173H
-bcae
olde(
iseac
omen-
6-51)
-pyri
midin
-4
yIsul
fanA
IV
methy
l Fr
opion
amidc
(carn
powd
310)
(I2.4
ma)
was
Obtai
ned
as a
whdc
sabd-
l'hys
icoch
rulic
a1
prope
rties
of
3-12-
amino
76-15
-chIo
no-11
73H-h
cnao[
dcjia
cchro
men-6
-511-
pytim
idin-
4-yla
ulfan
y/1-N
-yl-
10
opkaa
mide
(comp
ound
318),
HST
(LCAI
S
posit
ivc
mode)
m/z-4
15/41
7
(MIT)
.
111-N
NI5(
(400
Vila,
in
dimct
hadsu
lfoxi
dc-d(
)Chea
lical
(hilt
s
017-7
4 PH,
1,
1=727
07),
160
H. d,
4-4.1
2 HO,
3.32
(211,
t,
1,511
7
Fra),
5.04
(211,
5),
5.05
(211,
5),
6.55
(10,5
),
6.89
(al,
5),
733
(561,
4,
7-7.7
0
117),
7.35
(1H.
d,3-7
.711
Hz),
145
(III,
s),
730(1
11.
.H7.7
8
Fia).
757(0
13.
15d,1
-4.12
1117)
.
Examp
le
319
Produ
ction
of
3-12.
-aran
a'
o-6-(
5-chl
oro-1
11,31
1-ben
an(dc
fisoc
laora
eu-6-
71),(
7timi
din-1
-ylsu
lfany
ll
N(2
meth.
20
see11
00-pr
opion
amide
(comp
ound
317)
- 0
1-12-
Atalc
o-6-(
5-cli
lom-I
H.3H-
benzo
ideli
105tr
omea
6 5D
pyrim
idin
4-yls
alfam
yrl
pro
picni
c
acid
(145
nig)
obtai
ned
is
Examp
le
716
was
react
ed
with
2-nic
tlIox
yctli
ylami
nc
(TA
mg)
inste
ad of
ammon
ium
chhai
dc
urine
Ole
same
opera
tion
acne
piodu
ction
mctli
nd
thasc
nIcd
in 25
Step
6 of
Examp
le:31
4,
and
it..
3-P-a
mino-
6((5-
chlor
o-IH,
3H-ba
uo[do
]isoc
lunmc
n-6-5
0-pyr
imidi
n-1,1
sulla
nylf-
N-(2-
mcdhu
x
199 



dneth
ylApn
ipion
tunid
e
(comp
ound
319)(
102
mg)
wan
obtai
ned
as a
white
solid
_
Physm
oclie
rnica
l
prorm
then
3
[2-am
ino-6
(5
chi.
IHnIH
-baus
ideli
sochr
omen-
6-71)
-pair
imidi
nwlAd
adfam
li-N-
alma
y-e0w
1)-pr
opion
amide
(comp
oual
31)3
5ES!
(LCVN
I(
posit
ive
mode)
rate
459/4
61
(M-FH
+).
1H-Nt
AR
(400
MTH,
in
dimel
hylai
lfoxi
de-do
)
chcmi
cal
shift
s
0:2.0
01
(ad
44-
7.091
17).
3.21-
3.30
(9H,
m),
5.04
(211,
s.),
5.05
(2140
),
6.35
(1H.
s),
6.90
(211,
s),
7.33
(114,
d,.14
7.70
He),
7.15
OH,
d, J
7.78
PH,
7.45
(1H,
a),
7.50
(lilt
t
d37.7
811.7
),
8.03
(111.
d
1523
Ha).
10
Fia10
Produ
ction
of
5d2wm
ino-6
-(5-c
ad450
-1333
14-li
00zo)
deil0
00090
000
ihydr
oxy-p
ropyp
-prop
ionam
ide
(comp
ound
320)
0-)44
Pytim
idilI
41-17
-(2,3
-d
3 p
Amino
645
ehlor
o-IH,
3H
dame
ideil
isock
omm-6
-81)-
pyrin
dalsu
lanyl
dne
plonk
040
(14.1
1
rag)
obtai
ned
in
Examp
le
316
was
matt
with
(R)-3
-arni
no-pm
panc-
1,2-d
iol
(9.5
mg)
inste
ad of
ammon
ium
dilur
ide
using
Mc
same
opemt
ioa
as
the
produ
ction
metho
d
dowin
lbcd
in
Step
.6 of
-Exam
ple
314,
and
lbw,
20
342-a
mino-
6-(5-
eblom
- I
H,3H-
benro
lidel
isoeh
romen
-6-31
)-pyt
imidi
n-4
ylsul
(aity
ll
((R)
2,3-d
ihydr
oxy-p
ropy1
)-pro
pio00
nlide
(5ool
dwimd
320)(
12,7
mg)
was
ublai
ntil
Is a
while
solid
_
Physi
cocho
mical
prope
rties
of
342-a
mino-
6-(5-
abl00
0-111
,31T-
0e05l
40e
ihydr
oxy-p
ropyl
dProP
imuum
ide
(comp
ound
3203
25281
(i.C.
0MS
dasit
ive
mode)
ini77
0175/
477
(M+Hi
i).
IR-MA
R
(40)
MHz,
in
dimet
hylad
foxid
c-46)
chemi
cal
Mills
Cii
2.58
(20,
0,
Id7.0
9 HH,
2.90-
3.02
(1 0,
m),
120-1
31
(511,
ni),
3.49
(100,
0),4,
52
(171,
boo),
4.74
(114
boo),
5.04
(231.
0),
5.05
(211,
s),
6.55
(OH,
s),
6.89
(21),
03
733 



(111,
478-7
0
Ho).
7-35
(114
4,1-7
.78
1375,
3-4)
(OH,
0),
7.50
(1177
147.7
8
144,7
.94
(1H.
4-5.7
2
117).
liw.l
.e
321
200
Produ
cam
of
3-par
oino-
6-(5-
chlor
o-1H.
3H-am
eo)de
rr-4-
911-h
yl-pr
opion
thari
de
(comp
ound
321)
5
Parti
ally
purif
ied
4-(5-
61ilo
ro-IH
,3H-I
xaool
ideli
sochr
omen-
6-91)
-6-ma
hanes
taluy
1pyri
midin
:2-yl
inine
(99.9
mg)
ohaai
,od
ha
Step
5 of
Exrun
ple
314
sp.
react
ed
pia
3-mer
cap0n
-2-mc
aylpr
0pion
ic
said
(133.
0 mg)
iaste
ad of
ee,pl
eacet
icsai
4
esieg
the
same
opera
tion
as
the
produ
ction
metho
d 10
descr
ibed
in
Stop
6 of
Examp
le
314,
and
thus,
3 [2
amino
-6
(5-eh
loro-
IH,31
1-ben
on[da
lisoe
ltroo
ten-6
-911P
yrimi
dinal
-ylsu
llant
11-2-
methy
l-pr
opior
tio
raid
(115.
4 mg)
was
obtai
neat
then,
the
obtai
ned
3-12-
amine
-6-(5
-ohlo
roATI
3H-In
aorde
asnch
mmca-
6-41)
-prim
iclin
-4-yl
sualm
(41-2
6noth
yl-pr
picni
c.
acid
(58
mg)
was
react
ed
with
ammon
ium
ellor
ide
(37.9
mg)
using
the
sart
e
oPera
all 0
as
the
produ
ction
metho
d
des:a
:bed
in
Step
6
oft:a
mple
314.
and
thus,
3 12
amino
-6
(54ch
loro
1E1,3
11
henao
lTlea
sodro
men-6
-81)
patoi
clio-
4
pis-a
lai:p
H 2
methy
l pr
opica
arnid
c
(comp
.ad
3)1)
(41.4
mg)
Pas
obtai
ned a
Alm
solid
.
Physi
cocha
mical
prope
rties
of 3
[2
amine
4,-(5
-chlo
ro
111,3
H
buao)
de]l.
Sehro
mta-a
ylapt
ainti
cltin
aalso
l.Goa
ll-29
1- 



20
opion
amide
(comp
ound
321):
ES!
(LCYP
AS
posni
ve
mode)
ma-41
5/417
(M-11
1+4
HI-NM
R
(4111
1
MIL,
in
dimet
hylsd
foxid
ade)
chemi
cal.
shift
s 0:
1. IS
(318
d,
1-7.0
Ilz),
157-1
65
(1114
,
15),
118-3
.21
(211,
mt,
5,04
011,1
1
6.54
(111
0),
6.89
(211,
ha),
7.25-
7.53
(411,
at).
25
Produ
ction
of
342-a
rniuo
6-(5-
chlor
o.IH2
311-b
enoop
efiso
Chrot
nea-(
491)4
44aim
athy
3(1
1-pro
piono
mide
(comp
ormd
322)
201
3-12-
Minim
65(5
diem
I
H.3H
bwww)
deili
soolv
oment
riryl
Maynm
idin-
4-yls
ullim
y11-2
-
racth
yl-pr
opion
ic
mid
(57.3
rag)
was
warte
d
with
methy
laini
nc.
hydro
chlor
ide
salt
(03.3
Mg)
Stead
of
ammon
ium
chlor
ide
urine
the
mme
opera
tion
as
the
modum
ion
metho
d
descr
ibed
in
5Step
.6 of
Foari
plo
314mu
ld
thus,
[2-am
ino.6
(5
same
111,7
11
beurc
i[cle
]isoe
hromc
or6ty
ptyri
umdin
-Myls
ulfan
y41-2
,2Mli
meihy
Imimp
ionam
idc
(comp
otuld
322)(
47.2
mg)
was
obtai
ned
as a
white
solid
_
Physt
ratem
ical
prope
rties
of
3-(2-
amino
-65(5
-cbla
m-111
3H-be
nzokl
e)isa
chrom
earlo
y1Mpy
ritni
dia-4
-01su
lainy
ll-2,
2mMme
titY
10
Mprop
ioram
ida
(romP
our
7227
FS1
(LOMA
S
posit
ive
modc)
1M2-4
29.4.
10
(154+
W).
'114,
-Na
(4(0
MEM
in
dimet
hylso
lfaxi
derch
)
chemi
cal
shift
s
1.13
1311,
8,
1-7.0
1M).
2.57-
2.65
(411,
at).
7.15-
3,30
(2H,
fin),
5.04
(4H,
5),
354
(11I,
oh
3.119
(2H,
Mit
730-7
53
(41L
m),
7.88
(111,
OM.
15
Twari
pIc
353
Produ
ction
of
3-)2.
muMmo
-6-(5
-chlo
rm1H3
111bo
rme[d
eilis
ocluo
men-3
-).1)
-pyri
midin
-4-hI
sulfr
ayll-
W-(2
20
oreth
y1)-2
-meth
yl-pr
apion
amide
(comp
ound
323)
3
1.2-A
minu
6
(5-Mi
larm1
1173H
-lica
m)dol
isoch
rorua
r
31)11
10115
.1125
711.1
7.111
11-7-
methy
l-pro
piont
e
acid
(534
tog)
war
macte
d
with
2-ami
tmeth
anal
(81.2
ilir)
ingea
d of
.11.1
11011
illil
l
chlor
ide
and
25hem
otria
ral-1
-71ox
ymis(
climm
hy1mo
ino)p
hOsPh
ormin
herM1
70201
MimPh
ata
(175.
9712)



1-mhy
l-3-(
3'mli
methy
lamin
mprop
yl)ea
rbodi
imide
hydro
chlor
ide
salt
using
the
same
Membe
r. to
202
the
produ
ction
metho
d
descr
ibed
in
Step
6 of
Examp
le
314 ,
and
Inns.
142-a
mino-
5-(5-
elilo
w-111
,311-
benro
idebi
sochr
omm-6
-51LP
YMMdb
-4-3b
afaoY
IPT-(
73hYd
mix
thy1)
-2-me
thyl-
propi
onam
ide
(comp
ormd
323)(
26.0
mg)
was
obtai
ned
as a
white
solid
.
Physi
coche
mical
prope
rties
et 3
3-12-
amino
-6-(5
-alom
-IH,3
H-boa
eolde
bisoc
hrome
n-6-y
14pwi
midin
-4,1.
15.34
1-133
(2-hy
d000
unthy
l5-2-
methy
l-pro
piona
mide
(comp
ound
323):
PST
(LUNI
S
posit
ive
mode)
urra-
4.59/
461
(1031
7).
111-N
NIR
(400
MTh,
in
dirnw
hylsu
b(ord
de-do
)
chemi
cal
shths
):
1.717
77.0
2.60-
230
(114
mr,
320-3
47
(611.
to),
4.60
(161,
dd.
1=5.1
H7,1=
5.7
He),
5.04
(4H
10s),
6.19
(2113
boo),
7.30-
7.55
intEl
t ma,
7.96
(111.
t,
no5.4
Ho).
Dram*
324
Produ
ction
of
154-6
2-run
ito-6
-(5-c
hlom-
1H,3H
-li
olLe
lisod
irome
nnbyl
)
pyrim
idin
4
yls.1
-buty
latni
de
(comp
ound
324):
4,4"-
Ditbi
ndibu
oine
Enid
(53
mg)
was
disso
lved
in
AbArd
imeth
ylfnm
amide
(1.0
and
water
(0.2
ml),
then
entit
ylpli
osphi
ne
(0.05
4
mil)
was
added
noder
nitmg
enami
nspli
me.
20and
fins
was
sdrre
d at
10011
1
tenip
erahr
re
toe 2
hours
.
Parti
nlY
notif
ied
4-(5-
eblor
o-IH,
311-b
enno[
de]is
ochro
men-6
-31)-
P-met
hanes
ulfmy
ltwim
idin-
2-ylm
nine
(40
mg)
oblni
nod
in
Step
5 of
Emunp
le
314
and
.31,N
ol16e
propy
ledin
limii
ne
(0.08
rah)
were
added
to
the
obtai
ned
mixt.
, and
this
was
stirr
ed
under
uitro
gen
atmos
phno
at
10C
for
1.5
hon..
The
react
ion
septi
llion
was
coole
d to
room
tempe
ratur
e,
than
dilut
or
with
ethyl
aceta
te (5
nil.)
, and
25
Men
dried
over
anhyd
rous
sodiu
m
sulfa
te.
To
the
resid
ue
obtai
ned
after
filtr
ation
and
onnee
ntrat
ion,7
7,3(d
imerh
ylfor
matni
de (2
rriL)
,
anuno
nina
docil
e (72
ma),
Inydr
oxybi
menri
tmole
hydwi
te
(276
mg).
Inair
1-3-(
3515n
ethYl
anilr
oPmPY
I)ead
mdrim
rdo
hydro
chlor
ide
(256
nag),
and
Aband
itsop
ropyl
ethyl
atnue
(0.23
no!)
WC.Te
added
, and
Oils
was
stima
l at
ream
tempe
raiur
e for
13
hours
. The
react
ion
solut
ion
was
dilut
ed
with
ethyl
inmat
e 30
(15
mL),
then
wuhed
with
aqueo
us
ammon
ium
chlor
ide
solut
ion
(10
mL x
2),
warty
(10
niL x
2),
and
satum
ted
surie
rms
sodiu
m hy
drown
,
earbo
rwte
solut
ion
(10
mL x
2)
aucee
rbir
eta,
end
then 



203
dried
ever
auhyd
rere
sodiu
m
sulfa
te.
The
resid
ue
obtai
ned
slboo
Minim
a nod
cenee
nnaan
n was
purif
ied
by
silks
gel
Thiol
ayero
heema
togap
Ly
/dot
lepis
o
ocloe
n!
dichl
oreme
rhane
meedu
mol
9:1),
and
thus,
4-12-
awrin
o.6-(
5-ell
ore-I
IT:3H
reenn
oidei
lisoc
hremc
n yl)
pyrim
iclin
-4.yl
selfr
ewl)-
LuThr
unide
5(cre
nreun
d
324)
04
regim
e
ebtai
nial
as a
white
solid
-
Physi
coche
mical
prope
rties
of
4-1,2
amino
6{5
ehler
e-IF5
3H
Lence
rdeTh
echro
meref
LyThe
wimid
ire-C
ylsul
fanyl
remly
lioni
de
(comp
ered
324):
151:1
(LCLA
S
posit
ive
mode)
re/2,
415/4
17
(14-1
11+).
10'11
-0118
14
(175
reffI
c, in
die
ethyl
selfe
xided
ds)
ohere
ical
Thins
0:
1.85-
1.92:
(2Ks2
2,
(211,
27.3
Ha),
3.11
2)0,0
27.2
The),
5.01-
309(4
1].
us),
6.57
(1H,
'7,0.
75(11
1,
Its),
6.86
(2H,
tare.
7.20.
7.37(
3!].
nil,
7.44
(TM.
s),
7.50
(111,
dd,1-
0.5,
6.5
Hs).
Examp
le
325
15
Predu
ction
ofear
barni
e
acid
2-[2.
amino
re-(5
-chlo
00rel
i,3Th
benzo
kielt
sraen
-6-51
1-in-
i-yis
unnyl
l
-ethy
l
Gster
(cump
omal
125),
20Cre
rbami
e add
2-(2-
Thb0m
eyla0
0y-e0
1yldi
eulfa
nylre
edwi
ester
(205.
9 mg.
(0057
ineie
l)
WaS
disso
lvcd
in a
mixed
solut
ion
of
P)i-d
imeth
yllor
mausi
de
(4.5
mi.)
and
water
(0.5
InL),
tri-m
butyl
phesp
hine
(ISO
itL,
0359
Panel
) was
added
, and
this
005
01211
4 at
mum
tempe
ratur
e
5.1.5
Lours
.
Add:d
iem(
tri
relre
tylph
osphi
ne
(10
j.M.
1.140
nuuoI
) wre
added
-
rred
Ibis
WaS
stirr
ed at
mum
tempe
ralur
e fer
50
minut
es. 1
mL of
ttus
react
ion
solut
ion
nos
sampl
ed
and
25add
ed Lo
the
parti
ally
purif
ied
4-Thr
ehler
e-II1
53Hre
cnere
delis
ahrom
en 6
yl)
6-ree
thanc
sulli
nylre
urimi
din-M
ylami
ne
(20.1
mg)
obtai
ned
in
Step
S ef
Examp
le
314,
Ascre
diise
propy
lethy
lamin
e
(105
LL,
0.003
rnmel
) was
furth
er
added
, and
this
was
stirr
ed at
00C
for 1
lour
'The
react
ion
solut
ion
ireo
coole
d Sc
room
tempe
ratur
c,
water
(10
mi.)
and
TN
hydro
ehrer
ie
acid
(I
ml.)
were
added
, and
this
was
30
extra
cted
with
ethyl
aceta
te
(15
mli,
10
nilL)
. Tim
erear
ric
Myer,
were
combi
ned,
Fuld
thew
we
Med
with
0.01
N
hydre
elren
ie
acid
(Os,!
.),
water
(8
eiL),
red
ine
(8
mL),
Men
dried
mar
204
anhyd
rous
sodim
n
sulfa
te,
and
then
conce
ntrat
ed
under
reduc
ed
press
ure.
The
obtai
ned
resid
ue
was
purif
ied
bygel
thin
layer
ehrom
atotr
aphy
(deve
lopin
g
solve
nt;
methy
lene 



cblor
idnme
Thano
l -
211),
and
thus,
rathe
r:sic
arid
2-12-
ouguo
-65(5
-chlo
ro-11
1,311
-benz
oidel
isoch
romen
6 54)
pyrio
nidin
-4-31
.1fan
yHeth
yl
esti.
5
(comp
ound
725)(
14.1
mg)
was
obnir
ed-
Physi
coche
mical
pp
ice
of
carba
rthe
acid
2-12-
arnin
o-65(
5-ehl
onit
tH,3H
-bcIm
ildef
irx,e
hrome
n-6,1
)-pyr
itnid
int4w
Indfa
nySte
llwl
ester
(enmp
otad
325),
HSI
(LUNI
S
posit
ive
mode)
ta0z-
417(4
19 HI
ll+NA
IR
(270
Man
in
dimet
hylsu
lland
ndi)
chemi
cal
shins
0,
3.37
(2H,
C
1-6.6
14.).
4.16
(2H,
ti
,W6,6
TN),
105
(4FT,
Hs),
0.405
6.75
(211,
bin),
6551
(1H,
s),
6.92
(2H,
hrs,
NUN,
7.33
OIL
d,
00(5.
9
He),
7.35
OH,
d,
008.3
He),
7.45
NH
s),
7.50
(IR
dd,./
-11.3
Hz,
6.9
He).
Exam
le
326
15
Produ
ction
of
142-o
mmo-6
-(5-c
hlom-
I H
IFirl
ienvn
ldejn
oehro
mr
(comp
ound
326)
Itany
llipm
pan-l
-ol
20Par
tiall
y
prail
lud
1-0-o
hluto
-114,
314-h
eniot
delis
odunm
en-6-
34)-6
3neth
anesu
lfiny
l-pyr
iunid
-25y1
mob
obtai
ned
in
Step
5 of
I:wim
ple
514
eras
disso
lved
in
binti
dimet
hyTfo
r
3-rac
renpl
o-l-p
rupit
uol
(17
ItL,
0.197
mind)
and
NsVid
usopr
opyle
thyla
inine
(55
itL,
0316
inino
l)
were
added
, and
Otis
was
sdrre
d ai
C.
Four
hours
Incr.
3-men
aptor
l
-pmpr
ool
(3
25(IL
,
1093
nimol
) and
N)PWI
tisop
ropyl
ethyl
amine
(23
ids
0.132
mmol)
were
added
, and
this
was
stirr
ed at
00'C
the
anoth
er
eleve
n
hoses
.
llte
tem:l
ion
solut
ion
was
muled
to
room
tempe
ratur
e,
water
HO
mIt)
and 1
N
hydro
chlor
ic
tvid
(Intl
) was
added
, sad
this
win
ostra
clod
with
ethyl
accLa
Le
(15
mr,
10
mit).
The
oronu
tio
layer
s
were
cornb
tned.
and
then
washe
d
w14t.
0.01
N
hydro
eller
ie
and
(0m14
.
vatic
(8
m.1.)
, and
brine
((
mt.).
thee
dried
over
anhyd
rous
sHium
30
niffi
ae,
and
then
conce
ntrat
ed
under
reduc
ed
press
ure.
The
ribta
ined
resid
ue
vms
parif
ied
by
silic
a gol
rnc
loyor
obnom
atogr
ophy
(deve
lopin
g
solve
nt;
methy
lene
chlor
ide:
metha
nol
-20:0
),  



205
aud
thus,
3-12t
hinin
o-605
-chlo
ro-11
1,311
-bens
oldel
lisoc
hthin
en 6
yl)
theim
idiu-
4
ylsel
fanyl
i
prope
n.
1.61
(ce/o
pened
376)0
3.4
ethni
c.
cibth
med.
Physi
coche
mical
isics
of 5
3.12-
ammo-
6-(5-
chlim
s. I
S53H-
Innen
Incbs
ochro
mm-60
1)-th
ennit
h4b4'
ylndt
hisyl
l
House
1 ol
Hompu
mad
32651
n51(0
0115
posit
ive
mode)
mith-
368.1
390
(Ms
In.
1111-
N/1R
5)7(1
MHz,
lee
dimet
helsu
lfoxi
de-d,
)
uhcmi
cal
shift
s ac
1_10
(21),
ithdd
(like
qui),
107.3
He,
7.3
Hz.
6.4
He.
6.4
He),
3.15
(21-1
11
Hike
0,207
.3
H71,
7.3
He),
3.51
(21-1
,444
(like
cr),
10
(106A
He,
6.4
He,
5.4
He),
4.57
(IH,
dd
(Inc
L),
1-53
H4
5.4
Ha,
OH),
5101
(4H,
bee).
6.54
(III,
s),
6.17
(211
thrs,
NILS)
.
7.33
(154,
4,6-
6.6
11H,
7.35
(111,
(1, J
1.9
He),
7.44
(1H.
s),
7.50
(114,
6.911
4
6.611
4.
Examp
le
327
15
Prodt
hdun
N {2
r2
emith
)-6-(
5-cli
loro-
111,3
11-be
rno)d
ellis
ecthe
meNny
lIt
etimi
de
(comp
thmd
3271
20N.(
2429,
mipon
-(5-c
hlorn
-M,IH
-Inne
n[dep
suchr
omen-
6-y1)
-pyri
midin
-4un.
11-
cthyl
I-am/
amide
(comp
ound
3271
(32.1
mg)
was
obtai
ned
Inn
parli
any
pufif
icd
405-c
hlons
1H,3H
-hcnn
thIpl
istic
hrumm
6-y0
6
metha
ncsul
linyl
peren
idin-
2-yla
mine
mg)
obtai
ns]
in
Steps
uf
Hemp!
) 314
by
perfo
rming
LI
react
ion
using
the
same
opera
tion
the
produ
ction
metho
d
descr
ibed
in
Examp
le.
326
14113
N-(2-
mcrca
pLoct
hypae
stami
de
(14.)
01.)
25ins
tead
of
3-mer
capto
-l-pr
opano
l.
Physi
coche
mical
prope
rties
of
N12
auoth
on-(5
-thlo
r0111
311-b
eneo(
defis
ochre
mm-6-
91)-p
yinud
ip-IN
IsplE
ffly1
1-eth
ylnac
etuni
de
(comp
ound
3271,
Eel
(r.er
ms
peve
modH
m/7,-
41541
7
(91+1
01). 



30127
0
Mlle,
in
denti
nal/x
i
chlom
form)
chemi
cal
shift
s 3,
7.00
()II,
s),
3.35-
3.39
(201,
rth,
3.63
(201,
dl,.H
5 9
014
5.9
He),
5.06
(114
4,1-3
.0114
),
523
(2H,
the),
9.20
OH,
bleb
6.66
(III,
206
s),
7.19
(1HL
1-5.0
117),
7.25
(TH,
s),
7.42
(214,
4,1
-4.01
k).
ikrun
kle
329 5
Pmcin
ction
-343-
12-sk
i40-6
-(5-c
hlarc
r
ITI,3
Hilie
rre[d
eprec
hroin
ea-6-
374
acela
mide
(cemp
ouud
328),
N.134
2-ami
nu-6-
(5-oh
loro-
111,3
11-be
nrnpr
eliso
chnim
en,6,
1)-py
rinik
linet
-pliu
tfany
li-
10
p-mpy
lfacH
amide
(oomp
ooki
328)(
7.9
mg)
iek
obtai
nP1
likra
piuda
lly
purif
ied
445-e
ldoro
-1111
,311-
0ee00
[de]
10000
0emen
-6-31
)-6-m
etbat
lesul
finyl
-pyrk
tidiu
41-yl
0005e
e
(26.0
mg)
obtai
ned
in
Step
5 of
Examp
le
314
by
panni
ng a
react
ico
using
the
same
opera
tion
as
the
produ
ction
metho
d
descr
ibed
ha
knife
326
with
17(27
000ea
ptopp
kylke
cturn
idc
ins-f
und
of
3-m00
aptor
l-pro
pkol.
15Phy
sicoc
hemic
al
90860
16 ,6
of
Nf2eb
lom-1
31,13
H
berro
lfeli
souhr
om48
6 37)
pyrin
ii110
4-31s
ul
431
auela
mide
(coin
rimie
d
328),
EST
611.0
7AS
posit
ive
mode)
ink-4
29/43
1 (69
,IT')
.
(2760
11k,
I,
pinkt
hylsu
lfrxi
d,
dr)
chemi
cal
shift
s
3.20-
3.47(
4!).
el),
7.07(
4!).
Parti
ally
puril
iod
4-(5-
ehler
e-lHa
llfie
nno)d
eliso
a9amm
cneay
1)-6-
metha
nesul
fthyd
pyrim
idio
2
ylami
ne
(94.7
mg)
obtai
ned
in
Slops
of
Exthe
alc
314
war
disso
lved
thArt
hdini
ethyl
ferma
midc
(3
nth),
5
sodiu
m
hydre
sulfi
de
(29.9
mg)
aud
water
OM
ith)
were
added
, and
this
was
stirr
ed at
mom
tempe
nthir
e for
10
minut
es.
Vente
r was
added
to
the
react
ion
solut
ion,
an.d
this
war
extra
cted
using
ethyl
aceta
te.
This
ethyl
aceta
te
solut
ion
was
warho
i
with
water
, IN
hydro
thilo
ric
acid,
water
, and
brins
succe
ssive
ly,
and
then
dthcd
oval-
imhyd
rous
magne
sium
sulfa
te.
Anhyd
rous
matha
thium
entra
in-1e
was
filte
red
el
and
the
filtr
ate
was
conce
ntrat
ed
milde
r
reduc
ed
prass
ure.
IllTh
e
obtai
oed
resid
ue
was
disso
lved
in_th
eadim
edayl
forma
mi de
(6
mt.h
and
then
fitht
hithl
oroet
hyl)m
ethan
esufi
onami
de
(504
mth
and
Nathd
ilsop
ropyl
ethYt
hathe
(017
PIP
fief
added
and
stirr
ed at
Ill
"th
for
14
hours
. The
nanct
ion
solut
ion
wag
crthl
ed to
roona
tenth
erith
ire,
and
than
difiL
ed
with
ethyl
oath*
.
This
ethyl
aceta
te
solut
ionwa
s
washe
d
well
water
and
thins
succe
ssive
ly,
and
then
dried
ever
anhyd
rous
radia
n
sulfi
de.
Athyd
rons
sodiu
m
athia
te
ISwar
remov
ed by
filtr
alien
. and
the.
filtr
ate
was
eonee
thrat
ed
under
reduc
ed
prthr
ure.
The 



obtai
ned
resid
ue
war
purif
ied
by
silic
a gel
thin
layer
ethom
awtha
aphy
(deve
lopin
g
solye
ith
methy
lene
chlur
ithan
ntthn
ol
9:1),
and
nathe
ththr
oino-
6-(5-
chlor
o-III
PTthb
enwth
datit
hdrro
menth
thHth
ethfi
dioth
-IIIt
hfinY
lthet
hYlth
m
ellum
erutr
onami
de
(cont
houod
329)
(571.
1 mg)
was
obtai
ned.
20Phy
sicoc
hemic
al
prope
rties
of N
(2
I-2
amine
filit
chlor
eth
H,3H-
boreo
ldeli
sochm
menfi
thlit
h
thmic
lin-t
halru
lfany
thedf
ilfir
n
eltho
esulf
onami
de
(nint
h-mai
d
32)):
ESI
(IICA
IS
posit
ive
mode)
mth-4
51/45
3
(fthr
thil+
).
o(o
NIFfr
, in
dinth
ylsul
foxid
ed6)&
e.i.,
1
shift
s fii
2-93L
i),
29-2.
27 OH
0),
295.0
4
(4H,
d, J
4.11k
),
159
(ITT,
0),
it.fi
t
(2H,
bra),
7.27-
7.30
(II(
no),
732
(7=6.
4
Ho).
7.34
(IN,
d,
7.1
Ilz),
744
(IIT,
0),
7.49
OH,
so).
208
lidin
-2-on
c.
(comp
ound
330):
173
CI
(73'1
1.1
5 12
amino
6 (5
chlon
i I
HilH
buree
lilef
isoci
comen
-6-y1
)-pyr
imidi
n-1-y
lenIt
heylm
eth
711-O
xerol
idin-
2-one
(corn
/Hint
330)(
25.7
mo.)
was
obtai
ned
&on
parti
ally
puiif
ied 5
4-(5-
ehlor
o-111
3,13H
-hene
o[def
isoch
rolne
n-6-y
1)36-
metha
nesuI
finy1
.05.7
166id
in-2-
ylami
ne(87
3 mg)
obtai
ned
in
lisp
5
ofili
etiun
ple
714h
perli
mling
a
reedi
en
icing
the.
rams
opera
tion
as He
produ
ction
metho
d
descr
ibed
be
Fxamp
le
329
with
5-ehl
orome
thyle
xecol
idia-
2-one
(65.6
MY)
inste
ad
71,13
(2-eb
leree
ty1)m
ethan
csulf
onami
de,
Physi
coche
mical
propa
lice
of 10
53[2-
amino
-63(5
-eldo
rod
H,3H-
bence
rdeli
sochr
olnen
-63y1
)-pel
imidm
,4-yl
sulfa
nylni
eLhyl
f
-exam
lidin
,2-on
e
(Himp
utuid
330),
PSI
(LC/M
S
posit
ive
mode)
nll,4
29/43
I
(134+
11+).
'H-NA
IR
(270
MHz,
in
deute
rated
chlom
fonn)
chemi
cal
rads
3:120
-3.37
(211
no),
3.52
(1H,
HI,
1=8{3
31e,
53
Hey
3.73
(1H,
dd,
4.9
11414
.1
TH),
4.93
OH,
m),
5.07
(4H,
0),
5.52
(2H,
15No)
, 633
(1H,
Hs),
6.63
(111,
s),
7.204
.21
(1H,
en),
7.25
(I H.
s),
732-7
33
(21-1
,m).
Exam
le
331
Produ
ction
of 20
A11{7
17-ar
oino-
63(53
cIdor
e,-IH
,3H-l
iolie
rdell
sech1
505en
-(-3d
)-Prn
odia4
-ylsH
ethy1
/323
hydmx
y-ace
tamid
e
(comp
ouud



Parba
llo
pwifi
ed
nee&
acid
{2[2-
oni
(763(
3416.
133H,
3T4_h
oesse
[dsie
eelos
mss-&
pl)-p
peise
ddi:e
-d-yl
eslfe
eyIFe
thyIe
ssbem
seyl)
-molh
ylseI
se
see
obtai
ncl
Ibsen
parti
ally
purif
ied 4
(5
Were
11231
1
ben7O
fele0
scchm
men
6-y1)
6
nieth
enesu
l1116
4
pytii
rddiu
2
yletu
ine
203
rug)
obtai
ned
in
Shp 5
of
:Exam
ple
314
using
the
same
opHat
ion
as Or
produ
ction
metho
d
descr
ibed
Examp
le
329
wilh
ace%
acid
(2-ch
lorod
hylta
rbarn
oyl)m
edayl
ester
(522
erg)
inste
ad of
N42-c
(doro
ethyl
)nied
iate
sulfo
namid
e.
'this
parti
ally
purif
ied
produ
ct
was
disso
lved
itt
tetta
bydro
finan
(5
inIL)
, I N
aqueo
us
sodiu
m
hydro
xide
(0.8
tor
was
added
at
room
5
tempe
rrint
e,
and
the
obtai
ned
mixtv
e was
stirr
ed at
mom
tempe
ratur
e
for10
tnimi
t. I
N
hydro
chlor
ic
acid
(OP
mid
was
added
to
the
reael
ion
solut
ion
mil
dim
this
was
mit-r
ailed
with
ethyl
aceta
te.
The
organ
ic
layer
will
washe
d
with
sinte
r and
brine
suerv
ssive
ly,
and
then
dried
ova
anhyd
roth
sodiu
m
%Hato
.
Aft%
filte
ring
of[th
e
anhyd
rous
sodde
n
%drat
; the
filtn
ile
was
conce
ntrat
ed
ander
reduc
ed
press
ure.
The
obtai
ned
resid
ue
was
purif
ied
by
preps
dativ
e 10
highi
perfo
nuarc
e
hquid
cbrom
atoge
lPhY
(colu
mn
packi
ng
mater
ial:
01)5,
mobil
e
phase
:
equem
ll
solut
ion
condo
ning
0.05%
trifl
uomac
ctio
acid_
acelo
nitd
to
solut
ion
conta
ining
0.03%
trifl
unare
etic
acid
d
10190
to
95:5
(grad
ient)
).
and
thus,
N (2
[2
amino
-6-(5
-chlu
m-IH3
311-b
enerA
delis
ochro
luen-
6-31)
-pyri
midit
-Hyls
ulfan
ylhet
hyl)-
2-
hydro
xyHau
lide
(comp
ound
331)(
20.6
tag)
was
obtai
ned.
15Phy
sicoc
hemic
al
prope
rties
of
.35
{2 [2
amino
645
&tom-
IH.3H
benro
[dc]t
soehr
oment
rry1)
-pyri
tnidd
ylyll
ethyl
l-2-
hydro
xyiar
etami
de
(comp
ound
33
881
(142/
MS
posit
ive
mode)
intd%
131/4
33
(Mt
'TI-N
IAR
(270
NTH%
in
dente
tated
chlor
oform
)
chemi
cal
shill
s
1:3.3
7
(2H,
t,
J90.9
He),
3.60
20r2I
I,
hl-5.
31k),
4.06
(2Id
s),
5.08
(HT,
s),
6.63
(1H,
s).
7.20-
7.21(
111,
m),
7{23
(III,
s),
243
(2FT,
d,
545.(
He),
8.19
(I
FT,
bin).
Examn
le
332
25
Produ
ction
of (2
r2
amino
645
chlor
obenz
o[de]
isoch
r-6-y
1ritn
idir-
4-yls
ulfan
yllie
thyli
durea
(eomp
ound
332)
" r1
035-2
%45
Podia
tret
hydro
gen
sulfi
de
(1.07
9)
was
disso
lved
in
N,Nid
iniet
hylfo
nnaui
de
(25
red).
30 To
the
mivhd
e Wag
added
4N
hydro
gen
chlor
ide
in
eihYb
eetat
o
(13.3
%Daim
on'
teMPe
infiv
e:
After
Hivin
g for
appmx
imate
ly 30
minut
es
refer
same
temuc
ratme
, to
die
resul
ting
mixti
re  



210
were
adde
4-65-
chlom
-TH,S
H-ben
dirdc
lisne
hmmen
-601)
-6-me
Manes
ullba
yl-py
rimid
in-2-
ylami
m
(120
g)
obtai
ned
in
Step
5 of
Examp
le
314
and
Pd,N-
iiyle
thyli
tuane
(2.)
tul)
stiet
wasiv
oly.
The
was
slime
d ut
8000
for
foot
hours
, mid
then
the
titbi
ttort
ure
allow
ed to
cool
to
mom
5temp
eralu
re.
lb
the
mixt]
ro
were
added
to
2-eli
loro-
ethyl
area
(3.20
g),
N.N-d
ilsop
mpfie
llula
mine
(3.8
ml)
and
N,Nad
rneth
yllai
rmami
de
(15
mg .0
forty
. The
react
ion
mictu
re
was
sacre
d at
80C.
for
14
horn
and
then
allow
ed to
cool
to
room
tempe
ratur
e.
The
react
ion
was
quenc
hed
1u
addin
g
avale
r
amid
calra
cted
with
ethyl
accia
le.
The
urium
ic.
lead
was
separ
ated.
washe
d
with
water
imd
brine
subse
quent
ly,
dried
over
aohyd
rous
sodiu
m
ulfat
e. 10
After
remov
al of
inorg
anic
sags,
the
solut
ion
was
conce
ntrat
ed by
evapo
ratio
n.
The
resul
ting
resid
ue
was
purif
ied
by
TIPLC
(colu
mn;
ODS,
mobil
e
phase
;
0.054
01TA
in
water
0.05%
TFA
in
aceto
nitri
Ie
=65
35)
to
give
(242-
amino
-6-(5
-ehlo
ro-10
,3Thh
enzo[
defic
oebro
mea-6
-y1)-
pyrim
idin-
4-yls
ulfan
ylket
hall-
urea
Physi
eudae
mical
pmper
6es
of IT
nmino
6-(5-
dloro
-111.
311-b
enrer
del)s
odmme
n-0-3
3)-py
)11.
(comp
ound
33)):
PSI
(1.00
40
posit
ive
mode)
mfir4
16/41
8
(MTH)
. r11
Morn
(270
Mit
dione
thyls
al
fox
iclud
a)
datum
,
shith
i
111-7
3h6-6
004.
203.0
5-3.2
0
(414,
m),
5.05
(414.
,
her),
6.34
(111,
0,
6.88
(210
hen,
14)12
),
7.33
(114.
d,
1-6.9
IL)
(114,
d, 1
0.7
110,
7.43(
114.
5),
7.51
(III,
dd,
Ste.?
Hu
6.9
Hz),
7.09
(ITT,
Site)
.
Examp
le
133
Prepa
ratio
n of
25
2-[4.
amini
v6-(5
-ehlo
ro-11
.33H-
borad
delis
uehro
m
6-,3,
51tad
din-2
.-yls
ulfan
ylf-N
-cumo
methy
datel
amide
1 0,
0-
Stop
1:
Prepa
ratio
n of 



1.4-m
ninu
6(5
rd.
1H.33
1
benfo
rdeli
sochu
men-6
-31)-
0,3,5
1trla
ria-2
-3456
1130-
110ed
ie
add
30gm,
,aggi
ng
fithe
sagie
rudde
r as
in
Step
I of
Examp
le
205
and
repla
CUT
3-tud
eadop
00000
0ie
add
by
tiogl
yeoli
e
acid
(4.8m
1. 69
mmol)
,
them
was
obtai
ned
21!
151-s
ainli
o-6-(
Sychl
ons-1
18,5E
-9are
ardel
isocb
comen
st5sy
I)-11
33,5,
1tric
ali,2
-yist
ilfsa
Y11-a
cabc
ncId
(10.4
9 g,
98%)
:Ls a
whitc
solid
drain
4-(5-
ohinm
s1H,3
H-Inn
o[dc
lisoc
Itrom
en-E8
.y1)-
(anyc
lhane
saffi
tyls[
13,51
niabi
n-2pd
aminc
(8.99
82-
ES1(L
CSode
),
Inia,
3811
401(1
8110-
1H-N1
.4R
70b11
13,
1E480
-44
chemi
cal
shift
s SI
3.93
(721,
5),
105
(414.
Imo,
7.35
(111,
11,
1-6.9
117),
7.39
(1H,
4,1-8
,6184
,
7,45
(1H,
s),
7.52(
1%
184.1
-8.61
17,I=
6.912
7),
7115
(1H,
bee),
7.88
(!H,
lims)
,
12.75
(1H,
Ens).
10
Step
2:
Swann
-aka
of
2-31a
mino-
6-(5-
cblor
ry111
,3H4y
snmly
lelis
oohro
mens5
ay1),
[1,3,
5,1tr
iazin
-2-31
milf3
nsTNy
cyann
metby
l-ace
tamid
c
Pnact
isdin
g is
the
sore
manne
r as
in
Slcp
2 of
Examp
le
205
and
Inpla
cing
15
Nanci
thyla
nsinc
hydru
cblor
ide
and
15-i4
aunin
os6-(
)-dil
oro-I
H4Nsb
nizal
yleil
isoch
roine
ns6ay
9-[1,
3,51t
ria38
8-2-y
lsul0
05yli
bprop
ionic
acid
by
amili
oncel
onibi
le
hydro
cblor
idc
(1.91
a,
70.6
mmol)
and
15-an
ii0,3
65(5-
chlnr
osIB.
3H-bi
neoli
deili
sochr
omcos
esylp
ll,3,
51tri
azin-
2531.
5n1fa
nylfa
cetic
acid
(2.0
5.1('
Ininc
il)
respi
ndvel
y,
awe
n,s
obtai
ned
2025[
51-am
inan5
5(5-a
lore-
11b31
1-ben
ns[dc
]iauc
la0me
04-71
)41,3
,59en
azina
,y1st
dilui
s111-
S6ics
0no
mcill
yisac
elatr
ilde
(8.22
g.
5584.
)as a
while
33849
0's
151-a
ininu
-145-
chl88
0-111
,3111
benso
Ldefi
a,chr
omen-
653,1
111,3
,5P8i
aain-
2-yls
olfzu
pflyn
cetk
acid
(2.0
3).
25
ESP
((CSM
S
pnsit
ivc
mods)
: Sy
427,
423(1
4+111
).
111-N
15115
(2709
4115,
1aM51
0-40
chtni
ical
511il
ts
0:3.8
7 (4
0
0211,
4,75,
0.05!
?],
5.85
(418,
brs),
7.54(
1%
4,J-7
.1R4,
7.38
OH,
4,3=1
19E4,
7.451
18,
dill-
8
9H.e.
1
7.811
4,
7.83
(IH,
nn),
7.01
(111,
!yrs)
.
8.7]
(118,
1, J
30
Exam
le
314
Prep/
bat:t
on of
3-14-
amiso
-4-(5
-cblo
rosI1
1,3H-
be070
[de]i
socbr
onna,
5-y1)
-11,3
,5P5i
an1If
IsNY(
2-nso
l
boxys
edi3d
)-Pri
gnnIs
amide



212
Pmcee
ding
Oath,
xime
manne
r m
in
%op 2
of
%samp
le
205
and
repla
cing
157-m
eth0l
amme
hydni
chlen
de by
2-mal
hoxec
thyla
tolui
e
(0.71
ml),
there
was
obtai
ned
1-04-
ammo-
6-(56
,111o
ro-11
1,3H-
0e0go
ideli
s000e
olueo
6 yl)
[1
1,51t
r0mm
2
51Edf
an311
-M-f2
Mer 5
hoxy-
Mayg-
propi
onalu
dde
(960
mg,
77%)
'tea
whir
solid
from
344-t
mluro
-6-(5
-elf
oro-1
1-1,7
11316
nen[d
ellso
chrom
en-6-
y1)-1
1,3,5
11mmi
n-2-y
lsitl
fanyl
l-nro
plome
acid
(1 10
.2).
ESE
(LUMP
posit
ive
muds)
,
rile
160,
46204
110.
10117
-1115
112
(2708
.1He,
DMSO,
ds)
chani
cal
stall
s 3:
2.48-
2.55(
2Kan)
,
3.15-
3.33
(011,
m).
5.05
(4H,
Ms),
7.34
(111,
d,1-6
.9112
),
742
01H,
el,
2x8.4
HM,
705s)
,
7.53
(1H,
eld,
1=8.4
Hz_
.1-6.
911E)
,
7.85
(211,
brs),
7.99
OHM
095.5
Hz).
Exami
t 15
grepa
ngion
of
344-m
ulmo-
6-(5-
chlor
o-1)1
,111-
benen
[de]l
enchr
omim
6 yl)
3,55m
ann 2
61mil
l/tri
ed] N
((R)-
23
7-dih
ydrox
y-PrO
PEE-P
roPma
mmdf
.11NN
IILH1
smiLN
m%715
cH 51
OE 0.
Proce
eding
in
the
same
manne
r as
in
Stop
2 of
Examp
le
205
and
napit
aimo
20
N-met
hylan
atie
hydro
chlor
ide
by
(R)-(
-1)-3
-angi
u-1,2
-prop
auedi
ol
(1.32
8 0),
tad
still
ing
addit
ion
of
N-eth
yldfi
sopmp
ylami
ne,
One
wm
obtai
ned
144-a
mino-
6-(5-
chlon
ielH.
3H-bi
mmide
(isou
larom
en-6-
3-1)1
1.3,5
1trim
in 2
ylsul
fanyl
l
N-((R
)-2,
3-dih
ydrox
y-pro
pyEgn
genna
mid6
(2.03
g,
86%)
as a
white
solid
into
344mm
ino-6
-(5-c
hloro
-IH,3
21-be
nem[d
eliso
fbrom
en 6
yl)
[131,
5Thim
in 2
ylenl
fanyl
progi
onie
25mid
(2.0
2).
313
LS1(1
0143
posit
ive
mode1
1a0-4
76.
478G1
IT').
111-0
31R
9270M
He,
D3A10
-515)
chemi
cal
sbAls
5: 2
54
(211,
0
2-611
14 2
91-3
02
(111,
Ts),
3.12-
144
(711,
153,
4 51
(1111
, 1-5
9H0
4.73
(111,
d,
1-4
9E3),
5 (15
(4H,l
ars),
7.34
(111,
d,
1-6
6H7)
742
(1H,
d_
2-8
6He)
7.45
OH,
0,
7.53
(111,
(kb
1-8,6
11 la
1-6.6
110,
7.03
(201,
be,),
5 7
90
(1H,
01=5
1He3
!dsos
nole
356
Prepa
otios
o'
3-[4a
inine
-6-(7
-cblo
r01H,
3H-b0
3091d
elisc
sdrom
en 6
y1)11
510 2
fan 



10pro
pirma
rnidc
11-1,
Sp 1:
Prepa
ndos
of
3-14-
amino
-6-15
-chlm
a3H-b
unzoi
dcfis
otruo
rnen-
6,1)-
11,3,
511ri
arin-
2-yls
ti00m
y11-2
-meth
yl 15
-pmpi
nnic
acid
Pmcce
ding
in
the
saws:
mount
as is
STep
1 of
Examp
le
205
cod
repla
cing
3-mer
caplo
propi
osis
add
by
3-m0c
eptoi
sobst
yris
arid
(5,08
g, 42
n-nno
l),
Them
was
obtat
ued
14.am
ino
6-0
iblur
o
11131
1
beneo
[de]i
soebr
omen-
0-00[
1,3,5
]tria
zin-2
-ylmi
lfany
lLiee
te
acid
20(6.
11108
8%)
as a
pale
yello
w
solid
from
4-(5-
06100
-111,
311-b
eszo[
delis
nebro
men-6
-0)-6
-merk
m0013
nyl-1
1,3,5
14000
2-0am
inc
(6.1
0).
ESI
CA1S
posth
ys
0910
401-4
17-41
90011
-0.
25111
-1411
011
12700
100
DMS0-
d53
a.m..
]
%MI.
a I
16
(311,
4,
1-731
1e),
2
70-2
11
(1H,
ni) 3
19-1
20
(21-1
,
137,
5.00
(4H,
brs)
7.35
(111,
d,
17.1!
l4,
7,41
(111,
4,1-8
211E)
.
7.46
(HI,
5),
214
7.53
(HT,
ddig1
1.2Ti
m.M7.
1617.
),
725
(2H,1
224
(111,
bee).
Step
2,
Prepa
ratio
n of
3
01-am
mi
o-6
(5
Mien,
114,3
11
beria
so)de
li
clamm
em6-3
4)-f1
,3,5i
ltaim
in-My
lsulf
atoll
-Mmet
hyl 5
propi
onami
de
Proce
eding
in
the
same
manne
r as
in
Step
2 of
Examp
le
205
mg
repla
cing
Nenet
hylam
ine
hydro
clen6
de
and
3-84-
amino
-6-(5
-chlo
ro-IH
S3H-b
envol
dclis
uchro
men-6
-ye-1
1.3.5
1tric
sin-2
-ylso
ffany
llimo
Sethe
acid
by
ammon
ium
chlor
ide
(963
ing,
18
ems!)
anti
103-1
4-ami
no-6-
(5-th
l000-
1/1,)
11-be
nzoid
eliso
chrom
en 6
yl)
[1.3,
51tri
min 2
ylmlf
atryl
l-Mme
rhyl
propi
onic
acid
(1.5
8"3.9
mmol)
respe
ctive
ly.
there
wrai
&gain
ed
344,,
,,ino
-6.(5
-clil
onn-1
11,3H
-henm
[dlis
ochro
mun-6
,1)-1
.1,3,
5.1(n
azin-
2-yls
ullan
ylf.2
-mcth
yl
mropi
onami
dc
(978
mg,
65%)
as a
whim
solid
. 15
ESI
(LCiM
S
posit
ive
mode)
:
mr0-4
16,
41
8(5!+
W)-
Igigg
imk
o7018
11,,4
06...
thomo
jonqu
il
gin
6:
1.09
(311,
4,1=6
,611s
),
2.55-
2.65
(III,
ta),
3.08-
5.20
(261,
m),
5705
(4H.
bri),
629
(1H,
bra),
7.32-
7.46
OH,
m),
7.53
(IH,
dd,1=
8.71M
,
6.615
7),
7712
(2H,
bm).
20
EX711
11 le
337 



Peet.
..Cro
n of
3-14-
amino
-645-
chlom
-IH,5
vide'
smcm-
6o1)-
81,3,
56Me4
n-2-y
lsulf
any71
,2,N-
dime
thylm
nicio
namid
e
25Poc
ethin
g in
the
same
rnann
er as
lee
Step
2
006de
eoepl
e 330
and
repla
ming
ammon
ium
cblor
ide
try
61-me
dolam
inc
Imdme
hlori
de
(12
ma),
Mere
pas
obtai
ned
3-14-
aminn
-6-(5
-chlo
rmlH,
3H-bu
mmigg
lisoe
ltror
ties-
4-yl)
-f1.3
,51tr
limit
m2ols
alfna
ll-2,
14-di
me
461-p
ropio
namid
e
(13.7
mg,
86%)
as a
white
solid
from
3-84-
amino
-6-(5
-chlo
rc-11
1,3H-
benad
eliso
ckeme
n-6-3
1)-(1
,3,31
Piazi
c-2-5
15141
.1311
-2-me
tyl
70-pr
opiun
ie
acid
(15
rap),
215
III
(LC/M
S
pusid
ee
mode)
: mie
430,
43201
1117)
.
'80-1
41111
(27(1
104+,
CDC/3
)
chanc
el
ebill
s
1.21
(OIL
4.006
.9110
, 048
(318,
144.8
117),
2.53-
2.66
(111,
m),2,
88-2.
97
(117,
m).
304
(111,
44.
2-5.6
10,2-
11114
,
5.04-
5.11
(411.
70,
3.79-
6.63
(313,
on),
7.19-
1.20(
288,
or),
7.45-
7.49
014,1
0.
Exam
338
Prep0
e6.01
1 Or
3-14-
asain
o-6-(
3-610
0-111
.311-
ben7o
[de]r
sochm
nicu-
601)-
11,3,
01Lri
Iyli-
hyd
taxyr
etby1
02-me
tbylr
eropi
enami
dc
NH, 0
Proce
eding
in dr
bat
matur
erSte
p 2
of
Examp
le
336
and
repla
cing
arm
on
chlor
ide
by
2-hyd
roxye
thyle
ruhie
(1 .1
g, 18
mmol)
,
there
leas
obtai
ned
3-14-
amino
-605-
cI4or
o-111
31I-b
ente[
delis
ochro
mon 6
y1)11
,3,5.
10011
1 2
ylsul
limil
l-N-(
2 hyd
rowet
101)2
2-met
hyl-p
mpion
amidc
(1.07
311
6500
es a
white
solid
from
IS
3-140
600-6
05.ch
lon71
H,3H-
bineu
ldell
isoch
romen
-0-y1
)-11.
3,510
00-70
13060
0102-
etetb
yl
,erop
ionic
.
acid
(1.5
0.
LSI
(1.01
31S
posit
ive
mode)
,
50501
60,
462(3
4+127
).
11015
AR
07001
E0
DM80-
0)
0001.
1
shift
s le
1.08
(13H,
cl.,1
0e9Hz
),
2.57-
2.09
(111,
20
3.07-
3.22
Oa
re),
3.23-
2.40(
280.
rn),
4.65
(111,
01
04110
,5.05
(411,
hos),
7.35
(111,
d,
10).1
3Hy),
7.41-
7.45
(2115
10,
7.53
(111,
44,
08.67
17,
:06
SW),
7.81
(211,
100
7.91
(1N,
105.5
H7).
Esnoo
rlo
333 



25
Propt
urati
on of
4-14-
amito
-605-
chlar
o-11[
enim-
6-3.0
01,3,
0101I
sulfa
uylf-
butyr
eroi
216
oSN
L.-
NS 0
4,
4-dil
liinh
utyri
c
acid
(1.49
g.
6.24
minol
) was
disso
lved
inN,N
-dime
thylf
ormam
idc.
(16
al.)
and
water
(1.71
ml)
under
nitmg
en
atmos
phere
.
'Ifri
-nela
rtylp
hosph
ine
(1.4)
m1,
5.62
mmn1)
was
added
to
the
solut
ion
and
there
sulti
ng
tuoch
we
was
stirr
ed
for
1.5
hours
at
room
5
tempe
ratur
e. To
the
obtai
ned
mixtu
re
wan
added
435-c
hloro
-111,
311-l
ienwi
delis
cohro
men-6
-61)-
6-mcW
ancsa
lfm)1
12,1,
51tri
ozin-
2-yle
minc
(13
g,
4.16
runol
),
N-eth
yldit
sopro
pyhan
ine
(1.1
gml,
1237
rano.
andhl
,Nwil
iniet
hallo
nnami
dc.
ral)
succe
ssive
ly.
and
stirr
ing
was
conti
nued
ovran
ight.
Theoe
indos
eo
nones
chlac
d
stith
water
(1110
m1),
and
extra
cand
with
ethyl
aceta
te
(100
nth.
The
separ
alcd
organ
ic.
layer
was
wo
shed
I)
vrth
wales
(1(10
nil)
and
brine
succe
ssive
ly,
and
then
dried
OM-
anhyd
rous
sodiu
m
stabl
e.
MkT
remov
al of
inorg
anic
sans
by
filtr
otion
, the
filtr
aLc
was
u.inc
entra
ted
in
torus
givin
g
crude
4 (4
rank
6-(5-
chlon
n-IH,
311-b
enzoi
delso
dwomc
n-6-6
1)-11
,36)1
trivi
n-2-y
leulf
anylf
-buly
rie.
acid
as a
yello
w oil
[ES1(
LCVMS
posit
ive
mode)
.
are-4
17.
419(1
.1-40
].
Thc.
0/Win
ed
node
produ
ct
Nem
disso
lved
it(20
nil).
lithe
15sol
thlio
n
vitae
added
o,eno
ernei
eoo
chlor
ide
[2.22
g, 41
mmol)
,
1-hyd
roxyb
engot
ris
sole
(7 00
5, 41
minc1
),
N-eth
yldli
snpri
cylar
nine
(7m13
11
mintd
) and
1-414
1-313
-dirn
ethyl
amino
propy
l)cor
hodli
midc
16.00
g, 41
=nog
suoce
ssive
ly at
nmm
tempe
ratur
e.
The
nuxha
t was
stirr
ed
tor W
hours
st We
same
tcmgc
ratar
c.
Work-
up
and
Pwrfi
cenfi
rin
was
carri
ed
oat
in
the
same
wanne
r of
Wen 2
01
P.a.-
Tic
203
Wring
20
1143m
ino-6
-(5-c
hloro
-1123
17-he
nrold
wilis
cidwo
men-6
31111
.3.53
tiwin
-2-61
441.1
anyl)
-buty
niast
i do
(1322
&
8069
in )
steps
) as
a
while
solid
.
ES1(L
Cl/MS
posit
ive
model
-
m0-41
6,41/
3(M+H
2).
11-1N
MR
(2701
4112,
Emu)
chemi
cal
shins
6:
1154-
2.15
(211,
4 236
(211
1,
1-6.9
21a),
253.1
1-3.1
8
(2H,
In),
4151
(IH,
Ems),
304-3
11(41
1.4
232
(1!),
hen).
5.92
H.
116),
910-9
30
(211,
on),
73-7.
47(25
4,
rto).
F.xan
alc.
340
Prepa
ratio
n
or3-1
0-
30ami
nc-6-
(5-ch
loto-
11),3
12-be
neoid
elivi
chrom
en-44
,131.
,51tn
aIs11
I n1 



011e
sews
granp
ound
as.
that
of
Examp
le
115)
Oncee
chng
othe
sams
manne
r as
Examp
le
DID
nod
4391s
ong
by
33ner
capto
pmpan
-1-01
OS
mg),
there
was
obtai
ned
344.m
ning-
6-(5-
chlor
o-111
,1331
-ben7
0[dOi
sochr
omsa-
6,1)-
11,3,
51tri
mia-2
-9140
LOpy1
1-pro
gan-1
5 -91
(21
mg)
((lie
same
goo/p
ound
as
Sol
of
Emu/5
910
115).
a
pale
yello
w
solid
from
4-mni
ng-6-
(5-cM
gre-I
Fr,
)fi_b
.7?44
k/lin
uolmo
nol 6
91)
/1.3.
51/3D
/54-2
-9/Mm
g).
EST
(I
(VMS
pan/I
ngrnh
589,
391(3
.5
EH)
)11-N
NI33
(4001
41313
,
DMS0-
413)
nhomi
nal
Milts
8. I
78
(2H,
nn),
3 OS
(21-1
, I,
2-7 I
Hz)
3.47
(231,
1)]14
1),
4.53
(IH,
g
1-5.0
113),
.9.41
4
(2H,
O),
5.185
(214,
big),
7.34(
111.
3,
II.91
913),
7.441
(1H,
d_ I
-8.71
13),
7.45
(III,
45, 7
52
(1}1,
dd,
3-8.7
.
6.911
3).
7.79
(TOMO
Examp
lc
341
Prepa
ratio
n of
15
5-M-m
aino-
6-(5-
91/10
re-11
91,31
3-lon
a4zkl
intoh
rom51
molid
ita-2
-one
NN
0>=
Proce
eding
in
the
same
=cols
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25592
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-th12
2221"
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111
22222
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nomen
-0-91
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51292
221n
2
11221
12521
1-1-5
22299
222-2
1-221
12222
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237
kr, '
3-N-r
d
-amin
o 6
(5-c1
...11
1
36-so
moble
t,
socbr
omomm
al)al
unamo
,
smate
sasHm
somnb
otan
dints
eat
Examp
le I:
Mu-im
minen
t o
Hann
enzym
e
inhib
itory
activ
ity
H61,9
0
enzym
e
inhib
itory
activ
ity
of
tbe
cooss
amds
of
the
pros.
'"
iTIVC
IILIO
n 5
repre
sente
d by
formu
la
(I)
was
measu
red
by
the
follo
w-1Np
metho
d.
Among
the
6.11c
nyl-N
-ohma
y1-0,
3,5)t
riszi
n/(1.
3)pyr
imidi
n-2.-
ditun
ine
deriv
atis.
s
wbich
are
known
Lp2a8
dol5
Jaime
, the
fidIo
wind
Leo
compo
unds
wore
sr.!.
compa
rativ
e
compo
omis,
and
ON*
HSP90
enzym
e
Inhib
itory
activ
insm
were
measu
red
simil
arly
by
the
'Wowi
ng
molho
d,
thaun
ple
29 of
Paten
t
Housm
an]
(-com
pcamd
2j
shown
in
Table
2 ea
Page
2306
of 10
Non-P
atent
Docum
ent
6),
NH
N-1-1
2.1
The
cumna
nuad
of
Examp
le SS
at
Patml
nomme
n) 17
(ompo
und
2p
&lobs
, in
Table
2 on
Page
23116
of
Non-P
ateot
Doamc
nt
6): N
11HN2
As a
...lb
all
of
the
compo
unds
of
the
prese
nt
inven
tion
showe
d
good
H2P90
cozym
c
inhib
itory
activ
ity
where
as,
both
of
the
cumpa
ntive
compo
unds
did
not
show
HSP90
enzym
e
inhib
itory
activ
it);
0
Metho
ds
for
PrePa
S1,8
a
2,6,1
1.1
mad..
t..."



20Hum
an
HSPPO
alnbs
gear
(GenB
ank
Acces
sion
No.
X1)18
3,
Nucle
ic
Acids
Rob
1909
Septe
mber
12;
17
(17),
7108)
was
Inser
tcd
into
the
plif
vecto
r
0/..6
.1).,
const
ruct
an
expre
ssion
plasm
ic",
parli
ull8P
90a.
Invod
uctio
n uf
pEniA
USP90
a
iota
A ash
(F112
1
epinn
plea;
&ram.
..0
vas
follo
wed
by ON
incub
ation
in
the
prese
nce
of
0.1
nita
IPTC)
aced
the
coll.
Lcd
th
assb
cello
were
disru
pted
by
ullra
sunic
ation
is a
rysi,
buffe
r (in
m8l.n
ie-Ho
l
238
(pIIP
.0),
1(1
intrI
MRC12
, NI%
Trito
n
X-I00
,
Prote
ase
inhib
itor
cockt
ail
lable
x.
(Roch
e
DIagr
eretm
s)1.
'the
cell
lymte
relat
ion
nob
centr
ifire
ed
010,0
00
rpm x
30
tnion
tes),
and
the
super
natan
t
obtam
ed
after
erere
nfmat
ion
was
us.ed
re a
crudc
extra
ct.
The
cede
retra
ct
was
fract
ionat
ed
using
HisPr
cp
Ire
colum
n and
INTra
p 0
colum
n
(Ante
rsbam
) to
prepa
re a
putil
icd
5remy
me
snlIt
hon.
21For
tune
assay
metho
d
An
came
solut
ion
for
oseoy
ttsos
pteps
saad
by
relat
ion
of
the
"Maud
enryt
ne
solut
ion
using
en
assay
buffe
r (50
nil%
Tres
11C1
017.1
5 20
eaM
Krel,
5
nitre
MgC12
).
tO80
p1.
aliqu
ots
nf
the
enzym
e
solut
ion
for
assay
s
wrec
place
d
lists
a
9(swe
ll
plate
(Falc
on),
rere
negat
ive
.ntul
wells
were
prepa
red
by
addin
g
into
each
well,
1111
pl of
the
resay
buffe
r
aloes
that
dues
not
conta
in
the
plash
ed
=Hue
solut
ion.
10
pl.
cach
or
vario
us
sects
ntral
ie.of
the
test
subst
mccs
(10%1
XA00
solut
ion)
was
added
to
each
wall,
end
for
the
posit
ivo
cunlr
ul
wells
,
10111
. of
10%
HMSO
was
added
.. 10
pl.
15 of
10%
HMSO
PUS
alre
added
to
the
negaf
ive
contr
ol
well.
10 pL
of 1
inP11
AT?
was
added
to
all
of
the
wells
, and
le
re-ac
tion
was
carri
ed
out
at
37)C.
for
two
hot..
100
tre,
ormal
acire
e
green
solut
ion
(0.03
%
Malac
hite
green
,
0.2%
AMMOI
LIIII
molyb
datc,
5%
Trito
n
X-I00
.,
0.7 N
MCI)
was
added
_ and
00655
was-m
easur
ed
(BMX
AD 20
Mictu
plare
reade
r,
model
3550-
UV)
after
remmn
g out
the
react
ion
at
room
tempe
rrear
e foe
Ica
minut
es.
Thc
value
s of
the
negat
ive
remtr
ol
wells
was
subtr
acted
re
bat:k
g:rum
s]
front
the
value
s
measu
red
for
all
wells
, and
50%,
iota)
lion
.acen
trati
on
(1050
) of
the
egad
W.
calcu
lated
using
tbc
value
of
the
posit
ive
contr
ol
well
.0%
inbth
ition
.
3)Res
ults
'te
resul
ts of
measu
ring
ithib
ilory
actre
itY
INHIn
at
I050I
MH7SP
00
stPlm
no
shown
Table
2, As
indic
ated
in
Table
1,
all
of
rec
compo
unds
cone
prese
nt
inven
tion
showe
d
good
51515
90
enzym
e
inhib
itory
activ
ity,
30
Test
Examp
le 2.
Mresu
renre
nt of
eel]
growt
h
inhib
ition
Cell
growt
h
brelr
eary
aciir
eties
of
the
compo
unds
of
the
prese
nt
vetre
ire
by
remol
d (1)
were
measu
red
by
the
follo
mang
metho
d. As
repre
senta
tive
oeaee
pten
of
6-ary
1-4-m
e000p
tores
y-(1.
3.5pr
ittei
re(1,
3)pyr
emidi
n-1-.
1.e
deriv
ative
s
batin
g a
known
simpl
e 35
struc
turc,
compo
unds
12a
and
1213
shown
on
wpm
59
aid
67 of
Non-P
atent
Docum
ent 5
were 



urea]
as
core
paraf
ivc
compo
unds,
and
cell
growt
h
inhib
itory
activ
ities
wore
measu
red
by
line
239
follo
wing
metho
d. 1)
Metho
ds
HCTI
lb
cell
lire
HICL-
247,
colon
cance
r
roll
lino,
NCI-1
1400
cell
Ene a
MI-17
7, 5
Nog
cance
r
cellD
U 145
minim
(IITR
-81,
mann,
Canna
soil
line)
, and
NCI-N
87
cell
Me
(CRL-
5822,
gamic
cance
r
cell
line)
purch
ased
frumA
lte
were
used
for
the
evalu
ation
.
Cells
were
maint
ained
under
condi
tions
rceim
uncud
ed by
the
provi
der
of
each
cell
lino
Cells
summa
ted
in a
mediu
m
were
added
to
unben
t,00
conmi
ning
union
s
conce
ntrat
ions
of
the
IS%
subst
ence,
and
the
cells
wire
cultu
red
at
77C
in a
5%
CO,
incub
ator
From
days
later
, Ced
10
Count
ing K
DC
was
added
, and
ebsor
bnnee
measu
remen
ts
nit31
3 Mem
follo
wing
the
proto
col
inclu
ded
in
thou,
. The
mine
inazs
mnd
fee
sampl
es
which
does
not
conta
in
the
test
subst
ances
was
&line
d en
ON
inhib
ition
rod
the
valm
measu
red
the
sampl
es
Mitch
dress
es
conta
in
test
subst
ances
Fuld
the
cells
were
defin
ed as
10015
inhib
ition
,
rind
the
5(1%
inhib
ition
conce
ntrat
ion
(1135
))
wns
calcu
lated
_ 15
2)R
csult
s As
an
examp
le of
the
resul
ts,
the
resel
ls
Green
growt
h
inhib
itory
,
activ
ity
on
14C,
cells
are
shown
in
MIEN
2. As
indic
ated
in
Table
2,
while
both
compa
raniv
c
compu
tuuds
did
not
show
cell
growt
h
inhib
itory
,
aetiv
ity,
al of
dm
conme
nnds
of
thc
prica
nnl
imend
un
Mooed
good
20cel
l
month
inlfb
itory
actiM
iy.
Table
2  11
5.
Damn
MP
900
240
ComPa
rlill
22
enmpo
mid '
(Comp
ound 
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elder
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0.13
119 H
12.6
.34,4
2-14-
amino
-6-(5
-clik
m,IK3
H-14
57...
o[due
lisuo
ldome
n-6,1
)-11,
3,5
kri.e
in-2-
31.11
16.11
-1111
auide
0.8
1.4
027
0.12
125
143
9H,
c4.65
...).
2.0 



a
344-2
9550-
645-c
lilom
IT113
11311
ener[
de]5s
ochro
mmi-6
-y13.
11,3,
5
Itiaz
in-2-
31sur
anylf
-prop
onami
de
:653
jac
2.I.
--TSI
1.12-
14-am
ino-6
45-el
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sr,
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fanyl
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d
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no-63
53114
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,311-
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4020E
de1,4
00.13
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5
1332
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131Ca
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o
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3339-
6-(5-
cIdo0
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1E311
-
be944
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31)11
3,
$13
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uieth
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1,113
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N.,(2
-[4-A
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(9(5-
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H,
3H-be
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ellso
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on-61
1)-1
1,3,5
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zw.-2
-yhal
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l)
-2-hy
dtorf
raccu
m4dc
0.40
'Mai
Examp
le 3:
Compa
rativ
e
analy
sis
Compa
rativ
e
analy
sis
(Ion.
' of
the
Natio
nal
Cance
r
Insti
tute,
V I.
81,
No.
14,
1088-
1092,
July
19,
1989)
was
muted
cart
M
confi
rm
that
the
compo
unds
f the
prese
nt 



5inve
ntion
and
8-pli
enyl-
Mplie
nyd(1
53,5)
triam
in/(1
,3)ma
imidi
n.2.4
-diam
in
deriv
ative
s
known
as
IPA
AT-I3
inhib
itors
are
diffe
rent
types
nf
compo
unds.
Ciene
rally
, in
Comna
mfive
analy
sis,
is
corre
latio
n
coeff
icien
t of
0.6
or
highe
r is
consi
dered
"corr
elate
d",
and
such
milil
urnor
activ
ities
me
very
likel
y to
be
based
on
simil
ar
mecha
nise.
.
ibis
is
sugge
sted
more
stron
gly .
tfic
corre
latio
n
coeff
icien
t
appro
aches
to 1.
On
the
other
hand,
if a
corre
latio
n
coeff
icien
t is
less
10
than
0.4
la
consi
dered
to he
hint
corre
lated
",
and
such
antit
umor
activ
ities
am
very
nicel
y to
he
based
on
dissi
milar
mecha
nisms
.
This
is
sugge
sted
raore
stron
gly
as
Ihe
corre
latio
n
cactl
icien
t
appro
aches
loO.
Iwo
compo
unds
from
the
compo
nnds
of Om
prese
nt
inven
tion
and
the
compo
unds
of
Examp
les
29
and
55 of
Paten
t
Docum
ent
17
which
were
used
as
compa
rativ
e IS
compo
unds
lu
Test
Examp
le I
were
med
to
perfo
rm
Compa
rativ
e
analy
sis.
The
resul
ts
showe
d
that
the
enric
lafio
n
cnefl
icion
th
Welt
great
er
than
0.6
beim.
the
two
compo
unds
Melo
prese
nt
inven
tion
and
atm
betwe
en Am
two
compa
rativ
e
compe
l...I
s On
labs
other
hand,
the
corre
latio
n
coenc
imits
indic
ated
hetwo
ca
the
compo
und
of
tbe
prese
nt
Memno
n and
the
corup
amtiv
e
comp.
.
were
less
dem
0.2
in MI
cases
.
There
fore,
this
sugge
sted
that
the
compo
unds
of
the 1
20
prese
nt
hweat
ion
and
the
compa
rativ
e
compo
nn.
am
diffe
rent
types
W.
compo
unds.
Indus
trial
A
pen..
.
As
descr
ibed
in
the
Examp
les
above
.
compu
mds
of
dic
numsn
t
inven
tion
nayem
srrls
dh
501mo
la IN
have
both
15509
0
eiwym
e
inhib
itory
activ
ity
and
mall
wirea
th
inhib
ilcir
y
activ
ity
that
25
are
not
abeam
.. in
known
compo
unds,
and
am
neeta
l as
a
uniqu
e
=Heim
an
agent
exc..
activ
ity
towar
ds a
multi
ple
of
impor
tant
targe
ts at
the
same
limn
Furth
ermor
e, as
indic
ated
in
the
above
-ment
ioned
lhomp
les,
some
of
the
conte
mn.
of
the
prawn
s
ill-W
.1400
repre
sente
d by
Insom
nia
(1)
me
also
lisch
il as
synth
.
inter
media
tes
cif
other
such
eampo
unds.
Snnil
arly,
compo
unds
repre
sente
d by
Mom.
(7)
tuld
campo
unds
repre
sente
d by
formu
la
(8).
limn)
! as
30
synth
etic
into-
media
tes
cleci
tunci
mds
eh
the
pr.sa
t
i.e.r
r
repre
sente
d by
formu
la
(I).
259
CLAIM
S
1comp
ound
repre
sente
d by
fumru
la
(I)
er a
pluem
ateen
tical
ly
accep
table
salt
there
of:
NH,
A4(1
) 5
where
in, X
reere
sunte
PIT
or N;
Y
repo:
sails
0 or
St 



7,
mixt-
seats
an
optio
nally
subst
itute
d Con
alkyl
group
, Cr
optin
ually
otaho
tir,d
edC,I
II
alken
yl
group
, an
optio
nally
subsf
itute
d Cop
alkyn
yl
group
, an
optio
nally
subst
itute
d Coo
cyclo
alkyl
10
group
, an
optio
nully
subst
itute
d Cou
arY1
"one,
rtoop
tioar
jly
subut
duted
ti-b
12-10
timbn
od
&tern
ary)
group
,
star
optio
nally
sutot
iLute
d 3-
to
12-me
mbere
d
heter
ocycl
e; n
loon
integ
cu
from
0 to
2; Kr
repTC
.1111
3 t
hydro
gen
awm,
halog
en
atom,
cymo
group
, Cut
alkyl
group
, C54
halon
ikyl
group
, Con
aikon
yt
group
, C55
.112-
7"3,
tyWou
lt,
Cot
allen
tly
group
- 00
Cid
alkyl
tbin
group
; 15
Re
repre
sents
a
hydro
gen
stead
halog
on
arena
, Cad
alkyl
group
, ext
elkeu
yl
nage.
nt-
C2,
alicy
tnyl
rottu
p, Of
Br
and
Kr
toget
her
form
a
nog;
Ity
reerr
oonts
0
bydru
gm
atom,
FM.ge
.
OCT,
hYta.
271
CrouP
2 C/5
alltt
il
goon.
Cut
alice
nyl
group
, C2,
alkyr
yl
gmun,
carbo
xyl
group
, an
optio
nally
subst
itute
d Coe
allen
xy
grOup
,
OkYli
ki
group
, CI4
alkox
ycarb
onyl
group
,
eery
aryl
group
, 5-
Pt
12-me
mb000
d
baelr
eryl
20
group
, or
a
group
repre
sente
d by
formu
la
(2),
250
0(2)
or K2
end
tt,,
Rs.
and
An or
Rs
Rt.
and
Its
toget
her
Sinn
a
ring;
kr
repre
sentu
a
hydro
gen
atom,
halog
en
atoou
hydro
xyl
grans
Cis
alkyl
group
, eau
WOW,
Cyo
ulbgp
rtyl
group
,
c.bux
el
group
, an
optio
nally
subst
itute
d
(2.1
ootku
sy
gn-lp
. CIA
alkyl
thio
poop,
Cue
alkox
yombo
nyl
group
, Cus
aryl
group
, 5-
to
12-me
mbere
d
beter
oaryl
group
, or
a
group
reprc
smred
by
formu
la
(5):
R9 Hg
(3)
or
Ito
al3d
Its,
IRA
and
Rs.
or
Its,
R4,
and
Re
toget
her
form
a
drag;
repre
smts
u
hydro
gen
alarm
halog
en
atom,
CI,
Oral
gertP
, Ca
uotgt
ryl
group
, or
C04
alkyn
yl
group
; or
Re
and
Rs or
R,,ti
;rage
d.=
form.
a
ring;
ai
least
twoIt
t,
and
Re
are
not
ItYdr
eden
atoms
: lie
and
Fir
may
be
ihe
some
or
diffu
nt
nsd
repro
urst
u
hydro
gen
atom,
to
optio
nally
subst
itute
d Cis
uttql
grouP
,
C2-6-
amyl
group
, or
Cus
alkyn
yl
group
,
CA-I2
arpi
group
, 5-
to
ll-Me
mluss
d
heLer
oaryl
group
, or
Re
end
Br
toget
has
Porn)
an
optio
nally
subst
itetc
d 5-
to
12-me
mbere
d
IShet
erocy
cle; 



and
Re
may
be
the
same
Or
diffe
rent
and
repre
sent
a
hydni
gal
atom,
.1
oPtio
utill
stake
" Cre
Odd,
group
,
CAfi
&lend
,
buRel
a,
CIA
alkyn
yi
group
,
Cd,u
aryl
group
, tal
optio
nally
subst
itute
d 3.
to
12-me
mbcre
d
heter
ocycl
e, or
5- to
12-me
mbere
d
hetet
-oare
d
group
, or
Re
and
Re.
toget
her
form
en
optio
nally
subsd
nned
5- to
12-me
mbere
d
hercu
oeyel
e. 20
2.
The
compo
und
on
pharm
aceut
icall
y
accep
table
salt
there
of
accor
ding
to
claim
I,
where
in R,
is a
halog
en
atom.
Cis
alkyl
groRp
or
CAI
holoa
lkyl
group
.
251 4
khe
compo
und
coo
pharm
aceut
icall
y
accep
table
salt
*area
,
accor
ding
ion.
R.,
is a
meth)
]
PraaP
5.
Plc
compo
und
or a
phann
accul
icall
y
accep
table
salt
thwar
t
accor
ding
to
any
one
eh
claim
s. 5
I ts
4,
whrac
in Ra
is a
hydro
gen
ha.-
6_
Thu
compo
und
nr a
phann
austn
icall
y
accep
tabla
sale
there
of
accon
ling
tr,
any
one
crani
ums 1
to 5,
where
in
Inc
Err
lrydy
ogua
atom.
10 7.
'The
compo
und
or a
phumn
owtic
ally
acaup
table
rah
therw
f
accor
ding
Err
raw
one
of
claim
s I
to 6,
where
in R,
is a
halog
en
atom
or
Crr
dial
group
; and
Ru
repre
rents
a Coo
alkyl
group
, an
optio
nally
subal
itate
d Coo
alkox
y
group
, or
hump
repre
sente
d by
&maul
s
(3),
R, Re
0(3 )
IS
where
in Re
and
R.,
are
as
defin
ed in
claim
I. R.
The
tawap
omul
or a
pharm
accul
iwlly
achel
e
sell
there
of
accor
ding
to
any
mac
of
claim
s I w
7,
where
in,
R, is
a
halog
en
atom;
and
2004
Our
Coo
ftliC
OXY
group
oprir
rolly
robsi
thord
with
a
ash.
group
, or
a
group
wpros
tadad
by
formu
la
(I):
R9 n9
0( 3)
where
in Re
and
RO
may
be
the
same
or
diffe
rent,
and
aerac
sent
a
hydro
gen
atom
or a
Car
alkyl
25 



1 to
S.whe
rein
R, is
a
chlor
ine
atom
10.
The
compo
und
or a
pharm
aceut
icall
y
acorm
lable
salt
there
of 0
sedir
ro
trsrs
y 1
to 5,
mther
ein
R3,
Rs
and
14,
toget
her
ram a
ring.
IL
The
compo
und
or a
pharm
accut
iocil
y
accep
table
salt
the.1
004aC
COrii
ng to
chin,
10,
rrdrr
eoie
che
campo
mild
Is
repra
contc
d by
formu
la
(4):
4).
(4)
wile=
A
ropro
sents
0 or
od,
Z,n,
and
R,
Pumas
donne
d iv
claim
1. IS
12.
The
compo
und
err
phann
aceut
icall
y
acccp
table
salt
there
of
accom
ling
Sr
any
see
uf
claim
s I
to
11,
where
in
Rice
slalo
m:tot
ed
Cam
alkyl
',Rom
p, a
subst
itute
d
Ccrc
cyclo
alkyl
group
, a
subst
itute
d
Cr.ss
alicn
yl
wrap,
a
subst
itute
d
C.cmo
aLkyn
yl
group
, a
subst
ituto
d
(24-1
2
a1,4
gr.P,
a
cubst
itmed
5- to
12-me
mbere
d
heter
oaryl
group
, ar
a
subst
itute
d. 5-
to
12-me
mbere
d
heter
ocycl
e. II
phe
compo
wid
era
pdarm
acort
imily
accep
table
salt
thaw(
accor
ding
to
acY
onc
of
darns
1 w
12,
where
in Z
is a
subst
itMod
Ciro
alkyl
promo
, o
cu(st
Mitm1
emu
arld
MR.P.
or a
subst
hrted
3- to
11rme
mborc
d
helmo
cycle
. 20
Pt
The
compo
und
pm a
phmru
nceut
icall
y
accop
mble
salt
thump
(
accor
ding
tn
claim
12 or
IS,
where
in
the
subsi
tnien
t is
Z
is,,
hydro
xyl
drm-T
..40
ARCM,
.
&Mull
rePre
centh
d by
tonna
&
(5).
(S)
(wher
ein
Ric
and
R.,
may
be
the
samc
or
diffe
rent,
and
rcprc
cont
a
hydro
gen
atom,
an
opbon
cllY
suhcb
toted
Cr,
alkyl
gawp,
an
opfio
nally
subst
itate
d etc
alken
yl
gruup
, or
as
optio
nally
Zrsud
stito
tcd
Ci4
allcy
nyl
group
, or
Rio
and
120
toget
her
fonn
all
opLiu
nally
athst
ilute
d
5.50
253
12-r'
brood
hetem
cycle
); a
snoop
repre
sente
d by
Sorma
ta
(6),
Ri 0(
6 )
(wher
ein
Wit
mid
Au
may
be
dic
same
or
diffe
rent,
and
',pre
sent
a
hydia
gml
Mona
an
eno(4
14
5suba
ti
hod
Co
alky1
group
, an
optio
nally
.last
itutc
d Ci4
alken
y(
pinup
, or
optio
nally
subst
ituti
ai Cm
olbyu
yl
p.m,
or an
optio
nally
pubsl
ituad
5- to
12-mi
nintx
red
beter
oaryl
group
, or
R.
inid
Ka
are
taken
toget
her
to
RUM
an
optio
nally
subst
itute
d 3-
to
12-me
mbere
d
betia
OtYri
le): 



a
group
repro
sente
d by
the
formu
la
(34):
0
NN.-R
14
R15H(
34)
(wher
ein
ho
and
lati
may
be
the
same
or
diffo
rmt,
and
ruprr
oaor
a
hydro
gen
atom,
an
optio
nally
subst
itute
d Coo
idkyl
grou)
, an
optio
nally
subst
itote
dalko
nyl
group
, or
an
optio
nally
SUbSt
ititC
dalky
ny1
group
, or
Ro
and
1215
are
token
togul
hur
to
fonn
an
optio
nally
subst
itute
d 3-
to
12-ma
nbere
d
betun
eyele
); 15
a
group
repro
simte
d by
formu
la
(35):
0 bb"
NR16
HO(35
)
(wher
ein
It,
slapr
esent
s nu
optio
nally
subst
ituto
d
Clat
alkyl
gaga
an
optio
nally
subst
itute
d Cia
alkon
yl
groom
or an
optio
nally
subst
ialte
d Ca(
alkyn
yl
row);
or a
group
repre
sonle
d by
formu
la
(36):
254
(whor
cinro
prese
ats a
hydro
gen
awm,
on
optio
nally
sabot
-hala
l Coo
alkyl
group
,.
optio
nally
mboti
tuted
Coo
alket
ryl
group
, on
to
optio
nally
subst
itute
d Coo
allky
nyl
group
).
IS.
The
compo
und
ur a
phati
mar.e
ufica
lly
occeP
tablc
salt
there
of
accor
ding
to
may
one
of
512
to
14,
where
in
Ike
subot
ituen
t in
7 Is
a
bydro
xyl.
group
. sou
group
, a
group
roprc
omkol
by
formu
la
(5):
NR" (
5)
(wher
ein
ltu,
is a
hydro
gen
Morn;
and
Ito
is an
optio
nally
subst
itute
d Co,
al.ky
l
group
);
nonst
op
repre
saate
d by
formu
la
(6), 



Rio 1
1.1(6
)
(wher
eon
R,2
and
Ro,
may
bo
the
same.
or
diffo
rwat,
and
optio
nally
submi
tted
CI-6
214.1
.
group
); a
group
repre
sente
d by
[mm11
.11(3
4): 0
R15H(
54)
15
(whoo
da R5
and
Ro
ale
hydro
gen
atoms
); a
pomp
repre
sente
d by
formu
la
(35).
NIIR.
16
HO(35
)
ovhcr
ai
Rio
inpre
senu
0 Coo
alkyl
0000p
5 00
hydro
gen
don0
on to
255 a
group
repre
sense
d by
formu
la
36) 0
N
(36)
(wher
ein
lin
rhire
sente
a
hydro
gen
atom)
3 S
16
Ilto
campr
nowd
or a
pharr
naceu
tical
ly
accep
table
salt
Uncut
accur
ding
in
any
one
of
hams
Ion
15,
where
in
Xis
(Xi
17.
llse
conap
oirod
or a
phami
accut
icall
y
accep
table
salt
firme
r
ashor
ding
In my
ore
of
claim
s Ito
le,
where
in V
is 1.
10 IX
A
compo
und
or a
pharn
iacen
fical
ly
accep
tnble
salt
'ther
eof,
where
in
the
compo
imd
is
selec
ted
from
the
group
consi
sting
oh
(1):
(544-
amino
-6-(2
-meth
oxyph
enyls
ulfon
y1)-[
1.3.5
-Pris
sin-1
6,1]-
2,4sl
icycl
oPhes
toXY1
-noet
ooPri
lei
15(2)
3
5-(4-
ansin
e-6-b
ensyl
sulfa
ugh[1
3,5pa
iask-
2-y1)
-2,ch
rlich
laro-
N-(2-
hydro
ryeth
er)-b
ensea
nide;
(3):4
80,4-
dichl
oipph
eny0-
6-(2,
5hEnt
elhox
yphon
ylsul
fsny1
)-11,
3,51t
riezi
n-Xyl
ionin
h 



(4):
4-(54
Dcary
loxy-
2,4-c
lichl
oruph
enyl)
-6-be
nnflg
urany
l[1.3
,5)tr
is2io
-2-yl
amin.
,;
(5):4
-here
33.18
xigh-
63)2,
4-dic
hloro
pheny
i)-[1
,33]h
issin
-2-36
ansin
c: 20
(6),
S-(2,
4-dic
hloro
phany
0-6-(
2-met
honPh
en)ls
onsi3
1)-11
,3,53
313.3
.-2-3
1anik
ei
(7):
4-(2-
arn(n
ophor
ylsol
fany1
)-6-(
2,4-d
iclil
oropb
eny1)
-(13,
51tri
azin-
Xylio
nine;
(8):
f5spa
mion-
63(2,
54ini
ethos
yphim
ylndf
aatil
)-11,
3,51t
henn-
2141-
2.4-a
chlom
Phono
eSh-s
eethn
i
25(9)
:
[5-(4
-amin
o-e-o
honyI
salfa
nyls[
1.3,3
)tric
zin-2
-91)3
2.4-d
iclil
oreph
enoxy
karet
rinit
eile;
(1)),
(5-0-
amino
-6-(p
yrint
iclin
s2syl
sulfa
nyl.)
11,3,
51fri
ssin-
2,31-
234-d
ichlo
rephe
noxy3
sarot
anitr
ilo;
(11):
{5-hh
asnin
o-63(
5-met
heis[
1,3,4
3thin
diaso
l-)-X
sulth
itY1}
11,3,
512-3
11-2.
4-chc
hbroP
honch
30shs
aretn
nitri
le;
(12),
(5-Ph
ainin
o-63(
19-be
nsimi
irlas
ulary
lealf
anyl)
-[1,3
,5]tr
iasio
-2,10
2,4-d
ichlo
rephe
noxyl
pasto
n
itrne
;
256
(134
(5-1.
4-ami
no-6-
(beer
ethia
rid.2
-yleu
Lf6wy
l)-[1
,3,51
try-i
n 2
511
2.4-d
ichlo
ropho
noxyl
-acti
onitr
ile;
(14):
[5-(4
-eini
errre
cyclo
propy
tmeth
ylsul
fanyl
il,3,
51tri
azin,
2-515
-2,4-
dichl
oroph
tneox
y1-ac
etooi
nilei
5(15)
: (5-
(4-am
ino45
-(2-m
ilho6
y-4-(
1-met
hyl-p
ipete
lmel
-earh
ony1)
-phev
7ls5.
41111
,3,51
triar
iw2-9
,
15-2,
44iel
durop
tieno
xy)-a
6eton
itril
e;
(16):
4-1.4
-amin
o-6-(
2,4-d
ichlo
rce5-
eynom
ethor
ypher
911-1
1,3,5
1trie
zin-2
-yled
fanyl
W-(25
3-dih
ydrux
10
yerup
y1)-3
-meth
ox3be
arami
de;
(18),
(5-(4
-ami9
e-6-[
4-(4-
methy
l-pip
era2(
oel-c
arben
yl)-p
lreny
lrulf
anyli
e[1,3
,5jed
22,4-
dichl
oroph
enoxy
)emet
onier
ile:
(18):
15(54
4-emi
nn.64
4-(pi
perie
ch-1-
c)-ph
enyIs
ulfan
y11-1
1.3,5
91-ie
zio-2
-yli-
2,4-d
icblo
ropli
enn
59)-a
cetun
itril
o; 



((9):
4-14-
amino
-6-(2
,4-di
chlom
-5-)-
11.1,
51tri
eria
2
ylsal
tnyl]
71,(2
,3-di
laydr
ox
)Te9P
Y1)-e
rrini
eldei
20(20
):
9-51-
amine
.6.(2
,4-di
ellor
o-5-c
yaner
netho
x7The
nyl)
[I
,3,5k
riire
in 2
yisul
favyd
i
Te(2
hydmx
iel
-hydi
mryrn
ethyl
-ethy
l)-bd
ieami
dei
(21):
(5-14
-andn
o-642
-meit
hoxy-
4-(pl
ecarM
e-1-c
arben
ylith
aly1r
elfan
yddil
,3,51
iriar
in.2,
1)-2,
4-di
25eid
emphe
noxy)
-accl
unitr
ile;
(22):
444-a
mino-
6-(2,
4-dkl
iloro
-5-ey
anume
thoxy
phene
l)-(1
,3,51
tria5
M-2-y
laulf
ary11
-3-me
th98Y
-R-(1
derth
yl-pi
perid
in-4-
y1)-l
eenre
rnith
e
(23):
304-1
4-ain
ino-6
-(2,4
-dich
loro-
5-eye
aomet
linxy
pholy
1)-(1
.3,5i
triae
in-2-
ylsun
emy51
-3-md
eLiox
y-N-p
i
pa5di
n-1-3
.1-be
eram6
dei
(24):
4_(24
-32]5
10zin
-2-yl
asive
;
(25),
li-(2
-i4ee
rino-
18-(2
,4-di
cJ1or
0 5
pyrim
idin
2 yl
pliew
1)415
3,59r
iazin
-2-yl
ruife
nyrde
thyl)
-acet
35
am(de
;
(26):
5-(4-
00ind
-6-15
eiryl
sulfa
nyl-[
I
3,5]0
(64n-
2-y1)
-2,4-
clicr
iloro
benea
roide
;
257
(27):
5-(4-
aminm
6aban
ylsul
fatiy
la[l,
34]0i
aaa-2
,1)-2
,)(2,
34.1i
hydro
xypta
ryl)-
benmm
i de:
(28)-
S
5-(4-
ambao
-6-be
rzyls
alfan
y141,
3Alai
azin
2 41)
2,44l
ichlo
ro N
(2
hydro
xy 1
hYdam
aYmet
hYT-e
a
104)-
benmu
nide;
(29):
5-(4-
amipo
-6-b.
.3.1s
ulfam
yl-[l
,3,5]
triaa
in-2-
y1)-2
,4-di
chlar
o-N-(
1-met
hyl-O
perid
in-4-
y1)-b
enam
mide;
IO(30
): 



[5-(4
-amin
a-6-b
ovey0
,3:5f
tri.
YI)Ph
anY11
-(4-a
aodaY
1-1a)
Pa-41
metha
nol:a
;
[5 (4
enabl
e
6-ber
zylso
llany
4[1,3
,5]tr
iazim
2-41)
-2,4-
dichl
oroph
enyll
-morP
halin
-4-54
-mall
i.or
ISa)
(32):
5-(4-
amino
)(44o
n4lsu
ltmay
1-11,
3,51t
riazi
n-2-4
4)-2,
4-dim
ethyl
benao
ic
med
methy
l
ester
;
(34):
5-14-
amino
-54(2
-rnet
haxyp
hawls
olfan
y1)-[
,3,51
triaa
M 2
yl]
2,4-d
imath
ylhcn
aoic
acid
methy
l
ester
.
(34):
514-a
mina.
6)(2,
541im
ethor
)phon
ylsul
tany1
H1,3,
5]tri
aair-
2,11-
2,4-d
imetl
aylbc
omoic
acid
20
methy
l
CSELT
;
(35):
5-(4-
mniao
-6-42
4ydro
xycda
ylsai
lfmay
1)41,
34j;
riaeM
-2,41
1-2,4
-4ito
ethyl
beiwo
ic
acid
me
Lhyl
ester
,
(36):
5-14-
amium
-643-
hydmx
yprop
ylsun
ay1)4
1,3,5
)tina
im2-4
11-2,
4-dim
ethyl
benan
ic
acid
methy
l
eaten
20(34
)44-m
otam4
)-(2:
3)&hY
thoxa
MoPyl
aculf
any1)
-11,4
,51tr
iaain
2 yll
2,4-d
imeth
ylben
naic
said
methy
l
ester
;
(38):
5-14-
mnion
atia(
2-met
hcoop
henol
solfi
lny1)
-[.,3
,51tr
iazio
2 yl]
2,4-c
achlo
rcoN;
(2-hy
druxy
athyl
)-b
enzam
ide;
30
(39),
4-(2,
4-cli
ehlor
ophon
y1)-6
-(2,5
-dime
lhoxy
pheny
lsolf
anyOt
yrimi
dia-2
-ykuo
iae;
(40):
4-(2,
5-dim
eMaxy
pheny
lsolf
anyl)
-6-na
Phtli
alea-
1-41-
pyrim
idin-
2-yla
miam;
(41):
4-(2,
5-dim
ethox
nahma
Ykall
anY04
6-(2,
5-dit
oethy
lphen
yl)-p
yaimi
din-2
-ylmo
ino;
(42):
4-(2,
5-dim
ethox
ypben
ylsul
loay1
)-6-(
2,4,5
4rina
uthyl
phey4
4)-py
ritol
din-2
-ylam
ine;
(43):
4.42-
amino
-642,
5-dim
ethex
yphey
ylsun
oyDM)
4)4:1
".44-
ali-3
MalPh
eam1;
35(44
):
3.44.
1.2
am:Me
6-(2,
5
dimet
hoxop
hcayl
solfa
nyl)
primi
din-4
ylf-3
methy
lphen
OXY)
PmPao
I 01
258
(45):
41-12
4241.
3642,
52dir
netho
xyphe
nylsu
lrany
1)-Py
rimy1
124-4
94081
1412;
(401
5 22/
43(22
89311
44434
25411
uneth
Oxypl
ienyl
sulL9
141)
ppimi
din
4-341
3
methy
lphen
oxy14
44048
1(18;
(47):
22(44
2-ami
m4-64
2,52d
itnet
boxyp
hm349
31408
31)13
3713n
idin-
1-31]
-3-ma
hylph
moryl
-etha
nol;
(48)1
4-(5-
benzy
lany-
2,4,4
4712m
pholy
1)762
(2,53
dimet
hoxyp
heny1
9,194
91)-P
yrimi
din72
-ylam
inc; 



10449
4
4-(22
5-dix
aetho
xyphc
nylsa
taaly
1)242
(241,
62tri
tueth
ylpho
ny1)_
p4raT
hicl1
1127-
ylami
ne;
(50):
52124
38431
426-(
2,5-d
inied
ioxyp
beny1
sulfe
nyl)-
pyrim
ick79
1-341
122,4
4134.
10340
0.91;
(514
43(2,
52dim
etbox
yphun
ylsul
f2991
46422
01211
34144
24411
-7974
41249
99431
,1)-P
rinit
li312
2,449
4.441
(52):
15(54
24824
21026
-(2,5
71hne
thoxy
pheny
Isulf
anyTh
pyrim
idin-
42341
27,42
/1443
14rup
inyox
y)-ac
etoni
tl
le;
(53):
(5212
-amin
42642
22min
ophen
yIsuL
fony1
)2104
94444
4-11-
711-2
,4403
14919
Ph804
43422
23711
41171
14
(34):
29153
[2323
41902
641H-
hendm
14104
01222
41sul
f8494
)-pri
midia
-4441
12241
-clic
hlomp
licau
xyl-s
ceton
itri
lc;
(55):
24123
41412
0203(
24-di
chlor
425-c
y8401
11401
094Th
9021)
-PY3/
2441,
444su
lfany
11231
1-ito
ldaro
124-c
ar
buxyl
ic
acid
ethyl
24124
7 25
(55):
{5211
24m44
4-841
-meth
y1211
1-imi
d2270
42-71
34142
921)-
pyrim
idin-
4-y41
22,42
dichl
oroph
enoxy
j-acc
t
othri
le;
(574
32[4-
arnin
o26-(
2,4-4
44149
32524
4820m
cthex
yphon
y9211
.3.51
1.437
11429
4sulf
azylr
prepi
unie
acid
methy
l
.140
3)(58
):
1544-
amine
-62(3
79913
49921
71911
94311
14771
70-17
38,21
91832
11122
,41-2
,42di
chlor
rphon
myyac
uluni
llile
;
(59):
(2214
-amin
o-642
,4408
11194
225-c
yanon
34104
974,3
4)724
123,5
14210
43422
91sul
fanyl
f-dhy
l)-ac
eta
midc;
35(90
):
113(4
.4429
74262
(241-
clich
lur42
5-cya
aomet
huxyp
hefly
1)311
23,51
4384b
332-y
Isulf
any11
24338
00,)1
28700
259
onami
de:
(61):
3-14-
6nimo
-6-(2
,4-cl
ichlo
ro-5t
hoy1)
-(1,3
,5]hi
azia-
2-yls
olfan
y114(
-(242
2,)2/
ht
hyl)-
pmpio
namit
le; 



5(62)
:
344-a
min0-
6-(2,
4-dic
hlom-
5-cha
nomel
lmcwh
en
1)41,
3,51t
ria2i
n-2ty
lsulf
anyh-
propi
ommth
e:
(63):
15-14
-thod
no-6-
(3-mo
rphrp
lin-1
-y123
,26-p
mpyls
ulDul
y1)-1
1.25]
tha6n
-2-21
(-2,4
-dich
lomph
enox
22-ac
etoni
ttile
;
ID(64
):
3-14-
amiil
o-6-(
221-c
tichl
aro-5
-cyau
nmclh
oxyph
eny11
41,3,
51Lri
thin-
2-21s
ulfau
ty0-N
-(21-
06:ox
yd
huxy)
-prop
icaun
nidu;
(65):
311-a
minot
6-(2,
4-dic
hlom-
5-cya
nomet
hoxyp
h(021
)-1.1
,3,61
thazi
n-2-y
lsull
anylf
-N-pI
ticli
a-1-2
1 15
methy
hprop
iuntu
nide:
(66):
744-a
mino-
6-(2,
4-dic
h1Dro
-5-6r
oo5et
hoxyp
heny1
)-11,
3,51t
hatin
-2-)I
sulfa
ny11-
N-Pyh
din-4
-31.
propi
onuoi
de;
(67):
20
3-14-
62100
-6-(2
,4-di
chlor
o-5-c
yanom
othox
ypben
yl)-1
1,3,5
1tria
2116-
2-219
11fan
yIEN-
(2-di
muthy
ln
minot
ethyl
hprop
ioant
nide:
(6.2)
:
3-14-
amith
-6-(2
,4-di
chlor
0-5-c
ymome
tholr
y-pho
nyl)-
11,3,
511tr
i26/4
1-N-(
2-mor
phchi
0
4-yhe
thyl)
-prop
6onoi
nicle
;
25(69
):
3-0-a
rruno
-6-(2
,4-dl
oblem
-5-cy
tmotu
ethox
yphaD
:1)-1
1,3,5
11hia
hin-2
-1-DI
1-
topio
namid
c;
(70):
2-14-
61.11
6-6-(
2,4-c
lichl
otu-5
-chaD
ometh
oxyph
eDy1)
-11,3
,51Lt
hrhan
1
-2-y1
]-DI-
M)tni
de;
(71):
4-(5-
061at
o-IH,
3H-1]
[del'
onhaa
-6-62
)-6-h
hoxtp
henyl
sulti
ny1)-
11,3,
21tia
ria-2
-yla
mine:
(72):
3)4-(
5-cht
oro-I
FI(3H
-ben2
001el
isoch
ronx2
1-6-2
11-6-
(2-ch
lorop
henyl
stifa
221)-
(1,3,
510nt
utua-
2-yln
on
260
(73),
1-(5-
.26or
o- I
H(311
fiena
o
[defi
snehr
omen-
6111-
6-(3-
chlor
aplam
aylsu
lfany
l)11,
3,tri
tfiam
-2-y1
am
me; 



(74),
4-(5-
chlor
o-111
,3Hfi
caao[
de]is
octur
omat-
fiy1)
-6-(4
,111o
rophe
nalsu
lfamy
1)-11
,3,5f
irisa
in-2-
yLam
(75),
4-(8-
h
ore-
IH.31
1-ben
zolde
fisoe
lmune
a-6,1
)-6-(
4,met
hylsu
lfany
lfill
anyls
olfan
yfi-1
1,3,5
1tria
ai
fi-2-
ylanf
ifie:
1)(78
):
4-(5
-61
am-11
(3Hfi
caeof
ileti
sochr
omm-6
-51)-
6-(/-
noeth
uxypb
en)
Isalc
any1)
11.3,
51tri
fiaio
-2-yl
a
mine;
(77),
4-(5-
chlor
o-1IL
3H-ba
vo[dc
]isoc
Irome
a-6-3
.1)-6
-(4.m
olox(
fihen
ylsal
lany1
)-11,
3,5fi
n"(1.
15
mite;
78):
445-a
blara
-114,
31-fi
8efia
a[de]
iscab
romen
-6-81
)-6-(
2,54
-[1,3
,5]0i
atin-
)-y1
amine
;
(79):
20
1-(5-
chlor
o-111
,)H-b
.zo1l
e]isu
cb
mmO11
-6-y1
)4-(2
-0hen
(8)):
445-e
llara
-
IFla3
Ifibe
nao[d
elisa
cluom
en-fi
y1)-6
-(4-1
1uora
phmyy
]
fie;
25(81
):
4-(2f
irofi
aphan
oxy)-
6-(5-
61om-
111,
fifib
mao[d
ejiso
climm
aa-6-
31)41
.3,51
trivi
n-2-y
lamin
e;
(72):
4-(5-
chlom
4
HalIf
ienzu
[deff
ifich
romen
-fiy1
)45-(
3,4-f
imcdo
xyphe
nexy)
-(1,3
,5]ri
ndn-2
-fiam
me;
30(83
):
445-c
hlorn
, 1
H,311
-lacn
aorde
fisou
hro-6
-y1a-
6(3,5
4ixyp
lanox
y)-11
,3,5f
iriaz
in-2-
ylam
(84):
4-(5-
chlor
o-114
,311-
bofif
ide]i
ufia6
-31)-
6-(
firoi
dazo1
-2,1s
olfan
yfi-1
1,3,5
fitia
finai
la 



35
mine:
(05).
261
81-(5
89181
orn-1
11,31
1-18e
nzo[d
efiso
chmme
n-683
4)-68
(na8[
1
51lam
(80):
48(5-
cblor
o-1H,
311-b
erao[
delis
ochro
men-6
-81)-
6-015
61181
,5198
,2-81
sulfa
ny1)-
(1,3,
51188
lam 5
int,
(87):
4-(5-
chlor
o-111
,3Hbu
meofd
e]iso
chrom
en-6-
y1)-6
8(3,4
-dime
thoxy
-phwy
lsulf
any1)
-81,3
,510:
68,
2-yla
mMe;
(KO:
104-(
5-chl
oro-I
H,3H-
be058
4:158
6-31)
-68(3
-nifb
aorom
ullmx
whery
lsulf
an35)
8[1.3
.5Thi
a
An-2-
yl0l6
nc;
(85):
4:65-
chlor
e-111
,31I-
hoder
omen-
6-80-
68(4-
trifl
uorom
etbox
yphea
ylsul
fany0
81.18
3,51t
ria
283da
mine;
15(90
):
48(5,
181or
e-115
,3116
898zo
[dep.
chrom
en-6-
553-6
8(2:5
-dich
lomph
tmyls
ulfan
y1)41
,3,51
triti
n-2-y
1amiu
e;
(90:
48(2-
bromn
phuay
lsulf
any1)
-6 (5
chlor
o
111,3
H-195
82o[d
Aisoc
hrome
n-6,1
)-(1,
3,51t
riazi
a-2-8
15n8
20
int;
(92):
81-(5
-chlo
ro-11
1,3H-
ba821
4?181
1.9ha
unen-
6,1)8
6-cyc
lohex
ylsuI
lanyl
- 1
1,3,5
1tria
ziu-2
-ylam
ine;
(93):
4-(5-
chlom
-111,
381-b
enzoW
eliso
chrom
en-6-
81)-6
4sobu
tylsc
ilfan
yl-81
,3,11
5155,
882-y
lamin
c; 



(94):
25
4-(5-
chlor
o-1H,
3H-be
nzofd
efiso
throm
on-6-
34)86
-isop
ropyl
sulfw
ay141
53,58
85:68
1,2-3
1anin
c;
(95):
N-844
4-ami
no-68
(5-ch
lom1H
,311-
155-n
zohie
lisoc
hrome
155-8
1)-81
,3,51
tria8
i,211
suLtm
yll-p
hm
51)-a
cetun
icle;
(96):
31)45
(5-91
81559
-1H53
11-be
n5:88
84951
sochr
omen-
6-81)
-68(4
-mclb
oxybe
azylm
lfany
1)-11
3
5]tri
a5M-2
-yla
mine;
(97)1
48(5-
chlor
o-111
,3H-b
cae91
81eli
sochr
omen-
6-y1)
(3-el
il0ro
bein1
ox7}p
,3,51
ti.i8
52-81
amine
;
(98):
3548(
5-chl
oro-1
81,31
5-ben
zo[de
lisnc
hrome
n
6581)
6-(3
melli
oxypb
enoxy
)-(1,
3,58t
riazi
n-2-6
1amio
s;
(99),
262
{444-
moitm
-6-(5
mMorm
IlL31
1Thcm
o[del
hochr
omea-
6-y1)
41,3,
5]y1)
-mm
banol
;
(100)
:
4-(5-
chlor
o-IF1
)3H-b
enaai
delia
netum
nen-6
-y1)-
6-(4-
metho
whamM
Y)-f1
,3,5T
himin
.2-yh
mainc
;
5(101
):
4-05-
ehlom
-IH,3
11-be
nz)hh
alime
hrome
n-6-y
1)-6-
(2anc
lhux0
phe00
ay)-1
1.3,5
]h4mi
t-2-y
l0010
m
(1D2)
:
AT-11
-[4,a
mino-
645-M
lorml
11,31
I-bea
mlale
lisoc
hrara
m-6-y
1)-11
,1,5]
niamM
-2-yl
0xy1-
pbe0y
l),
cetam
ide;
10(10
3):
2-(3-
H-Fan
faa-6
-(5-M
0r0-1
1131-
1-ban
3ohl1
hsocl
a0ra1
m4-y0
41,3,
5jui0
zia-2
-340a
Yhahm
yt0-a
1
hanol
;
(1114
):
(3-14
-amin
o-6-(
5-chl
om-11
1,3H-
beamE
icJis
uchra
6,1)-
11.3,
51Maz
inlox
j
15a;
(105)
:
444-a
mino-
6-(5-
chlor
e-IH,
M1-be
ran[d
ehroc
hromm
-611)
41,3,
5anti
a-2-y
lsuLe
may11
-phen
ol;
(106)
:
4-(5-
chlar
calK3
H-Imm
ohlel
isnch
romen
-6
yl)
6)(4
nitmp
henyl
salla
my1)-
11,3,
57tri
man-2
-ykun
in
(107)
:  



4-(5-
chlor
u-11-
1,311
-benm
[dchm
cm6,1
)-6-(
2-met
halaf
urat-
351su
lfany
1)-(1
,a,51
trMai
n-2-
Ylami
nc)
(108)
:
254-(
5-chl
oro-1
11,31
T-Imm
e[d
saem-
6-y1)
-6-(2
,5-di
metho
xypha
mma)-
(1)3.
1tala
hh-2-
alam
me;
(109)
:
4-(3-
maino
phany
lsolc
any1)
-6-(5
-chlu
ro-11
1,3H-
bumol
ale]i
sochr
omm-6
-y1)1
1,3,5
hriaa
in-2-
yhmi
30(11
0):4-
(5-ch
lmo-1
11,31
1-ber
mhlel
lsoch
romam
-6-70
-6-pr
opyls
alfau
1111,
3,5Th
6min-
2-yla
ra00e
;
(III)
)
hl-am
iuo-6
45-cl
lom-1
11,3H
-bmzo
ideli
sochr
omez-
6,1)-
[1,3,
5]fri
uto-2
-ylsu
lfany
lhace
tie
acid
methy
l et;
(112)
:
35Haa
mloo-
6-(5-
ohl00
0-111
3HMeE
sochr
omao-
6,1)-
1.1,3
5]
(11))
:
263
3L{2_
[4_oi
rIe6(
3ethl
ore_1
H,3H_
heZO[
de]i0
de3lU
eR_3_
YlHI3
.3lth
6)u]_
2YJ33
-ethy
l Is
).aec
tamid
e;
(114)
:
4-(5-
cblar
o-114
,3H-b
auo[d
ea
socho
mea-6
-34)-
6-(2-
dimet
hylan
niape
thyls
ulcan
yl)41
,3,5a
tivin
-
2-y16
n6rte
;
(11))
:
344-a
mino-
6-(5-
chlor
o-IH,
3H-be
nzo[c
lelis
uchro
men-6
10-14
3,5]t
hazin
-2-yl
saLfa
ny14p
ropao
al
(116)
:  10
144-(
3+1,s
saino
-6-(5
,aalo
ro-11
1.,3H
-bamz
oklea
soolv
omea-
6-34)
4.43.
5aria
zi,2-
yloxy
Lphen
yl
}-pip
m6in-
1-3.1
4c8Ia
mone;
(117)
:
2-[4-
attau
"-(5-
ohlor
o-111
,3H-b
aleok
leaso
chunt
en-6-
414[1
.3,5T
triaa
in-2-
ylsal
anyfi
theno
l:
(118)
:
6-(5-
cI6or
o-111
,31T-
hrnm[
de]is
a6hro
rac0-
6-31)
-6-o
tolyb
alfin
y411.
35ari
azin-
2-yla
ninc;



15(11
9),
2-1-4
-mnin
o-6-(
3-el1
om-IH
,314-
beugo
[deli
66clv
6man4
11)-1
3,1,4
1fr6n
zin-2
-34su
lfany
l-aec
l63id
(120)
:
4-(5-
ablar
o-144
3H-ht
meo[d
eliaa
ch:ru
men-6
-31)-
6-(2-
metho
xybaa
yloxy
)-[1,
3,5]t
iazin
-2-yl
6166
20 e;
(121)
:
4-(5-
chlor
o-IH,
311-b
enao[
delis
altro
mca-6
-54)-
(a(3-
mloxy
)-(44
.31tr
i.a
e(
(122)
:  23
4-(5-
chlor
a-111
,3134
)cwa[
de]is
ochmm
ea
6-ya
644
Inedt
axybc
aaYlo
aY)41
.3.51
tdazi
n-2-y
lemla
t
(123)
:
4-(5-
chloc
o-134
3H-b6
626fd
at66-
(4-di
6dhyl
66tin
a)hen
yl66a
i6yI)
-[1,3
,5]tr
i6zi
6-2-3
16i01
1e;
30(12
4):
3-[4-
amiao
-6-(5
-ehlo
rolI4
3H-bo
sso[d
e]:so
ctura
men-6
-40-1
1,3,3
1tria
ain-2
,1sul
tanyl
l-pro
pioni
c add
methy
l
crlat
(125)
:
3-14-
ominc
46.(5
-elda
tt.11
6,341
-bmaz
oklea
socat
omen-
lay1)
-(1,3
,51tn
aain-
2-yls
uLfan
yfl-P
aTkam
35ami
de;
(126)
:
204
3-14-
amino
-6-(5
-chlo
ro-11
1,116
1-bou
oicle
hiso
6,1)-
11,3,
51Pri
arin-
2-yls
ultan
y
acid
(127)
:
76-(2
-14-p
ulno-
6-(5-
chlo
161,3
H-ban
cohla
lliso
cbmmi
m-6-6
,1)41
,3.5]
Lriac
in-2-
yloxy
anclh
yll-p
h
5cnyl
l-ace
tnnyi
dc; 



(128)
1
N-{4-
14-am
in0-6
-(5-c
blore
-114,
311-1
,cnao
[clel
isoch
romet
-6-y1
)-(1,
3,51t
riazi
o-2-y
loxyl
nethy
ll-Ph
eny1)
-acet
amide
;
(129)
, 10
N-13-
14-ay
nanHa
-6-(5
-chlu
ra-11
1,3H-
bhano
[dchc
ouhra
yl [
"511y
l1.1
ca311
-accl
amide
:
(1)0)
,
(R)-2
44-pr
iao-6
-(5-c
hloro
-111,
3H-be
aco[d
cliso
chren
ncn-6
-y1)-
1sulr
acily
!
halha
co-pe
ntana
ic
acid;
15(13
1):
3-[4-
amino
-645-
chlam
-IH1,
1
so6-y
1)11,
3,5li
riaci
n-2-y
lculf
anylf
-2-au
ltarl
-prop
ionic
acid;
244-a
mino-
6-(5-
chlor
u-111
,311i
-balc
o[dah
sochr
ovssn
-6-3,
1)-(1
,3.51
1tria
zin-2
-yIsu
lfacy
lieth
anol;
20
(133)
:
(2-)4
-amin
o-6-(
5-cli
lo1ss
-IH,3
1-1-b
ennch
lelis
ocich
mcal-
6-}-0
41,3,
51tak
ahh2-
ylcul
fenyl
l-eth
yl)-c
arbat
nic
acid
teal-
butyl
ectch
(134)
:
4-(5-
chlam
-IH,3
11-be
ncohi
c]iso
chrom
ey-61
,1)-6
-(3-d
imeth
ylami
aaphe
aylcu
llany
l)-11
,3,51
triac
i
25E-2
-611a
lninc
;
(1)5)
1
3-14-
amino
-6-(5
-chlo
ro-11
1,311
-bcnc
oPlel
isoch
romen
-0,1)
-(1.3
,5]tr
isaia
-2-yl
culfa
uy11-
2,eth
yl
-prop
ionic
acid
methy
l
cater
,
(130)
:
30(R)
-2-ac
etyla
mina-
3-14-
aminc
,-6-(
5-chl
nro-1
14,31
1-ben
ca[de
hsoch
romcn
-6-y1
)11,3
,51tr
iazin
-2-y1
salfa
nyp-p
ropio
nic
acid
methy
l
aster
;
(137)
:
441-a
tahop
hanyl
solfa
ny0-0
-(5-5
h15m1
11,3I
I-bea
thide
lisac
h6-51
triaa
in-2-
ylami
3)(13
8),
4-(5-
clilo
m-IH,
3111-
beaca
[thal
icemm
-6-y1
)-(ar
o
OPY1,
-r 



265
ne;
(1)9)
:
6-[{1
-(N,h
,dime
thyla
miuos
ulfon
o-pho
nylsu
ltany
l]-6-
(5-cl
iloro
-lH,3
H-bao
ldeli
socht
o
toen-
6-y/3
41,3,
5jain
ein-2
-ylam
ine;
5(140
):
6{-{4
-14-4
6in0-
6-0)-
0hInn
,
IH,3H
-betc
orde]
isoch
romen
-6,4)
-11,3
'51tr
iazLo
-2-yI
sulf[
mylme
[1,1
j-pht
myll-
aceli
unicl
e;
(141)
:
4-(5-
obler
o-ITI
314-h
cnnuk
kjis[
othro
men
6-y1)
.6 (3
dimet
hylat
rinor
ropyl
sulfa
ny1)-
[1,3,
51tri
azin
10-2-
ylatn
the;
(142)
:
4-(4-
1unlo
osulf
onyl)
amino
-phen
ylsul
f[6,1
-6-(5
-ohlo
ro-II
I,311
-berm
[dc]i
sochr
omm-6
-61)-
[13,5
(14))
,
ISN-(
244-a
rninu
-6-(5
-clOo
m-ITI
,3H-I
x6i{o
idell
socbr
omen-
6-y1)
11,3,
5{tri
adn-2
-ylsi
Jfany
lmeth
yl
J-pla
cayll
-acet
ainde
;
(144)
:
A{{3-
14-am
ino-6
(5-c1
4or,1
}1,)1
I-ben
m[dc]
isuch
ronae
5-6-3
,1)41
.3,51
triaz
in[2,
1s0f1
4!yli
ne6yl
[1-ph
enyll
-acet
amicl
e;
20(14
5):
4-(5-
61,16
66-1H
,3H-b
cco[d
e]isn
ebrtm
atna
6-yI)
-6
(6,56
[time
thoxy
phcay
IstEu
ly1)4
1,3,5
1tria
63{3-
2
-ylam
inc;
(146)
:
4-(7-
chlor
o-iso
cbrar
nan-6
-613-
6-met
hylsu
ltimy
t-II,
3,51t
iazin
-2-Y[
amme:
(147)
:1-(5
-chlo
ro-is
oehmr
nan-6
,4)-6
-(2,S
-dime
thexy
phany
lsult
hnyI)
-Pyri
midiv
-2-36
amine
; 25
(148)
3
4-(7-
6131o
ro-is
ochmm
an-6,
4)-6-
(2,5-
dimet
hoxyp
htyla
lfany
l)-py
rimid
in-2-
ylami
ne;
(149)
,
A{{31
4-ami
nc{6-
(5-cb
laro[
lH,31
1-ben
{o[cl
iisoc
hrome
n-6-3
41-11
,3,51
366-.
1,2-3
3s61{
611)4
1-6{6
PY
11-ac
etana
ide;
(150)
: 30
N{4
[4
amino
-6-(5
6631o
ro-II
I,3H-
banzu
[duli
socha
men-6
-3{34
1,3.5
[114a
zin-2
-ylsu
l605l
l-but
yl
1-ace
tamid
e;
(151)
,
W-42-
15,66
1)0-6
-(5-c
hloro
-1H,3
H-beu
zaide
lisoc
lirom
on-6-
61)-(
1,2,5
1tiaz
in-2-
31sul
fanyl
l-eth
yl I
propi
onami
dc; 



35(15
2),
54[2-
0-616
6-6-(
5-cli
loro-
IFT23
H-bme
cidel
isoch
roinc
n[6-3
.1)-[
1,3,5
Thisz
iil-2
-yIso
lfon3
41-61
334
266
}-but
ylami
de;
(15))
:
N-(24
4-ami
no6-(
5-011
1orol
K3H-b
ewn[d
c]isa
chnim
a-6-y
la[1,
3,51t
riaai
n-2-y
lsalf
anyl]
-clay
l
lasol
adyla
taida
;
(154)
:
cyclo
pmpan
e
caxbo
xylic
acid
1244-
atnia
ry6-(
5-01i
lom-1
12,31
1-5en
nuide
1isoc
hrome
n-6-)
4)41,
3,51t
iana-
2-yl5
516an
yli-e
thyl)
,
wide;
0555
cyclo
palta
ue
carbo
xylic
acid
(244-
amino
-6-(5
-6166
02-10
,3H-b
aa261
dc]is
oc1u0
mcn-6
11)-P
S5jla
iazia
_2_yI
aaifl
alYI1
-athY
IJac
l 10
mid5
(156)
:
tetra
hydra
-pyra
nYt-c
arbox
ylie
acid
{244-
amint
)-6-(
5-chl
ta0-1
1-1,3
H4enZ
0[dyl
i
socbr
omm-6
-y1)4
1,3,5
.11-2
-y1yl
]
nide;
(1)7)
:
pi1et
iclin
c-4-e
arboa
ylic
acid
15{24
4-ani
ta-6-
(5-oh
loro-
111,3
12-be
am[de
1isoc
1aram
en-6,
1)-11
,2,51
16vin
-2-yl
50I6a
5lf-c
thyl
'nick
;
(154
lanet
hyl-p
ipead
inu4-
carbo
xylic
acid
(244-
auyin
c66-(
5-chl
om-IH
,311-
baneo
ldeli
sookr
omen-
6,4)-
11,3,
5]tra
lain-
2-yis
ulfan
yll-e
thyl)
-6
mide;
20(15
9):
N-(24
4-ani
wo-6-
(5chl
obcna
ordel
isnal
uenne
n-6-2
6)41,
3,5Th
iazia
-2-)1
6111a
ny1)-
ethyl
)-3-h
ydnxy
pmpio
namid



(160)
:
N-f2.
14-aa
ann-6
-(5-c
hInro
-114,
211-b
assai
detis
ochro
mcn-6
-y1)-
[1,3,
5]tri
aiin-
2-yls
aJlan
yl
25)-3
,4-di
hydro
xybut
ylauo
ide;
(161)
:
W-124
4.161
1).-6
-65-c
hloro
-Ii1,
3H-ba
aolde
]isoc
hrome
n-6-y
1)-1-
1,3,5
]tria
yit-2
-ylsu
lamyT
hathy
l
)4-hy
dro36
63-ky
drory
metly
lb!1y
lan1d
e;
(162)
:
50N42
-14-a
mita-
6-(5)
-chlo
ro-II
6,3H-
beamI
delis
ochro
men-6
-31)4
23,5]
hiayi
n-2-y
lsaLa
vayla
cthyl
)6N-m
ethyl
-11et
amidc
;
(163)
:
1-{24
4-aro
ina-6
-(5-c
hloro
-IH,3
11-be
nao[d
ellso
zbram
en-6-
y1)-1
1.2,5
1tria
ain-2
-ylsu
lfany
lf
-ethy
l}
35(16
4):
45-{3
44-am
iacy6
-(5-c
alorn
-IH,3
11-be
nwide
1isac
hron1
e6-6-
32)-1
.1,3,
5Th5n
ain-2
-yl1p
ropy
267
-P1.1
11110
1/11,
0
(165)
:
1,103
-1,1-
amin0
6 (5
chlor
o
1-bei
0o[cl
uf
isect
h-(-y
1)-0
,15.1
111mt
-2-yl
sull5
aay11
-ProP
y I)
-.10m
e6lty
l-acc
lamid
e;
5(166
):
N-13-
14-ax
n110-
6-(5-
cblor
o40,3
-bI
delis
ocbm6
-y1)-
11.3.
11PY
04-hy
drex)
1,01P
10,al
mde,
(167)
,
N-13-
14-am
ino-6
0501-
iloro
-111,
3}1-b
0.440
1.chr
omen-
6-y1)
-11,3
,51bi
arim2
-y1su
lfany
Ikpro
py II
11-34
-dihy
droxy
-buty
lamid
e;
(168)
;
1.1-1
3-14-
01111
0-6-(
5-Alo
ro-1H
,311-
benzo
[dcfi
rechr
omam-
6,1)-
0,3.5
1tlie
tria-
2-y1s
ullan
y11-p
ropy
1H-hy
droxy
.30yd
roxy5
Iaetb
yl-b5
1ybmi
d0
(169)
:
151-(
344-a
mino-
6-(5-
Chlor
e-10,
311-b
enald
eliso
cbrom
en-6-
y1)-1
1,3,5
1tria
z0-2-
ylndf
any11
-prop
y 



1)-py
rmlid
in-2a
ne;
076):
cyclo
propa
ne
carbo
xyliC
acid
1344-
amM06
-(5-c
hlom-
111,)
H-Nne
6fde1
isoul
u516e
n-6,0
41,11
,5]fr
iazin
-1-Pm
P01-
amide
;
2071)
:
cyclo
pentm
c
umbox
ylic
add
13-14
-amin
o-6-(
5-chl
oro-0
1211-
becup
[clef
isocl
immon
-6-y1
)-11,
3.5fi
lazio
-2-0s
ulrom
y11-p
ropy1
}-
amide
;
(172)
;
10101
Ydro-
pyra
n-4-c
arbox
ylic
acid
13-14
-amin
c-6-(
5-thl
oro-1
112H-
bel00
10dli
sochr
om.-6
-0)-0
13,51
triaz
6a-2-
0sull
imyl1
-proP
Y11-
25
amide
;
(17))
;
pipu5
dit-4
-carb
oxyli
c
ocid
(3-11
-am5n
u-6-(
5-chl
oro-1
11,3I
I-be2
5ide1
isocb
rome.
06-y1
)-11,
3,512
1;
01n-2
-ylga
lkoyl
iprop
y1)-
amide
;
(174)
:  30
N-{2-
011-f
nmaam
ide;
(175)
:
12-14
-tmio
n-6-(
5-e26
10-1H
,
-bewn
[dcl)
socbm
mtm-6
-0)41
13,51
tiazi
n-2-y
yl]11
-u
ma;
35
076):
1-12-
14-et
nin06
-(5-C
ldere
-10,)
11-be
/04do
lisoc
br(a3
01-6-
51)-0
,3,51
binzi
n 2
ylsul
lany1
1-
268
-11(m
oll
urea;
(177)
:
(2-14
-nnew
o-6-(
S-ehl
oroH-
fdcji
sochr
omen-
e-1,3
.5hei
tuin-
2-y1s
ulI1)
-
arbem
ic
acid
methy
l
ester
,
5(178
):
.6-(2
14-am
iou-6
-(5-c
hloro
-Itne
s[del
isocl
somen
-Hy1)
-11,3
,51tr
iestn
-2-el
eulfe
nryik
ethy
1
Hmelh
anesu
ltosm
icle;



(179)
:
8-(34
4-Hai
no-6-
(5-(t
loro-
3H-be
uen[d
e]is0
chr0r
nes-6
-41)-
1122k
4hai8
-2-el
eulta
n)41-
ethy1
10
IHmin
usuLt
ommid
ts
(180)
:
(3-14
-em
ince6
)(5-c
hlort
)-110
(1-be
nee
Ide
Iisos
hrome
n-6-4
1)-(1
,3,5)
trany
ll-ro
PY 1
jecon
namid
c;
(1801
IS(31
4-ami
no-6-
(5-ch
Inm-1
11,31
1-ben
zotde
)leoc
hrome
n-Hy1
)41,3
,51tt
eem-2
-ylee
lteso
y11-p
mpel)
-
Wee;
(182)
:
1-(13
-1.4-
mnino
-6-(5
-ehle
re-)H
HH-be
nso[d
efis
611)1
1351M
-2-41
sulfa
nyll-
PrePY
11-3-
mcklu
rea;
20
(HO):
(344-
amine
sS-(5
-ehlo
reelH
,31I-
benen
ideli
enchr
eraen
-6-41
)-L1.
3.511
slazi
n(2)
sulfa
nyl-P
HPYOH
ubemi
e bid
methy
l.
ester
;
(184)
:
N-{34
4-ami
no-6-
(5-ch
/oro-
111,3
H-Ihm
eo[de
]isoc
hrome
n-6-y
1)-11
,3,5]
thwei
u-2-y
leulf
anylf
-prop
y
251)-
melha
nHtl8
ellam
icle;
(18))
:
N-(31
4-Hoi
no-6-
(Sech
kess1
1H3H-
benzo
frkli
sochr
nmen
6 yl)
[1,32
krieu
in 2
then-
any
propy
II-am
inosu
Lfona
mithe
;
(116)
1 30
4-(5-
chlor
o-IT1
,3H-1
6,6ao
]i-6-
54)-6
(2
methy
l
oxaso
l 4
elmet
hyteu
Hasyl
)-111
,3,51
h
(187)
:
V-12-
11-3m
ino-6
-(5-c
hlorn
-IH,3
II-bc
raold
eliso
chrom
en-6-
y1)-1
1
5110)
ylpth
yl
Hedim
ethyl
amino
ptiop
ionam
ide;
35(18
8):
N-{24
4-ami
no-6-
(5-th
Inm-1
1-1.3
II-be
neolI
def
somen
6 41)
11,3,
51tri
asina
Heule
anyl]
sethy



1-iso
picot
inami
de;
(189)
:
IH-im
idozo
lc-2-
93rbo
xylic
acid
{2-(4
-amin
o-6-(
5-chl
oro-l
II,SH
-Isen
[clef
isoch
mimm-
6-y1)
-(13,
5-2,1
sulat
avl]-
ethyl
l
nIkle
;
5(199
):
4-(5-
Aloro
-1K3H
-bera
ni(Il
isoch
ron6-
y1)-6
-(24m
0kel0
93nea
ll9ls
ulany
1)41.
3,5-I
triaz
in
-29la
mine;
(191)
:
4-(2-
aminn
elyls
ulfan
y1)-6
-(5-c
hloro
-111,
3H-be
nzn[d
cjiso
chrom
en-6-
y1)-(
1,1,5
priad
ia-2-
ylami
n
(192)
:
4-(3-
amino
p93py
lsulf
an51)
-6-(5
-thl0
ro-IH
,31-1
-9er)
[dell
90cbr
omen-
6-y1)
-(1,3
,5]tr
iazin
-2-yl
mai
(193)
:
154-(
5-cbl
oro-1
1(311
-betw
o[cle
fisoc
hmnic
a 6
yI)-6
-(2
metll
yInni
neeth
ylsdf
amy()
-(1,3
,5]tr
itaia
-2-
ylass
ine;
(194)
1
4-(5-
chlor
e-111
,311-
1,[de
licoo
ll(00
3.1-6
11)-6
-0,11
ethYt
hnumP
npyls
ulthn
y1)11
,3,51
triaz
in-
2-34(
minc;
2(1(1
9)):
4-(5-
Stora
-IF1,
3H-be
woRle
fisoc
Irnme
t 6
yI)-6
(2
ppoli
din 1
54-et
hylsu
lflth
yl)-(
1,3,5
fttia
zia2-
ylami
ne;
(196)
:
0-(5-
ohior
o-1}1
,314-
ben[d
disoc
hrome
a-6
yI)-6
-(3
pyrol
idia
1
yl-pr
opyls
ulfan
y1)-(
1,3,5
1tria
gin
25-2(
ylarl
ime;
(1n):
4-(5-
dicam
IK311
-1(mm
ide]i
sochr
orcer
i-6,1
)-6-(
2-roo
rphol
in-(1
--yl-
ottyl
sulfa
ny1)-
il,3,
51tt(
a(in
-2-y1
(1010
1e(
(19))
: 30
(145-
9h101
0-11-
1,3H-
licaz
oRle]
isoch
romen
-6-y1
)-6-(
3-Mor
p
r(-2-
ylmni
ne;
(199)
,
(1-(5
-chlo
ro-11
13H-b
neo[d
e]iso
cbrom
m-6-y
1)-6-
(2-pi
pemzi
a-1,1
-ethy
lsul
gyp
,5)5f
1ix(i
m
2-yla
ffrin
e;
35(20
(): 



4-(5)
cI0o0
1-111
,3H-9
00201
deo(3
-p1-y
l-pmp
ylsy1
)41(3
,511t
heia
270
-2-yl
auain
c;
(201)
:
4-(5-
chlor
u-117
53H-b
enzol
dc]is
ochro
men-6
-y1)-
612-(
pyrid
in-2-
ylemi
nn)-e
Llayl
snlem
yINI,
3.5]t
ri
ann-2
-yl00
0ne;
5(202
),
4-(5-
cluor
o-IH,
311-h
cn5o[
delis
ochro
men-6
-y1)-
6-[2-
(ox57
531-4
-51ar
niao)
-ethy
lsul
y1]-[
17,51
td
rain-
2-yla
mi20
(203)
:
2-17-
anoin
o-6-(
5-chl
oro-1
11,31
-1-be
n54di
lisec
hrome
n-6-5
1)-[1
,32.1
1dazi
n-2,1
1-2
25di
10
oronc
etami
de;
(204)
:
7-0-a
mino-
6-(55
;hlor
o-115
5315-
benzo
1510
sochr
omm-6
-3.1)
4
73.51
tryli
-N-rn
cthyl
-acet
amide
;
(205)
:
15344
-anin
o-65(
5-cbl
ore-1
0,3H-
bunzo
[dc]i
sochn
omen-
6-y1)
-(1,3
,5]tr
iazin
-2-51
.yll-
N-rne
thyl
-prop
icman
ide;
(20.5
):
2-[4-
aminu
-6-(5
-5hlo
ro-17
1,3H-
benzo
[deii
soctu
omen-
6-y1)
-[1,3
,71tr
ircin
-2-yl
sulfa
nyll-
A
cotes
] I
cle;
20
(207)
:
314-a
mino-
6-(5-
cblor
e-111
,3H-b
oizo[
dclis
oamme
n-6,1
)-[1,
3,51-
2-yls
afauy
l]5V-
dhy11
3
ropio
ninin
ic; 



(208)
:
744.5
16556
-(5-0
5I)n7
111,3
57-1x
55754
cle]i
sochm
m
25eth
yl-ac
etarn
ide;
(209)
:
344-a
m
ino-6
-(5-c
hlore
-11-5
3H-be
nm[de
li5oc
hroin
en-6-
51)-[
73,5)
tr0a2
55-2-
54sul
fany1
)-A5W
-4im
ethyl
propi
onami
dc;
(210)
:
30214
-amif
lo-6-
(Salo
ro-11
.311-
15enz
oftie
lisoc
hrorn
eu-6-
y1)-[
1,3,5
triaz
in-2-
ylsul
fany5
15V5s
opro
pyl-a
cctam
ide;
(211)
:
3-15-
71.55
04-(5
-5111
010-1
1-1,3
1171,
53575
1115]
i5och
nomen
-655)
41.3,
51tri
aein-
2-3,1
5511.
y51-5
5isup
re
pyl-p
ropio
namid
e;
35(11
2):
214-a
mato-
6-(5-
chl0y
57115
311-1
,555o
-6-02
_2_yI
ilth0
yI1-W
-p0YI
271
(acet
unide
;
(213)
7
73[47
39,71
9-63(
5.133
27711
0,3H-
bem01
de]is
o4r0m
e676-
21)31
1,3,5
7
tropi
onann
thr,
5(210
):
2-[4(
amino
-6-(5
-chlo
n21H,
311-6
69766
16lis
octir
omcn
6 31)
[1,3,
57trc
21176
21]-2
6cycl
op
entyl
-suet
atakl
e;
(215)
:
3-147
2mtho
3365-
97733
33-11
63H-1
639.1
delis
ochro
men-6
33,03
[1.3:
51tri
utu-2
77397
93720
6317N
-cyCl
oP 10
3,137
(pmpi
nnanl
ide;
(216)
:
2-114
-amin
o(67(
5,1il
orr71
10,3)
311 



ydro-
pyr(3
34330
-2961
amide
;
(217)
:
1537[
0(ami
uo-6-
(33ch
laro-
11363
11766
-97)3
11,13
2]tri
mdm-2
11suL
fany4
]-723
(Letr
ata
ydro-
pyran
4-7(1
)-pro
pion1
37723
33
(218)
:
2-[47
37920
-67(5
-ohlo
ro-IH
33H-b
enr31
3136s
ochro
me,63
21)31
1,3,5
1tria
7in-2
(3123
16373
17731
7pyri
rlin
-4-71
-acet
amide
;
20(21
9):
75j!!
iAfl-
2-ylS
lI88!
54]-N
-py
In P
-4-34
-prop
i40$m
idc;
(220)
:
2.14-
29167
9-6-(
5-chl
o4o-1
11311
H-bo0
$u(de
1lsac
hro0$
en-67
33)41
.353t
riazi
t-273
1321f
an75]
.1
25-2-
31-01
etami
de;
(221)
:  3
14-an
aino
63(56
12.9
17113
3H1,o
.Veli
sochr
o0$en
4330-
11,3,
5)8ia
z1n-2
-730$
110$y
lf44
-2-21
-prop
i0$ar
(3977
(222)
:
307-1
14-am
ino(6
7(5-c
hloro
-1}17
3H-be
n7n1d
cjiso
choom
m-633
1)-(1
,3,57
67377
932-y
lsula
ay173
1-prm
11
4in-1
-3772
tba4o
ne;
(223)
:
3-14-
amino
-6615
-7111
oro(1
II-be
[deli
6332)
311,3
,5117
2azin
-2321
saita
ny17-
11777
799
4in-1
331-2
7op0$
-1-on
e:
35(22
0):
27[4(
arnin
o-67(
5-cbl
om-IH
,311-
benal
[defi
socIl
mm(32
6-72)
-11,7
.57tr
iazin
-2-31
.3916
2621]
-1-14
97178
272
an-44
1-eth
anone
;
(225)
:
344-.
4114-
645-0
9104-
15432
1,9.4
5049h
44046
-y1)-
11,34
Thiar
in-24
1sulf
anyll
-1
-morp
h
olin-
441(p
ro905
-l-00
e;
5(226
): 



2 [4
amino
-6
(5-oh
lom4H
41-1-
1142n
[dc]i
sochr
omen-
641)-
(1.3,
511na
zin-2
41sul
fnayl
kl-ni
perar
in-14
154ba
nono;
(227)
:
344-r
unino
445-c
bloro
-11-(
3H-be
rzo[d
elson
olnom
on-64
1)-11
51J-
10
iryl-
pipaa
zin-1
-ylnp
00p5n
n
-one;
(228)
1
344-e
moino
-645-
41oro
-14,3
H-ber
norid
eliso
dm2-y
lsul0
00yln
l-p1p
00000
44-yl
-prop
m-1-o
no;
(229)
:  15
244-a
mino-
64541
rIon)
(14,3
11-64
12o[d
e)iso
chrom
en-64
1)414
,5Thi
a4424
1rulf
anylk
Arthf
aml
-241-
a0e0a
nndo;
(230)
:
344-(
uninn
445-c
hloro
-IH41
1-ton
roidl
inoob
romen
-6,1)
-(125
5nrip
zin-2
-ylsu
Ifa00
yl1-N
-th00
00l
-24.1
-pmpi
onamP
dcy
20(23
1):
3-14-
amino
-645-
chlor
nnen-
641)4
12,51
triar
in-24
11]ro
nyl-p
ronio
namic
le;
(232)
:
244-a
mino-
4(5-o
hloro
-111,
3H-bo
uro[d
olflt
hO-
25
P91-0
00e00
100
(213)
:
244at
oino4
-(5-o
bIoro
-III3
H-ben
4[de]
isech
mme46
-y1)4
1
3,51y
lsu
roxy-
4141)
-ace0
500do
;
(234)
:  30
344-n
onno-
64544
44112
,311-
b0000
0[
]isoc
luome
n-6-y
1)41
3 51
roxy-
ethyl
yprop
ionam
ido;
(235)
:
244-a
mino-
645-o
hlorn
-111,
31-14
enzo[
delis
oohar
onct-
641)-
[153,
5]
hydro
07r0p
y1)-a
0et0m
icle;
35(23
6): 



344-a
minu-
6-(5-
A0000
nH,)1
4hcaz
oklel
10000
0000
en-64
1)-[1
,3,5]
Pi003
00-su
rf
273
hydro
xygro
pyhpr
opion
amirl
e;
(237)
:
2-14-
amine
-6-(5
-chlo
ro-1(
1,3H-
benzo
[deli
sochr
aincn
-6-22
)-11.
3,51t
iazio
-2-yl
syli
N(3
hyd
roxy-
2-hyd
roxym
etbyl
(pro
py1)-
aceta
rnide
;
3142/
.515.
6)(5-
chlor
olH23
21-be
n2o
idlis
ochra
men49
y())1
11,3,
51tr7
1)-(3
-hyd
roxy-
2-hyd
roxyl
nethy
l-Pro
py1)-
pmpio
namid
e;
(239)
:
44441
59125
6-()-
chl0r
0-111
,3112
)cnys
[del
isech
rumen
-6-51
)-(1,
3,51(
(ilsu
lfan)
.11-b
uty
10dc;
(240)
:
444-a
mille
-6-05
-chlo
re-12
1,311
(beny
n[del
isocl
somen
)(2,4
)-123
,5111
51551
(1-2-
ylsta
fanyl
f
(Nyne
thy 1
-622)
22.42
21
(241)
:  15
4-[44
.1294
1-(5-
chlor
o-11-
23H-b
enzor
de]is
ochmm
en-6y
l
ethyl
-buty
larni
de;
(242)
:
444-a
mino-
6-(5-
5hloy
o(11-
1,312
-bunz
n1dOi
sachr
omen(
6-y1)
41,3,
51tim
al
yl11
11(y1
amide
;
20(14
3):
444-5
15115
1-6-(
5-ell
loro-
IK321
-benz
ordej
isoch
ron.5
.6-y9
41,3.
21121
2219-
2-32,
91P
4in-1
-54-b
u4n-1
-rmc;
(244)
: 



4-12-
aouno
-6-(5
-chlo
ro-IH
,3II-
ber.o
[duli
sochr
omen-
6-91)
-11,3
,51yl
.y1]-
1-mor
ph 25
nlin-
4-y1(
1594-
1
-me;
(242)
:
45)4-
5tnin
o)6-(
5-chl
0r04H
,3211
42522
[deli
soc1r
00en-
0-3()
-[)51
]-1-p
ipera
5
in-1-
524)5
(.21-
u24;
(2462
30444
-amin
o-6-(
5-5bl
oro-1
11,3H
-ben.
ideti
socli
romer
56-34
)11,3
,51tr
isim-
2-yls
5Ifan
y(1-2
12(2-
hyd
2423y
elhyl
)-but
ylawi
dc;
(247)
)
4-14-
53nif
lo-6-
(5-ch
loro-
IH231
1-ben
zoide
jisoc
h0-11
,15J
itiaE
yylsu
lfany
riykY
(Letr
ah
)51.9
2-pyr
anA-)
4)-bu
tylam
idc;
35(24
9):
444,9
59no-
6-(5-
05l24
u-112
311-b
eayo[
dehro
chrom
e2-62
1)-(1
,13,5
1triw
in-2-
ylsal
4ny11
-72-p
iPeri
4
274
in-4-
414
tylam
icle;
(24))
:
444-n
ino-6
45-ch
larc6
1H4/1
-11pc
jisoc
hrome
n-6-2
114
43,31
11165
)111-
3-py
dio
4-31-
butyl
ami
do;
5(2)0
):
444,u
nipo-
6-65-
cblor
o-111
,3H-L
eo24d
elsoo
hromo
n-6-2
1)-11
,3,51
triae
in-2-
ylsut
rauy1
421-t
hiamn
1
-2-21
-buty
lamid
e;
(2514
144-e
mino-
645-c
hloro
4H;
31-14
222u1
delis
ochvo
rnen-
6-21)
41,3,
52.ri
azin-
2yl11
-prop
am2
10-on
e; 



(252)
:
444-a
rninu
-6-(5
-ehl4
r0-IH
,3114
caeol
defi5
00hr(
'6-
2)41,
3.5]t
ria2-
21564
2-o
ne;
(253)
:
15_M1
(4244
-ain
cp-6-
(5-ch
loro-
15113
f1-be
nzokl
iisoc
men-6
44)-1
1,3,5
11511
216.-
2-yls
alfan
ylf-a
cetyl
1-acc
lomi
(254)
:
11513
-14-a
iniuo
-6-(5
,21lo
m41-b
eoznE
dilis
ochro
men-6
-21)4
43,51
1fria
zin-2
-51su
lfany
14pro
pi
onyll
-aecL
)mide
: 20
(255)
:
54444
-amin
e-645
-chlu
t0-1H
,311-
bcp2o
[dcli
soaro
mey-6
-2141
11,3,
51412
156-2
,1sti
lfany
ll-b
41)-a
cc0ar
5de:
(2)6)
:
N-124
4-00l
ino-6
45-41
0r0-1
H,MI-
Ixxol
dcfis
oebro
men-6
-y1)-
11,35
4462i
n-2-y
1sulf
any11
-acet
yl 25
}-mci
fines
uffon
amidc
;
(257)
:
N-13-
14-2m
5u0-6
45,41
10625
1E1,3
H-ben
nn1de
lisoc
hromc
n-6-4
1)41,
3512i
ann-2
-2151
11.21
41502
1
nr1)1
15625
150.5
61fon
amidc
;
(258)
1 30
N4444
-arni
nc66-
(5-ch
loro-
11113
H-ben
zbide
li.nn
um-6,
5421y
l
sulfa
11-bo
tyr
yli-l
uethm
lesul
fonat
mide;
(2)9)
:
4-(5-
cbdor
o-1}4
3F1-b
enzor
delis
ochro
men-6
-41)-
6-(ox
aaol-
2-ylm
ethyl
sulf1
2121)
41,3,
54thr
ek-2-
21
amine
;
35(26
0):
4-15.
5hlor
o-101
,3114
6nzok
4e1
ocbm1
-6-(4
11)41
,3,54
422:1
6-2-4
275 



lamiu
e;
(241)
:
il-am
ino-6
45-ch
low-I
RSH-b
etveL
deFis
ochro
raev-
6-y10
-1,5]
tiaAR
-2ils
ulany
lEpro
pon-2
04241
hylax
ime;
5(2(2
);
444-a
mino-
6-(5-
chlor
o- I
K31-1
-benz
o[de1
i24(h
aomen
-6-34
)-(1,
3,51t
7iaxi
n-2-y
111-6
fie
0-mel
yl-or
irne;
(263)
:
[4-am
ino-6
-(5-o
hloro
- 1
H3311
-benz
oidel
iso-6
-y1)4
1,3,5
11ria
yin-2
-44yu
lfany
ll-ac
ethni
aily
10;
(264)
:
3-(4-
224no
-6-(5
-ch12
-4211
1,3H-
burn[
defis
ocluo
men-6
-y15]
Isura
ny11-
propi
onit
rile(
(265)
;
15442
-amin
o-6-(
5-61-
iloro
-1423
5-ben
zokle
1isoc
ht60e
n-6-5
1)-(1
.3,5(
2iayi
nfany
lybut
yroni
t
tile;
(266)
:
4-(5-
cidor
o-1H,
311-b
enzo(
de]is
ocbay
men-6
yI)-5
(2e0>
ethyl
sulfw
ayl)-
f
I-yla
ymne]
20
(267)
]
4-(5-
414er
e-IIT
,3414
-6-34
)-6-(
3-234
4322Y
72PYI
421(2
221)-
11,3,
5]fri
yla
mine;
(265)
;
4-(5-
chlor
o-112
,3H-b
emn[c
hlise
climm
en-6-
y1)-6
-[2-(
2-met
boxye
thoxy
yethy
ls21
25
azin-
2-yla
mine;
(269)
;
4-14-
amiuo
-6-(5
-ohl5
ro-11
-1,31
1-ben
yokle
]isoc
hmmen
-6-y1
)-(1,
3.51t
riazi
u-2-
I;
(270)
;
carba
m)c
acid
302-[
4-ain
ino-6
-(5-4
111nr
o-114
,)12-
lynyo
[dc]i
soctu
umen-
6,1)-
11,3,
54tri
yein-
2-yls
ulfan
yl-cL
hyl
ester
, 



(271)
:
carba
rttic
acid
3-(4-
amino
-6-()
-chlo
ro-11
23H-b
eano1
deli5
00h00
05cn-
6-41)
-(1,1
,54th
azi2-
2-yls
ulfan
ylf
-wool
osier
; 35
(272)
;
cubai
nic
acid
4-(4-
amino
-6-(5
-clio
ro-11
1,3H-
bernl
yleli
snchr
omen-
6-41)
-(1,3
,51(4
.3244
2-yls
aLfan
yll-b
atyl
276
s'ter
,
(273)
.
sulfa
tmc
acid
244-a
mino-
6-(5-
chlem
-1123
H-ben
zu[de
dsoch
mmen-
6-y9-
11 3
51tru
seinf
anydd
ethyl
5
(274)
:
sulfa
mic
acid
)44-n
sirm-
6-(5-
chlur
o-1H,
31T-b
omo[d
eliso
chrom
ca-6-
y1)21
,3,21
triac
in-2-
yls
ester
;
(275)
:
sulfa
nic
acid
444-a
mino-
6
(5-ch
lons-
111c[
de]is
achmm
ca-6-
y1)-1
1-3,5
1trim
iu-2-
yls21
]-but
yl 10
mitts
(276)
:
3-14-
andm0
4-(5-
c6]om
411,3
H-b[d
ap
socd-
Om4)-
[
d3,5]
3uc26
22-y1
sulfu
nyddp
ropan
c-
1,2-d
ials
(22i)
:
152-1
4-sai
imP-6
-(5-c
hloro
-IH,3
11-dm
mo[dc
]isoc
hromm
-6-y1
)-(1,
3,51(
riazi
n-2-y
lsulf
anylu
sethy
ll-pr
opass
e-1,3
diod
(278)
:
thicc
arbam
ic
acid
3-14-
amina
-6-(5
-chlo
m-111
,3H-b
encei
de]is
ocbro
men-6
-7041
.321t
riazi
a-2-y
1sulf
samli
-Mhyl
8s188
: 20
(2)98
,
thioc
arbam
ic
acid
3-[4-
aolim
86-(5
-chlu
ro-18
8.31[
delis
m-6-8
1)-1)
83,58
48a8i
n-2,1
sulfa
nyll-
pmpyl
esler
;
(2808
. 



4-(5-
eblom
-111,
)H-be
arnig
eliso
chron
ni86
yl)
6-(2
metha
nesul
fanyl
-edmI
sal(a
ny1)-
[1,3.
5]tin
si 25
2-2-y
lmain
ci
(281)
:
4-(5-
chlom
-1121
1-bea
ccide
iisuc
hromc
m-6,1
mpyls
y1)-[
8in-2
-ylam
ine;
(282)
:  30
3-0-a
mino-
6-(5-
chlon
8111,
1H-be
nzo
184
gochr
ome8-
6,8)-
R3.51
thaai
s-2-y
lsulf
acyli
-prop
an-1
-sulf
onami
de;
(28))
:
244-a
mitso
-6-(5
-alor
o-IH.
311-I
mnyo[
dcili
sochr
omeu-
6-y1)
41,3,
512-y
lstaf
anyly
ethun
csol
fonam
idm
35(20
4):
4-(3-
chlor
o-1H,
)14-b
umadd
cliso
cluom
en-6-
3,1)-
6-(3,
3,326
0auto
-prop
fassy
l)-11
.21tr
iasic
i-2
277
-ylam
ine;
(285)
;
9-(5-
cblor
e-IH,
311-b
enno[
dells
ochre
men-6
-y1)-
6-(4,
4.4nr
ifluo
ro-bu
Lylso
lfany
1)41,
3,51t
riani
n-2-
5(286
):
4-(5-
elior
e-III
,3H-b
ennol
)le]i
nuchr
omen-
6-y1)
-6-(3
-11uo
ropmp
ylenL
fanyl
)-1)1
,3,51
tria2
in-2-
yletn
i ne;
(282)
:
4-(5-
ohler
o-IFI
,314-
benee
kle]i
sochr
omen-
6-91)
-664-
fluor
ebewl
silfa
ny1)4
1,3,5
]tria
rin-2
-ylam
in
ISe;
(288)
:
4-(5-
chlor
o-I
H,311
-beei
n[del
lsoch
romen
6-y1)
-6
(exam
( 2
yline
thyle
elfne
ynn[1
.3.51
tria9
im2,1
mai.;
(289)
:
154-(
5-ehl
oro-1
11,3H
-dano
Weiis
uchro
men-6
-91)-
6-(th
iszol
-2-yl
methy
lsalf
any1)
-11,3
,51tr
i:rei
n-2-6
1
amme;



(290)
:
9-(5-
ohlor
o-IH)
311-b
ee9)1
1ofis
ochro
men 6
y1)-6
(2
thia9
o1-2-
91-et
bylsu
lfeny
1)-P
)3.6
Reine
in-2-
3?
'amin
e;
20(29
1),
9-(5-
chlor
o-111
,3H-b
*I:de
nse:k
w-6-y
12-yl
metlr
ylsul
leny1
)-[1,
3,51t
riart
)1-2-
y1an-
Ane;
(292)
:
254-(
5-cle
nro-1
11,31
11)14
chrom
ea-6-
y1)-6
-12-(
111-i
midae
ol-2-
99)-e
Lhyls
nlfen
y1H1,
3,51t
ri
anin-
2-yIn
mke;
(293)
:
9-(5,
1ilor
o-111
,3H-b
esso[
dc]is
ocbmn
an-6-
y1)-6
-(2
oxaml
3 yl
ethyl
enife
ny1)-
11,3,
51nin
nin-2
-9
lanen
e;
(294)
:  30
9-(5-
ehlor
o-IRS
II-be
nee[d
e1lso
chrom
en
9()
6-(py
ridin
9-91m
ethyl
st1)1
1,3,5
1tri9
zie-2
.y
larei
ne;
(295)
:
4-(5-
chlom
-111,
311-b
enee[
delis
ochro
men-6
-91)-
642-p
yridi
n-4-y
1-elh
ylsnl
fany1
)-11,
3,51n
ianin
-2-
ylami
ne;
35(29
6):
4-(5-
ehlnr
o-111
,3Trh
eneor
denso
chrot
nen-6
yl)
6-(py
ridin
2
ylmet
hyleu
lfany
1)-1)
1,3,5
1then
n-2-9
278
Immo-
(297)
,
7-(3-
chlor
o-111
,3H-b
m24c1
clise
chrom
m-6
yl) 6
(2
pyrid
io. 2
yl-o2
yLg40
fan7.
7)41.
3,312
Ylami
ne;
5(298
).
2-aul
ybroi
no-37
(4-am
ino-6
7(5-c
hlure
-II1.
3H-be
rm[de
-liso
chrom
en-6-
y1)71
.1,3,
57tri
a7717
-2-yl
sulf
anyli
-prop
ionmi
(e(
(299)
:
2-ace
tylar
nino-
77[4-
amhx,
67(5-
chlor
o-IH,
311-h
cmeo[
dejis
(777t
omen-
6-71)
11,3,
51-Ll
inzin
-2-yl
sulf 



10
any17
-Aamo
thyl-
pmpio
n4nck
;
(700)
:
2-ace
tylam
ino-3
4.7(u
nko-6
7(5-c
hlero
-111,
377-b
cnze[
defis
ochro
lmna-
67y1)
-[1,3
,51C7
2(yls
ulf
any]
776-e
thylp
ropio
namid
e;
(501)
.
152-a
cctyl
amiDo
-37[4
77min
o-67(
5-thl
oro-1
117.3
H-bet
wolde
lmen-
6-777
-13,3
,71yl
s
anyll
a-cli
methy
l-pro
piona
mitle
;
(3)2)
:
2-arn
ino-3
7[4-a
mino-
6-(5-
chlor
e-11-
1,11H
-ben7
4
isoch
romen
6 yI)
[1,7,
5-7(1
a7in-
2-yla
nlfan
y31-
(77.(
7171-
Pmpio
namid
e;
20(30
3):
2-ami
no-3-
[4-am
ino-6
7(5-e
hloro
-IH73
11-bc
nzeid
elivo
ehror
n(37-
6,1)7
0,377
7690z
11a-2
77-Is
S11-
A7N-d
itnet
hyl-p
rupio
oamid
c;
(304)
1
214-a
mino-
67(5-
chlor
o-IH,
31I-h
crmor
de]is
o76-7
(1)41
3.51u
lfany
ll-A7
(2-me
t 25
hoxy-
ethy1
7-a.t
alide
;
(305)
:
2-74-
animo
-67(5
7677n
ro-10
0,737
-17cm
20[d]
isech
m76-7
1)-[I
sulta
nylf-
Ann
methy
l-ace
lnicl
e;
(306)
:  3)
2-77-
amino
-67(5
-chlo
ro-11
33H-b
ennob
lelis
ochro
men-6
-y1)4
1,37T
hinia
-2714
,-(27
hYd
roxy-
l-byd
raxym
etbyh
ethyl
)-ace
tamid
e;
(707)
:
214-a
mdne-
67(5-
7hlor
o0li,
311-b
enzu[
de19s
ocb69
0nen-
6-y1)
41,3,
57tri
azinE
V
-(2-
hylam
inu-e
thyl)
-auca
nide;
35(3)
8):
2-17-
777in
o-6-(
5-ekt
oto-1
H,3R-
benmt
de-li
snehr
omen-
6-yry
fl.37
5kria
zin-2
fa(1-
met  



279
hyl-p
ireli
din-4
-y1)-
acc0m
ide;
(309)
:
314-a
millo
-6-(5
-chlo
ro-11
1,3H-
balzo
[de]i
suthr
omen-
611)-
113,5
111-2
-y1su
lfEff
iy11-
71/47
-(2-m
et
hoxy-
cthy1
)-pr9
pion1
3nide
;
5(310
):
/42-(
4-11m
inn-6
45-th
lere-
IH,34
1-11e
nzurd
elisa
drome
n-6-y
1)-11
,3,51
trial
ein-2
-y1Fu
lfany
11-et
hy11
:6m0d
az01i
n-2-9
9e;
(311)
:
3-(21
4-arn
ino-6
45-ch
luto-
11L3H
-bel
Dictr
ochro
rnm.-
y1)-[
1,3,5
fainz
in-2-
ylsu1
Catif
Il-dh
Y,9
10-ox
an-Pl
idin-
2-one
;
(312)
: 2
[4
amine
645-c
hlura
-111,
3H-ba
szo[c
le]is
ochro
nuna-
6-y1)
-[1.3
,5]ai
nzim2
-ylsu
lfatw
l]-11
3yraz
in
-7-yl
-dhem
one:
(313)
: 15
3-12-
14-am
iro-6
-(5-c
hloro
-111,
317-b
cmzo[
delis
ochro
men-6
,1)11
,3,Mi
arill
-2-Y1
surnm
Y11-a
.e41
yox.p
lidin
-2-90
e;
(314)
:
2-12-
amino
-6-(5
-chlo
ro-11
1,3H-
bnizo
[clel
isoch
ronma
-6-y1
)-pyr
inaic
tit-4
-ylgu
lfamy
frace
tunid
ec
(315)
: 20
2-[2:
ar6no
-6-(5
-0131
ere-1
R3H-b
enznf
rkfis
ochmm
en-6-
3:1)-
pyrim
idio-
4-yls
ulany
ll-W-
cysno
met
hyl-a
cetmi
cle;
(316)
:
3-(2-
aminn
-6-(5
-chlo
m-114
,31[d
ellpy
rimid
in-4-
ylsul
fanyl
f-pmp
ionam
id
25(31
7): 



3-12-
amino
-6-(5
,111n
ro-11
11,3H
-binc
gde]i
socht
florn
-6-y1
)-pyr
imidi
n4
ulfan
y1]-.
1`42-
11ydr
ox
y-eth
yl)-1
11pPi
o09mw
k:
(318)
, 3
r2
amino
645
chlor
o-111
,3H-b
avoid
eliso
cluom
en-6-
5:1)-
pyfin
iat-4
-ylsu
llany
1)-N-
methy
1-pr
30
opion
amide
;
(319)
:
3-[2-
arnin
e-645
:61pr
olli,
31-1-
benzo
[duli
salmm
aen-6
-y1)-
mnini
ldiu-
4-yls
ulfan
yl]-2
J-(2-
metho
x
y-eth
yl)-p
ropir
mamid
e;
(320)
:  35
3-[2-
antha
o-6-(
5-chl
oro-1
0,3H-
b
o[dof
iso-6
-5:1)
-pyri
midia
-1-Yl
sulaw
ria74
(R)-2
,3-d
Thydr
oarpr
o9y1)
-p0'p
i3am6
de;
280
(321)
,
3-1.2
-amin
u-6-(
5
loro
MH-be
nao{d
eliso
chrom
Timid
th-4-
ylsul
fanyl
f-Mme
thylm
r
tapio
narni
do;
(172)
, 5
3-12-
amino
-6-(5
-Mlor
n-IH,
111-b
ama[d
eliso
dmmm-
6-61)
-pyri
midin
al-y1
sulia
ny11-
2.7Md
imeth
y
Imrop
ionam
idc;
(5236
342
amino
-6 (5
Mloro
111,3
H
beamo
{deli
sacla
ramen
-My1)
-pyri
midia
4mIso
lfany
l]Ma(
24-md
mx
meth5
1)-2-
methy
lmrop
ionam
iale;
10(32
4):
4-12-
amino
a5-(5
mhlor
o-1H,
314-b
enaoi
de]im
chxom
aaMmO
myrim
Min-M
yLmlf
anyl{
MutyI
amidm
(325)
:
carba
mic
acid
2-Pma
nia0-
6-(5-
aMorm
aL3H-
Malm[
della
mblmm
eala6
MMPYr
imidi
n-Myl
sulfe
mylMe
Myl
ester
; 



(326)
, 15
3-[2-
ambn-
66(5-
chlom
-111,
314-b
miw[c
lujis
ochro
men-6
-61)-
pyrim
idima
misul
fanyl
-prop
an-Mo
l;
(327)
:
N-{21
2-ani
mm6-(
0.chl
088-1
H,311
-bcam
Miefi
soclu
mmen-
6-34)
-pyri
micli
mMyta
ulfan
yfret
hylya
e
atami
dc;
(328)
, 20
1)6(3
-{Mom
ino 5
loro-
111,3
H-ban
am{dM
isecl
arome
n 6
yl)
pyrim
idin-
4,61s
ulfan
yl]mm
aYll-
accia
nitcl
e:
(329)
:
N-{21
2-ami
um6-(
5,61,
6,1Mc
ama[c
lefis
oclma
mea-M
y1)-p
yr
MM-4-
ylaul
fmyli
-ethy
lMm
athan
esull
immoi
rle;
25(33
0): 5
(2
amino
6-(5m
Mora-
1H,3H
-bana
a[del
isoch
romen
-6-36
)-pmi
micli
n-Mai
sulfa
nyhme
thyll
mxama
(331)
: Al
{2
[2-am
ino
6,(5-
clinr
a-111
,51-M
benan
{deli
snthr
omen-
6-61)
-pyth
nidiu
Mmlsu
lfany
l]mth
al{-2
- 30
Imcfr
ommaa
tamid
e;
(132)
:
{)425
666-(
5-clu
om,1M
alali
SoMmo
mem-6
-)4)-
75mIn
idim-
Mylsu
Lfmny
lmthy
(3atu
mt
(3)3)
:
35214
-mmin
a-6-(
5-chl
ona-I
H,IIM
Ixass
o[cle
fisac
hrome
n-6-6
1)
[1,3,
56Mim
in 2
ylnif
anylf
N
mann
methy
lmmet
amide
;
281
(334)
:
3-41-
amin0
-6-(5
-thlo
r7-11
1,3H.
b.74d
cliso
chrnm
eN-61
43,5T
:dad.
yista
llmyl
]
N.(2
met
hoxy-
NINO-
propi
onami
de; 



(335)
:  5
3-14-
amino
-6454
11470
-714,
3H-b4
57017
1Nisn
chrum
en-6,
44[1,
3,5ft
ritei
n-2N1
sulfa
nyWN-
(92)-
2,
24)hy
d4xy-
pnwyN
-prop
ionat
o14c;
(330)
:
3-[4-
57d29
4445-
5hlor
o-IH,
311-b
uneol
de]is
ochro
mm-64
(1)41
,3,91
41
:0-2-
Nsalf
any44
2-7-4
thyl
Nropi
onami
de;
10(33
7):
5-14-
02405
,645-
4.410
70-11
1,3}7
4N070
4defi
sochr
oraeN
6-34)
-11.3
,514-
74ein
-244s
ulfat
NI-22
4-dim
e
thyld
propi
cmano
lde;
(338)
:
244-a
nto-6
45443
1744-
114,3
H-ben
zoide
lisod
ue644
4143,
5,19b
yd 15
roxy-
othyl
)-2-m
cLhyl
-mpio
na1id
e;
(339)
:
414,9
154-(
705-4
41074
.1H,2
44442
001de
lisoc
hmmon
-6-49
41,3,
51tda
zin-2
-9Nul
fany4
1-but
yrand
dc;
(340)
:
202-0
1-ami
no-64
5-cli
luro-
14431
1-ben
zoide
liNch
:rome
n,6-9
241,3
,51td
a2,yl
00L0l
tyl0-
pr3c0
14
-04
(341)
,
544-n
onia4
-6-(5
-414o
rodcr
izoi-
6-414
143,5
7tria
NN-2-
91911
fanyl
nNtIN
INox
25(34
2):
2742-
14-.9
095-6
-(5-c
hloro
-IH3H
-bena
ddeli
soclu
omen-
NyNN,
3,51t
ria21
0-2-y
1sulf
20211
Nthyl
)2Nyd
mxy-a
00tem
idc;
and
(343)
:
4-(4-
smino
-6-(5
-chlo
ro-11
1,)H-
2414a
,Pher
alco0
6-54)
-P,3,
52tda
rin-2
-ylsu
ifany
lfbut
yramI
de.
30
19. A
compo
und
cyr a
pharm
aceut
icall
y
accep
table
salt
there
of,
whaeN
the
compo
and
is
selec
ted
INmth
e
group
consi
sting
an 



(4):
44l54
09.41
4xy-2
,4-di
dil0r
oPh05
y1)4-
17574
1791f
auyil
l,3,5
1tt1a
2L0-2
-ylam
ime;
(1$):
35(57
41-59
490-(
4[2-m
ethox
y-4-(
47nci
tyl-p
ipord
a441.
-carb
onyI)
.Phea
yisdf
anyfi
ll,3,
51410
S52-2
,
0-2,4
43422
14019
45mex
y)-ac
cioni
0Hic;
242
(24),
4-(2,
4-dic
hloro
-5-py
rimid
io-2-
althe
n34)-
6-met
hylsd
f01yl
-11,3
,515i
(25):
2613-
11-am
ino-6
-(2,4
-dith
luto-
5-pyr
imidi
n-2,1
-phen
yl$1,
3,51e
iztei
n-2-3
6sull
any11
-ethy
lj-ac
et
amide
;
5(26)
:
5-(4-
amino
-6-be
naolg
olfan
yl-11
,3,52
biari
la2-5
,1)-2
,4-cl
ichlo
roben
aamid
c;
(28):
5-(4-
am6o-
6-ber
ayisu
lf5ny
141,3
,51tr
iazin
-2-31
)-2,4
-dica
lom
A, (2
bydro
xy 1
hydro
xymet
hylet
h
(1)-b
enmmi
4e;
(37),
5-14-
anai0
o-6-(
2,34i
by605
2Prop
y1201
fanyl
)2-34
1 2,4
dimat
hylbe
nanic
acid
10rue
thyl
crier
;
(29):
4-(2,
4-dic
hloro
rbeno
l)-6-
(2,5-
dimet
hoxyp
henyl
oulfa
nyl)-
pyriz
aidia
-2-yl
amine
3
(44):
3-(4-
12-am
ino-6
-(2,5
311.1
22.1(
70(.1
1.664
.11)-
Primi
dia-4
-5,1]
-3-me
thylp
honox
y)-pr
opan-
1531
15(45
):
(4-52
-2m11
10-6-
(2,5-
dimet
hoxyp
henyl
ndaul
y1)-p
yaiMi
thn-1
1(1-3
-niet
hylph
eonnl
-aceu
witri
ls,
(46):
2-(44
2ooni
no45-
(2,5-
dimet
hoxyp
hcnal
sulfa
ny1)-
py(ir
aidit
-9-51
]-3-m
ethyl
phcno
xyl-a
cetam
ide;
(44).
20
31-(5
-2.11
216.3
Y-24-
61chl
oroPb
en34)
-6-(2
,5-di
metla
myphe
nylau
lfaty
l)-33
9-imi
din-2
-ylam
ine;
(521:
(5-(2
-amin
o-6-(
2,5-t
limet
hoxyp
henyl
sulla
ny1)-
pyris
idin-
13211
-2,4-
dichl
oroph
enyox
y)-ac
oloni
td
lc;
(54):



25(54
2-555
in0-6
-(111
15.21
unida
aol-2
-31su
lfany
e-pyr
imidi
n-4-2
11-2,
4-dic
hloro
pheno
xy1-a
caton
ibi
Jo;
(55):
2-1)-
arnin
o-6(2
,4-4i
clion
o5-cy
55o55
etho5
5ph0f
ly15p
yrani
dio4-
21sul
f00Y1
1-311
.1ida
0ol-4
-(ar
boxyl
ic
acid
ethyl
ester
,
30(59
):
N-(2
[4
amino
-6
(2,4-
clich
loro-
5-cya
nomct
hon-p
hraly
1)-[I
,3,5(
triaz
in-2-
y1yl]
anide
;
(63):
(5-(4
-amin
o55-(
2-
Tholi
n-4-3
434ax
o-pro
pylsu
lf(my
1)-(1
,3,51
triaa
in-2-
21(-2
,4-di
chlor
oplie
nox
3552-
aceto
nfloi
le;
(82):
283
4-(5-
chlur
o-111
,3H-b
ano[d
elise
chrol
6-y1)
4-dim
ellex
typhe
n
(92).
4-(5.
61oro
-ITS,
3H-be
tmold
efise
etess
um-6-
y0-6-
cycle
bex
eLfan
,3)tt
iaste
2mIsm
i5e;
5(III
).
[4mmi
no-e-
(5-ch
lorn-
lH.31
4-ben
so[de
lisoc
hront
es-Cr
y1)41
,3,5T
hiati
m2-yl
sulti
mert-
aeeti
e
acid
methy
l
ester
(11))
,
N-(24
4-ani
um-6-
(5-el
ioso-
111,3
H-ben
seLde
lisos
breme
n-6-3
1)-12
.3,51
tiasI
fley!
10
j-ace
mmide
;
(119)
:
2-14-
mnino
-6-(5
-chlo
ro-11
1,3H-
MmeoL
de]is
oubso
mm-6-
y1)41
,3,51
triam
n-2-y
lsoLE
attyl
kacel
smid
(125)
:
153-L
46.11
110-6
-(5ma
15re-
111.3
1-1-b
esest
1mett
-6-21
)-11m
iu-2-
yLsul
fanyl
imesp
inea 



mide;
(943)
. N
(2
[4-ar
onMo
6-(5
chime
111.3
H
benen
Ldgli
sochr
emen-
6-619
11,3,
51Mas
in.2-
ylsul
fanyl
methy
l
f-phe
oyll-
aceil
unide
;
20(10
5):
4-(5m
hloro
-IH,3
H-ben
eoLde
fisoc
bmmen
-6-36
)-6-(
2,5-d
imeth
osewh
anyls
elEmy
1)41,
3,51t
riari
n.2
-sdam
ine;
(119)
:
N-13-
14-am
ino-6
45-th
lare-
111,3
Irszo
[dMis
ochen
men-6
,1)-1
1,3,5
)5iaz
1e-2-
ylsul
fanyl
i-pra
py.
251
tmcet
arrid
e;
(175)
:
(244-
am5no
.6-0-
cblem
.I54,
31i-b
ateo[
dMisu
sleom
m-6-y
1)-P.
3,5M5
571ll
-2-yl
sulfa
rylre
thyll
-u
ma;
(178)
1
30el-
(2-10
-amis
o-6-(
5-eld
ore-1
16,31
1-ben
zufde
]moul
ssome
n-6-2
1)-11
.
.511e
l
}-met
hanem
lfona
mide;
(205)
1
3-[4.
atnis
o-6-(
5.cti
l5r0-
lH,3H
-bene
elde1
isec1
c5men
-6,1)
-[It
sly
-pmpi
ontat
tide;
35(23
0):
344-t
mino-
6-(5-
ohlot
o-121
,3H-b
eree[
ddisn
eltro
men
6-y1)
[1,11
,51fr
iarin
2
ylsul
fanyl
f
N-(2
hyd
234
roxy-
ethyD
pmpio
vamid
e;
(27)2
carba
rnic
ecid
23[42
331in
n-(2(
5,111
232-1
11-23
H-heo
mpeii
socli
rom
36-21
)-123
,5 5
estc2
(314)
:
242-a
minu-
6-(5-
chlur
o-1H2
11-22
.5121
21iso
chrom
m-63y
1)-py
rinid
in-Sy
lsolf
anyli
-acet
imide
;
(315)
,
23[2-
amino
-6-(5
-cblo
ro2H,
325hc
rizo[
cleji
sochr
omen-
6-212
pyrin
ildin
.4,42
31fan
y11-1
32cyt
tnome
t 



10by1
-352t
am(de
;
(31))
,
342-a
rnivo
-6-(5
-chlo
1.112
1H33.
23131
e3isa
chrom
en-6-
21)-p
yrimi
dia-4
-y132
111ny
lfpro
picoa
m:31
15
33[22
3nino
-63(5
-chlu
ro-11
2314-
benzo
rdlin
ochmm
en-6-
y/2py
ri421
]-1V-
(2.hy
drox
y-cth
yl)pm
piona
mide;
(318)
;
342-a
mino-
63(53
0131.
231H,
312bu
ozo[d
er
brome
n-6-2
1)-py
rimid
in-41
1331f
anyll
-N-me
tyl-p
r
upion
amide
;
20(31
9)1
33[23
.3133
42(5,
11123
2-112
33H-b
enwid
eEsuc
hrome
256-y
12pri
mit4-
ylsan
ny1W-
(22fl
ethox
r-eth
yll-F
opion
aniid
.;
(3212
3
33125
anino
-6-(5
-chlo
ro-IH
,311-
benze
idcli
sochr
omen-
6-y1)
-pyri
roid1
3-4,1
351fa
nylf-
A5((R
)32,3
32 25
ihyth
ory-p
ropy1
2prop
iommi
de;
(121)
:
342-a
mini2
63(5c
hloro
-IH33
0213n
wo[de
lisoc
hroln
en-6-
31)-p
pinni
dinAi
lsulf
any11
32-me
thylp
r
opion
amide
;
(322)
:  30
33122
2mine
-63(5
-eblo
rn-11
23H-b
dompl
delis
ochro
mm-6-
212py
riwic
lin-4
-ylsu
lfany
11-2,
52dim
ethy
1-Flo
piona
mide;
(323)
:
33[2-
mm250
-645
Mem
111,3
H
be323
3(de]
isach
rnmen
-6-21
2pyri
midiu
-43y1
sulfa
cy32N
-(221
ydr0x
y-eth
yl)-2
22eth
yl-pr
opium
mide;
35(32
4):
42[25
3male
-Cr(5
-chlo
ro-11
23H-b
enzaf
de]is
ochro
men-(
2y1)-
pyrim
idin-
4-yls
urfau
ylf-b
lityl
aside
;
285
(325)
1
carba
nlic
and 



2-1.2
-ambn
(6-(5
-chlu
re-12
1231-
1-11c
ath[d
ejiyo
chrom
en26-
y1mic
an-(1
-ylso
lfany
lf-et
hyl
c2ut
(326)
:
3-[2(
amino
-6-(5
410J2
1H,31
2-bar
o[kis
ochro
men-6
221)-
prini
ldin-
2-yls
ulfan
yfl-p
mp..-
1-0];
(327)
:
N-(2-
12,22
(n(26
-(5-0
4)r0-
12123
11211
31221
21022
0}rom
en-6,
1)-py
timid
ia-4-
ylsuL
fanyl
f-eth
2l)-a
c
ultan
ide;
(32))
:
N-(3(
[222m
ine-6
-(5-c
hlom(
1
3H-el
isocl
aninc
n-6-2
1)-py
risid
in-1-
2121(
11222
211-P
mPY1)
-
aceta
mide;
(329)
:
N-(2-
(2-am
in0-6
-(5-6
1)(2,
111,3
H-beD
24del
i2och
romcm
-6-21
)-pyf
n-4-2
1sulf
ayl
eThme
sulfo
asmid
e;
(330)
:
5-1.2
-amin
o-6-(
5-2hl
ore-1
14,31
1Theu
n[det
sochr
omm-6
-22-p
yflin
idin-
cylsu
l4]-o
(331)
:
2212-
12-am
ilau-
6-(5-
alere
-IH,3
3-1-b
elve[
dc(is
echro
men-6
-21)-
diyls
nlfan
ytl-e
thyl
hydro
acy-a
cclat
oide(
(332)
:
(2-12
-amin
o-6-(
5-ohl
er2-1
11,3H
-bemo
ideli
sochr
omm-6
-21)-
pyrio
aidin
-4-th
y
(333)
244-a
mino-
6-(5-
(thlo
m-Ik1
,3H-b
enmtc
tilis
caroo
ca-6-
21)-(
1,3,5
113(2
2h1-2
-ylsa
lfany
lf-N-
cyano
25
rnetb
yl-ac
etank
;
(334)
:
3-121
-amil
lo-6-
(5-cl
iloro
-111,
3H-be
nn,[d
eliso
chron
lin-6
-21)-
(1,3,
51eia
222,2
-ylsu
lfany
li-N-
(2(me
t
hoxy-
2(122
1)-pr
0pior
tamid
e;
(339)
:
3(13+
1-(un
ion-6
-(5-c
hlero
-114,
311-b
caeo[
cIc]i
sodir
one2-
6-y1)
-(1,3
,5ftt
ingin
-2-yi
sul02
3l1-1
400R)
-),
34ihy
droxy
-prem
2)-pr
opion
0mi14
(336)
;
3+1-2
3ino-
6-(5-
ehlor
o-IH2
)14-b
etin[
dc]i3
23hr0
men-6
-21)-
(123.
5It6a
iu-2-
21sul
thay1
]-2-m
ethyl
-prop
ionam
ide; 



35(33
7):
3-(4-
amino
-6-(5
-chlo
ro-1H
,3H-b
oro[d
ujiso
chrom
en-6-
21)-1
12.11
1.221
1-2,(
4,1im
e
286
thyl-
propi
nnamM
e;
(338)
;
344-a
minc2
6-(5-
ehlor
o4H,3
1
benso
plehs
uchro
yl)([
I4N-(
2-hyd
mxy-e
thyl)
-2-me
thy1-
pr0p1
tmami
cl0;
5(339
)1
4+1-a
mino-
645-c
hlom4
/11,3
1418n
aohle
nsoch
romen
-fint
)-1-1
snin-
Mylui
llica
yll
myram
i be;
(340)
:
314-a
miro-
6,(5-
ChIcr
u-111
,341-
beorn
[dell
soehr
omenn
syl)4
1,3,5
Miala
ylbpr
opanh
. 10
-oh
(341)
.
5h400
001on
-6-(5
-chlo
re-11
1,3H3
2enn0
blehr
oubro
m 6
yl)
[1,3,
51th/
teal
2
ylsol
fanyl
methy
lnox
areli
din-2
.4010
;
(342)
1 15
N-(24
4-ami
no-6-
(5-ch
low-1
14,3H
-benr
o[deh
rochr
emor-
6-y1)
.14,3
,5nri
azimM
ylsaL
fatry
lneth
yl
/-2-h
ydr00
yme00
000i6
e;
and
(343)
,
4-M-m
tnan-
848-4
1110.
411b3
H-2-6
18The
nabs1
-6-21
)([1,
11,5p
riazi
n-21.
13alr
anyl1
-bar3
raini
cle.
20
20. A
pharm
aceut
ical
compr
ising
as an
activ
e
inure
dienl
. the
unwou
nd or
a
phamm
eenfi
cally
accep
table
ran
there
of
acand
iagtu
any
one
of
claim
Ito
19.
21.
An
=Mamm
a
agenl
compr
ising
...li
ve
nuedi
ent
Me
compo
und
or a
pharm
aceut
icall
y
accep
table
salt
there
of
accen
ting
to
any
one
of
chums
Ito
19.
22.
An
11009
0
ithib
iter
compr
ising
as an
activ
e
inged
ient
the
compu
tmel
silo
phann
accut
icall
y
accep
table
salt
there
of
accon
ling
to
rmy
011C
of
claim
s I
to
19.
23. A
phnma
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