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: 78~ 80°C ), M L 10% & A 3 K& 8 (30ml), #%#
BOCC T mMMMEL M, SR, NBRAIBRF2ERR
#, U-oEHFRBWR, KE - HERKE, FHEKRKR

-21-
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oelog
Do,

B~ (20)

Ehtk, SEdadBREFTFREABI2ERKRLUIHMZE-C
ME2HSER, SR ERERS B 2END (0.5 ),
Mo 111~ 112°C
TR DA (%): Cizs Hig CINO 2
C H N

i MME : 68.486 5.75 4.44

K ME : 68.19 5.90 4.42
EEHAMLI3 1,2,3,4-HE-2-Z=KBPERMK-6-CHHPMS
A B

MY -BEXZRMPE(T X), ZKZBZ2HMZHE(8.19
IR HH XM (500 5 ) MM ¥ (100m]1), BB
BH D 78 (MS 4 Angstrom) 2 B R B RERRAKERF
mAaBRIOADE . RBRRAKEN, BRSO BEHE
(RPBEAM: 2BRZIEB :SK=1:4)MMAY, §KE
ERERZ2I-U-FERPFPXEE)-S-Z=KBPERBER
HMB(7T.18% ), MBS0~ 51C (B RIEM: 2BZHE
- EC %)
7o H S B (% ): Cia Haa F3 NO 4
C B N
M E: 53.00 4.45 4.41
EMAE: 52.90 4.38 4.53
Hodm AL = %8 (30ml), £ £3250°C°T % M # 45

H. SHEBE, MACKELABARWHZER, TEHR®

-292-

KRR M F B W AR R (ONS) F 4348 (210X 2972 4 )

81. 5. 20,000 (H)
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E~SBHABHE (21)

L

C
it M {HE - 54.74
®HE: 54.39

C
W ME : 51.42
K M{H : 51.27

-23-

TGk D AE(%): Cia Hio Fa NO s

, B HBZ2A-BE-2-= M FEBK-6-2 8 B8 (4.75

W), MY 192-193C (B BB M et RE

KA mALE®RARE(3.81% )R BEBHE(20m1), 7
100C T H#H! MH, BESBER, MAXKRBEXE LR
BMEHMUPp I, AEHRI, E8ER K,
ek, ST/ARSENE &,
EHYRBENEME(REEMN
l:4a)mUBH, SOEHER2I-H-2-Z &9 %3k -6-
S M M (4.88%W ), MHE108~ 109C(H S REMNM: 2
BB -ECR), AERRSE R
T HE DN ME (% ): Cizs Heg ClF3 NO >

H R UM
T mUL ;e BRE

ZBMZE: S =

RIEFFABZ24-R-2-ZMBPEREHK-6-Z2BZE (12.35
), B=ZZ K (5.96m1), 10% $8 5 (600meg)F & 0 A\ R
HE (200m])%E50kg " cn? EBRBREHTHEMES DB
. BHEME, AR AEBERSG, BENAZHMIR, &

RMTER AL+ 0B IR (CNS) F 4545 (210X 2072 3¢ )

81. 5. 20,000 (H)

(oomi P 20 3 o4 o 4 e B (N B 3 BB Ol )
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B~ BERAME (22)

FAKXKUONBEBHNaAaE KNSR, SHEAKREDE H ®
, BB, S B REHY (10.29% ),
?__E
M 2.17T0 (13.2nm0l )2 HE X 2B P B UIEE N
DE R, FxSRETHMU2.00% (13.20001)3-= K
FEALBABZ I FEBEIR. 300 @B, RBREMN
BREHERYZ 3-U-FERFEXERE)-I-ZHFE
A MPR(4.1TH),
H-NMR (CDC1l,4) & :362 (2H, S, CHy ), 370, 375
(6 H, S,'COZ_C_Hs_XZ). .34 (1H, S, «JO, 1.08~131
(4H, m, ArH), 976 (1H, bS, NI |
bR EHMBMZIE - ECRFULSKELBEHNRER
REEEREGER. FHEYRKBA 2K BT MG R
MY .
e M14 8- -1,2,3,4-WE-2-ZMPEREK-6-2
A% ¥ By
HEEAIIZASY QRIS REAL I 2B8H
B, Sxeaily (LvBRBRERFE (RIOAAN: B @
ZB:ER=1:4)MUMAB) 2P (1.8TR),
w15 8-®W-1,2,3,4-WE-2-ZMPFEXBEHK-6-2
A%

HEEMAI4Z2 LS (1L.58EIMASHEEAMH (310

)2 K EWR (5al )M 2B (5l )2 BAEBMEEEZTHT R

-4~

AMER AR ¢ B W FA2 R (CNS) F LS (210X 2972 )

81. 5. 20,000 (H)
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A~ BERAFRA (23)

1 AR, MK (20m1), iR EBERAPE 4, HZ M
CEHRR, FHESHRARBAZHR®, PTURSE .,
B RSEENY (141K ), BEHRBMZEB-CRES
® ., HeMHBUeRA[127T~128C,
B E D H M (% ): Cia Bya CI1Fa NO 2
c H N
it WA : 49.08 3.78 4.77
X HME: 49.09 3.72 4.70
EEMIe 1,2,3,4-MWE-2-ZMPXIEH-6-2 8
HEEAIZLESDDRBEAMISHE 288 5K, 8
BEERSER (BEREN: CRZEB-CRI)BOY.
A% : 118~ 119°C
o RS HME(%): Cio Hio F3 NO 2
C H N
i M E : 55.60 4.67 5.40
®HM{E : 55.73 4.62 5.28
B MLIT 1- (N-F X BB - A M) -1.2,3,4-1 & -2-
EHFERK-6-Z2RTPHR (EFEHREMRBZ S R)
BEABE(0.20)MAREEMAIIZAESY (1000g)
URN-B X ME-F-HEBKE(316mg)P , F£60CH % H#R
12K, BREOCCTHMARAMRMES AE, 5%, ¥ ®&
MRMEAKERE A ARKREEAR, EEBETRELSD
@k, LocBMZBRN., RNUGEAMNNBEBRENKER

-25-
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S FREA (4)

R AaMAKEY, THREARBAEBERFURS .,
RELWRBEWE (RMWAM: M8 : 26K =2:3
~3:2) M MR B RMBA (83l RN
fHH R®BB(49ng),
RME)N REERLSR (BLSREN: 2RZE),
M o 204~ 205C
G HR D HME(%): Cos Hw Fa No 05
C H N
HME: 57.24 5.19 5.34
ENME: 57.24 5.12 5.33
EAMEB: REREREXKD
T HFEDHMBE(%): Cs Hpp Fs Na2 05 8
C H N
it W{E: 57.24 5.19 5.34
EMME: 57.32 5.19 5.17
B 18 1,2,3,4-WE-2-ZMAXIEWH-6-2 8 (+)
Ry
M 20% EEAEHKBER (Sal)M A\ REHBHMAI1T2 R
B A(56mg), T I00C T MMMBES M, KREBZBENA
KR, URBRY A rid~ 41X LU ZBMZEBRRN, ¥ 0K
e AW A MU E, SHEARBBESR® 7 00
W BESHYRBEFE (RMBEM: 2828 : &
=11~ BBMZE)MUMY, SEANRYE R (FQ

-26-

*Kﬁ&&ﬁm“PN!gﬂ#(CNS)‘F4ﬁ*§(210X297lkﬂ:) 81. 5. 20,000 (H)
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B~ HERARA GS)

BEM: —CEFR-CRI)ZEBHY (14.98g), MY :
107~ 108°C .
tb e X E () & 17.9° (c=10.223, ® 1)
EE/AML9 1,2,3,4-WE-2-=MBXIEMH-6-28(-)
ERE
BEBRMAIT2AMBB(4lag) 5 KM 188 M 2 & &
FX, S xRNSR (BHEREMN: —_KBK-CK)
2B Y (7.8m8), MB : 105~ 107°C
tb %8 X B ()] & -15.3" (c=10.222, ® )
EmEmMa0 8-#-1,2,3,4- WK -2-ZMFREEMH-6-2
M(+H)ERRB
HWEEMAISZIEEY (14.8ng) B MR E AN N-= B XK
HEMK((0.201), AWM N-W X Bg M g8 B (8.4mg), T
TMMCZzR8 BRI MNARMAEIIIE. REBFTHRBERRZI B
2B (15ml) ik M1 A W KK F, B HEKXRKERIZEE
B FLRSE.,. BELUVEBHE (RIBAMN: 282
BM:OCh=1:~MBZEB )WIBH, SKELEREZE
MY (9.2mg)., WM B : 110~ 112°C
tb e X B (a ] & 21.20° (c=10.613, % 15)
Kmmer 8-|-1,2,3,4- W E-2-Z=HMBPBEEH-6-2
Mm(-)RMRE
M EEMAIISZ R MEA (T.8ag)f X M2 2 B
BLHAA, S RKESR22ENY (4.508),

-217-

AR R A A M & W& RAR I (CNS) P 43458 (210X 2972 ) 81. 5. 20,000 (H)
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AN BB (26)

kB : 108~ 111°C

tb % X B (a) & -19.3° (c=0.3, &)

KREM22 8- -1,2,3,4-0 8 -2-=HKFEHMH-6-CH
¥ B§

3.1 EMEMAI3Z2&PiE MR I0nl DNF, 7 -5~
0cC T H#, U1l MEEZEHMBE M 2.075% NBS(N-B R
BREHMEZBK)Z30nl DHFB K . W M tk, WA 20mlvk K
€ kR &, B 1001k, HZ®MZHE (300m])% WY
o H MM MAKXKC(00mIX3 X)), WM EHWAK(15001% 1K)
SR, SHEARKKBBAER, RBEEN, BESHW

U-d

I =

RBEH % (RMEM : ZMZB - O)mu MWy, 3
IR s ME BB R 2 EO Y.
® 23 8- -1,2,3,4-M E -2-= @ BFREPEM-6-C B
WEBM22 L O M RBHM I5HE 5 =& &, 5 M
B4R (BERABRA : ZHZB-CR)ZBOY. M
B o 111~ 112°C
T E S B AE (%) : Cap Huy BrFo NO
C H N
it WfH : 42.63 3.28 4.14
E MME 42.89 3J.13 4.10
W24 8-W X -1,2,3,4-M K -2-= & B & s ¥ -6-
A

M 3.42% 2 8- -1,2,3,4-1 K -2-=Z i B X i M -6-

-28-
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A~ s (27)

CHMHEBERMRN-FE-2-EE KM, MAL.06R R
#H, EFLT0CT FPUMHBE. 3§ MEBHR, SMELIC, K
m3 RELCEHRAKMY, Sl BM R 200lK, ¥ &
MW@ THRAEI.SARK, Mm100alk, HZMZHE (300X
SRIBR MW, LK (500mlx 2), @ FIGRM &8 K& & (200
RlXx 2), M f1l R B K (200mlx 1) iF e, S HEEAKMS
nER, REREM, DVyRBREWE (RBBEMN: 28
Z®:efi=1:2)m MM, §8-WH*-1,2,3,4-1 & -
-EHFERM-6-ZMEPEFRIMMEZZEABHKD
F Ae0omgz MMy, EITEEMLISHRA 2 % 1F .,
Bosomgze HEBEGS RENYD. UZBZE ChEZ2HHS
mm Al 1 B 8 R RN 148~ 148°C,
TR D ME(%): Ciza Hiu Fa N2 0
C H N
irE{E : 54.93 3.90 3.86

W {H : 55.03 3.78 9.172

K25 8- & B B&-1,2,3,4-WE-2-=MBEREK-6

- LA

#HiomlZ B M (B3 8 : Z|AER=1:1)% 110°CT m 2
e, MAL1.23E8-W%-1,2,3,4-9 8 -2-= 4 F X%
M-6-CMBPBZ22 R BER. REL.5/NEFR, Wml00
mlok kK, A2 B8 (100mlx 2)R M, # W AHK, R
oK (100mlx NE B R, S HKAKEBHAER. R

-29-

AHTER AR T W W RAR K (CNS) F 4548 (210X 2972 )
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A~ WA ()

M, BV ERBREWE (RBEBEM: 2BMZHE : 2K =
1:2)mUU MM, 3560mgy BB 165 b 2 8-W & W -1,2,3,
4-719 & -2-=Z K P E 1N -6-2 M PR . I EMmME500mg
MR 22X ERBMS-BF S K X-1,2,3,4-8 8| -2-=
gEREREMH-6-CHRABMZIELSY.

@8 z2560meis RS, WERRBEHMAISHEHE 2 R E A
X, #2ngz BB R. BRAZCEBRBS R, WHUSE
A 217~ 219%C
7wk DA% ): Cia His Fa N2 034

c H N
W : 51.66 4.34 9.27
K B{E : 51.40 4.17 9.15
BEHH26 8- K -1,2,3,4- W -2-ZHMFEEK-6-C 8
B 500mg 8- K W -RS-WERE-1,2,3,4-1 & -
-Z= B EREM-6-C BB 2ESYERRMRIONZ B

MAI0 EE LA KBFR, WMRAREBERT DF., &8 %

msSo0mlK IR M B &R Apli2, BB HZERY .,
Kk B, B3z B8 ER. BHZMZHE-CK
B& &M% e A 195~ 196C,

TR DA (% ): Cizs Hio Faz NO4
¢ H N
it ®{H : 51.49 3.99 4.62

® B {E : 51.87 3.99 4.47

-30-

AUERRAAATYEAR A% 8 (CNS) P 48948 (210 ¢ 297 2 ) 81. 5. 20,000 (H)
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E~ W 1)

B 27 8-% %-1,2,3,4-W 8 -2-Z M P EIEH-6-2 B

EFERBET ., 1 R 28-W-1,2,3,4-0 % -2-=4 ¥
Bl M-6-cME B, 100ngz M@= %BEBMERBR 2001
. MAB ¥ HBMBABRLOPBZIEFTFRERZ A&,
HRXmMAZ. 9]l 2H-E MM BEHR, NKRBHET A8, 3
Wk, Miooelk, L2828 (100lX 2)RK, B H
R aWMAE®. TURAKKBNERER, RRoaMN,
HYRBEHEZ(BRMEN: 2RZ2E : 2K =1:5)M
Bl s, 19880mg2 E B F08-% %-1,2,3,4-1 &K -2-=
mEEREN-6-ZCRMAPB2EEHMRESY.

MR BERR2001Z 8., WA II=Z=Z K, 50ng
Z10% B, TZXZBEBTESERE. 3 Mk, B8 K

BB BE®, WMA20mIZMZE, AX, wma®
KmMUEF. EHMAKRPNER, ZREAME, BB
BREEHNE (REMBM: 2B : S2K=1:49)F LB
W, S600neMB MM 2 S W-%X%-1,2,3,4-08
-2-=m BRI M -6-28 P B,

BEHEL600ngi IR, M EMISHE 2 BEH X,
Bl BREHERENY. HERVWELZRBRZE-C
KBS &, EMEBE®RHB131~132C,
7T R D HE (% ): Cig Hig Fs NO,

C CH N
at W MH @ 64.47 4.81 4.18
® OB OE : 64.40 4.70 4.11

_31_

AUTRRLM ¥ BB RARK(CNS) F 455 (210X 2070 )
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A~ ERHH 30)

i 28 8-2B-1,2,3,4-0 8 -2-S=MEAEEWM-6-2 B
M 1.15% 2 8- -1,2,3,4-M 4 -2-= @ B % v M -6-
ZBHE R, 232ng2 W= XK ER, 6JngIEEBMRR
20ml = B X B BEK, AW1.9a1= 2K, 0.5501= B &
MWK, E80CTHRMAE. 8 Mk, W A200
sl W B K, oMU K, 10% &8, K, @088 8K
Z2EERULGEE ., SHEAXKRBANEREABREN, D
wRBEFTE(RBMEM: 2BMZEB : Sfk=1:4)m
WE, SwmRK2Z2EHM1,2,3,4-WE-2-Z M B RH-8-=
HBFERFVRIEEM-6-CHMBABEB2Z2ESY .
HRUEBESDEBERRII S AAE, SW2.2R B8
80megi MK MM BW . 5 DB H, Mioonlk, A Z
MIBRER. 8dKk, MA@ KKSEH, UEKRKS
Nek. REEMH, SHMNZ28-2B-1,2,3,4-0 % -2-
ZHE P EEM-6-Z28M., B2l B EFLUBTE, A
Ilnl Z W B &, EBEB/B TR EC.SAK, BB 8Kk, L
WERBMEKTE(RBEM : BB : K =1:4)m Bl
HMB, H150mg2 & 28-2Z B-1,2,3,4-11%-2-= 4§
PFEREHK-6C-CHEBINAEBEHRD.
HEREAISHRE 2 BHEH KX, 120 EBER 2 E
MYk m. tEHNPUZIHMZIB-CHETFSRI MY S

BA1TI~ 1T4°C,

-32-
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A~ BHEBLHE (31)

T E D WHME (% ): Ciy Higa F3 NO s

C H
S B {H : 55.82 4.68
® ® {§ : 55.88 4.68

U Bk

2.5 2 REMAI3ZILEEY .,

-zt g &,

M Kaym, 10mlk, MBBEFR,

-33-

BHEEtEaYw2.9TE AR MR I0nll BB,

™ He 29 S-F OB X -1,2,3,4-W K -2-= K B X i K -6-

1.26% 6 W 16 & & W
ResmlZ M, #EI10C T M HE, @M 0.350l@MS5
mlZ M, Rk, £ 15~ 20C F M 1.5/,
VuBMmEsnPmEk, ABMZEBR2ENR., AXKORODAER
Kk Ftk, STHEAKBBEE. BREREEMN,
Bk (BBEEM : CBZH :Sk=1:4)FTUMHE,

81.83%W 2 1,2,3,4- M & -8-WWE-2-=46 F X H-6

ook K,

LW kB

oA 2.88% ¥ 1t
R R EE R K
F50°C, MASRIF XMW, | TRRBMEHN, TAEET
s PR, SHKR, MAREBRE R I 2,
B, DB ZIEBR2RN.,. XK, BHNEGRBAEF R, &
HERXKRBRBHECE. REAN, UORPEHWE (BRHA
BM 2B ZE:  Ck=1:3Z_8 ¥ f&x :

moK

Z B =10:1
YLl s, 8 11T 8- XK -1,2,3,4-H E -2-= &
HEmIEM-6-C M BEFMBM2RTEBHMRY I T200g 8-

FHTER AR T BB R (CNS) FABUE (210X 2972 3 )

81. 5. 20,000 (H)
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A~ FWA3HE (32)

E-1,2,34-NE 2-Z= MNP ERMH-6-CHMZ2BBER.
kERUZBZE-CENMNUBERINAABMNERA
112~ 113°C,
76 F D E (% ): Cizs Hie Fao NO»
c H N
HEME : 59.14 4.62 4.59
®ME : 50.94 4.53 4.53
M M 30 S-H B M -1,2,3.4-M K -2-=F %W -6-
&Y 3

B1.17TH 2 8-F R E-1,2,3,4-HE-2-EMPPEREM
-6-Z B BPEARRINIZE AR, ERKS TR,
mASTOngf] K@ ¥ 8, 336l MEH, MH1 ME.
mx, BR-_ERERR, UM BRBMEN KBE®H., X,
AWM AREF®R, SHEKKKBATLUZRE. REF
M, AR BEN S (RIAEM . M8 :Ck=1:1)
ML mE, BS8-FPRHEX-1,2,3,4-HE-2-Z=MBPBXER
M -6-CMBPBZIFEHBRAMPDA 6200g, B 3000g2 B
BE R, WM 180mg2 8-F9 BAEE R -1,2,3,4-0 8K -2-
SR PFERM-6-ABMABE2ABE R

M ME 2B EBS0neg (I EEMISHA 2RESH R
, BT8mgz HEE R, HERUZIBMIBEZBS &
R H M % % %168~ 170°C,

_34..
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R~ BB (33)
7 & > {H (% ): Ciza Haa Fa NO3 S
C H N

W E: 48.59 4.39 4.386
WA E : 48.55 4.33 4.32
® M 31 8-H BABEKE -1,2,3,4-10 @ -2-Z K F K-
6 - Af
M 250mg2 8-F0 W X -1,2,3,4-70 K -2-= 4§ H X 1 K -
6-2Z M, 300mg2 8-F BHBE % -1,2,3,4-W ® -2-= & H

B M-6-2 BB MR2001Z INERAEH, M A L0r]l 35%

BRLEEKXKBFE, #FE8 THRH¥ES DEFE. mMS0mlkKk, B
EHMBMBHELCELI 2 BB HZERY ., & K.
HEBEES2200zBEES R, IRUZHMZEBR2RAKE.
UmEAXxkBANERE, BREBEWN, F360ng2z 8 B 8 &
o B ZHERUZRBZIHEBS AU BN ® R 124~
125°C ,
T E D E (% ): Ciza Hia Fa NO4 S
C H N

i WE : 46.29 4.18 4.15

XK B {E : 46.31 4.14 4.15
e 32 B-FBE-1,2,3,4-%-2-= 4§ F % ¥ -6

-G BE Sh B
M 410mgz 8- % -1,2,3,4-10 6 -2-= i ¥ % vF W -6-
28, 10alc@®, 108l 3T% @B HMESKAEL20CT

_35-
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E~ERRT (34)

BN, 1.5/ %, mMioOnlok XK, L2828 %K,
HAXK, #Bfa® kEF®, THEAXRBE T UE &,
REBEBM, 19350mg 26,7-- @& -10,30,5H-5-= ¢ F X
Woog 3 (3,2,1-i) (3,1) ¥ AL EER-9-2®-1-H2 %
(=R

350mg CHEREBSHAR T, BEBR 10nlfE kK 1 &
W, E-T8CT S AMHE. AWMBMLUL.1nlz 20-% %
2, FEo.5/ K, BMO.5ML% X &, ZEHE FTHRPMEL.S
ME . MALI% B @B AKER, BB ZEB®R, L X

R AKEF R, THEAABRNNEE, BRiEN

Dwa@mftrix(RABZH : _REHK: 28 =10:1)
L, B300mg2 8-% B -1,2,3,4-WE-2-Z4& B
ERM-6-MEAEHAEBRYD . LHmRKR Y MAOC.83m]
INmRLEH, S0l B, SHEEHE, S ERESLE
Y. M8 AR 165~ 167°C
G %R D B E (% ): Cio His F3 NOs Na- 3H, O

C H N
it HEME - 51.94 4.82 3.19
® B E : 51.81 4.85 2.178
B M3 8- & -1,2,3,4-9 % -2-= 9 % 012 # -6-
G B

M273mg2 ME M 132 L6 BE MR 50l ® B & 7 0°C

THUOURME. @M 1B FIHB, B THER

-36 -
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@ B XAAHE (RAIEH ACID DERIVATIVES, THEIR
PREPARATION AND USED AS AN
EFFECTIVE INGREDIENT OF AN
IMMUNOREACTION FOR MODIFIER

Novel cyclic aminophenylacetic acid derivatives of the following formula,
which have immunomodulating effects and are useful for treating auto-
imnune diseases, the optical isomers or the salts thereof, process for

producing the same, and a medicine containing the sanme,

1
x R

ROOC CH,

wherein R and R! are each independently a hydrogen atom or lower alkyl
group having 1 to 3 carbon atoms, R? is trifluoromethyl group, phenyl
group or substituted phenyl group having 1 to 3 substituents which may
be same or different halogen or methoxy, X is hydrogen atom, lower alkyl
group having 1 to 3 carbon atoms, lower alkoxy group having 1 to 3
carbon atoms, cyano group, thiocyano group, trimethylsilyl group, phenyl
group, substituted phenyl group (substituents may be same or different
halogen, methoxy or methyl), carbamoyl group, carboxyl group, lower
alkoxycarbonyl group having 1 to 3 carbon atoms, acetyl group, benzoyl
group, nitro group, amino group, lower alkanoylamino group having 1 to 3
carbon atoms,benzoylamino group which may be substituted, phenyl-
sulfonylamino group which may be substituted, lower alkylthio group
having 1 to 3 carbon atoms, lower alkylsulfinyl group having 1 to 3
carbon atoms, lower alkylsulfonyl group having 1 to 3 carbon atoms or

halogen aton.
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