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(57) Abstract: A compound represented by the general formula (T): (I) (wherein R! represents hydrogen, etc.; R? represents

NHSO,R3, etc., provided that R3 represents Cy alkyl, etc.; R® represents hydrogen, etc.; R® and R” may be the same or different

and each independently represents hydrogen, etc.; X represents oxygen, etc.; Y represents oxygen, etc.; Z! to Z° each represents
carbon, etc.; n is an integer of 0 to 6; and *1 indicates that the carbon atom is asymmetric, and *2, in the case where R> is not
hydrogen, indicates that the carbon atom is asymmetric) or a salt of the compound.
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VTR AN RSB, IOTIVEE. B OTIVEED K S RS EITIE R
EDMIMENEENSD., BENICHFEINL2ENRITHFEL N,

—X (D DfeehrsZzolEBTHEICE. —&RN (D Oft&hzE Ay
J—=by X ) —NREOTINIA—NVEERL., YE8D L EREBEEOBRRS
EMABDZ XD, TNEOBRMMNEZEZZENTES. ANSNDLBRD
LTI, HEE. BALKEE. BEE. FEkR, U CEBRIKSR, JTIVR. YL
1B, BABE. 7B FNVaACB. AY D AIVE R EDEENITHA
ENDSUBELRIERBERT D I LNTES,

ERHICBIBLEMBLOTOEZHICHEINDHIT. BEIBDENT
E#: LU TEATho T FIRIE. BIZAKEBELRZETDHIENS, B3
ZAKBEEROBEBIVOFHIZAWSNBZERLLUTHATE S, B 3RE

REEERIZ, AZAEKICIVENINSEBEECLDVEESNELRAOR
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WCHD. BT ERE. B, SmIRmE. B, MEERRER GFxEL<
RN CEROREEH - EE) . BREMBTOND. £, TOM. IR
. ESREREBEOBRBEROTHICOZDICANENSEELLTHRATE
5o

EERRER AL EREZBOERIT. [FHMICIRATE 2 FHE DR
T. BEEREL - HELEXEZELTHDIELTNDS,

AFHOEWIAEFEOENVWEZLAMENTH O, TOMITH A TENNK
HEEHR (F I OLPL0) OV DONEHELRVWEORKEEE T 2 A THREN
ThHbd., Fr7OALPSIDHEDFEEZARDFEE L TEXHE (Crespi C. L.
%, Analytical Biochemistry. 248%. ppl188-190. 19974) 7x CITR#MDO N
DHENZET 5N,

AFEHICBT AW B LT OEZNCHFEINDBEIGRNTFECIDE
SENEHDTH>Th, EANTR#EZTLBRERLZESTHRMRITE 3
SREESEREET 5. o T, ERNTORBORKR. ARHOLEDNE
R BEIRMEMEEELLTHWSIELDERTH S,

ERPOEEZBETHICY 2o T, BHEO—KK (D TREINZLE
WEFIZTZOHRIC, PEIRIDESRNICHEINI2HAZHEML T, EEHKY
&E?C&ﬁﬁibmo%%%K%ﬁéh%ﬁ%&bfm\ﬁ%ﬂ\ﬁwﬁ#&
AFNENO—AEOREH. BRER. BRAL BNERIVFRINS,

AR AW E L MTRET BT, SHL BR. B, TR, BERE.
WH, 0y RSO TROKEGTHIENTEDS, TOMITHENAISEDIEE
N5 FAETHD, TORERIT. BEOER, KE, EROEAGVWIZLST
CHEPBN, —BICEBEALBEHREZD, 0. 01~2000megZ 1EERZEEK
ECA T TREEIND, REHMEIL. SCER~%r A OEBRSN-RNTH S
2%, BEOERICED. 1HREE, RSHABEBITHERTLE I LNTE S,

KA EIIAFEOBELEEORBTHSEE2001—-32746 7T750HME
EHINAINEEAET Do

e % E T B 70 DRE DM
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LIF. EHpl. &R I 0CRBRAIICE O AFEHEBENICHATLIN, I

53 AFRHOHEZRET 5 HD TR,

DT OEBHAIBNT, BLOSIETROLIITL TITo k.

(1) BEEFEHREREAXRY M (FAB—MS)

H A8 iR 28 INS-AXS 00 BVE B AT & & 72 13 R L L IMS-SX 1023 & 75 4

EEAFAWTHELE, S Uy Z A3 - bR PN 7Ia—)vzERL

7z

(2) WO TS TEEBHH AR BV (LC—-MS)

BHEMTEBELT, 15U AEMicronassth#Plat forn-LCEBDITEE (

A F MRV baXx T L— (ES 1) &kEHH) 2RV, EEr7ov bE

BI1Z7 5 AEGILSONG B EB2ER L. K805 L1, HAREBER/EFEMKR

R #Mightysil RP-18 GP 50-4. 6 (B AHEF25468-96) =AW, WHKME

ELAUFIZER T,

WE; 2m 1 /&

IR AWR=7K. 0. 1% (v/v) HFEEE&H
Bit=7tr= kU, 0. 1% (/v)EESH
ONMEERETBIKREZS~100% (VVERITZIP b

EHRREZD TRUE

(3) 7o b rEMEEE (CH—NMR) AXRZ MV

JEVariantt#Genini-300 B KA LWEBE L2 AW TRIE Lz, NEFREIELT

RSAFNYSUERAWEZ, TIANT T MEoME (ppm) TRLUEZ, &8,

SN —EUTORMDEDITHERLLEZ, s+ —ER. d: ZER t =

B, g MEH, quintet :AEH m:BER dd: E_HR

dt:-E=E#H, brs: LKiE—E#.

(4) Erux /574 — (TLC)

R wWEMerck## TLC TV —bh (UAFIN60 F,g,. HEEBEE] 057

15) 2RWk, BEEOTLCTL—M2HEE254nmORMRERE TS C

Lk nibEmomtiEfTo 7.

(5) B®I7Ou~x /I 7 14—
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SUKHFENHATADTAITEBEEIT, R4 VENerck## U B5)V6 0%
AV, BEBE (n—AFYY/ERBRIFIVHI2WEIZOORIVA ALY =)
) TEHNMZEBEHL.

WD I AL BB, BEAEYMCHE S S L (INC CombiPrep 0DS-A CC
AAS05-0520WT) ZAW, K—7Er=FUJ (0. 1% (v/VEiEEH) IV
T MAEBICX VBN EREHN LU, UTFICENRBEEEFEZRT,

Wk ; 20ml/ %

VAIE ; A=K, 0. 1% (v/v) MU 7V A OEEREH
BE=7Er=RUJ, 0. 1% /) NI ZIAOHBRER
ONMSE 1AETBIKE 5% (v/v) IZIkFF
1AM 5 110X TBEES~L0%XERI TP b

19M51 60 ETBHEZ50~100%EHRIZT b
DUTFOEEMBNT, KOXDRBEFEZHND,
DMSO ; PAFINANTFR
THF ;hZtbknrys>
DMF ; PAFIHRIVAT IR

EWEHE I3 SEZA D TERIEB X OB A X Z TR L2 WFRAFIZ DB TR
. LTFRAREORBEINTVEXME L DITFIET 5,

N— (3—70E7EFINTzI)) AFANEZT IR (Larsens. J. Med
. Chem., Vol.9, pp88-97, 1966)

2 —RIVUNFAFI -5 —TOETEFIV-—"N-—AFIREZANFT IR
(HABEABREFF AR, FHEF9—-249623)

N— (5—JO0E7EFN—2—ronarz)l) AFZCANHFCTIR (HE
EABIKRF. BBEFE9—-249623)

N— (3—=7aE7tEFN—4—7hFaTz)y) AFZANEZTIR (

W091,/12236)

(5EH1)

(R) — [3— [2— IN=RZ)—-N—- (2—-EROFTITFI) 73 /]

—1—RUZTFNIINETFY] 2FN] Tz2] (AFIVAEZI) N>
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PIVT I DEER
WOO01,/0409 2=5HflEDERE 2 6ICHBMOAETHRN, FBEMED
LY 2 QICHBMOFECLIVRBLEMEW10 (17, 6g) EN—-RUD
WIXE /=732 (31. 4ml) XDERLEY (15. 1g) 28k,
'H-NMR (CDC1l,) ;6 (ppm) 0. 36—0. 45 (6H, m) ,
0. 79 (9H, t, J=7. 8), 1. 50—1. 80 (1H, brs), 2
49—-2. 69 (3H, m), 2. 71—-2. 80 (1H, m), 2. 93 (
3H, s), 3. 37 (2H, t, J=5.4), 3. 59 (1H, d, J=1
3. 8), 3. 66 (1H, d, J=13. 8), 4. 49 (1H, t, J=6
3), 4. 80 (1H, d, J=14. 4), 4. 90 (1H, d, J=14
4) , 7. 11—=7. 35 (14H, m)
(ZEH 2)
N— (3=7tEF)I—4—-rn0uarz)l) AZANEFCTI RO
1—(5=7Y3/—2—-7unnrv=xzz=)ly) =¥ /> (Radziejewski®d DFH kT
K U &R, Heterocycles, Vol. 26, ppl227-1238, 1987) 41 lmeg#Z LT
SmlIHENML, BUD235 u 1BLXTEMAYANEZN2250 1%
MA. FERICTS 0PI L, KIGWITAKS Om 1 ZMA5 0m | OFFEETF
VTHIth Uz, AEZ 1 BIEBRBAKBIKRS Om 1. fAAMAE/KS5 0m | TH%
L7z, BRI MU ULAL g TEBLE. BETEEZ2EEL. EGERER
DN— (3=7EFIN—4—-2run07z=))) AFANEKE>T7IF595mg
2R,
'H-=NMR ( CDC1,) ;6 (ppm) 7. 43—7. 33 (3H, m)
, 7. 10 (1H, brs), 3. 05 (3H, s), 2. 67 (3H, s)
TLC (n—FHY2 FEBITF)I=1:1) Rf=0. 31
LC—MS M3, 149, m/z=246 (M—H) -
(ZZ&H3)
N— (3—=7nE7teFlh—4—-runrz)l) AFZVANKYTIROERK
N— (3=7F)N—4—-unaryz=)l) XFANE>YIR300meg

A FEHL5m WZEmnL, ﬂ(?‘%—F%% 77 11 %{-I%—be:o BHEICT1 H%Flfﬁ
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BEUA% BETREZEEL. BEE2K—T2F /—)VEE (1 1) TTH
Bliz, METERLEGEERON- (3-TJ0E7EFN—-—4—-ron7x
Z) AFANEYTYIR3312mgEEk.
'H-NMR ( CDCly,) ;6 (ppm) 7. 46—7. 36 (3H, m),
6. 90 (1H, brs), 4. 52 (2H, s), 3. 07 (3H, s)
TLC (n—AFY > WEgITFI=4:1) Rf=0. 31
LC—MS : AHiK#3. 5. m/z2=324 (M—H) -
(& H14)
N— (83=7EFI—-5—-—TI)7x22)) AFAIEKTIROERK
4gP3—73/)—5—=baR>VYT7x /> (Berendd DHEITK D AR,
J. Prakt. Chem., Vol.69, p47l, 1904) 24 0m 1 OEU I UICEML 50T
WR-ke 1. Iml OEAY AR ZIVEMA 2 FrEERL., 5121,
Tm 1 QEAAY D AINEZ)EMAS 0 CT2REEBRLEZ, RISKE2ERE
THHAL, 200m 1 OKITENWE, HULEBRZERL, BWETEZELN-
(3—=7EFN—5—-—=bO7x2)b) AFZANEKCT I ROMERY 5. 4
grfiglc. COEEZ40mMm I OLEY /) —)VITHEMRL. 20 gDHEHEEKREZMA
s THIZ2m 1 OBREBEMA /2D, 4RFFMARKL 2. KINRZERBL.
BWIZ100m ] OFFBETZFIIVEMAZ. 100ml OKTIEHREFELE, A
B2 KB X ULATTEHREL, BETHEEZERL, REZZULT)
AL NTST 40— (ORI AL AF ) —=)y=95:5) ITTHHL
3. 9gDON— (3= EFIN—5-TFTI)T7xZ)) AFANFT7IR
&7z, '
'H—NMR (DMSO—dg) ;6 (ppm) 8. 27 (1H, brs), 6
96 (I1H, m), 6, 93 (1H, m), 6. 71 (1H, m)
TLC (Zoof)hhh : AF¥/)—)y=10:1) Rf=0. 55
FAB-MS, m/z=229 (M+H) *
(Z&615)
N— (3—F7EFN—5-2OATx=)b) AFVANFSTI ROBR

3. 5ml OEMRIC0. 34 gDEMBIT N ULAZIEISTTMAR,
- 39 -
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BB T Uedikz27 0CTL O0BBLUEMR;I N VAZERCHEMLE
o BIBIKRLULEH®, 1gON—- (3=7EFN—5—-TI/)T7x)V) AFZURA
WKR7IRZ8m ] OFFRICEEBE L ZBEKREZ, KB TTO-<DMAZ. 30
SERTHELEZ#, 40CT3 00HBBRL. BRILAOD YV ZULAERKEL
7o 0. 95 gDELE—MHE1 Om 1 DEEBRITEML ZEKRIC, ZRT T,
BRODYVIULEBRKREO > K DIATz. BENEE-E, 80CT30
B UZ, BRCRELZBIC6 0m 1l OKZ2MAZ, 100m 1 OFBIFIVIC
THHLU~Z. BFBETFILEZ100m 1 OKRTIEPEEL., BKKEBT XY
LATEBRULBICBET TREZEE LUz, BEBEZVY BTSNV AS L0 NT
74— (ZuofRlys  AY 7 —)y=98 : 2) ITTHEL, KBEHRROD
N— (3=7EF)—5—-r007x)y) AFZANKC7YIR350meg?
Bz,
'H-NMR (DMSO—dg) ;6 (ppm) 7. 72 (1H, m), 7. 6
8 (1H, m), 7. 55 (1H, m), 3. 13 (3H, s), 2. 61 (3
H, s)
TLC (Zunflyh: A¥/—)k=10:1) Rf=0. 60
FAB—MS, m/z=249 (M+H) *
(Z%&616)
N— (3—7EFN—5—THETxZ)) AFZAINKCT I ROAE
1gDN— (3—T7EFN—5—-7I/)TxZ)V) AFLANEKECTIREE
BrELUTHW, 25614 LRBROBIETHE L, ZZL, BIERELE—HO
BOOICRME—ML. begz. BEBROEDDICRMKIRZEHA L. BN
HHEBEICL CTEAEERON~- (3—7EFIN-5-TOETI)) AF
ANWEKRTIR3I50mg &Rk,
'H-NMR (DMSO—dg) ;6 (ppm) 10. 21 (1H, brs),
7. 83 (1H, m), 7, 73 (1H, m), 7. 60 (1H, m), 3. 0
8 (3H, s), 2. 57 (3H, s)
TLC (yumaflh: A¥/—)y=10:1) Rf=0. 86

FAB—-MS. m/z=293 (M+H) *
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(ZEBT7)
N— (3—FOEFEFIN—5—rO07x)l) AFPANKSTI ROBHK
500mg®ON— (3—7EFN—5-—r007x2)l) AFLANKEIT I
KE10mlOUFFYUIcEMmL, 50CIKHo/k. 0. 1 1mlORRZEM
Z. 3SO0MBBLAEBIZS50m ]l OKES Om 1 OFFRBIFIVEMAMBL &,
W TF)VEE50m ] OKT2EBEEFLZE. EKRES IR LTEEL
. BETRE28ELE. BEZ2IUNITSNVATILIOR N ST 40— (R
FIAFTFY=1:2) KEDEHL, BEAEERON- (3-TOETEF
W—5—rnn7z)) AFANEKECTIR600meg &k,
1H—-NMR (DMSO—-dg) ;6 (ppm) 10. 29 (1H, brs) .
7. 80 (1H, m), 7. 70 (1H, m), 7. 50 (1H, m), 4. 9
2 (2H, s), 3. 80 (3H, s)
TLC (n—AFY> BEITFI=1:1) Rf=0. 85
FAB-MS., m/z=328 (M+H) *
(B%H18)
N— (3—JnE7EFN-—5—-—TOETz)) AF AT T I FOEK
6 50mgDON— (3—F7EFIN—5—-—TJOET)) AFZANKIT I
REHFEERELTHY., 2266 ABEOBRETHREL., BRBEHNRKON-
(3—7REFEFIN—5—-TOETzZ)) AFPANECTIR510meg
ks N
IH—NMR (DMSO—-dg) ;06 (ppm) 10. 26 (1H, brs),
7. 91 (1H, m), 7. 75 (1H, m), 7. 63 (1H, m), 4. 9
1 (2H, s), 3. 09 (3H, s)
TLC ( n—AFY> E®BITFN=1:1) Rf=0. 75
FAB-MS., m/z=372 (M+H) *
(ZEH9)
6 —tRoFy—3—AF)I—2— (BUP>-3—1)V) —1H-A1>F—=J
DE B
(TERA) :5—AbF¥—2—- [ (BUPY-3—1)) TFZI] 7=ZU»
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DAL

Sk (Ma®. J. Org. Chem., Vol. 66, pp4525-4542, 2001) iCFR#HDFEITH
STERLE2-T—R-—5—ARrFI72U> (519mg) . P70BEXR
(R T2V RRAT4Y) 5P A (11) (60meg) « K548 (1)
(20mg) » NVZFN7I> (10ml) BXR3I~-TFZIEUD Y (3
23meg) ZAW, X#A (Wang5. J. Org. Chem., Vol.64, pp926-932, 1999)
RO BB TERELEY (39 Tme) 2R

IH-NMR (CDC1l,) ;6 (ppm) 3. 79 (3H, s), 4. 25—
4. 35 (2H, m) , 6. 27 (1H, d, J=2. 7), 6. 32 (1H,
dd, =8. 7, 2. 7)), 7. 24—7. 30 (1H, m), 7. 75—7
80 (1H, m), 8. 52 (1H, dd, J=4. 8, 1. 5), 8. 72
—8. 75 (1H, m)
TLC:Rf=0. 10 (NFV EBIFII=1:1)

(IT#EB) :6—AbrF¥—2—- (BUP>—-3—AaJ)V) —1H-12F=)D
(=377

hk (Knochel®. Angew. Chem Int. Ed., Vol. 39, pp2488-2490, 2000) i
HBMOFEICEL, 2EH 9 TRATRELZMEYW (39 7mg) « AUDA
—t—=7FFTYR (418meg) BEUL—AFN—2—-EOUYRY (14ml
) 2RV, ZERbe®w (33 7Tme) 2Rk,

IH—-NMR (CDC1ly,) ;6 (ppm) 3. 88 (3H, s), 6. 80—
6. 84 (2H, m), 6. 91—6. 93 (1H, m), 7. 32—7. 38
(1H, m) , 7. 52 (1H, d, J=8. 4), 7. 86—7. 92 (1H
,m), 8 24—8. 34 (1H, brs), 8. 50—8. 54 (1H, m
), 8. 90—8. 93 (1H, m)

TLC:Rf=0. 10 (NFYY EBEBEIZFI=1:1)

(TEC) :6—ArF¥—2— (BUYP>—=3—4a4J)) —1H—-A1F—-)—
3~NIWARTINTERDOEK

R (Magnus®. J. Am Chem. Soc., Vol. 110, pp2242-2248, 1988) IZRC#

DFHECHEL, RINREZ6 0C&L, 2569 TEBIXM> TARLILEY
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(557meg) » BALRZAKY)N (350u1) BEUDMF (bml) #AW
. BEELEW (573meg) R,
IH-NMR (DMSO-d,) ;6 (ppm) 3. 83 (3H, s), 6. 9
1 (1H, dd, J=8. 7, 2. 4), 6. 99 (1H, d, I=2. 4),
7. 62 (1H, dd, J=8. 1, 4. 5), 8. 08 (1H, d, J=8.
7), 8. 17—-8. 22 (1H, m), 8. 71—8. 75 (1H, m), 8
95 (1H, d, J=2.1), 9. 91 (1H, s), 12. 25—12.
47 (1H, brs) |
(LED) : 6—APFT—3—-AF)—2— (EUP>—-3—-1)) —1H-
A4 2 R=IVDERK
KBV FILATINI=ZTAL (216mg) Z2THF (20ml) KEREBEIE
L BEHITRECTEONAZLAY (57 3mg) 2ERTO-><DEMZ. 4
OCIZM#E Lz, 4 0CTHHMELERKR, OTIKWAILAK (21641 1) . 1
5 %KEEALFT PUDTAKER (21601) .7k (648p1) DIEITMA, K
INEEWAEEB L., BREBETICEREL, BEZZUAITSNVASL70T B
7574 — (OOflbh : AY J—=)b=20:1) ITTHEHL. EbLay (
506mg) /7,
IH—NMR (CDC1,) ;6 (ppm) 2. 43 (3H, s), 3. 86 (
3H, s), 6. 80—6. 88 (2H, m), 7. 37 (1H, dd, J=8
1, 4. 8), 7. 48 (1H, d, J=8.7), 7. 82—7. 86 (1
H, m), 8. 33—8. 51 (1H, m), 8. 53 (1H, d, J=4. 8
), 8. 81—-8. 84 (1H, m)
TLC:Rf=0. 57 (Zuaiws)Ah: : AXAF¥/)—)k=9 :1)
(TH/E) : 6—EROFI—3—-AFN—2—- (EUP-3—-1)) —1H
—1 > E=)V D&KL
SEZH I TED TRELELEY (506meg) ZWEAFL > (K, 10
ml) TENLKETTERIEFRYE (1HEEMATFLV WK, 6. 4m1)
ZETFLE. Z2RICEL 1KHBHRLAERICKEBL, KZ2MA, 700FRIVAT
M U7z, SIREREAKIC K D%, MET N ULICKBEE, MET TORE
- 43 - '
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BEOHB, BEZIUNSINVIOX NS T74— (ZOafRlbh XY ) =)=
95:5~90:10) THHEL., Eites®w (456meg) 2R,
IH-NMR (CD,OD) ;6 (ppm) 2. 48 (3H, s), 6. 66 (
1H, dd, J=8. 4, 1. 8), 6. 79 (1H, d, J=1. 8), 7.
34 (1H, d, J=8. 4), 7. 85 (1H, dd, J=8. 1, 5. 7)
8. 43-8. 48 (1H, m), 8. 55 (1H, d, J=5. 7), 8.
89—-8. 92 (1H, m)
TLC:Rf=0. 37 (Fouk)bh: AF¥/—)b=9:1)

(ZZHI10)

3— (6—bROFT—3—RAFN—1H-AYR=)Vb—2—1))) TOEFT>
B TFIL DA R

(TBRA) :6—ArFI—3—AFN—1H-A>R=—2-ANRTNT
E RO &L

SEH I TRCRBMOLEICHEL., X#k (Gans. J. Org. Chem., Vol. 62, pp
9298-9304, 1997) WD HFIEIHVWERLZ6 —APFT—3 - AFI—1
H—1>R—=)V (3. 89¢g) . B{LHRAFUI (6. 7TmL) BLXUDMF (
20mL) ASERIEY (4. 60g) ZHBEMEL THE,
IH-NMR (CDC1,) ;6 (ppm) 2. 60 (3H, s), 3. 87 (
3H, s), 6. 76 (1H, d, J=2. 1), 6. 81 (1H, dd, J=
8. 7, 2. 1), 7. 56 (1H, d, T=8. 7), 8. 67—8. 83 (
1H, brs), 9. 90 (1H, s)
TLC:Rf=0. 39 (NFY» EFBEIFI=2:1)

(TE®B) 13— (6—ARFT—3—AFN—1H-A2F—=)—2—+1)))
77 UIVBTF IV DE R

Xk (Kozikowski®. J. Med. Chem., Vol.36, pp2908-2920, 1993) ICEi#E®
FHEICHEL, 2611 O TRATHRSELAEHm (608mg) « (WIVRbBF
VAFLY) MUTZZIRART Y (1. 12g) BEIEMITY (30ml
) 2RV, Eiibe® (33 7meg) 2%k,

'H-NMR (CDC1ly) ;0 (ppm) 1. 34 (3H, t, J=7. 2)
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2. 38 (3H, s), 3.85 (3H, s), 4. 28 (2H, a, J=7
2), 6. 02 (1H, d, J=15.9), 6. 74—6. 79 (2H, m
Y, 7. 41—7. 46 (1H, m), 7. 77 (1H, d, =15. 9),
8. 06—8. 17 (1H, brs)
TLC:Rf=0. 47 (AFHY HBBEIFI=2:1)

(T#EC) :3— (6—X FFY—3—AF)—1H—-A4R—=IV—2—A)V)
TaEF VEBIFIVDOERK

P10 TEBTRELELLEY (33 7me) 248/ —)b (6m1) &
THF (2m1) OBEAEEICENL, 1L0BNTDULH—RIHR (177
meg) EMi. RNEKEFESTICLEE, BR TS 0SBEBLE. RRZEY
NI BHE, MEEEERL. SWOBBEZRET CEELE. REZUNT
WHSAIAR KT ST 4 — (ANFY 2 HRBRIFIIN=1:1) THEL. &L
ft&d (33 3mg) &Fk.

IH—NMR (CDC1l,) ;6 (ppm) 1. 25 (3H, t, J=7. 2)
, 2. 20 (3H, s), 2. 60—2. 66 (2H, m), 2. 96—3. 0
2 (2H, m), 3. 83 (3H, s), 4. 16 (2H, a, J=7. 2),
6. 74 (1H, dd, 7=8. 7, 2. 1), 6. 79 (1H, d, I=2.
1), 7. 34 (1H, d, J=8. 7), 8. 22—-8. 27 (1H, brs
)
TLC:Rf=0. 47 (NFHV :HBIFIN=2:1)

(TED) :3— (6—bROF>—3-AFN—1H-A2F=I—-2—-1)V
) TabEF CBIFIVOERL

269 TEREICEROFIECHED, &1 0 TRCTRELZLEW (3
30mg) . S8{AYE (1HEETHEMAFLEBEK. 3. 0ml) BITEL
AFL> (B, 6ml) hoERbaw (23 9me) &R,

ITH—-NMR (CDC1l,) ;6 (ppm) 1. 25 (3H, t, I=7. 2)
, 2. 19 (3H, s), 2. 59—2. 66 (2H, m), 2. 95—2. 9
9 (2H, m), 4. 16 (2H, a, =7.2), 4. 81—4. 92 (1

H, m), 6. 64 (1H, dd, J]=8. 7, 2. 1), 6. 70—-6. 73
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(1H, m), 7. 29 (1H, d, J=8. 7), 8. 08—8. 24 (1H
, brs)
TLC:Rf=0. 16 (NFV HBIFIN=2:1)
(BEH1 1)
6 —bEROFT—3—AF)IAFI—ILDEK
(THRA) : 1 - RPN —=3—AF)—6—ARFIAFI—IDERKR
SCHR (S. Caron™. Synthesis, No.4, ppb88-592, 1999) ICREEH D AEICHEL T
2—FEFN—5—-AFVTZIIWAFANT+F—bF (7. 05g) &N
YIRS DB (8. 78g) . HFBRIF MUDL=KAY (14, 9
g) DHEEILEMm4. 58 g&xBl,
IH-NMR (CDC1,) ;6 (ppm) 2. 54 (3H, s), 3. 80 (
3H, s), 5. 47 (2H, s), 6. 58 (1H, d, J=1. 9), 6.
76 (1H, dd, J=8. 8, 1. 9), 7. 16—7. 32 (5H, m),
7. 51 (1H, d, J=8. 8)
(TEB) :1—-RPI—6—kbROAFT—3—AFINA2FV—IOERL
J—Ew b BHEEZBAZTISAIREY D > BXONRER (£100m 1)
EHZEREAL. BB T180CTIREMELKEZRETSZIETEYD Y
EBEEHE L, CNICSER 1 1 TRATRELZEY (4. 50g) %
MZ180CT2KE3 04BEBL A, RINKRZ KKITZET, KELFFITLA
KBWTpHZSFBICAB L2 &, BB TF)V TR Uk, FHEZEKE
B 7RI NTEER, BETICBEZERLE, RBEC7O00RVAERAS
J=ND1 : 1 BAEBKREMAE—BKRE LR, BEZBETTERLE. &
BIAFYET—T)VD1 : 1 BEREZMATHEESE, BRERZ22ELE
C EREAFYIEI-FN 0L LRAHEECHBRERLUEELAY 2. 2
0 gafBlz, SHIARZEBLESNLZEREICH LU THERROBEZITW,
EELAM6 8 Sme &, |
'H-NMR (DMSO—dg) ;6 (ppm) 2. 40 (3H, s), 5. 4°
1 (1H, s), 6. 62 (1H, dd, J=8. 5, 1. 9), 6. 73 (1

H, d, J=1. 9), 7. 15—=7. 33 (H, m), 7. 47 (1H, d
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, J=8.5), 9. 59 (1H, s)

(TEC) : 6—EbROFT—3 —AF)NA FJ—IVDEEL

BEH1 1 TEBTHRELAZLEY (100meg) 20. 1HEHERTSY /—
VK (5m 1) IWEML L 0BRSSV LARERE (50me) &MA. KR
EHAT40CTHEBELE, 228, 2REEHET S & TREL
&46 0meg &E%k,

I1H—NMR (CD,OD) ;6 (ppm) 2. 37 (3H, s), 5. 15 (

2H, brs), 6. 87 (1H, d, J=1. 9), 6. 99 (1H, dd,
J=9. 0, 1. 9), 7. 84 (1H, d, J=9. 0)
(FEHEp 1)

(R) —6—1[2— [2— (3—AFJNANVKINTI/)) 7xzZ)b—2-ER
OFYITFNFTI)] ThF3]—-3—AF)V—1H—1 > F—)b—2 TR
ST F)) - WERIE DA R

(TRA) : 3—AFN—6—bROFT—1H-AR—IV—2-HIAKE
TF I DE R

Xk (Gan®, J.0rg. Chem., Vol.62, pp9298-9304, 1997) iZHt-> THELZ
3—AFN—6—ArFT—1H-—AF=NV~2—-HNVARZEIFI (1. 0
0g) #HEALAFLY Bk, 13ml) KEML., KB TT=RIEFUHE (1
M/EAFL>, 17. 2ml) 2H Tl BRICREL 4 0 0MEBH LRI
FISEKREXKE L. KEMA, ook ATHB Lk, SMEEKIC XS
. FEBFRUTLAICEBEE. METTOREEEROR, BREZUATI IO
INTST4— (ANFYY HBIFIIN=3:1~2 1) KTTHEL, ELt
&Y (48 0meg) &/,

IH—NMR (CDC1;) ;6 (ppm) 1. 42 (3H, t, J=6. 9
), 2. 57 (3H, s), 4. 39 (2H, aq, J=6. 9), 4. 86 (1
H, s), 6. 71 (1H, dd, J=8. 7, 2. 1), 6. 77 (1H, d

J=2.1), 7. 51 (1H, d, J=8. 7), 8. 48 (1H, brs

(r#EB) : (R) — [3—[2— [N-RYP)-N—- [2—- (2—-TF
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FYHNRIN =3 —=AFN—1H-A > R=—6—1NFF) TFIN] 7
2] —1-RMUZFNIUNFFY] ZFNT2NV] (AFIVAIEZI)
RIPNT I DA

FRIBATHRELALEN (8 Tmeg). ZEAMLOMLEH(262me). 1

1° —7VEZ (N, N=JRXAF)FIVATIR) (136mg)ETHF (5
m1)IRENLOCKAHLEBRNITFILEAT 4> (196 1) Z2HTFL
7o LONBBRLUABERICELKETERLE, RINESGWIT/AK (10m1)
EMAHBRIF NV CTIEME L. MBI/ X ULATEHRI S, BETRESR
EODOBLEERIVATFNIO T T T 40— (NFH 2 HRBRIFIIN=5:1
~2 1) ITKHEL., KEAHROERILE®w (193mg) 6Bk,
IH—-NMR (CDC1,) ;0 (ppm) 0. 38—0. 48 (6H, m),
0. 81 (9H, t, J=7. 8), 1. 43 (3H, t, I=7. 2), 2.
56 (3H, s), 2. 68—2. 91 (4H, m), 2. 87 (3H, s),
3. 65—3. 82 (4H, m), 4. 40 (3H, q, J=7. 2), 4. 5
9 (1H, t, J=5. 7), 4. 77 (1H, d, J=14. 7), 4. 86
(1H, d, J=14. 7), 6. 53 (1H, d, J=2. 1), 6. 69 (
1H, dd, J=5. 7, 2. 1), 7. 10—7. 30 (14H, m), 7.
47 (1H, d, J=5.7), 8. 66—8. 72 (1H, brs)
(THEC) : (R) —2— [N’ =RYPI-N’ — [2— (2—ThFTH
RN —3—AFN—1H-A>RE——6—ANFF) TFI] 73 /] —
1— [3— (N=RYVN—N—=AFNANEZNTI /) 7xZ)V] T8 )—
VD& Rk
FETEBTHRELZEYW (193mg) Z2THF (5m 1) ITENUEE
(11521) . FhS—n—TFFNT2EZUALTINFUR (1. OM/TH
FAM, 2. O0ml) Z2MARET2RERELE. RINEEWITENKREEKSR
FRU Y AKBKRENMATERIFILCTIEHB LR, MBI X UAICESE
B, BETICL3BEEEZODS, REZ2UMFINVIOYMT 5T 40— (NF
Y EBIFIN=3:1~2:3) KTHHEL, EXEe® (16 1mg) %
iz
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'H—NMR (CDC1,) ;0 (ppm) 1. 42 (3H, t, I=7. 2)
, 2. 575 (3H, s), 2. 582 (1H, t, J=10. 2), 2. 80
(1H,dd,J=10.2,3.6),2.89(3H,s),2.92—3
02(1H,m),3.06—3.17(1H,m),3.68(1H,d,
J=13.5), 3. 95 (1H, d,J=13. 5), 4. 02—4. 09 (2
H, m), 4. 40 (2H, q, J=7. 2), 4. 66 (1H, dd, J=1
0. 2, 3.6), 4. 80 (2H, s), 6. 75 (1H, d, JT=2. 1)
,6.81(1H,dd,J=9.0,2.1),7.09—7.35(14H
,m), 7. 52 (1H, d, J=9. 0), 8. 59—-8. 66 (1H, br
s)
(CED) : (R) —6—-[2— [2— (83—AFNANKZITYI)) Jz=
W=2 -t ROFTIFNTI)] TrFI]—-83—RAF)—1H—A>RK—)
—2—ANVKRCBIFI - HBEDOEKK
ERTECTERELEEAEY (16 1mg) 2124 /7)) (12ml) . TH
F (6ml) IZHEMNL. THIT2 0 %KEBIENT DT AH—RIBE (50%S
Kit, 103mg) Z2WA. RRNEARFEHLSTICLAEDE 6 0°CTS 0400
Lo RNET7NVIEBHRL 700K A (5ml) Z2MABBET 7. HEiK
0. INIH/—)VIEHE (Tm]l) 2MARETFTREE2EELE, By
RORVAZMAMTH LU @A 2 ER, 2R UEDLEY (96mg) 287k,
'H-NHR (DMSO—d,) ;0 (ppm) 1. 35 (3H, t, J=6. 9
),3.00(3H,s),3.01—3.13(1H,m),3.22—&
34 (1H, m), 8. 41—-3. 50 (2H, m), 4. 27—4. 37 (4
H,m),4.94—5.02(1H,m),6.24(1H,d,J=3.3
),6.79(1H,dd,]=8.7,2.1),6.88(1H,d,J=
2.1),7.10—7.19(2H,m),7.28—7.33(1H,m)
,7.36(1H,t,J=7.5),7.57(1H,d,J=8.7),8
78—9.15(2H,m),9.85(1H,s),11.38(1H,s
)

TLC:Rf=0. 33 (ZU—) (Zookllh: A& /) —)b=9 : 1)
- 49 -
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(SEHEH 2)

(R) —6— [2— [2— (3—AFNANVKZNTI/) 7z=)h—2—ER
OFSIFNTI)] ThFY] —3—AFIN—1H-A 2 E—=)V—2 =R
> - HERE O F R

EWp 1 TRELZLEEY (4 7Tmg) 2A% /) (10m1) THEMLK
B RYU D AKEBK (2. OM, 4504 1) 2MA50~55CT4RHRE
BLE, RSEAWEZERETHHAL, 0. INI¥ J—)ViEHEE (8m1) %
MEZBETFEBEEZEELE. BEICK (5m 1) 2MABEFZEZER. & LUERD
&t (2 8meg) =H7.

'H—~NMR (DMSO—dg) ;6 (ppm) 3. 00 (3H, s), 3. 0
7 (1H, t, J=12. 9), 3. 22—3. 32 (1H, m), 3. 41—
3. 50 (2H, m), 4. 26—4. 36 (2H, m), 4. 92—5. 02
(1H, m) , 6. 21—6. 27 (1H, m), 6. 79 (1H, dd, J=
8. 7, 2. 4), 6. 87 (1H, d, J=2.4), 7. 10-7. 19 (
2H, m), 7. 28—7. 34 (1H, m), 7. 36 (1H, t, J=7.
8), 7. 58 (1H, d, J=8. 7), 8. 74—9. 10 (2H, m) ,
9. 85 (1H, s), 11. 39 (1H, s)

TLC:Rf=0. 33 (ZU—) (yooRlh: AF/—=)=9:1)
(ZEHEH 3 )

(R) —1—AFN—6—-[2— [2— (B=AFINANFZITI/)) 7z=
V=2 -k ROFTYTFINTI)] ThFV]-3-AFNV—1H-1 > F-)
— 2 —JIVRBIFIV - BEEE O AR

(TRA) : (R) —2— [N =RYPI—-N’ — [2— (2-Zh FTh
RN =3 —AFN—1—AFNA > R=)—6—AINFF) TFI] T3/
] —1— [3— (N=-RZVNV—N—-AFNVANVFZINTI/) 7x2)v] L
J =D&
FEREHEMN1OIBATRELEZLEW (10 2me). 56 1 THEZLEY
(314mg). 1, 1> —7VEX (N, N=PAFIFIVALATIR) (162

meg)EZTHF (5m 1) ICEBENLOCIKEBHLEBN) TFIVEAT 4> (23
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Oul) 2HFLk, TOEEL 0 /BB LAEBRRCEL TRRTRELZ.
KiSEaWIcKk (10ml) 2MANRIFILTIEHMELEZ. KRR 7 F
L ATERSE, BETFTRBEEQOOBREELUNFNIOINT T4 —
(AFHY  MBIFIL=5:1~3:1) KTHHELE, BEEZTHF (2m
1) ML, KELFFUDA (60% in NFT74>, 45meg) &A
EETL0AMBRLE, RISEAWICITLAFIV (584 1) 2MAERT
2 04EBRLE. BEBKBRCTHMLULAEZOBERITFIVTLEMBL, ME<S
R ATERISE, METCTHREZ2EELEZ, BEZ2IUAZVIAOTNT S
T4 (NFHY HBIFN=4:1~2:1) KTHEL. WESEBRTH
Fllml)cEMLE, Wil (30 1) . ShI—n—TFITEZULT
WAUR (1. OM/THF¥®E. 0. 5ml) 2MAKRTILERBRLE,
RISESWEKEBLFT FU Y LAKEBRCTHRIL 2%, BBRIFIVTIEHMELZ
L BB IR IUACESER, RETCLBEERODE, BEEZIUANYS
WA hT 57 40— (NFYY EBIFIN=2:1~2:3) TTHHL,
Exfkey (73me) EE7%,
IH—-NMR (CDC1,) ;6 (ppm) 1. 43 (3H, t, I=7. 2)
. 2. 56 (3H, s), 2. 58 (1H, dd, J=12. 9, 10. 2),
2. 80 (1H, dd, J=12. 9, 3. 6), 2. 88 (3H, s), 2.
99 (1H, dt, J=14. 1, 5. 1), 3. 15 (1H, dt, J=14
1, 5.4), 3. 70 (1H, d, I=13. 5),.3. 94 (3H, s)
3. 097 (1H,d J=13. 5), 4. 08—4. 14 (2H, m) , 4.
39 (2H, g, J=7. 2), 4. 66 (1H, dd, J=10. 2, 3. 6
) . 4. 80 (2H, s), 6. 68 (1H, d, J=2. 1), 6. 82 (1
H, dd, J=9. 0, 2. 1), 7. 12 (1H, dt, J=7.5, 2. 1
), 7. 17—7. 36 (13H, m), 7. 53 (1H, d, J=9. 0)
(TEB) : (R) —1-XFh—6-[2— [2— (B=AFNRINKZIVT
2)) Jroh—2-bEROFIIFNTII] ThFV]I -3 -AF)—1H
— YR —2—HIVKRVBIF) - EREOR
FETERATHELRLED (73me) 2T /—)V (10ml) . THF
5] -
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(5m 1) KEML, THUT2 0 %KEBI/NTDOTLT—R PR (50 %EK
M. 72mg) BNA. ZFRNEKRFHEITICLEZOS6 0CT2HERHLE
s RNETNIVEHRLZOONRIVA (bml) ZMAMEEEZfTo /2. BIKRICO

INTZY /—)VEERE (Tml) ZMABRETEEZERLZ. BETHLED
700 RVAEDIFINE—TIVEMANE L ZEERZERLGZET 5 I & TR
e (4 2mg) 2H7~.

IH-NMR (DMSO-dg) ;6 (ppm) 1. 35 (3H, t, I=7. 2
), 2. 98—3. 16 (1H, m), 3. 00 (3H, s), 3. 20—3.
32 (1H, m), 3. 39—3. 54 (2H, m), 3. 92 (3H, s),
4. 32 (2H, q, I1=7. 2), 4. 36—4. 45 (2H, m), 4. 9
6—5. 05 (1H, m), 6. 26 (1H, d, J=38. 9), 6. 83 (1
H, dd, J=8. 7, 2. 1), 7. 09 (1H, d, J=2. 1), 7. 1
0—7. 19 (2H, m), 7. 29—7. 33 (1H, m), 7. 36 (lH_
, t, J=7.5), 7. 61 (1H, d, J=8. 7), 8. 87—9. 07

(1H, brs), 9. 10—9. 28 (1H, brs), 9. 85 (1H, s
)

TLC:Rf=0. 37 (ZU—) (uofllh: AF/—I=9:1)

(EHEsl 4)

(R) —1—XAFIN—6—-[2— [2— (3—AFIANFZITI)/) Jx=
N—2 -t ROFTIFINTI/)] Z-FV] -3 —-AFI—1H-12F=)
— 2 —FIIVERVEE - HRE D 5L

EWEF 2 IERBMOFETEL T, £l 3 obewr 5ERMAEE® (9. 6m
g) Bk,

EHEf 1~ 4 ERERFERICED, R1ZBOLEY (ERHIS5~83) 26
L. R1ITHOLEMOSBERHI 13, 14, 16, 20, 24BKV7
2~83WXDWTRIEI/OR NI T 7EEHNANRT MV (LC—MS) IT&D
BELEEZA, HHETHILEMNERL TND Z EZHERL L.
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*1
OH n - 525425 Z1/R7
n‘—L\ *1 \j/\v é‘*\ TQZ ®
2| = R® 6 27 X7 g
R2

(Z2~Z W 3REBERERFZERT, )

Efm%E (R R RS Y X RS R’ 7!
L}l 5 H |NHSOMe |H 6-0 [NH  |Me CO,Et C
E i) 6 0 |NHSOMe |H 6-0 |NH  |Me CO,H C
E w7 H  [NHSOMe |H 6-0 |NH |Me CH,0H C
L}t 8 H |NHSOMe |H 6-0 |NH |Me CH,NMe, C
L}t 9 H | NHSOMe |H 6-0 |NH |Me CH,C0,Et c
ERF 10 |H | NHSOMe | H 6-0 |NEH  |Me CH,CO,H C
EZp 11 [H | NHSOMe | H 6-0 |NH  |Me CH=CHCO,Et |C
SR 12 |H | NHSOMe | H 6-0 |NH | Me CH=CHCOH  |[C
Efp 13 |H | NESOMe |H 60 |NH |Me CH,CH,C0Et | C
EWm 14 |H | NHSOMe | H 6-0 |NH | Me CH,CH,COH | C
EWiF 15 |H | NESOMe |H 6-0 |NH  |Me CH,CH,NH, C
Ewis 16 |H | NHSOMe | H 6-0 |NH  |Me CH,CH,NMe, | C
EZWpl 17 (B |NHSOMe | H 6-0 |NH |Me COCH, C
EWif 18 |H | NHSOMe | H 6-0 |NH |Et CH,CO0,Et C
EWF 19 |0 |NHSOMe | H 6-0 |NH  |Et CH,CO,H C
EWim2 0 |H | NHSOMe | H 6-0 |NH |Et CH,CH,C0Et | C
S 2 1 |0 | NHSOMe | H 6-0 |NH |Et CH,CH,COH | C
EWEm 2 2 |0 | NHSOMe | H 6-0 (NI |Ph | CH,CO,Et C
EWip 23 |0 |NHSOMe | H 6-0 |NH  |[Ph | CH,COH C
s 24 |H | NESOMe | H 6-0 |NH |Ph | CHCHCOH |C
Em 25 | 2-Cl | NHSOMe | H 6-0 |NH |Me CH,C0,Et c
EHm 2 6 | 2-C1 | NHSOMe | H 6-0 |NH |Me CH,CO0,H c
s 2 7 | 2-F | NHSOMe | H 6-0 |NH |Me CH,CO0,Et C
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EhpmEs R R R® Y X |R R Z
ErEs 28 | 2-F | NHSOMe | H 6-0 |NH - |Me CH,C0,H C
EhEm 29 | 2-0H | SO,NHMe | H 6-0 |NH |Me CH,CO,Et C
Ehm 30 |H NHSO,Me | H 6-0 |NH | CH,CH,0Me CH,C0,H C
EZm 31 | H NHSOMe | H 6-0 |NH |CH,CH,0Me CH,CH,CO,H | C
Ewp 32 |1 NHSO,Me | H 6-0 |NH |CH,CH,0Me Me C
Ehim 33 |1 NHSO,Me | H 6-0 |[NH | CH,CH,0Me Et C
Erf 34 |H NHSO,Me | H 6-NH | NH | COEt Me C
E#m 35 |H NHSO,Me | H 6-NH |NH | CO,H Me C
Ei 36 | 2-C1 [ NHSOMe | H 6-0 |NH | CH,CO,Et Me C
Ehifl 37 |2-F |NHSOMe { H 6-0 |NH |CH,CO,Et Me C
EjEm 38 |2-F | NHSOMe | (R) -Me |6-0 [NH |CO,Et Me C
Ehasl 39 |H NHSO,Me | H 6-0 |0 |CO,Et Me C
Eim 40 |H NHSO,Me | H 6-0 |0 | COH Me C
ErEpli4 1 | H NHSO,Me | H 6-0 |0 |CH,CO,EL Me C
EiEm4 2 |H NHSO,Me | H 6-0 |0 |CH,CO,H Me C
Ehm 43 I NHSO,Me | H 6-0 |0 |[Me CH,CO,Et C
Ehm 44 |H NHSO,Me | H 6-0 {0 |Me CH,CO,H C
EhEp45 |1 NHSO,Me | H 6-0 |0 |[Me CH,CH,CO,Et | C
Erm 46 (H NHSO,Me |H 6-0 |0 |Me CH,CH,CO,H | C
EZrm 47 |1 NHSO,Me | H 6-0 {0 |Ph CH,CO,Et C
Ehiml 48 |H NHSO,Me | H 6-0 [0 |Ph CH,CO,H C
Ee49 |H NHSO,Me | H 6-0 |0 |Ph CH,CH,CO,Et | C
EiEm 50 |1 NHSO,Me | H 6-0 |0 |Ph CH,CH,CO,H | C
Eis 51 |H NHSO,Me | H 6-0 |S |Ph CH,C0,Et C
Ehaf 52 |H NHSO,Me | H 6-0 |S |Ph CH,CH,CO,Et | C
EhEs 53 | H NHSO,Me | H 6-0 |0 | CON(CHy, H C
EWEpls54 |H NHSO,Me | H 6-0 |0 Isoxazol-3-yl | H C
EhEsl 55 |[H NHSO,Me | H 5-0 | NH |CO,Et Me C
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EhpEsS [RY | R R|Y [X R® R’ 7t
=B 56 |H | NHSOMe [H | 6-0 | NMe C0,Et i C
EhEf 57 |H | NHSOMe [H | 6-0 | NMe Co,H H C
SEfEm 58 |H | NHSOMe [H | 6-0 | NCH,Ph COH i C
EhEm59 |0 | NHSOMe | H | 6-0 | NCH,Ph CH,COH il C
EWEH6 0 |H | NHSOMe [H |6-0 | NCH,Ph CH,CH,CO,H i C
EfEm e 1 |H | NHSOMe |H | 6-0 | NCH,Ph CH,CH,NMe, i C
EHm6 2 |H | NESOMe |H | 6-0 | NCH,Ph-NHMs-m | CO,H i C
Ewip6 3 |H | NHSOMe |H | 6-0 | NCH,Ph-NHMs—m | CH,CO,H i C
EfEme6 4 |H | NHSOMe [H | 6-0 | NCH,Ph-NHMs—m | CH,CH,CO,H H C
M6 5 |H | NHSOMe [H | 6-0 | NCH,Ph-NHMs—m | CH,CH,NMe, H C
EHEf 66 |H | NHSOMe [H | 6-0 | NCH,Ph-NHMs—p | CO,H i C
i 6 7 |H | NHSOMe |H |6-0 | NCH,Ph-NHMs—p | CH,CO.H H C
£ 68 |H |NHSOMe |H |6-0 | NCH,Ph-NHMs—p | CH,CH,CO,H i C
EiE 69 |H | NHSOMe |H | 6-0 | NCH,Ph-NHMs—p | CH,CH,NMe, i C
EWH 70 |H | NHSOMe [H |6-0 | NH (F, CF, C
EWem 71 |H | NHSOMe [H |6-0 | NH CO,H — N
Efm 7 2 |0 | NASOMe |H | 6-0 | NH 3-pyridyl Me C
EiEm 7 3 |H | NHSOMe |H |6-0 | NH 3-pyridyl Bt C
EWif 74 |0 | NHSOMe [H | 6-0 | NH 4-pyridyl CH; C
Efm7 5 [H | NHSOMe [H | 6-0 |NH g;gg‘;g;nyl Me C
il 7 6 |H | NHSOMe [H | 6-0 | NH 3-piperidinyl |Me C
EWam 77 |H | NHSOMe [H |6-0 | NH Me CH,CH,NHAc | C
i 78 |H | NHSOMe [H | 6-0 | NH Ph CH,CH,CO,Et | C
SEhEm 7 9 | 2-F | NHSO,Me [H | 6-0 | NH 3-pyridyl Me C
EiEf 8 0 | 2-F | NHSOMe |H | 6-0 | NH CH,CH,C0,Et Me C
£ 81 |H | NHSOMe [H | 6-0 | NH CH,CH,CONMe, | Me C
EMme 2 |H | NHSOMe |H | 6-0 | NH CH,CH,CO0,Et Me C
L8 3 |H | NHSOMe [H |6-0 |NH CH,C0,Et Me C
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(=M 8 4 B ONE iR 8 5)
(R) =N— [3—[2— [2— (3—AFNAFI—IN—6—-ANTF)
TFANTI )] —1—b ROFTIFN] 7] AFPANKRST S Rk
Boamk (EHEF8 4)
(R) =N— [3—[2— [2— (1—-RYTJ—3—AFIA>FJ—)b—6
CANAEY) TFNTI ] —1-bEROFIIFN] Tl AFZRI
BT I REBEOERK (FEiEH 8 5)
(TEA) : (R) - N—AXRP)—-N—- [3— [2— [N —RZD)—2—
(1 =RV =3 = AFNAFT =)= 6 =1 FF) TFATI /] —
1 - MNUZFNIUNFELIFN] T2l AF P ANHST I ROGHK
LG 1 TEBICERKROFEICHEL T, 2EH LICRHBOLEY (1. 27¢g
) . BEH 11 TEBTRELZLAY (530mg) . 1, 17 —=F7VEX (
N, NeUAFNFVATIER) (860meg) BEKRRY Tz oVRAT 4 >
(1. 31g) oEELLEMZEL. 58 gl
IH—NMR (CDC1,) ;6 (ppm) 0. 37—0. 46 (6H, m) ,
0. 80 (9H, t, J=7. 9), 2. 52 (3H, s), 2. 71—2. 8
7 (2H, m), 2. 80 (3H, s), 3. 64—3. 70 (4H, m) , 4
56 (1H, t, J=6. 0), 4. 72—4. 83 (2H, m), 5. 44
(2H, m) , 6. 42 (1H, d, J=2. 2), 7. 67 (1H, dd, 7J
—8.8, 2.2),7.02-7.35(19H, m), 7. 47 (1H, d
, 7=8. 8)
(TEB) : (R) —N—A~_ZU)—N— [3— [2— [N —RII)h—2—
(1 =R D= §— RFNA 2T —I— 6 — A VFFY) TFLTI ] —
1—bROFTIFN] Txob] AFPAIVEST I KOG HK
Eigh 1 TERCICEHOFEICEL T, LREIEBATERELZLEY (1. 5
8g) holEEAWEZL1. 05 gl
IH—-NMR (CDC1,) ;6 (ppm) 2. 51—2. 58 (1H, m) ,

2. 54 (3H, s), 2. 74—2. 80 (1H, m), 2. 88 (3H, s
- 5§ -
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), 2. 87—3. 14 (2H, m), 3. 66 (1H, d, I=13. 7),
3. 92 (1H, d, J=13. 7), 3. 98 (2H, t, I=5. 2), 4
63 (1H, dd, J=9. 8, 3. 0), 4. 80 (2H, s), 5. 46

(2H, s), 6. 55 (1H, d, J=1. 9), 6. 78 (1H, dd, J
=8. 5, 1. 9), 7. 10—-7.35(15H, m), 7. 52 (1H, d
, J=8.5)

(TEC) : (R) = N— [3—[2—[2— (B=AFNAFJ—I—6—
ANEAFEY) TFNTIV] —1—-tvRuFTaF)NV] 7xz2)] AF AR
L7 REBEB I, (R) —N— [3— [2— [2— (1—-RYP)—3—
AFNWA T = —6 -4 NFFY) TFINTI/)] —1 -t RaFrITFIV
1 7x2)V] AZ 2R T 2 REBRE DS

FETEBTHELELEY (740mg) ZTHFEAF /=) (£5ml
) OEASBEICENL. ZNIT2 0 BKBIL/NSNTDPUL/ TI—RBR (50%
k5 (186meg) #MA. KEBHES 0°CTO6 RMEHRL &, iz 5
L., AHEBEFEELE. COBRBLOmeg 20 MUBETS I ETEEH
S5DkeEEE. BOOEEL20. 1HEERTY /—IVEK (13m1)
B L., 2 0 %BKEBILSS DL/ H—RHBE (5 0%&XKMH) (20 3m
g) BNA. KEBHRBS 0CTIHEERLEZ, PEORY VEZTKZMA
ERLUZINERERES, iz A0 LARE2HRETERELZ. REZ2IS /-
WCHEMRL 0. 1HEERTY ) —IVEEEMAECEEREZA B L, #&E2 T
— LTI REE L., B8 40kEME2 7 4meBik.

(EHM S 4) : (R) —N— [3— [2— [2— (B—=AFNAFJ—)V—
6 —(INAFY) TFNTI)] — 11— ROFTIFI)] TJxZ)v] AF A
VRT3 REEEE : 'H-NMR (DMSO—dg) ;6 (ppm) 2. 45
(3H, s), 3. 00 (3H, s), 3. 02—3. 32 (2H, m), 3.
42-3. 50 (2H, m), 4. 32—4. 38 (2H, m), 4. 79 (2
H, br), 4. 98—5. 02 (1H, m), 6. 78 (1H, dd, J=38

8§ 2.92),6.91 (1H, d, J=2.2), 7. 12-7. 17 (2

H,m), 7. 30—7. 38 (2H, m) , 7. 61 (1H, d, J=8. 8
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Yy, 8. 99 (1H, br), 9. 26 (1H, br), 9. 85 (1H, s)
(£} 8 5) (R) = N— [3—[2=[2—= (1=RZ)N—3—AF)

A=) —6—ANFFY) TFNTI/] —1-bRaFIFI)I] Tz
V] A DAINECTY I REREE ; '"H-NMR (DMSO—-d,) ;0 (p
pm) 2. 43 (3H, s), 3. 00 (3H, s), 3. 01—3. 49 (4
H, m), 4. 34—4. 39 (2H, m), 4. 96—5. 02 (1H, m)
, 5. 52 (2H, s), 6. 79 (1H, dd, J=8. 8, 1. 9), 7.
11—7. 38 (11H, m), 7. 61 (1H, d, J=8. 8), 8. 96
(1H, br), 9. 13 (1H, br), 9. 85 (1H, s)

EWE 8 4. 85 LR FIKICLVER2ICEHDILEY (EHEFHIS6~90
) AR LUE. ZN5DIEMITOVWTREI O TS TEESTANRYT M
(LC—MS) TEDHEIELEEZA, BHNETHILEMPERLTHWE I LZE
FER L /=,
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=2
OH 7
H 4 5 5926 1/R
R! | oS *1 N\(\Y 24 || Ez
! P R® 6 %Za X~ \Rs ®
2
R?
(Z1'RUOZ3~ZSEIREFRT. Z°REBREFZ2HE5DT. ROFHEELRW
o)
ey ke R! R ?2 RS Y X R7
Fhifl 8 6 H NHSO,Me H 6-0 NH OMe
Ehafl 8 7 4-F NHSO,Me H 6-0 NH Me
FhEpl 8 8 2-C1 | NHSO,Me H 6-0 NH Me
L Ef 8 9 OH |SONHMe | H 6-0 NH Me
£ 9 0 H | NHSOMe | (®R)-Me | 6-0 NH Me
(GABRMI 1)
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b~ B 3EENE M

b kB 3EENEMIE. BB 3EETEZpcDNA3 (in vitroge
n) KEALZEZ®DE RS> AT7x 27 bLECHO (Fy{ Z—ANLAT I
H) ez TiTok. E B 3BETFIE, £TB3DT I v— (Kriefb
. J. Clin. Invest., vol.91, pp344-349(1993)) Tk MIRWs#Mc DNA (7
O—>Fy7#8) ZHAVWPCRIZEVDENBIWFZER. chey/n—7&L
TN I)IVvIo4 75— (yau—rFy 7)) k&R0t B 38R
FEAE, COMBEELOO%XYIHBEME. 4000ug,/ ml PzxF > (G
ibcoBRL)., 100U/m1RX=¥U>, 100pug/mlANVTIY
AL UEEONLAF— 1 2 TR L, COMBEEZG6RTL—HMI5X10
5 AXL. 2 AMRAkEES. EOEONLF -1 2 T2REKEL 2. L&
WEBEHIDMS OTEMNLEE., 1mMA Y TFINAFIFHFF, 1mMY
ADNVEVBEESUDNLF—12T107°—10"12MET1 0fFHRL.
falcimz/z. 3 00 kg%, B2 ERD, 1N NaOH#ZO0. bmliix
L2040 EBLE, 1IN FEE®EO0. 5mliix. EE#HELEL., cAMPE
IAFy h (A< #t#) TcAMPOERZT o, EHIDI BN DN
DILEMITONTIE. E3WKEC, &R LE. 1V 7071/ —)LiZ. RBI
(Research Biochemicals International

) HEODBALE, INH5OEWMICE B 3FEERDH D ERDRD Tz,
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%3
A= EC;,(nM) PNEE* (%)
Eiasl 1Ay 15 97
EHEd 2 {bEY 18 124
LG 1 3{LEW 23 38
£ 2 0{LEW 32 55
7 2 AW 2. 8 105
Kl 7 3{bEW 3. 5 75
EHEH 7 4EW 3. 9 71
LWl 7 5LEY 4. 4 79
EHiH 7 6 LAY 21 76
EWiF 7 S AW 43 71
EHap 7 9B 3. 4 65
Efasl 8 0 L&Y 2. 8 6 3
EhEpl 8 1 L& 2. 8 77
EiEhl 8 2 L&Y 1. 4 81
£l 8 4 LB 12 81
EEifl 8 6 {bEW 26 6 4
EHpl 8 7 LEY 24 56
Ehipl 8 8 L&MW 4. 7 52
£l 8 91Le | 11 80

x4V 707 L/ =)V B HEE (%)

(Rl p1 2)
DREITHT 5 ER

KE180~250gDlEEINEY FASDIBEREL., HLEEAZER
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L. 5%C0O, /95%0, BAHATHE ﬁbtﬁV7Xm®lot%E@ﬁ
cty FUz. HBEIEEE, RV /57 (BEXE MR—-6000) KHEiELE

SERERNSVAFa—Y— (HENE TB-611T) 2ZAVWTHELE. £

W DILEMDED &, B3DED KHERNTEL., N5 DLawid. &

RETHY, DREKEERIES Z EMEDTHRL, BHERR DN T &Y

Nz,

(B 3)

ERB3EXRBTANTI VAV IV IIUATOREZR

SEAGI L THEALEE N B 3WETLEHCIIRAL 3T OE-F—2D12E, Ho

gan® DA (A Laboratory Manual, 2nd Ed., Cold Spring Harbor Laboratory

Press, Cold Spring Harbor, NY) iZ#->T. EhB3ZRHHITBH I AP
S IRUAEERLE, . TONTATIE, YUAB3IOFKETHEAETE
B 3BEFEFRIEL TV,

ABBBALEZZO NS VAT 2Dy TR 10 FaoF7uil -
B—HA7OFFANI > (FIVRYvF) KEMRLEAERLEYNE. KEL
0g%7=00. ImlOAETEOKSL. 04, 304, 1HMH. 2REERITR
EEREL VROLE, MBEEZ. VI —ZAFZX BT T a— (Uil
%) 2ANWCEZABPOME /I I—-ABEORELT > . EMEHRIE. N
EFA HAFZXbM7a— (FeMELE) 2AWTHELL. RIS
. MEETERNG D, mrEEEEEREE LT, B REEERND D
EWbh o7,

#pE AT, Largis® (Drug Development Research, vol.32, pp69-76, 199
1) OFEFEN. OXMAXS AT A (T NAf) ZRAWTHIE Uz, &FEH
LameEgnRsl, BEEZRE-RECS, ARVPILEMICREELZ ERSE
LHERNH B ZEMbhol.

DL EOfERIE, AFETLEDIER. BREOBRBIIEINTHDIILERLT
W5,

(A BB 4)

FREGEEIRIRZI R
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t b OBENEBEDGONGE S ORIEL,. Takeda M. 5 d7F# (J. Pharm Exp. The
r. 288, pl367-1373 (1999)) WH>Tiro/. BB, ANNI—)V (0. 5x
1075M) iKka el I8, AEALEYOMBEERZRANTE. KFHEH
L&, 10NTEREEH 2B R L0, ABHIESYMNRIEER
B THDZENRBRI N,

(B #l 5)
= kR

EhEFl 1. 208 bEMI6BAROHEMEIdAdYy YT R (HEF ¥ —IVAUN—
#E) 12100meg/k gBOKREL., SEFLAIKETHIIRDSNT. MO
LEYITDOWT D RRRICEENMEN Z EAVRS N,

ABHMEBCTEHAL L TORGTY., FFRVEFEBEZTOEESELLTEH
HHZERICEDANDDDLET B,

PEZE L ORI O REE
AFRBPAEYEIFHEZLEHTHO., DB 37 RLF U RAERFIEIE
PENIR S, EYRBBEREEDBEN NS, EYHEERAICKSBWERAFELED
TEEHEIMEW LA EZBZbND, Lo T, ERFE., BHE, SEMEESD
B37 RLFT UEEKREERBOBEBLIVTHICAWONSEEL L THA
Thbd, £l BIHF. REBZOBERBIVFHOLZDICAVWLSNSEREEL
THERTH S,
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1. —#& (D
OH
6 R’
IT:ll *2 525’/2 21/

R | o %1 W/\Y é4\ ” Izlz @

l = RS 6 ~z8 X~ \Re

2

R2

(b, RUIAZEFRT. ABEELEINOT VETFZRL, R2IZINHSO,R?
F7IESO,NRARY 27T, ZZL. R3Z (C,—C,) TIFIE, R
DIVE, TV EEAENRARY 2R, R4BLUR* WE—TH>TH
BizoTWTHEL, LM, AEFRTF. (C,—Cq) TIVFNEEFRT
. RSWBAZEETERIZ (C,—Cq) TIFNEERT, REBIUOR'E. H
—ThHoThHRER->TVWTHLL., ThENMIIc, KEHET. (C,—Cy)
FLEE, 1ENEoONDYF CEFTERICEREINZ (C,—Cq) YIVF
WE., BHREZELTWTHEW- (CH,) ~7xz=)VE, ~-CH=CH—-CO
,R5%E713- (CH,) ~R®%&®¥, R%IZ. OR®, CN, NR*'R*", CO
,R% SO,R® SO, (C,—Cg) FI¥F), SO,NR*R*", C (=0
) R5. C (=0) NR*'R*! |, NRS5!'COR"*® (iz5B. RP°IIHIFEEFEET
HD. REVIAEEFERIZ (C,—Cy) TPNFNEEFRT, RUBIURY
BRA—THhoTHRELZ> TV TH KL, L, KRET. (C,—Cy)
FIFEINE, (C,—Cq) ¥ 77 IFIVE, FEERYBEIURY BN—FiC
72oT (C,—C,) ZTINFVEERT, ) ERBEUZIV. EUIDZ),
Yoo, FrYUINL FFEEVUN, A3IFV U PUTVUIL 1, 2
L A-FFHTTVUI. AVEFERFIUN, FEIVUNBITET VY,
AFHAFLIAIZN, ERUDD)L, CnU PV LRBIENGERRTDH
D WMELIFVUIN. NUTVILBEICF IV IIVORERETO—DR

1EUEoNOF Y RFTERICBRINEZ (C,—Cq) TIVFIVEITXD
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FECBHRTAZENTE ; YUSSERRIE. 1ELLORRRRETICEL T,
zhZEn, KE. LEREoNOF VEFTERICERENEZ (C,—Cq) 7
VENE, NaF T EF. —bo, ¥7 /. - (CH,) ~RODASMIITEEIN
21 DU EOBHMBIZIVEBICERTZZIENTES, £k, HENFTAF
LA 2)l, ERUDZNNBIOVEOY PZNVORERFETFIZ (C,—Cy)
FIVFIINE, (C,—C,) ¥Zu¥F)E., COR®., COOR®, CONR
‘R4 FlE SOL,RPICEBHTSZENTES, R, NR*R*', . CO,R
5. C (=0) -NR*R* ., OR®% SO,;R5% SO, (C;,—Cyg) TIFIE
77IESO,NR*R* #RY, (B, RS, R*BIUR* FHIFEEMETH S
o) o L. ROER"WENENKRETF. (C,—Cy) TIVFIN, BHE
ZHELTWTHEW- (CH,) ~7xZ)VE (m=0XiE1) OfiinpromF—
FREERBETHIMAEDEERS ;
XWENR?, BERFERIMERTZRT .
YRBERT. NH, BERF. XEAFLVEZTRT,
ZI~ZSRITRTREBTD. 2. WIND 1 ONERRTFTRODPKRE
BEFTHBILEERT,
BL., Z'NEZRERTTHHEAE. RTEHEELRV, £k, Z2HERETTD
284, ROFBEELRWN, £k, Z3~Z° OWThORNERREFTHHHA.
FUTBZNSYANDHEAAERLAZV, RUI. KERF. BREZFLT
WThbkWw- (CH,) ~7xZJ)VE, - (C,—C,,) TIFIE, £kiF- (C
H,) ~R¥%xRL (REQJHELFAETHZ. ) . nid, 0056 DEHTHV
%1, BEURSOKERETFTRVWEED * 2IRTNETNAFRERET 2 EK
T5, | TRENBIEEMERIZTOHE.
2. =X () TBWT, Z'REZFEFELRIRERETTHD. Z2~Z°%1F
REERTTHAHEROHHAE L HREROILEWM LT TDHE,
3. —#xX (1) kBwT, R8I, OR®, CN., NR*'R*!", CO,RS5,
SO,R% SO, (C,—C,) 7IF, SO,NR*R*’ ., C (=0) RS
, C (=0) NR4'R*Y (ZaB. ROWFHiEBEAKETHY., RYVBIURY
CWBRE—THho ThER>TWTH L, H&lic, KRETF. (C,—C,
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) TIVFEIE, FERRYBIUVRYY N—IZRoT (C,—Cq) 7NFL >
EERT, ) ¥2EEUDL. EUI VoL, ESVDL. FYV U, FE5Y
VU, AIFVUI, NUTVUIN, 1, 2, 4A-FFHFOTVII AVF
FHVUIN, FEIVUNBIOESVUINEBIEINIERRTHD ; YUiEk1
IFVYN. PUTZVIMBEET R IV UINOREZREFO—DIE, 1EMUL
ONOF VEFTERICBHRINE (C,—Cq) TIFNELCIDERICER
THZENTE  UESERRIE., 1EULORRFBRFICEL T, ThEn,
KkE,. LEU EoNOY VEFTERIRERINE (C,—Cq) TIVFIVE,
NnNaryrE7F. b, ¥7 /. - (CH,) n-R°MAS5MIICEIINS 1 DB E
DEHEICEIVERCER TS ZENTES (BB, REBFREEFAETH 3.
) ;s THHEROHMPFE 1 EXIE 2 HEHOLEW LT TDHE.
4.~k (D KBWT, ZHERETTH- TRORFETT, 21BLT
Z3~ZSRRBRTFTHhHHEROHHE 1 HiL MO EM E 1L DH,
5. — X (I BT, RIOBB|MENY X/ 7 I3 —)VRIEHIIH L TN
P (247) THBHEROHPE 1 H~FLHOWT NARKEHOLEWEZIX
=D,
6. —f&®X () ITBWT, YPBEET. NHEARKERFTHIHEROM
B 1 E~ELSHOWTNMNIRBMOLEW E/1EZ DK,
7. =& () TBWT, XBPNH., BERERTELIMEBERTFCTHLHEROH
FEE 1HE~E 6 HOWT NN EREOIAEW /232 D,
8. &WM, (R) —6—[2— [2— (3—AFNANKZINTI)) J=x
“N=2—-tvROFITIFNT7I/] TFFI] -3 —AFN—-—1H—1 2 F—
V=2 —FINRVEBEIFI; (R) —6—[2— [2— (3—AFNVANEFZI
¥X)) 7zl —2—-bROFTIFNTI ] ThFT] -3 -AFIN -1
H—A Y R—=)b—2—H)RVE; (R) —6—[2— [2— (3—AFJ R
RNV TI)) 722V —2—-bROFTIFNTI] ThFI]—2—-AF
W—1H—A Y R—)V—3—hVRBIZFI; (R) —6—-[2—[2— (3
—AFNWANVFINTI)) 72— 2 -k ROFTIFNTI /)] ThFY
1= 2—AFN—1H-—A4YRE=)Vb—3-HINARVE; (R) —N—-[3-[2—]
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2— (3—bROFVAFN—-2—AFN-—1H-A2F=)b—6—-1IAF
) TFNTI ] -1 -t ROFTIFN TN AZT ZANETIR; (
R) —N—-[3—[2—-[2—[3— (N’ , N =DAF)NTI)) AF)—2
—AFN—1H-AYE=N=6—NFF] TFNVT7I/]-1-bFOF
IFW T2 ZWVIAF ANETIR; (R) — [6—-[2— [2— (83—
AFINWANVKZNTI /) Jz2)h—2—b ROFTIFNTI/)] T hFT]
—2—AFN—1H-AYR=)I—3—1)] BEBTZFI)I; (R) — [6—[2
—[2—= (3—=AFNWANFZINTI/) 7z2)v—2 - RAFTIFIVT I
)] ZhFV]—2—-AFNV—1H—-ARF=)b—3—A)V] Bg; (R) —3
—[6—[2— [2= (3=AFNANFZIJNTI/) JxZ)y—2-kFROF
SIFINTIR/] TRFY] —2—-AFN—1H-A2F=)b=3—-1)V] 77
UNEBIFI;: (R) —3—[6—[2—[2— (3—AFIVAIKIITI/
) JxZoh—2 -k ROFTIFNTI/] ZhFY] —2-AFN—1H—-1
R—=)—=3—AN] 7YZUNE; (R) —3— [6— [2— [2— (3—AF
WINEZNVFTI)) Zoelh—2 - ROaFTITFIV7I /] ThF] —2
—AFNV—1H—-A2E=)—=3—4)] JueF BIF)I; (R) —3—- [
6— [2— [2— (3—RAF2ANVFKZNTI/) JxzZ)h—2 -k RaFT
FNF7I)] ThFY] —2-AFNV—1H—AYR=)=3—aNV] 70oEF
VB (R) =N-[3—-[2-[2—-[8- (2=73/ZFN) —2-XAF
V—1H-A>R=IV—6—ANFFI] TFNT7I/] —1-LFOFTIF
NV 7zolWV] AZCANECTER; (R) —N— [3—-[2—[2— [3—
(2—N", N =PRAFNTI)/)) TFNV—2—-AF)—1H-1 > F=)V—
6 —ANAFI] TFNTI] —1—tROFTIFN] Jx)] AF X
WE>73IKR; (R) = N— [3—[2—[2— [3—T7EFI—2—-AF)—
IH- 1Y R—N—6—NFF¥] TFNYIJ)] —1 - RaoFTITF)V]
TJrxZ)] AZUANFTIR; (R) — [6— [2— [2— (3—XAFIA
WEHEZIIVTI ) JxZ)—2—-kROaF>TFIV7I /] ThF¥] —2-L
FN—1H—-1T>E—=)—3—1)V] BEBBZF); (R) — [6— [2— [2—

(3 —AFNVANFZNTI)) JzZh—2 - RaFTITFIT7I/] L
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¥3] —2—IFNV—1H-A>EF—=N—3—a)V] Bl ; (R) — [6— [2
— [2= (3—AFZANKZNTR)) JzZh—2—-ERAFIIFIT I
J] ThFY] —2—Tx22)V—1H—-A > R=)b—3 -] BERITFIV; (
R) — [6— [2— [2—= (3=RAFNANKZNVTI)/) J7=Z)y—2—-EFR
¥ FNV7YI /)] ThFy] —2—-TxZ)—1H-A42YF=)k=3 -1
] EeEe ; (R) — [6— [2—[2— (4—27B00—-3 - AFIVANEZIT I
J) ZJxz)y—2—-kRaFTIFINTI)] ThFI] —2-AFN—1H-
4 R—=N—3—aN] BEBTZFIN; (R) — [6— [2—[2— (4—2nOn
— 3 —AFNANFZNTI)) JxZh—2 - ROFIIFINTI/] Th
F3] —2—AFN—1H-A>R=)—3—a)] FEz; (R) — [6— [2
— [2— (4= FB—-3—AFNANKINTI /) JzZ)—2—-k RO
FYVIFNTI)] ThFY] —2—AFN—1H—-A 2 F—)Vb—3—-1)V] &
BMTF)N; (R) — [6— [2— [2— (4—7)FO—3—AFIAKRZIV
YI)) Jzo)—2—bEROFTIFNTI/] ZhFY] —2-AF)N—1
H—+>R—)—3—a)l] Bif; (R) — [6—[2— [2— (4—kFROF
=3 —AFNANTFEAN) JxZ)—2—EROFTIFNT7I/] Th
FI]—-2—AFN—1H—1>E—=)IV—3—1)V] B ; (R) — [6—1[2—
[2— (3—AFNANKINTI)/) JxzZ)—2 -t ROFTIFIVT I/
] ThF3]—2— (2—AFFTITFN) —1H—-AF—=)b—3—1)V] B
: (R) —3—[6—[2— [2— (B=AFNAIFZNVTI/) 7=
—2—EbEROFIIFNTI)] TrFT] —2— (2—AFTIFI) —1
H—A>R—=)—3—4J)] 7oEF>®; (R) =N—-[3—-[2—-[2—- [2
— (2=APFFIYIF)N) —3—AFI—1H-A2R=)—6 —AIFF]
IFNTI] -1 - RaFTIFN TN AT ANEZTIR; (R
)y —N—-[3—-[2—[2—- [83—XZFN—2— (2—AFrFTITFN) —1H-
AR =6—A)FFY] TFATI /-1 -k RaF>TFNV 7))
IAZANKEYTIER; (R) —6—[2— [2—= (3—AFIAINKZIT I
J) Jxoh—2—bROFIIFNTI)] ZFINVTI)]—3—AF)—1
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