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EER, NPMEEGHEUDEY BB, K78
, Z XK, 2-ZE-1-BRXHFREBE, 2-2 & -
BMEE )REERETELYRE, N-BEXH =1,
FHRESE)-6-FR-IH-FH=MH, NN -=H
BT RmEBEX, WWER, ﬁﬁﬁﬁgtiﬁfﬁﬁﬁ, BER
B ZVirsmier ' sy M o KB KA A B e R A K
EMBEMEE, = (BER)EK, g, N-(KK)
, NMN-Z (KRB )R EXPFBESE. REBEXRE,
FREAEMARR E £ 17
RAABES 2R TEY (3-T)% (3-8), " &t
EKEBER, Alm, BE, ARBRRBSG, &8 2K
BYE R, BorRKRBN, PLUEERML:Z,
EH2HBEEN, TUB XA EEEXRRSSE
Mited?, BB RARNUEBEFRRUZHFEFAHERBZH
REKTED

E-3',4,4" ,5-WNHE_-XHMW(6.6g), 4-K Z
BB (3.7¢) R 2B (60nl)2 B EPH, & 8K H
REPRIVOCHMHEEIMNETE . R&, RERED
., BEYAANKS, L2NE S8 AR B #,
TRR., RIGE LU KK &, % B (MeS04), & H
RARBEEZK. REVDETOVBEERENT, LEIH-
(7:3, v/v)&H B, MB2-B P & -4-(3,4-- ¥ &
T-ZREMRHM-3-RM M (53% ), AKA B -2 Mk

AU R B T E B F AR (CONS ) AdBAE (210X 29704 )
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PTHE&S &, B mEBER, B 147~ 148C ,
2= # 2

2-0 # -3',4,4',5-0 B | = X 9 B E B B (36.0g) &
A-R 2 BB Z M (21.4)R C B (350ml) /M [|@ 7 B B 7/
K. RETHRB, REABRR20C22BE, W ==2 K (
10.6g), BREYWRNRSITMPBINE. FSEZE2BHBUE, 8L
S0mlZ BB BE 2R, WBE K, MH2-BWH X -4-(3,4-=
FEE)-6,7-Z F G M -3-B MM (41.0g; B £ 92% )
® ]

4-F B -1-[4- 3, 4-—_ W E ¥ ¥ )-3-C2E B & -6,7-=
B S M -2-% B OB ]-4H-1,2,4-Z MR 2 Mg

- B B -4- (3, 4-—_ B | X K )-6,7-— B & 1% ok -3-
WM M (22.5g, 2 B99.1% , 50.0nmol), & 4t & (
5.81g, 56.5mmol) R 4-K % -1,2,4-= 0 (5.47g,
65.1mmol), B iF R DMF(50ml)H X R 65C | # 3/ B ,

REKRERSEYDHP, MAZHBZEB (100nl), FAIE 2
“mEBBUE, F2uB, BBI-BE-1-[4-(3,4-=
HR FXE)-3-CEHE -6,7-= 8 F 08 o -2-3% F K 1-4H4-
1,2, 4-Z gk, AEUBLE&E(31.1g, 2 M83.6% , B X
90.6% ).,

T HEEREIR, LAY UDBERRE KK ITHAL (B

B fH CH2Cl2: MeOH=5:1)R B & & (4.8% EtOH/H20),

AR B A BB FARME (CNS ) AdRAE (210X 2970 % ) 33
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TS
ERHRM (3
IR(cm~!,KBr): 3196, 1706, 1518,
IH-NMR(DMSO-de,90MHz) &
0.92(3H,t,J=6.9Hz,C02CH2CHa),
3.77(3H,s,0Me), 3.86(3H,s,0Me
3.72-4.09(2H,n,C02CH2), 5.94(
6.93-7.31(7H,m), 9.28(1H,s,CH

10.41(1H,s,NH) o

1472

3.72(3H,s,0Me),
), 3.96(3H,s,0Me),
2H,s,CH=2N),

:N) ,

TH-NMR(DMSO-de,300MHz) & = 0.91(3H,t,Jd=7.0Hz,

Co02CH2CHa3) ,

3.72(3H,s,0Me), 3.77c¢3H,s,0Me), 3.85(3H,s,0Me),

3.95(3H,s,0Me), 4.05(2H,q,Jd=7.0Hz, CO0=2€CH2),

5.94(24,s,CH2N), 6.89(1H,dd,J=8.2, 1.9Hz,

5 B CH), 6.94(1H,d,J=1.9Hz, % BBCH), 6.98(

I1H,s, ¥ BCH), 7.14(1H,d,J=3.

2z, H B CH), 7.21

(2H,brs, % B CH, NH), 7.29(1H,s,CH=N), 9.29(1H,

s,CH=N), 10.41(1LH,s,NH) °

5 #r

% B B Cz25H28Ns06Br (0.73 H20) :

N,11.92: Br,13.60

¢C,51.10: H,5.05;

EMME: C,51.10: H,4.91: N,11.88: Br,13.55

mp: 183.8-184.47T

B2~ 3

AEREMBMAIZRERE, BERARFITAERARREBESEMNRK

mMm - BER AN EFLHS W ERS
¥ ) o

YoM HPLCE M a8 &

AR R A MNP HBRERE (CNS) AdHLE (210X 29T 4 )
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IIIIIIIIIIIIII e s (Tt e T
(FERTEIE N M A2 W e K2 )
%1
KR | S RO B # R OE 5
@8 | [nold & ()]
Emm | BE(C) | BEG) | BEHLEY | ERLLW | EE(x)
2 CHaCN[0.5] - 100 15 87.5 6.6 93.7
3 CHaCH[0.6] NaBr 70 3.0 61.2 34.8 93.9
4 EtOH[0.2] - 100 15 48.7 46.4 90.9
5 i-PrOH[0.2] - 80-100 7-12 38.6 58.1 82.1
—~ 6 DMF[1.0] - 80-100 8-12 88.6 0.2 88.8
Lo
™
= 7 DMF[1.0] Nal 70 1.5 88.1 - 88.1
=
o 8 DMF[1.0] NaBr 70 3.0 94.1 0.01 94.1
XS
M

Y KT TR OL A SR
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B9

1-(3,4- = R X £ )-6,7-= B Q% -2-(1,2,4-= 0 -
1-% B % )nf o -3-B B 2 BB 2 8 &

Rk (37.5ml)f, BB A4-F8 X -1-(4-(3,4-— B g ¥
H)-3-CE R E -6,7-—-H g h -2-% B K ]-4H-1,2,4-
= mAfm (10.31g, 2 ®83.6% , 15.0mnol), & % R &
AT WM AN®EM (3.801, 45am0l) R 5.6M NaNO2/H20 (
4.00ml, 22.5mmol), B & B K = @ @ ¥ 2/ B,

Rt RERAEYH, WMAHRWE (8.701)2 5N-NalOH,
MR EBRUWE, KBk, 156.66g (f %
92.8% )2 4-(3,4-= R @ X £ )-6,7-= B G % -2-(1,2,4-
—H-1-ERE ) RN -3-BBZ28, A0 8B% 8,

IR (cn~!,KBr): 1720, 1504, 1468, 1430

"H-NMR(CDCls,90MHz) & :
0.89(3H,t,J=7.1Hz,C02CH2CHs), 3.79(3H.,s,0He),
3.86(3H,s,0Me), 3.96(3H,s,0He), 4.04(3H,s,0He),
3.86-4.13(2H,q,J=7.1Hz,C02CH2) .
5.72(2H,s,CHaN), 6.86-6.95(4H,n), 7.41(1H,s),
7.93(1H,s), 8.23(1H,s),

mp: 175.4-176.0

B ol 10

4-(3,4-= B K X % )-6,7-= @ % -2-(1,2,4-= B -
1-E B E B W -3-B MM WG

R (5.441) , BB A4-IE X -1-[4-(3,4-—- ¥ § % &

AMER B FEBEFRE (CNS ) AdE (210X 29704 )
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A~ BB (37 )
)-3-2 & K ¥ -6,7-= B E ¥ -2-% B K J-4H-1,2,4-=
MUKW (503g, 2 B : 80.9% , 0.709mol), # % R vk & &
T ¥ B (159g, 1.56mol)R 0.630 NaNO2/H20(1.461,
0.920mol), R UYRZEERIRHMEIDNBE,

ﬁ’:‘lﬂ:ﬁﬁﬁ%%*. noh 0 B (295ml) 2 5N NaOH, R
BReEsERERRUE, UKFERK, 5 320(E X: 97,

<

% )2 4-(3,4-Z F | X ¥ )-6,7-=- B ® ¥ -2-(1,2,4-= W
-l-ERE )R K -3-R BB, AHBE S
b % M1
B1H-1,2,4-=Z 8 (0.558g) A N, N-= B X B B I (
3m)Z2BHEHR, MAESLHRBFZ2RE, BA4D R =
HHEISTE. REBR, EM2-BF B K -4-(3,4-—- F § ¥ ¥
)-6,7T-Z R E R W -3-FX MM (3.0g) REYRSOT
HlhE, R, BAAKS, UZ2HBZEBETER., 28
B E LKk, B (MeS04), FHEHERE =B,
BREVDETHVRBRBEEBN. B RIG5-WE (40:1, v/v)id @
2 HE —BHKR, BB4-(3,4-Z B EXE)-6,7-= 8 § % -
2-(1,2,4-Z 8 -1-% B £ ) K -3-B M 28 (1.7¢, 53% )
s HZBMZIE-CRPTHSER, BEEEER, #8176~

1777TC
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AS
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@ (3) (L L/

(NHI

)

—ENRERIRARBZIRA2)EEWIFE, B E

L

RAMMEEYWRAEAR, R, ExRBEEAE: URPHEIG

&% (1)

EREBLP, YRNRC-G, X P, (77 X BbRE

BB E, B, TERBZERE, B R
B B T B MR : kFROK1: XmMEE o

AR R

T S

AXHBMHE (B2 LM : PROCESSES FOR PRODUCTION OF QUINOLINE
DERIVATIVES AND INTERMEDIATES THEREFOR

A process for producing a compound of formula (2)
of value as antiinflammatory agents, which comprises
reacting a compound of formula (3) or a salt thereof
with 4-amino-1,2,4-triazole to give a compound of
formula (1) or a salt thereof and deaminating the same,
and an intermediate compound (1l).

In the above formulas, Y represents N or C-G in which G
represents carboxyl which may be esterified or
amidated, acyl, hydroxyalkyl which may be protected, or
halogen; ring A and ring B each may be substituted; k
is equal to 0 or 1; X represents a leaving group.
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P 841125659 W # = A K
B OB WR B E K
(854 104 218 )

—HNEBAKXR (DAY RREZH &

Q)
) k

=N
Nv_f‘( I
-
ZY

B:‘
(R, YRC-G, AP, GRUFEREE &%
RBELzHE, M2, TEERGFHAZBRE, & &
RF: A BERBRE T EEB2ETHERKMAZCi-a
HEEDRR: kR0), HAEEEFEAR (DL &Y R
R S HBMETRBEERE,

@ &
l ~ N 2
S
QI

(R, ¥, A, B, Rk EH T mER: X5 M=%
x)o
-—RNBEAL (DEEWRRE 2 FH & :
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N/ 2

by
A

(X%, X, ¥, AR, BRRKkZ EREBZ WS A A @ @
Bl HzEe®%) HrzssEgdal)tedyw R HEB
Bo4-B % -1,2,4-Z H EHRE,

(X#, X, ¥, AR, BB R kKZ ERZT W& & WA @ B

Bl H2ZER)-

3. — MmN EBaXN (D)EEWRAREZHE:
(03,

} —
2] Njy/_@ (2
& |

(X#, ¥, AR, BR, Rk ERBZ W H A XA EBHB
1 Rz E ) HWHEEHEARX(3) LEWRAEN
4-B5 % -1,2,4-Z=H HEHRME,
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H3

(X, X, ¥, AR, BR R k2 E

AT WHEAHEMNER

1 HzE®) M8 AKL (s RAEK:

(@), I

- f\N/NH,
A

Y

|

B\

P

—~
-
-~

(X#F, X, ¥, AR, BR, Rk ERZ W H 3 WA 6@

M®E1 ExE®) LEHARABBERAGCSY R AENE

HEETREERRE
4. mE WA EEBIEZS .,
MoE e EfT o
5. o WA EMB2EZHE R,
6. W0 B OB WP W MBIEZHEE,
4-(3,4-—_ B WM X X )-6,7-=- 8
1-% B %X )l -3- M I8 o
7. — AR (L&YW RAE:

Ryl bBEREGE

K xadRF o
AP AR (D)EEWA
WOE-2-(1,2,4-Z % -

SMERAER P AEFAER(CNS AR (210 X 29T %)
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H3

(0), X~
k NH
N/ 2

$+/\
A=

e

(R, YRC-G, R, rIEBEBBLRABE®L >

HE, MX, TEERERMZERE, R ERF: A

X
"

g ¥ a3 4 =5

we Bt B B B ®| B m # & #

10.

b1

11.

g

[l

12.

R B8 =B

R

B & W F BN 2@ T HMBARAEZCr-qaff & & I
ks 0: Xm M X %) o

A EEBTHZZALEAYRAR, HPYRC-G,
. G Cr-sf% & B X o

AE A HBEBIEZZLELEADARAR, RPGeRZE
A NAEEBITEZIAEAAYRAE, HPaAlmth 8
BogERR o

WA EBTHZAEASAYRAE, RPN % B
I O 3 QR

A EEBTHRZARNI (DS RRE, k-
-1-[(4-(3,4-2 B W X ¥ )-3-Z 8 B % -6,7-= &
B -2-% B X J-4H-1,2,4-Z LR o

ASERAGRA P AHFIER(CNS)A4RME (210X 2972 4)
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