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n

10

15

20

25

30

s LT ED

KU 4094,

AXPFESARDIDERAERBE IR EEGERKEMY. €
MEEFABTHRZARBERIIRGERTHER. XA THHMiE
ARKPEBERBEE. IATENMGIHBRLTE. IATETIVE

KPHF

WAy KEETARELS KT AL REIGABRG 4
K. suoh, St ki ARG NREIBEZ AR TREAGHER: 1)
Bmghme P EOGRASREE; 2 ) RS SEmiedEKiLsHF A
MR, 3) EEHRAKBEARBHREZOHA.

ATEHEKBEKRFLENAARENETAE, AAALEKE
FLEAPTARGERTALREFSZ Eh 5 CNA LG EFEAN
( Robinson A= Clark., Growth Hormone: Basic and Clinical Aspect,
Isaksspn, Binder, Hall and Hokfelt % 4§, Amsterdam, p 109 - 127
( 1987 ) .

BT EESAZI, HRCBFTAEARKBIFHOFELZGHR, X
SRS - RBETENEKREET KR FOEEE. Hle, TRAGRERM
%i%,%ii&ﬁi?ﬂfkﬁi%oﬁ%¢ﬁ%%ikﬁiﬁ¥6
FRTEFEE BN, IFT OG- ARAEZTRESEHRANFTHRE
KA/ R EFBESG Y. I iwETabh A KEEHAL—H, BTENe
m ARz o B, BERPHH 5 ey 2M <3 T R4 ( Low,
L. C. K., Neuroendoclinology, 1991,53 ( Supp.1), 37 - 40; Thomer,
M. O., Acta Pediatr 1993,388 ( Supp ), 2 - 7).

FRBEHAEREEF T B EGEREFHFHEAT (GRF) (£
ABRABAFTHRAEERMNR) . 2 KMEF#EFE (GHRH ) £ K#
A¥F ( GRH ) AAALZEF AER G =#EH. £ KRBEEHL
4 K FHF308F ( GHRH ) &9t 5F & 2 KA advHl. E—FHHALT,
BMENT LFER, 2REMNAGER L 20 TREGHF T bR,
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B b, AE SR GAEKBEFHFEMEMW, ARSAAIERPE LGP ES
#ARERGE DL 4 KBERH, #AATAFRSZEEFRZ
o R T R £ K BES ST, R E b F B 6 £ KB A KF ( Pharm. Rev.,,
46,1-33 (. 1994) ).
5 FE 1982 A A A K eBE#E-F GHRH 25 ( Guillemin, R, ¥,
Science, 1982,218: 585 - 587 ), Bowers A A A44F# 24834 T M Leu
o Met ERFRG —RFIK, EMNAHBERENFRGEKRES
( Bowers, C. Y. %, Molecular Endoclinology. Macintyne I ( % 3% )
Elsevier/North Holland Biomedical Press, Amsterdam 1977, 287 -
10 292) . BkAIA, XA RBEFBK ( GHRPs ) B RFHE 54
Fi&ZN GHRH AR Ae &KL, A THEALEKHEE, GHRH .
GHRPs £ #4& LW FE4%ERH. GHRPs i TR EA{rE L2 #H 2, A
BN R 6 GHRH € AR 453 e R a4 A A KB FEFHEAK ( Codd, E. E.
%, Neuropharmacology, 1989, 28, 1139 - 1144 ; Heward, D. H. %,
15 Science, 1996, 273,974 -976 ) . Momany # Bowers & F F #8853
EREKBEBHSKGHRP - 6, CERAKRTEFALAHEOLK
WAy sE., HAKAT LA GHRP - 6 £45F BB a7 AT
s 3% M ( Laron, A. Drugs, 1995, 50,595 -601 ) . 5&ames4 Kk
RAEKEEBME L, A GHRP - 6 R £, 2R2EEAK
20 FHABHKGREBAAE (03 %) . 2%, GHRP - 6 &%,
BEARKAEIaRABWARAEREAR DS T TREIAFNKALT 24E
WA KMEGAHZFNRSE ( Devita, R. J. %, Drugs of the Future, 1996,
21 (3), 273 - 281 ).

His-D-Trp-Ala-Trp-D-Phe-Lys-NH, GHRP-6

25 Ala-His-D- B -Nal-Ala-Trp-D-Phe-Lys-NH, GHRP-1
D-Ala-D- g -Nal-Ala-Trp-D-Phe-Lys—NH, GHRP-2 (KP-102)
His-D-2-MeTrp-Ala-Trp-D-Phe-Lys-NH, Hexarelin

R, ATHHNZZ2ANGHHEREMPLERITTHAEXRY
Bh, AL RSEFRSZEGEENASYEZEA O REYA A A,
30 RESSARBEALEREE, FHAREEEEEIRBASR. A
REMGERBER S B ECETH K P AF: USP 3,239,345,
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USP 4,036,979; USP 4,411,890; USP5,206,235 ; USP 5,248,841; USP 5,310,017;
USP 5,310,737; USP 5,434,261; USP 5,552,385; USP 5,559,128; EP 144,230; EP
513,974; WO 94,/07486; WO 94,708583; WO 94,711012; WO 94./13696; WO 95/
03290: WO 95,709633; WO 95./12598; WO 95./13069; WO 95./14666; WO 95,/
16692; WO 95./°16675; WO 95./17422; WO 95./17423; WO 95,734311; WO 96/

5 02530; WO 96,705195; WO 96./13265; WO 96./15148; WO 96.722997; WO 96,/
24587: WO 96./35713; WO 96./38471;WO 97.700894; WO 96,724580, WO 97,/
06803; WO 97,/07117; WO 97,/11697; WO 97./15191; WO 97,/22620,W0 97,/

23508 ; WO 97/24369 #= Science, 260, 1640 - 1643 ( 1993 ), 43l %
BRI PHEARE.

10 USP 5, 206, 235 ( 1993 4 A 27 B4A ) A FTH T H L4 X5
REM—ZAXFABELESS. CEPZENAWEAITSGALKE
o ubAKFegle F4EA ( B. J. Gertz., Journal of Clinical Endocrinology
and Metabolism, 77, 1393 - 1397 ( 1993 ) ) .

15

1-692,429

20

WO 94/13696 . WO 96/15148 X T H KA KB EFR Y% E. %
EoWBw LA T I &M,

NH
[e]
o
25 H \n/kcaa NH
speet
O
N 0
Hy,CO,8— N MsOH

30 MKO677 G-7220
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AREFRKF S LAEANS B R LG I LEARBAARERBEFK
FEAAREY, ERBREEORADAREAFERE — M FIE.
K Bt
AXRTREEEHGBEELESY, CNEARBRRXARHE
5 KEEBRAYES., XAV —HRAREECHY (LARZ
“GHRP - 6” ., “GHRP - 1” . “GHRP -2 (KP-102) " .,
“L - 692,429~”, “L - 692,585”, “MK - 0677”# “ G 07220")
K EFARGARB IR, ZEE. AAPUHL—BHZREE -4
KB EFHGFARFIRAEHEF(ALRLZLHE, FSH, TSH. ACTH.
10 MILEE. wARME. B 8F. BREFFTHE) BEEAN
AR ERYIEE. B, KXALASPARIATESTERRLEK
BEFLEGERABIA TREDHOAR., £hmi > XEeR#FPLEK
BESRFFEREZNG S EGTH. AR, AAPG—ABHZRE
ZEMSY. KEWE L —B G RECEF & AENS A b R K65
15 %k, A—BAAIREBEAMENESHIERAFHHERB TGS %, F
—BRBUERATAAAFRGRUAEE A LRI K EGL AR
Wl P e m s, ALRE LR A4 B 65T 2R T ¥ it b W
a.
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£ FHA WA Rk -F PRI X%
AR5 B 692 H) R U Bh 322 60 3 d ik e AR 69 7 AP
— k¥ kA K EF RS RE. TORESTHARCEAT AL
oY 3D AKHEMITH ID HALH, FERPTALTHED
5 HAPEGEAARMOELEALNTELMENRXE (QSAR) , £
RHAE THOARGLEKB ARSI SEE. EALB P T RG @I
A BB AR
(1) 3%itHrE - 3D - LM ey = EfBA;
(2) KAMBE - RABEB AW 55%;
10 ( 3) 4E4LBree - &t 6y QSAR BFX,
(1) &ZHHE-HAEHHTL
A ¥gESFK ( GHRPs ) E ARAT AW M AR T e A
k¥ ERAR IR EESH. B, 42NN, REALHEHR. £
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AAF AL Fo LK A EANHE R 69 5 06, BF R 3D R M2 X4
AT, 3D HHEEMREATHERRRRLRT VS ERAG =%
. KEAPABEEIBRZEMRAG T ABZKEIE “GHRP - 67 |
“UD-Lys* JGHRP - 6” . “KP 102 ( GHRP - 2) ” A 'EH 4
5 AKREMY. ABMABZBRLEMFTOEREMBOE < L -
692,429” . “L - 692,585” . “MK - 0677” f= “L - 164,080 " .
ot I ALREWGK <[ Val’ |GHRP - 6” e 1 ALEHGIEKR “L
- 692,428 AT, AFEH ( 900°K ) F4& ( 300 °K ) B2 EH T
N FE LIRS T M6 5 R C 6 5 T B B AT EAC S 6
10 M%F. ZFHkehiEmtyr Lol Chew, C. $40G£ ( Mol. Pharm., 1991, 39,
502 ) . A Quanta/CHARMmMm 4.0 ( Molecular Simulation, Inc. USA )
#ATHE. FREFTFRST (ERESGTHR) BAZE EGESF,
AAK SRR EMERE D SHAE, FELEMNAFHRELSE. R
QHETIAREERNGERS T, RL2ELMAKRNEERT, FHBH
15 RENAZLHRAFNREHHERILTHRNGHY, BAFASTHA
KT B OEESWHP. ATHTRARSH L THEEZA
f A= B 65 YuE A% E 3D M, HHR T H et LA Dist Comp
( Huang, P. %, J. Computer - Aided Molecular Design., 1997, 11, 21 -
28) . DistComp RBTHEZMAXAS T PERAZTHHINERS. K
20 HFRAEBEREEMF. TFRFRGHK. Ad, ZBRFHTCRLH
AAN RN REFNRELHARFTRANRS. RE@E 0TV BIFEHA
AW AR R EALE G B M B BB GANFERS,
GV RAGUAZECMNZ ARG 3D (2R HETEREMNY T
MABAETRERGEDI T, FLLARERGHARIHULTIRS S

25 HE e TARHED) —RM RIS e 3D HBLH.
B 42 F Dist Comp RIAEEFR T A T AMKM2 AR ( “L -
692, 429”7 , “L - 692, 585" ) th#fkh “HRLEM 17 & REAER.
RER2LAMAARZAERBERL S 8E( “G - 72207, “G - 71347)
WL “HRLEM 1”7, /£ Genentech HAWERE AR 2 MWL
30 HAizaksM. 4 Merch 8 “ MK - 06777 $= “L - 164, 080~
REBAAEKBFRSEEN, HIRTHA “HGRLEHIL” 65— %Rk
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BR, “BREEMI” s$HASG T A KM 2 AMEK ( “MK - 06777
o “L - 164, 080~ ) 3 Zi@ A&, LM 1 11 B A @R G4,
192 ¥ & 9 R R L.

(2) RAME - RRBBEHE A DE

5 R F AR 3D HAEMA KL P LR LK g
FHRBETAHEGRE. B EX 3D HELEH, IDAAKEHTZEIRT
# % A AKHIE (6,4 MDDR, Chapman & Hall Database of Organic
Compounds, Maybridge, CAS30K # NCI Database ) . . 5 & 3D B}
FEWMES . BRIMALEAARRBENAA LRSI DY

10 3D &M fTH R ILEE, FHMEEESITFEMHE. KERANGLEH
FACF o it AR R KB R G W HIT R RABAS, EETFH
AW FRENR, MEMME, RV ARIRSARASF G EE,
Plim R OEREGM. BBH. 2 FELLH. 2EELW. AEDIKE.
e EH I ELEBEAHNBATRALS Y LHIT. RAERREBRHR

15 8B AT B 69 R B AL S AT 3 AR T, AMEH EEAS
BREMIRI N MFGRE., 2FCRIY. 54X EH—HF5H4
ROGIE RS RITERAEHEFRE. A EEE, Kpegi&kith
AT AERF RGO LFHEH.

( 3) 4RALBr & - %t éd QSAR AR

20 ZHBEGEUERSEMEFSDOGENR, BAFTMBERIEHK
BERER. SEXBEFTELSMFEFSDEMBE SAR R, M
HHGERERAETASENRFREEILIA LS QSAR (X EEH
ERXR) FEMR, AEEREFLESY. BT RSB, #®
BRAOMZGHINMLE kK, EHFEEHREHE K.

25 HATH MY HRLAYN, EERBERIRGEAN S THRAL €N
EHZREARAPEHELLR. BR, A KEEZ;BEFHERERALEXSTH
HAZ M AL, £ TXF@EATROME L, 290 TFHEE
ERERGNHY - THRBEINARREEZN S TREMIT AT Y. E
PEFSHATEMNC KBTS, SOV MEIHAREAST

30 89 REE 4T B R bphE,

Bb, #FRTHELEEA L6 QSAR ik, 2 H M5 2 H &
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3D HALMGEZIANHBAEHGVER. A AEEERXSHRGEXAKES
A8 3D R MR A AT R AL G LA 4R IR, AR S R A L
Bl AZAEF it EEAGREREIMAAHYE (PE5ELEHXGH
W), mARENSTARE. RS TAER TR LA LA
5 WEHAKHE. FAMEAFREEETTUHEGORREA 1) K8H
RARFEM; 2) BALE; 3) SARKEAG BN 4) BRRLE
BARR; S) BAH; 6) BATFEEN T) BXHETRS 8) 42F
FWHE, BRZE5EEAR X QSAR F k0 iR 24 2 H A LML E X
SRECHZHID HALEMHRN. 3T FPHSREHEEILIRERK
10 ZMBET (FUHS5) (ERIDHFALEHPHRSY) EoTFRHEZBETF
TABARART—REKNGARN. E0IE “GHRP - 67, “[D-Lys®)
GHRP - 6”7 . “G - 7134”7 | “KP - 102~ fo} 4 Nk EM e 8
AR EFATTHELEEER X6 QSAR TR, X FHERAE, £k
AT PR ERIBA ARG (RLZHEAE) 54 kHE
15 AREMGELE BRERABGHE OB HEHEERERERRHET
AR IET.
( 4 ) :;?:'.‘?\J:i-
BRAXGFIEITE R 3 Sk Ao Bk £ M EAT6 535 4
£ B %A= Distcomp 54, FHRIOMATERKRERS R TFHDAG
20 3D LM EN, HER 3D HREM YKL PR AL ARG
BRERKBERSZBFRBTRASFRB DA BFA 3D HaHheit
KB RVABISACS D 55 554569 B FH AR T Rwed k544
B, BRAHEBGEY S5 EAR X6 QSAR PR R T st S AWk
Mgy, RS HHEMARIRALANEHGA S L KRB ER
25 AR, HALFHTE].
A S & i 20 59 |
ARRRBTAREHMX | A FHHGUEGHEALGFEERAG SR
A M

30
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5
3P
ABOIERANEGEBLHE,
BAFxHARE, H

DABAEY—ANRAIBRRKELASGER, &
10 RAA. K. RIFRA.
XKIJy, AhrA
Al - M! -
o
A'ATRAREY —ARBRTOMAEREARI, #
15 M'HERARRKABUR G BIHE.

Al ik b

|

20

£ ,

A*AHEFLZMER, MR A GFATRABLREY A ERTHRARF
AR, MRAATHEAXRTHES A2 g FTRAOAARK: g4, 24,
A, MR A BRAGRREA RAE RAHREAE.

25 AEBREA. AREEE. RE. A RAMSERE RRGASHL
( sulfenyl ) . B EshmA, A, RARGEL. &I BAHEK
k. FEARBRROFE, H
M'ATawEd. £4 (G- C) RE Mk (G- C) AR
B o B

30 Al F4EH
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MREH4r oy @S (R&E->oRIK) B FH P MR, K& “S” (KT
% Sinsister 55, &H “A” ) ZR LI LA ERKBAN WA GER
BATHE R, AWK A FE 45 QS (RHo>RIK) 6F
Moo R . R 6 SR R AR IE S ATE BT A BT S 6 (R
W R IR AHES) .

AR Ia FEFRFAORSHRTSHHLT, RMNEAAL T B BRK
AR THEHIFGTH (ARX1a) Lo BEARK BREALTFBR
KA TN PR L Oiudhat, ©2 8416,

AEROIEX | MRS HHEF LS AL, KXRLEH T
AFANBRME, LOGRBEXBERRE_SZAA, ARTALE $#
HE—AMBERXANE., AVBXLIBEL, ERBFLEEAGE, X
YRRAHAE “BFLERAGE” RN EAAWARERELEFG LE
R14bdesd, HFLEANRRTOISENRALANESHE ST EE
F Y ALER R A HUBR R & A AR LA SR FFe5 3. MR E R R e
PR R B, 3L

AEXPHAYBFALLEFLERGR MRS (o5 A LMERA
MEFHAE) AHXAFTLE. MEANBRH EHOEER. 228,
kB, AR, BB, BEBE. MEAAWNBRG IO LR, —ALEK.
AR, Lk, BHE. ¥R THR. ST7PEXE8F. KEHHFLE
ERABAR LSS ANE (BB RLEB) AAS A (o Pak
B, ZRLE. LR&) BROLE.

AEPASHE T AL BT L Resmm it (4o f B ALK
AWBEHGE) SBXEFTSE. BATHEALRLAROLIEAAL
M. AR, SRS, BB, BEN. BRAAH. BRAF. &
REF. LA GHErE.
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RiZPE, BRARXAEMERSGAEERHERTEFT AL LM
8, REZEND - AZKREIBZFLERNAR R L ZHREETHES—
AERGERBRERFEHMRA.
AXRZEOEXTISBHEFEERGEN Y. K $HX 1S
5 PHTRL5EMNmK. FE. LB OUHLS, BABAFELEAGENS
HieAa KA. TESY. LSRR LESD.
AKAERAOGSERAAUTHES:
BOC: ®RTAZEL
BOP: (Xjf=wk-1-REHk-= (_FELE) - "L KBRS
10 CBZ: ¥&3: 3
DCC: —3RTEBH_TE
DMF: N,N - —Fi Fsa
EDC: 1 - (3 -_¥&ARL) -3 - LEB-_FRIRYL
FAB - MASS: FAB JjiiZ
15 Fmoc: 9 - HAFAABZER
HOBt: 1 - ZH X5 =r
MHz : Jk#k
NMM: N - {jvs
NMR: ErEEiE1E
20 Ser: #ZFMK
Nal: XX & 28
TFA: =R 7&
AXFK 1 AW R & T ABN TS XA EGSRBEAT.
B FMAEHNENTINEVGERFTERTEHERBLE L. 2R3,
25 MTF#EPEAE (40 1) $4X 1159

(X)m" (Z)n\
| (CH2),
N —my
M’ 4

30 COOH
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RBEGGFAHE 3 TABSREL 1 8. A LB TETES 2
RTHETUATFEN, RETUAELIABRRMRRH SHF HHE.
B RBER B Y, A& AN 4 EDC. DCC # BOP, £
FMhe — R FRE DMF ¥, ERREZARLAN (4o HOBt ) BALET

5 HATPEK ] foBiTA Y 2 91848, RITERNAHARE FHITEE
RN EFBERRRE LARRRR Loty SLEF ik QIEL JA/K
EH.

R B

\NJ\'rORu
10 m—Dn_ 2434 0 Om=@n_
(CHz2)y ——> ‘ (CHa)
N—M§ N —)p
M a v' B
1 12
COOH O”k‘r\’:J\gOR
) R
15 A3 %1

(Hrh R™ foEm22H)

BREHE 2T, A SO FETAFANGPHKS %
AFaEe 4, Pl PRFLETARARLA., AALPRAALE
ERTERGEN (PlhabKPEE, L8, —8) TRAKR. i),

20 WBAEIHERFTE, QEABBRANBE TERTFERGEN o FEEY
HATEA, TUABLEFAE, Aw- AR Eang 2 -
HBET, THEMNEN (LELBRLEF_AFR) PTRAFGHALRE
. AR a A, TFAESHEN (A TBRAF_{FR) PTL
WA T A,

(X)m—(z)n\ (X)m—'(z)n\
l (CH2) ! /(CHZ)I
vy — N — (13

\ |

M1 B 12 M1 g
oA NN OR 0Py OH
@ ° R

25

3

BRI, 2
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ZRESTAEWS, 6 AF AT ETARFE N, NE T &S
FEAER. RIS FRkT TRETESRBRE 3 SR, ARE
.54 EDC. DCC # BOP £ 5w —RKFHEXDMF ¥, EXAXA
#l4- HOBt A £ T2 588 4 58 5 X 6 3H47184-.

Om— (Dn
N
(CHa2)
2 N—my

1
H:i z we ¥
Xm=Dn_ MOR 0PN N g
l (CHa2) 5 Fli @)
10 N —)§
4 © r?l,'\gOH (X)m“’(z)r\\
R Do ‘H[ (CHy),
B ! ' f\!l—-—(Y)r; )
. HN\Mz/N\L m B R R
; ' ZN N
15 L=fF¥F i 6 @) NJ\n’N\MV S
. 7 | O
R
& BIL, 3

£+

RIAS. . BRAKRL. KREAIBRKKREE, REAR BIRAL.
0 RE.RREE. L. KL BERLARE, SEARIARLER —£F

BERE, FAR R TASREGRRT Y ABRKLK.

& R G BB iy BT A A R R AR E LA R A Ssmt. SALey 7

QI 4 Ao/ 3 A o AR h BARBAT B

HEX ISR TRERTOFEETUAELSEGEREZ LRI, 5.

25 6. 7THFHIT. TRPGREARITAEY S A LR T ETAELFH W,

X LAY R L H4)4e BOG X CBZ % Fmoc £ H. LS RP e RER

Frad 8 TRBEIK T Lot S5 EHE. PRKI X102 ILEY

HEALBITES S 5 R/ ENTEH S X 6 BEHFFN.
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2

R R’ B R’ R
) ) L1 ! f“Q
H N\MQ/N\RB \p?’l\g N\sz R
5 R
5 g
. B
L\wJ?gOH
R 8 1 2 \
R R g5 R R?
HN_ /N\ 1 ! !
M L L \NJ\( N\MZ/N\ L
10 U= £ 6 Lo
10
LRI 4

WARBES T FHREEPEAL (CBZ. BOC. Fmoc.,¥Eti.
15 AE_FPEESF), TRRHEALSH. 10HTHPiak1l, 12. CBZ
Fo BOC J 2B TARYT, HFABRECNHEHRABRAER T LAR
Rdetly, Pldo, Bk CBZ AH Tl R K48 o6 £ /5 kst 41,
P AEFTEERCHEND LRI ZAET, TEERTEMNRLEY, A
ST HALEN, ERNTHELETRERNETRAEMBLENLTE
20 BMHAT, Bk CBZ P A b Toudd ARt as Lasgdtir
B, XA TFA Fe VRGO RSHAATEER TR, Bk BOC R AT
EEMN (S LRUBR ERZ KT RAFTEE) PAZRR (& TFA X
EBAFAEAAHKRE) 2TAR. Bd Fmoc BFEATRANE (=F
BERE) R AR BETBHREATEEN (KX FE) FARK (p#
25 BMEMB-LE) REAR. BMERE_FEREATAEN (L TEHEXLEXR
ZBEE )P AR R TR, BLE LT G AR X 54 Green,
T #= Wuts, P. G. M., Protective Group in Organic Synthesis, John Wiley
& Sons, Inc., New York, NY 1991, gi#®%é, LARTFL', FAELs
L' 69 &4 28248, #lde, % L' b CBZ & Fmoc 8, 4% BOC

30 A L.
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CRo R

AEBR IS HPENEIK T TUAESRKEE 6 FFsdKk. AL
EEH, BER 1P 11 X 12 #4755

2 8 \ Ly R R’
NJ\T(N\MVN\L 2 M B 7 !
0 OAN)Y N\MZ/N\ L
R 12 L 0
SR, 6

HEVREET AR TS TRBELAESE T i, Tkt
KRR EHBRERYPEAL.
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K —(Dn_ Xm—Dn
‘ (CH2) | (CH2)
4 N—Ms

r\l' (Y)x: » - | 1 2
M' B Ff 3 - M B !? Fn2
ZN N N
OJ\‘\"J\B,N\MVN\L O_ |\‘1’(\y0( \sz \Ra
R . R
7

BRI T

BAAEKEENOX | WA TR EN AR S TAT ALK
MELSSGBRF LA ZXOEATHFRARENRC oYL KB ES
ey A S HE, FR. B EHRAE. BEE. RER. RERA
BEAEREELKRE. It KERLAYETH TR LS T 2ol
BKEARKRBEBER. Plo, RLHZAEKWHRAFTHHEREE
Bk, 2 K¥ELKHAT ( GRF) Tiest 4 k¥ &%, sttt kud
BROYamE, EEOFEEZHAGALBETOEEE T ELK
. BB HPER, BEREE ARG S AR RS E R R
FAEPEERE BEEAEHAMEORSEE. KSaBE 2]
BE. ouE; hEEHRREE. AEEK ARTRBEELT
K=t PRiEE. X 1A HETATHELEEEEREE (d
KEEFASR) T EKBERAGERTRY § RGERAFER
AER. BANEEHE AL AR ADBELEELKETAANGT

AL

TREFHY (aIEA) BRAX 1 L PE kB s Kk,
Blde TRAEH RSB HLET GG H. F. FFRA, 2L
g Fe X YA KRG EFRE, REFAHELERBE 457
T. HI, RS TREAKRNRAGEIEBRALTLRERZSL
RERBAEREEFALH L, AlX I LEDTURLARM. X%
BAWES aFiiAt A RKRBEEAMN . WEHFEF—AAAFEKE
52, LHABEARTANTLRE - ERAGERERBERIGT .

B, AXAGEROGEAARAARRSGES 1 AKX T Y
ABHEFLERBAIBENGERALLSY. RTEAEZS 1 AKX
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Sz, FTRASWHARLRLE TR LIERANRLA RBE
65 4% 4. antibiotic growth permittant . & 57 FRERF, X5
RRESEFA, AEESBRBAAERAREIR), A5AREFE
HRGWEFA, TEHATARGERFALLIAMERRERD.

A KA RAR 603 (2FRRT) THR. THESH. [EAR.
ME. P -#MIA. X RS E. Bk, E 27 E. 4%
4 % A B. f£ US &4 No. 3, 239, 345 P A Fe546% (3 zeranol ) .
7£ US & #| No. 4, 036, 979 P+ A F #5444 ( 4o sulbenox ) H 4 US 4]
No. 4, 411, 890 ¥ 2764 k.

AEPHLYHG S —RERLE A KB ER S F ok US £4|
No. 4, 411, 890 F» WO 89/07110 . WO 89/07111 ¥ A& & Kk FHA4 Ak
#l4e GHRP - 6. GHRP - 1, £ WO 93/04081 ¥ 57 B - HT 920
VL% hexarelin ## GHRP - 2, R4 K#E&308+ ( GHRH &45%
GRF ) AR £m¥. RAEKBEALEMY. REKBEERAYET (&
IGF - 1 #IGF - 2) . & o - FERFRESIANETRE., XS
- # &, 8 SHTID ¥3h 7 4= sumitriptan . R34 £ Ko B F R EHF#&
Yoo hp G RFRTT IO —RFA. AER, KARLESGHTUART
54 REEFREART. A KMEBEAETHEMS. IGF - 1 X IGF -
2 —RFR. Ak KPasmTAR TS IGF - 1 FREAXRG R
Be. Suot, RABALSHAETURATERAF AR —RFAUKETT
AR m AR RSP B KR,

ALPEFBERAARDIBFEKRBEEAGHDAORNET X, &
FiEOERALRILO S &5 EERAEERISENALSLE—R.

o RE KR E LA R s, 2 KB ECHAFTROAAZRR
&y, FEZEF S, B, s FRBARERBERL RALK
RILSWAE S A kREASHANEARAE. HEZSHEHOARE
SIS T RiEFAGERRERN BHARFAGEREES
2 MBGHEEFREASBARBINER, BAFRES. RELERRE.
ikl ofd; mERFHEE; BAEKRE, AHELHIERERS
FMAERA; A EEAE, OEEAKBEHRZGILE ATE5ERA
Rl EGA4E, AL RMAXGAEKRE, %75 Prader -
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Willi 25 4efedd MEESAE R X AR FIRE,; ik Bt AR K SMHHF
*%ﬂ%%ﬂ%*ﬁkﬁkiﬁﬁyﬁ%%'%ﬁ%*ﬂikﬁ%%“
BEBAT; B BEBERNG TR A B IR GZ A 48; BTN E
TRZEHRAGEREE; EAFTHRFTEHRRE. Noonans 4244,
MIRER, HMASRE. WAE. MEEERAK. LRGG RS F
ARCEEL. BHAHIEFETFPBEREES; EERXFRAZIBEABE
AR BRBRE; &7 BREFEAE RO TREEREX
AIDS P3| R BHFAZE O RIRK; MEAEEFmAFT TPN (4
B ER) MEQRER Z2Hekhiit s, @%&gmm%ﬁﬁ-
FRAMPARB AT RGEERER T BB R 5 AL T
ﬁ%%#%ﬁi%%ﬁ%aT%,&&m&ﬁﬁﬁkﬁﬁwéﬁ,éﬁ
RBEZWPBAFERE D EE mBAARR B, 3 mA L6k e
T, REARE G TH R LA RRE (FHNRALEREEF)
ﬁ%%ﬂﬂﬁi#ﬁﬁATﬁm@mmﬁ'%ﬁm#ﬁﬁiﬁﬁm#m
RAREMMETHESIE, OHALERZSIERNBERETEAE
&ﬁﬁﬁ%#k¢%MﬁﬁE‘T@&‘%ﬁﬁkﬁﬁ\kﬁﬁﬁﬂ%
B, RBRFTak. TREBRPRFEK BT IHEFOERSE; R
Fl4Esh ¥ 2. 2 5Ab T RIS B E LR R, RBEFHEK, ARE
#HFGFEAK, B, KAEXBALSHETH TR SAFALE. Hit4
K. B F ¥R ERENERSL. B, KAPLSHETHT
BN RRRAENFE, ZHAEOERARLAREY R FEGHET
Bt KB EFKFHEAER. |

ARER, AXRAKASHTRATRGREFTEGAT —AAER |
FBRANEE;, S RAARRER, RSB, ol ile T4/T8 miait £,
BT, BFAGMAFTRESG RFAFRIILESEKREEZHZ,; €
BEJE, BREERERS;, W TIRMHAM/I AIDS XEMIRGEBHBEFEOR
FEk;, BXMAFR. QR BREGGEZGKRE.

st KA ST ST A Tid 57 WAL R R FHAE T AR
g RRRE EpfRER LG RE, OEEWIIRAMARE. LK.
PR A e, ERWH. HIV B3 MERERKARB. FWER.
AHEWRRREZ, BhdEBR L., HHRBEHRLBER. BBFLEF
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PR,

ABEABERABG T LARTAEG, REAF S TATHS L
RERAATESE. FLEARIAG—LHEBERLXPHLEREEIRS
BESFERTEERIIAERAFBEER, ARG EEZFFET
ey KL, B EGRE. EMESFRERAY, BN
AERHA KB ERSEETABRINAL, EATEHRTAA B L
- AR o b A A5 A HF 65 1/100 - 142,

WHRERERK. R TRAFRPREGTRITEESGEFETT
B E R BB S KA A KB FR S E RN, EHEZA
BB EAEd Hamdy, N. A, T. &% ( “ Role of
Bisphosphonates in Metabolic Bone Diseases ” , Trends in Endocrinol.
Metab., 4, 19 - 25 ( 1993 ) ) . B A& —5%% 3% 6,36 alendronate .
tiludronate . —Z. 3k - APD . risedronate . 2Z —&i& . YM - 175,
S P EE 3. pamidronate /= BM - 210995, #j?,i'?fé?mé‘]ﬁ%, AT
KERRGERGETAR, LEXRAZ _BARIFX G o RA A
0.lmg ~ S5g, AXAAEKMERSEEFXHNEHN 0.0lmg/kg R E -~
20mg/kg Hh¥E.

AT AR LT T K%L, £ alendronate 5 LT, W HX o RA$
0.lmg ~ 50mg %) alendronate 5 0.01mg/kg & ~ 20mg/kg & X X 9
HERKSEFRS®FELASIIFELA.

REaTH. ARG ESGEIHEFTREALSFEREKET
[ K2 bFGF (AARGEWmBAKET) | BAXAERBECS 5
4 % »L9 ( Canalis, E. Clin. Orthop., 1985, 193, 246 - 263 ; Kawaguchi,
H. Endocrinology, 1994, 135, 774 - 781 ; Nakamura, T. %,
Endocrinology, 1995, 136, 1276 - 1284 ; Shida, J. %, Journal of
Orthopaedic Research, 1996, 14, 265-272 ) .,

REFTH. AP RGEENEFTAFTLOTURAIEFEMEKE
FILER PDGF (el BiTELEKEF) ] 5ALBLEREEFRSZF
k588 ( Stile, C. D. %, Proc. Natl. Acad. Sci. USA, 1979,76, 1279 -
1283 ; Chen,Y. %, J. Cell Physol., 1989, 140,59 - 67 ) .

FIRGA T R B R R ETUASFEARALBISDE RS,

(i
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sRE . FE S ASA AN AT R RS HATHE ST

AARELEFEFFHRATGRAHARTRBE S B HKLHA
o2 THL. FER. AT ERP 5 E4F5

ML T 5F XK T T AR B ey b A &

Amato ¥ A, Journal of Clinical Endocrinology and Metabolism 77
(6): 1671 - 1676 ( 1993 ) ,

Bengtsson F A, Journal of Clinical Endocrinology and Metabolism
76 (2): 309 - 317 (1993 ), '

Binnerts % A, Clinical Endocrinology 37: 79 - 87 ( 1992 ) ,

Bowers ¥ A, Journal of Clinical Endocrinology and Metabolism 76
(4): 817 - 823 (1993),

Cuneo ¥ A, Journal of Applied Physiology 70 ( 2 ) : 688 - 694
( 1991 ), A

Cuneo ¥ A, Journal of Applied Physiology 70 ( 2 ) : 695 - 700
( 1991 ),

Degerblad ¥ A, Acta Endocrinologica 126: 387 - 393 ( 1992),

Eden ¥ A, Arteriosclerosis and Thrombosis 13829 : 296 - 301
( 1993 ),

Hartman A, Horm Research40: 37 - 47 ( 1993 ) ,

Ho %A, Horm Research40: 80 - 86 ( 1993 ) ,

Jogensen ¥ A, Acta Endocrinologica 125: 449 - 453 ( 1991 ),

Jogensen ¥ A, The Lancet June3: 1221 - 1224 ( 1989 ) ,

Lambert § A, Clinical Endocrinology 37: 111 - 115 ( 1992 ),

McGauley ¥ A, Horm Research33: 52 - 54 ( 1990 ) ,

Moller ¥ A, Clinical Endocrinology 39: 403 - 408 ( 1993 ) ,

O'Halloran ¥ A, Journal of Clinical Endocrinology and
Metabolism 76 ( 5 ) : 1344 - 1348 ( 1993 ) ,

Orme ¥ A, Clinical Endocrinology 37: 453 - 459 ( 1992 ),

Rodriguez - Amao ¥ A, Horm Research39: 87 - 88 (1993 ),

Rosen ¥ A, Clinical Endocrinology 40: 111 - 116 ( 1994 ) ,

Rosen ¥ A, Acta Endocrinologica 129: 195 - 200 ( 1993 ),
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Rudman ¥ A, The New England Journal of Medicine 323 ( 1 ):
1 -6 (199 ),

Salmon %A, The New England Journal of Medicine 321 ( 26 ):
1797 - 1803 ( 1989 ),

Shibasaki A, Journal of Clinical Endocrinology and Metabolism
58 (1): 212 - 214 (1984 ),

Sonksen ¥ A, Acta Paediatr Scand [Suppl] 379: 139 - 146 (1991),

Tauber % A, Journal of Clinical Endocrinology and Metabolism 76
(5): 1135 - 1139 (1993 ) ,

Vandeweghe ¥ A, Clinical Endocrinology 39: 409 - 415 (1993),

Whitehead £ A, Clinical Endocrinology 36: 45 - 52 ( 1992),

Bercu 5 A, U.S. patent No. 5, 246, 920 .

Wsb, KKK SHARKALSHTAREA GH RIA. ok
R s A 6 R B E AT URAEA RN, Hlde, AUHREERSOK
4 ( GnRH ) 854k B ¥ 3h 7] (4] 2T B AR 3 F % 3 B - #= Leuprolide ),
WIBL 35 %, EMRETRAEARSD N, XFETAEAFERHM. GnRH
. B 33 #) 694 A B4 /£ Goodman and Gilmans, The Pharmacological
Basis of Therapertics , % 8 &, McGraw Hill Inc., p 1353 ( 1993 ) .
R, BEESRBAALZAX I AW RELSFRATAY LKA,
B st, Bk -F 5T AR &4k GH 4-3keh sh fe e A, # 4 GH X ICF
1.

Pk GH ok BRANGER 6 (2RXRT) AFBGRRRKEXE
A PitE GH 48k ATREE. SMmEFNIIME ATHETREE
Foo RERIDESSEEEMARAE AT I2F 0B ELAEE
B aERENBRRG KBS (FloLRBER) .

KRB SHTAOR, FZEFHELH (WA, BEA. HHERX
AT afIHE JHEA) . 2%, W, BE. AW FT484H. A
HFL%, FATARHNRESZFHLHREGMNE.

B, AXPELROELARAIARRSTHES I AKX TREHA
BEEEERRKGYRALSY. RTAAEY 1 AKX L&,
X 25 A 404 6 A RORA T e AR % 6,48 B AL R R A A R B4R A 6 34
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4, %= antibiotic growth permittant K& 57 B R, KEERES
B A MR 5 ARSI ERRERD, RE5LEKEA T bFGF (XK
Rggmpet KET) R, REKKGHHFR. FHE. €4, %
Him Atk s, REAAFEAZGHEFR, ZLHFATRRSHK
RIS R B E & .

ARXBSHTAR, EZLEHELY (BERA. LA, HHKX
ETFEHE RHEAN), 28, RE. . £T2%. REELEHEFRESR
&%, FATREHF EEAGEAK—RES, AEREELZIFEE
&g,

o RLHGEANBE aFEKREN. HH. DAH. BRI FBTEH.
EREREMNB Y, ARG HEZE Y 1 #FHEGHF EERGHEAK
e EME. AERITHRA. TR MNEET AL A RZ EEHER LI
EAY e R AP o fEERE., EREMN. AR DAMNGHERT,
& FRE TS E AR, Bk, B R F I AT R 6K

ORAHEGBEAFNDEIEHF LERGLAN. EHNMN. BREEN.
BEA. BA. ENBAFLSALABERLGR T FRAOHEN K, RTH
K FRARBRN I, BAPETURSAHBHNREAN. LA 5%
). deRal. AR Fo 5 A

ALXPEmELBEGHMNOIELAHOKRKERNKREREZRFN. &
SR AN REN . JEKE N RBAARG THhH R B,

ZRRETLHEGELYETARRKERGR R 4o 0 — LRI A 3
TH %

AKXRBEHIFPARABERSAMNZRTAREY, CXARKRLS N
SMAIXF, AR TREFIGEGHNEY., MAFHMNERETHE
BT AR. HER. BAMEHRE. Hlieh TE3 GH AREAHK,
FREEZADWRAGHNSEF A 0.0001 ~ 100 mg/kg 4k E.

ik e M 2EE AR K 0.01 ~ 10.0 mg/kg 4k £.

% 7.4
(53640 1) (WA %)

N-[1 (R)- (3-RAREAKATHE) -2 -(K-2-%)

CHEI-3- (4-8-2,3-=8-(1,5]- % F8LTEEH-5-1%)
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2. S

[3-(2 (R) -&#E-3-K-2-%-F%E1) sEJEL
BT A A

fik- KA FACBZ-D-Nal- OH (11g)HfN- (3 -
SARE) RATRRTHAE (500mg ) 4 DMF (15 ml ) E&k T
AHOBt (530mg ), EDC ( 720mg ), KETER TSR LR,
B R RAWEAtefe gk B S 5% ( 150 ml ), B E A R,
REFRAHNGEN X (143g). F35C, 43 atm THHFOED
X (143 ¢g) £ADMF (15ml) ¥A 10 % Pd - C ( 400 mg ) 2L 4
X, BREANE, BRERETF, REAETK : LRLEELL. K
K48, RETER 53 640mg *9.

'H-NMR(270MHz,CDCly § : 1.34(2H,s),1.43(9H,s),1.59(2H,m),2.90(1H, dd),

3.05(2H,q),3.32(2H,@),3.41(1H,dd),3.70(1H,bs),

5.02(1H,bs),7.38(1H,d),4.40-7.55(3H,m), 7.66(1H,s),
7.75-7.85(3H,m)
FAB-MSS : m/z 37T0(M+H)*

FH;2:

N-[1(R)- (3-REARBARATEHRE) -2-(FX-2-%)
ZEI-3- (4-8-2,3-=K£-[1,5]-F(FRALTREA-5-21)
B AR 3

Ak-AkAHTEH3I - (4-8-2,3-Z8-[1,5]- FFHELEY
ER-5-%) - &% (100mg) # [3- (2 (R) - KHE-3 - %
-2 -A-®BRAE) - FA|-A[RETFTHERTLAE ( 134mg ) 4 DMF
(2ml) E&+PMWAEDC (90 mg ) #HOBt (66 mg ), RETE
BTHEREEIAR. AERSHEANFERAMAER (20 ml) ¥,
WREKEERGRE, RETER, RIEGEHL (27mg ) . k- K
AFRTHRMBGENR (80 mg ) ETLEHRTE (2 ml) &, MAIN
FMHE/LBLEESER, RETERTHEHMES I, RERESHER
ETRE. GakEasHPmALE, SRKERALGHRERT, R
BT, 143 69mg ZH.
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'"H-NMR(270MHz,DMSO-dg) 8 : 1.30-1.65(2H,m),2.00-2.20(2H,m),2.20-2.45(2H,m),
2.70-3.00(3H,m),3.00-3.60(6H,m),3.98(1H,bs),

4.51(1H,m),7.25(1H,t),7.35-7.65(6H,m),7.66-
8.05(6H,m),

8.17(1H,d),8.25(1H,1)
FAB-MSS : m/z 505(M+H)"

A 2 - 147, 164 ~ 166, 169, 171, 174, 175, 177,
179, 187 ~ 190, 193 - 196, 199 ~ 273 hiub-4 A 5L3eb) 1 K408y
7 EA .

x4 34 ~ 37, 40 -~ 45, 102 ~ 103, 112, 136 ~ 137, 177

10 e BAH &R & CDCL F2Z NMR#.

42 - 33, 38~ 39, 46~ 101, 104 ~ 111, 113 - 135,
138 ~ 147, 164, 176, 179, 187 ~ 190, 193 ~ 196, 199 ~ 273
G h a3, 34 DMSO - dg @2 NMR 3.

[E£E5) 148) (2R F &)

15 N-[1 (R) - (2-&A-CEEATHE) - 2 - FRALE]
3 - (4-F-2,3-=8-1,5-KEFRETEE-5-%) A%k
g i
YHKL:

3-%HAE-2-[3- (4-F-2,3-=H-1,5 HETEH

20 -5-%) aBERAIARTE

Hk-AKAHTEHD - Ser ( Bzl ) - OMe & # ( 141 mg ) #
3- (4-%-2,3-=45-1,5-%HRETERE-5-%) AR
( 138 mg ) # DMF ( 2 ml) &E#&PAN - FEZ5 (61 mg ) .
HOBt ( 92 mg ) #EDC (125 mg) , KETERTHEHH LA

25 BAE, BRERAMBAMFEREMAER (20ml) b, REALR
LESER, LB LUEELKARATE, RERREF. AEKEE
( CHCl; : MeOH = 100:1) 4% 74454 (270 mg ) .

'H-NMR(270MHz,CDCy) § : 2.35-2.60(3H,m),2.65-2.80(1H, m),3.20-3.40(2H,m),

3.45-3.90(3H,m),3.71(3H,s),4.49(3H,m),4.64(1H,d),

30 6.56(1H,d),7.15-7.50(8H,m),7.59(1H,d)
FAB-MSS : m/z 443(M+H)*

82



98810134. 3 oW P E57/941

10

15

20

25

30

TR2:

N-[1 (R) - (2-R¥-CEARAFTHE) - 2 - FRATA]
-3 -(4-8-2,3-—&-1,5-%£H4%LVEHE-5-4) A%
R 3k g 3

Bk -KAHFTEHI -FREE-2-[3- (4-8-2,3--4-
1,5 - (A% ThRE-5-%) ABAR| AR THAE (260mg ) 6§ F
A% ( Sml) A IN A AHAER ( 0.62ml ), L83 3 ) 8,
AINEBRBERERAGYAEZDPH2, REEARET. ARKY T RAK,
RMLBLEER, KREZAKRBRATR. ARLRLBFIHREL
¥ (210mg ). k- KAFTHALEGKREZLDHFN - (2 - KK
£) ARAFERRTEAR (79mg ) 4 DMF &+ A HOBt ( 92 mg )
FEDC (120 mg ), RETERTHERFETIR. RERSWBIAG
PR AMAER (40 ml ) F, FBPKELERGRE, REETLRL
MY, AZ2AKABATERE. ARLBRLEE, a&HX (180mg ) A
Bl ei#E ( CHCl; : MeOH - 100:1 ) #4545 5. AT H#:H&ME
Fheg g Fk-XK&HTamFaeEHR (70 mg) ¥ LB LE
Eik (2ml) PAdN fALE LB TEEER (2ml), RETER
BB 3 N, AREMNE, QRRkELH T TE. FEKER
ey kR e, RETHRFER 48mg 4.

'H-NMR(270MHz,DMSO-dg) 6 : 2.20-2.65(4H,m),2.70-2.90(2H,m),3.20-3.75(7H,m),

4.15-4.55(4H,m),7.20-7.40(6H,m),7.50-7.75(3H,m),

7.95(2H,bs),8.10-8.25(2H, m)
FAB-MSS : m/z 47T1(M+H)"

L) 149 ~ 163, 167, 168, 170, 172, 173, 176, 178,
180 ~ 186, 191, 192, 197, 198 &54b4- A 54 148 £ M &5 5 &
A R |

sb) 168, 180 694049 K % & #&, 3+4 CDCl; 7212 NMR %,

L] 149 ~ 163, 167, 170, 172, 173, 176, 178, 181 ~
186, 191, 192, 197, 198 th4ta-hAh ek, -4 DMSO - d¢ F
A Z NMR 3%,
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10

15

20

30

(%36 T 1]

AXADEETTRREAX | LoDtk E
( GH ) % EHteh. RAEHEBUFAEF % ( Chen ¥,
Endocrinology, 1989, 124, 2791 ~ 2798 ## Chen ¥, Endocrinology,
1991, 129, 3337 ~ 3342 ) #H& KA Kt mie. mE®HL, FX
TR, R RBCE SR, BAKWTA 02 $RREGR. 02 %#
B JR &K 85, #= 200 U/ml DNasel &3 K- FHeg mmizdt. Hakn
ARBESATS %L hk. 5.0% 0 Faok. 1%FELEALEK. 100
U/ml 5 & %4 100 pg/ml 465445 Dulbecco KK B G #H KIZHRE T,
FAYZE1.0 x 10°@mE/ml. F05mliZRERETSILETHE I
A, FFEFTHEHREZIHAEI X.

EBX EXmpm L4 A 20 MM HEPES, pH 7.4 643E5Kk%
&2k, @3 MmANSA 20mM HEPES #§32 i fpXBaH AT EK
BMERK. T 37T CRE 15 24. REZIEREEGFHALERNZ
( RIA ) 02 B4 33k A P8 GH.

B 1. 9. 10, 14, 15, 19, 64, 68. 79, 94. 96.
107, 112. 115. 121. 126. 129. 134, 135. 140. 144. 145,
150 160. 164. 165. 181. 182. 200. 205. 206. 212. 216.
236. 241. 242. 244, 249. 252. 253, 254. 255. 257. 258.
259, 262. 263, 264 LA WAEKT I0°M S AR A K% (GH)
BAEW.

XKRZuoRLHLAGHAHERENLT.

Ak Sprague - Dawley X & ( 4 B, 46 R) ZEoidg, %o
BFiXBSH (10 mg/kg ) . AL HE 30 54 KAWL AR, HIH
PRk M EESANEHRERN. BB, A& RIA 5%alZ GH
2B T -20 Crf. KT R GH EERRANBFHTH £
454 ( ANOVA ) . A LSD 7 k@& £ 769 5 5.

s34 165 . 206. 253 . 257, 259. 262. 264 AW AA
¥ GH % 10 ng/ml ¥L k.
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@1 aC

iR
o) N/\n/ (CHo)NH,
5’\—2‘@{5']% °lq H-NMR(O ppm) : FAB-MSM+H)"
2 1|2 |2.30-2.45(2H,m),2.80-3.50(SH,m),3.55-4.10(1H,m),4.68(2H.bs).7.17 477

(1H.,bs),7.40-7.60(SH.m),7.65-8.10(7H,m),8.30-8.50(2H,m)

3 I {3 }1.60-1.80(2H,m),2.30-2.55(2H.m),2.60-4.20(9H,m),4.66(2H bs),7.16 491
(1H.bs).7.35-7.60(6H,m),7.65-8.00(7H.m),8.25(1H,bs),8.41(1H,bs)

4 114 }1.30-1.65(4H,m),2.30-2.55(2ZH.m),2.60-2.80(2H,m).2.90-4.15(7H,m), 505
4.504.80(2H,m),7.16(1H,bs),7.35-7.6(5H.m),7.65-8.00(7H,m).8.16
(1H, bs),8.40(1H,bs)

S 2 | 2 }2.05-2.45(3H,m),2.75-3.00(3H,m).3.10-3.65(6H,m).3.90-4 25(1H.m), 491
4.50(1H.dd),7.26(1H,1),7.35-7.55(5H.m).7.58(1H,d).7.69(1H,s),7.75-
7.95(3H,m).8.07(2H bs).8.25-8.40(2H,m)

6 2 | 4 [1.30-1.55(4H.m),2.00-2.55(4H,m).2.60-2.75(2H.m),2.80-4.30(8H.m), S19
4.49(1H.,dd),7.26(1H,1),7.30-7.65(5H.m),7.65-7.90(7H,m),8.03(1 H,1),
8.24(1H.d)

7 2} 5 11.10-1.40(4H.m),1.40-1.60(2H,m).2.00-3.65(13H,m).3.90-4 25(1 H,m) 533
4 48(1H,dd),7.26(1H,1),7.30-7.55(5H,m),7.58(1H,d),7.67(1H,d),7.70-
8.00(6H,m),8.22(1H,d)

8 2 | 6 ;1.00-1.60(8H,m),2.00-3.65(13H.m),3.90-4.25(1H,m).4.48(1H.dd),7.15 547
-8.00(14H,m),8.21(1H,d)

9 312 }1.30-1.65(2H,m),2.00-2.20(2H,m),2.20-2.45(2H,m),2.70-3.00(3H,m), 503
3.00-3.60(6H,m).3.98(1H,bs).4.51(1H,dd},7.25(1H,1),7.35-7.65(6H,m)
,7.65-8.05(6H,m),8.17(1H,d).8.25(1H.1)

10 313 [1.30-1.75(4H,m),2.00-2.15(2H,m),2.20-2.45(2H,m),2.60-2.80(2H,m), 519
2.89(1H,dd).3.05-3.45(6H,m),3.95(1H.bs),4.50(1H.dd),7.28(1H,1),7.30
-7.65(6H,m),7.65-7.95(6H,m),8.10-8.20(2H m)

11 314 1.30-].70(6H.m).I.95\-2.T5(2H.m),2.20-2.50(2H.m).2.60-2.80(2H,m), 533
2.80-3.45(7H,m),3.85-4.10(1H,m),4.52(1H,dd),7.24(1H,1).7.30-7.55
(SH,m),7.58(tH.4),7.65-7.95(6H,m).8.00-8.20(2H,m)

1.10-1.65(8H,m),1.95-2.15(2H.m),2.20-2.45(2H.m),2.55-2.80(2H,m), 547
2.85-3.50(7H,m),3.80-4.10(1 H.m),4.40-4.60( 1 H,m),7.24(1H.1),
7.30-7.50(SH.m),7.38(1H.d),7.65-7.90(6H,m),7.95(1H.1).8§ 09(1 H,d)

W

12 3
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x5 '"H-NMR( & ppm) : FAB-MS(M+H)"
13 1.00-1.60¢10H,m),1.95-2.15(2H,m),2.20-2.50(2H,m),2.60-2.85(2H,m), 561
2.85-3.55(7H,m),3.804.10(1H,m),4 51(1H,dd),7.15-8.00(14H,m).8.08

(1Hd)

14 1.05-1.40(4H.m).1.85-2.10(2H,m),2.20-2.45(2H,m),2.70-3.00(3H,m), 519
3.05-3.40(4H,m),3.50-3.80(2H,m),3.85-4.10(1H.m),4.52(1H,dd),7.25
(1H.s),,7.30-7.65((6H.m),7.65-8.00(6H,m),8.10( 1H.d).8.21(1H,1)

ts 1.00-1.50(4H,m),1.55-1.80(2H,m),1.90-2.10(2H,m),2.25-2.45(2H,m), 533
2.60-2.80(2H,m),2.91(1H.dd),3.00-3.50(6H,m).3.85-4.10(1H,m) 4.51
(1H.dd),7.25(1H,1),7.30-7.65(6H,m),7.65-7.95(5H,m),8.00-8.25(2H,m)
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@S )
N
L0 (3
(CHZ)O -
: D
O N1R)
H o
=% D 'H-NMR( & ppm) : FAB-MS
PR (M+H)"
16 — N~ NHCH; 12.35-2.60(5H,m),3.85-3.10(3H,m),3.10-3.50(SH.m),3.55-4.05(1H, | 491
H m).4.70(2H,bs),7.16(1H bs),7.40-7.60(5H,m),7.65-7.95(SH.m),
8.20-8.55(2H,m),8.80(2H,bs)
17 — N~ NHCH3  12.00-2.65(7H,m),2.75-3.00(3H.m),3.10-3.60(6H.m),3.90-4.25(1H, |  50S
H m),4.49(1H,dd),7.27(1H,1),7.30-7.65(6H,m),7.65-7.90(4H,m).8.20-
8.35(1H,m),8.75(2H,bs)
18 N NHCH, | 1.60-1.80(2H.m),2.35-2.60(5H.m),2.70-3.45(8H,m),3.45-4 20(1H, | 505
H m),4.65(2H,bs),7.15(1H,bs),7.40-7.60(5H,m),7.72(1 H,5),7.75-7.95
(4H,m),8.25(1H,bs),8.42(1H.bs),8.63(2H.bs)
19 ~ N NHCH, | 1.55-1.75(2H,m),2.00-2.65(7H,m),2.65-2.80(2H,m) 2.89(1H,dd), 519
H 3.00-3.60(6H,m),3.95-4.40(1H,m),4.46(1H,dd),7.26(1H.1),7.35-
7.65(6H,m),7.65-7.90(4H,m),8.15(1H.1),8.28(1H,d).8.59(2H,bs)
20 — N NHCH, [ 1-30-1.85(4H,m),1.95-2.20(2H,m),2.20-3.00(7H.m).3.00-3.70(6H, | 533
H m),4.00(1H,bs),4.49(1H,bs),7.15-8.00(1 LH,m),8.17(2H.,bs),8.56
(2H,bs)
21 BLNHZ 1.25(6H.,s),2.35-2.50(2H,m),2.85-3.43(6H,m),3.55-4.20(1H,m), 505
N 4.71(2H.,bs),7.27(1H,1t),7.35-7.60(6H,m).7.65-8.10(7H,m),8.36(1 H,
d
22 - X,NHz 1.15(6H.5).2.05-2.60(4H ,m),2.80-3.00(2H,m),3.05-3.80(5H,m), 519
N 3.95-4 40(1H,bs).4.49(1H.dd),7.20-7.30( 1 H.m),7.35-7.60(6H.m),
7.65-8.00(7H.m),8.26(1H.d)
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M

Bl A5 2H62/94 1T

53
#l 5

*H-NMR( 3 ppm)

FAB-MS
M+H)"

23

- g’><‘ NH2

0.75(3H,5),0.80(3H,s),2.00-2.65(6H,m),2.85-3.00(3H,m) 3.00-
3.60(4H,m),4.10(1H,bs),4.53(1H.dd),7.26(1H.1),7.35-7.60(6H m),
7.65-7.90(6H,m),8.25-8.45(2H,m)

533

24

_{:"’X\ NH;

0.75(3H,5),0.80(3H,s),1.30-1.70(2H,m),2.00-2.20(2H,m),2.20-

2.60(4H.m),2.85-3.05(3H,m),3.05-3.50(4H.m),3.90-4.10(1H,m),
4.55(1H.dd),7.24(1H.t),7.35-7.56(6H,m),7.65-7.95(6H,m),8.19(1H,

d).8.361H,1)

547

25

/\_/‘ NH2
- hk/\
NH,

1.55(2H.m),2.00-2.60(4H.m),2.60-4.30(14H,m),4.85(1 H.dd),7.28
(1H.1),7.35-7.55(5H,m).7.60(1H,d),7.65-8.20(5H.m)

548

26

N~
NH,

1.30-1.90(4H,m),2.00-2.15(2H.m),2.20-2.50(2H,m),2.50-4.15(14H
.m),4.86(1H,dd),7.25(1H,1),7.30-7.55(4H,m),7.59(1H.4),7.65-820
(9H,m)

562

2]

~ NHZ
NH,

1.60-1.95(4H,m),2.00-2.55(4H,m),2.60-2.85(3H,m),2.85-3.60(10H
.m),3.95-4.25(1H,m),4.85(1H.dd),7.28(1H.1),7.35-7.55(5H,m).7.60
(1H,d).7.65-8.10(6H,m),8.50(1H.d)

562

28

Wl

~" NH>
NH,

1.30-1.65(2H.m),1.65-1.95(4H,m),2.00-2.15(2H,m),2.20-2.50(2H,
m),2.60-2.85(3H.m),2.85-3.45(10H.m),3.99(L H,bs),4.8 7(1H,dd),

7.25(1H,1),7.35-7.55(5H.m),7.59(1 H.d),7.70-8.10(6H.m),8.37(1H,
d

576

29

- N’\:—/‘ NHZ

2.00-2.60(4H,m),2.89(1H,dd),3.05-3.60(6H,m),3.65-3.80(2H,m),
3.90-4.25(1H,m),4.50(1H.dd),5.45-5.60(2H,m)7.24(1H,1).7.35-
7.55(5H.m),7.58(1H,d).7.67(1H,5),7.75-7.90(3H,m),8.01(2H.bs),
8.20-8.35(2H,m)

517

30

— N’\:—/‘ NHZ

1.30-1.60(2H,m),1.95-2.15(2H,m),2.20-2.50(2H,m),2.90(1H,dd},
3.05-3.60(6H.m),3.05-4.10(3H,m),4.51(1H,dd),5.40-5.65(2H.m),
7.24(1H,1),7.30-7.50(5H.m),7.58(1H.d),7.65-8.05(6H.m).8.12(1H,
d),8.27(1H,1)

31

1.20-1.50(2H,m),1.75-1.95(2H,m),2.00-2.60(4H,m),2.75-3.60(8H,
m),3.90-4.40(3H,bs),4.97(1H.dd).7.20-7.90(1 L H.m).8.00-8.20(2H,
m),8.41(1H,dd)

531

32

2.10-2.65(4H,m),2.80-3.80(13H.m).4. [0(1H,bs),4.95(1H.dd),7.27
(1H,0,7.35-7.65(6H,m),7.65-7.85(4H.m)

517

33

1.50-1.90(2H,m),1.90-2,70(6H.m),2.75-3.00(2H,m),3.0-03.60(5H,
m),3.90-4.35{(2H,m),4.48(1H,dd),7.20-7.50(1 1H,m),8.20-8.50((2H,
m),9.12(1H,bs)

517
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x| o D '"H-NMR( 3 ppm) : FAB-MS
)% (M+H)’
34 | 1| _\~NCHg);  |1.70-2.65(10H,m),3.05-3.50(6H.m),4.05-4.40(1H,m),4.454.70(1H | 505

H ,m),4.75-4.95(1H,m),7.05-7.90(13H,m)
35 |2 -y~ MNCHyz | 185(6H.s).1.90-2.05(1H.m),2.10-2.20(1H.m) 2.30-2.75(4H,m), 519
H 3.00-3.40(6H,m),3.60-3.80( 1 H,m),4.40-4.65(2H,m),7.15-7.50(6H,
m),7.55-7.70(2H,m),7.70-7.85(3H,m)
36 |2 | =N N(CHy), | 1:40-1.65(2H,m),1.90-2.80(12H,m),3.00-3 40(6H.m).3.55-3.80(1H | 533
H .1m).4.35-4.65(2H.m).6.60-6.80(1H,m).7.05-7.85(12H.m)
37 |3 | =N N(CHy), | 1.35-1.95(4H,m),2.05-2.70(10H,m) 2.85--3.60(9H,m) 3.95-4.45 547
H (1H,m).4.60-4 80(1H.m),7.00-7.90(13H.m)
38 1 _N’\/NHz 1.43(2H,bs),2.15-2.80(7H.m),3.05-3.50(6H,m),4.00-4.95(3H,m), 491
CHj 7.05-7.85(11H.m)
39 [2] _n~NH 1.35(2H.bs),2.10(2H.d),2.30-2.75(7H,m),2.95-3.45(6H,m) 3.55- 505
CHy 3.80(1H,m),4.40-4.70(2H.m),7.15-7.50(6H.m),7.5-7.85(5H,m)
40 |1]|=-N""NH, 1.35-1.75(4H,m),2.30-3.50(13H.m),4.15-4.75(2H.m).5.10-540(0H | 505
CHj ,m).7.10-7.90(12H,m)
a1 2| -N"~TNR, 1.20-1.75(4H,m) 2.25-2.75(9H.m),2.90-3.45(6H,m).3.60-3.80(1H, | 519
CHg m).4.40-4.60(1H,m).5.05-5.25(1H.m),6.70-6.90(1H,m),7.15-7.50
(6H,m),7.50-7.85(5H,m)
42 |3} —NT"NH, 1.30-2.75¢(14H.m).2.75-3.55(8H,m),4.20-4.55(1H,m).5.10-S 3S(1H | 533
CH, \m).6.85-7.5(7H.m),7.55-7.90(5H,m) :
43 1| _ < NH2 0.90(3H.5),1.05(3H.5),2.25-2.65(4H,m).2.95-3.50(6H,m).4.054.60| 505
H (2H,m).4.75-5.00(1H.m),7.00-7.85(13H,m)
44 | 2| _ e NH2 0.85(3H.5).0.90(3H.5).1.85(2H.bs).2.30-2.70(4H.m) 2.95-3.40(6H, | 519
H m).3.55-3.75(1H,m).4.35<4.60(1 H.m),4.65-4.80(1 H,dd),7.15-7.50
(6H,m),7.55(1H.d),7.65-7.85(4H,m)
43 |2 ""D\ 1.05-1.55(4H.m).2.35-2.80(5H.m).2.90-2.85(9H,m) 4.45-4.65(1H, | 517
NH, m),4.75-4.95(1H,m),6.80-6.95(1H,m),7.15-8.50(1 1H,m)

89




98810134. 3 oM P FE64/941

o)

(CHa)o B

N
07 >N"% (CHo}NH,
H o

L jofq| * ] "H-NMR( 8 ppm) : FAB-MS
Bl 5 (M+H)"
a6 {112]©) 235-2.45(2H,m),2.80-3.50(8H.m),3.55-4.10(1H,m) 4.69(1H,bs) | 477
.7.16(1H,bs),7.40-7.60(3H.m).7.65-8.10(7H.m).8.30-8 .50(2H,,

m)

47 | 2| 21(S) 2.05-2.60(4H,m),2.70-2.95(3H,m).3.10-3.60(6H,m) 3.85-4 .25 491
(1H.m) 4.47(1H,dd),7.26(1H,1),7.30-7.50(5H,m),7.58(LH.d),7.60
-8.00(6H,m),8.15-8.35(2H,m)

48 2} 31(S) 1.55-1.75(2H,m),2.00-2.95(7H,m),3.00-3.65(6H,m),3.90-4.35 505
(1H,m),4.46(1H.dd),7.20-7 65(7H,m),7.65-7.95(6H,m),8.15(1H,
1),8.27(1H,d)

49 31 31(S) 1.30-1.75(4H,m),1.90-2.15(2H,m),2.20-2.45(2H,m) 2.65-2.80 519
(2H,m),2.91(1H,dd),3.00-3.55(6H,m),3.85-4.10(1H,m),4.49(1H,
dd),7.15-7.65(7H.m),7.65-7.95(6H.m).8.05-8.25(2H.m)

50 I 21 (R) /@ 2.35-2.55(2H.m).2.75-2.95(3H,m),3.09(1H,dd),3.20-3.50(4H,m). 427
3.55-4.15(1H,m).4.56(2H,bs),7.15-7.35(7H,m),7.35-745(1H,m)
.7.58(1H,d),7.99(2H,bs),8.20-8.45(2H,m)

st 12)2]® /@ 2.10-2.45(4H,m),2.65-2.85(3H,m),2.85-3.85(6H,m),4.10(1H,bs) | 441
4.38(1H.dd).7.10-7 35(6H.m),7.40-7.65(3H.m),8.10-8.25(2H.

m)
52 1 21(S) 2.35-2.50(2H.m).2.70-2.95(3H.m).3.09(1H,dd),3.15-3.50(4H,m). 427
/© 3.60-4.10(2H,m).4.57(2H.bs),7.15-7.30(7H.m),7.35-7.45(1H,m)
J7.59(1H,d),7.97(2H,bs).8.20-8.45(2H.m)

53 12121 /@ 2.10-2.45(4H,m).2.65-2.85(3H,m),2.85-3.85(6H,m) 4.10(1H,bs) | 441
4.38(1H,dd),7.10-7.35(6H.m).7.40-7.65(3H,m),8.10-8.25(2H,
m)

sa | 3] 2]) /@ 1.35-1.65(2H.m).1.95-2.20(2H,m) 2.25-2.50(2H,m),2.70-2.90 455
(3H.m),3.02(1H.dd),3.85-4.15(1H.,m).4.40( 1 H.d).7.03-7.30(6H,
m).7.35-7.55(2H.m).7.61(1H.d).7.86(2H.bs).8.05-8.25(2H,m)

90



98810134. 3 oM 1 ZE65/94m

%3 |o|q|*
5
55 (2(2|®

"H-NMR( 6 ppm) : FAB-MS
M+H)”

2.05-2.60(4H,m)2.75-2.95(3H,m),3.00-3.70(6H,m),4.1 5(1H,bs), 480
4.39(1H,dd),6.90-7.15(3H.m),7.25-7.35(2H,m),7.45-7.65(4H,m),
7.88(2H,bs),8.05-8.20(2H.m),10.80(1H,s)

56 2 31(R) 1.55-1.70(2H,m),2.00-2.60(4H,m),2.60-2.75(2H,m),2.87(1H.dd), 494
2.95-3.15(3H,m),3.15-3.65(3H,m),3.95-4 30(LH.m).4.37(1H dd),
6.85-7.10(3H,m),7 20-7.35(2H,m),7.40-7.65(4H,m),7.82(2H bs),

8.00-8.20(2H,m),10.80(1H.s)

57 3| 2|(R) 1.35-1.70(2H,m),2.00-2.25(2H,m),2.25-2.50(2H,m),2.70-3.003H | 494
,m),3.00-3.60(6H.m),3.90-4.20(1H,m),4.42(1H,dd),6.90-7.15(3H,

m),7.20-7.65(6H,m),7.75-8.10(3H,m),8.16(1H.1).10.80(1H.s)

58 3] 3|(R) 1.35-1.75(4H,m),2.05-2.20(2H,m),2.30-2.45(2H,m).2.60-2.80(2H| 508
,m),2.91(1H,dd),3.00-3.15(3H,m),3.15-3.55(3H,m),3.954.15(1H,
m),4.36(1H,dd),6.90-7.15(3H,m),7.20-7.65(6H.m),7.80(2H,bs),

8.01(1H,d),8.11(1H,1),10.81(1H,s)

59 1} 21(S) 12.35-2.45(2H.m),2.70-3.50(8 H.m),3.60-4 .20(1 H,m),4.58 (2H.bs), 466
6.90-7.45(7H.m),7.57(2H 1),7.98(3H,bs),8.20-8.40(2H,m), 10.86

(IH.,s)

60 2i 31(R) 1.55-1.75(2H.m),2.00-2.80(6H,m),3.00-3.70(7H,m),3.904.30(1H}| 505
,m),4.49(1H,dd),7.20-7.65(9H,m),7.70-8.00(4H,m),8.05-8.25(ZH,

m),8.25-8.40(1H,m)

61 31 31(R) 1.30-1.75(4H.m),1.95-2.20(2H ,m),2.25-2.50(2H,m),2.60-2.8302H| 519
,m),3.05-3.80(7H,m)3.90-4.10(1H,m),4.51(1H,dd),7.20-7.65(5H,

m),7.65-8.00(4H,m).8.05-8.25(3H,m)

62 3 3{(R) X 1.35-1.55(2H.m),1.65-1.80(2H.m).2.00-2.202H,m),2.25-2452H{ 520
,m),3.10-3.50(6H,m),3.67(1H,dd),3.80-4.10(1 H,m),4.8 1(1H,dd),
7.25(1H.t),7.35-7.50(1H,m),7.58(1H.d),7.75-8.10(6H,m),8.15-
8.45(4H.m).8.75-8.95(1H,m)

63 213](R) 1.60-1.75(6H.m),2.10-2.90(12H,m},3.05-3.35(4H,m},3.40-3.65 509
(1H.m),3.95-4.10(1 H.m),4.10-4.35(2H,m),6.85(3H,d),7.25-7.30
(1H,m),7.45-7.50(2H,m),7.60(L H,d).7.80(3H,bs),8 .05(1H,1).8.15

(1H.®)

@ 2

&4 3 31(R) /E:O 1.45-1.80(10H.m),2.15(2H.bs),2.45(2H,bs),2.65-3.00(8H,m),3.15| 523

-3.25(2H.m),3.25-3.40(1H.m),4.10(1 H bs},4.35-4 45(1H,m),6.95
(3H.bs),7.35(2H.1),7.55(2H bs), 7.70(1 H.d).7.98(2H bs) B.15(1H,
d).8.235(1H.D

91



98810134. 3 o P ZE66/941

53 |o|q]| * ] '"H-NMR( & ppm) . FAB-MS
¥ 5 (M+H)

65 213 [(RS) OH 1.55-1.70(2H,m),2.10-2.50(4H,m),2.65-2.85(4H,m),2.95- 521
3.15(4H,m),3.30-3.40(1H,m),4.00-4.10(1H,m) 4.35-4 45(1H.

m),7.00-7.05(2H.m),7.20-7.30(2H,m},7.35-7.6 5(6H,m),7.80

(3H.bs),8.10(1H.1),8.25(1H.d),9.50(1H,bs)

66 3} 3{(RS) OH 1.40-1.55(2H.m),1.60-1.70(ZH,m),2.00-2.10(2H,m),2.00- 535
2.10(2H,m)2.25-2.40(2H,m),2.65-2.90(4H,m).3.00-3.15(4H,
m),3.35-3.45(1H,m),3.90-4.00( 1 H,m),4.35-4.45(1H,m),7.00-

7.05(2H,m),7.20-7.25(2H,m),7.45(1H,bs),7.50-7.65(4H,m),
7.75(3H.bs),8.05-8.15(2H,m),9.50(1H,bs)

O

R o

O m (R) \(CHQ)Q—NHQ

0O
LA E0la 'H-NMR( & ppm) : FAB-MS(M+H)"

67 1312 |1.30-1.55(2H,m),1.95-2.15(2H,m),2.25-2.45(2H,m),2.75-3.00(3H,m), 521
3.10-3.45(3H.m).3.50-4 25(4H,m) 4.52(1H,dd).7.30-8.10(13H,m) 8. 10-
8.35(2H,m)

68 1313 ]1.30-1.552H.m),1.55-1.75(2H,m),1.95-2.10(2H m).2.25-2.45(2H m), 535
2.60-2.80(2H,m),2.85-3.25(4H,m),3.25-4.20(4H.m),4.49( 1 H,dd),7.30-
7.95(13H,m).8.05-8.25(2H,m)

92



98810134. 3

wow A

H67/9470

0*810
e

CH J
(J\Z)o H
O™ "Nk \(CHQ)a—NHQ
H 0o

Sk
%

'"H-NMR( 6 ppm) :

FAB-MS
M+H)

69

(R)

2.35-2.70(2H,m),2.80-4 20(9H.m),4.50-4.85(2H,m),7.10-8.15(13H
.m),8.25-8.50(1H,m),8.60(1H,d)

509

70

R)

2.05-2.60(4H,m),2.70-3.00(3H,m),3.00-4.20(7H,m),4.49(1H.dd),
7.35-7.60(7H,m),7.60-7.95(6H,m),8.31(2H,bs)

523

71

{R)

1.35-1.70(2H,m),2.00-2.10(2H,m),2.45-2.55(2H,m),2.65-3.00(3H,
m).3.05-3.50(5H.m),3.60-3.90(2H.m).4.53(1H,dd).7.35-7.55(5H,
m),7.65-8.00(8H,m},8.17(1H,d).8.26(1H,1)

337

72

(R)

1.30-1.80(4H,m),1.95-2.15(2H,m),2.40-2.60(2H,m),2.60-2.80(2H,
m),2.91(1H.dd),3.00-3.20(4H,m),3.45-3.95(3H,m) 4.5 1(1H,dd),
7.30-7.55(5H,m),7.65-7.95(8H,m),8.05-8.25(2H,m)

551

73

®)

2.35-2.55(1H,m),2.55-2.65(1H,m),2.70-2.95(3H,m) 3.1 1(1H,dd),
3.20-3.45(3H,m),3.50-4.15(2H,m),4.25-4.85(2H,m),7.27(6H.s),
7.50-7.65(1H,m),7.75(1H,1),7.90(1H,d),7.98(2H,bs),8.26(1 H,bs),
8.52(1H.d)

459

74

(R)

2.05-2.60(4H.m),2.70-2.85(2H,m),3.02(1 H,dd),3.10-3.45(3H,m),
3.55-4.25(3H,m),4.38(1H,dd),7.10-7.30(5H,m),7.56(1H,1),7.67(1H,
d),7.80-8.10(4H ,m},8.15-8.30(2H,m)

&)

2.35-2.55(1H,m),2.55-2.70(1H,m),2.70-2.95(3H,m) 3.12(1H dd),
3.20-3.45(3H,m).3.50-4.20(2H,m),4.25-4 85(2H.m),7.27(6H,s),
7.45-1.60(1H,m),7.75(1H.1),7.89(1H.d),7.96(2H.bs).8.26(1 H,bs),
8.53(1H.¢)

459

76

&)

2.05-2.60(4H,m),2.70-2.85(2H,m).3.02(1H,dd),3.10-3.45(3H,m),
3.55-4.25(3H,m),4.38(1H,dd),7.10-7.30(5H,m),7.56(1H,t),7.67(1H.
d).7.80-8.10(4H.m),8.15-8.30(2H.m)

473

77

&)

"1140-1.75(2H.m),1.95-2.15(2H,m),2.30-2.60(2H,m),2.70-2.90(3H,

m),3.00(1H,dd),3.154 30(6H.m) 4 40(1H,dd),7.05-7.25(5H,m),
7.45-7.80(3H,m),7.80-8.00(3H,m).8.05-8.25(2H.m)

487

78

(R)

SR EEEEEECEE

1.45-1.75(4H.m).2.00-2.15(2H.m),2.40-2.60(2H,m).2.60-2.75(2H.
m)2.89(1H.dd).3.00-3.15(3H.m).3.25-3.95(+4H,m}) 4.4 1(1H.dd),
6.90-7.15(3H.m).7.31(1H.d).7.45-7.60(3H.m).7.65-7.95(4H.m),
8.01(1H.d).8.10(1H.0),10.80(1H.s)

540

93



98810134. 3 oM P ZE68/94m

i

l
CH
( 2)0:5 “
e
%3 |olq R" "H-NMR( & ppm) : ‘ FAB-MS
¥ 5 (M+H)"

9 213 CHj 1.15(2H.d),1.35(1H,d),1.65(2H,1)1.80-2.30(2H.m),2.48(2H,m),2.71(2H.{ 519
1),2.90(1H,m),3.12(3H,m),3.254.30(3H,m),4.45(1 H,m),7.20-7.60(7H,
m),7.65-8.00(6H,m),8.15(1H,m),8.27(1H,m)

80 |32 CHs 1.17(2H,m),1.25-1.60(3H,m),1.85-2.25(3H,m),2.45(1H,m),2.60-3.05 519
(3H,m),3.05-3.45(3H,m),3.60-4.103H,m),4.52(1H,m),7.00-7.60(7H,
m),7.65-7.90(4H,m),8.00-8.30(3H,m),8.34(1H,bs)

81 313 CH, 1.18(2H,m),1.25-1.60(3H,m),1.69(2H,1),1.90-2.35(3H,m),2.50(1 H,m), 533
2.73(2H,m),2.90(1H,m),3.17(3H,m),3.30-4.10/3H,m),4.50(1H.m),7.00
-7.60(7H,m),7.65-7.90(4H,m),7.96(2H.bs),8.10-8.30(2H,m)

82 213 ﬂ 1.65(2H.1),2.15(1H,m),2.35-3.00(5H,m),3.10(3H,m),3.25-3.65(2H,m), 571
‘ 0 4.00-4.30(1H,m),4.47(1H,m),4.89(1H,m),6.10(1H,5),6.34(1H,s),7.20-
7.60(8H.m),7.65-7.95(6H,m).8.16(1H.bs).8.29(1H.1)

14
R
I\\ S
Z N
o
CH
( 2)05: H
O” "NR) ~(CHa)g-NH,
H o
% jolq| R" "H-NMR( & ppm) : FAB-MS
#l5 (M+H)"

2.05-2.60(4H,m),2.70-2.95(3H,m).3.10-3.70(6H.m),3.90-4.25( 1 H,.m), 559
4.49(1H,dd),7.30-7.50(3H,m).7.60(1H.d).7.62(1H,s),7.70-8.10(7H,m),
8.20-8.35(2H.m)

83 212 7-CF

84 312 7-CF, | 1.30-1.60(2H,m),1.95-2.20(2H,m).2.25-2.50(2H.m),2.70-3.003H..m), 573
3.15-3.60(6H.m),3.75-4. 15(1H.m).£.51(1H.dd).7.30-7.50(3H.m).7.59
(1H,d).7.65-8.10(8H.m).8.16(1H.48),8.25(1H.0)

94



98810134. 3 oM P 3E69/94m

L3 jolq R" 'H-NMR( & ppm) : FAB-MS
5 M+H)
85 12!3] 7-CF, |1.50-1.75(2H,m),2.05-2.80(6H.m),2.88(1H dd),3.00-3.203H,m)3.20- | 573

3.70(3H,m),3.95-4.35(1H,m),4.46(1H,dd),7.30-7.50(3H,m),7.60( 1 H,d),
7.67(1H,s),7.70-7.95(7H,m),8.14(1H,t),8.26(1H.d)

36 313 7-CF; |1.30-1.75(4H,m),1.95-2.15(2H,m},2.25-2.50(2H,m),2.65-2.80(2H,m), 587
2.91(1H.dd),3.00-3.50(6H,m),3.80-4.15(1H.m),4.50(1H,dd),7.30-7.50
(3H.m),7.58(1H,d).7.65-7.95(9H.m),8.05-8.25(2H,m)

87 2)4 7-CF; ]1.25-1.55(4H.m),2.00-2.60(4H,m),2.60-2.80(2H,m),2.80-3.80(7H,m), 387
3.854.25(1H,m),4.40-4.60(1H,m),7.25-7.95(12H,m),8.03(1H,1),8.23
(1H.d)

88 314 7-CF, 1.25-1.60(6H,m),2.05(2H.1),2.25-2.55(2H,m),2.60-2.80(2H,m),2.80- 601
3.50¢(7H,m).3.95(1H ,bs),4.45-4.60(1H,m),7.30-7.95(12H,m).8.00-8.15
(2H.m)

8% 212 8-F 2.00-2.65(4H,m),2.70-3.00(3H,m),3.10-3.65(6H,m),3.85-4.25(1H,m), 509
4.40-4.60(1H,m),7.20-7.55(5H,m),7.65-8.10(6H,m).8.15-8.35(2H,m)

90 3|2 8-F 1.25-1.60(2H,m),1.95-2.20(2H,m},2.25-2.55(2H,m),2.70-3.70(9H,m), 523
3.85-4.10(1H,m),4.40-4.60(1H.m),7.20-7.50(5H,m),7.65-8.10(7H,m),
$.17(1H,d),8.26(1H.¢)

91 243 8-F 1.55- 1.75(2H,m),2.00-2.55(4H.m),2.55-2.80(2H.m).2.89(1H.-dd),3.00— 523
3.60(6H,m),3.90-4.35(1H,m),4.354.55(1H,m),7.20-7.50(5H,m),7.65-
7.95(6H,m),8.15(1H,1),8.26(1H.d)

92 313 8-F 1.25-1.80(4H,m),1.95-2.15(2H.m),2.20-2.50(2H,m),2.60-2.80(2H m), 537
2.92(1H,dd).3.00-3.65(6H,m),3.85-4.10(1H,m).4.404.60(1 H,m),7.20-
7.55(5H,m),7.60-8.00(7H,m),8.05-8.25(2H,m)

95



98810134. 3 oM P E70/941

N
| @)
(CHZ)O /J
O fm( ~(CHg)gNH,
O
V53 o]q 5 '"H-NMR( 5 ppm) ° FAB-MS

4] 5 (M+H)

3 12]2 1.85-2.10(4H,m),2.30(2H.m).2.70-2.95(3H.m).3.10-3.40(3H,m) 3.75- | 473
3.95(2H,bs),4 50(1H,dd).7.10-7.55(7H.m),7.68(1H.5),7.75-8.10(SH.m),
8.20-8.30(2H.m)

94 |23 1.65(2H,m).1.90-2.10(4H.m),2.30(2H.m).2.65-2.75(2H,m).2.86(1H,dd)| 487
3.05-3.15(3H,m).3.70-3.90((2H.bs),4.44(1H,dd),7.10-7.50(7H,m),7.68
(1H.5),7.75-7.95((5H.m).8.16(1H.0),8.27( L H.d)

95 1212 2.05(4H.m).2.32(2H.m),2.58(2H.m),2.76(2H,m),2.84(1 H.dd).3.09(1H. | 462

4 dd).3.26(2H.m).3.85(2H.bs) 4.38(1H,m),6.90-7.40(8 H.m),7.53(1 H.d),
H 7.89(2H,bs),8.16(2H,m),10.89(1 H.s)
OCH
N
| O
(CH2)0 /'J
OZ NN (CHa)qNH,
H o
£ {olq J *H-NMR( & ppm) : FAB-MS
RS (M+H)"

96 213 1.65(2H,m),2.03(2H,m),2.30(2H,m),2.70(2H.m),2.89(1H,dd),3.10(3H,| 5i7
m).3.78(3H.5).4.45(1H,dd),7.87(2H.d),7.22(1 H,1),7.38(1H.d),7.46(2H,
m),7.68(1H,s).7.75-7.95(5H.m),8.16(1H,t),8.26(1H,d)

97 3(3 1.452H.m).1.59(2H.m),2.01(6H.m),2.72(2H,m),2.90(1H.dd).3.14(3H, 331
m),3.80(3H.s),4.50(1H,m),6.73(1H,bs),6.87(1H,d).7.19(1 H,1),7.35-
7.55 (3H,m),7.69(1H,5),7.75-7.95(5H,m),8.21(2ZH,m)

98 213 /@(j 1.60-1.80(6H.m),1.90-2.10(4H,m),2.30(2H.bs).2.55-2.85(7TH.m) 3.05 521
- 3.15(2H,m).3.80(3H,5).4.25(1H.d4),6.85-6.95(5H.m),7.25(1H,1),7.80

k (3H.bs),8.05-8.15(2H.m)
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98810134. 3 oM P ETL/94m

14R
ﬁ\\
|2}
(j\Hz)o H
o N/W (CH)g-NH,
%£# jolq) R® | RY H-NMR(o ppm) - FAB-MS
5 (M+H)®
99 1213 |8-OMe| H [1.65(2H.m),1.80-2.15(4H,m).2.31(2H,m).2.70(2H.1),2.87(1H.dd). 517

3.10(3H,m),3.74(3H,s),3.85(2H,bs),6.75(1H.d).6.86(1H,s).7.10(1H.4),
7.38(1H.d).7.46(2H,m),7.68(1H,s),7.70-7.95(5H.m),8.15(1H,1),8.26
(1H,8)

100 |3|3 | 6Me |8Me|l1.46(2H,bs).1.68(2ZH,m),2.02(4H,m),2.22(3H,5),2.25(3H.s),2.73(2H, 529
m),2.91(1H,dd),3.12(3H,m),4.51(1H.m),6.87(2H,s),7.43(3H,m),7.70
(1H,s),7.75-7.95(SH,m),8.20(2H,m)

NHACc
N
RS
(CHy),
O” "N1R) ~(CH2)—~NHR 8
H 0O
L R' 'H-NMR( ¢ ppm) : FAB-MS
¥l 5 (M+H)”
101 H 1.79(3H.5),1.85-2.70(4H,m).2.70-2.95(3H.m),3.10-3.35(3H,m),4.14QH,m). | 530
4.46(1H.,m),7.15-7.55(7H,m),7.67(1H,5),7.70-8.00(5H.m).8. 10( 1 H,d).8.23
(1H,m),8.28(1H,m)
102 o) 1.18(3H.1).1.90(3H.5),2.20-3.50(1 3H.m),3.85-4.45(5H.n),7.05-7.40(5H,m), | 602
A o™ ey |7.4702H.m).7.63(1H.9.7.77GH.m)
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98810134. 3 oM P E72/94m

NHAc
N
o (Y )
CH2
NH»
) N/\( g
COOEt
L3 'H-NMR(o‘ppm . : FAB-MS
1) 5 (M+HY

103 1.26(3H.1),1.90-2.35(6H,m),2.40-2 80(5H,m),3.00-3.20(3H,m),4.94(1 H,m),6.64(1 H.d),7.00- 571
7.40(SH,m),7.45(2H.m).7.67(1H,s),7.75(3H,m)
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98810134. 3 oM P E73/94m

)

v

(CHz)of ﬁ
O” "N7R) SN(CH,)=—NH
2/q 2
H o
A5 |o]a 'H-NMR( 6 ppm) : FAB-MS(M+H)"
104 2{21{2.20-2.35(2H,m).2.44(2H,1) 2.70-3.00(3H,m),3.10-3.35(3H,m).3.60-3.90 475

(2H,m),4.35-4.55(3H.m),7.05-7.25(3H.m),7.30-7.50(4H.m),3.68(1 H,s).
7.70-8.00(SH,m),8.23(1H,t),8.30(1H,d)

105 213 11.55-1.75(2H.m),2.20-2.35(2H.m),2.43(2H,1),2.60-2.80(2H,m),2.89 489
(1H,dd),3.00-3.20(3H,m),3.60-3.90(2H,m) 4.35-4.55(3H,m),7.05-7.25
(3H,m),7.30-7.50(4H,m),7.68(1H,s),7.70-7.95(5H.,m),8.15(1H,t),8.29
(1H.d)

106 3{211.35-1.35(2H,m),1.95-2.20(2H,m),2.40-2.55(2H,m),2.75-3.00(3H,m), 489
3.15-3.45(3H,m),3.50-3.70(2H,m),4.35-4.60(3H.m).7.05-7.25(4H,m),
7.35-7.50(3H,m),7.69(1H,s).7.75-8.05(5H.m).8.15-8.30(2H,m)

107 31311.35-1.55(2H,m),1.55-1.75{2H.m),2.40-2.55((2H.m).2.65-2.80(2H,m), 503
2.92(1H,dd).3.05-3.203H.m).3.45-3.75(2H.m),4.40-4.55(3H.m),7.05-
7.25(4H,m),7.35-7.50(3H.m)7.70(1H.5),7.75-7.90(5H,m),8.10-8.25(2H,

m)
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98810134. 3 oM P FET74/94m

CHQ)o QO
J\N/\n/ N(CH,)z-NH,

L% |olg Al '"H-NMR( & ppm) FAB-MS
¥ 5 M+H)’
108 [2]3 o] 1.64(2H,m),2.27(2H,1),2.42(1H.bs).2.73(2H.m).2.40( 1 H.dd).3.00 542

C(\L P (3H.m).5.40(1H,m).3.73(1H.m).4.04(1H.m).4.20(1H.m),4.43(1H,
N dd).7.30-7.60(6H,m),7.65-7.95(7TH.m),8.15(1 H.1).8.30( 1 H.d)
109 [2]4 o] 1.39(4H,m).2.29(2H.m),2.68(2H.m),2.89(1H.m),3.06(3H,m),3.09 | 530

d NCH3 [(3H.5),3.55-3.80(2H.m).3.90-4.25(2H m).4.49(1 H.m),7.25-7.60
NS [(6H.m).7.60-7.90(7H,m).8.0L(1H bs) 8.25(LH.Y

110 [2{3|  ogCHs  |LOSGHm),L75(@H.m)2.10-2.65(3H.m).2 81(4H,m),3.00-3.40 545
Nf”‘a (3H,m) 4.00-4.40(2H,m),4.53(1H,m),7.20-7.55(9H.m),7.65-7.90
[:[ (6H,m)
"o |
|22 2.45(2H.m),2.78(2H,m),2.90(1 H,dd), 3.15(1H,dd).3 28(2H.m) 3.74 | 459

0
@f& o |(2H,m)4.53(1H,dd),7.09(2H,m),7.35-7.55(4H,m),7.59(L H.1),7.68
N (1H,5),7.78(3H,m),8.02(2H bs),8.31(1H,1),8 48(1H,0)

12 {213 C[SD 1.28(2H m),2.42(2H,m),2.67(2H,m) 3.15(4H,m),4.152H,m),4.62 | 525
(1H.dd).6.51(1H.d),6.8T(3H.m).6.96(2H.1).7.10-7.25(5H.m),7.40-7.
' 5S(3H,m),7.68-7.85(3H.m)

13 {313 m 1.50-1.85(6H,m),2.10(2H,m),2.55-2.80(3H.m),2.80-3.20(7H,m), 473
N 4.58(1H.m),6.59(2H,m),6.89(2H,m),7.44(3H,m),7.60-8 .00(6H . m),
8.28(2H,m)
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98810134. 3 oM P E75/94m

q
O

% lolq| * J 'H-NMR(DMSO-dg) 5 : FAB-MS

# 5 M+H)*

14 242 ®) 1.20(1H.m),1.51(1H,m),1.73(2H,m),2.25-3.00(9H,m),3.10- | 487
3.50(4H,m).4.15(1H,m),4.47(1H,m),7.27(4H.m),7.35-7.55
(3H.m),7.69(1H.s).7.75-8.10(5H,m),8 27(2H.m)

11s 23] ® 1.20(1H,m),1.35-2.65(1 1H.m),2.70(2H.m).2.88(1H.m),3.10 | 501
(3H,m),4.15(1H,m),4 45(1H.m),7.25(4H,m),7.35-7.55(3H,
m),7.69(1H.s).7.75-7.95(5H.m).8.17(1H.1).8 27(1H.d)

116 [2[3{(RS) Oi— 1.55-1.80(4H,m),1.95-2.20(4H.m),2.30-2.45(1H.m),2.55~ 517
2.85(5H,m).2.95-3.15(4H,m).3.30-3.45(1 H,m).4.104.20(1 H.
m).4.35-4.45(1H.m),7.00-7.05(2H,m),7.20-7.30(5H,m),7.55-
7.60(2H.m),7.65(1H,d),7.80(3H,bs),8.10(1H,1),8.25(1H d),
9.50(1H,s)
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98810134. 3

wow A

H76/94051

N
O ﬁ(m N(CHa)gNH,

£
#E

'"H-NMR(DMSO-d) 3 :

FAB-MS
(M+H)'

117

CH‘)

CH

2.30-2.55(4H,m),2.80(4H,m).2.95(1H,dd),2.95(1H,dd).3.25(1 H,dd),
3.88(1H,m},3.96(1H,m),4.55(1H,dd),7.00(2H,m),7.18(2H,m),7 46(3H,
m),7.72(1H,s),7.75-7.95(3H,m),8.00(2H bs).8.30(1H.1).8.43(1H.d)

459

118

CH,

CH

1.68(2H,m),2.25-2.50(4H,m),2.77(4H,m),2.92(1H,dd),3.13(3H,m),
3.87(1H,m),3.97(1H,m) 4.56(1H,dd),7.08(2H,m),7.18(2H,m),7.45(3H,
m),7.72(1H,5).7.75-7.95(5H.m),8.22(1H,1),8.4 1(1H.d)

473

119

CH

1.64(2H,m),2.75(2H,m),2.94(1H,m),3.13(3H,m),3.90(1H,m),4.54(1H,
m),7.04(1H,m),7.23(2H,m),7.35-7.50(4H,m),7.60-7.90(6H,m),8.32
(1H,),8.41(1H.d)

491

120

CH

1.58(2H,m),2.09(2H,m),2.82(2H,m),2.93(1H,dd),3.23(1H.dd),3.43(2H.
5).3.53(1H.m),3.77(1H,m),4.58(1H.m),7.03(1 H.1),7.19(2H.m).7.40(4H
,m),7.72(4H,m),7.98(2H,bs),8.27(1H,d),8.32(1H,1)

491

121

CH

1.50-1.75(4H.m).2.10(2H,1),2.74(2H.m),2.91(1H,dd),3.13(3H,m),3.43
(2H.5),3.52(1H,m),3.77(1H,m),4.57(1H,m),7.03(1H,1),7.10-7.25(2H,
m),7.41(4H.m),7.65-7.95(6H,m),8.25(2H,m)

122

CH

2.41(2H,m),2.82(2H,m),2.94(1H,dd),3.22(1H,dd),3.87(1H.m),4.00(1H,
m),4.54(1H.m),4.55(2H,5),6.99(3H.5).7.11(1H,d),7.35-7.50(3H,m),
7.71(1H,5),7.82(3H,m),7.95(2H,bs),8.30(1 H.1),8.49(LH 1)

461

123

CH

1.68(2H,m),2.41(2H,m),2.722H,m),2.91(1H,dd),3.13(3H,m) 4.53(1H,
m),4.57(2H.5),6.99(3H,m),7.13(1H,m),7.44(3H,m),7.72(1H,s),7.75-
8.00(5H.m),8.24(1H1).8.46(1H.d),

124

138

2.45(2H,m),2.81(2H,m),2.92(1 H,dd),3.19(1H.dd),3.30(2H,m),4.12(2H,
1),4.53(1H,dd),4.72(2H.5),7.03(3H.dd),7.38(1H,d),7.47(3H.m),7.72(1H,
$).7.82(3H,m),7.97(1H.d),7.97(2H bs) 8.29(1 H.1),8.37(1K.d)

462

125

1.67(2H.m).2.44(2H,m),2.72(2H,m),2.93(1H.,dd),3.1 1 (3H.m) 4.12(2H,
0.4.531(1H,m)4.72(2H.5),7.04( 1 H.dd).7.37(1 H.d),7.47(3H.m),7.72(1H,
$),7.75-7.95(5H,m),7.97(1H .d),8.22(1H 1),8.36(1H.d)

476

102



98810134. 3 oM P ETT/94m

IO

(CH3)

J\N/\n’ ~(CHa)q-NH,

LB 50| Q ‘H-NMR(oppm> : FAB-MS(M+H)"

126 213 11.65(2H,m),2.55(2H,m),2.73(2H.m),2.90(}H,dd),3.10-3.20(3H,m),4.10 337
(2H,bs),4.50(1H.dd).7.20-7.65(9H,m),7.65-7.90(7H,m),8.20(1H,1),8.39
(1H.d)

127 313 }1.67(4H,m),2.1 1(2H,1),2.75(2H,m),2.90(1H,dd),3.13(3H,m).3.83(1H.m), 551
3.93(1H,m)4.52(1H,m),7.15-7.50(9H,m),7.57(1H,1),7.65-7 95(7H,m),
8.22(2H,m)

O7 NTANY (CH)g-NH,
H 0o
F3p]5lolq "H-NMR( & ppm) : FAB-MS(M+H)’
128 |32 ]1.30-1.75(2H,m),2.14(2H.1,2.70-3.50(1 1H,m),3.89(1H,m),4.55(1H,m), 549

6.90-7.15(8H,m),7.47(3H.m),7.70-7.90(4H,m).8.01(2H,bs),8.30 (2H,m)

129 313 ]1.45-1.75(4H,m),2.13(2H,1),2.65-3.35(10H,m),3.89(1H,m).4.54(1H,m), 563
6.90-7.15(8H.m),7.47(3H.m).7.70-7.95(6H.m).8.24(2H.m)

130 413 (1.15-1.50(4H,m),1.66(2H.1).2.08(2H.1).2.71(2H.m),2.91(3H.,m),3.52(1H, 577
m),3.91(1H,m)4.53(1H.dd),6.90-7.15(SH.m).7.49(3H.m).7.71(1H .5).7.7
5-7.95(3H.m),8.19(2H,m)

131 414 11.20-1.55(S8H.m),2.07(2H,0,2.70(2H,m),2.80-3.20(SH,m)},3.90(1 H,m), 591
4.56(1H,dd).6.96(1H.d).7.07(7H.m),7 45(3H.m).7.70(1H.s),7.75-7.90(5H.
m),8.07(1H.0).8.13(1H.d) '
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98810134. 3 oM P E78/94m

| O
07N RY T (CHyNH,
O
FEH# |o|q| * J "H-NMR( & ppm) : FAB-MS
#) 5 (M+HY
132 213} (R) /CO 1.60-1.75(6H.m),2.30-2.50(2H,m),2.60-2.90(10H ,m),3.05- 533

3.20(4H,m),3.50-3.60(1H,m),4.20-4.40(2H,m),6.85-7.15
(11H,m),7.75-7.90(3H.,bs),8.15(1H,1),8.25(1 H,d)

133 |23 [(RS) O*‘ 1.55-1.75(2H,m),2.30-2.50(2H,m),2.60-2.90(5H,m).2.90- 565
3.20(5H,m),3.40-3.55(1H,m),4.20-4.30(1H,m),4.40-4.50(1H,

m),6.90-7.20(10H,m),7.25-7.30(1H,m).7.55-7.65(3H,m),
7.75(3H,bs),8.15(1H,1).8.30-8.35(1H,m),9.65(1H.s)

O
%3 |o Al 'H-NMR( & ppm) FAB-MS
4 5 (M+H)
134 |2 s 2.00-2.70(5H.m),2.70-2.95(2H,m).3.00-3.60(6H,m),3.65-3 80(1H,m).| 521
@ N:} 3.73(1H,bs).4.50C1 H,bs),5.54(1H.bs),7.26(1H.1).7.30-7.50(5H,m),

1 O 17.57(1H.d),7.60-7.95(6H.m).8.15-8.35(2H.m)

w
w
Uy

135 |3 s 1.25-1.60(2H,m).1.95-2.15(2H.m),2.15-2.70(3H,m),2.70-3.00(2H,m).
@ } 3.00-3.45(6H.,m).3.72( 1H.bs).4.00( 1 H.bs).4.55( 1 H.dd),5.55(LH,bs).
0 1724(1H.1),7.30-7.50(5H,m).7.58(1H,d),7.65-7.95(6H.m).8. 14(1H.d),
8.23(1H.1)
136 |2|F S 1.95-2.70(4H,m).2.70-2.95(2H,m),3.00-3.55(7H,m),3.65-3. 8001 H.m).| 539
O } 3.85-4.25(1H.m).4.40-4.60(1H,m),7.20-7.50(6H,m),7.60-7.95(6H,m).
1 O 15.10-8.352Hm),

wn
i
(v

137 |31|F S 1.25-1.60(2H.m),1.95-2.15(2H,m),2.25-2.60(4H,m),2.60-3.55(7H,m),
@ } 3.65-3.80(1H.m).3.85-4.10(1H.m).4.53(1 H.dd),7.20-7.50(6H.m),7.65
i1 0 1.7.95(6H.m).8.13(1H,d).8.22(1H,0
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98810134. 3 o B E79/94
5 |o Al 'H-NMR( 6 ppm) : FAB-MS
¥ 5 M+H)
138 |2 S 2.00-2.70(5H.m),2.70-2.95(2H.m).3.00-3.80(7H,m),3.90-4 35(1H.m),| 589

FJCQNQ 4.50(1H,bs).5.54(1H.bs),7.30-7.50(3H,m),7.59(1H,d),7.68(1H.s).7.70
1 O1.800(7H,m),8.15-8.40(2H,m)
139 |3 S 1.25-1.60(2H.m).1.90-2.15(2H.m).2.20-2.70(3H,m),2.70-3.50(8H,m),| 603
£ N} 3.73(1H.bs).3.95(1H bs).4.54(1H.dd),S.54( 1 H.d).7.30-7.95(12H.m),
1 Olg 13(1H.d), §.23(1H.0)
140 2| OCH, 1.85-2.10(4H,m),2.28(2H.bs),2.56(2H.m).2.70-2.95(2H.m),3.05-330 | 533
(3H.m).3.73(2H.m).3.78(3H.5).4.50( 1 H.m).5.60( 1H,bs).6.84(2H.m),
N 7.22(1H,1),7.45-7.55(3H,m),7.69(1H.5),7.75-7.95(5H,m).8 25(2H.m)
141 3] ©OCH, 1.44(2H,m),2.02(4H,m),2.40-3.85(12H,m),4.54(1H,m),6.73(1H,bs), | 547
6.86(1H.d),7.18(1H,0),7.46(3H.m),7.70-7.95(6H,m).8 20(1 H,d),8.25(
,No 1H,1
142 |2 2.15-2.35(2H,m),2.43(2H.1).2.50-2.70(1H,m).2.70-2.95(2H.m).3.00- | 505
@N 3.25(3H,m).3.60-3.90(3H.m).4.41(2H.1).4.45-4 60(1H,m),5.56(1H,
t O bs).7.05-7.25(3H.m),7.25-7.35(1H.m),7.35-7.50(3H.m).7.69( 1 H.s),
7.70-8.00(5H,m).8.23(1H,1),8.31(1H.d)
143 |3 o} 1.35-1.55(2H,m),1.90-2.10(2H,m) 2.35-2.70(3H.m) 2.70-3.00(2H.m),| 519
C(N} 3.00-3.85(6H,m).4.35-4.60(3H,m),5.55(1H,bs),7.05-7.25(4H,m),7 .35
i 0 -7.50(3H.m),7.60-7.95(6H,m).8.17(1H.d),8.23( 1 H.t)
144 |2 1.23(1H,m),1.50(1H,m),1.74(2H.m), 1.95-3.60(1 SH,m),3.73(1H.m). 517
4.12(1H.m),4 48(1H.m),5.54(1H,bs),7.24(4H.m),7.46(3H.m),7.70( LH
o §).7.75-7.90(5H.,m).8.25(2H.m)
145 2 o) 2.55(2H.m).2.70-3.00(3H,m),3.15(3H.m).3.75(1 H.m),4.06(2H.m), 553
@ 4.55(1H,m).7.15-7.50(10H,m).7.55-7.95(7H.m),8.25(1 H.1).8.38(1H,
,N 0 m)
146 |2 o 1.90(2H,m).2.25(2H.m),2.40-2.65(3H,m),2.70-2.95(2H,m),3.L6(3H, | 558
d P m),3.41(1H.m),3.53(1H.m).3.71(2H.m).4.04(2H.m).4.16(1H.m)
Ny 4.47(1H.m).5.53(1H.8),7.25-7.60(6H,m),7.65-7.95(7H.m),8.19( 1 H.1)
$.26(1H,d)
147 |2 S 2.40-2.70(2H.m).2.70-3.00(2H.m).3.05-3.45(¢H.m).3.70-3.90(3H.m),| 541
@ND 4.64(1H.m).5.58(1H.bs),6.90(4H.m), 7.1 L(+H.m),7.45(3H,m),7.73(1H
' $).7.75-7.95(5H,m).8.31(1H,1),8.39(1H.d)
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98810134. 3 oM P ZE80/94m

N
O NNy > NH,
H 0
% '"H-NMR( 3 ppm) : FAB-MS(M+H)"
149 2.35-2.55(2H,m),2.75-2.95(2H,m),3.10-3.50(4H,m).3.60-3.75(2H,m).4.03(1 H, 457
bs).4.45-4.90(4H,m),7.2-7.5(8H,m),7.59(1 H.d),7.94(2H.bs).8.22( 1 H.1).8.40
(1H,d)
R13
@S
N
| © ¢\
(CH,) o =
D
07 N"%
H 0o
X3 fo|* | RY D '"H-NMR( & ppm) : FAB-MS
kS (M+H)
150 [t1]sy] H S |230-2.45(2H,m).2.80-3.95(13H.m).4.60(1Hbs). 5. 10(IH, | 503
s dd).7.10-7.25(1H.m).7 40-7.60(SH.m).7.65-7.95(5H.m).8
59(1H,bs).9.25( L H.bs)9.64( 1 H.bs)
151 [21) | H Ty [2302.60(4Hm) 2. 80-380012H,m) 4. 10(1H.bs).445(1H, | 517
—/

bs),4.95(1H,bs),7.20-7.90(1 1H,m).8.50(1 H.d).8.80(1H,bs
) .

152 {2[(R)[CH, | =NV NH, |1.14Q2H.d),132(1H,d),1.80-3.55(11H.m)3.55-4.203H.m | 535
H OH }.4.49(1H.m).5.55(1H.bs),7.26(1H,m),7.30-7.60(6H.m),7
65-7.95(6H.m),8.15-8.35(2H,m).

153 12{(R){CH; | =NT>=""NH, 1.17(2H,d),1.36(1H,d).1.80-2.30(2H,m),2.47(2H,m),2.90 531
(1H,m),3.10(1H,m).3.52(2H.m),3.60-4.20(3H.m).3.73(2
H.m),4.50(1H,m),5.51(2H.m),7.27(1H,m),7.30-7.60(6H,
m).7.65-7.90(4H.m).8.04(2H bs),8.27(2H.m)
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(CHa)o
J\ ~__D
O” "N7R)
H 0
E3 |o D "H-NMR( 4 ppm) : FAB-MS
# 5 (M+H)
154 2| _ o~ NHz [ 1.30-1.50(4H,m),1.90-2. 10(4H,m).2.30(2H,m) 2.68(2H,m) 2.86(1H. | 501
H dd).3.07(3H,m).3.80(1H.bs) 4 48(1H.dd).7.10-7 30(4H.m).7.30-7.50

(3H,m),7.67(1H,5),7.75-7.90(5H,m).8.04(1 H,1),8.23(1H,d)

155 {21 =N NH, {2.01(4H,m),2.29(2H,m),2.70-2.90(2H,m),3.12(3H,m),3.38(2H.,m), 503
H OH 3.74(2H,m},4.49(1H,m),5.55(1H,bs),7.10-7.30(4H,m),7.35-7.55(3H,
m),7.69(1H,s),7.75-7.95(5H,m),8.23(2H,m)

156 {2 | —N"T>="" NH,|2.00(4H,m),2.30(2H,m),2.86(1H,m),3.07(1H,m),3.45-4.00(6H,m), 499
H 4.49(1H,m),5.50(2H,m),7.10-7.30(4H,m),7.30-7.50(3H,m),7.67(1H,
$),7.75-7.95(3H,m).8.04(2H b),8.25(2H,m)

157 {2 _H” 2.02(4H,m),2.29(2H,m),2.86(1 H,dd).3.12(1H.dd),3.71(2H.5),3.60- 497
T NH,|4.10(2H.m),3.95(2H.d),4.52(1H,m),7.10-7.30(4H,m),7.35-7.50(3H,
m),7.68(1H,s),7.70-7.90(3H,m),8.26(1H.d),8.34(2H bs),8.54(1H.t)
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( H2)o~
S
O~ "N7(r)
H o
L3 |o D "H-NMR( é ppm) : FAB-MS
¥ -5 (M+H)"
158 |2 _ "~ NH; 2.25-3.60(13H,m),4.20(1H.m)4.35(1H,m),6.85-7.15(8 H,m),7.35- 535
H 7.50(3H,m),7.72(1H,s),7.80-8.00(5H.m),8.29( 1 H.1),8.38(1 H.d)

159 |21 =N NH, | 1.66(2H,m)2.30-3.55(13H.m),4.24(1H.m) 4.51(1H,m),6.85-7.15(8H| 549
H .m),7.40-7.55(3H,m),7.71(1H,5),7.80-7.95(5H,m).8 .22(1 H.1),8.36

(1H.d)
160 12} =N NH, 2.25-3.60(13H,m),3.73(1H.m),4.22(1H,m),4.57(1H,m},5.55(1H,bs), 565
OH 6.85-7.15(8H,m),7.47(3H,m),7.73(1H.5).7.80-7.95(m,5H),8.27(1H,1)
8.34(1H.m)
161 (2} =N"="""NH, | 2.42(2H.m),2.70(2H,m),2.85-3.20(4H,m),3.50(3H,m).3.75(2H m), 561
H

4.15-4.652H,m)},5.51(2H,m),6.85-7.15(8H.m}),7.46(3H.m),7.71(1H,
5),7.75-7.903H,m),8.08(2H,bs),8.35(2H.m)

162 |2 —HN-\__1 241(2H,m),2.69(2H.m),2.85-3.25(4H.m).3.34(2H,m),4.22(1H,m), 561
NH, 14.59(1H,m),5.55(1H,m),5.70(1H,m),6.83-7.13(8H,m),7.48(3H.m),
7.73(1H,s),7.83(3H,m).8.02(2H,bs).8.34(2H,m)

163 |2 n 2.40(2H,m),2.67(2H,m),2.80-3.20(4H,m),3.50(1H.m).3.71(2H,m), 559
= NH, 3.99(2H,m),4.21(1H.m),4.58(1H,m),6.85-7.15(8H.m),7.48(3H.m),
7.72(1H,5),7.82(3H,m),8.35(3H,m),8.60(1 H,t)
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wow A

#83/941

o

0 N
Z

wit)

A A D1
Yy

%5
5

M

D1

1~ NMR( 6 ppm) :

FAB-MS
M+H)*

164

H
/N\/\NHI

0.50~-1.05(3H,m),2.35(2H,m),2.84(3H,m),3.10- 3.60(8H,
m),3.60—4.65(1H,m),7.23(1H,m),7.45(6H,m),7.68(1H,s),
7.75~-8.10(5H,m),8.10— 8.45(2H,m) ~

505

165

CHs

H
AN~ ANH2

0.45~1.15(3H,m),1.15~ 1.80(2H,m),2.15— 2.45(2H,m),
2.50- 3.00(4H,m),3.00~— 3.75(7H,m),3.85— 4.65)1 H,m),
7.10—8.35(15H,m)

519

166

HCH3CHa
NH2

1.10(6H,s).1.30— L.65(2H,m),1.95~ 2 202H, m),2.20— 2.45
(2H,m),2.95(1H,dd),3.99(1H,bs),4.57(1H,m),7.25(1 H1),
7.30— 7.55(4H,m),7.5%1H,d),7.65,8.05(7H,m),8 22(1 H,d),
8.33(1H,1)

533

167

H

AN
\/\Q‘H

1.26(2H,m),1.95--2.72(6H,m),2.73~3.10(3H,m),3.11—
3.75(6H,m),4.10(2ZH.m),4.50(1H,m),4.89(1H,m),7.20~
7.40(2H,m),7.45(4H,m),7.60(2H,m),7.75(3H,m),8.22
(1H,t),8.37(1H,d)

545

168

225-2.75(8H,m),3.05~ 3.40(6H,m),3.51(2H,m),4.30-—
4.70(2H,m),6.96(1 H,m),7.10~7.50(7H,m),7.50— 7.85
(SH,m)

535

169

H HO )

1.30— 1.60(2H,m),1.60— 1.80(2H,m),1.95- 2.15(2H,m),
2.15~— 2.45(2H,m),2.70- 2.95(4H,m),3.55- 3.70(2H,m),
3.97(1H,bs),3.47(1H,m),5.27(1H,bs),7.24(1 H,1),7.30—
7.50(5H,m),7.58(1H,d),7.65~ 7.90(4 H,m),8.10— 8.25(2H,
m),8.61(1H,bs)

563

170

CHa
H HO"~CHs
\/\/N

1.15(6H,5),1.35- 1.60(2H,m).1.65~— 1.85(2H,m),2.00—
2.15(2H,m),2.20— 2.45(2H,m),2.65—~ 2.85(2H,m),2.92
(1H.,dd),3.05~ 3.45(7H,m),3.95(1H,bs),4.48(1 H,m),5.58
(1H,5),7.24(1H,1),7.35~ 7.50(4H,m),7.58(1 H.d),7.65—
7.90(4H,m),8.10— 3.45(4H,m)

591

171

1.16(3H.4),1.22(3H,s),1.30— 1.60(2H,m),1.95~ 2.15(2H,
m),2.20—- 2.452H,m),2.80- 3.60(8H,m),3.94(1H,bs),
4.50—4.70(1H,m),7.24(1H,1t),7.30— 7.50(5H,m),7.58(1H,
d),7.65— 7.95(6H,m),8.05— 8.30(2H,m)

563

172

1.80(3H,d),1.30— 1.60(2H,m), 1.95~ 2.15(2H,m),2.20—
2.45(2H.m),2.60— 2.80(2H,m),2.80— 3.65(9H, m),3.75—
4.10(3H,m),4.45— 4.60(1 H,m),5.30(1 H,bs),5.60(1 H,bs),
7.24(1H,bs),7.30— 7.50(5H,m), 7.58(1H,d), 7.65—~ 7.90
(5H.m).8.10— 835(2H.m)

593
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M

Bl 45 2H84/94 1T

Mt

Dt

1H— NMR( S ppm) :

FAB-MS
M+H+

N\
‘=N NH

OH

2.00~2.55(4H,m),2.65— 4.30(216H,m),7.26(1H,m),7.45(5H,

m),7.70(1H,s),7.75~ 7.90(3H,m),8.52(1 H,d)

547

174

~AH

- NWNH2

1.22— 1.65(2H,m),1.65-1.85(2H,m),1.95— 2.15(2H,m),
2.20-2.45(2H,m),3.95(1H,bs),4.98(1 H,bs), 7.24(1H 1),

7.30- 7.50(4H.m),7.58(1H.d),7.65— 8.05(5H,m),8.32(1 H,t)

563

175

_~_-OCOCH:

“N A~ NH2

1.30-1.65(2H.m).1.65— 1.80(2H.m),1.90(3H,s),1.95~
2.15(2H,m),2.20—2.50(2H,m),2.60— 2.85(2H,m),2.85—
3.75(10H,m),3.90- 4.15(2H,m),4.85~ 5.05(1H,m),7.24
(1H,1),7.30—7.55(4H,m),7.58(1H,d),7.65- 8.05(SH,m),
8.25—-8.45(1H,m)

605

176

H
/N NH2
\/E)NHz

1.40— 1.60(2H,m),1.75~ 1.90(2H,m),2.00— 2.152H,m),
2.30—2.45(2H,m),2.95(2H,bt),3.15(4 H, bt),3.90—4.00
(1H,m),4.40—4.5001H,m),7.L(1H,bs),7.25(1H,bt),7.35~
7.50(4H,m),7.55— 7.90(7H,m),8.15(1H,s),8.20—- 8 30(5H,
m)

177

H H
AN~ N NH2

NH

1.35—- 1.95(4H,m),2.00— 2.55(4H,m),2.64(1 H,m),2.90—
3.55(8H,m),3.85--4.60(1H,m),4.73(1H,m),6.92(1H,m),
7.00— 7.50(6H.m),7.52(1H,d),7.69(4H,m),8.18(1 H,m)

561

178

H H
/NWNj\
O NH2

1.30—- 1.60(2H,m),1.65— 1.85(2H,m),2.00—2.15(2H,m),
2.20—2.45(2H,m),2.70— 3.00(3H,m),3.20— 3.70(8 H,m),
3.85—~4.10(1H,m),4.40— 4.55(1H,m),7.24(1H,¢),7.35—
7.65(6H,m),7.65~ 7.95(9H,m),8.10— 8.30(2H,m),8.88
{2H,bs)

576

179

CHa

H o] H
/N\/\N Hz
H k]

CHa

0.45— 1.10(3H,m},1.46(6H,m),2.35(2H,m),2.89(1H,m),
3.05~3.75(10H,m),3.80—- 4.65(1H,m),7.15~ 7.62(7H,m),
7.69(1H,s),7.76(3H,m),8.22(SH.m)

590

180

/ﬁ\/\/@]

1.70— 1.95(2H,m),2.30— 2.65(4H,m),3.03(2H,m),3.15—
3.40(4H,m),3.64(2H,m),3.74(2H,1),4.40— 4.75(2H,m),
6.81(1H,s),6.97(1H,s),7.20—- 7.55(7H,m),7.56— 7.90
(SH,m)

556

181

H OH
ANAANH

1.35~- 1.60(2H,m),2.00— 2:10(2H,m),2.25— 2.45(3H,m),
2.55-2.70(1H,m),2.75- 3.00(3H,m),3.00~ 3.40(4H.m),
3.70— 3.80(1H,m),3.90— 4.00(1H,m),4.45— 4.55(1 H,m),
7.25(2H,t),7.35~ 7.50(5H,m),7.55(1H,d),7.70(1H,s),
7.65— 7.90(6H,m),8.15(1H,d),8.20—8.35(1H,m)

132

H2

1.35~ 1.60¢2H,m),2.0- 2.10(2H,m),2.25-2.45(2H,m),
2.55—2.70(1H.m),2.80—2.95(2H.m).3.0—3.4(6H.m),
3.70-3.30(1H,m),3.90— 4.00(1H.m),4.45- 4.55(1H,m),
7.25(1H,bt),7.40— 7.50(4H,m),7.60(1H,d),7.85- 8.00
(6H,m),8.05— 8.10(1H,m),8.15(1H,d),8.25(1 H,bt)

535

110
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M

B 45 ZE85/941

Sk oy

wutl

N/\r(

CH3
%3k | ;
D! "H-—NMR( & ppm) : FAB-MS
183 ~~ H 1.25— 1.55(2H,m),1.60— 1.80(2H,m),2.05— 2.45(4H.m), 533
AN~ NH2 | 2653 50(12H,m),3.90— 4.10(1H,m),5.05~ 5.35(1H,m),
7.15-8.15(14H,m)
184 H OH 2.05— 2.45(3H.m),2.50— 2.95(6H,m),2.95— 3.55(7H. m), 535
~~ | AN NHz | 365 360(1H.m),3.95~4.20(1H,m),5.15(1H,m@).5.55
(1H,bs),7.15—8.15(14H,m)
185 ~~ H OH 125~ 1.55(2H,m).1.95—2.45(4H,m),2.50— 2.65(1H,m), 549
ANANH? | 2 783H,5),2.75- 2.80(1H,m),2.95~ 3.50(7H,m) 3.65—
3.85(1H,m),3.85— 4.05(1H.m),5.05— 5.40(1H,m),5.56
(1H bs),7.10~ 8.10(14H,m)
B1
(CHZ)o /
53 \ o \ FAB—MS
- [~ S :
‘5']‘73‘ o B8 H~NMR( & ppm) (M+H)+
186 |3 m H OH 1.30— L.65(2H, m),1.95— 2.20(2H,m),2.25— 2.65(3H.m), 524
ANANH2 | 2.70~2.95(2H,m),3.00~ 3.45(5H,m),3.50— 3.85(2H,m),
H 3.90- 4.15(1H,m),4.42(14,m),5.50(1H.bs),6.85— 7.15
(3H,m),7.15-7.6%6H,m),7.83(2H,s),8.01(1H.d).8.16
(1H,1,10.81(1H.s)
187 {2 o H 1.55— 1.75(2H,m),2.05— 2.45(3H.m),2.60— 2.90(3H,m), 559
AN~ NH2 | 3.00~3.65(7H.m),3.90~ 4.30(1 H.m),4.35— 4.55(1H,m),
7.20~ 7.75(13H.m),7.86(2H.s5).8.20(1H,1),8.30(1H,d)
188 |3 l 0 H 1.35~ 1.75(4H.m),2.00— 2.15(2H,m),2.25~ 2.45(2H,m), 573
AN~ NH2 ) 2.65-2.95(3H,m),3.00- 3.45(6H,m),4.22(1H,bs).4.46
| O @ (1H.m).7.22(1H.1).7.30— 7.75(12H,m),7.86(2H s),8.10—
| 8.30(2H.m)
wo |2) g iy on | awememasssmman-asone, | s
; NH 65—3, ,m),3.95— 4.8 ,m),4.35— 4. ,m),
E AN AR (1 be),7.00- 7.75(13H,m), .85(3H.5).8.15- 8.40
i i (2H.m)
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vooB B 5E86/941T

% &
#i 5

D1

TH— NMR( & ppm) :

FAB—MS
M+H)+

190

H OH
AN ANH2

135~ 1.60(2H,m),2.00— 2.20(2H,m),2.25~ 2.43(2H,m),
2.55—2.70(1H,m),2.75—~ 2.95(2H ,m),3.00— 3.65(6H.m),
3.65-3.85(1H,m),3.90—4.15(1H,m),4.40— 4.60(1H,m),
5.55(1H,bs),7.22(1H.1),7.30~ 7.75(12H,m),7.89(2H.s),
8.17(1H,d),8.28(1H,1)

589

191

A~ ANH

1.50— 1.75(4H,m),2.10~- 2.25(2H.m).2.30— 2.45(2H,m),
2.75(2H,q).3.14(2H.q),3.20— 3.50(3H,m).3.56(2H.d),
4.11(1H,bs),4.41(1H,q),4.47(2H,5),7.22~ 735(6 H,m),
7.45—7.55(2H,m),7.61(1H,d),7.08(2H,s),2.05(1H.d),
8.18(1H.t)

499

H OH
AN ANH2

1.50-1.75(2H,m),2.10~ 2.25(2H,m),2.30— 2.45(2H,m),
2.50—2.70(1H,m),2.75— 2.90(1H,m},3.00~ 3.63(7TH,m),
3.75(1H,bs),4.12(1H bs),4.35—~ 4.50(3H,m),7.15—- 7.35
(6H,m),7 40— 4.55(2H,m),7.61(1H,d),7.86(2H,s),8.07(1H,
d),8.19(1H,t)

515

193

H
AN~ NH2

1.65(2H,m),2.00—2.50(3H,m),2.55—~ 2.75(3H,m},2.85
(1H,dd),3.09(2H,q),3.15~3.60(3H.m),4.02(1H,bs),4.28
(1H.bs),5.03(2H,s),6.87(2H,d),7.10(2H,bd),7.25—- 7.55
(8H,m),7.60(1H,d),7.85(2H,bs),8.12(1H,1),8.19(1H,d)

561

194

AN~ ANH2

1.52(2H,bs),1.66(2H,m),2.07(2H,bs),2.60~ 2.80(3H,m),
2.89(1H,d4),3.11(2H,q),3.15~ 3.45(3H,m),4.02(1H.bs),
4.31(1H.,m).5.03(2H,s),6.87(2H,d),7.12(2H.d),7.20—7.55
(8H,m),7.60(1H,d),7.85(2H bs),8.05(1H,4),8.14(1H,t)

575

195

H OH
AN ANH2

2.00—2.70(5H,m),2.75— 3.00(2H,m),3.00— 3.60(5H,m),
3.71(1H,bs).4.10(1H.m).4.32(1 H,bs),5.03(2H s5).6.78
(2H,d),7.13(2H,d),7.20— 7.55(8 H,m),7.60(1H,d),7.24
(2H.bs),8.05— 8.25(2H,m)

577

196

H OH
ANLANH2

1.51(2H,bs),2.06(2H,bs),2.39(2H,bs),2.55— 2.75(ZH,m),
2.55—3.00(2H.m),3.00— 3.80(5H,m),4.02(1H,bs),4.35
(1H,m),5.03(2H,s),6.87(2H.d),7.13(2H,d),7.20— 7.55
(8H,m),7.60(1H,d).7.86(2H,bs),8.04(1H,d),8.18(1H,t)

591

197

H
A~ NH2

1.35- 1.75(4H.m),2.00— 2.15(2H,m),2.20~ 2.452H,m},
2.65~2.85(3H.m).3.02(1H,dd).3.05~3.55(5H,m),4.00
(1H,bs),4.41(1H,m),7.15— 7.65(13H,m),7.86(2H,s),8.14
(1H.d).8.20(1H.1)

545

198

5 %3 I3I313 L] bR

H OH
AN A NH?

1.30- 1.65(2H.m),1.95~ 2.15(2H,m),2.20~ 2.45(2H,m),
2.55~2.70(1H,m).2.70— 2.90(2H,m),2.95— 3.45(4dH.m).
3.50-3.85(3H,m).3.90—4.1%(1H,m),4 46(1H.m),7.15—
7.65(13H.m).7.87(2H,s),8.13(1H.d).8.25(1H.0)

561
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98810134. 3 oM P E87/94m

e
oY
: N N
o) u/}(),/ ~(CH2)q”

|

H2

% 7, o Al 1 ) FAB-MS
q H~NMR( 4 ppm) :
#% 04+ 1)
199 2 2 2.78(2H,m),2.92(2H,m),3.16(2H,m),3.41(2H,m),3.72 521
m (2H,q),3.83(1H,m),4.49— 4.57(2H,m),7.07— 8.33(19H,m)

200 |2 |3 m 1.65(4H,bs),2.702H,m),2.88(1H,m),3.102H,d)3.702H, | 535
N ABq),3.82(2H,m),4.47(1H,m),4.58(1H,dd),7.03—8.32
(19H,m)

201 3 2 1.61(2H,m),2.11(2H,m),2.82(2H,m),2.95(1H,m),3.252H] 535
m),3.36(2H,m),3.31(2H,ABq),4.34(1 H,m),4.54(1H,m),
IO }709-831(19Hm)

202 |3 |3 1.68(4H,d),2.102H,m),2.75(2H,m),2.91(1H,m)3.15(4H, | 549
W m),3.81(2H,ABq),4.33(1H,m),4.52(1H,m),7.10~ 8.31

I 0. | (19H,m)
203 4 2 1.37(4H,bs),2.05(2H,d),2.85(2H,bs).2.95(1H,m),3.20 549
m (1H,m),3.29(2H,m),3.54(1H,m),3.81(2H,ABq),4.45(1H,

I O m),4.54(1H,m),7.05—8.30(19H,m)

2040 |4 )3 1.37(4H.bs),1.66(2H,m),2.05(2H.d),2.71(2H,m),2.92 563
©~/N-\<© (1H,m).3.12(2H.m), 3.54(1H.m),3.81(2H,ABq) 4. 43(1H,
I 0 | m)4.S2(2H.m).7.07—831(19H,m)
205 |2 |2 0 2.80(2H.bs),2.93(1H,m),3.33(4H,m), 4.18(2H, m), 4.49 535
m (1H,m),7.27— 8.34(19H,m)
| O
206 |2 |3 0 1.66(2H,m),2.59— 3.15(8H,m),4.182H,m),4.47(1H,m), 549
©\/::«O 7.26— 8.33(19H,m)
NS
207 3 2 . 0 1.68(2H,1),2.07(2H,1),2.80(2H,m),2.92(2H,m),3.22(2H, 549
G\/r:—\«@ m),3.63— 3.97(2H,m).4.55(1H,m), 7.29— 8.38(19H,m)
| 0
206 |3 |13} o0 1.70(4H,q),2.092H.0).2.74(1H.m),2.92(1H,m),3.16(4H, | 563
m m),3.61~ 3.94(2H,m),4.55(1H,m), 7.28— 8.27(19H,m}
| O

4.29-4.33(1H,m),4.42— 4.55(1H,m),6.69(1H,d),6.77
1 O (1H,d),6.86— 7.07(3H,m),7.12- 7.35(4H,m), 7.40— 7.52
(3H,m),7.72~ 7.89(5H,m),8.28~ 8.32(2H,m)

209 2 2 @:m 0.85-1.15(2H,m),2.10—- 2.62(4H,m),2.76— 3.80(8H,m), 533
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98810134. 3 o 1 ZE88/94m
%}3—‘? At YH— NMR( S ppm) : F’:@;xf
210 @:j@ 1.63—- 1.69(4H.m),2.25— 2.38(1 H.m),2.67— 2.70(2H,m), 547
N 2.76~2.89(1H,m),3.10~- 3.29(4H,m),3.25— 3.40(3H,m),
PO | 420-4.50(2H,m),6.71(1H.d).6.78(1H, d),6.82- 7.07(4H,
211 @:—j{@ 1.01~ 1.14(2H,m),2.06— 2.64(2H,m),2.74~ 3.02(3H,m), 547
N 3,15~ 3.97(7H,m),4.23~ 4.37(1H,m), 4.40— 4.52(1H,m),
b 0o 6.73(1H.d),6.82(1H.d),6.86— 7.09(3H,m),7.12— 7.30(H,
m),7.37—7.57(3H,m),7.69— 7.99(SH.m),8.26— 8.34(2H.,
m)
212 m 1.30— L50(4H,m),1.64— L.722H,m),2.02~2.06@RH.m), | 561
2.74—2.80(2H.m).2.89— 3.00(2H.m).3.14— 3.42(7H.m),
10 4.10~ 4.50(2H,m),6.72— 7.23(4H.m),7.40- 7.60Q3H.m),
7.70~ 8.00(6H,m),8.15— 8.27(2H.m)
213 m 1.35- 1.50(2H,m),2.05— 2.10(2H,m),2.81— 2.98(4H,m), 561
N6 3.10—~3.38(7H,m),4.47— 4.60(2H.m),6.70(1H,d),6.82
| (1H.d),6.88~ 7.25(SH,m), 7.40— 7.50(3H.m),7.73(1 H.bs),
7.80— 7.98(5H,m),8.20— 8.34(2H.m)
214 m 1.10— 1.20(2H,m),1.25~ 1.40(4H,m),1.64~ 1.76(4H,m), 575
N~ 1.97—2.00(1H.m),2.70— 2.78(2H.m),2.91— 4.03(8H,m),
! 4.48— 4.60(2H,m),6.85— 6.99(1H.m),7.03— 7.34(5H,m),
7.41—7.48(3H.m), 7.63— 7.84(6H.m),8.13— 8.32(2H.m)
215 @\/ S 2.22- 2 98((4H,m),3.12(4H,m),3.68(LH,m),4.49(1 K m), | 539
N 7.30— 7.65(8H,m),7.65— 7.90GH,m),8.17(2H,bs),8.35
PO | eEm)
216 Q:m 1.66(2H,m),2.20— 2.78(4H,m),2.88(1H,m),3.10(1H,m), 553
S 3.68(1H.m).3.91(1H,m),4.96(1 H,m),7.18(1H,m),7 30—
' 8.00(12H,m),8.19(1H,m).8.32(LH,t)
217 @f S 1.50(2H.m),2.06(2H,m),2.70— 3.00(3H,m),3.15— 3.45 553
N (H.m),3.47(1H,m),4.33(1H,m),4.44(1H,m),7.10~ 4
PO | 7.86(1H.m),7.91(2H,bs),8.13(1H,d),8.21(1H,m)
218 q S 1.32—1.54(4H.m),2.11(2H,m),2.49— 2.61(2H,m),2.64— 567
N 2.82(2H.m),3.10(2H,m),3.04— 3.44(1H,m), 4. 14 4.39
Y (2H.m),6.94—7.82(11H,m),7.89(2H.bs),8. 18(2H,m)
s 1.17—1.45(4H,m),2.01(2H,m),2.70— 2.97(3H,m),3.13
219 CC — 3.52(4H,m),4.36— 4.58(2H,m),7.17(1H,m),7.34— 567
"% 7.52(5H,m),7.54~ 7.63(2H,m), 7.69(1H,bs),7.45~ 1.87
(2H,m),7.95(2H,bs),8.14(1H,1),8.26(1H,t)
s 1.15~ 1.65(4H,m),1.65(2H,t).2.01(2H,m),2.66~ 2.78 581
220 CC (2H,m).2.89(1H,m) 3.06— 3.18(2H,m),4.34 4.65(2H,
N m),7.20(1H,m), 7.3~ 7.49(2H,m)7.53— 7.66(2H,m),
{ 7.69(1H.d), 7.75- 7.89(AH,m),8.12(1H, ¢),8.18(1H,1)
221 g 2.77(2H,m),2.91(1H,dd),3.10— 3.40(4H,m),3.16(1H, 555
O: dd),4.51(1H,m),4.66~4.95QH,m),7.34— 7.87(11H,
A m),7.95(2H.bs),8.27(1H.m),8.37(1H,dd)
222 8 1.64(2 H.m).2.89(1 H,dd),2.40— 3.65(7F,m),3.78(1H, 569
@(N_;@ m),4.46— 4.64(2H,m),7.35— 8.05(13H,m),8.19(1H,m),
A 8.36(1H,d)
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98810134. 3 oo 5589/94m
I, . FAB-MS
/‘;IJ —g" A, H- NMR(5 ppm) H (M+H)+
993 g 1.54— 1.73(2H,m),2.14(2H,m),2.72—3.008H,m)3.13—- | 569
oL 10 3.62(4H,m) 4371 H,m), 4 53(1H,m), .26~ 7.85(1 1 H,
% m),8.04(2H,m),8.30(2H,m)
?
224 @\/5 1.50— 1.75(4H,m),2.14(2H.t),2.66— 2.86(2H,m),2.89 583
N_?@ (1H.m),3.06~ 3.20(2H,m),3.20~3.60QH,m),4.37(1H,
(N© m),4.51(1H,m).7.35—7.95(13H,m),8.17— 8.27(2H.m)
E 1.20- 1.45(4H,m),2.05(2H,m),2.80(2H,m),2.91(1H,m)
20-1. ,m),2. m),2. ,m),2. ,m), 583
225 @(N 3.10~3.52(4H,m),4.38— 4.60(2H,m),7.35— 7.85(1 1 H,
e m),7.96(2H,m),8.17(1H.dd),8.27(1 H.t)
2
226 S 1.20— 1.46(4H,m),1.65(2H,m),2.04(2H,m),2.64—2.78 597
@fN_«V@ (2H.m),2.90(1H,m),3.10(1H,m),3.15~ 3.55(2H,m),
e 4.33— 4.65(2H,m), 7.36— 7.88(13H,m),8.17(1H,m)
o, 0
S .
227 CC N_p 2.22~3.68(8H,m),3.85(LH,m),4.35— 4.68(2H,m), 7.33 571
) ~7.55(4H,m),7.62— 8.53(11H,m)
o P
S
228 @: N_g@ 1.68(2H,m),2.24~ 3.68(8H,m),3.85(1F,.m),4.35— 4.72 585
NS (2H,m),7.36— 7.64(4H,m),7.64—8.47(1 1H.m)
QP
229 S 1.45-1.85(2H,m),2.13(2H,m),2.43—3.64(4H,m),2.93 585
C(N (1H,d4d),3.22(1H,dd),3.78(1H,m),4.31(1H,m),4.53(1H, :
i ‘o m),7.22—8.18(13H,m),8.18~ 8.37(2H.m)
230 AP
S 1.67(4H,m),2.12(2H,m),2.42 - 3.62(6H.m),3.73(1H,m), 599
@:N_p 4.33(1H,m),4.51(1H,m),7.23—8.02(13H.m),8.22(2H,
I O m)
23] P 1.27- 155(4H,m),2.04(2H,m),2.802H,m)2.93(1H,dd), { 599
S 3.23-3.45(2H,m),3.29(1H,dd),3.67(1 H,m),4.36(1 H,m),
@:N_;@ 4.52(1H,m),7.36— 7.52(4H,m),7.68— 8.04(9H,m),8.17
o) (1H,1),8.26(2H,t)
232 R 1.28— 1.58(4H,m), 1.65(2H,m),2.04(2H,m),2.66— 2.78 613
@\/5 (2H.m),2.91(1H,m),3.10(2H,m),3.20~ 3.50(1H,m),3.67
N_p (1H,m),4.37(1H,m),4.51(1H,m),7.36— 7.53(4H,m),7.67
) —7.97(9H,m),8.12— 8.20(2H,m)
233 1.28(6H,d),1.60— 1.68(2H,m),2.62 — 2.93(SH,m),3.07— 538
o 3.17(4H,m),4.14(2H, t),4.40~ 4.50(1H,m),7.33~ 7.47
\ (4H,m),7.61— 7.85(9H,m),8.20(1 H.t),8.44(1 H,d)
234 CH3 1.71(4H,m),2.192H,m),2.34(3H.5), 2.45(3H,s),2.74(2H,| 541
COCH3 | m),2.91(1H,m),3.16(3H,m),3.48(1H,bs),3.96(1H,bs),
o 4.66(1H,m),7.32(4H,m),7.45(1H.d),7.56(2H,m),7.68
| (3H,m),7.90(3H,m),8.36(2H.m)
235 §0:CHa 1.07.1.11(3H,d), 1.66(2H,m),1.80~ 2.15(1H,m),2.20— 580
Ha 2.80(5H,m),2.89,3.01(3H,5),3.15(3H.m),3.65— 3.95(2H,
m),4.45— 4.80(2H.m),7.25— 7.55(6H,m), 7.65— 7.95(7H,
| 0 m),8.15- 8.50(2H,m)
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98810134. 3 Pom B 490/94T
v O
|
(CH2)o ¢ y OH
H 6
57 IN YH— NMR( & ppm) : FAB-MS
#] -5 (8 ppm M+H)*
236 2.47(2H,m),2.86(2H,m),3.09(4 H,m),3.79— 4.05(4H, m), 551
©\/N\_<© 4.55(2H,m),7.03- 8.31(20H,m)
{ O
237 m 1.64(2H.m),2.09(2H,m),2.63(1 H,m), 2.892H.m),3.15 565
N (4H.m),3.75(1H,m),3.80(2H, ABq),4.30(LH,m),4.56 (1 H,
[BRY m),7.08—8.31(20H,m)
238 1.40(9H,s),1.62(4H, bs), 1.75(2H bs),2.22(2H,bs),2.90 579
m (1H.m),3.22(4H bs),4.09(1 H,m),4.52(1H,m),4.75(1 H,
1 O m),5.01(1H,m),6.45(1H,m),6.81(1H,bs),7.08— 7.77(15H,
m)
239 @fm 1.05— 1.18(4H,m),1.22— 1.39(2H,m), 1.95- 2.05(2H,m), 563
2.80~— 3.38(11H,m),4.50— 4.60(2H,m),6.85— 7.27(SH,
I o m)7.50~ 7.34(4H,m), 7.68— 7.90(4H,m),7.90— 8.00(2H,
m),8.15-8.31(2H.m)
240 = 1.01- 1.14(2H,m),2.10—2.03(2H,m),2.54~ 2.72(1H,m), 577
N 2.72—3.003H,m),3.02~ 4.25(10H,m),4.62— 4.50(1 H,m),
I O 6.65— 7.30(8H.m),7.35— 7.58(3H,m), 7.70— 7.96(4H,m),
8.10—8.47(2H,m)
= 1.12- 1.18(2H.m),1.23— 1.49(2H,m),1.76(1 H.d),2.14— 591
241 m 1.99(2H.m),2.79— 2.49(1H,m),2.86— 3.65(9H,m),3.80—~
I O 3.65(1H.m),4.09— 4.55(1H,m),4.50— 4.60(1H,m),5.53
(1H,bs),6.81—7.36(8H,m),7.39— 7.78(3H,m),7.80~ 7.99
(4H,m),8.09—8.30(2H,m)
242 0 2.61(2H,m),2.85— 2.94(2H,m),3.11(4H,m),3.72(1H,m), 565
m 4.15(2Hm).4.51(1H.m),7.27— 8.32(20H,m)
| O
243 0 1.67(2H,m),1.84(2H,m),2.03— 2.32(3H,m),2.86(2H,m), 579
@\/L\(@ 3.18(2H.m),4.15(1H.¢),4.58(1 H,m),7.29- 8.31(20H.m)
| O
244 S 2.55-3.60(8H,m),3.71(2H, m),4.55(2H,m),5.52 (1 H,m), 569
G\/N_\:@ 7.35—8.00(13H,m),8.24(1H,m),8.35(1 H,m)
j 0
245 S L.SSQH.m).2.11(2H,m),2.44(1 H,m),2.54 3.44(6H,m), S83
@CN_;Q 4.35(1H,m),4.53(1H,m),5.55(1H,m),7.10— 7.97(13H,m),
] O 8.05- 8.30(ZH,m)
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98810134. 3 oM P FE91/94m

g3 |o Al 1H— NMR( 6 ppm) : FAB-MS
ik . (M +HD*
246 3 S 1.13— 1.60(4H,m),1.99(2H,m),2.45— 3.80(8H,m),4.42 597
O\/N (1H,m),4.56(1H,m),7.19(1H,m),7.33— 7.53(5H,m),7.53
] O - 7.66(2H,m),7.70(1H,m),7.74— 7.95(4H,m)
247 2 @ 2.22~3.45(7H,m),3.74(2H,m),4.51(2H,m),5.59(1 H.d), 585
@\/ 7.32— 7.65(7H,m),7.39(LH, m), 7.74(1H,m),7.78(1 H,m),
N_c;;@ 7.85(1H,m),7.90- 8.03(2H,m),8.24— 8.39(2H,m)
]
248 3 Q 1.62(2H,m),2.13(2H.,1),2.40— 3.62(7H,m),3.74(1H,m), 599
©\/S 4.36(1H,m),4.56(1H,m),5.56(1 H,d),7.37—7.90(13H,m),
N 8.25(2H,d)
o]
249 4 Q 1.15~ 1.45(4H,m),2.03(2H,m),2.40— 2.68(1H,m),2.68 613
@\/ - 2.95(2H,m),3.00~3.20(2H,m),3.20— 3.60(2H,m),
N 3.72(1H,m),4.44(1H,m),4.55(1H,m),5.55(1H, bs),7.36—
1 O 7.87(13H,m),8.14(1H,m),8.22(1H,m)
250 2 Qp 2.20-2.70(3H,m),2.70— 2.95(2H,m),3.05— 3.25(2H,m), 601
@(S 3.27- 3.47(1H,m),3.65— 3.95(2H,m),4.33— 4.70(2H,m),
hl‘ < 5.55(1H,m),7.37—7.53(4H,m),7.60— 8.46(1H,m)
251 3 QL 1.45— 1.85(2H,m),2.10(2H,m),2.45— 3.60(7H,m),2.78 615
@\/S (LH,dd),4.16— 4.6 1(2H,m),5.58(1 H,d),7-20— 8.34(15H,
N m)
! O
252 4 QAP 1.25— 1.57(4H,m),2.02(2H,m),2.40—- 3.79(6H,m),4.28 629
@\/S —4.60(4H,m),5.55(1H.d),7.37~ 7.57(4H,m).7.63— 8.00
N.\%Q (9H,m),8.13(1H,1),8.22(1H,1)
I
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98810134. 3 oM P FE92/94m
Al A
] A
M1 E H OH
Oé\ N/’\n/N\/\/ NH2
H 6
A, Al M? 1H— NMR( & ppm) : FAB-MS
4] 5 M+H)*
253 @5 ad 0.45— 1.15(3H,m),2.15~ 2.45(2H,m),2.50— 2.70(1H,m), 535
CH3 2.75—3.00(2H,m),3.20—3.55(8H,m),3.60—3.85(1H,m),
| 0 4.05— 4.65(1H,m),5.56(1H,bs),7.10—~ 8.35(15H,m)
254 @5 CH3 0.68(1H,d),0.85— 1.05(2H,m),2.00— 3.30(10H,m),3.60 535
~ 4.70(5H,m),7.20~ 8.00(13H,m),8.15— 8.40(2H,m)
| O
255 CHa 1.23(3H,m),1.44(3H,m),2.14(4H.m),2.56(1 H,m),2.85 549
@5 CHs | 7 (2H,m),3.12(3H,m),3.72(0H,m),3.95— 4.25(1 H,m),4.49
(LH,m),5.53(1H,d),7.26(1H,m),7.35~ 7.60(6H,m), 7.65
| 0 ~7.95(6H,m),8.19(1H,d),8.27(1H,t)
256 CHa 1.23(3H,m),1.45(5K,m),2.04(2H,m),2.1 7(2H,m),2.61 563
@5 CHs | ™ | (1H,bs),2.901 H,m),3.15GH,m),3.74(1 H.m),3.95(1H,
m),4.53(LH,m),5.55(1H,bs),7.25(1H,m),7.35— 7.65(GH,
| 0 m),7.70—7.95(6H,m),8.13(1H,t),8.23(LH,d)
257 o P 1.03(3H,s).1.10(3E,5),2.60(2H,t),2.90(3H.m).3.193H, 581
W/ X m),3.59(2H, t),3.76¢1 H.m),4.62(1H.m), 7.06(1 H.t),7.23 -
@Nl CHi1CHs | (1H,t),7.35(1H,d),7.45(3H,m),7.65— 7.95(8H,m);8.22
(1H,t)
} O
258 1.16(1H,m),1.50(1H,m),1.64— 1.89(2H,m),1.90— 2.23 535
hd (3H,m),2.28~ 2.96(6H,m),3.00~ 3.28(3H,m),3.72(1H,
F m),4.13(1H,m),4.49(1 H.m),5.56(1 H,bs)
I "o
259 0 1.90(4H,m),2.25(2H,t),2.42(1 H,m),2.70~ 2.95(2H,m), 592
C‘\C(k hd 3.00—~3.20(3H,m),3.40(1H,m),3.56(1 H,m),3.70(2H,m),
N‘;”\b 4.05— 4.25(2H,m),4.46(1H,m),5.53(1H,d),7.35~ 7.52(4H,
) m),7.61(1H,dd),7.68(1H,d),7.70~ 7.95(6H,m),8.19(1 H. 1),
8.26(1H,m)
260 0 ~ 1.90(4H,m),2.20—- 2.60(3H,m),2.85(2H,m),3.14(3H,m), 558
O\)\ 3.40(1H,m),3.57(LH,m),3.74(2H,m),4.02(2H,m),4.52
N'jgb (1H.m),7.30— 7.60(7H,m),7.70—~ 7.95(GH,m),3.22(1 H,¢),
| O 8.32(1H,d)
261 0 : 1.50(2H,m), 1.95(6H,m),2.42(1 H,m),2.60(1 H,m),2.75 572
C("\ s —2.95(2H,m),3.15(3H,m),3.35—~3.80(4H, m),4.03(1H,m),
Nisgb 4.56(LH,m),7.40(5H,m),7.56(1H,m),7.71(SK,m),7.83
| O (2H,bs),8.18(L H,d),827(1H.t)
262 0 0.35— 0.80(3H,m),1.92(dH,m),2.20— 3.90(1 1 H,m),4.07 572
(1H,m),4.14— 4.62(2H,m),7.20—-.7.62(6H,m),7.63~ 8.00
NS CHa (7H,m),8.01~ 8.38(2H,m)
| O
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#5

TH—NMR( & ppm) :

FAB-MS
(M+H)+

263

S

>
%O )

@)

X
CHa CHs

0.40—0.90(6H,m),1.91(4H,m),2.40(1H,m),2.62(1H,m),

2.87(1H,m),2.95—3.85(7H,m),4.04(1H,m),7.25— 7.50
(6H,m),7.65(2H,m),7.75-- 8.00(6H,m),8.16(1H,m)

586

264

1.26—2.00(6H,m),2.27(2H,m),2.50— 2.95(3H,m),3.12
(3H,m),3.72(3H,m),4.11(1H,m),4.28(1 H,m),4.48(1H,
m),7.25—7.60(6H,m),7.60~ 7.73(2H,m),7.74—~ 7.95
(5H,m),8.18(1H,t),8.32(1H,d)

572

265

o

2.20(3H,s),2.58- 3.45(8H,m),3.72-3.88(1H,m),4.25
— 4.50(2H,m),4.60—4.72(1H,m),5.64(1H,bs),7.13—
7.35(4H,m),7.44—7.65(8H,m),7.77- 7.97(6H,m),
8.39(1H,t),8.59(1H,d)

605

266

o

1.50—1.70(2H,m),2.23(3H,s),2.57— 3.55(8H,m),3.75
—3.85(1H,m),4.30~ 4.50(2H,m),4.60— 4.70(1 H,m),
5.70(1H.bs),7.15—7.37(4H.m),7.44— 7.66)8H,m),
7.77—17.98(6H,m),8.35(1H,1),8.60(1H,d)

619

267

QOEt

R

1.28(3H.1),2.58—~ 3.26(6H,m),3.88— 4.03(1H.m),4.21
(2H,9),4.61— 4.74(1H,m),5.12(2H,s),7.38— 7.58((SH,
m),7.70— 7.88(4H,m),7.90(2H,bs),8.18(1H,d),8.50
(1H,bt),8.62(1H,s),9.00(1 H,d)

579

268

N

1.28(6H,d)2.63—2.73(1H,m),2.74— 2.94(2H,m),3.12
—3.19(4H,m),3.33(2H,5),3.74- 3.82(1H,m),4.13(2H,
t),4.53— 4.56(1H,m),5.56(1H,bs),7.35— 7.4%(4H,m),

7.61—7.89(9H,m),8.23(1H,t),8.31—8.46(1H,m)

554
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Al \
| S
M1 7
A A D
WY
%3 Al M? o 1H— NMR( & ppm) : FAB-MS
%l -5 M+H)*
269 H OAc 2.01,2.04(3H,5),2.35— 3.63(8H,m),4.05(2H,m),4.54 595
m A~ | ANAANH: (1H,m),4.95(1H,m),7.21(2H,m),7.31(3H,m), 7.44
i O (4H.m),7.56(1H.m),7.65— 7.90(5H,m),8.08(2H,bs),
8.36(2H.m)
270 H O 2.55(2H.m),2.93(1H,m),3.20(1H,m),3.35(2H,m),4.06 551
©\/N<:3© | AN | ), 4.65(1H,m), 7.20(2H.m), 7.32BH.m),7.45
ko) (SH.m),7.56(\H.m), 7.68(1LH.m), .70~ 7.90(4H,m),
8.20(2H, bs), 8.44(1H,d),8.58(1H,¢)
H NOH
271 1.16(1H,m), 1.50(1H,m),1.65— 2.25(7H,m),2.30— 530
@;Q A~ ANAANHL | 3304 m) 3,85 4.25(3H.m), 4.47(1H m).7.24
(Y (4H,m),7.46(3H,m),7.72(1H,s),7.75— 7.95(3H,m),
8.05— 8.60(4H,m), 10.08,10.30(1 H,bs)
';7':5"@ ﬁ*{l 1H— NMR( & ppm) : FAB-MS
¥ -5 M+H)*
2 | QL3 1.64— 1.70(4H,m),2.42—2.82(6H,m) 3.11-3.18(8H| 551
‘o}:O m),3.34—3.50(3H,m),4.08—4.14(4H,m),4 20— 4.60
r 7 (2H,m),6.29~ 7 40(11H,m),7.84(1H,bs),8.10-8.20
10) m}\gNWNHQ (lH.m)
273 Q 0.67(2H,d),0.85(2Hd),1.00— 1.35(2H,m),1.35— 1.65| 469
Y (3H,m),2.25— 2.70(3H,m),2.70— 3.55(10H,m),3.65
cmi /93 3.85(1H,m),4.50~ 4.80(1H,m),6.05(1H,bs),7.25—
o ﬁ/’{gNWNHz 7.55(3H,m),7.65~ 8.05(6H,m),8.20—8.40(2H,m)
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