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AFEHI, BNET IIVAIITA JA: DTNV EA—VT VIV E TR
T 5—F¥ (Acyl-CoA:diacylglycerol acyliransferase. BAF. DGATE B D) HE
EHEETHREMLEREE2ET Y LT BEAXIIZOEE LA I NS
B9 5, '

=S5

JEREEIE, BRI E—ICHE L TERT IV F—NEERRENRSRT 5 2 &1
X0, U BN THRERE (M) 737 en—)b ki by 7 Uk R,
PIF. T6EWS) BNEEL., TOHEE U THRESERARICHEL TEL Nl
FREETH D (RIEHE =, TSTEPAR - P12« BBER. 55 1R, 19984F, p. 106) .
WL, BRI, FIGHLE. BERM. BERE. BRI S QAT B
MmEkEE, FHREER,. ITREY. BE. SREREEE. BR. BEEREEZdk
5. EEDOSE NS DAMERETEHD. HEWIIEBRINS DAPEEED
DRSS B b O, EEEEEREIN., —DOERE L THDNTN S,

e, EE, EEIE. AYRU v 7Y RO—ALEENS EEREROXERE
@U&D'@%él&ﬁ@ﬁéﬁlbtéhfwi’o (Zimmet, P. et al., Nature, 20014F,
4143, p.782-787) o FERSEGTIZ. BRE N=NIBIEN 5 M. INF-o/xd
OEFHHIHEN. TS VB TS X OIS B 51 > AU S EbiE
EHETHEEbIC, FFRICBY 2 PHEIEHOGREREL ., BIRLEE b5 T
EMMEINTNS, IBIT, 1A ViEFiEIc k> THERZENB M1 > X
U BED BRI, TSRS DI OEREEEISEI L. £, BRICBIT DN
F > OERITIEDS & OSSR OIE L 2N LTRSS SR 2 LR S8, BilE
EEBERIT, 2 EHCERT 2EISLE. MRADL O LEEL. BIIRE
(LrElc 20 < MLSREE, FHRERLEONEREREEL, EAiCEb2ERR
REREELSBDEEZEZSNTVS,
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B, FRINTWAPERESLT, YO F—)b (Engstrom, R. G. et al.,
(1975) Arch. Intern. Pharmacodyn., 19754E, 82142, p.308-321) . 753
> (Bray, G. A. et al., Obes. Res., 19964F, 384%, p.263-270) 72 EOHFHRIER
BANEIFL, BE, ANV ZXY Y M EOEU N—EHERPH SN TS, LML
NS, RRMERSKIIEEI T, 08, . BARER, RHCILIE, L8R EDR
fERDS, AU RS w b (Davidson, M. H. et al., The Journal of the American
Medical Association, 19994F, #8281%, p.235-242) Tid. T#H. RE. JEHE,
R EDMBLEITBITZBIERANERENS ZENH 0. BEA DK D DI WERNRE
BOBBENEENTNS,

FR LWL, BER2ARBEDOTCELTEL, HEIINUT, I6240M@L T
FNE—BEET S, AFCKVBRINETCHE, MIFKETHEIRS LORED X—
PORBICED . EEIRIERS L OE ) 7 V7 Ut O — WA RE NS, L
B, /7 IINZUa—)VBIOEHENSS 2 IVE, MNE LIRS .
N, MEETT DV TTA LABRERE AT, ASEWNS) |, 7IIaAL> T4
LA E)TINTYEA—NT IV BT PRT 2T —EBLUDATOEMIZEK D,
F TG AR E NS, T0, U VIR, LAFO—LBEUT YRS N5 &
HAEDINT, FOIVOCELTEROY ORERAWESNG, S5, TG,
UUNREEEBRTIAITHMEN, REICEIXNTRAINS., —F. BEHEKICS
WTh, ZUEn—)b 3 —U MBI ORI, 5ACS, ZUtn=)L3 U
BYIINRSIAT T, UIRAT 7 FOCBT VIV NIV AT 2 7—EB &

- ODGATOERIIZX D, TeHREREN5 (Coleman, R., Bell, R., J. Biol. Chem., 1976

5E, S50, p.4537-4543) . ZOX D IGEREICER S NETCE, JEIFHMRICERS
N CORBELTEMBEL S,

DGATVE. %BH@WQ{J\B@?MCY?E@‘%%?'E%D\ TCE BB DR b EERTHRAT
v ITORIG, TROET VNI YA LAOTIINEEL, 277U ED
— VD 3RANEBHT B REE AT 5BETHS (Colenan, R., Methods in
Enzymology, 19924F, #5209%%, p.98-104 ; Lehner, R., Kuksis, A., Prog. Lipid Res.,
199648, #535%, p.169-201 ; R. Bell., Ann. Rev. Biochem., 19804, 55493,
p.459-487) . DGATICIZ. 2FEEHD Y U1 LDGAT1 (Cases, S. et al., Proc. Natl.
Acad. Sci. USA., 19984F, #95%, p.13018-13023) HBKUDGAT2 (Cases, S. et al.,
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J. Biol. Chem., 20014E, E52763%, D.38870—38876) MEETDHIENFEINTNY
2. DGATIIE/MBB L SR, DCAT LIS KOS c 2 N B NERE L

TWBZ EMNS. DGATIIEE & UT/MNED 5 DIEHTRINS & OIS TOIEEH

12, DGAT2IEFIE TOTGE R ® L <I3VLDL (very low density lipoproteins) Z3¥&.
BLOIEHE#S COEHERICEE L TWE EEZL 5N TS, DGATIH K ODCAT2D
BB OB NIZEZEICIEE S M INTWRWAS, DCAT &ER, IFENAH, FEH
mE EOBEEENREBINTNS (Coleman, R.A., Lee, D.P., Progress in Lipid
Research, 20044F, 55433, p.134-176) o DGATIE. WL b EeAiS K OWRIALAE
B BICAROHEBERTH D, DATZHET HFANL. I6HKREZHNHTT DI LITX
D, HLETBT B IEHEIND X OEHERIC BT 2 IEhER MR L. B, B
fE. EIEME,. STGIE, BEARBMEERE, 1Y ‘/i&iﬁ‘l‘i&’fé{%ﬁ‘ R,
7id. EEICRERT 3ERIE. SICHE,. WERBEERE, 122U VikpiiE
R, W, BIEE. BIREHGE. MRS b U<, ERIREEREOR
ERD L FHAIE LU TERTHS LIS (Snith, S. J. et al., Nat.
Genet., 20004F, #525%, p.87-90; Chen, H. C., J. Clin. Invest., 20024F, 55109
2. p.1049-1055 ; Buhman, K. K., J. Biol. Chem., 20024, 582773, p 25474-25479 ;
Gaziano, J., et al., Circulation, 19974F, #5963, p.2520-2525) ,

INET, DATHEERZET BN DONDOEEMNAENTNHSEA, WihbE

FEHOLEY EIIHEEN RS BT HM2002-30619 95ARK, Tonoda,

H. et al., J. Antibiot. (Tokyo), 19954F, #E48%%, p.937-941, Yaﬁg, D. J. et al.,
J. Antibiot. (Tokyo), 19964F, #549%, p.223-229, Tomoda, H. et al., J. Antibiot.
(Tokyo), 19994%, #852%%, p.689-694XdTabata, N. et al., Phytochemistry, 1997
£, H46%, p.683-68TZHR) .

EJ/alt 2&%@30)41;‘:‘:\%l:%ﬁ{uﬁ‘%%iﬂﬁéﬁ‘é‘éﬂﬁé%ﬁf%ﬂBX/L'CM%fﬁ\ ZThon
DGATRHEMER ZRT Z EldA s TWan (FIAE, EEREARFE03./7045926
BTy bR .

&5, DEATD S BELE L TIATI ZHET 5 2 LITK D/MED 5 Ol E [
BT HEREE T HEEWIEIERA SN TR,

FEHA DR
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el 5 1%, DOATIEEIER 243 B LA M DV TBIERIE 217 o Tk, BED

(R R E T 5T LT LA, BNDCATEAZH LTHY. HHITDEATIIC

WHUTEHWEESEREZET 5 LBl U, k. ARULESE. OV TE

was, TN, IENRE. EIEME. BIGIE. IREABMEREE. 12U MRHAEE

5 (RE THBEREELE. MR, MRS OHE CERRIERNRIERE. RIRAIERE,

B R A MR AT | AN SRR, SEEIN R

B BIREE (FEBLOTRICRTERICGERT 2BIRELEEZSD) . 750

— AR L. RO R BRI ED 572 BB 5 BN B EBOTH R

JREEOT» DEZOESRS & LT, XEEIERT 5 FRORE : &isn

0 % HICHE. IEEMABEREE, 2 VEFEEGR. BHfERE. BRE

SR SRR (R R RS, SRS, BRI, BRI

MEEESD) . BN, MERERE. SERIRERE. BIREWE (LEBLT

FRICRTEBICERT 5 BIRELEEED) . 75 00— AEBIRGE(LE, MR

 BIRELE. ShERE. REkEE. SRS, IEWITE. R, EE. LB

15 BEEEVE. EE. ROEEEN 55N SRITN SEEDRERY, X TFH O

| D OEEOENRS & UTERATHS C LERM LT, AR EROMREELIZL
TR I N,

AFEHIL
20 (1) —#&=X (1)

Ee |
R, C,—C 7Vt Cy—Codr 07 Vs, BHER am5BIRE
BRI L ThE 5 EERS N TN TBENC — C o7 U — VR E R

% amBERINSETHTIC L HESEBRRINTATOIVEEREERL,
R2W%. KEETF. C,—Co7)VH)VE, EHER amSBRINZETHILIC]
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W S EABMES N TN THENC = C, 7 U —IVE, BlEHahSBRINDE
THNIZ 1 HE SEBRIN TR T XWERERE, BYRER ah SBRINDZET
ST ie 1T 3 EES SN TN THENC, —C, 7 I, C—C,TIHl
HET1EBHRINTOTHENC,—CaT 7 oy NFEIE, C,—C, Eruriv
FVEXET M T UNEERL,

Eid. 2 (I1) .3 (IT1)., R (XXXIX) XX (XL) 2FT2E

R4
\X/\/ In
RO—— j R
N
kﬂﬁf \T//vi
U“/Z ()
(1) '
SN
(XXXIX) | (XL)

(GRrh, R, KEBET. C,—C,7IHE, NaF VEFREST &R
L. RY%L. KEETFXIEIC,—C, 7 FNEERL, RO, AREFXEC,~C
TILENEERL, XROUR. A—X3Ek> T, RCHTRDINDEXETE
SZEFERL. mEkOnid. A—XidRaoT, 1 X3 2 0BKERT. 22U, R
(1 1) 2AETBEOXMEWICK (111D . R (XXXIX) KUK XL) 2
5 BEORBEERTMIL. —BK (1) TEINBLAMOAERKEL. R (1 1),
X (I11). R (XXXIX) BUOR (XL) 2ET2EOFERORBFRTML
R (1) TEINBLEYORRET ERAT S, RIER L, B RART
A L TR ThEL XIEA—DRERFICHAEL T THEN. ) &RL.

AW, BEES. R—0—C (=0) —TEbINZHE, R—0—-C (=8) —TX
pansE, R—NH-C (=0) —TEbahs#, X-NH-C (=8) —T%
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bansi, ﬁwTwwﬁ FAHNRNVEXER—-CH (OH) —C (=0) —
TEbINLEERL BFEL. BERETH, 2RETFAKCRCH (OH) Txb
XNBEANE. —BR (1) TESNBLAWORZEREL, HIRINVEMET
FARNEIVEENL, —BR (1) TEINBLAWDE LHET S. )N
772U, REZWKEETERL. DOANEREEERTHEEIEIRE.
R 0 3, NOFVETF. C,—C, TIVFNVE, C,—CNBT METIVF
JE, C,—C e ROFVTIFNE, —P (=0) (O—=C;=CeTIF) ,T
1 BHXNEC, — C  TIFINE, Cy—Co a7 FNE,. C —Cy TNV IF
SH. C.—C AOF VLT VAFVE, b ROFIETL I 2 BRRENTOS
C,—C,TNaFIik, C,—Ce¥ a7 NFNETIEBRINTNEC,—C,
P aEL ., C,—C TNroldEsh, C,—CTIVFoFFHE, (C,
—C TN AFY) — (C,—CTIFN) &, C,—CoTNFNFAE JVHF
SV, C,—C,7INaAFVHNRIIVE, TIE E/—C,—C TNFIA
WRZIF S JE. £ —C,—C T NENANEZNTI I, £/ —C,—C,
FNENTI I E. U= (C,—CTIFN) TI/E, N— (C,—CTIFI)
—N-— (C,—Csb RaFT7IVFN) 73 )%, V- (C,—Cq EROFITIL
F)) I E. 7/ ohof, L ROFIETIEBRINTATHRVE
REREE BERENDNSBRSNSETHIICLITIES FEERINTATHX
WG —C o7 U—)VEk, BHERDHSBRINBETHTIC L VE S EERIN
TWTHENC,—C,,TU—AFLE, £ ROFVE, b FOFIET2ERR
XNTVBC,—C TIFIE, —P (=0) (OH) (0—C,—=C7IFN)
T1EHRINEC, —C TIVFINE, HVRFVINETIERINEC, —C TV
#wg‘cfwn7w:#Vﬁwﬁ:w%f1%@3&tcf{%7w#wgﬁﬁ
2,2—9%?wf1,3—Vﬁ#ﬁ—4—&0UN>?w§#6E%ﬁE%b\
BYER DL, NBT VET, C,—Ce T NVFNERVC,—CNOT LTIV
FVED SR BEERT, ] | ‘
BETEY LY BEARITEOEE LA INSHRICET 5.

AREFICBWT, FEICE,

(2) (1) ITBNT,

RISNOFVETF, C,—CTIFINE, C,—CNOTALTIFIVE C,
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—C TNaAFVE, HVRFIINE, TIE B/ —Cy— C TNVFINIIRZ
NTI)HE, U= (C,—CTIEN) T &, 7 ERVZ FOENSRDH
MEBRENDETHNIC 1 HESFEBEHRINTNE 7 2 2VEZIC, —~C T
FIVETHNIC 1 Vi 2EBREN TN THIWTF TV UINETH BT L T HHERE
Xid7 O L FAEINDHE,

(3) (1) BT,

RIZNDOFVETF, C,—CTINFINERNC,—C TINIAFENBIRBHED
SRR N BE T 1 HE 3EERINTNS 7 = ZVENIC , — C, 7 IVF
WETHYIC 1 XL 2EBRINTVWEF TV UNETHZY LT FEERITO
W IR INDIA, ‘ |
(4) (1) ITBNWT,

R'NT v RETF, HEEF. AFVE, A MFVEROL NF AP SN S5
BRENBET2MEL W SUMBRINTNE T 22Vl 7 v RETF. HRR
FoAFIE, XA PFVEROT MR VEN SR DR HBIRINDETHIIT 2 47,
SRELIE SN2 EBHRINTNS 72 2)VE Xid5 —AFIN—2-F7JY
VETH BT LT REA I OEE EFAI NS, |
(5) (1) ITBNWT,

RN — T An 7o)V, 2 — T h+3 7o)V, 3 — T hF 7z )VE,
5—70A0—2—ARFTTIVE, 2T RFI-5-7)0F07zZ)VE,
5—r0O0—2—-ARFL TV, 5—roO—2-LhFI 7V, 2 -
ARES—5 —AFNTzoEXES, 5 —DARFIAFNTzZNVETHDY
L7 AT OEE LA I NS,

(6) (1) kKBWT,

RVEC,—C 7V s MINDFVEF, Cy—CThFIE. Ci—Co/
O7 L7 IVEILE, C,—C e ROEFITINFNHE, C,—CTNIAFE, C,
—C,NOF ATV AFVE IVRFEVIVE, TIJHE ) -Cy—CTIVF
WHNEZNTIJH, O—C,—C, 7INFNTIE, 7 /& ZboERTT
ToNAFVENS BN SBIREINSETHTIC 1 HESFEBEBREINTNHNTDS
FWT r oV ETE BT LT BEAILE DR LA S MBI,

(7) (1) &BnT, '
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RINC,— C TIFIVE ; NdT7 vRET. ERETF. RFEET. AFIVE T
FIVE, FOEIVE, AV TOEIVE, TFIVE, AV TFIVE, s —TFIE t
—TFE, PUYTINFTOAFIVE, ARFVE, ThEVE, TORFIE 1Y
TORFIE, TRFIVE, HIVRFVIVE, TIJE AFINVHINRZNT I /&,
DRAFINT I ) HE, VT I ERCS NOEDN SRS SBIREINSETHIITLT)
EIEBMIN TN THENT 2 2VETH BT LT HEAILT OFEE LFFAS
NDIHE,

(8) (1) ITBNT,

RIBAFIIVE ; 7w EET. ERET. AFINE, TF)E MU TIVAOATF
V., ARFVEELQFT MNFIET2MROSMBBREINTNS T2 2)VE
TRFIRELEDAFINT I JETAMMBBRINTNS 72 2)VE,; X7y
HET, HEETF, AFIVE, TFVE ASFIEEL BT MFIET2MNE
XN TWE T 2 2VETH DY L 7 FEAXITZ OEE FFFAS NS HE, |
(9) (1) IZBWT,
RNW5—INATO—2 —AMFI Tz, 2 -2 hFI—-5-7)bF 072
W%\S—QDU—Z—XF#971:N%\5—0UD—2—IF#971:W%‘
29— ARFY—5—AFNTz)VE, 2—ThFT—5—AFINTz)VE 4—
FTRELToJVE, 4A—VDAFINTI ) T7IVE, 2-7)0F 07 2 ZVEXR
2 —ThF3ToNVETHZY LT HEEAXIITOEE LA NS,

(10) (1) HE (9) AEBREINBVTNA—EIBNT,

R2BNOF VETF, C,—C FIFNE, C,—CNOF AT IFIVE C,
~C EROFITIFENE, C,—Ce7NaFTHE, L ROFTETIXE2EE
XN TWBC,—C FTNaAFIE, WIVARFIINE TI/E £/ -C,—Cy
7»#»ﬁ»ﬁ:»73/§‘97/%\:bn%\tﬁm#v%\ﬁwﬁ#vw%-
T1BHRENEC,— C TIFENERNC,—C, 7IVAFIHIVRIVET 1 BHR
ENTC,—C TIVFEINENS R DR BRI NSETHIC 1 HEIBEERS
NTWTHENT 2o VEELBEUDNETHZ Y LT HRHEXETOREL
BRI NDIE.

(11) (1) & (9) MEBREINBZNTNP—HIZBWT,

RESAOY VT, C,—CThFNE, C,—C NBF LT VFNE, EK
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D% ET 1 X 2HERENTNBC, - C TN IFSERUST ) ED 58D
ﬁ#é%ﬁéhé%ﬁ@jn1%%3@%@5&Tmf%;m71:w%%b<m
CUDNETH B L T BEAIT OEE EFFASNBE,

(12) (1) BE (9) »EERINZVTNA—HBNT,

R2H7 v RET, HEERT. AFNERONY ZNADRAFIVEN 5385
BRINSET2UNBHRENTVT, BiZ, 2 - ROFSIMFIERD2, 3
— DL ROFITORFVEN SR DEN SBIRENBETLAE L <135 AAVE
MXNTNE 7o)V 83— AFIN—2—EUDNE; 3-F7/—-2-EUI)
H:XE3, 5-I7NA0-2—-EBUINETHEY LT HEEXIT OHEE EFF
BINDHE, ‘

(13) (1) HE (9) hoEREINBWThA—EITBNT,

R2782—/OH—4— (2-EROFVIRFY) TxZ)VE, 2-/00-5
—(2~tﬁm#v1b#9)7zzw%\4—(2—tPU#9IF#9)—2—
N AOAFL T ooV, 2—-r0n0—4— (2, 3—YERRFITORF
D) Tro)VE, 4— (2, 3—YeRoFRITORFY) —2-hUTNFOAF
oL, 2—prOn—5— (2, 3—VLROFYTORFY) Tz INEX
13— AFI— 2 —BPUDINETH B LT HEEITTOHEE LFRSNBIE.
(14) (1) THE (9) HHBREINDNTNA—HITBWT,

R2MC,—C, 7IVEIVE; Xignay VEF, C,—C7IFNE C—CuN
s L7 IVEIVE, C,—C,E REFITIFINE, C,—CTIaAFTHE, C,

o NRFAETV ARV, IVRFIVE, TIHE B/ —C—CyTVF

NANEZNTI ) HE, D—C,—C,7NFNTI)E, 27 /& ZboERTT
T oIVA R VRN R AR BRI NAE T 1 HE 3EBRSNTNTD
;m71:wgﬁp<mxyv»gf%éwv7%ﬁ¢XM%@%@L%§émé
1. ) .
(15) (1) BZE (9) MSBRINZNTNN—HITBNT,
R2MC,—C,TIVEINVE ; X7 vRET. ERET. RRET. AFI)VE, T
FoLE. FOVILE, 4V TOENE TFVE AV TFIE s —TFIVE. t
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EZE 1 —TFoIAFY, 2—JueobAdFy, 1 -7 FF,. 3 -
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i1 7y RET, ERET. BEET. AFNE, TFVEEHY VA DAFIV
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tPu$v1?w,9tFm#97mew2MVtFU#&f?»ET%D,ﬁﬁﬁ
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ABHIcBNT. (=P (=0) (OH) (0—C,—C,7I¥F)) T1EHREN
7C,—C,7NFINE I LEQHR (—P (=0) (OH) (0—C,—C7
VI | WETER TC,— C  TIVFIVE] K& LEEERL, IFBEICE. SAR
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OB IVEF S IVEMEIE [C,— C, TV WA LEEERL, FHEICE. &
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AKEHICBNT, [C,—C,PINIAFTHNRNETIEBRINEC, —CeT
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TR A LAEEERL, FEICIE. A RFUHVRIVAFIVUIA M
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Ui, 3—FIFNTOEN. 1 -T2V TFN, 2—TJz2NTF). 3-7=x



10

15

20

25

30

WO 2006/004200 PCT/JP2005/012635
| 37

“VTFN. A—TLVTFN. 1—FTFNTFN. 2—=FTFNTF. 3—
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NETIEBHRSNAC, —C, 7IVENEN SR RN 5 BRI NBETHTITLTY
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%ﬁ%‘ﬁiﬁ?\%?»E‘%F#vﬁﬁﬁlb#&%ﬁgméﬁ#BERéhé
ETHSIC 240, 3MEL RSN 2HBRINTNS 7 2 2)VE ; XIE5 —AF
N—2-FF7VUNETHY, BIFERRE2-7VAn7z2)VE, 2-Th
LT roVEE 3T hEIYTxoVE 5 -7 O —-2 - A MR T DIV,
9—ThFy—5—7)AnT7z)VE, 5—r700—2- AT TzZIVE, 5
—poO—2—-TbhFIT7z)VE, 2—ARFT—5 - AFNTzZIVAEXILS,
5—IANFIAFINT 2 ZNVETH S,

AFRICBNT. FEAR2EINOFVETF, C,—C7IFIE, C,—CNO
EITIVELNE, C,—CERaFI7IFIE, C,—C7NIAFIE EFR
OFTHETI I 2EBRINTNSC,— Ce 7V IFIE HIVRFIIVE, 73

JE. E)—C,—C,PIENINRINTI ) E, 7 /# Z o eRoF
i, JIVRFVIVETIBRENEC, - C T VFNERTC,—C, ThaFY

HVRoIVET 1 BRENEC, — C, 7IVRIVEN SR DN BRSNS ETH

FiC I HEIEBHREIN TN THEIN T o VEELREUDNETHD., KDIF
BWRRIZENOF VET, C,—C TINFIE, C,—C NOT AT IIVFIVE, b
KOFSET1 X 2 EREESNTNSC, —C T aAFVERORY T ) EDBIE

BB B ER SN B LTI 1 TV SEERENTATHL T 2 2V EEL<

BEUDLETHD., Bick DFEARIZT v RET. HEET. AFVERCH
UL A O AT IVEN S SN SRR N DR T 2HAERENTNT, T, 2
L ROFVT REVERDY2, 3—-Vb ROFSTORFIEDSIRBEN SER
SPBETAMEL < IE 5 MANBRENTNE Tz oVE; 3—AF)—2-EBUD
Vi 3-3F ) —2—BUDVE; XE3, 5-Y7An-2-EUDNETH
D, BICEELERAE2 -700—-4— (2 ROFIIFY) TJoIVE, 2

—PDD—S—(2—&FD#?IF#?)71:W%‘4—(2—EFD#9IF
F3) —2— MY TNAORFNTzo)VE, 2—r00—4— (2, 3—YERD
FoORFY) TzoE, 4— (2, 3-YeRoFyTuRFd) —2-hU.
INAOAFNT o)V, 2—r0n—5— (2, 3—VEROFITORFD)

TrVENE 3 —AFIN— 2 — U VNETH B,

ARFICBNT, FEABRLEER (11) 2ET5EXER (XL) 2475

HTHY. LOFEAREREER (11) 2ET2ETHS,
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ARICBNT, FHELRIIKRET. 7y RRERT. HRETIAFIVETS

‘D‘iﬂﬁﬁﬁkﬁmmiﬁ?‘7v$ﬁ?ﬂﬁﬁ$%?f%0‘ﬁtibﬁﬁﬁR3

W3ARBRFTH S, ,

EFEHICBWT, FEER UIKBEFXEAFINETHD. LOFERR*IIKE
BEFTh5,

ARHICHNT, IFEAR SABRTFXIATINETH D, L DFELR kR
BT Th5. - |

ERFICBNT, HEEXEERETTH5,

ARBICBNT, FERURRCHTEDINBETH 5.

AFRHEICBNT, HFERmidl TH 3,

ARFITHNT, FERNIELTH S, o

ARFICBNT, FERARERE. R—0—C (=0) —TEbahai, R-
NH-C (=0) —THEbEh5%, HNRINEXIR—CH (OH) —C (=0)
—CEPINBZETHY. LDFERARK-O0—-C (=0) —TEb3ha#, &
~NH-C (=0) —T&bEN3%XMRA~CH (OH) —C (=0) —THbE
NZETHD. Fiok DIFERARK-NH-C (=0) —TEbINBEIR—
CH (OH) —C (=0) —TEbINBETHY. BIFERARK-NH-C (=
0) —TEbINZETHS. |

[Z0EE FHASNAE it ZRHO—BR (1) 26357 L 7B,
72 )EQE S RIEEEOEEETSBAICHBEREI TS ZEICED. X, BV
REINVEOESHBELEETIEAIIELEERESE5 2 kD, HICT5
ZEMTEBDOT, TOEETRT,

MRS EE LT, FIAIE. SkRme. I, SRR, %
(KRR D & 572N D5 ALKSREE, W, BRI, M. ME%o
SRS : A5 > TULR VIR, R U LA OAY YIRS, T8 AR
BIED L 570 C,— C o TIVFIN IR VEBIE, XE VR VEEE, p— MIVT
ZIRSBEDO LS 72T U IV ZIVE VR, BERE. DA TR, 7~ — VR,
ONVEE, I UERE. TAIVECEE, BEOBRE, BRE. L1 CREED
HHERE RO FU Y. UDVHE, FVEZVE, AVSF Ul I
B, YANSEUBEOLDRT I VBIEER TSI LNTES,
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. BERICESEE LT, FIAE. FRUTLAE TUTLE UFTL
WO ESRT VAU SR, IV A, TR AEOE ST VA HES
B, 7IVIoULE, $EEOSEE  TOEDULBEOL D RERE, t -3
FINT I M FASVNT I VML BRIV SNAFIVE Tz
U VIENTATIE, TFLVIDT7IVE, N—AFIVITIWVHIVE, 7P
M UIFNTI M. PUIFNTIVE Y1 rOaFV LT IVE N, N

—IORIPIIFLIVT IV, yaayahA Ui TahA i PIY —

VT I N—RIUNTRFINT IV, ERIVUE, FRIAFILT VE
S A RUZ (B ROFVAFIV) 7IJAY AEOL S REBESEDY I U ;
RO, FUS UM VDS, VRSV, VST SNSRI TR
ROELBEDLIRT I I BEERTE I ENTES, | ’
ERBO—ER (1) 2HTZY L7 HEAIITOKE LHEINBEIT. KK
FICHIE L D Xk, PSR ET 5 T Sk 0. KA ERINL, BEAD D,
KA E T B BENH D . T0L S AR bAREOEICAE SIS,
ERAO—BR (1) 26T 57 L7 EEAX LT OKE FFAINBHE, Mo
% BEOMEHRAZRILL . BRI SR BEMB 0D, 0L S MBI bAFRD
HicaSIN5, |
ARFO—ER (1) 2ETHEAWORERE LT, ML, FRE1NER
5 IR T LA ERT B ENTEBH, ARHILTNS ORRESNS O TR
AN o |
FisE 1 HEES KBTS, KEOBKIUTOEBD THS,
- BfgES |
Me : AF)b
t-Bu: t-7FI)
n-Hex : n—f'\=\:“/)l/'
CycPent : 7 aXR>F)b .
CycHex : 7 aAF)b
2-Me-CycHex : 2 — AF)IVIZa~FI)b
Ph: 7))l

Bn: RX>I)
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2-F-Ph: 2 —7)bATT )b
2-Cl-Ph: 2 —z ooy =)l
3-Cl-Ph: 3—rmo7z==)b
2-Br-Ph: 2 -7 OET )V
2-Bt-Ph: 2 —TFN T2V
2-n-Pr-Ph: 2 — (u—70OE) 7= )b
4-i-Pr-Ph: 4 —-(i—70E) 7
4-n-Bu-Ph : 4 — (n—=TFIV) 7= =)V
4-t-Bu-Ph : 4 — (fert—7F)V) 7= =)
9-s-Bu-Ph : 2 — (sec—FTF)) 7 =)
9-CFPh : 2— R U ZNABAFINT 22l
2-0Me-Ph : 2 — A RFT7x)b
9-0Et-Ph : 2 — T hFI 7zl
4-0-n-Bu-Ph: 4 —(— T hFI) Tzl
4-0-n-Hept-Ph: 4 — (n—~T hFIN 7))
2-0CFH-Ph: 2 —Y7)lFnX b7zl
4-NMe,Ph : 4 —DAFINTI ) Tx)b
2-(N-Ph: 2—3 7/ 7x=)b
2-NO,Ph : 2 —= k7=l
2-0Ph-Ph: 2—Tx /FT Tl |
4-Phos-Ph : 4 —RAKIE PTFINIATIVAFIT 22
2-F-CH,~CH, : 2 —7)LA D7 =)V AF)L
2, 6-di-F-CH,~CH, : 2, 6 —P7NATT IV AFIL
9-F-5-Me-Ph : 2 —7)A O — 5 —AFIN T )b
JT-5-CFPh : 2 —7)VA 0~ 5 — M) TNABAFLT =)
IF-G-CFPh: 2 —7)bAT—6— R TNFTAFLT =)
5-F-2-0Me-Ph : 5 —7)LA 00— 2 —ARFEI Tl
2-0Et-5-F-Ph : 2 —T ¥ —5-7)bAn 7zl
2,6-di-Cl-Ph : 2, 6—YZEOTx=Ib

4-Br-2-Cl-Ph: 4—JOE—2—-rBO7 )
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9-Cl-4-Me-Ph: 2 —Z OO —4—AFI T =)V

9-Cl-5-Me-Ph : 2 - 00— 5 —AF)T7=2)l

9-Cl-5-CF,-Ph : 2 —ZOH—5— R ZLATAFLT =)}
5-Cl-2-0Me-Ph : 5 —Z O —2— A RFEIT7x2))
5-C1-2-0Bt-Ph : 5 —ZOO—2—ThF 7))
9-Cl-4-0CH,CH,0H-Ph : 2 —Znm—4— (2—bROFIThFD) 7zl
9-C1-5-0CH,CH,OH-Ph: 2 — 700 —5— (2—kERBFIVIRFD) 7x2)l
4-NH-2-Cl-Ph: 4 —7 3 /—2-ron7yz=)b '

5-C1-2-NHSOMe-Ph : 5 —Z 00— 2 = AFIVZIVHEZNT I ) T =2l
5-C1-2-N0,Ph: 5 —7mOn—2—-=-hor=z))
4-CO0H-2-C1-Ph : 4 —HIVAFI—2 -7z
4-NHCOMe-2-C1-Ph : 4 — 7tk r7IR—2—-70nBa7=2)b
5-C1-2-0Ph-Ph : 5 —ZOH0—2—7x/)F ¥ T7x2)b

4-Br-2-Me-Ph: 4 —JOF—-2 —AF)N T

9-Br-6-Me-Ph : 2 —7JOE—6 —AFINT7 =)l
4-Br-9-CN-Ph : 4 —7J0E—-2—->7Y ./ 7x=)b

'2,3-di-Me-Ph: 2, 3—TYAFINT )V

9-Et-6-Me-Ph : 2 —LZF)V— 6 —AFIT =)V

4-1-Bu-2-Me-Ph : 4 —(—TFIN) — 2 —AFIT )
3,5-di-OMe-Ph : 3, 5—VARFI Tzl

4-1-Pr-2-CF,-Ph : 4 — (i —7a¥)l) —‘2 — MU TNFABAFII T =)
9-NH,~§-Me-Ph : 2 —F 3 ) —6 — AF)T )b

ANH,-2-CBPh s 2 =73/ —2—hUZNABAFNT =)
2-OMe-5-Me-Ph : 2 —A hF—5 —AF)N T )V

4-0Me-2-CF,—Ph : 4 — A FFT— 2= MU TIFOAF)IVT =)k
2-CH,0H-6-Me-Ph : 2 — b FOF I AF)IV—6 —AFI)V7 ey |

4-0CH,CH,0H-2-CF,Ph : 4 — (2 —EROFITIFY) —2 - MU TFOAFI

T =)V
4-CO00H-2-Me-Ph : 4 —HNAHRFT—2—=AF )N T
2-Me-6-NO,Ph : 2 —AF)—6 -t 7=
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4WMWw%w;%:4—7&F73F—2—b07»%m%?»7i:w
2-Bic[2.2.1lhept : 2—E> 20 [2.2.1] ATFI

4-C1-2, 6-di-MePh : 4 —Z AT —2, 6 —VAFN T2

9,4, 6-tri-Me-Ph: 2, 4, 6 —FUAFI T

2-Pyri

:2—-EyUzx2)b

3-Me-2-Py : 3—AF)—2—-EUI)

3,5-di-Cl-2-Py: 3, 5—y7r7no—-2—-EUI)
5-Me-2-thiazo : 5 —AF)— 2 —F 7V U)
4-CycPr-2-thiazo : 4 —¥ 77l —2—-F7V Ul
b-tetra: 5—FFZ UV

Ph(d) :
Ph(B) :
v

Ph(0) :
Ph(D) :
Ph (B)
Ph(F) :
Ph(G) :

2—run—4— (2, 3-YeROFyTORFY) 722
4— (2, 3=YEROFTTORFY) —2- MU TNFBAFIT 2=

2—»7upn—5— (2, 3—-YeRoFainky) 7z
A4— (3—tbvRoFy—1-¥¥ouyoojh) —2—AF)NT7x)b

L 4— (2. 3—-TVeROFLTOREY) —2-ThFnTo))

4— (2, 3—YeRoFi7oRFy) —2—AF)N 7))V
4—[4—(S) =2, 2—=PAF)N—1, 3—VFFH—4-70XR2F

W]—=2=AFINT )V

Ph(H) :
Het (A)

~ Het (B)

Het (C)

4—[1- (S) =1, 2-VEROFY—IFNW] -2 -AFNTz2))

c 1, 4—RYVIDFFFI-5—-1)
£ 2, 3—TERARIYVTITI—5—-1)
£ 2, 3—YERORIVISI=T7—1),

(F1)
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k/“ | . '
1
U A N//Jl\\\N///R
H H
V)
=¢7] R? A U R
x5
-1 9,6-di-F-Ph  -NH-C(=0)- CH 5-F-2-0Me~Ph
1-2 2,6-di-F-Ph  -NH-C(=0)- CH 9-0B{-5-F-Ph
1-3 9,6-di-F-Ph  -NH-C(=0)- CH 5-C1-2-0Me~Ph
1-4 9,6-di-F-Ph  -NH-C(=0)- CH 5-C1-2-0E{-Ph
1-5 2,6-di-F-Ph  -NH-C(=0)- Wil 2-0Me-5-Me-Ph
16 2,6-di-FPh  -NE-C(:0)-  CH 2-0B t-5-MePh
1-7 9,6-di-F-Ph  ~NH-C(=0)- CH 9-0B{-Ph
1-8 9,6-di-F-Ph  -NH-C(=0)- N 5-F~2-OMe-Ph
1-9 9,6-di-F-Ph  -NH-C(=0)- N 9-0Bt-5-F-Ph
1-10 9,6-di-F-Ph  -NH-C(=0)- N 5-C1-2-0MePh
1-11 9,6-di-F-Ph  -NH-C(=0)- N 5-C1-2-0Et-Ph
1-12 9,6-di-F-Ph  -NH-C(=0)- N 2-OMe~5-Me~Ph
1-13 2, 6-di-F-Ph  -NH-C(=0)- N 9-0Bt-5-Me-Ph
1-14 9,6-di-F-Ph  -NH-C(=0)- N '9-0Bt-Ph
1-15 2—F—6—CF3—Ph -NH-C (=0) - CH 5-F-2—-0Me—Ph
1-16 9-F-6-CF,-Ph  —-NH-C(=0)- CH 9-0Bt-5-F-Ph
1-17 9-F-6-CF,Ph  -NH-C(=0)- Wil 5-C1-2-0Me~Ph
1-18 9-F-6-CF,-Ph  -NH-C(=0)- CH 5-C1-2-0Et-Ph
1-19 9-F-6-CF,-Ph  ~NH~C(=0)- cH 2-0Me-5-Me~Ph
1-20 9-F-6-CF,Ph  ~NH-C(=0)- cH 9-0Bt-5-Me-Ph
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1-21 9-F-6-CF,-Ph  -NH-C(=0)- CH 9-0E{-Ph
1-29  9-F—6-CF-Ph  -NH-C(=0)- N 5-F-2-0Me~Ph
1-23 9-F-6-CF,-Ph  -NH-C(=0)- N 2-0E t-5-F-Ph
1-24 9-F-6-CF,~Ph  —NH-C(=0)- N 5-C1-2-0Me-Ph
1-25 9-F-6-CF,Ph  -NH-C(=0)- N 5-C1-2-0E{-Ph
1-26 9-F-6-CFPh  -N-C(=0)- N 9-OMe-5-Me-Ph
1-97  2-F-6-CFPh  -NH-C(=0)- N 9-0E t-5-Me-Ph
1-28 9-F-6-CF,-Ph  -NH-C(=0)- N 9-0Et-Ph

1-29 9,6-di-Cl-Ph  -NH-C(=0)- CH 5-F-2-O0Me-Ph
1-30 2,6-di-Cl-Ph  -NH-C(=0)- CH 9-0t-5-F-Ph
1-31 2,6-di-C1-Ph  -NH-C(=0)- CH 5-C1-2-0Me-Ph
1-32 9,6-di-Cl-Ph  -NH-C(=0)- CH 5-C1-2-0Et-Ph
1-33 9,6-di-C1-Ph  -NH-C(=0)- CH 9-0Me-5-Me—Ph
1-34 9,6-di-Cl-Ph  ~NH-C(=0)- CH 9-0Bt-5-Me-Ph
1-35 2, 6-di-Cl-Ph  -NH-C(=0)- CH 9-0Et{-Ph

1-36 9,6-di-Cl-Ph  -NH-C(=0)- N 5-F-2-0Me-Ph
1-37 9,6-di-C1-Ph  -NH-C(=0)- N 9-0Et-5-F-Ph
1-38 9,6-di-Cl-Ph  -NH-C(=0)- N 5-C1-2-0Me~Ph
1-39 2,6-di-C1-Ph  -NE-C(=0)- N 5-C1-2-0Et-Ph
1-40 9,6-di-C1-Ph  -NH-C(=0)- N 9-0Me-5-Me—Ph
1-41 9,6-di-Cl-Ph  -NH-C(=0)- N 9-0Et-5-Me-Ph
1-42 9,6-di-Cl-Ph  -NH-C(=0)- N 2-0B{-Ph

1-43  2-Cl-6-Me-Ph  -NH-C(=0)- CH  5-F-2-0Me-Ph
1-44 9-Cl-6-Me-Ph  -NH-C(=0)- CH 9-0Bt-5-F-Ph
1-45 9-Cl-6-Me-Ph  -NH-C(=0)- CH 5-C1-2-0Me-Ph
1-46 9-Cl-6-Me-Ph  -NH-C(=0)- CH 5-C1-2-0Et-Ph
1-47 9-Cl1-6-Me-Ph  ~NH-C(=0)- CH 9-0Me—5-Me—Ph
1-48 9-Cl-6-Me-Ph  -NH-C(=0)- CH 9-0B t-5-Me-Ph
1-49 9-Cl-6-Me-Ph  -NH-C(=0)- CH 9-0Et-Ph

1-50 2-C1-6-Me-Ph ~NH-C (=0) - N b-F-2-0Me-Ph
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1-52
1-53
1-54
1-60
1-56
1-57
1-58
1-59
1-60

1-61
1-62
1-63

1-64
1-65
1-66
1-67
1-68
1-69
1-70
1-71
1-72
1-73
1-74
1-75
1-76
1-77
1-78
1-79
1-80

9-C1-6-Me-Ph
9-C1-6-Me-Ph
9-C1-6-Me—Ph
2-C1-6-Me-Ph
9-C1-6-Me—Ph
9-C1-6-Me-Ph
9, 6-di-Me~Ph
9, 6-di-Me—Ph
2, 6-di-Me-Ph
2, 6-di-Me—Ph
9, 6-di-Me-Ph
2, 6-di-Me-Ph
2, 6-di-Me—Ph
2, 6-di-Me~Ph
2, 6-di-Me~Ph
9, 6-di-MePh
2, 6-di-Me-Ph
2, 6-di-Me-Ph
2, 6-di-Me~Ph
2, 6-di-Me—Ph
9-CH,0H-6-Me-Ph
9-CH,0H-6-Me—Ph

' 9-CH,0H-6-Me~Ph

2-CH,0H-6-Me—-Ph

2-CH,0H-6-Me-Ph

2-CH,0H-6-Me~Ph

9-CH,0H-6-Me-Ph.

9~CH,0H-6-Me-Ph
9-CH,0H-6-Me-Ph
9-CH,0H-6-Me-Ph

438

-NH-C (=0) -
~NH-C (=0) -
—NH-C (=0) -

" -NH-C(=0) -

-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -

~ -NH-C (=0) -

~NH-C (=0) -
~NH-C (=0) -
~-NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -

’-NEC@W—

~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
-Ni-C (=0) -
~NH-C (=0) -

CH
CH
CH

= A~ A A > A4

CH

PCT/JP2005/012635

2-0Bt-5-F-Ph
5-C1-2-0Me~-Ph
5-C1-2-0E t-Ph
2-0Me-5-Me-Ph.
2-0 t-5-Me-Ph
2-0Et-Ph
5-F-2-0Me-Ph
2-0Et-5-F-Ph
5-C1-2-0Me-Ph
5-C1-2-0Et-Ph
2-O0Me-5-Me-Ph

2-0Et-5-Me~Ph

2-0Et-Ph
5-F-2-0Me-Ph
2-0Et-5-F-Ph

 5-C1-2-0Me-Ph

5-C1-2-0Et-Ph
2—-0Me-5-Me-Ph
2-0E t-5-Me—Ph
9-0Et-Ph
5-F-2-0Me-Ph
9-0B ~5-F-Ph
5-C1-2-0Me-Ph
5-C1-2-0Et-Ph
2-0Me-5-Me—Ph
2-0 t-5-Me—Ph
9-0Bt-Ph
5-F-2-0Me-Ph
9-0F t-5-F-Ph
5-C1-2-0Me—Ph
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1-81
1-82
1-83
1-84
1-85
1-86
1-87
1-88
1-89

1-90

1-91
1-92
1-93
1-94

1-95

1-96
1-97
1-98
1-99

1-100

1-101

1-102

1-103

1-104

1-105

1-106

1-107

1-108

1-109

1-110

2-CH,0H-6-Me-Ph
2~CH,0H-6-Me-Ph
9-CH,0H-6-Me—-Ph
9—CH,0H-6-Me~Ph
2-0Me-6-Me-Ph
2-0Me-6-Me-Ph
2-0Me—-6-Me-Ph
2-0Me-6-Me-Ph
2-0Me—6-Me-Ph
2-0Me-6-Me-Ph
2-0Me-6-Me-Ph

2-0Me—-6-Me-Ph

9-0Me-6-Me-Ph
2-0Me—6-Me—-Ph
9-0Me—6-Me—Ph
2-0Me-6-Me-Ph
2-0Me—6-Me-Ph
2-0Me—6-Me-Ph
4-F-2-CF,-Ph
4-F-2-CF,~Ph
4-F-2-CF,-Ph
4-F-2-CF,-Ph
4-F-2-CF,-Ph
4-F-2-CF,~Ph
4-F-2-CF-Ph
4-F-2-CF,~Ph
4-F-2-CF4-Ph
4-F-2-CF,-Ph
4-F-2-CF,-Ph
4-F-2-CF,-Ph

49
NH-C (=0) -
~NH-C (=0) -
NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -

~NH-C (=0) -

-NH-C (=0) -
~NH-C (=0) -

- -NH-C(=0)-

-NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -

—NH-C (=0) -

-NH-C (=0) -
~NH-C (=0) -
—NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -

- -NH-C (=0) -

-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -

CH
CH
CH
CH
CH

CH

= A~ T - > 1

PCT/JP2005/012635

5-C1-2-0Et-Ph
9-OMe-5-Me~Ph
2-0B {-5-Me~Ph
9-0Bt-Ph
5-F-2-0Me~Ph
9-0B{-5-F-Ph
5-C1-2-0Me-Ph
5-C1-2-0E{-Ph
2—-0Me—5-Me-Ph
9-0B{-5-Me-Ph
9-0Bt{-Ph
5-F-2-0Me~Ph

9-Q0B{-5-F-Ph

5-C1-2-0Me-Ph
5-C1-2-0Et-Ph
9-OMe-5-Me-Ph
2-0Et-5-Me—Ph
9-0Bt-Ph
5-F-2-0Me~Ph
9-0Bt-5-F-Ph
5-C1-2-0Me-Ph
5-C1-2-0E t-Ph
9-OMe-5-Me-Ph
9-0Bt-5-Me-Ph
9-0E{-Ph
5-F-2-0Me-Ph
9-0Et-5-F-Ph
5-C1-2-0Me-Ph
5-C1-2-0E{-Ph
2-0Me-5-Me-Ph
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1-111
1-112

1-113

1-114
1-115
1-116
1-117
1-118
1-119
1-120
1-121
1-122
1-123
1-124
1-125
1-126
1-127
1-128
1-129
1-130
1-131
1-132
1-133
1-134
1-135
1-136
1-137
1-138
1-139
1-140

4-F-2-CF,;~Ph

4-F-2-CF,~Ph

9-C1-4-Me-Ph
9-C1-4-Me-Ph -
9-C1-4-Me-Ph
2-C1-4-Me-Ph
2-C1-4-Me-Ph
9-C1-4-Me-Ph
2-C1-4-Me-Ph
9-C1-4-Me-Ph
2-C1-4-Me-Ph

2-C1-4-Me-Ph

2-Cl-4-Me-Ph

~ 9-C1-4-Me-Ph

2-C1-4-Me-Ph

2-Cl-4-Me-Ph

4-COOH-2-C1-Ph
4-CO0H-2-C1-Ph
4-C00H-2-C1-Ph
4-C00H-2-C1-Ph
4-COOH-2-C1-Ph
4-CO0H-2-C1-Ph
4-CO0H-2-C1-Ph
4-COOH-2-C1-Ph
4-COOH-2-C1-Ph
4-CO0H-2-C1-Ph
4~C00H-2-C1-Ph
4-COOH-2-C1-Ph
4-COOH-2-C1-Ph
4-COOH-2-C1-Ph

50
~NH-C (=0) -
~NH~C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -

~NH-C (=0) -

~NH-C (=0) -
_NH-C (=0) -
~NHC (=0) -
~NH-C (=0) -
_NH-C (=0) -
~NH-C (=0) -
_NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NE-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH~C (=0) -
~NH-C (=0) -
_NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH~C (=0) -
_NH-C (=0) -
~NH~C (=0) - |

PCT/JP2005/012635

9-0Et-5-Me-Ph
' 9-0Ei-Ph
5-F-2-0Me-Ph
9-0E t-5-F-Ph
5-C1-2-0Me-Ph
5-C1-2-0E{-Ph
9-0Me-5-Me~Ph
9-0Et-5-Me-Ph
2-0E{-Ph
5-F-2-0Me-Ph
9-0E t-5-F-Ph
5-C1-2-0Me-Ph
5-C1-2-0Et-Ph
9-OMe-5-Me—Ph
9-0Et-5-Me-Ph
9-0Et-Ph
5-F-2-0Me~Ph
2-0B{-5-F-Ph
5-C1-2-0Me-Ph
5-C1-2-0Et-Ph
2-0Me—-5-Me~-Ph
9-0Et-5-Me~Ph
9-0Et-Ph
5-F-2-0Me-Ph
9-0Bt-5-P-Ph
5-C1-2-0Me-Ph
5-C1-2-0Et-Ph
9-OMe-5-Me~Ph
9-0Et-5-Me-Ph
9-0E{-Ph
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1-141
1-142
1-143
1-144
1-145
1-146
1-147

1-148
©1-149
1-150

1-151
1-152

1-153

1-154
1-1565
1-156

1-157

1-158
1-159
1-160
1-161
1-162
1-163
1-164
1-165
1-166
1-167
1-168
1-169
1-170

4-0Me-2-Me-Ph
4-0Me-2-Me-Ph

4-0Me~2-Me-Ph

4-0Me-2-Me-Ph
4-0Me-2-Me-Ph
4-0Me-2-Me-Ph
4-0Me-2-Me-Ph
4-0Me-2-Me-Ph

- 4-0Me-2-Me-Ph

4-0Me-2-Me-Ph
4-0Me-2-Me-Ph

4-0Me-2-Me-Ph

4-0Me-2-Me-Ph

4-0Me-2-Me-Ph

4-C0O0H-2-Me-Ph
4—COOH—2—Me¥Ph
4-C00H-2-Me-Ph
4-CO0H-2-Me-Ph
4—C00H42—Me—Ph
4-CO0H-2-Me-Ph
4-C00H-2-Me-Ph
4-CO0H-2-Me-Ph
4-C00H-2-Me-Ph
4-C00H-2-Me-Ph
4—COOH—2;Me—Ph

4-CO0H-2-Me-Ph

4-COOH-2-Me-Ph
4-COOH-2-Me-Ph

4-NHCOMe~-2-CF,~Ph
4-NHCOMe—2-CF,~Ph

ol
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -

CH
CH
CH

CH
CH
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5-F-2-0Me-Ph
2-0Et-5-F-Ph
5-C1-2-0Me-Ph
5-C1-2-0Et-Ph

2-0Me-5-Me-Ph

2—-0Et-5-Me-Ph
2-0Et-Ph
5-F-2-0Me-Ph

' 9-QB{-5-F-Ph

5-C1-2-0Me-Ph
5-C1-2-0Et-Ph
2-0Me-5-Me-Ph
9-0E t-5-Me-Ph
2-0Et-Ph

5-F-2-0Me~Ph
9-0Bt-5-F-Ph
5-C1-2-0Me~Ph
5-C1-2-0Et-Ph
9-0Me-5-Me~Ph
2-0Et-5-Me-Ph
9-0Et-Ph

5-F-2-0Me-Ph
2-0Et-5-F-Ph
5-C1-2-0Me-Ph
5-C1-2-0E1-Ph
2-0Me-5-Me-Ph
2-0Et-5-Me-Ph
2-0Et-Ph

5-F-2-0Me-Ph
2-0Et-5-F-Ph
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1-171
1-172

1173

1-174
1-175
1-176
1-177
1-178
1-179
1-180
1-181
1-182
1-183
1-184
1-185
1-186
1-187
1-188
1-189
1-190
1-191

1-192

1-193
1-194
1-195
1-196
1-197
1-198
1-199
1-200

4-NHCOMe-2-CF,—Ph
4-NHCOMe-2-CF,~Ph
4-NHCOMe-2-CF,~Ph
4-NHCOMe-2-CF;—Ph
4-NHCOMe-2-CF,-Ph
4-NHCOMe—-2-CF,-Ph
4-NHCOMe-2-CF,-Ph
4-NHCOMe-2-CF;-Ph
4-NHCOMe-2-CF,-Ph
4~-NHCOMe-2-CF,-Ph
4-NHCOMe-2-CF,-Ph
4-NHCOMe-2-CF,-Ph
2-Me-Ph
2-Me-Ph
2-Me-Ph
~ 2-Me-Ph
2-Me-Ph
2-Me-Ph
2-Me-Ph
2-Me-Ph
2-Me-Ph
2-Me-Ph
2-Me-Ph
2-Me-Ph
2—Me;Ph
2-Me-Ph
2-CF,-Ph
2-CF,~Ph
9-CF,~Ph
2-CF,~Ph

-NH-C (=0) -
-NH-C (=0) -
—-NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -

02
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- 5-C1-2-0Me-Ph

5-C1-2-0Et-Ph
3-0Me-5-MePh
9-0E t-5-Me~Ph
9-0F t-Ph
5-F-2-0Me—Ph
9-0F t~5-F-Ph
5-C1-2-0Me-Ph
5-C1-2-0Et-Ph
9-0Me-5-Me-Ph
9-0E t-5-Me-Ph
9-0E{-Ph
5-F-2-0Me-Ph
9-OE t-5-F-Ph
5-C1-2-0Me-Ph
5-C1-2-0E1-Ph
9-OMe—5-Me~Ph
9-0F t~5-Me—Ph
9-0Et-Ph
5-F-2—0Me-Ph
9-QB t-5-F-Ph
5-C1-2-0Me-Ph
5-C1-2-0E t-Ph
9-OMe—5-Me-Ph
9-OF t-5-Me~Ph
9-0E t-Ph
5-F—2-0Me—Ph
9-0E t-5-F-Ph
5-C1-2-0Me-Ph
5-C1-2-0Et-Ph
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1-201
1-202
1-203
1-204
1-20%
1-206
1-207
1-208
1-209
1-210
1-211
1-212
1-213
1-214
1-215
1-216
1-217
1-218
1-219
1-220
1-221
1-222
1-223

- 1-224

1-225
1-226
1-227
1-228
1-229
1:230

2-CF,~Ph
2-CF,~Ph
2-CF,~Ph
2-CF,-Ph
2-CF,-Ph
9-CF,~Ph
2-CF,-Ph
9-CF,-Ph
2-CF,~Ph
2-CF,-Ph
t-Bu
t-Bu
t-Bu
t-Bu
t-Bu
t-Bu
t—Bﬁ
t-Bu .
t-Bu
t-Bu
t-Bu
{-Bu
t-Bu
t-Bu

| t-Bu

t-Bu
t-Bu
t-Bu
t-Bu
t-Bu

-NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
—NH-C (=0) -
~NH-C (=0) -
~0-C (=0) -

- ~0-C(=0)-

~0-C(=0) -
~0-C (=0) -
~0-C (=0) -
~0-C (=0) -
~0-C (=0) -
~0-C (=0) -
~0-C(=0) -
~0-C(=0) -
~0-C(=0) -
~0-C(=0) -
~0-C (=0) -
~0-C (=0) -
-0-C(=0)-
~0-C (=0)-
~0-C(=0) =
~0-C (=0)-
-0-C(=0)-
-0-C(=0) -

63

PCT/JP2005/012635

9-OMe—5-Me-Ph
9-0Bt-5-Me-Ph
2-0Et-Ph
5-F-2-0Me~Ph
9-0Et~5-F-Ph
5-C1-2-0Me~Ph
5-C1-2-0E{~Ph
9-OMe~5-Me—Ph
9-0Bt-5-Me-Ph
9-0Et-Ph
5-F-2-0Me~Ph
9-0Bt-5-F-Ph
5-C1-2-0Me-Ph
5-C1-2-0E {-Ph
9-OMe~5-Me-Ph
9-0Bt-5-Me~Ph
9-0B{-Ph
5-F-2-0Me-Ph
9-0Et-5-F-Ph
5-C1-2-0Me-Ph
5-C1-2-0Bt-Ph
9-OMe-5-Me-Ph
9-0Bt-5-Me-Ph
9-0Bt-Ph
3-0Ph-Ph
4-0n-Hept-Ph
9-NO,~Ph
9-0Ph-Ph
5-C1-2-0Ph-Ph
9-0CF,H-Ph
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1-231
1-232
1-233
1-234
1-235
1-236
1-237
1-238
1-239
1-240
1-241
1-242
1-243
1-244

1-245

1-246
1-247
1-248
1-249
1-250

1-261 -

1-252
1-263

'1-254

1-255
1-2566
1-257
1-258
1-259
1-260

t-Bu
t-Bu
t-Bu
t-Bu
t-Bu

t-Bu .

t-Bu
t-Bu
t-Bu
t-Bu
t-Bu
t-Bu
t-Bu
t-Bu
t-Bu
t-Bu
t-Bu
t-Bu
t-Bu
t-Bu
t-Bu
t-Bu
t-Bu
t-Bu
t—Bu'
t-Bu
t~Bu
t-Bu
Ph
CycHex

54
—-0-C(=0) -
~0-C (=0) -
~0-C (=0) -
~0-C (=0) -
-0-C (=0) -
~0-C(=0)-
~0-C (=0)-
~0-C (=0) -
~0-C(=0)-
~0-C (=0) -
~0-C (=0) -
~0~C (=0) -
~0-C (=0) -
~0-C (=0) -
~0-C (=0) -
~0-C (=0) -
~0-C (=0) -
~0~C (=0) -
~0~C (=0) -
~0-C (=0) -
~0-C (=0) -
~0-C(=0) -
~0-C (=0) -
-0-C (=0) -
~0~C (=0) -
~0-C (=0) -
-0-C(=0)-
-0-C(=0)-
~0-C (=0) -
-C(=0)-

PCT/JP2005/012635

5-C1-2-N0O,~Ph
9-NH,~5-C1-Ph

5-C1-2-NHSOMe-Ph

2-0Me-Ph
2-F-Ph
2-C1-Ph
2-Me-Ph
2-Et-Ph
2-n-Pr-Ph

.2, 5—di-Me-Ph

4-NMe,~Ph
2-s—Bu-Ph
4-i-Pr-Ph
4-0Et-Ph
4-Et-Ph
4-s-Bu-Ph
4-0n-Bu-Ph
9-F-5-CF,~Ph
9-C1-5-CF,~Ph
2-C1-5-Me-Ph
3-Et-Ph
3-Me-Ph
3-C1-Ph
4-t-Bu-Ph
4-n-Bu-Ph
5-C1-2-Me-Ph
5-F-2-Me-Ph
2-F-5-Me-Ph
2-0Me-5-Me-Ph
2-0Me-5-Me-Ph
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1-261
1-262
1-263
1-264
1-265
1-266
1-267
1-268
1-269
1-270
1-271

1-272

1-273
1-274
1-275
1—276
1-2717
1-278
1-279
1-280
1-281
1-282
1-283

1-284

1-285
1-286
1-287

©1-288

1-289
1-290

Ph
Ph
Ph
Ph
Ph
Ph
Bn
Bn
Bn
Bn
Bn
Bn

9-F-Ph
9-F-Ph
9-F-Ph
2-F-Ph
9-F-Ph
9-F-Ph
9-C1-Ph
9-C1-Ph
9-C1-Ph

2—-C1-Ph .

9-C1-Ph
9-C1-Ph
2-Br-Ph
9-Br-Ph
9-Br-Ph
9-Br-Ph
2-Br-Ph

55
-NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -

~NH-C (=0) -

~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
“NH-C (=0) -
“NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
“NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
NH-C (=0) -
~NE~C (=0) -
“NH-C (=0) -
~NH-C (=0) -

PCT/JP2005/012635

5-F-2-0Me-Ph
2-0Me-5-Me-Ph
2-0Et-Ph
5-F-2-0Me-Ph
2-0Me-5-Me-Ph
2-0Et-Ph
5-F-2-0Me-Ph
2-0Me—5-Me-Ph
2-0Et-Ph
5-F-2-0Me-Ph
2-0Me-5-Me-Ph
2-0Et-Ph

2-0Me-5-Me~-Ph

5-F-2-0Me-Ph
9-OMe-5-Me-Ph
9-0Bt-Ph
5-F-2-0Me~Ph
2-0Me-5-Me-Ph
9-0Bt-Ph
5-F-2-0Me-Ph
2-0Me-5-Me-Ph
9-0Bt-Ph
5-F-2-0Me-Ph
9-0Me-5-Me-Ph
9-0E{-Ph
5-F-2-0Me-Ph
9-OMe~5-Me-Ph
2-0B{-Ph
5-F-2-0Me-Ph
2-0Me-5-Me-Ph
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1-291
1-292
1-293
1-294
1-295
1-296
1-297
1-298
1-299
1-300
1-301
1-302
1-303
1-304
1-305
1-306

1-307

1-308
1-309
1-310
1-311
1-312
1-313
1-314
1-315
1-316
1-317
1-318
1-319
1-320

2-Br-Ph
2-Et-Ph
92-Et-Ph
2-Ei-Ph
2-Et-Ph
2-Et-Ph
2-Et-Ph
9-Me—6-NO,~Ph
9-Me—6-NO,~Ph
2-Me—6-NO,~Ph
2—Mé—6;N02—Ph
2-Me—6-NO,~Ph
9-Me—6-NO,~Ph
2-CN-Ph
2-CN-Ph
9-CN-Ph
9-CN-Ph
9-CN-Ph
~2-CN-Ph
9-Et-6-Me-Ph
9-Bt-6-Me-Ph
2-Bi-6-Me-Ph
2-Et-6-Me-Ph
9-Bt-6-Me-Ph
9-Bi-6-Me-Ph

2-C1-6-CF,~Ph

2-C1-6-CF4-Ph
2-C1-6-CF,~Ph
9-C1-6-CF,~Ph
9-C1-6-CF;~Ph

56
~NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
-NH~C (=0) -
—NH-C (=0) -
-NH-C (=0) -
—NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -

CH
CH
CH
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2-0Et-Ph
5-F-2-0Me-Ph
2-0Me-5-Me-Ph
2-0Et-Ph
5-F-2-0Me-Ph
2—-0Me-5-Me-Ph
2-0Et-Ph
5-F-2-0Me-Ph

. 2-0Me-5-Me-Ph

9-0Et-Ph
5-F-2-0Me-Ph
2-0Me-5-Me-Ph
2-0Et-Ph
b-F-2-0Me-Ph
2-0Me-5-Me-Ph
9-0Et-Ph
5-F-2-0Me-Ph
2-0Me-5-Me-Ph
2-0Et-Ph

. 5-F-2-0Me-Ph

2-0Me-5-Me-Ph
9-0R{-Ph
5-F-2-0Me-Ph
9-0Me~5-Me~Ph
9-0Et-Ph
5-F-2-0Me-Ph
9-0Me-5-Me-Ph
2-0Et-Ph
5-F-2-0Me-Ph
9-0Me—5-Me~Ph
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1-321

1-329

1-323
1-324
1-325
1-326

- 1-327

1-328
1-329
1-330

1-331

1-339
1-333
1-334
1-335
1-336
1-337
1-338
1-339
1-340
1-341
1-342
1-343
1-344
1-345
1-346
1-347
1-348
1-349
1-350

9-C1-6-CF4-Ph
2-P-Ph

4-Br-2-Me~Ph
4-Br-2-Me-Ph
4-Br-2-Me-Ph
4-Br-2-Me~Ph
4-Br-2-Me-Ph
4-Br-2-Me-Ph
2, 4-di-Me-Ph
2, 4-di-Me-Ph
9, 4-di-Me-Ph
9, 4~di-Me~Ph
2, 4-di-Me-Ph
9, 4-di-Me~Ph
9, 4-di-F-Ph

9, 4-di-F-Ph

9, 4-di-F-Ph

9, 4-di-F-Ph

2, 4-di-F-Ph

2, 4-di-F-Ph

4-C1-2-Me-Ph
4-C1-2-Me-Ph
4-C1-2-Me-Ph
4-C1-2-Me-Ph
4-C1-2-Me-Ph

4-C1-2-Me-Ph

4-n-Bu-2-Me-Ph
4-n-Bu-2-Me-Ph
4-n-Bu-2-Me-Ph
4-n-Bu-2-Me-Ph

o7

-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
~NH~C (=0) -
-NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) - -
~NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -

- =NH-C(=0) -

-NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -

PCT/JP2005/012635

2—0Et—Ph'
5-C1-2-0Me-Ph
5-F-2-0Me-Ph
2-0Me-5-Me-Ph

. 2-0Et-Ph

5-F-2-0Me-Ph
2-0Me-5-Me-Ph
2-0Et-Ph
5-F-2-0Me-Ph
2-0Me-5-Me-Ph
2-0Et-Ph
5—F-2-0Me-Ph

9-0Me-5-Me-Ph

9-0Et-Ph
5-F~2-0Me-Ph
9-OMe-5-Me~Ph
9-0Et-Ph
5-F-2-0Me-Ph
2-0Me—5-Me-Ph

~ 9-0Ei-Ph

5-F-92-0Me—Ph
9-0Me~5-Me-Ph
9-0Et-Ph.
5-F—9-O0Me—Ph
9-0Me~5-Me-Ph
9-0Et-Ph
5-F-2-0Me—Ph
2-0Me-5-Me-Ph
9-0Et-Ph
5-F-2-0Me-Ph
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1-351
1-352
1-303
1-354
1-300
1-356
1-357
1-358
1-359
1-360
1-361
1-362
1-363
1-364
1-365
1-366
1-367
1-368
1-369
1-370
1-371
1-372
1-3173
1-374

1-375

1-376
1-377
1-378
1-379
1-380

4-n-Bu-2-Me-Ph
4-n-Bu-2-Me-Ph
2-C1-Ph
4-C1-2-CF,~Ph
4-C1-2-CF,~Ph
4-C1-2-CF,-Ph
4-C1-2-CF,-Ph
4-C1-2-CF,-Ph
4-C1-2-CF,-Ph
2,4, 6-tri-Me-Ph
2,4, 6-tri-Me-Ph
2,4, 6-tri-Me-Ph
2,4, 6-tri-Me-Ph

2,4, 6-tri-Me-Ph

9, 4, 6-tri-Me-Ph
9-F-CH,~CH,
9-F-C,H,~CH,
9-F-CH,~CH,
9-F-CH,~CH,
9-F-C,H,~CH,
9-F-C,H,~CH,

2, 3-di-Me-Ph
9, 3-di-Me-Ph
9, 3-di-Me-Ph
2, 3-di-Me-Ph
9, 3-di-Me-Ph
2, 3-di-Me-Ph
2-C1-6-Me-Ph
9-C1-6-Me-Ph
2-C1-6-Me~Ph

58
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
-NH-C(=0)-
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -

-NH-C (=0) -

-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -

=z =

CH
CH
CH

=z =

CH
CH
CH

CH
CH
CH
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9-OMe-5-Me-Ph
9-0Bt-Ph
5-C1-2-0Me-Ph
5-F-2-0Me-Ph
2-0Me-5-Me—-Ph
9-0Et-Ph
5-F-2-0Me-Ph
2—-0Me~-b-Me-Phr
9-0Et-Ph -
5-F-2-ONe~Ph
2-0Me-5-Me-Ph
9-0Bt-Ph
5-F-2-0Me—Ph
2-0Me-5-Me-Ph
9-0Bt-Ph
5-F-2-0Me—Ph
9-0Me-5-Me—Ph
9-0Bt-Ph
5-F-2-0Me~Ph
9-0Me~5-Me-Ph
2-0B{-Ph
5-F-2-0Me—Ph
2-OMe-5-Me-Ph
9-0Et-Ph
5-F-2-O0Me-Ph
9-0Me-5-Me~Ph
2-0Bt-Ph
9-0Me-Ph
9-F-Ph
2-C1-Ph’
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1-381
1-382

1-383.

1-384
1-385
1-386
1-387
1-388
1-389
1-390
1-391
1-392
1-393
1-394
1-395
1-396
1-397
1-398
1-399
1-400
1-401
1-402
1-403
1-404
1-405
1-406
1-407
1-408
1-409
1-410

2-C1-6-Me-Ph
9-C1-6-Me~Ph
4-Br-2-C1-Ph
4-Br-2-C1-Ph
4-Br-2-C1-Ph
4-Br-2-C1-Ph

4-Br-2-C1-Ph
4-Br-2-C1-Ph

2-C1-6-Me-Ph
9-C1-6-Me-Ph
3-C1-2-Me-Ph
3-C1-2-Me-Ph
3-C1-2-Me-Ph
3-C1-2-Me~Ph
3-C1-2-Me~Ph
3-C1-2-Me-Ph
9-C1-6-Me~Ph
9-C1-6-Me-Ph
9-Cl-6-Ne-Ph
9-C1-6-Me~Ph
9-C1-6-Me-Ph-
9-C1-6-Me~Ph
9-C1-6-Me—Ph
9-C1-6-Me-Ph
9-C1-6-}e~Ph

' 9-C1-6-Me-Ph

4-NH,-2~-CF,~Ph
4-NH,~2-CF,-Ph
4-NH,-2-CF,~Ph
4-NH,~2-CF,~Ph

59
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) —
~NH-C (=0) -

 -NH-C(=0) -

~NH-C (=0) -
NB-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) - -
~NH-C (=0) -
~NE-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -

PCT/JP2005/012635

2-Me-Ph
2-Et-Ph
5-F-2-0Me-Ph
2-0Me-5-Me-Ph
2-0Et-Ph
5-F-2-0Me-Ph
2-0Me-5-Me-Ph
2-0Et-Ph
2-n-Pr-Ph

2, 5-di-Me-Ph
5-F-2-0Me-Ph
2-0Me-5-Me-Ph
2-0Et-Ph
5-F-2-0Me-Ph

2-0Me-5-Me-Ph

2-0Et-Ph
4-NMe,~Ph
2-s-Bu-Ph
4-1-Pr-Ph
4~0Et-Ph
4-Et-Ph

- 4-3-Bu-Ph

4-0n-Bu-Ph
2-F-5-CF,-Ph
2-C1-5-CF,~Ph
2-C1-5-Me-Ph
5-F-2-0Me-Ph
2-0Me-5-Me-Ph
2-0Et-Ph
5-F-2-0Me-Ph
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1-411
1-412
1-413
1-414
1-415
1-416
1-417
1-418
1-419
1-420
1-421
1-422
1-423
1-424
1-425
1-426
1-427
1-428
1-429

1-430

1-431
1-432
1-433
1-434
1-435
1-436
1-437
1-438
1-439
1-440

60

4~NH,-2-CF;-Ph -NH-C (=0) -

4-NH,~2-CF,-Ph
9-NH,~6-Me-Ph
9-NH,~6-Me-Ph
2-NH,~6-Me-Ph
9-NH,~6-Me-Ph
2-NH,~6-Me-Ph
9-NH,-6-Me-Ph
4-NH,~2-C1-Ph
4-NH,-2-C1-Ph
4-NH,~2-C1-Ph
4-NH,~2-C1-Ph
~ 4-NH,~2-C1-Ph
4-NH,~2-C1-Ph
4-NHCOMe-2-C1-Ph
4-NHCOMe-2-C1-Ph
4-NHCOMe—2-C1-Ph
4-NHCOMe—2-C1-Ph
4-NHCOMe-2-C1-Ph
4-NHCOMe—2-C1-Ph
4-Br-2-CN-Ph
4-Br-2-CN-Ph
4-Br-2-CN-Ph
4-Br-2-CN-Ph
4-Br-2-CN-Ph
4-Br-2-CN-Ph
4-F-2-Me-Ph
4-F-2-Me-Ph
4-F-2-Me-Ph
4-F-2-Me-Ph

-NH-C (=0) -

~NH-C (=0) -
—NH-C (=0) -
—NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
~NH~C (=0) -

-NH-C (=0) -

-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0)-
-NH-€ (=0) -

- -NH-C(=0) -

-NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -

- -NH-C (=0) -

~NH-C (=0) -
-NH-C (=0) -
—NH-C (=0) -
~NH-C (=0) -

PCT/JP2005/012635

2-0Me-5-Me-Ph
2-0Et-Ph

5-F-2-0Me-Ph
2-0Me-5-Me-Ph
2-0Et-Ph
5-F-2-0Me-Ph
2-0Me-5-Me-Ph
2-0Et-Ph
5-F-2-0Me-Ph

2-0Me—5-Me~Ph

9-0Et-Ph
5-F-2-0Me-Ph
9-OMe~5-Me-Ph
9-0Et-Ph
5-F-2-0Me~Ph
9-OMe-5-Me~Ph
9-0Et-Ph
5-F-2-0Me~Ph
9-OMe-5-Me~Ph
9-0E{-Ph
5-F-2-0Me~Ph
9-OMe~5-Me-Ph
9-0Bt-Ph
5-F-2-0Me~Ph
2-0Me-5-Me-Ph
9-0Bt-Ph
5-F-2-OMe-Ph
2-0Me~5-Me-Ph
9-0Et-Ph
5-F-2-0Me—Ph
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1-441
1-442
1-443
1-444
1-445
1-446
1-447
1-448
1-449
1-450
1-451
1-452
1-453
1-454
1-455
1-456
1-457
1-458
1-459
1-460
1-461
1-462
1-463
1-464
1-465
1-466
1-467
1-468
1-469
1-470

4-F-2-Me-Ph
4-F-2-Me-Ph
4-NHCOE {-2-CF,~Ph

4-NHCOEt-2-CF,-Ph -

4-NHCOE t-2-CF,~Ph
4-NHCOE t-2-CF,~Ph
4-NHCOE t-2-CF,—Ph
4-NHCOE t-2-CF4-Ph
4-C1-2, 6-di-Me-Ph
4-C1-2, 6-di-Me-Ph
4-Cl1-2, 6-di-Me-Ph
4-Cl1-2, 6-di-Me-Ph
4-C1-2, 6-di-Me-Ph
4-C1-2, 6-di-Me-Ph
4~0Me-2-CF,-Ph
4-0Me-2-CF,-Ph
. 4-0Me-2-CF,-Ph
4-0Me-2-CF,-Ph
4-0Me—2-CF,~Ph
4-0Me-2-CF,-Ph
b—tetra
o—tetra
o—tetra
o—tetra
5—tetfa
o-tetra
2-Br-6-Me-Ph
2-Br-6-Me-Ph
2-Br-6-Me-Ph
2-Br-6-Me-Ph

61

~ -NH-C (=0)-
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
~NH~C (=0) -
~NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) - -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -

=z =

CH
CH
CH

PCT/JP2005/012635

2-0Me-5-Me-Ph
2-0Et-Ph
5-F-2-0Me~Ph
2-0Me-5-Me-Ph
2-0Et-Ph
5-F-2-0Me-Ph
2-0Me—-5-Me-Ph
2-0Et-Ph
5-F-2-0Me-Ph
2-0Me—5-Me-Ph
2-0Et-Ph
5-F-2-0Me-Ph
2-0Me-5-Me-Ph
2-0Et-Ph
5-F-2-0Me-Ph
2-0Me~5-Me—Ph
2-0Et-Ph
5-F-2-0Me-Ph
2-0Me-5-Me-Ph
2-0Et-Ph
5-F-2-0Me-Ph
2-OMe~5-Me~Ph
2-0Et-Ph
5-F-2-0Me-Ph
2-0Me-5-Me-Ph
2-0Et-Ph
5-F-2-0Me-Ph
2-0Me-5-Me—-Ph
2-0Et-Ph
5-F-2-0Me-Ph
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1-471
1-472
1-473
1-474
1-475
1-476
1-477
1-478
1-479
1-430
1-481
1-482
1-483
1-484
1-485
1-486
1-487
1-488
1-489
1-490
1-491
1-492
1-493
1-494
1-495
1-496
1-497
1-498
1-499
1-500

2-Br-6-Me-Ph

2-Br-6-Me—-Ph
4-i-Pr-2-CF,-Ph
4-i-Pr-2-CF,-Ph
4~i-Pr-2-CF,-Ph
4-i-Pr-2-CF,-Ph
4-i-Pr-2-CF,-Ph
4-i-Pr-2-CF,~-Ph
2-CO0H-6-Me-Ph
2-CO0H-6-Me-Ph
2-CO0H-6-Me-Ph

~ 9-CO0OH-6-Me-Ph

2-C00H-6-Me-Ph
2-CO0H-6-Me-Ph
2-Bic[2. 2. 1]hept
2-Me-CycHex
‘ Bn
9, 6-di-F~CyH,~CH,
2-Pyri
2-C1-6-Me-Ph
2-C1-6-Me-Ph
2, 6-di-F-Ph
9-F-6-CF,~Ph
2, 6-di-C1-Ph
2—C1+6;Me—Ph
2, 6-di-Me-Ph
2-CH,0H-6-Me-Ph
2-0Me—6-Me-Ph
4-F-2-CF,~Ph
2-C1-4-Me-Ph

62
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -

- -NH-C (=0) -

~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) - .
~-NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
-C(=0)-
-C(=0) -
~C(=0)-
-0-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH~C (=0) -

=z =

CH
CH
CH

CH
CH
CH
CH

CH
CH

1
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2-0Me-5-Me—Ph
9-0Et{-Ph
5-F-2-0Me~Ph
2-0Me-5-Me—Ph
9-0Bt-Ph
5-F-2-0Me-Ph
2-0Me-5-Me—Ph
9-0Et-Ph
5-F-2-0Me-Ph
2-0Me-5-Me~Ph
2-0Et-Ph
5-F-2-0Me-Ph
2-0Me-5-Me—-Ph
2-0Et-Ph
9-0Me-5-Me-Ph

9-O0Me-5-Me-Ph

2—-0Me-5-Me-Ph
2-0Me—-5-Me-Ph
2-0Me-5-Me-Ph
2-0Me-5-Me-Ph
4-Phos-Ph
n-Hex
n-Hex
n-Hex
n-Hex '
n-Hex
n-Hex
n-Hex
n-Hex

n-Hex
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1-501

1-502
1-503
1-504
1-505
1-506
1-507
1-508
1-509
1-510

1-511
1-512

1-513
1-514
1-515

1-516

1-517
1-518
1-519

1-520

1-521
1-522
1-523
1-524
1-525
1-526

1-527

1-528
1-629
1-530

4-COOH-2~C1-Ph
4-0Me-2-Me-Ph
4~COOH-2-Me—Ph
4-NHCOMe—2-CF,~Ph
2-Me-Ph
9-CF,~Ph
t-Bu
2, 6-di-F-Ph
9-F-6-CF,~Ph
2, 6-di-C1-Ph
92-C1-6-Me~Ph
2, 6-di-Me-Ph
9—CH,0H-6-Me-Ph
2-0Me-6-Me-Ph
4-F-2—CF,~Ph
9-C1-4-Me-Ph
4-COOH-2-C1-Ph
4-0Me-2-Me-Ph
4-CO0H-2-Me~Ph
4-NHCOMe-2-CF,~Ph
2-Me-Ph
2-CF,~Ph
t—Bu
3-Me-2-Py
34Me—2¥Py
3-Me-2-Py
3-Me-2-Py
3-Me-2-Py
3-Me-2-Py
3-Me-2-Py

63
~NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
~NH-C (=0)
~0-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
~0-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -

-NH-C(=0)-

-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -

PCT/JP2005/012635

n-Hex
n-Hex
n-Hex
n-Hex
n-Hex
n-Hex
n-Hex
C&ﬁHex
CycHex
CycHex
CycHex
CycHex
CycHex
CycHex
CycHex
CycHex |
CycHex
CycHex
CycHex
CycHex
CycHex
CycHéx
CycHex
2-F-Ph
2~0Me-Ph
2-0Ei-Ph
5-F-2-0Me-Ph
2-0Et-5-F-Ph

5-C1-2-0Me-Ph

5-C1-2-0E{-Ph
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1-531
1-532
1-533
1-534
1-535
1-536
1-537
1-538
1-539
1-540
1-541
1-542
1-543
1-544
1-545

1-546
1-547

1-548
1-549
1-550
1-551
1-552
1-553
1-554
1-555
1-556
1-557
1-558
1-559
1-560

3—Mé—2—PV
3-Me-2-Py
3-Me-2-Py
3-Me-2-Py
3-Me-2-Py
3-Me-2-Py
3—Me—24Py
3—Me—2—P§
3-Me-2-Py
3-Me-2-Py
3-Me-2-Py
3-Me-2-Py
3-Me-2-Py
3-Me-2-Py
3-Me-2-Py
3—Me—2;Py
3-Me-2-Py
2-C1-4-0CH,CH,0H-Ph
2-C1-4-0CH,CH,0H-Ph
2-C1-4-0CH,CH,0H-Ph
2-C1-4-0CH,CH,0H-Ph
2-C1-4-0CH,CH,0H-Ph
2-C1-4-0CH,CH,0H-Ph
2-C1-4-0CH,CH,0H-Ph
2—Cl—4—OCH¥HQOH—Ph
2~C1-4-0CH,CH,0H-Ph
2-C1-4-0CH,CH,0H-Ph
2-C1-4-0CH,CH,0H-Ph
2-C1-4-0CH,CH,0H-Ph
2-C1-4~0CH,CH,0H-Ph

64
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
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2-0Me~5-Me-Ph
2-0Et-5-Me-Ph |
3, 5-di-OMe~Ph
5-Me-2-thiazo
4-t-Bu-2-thiazo
2-F-Ph

2-0Me-Ph
2-0Et-Ph
5-F-2-OMe-Ph
2-0Et-5-F-Ph
5-C1-2~-0Me-Ph
b-C1-2-0Et-Ph
2-0Me-5-Me-Ph
2-0Et-5-Me-Ph
3, 5-di-0Me-Ph
5—Me—2—thiﬁzo
4-t-Bu-2-thiazo
2-F-Ph

2-0Me-Ph
2-0Et-Ph
5-F-2-0Me-Ph
9-0E t-5-FPh
5-C1-2-0Me-Ph
5-C1-2-0Et-Ph
2-0Me-5-Me-Ph
2-0Bt-5-Me-Ph
3, 5-di-0Me-Ph
b-Me-2-thiazo
4-t-Bu-2-thiazo
2-F-Ph
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1-561
1-562
1-563
1-564
1-565
1-566
1-567
1-568
1-569
1-570
1-571
1-572
1-573
1-574
1-575
1-576
1-577
1;578
1-579
1-580
1-581
1-582
1-583
1-584
1-585
1-586
1-587
1-588
1-589
1-590

2—C1—4—0CHJHQOH—Ph
9-1C1-4-0CH,CH,0H-Ph
9-C1-4-0CH,CH,0H-Ph
9-C1-4-0CH,CH,0H-Ph
2-C1-4-0CH,CH,0H-Ph
2-C1-4-0CH,CH,0H-Ph
2-C1-4-0CH,CH,0H-Ph
2-C1-4-0CH,CH,0H-Ph
2—C1—4—0CHJHEOH—Ph
2-C1-4-0CH,CH,0H-Ph
9-C1-4-0CH,CH,0H-Ph
Ph(A)
Ph(A)
Ph (A)
PhY)
Ph(A)
Ph(A)
Ph (A)
Ph(A)
Ph(A)
Ph(A)
Ph (A)
Ph(A)
PR (Y
Ph(A)
Ph(A)
Ph(A)
Ph(A)
Ph(A)
Ph(A)

65
-NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -

_NH-C (=0) -

-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
NH-C (=0)—
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -

~NH-C (=0) -

-NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -

PCT/JP2005/012635

2-0Me-Ph
2-0Et-Ph
5-F-2-0Me-Ph
2-0Et-5-F-Ph
5-C1-2-0Me~Ph
5-C1-2-0Et-Ph
2-0Me-5-Me-Ph
9-0E t-5-Me~Ph
3, 5-di~0Me-Ph
5-Me-2~thiazo
4-t-Bu-2-thiazo
2-F-Ph
9-0Me-Ph
2-0Et-Ph
5-F-2-0Me-Ph
9-0B{~5-F-Ph
5-C1-2-0Me-Ph
5-C1-2-0Et-Ph
2-0Me-5-Me-Ph
9-0Et-5-Me-Ph
3, 5-di~OMe~Ph
5—Me—2¥thiazo
4-t-Bu-2-thiazo
2-F-Ph
2-0Me-Ph
9-0Et-Ph
5-F-2-0Me-Ph
2-0Et-5-F-Ph
5-C1-2-0Me-Ph
5-C1-2-0Et-Ph
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1-591
1-592
1-593
1-694
1-595
1-596
1-597
1-598
1-599
1-600
1-601

-1-602
1-603

1-604
1-605
1-606
1-607
1-608
1-609
1-610
1-611

(1-612

1-613
1-614
1-615
1-616
1-617
1-618
1-619
1-620

Ph (A)

Ph(4)

Ph (A)

Ph (4)

Ph(A)
4-0CH,CH,0H-2-CF,~Ph
4-0CH,CH,0H-2-CF,-Ph
4-0CH,CH,0H-2-CF,~Ph
4-0CH,CH,08-2-CF,~Ph
4-0CH,CH,0H-2-CF,~Ph
4~0CH,CH,0H-2-CF,~Ph
4-0CH,CH,0B-2-CF,~Ph
4-0CH,CH,0H-2-CF~Ph
4-0CH,CH,0H-2~CF,~Ph
4-0CH,CH,0H-2-CF,~Ph
4-0CH,CH,0H-2-CF;~Ph
4-0CH,CH,0H-2-CF,~Ph
4-0CH,CH,0H-2-CF,~Ph
4-0CH,CH,0H-2-CF,~Ph
4-0CH,CH,08-2-CF,~Ph
4-0CH,CH,0H-2-CF,~Ph
4-0CH,CH,0H-2-CF,~Ph
4-0CH,CH,0H-2-CF,~Ph
4-0CIH,CH,0H-2-CF,~Ph
4-0CH,CH,0H-2-CF-Ph
4~0CH,CH,0H-2-CF,~Ph
4~0CH,CH,0H-2-CF,~Ph
4-0CH,CH,0H-2-CF,~Ph
4~0CH,CH,0H-2~CF,~Ph

Ph (B)

66
~NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
_NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
_NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
“NH-C (=0) -
~NH-C (=0) -
NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
“NH-C (=0) -
“NH-C (=0) -
“NH-C (=0) -
~NH-C (=0) -
“NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
“NH-C (=0) -

PCT/JP2005/012635

2-0Me-5-Me-Ph
2-0Et-5-Me-Ph
3, b-di-0Me-Ph
b-Me-2-thiazo
4—t—Bu—2—thiazo‘
2-F-Ph |
2-0Me-Ph
2-0Et-Ph
5-F-2-0Me-Ph
2-0Et-5-F-Ph
5—C1-2-0Me-Ph
5-C1-2-0Et-Ph
2-0Me-5-Me-Ph
2-0Et-5-Me-Ph
3, 5-di-0Me-Ph
5-Me-2-thiazo
4-t-Bu-2-thiazo
2-F-Ph

2-0Me-Ph
2-0Et-Ph
5-F-2-0Me-Ph
2-0Bt-5-F-Ph
5-C1-2-0Me-Ph
5-C1-2-0Et-Ph
2-0Me-5-Me-Ph
240Et—5—Me—Ph
3, 5—di-0Me-Ph
b-Me-2-thiazo
4-t-Bu-2-thiazo
2-F-Ph
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1-621
1-622
1-623
1-624
1-625
1-626
1-627
1-628
1-629
1-630
1-631
1-632

1-633

1-634
1-635
1-636
1-637
1-638
1-639
1-640
1-641
1-642
1-643
1-644
1-645
1-646
1-647
1-648
1-649
1-650

Ph (B)
- Ph(B)

Ph(B)

Ph (B)

Ph (B)

Ph (B)

 Ph(B)

Ph (B)

Ph (B)

Ph (B)

Ph (B)

Ph (B)

Ph (B)

Ph (B)

Ph (B)

Ph (B)

Ph (B)

Ph (B)

Ph (B)

Ph (B)

Ph (B)

Ph (B)

Ph (B)
9-C1-5-0CH,CH,0H-Ph
9-C1-5-0CH,CH,0H-Ph
9-C1-5-0CH,CH,0H-Ph
9-C1-5-0CH,CH,0H-Ph
9-C1-5-0CH,CH,0H-Ph
9-C1-5-0CH,CH,0H-Ph
9~C1-5-0CH,CH,0H-Ph

67
~NH-C (=0) -
_NH-C (=0) -
~NH-C (=0) -
_NH-C (=0) -
“NH-C (=0) -
“NH-C (=0) -
“NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
_NH-C (=0) -
_NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
“NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
“NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH~C (=0)-
~NH-C (=0) -
_NH-C (=0) -
_NH-C (=0) -
_NH-C (=0) -
_NH-C (=0) -

PCT/JP2005/012635

2-0Me-Ph
2-=0Et-Ph
5-F-2-0Me-Ph
2-0Et-5-F-Ph
5-C1-2-0Me-Ph
5-C1-2-0Et-Ph
2—0Me—5—Me-Ph
2-0Et-5-Me-Ph
3, 5-di—-0Me-Ph
5-Me-2-thiazo
4-t-Bu-2-thiazo
2-F-Ph
2-0Me-Ph
2-0Et-Ph
5-F-2-0Me-Ph
9-0Bt-5-F-Ph
5-C1-2-0Me-Ph
5-C1-2-0Et-Ph
2-0Me-5-Me-Ph
2-0Et-5-Me-Ph
3, b—di—-0Me-Ph

; 5—Me—2;thiazo

4-1-Bu-2-thiazo

~ 9-F-Ph

2-0Me-Ph
2-0Et-Ph
5-F-2-0Me-Ph
2-0Et-5-F-Ph
5-C1-2-0Me-Ph
5-C1-2-0Et-Ph
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1-651
1-652
1-6563
1-654

1-655

1-656
1-657
1-658
1-659
1-660
1-661
1-662
1-663
1-664
1-665
1-666
1-667
1-668
1-669
1-670
1-671
1-672
1-673
1-674
1-675
1-676
1-677
1-678
1-679
1-680

£,

9-C1-5-0CH,CH,0H-Ph
9-C1-5-0CH,CH,0H-Ph
9-C1-5-0CH,CH,0H-Ph
2-C1~5-0CH,CH,0H-Ph
9-C1-5-0CH,CH,0H-Ph
9-C1-5-0CH,CH,0H-Ph
9-C1-5-0CH,CH,0H-Ph
9-C1-5-0CH,CH,0H-Ph
9-C1-5-0CH,CH,0H-Ph
9-C1-5-0CH,CH,0H-Ph
9-C1-5-0CH,CH,0H-Ph
9-C1-5-0CH,CH,0H-Ph
9-C1-5-0CH,CH,0H-Ph
9-C1-5-0CH,CH,0H-Ph
9-C1-5-0CH,CH,0H-Ph
9~C1-5-0CH,CH,0H-Ph
9-C1-5-0CH,CH,0H-Ph
Ph (C)
Ph(C)
Ph(C)
Ph (C)
Ph (C)
Ph (C)
Ph(C)
PR (C)
Ph (C)
Ph (C)
Ph (C)
Ph(C)
Ph (C)

68

~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -

NH-C(=0) -

~NH-C (=0) -
_NH-C (=0) -
~NH-C (=0) -
~NH~C (=0) -
~NH-C (=0) -
_NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH~C (=0) -
~NH-C (=0) -
~NH-C (=0) -

-NH-C(=0)-

-NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
~-NH-C (=0) -
~NH-C (=0) -
~NH~C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -

PCT/JP2005/012635

2-0Me-5-Me-Ph
2~-0Et-5-Me-Ph
3, 5-di-0Me-Ph
b-Me-2-thiazo
4-t-Bu-2-thiazo
2-F-Ph

2-0Me-Ph
2-0Et-Ph

- 5-F-2-0Me-Ph

2-0Et-5-F~Ph
5-C1-2-0Me-Ph
5—-C1-2-0Et-Ph
2-0Me-5-Me-Ph
2-0Et-5-Me-Ph
3, b~di—0Me-Ph
5-Me-2-thiazo
4-1-Bu-2-thiazo
2-F-Ph
2-0Me-Ph
2-0Et-Ph -
b-F-2-0Me-Ph
2-0Et-5-F-Ph
5-C1-2-0Me-Ph
5-C1-2-0Et-Ph
2—-0Me-5-Me-Ph
2-0Et-5-Me-Ph
3, 5-di-OMe-Ph
b-Me-2-thiazo
4-t-Bu-2-thiazo
2-F-Ph
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1-681
1-682
1683
1-684
1-685
1-686
1-687
1-688
1-689
1-690
1-691
1-692
1-693
1-694
1-695
1-696
1-697
1-698
1-699
1-700

1-701

1-702
1-703
1-704
1-705
1-706
1-707
1-708
1-709
1-710

Ph (C)

Ph(0)

Ph ()

Ph(C)

Ph (C)

Ph ()

Ph(C)

Ph(0)

Ph (C)

Ph ()

PR(C) -

4-0CH,CH,0H-2-Me-Ph
4-0CH,CH,0H-2-Me-Ph

3-Me-4-Py
3-Me-4-Py
3-Me-4-Py
3-Me-4-Py
3-Me-4-Py
3-Me-4-Py
3-Me-4-Py
3-Me—-4-Py
3-Me-4-Py
3-Me-4-Py
3-Me-4-Py
3—Me—4;Py
3-CN-2-Py
3-CN-2-Py
3-CN-2-Py
3-CN-2-Py
3-CN-2-Py

69
-NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -

N (=0) -

-NH-C (=0) -

~NH-C (=0) -

~NH-C (=0) -

-NH-C (=0) -
~NH-C (=0) -

~NH-C (=0) -

~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -

NH-C (=0) -

-NH-C (=0) -

-NH-C (=0) -

~NH-C (=0) -

~NH-C (=0) -
~NH-C (=0) -

PCT/JP2005/012635

2-0Me—Ph
2-0Et-Ph
5-F-2-0Me~Ph
2-0Et-5-F-Ph
5-C1-2-0Me-Ph
5-C1-2-0Et-Ph
2-0Me-5-Me-Ph
2-0Et-5-Me-Ph
3, 5-di-O0Me-Ph
b-Me-2-thiazo
4-t-Bu-2-thiazo
2-OMe-5-Me-Ph
2-0Me-5-Me-Ph
2-F-Ph
2-0Me-Ph
2-0Et-Ph
5~F-2-0Me-Ph
2—-0Et-5-F-Ph
5-C1-2-0Me-Ph
5-C1-2-0Et-Ph
2—-0Me-5-Me-Ph
2-0Et-5-Me-Ph
3, b—di-0Me-Ph
b-Me-2-thiazo.
4-t-Bu-2-thiazo
‘2—F-Ph
Z—OMe-Ph
2-0Et-Ph
5-F-2-0Me-Ph
2—-0Et-5-F-Ph
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1-711
1-712
1-713
1-714
1-715
1-716
1-717
1-718
1-719
1-720
1-721
1-722
1-723
1-724
1-725
1-726
1-727

1-728

1-729
1-730
1-731
1-732
1-733
1-734
1-735
1-736
1-737
1-738
1-739
1-740

3-CN-2-Py
3-CN-2-Py
3-CN-2-Py
3-CN-2-Py
3-CN-2-Py
-3-CN-2-Py
3—-CN-2-Py

3, 5-di-C1-2-Py

3,5-di-C1-2-Py
3, 5-di-C1-2-Py
3,5-di-C1-2-Py
3,5-di-C1-2-Py
3,5-di~C1-2-Py
3,5-di-Cl-2-Py

3, 5-di-Cl-2-Py

3, b-di-Cl-2-Py

3, 5-di-Cl-2-Py

3, 5-4i-C1-2-Py
3, 5-di-C1-2-Py
3, 5-di-C1-2-Py
3,5-di-C1-2-Py
3, 5-di-C1-2-Py
3, 5-di-C1-2-Py
3,5-di-C1-2-Py
3, 5-di-C1-2-Py

3, 5-di-Cl-2-Py .

3, 5-di-Cl-2-Py
3, 5-di-C1-2-Py

3, 5-di-C1-2-Py
3,5-di-Cl-2-Py

70

_NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
_NH-C (=0) -
_NH-C (=0) -
_NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
_NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
_NH-C (=0) -
“NH-C (=0) -
“NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
“NH~C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
_NH-C (=0) -
“NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -

PCT/JP2005/012635

5-C1-2-0Me-Ph
5-C1-2-0Et-Ph
2-0Me-5-Me-Ph
2-0Et-5-Me-Ph
3, 5-di—-0Me-Ph
5-Me-2-thiazo

4-t-Bu-2-thiazo

9-F-Ph
2-0Me-Ph
2-0Bt-Ph
5-F-2-0Me-Ph
9-0Bt{-5-F-Ph
5-C1-2-OMe~Ph
5-C1-2-0Et-Ph
2—-0Me-5-Me-Ph
9-0B {-5-Me—Ph
3, 5-di-0Me—Ph
5-Me-2-thiazo '
4-1-Bu-2-thiazo
9-F-Ph
2-0Me-Ph
9-0Bt-Ph
5-F-2-0Me-Ph
2-0Ft-5-F-Ph
5-C1-2-0Me~Ph
5-C1-2-0Et-Ph
2-0Me-5-Me-Ph
2-0B {-5-Me-Ph
3, 5-di-0Me-Ph
5-Me-2-thiazo
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0!
1-741  3,5-di-Cl-2-Py  -NH-C(=0)- N
1-742  3-CN-2-Py -NH-C (=0) - N
1-743  2-Cl-4-NHSOMe-Ph  —NH-C(=0)- CH
1-744  2-C1-4-NHSOMe-Ph  -NH-C (=0) - N
1-745  4-NMe,~2-CF,-Ph  ~NH-C(=0)- CH
1-746  4-NMe,~2-CF,-Ph  -NH-C(=0)- N
1-747 Ph (D) - -NH-C (=0) - CH
1-748 Ph (D) -NE-C(=0)- N
1-749 Ph (E) ~NH-C (=0) - CH
1-750 Ph (E) -NH-C (=0) - N
1-751 2-Cl-4-CH,COMe-Ph —NH-C(=0)- CH
1-752  2-C1-4-CH,COMe-Ph -NH-C (=0) - N
1-753  2-Cl-4-CH,CO,H-Ph  -NH-C (=0) - CH
1-754 2-C1-4-CH,COHi-Ph  -NH-C(=0)- N
1-755 Ph (F) -NH-C(=0)- - CH
1-756 Ph (F) -NE-C(=0)- N
1-757 4-NMe (CH,CH,0H) -2-Me-Ph -NH-C(=0)-  CH
1-758 4-NMe (CH,CH,0H) -2-Me-Ph ~NH-C(=0)- N
1-759  4-CH,0H-2-Me-Ph  —NH-C(=0)- CH
1-760  4-CH,0H-2-Me-Ph  —NH-C(=0)- N
1-761  9-F-4~0CH,CH,0H-Ph ~NH-C (=0) CH
1-762  2-F-4-0CH,CH,0H-Ph -NH-C (=0) - N
1-763  2-Cl-4-CH,0H-Ph  -NH-C(=0)- CH
1-764  2-Cl-4-CHOH-Ph  -NH-C(=0)- N
1-765 4-CH,C0,Me-2-Me-Ph -NH-C (=0)- CH
1-766 4-CH,COMe-2-Me-Ph ~NH-C (=0)- N
1-767 4-CH,COH-2-Me-Ph  -NH-C(=0)- CH
1-768  4-CH,C0,H-2-Me-Ph  —NH-C (=0) - N
1-769 4-CH,P0 (0E1),~2-Me-Ph -NH-C(=0)-  CH

1-770 4-CH,PO(0Et),~2-Me-Ph -NH-C(=0)- = N

PCT/JP2005/012635

4-t-Bu-2-thiazo

2-0Et-5-F-Ph
2-0Me-5-Me-Ph
2-0Me-5-Me-Ph
2-0Me-5-Me-Ph
2-0Me-5-Me-Ph
2-0Me-5-Me-Ph
2—-0Me-5-Me-Ph
2-0Me-5-Me-Ph
2—-0Me-5-Me-Ph

2-0Me-5-Me-Ph

2-0Me-5-Me-Ph
9-0Me-5-Me-Ph
9-0Me~5-Me-Ph
9-0Me-5-Me-Ph
2-0Me-5-Me-Ph
2-0Me-5-Me-Ph
9-OMe-5-Me-Ph
2-OMe~5-Me-Ph
9-OMe-5-Me-Ph
2-OMe-5-Me-Ph
9-OMe-5-Me~Ph

2-0Me—-5-Me-Ph
2-0Me-5-Me-Ph

2-0Me-5-Me-Ph
2-0Me-5-Me-Ph
2-0Me-5-Me-Ph
2-0Me-5-Me-Ph
2-0Me-5-Me-Ph
2-0Me-5-Me-Ph
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1-771 5-0CH,CH,0H-2-Me-Ph -NH-C(=0)-  CH 9-OMe-5-Me-Ph
1-772  5-0CH,CH,0H-2-Me-Ph -NE-C(=0)- N 9-0Me-5-Me~Ph
1-773  4-CH,CH,0H-2-Me-Ph —~NH~C (=0) - CH 2-0Me-5-Me~Ph
1-774  4-CH,CH,0H-2-Me-Ph  —NH-C (=0)- N 9-0Me-5-Me—Ph
1-775 Ph (6) NE-C(=0)-  CH 9-OMe-5-Me—Ph
1-776 Ph (6) “NB-C(=0)- N 9-OMe-5-Me-Ph
=717 2-C1-6-CH,0H-Ph  -NH-C(=0)- CH 9-0Me~5-Me—Ph
1-778  9-Cl-6-CH,0H-Ph  -NH-C(=0)- N 2-0Me-5-Me-Ph
1-779 6-CHOH-2-CF3-Ph  -NH-C(=0)- ~ CH 2-0Me-5-Me-Ph
1-780 6-CH,0H-2-CF3-Ph  —NH-C(=0)- N 2-0Me-5-Me-Ph
1-781 Ph () -NE-C(=0)-  CH 9-0Me-5-Me~Ph
1-782 PR - -NE-C(0)- N 9-0Me~5-Me~Ph
1-783 4-Me-3-Py ~NH-C (=0) - CH 2-OMe-5-Me-Ph
1-784 4-Me-3-Py ~NH-C (=0) - N 9-0Me-5-Me—Ph
1-785 4-CH,P0 (OH) (0Et)-2-Me-Ph -NH-C(=0)- CH 9-OMe-5-Me—Ph
1-786 4-CH,PO (OH) (OEt)-2-Me-Ph ~NH-C(=0)~ N 9-OMe-5-Me-Ph
1-787 3, 5-di-F-2-Py ~NH-C (=0) - CH 9-0Me~5-Me-Ph
1-788 3, 5-di-F-2-Py ~NH-C (=0) - N 9-OMe-5-Me~Ph
1-789  9-Cl-6-Me-Ph  -NH-C(=0)- CH CycPent
1-790 4-0CH,CH,0H-2-CF,~Ph -NH-C (=0) - CH CycPent
1-791  4-CO,H-2-Cl-Ph  -NH-C(=0)- CH 9-F-Ph
1-792  4-COH-2-C1-Ph  -NH-C(=0)- N 9-F-Ph
1-793  6-CH,0H-2-Me-Ph  -NH-C(=0)- CH 9-F-Ph
1-794  6-CH,0H-2-Me-Ph  -NH-C(=0)- N 9-F-Ph
1-795  9-F-6-CF,Ph  -NH-C(=0)- N 9-F-Ph
1-796  2,6-di-CI-Ph .  -NH-C(=0)- N 9-F-Ph
1-797  4-CH,0H-2-Me-Ph  —NH-C(=0)- CH 9-F-Ph
1-798  4-CHOH-2-Me-Ph  -NH-C(=0)- N 9-F-Ph
1-7199 2, 6-di-F-Ph ~NH-C (=0) - N 9-F-Ph

1-800 2-C1-Ph ~-CH(OH) -C(=0)- N 2-F-Ph
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1-801

1-802 2-C1-4-CH,CH,0H-Me-Ph

1-803
1-804
1-805

~ 1-806

1-807

1-808

1-809
1-810
1-811
1-812

1-813

1-814
1-81%
1-816

- 1-817

1-818
1-819
1-820
1-821
1-822
1-823
1-824
1-825
1-826
1-827
1-828
1-829
1-830

t-Bu

t-Bu
t-Bu
2-C1-Ph
2-C1-Ph
9, 4-di-F-Ph
2, 4-di-F-Ph
2—-C1-4-0H-Ph
9-C1-4-0H-Ph
t-Bu

i-Bu

t-Bu
2—C1-4-0CH,CH,0H-Ph
2-C1-4-0CH,CH,0H-Ph

3-Me-2-Py
3-Me-2-Py

Ph ()

Ph (A)
4-0CH,CH,0H-2-CF;-Ph
4-0CH,CH,0H-2-CF,~Ph

Ph(B)

Ph (B)
9-C1-5-0CH,CH,0H-Ph
2—01—5—OCHJHQOH—Ph

Ph(C)

Ph (C)
2-C1-4-0CH,CH,0H-Ph
9~C1-4-0CH,CH,0H-Ph

3-Me-2-Py

73
-0-C (=0) -
0-0(=0)-
0-0(=0)-
-0-C(=0)-
-CH(0H) -C (=0) -
—~CH(0H) -C (=0) -
—CH (0H) -C (=0) -
~CH (0H) -C (=0) -
—CH (0H) -C (=0) -
~CH(0H) -C (=0) -
-0-C (=0) -
-0-C (=0) -

. =0-C(=0)-

~CH (0H) -C (=0) -
-CH(OM) -C (=0) -
~CH(0H) -C (=0) -
~CH(0H) -C (=0) -
-CH(0H) -C (=0) -
-CH(OH) -C (=0) -

~CH (0H) -C (=0) -
~CH(0M) -C (=0) -
~CH (0H) -C (=0) -
~CH(0H) -C (=0) -

~CH (0H) ~C (=0) -
~CH(0H) -C (=0) -
-CH(0H) -C (=0) -
~CH(0H) -C (=0) -
-CH (0H) -C (=0) -
~CH (0H) -C (=0) -
-CH(OM) -C (=0) -

PCT/JP2005/012635

2-F-Ph
2~0Me-5-Me-Ph
b-Et-2-thiazo
Het(A)
2-0Me-5-Me-Ph
2-0Me-5-Me-Ph
2-0Me-5-Me-Ph
24M&&Me?h‘
2-F-Ph

2-F-Ph
4-t-Bu-2-thiazo

4, 5-di-Me-2-thiazo

4-Me-2-thiazo
2-0Me-5-Me-Ph
2-0Me-5-Me-Ph
2-OMe-5-Me-Ph
2-0Me-5-Me-Ph
2-0Me-5-Me-Ph
2-0Me-5-Me-Ph
2-0Me-5-Me-Ph
2-0Me-5-Me-Ph
2-OMe-5-Me—Ph
2-0Me-5-Me-Ph
2-0Me-5-Me-Ph
2-0Me-5-Me-Ph

- 2-0Me-5-Me-Ph

2-0Me-5-Me-Ph
2-0Me-Ph
2-0Me-Ph -
2-0Me-Ph
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1-831 3-Me-2-Py “CH(OW)-C(=0)- N 9-OMe-Ph
1-832 Ph(d) -CH(OH)-C(=0)- CH 9-OMe-Ph
1-833 Ph () CCHOM-C(=0)- N .  2-OMe-Ph
1-834 4-OCH,CH,0H-2-CF,-Ph —~CH(OH)~C(=0)~ CH 9-OMe-Ph
1-835  4-OCH,CH,0H-2-CF,-Ph —~CH(OH)-C(=0)- N 9-OMe-Ph
1-836 Ph (B) ~CH(0H)-C (=0)- CH 9-OMe-Ph
1-837 Ph (B) ~CH(OH)-C (=0)- N 9-OMe-Ph
1-838  2-C1-5-0CH,CH,0H-Ph —CH(OH)-C(=0)- CH 9-OMe~Ph
1-839  2-Cl-5-O0CH,CH,0F-Ph —CH(OH)~C(=0)- N 9-OMe-Ph
1-840 Ph (C) CH(OH)-C(=0)- CH - 2-OMe-Ph
1-841 Ph(C) - -CH(OH)-C(=0)- N 9-OMe-Ph
1-842 4-Me-3-Py . -NH-C(=0)- CH 5-F-2-0Me-Ph
1-843  4-Me-3-Py NE-C(=0)- N 5-F-2-0Me-Ph
1-844 4-OCH,CH,OH-2-CF,-Ph -NH-C(=0)-  CH 3-0Me-Ph
1-845 4-0CH,CH,0H-2-CF,-Ph -NH-C(=0)- . N 3-OMe—Ph
1-846  4-OCH,CH,0H-2-CF,-Ph -NH-C(=0)-  CH 3-0Et-Ph
1-847  4-OCH,CH,0H-2-CF,-Ph -NH-C(=0)= N 3-E{-Ph
1-848  4-0CH,CH,0H-2-CF,-Ph -NH-C(=0)-  CH 4, 5-di-Me-2-thiazo
1-849 4-OCH,CH,O0H-2-CF,-Ph -NH-C(=0)- N 4, 5-di-Me-2-thiazo
1-850 4-O0CH,CHOH-2-CF,-Ph —NH-C(=0)-  CH 4-Me-2-thiazo
1-851  4-OCH,CH,0H-2-CF,-Ph —NH-C(=0)- N 4-Me-2-thiazo
1-852 2-Cl-4-OCH,CH,0H-Ph -NH-C(=0)-  CH 3-0Me-Ph
1-853  2-Cl-4-OCH,CH,0H-Ph -NH-C(=0)- N 3-0Me-Ph
1-85¢  3-Me-2-Py “NH-C(=0)-  CH 3-0Me~Ph
1-855 3-Me-2-Py NE-C(=0)- N 3-OMe-Ph
1-856 3-Me-2-Py . -NH-C(=0)- CH 3-QE{-Ph
1-857 3-Me-2-Py “NE-C(=0)- N 3-0Et-Ph
1-858 2-Cl-5-0CH,CH,0H-Ph -NE-C(=0)-  CH 3-0Et-Ph
1-859 2-Cl-5-OCH,CH,0H-Ph -NH-C(=0)- N 3-0Et-Ph

1-860 2-Cl1-4-0CH,CH,0H-Ph -NH-C(=0)- - CH 3-0Me~-2-Py
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1-861
1-862
1-863
1-864
1-865
1-866
1-867
1-868

. 1-869

1-870
1-871
1-872
1-873
1-874
1-875
1-876
1-877
1-878
1-879
1-880
1-881
1-882
1-883
1-884
1-885
1-886
1-887
1-888
1-889
1-890

9—C1-4-0CH,CH,0H-Ph
2-(1-5-0CH,CH,0H-Ph
9-C1-5-0CH,CH,0H-Ph
9—C1-4-0CH,CH,0H-Ph
2-C1-4-0CH,CH,0H-Ph
9-C1-4-0CH,CH,0H-Ph
9—C1-4-0CH,CH,0H-Ph

15
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -

—NH-C (=0) -

-NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -

4-0CH,CH,0H-2-CF;~Ph ~NH-C (=0) -

3-CN-2-Py
4~0CH,CH,0H-2-CF,~Ph
3-Me-2-Py
3-(N-2-Py
4~0CH,CH,0H-2-CF,~Ph
4~0CH,CH,0H-2-CF,-Ph
3-(N-2-Py
4~0CH,CH,0H-2-CF,~Ph
3-CP,-2-Py
3-Me-2-Py
 3-ON-2-Py
3-(N-2-Py
4~0CH,CH,0H-2-CF,~Ph
3-Me-2-Py
3, 5-di-F-2-Py
3, 5-di-F-2-Py
3, 5-4i-F-2-Py
3, 5-di~F-2-Py
3, 5-di-F-2-Py
3, 5-di-F~2-Py
3, 5-di-F-2-Py
3, 5-di-F-2-Py

~NH-C (=0) - -
-NH-C (=0) -

-NH-C (=0) -
-NH-C (=0) -

-NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -

-NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -

~NH-C (=0) -

~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH~C (=0) -
~NH-C (=0) -
~NH~C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -

N
CH
N
CH
N
CH
N

PCT/JP2005/012635

3-0Me-2-Py
4,5-di-Me-2-thiazo
4,5—di—Me—2—thiazol
4,5-di-Me-2-thiazo
4,5-di-Me-2-thiazo
3-0Et-Ph
3-0Et-Ph
2-0CF,-Ph
2-0CF,-Ph
2-SMe-Ph
2-0CF,H-Ph
2-0CF,H-Ph
2-0CF,H-Ph
Het (4)
Het (A)
Het (B)
2-0Et-5-F-Ph~
2-0Me-3-Py
3-0Et-Ph
2, 3-di-0Me-Ph
2, 3-di-0Me-Ph
2, 3-di-OMe-Ph
2, 3-di-0Me-Ph
2-0Et-Ph
3-0Et-Ph
3, b-di-OMe-Ph
2-0Et-5-F-Ph
2-0Et-5-F-Ph
2-0CF,-Ph
2-0CF,H-Ph
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1-891

1-893
1-894
1-895
1-896
1-897
1-898
1-899
1-900
1-901
1-902
1-903
1-904
1-905
1-906
1-907
1-908
1-909
1-910
1-911
1-912
1-913
1-914
1-915
1-916
1-917
1-918
1-919
1-920

3, 5-di-F-2-Py
1-892  3,5-di-F-2-Py

3-Me-2-Py
3-Me-2-Py
3-Me-2-Py
3-Me-2-Py
3-Me-2-Py
3-C1-2-Py
3-F-2-Py

4-0CH,CH,0H-2-CF,~Ph
4-0CH,CH,0H-2-CF,~Ph

3-Me-2-Py
3-Me-2-Py
3-Me-2-Py
3-Me-2-Py

4-0CH,CH,0H-2-CF,~Ph
4-0CH,CH,0H-2-CF,~Ph

3-C1-2-Py
3-C1-2-Py
3-C1-2-Py
3-C1-2-Py
3-C1-2-Py
3-C1-2-Py
3-C1-2-Py
3—Cl—é—Py
3-C1-2-Py
3-C1-2-Py
3-C1-2-Py
3-Cl1-2-Py
2-C1-6-Me-Ph

76

-NH-C (=0) -
-NH-C (=0) -

- —NH-C (=0) -

-NH-C (=0) -
~NH~C (=0) -
-NH-C (=0) -
~NH-C (=0) -
~NE-C (=0) -
~NH-C (=0) -
~NHC (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -

-NH-C(=0)-

-NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -

PCT/JP2005/012635

2-SMe~Ph
Het (A)
2-0CF;-Ph
2-0CF,H-Ph
2-SMe-Ph
Het (A) |
2-0Me-3-Me-Ph
2-0Me—-5-Me-Ph
2-0Me-5-Me-Ph
4-Et-2-thiazo
4-Et-2-thiazo
2-0Me-4-Me-Ph
2-0Me-4-Me-Ph
Het (C)
Het (C)
4—CycPr—2;thiazo

4-CycPr-2-thiazo

9-F-Ph
9-0Me-Ph
3-0Et-Ph

3, 5-di-0Me-Ph
9-0Me-3-Me-Ph
2-0E{-Ph
9-F-Ph
2-0Me—Ph
3-0Et-Ph

3, 5-di-0Me-Ph
2-0Me-3-Me—Ph
2-0E{-Ph
9-F-Ph
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1-921  3,5-di-F-2-Py  -NH-C(=0)-  CH 9-0Me-3-Me-Ph
1-922  3,5-di-F-2-Py  -NH-C0)- N 2-0Me—3-Me—Ph
1-923 3-CN-2-Py NH-C(=0)-  CH 2-0Me-3-Me~Ph

1-924 3-CN-2-Py . -NH-C (=0) - N 2-0Me-3-Me—Ph
1-925  4-0CH,CH,0H-2-CF,-Ph —NH-C(=0)-  CH 9-OMe-3-Py
1-026  4-0CH,CH,0H-2-CF,~Ph -NH-C(=0)- N 2-0Me-3-Py
1-927  3-COH-2-Py  -NE-C(=0)-  CH  ~ 2-OMe-5-Me-Ph
1-928 3-C1-2-Py NH-C(=0)-  CH  Het(0)
1-929 3-CN-2-Py NI-C(=0)-  CH Het (©)
1-930  4-O0CH,CH,0H-2-CF,~Ph —NH-C(=0)- CH Het (C)
1-931  3,5-di-F-2-Py  -NH-C(=0)-  CH Het (0)
1-932 3-Me-2-Py NH-C(=0)-  CH .  2-F-Ph
1-933 3-Me-2-Py  -NH-C(=0)- N 9-F-Ph
1-934 3-CH,0H-2-Py ~ -NH-C(=0)- CH 9-0Me—5-Me~Ph
1-935  3-CHOH-2-Py  -NME-C(=0)- N 9-OMe-5-Me-Ph
1-936 . 3-ON-2-Py NE-C(=0-  CH  2-OMe-d4-Me-Ph
©1-937 3-CN-2-Py NE-C(=0)- . N 9-OMe-4-Me—Ph
1-938  3,5-di-F-2-Py  -NH-C(=0)-  CH 9-0Me-4-Me-Ph
1-939 . 3,5-di-F-2-Py  -ME-C(=0)- N 9-0Me-4-Me-Ph
1-940 4-0CH,CH,0H-2-CF,-Ph —NH-C(=0)- . CH 3-OMe-4-Py
1-941 3-Me-2-Py  -NH-C(=0)-  CH 3-OMe—4-Py
1-942  $-CHOH-2-Py  -NH-C(=0)-  CH 9-F-Ph
1-043  3-CH,O0H-2-Py  -NH-C(=0)-  CH 9-OMe-Ph
1-944  3-CHOH-2-Py  -NH-C(=0)-  CH 9-0F t-Ph
1-045  3-CHOH-2-Py  -NE-C(0)-  CH 3-0Bt-Ph
1-946  3-CH,0H-2-Py  -NH-C(=0)-  CH 3, 5-di-0Me-Ph

(%2)
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R4b
R2/ A\X R R
3a
kﬁﬁm/N | N 0
.
U A N/“\N/R
H H
(V1)

L&Y R? A X R®Rem U R®R® R!
&5 |

2-1  2-Cl-6-Me-Ph -NH-C(=0)- N H H 1 CH H Me 2-OMe-5-Me-Ph
9-2  2-Cl1-6-Me-Ph -NH-C(=0)- N H H 1 N 'H Me 2-0Me-5-Me-Ph
2-3  2-Cl-6-Me-Ph NH-C(=0)- N H H 1 CH Me H 2-OMe-5-Me-Ph
9-4 2-Cl-6-Me-Ph ~ -NH-C(=0)- N H H 1 N Me H 2-OMe-5-Me-Ph
9-5  9-Cl-6-Me-Ph NH-C(=0)- N H H 1 CH H F .2—OMe—5—Me—Ph
2-6  2-C1-6-Me—Ph NI-C(=0)- N H H 1 N H -F 2-0Me-5-Me-Ph
2-7  2-C1-6-Me-Ph -NE-C(=0)- N H H 1 CH F H 2-OMe-5-Me-Ph
2-8  2-C1-6-Me-Ph -NH-C(=0)- N H H 1 N F H 2-OMe-5-Me-Ph
2-9  2-Cl1-6-Me-Ph NH-C(=0)- N H H 2 CH H H 2-OMe-5-Me-Ph
9-10  2-Cl-6-Me-Ph NH-C(=0)- N H H 2 N H H 2-OMe-5-Me-Ph
2-11  2-Cl-6-Me~Ph NH-C(=0)- N H Mel CH H H 2-OMe-5-Me-Ph
2-12 2-C1-6-Me-Ph “NH-C(=0)- N H Mel N H H 2-OMe-5-Me-Ph
2-13  2-C1-6-Me-Ph NH-C(=0)- N MeH 1 CH H H 2-OMe-5-Me-Ph
2-14  2-C1-6-Me-Ph NE-C(=0)- N MeH 1 N H H 2-OMe-5-Me-Ph
9-15  2-C1-6-Me-Ph  -NH-C(=0)- N H Et1 CH H H 2-OMe-5-Me-Ph.
2-16  2-Cl-6-Me-Ph -NH-C(=0)- N H Bt1 N H H 2-OMe-5-Me-Ph
2-17  2-Cl1-6-Me~Ph NH-C(=0)- N EtH 1 CH H H 2-OMe-5-Me-Ph
9-18  2-Cl1-6-Me~Ph NE-C(=0)- N EtH 1 N H H 2-OMe-5-Me-Ph
9-19  2-C1-6-Me-Ph -NE-C(=0)- CH H H 1 CH H H 2-OMe-5-Me-Ph
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2-20
2-21
2-22
2-23
2-24

2-25

2-26
2-21
2-28
2-29
2-30
2-31
2-32
2-33
2-34
2-35
2-36

9-37

2-38

2-39

2-40
2-41
2-42
2-43
2-44
2-45
2-46
2-41
2-48

- 2-49

9-C1-6-Me-Ph
2, 6-di-Me-Ph
9, 6-di-Me-Ph
9, 6~di-Me-Ph
2, 6-di-Me-Ph
2, 6-di-Me-Ph
2, 6-di-Me-Ph
9, 6-di-MePh
2, 6-di-MePh
2, 6-di-Me-Ph
2, 6-di-Me—Ph
2, 6-di-Me-Ph
2, 6-di-Me-Ph
2, 6-di-Me-Ph
2, 6-di-MePh
2, 6-di-Me-Ph
2, 6-di-Me-Ph

-2, 6-di-Me-Ph

9, 6-di-Me—Ph

9, 6-di-Me-Ph

2, 6-di-Me~Ph
t-Bu
t-Bu
t-Bu
t-Bu |
t-Bu
t-Bu
t-Bu
t-Bu
t-Bu

~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
—NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -

© -NH-C (=0)-

~NH-C (=0) ~
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~-NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~0-C (=0) -
~0-C (=0) -
~0-C (=0) -
~0-C (=0) -
~0-C (=0) -
~0~C (=0) -
~0-C (=0) -
~0-C (=0) -
~0-C (=0) -

T R
DY DO = —

Me 1
Me 1

= oD B DB &H = /3B = |®=B &= & /|

=

D

=
—_—

Me H
H Etl
H Etl
EtH 1
EtH 1

= =2 =2 =2 D= /= o/|Eom = T
[y

N
CH

CH

CH

CH

CH

CH

CH

CH

CH

CH

CH -

CH

CH

CH

CH

PCT/JP2005/012635

H H 2-0Me-5-Me-Ph

H
H

Me.

=
1>}

e e L T - - R T =~ R ==

B R == T == A =~ T -~ N~ ~ N = ~ B = = R = ~ R =~ R~ TR~ I TR R

Me
Me
H

=R

2—0Me;5-Me—Ph
2-0Me-5-Me-Ph
2-0Me-5-Me-Ph
2—-0Me-5-Me-Ph
2-0Me—5-Me-Ph
2-0Me-5-Me-Ph
2-0Me-5-Me-Ph
2-0Me—-5-Me-Ph
2-0Me-5-Me-Ph
2-0Me-5-Me-Ph
2-0Me-5-Me-Ph
2-0Me—-5-Me-Ph
2-0Me-5-Me-Ph
2-0Me-5-Me-Ph

' 9-0Me—5-Me-Ph

2-0Me-5-Me-Ph
2-0Me-5-Me-Ph
2—-0Me-5-Me-Ph

- 2-0Me-5-Me~Ph

2-0Me-5-Me-Ph
2-0Me-5-Me-Ph
2-0Me-5-Me-Ph
2-0Me-5-Me~Ph
2-0Me-5-Me-Ph
2-0Me-5-Me-Ph
2-0Me-5-Me-Ph
2-0Me-5-Me-Ph
2—-0Me-5-Me-Ph
2-0Me-5-Me-Ph
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2-50
2-51
2-62
2-53

. 2-54

2-55

2-56

2-07
2-58
2-59
2-60
2-61
2-62
2-63

9-64

2-65
2-66
2-67

2-68

2-69
2-170
2-T1
2-72
2-13
2-74
2-T5
2-16
2-717
2-78
2-19

t-Bu
t-Bu
t-Bu
t-Bu
t-Bu
t-Bu
t-Bu
t-Bu
t-Bu
t-Bu
t-Bu
Ph

Ph .

Ph
Ph
Ph
Ph
Ph
Ph
Ph
Ph

Ph

Ph
Ph
Ph
Ph
Ph
Ph
Ph
Ph

80

-0-C(=0)- N H H 2
-0-C(=0)- N H Mel
0-C=0)- N H Mel
-0-C(=0)- N MeH 1
—0-C(=0)- N MeH 1
-0-C(=0)- N H Et1
—-0-C(=0)- N H Etl
-0-C(=0)- N EitH 1
-0-C(=0)- N EtH 1
-0-C(=0)- CH H H 1
-0-C(=0)- CH H H 1
-C(=0)- N H H 1
-C=0)- N H H I
~C(=0)- N H H 1
-C=0)- N H H 1
-C(=0)- N H H 1
-C(=0)- N H H 1
-C(=0)- N H H 1
-C(=0)- N H H 1
-C(=0- N H H 2
~-C(=0)- N H H 2
~C(=0)- N H Mel
—C(=0)- N H Mel
-C(=0)- N MeH 1
~C(=0)- N MeH 1
-C(=0)- N H Et1
-C(=0)- N H Et!1
~-C(=0)- N EtH 1
~C(=0)- N EBtH 1
-C(=0)- CH H H 1

N

N
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0
H
H
il
H
H
H
H
H

H

i

Me
Me

H
H
F
F
H
H
H
H
H
H
H
H
H
H
H
H
H

2—-0Me—-5-Me-Ph
2—0Me—5;Me—Ph
2-0Me-5-Me-Ph
2-0Me-5-Me-Ph
2-0Me—5-Me-Ph
2-0Me-5-Me-Ph
2-0Me-5-Me-Ph
2-0Me—5-Me-Ph
2~0Me-5-Me-Ph
2-0Me-5-Me-Ph.
2—0Me-5—Me—Ph
2-0Me-5-Me-Ph
2-0Me-5-Me-Ph
2-0Me-5-Me-Ph
2-0Me-5-Me-Ph

2-OMe-5-Me-Ph
2-0Me-5-Me-Ph
2-0Me-5-Me-Ph
2-0Me-5-Me-Ph
2-0Me—5-Me-Ph
2-0Me-5-Me-Ph
2-0Me-5-Me-Ph
2-0Me-5-Me-Ph
2-0Me-5-Me-Ph
2-0Me-5-Me-Ph
2-0Me-5-Me-Ph .
2-0Me-5-Me-Ph
2-0Me-5-Me-Ph
2-0Me-5-Me-Ph
2-0Me-5-Me-Ph
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2-80 Ph
3-Me-2-Py
3-Me-2-Py
3-Me-2-Py
3-Me-2-Py
3-Me-2-Py
3-Me-2-Py
3-Me-2-Py
3-Me—-2-Py
3-Me-2-Py
3-Me-2-Py

2-91. 2-C1-4-0CH,CH,0H-Ph
2-92 -2-C1-4-0CH,CH,0H-Ph
2-93 2-C1-4-0CH,CH,0H-Ph
2-94 2-C1-4-0CH,CH,0H-Ph
2-95 2-C1-4-0CH,CH,0H-Ph
9-96 2-C1-4-0CH,CH,0H-Ph
9-97 2-C1-4-0CH,CH,0H-Ph
2-98 2-C1-4-0CH,CH,0H-Ph
2-99 2-C1-4~0CH,CH,0H-Ph
9-100 2-C1-4-0CH,CH,0H-Ph
2-101 4-0CH,CH,0H-2-CF,~Ph

2-81
2-82
2-83
2-84
2-85
2-86
2-87
2-88
2-89
2-90

-C(=0)-

~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -

-NH-C (=0) -

2-102 4-0CH,CH,0H-2-CF4-Ph -NH-C (=0)~
9-103 4-0CH,CH,0H-2-CF,~Ph -NH-C (=0) -
9-104 4~0CH,CH,0H~2-CF,~Ph ~NH~C (=0) -
2-105 4-0CH,CH,0H~2-CF,~Ph -NH-C (=0) -
9-106 4-0CH,CH,0H~2-CF,~Ph -NH-C (=0) -
2-107 4-0CH,CH,0H-2-CF,~Ph -NH-C (=0) -
2-108 4-0CH,CH,0H-2-CF,~Ph ~NH-C (=0) -
2-109 4-O0CH,CH,0H-2-CF,~Ph -NH~C (=0)-
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N H H 2-0Me-5-Me-Ph

CH
N
CH
N
CH
N,
CH
CH
CH
N
CH
N
CH
N
CH
N
CH
CH
CH
N
CH
N
CH
N
CH
N
CH
CH
CH

H
il
Me
Me

Me
Me

Me
Me

Me
Me

H
H
H
H
H
H
H
H

Me

=
@

R o m om o o om

2-0Me-5-Me-Ph
2-0Me-5-Me-Ph
2-0Me-5-Me-Ph
2-0Me-5-Me-Ph
2—0Me-5—Me—Ph
2-0Me-5-Me-Ph

2-0Me-5-Me-Ph

2-0Me-5-Me-Ph
2-0Me-5-Me-Ph
2-0Me-5-Me—Ph
2-0Me-5-Me-Ph
2~0Me-5-Me—Ph
2-0Me-5-Me-Ph
2-0Me-5-Me-Ph

9-0Me-5-Me—Ph

2-0Me-5-Me-Ph
2-0Me-5-Me-Ph
2-0Me-5-Me-Ph
2-0Me-5-Me-Ph
2-0Me-5-Me-Ph
2-0Me-5-Me-Ph
2—-0Me—-5-Me-Ph
2-0Me-5-Me-Ph
2-0Me-5-Me~Ph
2-0Me-5-Me-Ph
2-0Me—5-Me-Ph
2-0Me—5-Me-Ph

2-0Me—5-Me-Ph .

2-0Me-5-Me-Ph
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2-110 4-0CH,CH,0H-2-CF,-Ph -NH-C(=0)- N MeH 1 N H H 2-OMe-5-Me-Ph

9-111 2-C1-5-0CH,CH,0H-Ph -NH-C(=0)- N H H 1 CH H Me 2-OMe-5-Me-Ph
9-112 2-C1-5-0CH,CH,0H-Ph -NH-C(=0)- N H H 1 N H Me 2-OMe-5-Me-Ph
"9-113 2-C1-5-0CH,CH,0H-Ph -NH-C(=0)- N H H 1 CH Me H 2-OMe-5-Me-Ph
9-114 2-C1-5-0CH,CH,0H-Ph -NH-C(=0)- N H H 1 N 'Me H 2-OMe-5-Me-Ph
9-115 9-C1-5-0CH,CH,08-Ph -NH-C(=0)- N H H 1 CH F H 2-OMe-5-Me-Ph
9-116 2-C1-5-0CH,CH,0H-Ph -NH-C(=0)- N H H 1 N F H 2-OMe-5-Me-Ph
2-117 2-C1-5-0CH,CH,0H-Ph -NH-C(=0)- N H H 2 CH H H 2-OMe-5-Me-Ph
9-118 2-C1-5-0CH,CH,0H-Ph -NH-C(=0)- N H H 1 CH (N H 2-OMe-5-Me-Ph
9-119 2-C1-5-0CH,CH,0H-Ph -NH-C(=0)- N MeH 1 CH H H 2-OMe-5-Me-Ph
9-120 2-C1-5-0CH,CH,0H-Ph -NH-C(=0)- N MeH 1 N H H 2-OMe-5-Me-Ph
2-121 4-0CH,CH,08-2-CF,~Ph -NH-C(=0)- N H H 1 CH Cl H 9-F-Ph
9-122 4-0CH,CH,0H-2-CF,~Ph -NH-C(=0)- N H H 1 N Cl H 2-F-Ph
9-123 4-0CH,CH,0H-2-CF,-Ph -NH-C(=0)- N H H 1 CH F H 2-F-Ph
2-124 4-0CH,CH,0H-2-CF,-Ph -NH-C(=0)- N H H 1 N H 2-F-Ph

© 2-125 4-0CH,CH,0H-2-CF,-Ph -NH-C(=0)~- N Me H 1 CH H H ' 9-F-Ph

9-126 4-0CH,CH,0H-2-CF,~Ph -NH-C(=0)- N Me H 1 N H H 2-F-Ph
2-127  3-Me-2-Py -NH-C(=0)- N H H 1 CH CI H 2-OMe-Ph
2-128  3-Me-2-Py NH-C(=0)- N H H 1 N €l H 2-OMe-Ph
2-129  3-Me-2-Py “NH-C(=0)- N H H 1 CH F H 2-OMe-Ph
2-130  3-Me-2-Py -NH-C(=0)- N H H 1 N F. H 2-0Me-Ph
2-131  3-Me-2-Py NH-C(=0)- N MeH 1 CH H H 2-OMe-Ph
2-132  3-Me-2-Py -NH-C(=0)- N MeH 1 N H H 2-0Me-Ph
9-133 2-C1-4-0CH,CH,0d-Ph -NH-C(=0)- N H H 1 CH Cl H 2-OMe-Ph
2-134 2—01—4—OCHZCH20H—Ph NH-C(=0)- N H H 1 N Cl H 2-OMe-Ph
9-135 2-C1-4-OCH,CH,0H-Ph -NH-C(=0)- N H H 1 CH F H 2-0Me-Ph
9-136 2-Cl1-4-OCH,CH,0H-Ph -NH-C(=0)- N H H 1 N F H 2-0Me-Ph
2-137 2-C1-4-0CH,CH0H-Ph -NH-C(=0)- N Me H 1 CH H H 2-OMe-Ph
9-138 2-Cl1-4-0CH,CH,0H-Ph -NH-C(=0)- N Me H I N H H 2-OMe-Ph
9-139 9-Cl1-5-0CH,CH,0H-Ph -NH-C(=0)- N H H 1 CH Cl H 2-OMe-Ph
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| | 83 ‘
3-140 2-C1-5-0CH,CH,0H-Ph -NE-C(=0)- N H H 1 N CI H 2-OMe-Ph
9-141 2-C1-5-0CH,CH,0H-Ph -NH-C(=0)- N H H 1 CH F H 2-OMe-Ph
2-142 9-C1-5-0CH,CH,OH-Ph —NH-C(=0)- N H H 1 N F H 2-OMe-Ph
9-143 9-C1-5-0CH,CH,0H-Ph -NE-C(=0)- N Me H 1 CH H H 2-OMe-Ph
2-144 2-C1-5-0CH,CH,0H-Ph -NH-C(=0)~ N Me H 1| N H H 2-OMe-Ph
2-145  3-Me-2-Py NH-C(=0)- N H H 1 CH Cl H 2-F-Ph
9-146  3-Me-2-Py ME-C(=0)- CH H H 1 N H H 2-OMe-5-Me-Ph
9-147  3-Me-2-Py NH-C(=0)- CH H H 1| CH H H 2-OMe-5-Me-Ph
9-148  3,5-di-F-2-Py  -NH-C(=0)- N H H 1 CH F H 2-OMe-Ph
9-149  3,5-di-F-2-Py -NH-C(=0)- N H H 1 N F H 2-OMe-Ph
9-150  3-CN-2-Py NH-C(=0)- N H H 1 CH F H 2-OMePh
2-151  3-CN-2-Py NH-C(=0)- N H H I N F H 2-OMe-Ph

(%&3)
Rz/ A\N ' ' 0
N)]\ A
N |
(Vi)

{La R A R
e |
3-1 2,6-di-F-Ph  -NH-C(=0)-  5-F-2-OMe-Ph
3-2 9,6-di-F-Ph  -NH-C(=0)-  2-OMe-5-Me-Ph -
3-3 9,6-di-F-Ph  -NH-C(<0)-  2-OBi-Ph
34 9,6-di-F-Ph  -0-C(=0)- 5-F-2-0Me-Ph
3-5 9,6-di-F-Ph  ~0-C(=0)- 2-OMe—5-Me-Ph
3-6 9,6-di-F-Ph  -0-C(=0)- 2-0Et-Ph
3-7 2,6-di-C1-Ph  -NH-C(<0)~  5-F~2-OMe-Ph
3-8 2,6-di~C1-Ph  -NH-C(=0) - 2-0Me-5-Me-Ph
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3-9
3-10
3-11
3-19
3-13
3-14
3-15
3-16
3-17
3-18
3-19
3-20
3-91
3-29
3-23
3-24
3-95
3-26
3-97

3-28

3-29
3-30
3-31
3-32
3-33
3-34
3-35
3-36
3-37
3-38

2, 6-di-C1-Ph
2,6-di-C1-Ph
2, 6-di-CI-Ph
2, 6-di-C1-Ph
2-C1-6-Me-Ph
2-C1-6-Me-Ph
2-C1-6-Me-Ph
2-C1-6-Me-Ph

. 2-C1-6-Me-Ph

2-C1-6-Me-Ph
2, 6-di-Me-Ph
2, 6-di-Me-Ph .
2, 6-di-Me-Ph
2, 6-di-Me-Ph
2, 6-di-Me-Ph
2, 6~di-Me-Ph
2-0Me-6-Me-Ph
2-0Me-6-Me-Ph
2-0Me-6-Me-Ph

2-0Me~6-Me-Ph

2-0Me—6-Me-Ph

- 2-0Me-6-Me-Ph

9-C1-4-Me-Ph
9-C1-4-Me~Ph
9-C1-4-Me-Ph
9-Cl-4-Me-Ph.
9-C1-4-Me-Ph
9-C1-4-Me-Ph
4-0Me-2-Me~Ph
4-0Me-2-Me-Ph

84
-NEﬁﬁm;
-0-C(=0)-
-0-C(=0)-
-0-C(=0) -
-NH-C (=0) -
-NH-C (=0) -

-NH-C (=0) -

~0-C (=0)-
-0-C(=0) -
~0-C (=0)-
~NH-C (=0) -
_NH-C (=0) -
_NH-C (=0) -
~0-C(=0) -
~0~C (=0) -
~0-C(=0) -

' ~NH-C (=0) -

-NH-C (=0) -
~NH-C (=0) -
-0-C(=0)-
-0-C(=0)-
-0-C(=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-0-C(=0) -
~0-C (=0) -
-0-C(=0)-
-NH-C (=0) -
~NH-C (=0) -

2-0Et-Ph
5-F-2-0Me-Ph

2~-0Me-5-Me-Ph

9-0E t-Ph
5-F-2-0Me-Ph
9-0Me-5-Me—Ph
9-0Et-Ph
5-F-2-OMe-Ph
9-0Me-5-Me—Ph
2-0Bt-Ph
5-F-2-0Me~Ph
9-0Me-5-Me—Ph
9-0E{-Ph
5-F-2-0Me-Ph
9-0Me-5-Me~Ph
9-0E t-Ph
5-F-3-OMe-Ph
9-0Me—5-Me—Ph
2-0Bt-Ph

5-F-2-0Me-Ph

2-0Me-5-Me-Ph
2-0Et-Ph
5-F-2-0Me-Ph
2-0Me—5-Me-Ph
2-0Et-Ph
5~-F-2-0Me-Ph

-2-0Me-5-Me-Ph

2-0Et-Ph
5-F-2-0Me-Ph
2-0Me—5-Me-Ph
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3-39 4-0Me-2-Me-Ph
3-40 4~0Me—2-Me-Ph
3-41 4-0Me-2-Me-Ph
3-42 4-0Me-2-Me-Ph
3-43 2-Me-Ph
3-44 2-Me-Ph
3-45 2-Me-Ph
3-46 2-Me~Ph
3-417 2-Me-Ph
3-48 2-Me-Ph
3-49 2, 6-di-F-Ph
3-50 2, 6-di-F-Ph
3-51 3-Me-2-Py
3-52 3-Me-2-Py
3-53 3-Me-2-Py
3-b4 3-Me-2-Py
3-55 3-Me-2-Py
3-56 3-Me-2-Py
3-517 3-Me-2-Py
3-58  3-Me-2-Py
3-59 3-Me-2-Py
3-60 3-Me-2-Py
3-61 2-Me-CycHex
3-62 2-Me-CycHex
3-63 Z—Me—CyéHex
3-64 2-Me-CycHex
3-65 2-Me-CycHex
3-66 2-Me—CycHex
3-67 2-Me—-CycHex
3-68 2-Me-CycHex

-0-C(=0)-
-0-C(=0)-
-0-C(=0)-

-NH-C(=0)- -

85

-NH-C (=0) -

-NH-C (=0) -

-0-C(=0)-
-0-C(=0)-
-0-C(=0) -

~NH-C(=0) -

-NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -

~0~C (=0) -
~0-C (=0)-
~0-C (=0)-
~0-C(=0)-
~0-C (=0) -

© -NH-C (=0) -

-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -

-0-C(=0)-
-0-C(=0) -
-0-C(=0)-
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2-0Et-Ph
5-F-2-0Me-Ph
2-0Me-5-Me-Ph
2-0Et-Ph
5-F-2-0Me-Ph
2-0Me-5-Me-Ph
2-0Et-Ph
5-F-2-0Me-Ph
2-0Me-5-Me-Ph
2-0Et-Ph
2-F-Ph
2—0Me—Ph
2-F-Ph
2-0Me-Ph
3-0Et-Ph
2-0Me-5-Me~Ph
3, 5—di-0Me-Ph
2-F-Ph
2-0Me-Ph
3-0Et-Ph
2-0Me-5-Me—-Ph
3, 5-di—-0Me-Ph
2-F-Ph
2-0Me-Ph
3-0Et-Ph
2-0Me-5-Me-Ph
3, b-di—-0Me-Ph
2-F-Ph
2-0Me-Ph
3-0Et-Ph
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3-69
3-170
3-11
3-12
3-13
3-74
3-T5
3-16

3-T7

3-18
3-19
3-80
3-81
3-82
3-83
3-84
3-85
3-86
3-87
3-88
3-89
3-90

- 3-91

3-92
3-93
3-94
3-95
3-96
3-97
3-98

2-Me—CycHex
2-Me-CycHex
2-C1-4-0CH,CH,0H-Ph

2-C1-4-0CH,CH,0H-Ph -

9-C1-4-0CH,CH,0H-Ph
9-C1-4-0CH,CH,0H-Ph

2-C1-4-0CH,CH,0H-Ph _

9-C1-4-0CH,CH,0H-Ph
9-C1-4-0CH,CH,0H-Ph
9-C1-4-0CH,CH,0H-Ph
9-C1-4-0CH,CH,0H-Ph
9-C1-4-0CH,CH,0H-Ph

Ph(A)

Ph(A)

Ph(A)

Ph (4)

Ph(A)

Ph(A)

Ph(A)

Ph (A)

Ph(A)

Ph (A)
4-0CH,CH,0H-2-CF,-Ph
4-0CH,CH,0H-2-CF,-Ph
4~0CH,CH,0H-2-CF,~Ph
4-0CH,CH,0H-2-CF,~Ph
4-0CH,CH,08-2-CF,-Ph
4-0CH,CH,0H-2-CF,-Ph
4-0CH,CH,0H-2-CF,~Ph
4-0CH,CH,0H-2-CF,~Ph

86
-0-C (=0) -
~-0-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-0-C(=0) -
0-0(=0)-
-0-C(=0) -
0-0(=0)-
-0-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
0-0(=0)-
-0-C(=0) -
-0-C (=0) -
0-0(=0)-
0-0(=0)-
-NH-C (=0) -
-NH-C (=0) -
N0 (=0) -
-NH-C (=0) -
NH-C (=0) -
-0-C(=0) -
0-0(=0) -
-0-C(=0)-

2-0Me-5-Me-Ph
3, 5—di—-0Me-Ph
2-F-Ph
2-0Me-Ph
3-0Et-Ph
2-0Me-5-Me-Ph
3, 5—di—-0Me-Ph
2-F-Ph
2-0Me-Ph
3-0Et-Ph
2-0Me~5-Me-Ph
3, b-di-0Me-Ph
2-F-Ph
2—-0Me-Ph
3-0Et-Ph
2-0Me—-5-Me-Ph
3, b-di—-0Me-Ph
2-F-Ph
2-0Me-Ph
3-0Et-Ph

2-0Me-5-Me-Ph

3, b~di-0Me-Ph
2-F-Ph
2-0Me-Ph
3-0Et~Ph
2-0Me-5-Me-Ph
3,5—di-OMefPh

- 2-F-Ph

2-0Me-Ph
3-0Et-Ph
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3-99  4-0CH,CH,0H-2-CF,~Ph
3-100 4-0CH,CH,0H-2-CF,~Ph

3-101
3-102
3-103
3-104
3-106
3-106
3-107
3-108
3-109
3-110
3-111
3-112
3-113
3-114
3-115
3-116
3-117
3-118
3-119
3-120
3-121
3-122
3-123
3-124
3-125
3-126
3-127

3-128 -

Ph (B)

Ph (B

Ph (B)

Ph (B)

Ph (B)

Ph (B)

Ph (B)

Ph (B)

Ph (B)

Ph (B)
2~C1-5-0CH,CH,0H-Ph
9-C1-5-0CH,CH,0H-Ph
9-C1-5-0CH,CH,0H-Ph
9-C1-5-0CH,CH,0H-Ph
9-C1-5-0CH,CH,0H-Ph
9-C1-5-0CH,CH,0H-Ph
9-C1-5-0CH,CH,0H-Ph
9-C1-5-0CH,CH,0H-Ph
9-C1-5-0CH,CH,0H-Ph
9-C1-5-0CH,CH,0H-Ph

Ph (C)

Ph(C)

P (0)

Ph(C)

Ph(0)

Ph(C)

Ph(C)

Ph(C)

87
~0~C (=0) -
-0-C (=0) -

~NH-C (=0) -

~NH~C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~0-C (=0) -
~0-C (=0) -
~0-C (=0) -
~0-C (=0) -
~0-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
_NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~0-C (=0) -
~0-C (=0) -
~0-C (=0) -
~0-C (=0) -
~0-C(=0) -
~NH-C (=0) -
“NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~0-C (=0) -
~0-C (=0) -
~0-C (=0) -

2-0Me-5-Me-Ph
3, 5-di-0Me-Ph
9-F-Ph
9-0Me—Ph
3-0Et-Ph
2-0Me-5-Me-Ph
3, 5-di-0Me-Ph
9-F-Ph
2-0Me~Ph
3-0B{-Ph
9-0Me~5-Me~Ph

3, 5-di-0Me-Ph

2-F-Ph
2-0Me-Ph -
3-0Et-Ph
2-0Me-5-Me-Ph

PCT/JP2005/012635

3, 5-di-OMe-Ph

9-F-Ph .
2-0Me-Ph -
3-0Et-Ph
9-0Me-5-Me—Ph
3, 5-di-0Me~Ph
9-F-Ph
2-0Me~Ph
3-0Et-Ph
2-0Me-5-Me-Ph
3, 5~di-0Me~Ph
2—F-Ph
2-0Me~Ph
3-0Et-Ph
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3-129
3-130
3-131
3-132
3-133
3-134
3-135

. 3-136

3-137
3-138
3-139
3-140
3-141
3-142
3-143
3-144
3-145
3-146
3-147
3-148
3-149
3-150
3-161
3-152
3-1563
3-164
3-155
3-156
3-157
3-158

Ph (C)

Ph (C)
9-C1-4-C0,Me~Ph
9-C1-4-C0,Me~Ph
9-C1-4-C0,Me~Ph
9-C1-4-CO,Me-Ph
9-C1-4-CO,Me~Ph
9-C1-4-CO,Me~Ph
9-C1-4-COMe-Ph
2-C1-4-C0,Me~Ph
9-C1-4-C0,Me~Ph
9-C1-4-C0,Me~Ph
4-C0,H-2-C1-Ph
4-C0,H-2-C1-Ph
4-C0,H-2-C1-Ph
4-C0,H-2-C1-Ph
4-C0,H1-2-C1-Ph
4-C0,H-2-C1-Ph
4-0,8-2-C1-Ph
4-C0,H-2-C1-Ph
4-C0,H-2-C1-Ph
4-C0,H-2-C1-Ph

4-CH,C0,H-2-C1-Ph
4-CH,00,H-2-C1-Ph
4~CH,00,H-2-C1-Ph

4-CH,C0,H-2-C1-Ph
4-CH,C0,H-2-C1-Ph

4-CH,C0,H-2-C1-Ph
4-CH,C0,H-2-C1-Ph
4-CH,C0,H-2-C1-Ph

~0-C (=0)-
~0~C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
- —0-C(=0)-
~0-C (=0) -
~0-C (=0) -
~0~C (=0) -
~0~C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~0-C(=0)-
-0-C (=0) -
~0-C (=0) -
~0-C (=0) -
~0-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
~0~C (=0) -
~0-C (=0) -
-0-C (=0) -

2-0Me—5-Me-Ph
3, 5—di—-0Me-Ph
2-F-Ph
2-0Me-Ph
3-0Et-Ph
2-0Me-5-Me-Ph
3, b-di-0Me-Ph
2-F-Ph
2-0Me-Ph
3-0Et-Ph
2-0Me-5-Me-Ph
3,5-di—0Me—Ph
2-F-Ph
2-0Me-Ph
3-0Et-Ph
2-0Me-5-Me-Ph

3, 5-di-0Me-Ph

2-F-Ph
2-0Me-Ph
3-0Et-Ph

2-0Me-5-Me-Ph

3, 5-di-0Me-Ph
2-F-Ph
2-0Me-Ph
3-0Et-Ph
2—0Me—5—Me;Ph
3, 5—di-0Me-Ph
2-F-Ph
2—-0Me-Ph
3-0Et-Ph

PCT/JP2005/012635
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‘ 89
3-159 4-CH,C0,H-2-C1-Ph -0-C(=0)- 2-0Me-5-Me-Ph
3-160 4-CH,CO,H-2-C1-Ph -0-C(=0)- 3, b—di-0Me~Ph
(%4)
Rz’///\\\‘N
/“\ R
XLy n N

n=x7] R? A R!
e

4-1 3-Me-2-Py -NH-C (=0) - 2-F-Ph

4-7 3-Me-2-Py -NH-C (=0) - 2—-0Me-Ph

4-3 3-Me-2-Py -NH-C (=0) - 3-0Et-Ph

4-4 3-Me-2-Py -NH-C (=0) - 2-0Me-5-Me-Ph

4-h 3-Me-2-Py -NH-C (=0) - 3, b—di~0Me-Ph

4-6 3—Me—2—Py ~CH(0H) ~C (=0) - 2-F-Ph -

4-17 3-Me-2-Py - —CH (0H) -C (=0) - ‘Z—OMe—Ph

4-8 3-Me-2-Py ~CH (0H) -C (=0) - 3-0Et-Ph

4-9 3-Me-2-Py ~CH (0H) -C (=0) - 2-0Me-5-Me-Ph |
4-10 3-Me-2-Py —CH(0H) -C (=0) - 3, b-di-0Me-Ph
4-11 2-C1-6-Me-Ph -NH-C (=0) - 2-F-Ph

4-12 Z—CI—G—MG—Ph -NH-C (=0) - 2-0Me-Ph

4-13 2-C1-6-Me-Ph = -NH-C(=0)- 3-0Et-Ph

4-14 2-C1-6-Me-Ph ~NH-C (=0) - 2-0Me-5-Me~Ph
4-15 2-C1-6-Me-Ph -NH-C (=0) - 3, 5—di-0Me-Ph
4-16 2-C1-6-Me-Ph  -CH(OH) -C (=0) - 2-F-Ph

4-17 2-C1-6-Me-Ph  —-CH(OH) -C (=0) - 2-0Me-Ph
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4-18
1-19
4-20
4-21
4-22
4-23
4-24
4-25
4-26
4-21
4-28
4-29
4-30
4-31
4-32
4-33
4-34
4-35
4-36
4-31
1-38
4-39
4-40
4-41
4-42
4-43
4-44
4-45
4-46
4-47

2-C1-6-Me~Ph
2-C1-6-Me-Ph
2-C1-6-Me-Ph
9-C1-4-0CH,CH,0H-Ph
9-C1-4-0CH,CH,0H-Ph
9-C1-4-0CH,CH,0H-Ph
9-C1-4-0CH,CH,0H-Ph
9-C1-4-0CH,CH,0H-Ph
9-C1-4-0CH,CH,0H-Ph
9-C1-4-0CH,CH,0H-Ph
9-C1-4-0CH,CH,0H-Ph
9-C1-4-0CH,CH,0H-Ph
9-C1-4-0CH,CH,0H-Ph

Ph (A)

Ph(A)

Ph(A)

Ph (A)

Ph (A)

90

~CH(0H) -C (=0) -
-CH(0H) -C (=0) -
~CH(0W) -C (=0) -

-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
~CH (0H) -C (=0) -
~CH (0H) -C (=0) -
~CH(0H) ~C (=0) -
~CH(0H) -C (=0) -
~CH(0H) -C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -

Ph ()
Ph(A)
Ph (4)

Ph(A)

Ph(A)

~CH(0H) -C (=0) -
~CH(0W) -C (=0) -
~CH (0 -C (=0) -
~CH (0H) ~C (=0) -
~CH(0H) -C (=0) -

- 4-0CH,CH,0H-2-CF,~Ph

4-0CH,CH,0H-2-CF,~Ph
4~0CH,CH,0H-2-CF,~Ph
4-0CH,CH,0H-2-CF,~Ph
4~0CH,CH,0H-2~CF,~Ph
4~0CH,CH,0H-2-CF,~Ph
4-QCH,CH,0H-2-CF,~Ph

-NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
~CH (0H) -C (=0) -
~CH(0H) -C (=0) -

PCT/JP2005/012635

3-0Et-Ph
9-OMe-5-Me~Ph
3, 5-di-OMe-Ph
2-F-Ph
9-0Me-Ph
3-0Et-Ph
9-0Me-5-Me-Ph
3, 5-di-0Me—Ph
2-F-Ph
2-0Me-Ph
3-0Et-Ph
2-0Me-5-Me-Ph
3, 5-di-0Me—Ph
9-F-Ph
9-OMe-Ph
3-0Et-Ph
2-0Me~5-Me-Ph
3, 5-di-OMe-Ph
2-F-Ph
2-0Me—Ph
3-0Et-Ph
9-OMe-5-Me-Ph
3, 5-di-0Me—Ph
9-F-Ph
2~0Me-Ph
3-0Et-Ph
2-0Me-5-Me-Ph
3, 5-di-0Me~Ph
9-F-Ph
2-0Me—Ph
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4-48  4-0CH,CH,0H-2-CF;Ph
4-49  4-0CH,CH,0H-2-CF,-Ph
4-50  4-0CH,CH,0H-2~CF,~Ph

4-51
4-52
4-53
4-54
4-55
4-56

4-57 -

4-58
4-59
4-60
4-61
4-62
4-63
4-64
4-65
4-66
4-67
4-68
4-69
4-70
4-T1
4-12
4-73
4-14
4-15
4-16
4-717

Ph (B)
Ph (B)
Ph(®)
Ph (B)
Ph (B)
Ph (B)
Ph (B)
Ph (B)
Ph (B)
Ph (B)

9-C1-5-0CH,CH,0H-Ph
9-C1-5-0CH,CH,0H-Ph
9-C1-5-0CH,CH,0H-Ph
9-C1-5-0CH,CH,0H-Ph
9-C1-5-0CH,CH,0H-Ph

91

-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
 -NH-C (=0) -
-CH(0H) -C (=0) -
~CH (0 ~C (=0) -
~CH(0H) -C (=0) -

~ ~CH(0H) -C (=0) -

~CH(0H) ~C (=0) -
-NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -

~CH(0H) -C (=0) -
-CH (0 -C (=0) -
~CH(0H) -C (=0) -

9-C1-5-0CH,CH,0H-Ph
9-C1-5-0CH,CH,0H-Ph
9-C1-5-0CH,CH,0H-Ph
9-C1-5-0CH,CH,0H-Ph
9-C1-5-0CH,CH,0H-Ph
Ph (C)
PR

Ph (C)

Ph(C)

Ph (C)

Ph (C)
Ph(C)

—CH(0H) -C (=0) -
~CH (OH) -C (=0) -
~CH (0H) -C (=0) -
~CH (OH) ~C (=0) -
~CH (OH) ~C (=0) -
~NH-C (=0) -

~NH-C (=0) -
- -NH-C (=0) -

~NH-C (=0) -
-NH-C (=0) -

~CH (0 -C (=0) -
~CH(0H) -C (=0) -

PCT/JP2005/012635

3-0Et-Ph
2-0Me-5-Me-Ph
3, 5-di-0Me-Ph
2-F-Ph
2—-0Me-Ph
3-0Et-Ph
2-0Me-5-Me-Ph
3, 5—di-0Me-Ph
2-F-Ph
2-OMe~Ph
3~0Et-Ph
ZfOMe-5—Me—Ph
3, b—-di-0Me-Ph
2-F-Ph
9-0Me~Ph
3—-0Et-Ph
2-0Me-5-Me-Ph
3, b—di—-0Me-Ph
2-F-Ph
2-0Me-Ph
3-0Et-Ph
2-OMe—5-Me—Ph
3, 5—di—0Me-Ph
9-F-Ph
2-0Me-Ph
3-0Et-Ph
2-0Me—-5-Me-Ph
3, 5—di-0Me-Ph
2-F-Ph
2-0Me-Ph
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4-78
4-19
4-80
4-81
4-82
4-83
4-84
4-85
4-36
4-817
4-88
4-89
4-90
4-91

4-92 -

4-93
4-94
4-95
4-96
4-97
4-98
4-99
4-100
4~-101
4-102
4-103
4-104
4-105
4-106
4-107

Ph(C)
Ph(C)
Ph(C)
3, 5-di-F-2-Py
3, 5-di-F-2-Py
3, 5-di-F-2-Py
3, 5-di-F-2-Py
3, 5-di-F-2-Py
3, 5-di~F-2-Py
3, 5-di-F-2-Py
3, 5-di-F-2-Py
3, 5-di-F-2-Py
3, 5-di-F-2-Py
3-CN-2-Py
3-CN-2-Py
3-CN-2-Py
3-CN-2-Py
3-CN-2-Py
3-CN-2-Py
3-CN-2-Py
3-CN-2-Py
3-CN-2-Py
3-CN-2-Py
3-C1-2-Py
3-C1-2-Py
3-C1-2-Py
3-C1-2-Py
3-Cl1-2-Py
3-C1-2-Py
3-C1-2-Py

92

~CH(0W) -C (=0) -
~CH (0 —-C (=0) -
~CH(0H) ~C (=0) -
~NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
~CH(0H) -C (=0) -
~CH(0m —C (=0) -
~CH(O) -C (<0) -
~CH(0H) -C (=0) -
~CH(0M) —C (=0) -
-NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
NH-C (=0) -
~CH(0H) ~C (=0) -

~CH(0H) -C (=0) -

~CH(0H) ~C (=0) -

~CH(0H) ~C (=0) -

~CH(0H) ~C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -
~NE-C (=0) -
—NH—C(=0)T

PCT/JP2005/012635

3-0Et-Ph
2—-0Me-5-Me-Ph
3, 5-di-0Me-Ph
2-F-Ph
2-0Me-Ph

3-0Bt-Ph

2-0Me-5-Me-Ph
3, 5-di-0Me-Ph
2-F-Ph
2-0Me-Ph
3-0Bt-Ph
2-0Me-5-Me-Ph
3, 5-di-0Me-Ph
2-F-Ph
2-0Me-Ph
3-0Bt-Ph
2-0Me~5-Me~Ph
3, 5-di-0Me-Ph
2-F-Ph
2-0Me-Ph
3-0Bt-Ph
9-OMe-5-Me—Ph
3, 5-di-0Me~Ph
2-F-Ph
2-0Me-Ph
3-0Bt-Ph
2-0Me-5-Me-Ph
3, 5-di-O0Me—Ph
2-0Me-3-Me—-Ph
2-0Bt-Ph
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4-108
4-109  3-CH,0H-2-Py
4-110  3-CH,0H-2-Py
4-111 3-F-2-Py

5 4-112 3-F-2-Py
4-113 3-F-2-Py
4-114 3-Me-2-Py
4-115 3-Me-2-Py

3-CH,0H-2-Py

93
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -

" -NH-C (=0) -
~NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -

PCT/JP2005/012635

9-0Me-Ph
3-0Et-Ph
2-OMe-5-Me—Ph
2-OMe-Ph
3-0Et-Ph

- 2-0Me-5-Me-Ph

5-Me-2-thiazo
4-tBu-2—-thiazo

10
///“\\\N//*R1
XL H H
A=¢’ R A R!
BE
15 5-1 3-Me-2-Py ~NH-C (=0) - 2-F-Ph
5-9 3-Me-2-Py ~NH-C (=0) - 2-0Me-Ph
5-3 3-Me-2-Py -NH-C (=0) - 3-0Et-Ph
5-4 . 3-Me-2-Py ~NH-C (=0) - 2-0Me-5-Me~Ph
5-5 3-Me—2-Py ~NH-C (=0) - 3, 5-di-OMe-Ph
20 56  3Me-2-Py  -CH(OD-C(0)-  2-F-Ph
5-7 3-Me-2-Py  -CH(OHW)-C(=0)-  2-OMe-Ph
5-8 3-Me-2-Py  —CH(OH)-C(=0)-  3-OE{-Ph
5-9  3-Me-2-Py -CH(0H) ~C (=0) - 2-0Me-5-Me—-Ph
5-10 3-Me-2-Py  —CH(OH)-C(=0)-  3,5-di-OMe-Ph
25  5-11 9-Cl-6-Me-Ph  -NH-C(=0)- 9-F-Ph
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5-12
5-13
5-14
5-15
5-16
5-17
5-18
5-19
5-20
5-21
5-22
5-23
5-24
5-25
5-26
5-217
5-28
5-29
5-30
5-31
5-32
5-33
5-34
5-35
5-36
5-37
5-38
5-39
5-40
5-41

94
2-C1-6-Me—Ph ~NH-C (=0) -
9-C1-6-Me—Ph -NH-C (=0) -
9-C1-6-Me—Ph ~NH~C (=0) -
2-C1-6-Me-Ph -NH-C (=0) -
2-C1-6-Me~Ph  ~CH(OH)-C (=0) -
9-C1-6-Me-Ph  -CH(OH)-C (=0) -
2-Cl-6-Me-Ph  -CH(0H)-C (=0) -
9-Cl-6-Me~Ph  -CH(0H)-C (=0) -
9-C1-6-Me-Ph  -CH(OH)-C (=0) -

9-C1-4-0CH,CH,0H~Ph

9-C1-4-0CH,CH,0H-Ph
9-C1-4-0CH,CH,0H-Ph
9-C1-4-0CH,CH,0H-Ph
9-C1-4-0CH,CH,0H-Ph

2-C1-4-0CH,CH,0H-Ph

9-(1-4-0CH,CH,0H-Ph
9-C1-4-0CH,CH,0H-Ph
9-C1-4-0CH,CH,0H-Ph
9-C1-4-0CH,CH,0H-Ph

Ph (A)

Ph (A)

Ph (»)

Ph (A)

Ph(A)

-NH-C (=0) -
-NH-C (=0) -

~NH-C (=0) -

~NH-C (=0) -
~NH-C (=0) -
~CH (0H) -C (=0) -
~CH(0H) =C (=0) -
~CH (0H) -C (=0) -
~CH (0B) ~C (=0) -
~CH (0H) -C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH~C (=0) -
~NH-C (=0) -
~NH-C (=0) -

Ph (A)
Ph(A)
Ph(A)
Ph(4)
Ph (&)

4-0CH,CH,0H-2-CF,~Ph

~CH(0H) -C (=0) -

- —CH(0H)-C (=0) -

~CH(0H) -C (=0) -
~CH(0H) -C (=0) -
~CH (O -C (=0) -
~NH-C (=0) -

PCT/JP2005/012635

2—-0Me-Ph
3-0Et-Ph
2-0Me-5-Me~Ph
3, 5-di-0Me-Ph
2-F-Ph
2-0Me-Ph
3-0Et-Ph
2—-0Me-5-Me-Ph
3, 5-di-OMe-Ph
2-F-Ph
2-0Me-Ph
3-0Et-Ph
2-0Me-5-Me-Ph
3, 5-di-OMe-Ph
2-F-Ph
2-0Me-Ph
3-0Et-Ph
2-0Me-5-Me-Ph
3, b-di-0Me-Ph
2-F-Ph
2-0Me-Ph
3-0Et-Ph
2-0Me-5-Me-Ph
3, 5~di-0Me-Ph
2-F-Ph. -
2-0Me-Ph
3-0Et-Ph
2-0Me-5-Me-Ph
3, 5-di-0Me-Ph
2-F-Ph
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0-42
5-43
0-44
b-45
0-46
0—-41
0-48
0-49
0-50
051

5-59

5-53
5-54
5-55
5-56
5-57
5-58
5-59
5-60
5-61
5-62
5-63
5-64
5-65
5-66
5-67
5-68
5-69
5-70
5-71

4~0CH,CH,0H-2-CF,~Ph
4-0CH,CH,0H-2-CF,~Ph
4-0CH,CH,0H-2-CF,~Ph
4~0CH,CH,0H-2-CF,~Ph
4-0CH,CH,0H-2-CF,~Ph
4-0CH,CH,0H-2~CF,~Ph

4-0CH,CH,0H-2—CF,~Ph.

4-0CH,CH,0H-2-CF,~Ph
4-0CH,CH,0H-2-CF,~Ph
Ph (B)
Ph (B)
Ph (B)
Ph (B)
Ph (B)

95
-NH-C (=0) -
~NH-C (=0) -
—NH-C (=0) -
-NH-C (=0) -
—CH(0H) -C (=0) -
~CH (0H) -C (=0) -
~CH(0B) -C (=0) -
~CH (0H) -C (=0) -
~CH (0H) -C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
-NH-C (=0) -
~NH-C (=0) -

Ph(B)
Ph(B)
Ph(B)
Bh(B)
Ph(B)

9-C1-5-0CH,CH,0H-Ph
9-C1-5-0CH,CH,0H-Ph
9-C1-5-0CH,CH,0H-Ph
9-C1-5-0CH,CH,0H-Ph
9-C1-5-0CH,CH,0H-Ph

-CH(0H)-C (=0) -

~CH (OB ~C (=0) -
~CH (OH) ~C (=0) -
~CH (0B ~C (=0) -
~CH (OB) ~C (=0) -
~NH-C (=0) -
~NH-C (=0) -
~NH~C (=0) -
~NH-C (=0) -
~NH-C (=0) -

9-C1-5-0CH,CH,0H-Ph

9-C1-5-0CH,CH,0H-Ph

9-C1-5-0CH,CH,0H-Ph

9-C1-5-0CH,CH,0H-Ph

9-C1-5-0CH,CH,0H-Ph
Ph(C)

~CH(0H) -C (=0) -
~CH(0H) -C (=0) -
~CH(0H) ~C (=0) -
~CH(0H)-C (=0) -
~CH (0H) -C (=0) -

-NH-C (=0) -

PCT/JP2005/012635

2-0Me-Ph
3-0Et-Ph
2—0Me—5—Me—Eh
3, 5-di-0Me-Ph
9-F-Ph
9-0Me~Ph
3-0Ei-Ph
9-0Me-5-Me—Ph
3, 5-di-0Me-Ph
9-F-Ph
2-0Me-Ph
3-0Et-Ph
2-0Me-5-Me-Ph
3, 5-di~0Me-Ph
2-F-Ph
9-0Me~Ph
3-0Et-Ph
2-0Me-5-Me-Ph
3, 5-di-0Me~Ph
2-F-Ph
2-0Me-Ph
3-0Et-Ph
9-0Me-5-Me-Ph
3, 5-di-0Me~Ph
9-F-Ph
2-0Me-Ph
3-0Et-Ph
2-0Me—-5-Me-Ph
3, 5-di-0Me-Ph
2-F-Ph
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-T2

b-73
b-T4
5-75
b-76
o=17
b-78
5-79
0-80
b-81
5-82
5-83
0-84
0-85
5-86
5-87
5-88
5-89
5-90
5-91
0-92
5-93
5-94
5-9%
5-96
5-97
0-98
5-99
6-100
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5-102  3-Cl-2-Py ~NH-C (=0) - 9-OMe~Ph
5-105  3-Cl-2-Py “NH-C (=0) - 3-0Et-Ph
5-104  3-Cl-2-Py “NH-C (=0) - 2-OMe-5-Me-Ph
5105  3-Cl-2-Py “NH-C (=0) - 3, 5-di-OMe-Ph
5-106  3-Cl-2-Py ~NH-C (=0) - 9-0Me-3-Me-Ph
5-107  3-Cl-2-Py ~NH-C (=0) - 9-0Et-Ph
5-108  3-CHOH-2-Py  -NH-C(=0)- 2-OMe-Ph
5100  3-CH,OH-2-Py  —-NH-C(=0)- 3-0B{-Ph
5-110  3-CHOH-2-Py - -NH-C(=0)- 9-0Me~5-Me-Ph
5-111 3-F-2-Py ~NH-C (=0) - 9-OMe-Ph
5-112 3-F-2-Py ~NH-C (=0) - 3-QB{-Ph
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5-114  3-Me-2-Py ~NH-C (=0) - 5-Me-2-thiazo
5115 3-Me-2-Py ~NH-C (=0) - 4~tBu-2-thiazo
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SN A= aaRI IO EI BN LT U=V VR ZIVE, 2, 4,
6—HFVU AFNRIT AN 4= IV FANDED7C,—C TINFIET U=V A
WRZNVE, A—F=VANDED/RC,—C TNIAF LT U—)VHIVRZIVE,
4 —=bORIVAN, 2—ZbORIVINOED B bk T U=V ARV
. 2 (ARFEIHLRIIL) RIVANDESBC,—C,TIaFI IR
BT —=NHNRIINE, 4T 22RO ESRT U—IULT U—IVhl
RN EEOTEBEATY U =)V 2 VE] iR C,— C TIVAF AR ZIVES,
2, 2, 2—hUZOOThFEIHIVRIIN. 2—FUAFIIVIUINI FTHIVR
SDESBNOFYXE R = (C,—C,7IFN) JUNETERSNEC,—
C,7NaAFTHNRINELED [P aFTHIVRZIVE] ;FhoeEROES Y
—2—1J)l, 3—-JOEFFSEROETI>—2—4)k, 4—AFFIFRSERDO
ES5>—4—1). FEIEROFFES > —2—4)b, 4—AMFIFEIERD
FAESY—A4—ANDEIE FRIEROESZNVRIET M I ROFAES =
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VE]  FRIERATSY—2—4)b FRIEROFFTIL—2 -1 NDLS
2 TFRSEROTICNXIEF M ROFATSIVE] ; FUAFILSI UL,
NUZFNIU AV TOENDAFINI YN, t —TFNIAFIT U, AF
NI THENI Y AFND—t —TFIN U, MUY TSI ILD
EIRU— (C,—CeTIFN) YUNE DTN AFIS UL, Tz
TFNT U, VTNV TEENT Y, T2 DAY TOELS UL D&
375 (C,—C TIVFIL) DTU—NIUNRED— (C,—CTINFI) TU—
W UNEZED TTUNE]  ARFIAFIN, 1, 1—-IAFI)I—1—-AbFI R
FI. TRFEIAFIN, TORFVAFI. AV TOEESAF I, T REVAF)L,
t =T REFEVAFIOESEC, = Co PV TFTAFIVE, 2 - APFITFIR
FNDEDRC,—CoTINIAFLC,—CoTNAFIAFILE, 2, 2, 2= RV
POOT REYAFI, EA (2-ZHOL YY) XFNOLSBC,—CNBY
AT NAFIAFINED [FIAFAFIVE] ; 1-ZhFTF), 1- 1
V7aRFY) TFNVDOEDEC, —C7IINAFTITFIVE, 2, 2, 2—hUoO
OIFNOLIRNOF ACTFINEED TBRIFIVE] ; ROV, a—FT7F
WAFI B—FTFIWAFIN. DTV AFIN, FUT2ZNAFN, a—F7
FNDT2ZINAFI, 9 =T AV AFILOES 21 TIEIEDOT U —VETE
MiENEC,—Co7IVFINE, 4—AFINRIDI, 2, 4, 6 —BUAFIRID
. 3, 4, 5—RURAFIARIDI, 4—ARFIRIDI, 4—AFT T2
NOTEoWAFN, 2= hARID), 4—=hARIVIL, 4—70ORIY
e 4—TOERIDN, 4= T IRIDNDES72C,—CTIFI, C,—C
JTINaAFT, —bha, NaF Yy, YT IETTY - VEREPMBREINEZLIHEIFED
FU - VETERENEC, —C TV FNEED [7INFNE  ESNAFTh
VEZV, TUNAFRSHNRINOE D78 T7 N =V AF S IVRZVE] ;R
CUNFFTANRIIN, 4—AREIRIDNAFIHRZI, 3, 4—DA B
FIRITNAFEIHIVRIIN, 2 - hORIVFFIHILRI), 4—=bn
REPNAFVINVRINOES 78, 1 X 2EOC,— C PN AFLNE= h ok
TTY —VERBERISNTATHEL (7 INENAFIVRIIVE THD, 7
EITIE, BEEYIVEVIIVRDIVE, YUNEXET INFINETH B,
ERIZBNT, RUEROR2 OFEHICBTS MEBESNTHINIINRFIIVE]
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O TEBE] 13, FRARILEODT THEA S NS I RFIINEOREETHNIL
BCRREZ S NN FIZE, THIVERFIIINVED TR T IVITHTN 2 —REYIREE ]
THD., FEICIE. B [C,—C 7IENE] ; TF2)b, 1—-7axz)b, 2 -
TORZNDES7 1C,— C FNrZI)VE) ; TF=)v, 1 -7z, 27
OEZNDES7 TC,—C PIVFEIIVE] ;HiiE 1C,—C NBT LT IVFIL
%J;z—tFnivi?w\z,3—?tﬁm#vﬁm5w,3—tﬁm#v7n
b, 3, 4—2eROFTTFIN, 4- ROFTTFINOXS7RROF IC
—CeTIVENE] | TEFVAFIDESER TC,—C, TIVFIVHIVERZIV —

[C,—C TV ; #ifE T7 VIV ; XIZaiR (S UV THD. IF
BWIZIE, C,—CyTIFNEXIITINFINETH S,

FRICHBNT, RUKRGR2OEHCHI B IEEINTHENT I /&) O TR
WA 3 ARARILEOATCERENGY I ) EOREETHNIBICREE
NI, B, Bift Te ROF S EO T AT IVITHN 5 —krR#EE] I8 5,

PPV AIVRZIVE] 3 T7 U =V RZIVE) 5 TPV asI VR ZIVED ;
(YIRS IRV ¢ [T SIVENAF AR 5 TS UL
B X (T IVENE ERRBEERTARVEN, N—YAFILT ) AT
Lo, RUDUFU 4= AMFIRIDYTY, 4-ZbanIPUFr, U
UF, 5=roadyUIUFy, PTZI)VAFL Y. (5—Zoo—-2—-t RO
FITxZI) TxZIVAFLIOLD7R Ty THEEEZHRT HBEBRINZATF
CEL THO. FEITE. TINFINIIVRIOVE, T UV IR ZIVEXE Y )V
FIUMVRZNETHD, BBIFEIZIE. TIVIAFIHIVRIINETH S,

(3 - IR DL E R TR, BRI 043 (Bl 213, 7 Protective Groups in Organic
Synthesis”l. (Theodora W. Greene, Peter G. M. Wuts#. 19994%, AWiley-Interscience
PublicationFEfT) SCRBMOAE) TR TITHbN D, .

AREOFE—BRE (1) 2EIT BTV THEAITOEE LHFAINSEE,
EEELUTHEATIHEITIE. TNEASRIIEE OEBENICHEEINS, BBAl -
FRAELRAL. AR §85. b7 RVEL B BEE L3y ny TH%E
L BBROMIEREE LU IFLRFECL2ERONHRETHIENTES,

s oEANL, BMEH WA A B AEE. <=2kl VILER
=N OXD7HEFREME ; hUEDAST T N aFy Ty, ol TF
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ZRUSDED BB EERE  BREIVO—-ADES )V a—XGFEEK, TIEY
ThFEARNTY  TNT O OL S RERRIREA ; BREKER, ARERT )V
Iow A, BEBALITA, AVERTIVI VBTV RITADELD BEREHY
s BEEEKE NI LD L S IR ; REED IV T LD X D IR ; RO B
VST A &S SRS O BERIRAI 2 ¥ T 5 T LANTES. ) | WA (0
21 ZFT U V. AFTUSBANIT A AFT U VBRI IFITLADE Sk
ZFTULBEEE ; YV a0A RIUD ; E—HA, FAROEIRT VI A
Mg TOUCSE BT MUY ADOKDARRERE ; U a ) IRIVER R

CAEBF RMUWA:DLOAYY ; BHEBT MUY AE  STURETF NU DA,

SYYNKREBE TR ADED BT T UIIRERE ; SKERER, ERKIIDOI D7
BN % ON. FEBMBEAERITE I ENTES, ) . HEH WAE. ERO
I roelin—2x, E RoFd ol AF)Ilio—X, FUEZIVEDY
Ry, wrod—)l, RO, BIRESERBOAMERTEIENTES, ) |
gEsl (2 EBEREL ROFL7oellello—X, HIVRFIINAFIVEI
O—2Z. HIVRFIIAFIEINO—ZHINT T A, REREHIVRF IV AFIVE
WE—AF kU ADE D BV 0= ATEE RO HVRELINAFIVAY —F,
HIVREDIAFIAY —FF R T A, BERYEZIEDY RO XS Rb2EE

fiEhET YTy RN n—REEBETH T ENTES, )« REA (AFN/ATAX

7\7DE»N?N?@iﬁﬁﬂ?##??ﬁé%l%%»ﬁ;7DD75/~W‘
RIDNTFNT—Ibe T oVIFNTINT=NDE ST IV a— )V ; FER Y
WAZE A Tz )= ZLT—hD&SET ) VR FAOY—IL; FEE
OEEEE : ROK. VIV EDEERITH T ENTES, ) | EREAS WA EREE
Aans., Bk, BB ROEREEBTEIENTES, ) . FRAZEOHMA
EAWTHAOAETHIES NS,

ZOREARIMER. FBECX0EBSH, BOREOHAITE. 1ESD 1T
BRO. 0015me/k gfkE (BFEICIE. 0. 008meg/kgfkE) . ER7 O0m.
e/k gfFE (FHEICIE. 7Tme/k R 2. BIRANBESOBAICE. 1ESD 1
HFRO. 0001 5me/k gfkE (FEICIE. 0. 0008me/kek®E . k
8. 5me/kgh®E (FEICIE, Sme/k kB ZRACHLT, 1H%D1
ThE 6 [EERICH U TR ET 5 2 ERNEE L,
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FHEERT 520D DREDEE ‘

RIZHEIEH, REREIROREF G 22T, ZFEPEEZFEL <HHAT I, 2FEHIIZ
N5 IRE S NS bO TR, |

ERHF DA S AT 5T7 4 — BT BHBEBIEITLC (Thin Laver
Chromatography,%@7D7F5574—0K&5E%Tkﬁbhto
TLCEBZIZBNWTIE. TLCTL—FELTANYZ (Mer c k) #8OUBSF
W6 O0F,, % BEEEELCENISAZOY N ST 4 —CIEHEEE L TR,
SN Z, MHEE U TUVRHEBZ2FERA L, IS LRI BT IVIRT A
WOHBDIIBFISK—85 (230~400Avia) 2RANE. 4. EiEsl
THWBKEL. ROLDLEREET 5. | |
mg:3IUFIA, g: A mL:IUYy ML, MHz : AHNVY,

(EHF1) 4— {4— [83— (5—r/0O0—2—ARF-Tx)b) —ILA -
Rl —=7zZ)} —ERGPI—1-INVEVE ter t —TFIIAFII (kg
WBE1-213) t |
N—tert—FFOFSANEIN-N — (4=F3)Tx2))) —ERFD
>(138 meg)lks—rnO0—2—ArFT 7z AYIT7F—F (138 m
g) 2EAF IS ROTSY (5 mL) KEMLUERTL AREEERLE, X

B VEREERICNA T, BABRERELE. B 5 NEEEEAFY /A

V7OENIT—F) (5 : 1) FTHUSERL., EIL. TLUTHEZEREZL T,
BEilbEm206 mg (89%) @MU IAKMEELTHEZ,
"H-NMRZ X %7 )b (400MHz, DMS0-d6) : & (ppm)=9. 15 (1H, s), 8.27(1H, s), 8.21(1H, d,
1=2.8Hz), 7.29(2H, d, J=9.0Hz), 7.00(1H, d, J=9.0Hz), 6.94(1H, dd, J=8.6 and
2.8Hz), 6.95(H, d, J=2.8Hz), 3.87(3H, s), 3.44(4H, t, J=4.9Hz), 2.99(4H, t,
J=5.1Hz), 1.42(9H, s). '
MS(FAB) m/z:461 (M + H)*.
Rl : 205 C. |

(Efifl2) 4— {4— [3— (2—=AbFT—5—-AF)—Txz)) —UbA
R] =7z} —ERGDU—1-AIVERE ter t —TFIVITATFTI) {LH
&5 1-215)
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(Eff 1) ERBEOHET, N—ter t—7FaF AR —-N" — (4
—¥3I)7x2))) —ERIV(633 me)e2—ARFL—5-AFN Tz
MAVLTF—F (0. 36 mL) »5. EEkAWE 85 me (88%) &5
THREERELTEE.
H-NMRZ 22 )L (400MHz, CDC1,) : 6 (ppm)=1.49 OH, s), 2.28(3H, s), 3.09(4H, t,
j=5.1Hz), 3.58 (4H, t, J=5.2Hz), 3.76(3H, s), 6.48 (1H, ), 6.71(1H, d, J=S.2Hz),
6.77(1H, dd, J=8.3 and 2.0Hz), 6.90(2H, d, J=8.6Hz), 7.10(1H, s), 7.24(1H, d,
J=2.0Hz), 7.25(1H, ), 7.94(1H, d, J=2.0Hz).

" MS(FAB) m/z:441 M + D™

Rl : 157 C.
(EH#I3) 4— {4— [3— (3—-Txz/F¥—7xZ)) ~ULAR] —7=x
S} BRIV -1 —IVRIE ter t —TFIVIATI (LaWES1-225)
(Sl 1) ERBEOHFET. N—ter t —TFOFESHNEN-N — (4
—FI )T —ERITL(467 me)ES-Tr/FLTzINAVLT

S J—1 (0. 33 mL) M5, EEILAWE 39 me (7 8%) FHEHKE

LT,
'H-NMRZ 27 )b (400MHz, CDC1y) : & (ppm)=1. 48 (9H, s), 3.07(4H, t, J=4.5Hz),
3.57(4H, t, I=5.1H2), 6.67-6.65(1L, m, 6.81(IH, s), 6.86(2H, d, J=8.6Hs),
6.98-6.96 (2H, m), 7.02(1H, t, J=2.2Hz), 7.08~7.05(2H, m), 7.18(3H, d, J=8.3Hz),
7.31-7.27GH, .
MS(FAB) m/z:489 (M + H)*.
Rl 1 172 °C.
(FEEpi4) 4— {4—-[8— (2-TbF>—Txz2))) —ULA K] —T7xz2)l}
—ERFVI-1-HNVERBE ter t —TFIVIAFI (LEHHEFI-2T)
(EMifl 1) ERBROFET, N—ter t —TFOFHIVRIN-N' — (4
—73X)7x2Z)) —ERID(445 me)E2—TbhFITINAVIT T
—bk (0. 25 mL) »5. ERLEWE6 71 me (95%) E5THRATEN
Ty AELTRE.
'H-NMRZ %27 B)b (400MHz, CDC1y) : & (ppm)=1.29 (3H, t, J=6.8Hz), 1.49(9H, s),
3.11(4H, brs), 3.62-3.60(4H, m, 3.98(2H, q, I=6.9Hz), 6.30(1H, brs),
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6. 81-6. 78 (2H, mw), 6.98-6.923H, m), 7.22(1H, s), 7.27C1H, ), 8.14-8.12(1H, m), -
8. 13(1H, d, J=9.4Hz). |

MS (FAB) m/z:441 (1 + H)*.

Rl - 84 °C.

(ERf5) 4— {4— [3— (4—~FFOFL—Tz2))) —ILA K] -7z
S —ERSTDU—1—HINARUE ter t —TFNVIATFTIN (ULEMWEF
1-226) |

(Ml 1) ERBEOFET, N—ter t —7FOFIHNRIL-N' — (4
L F3 7o)l —ERSDL(382 me)Ed—ATFOFITIIINAYY
7+ —hk (0. 34 mL) 5, Eilké&®m583 mg (83%) 25T EY
sk & LTk, o
H-NMR.Z %27 )l (400MHz, CDC1,) : 6 (ppm)=7. 25 (1H, s), 7.232H, d, 1=9.4Hz),
7.232H, d, J=9.4Hz), 6.88 (2H, d, J=8.2Hz), 6.84 (2H, d, J=9.0Hz), 6.42(1H, brs),
3.91(2H, t, J=6.7Hz), 3.58(4H, 1, J=4.9Hz), 3.08(4H, brs), 1.76(2H, dt, J=10.8
and 4.6Hz), 1.48(H, s), 1.46-1.40(2, m, 1.38-1.31(6H, m, 0.89(3H, t,
J=6. THz) . | |

- MS(FAB) m/z:511 (M + H)".

Rl : 178 °C, |
(EHF6)4— {4— [3— (2—=tmO—T7z2))) =LA K] —7z20b)

PRIV 1 -IIVELE ter t —TFINIATIN (LEWEE1-22T)
(EHF 1) EFRBEOHFET, N—ter t—7JFaFIHINEAZ)—-N — (4

¥ )T2o))) —ERSVL(818 me)E2—ohaTzI A VYT F—

k(0. 508 mg) 5. EifbAw1. 23 g (95%) 2F L IRAHR
&L TRz, ,

'H-NMRZ X %7 )V (400MHz, CDC1,) : & (ppm)=9. 94 (1H, s), 8.71(1H, d, J=8.6Hz),
8.18(1H, dd, J=8.6 and 1.6Hz), 7.61(1H, ddd, J=7.0, 7.0, 1.5 Hz), 7.30Q2H, d,.
1=9.0Hz), 7.08(1H, dd, J=7.2 and 7.2Hz), 6.97(2H, d, J=8.6Hz), 6.55(1H, brs),
3.60 (4H, t, J=5.1Hz), 3.16(4H, t, J=5.1Hz), 1.49(%H, s).

MS(FAB) m/z:442 (M + D)%

Bt ¢ 207 °C.
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EE7)4— {4— [3— (22— /F>—7x2))) LA R] -7z
W} —ERSTDU—1—HNARVEE ter t —TFINIAT)V bLEWHES1-228)

(EHH 1) ERBEOFET. N—ter t —7FOFIHLRZV-—N' — (4
—F2)722)) —ERIVI(138 me)E2—Tr)FLTIINAVLT
F—hk (0. 14 mL) 25, ZEibkE®W212 mg (87%) ZHAMKEL
TH7z.

I-NMRA A% 1L (400MHz, DMSO-d6) : & (ppm)=9. 02 (1E, s), 8.32(1K, s), 8.26 (1H, dd,
1=8.2 and 1.5H2), 7.40(2H, dd, J=7.9 and 7. 9H2), 7.282H, d, J=9.0Hz), 7.14(1H,
dd, 1=7.2 and 7. 2Hz), 7.10-7.06 (1K, m, 7.02(2H, d, J=7.8Hz), 6.94-6.81 (41, m),
3.44(4H, t, J=4.THz), 2.99(4H, t, J=5.1Hz), 1.41(9H, s).

MS(FAB) m/z:489 (M + H)*.

Al : 186-187 C. | |

(EfEE 8)4— {4— [3— (b—Zuou—-2—-—7x/F—7x2)v) —UbA
R] =722} —ERSD—1—HVARVE ter t —TFINIZAFI (LA
Y)&51-229) }
(M) ERBEOFET, N—ter t—7FOFIHIRIL-N' — (4
-7 )7x2)) —ERIT(138 meg)eb—rnn—2—-7Jxz/FT7x
VYT F—b (0. 14 mL) 25, ERbEmW212 meg (87%) %
HEpmR E L TR, 1 |
E-NMR A~ 1)L (400MHz, DMS0-d6) : 6 (ppm)=9. 12 (1H, ), 8.53(1H, s), 8.38 (1K, d,
J=0.8Hz), T.42 (H, dd, J=7.8 and 7. 8Hz), 7. 28 (2H, d, J=8.6Hz), 7.18 (1H, dd, J=7.2
and 7.2Hz), 7.06(H, d, J=8.6Hz), 6.95(1H, dd, J=8.6 and 2.8Hz), 6.89(2H, d,
J=8. 6Hz), 6.81(1H, d, J=8.6Hz), 3.43(4H, t, J=4.5Hz), 2.99(4H, t, J=4.9Hz),
L40GH, 5). |
MS(FAB) m/2:523 OF + B)*.

Rl < 94-96 C.

Wi 9) 4— (4— [3— (2—VTNFTARFY—Tz2))) —TLA K]
—TJx)} RS- 1—-ANKRVE ter t —TFIIATFIIN (LEWE
£1-230)

(FEHE 1) ERBEOHET, N—ter t—7Fa0FhNARZI—-N" — (4
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73 )71x2))) —ERSVU(1.38 meg)E2—TI7NFAaARF Tzl

A4VY7F—h (0. 11 mL) »5. EibEWe 7 me (29%) ZHEH .
KELUTEE, | .
H-NMRZ A2 1)L (400MHz, DMSO-d6) : & (opm)=9. 10CLE, s), 8.21(1H, d, T=1.5H2),
8.19(1H, s), 7.30(2H, d, J=9.0Hz), 7.22(1H, t, J=TdHz), 7.19-7.14(2H, w),
6.98 (10, ddd J=7.8, 7.8 and 1.6Hz), 6.90(2H, d, J=8.7Hz), 3.44(4H, t, J=4.THz),
3.00(4H, 1, J=5.1Hz), 1.42(OH, s). |
MS (FAB) m/z:463 (M + H)*.
Rl : 154-155 C.

(EMM10)4—{4—[3— (5—rop—2-=hO—-7z2)b) —7LA K]
—7zI)l} —ERSVI—1-HVEVER ter t —TFIIATN (LEYE

F1-231)

(%ﬁﬂl)tﬁﬁ@ﬁ%f\N—tert—f?m#9WWﬁ:w—N’—(4
—F73I)T7z)) —ERSGD(2. 77T g)&b—run—-2—-=-—btaTz)b
A4VYTF—F (2. 58 g) hb. EILAWL. 64 g (98%) EEEH

kELTEE,

'H-NMR A 77 I )V (400MHz, DMSO-d6) : 6 (ppm)=9. 81 (1H, s), 9.70(1H, s), 8.54(1H, d,

1=2.0Hz), 8.14(1H, d, J=9.0Hz), 7.34(2H, d, 7=9.0Hz), 7.22(1H, dd, J=9.0 and

9.3Hz), 6.92(2H, d, J=9.0Hz), 3.45(4H, i, J=4.9Hz), 3.02(4H, t, J=5.0Hz),

1.42 (91, s).

MS (FAB) m/z:476 (M + H)*.

Bl : 205 T,
(EHFEL11)4—-{4—-[83—-(2-73I/—-5—rnoa-7x=)y) — LA K]

=7z} BRIV 1-ANEVE ter t —TFNIATIN ULahE

51-232) ‘
(EfEgl 1 0) TEB N4 — {4— [3— (b—rno—2—-=ha-TJxz2)h)

~YLA K] —TzI) —ERIVL—1-ANAVE ter t —TFIIXF

ey )V (1 1) A~k (2. 38 g) ZEKFhSERO7S> (4
0 mlL) KEBItEE. ZOMRBRIKRLIESIFRSRITAL (75 7me) 2=
HTWo D EABTDOMA R, 1. 5KHER. RISESWERE LRI O—X
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o E, SRR T MUY AKEREMA . REI O — 2 LD RS
BRI TFIVIC L DIEH U, 85N O FHE 28R Ak T8as L. Rl
FRUDAETE®RL, 2BL. TUTEELE. B5NEEEEATY > THL
EHRL, BEZL., BELEBEZLT, EEMLAEWIS50 me (43%) Z2HEE
MR ELTE=,

'H-NMRA X2 )V (400MHz, DMS0-d6) : 6 (ppm)=8. 62 (1H, s), 7.73(1H, s), 7.53(1H, s),
7.29(2H, d, J=9.0Hz), 6.89(2H, d, 1=9.0Hz), 6.81(1H, dd, J=8.6 and 2. 3Hz),
6.71(1H, d, J=8.6Hz), 4.87(2H, s), 3.44(4H, t, J=4.3Hz), 2.99(4H, t, J=4.9Hz),
1.42(9H, s).

MS (FAB) m/z:446 (M + H)*.

Rl 2 187-189 C.

(EHifl12)4— {4— [3— (5—ZO0—2—RAF2ANTFINTI ) —7
22) =LA R] =Tz} —ERGDL—1—HNVRVE ter t—TF
WIZF) (LEy&E1-233)

(EMf 1 1) TR 4— {4~ [3— (2—-F3/—-5—-r00—7=x=)))
LA R] Tz} —ERSDL—1—AVELVEE ter t —TFINIAT
NVOEY DK (5 mL) Ay > AN T+2)b (0. 043 mL) 2=
BTz, 1. bEEE. RISESWEKICES, 1V 70— &Il
UL, BERIFILCMILLE, HHSeaREEK (2H) SAmatkT
e, W N U YA LTEMRL, B3BL, TUTEHLE, B5NREYED
SKAIOR NI ST 4 —THEL, B5NEEEAFT > 1Y FOEILI—F))
DEAERCFTHL <EHRL. WXL, 2 U CHESHEE LT BELAY2 14 m
g (82%) BEEEAMHKELTER,
'HTNMRJ(/<£7]‘)D(@OOMHZ,DMSO-dﬁ):«S(me)=9.40(1H,s), 9.11(1H, s), 8.25(2H, d,
J=2.4Hz), 7.31—7.26(3H, m), 7.04(1H, dd, J=8.4 and 2.6Hz), 6.90(2H, d, J=9Hz),
3.44(4H, t, J=4.5Hz), 3.00(4H, t, J=4.0Hz), 3.00(3H, s), 1.42(%H, s).
MS(FAB) m/z:524 (M + H )"

Blisg 1 127 C.

(EHipl13) 4— {4— [3— (2—AFFP—Tz)) —ILA K] —7=x

S —PRSTVL -1 —HNRIE ter t —TFINIAF) (LAWES1-234)
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(EfEF 1) ERBEOHET. N—ter t—7FaFIHINARZIIV—-N — (4
Y3 )TxTI) —ERSUL(554 me)E2—RARFITLIIAVITF
—} (0. 40 mL) M5, EELEWMT 64 me (90%) &>THEmKE
LTHE~E. | |
B-NMRZ %27 )b (400MHz, DMSO-d6) : & (ppm)=9. 06 (1H, s), 8.11(1H, d, J=2.0Hz),
$.11(IH, s), 7.29(2H, d, 1=9.0Hz), 6.99 (1H, dd, J=8.0 and 1.8Hz), 6.91-6.84 (4H,
W, 3.86(GH, ), 3.44(4H, t, J=4.9Hz), 2.99(4H, t, J=5.2Hz), 1.42(%H, s).

MS (FAB) m/z:427 (O + B)*.
FliAi: 184 C.

(R 14) 4— {4— [3— (2—o)Fa—TJxz=)y) —JVLAR] —TJ=x .
S} —ERSVI— 1 —IIVRVE ter t —TFINIATI (LEHES1-235)

(B 1) ERABOAFET, N—ter t—7F0FTHNHFZN—N — (4
¥ )Tro))) —ERSUL(554 mg)k2—TNA0T AV TF
—hk (0. 34 mL) »5, ERMAEWM779 mg (94%) ZEBEMREL
B, | |
H-NMRZ <27 b (4000Hz, DMSO-d6) : 6 (ppm) =8. 82 (1H, s), 8.42(1H, d, I=2.4Hz),
8.13(1L, ddd, 1=8.2, 8.2 and 1.5Hz), 7.30 (2H, d, J=9.0Hz), 7.21 (IH, ddd, J=8.1,
8.1 and 1.32), 7.11 (16, dd, J=7.8 and 7.8Hz), 6.99-6.93(1f, m, 6.90(2H, d,
J=9.0Hz), 3.45(AH, t, J=4.9Hz), 3.00(4H, t, J=5.0Hz), 1.42(9H, ).

MS(FAB) m/z:415 O + H)*. |
Bl : 164-166 C.

(EHigl15) 4— {(4— [3— (2—rou—TJxzZ)h) —ULIF] —7==
W) —PRSDY— 1 —HNEVEE ter t —TFNIATN (LAWEE1-236)

(SEHEHl 1) &E#%@jﬂif\ N—ter t —JFaFHINARIIIN—-N — (4
¥R T2o)l) —ERSVV(554 mg)E2—ZO07 TV F—
k(0. 37 mL) »5, EiMkEdW 765 meg (89%) ZRHBMRELT
"z,

HNMRA A2 ) (400MHz, DHSO-d6) : 0 (opmd=9. 17 (I, s), 8. 18I, ), 8. 15 (1K, dd,
1=8.2 and 1. 6Hz), 7.43(1H, dd, J=7.9 and 1.5Hz), 7.30(2H, d, J=9.0Hz), 7.26 (1M,
ddd, 1=8.4, 8.4 and 1.3Hz), 6.99(1H, ddd J=T.7, 7.7 and 1.6Hz), 6.90(2H, d,
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J=9.0Hz), 3.45(4H, t, J=5.0Hz), 3.00(4H, t, J=5.1Hz), 1.42(9H, s).
MS (FAB) m/z:431 (M + H)*.
B : 196-197 C. |

(EHEH16) 4— [4— (8—0—RUJ—LAR) —Tz2)V] —ERTD
S 1-WNEVE ter t —TFNIATN (LAWEE1-237)

(FEHipl 1) EABOFET. N—ter t —7FOFIHIEZN-N' — (4
—FI )TN —ERSGTI(554 me)E2—AFNT IV T F—
R (0. 37 mL) M5, EEMEAWT 41 me (90%) &5THREMKREL
THE~.

'H-NMR A R %7 )V (400MHz, DMS0-d6) : 6 (ppm)=8. 76 (1H, s), 7.82(1H, d, J:Z.OHZ),
7.78(1H; s), 7.30(2H, d, 1=9.0Hz), 7.13(1H, d, J=7.8Hz), 7.09(1H, d, J=7.8Hz),
6.92-6.88 30, m), 3.44(4H, t, J=4.9Hz), 2.99(4H, t, J=5.1Hz), 2.22(3H, s),
1.42(9H, s).

MS(FAB) m/z:411 (M + H)*.

Rl 188-191 C.

(G 17) 4— {4— [8— (2—IFN—7x=)) —ILA K] —7x=
W} —ERSVDI—1-—HVEVE ter t —TFINIATIIN {(LEWES1-238)

(EfEF 1) ERBEOFET, N—ter t —7FOFIhIVAIN-N — (4
—73X)7x2)) —ERSGP(554 mg)E2-TFNTzNWAVTTI—
k(0. 42 mL) »5, EEEEWT781 me (92%) 25THEMEREL
Tz,

E-NMRZ %27 T b (400MHz, DMSO-d6) : 6 (ppm)=8. 76 (1H, ), 7.79(1H, dd, J=8.0 and
1.2Hz), 7.77(1H, s), 7.31(2H, d, J=9.0Hz), 7.16—7.09(2H,nﬁ, 6.96 (1H, ddd J=7.4,
7.4 and 1. 2Hz), B.SQ(ZH, d, J=9.0Hz), 3.44(4H, t, J=4.9Hz), 2.99 (4H, t, J=5.1Hz),
2.59(2H, q, J=7.4Hz), 1.42(9H, s), 1.17(3H, t, J=7.4Hz).

MS(FAB) m/z:425 (M + H)*.

Bliss ;162 C. |

(EME18) 4— {4— [3— (2—7oEN—TJzZ)) -1 R] —7=x
S —ERITDI—1—FNRVE ter t —TFINITATI (baWBES1-239)

(EHpl 1) ERBEOHET. N—ter t —7FOFIANRIL-N" — (4
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—72)7x2)) —ERTT(693 meg)E2—-T0ENTZINAVIT T
—F (0. 52 mL) 25, FLEW1. 03 g (94%) ZREGMRIL
TRz, , .

'H-NMR A %% )b (400MHz, DMSO-d6) : & (ppm)=8. 76 (1H, s), 7.76(1H, d, =8. 2Hz)
7.73(1H, s), 7.31(2H, d, J1=9.0Hz), 7.14-7.10(2H, m), 6.95(1H, ddd J=7.4, 7.4
and 1.2Hz), 6.89(2H, d, 1=9.0Hz), 3.44(4H, t, J=4.9Hz), 2.99(4H, t, J=5.1Hz),

2.55(2H, t, J=7.7Hz), 1.56 (2H, sx, J=7.5Hz), 1.42(9H, s), 0.94 (3H, t, J=7.2Hz).

MS (FAB) m/z:439 (M + H)*.
Bl 177-181 °C.
(EMFE19) 4— {4— [3— (2,5—IAF)N—T7xz=)b) —TIL1R] —

T} —ERIVI—1-HNARUE ter t —TFNIAFIN (LEWES

1-240) | |
(EHEH 1) ERBEOHET, N—ter t —7FOFIINEZL-N' — (4
—FI )T —ERIVI(832 me)E2, 5—UAFNTzINAVY
7F—hk (0. 55 mL) 5, AW 1. 19 g (94%) &5 THREHN
k& LTHEE, | B
IH-NMRZ %7 b )l (400MHz, DMSO-d6) : 6 (ppm)=8. 82 (1H, s), 7. 78 (1H, s), 7.70(1H, s),
7.33(2H, d, J=7.4Hz), 7.04(1H, d; J=T.4Hz), 6.91(H, d, J=7.9Hz), 6.75(1H, d,
J=7.8Hz), 3.46-3.45(4H, m), 3.00(4H, t, J=4.5Hz), 2.24(3H, s), 2.18(3H, s),
1.42(9H, s). |

MS (FAB) m/z:425 (M + H)*.

R 219-220 C.

(EfEF20) 4— {4— [3— (A—PAFNTI/)—-7x2)V) — U1 K]
Tz} —ERIVY—1-HVEIE ter t—TFIVIAFN (LEwE
B1-241)

(Efap 1) EEBEDOHET. N—ter t —7FaF IRV —N' — (4
~73/)722))) —ERIP(832 me)kd— (PAFNTI)) Tzl
AVI7F—hF (633 mg) 56, EibeaWwl. 15 g (87%) ZHEEH
FELUTHE=, ‘ ’

H-NMR A 2 T (400MHz, DMSO-d6) : & (ppm) =8. 24 (1H, ), 8.15 (1H, s), 7.27(2H, d,
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J20.0Hz), 7.22(2H, d, 1=9.0Hz), 6.87(2, d, J=9.0Hz), 6.67(2H, d, J=9.0Hz),
3. 44(4H, t, J=4.7Hz), 2.98(4H, t, J=5.0Hz), 2.82(6H, s), 1.42(%H, s).
MS (FAB) m/z:440 (M + H)*'. \
Bl 2 207 Co

(EfEF21) 4— {4— [3— (2—sec—TFN—T7x=)) -1 K] —
T} —ERSVUY—1-HNRVEE ter t —TFINIATI (LEWES
1-242)

(FEhEpl 1) EFRBEOHFET. N—ter t —7FOFTHINRZN-N — (4

—73)7x2))) —ERST(832 mg)ek2—sec—TFNTIAVIY

7F—bh (683 mg) nE, EiMbEEML. 28 g (94%) Z2HEBMREL
THEE. » | |
H-NMRZ 22 )b (400MHz, DMSO-d6) : 6 (ppm) =8. 68 (1L, s), 7.77T(1H, 8), 7. 64 (11, dd,
7=8.0 and 1. 4Hz), 7.30(2H, d, J=9.0Hz), 7.20(1H, dd, J=7.4 and 1. 6Hz), 7.10(IE,
ddd J=7.6, 7.6 and 1.6Hz), 7.03(1H, ddd J=7.5, 7.5 and 1.4Hz), 6.88(2H, d,
J=0.0Hz), 3.44(4H, t, J=5.1Hz), 2.99(4H, t, J=5.0Hz), 2.90(1H, q, J=6.2Hz),
1.57T(H, p, 1=7.6Hz), 1.42(9H, s), 1.16(3H, d, J=7.1Hz), 0.80 (3H, t, J=T.4Hz).
MS (FAB) m/z:453 (M + H)*.

Bliss 2 177 C.

(EiEp22) 4— {4— [3— (4—’r‘/7°r:it°)lx—7::;)l/) -1 R] —
TroIb} —ERSITVL—1-FILRIVEE ter tfj?)l/ix-i-)l/ UbEmES
1-243)

(ERF 1) ERBOAFET. N—ter t —7JFaF ANHEZI—-N — (4
~F7I)7x2)) —ERIV(832 meg)ld—1VTRENL TN Y

FF—h (683 me) Mo, EELAWL. 24 g (94%) BITHREHR

ELUTHRZ.

'H-NMRZ %27 I )V (400MHz, DMS0-d6) : 0 (ppm)=8.42 (1H, s), 8.34(1H, s), 7.31(2H, d, .
J=8.6Hz), 7.29(2H, d, J=9.0Hz), 7.11(2H, d, I=8.6Hz), 6.88(2H, d, J=9.0Hz),
3. 44 (4H, t, J=4.7Hz), 2.99(4H, t, J=5.1Hz), 2.86-2.76(1H; m), 1.42(%H, s),
1.17(6H, d, J=7.1Hz).

MS (FAB) m/z:439 (M + H)*.
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Rl : 210 C.
(EMHI23) 4— {4— [3— (4—ThF3¥—7x2))) —ILAR] —J=x

SN} —ERGD—-1—-HINARVEE tert —TFIVIAT ) bEWEE1-244)
(EHif 1) ERBOFET. N—ter t—7FOFI AL -N — (4

—73X77x2))) —ERTIPI (832 me)L4-IhFITIINAVITT

—b (0. 57 mL) 25, EREW1. 27 g (96%) 2ITHEMRE

LT

‘H-NMRX&? I\)I/(400MHZ,DMSO—d6):§(ppm)=‘8.32(1H, s), 8.30(1H, s), 7.30(2H, d,

" J=8.8Hz), T7.28(2H, d, J=8.8Hz), 6.87(2H, d, J=9.0Hz), 6.82(2H, d, J=9.0Hz),

3.95(2, q, J=6.8Hz), 3.44 (48, t, T=4.9Hz), 2.98(4H, 1, J=5.3Hz), 1.42(9H, s,
1.30(3H, t, J=T7.1Hz). '
MS (FAB) m/z:441 M + 1%

Rl < 198-200 C.

(EHBI2 4) 4— (4— [3— (4—TFN—Tx2)) —ILA K] —7z=
W} —ERSVL—1—HVRVE ter t —TFINIAFIIN (LEHES1-245)
C(EHEFI1) ERBOFET. N—ter t —TFOFIANRN-N — (4
~73)712))) —ERIVI(832 me)ld—IFNTzAVTTI—
k(0. 56 mL) M5, EELAW1. 23 g (96%) REEHKELTE
7o ’ .

H-NMR A~ 27 L (400MHz, DMSO-d6) : & (ppm)=8. 46 (1H, s), 8.37(1H, s), 7. 33 (2H, d,
J=8.6Hz), 7.30(2H, d, I=8.6Hz), 7.10(2H, d, J=8.2Hz), 6.90(2H, d, J=9.0Hz),
346 (4H, t, J=4.7Hz), 3.00(4H, t, J=4.9Hz), 2.57-2.50(2H, m), 1.42(9H, s),
1.15(3H, t, J=7.4Hz). .

MS (FAB) m/z:425 (M' +

Rl < 204-205 C.

(Eif#l 2 5) 4— {4— [3— (4—sec—TFN—7x=))) —7LA K] —
TIT)} BRIV 1-JVRIE ter t —TFNIAFN (LEWES
1-246)

(EMF 1) EREOHFET, N—ter t—7FOF>HIRIIIL-N — (4
~7I)7x2))) —ERTPL(832 me)kd—sec—TFNT AV
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7F+—hk (0. 69 mL) »5, EbAW1. 24 g (92%) ZHEREKE
U7z,

IH-NMR:Z X 27 )l (400MHz, DMSO-d6) : & (ppm)=8. 45 (1H, s), 8.38(1H, s), 7.33(2H, d,
1=8.9Hz), 7.30(2H, d, J=9.0Hz), 7.09(2H, d, J=8.6Hz), 6.90(2H, d, J=8.6Hz),
3.45(4H, t, J=4.7Hz), 3.00(4H, t, J=4.9Hz), 2.55-2.51(1H, m), 1.52 2H, dt J=7.2
and 9.5Hz), 1.42(9H, s), 1.16(3H, d, J=7.1Hz), 0.76(3H, t, J=7.2Hz).

MS (FAB) m/z:453 (M + H)*.

Rl - 201-202 C. '

(EfM26) 4— (4— [3— (4—TFF¥—Tz2)) —ILA K] —7=
SN —ERIVY—1—JVRVEE ter t —TFIVIATI (LABBEE1-24T)

(EHif 1) ERBOFET. N—ter t —TFOFTHIRZL-N' — (4
~73)7z2))) —ERSVI(832 me)Ld-TrFITzINAVITF
—k (0. 71 mL) 25, EifbkdW1. 32 g (94%) Z2329HREHRE
LTH7z. ‘

'H-NMRZ %27 | )L (400MHz, DMSO-d6) : & (ppm)=8. 35 (1H, s), 8.33(1H, s), 7.31(2H, d,
1=6.6Hz), 7.29(2H, d, J=7.4Hz), 6.90(2H, d, I=9.0Hz), 6.85(2M, d, 1=8.6Hz),
3.91(2H, t, J=6.6Hz), 3.45(4H, t, J=3.5Hz), 2.99(4H, t, J=4.9Hz), 1.67(2H, p,
J=7.9Hz), 1.46-1.37(11H, m), 0.93(3H, t, J=7.2Hz).

MS (FAB) m/7:469 O + I, |

Al : 185-188 C.

(EWEF27) 4— {4— [3— (2=7)Fu—5—-FUTNFRAFI—Tx
S —PLA K] =72l —ERIDY-1-HVRVEE ter t—TFI
IZAFN (LEMES1-248)

(EHipl 1) CFRROFIET, N—tert —TFaFHNRIIN-N — (4
-7 )7x2))) —ERSIU(832 meg)e2-)Fo—-5-btUT)LAn
AFN T4V TFH—h (0. 56 mL) 06, ka1, 32 g (9
1%) %5 9HREMRE L TR, |
f-NMRZ /R 27 I )V (400MHz, DMSO-d6) : & (ppm)=8.93 (1H, s), 8 77(1H, d, I=2.THz),
8.60 (1H, dd, J=7.4 and 2.3Hz), 7.49-7.44(1H, m), 7.36-7.33(1H, m), 7.31(2H, d,
1=9.0Hz), 6.91(2M, d, J=0.4Hz), 3.45(4H, t, J=4.9Hz), 3.01(4H, t, J=5.0Hz),
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1.42(9H, s).
MS(FAB) m/z:483 (M + H)*.
Rl : 241 C. |

(ERf28) 4— {4— [3— (2—rnO—-5—hFUZNFOAF)~-Tx=
V) =LA R] =722} —ERSGDI—1—HNRVEE ter t—TFIT
25N (LEWBE1-249)

(i 1) EFRBEOFIET. N—ter t —FFOFIAVRIL-N' — (4
—73)7x2)V) —ERTD(832 mg)k2-roa—-5—-hJ7)lFoR
FNT2oWAVYTF—hk (0. 58 mL) »b. EEfkem1l. 41 g (9
5%) ZEEAKHKELTEE, |
I-NMRA X 27 ] )L (400MHz, DMS0~d6) : & (ppm)=9.33 (1H, s), 8.63(1H, d, J=2.3Hz),
8.49(1H, s), 7.69(1H, d,.J=8.2Hz), 7.34—7.31(3H, m, 6.92(2H, d, J=9.0Hz),
3.45(4H, t, T=4.7Hz), 3.01(4H, t, J=b.1Hz), 1.42(9H, s). A '
MS(FAB) m/z:499 (M + D)t
Rl : 221-223 C.

(EHEHI2 9) 4— (4— [3— (2—-2OE—5—AFN—TxZ)) —ILA
R] —722)l) —ERIDI—1—FRVE ter t —TFILIAFL (Ld

WBE1-250)

CEfEf 1) ERBEOAET. N—ter t —IFFOFLHILR=IL-N — (4
—FITIoL) —ERIVL(832 me)E2—-r0n—5—XFN Tl
AV FF—h (0. 654me) Hod, EiLAW1l. 26 g (95%) #5F
Bk s LR, |

- H-NMRA X% )b (400MHz, DMS0~d6) : 6 (ppm)=9. 16 (1H, s), 8. 10(1H, s), 8.00(1H, d,

T=1.5Hz), 7. 30 (3H, dd, J=8.4 and 8.4Hz), 6.90 2H, d, J=9.0Hz), 6.81 (1K, dd, J=8.3
and 2.0Hz), 3.46-3.43(4H, m), 3.00 (4K, t, J=5.3Hz), 2.27(H, ), 1.42(9H, s).
MS(FAB) m/z:445 (M + H)*
Rl 1 222-224 C. |
(EfH30) 4— {4— [3— (3—ITF)N—Jxz=)) — IV R] —Jz=
N} —ERSD—1—NNEVE ter t —TFINIAFI) (LAWEE1-251)
(EHfI 1) EFRBOFET, N—ter t —7FOFIHNRIL-N' — (4
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—YI )T —ERFIVI(832 me)E3—IFNTzIAVITI—
M (0. 56 mL) 5. Eifbkadwml. 25 g (98%) Z2RHEAHMKELTHE
o | |
'H-NMR % %27 I )L (400MHz, DMS0-d6) : 6 (ppm)=8. 51 (1H, s), 8.41(1H, s), 7.31 (2H, d,
J=7.9Hz), T.30(1H, s), 7.22(1H, d, J=8.6Hz), 7.16(1H, dd, J=7.5 and 7.5Hz),
6.90(2H, d, J=7.8Hz), 6.80(IH, d, J=7.4Hz), 3.45-3.45(4H, m), 3.00(4H, t,
J=4.5Hz), 2.56(2M, q, J=T.4Hz), 1.42(9H, s), 1.17G3H, t, J=T.4Hz).
MS(FAB) m/z:425 O + H)*.
Blis 2 160 C,
(ERBI3 1) 4— [4— (3—m—FU—TLAR) —Tz)l] —ERSY
D—1—=HIVRIE ter t —TFIITAFI (LE&WHEE1-252) '
(EHifI 1) EFBOFIET, N=ter t —FFOFSILRIV-N' — (4
I )TN —ERIVI(832 me)E3—AFNT A VLTI —
k(0. 50 mL) 5., Eifbé®Wl. 17 g (95%) 23THREHMKREL
T, . | |
I-NMRZ A2 B )L (400MHz, DMSO-d6) : 6 (opm)=8. 48 (I, s), 8.41(IH, s),
7.32-7.28(3H, m), 7.21(1H, d, J=7.5Hz), 7.14(1H, ddd J=7.6, 7.6 and 1.8Hz),
6.91(2H, dd, J=8.6 and 1.5Hz), 6.77(1H, d, J=T.4Hz), 3.46-3.46(4H, m), 3.00 (4,
m), 2.27(3H, s), 1.43(%9H, s).
MS(FAB) m/z:411 (M + H)*.
Rl : 169-172 C.
(EMI32) 4— {4— [3— (3—rOO~-Tz=)) —ILA K] =Tz
I} —ERSVL—1-HIVEVE ter t —TFIVIAFI ULEWEE1-253)
(SEHEH 1) c‘:l‘iﬁ%@@jﬂﬁ'& N—tert—7FaFx HIARZI~-N" — (4
~7I)7x))) —¥RIVL(832 mg)ek3—runrzAYI T —
(0. 51 mL) 5, ERbEWw1l. 21 g (94%) 2O5THREHMEKREL.
<@, |
H-NMRZ A2 )L (400MHz, DSO-d6) : 6 (ppm)=8. 76 (I, s), 8. 48 (IE, s), 7. 68 (I, d,
J=2.0Hz), 7.30~7.21 (4H, m), 6.97(1H, dd, J=7.6 and 1. 4Hz), 6.89 (2H, d, J=7.8Hz),
3.43-3.43(4H, m), 2.98(4H, t, J=4.3Hz), 1.40(9H, s).
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MS (FAB) m/z:431 (f + I)*.
Rl 1 163 C.

(EHEHI33) 4— {4— [3— (4—ter t—TFN—Tx2)) —7L1 K]
—J )} —ERGTU—1—ANKRVE ter t —TFINIATI (LEWHE
B1-254)

(Efifl 1) EFBOAET, N—ter t —7FOFIHIVRIN-N — (4
—¥YI)T7xo))) —ERTV(832 me)td—tert—TFITzIA
VI7F—F (0. 69 mL) »5. EiMkEm1l. 28 g (95%) 25K
@k & LRk, -

'H-NMR:Z %27 L (400MHz, DMSO-d6) : & (ppm)=8. 47 (1H, s), 8.37(1H, s),
7.36-7.27(6H, ), 6.90 (2, d, J=8.2Hz), 3.46-3.46 (4H, m), 3.00(4H, t, J=4.9Hz),
1.42(9H, s), 1.26(9H, s).

MS (FAB) m/z:453 (M + H)*.

Al ¢ 140-141 C. ‘

(EHHI34) 4— {4— [8— (4—TFFN—7x=)) —ILA K] —7z=
) —ERIT—1 IR EE ter t—TFNIAFI) (LAUES1-255)

(EHifl 1) ERBEOHFET, N—ter t—7FOFIHIIRIL—N' — (4
~73)7x2))) —¥RIVU(832 me)E4—TFNTINAVITF—
k(0. 69 mL) M5, EEMLAWL. 24 g (92%) &5THRERKEL
THEx.,

'H-NMRZ 7% 2 )L (400MHz, DMSO-d6) : & (ppm)=8. 45 (1H, s), 8.37(1H, s), 7.33(2H, d,
1=7.8Hz), 7.30(2H, d, J=T.4Hz), 7.08(2H, d, J=7.0Hz), 6.90H, d, J=T.4Hz),
3.46-3.46 (4H, m), 3.00(4H, t, J=4.1Hz), 2.52-2.49CH, m), 1.56-1.48(2H, m),
1.42(9H, s), 1.29§2H, q, J=7.2Hz), 0.89(3H, dt J=7.5 and 1.6Hz).

MS (FAB) m/z:453 (M + H)*.

Rliss 1 167-170 C.

(s 35) 4— {4— [3— (S—PDDfZ—X?‘)I/—7I:)I/) —UbA
Rl =7z} —ERSD—1-ANHRVE ter t —TFINIATI (L&
Y&+ 1-256)

(EhEpl] 1) ERROGIET, N—ter t -JFaF ANARZI-N — (4
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—73)7x2)) —ERTT (832 mg)ekb—r0ona—2—AF)T7x=))
VY7 F—bF (0. 53 mL) M5, EMLAW1l. 27 g (95%) 257
SBEMRE L THEE, _
'H-NMRA R %7 ]\)]/(400MHZ,DMSO—d6):6(me)=8.91(lH, s), 8.05(1H, d, J=2.3Hz),
7.92(1H, s), 7.31(2H, d, 1=9.4Hz), 7.16 (1H, d, J=8.6Hz), 6.93 (1H, dd, J=8.2 and
2.4Hz), 6.90(2H, d, J=9.0Hz), 3.45(4H, t, J=4.7THz), 3.00(4H, t, J=5.1Hz),
2.21(3H, s), 1.42(9H, s). .
MS(FAB) m/z:445 M + H)*.

ORI 1200 Co

(EFE36) 4— {4— [8— (5—-I)NF0—2—AF)V—T7x=)V) — I

4 R] =7z} —ERSP—1—HIVEVE ter t —TFIVIATI (b

EMEF1-267) |

(EHipl 1) ERBEOAET. N—ter t —7FOFIHLRINL-N' — (4
— I )72 PRSP (832 me)ek5—IAO—2—-AFN T
WAV TF—k (0. 50 mL) M5, WEREEWL. 24 g (96%) &
Ek E LTER, ' |
H-NMRZ %27 T )l (400MHz, DMS0-d6) : 6 (ppm)=8. 93 (1H, s), 7.91(1H, s), 7.84 (1H, dd,
J=12.1 and 2.8Hz), 7.31 2H, d, J=9.0Hz), 7.15(1H, dd, J=7.7 and 7. THz), 6. 90 (2H,
d, 7=9.4Hz), 6.70 (1H, ddd, J=8.4, 8.4 and 2.5Hz), 3.45(4H, t, J=5.0Hz), 3.00 (4H
t, J=5.0Hz), 2.20(3H, s), 1.42(9H, s). |
MS (FAB) m/z:429° (M + H)*.

Al - 206-208 C.

(ERH37) A— {4— [3— (2—INFTO—5—-RAF—Tz)h) =L
ARl =7=z20V} —EXSDZ—1 — WA VEE ter t —TFINITATIV (b
EWEF1-258)

(%ﬁﬂl)&ﬁﬁ@ﬁﬁﬁ\N—tertfj?D#Vﬁwﬁ:w—N’—(4~
=TI T7xIN) —ERIVI(832 mg)L2-TlFAN-5-AF)| Tz
WAV T7FrH—b (0. 51 mL) 6. Eidbkeé®wml. 23 g (96%) &5
ke R E L THEE, '

'H-NMRZ %27 I )b (400MHz, DMSO-d6) : 6 (ppm)=8.80 (1H, s), 8.34(1H, d, J=2.8Hz),
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7.97(1H, d, J=7.8Hz), 7.29(2H, d, J=8.9Hz), 7.07(1H, dd, I=117.5 and 8. 4Hz),
6.89(2H, d, J=9.0Hz), 6.77-6.73(1H, m), 3.44(4H, t, J=4.THz), 3.00(4H',‘ t,
J=4.9Hz), 2.26(3H, s), 1.42(9H, s).

MS(FAB) m/z:429 (M + H)*'.

Bl s 211-214 C.

(EMHI38) 4— {5— [3— (2—ARFEY—5—AF)—Tx=)) —IL
4RI —BUDY—2—A)) —ERIVI—1-FNRIE ter t—FF) T
2N (eeiEE1-222)

(38a) 4— (5—=hE—FUDI—2—))) —ERSGVU—1—HIVRVE
tert—TFFITAFI

2—FHOHO-5—-=ROEBUTY (7. 90 g) . ERIVI—1—JLRVE
tert—7FIZAFI (11. 2 g) . %LT)%@?JU‘?A (6. 90 g)
OFER=RUL (250 mL) MWEERE 4 BENSER L. RSES)EHE
WL, BERTFILTHERL, K ESMEEATHES L, M MU YA ETEEL,
BiL. EUTHHEL T, BEMEFRIFI) 1) 70N~V F TR < B
P, WL, TUCRESIL, MEkam16. 1 g (87%) wHEHEE:
L THE=. ‘

MS (FAB) m/z:309 (M + H)*.
(38b) 4— (=72 /)-EBEUP>-2—-1)) —ERIGD -1 —HIIVR
tert—JFNIZF |

E (38a) TEF4— (5—=ba—-¥BUID>—2—-1)) —EXRFD—
1—HNARIE tert—=TFIIZTAFIV (10. 8 g) &10%/XTIPTLK
EAE (2. 15 g) OIF/—) (300 ml) EEWEEETKEERAT
SRR L7, OSESYZIBL, T U TRIEL 2. RENZY 7OV —
FRTHU < B, WL, = U CRUESERL ., SRkam6. 59 g (68%)
R Y EEEE LTRE, |
MS (FAB) m/z:279 (M + ).

(38¢c) 4— {5—[3— (2—ARFY—5-AF)—Tz2)) LA K]
YD 2~} —ERSTUL— 1 —ANVEVE ter t —TFN TIAFI
EHEfil (38D) TAREZA— (5—F3)—BUIL—2 ) —ERTV—
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L—INEE tert—-TFNIAFIN (5. 57 g) E2—ARFL—5—
AFNTZZWAVITF—h (3. 52 mL) OMKFILROTT> (10
0 mL) AKRZEETS AMEBRLE, KINEEWICAY J—)VEAi, T LU TR
WLk, BEMZASLAOQR NS T4 —TREL (r/oniXy > /BgLF)l
5:3-1:1)., EiE(LAWS5. 42 g (61%) 2L s EREKELTEE,
IH-NMRZ %27 I )b (400MHz, CDC1,) : 6 (ppm)=9. 07 (1, s), 8.13(1H, d, I=2.7Hz),

8.09(1H, s), 7.93(1H, d, I=1.9Hz), 7.72(1H, dd, 1=9.0 and 2.7Hz), 6.86(1H, d,
1=8.2Hz), 6.82(IH, d, J=9.0Hz), 6.71(IH, dd, J=8.2 and 1.9Hz), 3.82GH, s),

' 3.45-3.98SH, m, 2.21(3H s), 1.42(9H, s).

MS (FAB) m/z:442 (M + B)*.
Bl : 185-186 C., ‘

(EHPI3 9) 4— {5— [3— (2—ThFY—T7x=l) —LA K] —Y
DY—2 A} —ERFVL—1—HNEVE ter t—TFIN TAFN Ubd
WEE1-224) | |

Efifl (38 c) LRBEOHFIET, £l (38b) TASNE4— (5—-F3 )
—EBYD—2—4)) —ERSFD—-1—-HIVRVE tert —f?)l/IX‘F‘)l/
(1. 39 g) &2—TbrF7z2hAVTT7F—F (0. 89 mL) KDHE
BEAWL. 66 g (75%) BHE yEEEELTER,

'H-NMRZ R 7 ]\)l/(400MHZ,DMSO—d6) -0 (ppm)=9.18(1H, s), 8.14(1H, d, J=1.9Hz),
8.08(1H, d, J=8.6Hz), 8.01(1H, s), 7.73(1H, dd, J=9.0 and 1.9Hz), 6.97(1H, d,
J=8.6Hz), 6.89(1H, dd, J=8.6 and 8. 6Hz), 6.83(2H, dd, J=9.0 and 9. 0Hz), 4.11(2H,
g, J=7.1Hz), 3.45-3.35(8H, m), 1.42(%9H, s), 1.41(3H,‘ t, J=7.1Hz).

MS(FAB) m/z:442 M + ™.

Bl ;162 C. '

(ERfI40) 4— (5— [3= (5—FHOO—2—X hFI—Tx)l) -1
SR —BUDY— 21} —ERSUI—1—HIEIE ter t—TF) T
25N (LaHEE1-220) | |

SRl (38 c) EFBEOHET, EHipl (38b) TASHEL— (5—F3 )
—EUIPo—2—q4)) —ERIDPU—1—-HINKREE ter t—TFITATFI
(1.39 g)é&s5—27nu0—2—-AMFI 7z 7F—H(1.10 g)
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FOERLEWL. 34 g (58%) 2RI/ aEKELTER,

'H-NMRZ 2 ) (400MHz, DMS0-d6) : 6 (ppm)=9. 15 (1H, ), 8.33(1H, ), 8.19(1H, d,
J=2.7Hz), 8.13(1H, d, J=2.7THz), 7.71(1H, dd, J=9.0 and 2.7Hz), 7.01(1H, d,
J=8.6Hz), 6.95(1H, dd, J=8.6 and 2.7Hz), 6.83(1H, d, J=0.0Hz), 3.87(3H, s),
3.47-3.35(8H, m), 1.42(%H, s).

MS(BS) m/7:462 (M + I)*.

R 1 155-157 C.,

EWpl41)4— {4— [3— (2=ZFF¥—5—XF)—Tz2))) —ILA
Rl =Tz} —ERSVI—1-HNBEIE ter t —TFINIZAFIN (ba
YES1-216) ] ,

(41a) 1—-IZhrF¥—4—AF)—2—-=ba—R2EY

4—AFN—2—=bOTz)—) (3. 06 g) . kEFFUDL (1. 0
5 g),ZLTI—RI#F> (2. 08 mL) OVAFITERFIR (40 m
L) OWMBARESETL 5 REERLE, SRS WERRIF IV THRL. f27
REEAKET DU T AKBREBEMEBEKRTHREL., BT M TALETERL, E#
U, 2L Tl L. BEWEN A OY RT5T 4 — Tl (N39S /BT
FI1:0—>10:1) L., EEEW2. 7T1g (75%) 2HATIINELTE

—o

(41b) 2—TbhF¥—5-AFNFU>

Ll (41 a) TRBNEL —LhFT—4 - XF)—2 -2 bO-RE (2.
71 g) &E10%NTIULRSEAME (0. 27 g) OEAFIIEROTS>
(40 mL) MBKEKEEEST. ZET25. SHEBRLE. REESWE
BIO—2ZHRTHBL. BEL. TUTRETRZRL T Ele®2. 26 g
(100%) 22 H SBEEERE L TEE.

(41c) 4— {4—[3— (2—ZhF¥—5—-AF)— 7Iﬂw)—@v4b]
— Tz} —ERSVU—1—-HNVRVE ter t —TFINITAFN
‘FU$X¥>(237 mg) ORI/ AL > (10 mL) BEEFIIN-
tert—=7FO0FANRZN-N — (4—-TI/)7xZ)) —EXRFI(5
55 mg)EPMYTOENIFLTIY (0. 77 ml) OEADZOORS
> (5 mL) BREERTO-<DEHFLEZ. W IETHE, FEEFl (41b) T
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BENE2~ThFI—5—-AFLT=U> (302 me) EI1YTOLLIF
V732 (0. 77 mL) OEADZOOAZY (5 ml) BEEERTO- <
DERIGEAMICH T L. 2 04%. KISEAMZEHL. BRI FIILTHERL.,
K ESIRARK TR L, BB N AL TERL, BB, 2L TERLE. B
BYMENISLAIOR NS T4 —TRE (/70X y 2 /HRIF)N10: 1—
2:1) L. BonkEfenty ey 7N —7)VhTHRLUSERL, B
WL, ZUCHESHRLT, ERkawe6 91 me (75%) EHEHRELTE
7o ,

'H-NMR X X7 )b (400MHz, DMS0-d6) : 6 (ppm)=9. 12 (1H, s), 7.95(1H, d, J=2.0Hz),
7.89(1H, s), 7.31(2H, d, 7=9.0Hz), 6.89(2H, dd, J=6.8 and 2.2Hz), 6.84(1H, d,
J=8.3Hz), -6.68(1H, dd, J=8.2 and 1.5Hz), 4.07(2H, q, J=6.8Hz)1, 3.44(4H, t,
J=4.9Hz), 2.99(4H, t, J=5.1Hz), 2.21(3H, s), 1.42(9H, s), 1.38(3H, t, J=7.0Hz).
MS (FAB) m/z:455 (M + B)*. |

et 105-107C, : ‘

(Eff42) 4— (4— [3— (2= hF>—5-7)Fa—-7z)h) —v
LA K] =720} ~ERID—1—JVKVE ter t—TFVIAFI (b
EYES1-212) | | |
(42a) 2—TbFF¥—5—I)NVFOREETH

5—7NFAnvdUFIE (2. 96 g) . REAUTIL (7. 90 g) ., I—
KIF> (4. 6 mL) OVAFLTERTIE (20 ml) MBEES 0CT
17 BRIE LT, SUSEAWERRIFLTHRRL . AL BMALKTHREL. 7
B UL ETEMRL, BEL. T THRETSRLCEEALE4. 62 ¢
B, ZOBBFIN (4. 62 g) 2IEE KEBEFFUTLKER (30 m
L) &7h5EROT5> (90 mL) FT3. 5RMMEENRLE. FHEHE
BETREL, HE % (40 ml) 2EAMICMAE. FHLELBYEE
WL, 1Y 7OE)I—F)/ AFHohTEERL, Ekaml. 79 g (5
1%) EHEEEELTEER. |
(42b) 4—{4—[3— (2—ThF¥—5-T)Fn—7z=)l) =LA K]
-7z} —ERGDU—1—HIARVE ter t —TFINVITATIV

KWl (42 2) TESNZ2—ThF—5 -7 A oREEE(1.03 g).
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VIIZVOABTVR (2. 32 @) ELTRUIFILTIX (1. 6 mL)
OEATISEFROTS> (30 mL) BKRZ1. SFEFREMAERL~E. N—te
rt=7FOFIANRIN-N — (4—F3I)7x2))) —ERIDU(1. 7
4 g)EMA#E. RISRESYE S 5ITRFRMBET U, BER T F )V CHIRL . K,
@ﬁﬁ&*i%bU@Am%W‘%bfﬁmﬁﬁm?ﬁﬁb\ﬁwfﬁUﬁALT%
ML, 38L. UKLz, BEMENS LAV OR NS5 T4 —THE (P70
OAY > /BBIFIN 2:1) L. B5nkEEEZTY 7OV T—FIHTEL
<EHRU. ERLU. FUTHELZSRZ U TEDLEY (2. 29 g) 2EAEERKEL
THE7=,
'H-NMR Z %27 ) (400MHz, DMSO-d6) : & (ppm)=9. 26 (1H, s), 8.14(1H, s), 8.00(1H, dd,
J=11.8 and 3. 2Hz), 7.31 (2H, d, J=9.0Hz), 6.97(1H, dd, J=8.8 and 5. 3Hz), 6.91 (2,
d, J=8.6Hz), 6.68(1H, ddd, J=8.4,-8.4, 3.2 Hz), 4.10(2H, q, J=6.9Hz), 3.45(4H, |
t, J=4.5Hz), 3.01(4H, t, J=4.9Hz), 1.42(9H, s), 1.40(3H, t, J=8.6Hz).
MS (FAB) m/z:459 (M + H)*.
Rl : 168-169 C. |
(FEffifl4 3) 4— {4— [3— (5—/OO—2—Th+L—Tz=))) -1
AR] =7z} —ERSD—1-HIFRVE ter t—TFINITXF) (b
EES1-214)
(43a) 5—7non0—2—T hFIREEFH
Ehif (4 2 a) ERROAET, 5—ro0vUF)LEE (3. 03 g) o
EAws3. 26 g (83%) BHAGEKELTER,
(43b) 4— {4— [83— (5—7pnOo—2—ThF>—Tx)l) -l K]
—7 22} —ERGVU—1-HNRUE ter t—TFIVIAFI
%ﬁ%(42b)&ﬁﬁ®ﬁ&f\%ﬁﬂ(433)?ﬁ5ht5-9mu—2—
IhFIREER (0. 503 g) EN—ter t—7FOFTHIRIIN—N’
— (4=7277xZ)) —EXRFT(0. 766 g)hd, EZELEW0o. 94 .
8 g (80%) ZHEBEMKELTHERE,
H-NMRZ ~< 7 )b (400MHz, DMSO-d6) : & (ppm)=0. 28 (1H, s), 8.24(IH, d, J=2.3Hz),
8.13(1H, s), 7.33(2H, d, J=9.0Hz), 7.01(2H, d, J=8.6Hz), 6.95-6.92(1H, m),
6.93(1H, d, J=9.0Hz), 4.14(2H, q, J=T.1Hz), 3.46(4H, 1, J=4.6Hz), 3.01(4H, t,
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J=4.9Hz), 1.43(9H, s), 1.41(3H, t, J=T.1Hz).
MS (FAB) m/z:475 (M + I)*.
Rl : 165-167 C. .

(Efifl44) 4— {4— [3— (5—7hF0—-2—AbFI=Tz2))) -V
LA Rl =722V} —ERSDU—1-HIRVE ter t —TFIIXFIV (L
EYES1-211) |

=G (4 2Db) EFBEOFET, 5—7F0—2—-ArFIREERE (0. 5
16 g) EN—tert—7JFaFIhHINARIIN—-N — 4=7X/7x2)h)
—E¥RFT2(0. 935 g)hb. EibE®wo. 971 g (72%) ZzEAH
wELUTHEE,

IH-NMRZ X7 T+ )L (400MHz, DMSO-d6) : 6 (ppm)=9. 16 (1H, s), 8.30(1H, s), 8.00(1H, dd,
J=11.3 and 3. 1Hz), 7.29(2H, d, J=9.0Hz), 6.97(1H, dd, J=9.0 and 5. 0Hz), 6.90 (2H,
d, 7=9.0Hz),, 6.70 (1H, ddd, J=8.2, 8.2, 3.1Hz), 3.86 (3H, ), 3. 44 (4H, t, J=4. THz),
3.00(4H, t, J=5.1Hz), 1.42(9H, s).

MS(FAB) m/z:445 (M + H)*.

Rl : 200-202 C. N

(FEMHAS) 4— (5— [3— (5—INFT—2—ArFI—Tz))) -
LA Rl —BUDY—2—A)} —ERSD—1—HNRE ter t —TFI

IAFI)I LBEWEBE1-218)

(EHiHI4 2) EABOHET. 5-7)A0—2—APFIREER (0. 85
1 g) &EME (38b) TELNEZ4— (b—-TI/)-EUDP—-2—1)) —
ERSVU—1—HVEVE ter t—TFLIZAFI (1. 39 g) »5, &
A1, 52 g (68%) 2HINVY—ARENKELTEZ.
'H-NMRA /%27 1)L (400MHz, DMSO~d6) : 6 (ppm)=9. 17 (1H, s), 8.35(1H, s), 8.13 (1L, d,
1=2. 8Hz), 7.98(1H, dd, J=11.5 and 3. 0Hz), 7.72(1H, dd, J=9.0 and 2. 7Hz), 6. 98 (1H,
dd, J=8.8 and 5.5Hz), 6.83(1H, d, J=9.0Hz), 6. 71 (1H, dd d, J=8.8, 8.8 and 3. 0Hz) ,
3.86(3H, s), 3.44-3.35(8H, m), 1.42(9H, s).
MS(FAB) m/z:446 (M + H)*.
Rl 1 200-201 C.

C(EWEF46) 4— {5— [3— (2—ZhFP—-5—-—AFAO—-TJxzI)V) —U
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L1 R] —BUDY—2—AN} —EXRSTP—1—-HIARVEE ter t—TFI)
IAFN (LEmES1-219) |
(Ef4 2) EFBEOFET. 5—T7)A0—2 —T hFI%EER (0. 80
0 g) EEHEFl (38Db) TEBNEA— (5—F3/—EBUV>—2—A))) —
ERSPU—1—-HIVARVEE tert—T7FIITATI (1. 21 g) »nH, #E
FLAWO0. 91 g (46%) EINVF—EEKELTEE,

H-NMRZ X2 B )l (400MHz, DMS0~d6) : 0 (ppm)=9.31(1H, s), 8.22(1H, s), 8.17(1H, d,

J=2.7Hz), 8.02(1H, dd, J=11.7 and 3. 1Hz), 7. 76(1H, dd, J=9.0 and 2. THz), 7.01 (1H,

" dd, J=9.0 and 5. 1Hz), 6.87(1H, d, J=9.0Hz), 6.72(1H, ddd, J=9.0, 8.6 and 3. 1Hz),

4.12(2H, ‘q, 1=6.9Hz), 3.47-3.35(SH, m), 1.43(9H, s), 1.41(3H, t, J=6.9Hz).
MS (FAB) m/z:460 (M + H)*. '
B 2 180 C. |

(EHf47) 4— {4— [83— (2—ALFI—5-RAF)—T7x)V) -

SRl =Tz} BRIV -1 —HRVE 7)) TAFL (LAmES

1-259)

(478) 1— (2—APFL—5—AFN—Tz2))) —3— (4—ERFD—
1—A=—Tz2))) —IL7 |

(EMifl2) TERLNE4— (4— [3— (2—ARFY—5—AF—Tz2)))
LA R] =Tz} —ERSUI—1—HVRVEE ter t —TFIIRAT
W(7.10 g) OEASZOTOAFY (80 mL) AW MY 7V A DR (2
0 mL) &7=V—)l (2~3{H) 2R TMA . —FRE%. KoESYZIRE
U, fgfnREAKES MUY AKBERTHFIL, 2L TIY 7o ENT—7)V /7KOE
AEETTERLUE FELUZBEARZERL. Z U TBETNZEL T Eibe® 5.
28 g (96%) ML EEEKELTHEE,

MS (FAB) m/z:341 (M + H)*.

Bl 2 140 °C. .

(47b) 4— {4— [8— (2-AFFT=5-AFN—=TxZ)V) =T K]
~ 7=k} —E&ﬁ:/“\/—l—ﬁjlxz]i“/% Jx ) TAT)

Kl (47 a) TEAENZL— (2—AMFI—5-—AF)N—T7xz2J)b) —3—
(4—EXRGDV=1—ANV—T7xzZ)V) —JL7 (170 mg) OZAFITE
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F7IR (5 mlL) EicrZooRBE =)V (0. 069 mL) Z2EETNA
72, AW, RISEAWEMRMBEASRT b)Y AEWRICES, BRTRIRLE.
W U BRI L. K&V TOELT—F LG L. 2 U CTRESRL, &
e m223 mg (97%) ZRAGHRELTER.
H-NMRZ2 T )b (400MHz, DMSO~6) : 0 (ppm)=9. 11 (1H, s), 8.08(1H, s), 7.99 (1K, d,
J=1.5Hz), 7.41(2H, dd, 157.7 and 7. THz), 7.35(2H, dd, J=6.0 and 2. 9Hz), 7.24 (1H,
dd, J=7.4 and 7.4Hz), T.16(2H, d, J=8.6Hz), 6.95(2H, 4, J=0.0Hz), 6.88(IH, d,
1=8. 2Hz), 6.73(1H, d, J=7.8Hz), 3.84(3H, s), 3.84-3.78(2H, m), 3.69-3.63 (2H,

" m), 3.17-3.08(4H, m), 2.23(3H, s).

MS (PAB) m/z:461 (M + H)*.
BiREL 179 C.

ERMA8) 1— [4— (4—S7OAFHFIILRIN— BRIV -1~
W) —7zZh] —8— (2-AREY—5—AFN—T=IN) —ILT (LA
HE1-260) \ |

Sfil (47 a) TEABNEL— (2=ARFI—5—AF)—7zJ) —3—
(4—ERFTVY—1—AN=Tz=)) =717 (170 me) DIAFILTE

NFIR (5 mL) EHcS OAE S IR ZOY R (0. 074 mL)

EEETINAT, 2EES. RNESYRENRIART M T ATCESE, a5l
€V FOCNT—F N EMATz. FiUEEEEERL, ke Y TOELT—F)
L. FUTIHEGEL, EELAM200 me (94%) EEMEREEL
TRz,

IH-NMRZ R %7 1)V (400MHz, DMS0-d6) : 6 (ppm)=9. 09 (1H, s), 8.07(1H, s), 7.98(1H, s),
7.32(2H, d, J=8.6Hz), 6.91(2H, d, J=9.4Hz), 6.88(1H, d, 8.2Hz), 6.73(lH, d,
1=8. 6Hz), 3.83(3H,' s), 3.65-3.56(4H, m), 3.07-2.96(4H, m), 2.66-2.57(1H, m),
92.92(3H, s), 1.74-1.61(4H, m), 1.39-1.24(4H, m), 1.21-1.10(2H, m). |

 MS(FAB) m/z:451 (M + H)*.

Bl . 222 C.

(Eha4 9) 4— {4— [3— (ZV—X rE3—5—-AF)N—T7x=)) —TIL
AR] =72V} —ERSTU—1—=HIVRVEE 7=V T7 IR (bEWES
1-262)
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Effifl (47 a) TESNEL— (2—AMFY—5-AF)—Tx)h) —3—
(4—ERSVY—1—A)—7z2))) —TIL7 (170 mg) OFEKFFIE
Kavs5y (6 mL) BEICYzZIVAYY7F—bh (0. 082 mL) Z2%&
TA. 1 5KEE, RSRAMICAY ) —IVEMATEELZ, BENEL—F
SRR L, ERL. TUTHESEL, Ekam216 meg (94%) 2¥
s s LTER,
'H-NMR A X %7 )L (400MHz, DMS0-d6) : & (pp.m)=9.07(1H, s), 8.59(1H, s), 8.04(1H, s),
7.96 (14, d, J=2.0Hz), 7.46(2H, d, J=7.5Hz), 7.31(2H, d, J=9.0Hz), 7.22(1H, d,
I=7.4Hz), 7.20(1H, d, J=8. 6Hz), 6.94-6.90(3H, m), 6. 86 (1H, d, J=8. 2Hz), 6. 70 (1H,
dd, J=8.4 and 1.8Hz), 3.82(3H, s), 3.59(4H,\ t, J=4.9Hz), 3.07(4H, t, I=5.1Hz),
2.22(3H, s). '

MS (FAB) m/z:460 (M + H)*.

Rl : 221 C. |

(EWHEH50) 4— {4— [3— (2—RA &S —5—-AF)N—T7x2)V) -
4 R] =TT} —ERTGTI— 1 —HVRIEE ROUNT IR (LAES
1-268) | |

Sl (47 a) TASNEL— (2-AbFY—5—XFN—Tx))) —3-
(4—ERFDY—1 A h—Tzo) =17 (170 me) OWAFRSE
Koo5> (5 mL) BEICR>DIAYI 77—k (0. 093 mL) 2=k
TATe. 1 5EEG. RSEAMICAY )=V EMA CEE Lz, BENEATY
>4V TAENI—F) (5 1) B TERL, ERL. T—FLTHEL. TL
TIRESGRL., Ekamw205 me (87%) 2WAGHKREELTEZ.
H-NMRZ %27 )V (400MHz, DMS0-d6) : 6 (ppm)=9. 08 (1H, s), 8.06 (1H, s), 7.98(1H, d,
J=2.0Hz), 7.33-T. 1'9 (8H, m), '6.92(2H, d, J=8.6Hz), 6.88(1H, d, J=8.2Hz), 6.72(1H,
dd, 7=8.0 and 1.7Hz), 4.25(2H, ABX, J=20 and 5.9Hz), 3.83(3H, s), 3.48(4H, t,
J=4.6Hz), 3.02(4H, t, J=4.5Hz), 2.22(3H, s).
MS (FAB) m/z:474 (M + H)*.
e ;224 C.

(ERH51) 4— {4— [83— (2—APFI—5—-—XF)—7x)V) -9l
4R] —Trol} —ERSUY—1—HLRVE TIE (LAWES1-213)
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EEpl (47 a) TESBNEL— (2—ARFY—5—AFN—Tx2)) —3—
(4—ERSDY—1—AN=722)V) —ILT7 (170 meg) OEKFFSt
RO75> (5 mL) BRIV 72BN AFILIUIL (0. 10 mL) %
HEETMAZ. 15. 5HEE. RISRAMICAY ) —LEMi TEELE, BEY
ENSLIOAINT T 74 —TRE (rnoXy >/ BEIiF)V]l . 1-I700
AFV/AF I =10 : 1—=5: 1) Uiz, BENEEGKEAFTY /1Y T0OE
VI—5)V (5: 1) oL, WL, 2L THTERL, ERa®w1 33 m
g (69%) EHARKREELTEE.

'H-NMRA X %7 ) (400MHz, DMS0-d6) : & (ppm)=9. 06 (1H, s), 8.04(1H, s), 7.96 (1H, d,
1=1.9Hz), 7.29(2H, d, J=9.0Hz), 6.89(2H, d, J=9.0Hz), 6.86(1H, d, J=8.2Hz),
6.70 (1H, dd, J=8.2 and 1.6Hz), 6.03(2H, s), 3.82(3H, s), 3.41(4H, t, J=5.1Hz),
2.98(4H, t, J=5.0Hz), 2.22(3H, s).

MS(FAB) . m/z:384 (M + D)*.

Rl : 136 C.

(EHMBI52) 4— {4— [3— (2—APFIY—5—-AFN—Tz2)) —IL
AR] =Tz} —ERIVI—1 =R (2—TIhF0—Tz=))) —
73R (LAWEE1-215)

(Efifl4 9) EFEBEOHET, Bl (47 a) THLIEL— (2—ARFD
—5—AFN—TxZ))) —3— (4—ERFV—1—A)—TzZ)) —ILTF
(68 mg) L2—-I)hAT7 )1V T7F—b (0. 034 mL) M5,
BRAMT 6 me (80%) EREEHKELTEE, |
'H-NMR Z X %7 )l (400MHz, DMSO-d6) : 6 (ppm)=9. 09 (1H, s), 8.41(lH, s), 8.06(1H, s),
7.99(1H, s), 7.48-7.43(1H, m), 7.33(2H, d, J=8.6Hz), 7.23-7.19(1H, m),
7.17-7.11 (2H, m), '6.95(2H, d, J=8.6Hz), 6.88(1H, d, J=8.2Hz), 6.73(1H, ddd,
J=4.7, 4.7 and 2. THz), 3.84(3H, s), 3.59(4H, t, J=4.9Hz), 3.08(4H, t, J=4.THz),
2.23(34, s).

MS(FAB) m/z:478 (M + H)*.
Rl 200-201 C.

(EMiFI5 3) 4— {4— [3— (2—APFI—5—-RXAF)—Tx)) -1

ARl =722} —ERFVU—1—HVREVE (2— NI TNFOAFIL -7
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=T T IR (LEWBESI-20D)

(Eff 4 9) ERBEOHET, Eh (47 a) TESNZL— (2—ARFD
—B—AFN—TzI)) — 8= (4—ERFVI—1—AN—TzZ)V) —ILF
(68 mg) E2—hUITNFABAFIN TN AVITF—F (0. 045 m
L) 25, EiEaw59 me (56%) BRAGHRELTERZ,

'H-NMR A X %7 I )b (400MHz, DMSO-d6) : 6 (ppm)=9. 06 (1H, s), 8.32(1H, s), 8.04(1H, s),
7.96 (1H, d, J=2.0Hz), 7.67(1H, dd, J=7.6 and 1.0Hz), 7.62(1H, dd, J=7.6 and
7.6Hz), 7.44(1H, d, J=7.8Hz), 7.38(1H, dd, J=7.2 and 7. 2Hz), 7.31(2H, d, J=9. 0Hz),
6.92(24, d, J=9.0Hz), 6.86(1H, d, J=8.2Hz),-6,70(1H, dd, 7=8.0 and 1.4Hz),
3.82(3H,’s), 3.57(4H, t, J=4.9Hz), 3.06(4H, t, J=5.1Hz), 2.22(3H, s).

MS (FAB) m/z:528 (M + H)*. '
B 0 170-171 C.

(EMifI54) 4— {4— [3— (2—APFY—-5—-AF)—7z2)) —IL
4Rl =722} —E¥RIDY—1—FRVE o— FUNT IR (LehES
1-187)

(EHMI4 9) EFBOHET, EMfil (47 a) TEBNEL— (2—ARF

—b5=—AF)N—TJxzZ)) —3— (4—EXRSFP>—1—AN—TzZ)V) —ILFT

(68 mg) E2—AFNTLINAVITF—hk (0. 037 mL) B, =
tfbEw8 4 mg (89%) ZEEEMKEL TERE,

J-NMRZ %27 I )b (400MHz, DMSO-d6) : 6 (ppm)=9. 06 (1H, s), 8.12(1H, s), 8.04(1H, s),
7.96(1H, d, J=1.6Hz), 7.31(H, d, J=0.0Hz), 7.17(2H, dd, J=6.8 and 6.8Hz),
7.11(1H, ddd, J=7.5, 7.5 and 1. THz), 7.03(1H, ddd, J=7.9, 7.9 and 1. 5Hz), 6.92 C2H,
d, J=9.4Hz), 6.86(1H, d, J=8.2Hz), 6.70(IH, dd, J=8.2 and 1.6Hz), 3.82(3H, ),
3.58(4H, 1, J=5.1Hz), 3.0TCAH, 1, I=4.9H2), 2.22G3H, s), 2.17GH, 5).
MS(FAB) m/z:474 (M + H)*. '

Rl : 209-211 C.

(EWBI55) 4— (4— [3— (2—ARFY—5—AF)N—Tz2)l) —TL
AR] =Tz —ERGDU—1-HNHRCE (2,6 —I7)Fn—T7xz2)))
~7 2K (LEPES1-H)

(Efifl4 9) EFRBEOHET, EHHl (47 a) TESHEL— (2— A RFY
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~—5—AF)N—TJxZ)) —3— (4—ERFID>—1—AN—Tx=)V) —ILT
(68 meg) &2, 6—IY7NAFAOTzNAIVYITF—b (47 mg) Db,
Eibew8 8 meg (88%) 2HAGHMKRELTEZ, |

H-NMRZ %7 T )l (400MHz, DMSO-d6) : 6 (ppm)=9. 09 (1H, s), 8. 37(1H, s), 8.06 (11, ),
7.99(1H, s), 7.34(2H, d, J=8.9Hz), 7.28(1H, dd, J=8.4 and 8.4Hz), 7.12(1H, d,
1=8.3Hz), 7.10(1H, d, J=8.2Hz), 6.95(2H, d, J=8.6Hz), 6.88(1H, d, J=8.6Hz),
6.73(1H, dd, J=8.6 and 1.2Hz), 3.84(3H, s), 3.60-3.58 (4H, m), 3.08-3.07 (4, m),
2.23(3H, s).

MS (FAB) m/z:496 (M + H)*.

Rl 1 224 C.

(EHif56) 4— {4— [8— (2—APFI—5—AF)N—7=x2)) —TL
K] =7z} —ERIDI-1-AVRVE (2-rBa-7x2))) -7
IR (LaWES1-281) ,

(EfaFl 4 9) EFRBEOHET, EHfl (47 a) TESNEL— (2—ARFY
S5 —AFN—TzI) —3— (4—ERFVY—1—AN—Tz)) —ILF
(68 mg) E2—rAO7zoAYITHF—h (0. 36mL) 5. Bk
amT5 meg (76%) EEAHRELTER,.

H-NMRZ %% | )l (400MHz, DMS0-d6) : & (ppm)=9. 09 (1H, s, 8.31(1H, ), 8.07(1H,"s),
7.99(1H, d, J=1.5Hz), 7.52(1H, dd, J=7.8 and 1.5Hz), 7.46(1H, dd, J=8.0 and
1.4Hz), 7.35-7.28(3H, m), 7.15(1H, ddd, J=7.8, 7.8 and 1.6Hz), 6.95(2H, d,

J=9.0Hz), 6.88(1H, d, J=8.2Hz), 6.73(1H, dd, J=8.1 and 1.4Hz), 3.84(3H, s),
3.61(4H, t, J=4.9Hz), 3.09(4H, t, J=4.9Hz), 2.23(3H, s).

MS (FAB) m/z:494 (M + H)*.

AL 2 D240 °C (D).

(FEWEH57) 4— {4— [3— (2—AFFT—5—-AF)—Txz)) —UL
AR] =7z} —ERSPO—-1-hIRVEB (2-70E—7xZ)) =7 .
IF (bBimEE1-28T) |

(Efig4 9) EFBOFET, Ml (47 a) TRENEL— (2—AMFY
—5—RAFN—Tx)) —3— (4—ERFV>—1—A)h—Tz=)) —ILT
(68 meg) &2—-7OETzINAVITF—h (0. 37 mL) »5, &L
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&9 0 meg (84%) ZHBMKREL TER,

IH-NMR:Z 27 )L (400MHz, DMS0-d6) : & (ppm)=9. 06 (1H, s), 8. 26 (1H, s), 8.04(1H, s),

7.96 (10, d, J=2Hz), 7.60(1H, d, J=8.6Hz), 7.48(1H, d, J=7.9Hz), 7.34-7.30(3H,

m), 7.06(1H, dd, J=7.5 and 7.5Hz), 6.92(2H, d, J=8.7Hz), 6.86(1H, d, J=7.8Hz),

6.70 (1H, dd, J=8.4 and 1.8Hz), 3.82(3H, s), 3.60(4H, t, J=4.3Hz), 3.08(4H, t,

J=4.THz), 2.22(3H, s).

MS (FAB) m/z:538 (M + H)*.

Bl : 212-214 C. |
<£%W58)4—{4—[3—(2—%%#&—5—}?»—71:w)—Wv

AR] =7z} —ERS —1- FNVKRB (2—TF)N— 7::;__)1/) —

IR (bAWEF1-293)

(Efgl 4 9) EFEFEROHET, EfEifl (47 a) T?%Ezhfcl— (2—AbrFY
—B—AFN =Tz —3— (4—ERFV>—1—-A)—TzZ)) —TL7T
(68 me) £2—IFNTzoAVSTF—F (0. 42 mL) &5, B
{bEm81 mg (83%) ZHEHMKREL THE,

-NMRZ A2 )L (400MHz, DMSO-46) : O (ppm)=9. 05 (11, ), 8. 10 (1K, s), 8.04(IH, s)
7.96(1H, s), 7.31CH, d, IJ=8.6Hz), 7.20-7.10(4H, m), 6.92(2H, d, J=9.0Hz),
6.86 (11, d, J=8.%Hz), 6.70(1H, d, J=7.8Hz), 3.82(3H, s), 3.58 (4H, brs), 3.06 (4K,
brs), 2.56(2H, q, J=7.6Hz), 2.22(3H, s), 1.12(3H, t, I=7.4Hz).

MS (FAB) m/z:488 (M + H)*.

Rl : 220-221 °C.

(EHMI59) 4— {4— [3— (2—ARFI—5—AFI—Tz2)) —TL
AR] =72V} —ERSVU—1-HIRVEE (2-70D0—-6—AF)—7
=) =72 R ({EA%%HI -47)

(EfiFl 4 9) EFEBEROHET, Eif (47 a) 'C?%b:htl— (2—=APF
—5—=AF)y—-7x=)y) —3— (4—ERFVY—1—A)—Tz2)) —ILT.
(68 mg)&2—r00—6—AFN T4V 7F—b (0. 38 mL)
Mo, e 76 me (75%) ZHEMKRELTHEE
H-NMRZ %27 )L (400MHz, DMS0-d6) : 6 (ppm)=9. 06 (1H, s), 8.21(1H, s), 8.04(1H, s),
7.96 (1K, d, J=2.0Hz), 7.31 20, d, J=9.4Hz), 7.30 (1, d, J=9.3Hz), 7.21-7.12(2H,
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m, 6.93(2H, dd, J=6.8 and 2. 2Hz), 6.86 (1H, d, J=8.2Hz), 6.70(1H, dd, J=8.2 and
1.6Hz), 3.82(3H, s), 3.60(4H, t, J=4.9Hz), 3.07(4H, t, J=4.9Hz), 2.22(3H, s),
9.20 3H, s). \ , |

MS (FAB) m/z:508 (M + H)™.

Al - 143-145 C.

(EFBI6 0) 4— {4— [3— (2—ARFT—5—AFN—TzZ)) —TL
ARl =Tz} —ERST—-1—HNECE (2—AF)N—-6—-—=bB-7
o)) —F73I R (LamES1-299)

(SEHEH4 9) ERBOKET, EHE (47 2) TRENEL- (2-ALFY
CB—AFN—TrII) —3— (4—ERIVI—1-A—TTZ) —ILT
(68 mg) E2—AFN—6—bhO7z)IVIT7FH—F (53 meg) »
5. EERLEW6 6 me (63%) REGHRELTEE,

-NMRZ <2 I )b (400MHz, DMSO-d6) : 6 (ppm)=9. 06 (1, s), 8.43(1H, s), 8.04(1H, s),
7.96 (1H, d, J=2.0Hz), 7.71(1H, d, ]=9;0HZ), 7.56 (1H, d, J=7.4Hz), 7.32-7.28(3H,
m), 6.93(2H, dd, J=6.8 and 2.2Hz), 6.86 (1l d, J=8.2Hz), 6.70(1H, dd, J=8.4 and
1.8Hz), 3.82(3H, s), 3.59(4H; t, J=4.5Hz), 3.07(4H, t, ]=4.9HZ); 2.29(3H, s),
2.22(3H, s).

MS (FAB) m/z:519 (MM + H)*.

Bl - 213-215 C.

(%ﬁ%61)4—{4—[3—(2—%%#9—5—%?»—71:W)—WV
4R] =Tz} —ERITY—1—HNEIE (237 /-7 —7F
IR (LBWEE1-305) | <

(4 9) EFBEOFET. Ebl (47 a) TESNEL— (2-AMFY
—5-AFN-TII) —3— (4-ERIVY—1—AN=TzI)) ~ILT
(68 mg)&2—97/71:w4vv7f~b(43 mg) M5, EibsE
W85 meg (88%) &HAMKELTHEE.

IH-NMRZ ~% 27 )1 (400MHz, DMS0-d6) : 6 (ppm)=9. 06 (1H, s), 8.97(1H, brs) 8 04 (1H,
$), T.96(1H, 4, J=1.6Hz), 7.72(1H, dd, J=7.8 and 1.6Hz), 7.61(1H, ddd, J=1.9,
7.9 and 1. 2Hz), 7.41(1H, d, J=8.2Hz), 7.31(2H, d, J=9;OHZ), 7.24(1H, dd, J=7.8
and 7. 8Hz), 6.93(2H, d, J=9.0Hz), 6.86(1H, d, J=8.2Hz), 6.70(1H, dd, J=8.2 and
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| 1.6Hz), 3.82(3H, s), 3.62(4H, t, J=4.9Hz), 3.09(4H, t, J=4.9Hz), 2.22(3H, s).

MS(FAB) m/z:485 (M + H)*.
Rl : 210-212 C. .

(EHpI6 2) 4— {4— [3— (2=ARFI—5-AF—Tz)l) -l
4R] =Tz} —ERITI—1—HVEIE (2,6 —VAF—T L)
~73 R (LAWEES1-61)

(EEp4 9) EFBOFET, £l (47 a) TEBREL— (2—X hF
P B AFN—TrZI) —3— (4—ERSVY—1-AN—Tz=) —TLT
(68 mg) £2, 6—VAFNT =NV TF—F (0. 042 mL) &
5. EEEAWS 1 me (83%) EMEMKELTER,

| 'H-NMR A % %7 |~ JL (400MHz, DMS0-d6) : & (ppm)=9. 06 (1H, s), 8.04(1H, s), 7.96 (1H, d,

J=2.0Hz), 7.94(1H, s), 7.31(2H, d, J=9.0Hz), 7.05-7.02(3H, m), 6.93(2H, d,
1=9.4Hz), 6.86(1H, d, J=8.2Hz), 6.70(1H, dd, J=8.0 and 1.4Hz), 3.82(3H, s),
3.59(4H, t, J=4.THz), 3.06(4H, t, J=4.9Hz), 2.22(3H, s), 2.14(6H, s).

MS (FAB) m/z:488 (M + H)*.

Bl - 212-214 C.

(EfEm 6 3) 4— {4— [3— (2—APF¥—5-AF)N—T7zZ)) — L
AR] =7z} —ERSGTD—-1-HNVHEE (2—IZFNV—6—-AF)—7
I =73 R (LAwES1-311) |

(Efifl 4 9) LFRMRDAET, Effl (47 a) THRLENEL— (2—AFF
—5—AF)N—TJxzZ)) —3— (4—ERXRFP>—-1—-A)=T7z2)V) —IL7T
(68 mg) E2—ITFN—6—AFN T2V TFH—h (0. 047 m
L) 5, Eibe®m8 9 meg (89%) 2@@EAMKEL THE,

'B-NMRA %27 1)L (400MHz, DMSO~d6) : 6 (ppm)=9. 06 (1K, s), 8.04(1H, ), 7.96 (11, d,
1=9.4Hz), 7.93(1H, s), 7.31(2H, d, J=9.0Hz), 7.09-7.03(3H, m), 6.93(2H, d,
1=9.0Hz), 6.86(1H, d, J=8.2Hz), 6.71(1H, dd, J=8.6 and 1.6Hz), 3.82(3H, s),
3.59(4H, t, J=4.9Hz), 3.06(4H, i, J=4.7Hz), 2.55-2.50(2H, m), 2.92(3H, 3),
2.14(3H, s), 1.10(3H, t, J=7.THz).

NS (FAB) m/2:502 (M + H)*.

Bz 1 207-209 C.
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(EfH 6 4) 4— {(4— [3— (2—APFI—5—-AF)—T7zJ)l) —IL

ARl —7zo)) —BRIVI—1—JVRVE (2—7)0F0—6— KU T

FOAFIN—T7xzZ)) -7 K (LEMESI-19) .

(Kipl4 9) ZFRROTIET, Riihl (47 a) TRENZL~ (2-AFFY
— B —AFN—Tz)) —3— (4—ERTFII—1—)—Tz)) —ILT
(68 mg) £2—-7NWF0—6—hUTINFUOAFINTzZIIAVTTF—h
(0. 043 mL)»5., ERbA®W76 meg (70%) 2EEMHERELTEE,
'H-NMRZ %% )b (400MHz, DMSO~d6) : & (ppm)=9. 08 (1H, s), 8.34(1H, s), 8.06(1H, s),
7.99(1H, d, J=1.5Hz), 7.65-7.54(3H, m), 7.34(2H, d, J=9.0Hz), 6.95(2H; d,
1=9.0Hz), 6.89(1H, d, J=7.8Hz), 6.73(1H, dd, J=8.0 and 1.0Hz), 3.84(3H, s),
3.50(4H, t, J=4.7Hz), 3.06(4H, t, J=4.7Hz), 2.23GIH, s). '

MS (FAB) m/z:546 (O + H)*.
Al : 134-136 C.

(EMFI65) 4— {4— [8— (2—APFI—5-AF)—7z2))) —IL
AR] —7z2)V} —ERSTI—1-HNRIE (2,6-Y70O0-7z)))
—7IR (LEBBE1-39) |

(EfEfl 4 9) LRBROFET, Eiifl (47 a) THENZ1— (2—AMFT
—5—XF)N—=Tx)) —3— (4—EXRFDPY—1—-AN—TxZ))) —ILT
(68 mg) &2, 6—90[1‘!371:)1/?(‘]:/7?‘“1‘ (56 mg) 5, #E
SLAW9 3 me (88%) EHEMKELTEE, |
'H-NMRZ %% | ) (400MHz, DMS0~d6) : & (ppm)=9. 08 (1H, s), 8.52(1H, s), 8.06(1H, s),
7.99(1H, d, J=1.1Hz), 7.52H, d, J=8.2Hz), 7.32(2H, d, J=9.0Hz), 7.28(1H, d,
T=8.2Hz), 6.95(2H, d, J=9.0Hz), 6.88(IH, d, J=8.2Hz), 6.73(IH, dd, J=8.0 and
1.8Hz), 3.84(3H, ), 3.61(4H, t, J=4.3Hz), 3.08(4H, t, J=4.3Hz), 2.23(3H, s).
MS (FAB) m/z:528 (M + H)*.

Rl : 210-211 C. |

(EHiBI6 6) 4— {4— [83— (2—AFFI—5—-AFI—7z2))) -l
AR] =7z} —ERSGD—1-HINARE (2—-r7noo-6-—-hU7)LF
OAFN=T7x)V) =72 K (Le¥&ES1-317)

(BBl 4 9) ERBOFIET, Eiifl (47 a) THSNEZL— (2—ARFY
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LB AFN—T I —B— (A—ERIVY—1 AT — LT
(68 mg) £2—200—6—RUTZNFAAFINT 22V TF—b (6
7 meg) M5, EEEAWO 1 me (81%) EEEAMKELTEE,
'H-NMR A X %7 )1 (400MHz, DMS0-d6) : 6 (ppm)=9. 06 (1H, s), 8.48(1H, s), 8.04(1H, s),
7.97(1H, d, J=1.6Hz), 7.85(1H, d, J=7.5Hz), 7.71(1H, d, J=6.7Hz), 7.53-7. 48 (H,
m), 7.31(2H, d, J=9.0Hz), 6.93(2H, d, J=8.6Hz), 6.86C1H, d, J=9.0Hz), 6.71(1H,
d, J=8.6Hz), 3.82(3H, s), 3.58(4H, brs), 3.05(4H, brs), 2.21(H, ).
MS (FAB) m/z:562 (M + H)*.
RIS : 196-197 C. |

(EHBI6 7) 4— {4— [3— (5—rOO—2—ARFL—TzJ)) —L
AR] =7z} —ERSDU—1-HNRVE (2-7hFo-Tx))) —
TIR (LamES1-322)

(672) 1— (5—/00—2—XhFP—T22))) —3— (4—ERFV—
L= —Tz2)) —ILF |

EHFl (47 a) EFRBICLT (EHM 1) TEshE4— {4— [3— (5—%
DO—2-ARFY T2 =LA K] —T22)b) —ERT V-1 AR
B tert—FFNIATIN (9. 01 g) MHEEEAWT. 01 g (1
00%) &HY>raEkELTER,

MS(FAB) m/z:361 (M + H)*.

(67b) 4— {4— [3— (5—ZOA—2—-RALFL—Tz=)l) =LA K]
—TrZ) —ERIVI—1—INEVE (2—-7hFO-Txo)) —TIR
(EfEf 4 9) EFRBROFET. £l (6 7 a) THELHENE1— (5—Jon—
Q= ARFI—TxZJl) —83— (4—ERFVY—1—A =T zZ))) —ILF
(72 meg) &2-7hF0TzZNAYSTF—k (0. 034 mL) M5,
B9 0 me (90%) EEEEHEKELTEE.
H-NMRZ 27 I )l (400MHz, DMSO-d6) : 6 (ppm)=9.15(1H, s), 8.37(1H, s), 8.27(IH, s),
8.22(1H, d, J=2.4Hz), 7.45-T.41(1H, m), 7.31(2H, d, J=9.0Hz), 7.20-7.15(1H, m),
7.12-7.09(2H, m), 7.00(1H, d, J=8.6Hz), 6.94(1H, d, J=9.0Hz), 6.94CH, d,
J=9.0Hz), 3.87(3H, s), 3.58(4H, t, J=4.9Hz), 3.08(4H, t, J=5.1Hz).
MS (FAB) m/2:498 (M + H)*.
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Rl : 218-220 C.

(EBHI68) 4— {4— [3— (5—FOO—2—RARFI—Tz=))) -1
AR] =Tz} —ERSDY—1 —HIRVE® (2 U ZIFOAF I~
T —T7IR (LAWES1-199)

(%Fﬁ49)&Hﬁ@ﬁ&f\iﬁM(67a)Tﬁbhtl—(5 9DD;
2=AbFT—TxzZ)) —3— (4—ERGIU—~1—A)N—TxzZ)) —IL7
(72 mg) £2-MNUINFOT7z2)v1VST7F—b (0. 045 mL) »
5. BRALAMS T me (7 9%) ERBEMKELTER,

'H-NMRZ %2 I+ )L (400MHz, DMSO-d6) : 6 (ppm)=9. 15 (1H, s), 8.31(1H, s), 8.27(1H, s),
8.92(1H, d, 1=2.8Hz), 7.67(IH, d, J=7.9Hz), 7.62(1H, dd, J=7.7 and 7.7Hz).
7.43(1H, d, J=7.8Hz), 7.39(1H, dd, J=7.7 and 7.7Hz), 7.31(2H, d, J=9.0Hz),
7.00(1H, d, J=9.0Hz), 6.95-6.92(3H, m), 3.87(H, s), 3.57(4H, t, I=4.9Hs),
3.07(4H, t, J=4.9Hz).

MS (FAB) m/z:548 (M + H)*.

Rl 213-214 C. |

(EMH6 9) 4— {4— [3— (5—F/OO—2—RARFI—Tx=)) -l
ARl =722} —ERGD—1-HNVRVE o—PUILT IR (LEWEE
1-185) |

(EMif4 9) EFEBEOHET. EiEh (6 7a) THESHEL— (5—roo—
2—ARFL—Tro)) —3— (4—ERIVY—1—AN=Tz=))) —TL7F
(72 mg) E2—AFNTzINAVITF—bF (0. 037 mL) 5, &
fbEmW86 mg (87%) ZRBAMKEL TE-,

'H-NMRZ 27 L (400MHz, DNSO-d6) : 6 (ppm)=9. 15 (1K, s), 8.27(1H, s), 8.22(1H, d,

J=2.4Hz), 8.12(1H, s), 7.31(2H, d, J=9.0Hz), 7.17(2H, dd, J=7.2 and 7.2Hz),

T.11(1H, dd, J=7.5 and 7.5Hz), 7.04(1H, dd, J=7.2 and 1.3Hz), 7.00(1H, d,
J=8.6Hz), 6.94(1H, d, J=9.0Hz), 6.94(2H, d, J=8. 6HZ) 3.87(3H, s), 3.58(4H, t,
J=4. 9HZ) 3. 08(4H t, J=4.9Hz), 2.17(3H, s).
MS (FAB) m/z:494 (M + H)*.
Rl @ 230-232 C.

(EfF70) 4— {4— [3— (2—=APFI—5—-RAF)—T7x2)) -]
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AR] =Tz} —ERIDPD-1-HIWVERVEB (4—TOF—-2—AF)—7
T — 73R (LemEE1-324) | o
(R4 9) EFROGET, Eiifl (47 a) THESNEL— (2—AbFY

—B—AFN—TzIN) —83— (4—ERTV—1—A =T zJ) —ILF
(68 mg) E4—TOE—2—-AFLUTZNAVITF—h (64 mg) »
5. EREAW103 me (93%) EEERKELTEE.
H-NMRZ R 27 I )L (400MHz, DMSO-d6) : 6 (ppm)=9. 05 (1H, s), 8. 17(IH, s), 8.03 (1L, s),
T.96(1H, d, J=1.6Hz), 7.38(1H, d, J=2.7Hz), 7.32-7.28(3H m), 7.16(IH, d,
1=8.6Hz), 6.92(2H, d, J=9.4Hz), 6.86(1H, d, J=8.2Hz), 6.70(1H, dd, J=8.6 and
1.6Hz), 3.82(3H, s), 3.57(4H, t, J=5.1Hz), 3.07(4H, t, J=4.6Hz), 2.223H, ),
2.16 (3H, s). ' '
MS (FAB) m/z:552 (4 + H)*.

Rl 1 191-193 C.

(EMHI7 1) 4— (4= [83— (2—APFIY—5—-AF)h—Tx2)l) -
ARl = T2} —ERGVY— 1 —HNRIE (2, 4—PAFN—Tz2)))
~73I R (LEwEE1-330) |

(EHEpl4 9) ERBROFET, Ll (47 a) TESNEL— (2—ARFY
S5 AFN=Txz)) —3- (4-EXRFZY—1-AN—TzZ)) -TULT
(68 meg) &2, 4—VAFNT oAV TF—F (0. 042 mL) M
5. EELAWS 3 me (85%) EEEHKELTEE,

'H-NMRZ %27 T )1 (400MHz, DMS0-d6) : 6 (ppm)=9. 05 (1H, s), 8.04(2H, brs), 7.96(1H,
d, J=2.0Hz), 7.31(2H, d, 7=9.0Hz), 7.03(1H, d, J=7.8Hz), 6.97(IH, brs),
6.94-6.90 (3H, m), 6.86 (1H, d, I=8.2Hz), 6.70(1H, dd, J=7.8 and 2.4Hz), 3.82 (3K,
s), 3.56(4H, t, J=4.9Hz), 3.06 (4H, 1, J=4.9Hz), 2.24 (3H, s), 2. 22 (3H, s), 2.12(3H,
s). |

MS (FAB) m/z:488 (M + H)*,

Rl : 196-199 C.

(EWHIT2) 4— (4= [83— (2—APFY—5-AF)N—-7z2J)l) -1
TR =72V} —¥RSDU—1 ARV (2,4—-V7)VF0—T7z2)))
—~732F ({LEYEE1-336)
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(Efl4 9) EEBROGET, Ehill (47 a) THSNZ1 - (2-AFFY
S B—RAFN—TIII) —3— (4—ERIVY—1 A =Tz —ILT
(68 meg) &2, 4—-I7WAO T4V TIF—hr (0. 036 mL)
N6, BEidbEW 76 me (77%) 2ELAHREL TEE.

'H-NMRZ -7 1)) (400MHz, DMSO-d6) : & (ppm)=9. 06 (1H, ), 8.39(1H, brs), 8. 04 (IH,
s), 7.96 (11, d, J=1.6Hz), 7.43-7.37(1H, m), 7.31(2H, d, J=9.0Hz), 7.23, (1H, ddd,
1=9.0, 9.0 and 2.7Hz), 7.03-6.97(1H, mw, 6.92(2H, d, J=9.4Hz), 6.86(IH, d,

J=8. 2Hz), 6.70(1H, dd, J=8.2 and 2Hz), 3.82 3H, s), 3.57(4H, t, J=5.0Hz), 3.07 (4,

i, J=4.9Hz), 2.22(3H, s).

MS (FAB) m/2:496 (M + H)*.
Rl : 201-203 C.

(EHHIT 3) 4— (4— [3— (2—AMFY—5-AFN-TzZh) —L
AR] =Tz} —ERGTUL—1—SIVRVE (4—ARFEY—2—AF)—
7)) =72 R (bLEWES1-145) ,

(EfEFl 4 9) LFRBEOFET, Eiiffl (47 a) TENEL— (2—AMFY
—E—AFN—TzI) —3— (4—ERFVZ—1—A)—TzI)) —ILF
(68 mg)Ed—ArFY—2—-AFNTzoNAYITF—F(0.044 m
L) 56, Eifbad® 96 mg (95%) 2HITEMREL THE.

E-NMRZ %27 T )b (400MHz, DMSO-d6) : 6 (ppm)=9. 06 (1H, s), 8.04(1H, s), 8.01 (1, s),
7.96 (16, d, J=2.0Hz), 7.31(2H, d, J=9.0Hz), 7.03(1H, d, J=8.6Hz), 6.92(C2H, d,
J=9.0Hz), 6.86 (1H, d, J=8.2Hz), 6.75(1H, d, J=3.1Hz), 6.69(2H, ddd, J=7.8, 7.8
and 2. 4Hz), 3.82(3H, s), 3.71(3H, s), 3.55 (4H, t, J=4.9Hz), 3.06 (4K, t, J=4.THz),
2.92(3H, s), 2.13(3H, s). |

MS (FAB) n/2:504 O + H)*.

Rl : 193-195 °C.

(EHHI74) 4— {4— [83— (2—APFI—5—-RAF)—T7z=)) -l .
AR] =7z} —ERSGDU—1-HNHRVE (4—r00—2—-AF)—7
o)V —7 3R (LAWEE1-342)

(EHPIA 9) EFRBEDHET. £l (47 a) TESHEL— (2— A hFD
~5—AFN—Tz)) —3— (4—ERTV—1~)h—TzZ)) —ILT
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(68 meg) £4—-/00—2 - AFNTzZNAVSTF—F (50 meg) »
5, EEEAWO3 me (92%) FMEENKELTER,
'H-NMR X X %7 )1 (400MHz, DMS0-d6) : 6 (ppm)=9. 06 (1H, s), 8.18(1H, s), 8.04(IH, s),
7.96 (1H, d, J=2.0Hz), 7.31(2H, d, J=9.0Hz), 7.25(1H, d, J=2.3Hz), 7.21(1H, d,
J=8.THz), 7.15(1H,‘dd, J=8.5 and 2.5Hz), 6.92(2H, d, J=9.0Hz), 6.86(1H, d,
J=8.2Hz), 6.70(1H, dd; J=8.0 and 1.4Hz), 3.82(3H, s), 3.57(4H, t, J=4.9Hz),
3.07(4H, t, J=4.9Hz), 2.22(3H, s), 2.17(3H, s).
MS(FAB) m/z:508 (M + I)*.
Fhet : 199-201 °C.

(B 75) 4— {4— [3— (2—AMFP—5—-AFN—TzZ)V) —IL
AR] =7z} —ERGFI—1-INHREB (A—TFNV—2—-—AF)—7
) —7 IR (LEHES1-348) | | |

(EfEH 4 9) ERBEOFET, Efibl (47 a) TESNEZL— (2—A Y
—5—AFN—TxZ))) —3— (4-ERIVI—1—-()V—Tx))) —ILF

(68 mg) E4—TFN—2—AFNTzNAVLTF—k (57 mg) B
5. EEMLEWS 9 me (84%) FHMAEHMKELTER, ’
'H-NMR A R 27 1)U (400MHz, DMSO-d6) : & (ppm)=9. 08 (1H, s), 8.06 (2H, s), 7.99(1H, d,
J=1.9Hz), 7.33(2H, d, J=9.0Hz), 7.07(1H, d, J=7.9Hz), 7.00(1H, d, J=1.2Hz),
6.94(3H, d, J=9.0Hz), 6.94(1H, d, J=9.0Hz), 6.88(1H, d, J=8.2Hz), 6.73(1H, dd,
J=8.6 and 1.9Hz), 3.84(3H, s), 3.58(4H, t, J=4.9Hz), 3.07(4H, t, J=4.3Hz),
2.53-2.50(24, m), 2.23(3H, s), 2.14(3H, s), 1.55-1.52(2H, m), 1.30(2H, q,

J=7.9Hz), 0.90(3H, t, I=7.5Hz).

MS (FAB) m/z:530 (M + I)*.
RlLA 0 172-173 C.

(EHHI7 6) 4— (4= [3— (2—AbFP—5—RFN—TzZ)) L
TR] Tz} ~ERIVI -1 —HVEVE (2-5O0-4—AF)h-7
) —FI R (LABEST-1D)

(Hf 4 9) LRBOFET, FH6lH (47 2) TABNELL— (2-A ¥
—5—=AFN—T7xzZ))) —3— (4—-EXRFP—1—-AI)y—7xzZ)V) —ULT
(68 meg) £2-700~4-AFNTzI)AY>TF—F (50 me) »
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5, BEikaW9o0 meg (88%) ZEEIAEMREL TR,
'H-NMR A X 27 b JI (400MHz, DMS0~-d6) : 6 (ppm)=9. 06 (1H, s), 8.20(1H, s), 8.04(1H, s),
7.96 (1H, d, J=2.0Hz), 7.32(1H: d, J=8.2Hz), 7.30(2H, d, JFQ.OHZ), 7.26 (1H, d,
1=2.0Hz), 7.27(2H, d, J=2.0Hz), 7.08(1H, dd, J=8.4 and 1.4Hz), 6.92(2H, d,

 J=9.0Hz), 6.86(1H, d, J=8.2Hz), 6.70(I1H, dd, J=8.4 and 2.6Hz), 3.82(3H, s),

3.58(4H, t, J=4.9Hz), 3.07(4H, t, J=4.9Hz), 2.28(3H, s), 2.22(3H, s).
MS (FAB) m/z:508 (M + H)*.
Flie : 186-187 C.
(FEEH77) 4— {(4—[3— (5—rnO—2—ArF—Tz)l) —TUV

AR =Tz} RS- 1—HIRIE (2,6 —-T7)NF0—T=))

~7IR (LAMEES1-3)

(EfEH 4 9) LFERROLET, ElEfl (6 7a) THRENL1—- (5—-r0n—
2—ARFY—TzZ)) —3— (4—PRSV>—1—A)—Tz)V) —ILF
(72 meg) &2, 6—-VINFRTz=NAVITF—b (47 mg) M5,
ERLEWO 6 me (93%) BRBEmkELTEE,

H-NMRZ 22 )L (400MHz, DMSO-d6) : 6 (ppm)=9. 18 (1H, s), 8.36 (1, s), 8.30(1H, s),
8.95(1H, d, J=2.8Hz), 7.33(2H, d, J=9.0Hz), 7.31-7.25(1H, m), 7.12(2H, dd, J=8.0
and 8. 0Hz), 7.03(1H, d, 1=8.6Hz), 6.963H, d, J=8.6Hz), 3.89(3H, s), 3.60(4H,
t, J=4.7Hz), 3.09(4H, t, J=4.9Hz).

MS (FAB) m/z:516 (M + H)*.

Rl : 230-232 C.

(EMH78) 4— {4— [3— (b= —2—AKFT—T7zZ)) —UL
AR] =7z} —ERSPU—-1-HNARE (2—7roo—-7z2)h) =7
3K (LBWEE1-353)

(Efafl 4 9) EREEOLET. £l (6 7a) THRLHNEZL— (5—Z00—
Q—RAREL—TrZI) — 83— (4—ERIPY—1—A—TzZ)) —ILT
(72 mg) &2-r7007zZhAV¥TF—h (0. 036 mL) »5, &
kAW 75 me (73%) ZREGBHERELTER. '

'H-NMR X ~% 2 | )b (400MHz, DMSO~d6) : & (ppm)=9. 18 (1H, s), 8.30(2H, s), 8.25(1H, d,
1=2.4Hz), 7.52(1H, dd, J=8.0 and 1.3Hz), 7.46(1H, dd, J=7.8 and 1. 2Hz), 7. 34 (2H,



10

15

20

25

30

WO 2006/004200 PCT/JP2005/012635
211

d, J=8.9Hz), 7.29(1H, dd, J=7.7 and 1. 3Hz), 7.16(1H, ddd, J=7.7, 7.7 and 1. 4Hz),

~ 7.03(1H, d, J=8.6Hz), 6.97(1H, d, J=9.0Hz), 6.96(2H, d, J=9.0Hz), 3.89(3H, s),

3.61(4H, t, J=b.1Hz), 3.10(4E t, J=4.9Hz).
MS(FAB) m/z:514 (M + H)*.
Rl - 231-233 C.

(EHHI79) 4— {4— [3— (5—rOO—2-Xh+¥—T7z2))) —oL
AR] —T7zZ)V} —ERGDU—1-HIRVE (2—-200—6—-AF)N—7
T —F3IR (LRWES1-45)

C(CGEREF4 9) LRBROAET. £kl (67 a) TALBNEL— (5—Zoo—

’2—)( b2 —T7xz2)) —3—- (A-ERSPU—-1—AN—TzZ))) —ILF

(72 meg) &£2—-200-6—AFNTzZ)VTVITF—1 (0. 041 m

L) 5. BEEAHO5. me (90%) ZREAGHEKELTEE,

'H-NMRZ X2 )L (400MHz, DMS0-d6) : 6 (ppm)=9. 18 (1H, s), 8.30(1H, s), 8.25(1H, d,
J=2.8Hz), 8.23(1H, s), 7.33(2H, d, J=9.0Hz), 7.33(1H, d, J=9.0Hz), 7.20 (1H, dd,
J=7.8 and 1. 2Hz), 7.16(1H, dd, J=7.8 and 7. 8Hz), 7.03(iH, d, J=9.0Hz), 6.97(1H,
d, J=8.6Hz), 6.96 (2H, d, J=9.0Hz), 3.89(3H, s), 3.61(4H, t, J=4. QHZ), 3.09 (44,
t, J=4.6Hz), 2.20(3H, ).

MS(FAB) m/z:528 (M + H)*.

Bl 2 225-227 C.

(MBS 0) 4— (4— [3— (2—ThF—Tz=)) =LKl -7
D} —ERSVU—1-ANRUE (2—NUINFORAFN—Tz2)) —F
IR (LEwEE1-203)

(80a) 1- (2-TbPF¥—T22)) —3— (4—ERIVY—1—A)—7
=2l —TLT |

Effl (47 a) ERBRICLT ElF4) TEGNE4— {4— [3— (2—T
FEITZIN) =LA R] — Tz} —ERIDI—1—HEVE ter
t=7FNIZXFIV (11. 0 g) MoELEWS. 30 g (98%) &#HE
Bk e LTEE,

MS(FAB) m/z:341 (M + H)". .
(80b) 4— {4—[3— (2—ZbhF¥—Tx)) —ILAR] —7z=)b)
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—ERGP—1—-HINRVE (2—RMNIINFOAFIN—-—Tz)) —T3IR
(EHI4 9) EFBOFET. EHifl (80a) TESNEL— (2—ThF
—71:%)—3—(4—E&§V>—L—4w—7I:W)fWV7(68 mg)

L 2—-PNUINFOAFNTzZNAVITTFH—h (0. 045 mL) 5, &8

L& 33 meg (31%) ZHEAAKKRELTEE.

'H-NMRA X727 )l (400MHz, DMS0~d6) : O (ppm)=9.14(1H, s), 8.32(1H, s), 8.10(1H, dd,
J=7.7 and 2.2Hz), 7.95(1H, s), 7.68(1H, d, J=7.5Hz), 7.63(1H, dd, J=7.6 and

7.6Hz), 7.43(1H, d, J=8.2Hz), 7;39(1H, dd, J=7.7and 7. 7Hz), 7.32(2H, d, J=9.0Hz),
6.97(1H, dd, J=7.8 and 1.6Hz), 6.93(1H, d, J=9.0Hz), 6.89(1H, ddd, J=7.6, 7.6
and 2.0Hz), 6.87(1H, d, I=2.3Hz), 6.85(1H, ddd, I=7.8, 7.8 and 1.9Hz), 4.12 (2,

©q, J=T.1Hz), 3.57(4H, t, J=5.0Hz), 3.07(4H, t, J=4.9Hz), 1.41(3H, t, J=6.9Hz).

MS (FAB) m/z:528 (M + H)™.
FlE : 201-203 C. |

(EMBIS 1) 4— (4— [3— (2—Th*FS—Tx=)) —LAR] -7 =
S} —ERSVU—1—HIRVEE o— PUNLT IR (LAWBES1-189)

(EMf4 9) EFRBOHET, Ebl (80a) TESNEL— (2-ThF
—TrZI)) —3— (4—ERFVY—1—A=Tz=)) — LT (68 me)
E2-AFNT2ZNAVLTF—h (0. 037 mL)»h5, @iEka%s4 m
g (89%) ERLEMKELTHE,
'H-NMRZ <27 )L (400MHz, DMSO-d6) : & (ppm)=9. 15 (1K, s), 8.12(1H, s), 8.10 (1H, dd,
1=7.7 and 2.2H2), 7.95(1H, s), 7.32(2H, d, J=0.0Hz), 7.17(I, dd, J=7.5 and
7.5Hz),7.11(1H, ddd, J=7.5, 7.5 and 1.7Hz), 7.03 (1K, ddd, J=7.3, 7.3 and 1. 4Hz),
6.97(1H, dd, J=T.6 and 1.8Hz), 6.94(2H, d, J=9.0Hz), 6.89(1H, ddd, J=7.5, 7.5
and 2. 0Hz), 6.87(¥H, d, J=92.3Hz), 6.85(1H, ddd, J=7.7, 7.7 and 2.1Hz), 4.12 (24,
q, J=7.1Hz), 3.58(4H, t, J=4.9Hz), 3.08(4H, t, J=4.9Hz), 2.17T(3H, s), 1.41(3H, .
t, J=6.9Hz).
MS(RAB) m/z:474 O + H)*.
Bl : 206-208 C.

(EHHI82) 4— {4— [3— (2—ZhrF¥—Tx)) —ILAR] -7z
S —ERTIUL—1—HVEVE (2-FE0-6-AFN—TzI) —F



10

15

20

25

30

WO 2006/004200 PCT/JP2005/012635

213
IR (LBWEE1-19)

(EMEFI4 9) LRBOHET. Eighl (80a) TESBNEL— (2—ThF
—JzZ)) —3— (4—ERSID—1—A)—Tx2)V) =L 7 (68 mg)
&2—0DD—6—%?»71:w4vv7%—b(o.041 mL) 5. i
k&W9 2 me (90%) EEEHKELTER,

'H-NMRZ X% )b (400MHz, DMSO-d6) : 6 (ppm)=9.15 (1H, s), 8.21(1H, s), 8.10(1H, dd,
J=7.9 and 2.0Hz), 7.95(1H, s), 7.33-7.29(3H, m), 7.20(1H, d, J=6.6Hz), 7.14(1H,
dd, J=7.6 and 7.6Hz), 6.97(1H, dd, J=7.6 and 1.8Hz), 6.94(2H, d, J=9.0Hz),
6.89(1H, ddd, J=7.5, 7.5 and 2. 1Hz), 6.85(1H, ddd, J=7.7, 7.7 and 2. 1Hz), 4.12 (2H,
q, J=6.9Hz), 3.60(4H, t, J=4.9Hz), 3.07(4H, t, J=4.7Hz), 2.20(3H, s), 1.41(3H,
t, I=7.1Hz). '

MS (FAB) m/z:508 (M + H)*.

Rl 215-217 C.

(WIS 3) 4— {4— [3— (2—ThFL—5-AFN—Tx=)) -1
1R] —T7x2)b) —BRIDL—1=IURIE (2 - MU TNFOAFIL—T
o) ~7IR (LEWEES1-202) |
(83a) 1— (2—IZbhFI=5—RAFNT7xzI)) —3— (4—-ERSFD—1
—tN=Tz2)) —TLY .

EHiG] (47 a) ERREICLT (Effl4 1) TESNE4— {4— [3— (2—
ThFL—5—AFNTII) LA Rl =720} —ERFUI— 11—
BB tert—TJFINITATIV (4. 55 g) MhoiEiEeEw2. 92 g (8
2%) BHCIEHEKELTEE,

MS (FAB) m/z:3556 (M + H)Jr |

(83b) 4— {4~ [3— (2—Th*¥—5—-AF)V—TzZ))) —LA K]
~TIIM —ERSUL— 1 —ANELE (2— MU INAOAFIL—T )
~73R

(M4 9) EFBOHET. Eiihl (83 a) TABNEL— (2—T ks
~5—AFITIII) —3— (4—ERFDY—1—A =T x=))) =L T (7
1 mg) E2—-PUITNFAOQRAFNTzZIINAVITTF—F (0. 045 mL)
Mo, BREAMTS me (72%) ERUEHRELTEE.,
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'H-NMRZ %% |~ )l (400MHz, DMS0-d6) : & (ppm)=9. 13 (11, s), 8.32(1H, ), 7.96 (11, d,
J=9.0Hz), 7.89(1H, s), 7.68(1H, d, 1=8.2Hz), 7.63(1H, dd, J=7.1 and 7.0Hz),
7.43(1H, d, J=7.8Hz), 7.39(1H, dd, J=7.7 and 7.7Hz), 7.32(2H, d, J=9.0Hz),
6.93(2H, d, J=9.0Hz), 6.85(1H, d, J=8.2Hz), 6.68(1H, dd, J=8.2 and 1.6Hz),
4.07T(H, q, J=T.1Hz), 3.57(4H, t, T=4.7THz), 3.07(4H, t, I=4.9Hz), 2.21 (3H, s),
1.38(3H, t, J=7.1Hz).

MS (FAB) m/z:542 (M + H)*.

Rl 219-220 C. |

(EHI84) 4— {4— [3— (2—ThFP—5—-AFh—7z2)) —7L
AR] =7z} —ERSID—1—HIVEVE o— NUIT IR (LEMES
1-188) - -

(FEhi 4 9) EFBROFET, Efl (8 3a) THENZ1— (2—ThF
—5—AFNTEI) — 83— (4—ERFP>—1—AN—=TxzZIV) —ILT (7
1 mg) E2—AFINTzZWAVTTFH—F (0. 037 mL) 5. FEadfk
BYMT5 mg (77%) ZHEEAHRKELTEE,

IH-NMRA 27 1 )L (400MHz, DMSO-d6) : 0 (ppm)=9. 15 (1K, 5), 8.13(1H, §), 7. 96 (1H, d,
1=2.00z), 7.90(IH, s), 7.34(2H, d, J=9.0Hz), 7.17(2H, dd, J=7.1 and 7.1Hz),
T.11(H, dd, J=7.4 and 7.4Hz), 7.03(1H, ddd, J=7.2, 7.2 and 1.4Hz), 6.96(2H,
d, 1=8.2Hz), 6.85(1H, d, J=8.2Hz), 6.68(1H, dd, J=8.2 and 1.6Hz), 4.07(2H, q,
J=T.1Hz), 3.59(4H, brs), 3.10(4H, brs), 2.21(3H, s), 2.17(3H, s), 1.38(3M, t,
J=6. 9Hz).

MS(FAB) m/z:488 (M + H)*.

BliA 1 190-192 C.

(EfEFI8 5) 4— {4— [8— (2-ZbF¥—5-AFN-7=x=2)h) —-Ub
AR] =7z} —ERSTU-1-HIARVE (2-r00—6—AF)—7
=)V — 73R ({bEYES1-48)

(EiEFl4 9) EREOFGET, £l (83 a) THLHNEL— (2—IhF
—B—XFN T —3— (4—ERFVPU—1—AN—TzI)V) =TT (7
1 mg) &£2—-/00—6—AFN T4V T7F—F (0. 041 mL)
S, ERkAm 75 mg (72%) Z2EEREMRELTER.
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IH-NMR X7 I J (400MHz, DMS0-d6) : & (ppm)=9. 15 (1H, s), 8.22(1H, s), 7.96 (1, d,
T=1.6Hz), 7.90(1H, s), 7.33(2H, d, J=9.0Hz), 7.31(1H, dd, J=7.8 and 1.2Hz),
7.18(1H, d, J=7.4Hz), 7.14(1% dd, J=7.6 and 7.6Hz), 6.96H, d, J=9.0Hz),
6.85(1H, d, J=8.2Hz), 6.68(1H, dd, J=8.2 and 1.6Hz), 4.07(2H, q, J=6.9Hz),
3.61(4, brs), 3.10(4H, brs), 2.21(3H, s), 2.20(3H, s), 1.38(3H, t, I=6.9H).
MS (FAB) m/z:522 (M + H)*.

Rl : 157-159 °C.

(EWHI 8 6) 4— {4— [3— (2—APFI—5—-AF)—T7xz)) —UL
AR] =7z} —ERGDI-1-ANKRIE (4—27popo—-2—-bU7)bF
OAFN—Tz2)V) =TI R (LEahES1-356) )

(R4 9) EFBEOHIET, Bkl (47 a) TESHEL— (2—A FFY

—b5~AF)N—Tx)V) —3— (4—5,’{5“/“‘/51—411/—73::)&) vy

(68 meg)id—run—2—hUIZNATAFLT =AY TF—h (0.
045 mL) 5, k100 mg (89%) 2HEI7EMKRELTH
7o |
E-NMRZ %% | )L (400MHz, DMSO-d6) : & (ppm)=9. 05 (1H, s), 8.39(1H, s), 8.04(1H, s),
7.96 (11, d, 1=2Hz), 7.72-7. 67 28, m), 7.49(1H, d, J=7.9Hz), 7.31 H, d, J=9.0Hz),
6.92(2H, d, J=9.0Hz), 6.86(1H, d, J=8.2Hz), 6.70(1H, dd, J=8.0 and 1.8Hz),
3.82(3H, s), 3.56(4H, t, J=5.1Hz), 3.05(4H, t, J=4.7Hz), 2.22(3, s).

MS (FAB) m/z:562 (M + H)*. o

Al : 186-187 C.

(EHFIS 7) 4— {4— [3— (2—ARFY—5—XF)N—TxZ)) -
AR} =722} —ERIDI—1-ANRIEE (4-7hAn-2-bUTNL
FOXAF)— 71_‘)1/) —73IR (b&WBEE1-103)

(EfEF 4 9) EFEBEOFIET, £l (47 a) THESNEL— (2— )il\#/
—5—AFN—TxI)) —3— (4—ERSVZ—1—A)—TzZ)) —ILT
(68 mg) £4-7)1F0—-2—- MU INFARAFIT 22NV T F—h
(0. 043 mL) 5, Ebke&®w101l meg (93%) 2HEVEHMRE
LTHE7, ‘ .

'H-NMRZ %2 )b (400MHz, DMSO-d6) : & (ppm)=9. 05 (1H, s), 8.35(1H, s), 8.03(1H, s),
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7.96(IE, d, 1=2.0Hz), 7.56(IH, d, I=7.9Hz), 7.50~7.47(2H, m), 7.31(H, d,
1=9.0Hz), 6.92(2H, d, 7=9.0Hz), 6.86(1H, d, J=8.2Hz), 6.70(1H, dd, J=8.0 and
1.4H2), 3.82(3H, s), 3.56(4H,t, J=4.6Hz), 3.05(4H, t, J=4.9Hz), 2.22(3H, s).
MS (FAB) m/z:546 (M + H)*. |
Rl @ 172-174 C.

(EMEHI88) 4— {4— [3— (2—AFFY—5—AF)h—Tx)) -1
AR] =72V} —ERIDI—1—HIRE (2,4,6—FUAF—Tx
=) —72 K (LAmEE1-361) |

(FEHidl4 9) EFBEDHET, KWl (47 a) THBNEL— (2—ALED
—5—AFN—T ) —3— (4—ERSGV>—1—A)h—Tz)) -7
(68 mg) &2, 4, 6 —=FNIAFNTzZNAVITF—b (48 mg) »
5, EiMbE®m9 2 meg (91%) 2HAMKRELTE:.

'H-NMRZ %27 B )V (400MHz, DMSO-d6) : & (ppm)=9. 06 (1H, s), 8.04 (1H, s), 7.96 (1H, d,
I=1.6Hz), 7.85(1H, s), 7.31(2H, d, I=8.6Hz), 6.92(2H, d, J=9.0Hz), 6.86(1H, d,
1=8.2Hz), 6.84(2M, s), 6.70(1H, dd, J=8.6 and 1.6Hz), 3:82(3H, s), 3.58 (4H, t,
J=4.THz), 3.05(4H, t, J=4.9Hz), 2.22(3H, s), 2.21(3H, s), 2.10(6H, s).

MS (FAB) m/2:502 (M + H)*.

Rl @ 215-217 C. N

(EMpI8 9) 4— {4— [3— (2= FF¥—5—-7)Fa—-7z=)) —U
LAR] =722V} —ERSTL—1—HEIVE (2 — R TIFOAF)L—
JxZ)V) =73 R (LEWMES1-198) '

(89a) 1— (2—ThF¥—5-7)1F40) —3— (4—EXRID>—1—-1)L
—JxzZ)) —ULY .

EhEg] (47 a)'&lﬁ%&:bi’ (EfEpl 4 2) THEGNE4— {4— [3— (2—
IhFI—5—-AFNT7z2)) — UL R] —Tz2)l} —ERSVI—1-H))
RO tert—TJFINIZAFI (2. 22 g) holEREEWL. 64 g (9
5%) ZRFREEEKELTH,

MS (FAB) m/z:359 (M + H)*.

(89b) 4—{4—-[3— (2—bF—-5-TlFO—Txz)V) —T L1 K]

Tz} —ERGVU— 1 —HVRVEE (2— NI FTAFI—Tz2)L)
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—73XR

(EfEF 4 9) LFBOFET, EiEpl (89a) THESLNEZL— (2-—ThFY
—5—7hFO—Tz)) —8— (4—ERFVZ—1—A)b—Tx2))) —TL
7(72 mg)&2—FUINAOAFN T2V TF—1(0. 045 m
L) 56, Fiba®wo 2 meg (91%) Z2HEHRELTRL.
H-NMRA X2 T ) (400MHz, DMSO-d6) : & (ppm)=9. 27(1H, 8), 8.32(1H, brs), 8.14(1H,
$), 8.00(1L, dd, J=11.7 and 3.1Hz), 7.65(IH, d, J=7.9Hz), 7.60(IH, dd, I=T.5
and 7.5H2), 7.47(1H, d, J=8.2Hz), 7.36-7.31(1K, m), 7.32(2H, d, J=9.0Hz),
6.96(1H, dd, 7=9.2 and 5.7Hz), 6.93(2H, d, J=0.4Hz), 6.68(1H, ddd, J=8.6, 8.6
and 3.4Hz), 4.10(2H, q, J=T.1Hz), 3.57(4H, t, J=5.1Hz), 3.0T(4H, t, I=4.9H2),
1.40 3H, 1, J=7.0Hz). |
MS(FAB) m/z:546 (4 + H)*.

Bl 0 197-199 C.

(EfEF90) 4— {4— [3— (2—Z+F—5-T)FO-TxZ)) —U
L1 Rl =7 z22)b} —ERIDU—1—HVRVE o— NUILT I R (LEYES
1-184) -

(Eff 4 9) LRBROFET. Eiif] (8 9a) THELNEL— (2—IhFY
CE—TNFO—T o) —3— (4—ERTVY—1—A)—TzZ)) T
7 (72 mg) E2—AFNT2NAVITF—F (0. 037 mL) 5,
EEfbEW 8 7 meg (89%) Z2HEEAMKEL THEE,

H-NMRA % I )l (400MHz, DMSO-d6) : 6 (ppm)=9. 29 (1H, s), 8.14(1H, s), 8.12(1H, s),
$.00(1H, dd, J=11.7 and 3.1Hz), 7.32(2H, d, J=9.0Hz), 7.17(2H, dd, I=8.0 and
8.0Hz), 7.11(1H, ddd, J=7.6, 7.6 and 1. 6Hz), 7.03 (16, ddd, J=7.2, 7.2 and 1. 4Hz),
6.96 (1, dd, J=9.2 and 5.2H2), 6.94(2H, d, 1=9.0Hz), 6.68(H, ddd, J=8.4, 8.4
and 3. 2Hz), 4.10(2H, @, J=7.1H), 3.58(4H, i, J=4.9Hz), 3.08(4H, 1, J=4.9Hz),
2.17(3H, ), 1.40(3H, t, J=7.0Hz).

MS (FAB) m/z:492 (M + H)*.

Rl : 186-187 C.

(EWHMO 1) 4— {4— [3— (2-ThF¥—5-T)Fn—7x))) —
VAR] =722V} =BRGP —1—-HIR B (2—-7880—6—AF)—
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JrI) =73 R (LADEE1-44)

(EHHI4 9) EFRREOFET, Eipl (89 a) TABNEL— (2—I R Y
—5—TNAO—Tzo)) —8— (4—ERFVL—1—AN—TxI) —TL
7(72 meg)k2—r0O0—6—AFNTzZNAIYIT7F—k(0.041 m
L) 25, EEAWO 7 me (93%) 2MBEMKELTEE.

'H-NMR A R 77 ]\)l/(_4OOMHz,DMSO—d6):6 (ppm) =9. 27 (1H, s), 8.‘21(1H, s), 8.14(1H, s),
8.02(1H, d, J=3.1Hz), 7.99(1H, d, J=3.1Hz), 7.32(2H, d, J=9.0Hz), 7.31-7.28 (1H,
m), 7.19(1H, d, J=6.3Hz), 7.14(1H, dd, J=15.9 and 8.1Hz), 6.99-6.93(1H, m),

6.94 (1H, d, J=9.3Hz), 6.68(1H, ddd, J=8.5, 8.5 and 3. 1Hz), 4.10(2H, q, J=7.1Hz),
3.60(4H, t, J=5.1Hz), 3.08(4H, t, J=5.1Hz), 2.20(3H, s), 1.40(3H, t, J=6.8Hz).
MS (FAB) m/z:526 (M + H)*. ' "
Rl 197-199 C.

(EWH9 2) 4— {4— [3— (2—ThFP—5-7FO—Tz)) -
LA R] =722V} —BRSVY— 1 —HEVE (2,6 —JAF)N—Tz2)b)
— 73R (LEWEE1-58) | |

(EHifl4 9) EFRBEOHET, £l (8 9a) THSNEL— (2—ThF
—5—TNAO=T ) —3— (4—ERFIDL—1—AN—Tz)) —L
7 (72 mg) &2, 6—VAFNTzIAVYTF—bF (0. 042 mL)
M5, EELEWO 7T me (96%) wHBEMEELTEL,

'H-NMR Z R 27 b )V (400MHz, DMS0-d6) : 6 (ppm)=9. 27 (1H, s), 8.14(1H, s), 8.01(1H, dd,
J=11.5 and 2. 9Hz), 7.95(1H, s), 7.32(2H, d, J=9.4Hz), 7.02(2H, s), 7.00-6.92 (2H,
m, 16.‘95(2H, d, J=9.0Hz), 6.68(1H, ddd,‘J=8.5, 8.5 and 3.1Hz), 4.10Q2H, q,
J=7.1Hz), 3.59(4H, t, J=5.1Hz), 3.07(4H, t, J=5.1Hz), 2.15(6H, s), 1.40(3H, t,
J=6.9Hz).

MS (FAB) m/z:506 (M + B)*.

FBlRT : 205-206 C.

(EWH93) 4— {4— [3— (2—ZbFP—5-TNFO—-Tx)) —U
LA R] —7z2)b} —E¥RSDL—1-HIVRVE (2-7)Fn—6—hU7
WAOAFN -T2 =7 IR (LAWES1-16)

(EMEHI4 9) ERBEOHIET, £l (8 9a) THSNEL— (2—ThFY
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—5—TFO—7zo)l) —83— (4—ERFVI—1—-A—Tz)) ~UL
7 (72 mg) £2-7)FA0—6— U INFAOAFIN Tz TF— b
(0. 043 mL) 5, ERLAW9 8 meg (87%) ZEIREMRELT
/7. “
E-NMR:R %27 | )l (400MHz, DMSO~d6) : & (ppm)=9. 30 (1H, s), 8.36(1H, brs), 8.17(1H,
$), 8.03(1H, dd, J=11.6 and 2.9Hz), 7.61-7.47(3H, m), 7.35QH, d, J=9.4Hs),
7.01-6.95(1H, m, 6.96(2H, d, J=8.6Hz), 6.71(1H, ddd, J=8.4 ,8.4 and 3.1Hz),
4190, q, J=7.1Hz), 3.59(4H, t, J=4.7Hz), 3.07(4H, t, J=4.9Hz), 1.40(3H, t,
J=6. 8Hz). ' '
MS (FAB) m/z:564 (M + H)*.
Rl : 153-155 C. |

(EHI 9 4) 4— (4— [3— (2—ThF¥—5-7hAa-7zI) -
ARl — T 2o} —ERITY— 1 —HVRVE (2,6-Yr0a—7z2)))
-73 R (kEmEE1-30)

(EHE 4 9) ERABOFET. EfiF (89 a) THESLNEZL— (2-ThF¥
B TFO—TzI) —3— (4—ERFVY—1—AN=TT)) —TL
¥ (72 mg) £2, 6-yrun7z AV F7F—hF (56 mg) NH,
EILAW 103 me (94%) 2ERFKREMRELTRE,

IE-NMRZ X% N1 (400MHz, DMSO-d6) : & (ppm)=9. 31 (1H, s), 8.54(1H, brs), 8.17(1H,
), 8.03(1H, dd, J=11.9 and 3.4Hz), 7.51(2H, d, J=8.2Hz), 7.35(2H, d, J=8.6Hz),
7.98(1H, ddd, 7=8.5, 8.5 and 1.5Hz), 7.01-6.96(1H, m), 6.96(2H, d, I=9.0Hz),
6.71 (11, ddd, 1=8.5, 8.5 and 3. 2Hz), 4.12(2H, q, J=T.1Hz), 3.61 (4H, brs), 3.09 (4K,
t, J=4.5Hz), 1.40(3H, t, J=6.8Hz).

MS (FAB) m/z:546 O + H)*.

Al : 212-214 C.

(ERF95) 1— (4— {4— [2— (2—7Fu—Tz2)) —TEFIV]
PRV —1 =)} —Txz2)) —3— (2—AbFT—5-AF)-Tx=
V) =LY (LAmEE1-367)

(EHEp 4 9) EFRBEOHET. £l (47 a) THSNEZ1— (2—-AMFY
S5 RFN—TI) —3— (4—ERIVI—1-A—TzZ)) —TILT
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(68 mg) &2—7)b2]‘DN3/*‘/“)D’f‘J‘“/7ﬂ“*]\ (0. 038 mL) 25,
k&8 7 mg (88%) ZHEMRELTEL.

1H—NMRX/\"b ]‘)I/(400MHz,DMSOﬂd6) : & (ppm)=9. 06 (1H, s), 8.04(1H, s), 7.95(1H, d,
J=1.9Hz), 7.33-7.23(2H, m), 7.29(2H, d, J=9.0Hz), 7.17-7.10(1H, m), 7.14(ZH,
dd, 1=7.5 and 7.5Hz), 6.90(2H, d, J=9.0Hz), 6.86(1H, d, J=8.2Hz), 6.70(1H, dd,
71=8.5 and 1.3Hz), 4.29(2H, d, J=5.4Hz), 3.82(3H, s), 3.47(4H, t, I=4.9Hz),
3.01 (4H, t, J=4.THz), 2.22(H, s).

MS (FAB) m/z:492 (M + I*.

OBl : 212-213 C. ;

(EHiF96) 4— {4— [3— (5—INFABO—2—-AbFI=Tx))) —U
LA Rl —72oib) —ERSUY—1—HLRVEE (2— hU T TAFIL -
T —7 IR (LRwES1-197) | |
(96a) 1— (5—70F0—2—ArFy—7z2)) —3— (4—-ERIDY
—1—AN=Tz) —ILT

£l (47 a) EFEBEICLT (EHfl4 4) THsNz4— {4- [3— (56—
INFAO—2—AREL—T2=))) =LA K] =Tz} —ERTDY—1 -
FIEIE ter t—TFINIZAFI (0. 889 g) MOHERMLAWO. 68
9 g (100%) ZRABKELTEE.

MS (FAB) m/z:345 Of + H)*.

(06Db) 4— {4— [3— (5—T)FO—2—A+FI—Tx))) =LA K]
~7rZ)} —ERIVI—1—JIVRIVEE (2—- MU INFOAFI—T22))
~73R

(LR 4 9) ERBEOFET, EfFl (96 a) THENZ1— (5—-7)kF 0
o AREI—Tro)) —3— (4—ERFVY—1 -4 —TzI) —TL
7 (69 me)E2— I INATAFLT2ZNAYSTF—k (0. 045 m
L) b, EREewo 9 meg (9 3% 2HEHREL TR, ,
H-NMRZ % )L (400MHz, DMS0-d6) : & (ppm)=9. 20 (1H, s), 8.34(1H, s), 8.32(1H, s),
8.03(1H, dd, J=11.5 and 3.4Hz), 7.71-7.63CH, m, 7.47-T.40(2H, m), 7.33(H,
d, 7=8.2Hz), 7.02-6.97(1H, m, 6.96(2H, d, J=9.0Hz), 6.73(1H, ddd, J=8.4, 8.4
and 2.9Hz), 3.87(3H, s), 3.58(4H, t, J=4.5Hz), 3.08(4H, t, J=4.0Hz).
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MS (FAB) m/z:532 (M + H)*.
Bl 2 229-230 C.

(EHF97) 4— (4— [83— (5=ThFD~-2-A+F¥—Tz))) -V
LA Rl =722} —ERGDL—1—HRVE o— RULTI K (LAUES
1-183) |

(Efp 4 9) ERBOFET, Effl (96 a) THLGNZ1— (5—7)kAO
C R FFL—Tro) —8— (4-ERSVY—1—A =T z) —TL
7 (69 mg) E2-AFNTzZIAYITF—b (0. 037 mL) »5,
Efeam8 6 mg (90%) ZHEMEKEL THEE. ‘

H-NMRZ %7 )V (400MHz, DMSO-d6) : & (ppm)=9. 17 (1H, s), 8.30(IH, s), 8.13(1H, s),
8.01(1H, dd, J=11.7 and 3.1Hz), 7.31(2H, d, J=9.0Hz), 7.17(2H, dd, J=7.0 and
7.0Hz), 7.11(1H, dd, J=7.4 and 7.5Hz), 7.05-6.94(2H, m), 6.94(2H, d, J=8.6Hz),
6. 70 (1H, ddd, J=8.6, 8.6 and 3. 6Hz), 3.86 (31, $), 3.58(4H, 1, J=5.1Hz), 3.07 (48,
t, J=4.1Hz), 2.17(3H, s). ‘ '
MS (FAB) m/z:478 (M + H)*.

Rl ¢ 222-224 C.

(ERHO8) 4— {4— [3— (5—=INFO—-2-RA F¥—Tz)V) -
LA Rl —7z20V) —ERSDY—1—-HVRVE (2—-700—~6—AF)—
JxZ)) =7 3R (bEWHEE1-43)

(EWF 4 9) EREROAET., EiEfl (96 a) THELSNZ1— (b—7)k40O
o ARFY—TITI) —3— (4—ERFTVY—1—A =T zI)) —TIL
(69 mg)E2-rO0—6—AFLI7zZNAVIYTF—1(0.041 m
L) 5, Eidlba®89 mg (87%) ZHBMRELTER.

IH-NMRZ ~%%7 k)L (400MHz, DMSO-d6) : & (ppm)=9. 17(1H, s), 8.30(1H, s), 8.21(1H, s),
$.01 (14, dd, J=11.5 and 3.3H2), 7.30(H, d, 1=9.0Hz), 7.19CIH, d, J=T.0Hz),
7.14(1H, dd, J=16.6 and 9.2Hz), 6.98CIH, dd, J=9.0 and 5.5Hz), 6.94C2H, d,

7=9.0Hz), 6.70 (14, ddd, J=8.6, 8.6 and 3. 2Hz), 3.86(3H, s), 3.60 (4H, t, J=4.5Hz),
3.08(4H, t, J=4.3Hz), 2.20(3H, s).

MS (FAB) m/z:512 (M + H)*.

Rl 240-241 C.



10

15

20

20

30

WO 2006/004200 PCT/JP2005/012635
222

(EH O 9) A— {4— [3— (B—TNFO—2—ARFT—Tz))) -
LA Rl =T 2o} —ERSG VY —1—HNRIE (2,6 —IAFIN—Tz2)))
~7IR (LAawEE1-5) - | |

(EHF4 9) ERBEOHET, £l (96 a) THRSLHNZ1— (5—-7)bF0
oA RFY—TITI) — 83— (4—ERIVL—1—AN=TzZ)) —TL
7 (69 meg) £2, 6—VAFN TNV TF—b (0. 042 mL)
Mo, EERILAWO0 meg (92%) RHEEMKELTEE,

(F-NMRZ % )b (400MHz, DMS0-d6) : & (ppm)=9. 16 (1H, s), 8.30(1H, s), 8.01(1H, dd,
J=11.5 and 3.4Hz), 7.94(1H, s), 7.31(2H, d, J=9.0Hz), 7.02(3H, s), 6.9‘8(1H, dd,
7=8.6 and 5.5Hz), 6.94(2H, d, J=8.6Hz), 6.70, (1H, ddd, J=8.5, 8.5 and 3.2Hz),
3. 863, s), 3.59(4H, t, J=4.4Hz), 3.07(4H, 1, I=4.7Hz), 2.14(6H, s).
MS(FAB) m/z:492 (M + H)*. '

Al : 226-228 C.

(EH100) 4— {4— [3— (5—7hFO—2—ARFY—Tzl) —
MLAR] =T 2o} — BRIV —1—FVRVE (2-7hABn—6—hkY
INADAFN=T22))) —F 3K (LEWESI-15)

(M4 9) EFBEOAET, EHEfl (96a) THSIEL— (5-7)hF0
L9 AREI-TrTI) —3— (4-ERITVI—1-A)—Tx) UL
7 (69 meg) E2—INF0~6—FU INATAFINT AV TF—h
(0. 043 mL)#5. EREEW 6 me (87%) EHEMKELTEL,
lH—NMR?'\/\"Q )b (400MHz, DMS0-d6) : & (ppm)=9.17(1H, s), 8.32(1H, s), 8. 30(1H, s),
8.01(1H, dd, J=11.3 and 3. 1Hz), 7.62~7.50 (3H, m, 7.31(2H, d, J=9.0Hz), 6.98(1H,
dd, 1=9.9 and 5. 3Hz), 6.94(2H, d, J=9.0Hz), 6.70(1H, ddd, J=8.6, 8.6 and 6. 3Hz),
3.86(3H, s), 3.58(4H, t, J=4.5Hz), 3.06(4H, t, J=4.9Hz)."

MS (FAB) n/2:550 O + B)".
Bliss : 181-183 C.

CEMHI101) 4— {4— [3— (5—7WF0—2—ALF¥—T7x))) —
LA R] =T —ERIVDU—1-HVRVE (2,6-Y/nuo-TJz=
V) —FIR (LRmEE1-29)

(EHEFI4 9) EFBOFET, Ll (962a) TASNEL- (5740
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Co—ARFI—TrI) —3— (A—ERFV—1—AN—TxZ)) —TL
7 (69 mg) &2, 6f’)0DD7I:)l//f‘/:>7“J‘~I* (66 ~mg) MH.
EELAWO 6 me (9 0%) EHBEHKELTER,
H-NMR:Z ~% % )b (400MHz, DMSO-d6) : & (ppm)=9.17(1H, s), 8.50(1H, ), 8.30(1H, s),
8.00(1H, dd, J=11.7 and 3.1Hz), 7.49(H, d, J=8.2Hz), 7.31(2H, d, J=9.0MHz),
7.97(1H, d, J=8.92Hz), 6.98(1H, dd, J=9.0 and 5.1Hz), 6.94(H, d, J=9.0Hz),
6.70, (16, ddd, 1=8.5, 8.5 and 3. 3Hz), 3.86 (3H, s), 3.60 (4H, {, J=4.9Hz), 3.08 (41,
t, J=4.9Hz).

~ MS(FAB) m/z:532 (M‘+ 0

Al : 235-237 C.

(EHiI102) 4— {4— [3— (5—roo-2-ThF—Tz)h) -V
VARl =7z} —BRIFDZ—1-ANRC B (2P TNADAFI—
JxZ)) —~7 3R ({LawEE1-200)

(1022) 1— (5—r/O0-2-IrFy~Tx2)) —3— (4—EXID>

1A =TzZ) —ILT

LW (47 a) EFBRICLT (EHf43) TE5NhE4— {4~ [3— (5—
rad—-2—-IhF—T7z2)) —ILAR] =Tz} —ERSVPC-1-F
VRVEE tert—TFFIIAFI (0. 855 g) MNOEILAEWO. 6638
g (99%) =EBAREKEL TR,

MS(FAB) m/z:375 (M + B,

(102b) 4—{4—[3—-(5—7upn—2—TZbFT—7z2)V) —ULAF]
—T o —ERSTU—1—ANRIEE (2—-RUTNFOAFIN—T2Z)))
-73IR

(14 9) EFBOAET, Eial (102a) THENEL- (5-r00
~9—TIFFY—Tx2)) —3— (4—ERFD—-1—A)N—TxzZ)) —UVL
(75 mg)&2— M) IZNFOAFNTzZNAYVYTF—Hr(0.045 m
L) 5, ERtaw101 meg (90%) 2EBEMKEL TR,

IH-NMRZ %27 I )1 (400MHz, DMSO-d6) : & (ppm)=9. 25 (1H, s), 8.32(1H, s), 8.22(1H, 4,
1=9.8Hz), 8.11(1H, s), 7.67(1H, d, J=7.9Hz), 7.63(1H, dd, J=7.9 and 7.8Hz),
7.43(1H, d, J=7.8Hz), 7.40(1H, dd, J=8.1 and 8.1Hz), 7.32(2H, d, J=9.0Hz),
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7.00-6.90 (4H, m), 4.13(2M, q, J=7.1Hz), 3.5T(4H, t, J=4.9Hz), 3.08(4H, t,
J=4.9Hz), 1.41(3H, t, J=T.0Hz).

MS(FAB) m/z:562 M + D).

Rl :219-221 C.

(EHiF103) 4— {4— [3— (5—rmn—2-ThF¥—Tx)) -V
LA Rl =7z} —ERSDU—1—HVRVE (2—-2700-6—-AF)V—
Jx=)) =73 R (LEaWES1-46)

(EHpI 4 9) ERBEOHFET, Efifl (102a) THELNE1- (570N
Co T REV-TIDN) —3— (4—ERFVI-1-A)=Tz)) —UL

775 mg) &E2—700—6—AFN TV TF—F(0. 041 m

L) 25, ERkamo8 meg (91%) 2EBEHKELTRE
E-NMRA 7 )L (400MHz, DMSO0-d6) - & (opm)=9. 25 (1H, ), 8.22(1H, d, J=2.8Hz),
8.21 (10 s), 8.11(1H, s), 7.32(2H, d, J=9.0Hz), 7.30(1H, dd, J=7.1 and 1.6Hz),
7.18(1H, d, J=6.6Hz), 7.14(1H, dd, J=7.8 and 7.8Hz), 6.99(1H, d, J=8.6Hz),
6.95(2H, d, 1=9.4Hz), 6.92(1H, dd, J=8.6 and 2.4Hz), 4.13(2H, q, J=7.1Hz),
3.60 (4H, t, T=4.1Hz), 3.09(4H, t, J=4.7Hz), 2.20(3H, s), 1.41 (3H, t, J=T.0Hz).
MS (FAB) m/z:542 (M + I)*
Bl : 159-161 C.
(%%W104)4—{4—[3—(5—0DD~2fI%$9—71:w)—W
LA K] =720 —ERS DL —1—JVRVE (2,6 —PAF)N =72
~-73I B (LEWES1-60) | |
(EiEl4 9) ERBOAFET. EHf (102a) THELNEL- (5—-70H
9T RFEI—TrI)) —3— (4—ERFPI—-1—-AN—Tz)V) ~TUL
7 (75 mg)gz,6—?}?»71:w4vv7fwb<o.o4z mL)
BB, EELAWO 5 me (91%) ERKEMEELTEE.
'H-NMRZ %% )b (400MHz, DMS0-d6) : & (ppm)=9. 25 (1H, s), 8.22(1H, d, J=2.4Hz),
8. 11 (11, s), 7.95(1H, s), 7.33(2H, d, 1=9.0Hz), 7.02(2H, ), 7.03-7.00(1H, m),
6.99(1H, d, I=8.6Hz), 6.96(2H, d, J=9.0Hz), 6.92(1H, dd, J=8.6 and 2.8Hz),
4 13(2H, q, J=6.9Hz), 3.60(4H, t, J=4.7Hz), 3.08(4H, t, J=4.7Hz), 2.15(6H, s),
1.41(3H, t, J=7.0Hz).
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MS (FAB) m/z:522 (M + H)*.
R : 144-146 C. | _

(ERFI1 05) 4— {4— {3— (5—rUO—2-ThFL—Tz2)) -
LA R] —7x)V) —ERIDU—1-HRIVE (2—-7)0F0—6—tUT
WA AFIN—T7z=)V) =TI R ((bAYES1-18)

(EHEfi4 9) EFRMOFIET, Kl (102a) THRENEZ1- (5-rn0nO
—2-LbhF¥-—TxZ)) —3— (4-ERITVI-1-A)N=T=xz)l) -UL
¥ (75 mg) E2—-ThF0—6—bUTINAOAFINT 22V T TF—h
(0. 043 mL) 5. ERKAW101 meg (87%) BREEMKELT
B, | |
IH-NMR:Z %27 I ) (400MHz, DMSO-d6) : 6 (ppm)=9. 25 (1H, s), 8.33(1H, s), 8.22(iH, d,
J=2.8Hz), 8. 11(1H, s), 7.63-7.51(3H, m), 7.33(2H, d, 1=9.0Hz), 6.99(IH, d,
J=8.6Hz), 6.95(2M, d, J=9.4Hz), 6.92(1H, dd, J=8.8 and 2.6Hz), 4.13(2H, q,
J=7.1Hz), 3.58(4H, t, J=4.9Hz), 3.07(4H, t, J=4.9Hz), 1.41(3H t, J=6.8Hz).
MS (FAB) m/z:580 (M + H)*.

Rl : 146-148 C.

(EMFi106) 4— {4— [3— (5—rOp—2—ThFy—T7z2))) -
VARl =722k} —ERIVY—1-HNRIEE (4—APFP—2-2F)
—Tzo) —7 IR (LBBES1-144) |

(EHbI4 9) ERBOFET, Efl (102a) THSNEL- (5-r00
—2—ThFY—Tx)) —3— (4—-ERSGVY—1—-A=T7z2)) —IL
7 (75 mg) E4—AFFT—2=-AFNT7zZIIAVTTF—h (0. 044
mL) N5, ERbEEwo 8 meg (91%) ZKEEBHRELUTEE.

'H-NMR Z %% b )l (400MHz, DMSO-d6) : & (ppm) =9. 25 (1H, s), 8.22(1H, d, J=2.8Hz),

$.11(1H, s), 8.02(IH, s), 7.322H, d, J=9.0Hz), 7.02 (1H, d, J=8.6Hz), 6.99 (IE,
d, J=9.0Hz), 6.94(H, d, J=8.6Hz), 6.91(1H, dd, J=8.6 and 2.8Hz), 6.76(1H, d, .
J=2.7Hz), 6.68(1H, dd, J=8.5 and 3.0Hz), 4.13(2H, q, J=7.1Hz), 3.71(3H, ),

3.56(4H, t, J=4.THz), 3.08(4H, t, J=4.9Hz), 2.13(3H, s), 1.41(3H, t, J=6.8Hz).
MS (FAB) m/z:538 (M + I*.

Bl : 210-213 C.
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(FEWafl107) 4— {4~ [3— (5~-rAR-2-ThFr—Tz2)) -
L1 R] — 7z} —ERSD—1—HVRVB (2 ﬁl:lt:I 4 — 7(9‘)1/— '
TJx2)l) ~T7IR (LAMES1-116)

(EHEF 4 9) EREOHIET, %ﬁ%(lOZa)THbﬂtl—(S ZAnin
C T hFEYV-TIII) —3— (4—ERSVI—1—AN—TzZ)) —IL
¥ (75 mg) &£2—/0un—4-— XT)VJz:)Iﬂr‘/*‘/Yﬂ‘“—I\ (53 mg)
M5, REEEA 100 mg(92/)%§%@%X&bfato
-NMRZ X2 )L (400MHz, DSO-d6) : & (ppm)=9. 25 (1H, s), 8.22(IH, d, J=2.4Hz),
8. 21(1H, s), 8. 11(1H, s), 7.33C1H, d, J=7.9Hz), 7.32(C3H, d, J=9.0Hz), 7.27(1H
4. 7-1.2H2), 7.08(1H dd, 1=8.5 and 1.3Hz), 6.99(1H, d, J=8.6Hz), 6.95(2H, d,
1=9.0Hz), 6.92(1H, dd, J=8.6 and 2.8Hz), 4.13(2H, q, J=7.1Hz), 3.58(4H, t,
J=4.6Hz), 3.09(4H, t, J=4.6Hz), 2.28(3H, s), 1.40(3H, 1, J=7.1Hz).

MS (FAB) m/z:542 (M + H)*.
Rt : 124-126 C. | |

(EHH108) 4— {4— [3— (2—=APFI—=5—-AF)—Txz)) -
V%F]—7I:w}—5&§§>¥1—ﬁwﬁy% (2, 3=VAFN—T )
~73I R (LBWES1-373)

(FEfEf 4 9) ERBROFIET, Ehabl (47 2) TEALNEL— (2—-ARFY
5 AFN—Tr)) —3— (4—ERFVY—1—A)—TzZ)) —ILT
(68 meg) £2, 3—VAFNTxZNAVLTF—F (0. 042 mL) »
5. EEbam93 meg (95%) Z2EILEHRELTERL
H-NMRZ 2% % )l (400MHz, DMS0~d6) : & (ppm)=9. 10 (1H, s), 8.19(1H, s), 8.07(1H, ),
7.99(1H, d, J=2.3Hz), 7.34(2M, d, J=8.9Hz), 7.02-6.92(4H, m), 6.88(2H, d,
J=8.9Hz), 6.73(1H, dd, J=8.0 and 1.8Hz), 3.84(3H, ), 3.58(4H, t, J=2.8H2),
3.08(4H, t, J=4.9Hz), 2.24(3H, s), 2.23(3H, s), 2.04(3H, s).

MS (FAB) m/z:488 (M + H)*. '
RiLE @ 217-219 C.

(ERF109) 4— {4— [3— (5—/nO—2—ArF¥—T7x)) -
LA R] =720} —ERSGVY—1—IVRIE (4—XPFP—2-RAF)
—7x2)V) =73 R (bEWMES1-143)
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(ERfl4 9) ERBOAET, £HEh (6 7a) THAGNEL- (5-ron—
2—ARFL—TroJ) —83— (4—ERSGVU—1—AN~Tz))) —TIL7
(72 meg)ed—ARFY=2-AFNTzoNAVLTF—1(0.047 m
L) 5, EifLa®wo 5 me (9 0%) 2MEKEKKRELTRL,

'H-NMRZ %27 b (400MHz, DMSO-d6) : & (opm)=9. 15 (1H, s), 8.27(1H, s), 8.22(1H, d,
J=9.8Hz), 8.01(1H, s), 7.30(2H, d, J=9.0Hz), 7.02(2H, dd, J=8.6 and 8.6Hz),
6.96-6.92 (3K, m), 6.75(1H, d, J=3.1Hz), 6.68(1H, dd, J=9.0 and 2. 8Hz), 3.87(3H,
$), 3.71GH, s), 3.56(4H, t, J=4.9Hz), 3.06(4H, t, J=4.9Hz), 2.13(3H, s).
MS(FAB) m/z:524 (M + B,

Fl: 225-226 °C.

(EWHEF110) 4— {4—[3— (2-ZhFT—Tx)) ~TLAR] =7
T —ERIVI—1 AR (4—RAFFY—2-AFN—TzI)
—-73 R (bEWES1-147)

(FEHWEH 4 9) LEBOHET. i (80a) THENEZ1— (2—-ZhFT
—TzI) —3— (4—ERSVL—1—A—Tz2)) —ILT (68 mg)
EA—APFY—2—=AFNTzAYITF—F (0. 044 mL) H5. &
RMLEM 91 me (90%) 2HMEKRKRELTHEL.

-NMRZ <2 N JL (400MHz, DUSO~d6) : & (ppm)=9. 15 (1, s), 8.10(1H, dd, I=T.4 and
1.9Hz), 8.01(1H, s), 7.95(1H, 8), 7.32C2H, d, 1=9.0Hz), 7.03(1H, d, 1=8.6Hz),
6.97(IH, dd, J=7.8 and 2.0Hz), 6.93CH, d, J=9.0Hz), 6.89(1H, ddd, I=7.5, 7.5
and 2.162), 6.85(1H, ddd, 1=7.7, 7.7 and 1.8Hz), 6.75 (I, d, J=2.7Hz), 6.68 (1H,
dd, 7=8.2 and 3.2Hz), 4.12(2H, q, J=7.1Hz), 3.71(3H, ), 3.56(4H, t, J=4.9Hz),
3.06(4H, t, J=4.7Hz), 2.13(3H, s), 1.41(3H, t, J=T.1Hz).

MS (FAB) m/z:504 (M + H)*.

R : 202-203 C.

(EWHP111) 4— {4— [3— 2—LhF¥Y=5=AFN~-Tz2)) -7
ARl =722} —ERIDU—1 BRI (4—ARFT—2-AF))
—7z2) =7 3R ({LEWES1-146) 4

(EHfl 4 9) ERBOFET. EEH (83 a) TESNEL— (2—ThFy
—5—AFNT TN —3—(4—ERFD—1—A)—TxzZ)) =L 7 (7
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1 mg)Ed—ArFY—2—AFNTzNAIYIT7F—h (0. 044 mL)
N5, AW S 4 me (82%) BHEEEMREL TR,

H-NMRZ %2 )b (400MHz, DMSO-d6) : & (ppm)=9. 14 (1H, ), 8.02(1H, s), 7.96 (1H, d,
1=9.3Hz), 7.89(1H, s), 7.32(H, d, 19.0Hz), 7.03(1H, d, 7=8.6Hz), 6.94CH, d,
7=9. 0Hz), 6.85(1H, d, J=8.2Hz), 6.76(1H, d, J=2.7Hz), 6.68(2H, dd, J=8.2 and
9.4Hz), 4.07(2H, q, J=6.9Hz), 3.71(3H, s), 3.56(4H, 1, I=4.9Hz), 3.0T(4H, t,
J=4.3Hz), 2.21(3H, s), 2.13(3H, s), 1.38(3H, t, J=7.1Hz).

MS (FAB) m/z:518 (M + H)*.

(%ﬁﬂllZ)4—{4—[3—(2—1%#?—5—7W?D—71:W)—

WL K] — 7o) —ERSTY—1—HIVRIEE (4—AMFT -2 AT

V=Tl =73 R (bamES1-142)

(EHaf 4 9) ERBOHFET. EFl (89 a) THESNE1 - (2-ThF¥
5T AO—T o) —3— (4—ERFV—1—-A)=T7zZ)) —UV
7 (72 meg) EA—ARFY—2-AFNTTZNAVITF—F (0. 044
ML) 75, EE{LEW9 0 me (89%) FWMEIIERKELTHEL,
IE-NMRZ %2 )b (400MHz, DMSO-d6) : & (ppm)=9. 30 (1H, ), 8.16(1H, s), 8.02(1H, d,
1=9.8Hz), 7.99(1H, d, J=3.1Hz), 7.32(2H, d, I1=9.0Hz), 7.03(lH, d, J=8. 2Hz),
6.97(1H, dd, J=8.8 and 5.3Hz), 6.94C2H, d, I=9.4Hz), 6.76 (16, d, J=3.1Hz),
6.71-6.65(2H, m), 4.10QH, q, J=7.1Hz), 3.7T1(H, ), 3.56(4H, 1, J=4.THz),
3.07(4H, t, J=4.9Hz), 2.13(3H, s), 1.40(3H, t, J=6.8Hz). ’

MS (FAB) m/z:522 (M + H)*.

Bl : 186-189 C.

C(EHpI113) 4— (4— [3— (5-=7NFTO—2—-AbFT-Txz)) —
G4 K] —Tzol} —ERIVY—1—JVEE (4—AbEY—2-AF
NW—TJx=)) =72 R (bEmES1-14D

(EHiFl4 9) EREOHFET. EEF (96 a) TRSNEL - (5-7)F0
C9sARFY—TzTIN) —3— (4—ERFVI—1-AN-TxzI)) ~UL
7 (69 mg) E4—ARFY—2—AFNTzWAVITF—F (0. 044

‘mL) 25, EEEAMO0 me (89%) EEEIEMRILTREL.
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H-NMR Z %% | )1 (400MHz, DMS0~d6) : & (ppm)=9. 16 (1H, s), 8.30(1H, s), 8.02 (18, d,
J=3.1Hz), 7.99(1H, d, 1=3.1Hz), T7.31(2H, d, 7=9.0Hz), 7.03(1H, d, J=8.6Hz),
6.98(1H, dd, J=8.8 and 5.3Hz), 6.93(2H, d, I=9.0Hz), 6.75 (10, d, J=2.THz),
6.73-6.67(2H, m), 3.86(3H, s), 3.71(3H, s), 3.56(4H, t, J=4.9Hz), 3.06 (41, t,
I=4.9Hz), 2.13(H, s).

- MS(FAB) m/z:508 (M + H)*.

Rl : 216-218 C.

(EHifl114) 4— (4— [3— (5—rOAa—2—XA+F¥—7=xz)) —Y
LA K] T} — BRIV~ 1 —HVEVE (2,6 —IAF—T 22
— 73R (LEmER1-59) | '

(EHH4 9) EFRBEOFET. Eifl (67 a) TESNZ1- (5-rno-
2—ARFL—TzTW) —8- (4—ERIVY=1-AN=TzZ)) ~TLT
(72 meg) £2, 6—VAFNTzZAVLTF—F (0. 042 mL) »
5. EELAWO 0 me (8 9%) EHMEEMKEL TR,

H-NMRZ X% ) (400MHz, DMSO-d6) : & (ppm)=9. 15 (1H, ), 8.28(1H, ), 8.22(1H, d,
J=2.4Hz), 7.94(1H, s)? 7.3‘1 (2H, d, 1=9.0Hz), 7.03(2H, s), 7.01(2ﬁ, d, J=8.6Hz),
595 (1. d. 7=8.7Hz), 6.94 (2, d, 1=8.2Hz), 3.88(3H, ), 3.50(4H, 1, J=4.9Hz),
3.07(4H, t, J=4.9Hz), 2.14(6H, s). ‘

MS (FAB) m/z:508 (M + D)™

B 2 216-218 C.

(W1 15) 4— {4— [3— (5—rnO—2—ArFI—T7z2))) —U
V4FI—7i:w}—E&59>—1—ﬁwﬁ>@ (2—7)vAr—6—hKU7T
NAORAFN—T7 o)) =73 K (LEWESI-1D)

(EHfil 4 9) EFOHET, EfEhl (6 7a) THSNKLL— (5-rHH~
oA RE—TTTI) —3— (A—PRFTVY—1—AN—TzZ) —TILT
(72 mg) E2—TNhAO—6— U TNFOAFNT AV ST F—h
(0. 043 mL) 75, WEALAWI 7 me (86%) ERABHKRELTH
7zo
I-NMRZ 2% %7 )V (400MHz, DMSO-d6) : & (ppm)=9. 17 (1H, s), 8.33(1H, s), 8.28(1H, ),
899 (1, d, J=2.4Hz), 7.63-7.51(H, m, 7.31(2H, d, J=9.4Hz), 7.00(1H, d,
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J=8. 6Hz). 6.95(1H, 4, J=8.6Hz), 6.94(3H, d, J=9.4Hz), 3.8T(3H, s), 3.58(4H, t,
J=4.7Hz), 3.06(4H, 1, J=4.THz).

MS(FAB) 1/2:566 O + B)*.

Bl : 156-158 C.

(%ﬁ%116)4—{4—[3—(2—IF$9—71:W)—7V4F]—7
o —ERSG Y- 1 —HIVERVE (2,6 - AF)I— TV =73 Rk
A%%ﬁlw)

(EfEE 4 9) EFBEOFET. Eifl (80a) TRENLL — (22— FFY
i) -3 (4—PRFVI—1 A N=TzT) —ULT (68 me)
E2 6—VUAFNT oAV TF—b (0. 042 mL) H5. EEfLay
90 me (93%) EWL>IEkFELTRE, | |
HNMRA 2 )b (400MHz, DSO-d6) : & (ppm)=9. 15 (1K, ), 8.10(1H, dd, J=T.9 and
9. 0Hz). 7.95(H, 4, I=4.6Hz), 7.32(H, d, 1=9.0Mz), 7.04-7.02 (1K, m), 7.02 C2H,
$). 6.97(IH dd, 1=7.8 and 1.6Hz), 6.94(2H, d, J=9.0Hz), 6.89 (IH, ddd, J=T.7,
7.7 and 2.1Hz), 6.85(1, ddd, J=T.6, 7.6 and 1.7Hz), 4.12Q2H, q, J=T.1H2),
350 (4. 1, I=4.6Hz), 3.07(AH, 1, I=4.9H2), 2.15(6H, s), 1.41(3M, t, 1=6.9Hz).
MS (FAB) m/2:488 (1 + ID*.

Rl 204-205 C.

(%FW117)4—{4—[3—(2 IF#/ 7I~W)—WV4F]—
S RS UY—1—JVEE (2 —7)bAE—6— FUTNFOAFI
—7x=)V) — 73R (bEmEE1-2)

(%%W49)&ﬁ%@ﬁ%f\%%ﬂ(SOa)T%Bﬂtl—(Z—IF*V

1)) — 83— (4—ERFV—1—-A)N—TxZ)) —ULT (68 mg)

L2 -70AB=6—hUTNFAAFNT 22 AY¥TF—h (0. 043 m
L) 75, EEb&m104 me (93%) EHEAMRELTREL.

H-NRZ <27 1) (400MHz, DMSO~d6) : & (opm) =9. 15 (1, 5), 8.32(1H, 8), 8.10 (1H, dd,
[=7.7 and 2. 9Hz), 7.95(1H, s), 7.62-7.49 3H, m), 7.32(2H, d, J=9.0Hz), 6.97(1H,
4d. 7-8.0 and 1.8Hz), 6.93 2K, d, 1=9.0Hz), 6.89(IH, ddd, J=7.6, 7.6 and 2.0Hz),
6.85 (1H, ddd, J=7.6, 7.6 and 1.5Hz), 4.12CQH, q, I=6.9H2), 3.58 (4t t, J=4.9Hz),
3.06(4H, t, J=4.5Hz), 1.41(3H, t, J=6.9Hz).
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VS (FAB) m/2:546 (M + I*.

R : 139-141 C.

(= 118) 4— {4—[3— (2—ThF¥—5—AFN—Tz2)) =
LA K] = T2} —ERSTY—1—HVRVE (2,6 —IAFN—TzZ)))
~73 R ({LEMES1-62) '

(EZHifl 4 9) EFEBEOFET, Ehgl (83 a) T pNfz1— (2—TLbhF¥
CEAFNT I — 83— (A—ERFTT—1—A =Tz —ILT (7
| me) £2, 6—UAFLTEINAVITF—k (0. 042 mL) B5.
fmErams 8 meg (87%) 2EELIAMRELTREZ.

H-NMRZ A2 L (400MHz, DMSO-d6) : & (ppm)=9. 14 (1H, ), 7.96(lH, d, J=2.4Hz),
7.94(1H, s), 7.90(IH, s), 7.33(2H, d, J=9.4Hz), 7.04-7.02(3H, m), 6.94C2H, d,

71=9. 0Hz), 6.85(1H, d, J=8.2Hz), 6.68(1H, dd, 1=8.2 and 2.4Hz), 4.07CH, q,

1<6.9Hz), 3.60(4H, 1, T=4.7Hz), 3.08 (4, t, T=4.7Hz), 2.21(3H, ), 2.15(6H, s),
1.38(3H, t, I=6.9Hz). ' | '

MS (FAB) m/z:502 (M + H)*.

R : 222-225 C.

(11 9) 4— {4— [3— (2—ThFI—5—AFN—TzZ)) —U
LAR] =722} —ERSVUL—1—HIRVE (2-7)hFu—6—-FU7
)l/?l‘l:l)(?)l/ Jr=)V) =73 E (bEmES1-20)

(EWEF 4 9) EEBEOHFET, Eigl (83 a) ’C?'%b:htl— (2—xhF

L5 AFNT oI —3— (4 —ERFV—1—A =T z2)) —T VT (7
1 meg) &2-7hF0—6— MU TNABAFNT 22V T F—1 (0.
043 mL) »5, Etd®m101 me (9 1%) 2EE7EMRELUTE
7zo ‘
E-NMR:Z 722 )1 (400MHz, DMSO-d6) : 6 (ppm)=9. 15 (1H, s), 8.33(1H, s), 7.96(1H, d,
J=9.4Hz), 7.90(1H, s), 7.63-7.51(3H, m), 7.33(2H, d, J=9.0Hz), 6.94CH, d,
1=9.0Hz), 6.85(1H, d, J=8.2Hz), 6.68(1H, dd, J=9.0 and 2.0Hz), 4.07(2H, g,
1=7.1Hz), 3.58(4H, t, J=4.6Hz), 3.07(4H, i, J=4.5Hz), 2.21(3H, ), 1.383H, 1,
J=6.9Hz).

MS (FAB) m/z:560 (M + H)'.
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Bl 144-146 C.

(EHit120) 4— {(4— [3— (2—ZbFF¥—5—-AF)—T7x)) -
VAR] =7z2)k} —EXRIYI—1-HEH B (2-700-4—-AF)—
JxZ)) =73 R (LaYwHEE1-113)

(EfEgl4 9) LFEROFIET, Eifigl (8 3a) THLENEL—- (2—ThF
=5 —AFNTxzZ)) —3—(4—ERFD—-1—-A)—7xZ)V) —IL7T (7
1 mg) &2—700—-4—-AF)NTzZWAVITF—F (50 mg) b5,
EifbEa 88 me (84%) 2BEI/EHMKREL THRE.

- H-NMRARZ7 )l (400MHz, DMS0-d6) : 6 (ppm)=9. 17(1H, s), 8. 24 (1H, s), 7.99(IH, s),

7.93(1H, s), 7.35(3H, d, J=7.8Hz), 7.30(1H, s), 7.11(1H, d, J=8.6Hz), 6.96 (2H,
d, 1=9.0Hz), 6.87(1H, d, J=8.2Hz), 6.71(1H, d, J=8.6Hz), 4.08(2H, q, J=7.1Hz),
3.60 (48, brs), 3.10(4H, brs), 2.28(3H, s), 2.22(3H, s), 1.39(3H, t, T=6.8Hz).
MS (FAB) m/z:522 (M + H)*. |
Bls : 119-122 C, .

(ERF121) 4= {4—-[3—- 2—bF¥—7z)) —TIVLAR] -7
TV} —ERITI—1—JVRVE (2-Z0O0-4—-AFN—-T7x2))) —
732K ({lbkemEE1-119)

(EfEf4 9) LRAROHIET. £ifl (80a) TRLHNEZ1 - (2-TbhFY

=T7xZ)) —3— (4—ERIFDPUY-1—A)N=TxzZ)) —ULT (68 mg)

E2-708—4-AF)NTxZNAVTT7F—h (50 mg) 5. EiLaw

190 me (88%) BEAGHKELTAER.

"H-NMRA X% )l (400MHz, DMS0-d6) : & (ppm)=9. 20 (1H, s), 8.24(1H, s), 8.13(1H, d,
I=7.9Hz), 7.99(H, s), 7.35(2H, d, J=T.8Hz), 7.35(1H, d, 1=9.4Hz), 7.30(1H, s),
7.10(1H, d, J=8.6Hz), 7.01-6.85(5H, m), 4.13(2H, q, J=6.6Hz), 3.59(4H, t,
J=b. 3Hz), 3.09(4H,' t, J=4.3Hz), 2.28(3H, s), 1.41(3H, t, I=6.9Hz).

MS(FAB) m/2:508 (M + H)*,

e 2 179-181 C.

(EiEp122) 4—{4—-[3— (2—ZhF¥—-5-—7NFa—-—7=z=))) —
VA R] =7z} —ERSI D1 -HNHR B (2-r700—-4—AF)
—7zZ)V) —73IR (bBYBES1-114)
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(EHipl4 9) EFEBEOHET, EiEF (8 9a) TESNEL— (2—ThF¥
—5—IFO—Tro)) —3— (4—EXRSPI-1—-A)=TxZ)) —UV
7 (72 mg) £2—ZO0O—4—AFNTz=WAVYT7F—h (50 meg)
NG, EIEEm96 me (91%) 2EBEHMRELTRE.

'H-NMR.Z 2% ™)1 (400MHz, DMS0-d6) : & (ppm) =9. 34 (1H, s), 8.25(1H, brs), 8.19(1H,
$), 8.03(1H, dd, J=12.3 and 2.6Hz), 7.35(3H, d, I=9.4Hz), 7.29(1H, ), 7.10(1L,
d, J=8.2Hz), 6.99(1H, dd, 9.0Hz and 5.0Hz), 6.95(2H, d, J=8.6Hz), 6.70 (14, ddd,
J=8.1, 8.1 and 3.0Hz), 4.12(QH, q, J=7.1Hz), 3.59(4H, t, J=4.5Hz), 3.09(4H, t,
J=4.5Hz), 2.29(3H, s), 1.40(3H, t, J=6. 8Hz).

MS (FAB) m/z:526 (M + H)*.

B/ : 155-157 T ,

(EMfi123) 4— {4— [3— (5-ThFO—2-ArF¥—TzZ)b) —
G4 K] —Txo) —ERIVY—1—ANEVE (2-700-4—AF)
—ozo)) —73 K (LAmERI-113) |

(EHF 4 9) EFRBEOFET. EHifl (96 a) TELNZL- (5—-7)FD0
A REL—TIo) —3— (A—ERTVI—1—A =Tz —TL
7 (69 mg) £2—-r700—4—AFNTzZNAVITF—b (50 me)
M. EEMAMO 4 me (92%) BEEIZEHRKRELTHEE.

H-NUR 2% b (400MEHz, DMSO-d6) : & (opm)=9. 21 (IE, s), 8:34 (11, 5), 8.24(IE, s),
8.03(1H, dd, J=11.8 and 3.1Hz), 7.35(1H, d, J=7.4Hz), 7.33(2H, d, J=8.6Ha),
7.98(1H, s), 7.10(1H, dd, J=8.4 and 1.8Hz), 7.00(1H, dd, J=8.8 and 5. 3Hz),

6.96 (26 d, 1=8.6Hz), 6.73(1H, ddd, J=8.4, 8.4 and 3.8Hz), 3.87(3H, ), 3.59(4H,
{, J=4.9Hz), 3.09(4H, t, J=4.7Hz), 2.28(3H, s).

MS (FAB) m/z:512 (M + .

Bles : 233-235 C.

(EHf124) 4— (4— [3— (2=AbF¥—Tz2)) —ULAR] =7
o) —ERSUL—1-HNRIE (2-27800-6—AFN—Tx)) —
73R (LEWEBF1-318)

(124a) 1— (2—ARFY—7z2))) —3— (4—-ERFVI—1—-1)—
Jxz)y) —ULY
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%%W(47a)&@ﬁ LT (i1 3) TR genfz4— {4—-[3— (2—
ARFL—Tzo))) —TLAR] =72} —ERIFVI-1-HNRIR t
et t—TFINIAFI (0. 640 g) HHERLAWO. 467 g (96%)
EEBEHR L L TR,

MS (FAB) m/z:327 (M + ™.

(124Db) 4—{4—[3= (2—A+F¥—Tz)) —TLAR] —7zZ)l}
RS- 1—HNRVE (2—run—6—AF)N—TJx)l) —FTIR

C(EREE4 9) EFRBOHET. EMEM (124a) TESNEL- (2—XhF
S—gro)) —3— (4—ERFV—1—-A)=Tx2))) —ULT (65 m
g) £2—r0u-=6—-AFNTzZ)IVITIF—h (0. 041 mL)#B\

C EEAm T8 me (79%) EHEHRELTEL,

H-NMR:Z %% k)L (400MHz, DMSO-d6) : 6 (ppm)=9. 11 (1H, s), 8.24(1H, s), 8.13(1H, dd,
J=7.6 and 1.8Hz), 8.13(1H, s), 7.33(3H, d, J=9.0Hz), 7.22(1H, d, J=6.6Hz),
7.17(1H, dd, J=15.2 and 7.4Hz), 7.01(1H, dd, J=7.8 and 1.2Hz), 6. 97-6. 87 (2H,
m), 6.95(2H, d, J=8.9Hz), 3.88(3H, 5), 3.61(4H, t, J=4.3Hz), 3.08 (41, t, J=4.6Hz),
9.20(3H, ). | .

MS (FAB) m/z:494 (M + H)*.

Rl : 245-247 C.

(EMF125) 4— {4— [3— (2—7)Fa—T=2)) -1 R] =7
o} —ERSUI—1-HIRVEE (2—-2700-6—AF)N—Tx)) —
FIR (LaimEE1-319)

(125a) 1— (2=70F0-Tz2))) —3— (4—ERIFDZ—1—A)—
JxrzZ)) ULy :

Sl (47 ) EFRICLT (b1 4) TR {(4- [3- (2-
INFO—T ) —ILA Rl =722} —ERFVI— 1AV t
ert—7FINIZAFIN(0. 622 g)hoETLEMW0.471 g(100%).
ZHEEHERE LU THERZ.

MS (FAB) m/z:315 (M + H)*.

(125b)4—{4—[3—<2—7win—71:w)—WV%F]—?x:w}
—ERTY —HNRIVEE (2—-r7O00—-6—AF)N—7x2)) —TFIF
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(EMiFl4 9) ERABOBHET, £l (125a) THSNZL— (2-T)F
O—7z2)) —3— (4—ERFPY—1—AN—7xz2)V) -7 (63 m
g) £2—-700-6—AFNTzZNAVIT7F—hk (0. 041 mL) »5,
EE ka8 0 meg (83%) ZHEMKELTHE. '

H-NMRZ %27+ )L (400MILz, DMSO-d6) : 6 (ppm)=8. 93 (1H, s), 8.52(1H, s), 8.24(1H, s),
8.16(1H, ddd, J=8.2, 8.2 and 1.4Hz), 7.34(2H, d, 7=9.0Hz), 7.34-7.32(1H, m),
7.95-7. 11 (4H, m), 7.02-6.97.(1H, m), 6.96 (2, d, J=9.0Hz), 3.61(4H, t, J=4.6Hz),
3.09(4H, t, J=4.7Hz), 2.20(H, s). |

MS (FAB) m/z:482 (M + B)*.

Bl : 232-234 C.

(Rl 126) 4— {4— [3— (2—roO-7z=))) —IL1 K] =7x
“Y —ERSVUY—1—HIARVE (2—-Z00O-6—AF)—T7x)) =7
IR (EEWEE1-380)

(126a) 1— (2—0n—7z2))) —3— (4—ERFVL—1—A)—7
==J)v) ULy

Sl (47 a) ERBEICLT (EHfi15) TRSNEA— (4— [3— (2—
pOb—7z=)l) =LA R] =72} —ERSTUL—1—HVRVE te
rt—=7FIVIAFI (0. 646 g) NOEELAMO. 496 g (100%)
B EMRE L TER. |
MS (FAB) m/z:331 (M + H)*.

(126b) 4— {4— [3— (2—rno—-7=x=2))) —ULAR] —7z=)b}
—E¥RSTU—1—hIVARVE (2-700—-6—AF)—T7xz2)) —FIFR

(FEfim 4 9) EEBROFET, Eififl (126 a) THSGNAE1- (2—-70n0
—TxZ)) —3— (4—ERIDY—1-A)=7xZ)) —TL7 (66 me)
E2—-r0n—6—AFNTzINAVITF—k (0. 041 mL) 5, &L
L& 90 meg (90%) ZABHKRKEL THEE.

H-NMRZ +% 7 I )b (400MHz, DMSO-d6) : 6 (ppm)=9. 26 (1H, s), 8.25(1H, s), 8.23(1H, s),
8.18(1H, dd, J=8.6 and 1.6Hz), 7.45(1H, dd, J=8.0 and 1.4Hz), 7.35(H, d,

1=9.0Hz), 7.32(1H, d, J=9.4Hz), 7.28(1H, d, J=7.0Hz), 7.21(1H, d, J=6.6Hz),
7.17(1H, dd, J=15.2 and 7.8Hz), 7.02(1H, ddd, I=7.6, 7.6 and 1.4Hz), 6.97(2H,
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d, J=9.4Hz), 3.61(4H, t, J=4.5Hz), 3.09(4H, 1, T=4.9Hz), 2.20(3H, S).
MS (FAB) m/z:498 (M + I)*.
BILEC: D260 C (5M8) . .

(EHHI127) 4— [4— (3—0—FUN=TLA ) —7z2)l] —ERS
DU—1=HIVRVE (2—r7B00—-6—AF)N—T7xz)) -T2 (LEWE
£1-381) |

(127a) 1— (4—ERIDY—1-A)—Tz2))) —3—0—bUl—7L
S |

Efifl (47 a) EFABICLT (Egil 6) TE5hE4— {4— [3—0— b
UN—ILA K] =T} —ERIDL—1—HVEVEE ter t —TFIT
27 (0. 616 ) MOEEMAWO. 451 g (97%) eH@EEHKE
LTHE~,

MS (FAB) m/z:311 (M + )",

(127b) 4— [4— (3=0—RFU—TLAR) —TzZ)l] —ERTI>—
1-JVRVBE (2-2700-6—-AF)N—7x2))) —F3IK

(g4 9) LFEEQHET, EMfl (127 a) TELNEL- (4—ERS
Dy—1—4—7z2)) —3—0—hUJ—IL7F (62 mg) &2—-ru0n
— 6 —=AFN T4V T7F—hr (0. 041 mL)»5, Eitlbk&H8 3 m
g (87%) &WHENEKELTEE, |
MR <2 L (400NHz, DHSO-d8) : & (ppm)=8.90 (1E, ), 8.24(1H, s), 7.91(IH,
brs), 7.85(1H, d, J=8.2Hz), 7.35(2H, d, J=9.0Hz), 7.34-7.32(1H, m), 7.23-7.12(4H,
m), 6.95(2H, d, J=8.6Hz), 6.94-6.91(1H, m), 3.61(4H, t, J=4.5Hz), 3.08(4H, t,
J=4.THz), 2.24(3H, s), 2.20(3H, s).

MS (FAB) m/z:478 (M + B
Bl : D260 T (4R .

(EHFI128) 4— {4— [3— (2—TFN-Tz=)l) ~IL1K] —7x.
SOV} —ERSVI—1—HRVE (2-700-6—-AF)N—Tz)) =7
IR (LBaWES1-382)

(128a) 1— (2—IFN—Tz2)) —3— (4—ERFVY—1—A V=7
T=)V) —ULYy '
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EH (47 a) EREEICLT (EHF 1L 7) TEenk4— {4- [3— (2
TFI—Tz=) =LA Rl =7z} —ERGPU—L—ANHRVE te
rt—FFIITAFI (0. 637 g) HEEIEAMO. 486 g (100%)
ZEaEmERE LU TEE.

MS (FAB) m/z:325 (M + H)*.

(128Db) 4— {4— [3— (2—FN—-Tx)) —ULAR] =72V}
RSV —1-=HVEVE (2—ru0—-6—AF)—TJx)) —TIF

CERE 4 9) ERBEOFET. EfF (128a) THLNE1- (2-IF)
1)) —8— (4—ERSTP—1-AN—7z=)) —ULT7 (65 mg)
Lo—rOn—6—AFNTIIAAVITF—F (0. 041 mL) »5. i
ka8 5 meg (87%) ZBEMKELTEE, | |
H-NMR.Z %27 |+ )l (400MHz, DMSO~d6) : & (ppm)=8. 89 (1H, s), 8.24(1H, ), 7.89 (11, 's),
7.81 (16, d, 1=8.207), 7.35(2H, d, J=9.0Hz), 7.34-7.32(1H, m), 7.23-7.12(4H, m),
7.01-6.97(1H, m, 6.95(2H, d, J=8.9Hz), 3.61(4H, t, J=4.5Hz), 3.08(4H, t,
J=4.THz), 2.61(2H, q, J=7.4Hz), 2.20(3H, s), 1.17(3H, t, J=7.4Hz).

MS (FAB) m/z:492 (M + H)*. | |
Rl : 217-219 C.

(ERp129) 4— {(4— [3— (2=APF¥Y—5-AF)—Tx)) =V
LA Rl — 7z} —ERGDU—1—-HNRCE (4—TD0E-2-70H—
Jxo))) — 73R (LAWES1-384) |

(&4 9) EFBEOHET, EHfl (47 a) TEBENEL— (2-AMFY
L5 —AF—T I —3— (4—ERFVI—1—-AN—TzZ)) —ULT
(68 mg) £4—TJOE~2-7007xTNAVTTI—F (70 mg) »
5. EELEM109 meg (95%) EREHKELTRE,

H-NMRZ 7% % )l (400MHz, DMSO-d6) : & (ppm)=9. 08 (1H, s), 8.36 (1H, brs), 8.05(1H,
). 7.96(IH, s), T.70(1H, s), 7.47(2H, s), 7.31(2H, d, J=9.0Hz), 6.92(2H, d,.
1=9.0Hz), 6.86 (16, d, J=8.9%Hz), 6.70(1H, d, J=8.2Hz), 3.81(3H, s), 3.58(4H, t,
J=4.THz), 3.06(4H, t, J=4.5Hz), 2.20(3H, s)."

MS (FAB) m/z:572 (M + H)*.

R : 140-142 C.
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(EWH130) 4— {4— [3— (2—-FOEN—Tx2)) —TLAR] =7
o) —PRSTY—1 RV (2-708-6—AFN—TxzZ)) =
IR (LAmEE1-389)

(130a) 1— (2=7AE—7z2)) —3— (4—ERIDVY—1—1A)-
Jx=)V) —ULY

EjEsl (47 a) kﬂﬁ%’b'c (%73’“{%1 8) TELNE4— {4— [3— (2—
Jael-7z2)) —TbAR] =72} — RGO 1 MR t
er t—TFINITATIN. 877 g)hoiEifta®mo. 677 g(100%)
ZHEmEKELUTEZ,

MS (FAB) m/z:339 (M + H)*.
(130D) 4— {4— [3— (2—FOLN—Tz=l) —ILA K] =7=2)))
—PRSTY—1—HRVEE (2-ZO0—6—-AFN—T7zZ)) —TIF

(EWF 4 9) EFRBOFET, EHF (130a) THHNEL1- (2- wAnlel
Wegrogl) —3— (4—ERFVY—1—AN—Tx2)V) —ULT (135 m
g) £2-r00—6—AFNTzZhAVYTI—b (0. 082 mL) 5,
EEA 179 me (88%) EMBEEKRELTEL. |
IH-NMR:Z X% T )b (400MHz, DMSO-d6) : & (ppm)=8. 78 (1, s), 8.21 (1H, s), 7.77(1H, d,
1=9.4Hz), 7.75(1H, s), 7.32(2H, d, 1=9.0Hz), 7.33-7.29(1H, m), 7.21-7.10 (4F,
m, 6.97-6.92(IK, m), 6.93(2H, d, J=9.0Hz), 3.60(4H, t, J=4.9Hz), 3.07(4H, t,
J=4.3Hz), 9.55(2H, 1, J=T.4Hz), 2.20(3H, s), 1.59-1.54(2H, m), 0.94(3H, t,
1=1. 4Hz) .

MS (FAB) m/z:506 (M + H)*.
R : 216-217 °C.

(EHEHI131) 4— (4— [3— (2,5 -IAFN=Tz2)) ~TLA K]
o) —ERSUY—1—HNRVE (2—-780-6—AF)N—T )b
—~73 R (bEYEE1-390)

(131a) 1— (2, 5=PAFN—T7zZ)) —3— (4—EXFIZ—-1—A1
=Tz —ILT

Sl (47 a) ERBEICLT (EFI19) TR hE4— {4— [3- (2,
5 —UAF—TroIV) —TLA Rl =TV} —ERTVI— 1 IR VB
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tert—7FNIAFIN (0. 849 g) MHiEika#mo. 649 g (10
0%) Z2HARBREMKRELTRL.

MS(FAB) m/z:325 M + D). -

(131Db) 4— {4—[3— (2,5—-TIAF)— 71MW)—7V4FJ—71

SV} —ERSGVUY—1—HVRVE (2-2700-6—-AFN=Tx=)) -7

S |
(EWifF 4 9) ERBRDFET, %ﬁﬁ(lBla)T%bhtl—(z 52

AFN—Tz)) —3— (4—ERFDY—1—A)—Tz2)V) —ULT (65

mg)E2—run—6—AFNTzINAVTTF—h(0. 041 mL) 5,

mLAS 1 meg (83%) EEBAKMKREILTREL.

-NMRZ %2 T ) (400MHz, DMSO-d6) : 6 (ppm) =8. 80 (1H, s), 8.21 (1K, s), 7. 76 (1H, s),

7.68(1H, s), 7.32(2H, d, J=9.0Hz), 7.32-7.29(1, w, 7.19(1, d, J=6.2Hz),

71510, dd, J=15.2 and 7.4Hz), 7.01(1H, d, 7=7.9Hz), 6.93(2H, d, 1=9.0Hz),

6.72(1H, dd, J=7.4 and 1.9Hz), 3.60(4H, t, J=5.1Hz), 3.07(4H, t, J=4.3Hz),

2.94(3H, s), 2.20(3H, s), 2.18(3H, s).

MS (FAB) m/z:492 O + H)*.

Rl : 251-253 C.
(%%WISZ)4—{4—[3—(5—9DD—2—%F#?—71:W)—W

Lt K] =T 2ol BRI DY~ 1 —JVEVE (2,6 -7 00—T =)

~73I R (LAmER1-31) |
(%mm49)&Hﬁ@ﬁﬁf\%ﬁm(67a)fébhtl—(5 7an—

29— ARFT—Tro)) —3— (4—ERFVU—-1-A)=TxzZ)) —TULT

(72 meg) &2, 6—yroa7zAVY7F—ht (566 meg) b, &

a9 4 mg(86/)é REGHERE L TR,

H-NMRZ ~% 27 )L (400MHz, DMSO—d6) : & (ppm)=9. 16 (1H, s), 8.51 (1H, s), 8.27(1H, s),

8.99(1H, d, J=2.0Hz), 7.49(2H, d, J=7.8Hz), 7.30(2H, dd, J=8.8 and 8.8Hz),

7.31-7.926 (1H, m), 7.02-6.93 (2H, m), 6.94(2H, d, J=11.0Hz), 3.87(H, s), 3. 60 (44,
t, J=5.1Hz), 3.09(4H, t, J=5.1Hz).

MS (FAB) m/z:548 (M + D™
I’T‘ﬂl\n\\ . 189_190 OC.
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(EMM133) 4— {4— [3— (2—-TbF¥—Tz2)) —ULAFR] =7
T} —ERSTY—1-HVRVE (2,6-Yron-—T7xz2)h) —T7IF @t
Y% E1-35) o ‘ 1
_(%%ﬂ49)&ﬁ%@ﬁ&fy%%W(SOa)T%Bhtl—(2—1%#?
—gro))) —83— (4—ERFVI—1—-AN—TzZ)V) —ULT (68 mg)
32,6—y0u571:»4vv7%—k(561n@ﬁ%h%%mé%96 m
g (90%) HEREHMRE L TR,

IH-NMRZ %% T )b (400MHz, DMSO-d6) : 6 (ppm)=9. 16 (1H, s), 8.51(1H, s), 8.10(1H, dd,
J=7.5 and 2.4Hz), 7.96(1H, s), 7.49(2H, d, J=8.2Hz), 7.32(2H, d, J=9.0Hz),

7.97(1H dd, J=8.6 and 7.9Hz), 6.99-6.93(1H, m), 6.94(2H, d, J=9.0Hz), 6.89 (1H,
ddd, 1=7.8, 7.8 and 2.2Hz), 6.85(1H, ddd, J=7.6, 7.6 and 1.5Hz), 4.12CH, q,

J=6.9Hz), 3.60(4H, 't, J=4.7THz), 3.08(4H, t, J=4.8Hz), 1.41GH, t, J=6. 9Hz) .

MS (FAB) m/z:528 (M + I*.
Rl - 164-166 C. |

(EHafl1 34) 4— {4— [3— (2—ZRF¥=5-AFN—TzZ)) —V
DA R] =T ol —ERS Ty~ 1 — VRSB (2,6-Yr00—7z2)l)
~73 R (bAamES1-34)

(EHipI4 9) ERBEOHET, £l (83 a) THLGNEL—- (2-ThF¥
5 AFATLIM) — 8- (4—ERFVY—1—AN=T W) LT (7
1 me) &2, 6-YruO7zoAVITF—F (56 me) »5. B
&#91 meg (84%) 2HEEMKREIL TEL,

H-NMRZ A2 I )l (400MHz, DMSO0-d6) : 6 (ppm) =9. 15 (1H, s), 8.51 (1K, ), 7.96 (1H, d,
1=9.0Hz), 7.90(1H, s), 7.49(2H, d, J=8.2Hz), 7.33(2H, d, J=8.6Hz), 7.28(1H, dd,
J=8.0 and 8. 0Hz), 6.95(2H, d, J=9.4Hz), 6.85(1H, d, J=8.2Hz), 6.69(IH, dd, 7=9.0
and 2.8Hz), 4.07(QH q J=7.1Hz), 3.61(4H, t, J=5.5Hz), 3.09(4H, t, J=4.5Hz),
92.91(3H, s), 1.38(3H, t, J=6.9Hz).

MS (FAB) m/z:542 (M + I*

Al : 159-161 C.

(& 135) 4— {4— [3— (5—roO—2-—ThF¥—Tx))) —U
LA Rl =72} —ERSVY— 1 —HR>E (2,6 -YrRE-7x2)b)
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73K (LEWES1-3D) |

(EFpA 9) ERBOHET. Efafl (102a) TESNEL- (5-r00
— 9T hRFI—Tro) —3— (4—EXRFTI—1—A)—T7zZ))) —UL
¥ (75 meg) &2, 6—yrunryz )1V 77—k (56 mg) b,
mEErAm 104 me (92%) B2EREHMRKELTREEZ
IH-NMRZ %% I )1 (400MHz, DMS0~=d6) : 0 (ppm) =9. 26 (1H, s), 8.51 (1H, s), 8.22(1H, d,
J=9.4Hz), S.11(1H, s), 7.49(2H, d, J=8.2Hz), 7.33 (2H, d, J=8.6Hz), 7.28(1H, dd,
j=8.9 and 8. 2Hz), 7.00(1H, d, J=9.0Hz), 6.95(2H, d, J=9.0Hz), 6.91(1H, dd, 1=8.8
and 2.6Hz), 4.13(H, q, J=6.9Hz), 3.61(4H, t, J=4.9Hz), 3.09(4I t, J=4.9Hz),
1.41(3H, t, J=T7.0Hz).

MS (FAB) m/z:562 (M + H)*.
Bl @ 135-137 C.

(EHf136) 4— {4— [3— (2= ARFI—5—AFN—Tz)) —Y
LA Rl =722} —ERIVI—1-JVRYB® (3-7n0—2-AF)—
JrZ)V) —73IR (bEWmES1-392)

(Ef4 9) ERBOHIET. EiEHl (47 a) TEBNEL- (2—-ARFY
L5 XF—TrI) —83— (4—ERFV—1—AN=Tz) —ULT
(68 meg) £E3—O0—2—AFNTzINAVITF—F (0. 040 m
L) 256, Eiiba¥ o 4 mg(92%)%%@%%&bfﬁto
H-NMRZ X2 )b (400MHz, DMS0-d6) : & (ppm)=9. 06 (1H, s), 8.40(1H, s), 8.04(1H, s),
796 (I d, J=2.4Hz), 7.31(2H, d, 7=9.0Hz), 7.23(1H, dd, J=4.7 and 4.7Hz),
7.14 (W, d, J=4.7Hz), 6.93(2H, d, I=8.6Hz), 6.86(1H, d, J=8.6Hz), 6.71(1H, dd,
J=7.4 and 2.4Hz), 3.82(3H, s), 3.59(4H, t, J=5.1Hz), 3.07(4H, t, J=4.5Hz),
2.22(3H, s), 2.18(3H, s). '

MS (FAB) m/z:508 (M + ).
Rl : 228-230 C.

(Efif137) 4— {5— [8— (2—=APF¥—5—-AFN—T7z2)V) —U
LA K] —BUDY—2—4)} —ERIDI—1-FVRVE (2—- M)A
OAFN—-T7z2)) —7 IR (LEHmES1-208)

(137a) 1— (2—ARFT—5=-AF)—T7z2)) —3— (6 -EXRTDY
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— 1A N=BUDY—3—14)) —ILT o
S (47 a) LRBRICLT (&3 8) THsNE4— {5— [3— (2-

ARFI—B5—AFIN—TzZHN) —TLAIR] —BUDZ=2-A)} —EXTT

S—1—HNEVE tert—7FIN TAFII(1. 04 g)h5ERLEWO.
651 g (83%) ZHARMKELLTEL.

MS (FAB) m/z:342 (M + H)*.

(137b) 4—{5—[3=(2—AFF¥—5-AFN—T7=z2)V) — UL K]
—PUYD— 2=} —ERSDU—1—=HNRB (2—MUTIFOAF)
Sz —FIR

(EHfl49) ERBEOHETERG (137a) TESNEZL1— (2—-AMFY
B AFN =TI —3—(6—ERTVL—1—AN—BUD—3 1))
—HL7 (66 mg) £2—FUINFOAFNTzZNAVTTF—hF (0. 0
45 mLl) HoEbEm48 meg (47%) 2XR—Ia@EEKELTHERZ.
IH-NMRZ %27 I )L (400MHz, DMSO-d6) : 6 (ppm)=9. 10 (1H, s), 8.32(1H, ), 8.13(1H, d,
J=2.5Hz), §.10(1H, s), 7.94(1H, d, J=1.6Hz), 7.74(1H, dd, J=9.2 and 2.5Hz),
7,68 4, J=7.8Hz), 7.63(IH dd, J=7.8 and 7.8Hz), 7.44(1H, 4, I=7.8Hz),
7.40(1H, dd, J=7.8 and 7.8Hz), 6.90-6.85(1H, m), 6.87(1H, d, J=8.2Hz), 6.72(1H, -
dd, 7=8.2 and 1. 6Hz), 3.82(3H, s), 3.57-3.52(4H, m), 3.47-3.41(4H, m), 2.22(3H,
s).

MS (PAB) m/2:529 (M + B)*.
Rl : 213-214 C.

(Eff138) 4— {5— [3— (2—APFI—5—AFN—T7z2)) =V
LA K] —BUDY— 21} —ERSTUY— 1 =R (2,6 -DAFI
—7zIl) ~T IR (EEWESI-69) | |

(Efap 4 9) EEBEOHFETERG (137a) THLNEZL— (2-AbFT
B AFN—T ) =3 —(6—ERFTVI—1—AN—EBUD—3 1))
—»L7(66 mg) &2, 6—IAFNTzZ)AVITF—r (0. 042 m
L) MoEEEem7 6 me (80%) E#R—YafEkELTEE,

'H-NMRZ %27 1)L (400MHz, DMSO-d6) : 6 (ppm)=9.07(1H, s), 8.15(1H, d, J=2.8Hz),
$.10(1H, ), 7.94(1H, s), 7.94(1H, d, J=2.3Hz), 7.73(1H, dd, J=9.0 and 2.8Hz),
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7.02(2H, ), 7.05-7.00 (1H, m), 6.98-6.90(1H, m), 6.87(1H, d, J=8.2Hz), 6.71(1H,
dd, 1=8.2 and 2.3Hz), 3.82(3H, s), 3.58-3.54(4H, m), 3.46-3.41(4H, m), 2.22(3H,
s), 2.14(6H, s).

MS (FAB) m/z:489 (M + I)*.

Bl : 221-223 C.

(EZHipI139) 4— {5— [3— (2—ArF¥—5—RAF)—7zZ)h) —U
LA K] —PUDY—2 -} —ERTDI—1—HIVRVE (2-7)VF0—
6 —FUINAOAFI—T722)) -7 IR (LEWES1-26)

(EHpl4 9) EFRBEOHFETERH (137a) THSNEL— (2-AMFY
5 AF—T ) —3— (6 BRIV —1—AN—EUI—3—1))
—HLY (66 mg) &2-7NF0-6—RUTNFAOAFNTZIAVTTF
—F (0. 043 mL) M5EEMLAWE 3 me (74%) ZEBEEIL TR
7zo ‘

IH-NMRZ X %7 I (400MHz, DMS0-d6) : & (ppm)=9. 08 (1H, s), 8.33(1H, s), 8.15(1H, d,
j=9.4Hz), 8.10(1H s), 7.94(1H, d,”J=1.9Hz), 7.74(1H, dd, J=9.0 and 2.4Hz),
7.64-7.50(3H, m), 6.87(1H, d, J=9.0Hz), 6.87(1H, d, J=8.2Hz), 6.72 (16, dd, J=8.2
and 1.9Hz), 3.83(3H, s), 3.56(4H, t, J=5.0Hz), 3.43(4H, t, J=5.0Hz), 2.22(3H,
s). |

MS (FAB) m/z:547 (M + H)*.

Al - 221-222 C.

(EfB140) 4— {5— [8— (2—AFFT—5—AFN—TxZ)) —U
LA R] —PUDY—2—a)} —ERSTU -1V (2,6—-Y700
—7z2)V) —T73IR (LEHES1-40)

(EHEF 4 9) ;ﬁ%mﬁiﬁ@%mw (137a) THESNEL— (2—AFF
5= AFN =TI — 83— (6 BRIV -1 —AN—EUYD=3—-1))
~mL7 (71 meg) £2, 6—yrpoayz)AV¥7F—h (56 mg)
NOELEW 6 3 me (74%) 2R—YaEEELTEE,

IH-NMRZ % %7 b ) (400MHz, DMSO-d6) : & (ppm)=9. 19 (1H, s), 8.51(1H, s), 8.20(1H, 4,
j=9.8Hz), 8.15(1H, s), 7.94(1H, d, J=1.6Hz), 7.77(1H, dd, J=9.0 and 2.8Hz),
7.49 (90, d, J=8.2Hz), 7.30(1H, dd, I=8.2 and 8:2Hz), 6.89(1H, d, J=9.0Hz),
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6.89 (10, d, J=8.2Hz), 6.73(1H, dd, J=8.2 and 1.6Hz), 3.82(3H, s), 3.59-3.55 (4L,
W, 3.47-3.43(4H, m), 2.22GH s). ‘

MS (FAB) m/z:529 (M + H)*.

Rl 222-224 C.

(EHm141) 4— {5— [83— (2—ThF¥—-7xz)) —UbIR] —E
JDY— 92—} —ERITI—1—hRIE (2—/00-6—-AF)—7
=) =73 R ({bEYHES1-56)

(141a) 1— (2-ThFo—Txo) —3— (6 —ERIDY—1—A)—
PUDY—8—AN) —ILT |
CERI (47 a) ERBEICLT (EMFI3 9) TRLNE4— {5- [3— (2

CTRFY-—Tro) =LA Rl —BUDY—2 -4} —ERIVI— 1R
CRUEE ter t—7F) TAFIN (1. 51 g) hoiERkawl. 27 g (1

00%) &Ly EEKELTEE,
NS (FAB) m/z:342 (M + I)*.

(141b) 4— (5— [3— (2—=Th*¥—7z2)) —ILA K] —EUD>
o} BRIV~ 1 —HVRVE (2—700—6 —AFN—T =)
73k

(EMF 4 9) ERBOFETERE (141a) THENZ1— (2-ThF¥
=) =3 — (6—ERFVY—1—AN—BUIY—3 ) =L 7T (1
37 meg) &2-700-6—AFNT=IAYSTF—F (0. 082 mL)
AoETEE 195 me (96%) ZRABENKELTER.
H-NMRZ A7 ) (400MHz, DMSO-d6) : & (ppm)=0. 20 (1H, s), 8.22(1H, s), 8.17(1H, d,
J=9.4Hz), 8.09(IH, dd, J=7.8 and 1.9Hz), 8.02(1H, s), 7.76(1H, dd, J=9.0 and
2. 4H2), 7.31 (1K, 4, J=T.6H2), 7.20 (1K, 4, J=0.612), 7. 15 (1K, dd, J=7.6 and 7. 6x),
6.98(1H, dd, 1=7.8 and 1.6Hz), 6.94-6.83(3H, m), 4.12(2H, q, J=6.8Hz),
3. 61-3.55 (41, m, 3.49-3.44(4H, m, 2.20(3H, s), 1.41(3H, t, J=6.8Hz).
MS (FAB) m/z:509 (M + H)*.
A : 185-186 C.

(EHm142) 4— (65— [8— (2—ZbhF¥-TJz)) —ULAIR] —E
Y- 22—} —BRID—1—HNEE (2,6 —IAFIN—Tz)))
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—73 R (b&mEE1-10)

(Efp 4 9) ERBOFETERI (141a) TRENEL - (2-ThF¥
) =3 = (6—ERFUY— 1= —BUD—3 1)) =TT (1
37 meg) £2, 6—yrOoaTz=AYI7F—b (0. 084 mL) »5
mE kA 182 meg (93%) ZHABEKELTELE.

E-NMR A% T )L (400MHz, DMSO-d6) : & (ppm)=9. 20 (1H, ), 8.17(1H, d, J=2.3Hz),
8.09(1F, dd, J=7.8 and 1.5Hs), 8.02(1H, 9), 7.95 (I, ), 7.75(H, dd, 1=9.0 and
2.3Hz), 7.09(2H ), 7.06-7.01(1H, m, 6.98(1H, dd, J=7.8 and 1.5Hz),
6.93-6. 82, m. 4 12QH q I=6.8Hz), 3.59-3.54(4H, m, 3.48-3.43(4H, m),
2. 14(6H, ), 1.41(H, 1, J=6.8H2). |

- MS(FAB) m/z:489 (M + H)*.

R : 188-190 C. |

(EMf143) 4— {5—[3— (2—ThF¥—T7=xz2))) —ULTFR] —E
JUY—2 -4} —ERSGVL—1-HRVE (2-7FE—-6—-FUT)
FOAFN—7x2)V) —73I R (LEWwES1-28)

(Efp4 9) ERBOBETEGA (141a) TELGNEL— (2-ThFY
—I2)) —3— (6 —ERFVY—1—AN—EUD>—=3—-1)) —TULT (1
37 meg)E2—INFa—6—hr)INFOAFNT 22V T TF—H (0.
086 mL) AoEILAMW 164 me (75%) ZRAEEKELTEE,.
H-NMRZ <% )b (400MHz, DMS0-d6) : 6 (ppm)=9. 21 (IH, s), 8.34(1H, s), 8.17(1H, d,
1=9.6Hz), 8.09(1H, dd, J=7.8 and 1.6Hz), 8.10(1H, s), 7.76(1H, dd, J=8.8 and
9.6Hz), 7.64-7.50(3H, m), 6.98(1H, dd, J=7.8 and 1.6Hz), 6.94-6.82(3H, w),
419220, q, J=7.0Hz), 3.59-3.52 (4H, m), 3.48-3.41(4H, m), 1.41 (3, t, I=T.0Hz).
MS (FAB) m/z:547 (M + B

HiE : 177-179 C.

(EMipl144) 4— {5— [3— (2—ThF¥—Txz)) —TULAR] —E.
UP—2 =)} —ERIDY—1-HIRIE (2,6—-Yr0o0-Tz2)))
—73 K (LEmES1-42)

(EMfI49) EFBOFETERM (141a) THSNEL- (2-ThFY
—Trm) =3 — (6 —ERFVY—1—AN—BUD>—3—1)) —TLT (1
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02 mg) &2, 6—yr7oO7z)(V¥7Fr—h (85 mg) »5iERl
&M131 mg (82%) zRABENKEL THZ.

H-NMRZ ~% %7 | )b (400MHz, DMS0-d6) : & (ppm)=9. 24 (1H, s), 8.55(1H, s), 8.20(1H, d,
J=2.THz), 8.12(1H, dd, J=7.8 and 1.6Hz), 8.05(1H, s), 7.78(1H, dd, J=9.2 and
9.7THz), 7.52(2H, d, J=8.1Hz), 7.30(1H, dd, J=8.1 and 8.1Hz), 7.01 (1H, dd, J=7.8
and 1.6Hz), 6.97-6.85(3H, m), 4.13(2H, q, J=7.'0HZ), 3.62-3.56 (4H, m),
3.51-3.45(4H; m), 1.42(3H, t, J=7.0Hz).

MS (FAB) m/z:529 (M + ™.

Bl : 170-172 C.
10

(Efigl145) 4~ {5— [3— (2—TLIPF¥—T7xz2)) —ILAR] ~F
JUY— 22—} —BRIVY—1—HNRIE (4—APFY—2—AF)—
J22)) —73 R (LAmwEE1-154)

(Efafld 9) EFEEOHETEMM (141a) TESNEL— (2—ThEY
—J7xZ)) —3—(6—EXRST>—1 —/f)l(—l:'")“/“?/— 3—1)L) -l 7 (1
02 me) E4—ARFI—2—AFNTZZNAYITF—hk (0. 066 m
L) AoERaml 14 me (75%) ZHEGEEKSLTER,

IH-NMRZ 2% %7 )V (400MHz, DMSO-d6) : & (ppm)=9. 23 (1H, s), 8.20(1H,~ d, J=2.THz),
8.12(1H, d, J=7.8Hz), 8.05(2H, s), 7.78(1H, dd, J=9.1 and 2.7Hz), 7.05(1H, d,
7=8.9Hz), 7.01(1H, d, J=7.8Hz), 6.96-6.85(3H, m), 6.78(1H, ), 6.71(1H, d,

1=8.20z), 4.13(2H, q, J=6.9Hz), 3.72(3H, s), 3.58-3.52(4H, m), 3.50-3. 43 (4H,
m), 2.14(3H, s), 1.42(3H, t, J=6.9Hz).

MS (FAB) m/z:505 (M + H)*.

Filss : 166-168 C. |

(EHif146) 4— (5— [3— (2—ThF¥—Tz2) —TLA K] -
DY~ 2=} —ERTV—1—HNRIE (2—r00—4—RAF)—7
t2))) 7 IR (LEWESI-126)

(4 9) EFBEOHFETEMM (141a) TESNEL- (2—ThEd
—TrTI) — 83— (6—ERIVL—1—A—BUD>—3 1)) ~7L7F (1
02 mg) &2—-r700—4—AFNTzZAVITFH—K (75 mg) "5
EEEam1 25 me (82%) EEAEEKELTEE. '
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IH-NMRZ X %7 )1 (400MHz, DMS0-d6) : & (ppm) =0.92(1H, s), 8.24(1H, s), 8.20(1H, d,
J=9.THz), 8.11.(1H, dd, J=8.0 and 1.8Hz), 8.05(1H, s), 7.78(1H, dd, J=9.0 and
9.7Hz), 7.35(1H, d, J=8.2Hz), 7.99(1H, s), 7.11(1H, d, J=8.2Hz), 7.01 (1H, dd,.
J=8.0 and 1.5Hz), 6.96-6.85(3H, m, 4.13(2H, q, J=6.9Hz), 3.60-3.54(4H, m),
3 51-3.45(4H, m), 2.28(3H, s), 1.41(3H, t, J=6.9Hz).

MS (FAB) m/z:509 (M,_+ 0.

Bl 136-137 C. '

(EHF147) 4— {6—[3— (2—R FFI—5—AFI)N—T7xz)) —U
L1 R] —¥UD>—2—1)V} —RFT—1-HINAR B (2—r700—4
—AFN -7z —TI R (LEWESI-124)

CERF4 9) EFBOFETERE (137a) THASNEL- (2-ARFEY
—5—AFIN =TI —3—(6—EXRTT -1 — =YD —3—1)1)
_wL7 (137 me) E2-20O0—4—AFNTzIMAVITF—R (10
1 meg) MoEELEMT7 8 meg (38%) EHEEMEELTEL.
H-NMRZ % )l (400MHz, DMS0-d6) : 0 (ppm)=9.07(1H, s), 8.21(1H, s), 8.14(1H, d,
7=3.1Hz), 8.09(lH, s), T7.94(1H, d, J=2.0Hz), 7.73(1H, dd, J=9..0 and 3.1Hz),
7.33(1H, d, J=7.8Hz), 7.27(1H, s), 7.08(1H, d, J=7.8Hz), 6.87(IH, d, ‘J=8.2'Hz),
6.86 (14, d, J=9.0Hz), 6.71(1H, dd, J=8.2 and 9.0Hz), 3.82(3H, s), 3.58-3.52 (4H,

m), $.48-3.42(4H, m), 2.28(3H, s), 2.22(3H, s).

MS (FAB) m/z:509 (M + H)*.
RiLs @ 214-215 C. | |

(Eff148) 4— {5— [3— (5—7)FO—2—ArF¥—Txz)) —
SLAR] —BUDY—2 A} —ERTTr—1—JVRVEE (2—-2Don-
6 —AFN—Tx=)) —TIR (LAHESI-50)

(148a) 1— (5=l —2—-R rEY—TzZ)) —3— (6 —ERTY
Yl —AN=EUYDT—3—AN) —ILT

Spfl (47 a) EFEBEICLT (Efp4 4) TRNZ4— {5— [3— (5-
TNFO—2— A REI—T 2N —ILA R] —EUPY—2-1)} —ERS
Sy 1—BNEVE ter t—TFN TAFN (1. 43 g) HOERLEY
1. 10 g (100%) =E@EEELTHEE,
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MS (FAB) m/z:346 (M + H)*.

(148D) 4= {5— [3— (5—TFA—2—-RARFL—T2Z))) —TLA
Rl —BUDY—2 AV} —ERSDI—1—HIRVE (2-200—6— A
Fh—Tz=)) —FIE

(FEfFI4 9) LFEBOFETERS (148a) THLNEZL— (5—7)b4DO
—2—ArFI—TzI) —3— (6 —ERTFV>—1—AN—EBUDP>—3—+
W) -7 (106 meg) E2-FOH-6—AFN Tzt TF—h (0.
061 mL) ASEEMLAWT 3 me (47%) 2EEAEAKELTEE.
IH-NMRZ %% | )l (400MHz, DMSO-d6) : 6 (ppm)=9. 21 (1H, s), 8.39(1H, s), 8.24(1H, s),
8.17T(1H, d, J=3.1Hz), 8.01(1H, dd, J=11.6 and 3.0Hz), 7.76(1H, dd, J=9.0 and
3.1Hz), 7.33 (1K, d, J=7.0Hz), 7.22(1H, d, J=7.0Hz), 7.17(1H, dd, J=7.0 and 7. 0Hz),
7.01 (1H, dd, J=8.8 and 4.9Hz), 6.91’(1H, d, J=9.0Hz), 6.74(1H, ddd, J=8.8, 8.8
Yand 3.0Hz), 3.88(3H, s), 3.61-3.55(4H, m), 3.49-3.44(4H, m), 2.20(3H, s)..<
MS (FAB) m/z:513 (M + D",
Bl 2 227-228 C. |

(EMf149) 4— {5— [3— (5—70A0~2-ALFI—T722))) —
LA R] —BUDY—2 )} —ERSVS—1-HIVRVE (2,6 —DAF
W=7z —FIR (LAWEE1-64)

(EMH 4 9) ERBOFETERY (148a) THASNEL— (5—7)4nO

—2-ARFY-TzZ))) —3— (6-ERIFD~-1—-AN-EYD—-3—1

WV —wL7 (106 meg) &2, 6 —YAFLTzZNAVITF—k (0. 0
63 mL) NoEZRAEM102 me (69%) ZRAEMKEL THEE.

E-NMRA X% )L (400MHz, DMS0-d6) : & (ppm)=9. 18 (1H, s), 8.36 (1H, s), 8. 14(1H, d,

J=2.7Hz), 7.99(1H, dd, J=11.4 and 3. 1Hz), 7.95(1H, s), 7.74(1H, dd, J=9.0 and
9.7Hz), 7.05-7.01(1H, m), 7.02(2H, s), 6.99(1H, dd, J=8.8 and 5. 2Hz), 6.88(1H,
d, 7=9.0Hz), 6.72(1H, ddd, J=8.8, 8.8 and 3.1Hz), 3.86(3H, s), 3.62-3.54(4H, -
m, 3.47-3.42(4H, m), 2.14(6H, s).
MS (FAB) m/z:493 M + D*.
Bl ¢ 226-228 C.

(ERH150) 4— {5— [3— (5—=INWFO—-2—ArFT—Txz))) —
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TLAR] —BUDY—2 -1} —ERGSTL—1—HIRVEE (2—7)4D
—6—5rU 7)l/7j‘r:l AFN—Tx=)) =TIV (bEWESFL1-22)

(Efafl4 9) ERBOFETERH (148a) TASNEL- (5-7)l4n
—2—AFFI—TzZ)) —3— (6—ERSFIDU—=1—4IV—-EYDP>-3—-1
V) =y ‘( 106 mg) E2—I7)0A0—6—MUIINFABAFIVT =Z)bA1
VI 7F—hk (0. 063 mL) NoERMuAEW T8 me (47%) EHEAMEK
EL TR , ,

II-NMRZ R %7 |~ )1 (400MHz, DMSO-d6) : 6 (ppm)=9. 19 (1H, s), 8.37(1H, s), 8.33(1H, s),

"~ 8.15(1H, d, T=2.7Hz), 7.99(1H, dd, J=11.2 and 3.1Hz), 7.74(1H, dd, J=9.0 and

2. THz), 7.64-7.50(3H, m), 6.99(1H, dd, J=8.8 and 5.4Hz), 6.89(1H, d, J=9.0Hz),
6.72 (1H, ddd, J=8.8, 8.8 and 3. 1Hz), 3.86 (3H, s), 3.58-3.52 (4H, m), 3.46-3. 41 (41,

m.

MS (FAB) m/z:551 O + H)*.
Rl ¢ 219-213 C.

(EHf151) 4— {5~ [3— (5—T)NF0—2—ARFI—Tx))) —
SLAR] —BUDY—2 4} —ERSVL—1—BILEVE (2,6—PsO
I:l,—7:c:)l/) -7 3R (b&HEES1-36)

(EHigl4 9) EREBOFETERF (148a) THELNEL— (5—7)bF0
—2—RAPEY—TrTI) —3— (6—ERIVI—1—AN—EUI>—3—
V) —mLT (69 me) &2, 6—IAFLIZINAVITI—k (56 m
g) NoEREW T 7T meg (72%) ZHBEEKEL TEE,

H-NMRZ #2%. | )l (400MHz, DMSO-d6) : & (ppm)=9. 21 (1H, s), 8.54(1H, ), 8.39(1H, s),
8. 17(1H, d, J=2.8Hz), 8.01(1H, dd, J=12.1 and 3.3Hz), 7.76(1H, dd, J=9.0 and
2. 8Hz), 7.52(2H, d, J=8. 9Hz), 7.30 (1E, dd, 1=8.2 and 8. 2Hz), 7.01(IH, dd, J=8.2
and 5. 9Hz), 6.91(1H, d, J=9.0Hz), 6.74(1H, ddd, J=8.2, 8.2 and 3.3Hz), 3.88 (3,
$), 3.62-3.56(4H, m), 3.51-3.44(4H, m).

MS(ES) m/z:533 (M + H)*.

Bliss : 228 C.

(EHEH152) 4— {5~ [3— (2—ARFY—B5—AFN—Tz)V) —
Lt K] —BUDY—2 =N} —ERFT—1 —H R (2,6 —-Y7)7
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O-7zob) —73 K (LAHES1-12)

(EMEH 4 9) LRBROBETERF (137a) THRLHNEZL— (2—-AhFT
— 5= RAFN—Tz) —3—(6—ERFD—1—-AN—EUIP>—=3 -1
—YL7 (68 mg) &2, 6—-Y7)FO-T7zZ)NAYITF—F (34 m
g) MoERLEm56 mg (57%) ZHAEMKELTEE.
IF-NMRZ %27 . | )} (400MHz, DMSO-d6) : & (ppm)=9. 20 (1H, s), 8.39(1H, s), 8.22(1H, s),
8.15(1H, s), 7.96(1H, d, J=1.8Hz), 7.79(1H, dd, J=9.0 and 2.3Hz), 7.35-7.24 (1H,
m), 7.13(2H, dd, J=7.2 and 7.3Hz), 7.08-6.96(1H, m), 6.90(1H, d, J=8.3Hz),
6.75 (1H, dd, J=8.3 and 1.8Hz), 3.84(3H, s), 3.64~3.60 (4H, m), 3.59-3.47(4H, m),
9.23(3H, s). |

MS(ES) m/z:497 M + I*.

Rl : 237-239 C. |

(EHM153) 4— (5— [3— (5—ThAO~2—ARF—Tx2)) —
LA K] —BUYDY—2 ()b} —PRIVI—1—HEE (4—ARED
—2—AF)N—T7x)) —T3IBR (UbEWES1-148)

(EHEf4 9) EREOFETERN (148 a) TEGNEL— (5—7)LF0
oA RFL—TIII) —3— (6—ERITY—1—AN—EBUDY—3 o
N =TLT (69 me)Ed—RAMFY =2 = AFNTzIhA VST F— k(0.
044 mlL) »5ERMLAEW28 me (27%) zHAEKELTEE
H-NMRA R 27 T )b (400MHz, DMSO-d6) : & (ppm)=9. 17 (1, 5), 8. 36 (1H, s), 8. 14 (1H, d,
J=9.7Hz), 8.01(IH, s), 7.98(IH, dd, J=11.3 and 3.1Hz), 7.73(1H, dd, 7=9.0 and
9.7Hz), 7.03(1H, d, J=8.2Hz), 6.98 (1H, dd, J=8.8 and 4. 9Hz), 6.87 (1L, d, 1=9. 0Hz),
6. 78-6. 66 (3H, m), 3.86 3L, 5), 3.71(3H, s), 3.71-3.57(4H, m), 3.47-3.41 (4H, m),
21360, 8). '
MS(ES) m/z:509 (M + ID*.

Bl 212-214 C. |

(Efigl154) 4— {5— [83= (5—-TNFHA—2-AMF¥=Tx2))) —
LA R] —BUDY—2 A} —ERTVI—1—HVRVE (2—roo—
4—AFN—7x=)v) =TIV (bahES1-120)

(Efafl 4 9) ERBOFETERE] (148 a) THSNEL1— (5—7)74D
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2 —ARFT—TII) —3— (6—ERTFVY—1—AN-BUDI—3—A
V) —~ULY (69 me) £2-7OH—4—AFNTzZMAVITI—h (5
0 meg) NoEFLAW6 1 me (59%) EHEEAKELTEE,
IT-NMRZ % ) (400MHz, DMSO-d6) : 6 (ppm) =9. 18 (1H, s), 8.36 (1H, s), 8.21l(1H, s),
8.14(1H, d, J=2.7Hz), 7.98(1H, dd,,J=11.3hand 3.1Hz), 7.73(1H, dd, J=9.0 and
2.THz), 7.33(1H, d, J=8. 2HZ), 7.27(1H, d, J=1.6Hz), 7.08(1H, dd, J=8.2 and 1. 6Hz),
6.99(1H, dd, J=9.0 and 5.0Hz), 6.87(1H, d, J=9.0Hz), 6.72(1H, ddd, J=9.0, 8.6
and 3. IHZ),A3.86(3H, s), 3.57-3.53(4H, m), 3.48-3.43(4H, m), 2.28(3H, s).
MS(FAB) m/z:513 (M + H)*.
mbrg s 217-218 C.

(EHifl155) 4— {5— [83— (2—ARFY—5-RXF)—Tx)l) -
L1 R] — U2V} —EXRFT—1 —ﬁ)bﬂf\/@ (4—7)vAa—
29— FMUZNFOAFN—T22))) —F IR (bawHB1-110) |

(EHEHI4 9) ERBOFETERG (137 a) TASREL— (2—ALFY
— 5= AFN =Tz =3 (6 —ERITVY—1—A)h—EUD>—3—1)})
—mL7 (102 meg) E4—TINhF0—2—RUINAOAFLNT oAV
7F—F (0. 065 mL) HSELAWE6 9 me (42%) ZEAREKEL
87, |
'H-NMRA X2 ]\)l/(500MHZ,DMSO;d6) : 6 (ppm)=9. 09 (1H, s), 8.36(1H, s), 8.16(1H, d,
J=2.8Hz), 8.11(1H, s), 7.95(1H, d, f=1.9Hz), 1. 75(1H, dd, J=9.0 and 2. SHz),
7.59 (16, dd, J=9.0 and 2. 8Hz), 7.56-7.44(2H, m), 6.88(2H, d, J=7.8Hz), 6.73(1H,
dd, J=7.8 and 1.9Hz), 3.83(3H, s), 3.57-3.52(4H, m), 3.46-3.41(4H, m), 2.22(3H,
s).

MS(BS) m/z:547 (M + D*

CFl 2 186-187 C.

(EHEfl156) 4— {4~ [3— (A=VAFNTI/—T7=Z)k) —ULAR]
—TxI} —ERSTUY—1-ANRVE (2—-/00-6—-AF)—Tx)))
~73IR (LatEs1-397) | |
(156a) 1— (4—VAFNFI/)—Tx2)b) —3— (4—ERSVU—1-—
AN=Tzh) —ILT
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SR (47 a) EFRICLT (EMFI2 0) TEBNE4— (4— [3— (4—
SRAFNTI ) ~T o) =LA K] =T 220} —ERT V-1 — AR
fﬁff{ tert—7FIWVITATI (0. 880 g) "oEERMLEW0. 679 g (1
00%) EEEEKELTEE,

MS(FAB) m/z:340 (M + H)*.
(156D) 4~ {4— [3— (4—VAFINTI/—Tz=)) —TLA K] =7

T BRIV 1 —HLRVE (2-200—6—AFL—T ) —

73R
(4 9) EFEEOHETENS (156 a) TEBNEL— (4— [3— (4
S DARFNTI ) =T xZI) =LA K] =Tz} —BRI DT — 1 —JLR
VB (2—-700—6—AFh—Jz)) —F3IR (68 meg) E2-r0On
6= AFNTZIAVITF—F (0. 041 mL) ASEEEAHSS m
g (87%) 2EBREMKRELTEL,
'H-NMRZ % %7 )l (400MHz, DMSO-d6) : 6 (ppm)=8. 34 (2H, brs), 8.23(1H, s),
7.33-7.31(5H, m), 7.24-7.15(4H, m), 6.95(2H, d, J=7.8Hz), 3.61(4H, t, J=3.5Hz),
3.08(4H, 1, J=3.9Hz), 2.89(6H, brs), 2.20(3H, s). |
MS(FAB) m/z:507 (M + H)*.
Al : 214-217 C. |
ERF157) 4— {4— [3— (2—sec—TFN~Tz=I) -2 LA K]
TV —ERTVY— L —ANEIE (2—-700—6—XFh—T )

=73 F (LEWEE1-398)

(157a) 1— (2—sec—TFN—TJxz=)) —3— (4—-EXRSFD>~1—-1

W=T7xZ)) —ULY

EREP (47 a) LRABRIZLT (EEF2 1) THESNE4—- {4—- 13- (2-
sec—TFINV—T V) — I UA R =Tz} —ERS D —1—-HINERVE t
ert—7FIVTAFIIN(0. 905 g)hoEE{t@®W0. 705 g(100%):
ZEaBERE L TEE.

MS (FAB) m/z:353 (M + H)*.

(157b) 4— {4— [3~ (2—sec—TFIN~7z=)) -1 R] —7=x

I} —ERSDU—1—HIRIEE (2—-700—6—AFN—TxI)) —7F
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CEfEfl 4 9) CRBROBGETEMRF (157 a) THESNZL— (2 —sec—7
Fh=7x2)) =3 (4—ERFP>—1—A—7x=))) ~IL7 (71 m
g) £2—700—-6—AFNTzZNWAVITF—b (0. 041 mlL) HHE
fbam8 2 mg (79%) 2EEREAKEKELTER,

'H-NMRZ %7 )L (400MHz, DMSO~d6) : 6 (ppm)=8. 72 (1H, s), 8.23(1H, s), 7.80(1H, s),
7.67(UH, d, J=7.9Hz), 7.34(QH, d, J=8.2Hz), 7.33(I1H, d, J=5.1Hz), 7.22 (2, d,
1=8. 2Hz), 7.18(1H, d, J=7.0Hz), 7.13(1H, dd, J=6.6 and 6. 6Hz), 7. 06 (1H, dd, J=7.8
and 7.8Hz), 6.95(2H, d, 1=8.6Hz), 3.61(4H, t, J=4.0Hz), 3.08(4H, t, J=4.3Hz),
2.92(1H, g, J=T.5Hz), 2.20(3H, s), 1.61-1.54(2H, m), 1.17(3H, d, I=6.3Hz),
0.81(3H, t, J=T.1Hz). |

MS (FAB) m/z:520 (M + B)*.

Rils 1 232-234 C.

(Ehit1158) 4— {4~ [3— 4=V 7O —Txz2)V) ~TL1 K]
— Tz} —ERSD—1—HNAR B m—ﬁnm—a—x?w—7z:»>
—73 R ({bawES1-399) 4
(158a) 1— (4—1VTHEN—-TzZ)) —3— (4—ERSV>—1—1
V=T zZ)) —TLT |
ERI (47 a) ERBHICLT (EMMI2 2) TESNE4— (4— [3— (4—
AVTOEN—~T2Z)V) =LA R] =Tz} —ERFD—1 —HIVRE
tert—7FIIAFI (0. 877 g) MEEILEWO0. 677 g (10
0%) ZREEKELTEE,

MS(FAB) m/z:339 (M + H)*.
(158Db) 4~ (4~ [3— (4—4VTOEN—Tz=)) —ILAK] =7

I —ERSDU—1-ANARVE (2—700—6—-AF)N -T2 —F

2R

(RiEp14 9) LFROBHETEES (158a) THRENEL- (4—1V 7O
EN=T7xzZ)) ~3—(4—EXRFIP—~1—-A4N—TJx2)V) —ILF7 (67 m
g) £2-700-6—AFNTzZNAVITI—bF (0. 041 mL) HhHiE
bam8 7 mg (86%) ZHGHKELTER.
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H-NMRZ %7 R )L (400MHz, DMSO-d6) : 6 (ppm)=8.43 (1, ), 8.35 (1M, s), 8.20(1H, ),
7.32(9H, d, 1=8.6Hz), 7.29(3H, d, J=8.2Hz), 7.19(IH, d, J=T.4Hz), 7.14(1H, d,
J=7.8Hz), 7.11(2H, d, J=8.2Hz), 6.92(2H, d, J=8.2Hz), 3.59(4H, i, I=4.5Hz),
3.05(4H, t, J=4.7Hz), 2.83-2.76(1H, m), 2.18(3H, s), 1.15(6H, d, J=T.1Hz).
MS (FAB) m/z:506 (M + H)*.
Rl < 278-280 C.

(15 9) A— (4— [3— (A—ThEY—T7z) —ILAK] =7
oV} —ERTT— 1 —HIVR VR (2—rnom—6—AF)N—7x2)V) —
73R (LEWEE1-400) |
(159a) 1— (4—ThF¥—7z2))) —3— (4—EXRFVZ—1—-A)-
7z —IVY | |
gl (47 a) EEBEICLT (Ef2 3) TAshk4— {4- [3— (4-
Ib#v—7z:w)—¢V4F]—71:W}—E&5§>—1—ﬁwﬁy@'t
er t —7FIITAFI(0. 881 g)#%%ﬁké%ol681 g (100%)
ZHAAEERE LU TER.

MS (FAB) m/z:341 (M + B)*. | |
(159Db) 4— {4—[3— (4—TbhF¥—7x2)h) —TbA Rl —7x=)b}
LPRSUL—1—HNEVE (2—r00-6-AF)—TzZh) —TIR

(EHif 4 9) LFRBOFETERS (159 a) TELNE1— (44— bhFT
Cgxm) —3— (4—ERFTVY—1-AN—TzZ)) ~ULT (68 me)
L9 pOO—6—AFNTTINAVITF—b (0. 041 mL) » 5k
&80 me (79%) ZHEMKEL TR
H-NMRZ %77 R )L (400MHz, DMSO-d6) : 6 (ppm)=8.32 (1K, ), 8.31(1H, s), 8.20 (1, s),
7.30(2H, d, 1=8.6Hz), 7.29(H, d, J=8.6Hz), 7.19(1H, d, J=7.0Hz), T.16(1H, d,
1=10.9Hz), 7.13(1H, dd, J=7.6 and 7.6Hz), 6.91(2H, d, J=8.9Hz), 6.82(2H, d,
J=8.6Hz), 3.95(2H, q, J=T.1Hz), 3.58(4H, brs), 3.05(4H, 1, J=4.7H2), 2.18G3M, -
s), 1.98(3H, t, J=T.1Hz).

MS (FAB) m/z:508 (M + H)*.
Rl 229-230 C. |
<£mm160>4—{4—[3—(4—1?»—71:w>—vv4P]—71
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U} —ERSTUI—1—HEIE (2—r0n—-6—-AFN—TJxz)) =7
IR (LAWEE1-40D)
(160a) 1— (4—TFh—7x=)) —3— (4—EXFIY—1—1)—=7
o) —ILY
Sl (47 a) EFREICLT (B2 4) TE5hk4— {4- [3— (4-
TF—Tz=)) —TLA Rl =7z} —ERSVU-1-HNECE te
Ft—=TFIIZFI (0. 849 g) MEHEELAWO. 649 g (100%)
FEEEEE U TRz,
MS (FAB) m/z:325 (M + DY
(160Db) 4— {4— [3~ (4=TFN—7x2)) —TLAR] —7xZ)}
CERTTY—1—HEVE (2-ZE0—6—AFN—Tz)) —TIK
(EHapi4 9) EFREOHETERH (160a) THGNEL- (4-TF)—
71:W)—3—(4—8&59?—1—4»—71:w)—WV7(65 meg)
9 —HHO—6—AFNTzIAYYTF—bk (0. 041 mL) »5&ERL
a8 7 meg (89%) EHEAMKELTHERE.
-NMRZ %% )L (400MHz, DMS0-d6) : 6 (ppm) =8. 44 (1H, s), 8.36 (1H, s) 8.20(1H, s),
7.32(2H, d, J=8.0H2), 7.30GH, d, J=8.0Hz), 7.19ClH, d, J=7.8Hz), 7.14(IH, ddd,

1=, 7.5 and 1. 5Hz), 7. 08 (2H, d, J=T.4Hz), 6.92 (2H, d, J=7.4Hz), 3. 58 (4H, brs),

3.05(4H, brs), 2.54-2.48CH, w), 9.18(3H, s), 1.13(3H, t, J=T. 6Hz) .
MS (FAB) m/z:492 (M + H)*. )
R : 239-241 C.

(FEfm161) 4— {(4— 13— (4—sec—TF)N—7x=)V) -7 LA K]
— T} —ERST—1 AR R (2—r7n0no—6—AFNV—7xz2)b)
—FIE (LAPEF1-40D)

(161a) 1— (4d—sec—TFN—Tz)) —3— (4—ERIDVZ~1—A
V—7x=)v) —UVT .

G (47 a) EREBICLT (EEF25) TESNZ4— {4- [3— (4—-
sec—TFN—Tz2)) =T LA Rl - Tz —EXFT—1 - — MRt
er t—7FINTAFIV(0. 905 g) MHEbka®wm0. 705 g (100%)
ZHAEKE L TEE.
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VS (FAB) m/2:353 O + B)*.
(161b) 4— {4— [3— (4—sec—TFFN—T==))) —ILT K] —7=
) —ERST—1—HVEVE (2-700-6-AFN—Tz) =T
IR ‘

(EHpI4 9) EFEBOHFETE-E (16 1 a) "C?%bﬂ’tﬁ_l — (4—sec—7
Fh—Tro)) —3— (4—ERFDY—1—A)=7zZ)V) —ULT7 (71 m
o) L2—r0a—6—AFNTzIhAVYTTF—h (0. 041 mL) N5EE
a8 7 me (84%) #HAMKELTRELR. ‘

INMRZ A2 )L (400MHz, DMSO-d6) : & (ppm)=8. 44 (1H, ), 8.36(1H, ), 8.21(IH,
$,7.32 (2K, 4, 18.6M1), T.30(H, d, 1=9.0H2), 7.20(1H, q, I=7.0H2), T.13(1H,
dd. 1=7.6 and 7.6Hz), 7.07(H, d, I=8.2Hz), 6.92(2H, d, 1=8.6Hz), 3.58(4H, t,

'J=4.3Hz), 3.05(4H, t, J=4.7THz), 3.02-2.98(1H, m), 2.183H, s), 1.54-1.47 (L,

n, 1.14GH d, J=6.7Hz), 0.74(3H, t, J=T.1Hz).
MS (FAB) m/z:520 (M + H)*.
Bl : 259-261 °C.

(EfEm162) 4— {4— [3— (4 —ThrEFEy—T7xz2)V) —'71/4’ Rl —
o) —ERSUY—1—hVERVE (2—700-6—AF)— Fx2l) —
7R (LAWER1-403)

(1622a) 1= (4—ThFP—Tz2))) —3— (4—ERIVY—1 -1 )b
7z=)) —ILT

Ll (47 a) ERAEICULT (g2 6) oEshikz4— {4— [3— (4-
FRES T —TLA K] =Tz} BRIV L—HVRVE
ert—JFFINITATIN(0. 937 g)hbiEEtamo. 737 g(100%)
& EaEEE U TERE.

MS (FAB) m/z:369 (M + H)*.
(162Db) 4—{4—[3— (4— FhEy—Tz2) —TLA K] —7:::#)1/}-
RSV —1-HNVEVE (2—rOn-6—AF)— Jr=l) —73R

(E=HEp 4 9) ERBOFETERG (162a) TRH>NEL - (4—T bhFY
—g1o))) — 83— (4—ERFVD—1—AN—T7zZ)) —UVT (74 meg)
Lo—rnn—6—AFNTzINAVITF—b (0. 041 mL) PEEREL
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&M102 meg (95%) ZEHREHRELTRER.
IE-NMR:Z %27 )b (400MHz, DMSO-d6) : & (ppm)=8. 35 (1H, s), 8.33(1H, s), 8.20(1H, s),
7.31-7.28 (5H, m), 7.19(1H, d, J=6.6Hz), 7.14(1H, dd, J=7.6 and 7.6HZ),‘6.91(2H,
d, J=9.4Hz), 6.82(2H, d, J=9.0Hz), 3.90 (2L, t, J=6.2Hz), 3.59(4H, t, J=4.THz),
3.06(4H, t, J=5.5Hz), 2.19(3H, s), 1.67(2H, t, J=7.6Hz), 1.42(2H, q, J=T. GHZ),‘
0.93(3H, t, J=T7.4Hz).
MS (FAB) m/z:536 (M + H)*.
Rl 2 218-219 C.

(W1 63) 4— {4— [3— (2—=7)0Fa—5—hUTNATOAFI =T

2=l WL R] —ToIl —ERIVY—1—JLRVEE (2-r00-

6 —AFIN—T7x=)V) —T7IR (LEWES1-404)
(163a) 1— (2—70F0—5—RUZNFBAFIN—Tz2)h—7z2)V)
— 83— (4—ERFVY—1—AN=TzZ)) —ILT |
EHiE (47 a) ERBEICLT &g 2 7) tEshk4— {4— [3- (2
INFE—5— R Y INFARAFN—T V) —ULA R =T xzZ)b} —ERT
Sy ILEVEE ter t—TFNIAFN (0. 965 g) MOEELE
Wmo. 765 g (100%) ZHEBEKELTEE.
MS (FAB) m/2:383 (M + I,
(163b) 4— {4—[3— (2—7NF0~5— N ZNAAAFI—T=2)))
oA R] =Tzl —PRSUY—1—HLRVE (2—2H0—6—AF
V—TzZh) —FIER
(ERf 4 9) ERBOFETERE (163a) THENEL- (2-7)FD
B NUINAORFN—T =Tz —3— (4— BRIV —1—F
V—Tx=h) —LF (77 mg) &£2—/0H—6—AFNT AV TT
F—h (0. 041 mL) "HERLEHM103 meg (94%) B EMR &
L THZ.
H-NRA 2 )b (400MHz, DUSO-d6) : & (opm) =8. 84 (1H, brs), 8.59(1H, s), 8.21(1K,
brs). 7.46(1H, dd, 1=9.6 and 9. 61iz), 7.32(4H, d, 1=9.0Hz), T.30(1H, d, J=6.7Hz),
719 d, J=6.92Hz), 7.14(1H, dd, J=7.8 and 7.8Hz), 6.95(2H, d, J=9.4Hz),
3.60(4H, t, J=4.7Hz), 3.09(4H, t, J=4.9Hz), 2.20(3H, s).
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MS (FAB) m/z:550 (M + IDF. -
Rl @ 228-230 C.
(ERH164) 4— {(4— [3— (2—r0O-5—hUTNFRAFI—Tx
=) —TLA K] —7zol} —ERIYY—1-AVRVER (2-7RR-6
—AFN—Tz=)) =T IR (LEWEF1-405)

'(164a)1—(2—9DD75—%U7»ﬁﬂ%?w—71:w—7I:W)f

3— (4—¥RFTY—1—AN—TzZ)) —ULT

Eml (47 a) LRABICUT (g2 8) tEshk4— {4— [3— (2-
pao-5— kU 7NAOAFN—T ) —TLA Rl =722 —EXTY
S 1-ANEVE ter t—TFFNIAFIN (0. 998 g) NS ERbLEY)
0. 798 g (100%) EEEEKELTHER. ‘

MS (FAB) m/7:399 (M + H)*. |
(164b)4—{4—[3—(2—7UD—5—%U7»1D%?»—71:w)
LA R] =TV} —ERS VY -1 AR (2—700—6—AF
V—7xz=)) — 73R |

(%ﬁ%49)&ﬁ%@ﬁ&?i%%(164a)fﬁéhtl—(Z—ODD—
5—fU7WjUf?W—7I:W“7IZW)—3_(4—EN5VV—1;4W
—gx=))) —uLT (77 meg) &2-700-6 - AFNTzZWAVITT
—} (0. 041 mL) »oEILAM100 me (88%) ZRMEMRELT
B7z, ‘ ' '

H-NMRZ %% )L (400MHz, DMSO-d6) : & (ppm)=9.33(1H, s), 8.63(1H, d, J=2.3Hz),
8.49 (10 s), 8.21(1H, s), 7.69(2H, d, J=8.6Hz), 7.34(2H, d, J=9.0Hz), 7.31(1H,
dd, 1=9.2 and 1.8Hz), 7.20(1H, d, J=6.2Hz), 7.14(1H, dd, J=7.6 and 7.6Hz),
6.96 (2H, d, 1=9.0Hz), 3.60(4H, t, T=4.6Hz), 3.09(4H, t, J=4.5Hz), 2.20GH, s).
MS (FAB) m/z:566 O + I |

Rl 1 249-251 C. '

(EHiF165) 4— (4— [3— (2—rnn—-5—-AF -7z —TJb
ARl =Tz} —ERGTVY—1-ANEVR @—0UD—6¥X%w—7
o) =73 R (LAmES1-406) |
(165a)1—(2—7DD—5—X?W—7IZW—71:W)—3—(4;5
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RSGPY—1—A=TzZ)) —ILT
S (47 ) EFRRICLT GEHMI2 9) TASNE4— (4- [3- (2
pOd-5—-AFN—T7z2V) LA Rl =Tz} —ERTVY—1-A)b

BB ter t—TFINIATFI (0. 890 g) MSEEMLAMO. 690 g

(100%) ZHABEKELUTEE.
MS (FAB) m/z:345 (M + H)*.
(165b) 4— {4— [3— (2—700—5—AFN—7x2)) —TLA K]
—ormIl) —ERS V-1 —HRVE (2—200-6—AFN—Tz)
-73 R , (
(%ﬁ%49)&ﬁﬁ@ﬁ&f%%%(l65a)fﬁ6hkl—(Z—ﬁmu—
5 AFN—Trh—Tz=) —3— (4—ERFVY—1—A =T xI))
oL (69 me) E2—FO0—6-AFNTZINAVITI—b (0. 0
41 mL) AOEELEMS T me (84%) EHENEMKELTEL
'I-NMRZ %7 )V (400MHz, DHS0-d6) : & (ppm) =8. 20 (2H, brs), 8.00(1H, s), 7.32(2H,
d, 7=9.0Hz), 7.31-7.28(1H, w; 7.28(1H, d, J=8.2Hz), 7.20(1H, d, T=6.2Hz),
7.14(1L, dd, J=7.6 and 7.6Hz), 6.94(2H, d, J=9.0Hz), 6.81 (2L, d, 7=8.9H2),

©3.60(4H, t, J=4.7THz), 3.08(4H, t, J=5.1Hz), 2.27Q3H, s), 2.20(3H, s).

MS (FAB) m/z:512 M + D)*.
Bl 2 D260 °C (B .

(EHI1 6 6) 4— {d— [3— (2—AFFY—5-AFN—TzZ)) —7
LAR] —72o)l) —ERSVUY—1—HVRVE (4—-73I/7-2-HUT)
FOAFIN—T o) —T3 R (LEDES1-108)

(166a) 4— {4—[3— (2=AFFT—5-AFN=T7z2)V) —ULA K]
Tz} —ERIUY— 1 IRV (4-=h0-2-RUTNAEAT
V—7x=J)V) =TI B

(EHHI4 9) ERBEOFET. Bl (47 a) TESNZL— (2-ARFY.
L5 AF—T o) —3— (4—ERFTT—1—A =Tz —TLT
(680 meg) E4—=bu—2—hJIZNFOAFNTzZNAVTTF—
(604 meg) b, Eifke®m1l. 10 g (96%) ZEEHMRELTEL.
MS (FAB) m/z:573 (O + H)*.
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(166D) 4— {4—[3— (2—=ArF¥=5—-AFNh—7zZ)) —TUbA K]
—Tro —ERTGVU—1—FARIE (4—F3/)—-2—-bUTNFBORAF

W—7xzzZ)V) =TI F

Sl (166 a) TEBNEA— {4— [3— (2—ARFEY—5—AFI—7
L) —LA K] —T ool —ERIUY— 1 —HLRVE (4—=bho—

o RUTNFOAFIN—T ) —FIR (1. 10 g) &10%/8TDTA

et (0. 11 g) OEAFRIEROZSY (20 mL) MBWEKARE
FSTF. SRTERLE, RBESWICOAFNTERY I REMA, BBl #
WA I T TRERL., KEBMAEKTHREL. BTN ULETEEL, &
BL. ELTEEL. BEMENISAZOR N7 4 —TRE (700X !
BETFILE : 1—1: 1. ZLTI/OORAT Y : A% /=20 : 15 : 1)
L. BonkEEZEBIFHTERGRL, Eba®w712 mg (6 9%)
BEERR & LT,

H-NMRZ <2 )L (400MHz, DMSO-d6) : 6 (ppm)=9. 08 (1K, s), 8.06 (1K, s), 7.98 (2H, d,
J=3.9Hz), 7.33(2H, d, J=8.2Hz), 6.98(1H, d, J=8.6Hz), 6.93(2H, d, I=8.2Hz),
6.88 (1, d, J=8.2Hz),.6.84(1H, s), 6.73(2H, dd, J=9.6 and 9. 6l1z), 5.47CH, s),
3.84(3H, s), 3.53(4H, brs), 3.03(4H, t, J=4.1Hz), 2.23(3H, s).

MS (FAB) m/z:543 (M + B)*.

Rl ¢ 244-246 C.

(EF167) 4— (4— [3— (2—APEY—5-AFN—TzZ))) -
LAR] =Tzl —ERSDI—1—HIRVEE (2-F3/)—6—AF)—
Jr=))) — 73R (LEMEF1-414)

EHm (16 6b) ERABEOFET. (EHEF60) THESNZ4— {4—- [3-
(2=APFY—5=AFN=—Tz) —TLAR] —Tx2)} —EXTI -
1—HNEVE (2—AFN—6—=ta—7=z=))) —7IF (975 mg)
MEES a6 6 7 me (7 3%) EEBRANKEL TR,

IE-NMRZ %27 b )l (400MHz, DMSO-d6) : 6 (ppm)=9. 05 (1H, s), 8.04(1H, s), 7.96(1H, d,
J=9.0Hz), 7.67(IH, s), 7.31(2H, d, J=9.0Hz), 6.92(2H, d, J=8.6Hz), 6.86(1H, d,
1=8. 9Hz), 6.81(1H, dd, J=7.4 and 7.4Hz), 6.70(1H, dd, J=8.8 and 2.2Hz), 6. 54 (1H,
d, 1=8.9Hz), 6.41(1H, d, J=7.5Hz), 4.66(2H, s), 3.82(3H, s), 3.58 (4H, t, J=4.9Hz),
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3.07(4H, t, J=4.9Hz), 2.22(3H, ), 2.05(3H, s).
MS (FAB) m/z:489 (M + D)™,
Rl @ 198-199 C. |
(EfEH168) 4— {4— [83— (Z—-APF¥—=5-AFN—TzZ)) U
LA R] =722)b) —ERIDY—1—JVRVE (4-73/—-2-r00-—

STzl T3 R (LAwER1-420)

(168a) 4—{4—[3— (2—AFFI—5-AF)h—T7x2)l) — T K]
el PRIV -1 —AVEVE (4—=hO-2-rOOo-7z=)))
~73R |

(EHHI4 9) LFBOHET, FlF (47 2) THBNEL - (2 A FED
5 —RAF =Tz —3— (4—ERFVI—1—A)—TzZ)) —ILT
(680 mg)i2—ron—4—=-bka7z)V4VTT7F—r(516 mg)
M5, EEAw1l. 07 g (100%) Z2BAHMKELTEL,
MS (FAB) m/z:539 (M + H)*. '

(168Db) 4—{4—[3— (2—APF¥—5-AFN—T7xz)) —TLA K]
ST} BRIV -1 —ANEVE (4—F3)—2~r0O—Tz=)l)
~73 R |

EHipl (166Db) EFAMBOAETERH (168a) THESNEZ4— (4- 13
— (2=ARFY=5-AFN~TzN) —TLA K] =Tz} —ERFD
—~1—HNREB 4-=—to-2—-roO—-7Jz=)b) —=F7IKR (1. 07 g)
POEELEW201 me (20%) ZEMEMKELTER,
E-NMRZ <27 )L (400MHz, DMSO~d6) : 6 (ppm)=9. 05 (1H, ), 8.03(1H, ), 7.98(IH, s),
7.96 (1H, d, J=2.4Hz), 7.30(2H, d, J=9.0Hz), 6.95(2H, d, J=9.0Hz), 6.91(1H; d,
J=9.0Hz), 6.86(1H, d, J=8.2Hz), 6.70(1, d, J=7.0Hz), 6.61(IH, d, I=2.3Hz),
6.45(1H, dd, J=8.4 and 2.6Hz), 5.23(2H, s), 3.82(3H, s), 3.53(4H, t, J=4.3Hz),
3.04(4H, t, J=5.1Hz), 2.22(3H, s). |
MS (FAB) m/z:509 (M + H)*.
Rl : 926-228 C.

(EHFl169) 4— (4— [83— (2—ARFIV—5—AFN—TxI)) -7
LA R] —=7x=)b} —ERSD—1 - HNVEVE (4—FTEFLTI)—2—
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run—7z=)) — 73R ({LEWEF1-426)

SHigl (168Db) TESNEL— {4— [3— (2—ARFL—5-AF)N~7
o)) =LA R] — 7z} —ERSDU—-1-HIINAKRVEE (4—T3)—
2-rnO-7x2)l) 73R (56 meg) OVAFLTERYIR (5 mL)
DU T EFL (0. 08 mL) 2EETMAZ. 4% RISRAWEE
BIF I THERL. KTHEL, TUTREL 2 BREWE VXTI T 4 TTLC (P
JUAAY Y/ AF ) —=)V10 1) THEELRE, BoNEEREAFTY /(YT
OENIT—5) (5: 1) FTHERLUERL. BRL, T UTHELZRL T, Eik
Y24 mgZRAENRELUTREL. o
H-NMRZ %27+ )l (400MHz, DMS0-d6) : & (ppm)=10. 0 (1H, s), 9.06(1H, s), 8.23(1H, s),
8.04(IH, s), 7.96 (1K, d, J=1.1Hz), 7.81 (1K, s), 7. 34 2, s), 7.31 (2H, d, J=8. 2Hz),
6.92 (O, d, 1=9.0Hz), 6.86(1H, d, J=8.2Hz), 6.70(lH, d, J=8.6Hs), 3.81GH, s),
3.56(4H, brs), 3.05(4H, t, J=4.1Hz), 2.20(3H, s), 2.02(3H, s).

MS (FAB) m/z:551 (4 + H)*.
R : 155-157 C. |

(EHEH170) 4— (4— [3— (2—ARFI—5—AFh=Tz2))) —¥
LA R] =722k —ERSGDI—1—HVEVE (2—ARFY—6—AF)
—7x2)) =73 R ({LEWEF1-89)

FURRASZY (119 meg) OEAY/OORY > (5 mL) B2 — A
hEL—6—AFN Tz T=U> (137 me)EIAYTOELIFILT I
> (0. 38 mL) OEAYZOOAYY (5 mL) BWRERER TP D EH
Tli. WFETH. £l (47a) TEBNEL- (2—AMFY—5—XF)
—7xZ)) —3— (4—ERFDU—1—A)N—TxzZ)) —ULY (340 m
g) VAV TUENIFNTI (0. 38 ml) OEATZ7OOAS Y (5 m
L) i EETO- < D ERSEAMICHE T L. SKEME. RINESWZEMEL.
FEle TF )V EAKTHER U7z FTH U ZBEERZER L, ANF5 2 EH@R T F IV THE L., -
ZUTHEZRLT, BERa®w361 meg (72%) 2HEMRELUTEL,
MR A2 )L (400MHz, DMSO-d6) : & (ppm)=9. 10 (1E, s), 8.07(1H, s), 7.99(IH, d,
J=1.5Hz), 7.77(1H, s), 7.34(2H, d, J=8.6Hz), 7.10(1H, dd, J=7.9 and 7.9Hz),
6.96 (2H, d, J=0.0Hz), 6.96(1H, d, J=9Hz), 6.88 (1H, dd, J=7.4 and 7.4Hz), 6.82 (1L,



10

15

20

25

30

WO 2006/004200 PCT/JP2005/012635

263

dd, J=8.4 and 8.4Hz), 6.72(1H, d, J=8.2Hz), 3.84(3H, s), 3.T3(3H, s), 3.59 (4K,
{, J=4.1Hz), 3.07T(4H, t, J=5.1Hz), 2.23(3H, s), 2.12(3H, s).

MS (FAB) m/z:504 (M + H)*.

Rl ¢ 200-203 C.

(g1 71) 4— (4— [3— (2=ARFI—5—AFN—Tx)V) -7
VARl —7x2)} —ERSPY—-1-AINVRCE (4—-TBE-2-V7 /-
Tl =73 F ULEHESI-43D)

(%%Wl70)&ﬁﬁ@ﬁ&f\%ﬁﬂ(47a)f%6hhl—(2—%%#
S5 AFN—TrII) —3— (4—ERFVL—1—AN—TzZ)) —TL

¥ (340 mg) £4—-JOE—2-37)7=U> (197 me) »bEk
&7 Tme (14%) EHEGEMRELTHE, '
E-NMRZ %% )b (400MHz, DMSO-d6) : & (ppm)=9. 08 (11, s), 9.07(1H, s), 8.06(1H, s),
8.04(1H, d, 1=2.3Hz), 7.99(1H, d, J=1.9Hz), 7.82(1H, dd, 1=9.0 and 2.3Hz),
7.39(1H, d, 1=8.9Hz), 7.34QH, d, J=9.0Hz), 6.95(2H, d, J=9.0Hz), 6.88(IH, d,
1=8.6Hz). 6.73(1H, dd, 7=7.8 and 1.9Hz), 3.84(3H, s), 3.62(4H, t, J=4.9Hz),
3.10(4H, t, J=4.6Hz), 2.23(3H, s) o o
MS (FAB) m/z:563 Of + H)*. |
RIS ¢ 149-151 C.

<%VM172>4—{4—[3—(2 ARFY—5—AF)N—TxI) —

VARl =Tzl —ERSPY—1—HARCE (4—7)F0—-2-AF))

—7x2)V) =73 (bEWEF1-438)

(EfEHl 1 7 0) LFEBOHFET, £l (47 a) THBNE1— (2-ALF
-5 —AF)N—T7z2)) —3— (4—ERFV—-1—-AN—T=xzZ)V) —UV
7 (170 mg) &4—-70A0-2—-AF)T=YU ¥ (63 mg) MHofERL
A2 03meg (83%) ZHEMKEL TR,

E-NMRZ %27 | )L (400MHz, DMSO-d6) : & (ppm)=9. 06 (1H, s), 8.14(1H, s), 8.04(1H, s),
7.96(1H, d, J=2.0Hz), 7.31(2H, d, J=9.0Hz), 7.16(1H, dd, J=8.8 and 5. THz),
7.03(1H, dd, J=9.4 and 2.7Hz), 6.96-6.93 (1, m), 6.92(2H, d, J=8.7Hz), 6.86 (1H,
d, J=8.92Hz), 6.70(1H, dd, 1=8.0 and 1.4Hz), 3.82(3H, s), 3.57(4H, t, J=4.5Hz),
3.07(4H, t, J=4.7Hz), 2.22(3H, s), 2.16(3H, s).
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MS (FAB) m/z:492 (M + ID*.
R D270 C (M) .

(Efm173) 4— {4— [3— (2—-R FEY—B5—=AFN—TxzZ)) —U
L1 R] — 72V} —ERSTI - 1—-HVREE 4-TEFINTI/—2—
KD ZNAOAFIN—T ) =7 IR (LEWEZ1-173)

(EHFI 17 0) EFRBOFET, Efifl (47 a) THESNZL- (2—AbF
S5 AFN—T) —3— (4—ERFV—1—A)—TxZ)) —TV
7 (170 mg) &2— — 7 )—5~-FE TRV MITINFYUE (10
0 me) HLERMAMLO Ime (6 6%) ZEAKKELTHL
'H-NMR Z X2 )V (400MHz, DMSO- ~d6) : 6 (ppm)=10. 2 (1H, s), 9. 06 (1H, s), 8. 24(1H s),
8.04(1H, s), 7.99(1H, d, J=2.4Hz), 7.96(1H, d, J=2.0Hz), 7.72(1H, dd, J=8.6 and
9.0Hz), 7.31(1H, dd, J=7.9 and 7.9Hz), 7.30(2H, d, J=8.6Hz), 6.92 (24, d, J=9.0Hz),
6.86 (10, d, J=8.2Hz), 6.70(1H, dd, J=8.0 and 1.4Hz), 3.82(3H, s), 3.55(4H,' t,
J=4. 5Hz),' 3.05(4H, t, J=4.3Hz), 2.22(3H, s), 2.07(3H, s).

MS(FAB) m/z:585 (M + D)%

Bl : 152-154 C.

(EfEsl 1 7 4) 4— {4—[3— (2=ABFFT—5—-AF)— JrZ)) —
LAR] =720} —BRSDY—1—HVRVEE (4—r00+2,6—IAF
V- 71_—)1/) —-7 2R ({bahES1-450)

(%ﬁ"{ﬂl 70) EEBEOFET. £l (47 a) 'C?%b?htl— (2—AbF
-5 —AF~Tx)) —3— (4—ERST—1—-1)— Jxz=)V) -l
7 (170 mg) £4—-r0nz, 6—YAFNTZUY (78 mg) MEER
ft&¥m218me (8 3%) %E@%ﬁﬁic‘:bfﬁfto

- 'H-NMRARZ 1)V (400MHz, DMSO- d6) : o (ppm)=9.05 (11, s), 8.04(1H, s), 7.97(1H, ),

7.96 (16, d, J=1.6Hz), 7.31(2H, d, J=9.0Hz), 7.12(2H, s), 6.92(2H, d, J=9.0Hz),
6.86 (10, d, J=8.2Hz), 6.70(1H, dd, J=8.2 and 2.0Hz), 3.82(3H, s), 3.59(4H, t,
J=4.5Hz), 3.06(4H, t, J=5.1Hz), 2.22(3H, s), 2.14(6H, s).
MS (FAB) m/z:522 (M + H)*.
Rl - 238-240 C.

CERfI175) 4— {4— [3— (2—ARF¥—=5-AF)N—Txz)) —U
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ARl —Tzo)b} —ERSGDU—1-HNRVE (4—ARFY—2-FU7
NABAFN -7z —T 3B (LAWES1-456)

(EEE 17 0) ERBEOHET, Efifl (47 a) TESNZ1— (2-AbMF
B AFN—TzI) —8— (4—ERFVI—1—AN—TxZ)V) —TL
(170 mg) E4—ARFEY—2-RMUZNFAAFINTZU> (96 mg)
MoEELE2 2 4me (8 0%) EMBENEKEL TEL.
‘H—NMRJ&’<£71\)&(400MHZ,DMSO—d6):'6 (ppm) =9. 05 (1H, s), 8.20(1H, s), 8.04(1H, s),
7.96 (14, d, J=1.6Hz), 7.31(3H, d, 1=9.0Hz), 7.19(1H, dd, J=8.6 and 2.7Hz),
71510 d, J=3.1Hz), 6.92(2H, d, J=9.0Hz), 6.86(1H, d, J=8.6Hz), 6.70(1H, dd,
J=8.2 and 1.6Hz), 3..82(6H, s), 3.55(4H,\t, J=4.9Hz), 3.04(4H, t, J=4.9Hz),
9.22(3H, s). '

MS (FAB) m/z:558 (M + H)*.
Rl : 245-247 C.

(EHp176) 4— {(4— [3— (2=APFI—5—RAFN—TxJV) —7
LA R] —7zo)b) —ERSDV—1-BVEVE (5,6,7, 8, —FFIk
KO—F75L>—1—4) =TI R (CANER1-462) |

(L1 70) ERBEOHET, EMEF (47 a) THENZL- (2-AbF
Y5 AFN—Tr) —3— (A—ERFVI—1—-A)=TxI)) —Tb
¥ (170 meg)&5, 6,7, 8-FrIERO-1-FI7FNTIZ (74 m
g) MEERLEW2 2 1mg (8 6%) ZHEBMRELTREL.

H-NMRZ < )L (400MHz, DNSO-d6) : 0 (ppm)=9. 05 (1H, s), 8.04(1H, s), 7.97(1H, d,
J=1.9Hz), 7.96(1H, s), 7.31(2H, d, J=9.0Hz), 7.03-6.98(2H, m), 6.92(C2H, d,
1=9.4Hz), 6.86(2H, d, J=8.2Hz), 6.70(1H, dd, J=8.2 and 1.6Hz), 3.82(3H, s),
3.56 (4H, t, J=4.9Hz), 3.06(4H, t, J=5.1Hz), 2.72(2H, brs), 2.57(2H, brs),

2.22(3H, s), 1.69(4H, t, J=3.4Hz).

MS (FAB) m/z:514 (M + H)*.

Rl : 205-208 C. . |

(EHM177) 4— (4= [3— (Z=ARFY—5—AFN-Tz2)) -7
LA R] — 722V} —ERSDU—1—ANVRVE (2-TOE-6—AF)—
F2=)) =73 R (LEES1-468)



10

15

20

25

30

WO 2006/004200 ] PCT/JP2005/012635

266

(EHHIL70) EREOFET, Kl (47a) THRLHNZL— (2-ABF

,9—5—x%w—71:w>—3—(4—5&59>—1—4w—71:w)—vv

7 (170 mg) £2-TOE—6—AFNT=UY (93 meg) MoETLE
w2 28meg (83%) 2ABHMKELTREE.

H-NMRZ X2 )L (400MHz, DMSO-d6) : 6 (ppm)=9. 05 (1H, s), 8.23(1H, ), 8.04(1H, s),
7.96 (1L, d, J=2.0Hz), 7.46(1H, dd, J=7.4 and 1.2Hz), 7.31(2H, d, J=9.0Hz),
7.93(11, d, J=7.0Hz), 7.08(1H, dd, J=7.8 and 7.8Hz), 6.93(2H, d, J=9.4Hz),
6.86 (1, d, §=8.2Hz), 6.71(1H, dd, J=7.8 and 1.6Hz), 3.82(3H, s), 3.60(4H, t,
J=4.9Hz), 3.07(4H, t, J=5.1Hz), 2.22(3H, s), 2.21(3H, s).

NS (FAB) m/z:552 (M + I,

R : 221-222 C. |

(EfEf178) 4— {4— [83— (2=ARFI—5—-AFN—Tz))) -7
L4 Rl =7zl —BRGDU—1-HIVRVE (4—(VTREN-2-1
UINAOAFIN -7 z2)h) —~F IR ((LEWES1-414)

CEHF L 7 0) EABOEET. EEpl (47 a) THLNEZ1— (2—AFF
S B AFN—TEI) —B— (A—BRFVY—1—AN—TzZI) —TL
(170 meg)Ed—AVTOLl—2— (M) ZNFOAFI) 7=U > (0.
087 mL) MoiEEtaw239me (84%) 2HBANMKEUTHEE.
H-NMRZ 2% I )L (400MHz, DMSO-d6) : 6 (ppm)=9. 06 (1H, s), 8.23(1H, s), 8.04(1H, s),
7,96 (U, d, 1=2.0Hz), T.50(1H, 4, J=7.1Hz), 749K, s, T.33(1H, d, J=6.7THz),
731, d, 1=9.0Hz), 6.92(2H, d, J=9.4Hz), 6.86 (1H, d, J=8.2Hz), 6.70(1H, dd,
1=8.9 and 1.6Hz), 3.82(3H, s), 3.56(4H, 1, J=4.0Hz), 3.05(4H, t, J=4.9Hz),
3.02-2.95(1H, m), 2.22(3H, s), 1.23(6H, d, J=6.THz).

MS (FAB) m/2:570 (M + )%, |
R : 134-135 C.

(EHp179) 2— [ (4— {4— [3— (2—AFFY—5—-AF)—-Tz=
W) —LA K] =72} —ERSTY—1 ARV —FI )] —3 =3
FN-REEH (LAWES1-180) |
(179a) 2—73)—3—AFNVEREEHR AFIVIZAFI

273 )3 —AFNEEEE (5. 10g) LK (5 mL) OAY /) —
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N (200 mL) AWEE 2 4ABEBRNA LKL, RISEQWEERHL. S REK
559 N U AR CHRRI L 72, REMEE TF)L SRA LR Uk, IBRESR
B N CABE L. 208 L7 HE & AR Ak TE U, TR b U A ETEARL,
BB, TL L, BENENS LAY O NS 74— TRl (Praaxy
V/EERIFIIA 1) L, Eifkel. 31 g (24%) =EREFTIVEL
THRTZ,

(179b) 2— [ (4— {4— [3— (2=ARFY—B5—AFN—T7zZ))) —
MLAR] —T2o) —ERSDY—1 IR —F 3] —3—=RAF)—
LZEEH AFIVIAFI . |

(EHEHI1 7 0) LFRBOFET. £l (47 a) TEHSNEL— (2—ALF
35— AFN—TxZN) —3— (4—ERFDI—1—-A)=TxZ)V) —TL
7 (340 meg) LMl (179a) TRABNE2-T3)—3-AFINREE
B AFIIZAF) (165 me) HOEREAW452me (85%) ENEH
FKELTHER, " '
MS (FAB) m/z:532 (M + D)™

(179¢) 2~ [ (4= {4— [3— (2=APFT—5—AFN—Tx2)) —
WA R =T} —ERSDY—1 IR 73] —3—XF)—
% BB

Efip] (179b) TESNE2— [ (4— {4— [3— (2—ARFI—5-R
FleT2I) =Lt K] — T2} —ERI VY~ 1 —ARZL) 7 3
)] —3-AFN-REBB AFNIZAF) (266 me) 2 LHE KB
U AKER (1 mL) /FRIERO75> (4 mL) /A% /=) (2 m
L) o, SETT BMEBRLE. RRSYWE L REERKER (1 mL) THA
U, KEMZ T, B UEEAZERL, kCHE L, TUTREZRL. HiEte
M235 meg (91%) ZEAGHRELTEE,
'H-NMRZ %% )b (400MHz, DMSO~d6) : 6 (ppm)=9. 06 (1H, s), 8.04(1H, s), 7.96(1H, 4,
J=92.0Hz), 7.64(1H, dd, J=7.2 and 1.3Hz), 7.37f7.34(1H,Am), 7.36(1H, dd, J=7.1
and 1.2Hz), 7.31(2H, d, J=9.0Hz), 7.11(1H, dd, J=8.0 and 8.0HZ>,;6.92(2H, d,
7=9.0Hz), 6.86(1H, d, J=8.2Hz), 6.71(1H, dd, J=8.2 and 2.4Hz), 3.82(3H, s),
3.60(4H, t, J=5.1Hz), 3.08(4H, t, J=4.9Hz), 2.22(3H, s), 2.19(3H, s).
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MS (FAB) m/z:518 (M + M)*.
Rl : 159-160 C.

(EHm180) 4— [ (4— {4— [8— (2—-APFY—5—AFI—Tx=
V) =LA Rl =722} —ERIVUL 1 ARV =TI ] — 3= X
FN—REEE (LEWES1-159)

(180a) 4—73)—3—AFNEEER AFINIAFI

sip] (179 a) ERABOAFET, 4—F3I /) —3—AFNEEEH (1. 00
g) MOEELAM257 me (24%) BER—VaBEEELTER.
(180D) 4— [ (4— {4— [3— (2—AFF¥—5—-AFN—TzZ)V) —
Pt K] =T} —ERS Ty —1—HRIN) —F 3] — 3 —AF)—
ZREH AFIVIATIN |
C(EMHIL 7 0) EREEOAFET, EMBl (47a) THEGNEL- (2-ALF
Y B AF—T o) —3— (4—ERFDL—1-A—TzZ)) —L
7 (340 meg) &M (180a) TASNEL—TI/)—3-AFNVEEE
B AFNIAFN (165 me) HoEIMEAW429 me (81%) ZHE
R E LTRR, - |
H-NMRZ 27 )b (400MHz, DMSO-d6) : 0 (ppm)=9. 09 (1H, s), 8.28(1H, s), 8.06 (1H, s),
7.99(1H, d, J=1.6Hz), 7.80(1H, d, J=2.0Hz), 7.75(1H, dd, J=8.2 and 2.0Hz),
7.49(1H, d, J=8.6Hz), 7.34(2H, d, J=9.0Hz), 6.95(2H, d, J=9. 0Hz), 6.89(IH, d,
1=8.9Hz), 6.73(1H, dd, J=8.4 and 1.4Hz), 3.84(3H, s), 3.83(3H, s), 3.62(4H, t,
J=4.9Hz), 3.09(4H, t, J=4.9Hz), 2.26(3H, s), 2.23(3H, s).

MS (FAB) m/z:532 (M + I)*.

Rl s 131-132 C.

(180c¢) 4~ [ (4— {4—[3= (2—AbF¥=5-AFN=Tx=)l) —
LA K] — 7o)} —ERSDY—1—HRZN) =T )] —3=AF)—
FRER

Efil (17 9c) EFBOFET, EMlFl (180Db) THsNZ4— [ (4-
(4— [3— (2=AFFY—5—-AFN—Tx2)) —ILA K] —=7x2)b} —
BRIV —1—HIVRIIN) =TI )/] =3 —AFIN-LZBEH® AFIIATN
(266 meg) MHERLEM238 me (92%) EEHREMKELTEE,
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. H-NMRZ %% | JL (400MHz, DMSO~d6) : & (ppm) =9. 07 (1H, s), 8.24(1H, ), 8.04(1H, s),

7.96 (10, d, J=2.4Hz), 7.74(fH, d, J=2.0Hz), 7.69(1H, dd, J=8.0 and 2.2Hz),
7.41(1H, d,‘]=8.2Hz), 7.31(9H, d, J=8.6Hz), 6.93(2H, d, I=9.0Hz), 6.86(1H, d,
1=8. 6Hz), 6.70(1H, dd, J=8.0 and 1.8Hz), 3.82(3H, s),.3.60<4H, t, J=4.9Hz),
3.08(4H, t, J=4.THz), 2.24(3H, s), 2.22(H, s).

MS (FAB) m/z:518 (M + I

Blis - 178-180 C.

(ERpl181) 3—ro—4— [ (4— {4—[83— (2—AbFI—5-X
F—TxZ) =LA Rl =7z} —ERIFDY—1=AVRZI) =T 3
1 —REES (LEWHES1-13D "

(181a) 3—rnud—4—[ (4— {4— [3— (2—-AFFY—5—-AF)—
F2Z) =LA Rl =Tz —ERIVI - 1R -T2 J] —
REER AFIVIATFN |

(EH 17 0) ERBEOHET. Eifl (4.7 a) THSNEL - (2—ABF
Y5 —RAFN—TTI) —8— (4—ERFVI—1—AN=TzZ)) —Ub
7(340 mg)E4—-73I/)—-3—/unZEER X?wlj%w(lss m
g) Mo a3 18 me (58%) ZHEMRELTREL,

MS (FAB) m/z:552 (M + H)*.

(181b) 3—rmo—4—[ (4— {4—[3— (2=-AFF¥—=5—-AF)—
Fr=))) =LA K] =7z} —BRIPI—1-ANRI)) -T2 /] —
ZEEW

EHpl (17 9b) EFRBOFET. £l (181a) THRLHNL3 -JHH—
4— [ (4= {4— [3— (2=AFFI—5—-AFN-TzZ)V) ~ULAR] -
oV} —ERFV—1—AVRZN) —T2 /] ~REER AFIVIAFN
(166 me) HOEIEAW140 meg (87%) EBRREMRILTRE.
IH-NMRZ 27 )1 (400MHz, DMS0~d6) : & (ppm)=9. 08 (1H, s), 8.42(1H, s), 8.05(1H, s);
7.96 (1L, d, J=2.0Hz), 7.91(1H, d, J=1.5Hz), 7.83(1H, dd, J=8.6 and 2.0Hz),
7.76 (1L, d, J=8.3Hz), 7.32(2H, d, 1=9.0Hz), 6.92(2H, d, J=0.0Hz), 6.86(1H, d,
J=8.9Hz), 6.70(1H, dd, J=8.8 and 2.2Hz), 3.82(3H, s), 3.62(4H, t, J=5.1Hz),
3.10(4H, t, J=4.7THz), 2.22(3H, s).
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MS (FAB) m/2:538 (M + B,
Rl : 209-210 C. |

(Efifi182) 4— {4— [3— (5—rOO—2—ARFL—TxI))) -V
LA K] —7z22)l) —ERIDU—1—JVRIEB (2—-ARFT—6—AFI
~Jzx=)V) =73 K ({LEWEES1-8D

(FEMHIL70) ERBEOBIET. €l (6 7a) THRLHNEL - (5—rn0d
C 9 RAPRFY—TITI) 83— (4—BRFVY—1—A)—TzZ)) T

7 (360 mg) E2—AREL—6—RAFITUY (137 me) b, &=

a4 64 meg (89%) 2EABEMKRELTEL,

IH-NMRZ ~% 27 )1 (400MHz, DMSO~d6) : & (ppm)=9. 15 (1H, s), 8.28 (11, s), 8.22(1H, 4,
J=2.4Hz), 7.74(1H, s), 7.31(H, d, J=9.0Hz), 7.07(1H, dd, J=7.9 and 7.8Hz),
7.00(1H d, J=8.6Hz), 6.96-6.92(3H, m, 6.82(1H, d, J=8.6Hz), 6.78(1H, d,
1=7.4Hz), 3.87(H, s), 3.72(3H, s), 3.57(4H, t, J=4.7THz), 3.06(4H, t, J=4.7Hz),
2.11(3H, ).

MS (FAB) m/z:524 (O + H)*.

Rl : 165-167 C.

(EHiF183) 4— {4— [3— (2—ZbF¥—Txz)) —ULAR] =7
TN} —ERSVY-1-HIVRIE (2-APFY—6—AFN—Txz)))
—73 R (L&mES1-91) '

(Efafl 1 7 0) EFEBEOHFET, £l (80a) THLNEL— (2T hF

Y=z —3— (4—ERSVU—1—-AN—T7xzZ)V) —ULT7 (340 m

g) E2—ALFY—6—RXFNTZUY (137 meg) b, Eifaw117
meg (23%) 2HEEGRELTER.

H-NMRA %2 )l (400MHz, DMSO-d6) : 6 (ppm)=9. 14(1H, s), 8.10(1H, d, J=6.5Hz),
7.95(1H, s), 7.74(1H, s), 7.32(2H, d, J=9.0Hz), 7.07(1H, dd, J=7.8 and 7.8Hz),
6.99-6.77 (5H, m), 6.93(2H, d, J=8.6Hz), 4.12(2M, q, J=T.2Hz), 3.72(3H, s),
3.57(4H, 1, 1=5.0Hz), 3.06(4H, t, J=5.5H2), 2.11GH, ), 1.41(G3H, 1, J=6.9H).
MS (FAB) m/z:504 (M + H)*.

DRI 1 169-171 °C.

(ERF184) 4— (4— [3— (2—ThES—5—-AFN—TE2)) —17
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VARl =Tzl —ERGDOU—1—HIVRIE (2—ARFT—6—-AF)

=7z —T7I R (LahEE1-90)

(EWFI1 7 0) EREOFIET, Eipl (83 a) THLNELL— (2-ThF
=5 —AFN T —3— (4—ERFV—1—AN—T7xzZ)) —ULT
(354 mg) £2—AbF¥—6-AFNTZUY (13 7Tmeg) 5, Fifb
BM340 me (66%) ZENEHKELTEL, |
H-NMRZ X2 )l (400MHz, DMS0-d6) : 6 (ppm) =9. 13 (1H, 5), 7.96 (1, d, J=2.0Hz),
7.89(1H, s), 7.74(H, s), 7.32(2H, d, J=9.0Hz), 7.07(1H, dd, J=8.1 and 8.0Hz),

" 6.93(2H, d, J=9.0Hz), 6.85(1H, d, J=8.2Hz), 6.82(lH, d, J=10.2Hz), 6.78CIH, d,

J=7.4Hz), 6.68(1H, dd, 7=8.2 and 2.0Hz), 4.07(H, q, J=6.9Hz), 3.72(3H, s,
3. 57(AH, t, J=4.THz), 3.06(4H, t, J=5.1Hz), 2.21GH, s), 2.11(3H, s), 1.38(3H,
{, J=6.9Hz). |

MS (FAB) m/z:518 (M + I)*.

RS : 142-144 T,

(W1 85) 4— {4— [3— (2=ARFY~5—AFN—TzZ)l) -7
LA K] =72} —ERSUY—1—HLEVE (2—E ROFSAFI—6
—AFN=T ) —FIR (LAWEEI-T5) '

(185a) 2— (ter t —TFIN—IAFN—IT)FIAFIL) —6—AF)
—~JzZIV T I

(2-F3)—3—AFN—TxZ) ~AF =)k (823 mg) OVAFI
ANVATIR (10 mLl) EWRHIcAIFY—)L (817 mg) Etert—7
FNTAFNIUNZOUER (1. 09 g) Z2RETNAL, RNEEHEERT
1R L, BRI TV TERL, SMRE/AKRT MU D AKEREBEK TS
b\meFU@Aifﬁﬁb\%Lfﬁﬁb\%ﬁMé%l.51g(100%)
ERABYAA ) &L TRE.

MS (FAB) m/z:252 (M + D).

(185b) 4— {4— [3— (2= AFFY—5—RAFN—TxZ)) —TLA K]
— TV} —ERSTD—1—-HNARVE [2—- (ter t —TFIN—IAFI—
2S5 )RVAFI) —6—AFN—TzZ] —FIE

(EHFI1 7 0) EFBEOHET. EHbl (47 a) THSIEL— (2—-AMF
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=5 —AF)—=T7x)) —3— (4—EXRTT— 11— )N—7xz=)) —Ub
7 (681 mg) &EHH (185a) THGNEL2- (tert —TFIN—=I R
FIN—3F )FVAFIV) —6—AFI)IN—TzZI)VT7 IV (502 mg) »5. &
A1, 01 g (82%) ZHAHKLLUTEL.
' NMR (400MHz, DMSO~d6) : 6 (ppm)=9. 09 (1H, s), 8.07(1H, s), 7.99(1H, d, J=2.3Hz),

7.‘93(1H, s), 7.34(2H, d, J=9.0Hz), 7.28(1H, d, J=T7.4Hz), 7.18(1H, d, J=T. 4Hz),

7.16'—7.12(1H, m), 6.95(H, d, 7=9.0Hz), 6.89(2H, d, J=8.2Hz), 6. 73 (1H, dd, J=8.4
and 1. 8Hz), 4.65(CH, ), 3.84(3H, s), 3.604H, t, J=4.1Hz), 3.07(4H, t, J=4.5Hz),
9.93(3H, s), 2.16(3H, ), 0.90(%H, s), 0.05(6H, s). o

(185¢c) 4— {4~ [3— (2= AFFY—5—AFN—TxZ)) =LA K]
Loz} —PRSUY—1—HRVE (2-EROFIRFIN—6—AFN
-7 x=)V)

Sl (185b) TEBNEA— {4— [3— (2—APFY—B5—AFI~7
==)V) —ULA R] -7z} RS- 1-hIRVEE [2— (tert
T DRATFI =TT JEVAFI) —6—AFN—TzZW] —FIR (1.
01 &) OAFRSEROTSY (15 mL) BRKT RS TFNT VEDY
ATVAY REEE @@k RSERO75Y, 1 mol/L, 3.3 mL) %
SR TINA . KERSYEEET4RERRL. BRIFIVTRRL. HEASREN
U AT L. E LU CIER L. BEM RN S A0 N 5T 4 —TRE
BHBRY Y /A% )= 20:1-10:1) Lz, B5NEEEEEBRIFIV
ECEERL. ERLAM3 63 me (44%) EHAERKELTEL,
‘H—NMRZNﬁ ]\)I/(400MHZ,DMSO—d6):5 (ppm)=9. 06 (1H, s), 8.04(1H, s), 7.96(1H, d,
J=1.6Hz), 7.93(1H, s), 7.31(2H, d, 1=9.0Hz); 7.27(1H, dd, J=7.1 and 2.3Hz),
7.14-7.08 (2K, m, 6.932H, d, J=9.0Hz), 6.86 (1H, d, J=8.6Hz), 6.71 (1, dd, J=8.2
and 2.4Hz), 5.03(1H, t, J=5.5Hz), 4.4I4(2H,Ad, J=5.5Hz), 3.82(3H, s), 3.59(4H,
{, J=4.9Hz), 3.07(4H, t, J=4.7Hz), 2.22(3H, s), 2.15(3H, s).

MS (FAB) m/z:504 (M + H)*.
Bl . 192-194 C.

(EHH186) 4— {5— [3— (2—ARFIY—5—AFN—TzZ)) -V

LA K] —BUDY =2 =4} —ERIDI— 1RV (2 A bFY-
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6 —AFN—7x) =TI K {LAWES1-96)

(EfEE 17 0) ERABOFETEEH (137 a) TRHNZ1- (2—-AbF
S B—XF—Tz) —3— (6 —ERTVI—1—A)—EYI>—3—A
) L7 (64 me) E2-APEY-6—RAFAT=U (28 me) »
bF"‘pBﬂﬁA%S 8 me (3 8%) zHAREMKELL TR,
'H- NMR;<f\£71~)L(400MHz DMSO-d6) : & (ppm)=9. 07 (1, ), 8.14(1H, d, J=2.7Ha),
$.09(1H, s), 7.94(1H, d, J=2.0Hz), 7.73(1H, dd, J=8.6 and 2.7Hz), 7.07(H, dd,
1=7.8 and 8.2Hz), 6.87(2H, d, J=8.6Hz), 6.83(1H, d, J=8.2Hz), 6.78(IH, d,

" J=T7.8Hz), 6.72(1H, dd, J=8.6 and 2.0Hz), 3.83(3H, s), 3.72(3H, s), 3.56-3.51 (4H,

W), 3.45-3.40(4H, m), 2.22(3H, ), 2.11(3H, s).
MS (BS) m/2:505 O + B)*.
A : 198-200 C.

(%#M187>4—{5—[3—(2—1b#&—7::»)—wv4F]—E
JoY—2 =)} —ERGD—1=HIRE (2 —ARFT—6—AFI)—
Jx=)l) —73I R (LemEE1-98)

(EREF L 7 0) EFBEOHETERF (141 a) Tﬁ'}*bhﬁ_l— (2—Th3
g m))) —8— (4—ERFDI—1—AN-BUDY—-3-1)) —ULT
(102 mg) E2—ARFI-6—AFNTZUY (41 me) »5ERALS
w62 meg (41%) FEAEGKELTEE.

J-NMRZ <27 Tl (400MHz, DMSO-d6) : 6 (opm)=9. 20 (1H, s), 8.19(1H, d, J=2.7Hz),
8.19(1H, dd, J=7.8 and 1.9Hz), 8.03(1H, s), 7.77(1H, dd, J=8.6 and 2.7Hz),
777310 s), 7.09(1H, dd, J=8.0 and 8.2Hz), 7.00(1H, dd, J=7.8 and 2.0Hz),
6.95-6. 78 G m. 4.13CH, q, 1=6.9Hz), 3.73GH, ), 3.58-3.52(4H, m),
3.48-3.41(4H, m), 2.12(H, ), 1.42(3H, 1, J=6.9Hz).

MS (FAB) m/z:505 (4 + H)*.

Al - 129-130 C.

(EHF188) 4— (5— [3— (2—AFFY—5—AFN=TzZ))) -V
LA R] —BUDY— 24} —ERTVY— 1 —FNRVE (4—TEFILT
29— FUTNAOAFN—T o) —T3 K (LAWESI-180)

(EHp 17 0) EFBOFETERBH (137a) TABNEL— (2—-AMF
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Y5 RAF—T I —3— (6—ERTTY—1—AN—EUT>—3—
W) —oLY (64 me) E4—TERFNTI/—1-73/—2—-hrU 740
AFNRSEY (65 me) MOEFEMLAWS 6 me (31%) EEEEMKEL
TE~. | '
IH-NMR.Z %27 )V (400MHz, DMS0-d6) : & (DDIII)=.1,0.20(1H, s), 9.07(1H, s), 8.24(1H,
s), 8.14(1H, d, 1=2.3Hz), 8.09(1H, s), 7.99 (1H, d, J=2.7Hz), 7.94(1H, d, 1=2. THz),
7.77-7.69(2H, m), 7.33(1H, d, 1=9.0Hz), 6.87(1H, d, J=8.0Hz), 6.87(1H, d;
1=9.0Hz), 6.71(1H, dd, J=8.0 and 9.7THz), 3.83(3H, s), 3.55-3.49(4H, m),
3.45-3.39(4H, m), 2.22(3H, s), 2.07(3H, s).
MS (BS) m/z:586 (M + I*.
Bl - 175177 C.

(%ﬁ'{ﬁ{ﬂ189) 1—{4—[4— (E¥rno [2.2. 11 NTH - 2 —HIVR
=) —ERSTY—1—AN] =Tz} —3— (2—AbrFI—5- x%»—
J22)) —ULT (LAWESI-485)

vorm [2. 2. 1] ATHY—2—VEVE (31 me) OEKFHIE
kTS5 (1 mL) ERIETAFAARLAT SR (1) EAF3ULsnyE
(0: 1 mL) #EETHTLE, —Fig. RSESWEEHL, IAFITE
hPS R (1 mL) AR LE, CORBWICKIEH (47 a) TRABNEL - (2
—7( rEY—5—AFN—T7xz)) —3— (4 —ERSY—1—1)- Jx=)b)
-1y (68 mg) EEETH T L. 2 0B =B CEEE, 80 CTHE
LT, RISEAWEREKEF N U Y AR TERL, BRIFIVTHEL
o R HRE K Ak G L. RS R U YA ETEBL, WL, ZLT
W7, BEMENSLZOR NS 74 —THE (raniy /BRI TV

5:3) L7 BonkEEENFY A v7ue)lz—5)b (5 : 1) WKEFT

W< EHRL, BRL. TLUTHESRLTERLA®3 7 me (40%) 2AG
EikE L TRz,

'H-NMRA R ]*)l/(400MHZl,DMSO—d6): o (ppm)=9. 09 (lH, s), 8.06(1H, s), 7.98(lH, s),
7.33(2H, d, J=8.2Hz), 6.90(2H, d, I=8. 9Hz), 6.88(1H, d, J=8.2Hz), 6.73(1H, d,
7=8.9Hz), 3.83(3H, s), 3.75-3.52(4H, m, 3.15-2.92(5H, m), 2.45-2.40(1H, m,
9.95-2.19 (10, m), 2.23(3H, s), 1.80-1.73(1H, m, 1.56-1.39(3H, m), .1.33—1.19(4H,
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m.
MS (FAB) m/z:463 (M + D™
R : 126-128 C.

(EHF190) 1— (2—AFFY—5—AF)V— 71,w>—3—{4—[4
— (2 =AFN—3Z7a~FH IRV — 7‘ —1—4)] —7=2)b}
—w L7 (bEmES1-486)

5 AF— 2 O~EFIHIVRVEE (0. 042 mL) . EHEH (47 a)
“EbhELl - (2-ARFY—5—AFN—TzI)) -3 (4-EXTI—
1= -7z=J))) —L7 (102 mg). hUIZFL7I> (0. 084 m

L), ZLT1l— 7EA/TZT/@ BIREAKY (50% BHEEIFIER, 0.
23 mL) OFEIFI (1 ml) BKRZ2ERT1RHABHRLZ. RES I
ﬁﬁm@*%%kU@A@ﬁ%Mx\s.5%%%@?%#b‘%b1%@1?»f
m&btoﬁﬁgém&@ﬂﬁﬁmfﬁﬁb‘ﬁ@fFUvALT%@L;ﬁﬁD‘
ZULTEG L. BEMENSLAZOR N 57 4 —CHE (Prnnis > /HR
IF) 5:3)btoﬁéhtﬁwé?ﬁmnxyy/«#ﬁy(5:1)%%¢
L < EHRL. WL, U CHESRL TEELAW6 6 me (48%) &H
Ak E L TEE, -
H-NMRZ 22 I )b (400MHz, CDC1,) : & (ppm)=7. 94 (1H, d, J=2.0Hz), 7.26 2K, d,
J=8.8Hz), 7.00(IH, brs), 6.90(2H, d, J=8.8Hz), 6.77(1H, dd, J=8.2 and 2.0Hz),
6.79 (16, d, J=8.9Hz), 6.49 (1H, brs), 3.92-3.83(1H, m), 3.77(3H, ), 3.74-3.57(3H,

m, 3.24-2.98(4H, m), .2.75—2.68(,1H, m, 2.29(H, s), 2.07-1.99(1H, m),

1.93-1.73 (24, m), 1.71-1.64(1H, m), 1.60-1.39 (44, m), 1.33-1.22(1H, m), 0.94 (3H,

d, J=T7.0Hz). ‘

MS (FAB) m/z:465 (M + D

Rl 2 208-209 C.
(%%W191>1—[4—(4—&y9w—5&99y—1—4w>—71:wl

3 (2—ARFY—5—AFN—Tz)) —TLT (LEWESI-48D)
Sl (47 a) TEBNEL— (2—ARFY—5—AF)N=7x2))) —3 -
(4—E¥RSDY—1—A)-7xz2)V) —ULT (102 mg) ERVATIVT

Lk (0. 037 mL) OB (1 mL) FRERET2 0HHRRLL, Kk
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EamIcAT FSEROTIY (3 mL) BMA. KATHAL, TLTHIY
P REIASMESREFRUTL (70 me) BNAk. —HER RKSESYZ
2R T, KSR T T A ETRLICIY T E R VKRERIRT IV LE
mitoﬁm%T%\&m&%wmlﬁﬁm@thUﬁAm%ﬁ%MX\%Ml?
TR L Te. ATHE Kk SR SR TR Uy BT U A ETHIBL. i8R
b\%bf%%bto%ﬁ%%ﬁibﬁnvkﬁ?74~fﬁ@(Vﬁnmx&y/
B TF) 5:3) L. BokEEEAY 70 ENT—F)VR T L <##EL.
W L. 7 U CRESEE L CEMkaw 3 9me (3 1 %) ZAGAEKEL L TR,
IH-NMRA R 7 }\)l/('400MHz,DMSO—d6) - & (ppm)=9. 02 (1H, s), 8.02(1H, s), 7.95(1H, d, -
J=2.4Hz),<7.34—7;29(1H, m, 7.31CH, s), 7.27(CH, d, J=9.0Hz), 7.26(2H, d,
7=9. 0Hz), 7.28-7.22(1H, m), 6.85 (1H, d, J=8.4Hz), 6.85(2H, d, ]=9;0HZ), 6..7'0(1H,
dd, J=8.4 and 2. 4Hz), 3.82(3H, s), 3.51(Q2H, s), 3.07—3.02(4H, m), 2.53-2.47(4H,
m, 2.21GH, ).
MS (FAB) m/z:431 (M + D™
Hhe - 184-186 C.

(%ﬁ%192)1—(4—{4—L2~(&6—97»1D—71:W)—7
rFN] —ERSVY—1 -4} —TxzZ))) —3— (2=AbF¥-5-RXF)
—oxo)) —ULT (LAWEE1-488)

(P18 9) EREEOHFIET, 2, 6 -V 7NAO Tz Z)VEFEE (38 me)
CEE (47 a) TESGNEL— (2—ARF—5 _XFN—TzZ)) —3—
(4—EPR5DY—1—AN-7z2)V) —TLT (102, mg) »SELEY
42mg (42%) AR EUTERZ.

I-NMRZ %27 )1 (400MHz, DMS0-d6) : & (ppm) =9. 09 (1H, s), 8.07(1H, s), 7.99(1H, d,
J=1.9Hz), 7. 39—7.31(1H, m, 7.34(H, d, 7=9.0Hz), 7.08(2H, dd, J=7.8 and 7.9Hz),
6.94 (20, d, J=9.0Hz), 6.89(lH, d, 1=8.3Hz), 6.73(1H, dd, J=8.3 and 1.9Hz),
3.84(3H, ), 3.82(2H, ), 3.79-3.72 (24, m), 3.65-3.58(2H, mw, 2.23-3.10C2H, m), -
3.04-3.00(2H, m), 2.23(3H, s).
MS (FAB) m/z:495 (O )*.
B 2 213-2156 C.

(ERBI193) 1— (2—ARFY—5-AFN—-7z=)) —3- [4- (4
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CPUITY—2—AN—ERTTY—1—A)) —TxV] —TLT ULEWE
21-489)

Efafl (47 a) TESGNZL— (2—X K —5—AF)—T7x) —3—
(4—ERSVY—1—AN—7z2))) —ULT (68 meg) &
9—rOmBYIYY (69 me) OVAFNTER7IE (10 mL) ERE
%ﬁ?l?%ﬁ%#btoﬁﬁﬁé%%%@l?wﬁﬁﬁb‘@ﬂﬁ@K%T%UW
A%%T%ﬁb\R@TFUOALT%@L‘EEL\%bf%ﬁbto%ﬁ%%ﬁ
SAIITRTS T4 —CREE (DrOnAY Y/ AF)—)y30:1->12:1)
L. BonEEEEAFY Y K THRUERL, WBRL., U THREZRL.
EEAM5 7T me (27%) REBEERELUTEE,
NMRAA2 )b (400MHz, DMSO-d6) : 6 (opm)=9. 06 (1H, s), 8.37(2H, d, J=4.THz),
8.04(1H s), 7.96(1H, d, J=2.0Hz), 7.31(2H, d, J=9.0Hz), 6.93(2H, d, J=9.0Hz),
6861, d, J=8.2Hz), 6.70(IH, dd, 1=8.4 and 1.8Hz), 6.64(1H, dd, J=4.7 and
4.THz), 3.86(4H, t, J=5.1Hz), 3.82(3H, s), 3.11(4H, i, J=5.3Hz), 2.22(3H, s).
MS (FAB) m/z:419 (M + H)*. |
Rl : 220-221 C.

(%%%194)4—{4—[3—(2—%%#9—5—%?»—71:w)—W
LA K] =3 =AFN=Tzo)h} —ERTVY =1 MR VR tert—7F
N IAF (LEwES-41) |
(1942) 4— (3—AFN—4—=hO-7x2))) —ERFTV—1-LK
B ter t—7FN IAFI

5 )An—2——hO—RVI> (1. 55 g). EXRFVI—1-H)LR
@ ter t—7FNIAFIN (1. 86 g) . TLTHREAHUTL (1. 38
g) OVAFNTEFTIR (40 mL) FRIBYAIE A 1 5. SEFFEMEWRIRL Z.
RISESM AR T T TRRL, SRREART MU A, K TUTREMEEK
T%ﬁb\ﬁ@TFUﬁAtT%ﬁb~6ﬁb\%bfﬁﬁbtoﬁﬁ%éﬁ5Aﬁ‘
O kg 574 —THE (NFYY /BBRIFIVLO0: 12 1) L. Ri(ay
2.57‘g(80%)E§@E¢&LT%to(Tetrahedron Let
t. 38, 4091 (1997) OAETHELTITo . )

(194b) 4— (4—F3I)=3—-AFI—Tz2)V) —ERFV>—1—H)VR
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B tert—JFINIAFI

Sl (194a) TREA— (3—AFN—4—ZhO-7z2)) —ERTY
Sl HAEVEE tert—TJFN IAFN (2. 57 g) £10%/87Y
v A BEEME (0. 26 g) OEAFIIEROTS> (40 ml) BEREE
ETKEREST 2 HEERLE. RISEAWEKC YOy 7 THIBL., TUTRIE
Ute, BEWENFY /1Y TOELT—FVHTHU <BRL. HRL, TLT
BEERL. EELAW2. 25 g (97%) EREUIIEEEELTER,

MS (FAB) m/z:292 (M + I)*.

(194¢) 4—{4—[3— (2—AFF¥—5-AFN—T7z2)l) —TIbA K]
L3 RXFN—T oI} —ERFVI—1—HNRVE ter t—TFIV IAT
)7 |

EHbl (194D) TRE4— (4—F3I)—3—AF)N—Tx)) —EXRFY .
S l—HEVEE tert-TFINIAFN (58 meg) E2-ARFT—5
CRFNT oAU TF—R (0. 83 mL) OEAFRSEROTIZ(5 m
L) i = T 2 BB U, RISESWICAY J —)VEMA, TUTRIEL .
%E%%ﬁ?bﬁmvhﬁi74~fﬁ%b(VﬁDDxQV/M@I?w 10:
1->1:1) . EiEfem4 8 me (53%) 2AGEKELTRE,

H-NMRZ %27 I JL (400MHz, DMSO-d6) : 6 (ppm)=8. 32 (1H, s), 8.31(1H, s), 7.95(1H, d,
J=1.6H2), T.46(1H, d, 1=8.6Hz), 6.85(1H, d, J=8.2Hz), 6.79(1H, d, J=2.3Ma),
6.73 (10, dd, 7=8.8 and 2.5Hz), 6.69 (1K, d, J=8.2Hz), 3.81G3H, $), 3.45-3. 41 (41,
{ T=4.9Hz), 3.00(4H, 1, J=4.9Hz), 2.19(3H, §), 2.17(3H ), 1.40(%H, s).
MS (FAB) m/z:455 O + H)*. |
BlAE : 169-171 C.

(EHafi195) 4— {4— [3— (2=ARFY—5—AFN—TzZ)) —7
LAR] —2—=AFN—Tzol) —ERIVY—1-HNRIE ter t—TF
WV ZAFI LEHESL-43)

(195a) 4— (2—AFN—4—ShO—-TzZ)) —ERTIVZ—1—HIL&
B ter t—T7FINIZAFI

EHp (194a) ERABCLT2-7hFo-5—=ba—-HLT> (1. 55

o) L ERSVI—1-ANRVE tert—TFNIXFI (1. 86 g) »
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5. EEfbaml. 15 g (36%) 2¥AEMKLLTER.
{H NMR (400MHz, CDC1,) : & (ppm) =8. 04 (1H, dd, 7=5.1 and 2. 8Hz), 8.02(1H, d, J=2.8Hz),
6.98 (1H, d, J=8.6Hz), 3.60(4H, t, I=5.1Hz), 2.96 (4H, t, J=4.9Hz), 2.38(3H, s),
1.49(9H, s).

(195b) 4— (4—F3/)—2—-AFN—T7z)) —EXRTT Y= 1=HR
B tert—JFIN TATIV

%%M(194b)&E%be‘iﬁﬂ(l95a)fﬁémt4—(2—%?
N—d—mba-Tzo))) —ERSDY—1-—JVRVE ter t —TFIIA
S (1. 15 g) moEEkamo. 870 g (83%) zWET/EEEKE
L THE.

" MS (FAB) m/z:292 M+ D

(195¢) 4— {4—[3— (2=ARFY—5—AFN=TzZ)l) —ULAF]
AT —T L} —ERITI—1—ANRIE ter t—TFN LAF
WV

Sl (194 c) ERBICUTERM (195b) TAGNhEL— (4-T3/
o AF—Tro)) —PRSII- 1 —HARIEE ter t—TFIN IR
)b (58mg) £2—AbFY—5—AFNTZMAYITF—F (0. 3 m
L) moEIEAm2 4 me (26%) 2EEIIEEEELTEE,

H-NMRZ 2 )L (400MHz, DMSO-d6) : & (ppm)=9. 10(1H, s), 8.07(1H, ), 7.97(1H, d,
J=1.2Hz), 7.27(1H, d, J=1.9Hz), 7.18 (1L, dd, J=8.6 and 2.4Hz), 6.93(1H, d,
1=8. 6H2). 6. 86 (1H, d, 7=8.2Hz), 6.71(1H, d, J=7.8Hz), 3.81(3H, ), 3.43(4H, brs),
9. 71 (4H, 1, J=4.5Hz), 2.22(3H, s), 2.20(3H, s), 1.40(9H, s).

MS (FAB) m/z:455 (M + H)*. |

Rl : 103-105 C..

(ERF196) 1— {4—[3— (2—X rEY—5—RAFIN—Tx)) —U
LA R] =7z} —ERUDY—4—hVRVEER (2—700-6—AF)—
Jr=))) -7 3K (LEWES-19) |
(196a) 1— (4—=hm—7z2))) —ERYDY—4-TVRB TV
TAF

) = RATF VB TFIVIAFN (5. 04 g) . 4—7FR=baR>E
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> (2. 30 g).FLTHREBAUTIA (2. 26 g) OFEFZMUIIL (10
0 mL) MBwKE2 2. SIEEMEERLE. RISESYEERIFIVTHERRL.,
K. BIFIREEKSET B YU T LKA, T U THERAEKTHREL., RERF VDAL
cEEL., B, FLTEBELE. BENENS LI O N I7 4 —THRE (¥
ropAy Y /HBIFLL10: 1) L, Eifkama. 08g (90%) &HAH
RELTHRE,
MSED) m/z:278 (MY).

(196b) 1— (4=-73/— 7IWW)—t«U// 4 —HIVRVE TFN
TATI

EWm (196a) TASNEL— (4—=bp—-7xz2)h) —EXRYD—4-
HIVIR :E?)I/IZTJL (2. 83 g) &1 0 %/ DT ARSEMIE (0. 5
42 g) OEAFFSERETIY (60 ml) MEREZKRFEKT. ZRT
o ABEEE L. KSEAWERBL. BHL. ©UTREmEE L, BRILAY
(3. 08 g) 2REEFINELTEL.
MS (FAB) m/z:249 (M + 1™ |

(196¢) 1— {4— [3— (2=AFFY—5-AFNTx)) —TLAK]
—go} —ERUDY—4—HIREE IFIVIATIV

iEHl (19 6D) TESNEL— (4—F3/—Tzo)h) —EXYIY—4-
HNEVE TFNIZAFN (2. 69 g) OFKFHIERRTIZ (20 m
L)%ﬁK\2—%%#9—5—%?»71:w4v97f~b(1.94g)®ﬁ
KFFSeROT7S> (10 mL)@WEMitos%ﬁ%‘&mﬁé%mx&/
~w&mi‘%%btoﬁﬁ%%%vﬁuﬁwlw%w¢fﬁb<%ﬁb L.
ZUTHESEE L., ELLaw3. 98 g (90%) 2EHRKAEHFELTREL.

NS (FAB) m/z:412 (M + D',

(196d) 1— (4— [3— (2=RARFP=5—AFNTzZ)) —TLA K]
— T} —ERYDY— 4 —TIVRVE

Efm (196¢c) TASNEL- {4— (83— (2-AFFT—5-AFNTx
) =LA Rl=7 2o —ERY D=4 —TIVR B I?)lxIZT)I/(B
91 g) D1HE Kb FUTAKER (20 mL) EFhSEROII>
(60 mL)AKE2. 5EMMEsERLE. RINESMIC1HE HE®R(30 m
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L) Bi%. HHEBHEEWE FREL. 1V 70EVI—F)V&mA. BHEIHHT
BETEARLE, Fll LEBEEZERL, K&V 7OEVT—FVTHEL, TL
CHEERLCERLAYS. 84g (100%) EREEEELTHE,
MS(FAB) m/z: 384 M+ D

(196e) 1—{4—[3— (2=APFI—=5—-AF)V— T — LA K]
—TxI) —ERUDY—4—JVRVE (2-7A0-6—AFN -7z
~73K

SEhEp (196d) TABNEL— (4= [3— (2-AMFY—5-RAFNT=

o) =LA R] —Txzbv) —PRYDY—4—HNVARE (103meg) . 2

HHO—6—AFNT=UY (42 mg) . 1-THNRTRARIE FHREK

o (50% EFEETFIVEAN, 0. 32 mL) ., ZUTRUIFINTI> (0. 1

{1 mL) OTVAFNTERTIR (5 mlL) WiEE 1 7HHSRTERER. 80
oCT QML -, KINEEWEERIFIVTHRIRL, BRREARS MU DA
KV & R A T L, FilT MUY A ETERL, TUTRIEL. REY
EHSAVORRNT ST 4 —CHE (PronAy > /BBIFIV2 120 1,
BLTIIOOAS /A )5 - 1) L. BiElA#H26 mg (19%) %
R EEKE L TER.

-NMRZ 2827 | )b (400MHz, DMS0-d6) : 6 (ppm)=9.5‘1 (1H, s), 9.06(1H, s), 8.05(1H, s),
7.99(1H, s), 7.37-7.27(2H, m), 7.31(1H, d, J=9.0Hz), 7.96-7.18(m, 2H), 6.92 (2H,
4, 1=8.6Hz), 6.88 (16, d, J=8.2Hz), 6.72(1H, d, J=10.9Hz), 3.84 (M, ), 3.66 (2N,
d, J=11.4Hz), 3.34-3.27(1H, m), 2.73—2.63(2H, m, 2.23(3H, s), 9.18(3H, 9),
1.97-1. 89 (2H, m), 1.87-1.75(2H, m.

MS (FAB) m/z:507 (4 + H)*.

Rl @ >250 C (48 «

(EHH197) 4— 14— [3— (2—ARFY—5=AFN=Tx=)) —U
LA R] —Tzo)b} —ERSDY—1 ARV 2-/B0-6—-AF)h=7
=)V AT bEWEE1-490)

(197a) yaon&E@ (2— yan—6— x?w71ww)

—yop—6-—AF)7x/—) (1. 06 g)@%*)bmm%&y(lo
ml) Eic RURAF> (0. 736 g) £EUYX (0. 60 mL) & 0
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oCTIERITMA. 100%. RNREAWERRICED, 15MHHERL. Wiz
L. PRI T IV TRRL, K. LEE #E]k. 1HE KBR{IEF YT LK
vewE. U CAT UK TS L, FileF N AL TEHRL, TUTRMEL, R
e EgRat I ELTER. | '

MS (BI) m/z:204 (MY).

(197Db) 4= (4= [3— (2=APF¥—5-RAFN=Tz=)h) —TL1 Kl

—T I} —ERSVY— 1 ARV 2—700—6—AFN-TxZ)b T

ATV |

Sl (47 a) TEBNEL— (2—ARFY—5—AF)N—T7x=))) —3—
A—PRSDY—1—AN=T ) LT (86 me) LEhahl (197
2) TELNEZOOEE (2-700-6—AFNTz=))) (63 meg) O
AFRSEROTZSY (10 mLV@%%%E%ﬁT3%@%#btoﬁmﬁé%
SR T T TR L . BRREKET LU 7 Ak S AR Rk TR L Bl
FRUYALTERL, BBl TUTEEL-, BEYENFSLAIOINTTT 4
TR (D OORY Y/ EBIFIVA 1) Lk, BENERETOVENFY
S /A TRENTI—FN (5 1) FTEMUERL, Tl LEREZERL, €
UTIRESES L CE a9 4me (7 2%) ZEAEKEL TR,

IH-NMR A R 277 ]\)l/(4OOMHz,DMSO—d6): o (ppm)=9. 13 (1H, ), '8.08(1H, s), 7.99(1H, s),
7.39 (14, d,'J=7.9Hz), 7.35(2H, d, J=9.0Hz), 7.28(1H, d, 1=7.4Hz), 7.19(1H, dd,
1=7.7 and 7.7Hz), 6.96(2H, d, J=9.0Hz), 6.89(1H, d, I=8.2Hz), 6.73(1H, d,
J=T7.8Hz), 3.84(3H, s), 3.61(4H, brs), 3.14(4H, brs), 2.23(3H, ), 2.20(3H, s).
MS (FAB) m/z:509 (M + ™.

Bl : 146-148 C.

(EHiB198) 4— {4— [3— (2-APF¥—5-AFN—T7=2)) =V
LAR] =722} —2—AFN—ERFV—1—HVRVE (2—-rn00-—
6—AF)N—T7x)) —7IR (LEWESL-13)

(198a) 3—AF)—1— (4—=bo—7z2))) —EXTIY

o AFNERFTUY (1. 03 g) . 4—7NAOZhORIEY (0. 55
mL) . ZLTHE®BIU YL (0. 745 g) O7Er=hU (20 mL) &
By 3. 5ERIISEBRLE. SRS EERIFIVTRRL. Ko amaiK
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U L. TS N U YA ETEEL, WBL, U TEKLE. BEE1Y 70
POl e L < R U, B LA RER L. U CRESRL. il
oW 8 ame (77%) EEEEEELUTEE,
MS(FAB) m/z:222 (M + H)*.

(198Db) 2—AF)IV—4— (4—=—broa—7x=)V) —ERIFV—1—-HIVR
B tert—TFNIATFI |

gl (198a) TASNE3—AFN—1— (4—=bE-Tx))) —EX
59(0.662 g)&y—ter t—7F)N VUh—ARF—HK(0.780 g)

C OEkFEIERRTIY (20 ml) EREEET1 8. bREBRLL. KK

BAWERRIFNTERL, SAREAKRT MY 7 AKER & SR Bk T L,
FEs b A LT L. B, L. T U CHMESR L TERGAw 1. 1
8 g EEEAE L TEE.
MS (FAB) m/z:322 MM + H)™.
(198¢) 2—AFN—4— (4—F3/)—7x2)) —ERFTDY— 1=K
B tert—TFFINIATI |
%ﬁ%(l98b>f@5mtz—x%»—4—<4—:rn—7l:w>—5&'
53 —1-HVRVE ter t—TFNIZXFI (1. 18¢g) £10%/8TY
pAREAE (160 meg) OEKFRSERETIY (20 mL) BEKEK
EBEST. HRTL 3. SHMAML. WL, TUTEEL L. BlMED 7k
pOT RIS T 4 — T (PUENAY Y BRIFIVL 1) L. BREEn
76 mgrREREFMINEL TR
MS(EI) m/z:291 (M.
(198d) 4— {4—[3— (2—AFFY—5—AFN=TzZ)) —~TI LA K]
— Tz} =2 - AFN—ERTVY— 1 —HNRIE tert—TF)IN TAF)
Eipl (198 c) THEBNE2—AFIN—4— (4=T73I/—T7x2))) —ER
5y —1—HVEVE ter t—7FIVIATIN (0. 476 g) &2-Ah
Fy—5-AFNTzAVITF—h (0. 39 g) OFKTHIEFRTT
> (10 ml) EEESRETL 2BRERLE. RISEEWICASY /—)VEMARE
Wi, BEWENSAZOR N7 4 —CHE (PrOniy >/ BRIT)
4:1) L. BETANEEE, BONEFIVEAY TOENI—FIHRTHL <
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W L7, Ml U B2 L., & U CRESE L CERMLAY 9 9me 2H#5RA
Bk ELUTEE.
IH-NMRZ 2% )l (400MHz, DMSO-d6) : & (ppm)=9. 08 (1H, ), 8.05(1H, s), 7.98(1H, d,
1=1.9H2), 7.32(2H, d, J=8.6MHz), 6.89(1H, d, J=2.0Hz), 6.87(1H, s), 6.72(1H, dd,
1=8. 2 and 1.9Hz), 4.20(1H, brs), 3.83(3H, s), 3.80(1H, d, J=12.5Hz), 3.46(lH,
4, 1=12.0Hz), 3.37(1H, d, J=12.1Hz), 3.32(1H, d, J=0.4Hz), 3.14(1H, ddd, J=12.0,
19.0, 4.0Hz), 2.71(1H, dd, J=11.8 and 3.9Hz), 2.54-2.51(1H, m, 2.22(3H, s),
1.42(9H, s), 1.22(3H, d, J=7.0Hz).
MS (FAB) m/z:455 (M + H)*.
Rl : 167-168 C. |

(198e) 1— (2= AFFY—5=AFN—Txz=))) —3—[4— (3—AF
W—ERTVY—1—A)) =Tz =TT \

depihl (198d) TABNEL— (4— [8— (2—ARFT—5—AF)—7
22)) =LA Rl =722V} = 2 - AFN—ERT VL~ 1= HIVRE tert
_gF) TAF)N (370 me) E¥=V—)l (1. 3 mL) ofkIrnon
A%> (10 mL) BWEIC MU 7L ADEE (1. 2 mL) ZHERTH T L
1 QEEfMS. RISESWEEMEL. SMEHmART N U LAKEETHFML, LT
VTN I—F VR TRE L, LESERE, BEYEELT S X TREL .
WU ERERR L. BEGSEL CESLAw2 8 3me (9 8%) ZIKAEMKL
LTk, |
MS (FAB) m/z:355 (M + H)*.

(198f) 4— {4— [3— (2=RAFF¥—5—AFN—7x2)) =LA K]
—gro) — 2 —AFN-ERSTI—1-FIRIE (2-r00-6—-AF
w—7IZW)—TEP

E=Hl (198e) TELBNEL— (2—AFFY—5—-AFN—-7xI)V) —3
—[4— (3—RAFN—ERSVY—1—A)) —T7zZ)]-TL7 (60 mg)
Lo—rOn—6—AFNTzZNAYITF—F (59 mg) OWKTHFIER
075> (5 mlL) WEAEERT] 4BMERLEZ, INERWICAS / —)VEMN
ZeE e, BEMEN S LAV OR NS ST 4 —TRE (rnnisyr /BRIT
W2 1) L. KEFAINEEE, BohEd1VErY 7V I—7)V/ ERT
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Sl (5: 1) hCRL<BERL, HHLEBEEZERL, €U TREGZRLT, &
a3 8 me (43%) EEEEEEELTERE

'H-NMRA R ~JU (400MHz, DMSO-d6) : 0 (ppm)=9. 10 (1H, s), 8.16 (1H, s), 8.07(1H, s),
7.99(1H, s), 7.33(3H, d, 1=8. 6Hz), 7.22(1H, d, J=T.5Hz), 7.17(1H, dd, I=7.6 and

' 7.6Hz), 6.94(2H, d, J=9.0Hz), 6.89(1H, d, J=8. 6Hz), 6.73(1H, d, J=8.2Hz),

4,41 (1H, brs), 3.97(1H, d, 7=192. 0Hz), 3.84(3H, s), 3.54(1H, 4, 1=9. 9Hz), 3.45(1H,
d, 7=9.92Hz), 3.22(1H, t, J=12.2Hz), 2. 78 (1H, d, J=8.2Hz), 2.60(1H, t, J=10.6Hz),
9.93(3H, s), 2.20(3H, 9), 1.33(3H, d, J=6.2Hz).
MS (FAB) m/z:522 (M + D)™
Bl : 161-163 C,
<%mM199>4—{4—[3—<z—xb¢9f5—x?»—71:w5—w
LA R] =T 2o} — 2= AFN—ERTVY—1—HVRVBE (2,6 -TAF
N—Tzo) =73 R (LAWES-33) o |
sl (198 ) LFBEOHET, il (198e) THENLL- (2- -3
rEL—5—AFN—Txz=)V) —3—[4— (3~ AFN—ERFTT—1— —JV)
Cor=]-wLT (60 meg) 2, 6 —VAFNTzNAVITI—h (4
5 meg) ALERLAW3 6 me (42%) EERGEMEEL TR
'H-NMR AR 27 ]‘)l/(4OOMHZ,DMSO—d6): o (ppm)=9. 10 (1H, s), 8.07(1H, s), 7.99 (14, s),
7.89(1H, s), 7.33(2H, d, 7=9.0Hz), 7.05(3H, s), 6.94 (2H, d, J=9.0Hz), 6.89(lH,
d, J=8.2Hz), 6.’73(1H, dd, J=10.4 and 3. 8Hz), 4. 40 (18, brs), 3.97(1H, d, J=14. 3Hz),

" 3.84(3H, s), 3.53(2H, d, J=8.0Hz), 3.45-3. 1714, w), 2.78(1H, d, J=12.1Hz),

9 65-2.51 (10, m, 2.23(6H, s), 2.15(3H, s), 1.31(3H, d, J=6.7Hz).
MS (FAB) m/z:502 (M + D).

Bl 1 204-206 °C.

(Ef200) 4— {4—[3— (2R rEY -5 —AF)N—7xz2)) —Ub
4 K] —To) —RERE-1,4-D7PEY— 1WAV (270
He— 6 —AFN—Txl) =73 E (LEWES2-9)
(200a)4—(4—:%D—71:w)—NWEFD—1,4—97EE>—ﬁ
WRVEE tert—T7FINIATIV

gl (198 a) LRBEOSEET. 1 —FREERSOVANRIE tert—
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JFNTAF (4. 96 @) L4—ThFu-baRi¥r (1. 84 g) A
S baw 3. 13 g(?S/)%ﬁ@@%th?to
MS (FAB) m/z:322 (M + H)*.
(200D) 4— (4—=F3 /-7 —R)heROo—1, 4=-I7EEZ—0
WEVE ter t—TFIVIAFN
%m%(198c)&ﬁ%@ﬁﬁﬁ\%%ﬂ(ZOOa)T%EhE4—(4—:
KOo—7z=J)l) —~bEROo—1, 4-YU7PES—HVRVE tert—TF
VIZAF (3. 13 g) MoEEEE®m2. 97 g (100%) &RAKETA
VELTEE. 4 |
MS (FAB) m/z:292 (M + H)*.
(200c) 4— {4— [3— (2=APF¥—5=AFN=Tx=)) — LA K]
—7x%w}—«wthm—1 4 -7 FEY— 1 —HNVEKR B tert—7?
VIAFV
%ﬁ%(ﬂ98d)tﬁ%hﬁ%f‘imW(ZOOb)fﬁéht4—(4—7
3 )—72=))) —~JVeRO—-1, 4-VT7FES—HIRVB tert—TJF
WIZFI (1. 08 g) £2—ARFY—5—-AFNTzZWAVTTI—FR
sEEal. 27 g (715%) &ALrIaF1IEL TR
MS (FAB) m/z:455 O + H)*.
(200d) 1— (2=ARFY—5-AFN=7z2)h) —3— (4-VEFH
—1, 4-VTEEY—1-AN=7z2)) —TULT
Sfiil (198 e) ERBERFET. £l (200c) THENEZA—- {413
C(9—AEY—5—AFN =TT —T LA K] 7z} —R)bE RO
1, 4—VTPEY—1—ANEVE ter t—TFINTATIIN (1. 27 @)
AOEEEAT1. 07 g (100%) ZERATENT 7 A&UTHRE,
MS (FAB) m/z:355 (MM + I*.
(200e) 4— {4— [3— (2—APFI—5—-AFN—T7xzZ)) —ULAR]
o=} —RERO-1,4-V7EEL— 1 —HLEVE (2-2100-6
CRFN—TEII) —TIR |
%ﬁ%(198f)&ﬁﬁ@ﬁ&f\%ﬁW(ZOOd)Tﬁ6hkl—(2—%
hEL—5—AF)—Tzo))) —3— (4—~Jkko—1, 4-I7EEX—1



10

15

20

25

30

WO 2006/004200 PCT/JP2005/012635

281

=Tzl —LT (123 me) E2-2OH-6—AFNT A
Vi 7F—b (80 me) MLEMELEWL T 2me (95%) EN—TaBEE
LTI, | .

H NMR (400MHz, DMSO-d6) : 6 (opm) =8. 92 (1H, s), 8.01(1H, s), 7.99(1H, d, J=2.0Hz),
7:94(1H, s), 7.30(1H, d, J=6.3Hz), 7.25(2H, d, J=9.0Hz), 7.18(1H, d, J=5.5Hz),
715(1, d, J=7.5Hz), 6.88(1H, d, J=8.3Hz), 6.71(3H, d, J=9.0Hz), 3.83(3H, s),
3.63-3. 50 (41, m), 3.40-3.26 (4K, m), 2.23(3H, s), 2.09(3H, ), 2.05-1.95C2H, m).
MS(ES) m/z:522 (M + W™

RiE : D240 T (R . |

(EHF201) 4— {4— [3— (2=APFY—5—AFN—T7zZ)) -V
LA K] =Tz} —bERE-1, 4—D7EEY— 1 —AVEVB (2,6
—VDAFN—-Tx) —TFIE (LEWESL-29)

sl (198 £) EFBOHET. EHl (200d) THASNEL- (2-X
REY—5—AF—Tx2)l) —3— (4—R)beRo—1, 4-P7HEZ -1
=Tz =TT (129 mg) &2, 6 —=PAFNTzZNAV LT
F—h (73 meg) HOEIEEWL06me (58%) 2X—VaBEKELT
&=, '

' NMR (400MHz, DNSO-d6) : O (ppm) =8. 89 (1, s), 7.98(1H, §), 7.97(1H, 5), 7.64(1H,
$). 7.92 (3, d, 1=9.0Hz), 6.98(3H, s), 6.85(1H, d, J=9.0Hz), 6. 68 (3H, d, J=9.0Hz),
3.80(3H, ), 3.61-3.47(4H, m), 3.38-3.22(4H, m), 2.20(3H, s), 2.03(6H, s),
1.98-1.89 (2H, m).

MS(ES) m/z:502 (M + I)*.

B 240 C (O1R) .

(EHf202) 6— [3— (2-ALFY—5—-AFN—7z2)) —TLA K]

C 3. A—TVERUR—1E—AVF /U —2—-HARVB (2-700—-6-X
F—Tz) —FI R (LAWER-14)
(2022) 6—[3— (2—ARF¥—5—AF)—T7xZ)) —UbA K] -3,
A—DERUR—1H—AVF I U>—2—NVRVEE ter t—TFIV TAF
Vo |

6-73/-3, 4—-VLRO—1H-AVE/US—2—JVRVEE tert
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_FFNIATIN (0. 0451 g) E2-ARFI—5-AFNTzIAY
S7F—hk (0. 0392 g) OEAFIIEROTIY (10 mL) HRE=
ﬁ?lSﬁﬁ%#btoﬁﬁﬁé%t%&/*k%Mi%ﬁbto%E%Eﬁ?Aﬁ
O TS5 4 —CEE (Praniy s /BBRIFIVLI0 1) Lk, B5NHE
%%«#ﬁ>/4V7DEW1—%w¢Tﬁb<ﬁ#b\ﬁﬁb\%LTME%@L
. mELAm5 48 me (73% EHAEEELTEE.
IH—NMR}<f<£7]\)b(400MHz,DMSO—d6):(5(DDm)=9.24(1H,s), 8. 14(1H, s), 7.99(1H, s),
7.35(10, s), 7.19(1H, d, J=7.1Hz), 7.07(1H, d, J=8.2Hz), 6.89(1H, d, J=8.2Hz),
6.74 (10, d, 7=8.9Hz), 4.43(2H, brs), 3.84(3H, s), 3.54 (2K, t, J=5. 5Hz), 2.75 (2H,
{, J=5.7Hz), 2.23(3H, s), 1.43(%H, s).
MS (FAB) m/z:412 (M + H)*.
Rl - 183-185 C.

(202Db) 1— (2—ARFP—5—XFN—-7xz=))) —3— (1, 2, 3, 4
—F RS RO—VYF/Ur—6—1) —TULT

Wl (202 a) TASGNEZ6—[3— (2—AFFT—5- x?w J.Z)V)
LA R] —3,4—YERUR-1H—TVYF /U —2— —hHIVAR B tert
_gF) A7) (0. 406 g) E¥=V—J) (1. 6 mL) OKIInO
OA%> (10 mL) @iz Y 7V 0E#: (1. 5 mL) ZERTH LK.
o 4RI, KISESMEEEL. SRREAKRT N Y LKEETHIL, AFY
S EMATEETHERLE, FEAERE, AFF R THRLSERL, S 51280
sk U AT < BHRL 7o, WP L EEEERL, K EAFY > TH
WL, =L CHTEMmL, EiEkamw308 me (100%) ZHGEGEILTE
7Zo

MS (FAB) m/z:312 (M + D™

(202c)6—[3—(2—%%#9—5—%?»—71:w)—@V%P]—&
4—9tFUF—H&%V#/U>—2—%WﬁV@ (2—Z70d—6—AF)V—
7)) —73F

=W (202b) TRLNEZ1— (2 }b$/ 5—AF)N—7xJV) —3
— (1, 2, 3, 4—FhIERE—AVF/UZ—6~ —4) =LY (70 m
g) £2-r00-6—AFNTzIWAVITI—F (44 mg) DEKT KT
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LRETSY (5 mL) BHEEERT2BRERLE, SEEMCAY ) -V E
MAPEL 7. BEMEN S AVOR N 57 4 —THE (PruniAsy >/ HRT

CFN4:1-2:1) L, ERawe 7 me (91%) ZHEEEEKELTRE,

H-NMRZ %2 )L (400MHz, DMSO-d6) : & (ppm)=9. 25 (1H, s), 8. 19(1H, s), 8. 16 (1H, s),
8.00(1H, d, J=1.9Hz), 7.39(1H, d, J=2.3Hz), 7.32(1H, dd, J=6.9 and 0.2Hz),
7.99-7.17(2H, ), 7.17(1H, dd, J=13.8 and 6. 2Hz), 7.07(1H, d, J=8.2Hz), 6.90 (IH,
4, 1=8.2Hz), 6.75(1H, dd, J=8.2 and 1.5Hz), 4.58(C2H, s), 3.84(H, s), 3.70(2H,
{, J=5.9Hz), 2.84(2H, i, J=5.5Hz), 2.23(3H, ), 2.18(3H, s).

NS (FAB) m/2:479 O + B)*.

Rl 1 216-218 Co

(EHG2 0 3) 6— [3— (2—AFFS—5—AFN—T ) LA K]
— 3. 4A-VERUYR—1H—AVF IV —2—HNRIE (2,6 -IAFN—7
=) — 73R (LEWES3-20)

EHH (202Db) TEBNEL— (2—AMFY—5—AFN—T7xz)V) —3
~ (1, 2, 3, 4-FHRIERO—AVF/UZ—6-1))) ~TLT (68 m
g) £2, 6—VAFNTZINAVITF—h (39 meg) DEERLEEMO 0
meg (91%) ZHABEKELTEER.

H-NMRZ %2 )L (400MHz, DMSO-d6) : 6 (ppm)=9. 25 (1H, s), 8.16(1H, s), 8.00(1H, s),
7.93(1H, s), 7.39(1H, s), 7.21(1H, d, J=8.2Hz), 7.07(lH, d, 7=9.4Hz), 7.05 (H,
$), 6.90(1H, dd, J=8.2 and 1.5Hz), 6.75(1H, d, J=8.2Hz), 4.58(2H, ), 3.85C3H,
$), 3.70(2H, 1, J=5.4Hz), 2.84(2H, t, J=5.8Hz), 2.23(3H, s), 2.13(6H, s).
MS(FAB) m/z:459 O + ). (

Rt : 204-206 C.

(%ﬁ%204)[4—(3—{4—[4—(2—0DD—6—X?N—7::»%
WNEAN) —ERFTDY—1—AN] =722V} —TLAF) =R D)] —F
ZEVE DIFVIATI (RWES1-491)

(204a) 4— [ (DTFFY—HRARUIN) AFN] —KEER

A—TOEAFIVEBEHL (119 g) ORARVE MIFNIZATI (1
7 5 mL) EFER=RUI (40 ml) ORERE 2 HRIMARERLE. K
m@é%é%%b\ﬁmbt@W%ﬁmb\477DEW1—?WT%@b\%LT
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MEFEmUCERMLaw1 1. 0 g (73%) ZHBEAZLTEE.
(204b) 4— (4—1{3—[4— (T RFIV—FARUIWAFII) —Txz)V]
oA R} —Tzo)) —ERITY—1—JVERVE ter t =TFIIAT
) |

(%ﬁﬂ42)tﬁﬁ@ﬁ&?%ﬁ%(204a)T%5ﬂt4—(91%*7—
BAKUVAFIL) —ZEBER (1. 03 g) EN-ter t—TFHFIAIR
“=N’ —(4—F3I )7z —ERFVU(1. 11 g)hoEle?wl.
65 g (80%) ZABGEMAKELTEE.

" MS(FAB) m/z:547 (M + H)'.

(204c) {4—[8— (4—ERFVY—1—AN—TzZ)) —TLAR] —

RNV} —RAKRE PIFINIATIN |
Eiill (47 a) EFBEOFETERG (204Db) THSNI4A— (4- {3—
[4— (UL RFEI—FARUIVAFN) —7z2)] —ILA R} —722))) —

PRy —1—JVRVEE ter t—TFIVIATI (1. 65 g) NHIRET

ka1, 23 g (91%) eN—VaBEKELTRELE.

MS (FAB) m/z:447 (O + H)*.

(204d) [4— (3— {4— [4— (2—7BO—6—AFN—TzZ)VHIWN

B4 BRIV — 1 —AN] =T} —T LA R) —RIVN] — AR

S PIFIVIATIV '
CERpl4 9) EFBEOFETERH (204c) TEBNE {4— [3— (4-

PRSDY—1—A =Tz —TLA Rl —A_IDN) —RARVE PIF

WIATN (78 mg) £2—/00—-6—AFNTzZNAVITF—F (33

meg) NEELAW6 1meg (6 2%) 2HEAREKEL TR,

E-NMRZ +2 27 | )b (400MHz, DMSO-d6) : 6 (ppm)=8. 54 (1K, s), 8.43(1H, ), 8.24 (1K, ),

7.38 O, d, J=8.7Hz), 7.33(3H, d, J=8.2Hz), 7.20(1H, d, J=11.0Hz), 7.18(2H, d,

J= 7.8Hz), 7.15(d, 1H, d,J=6.6Hz), 6.95(2H, d, J=8.2Hz), 3.95(2H, q, J=T.5Hz),

3.93(9H, q, J=7.5Hz), 3.61(4H, t, J=4.6Hz), 3.14(2H, d, J=21Hz), 3.08(4H, t

J=4.5Hz), 2.20(3H, s), 1.18(6H, t, J=7.0Hz).

MS(FAB) m/z:614 O + ).

Rl : 218-220 C.
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(EMF205) 1— (4—X2VJ1)I—3, 4, 5, 6 -7 hrZERO—-2H—-

0127 ] EEUVS—5 —4M) —3—(2—-APFT—5-AF)—T=x

—IN =LY (LEmESL-80) .

(205a) (5’ —=phox—3, 4, 5, 6—5FhrS5ERO—2H-[1, 2’ 1€

BUDIN—4—A)) =TTV —RAF )~
4—RIJAIVERY D EEE (0. 96 g) . 2—ZnO—-5—=hnty

2>(0.674 g). ®EBAJTAL (1. 18 g) O7EF=RUN (20 m

L) OMENE 7. 5EEEAMALE. KESYEZERITIVTHERL, Kl

A THE L. T RU T A L TERL, WBL. TUTREL . REWE

4V7DEWI—%W/ﬁMI?w(5:1)#?ﬁb<%ﬁb\ﬁmb\%bfﬁ
EEmL, ERbawl. 18 g (89%) E|AERKILTREL, |
MS (FAB) m/z:312 (M + )™ |

(205b) (5’ —73/—3, 4, 5, 6-Fhscko—2H-[1, 2" I¥
PUDIN—4—A)) —Txh—RF >

% (205a) TRBNE (57 —=hO—3, 4, 5, 6-FhIEKO-
SH—[1, 2" 1EBUDN—4—A)) —Tx=Z)h—A¥ /> (0. 620 g)
L10%RSUTAREME (0. 124 g)0AkFOIERRYI (156 m
Ly 28— (15 mL) OMBHEKESEST. 3WMBRLE. SR
SEEEL. WL, BENENT ALY O N5 74— THE (PrRaRiY
y/%@:?»l:Z)LEO%Ehtﬁwéaiﬁy/Mwl?w(5:1)#?
WL <L, WL, TUTHERRL TEREM4 24 me (75%) &
¥oraEkE L TER, ‘
MS (FAB) m/2:282 (M + ).

(205¢) 1— (4—~_>Y4)—3, 4 5, 6—-FhFekn—2H- [1,
9" 1 FPYD=—5" —Al) —3—(2—AMFY—5—-AFN=Tx2))—
A , . ‘
EHill (205Db) TRShE (57 —73/-3, 4, 5, 6-FhIElFu-
9H—[1, 2’ JEBUDI—4—A)V) —Tz=)—AF /> (403 mg) &
92— ARFY—5—AFN Tz TF—h (0. 25 mL) OEKT T
LROTSY (10 ml) BREEETABEERLE, RIBREWITAY /)
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%Mi\%%bko%ﬁ%%Vbnmx&y/%@I?w(S:1)¢Tﬁb<%@
L. WL, =L CREERL TR ams 37 mg (84%) 2HE> T AH
wE LU TR, .
IH-NMRZ %27 T )b (400MHz, DMSO-d6) : 6 (ppm)=9. 05 (1H, s), 8.13(1H, d, 1=2.8Hz),
8. 11(1H, s), 8.03(2H, d, J=7.8Hz), 7.97(lH, s), 7.72 (14, dd, J=9.4 and 2.8Hz);
7.67T(1H, t, J1=7.8Hz), 7.56(2H, t, J=7.8Hz), 6.89(1H, d, J=8.2Hz), 6.85(1H, d,
1=9. 4Hz), 6.73(1H, d, 7=8.2Hz), 4.25(2H, d, J=12.2Hz), 3.84 (3H, ), 3.78-3.65 (1L,
m, 2.97(2H, dd, J=12.2 and 11.8Hz), 2.22(3H, s), 1.84(2H, d, J=12.5Hz), 1.59 C2H,
dd, 1=11.8 and 11.2H2).
MS(ES) m/z:445 (1 + D).
Bl : 193-194 C.
(%%W206)4—[4—(3—«#9»—WV4F)—71:”]—5&59
S HLELE (2—rOb-6—AFN—TrIh) —FIE (LAUES
1-495)

(206a) 4— [4— (3=AFIN—TLAR) —TxI)V] —EXRTT—1
—HINRIE ter t—TFNIAFN 4 |
(%%%1)&ﬁﬁ@ﬁ&T‘N—tert—7?n#9ﬁwﬁ:w—N’—K4
73 )TV —ERSDI(2. 77 g en—AFIIAVTTI—b (L.
75 mL) M5, EELEWS3. 91 g (97%) 2EREHRILTRE.
IH NMR (400MHz, DMS0-d6) : 6 (ppm)=8.09 (1H, s), 7.21(2H, d, J=9.0Hz), 6.82CH, d,
1=9.0Hz), 5.95(1H, brs), 3.43(4H, t, J=4.7Hz), 3.04(2H, q, J=11.4Hz), 2.96 (41,
L]%JmkIAMM,Q,LM%%MM,W,L%%JMw,m,&M@Rt,

1=6. 8Hz) . |

(206b) 1-AFIN—3— (4—ERIVY—1—AN=Tx2)) —TVT
Epl (47 a) ERBOFET. (EFI206a) TR NE4A— [4— (8
CAEU—TLA ) =Tz BRIV -1 AR tert—7

ST aAFL (3. 91 g) hoERMkAw2. 94 g (100%) ZHEHRR

ELUTHERE,
MS (FAB) m/z:305 (M + 0.
(206¢c) 4— [4-— (3 —AFIN—TLAF) —J=)V] —ERST—1
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—HEIE (2—-r0on0—6-—AFN—TJxz)) —T3IF

(EWp 4 9) CRBOFETERM (206Db) TRENZL-A"FII—3—
(4—PRSDY—1—AN—Tz=)V) —ILF (69 mg) £2—700—6
CRFN TNV TF—F (0. 034 mL)ASEREH TS5 me (8
5%) #ELEMKREL TR,

H-NMRZ % ) (400MHz, DMSO—d6) : 6 (ppm)=8. 19 (1K, s), 8.10(1H, ), 7.30(1H, d,
J=8.9Hz). 7.23CH d, 1=9.0Hz), 7.18(1H, dd, J=9.8 and 7.4Hz), 7.15(2H, dd,
1=16.1 and 8.2Hz), 6.86(2H, d, J=9.0Hz), 3.58(4H, t, J=4.4Hz), 3.03(6H, t,
1=5.3Hz), 2.19(3H, s), 1.40(2H, brs), 1.27(6H, brs), 0.87(H, t, I=6.8Hz).
MS (BS) m/z:472 (D*. ‘

Rl < 206-210 C.

(FEHp207) 4— [4— (3= ZOAFLN—ILAK) —T7x2)] —E
R5DY—1—HVEVE (2—FH0-6—AFh—Tzl) —TIE {th
W& S1-511) |
(207a) 4— [4— (3—37OAFVI) —7x)] —ERFVL—1-7
NVEVE tert—TFINIATI

(EfF 1) ERBEOHET. N—ter t —7FOFIHIRIN-N — (4
LT ) TIII) —ERSITI(2. 7T @) EYTOAFIINAYVITF—b (L.
53 mL) M5, EMeam3. 94 g (98%) aHILAHRREILTEL.

{1 NMR (400MHz, DNSO~d6) : & (opm)=8. 04 (1, ), 7.23(2H, d, 1=8.2Hz), 6.85CH, d,
J=8.9Hz), 5.92(IH, d, J=T.5Hz), 3.44-3.44(5H, m), 2.96(4H, 1, J=4.THz),
1.81-1.78 (2H, m), 1.67-1.64(2H, m), 1.56-1.51 (2H, m), 1.41 (9K, s), 1.31-1.25 (2H,
m, 1.21-1.09C2H, m. ‘

(207Db) 1-¥Z7AAFIN—3— (4-ERFVY—1—A =Tz —
AV

(EHpl 47 a) EEBOFET, Eifg (207 a) THRENL4L - [4— (3
CAFU - R) — T2 —ERIVI—1-HVRIB tert—7
FITIFUM (3. 94 g) SERLAW2. 96 g (100%) ZHEHMRK
LU TR,

MS (FAB) m/2:303 O + H)*.
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(207c) 4— [4— (3= 7O AFIIN—ILAR) —Tz)V] —EXFZ
S —HRVE (2—rOO—6—AFN—Tz)) —TIE
(Eff 4 9) EFRBOFETERER (20 7b) THENEL - TENFII

3 (4-PRFVY—1—AN—TzZ)) —ULT (605 mg) &2—7

Od—6—AFN T4V 7F—h (0. 33 mL) MNoEREM8 4 3
meg (9 0%) ZHEARREL TR,

H-NMRZ %27 )b (400MHz, DMSO-d6) : & (ppm) =8. 22 (1H, ), 8.04(1H, s), 7.33(1H, d,
J=7.8Hz), 7.24(2H, d, J=8.6Hz), 7.22(1H, d, J=10.2Hz), 7.17(1H, dd, J=16.8 and
0.4Hz), 6.89(2H, d, J=8.6Hz), 5.92(1H, d, J=7.4Hz), 3.60(4H, t, J=4.3Hz),
3.43(1H, brs), 3.04(4H, 1, J=4.3Hz), 2.203H, ), 1.79(2H, d, J=9.0Hz), 1.65C2H,
d, 1=12.9Hz), 1.54(2H, d, 1=9.8Hz), 1.29(2H, t, J=11.7Hz), 1.16CH, i,
T=12. 3Hz). |

MS (BS) m/z:470 (D*.

FlAL 2 D260 C (4R .
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(EHH208) 4— {4— [3~— (2 —ARNFI—5—AFN—TxZ)) —U
L4 Rl =722V} —ERGDY—1—AINVER [4— (2—EFEFI—T
FEY) —2—AFN—T7z)] —TFIR L &EES1-692)
(208a)2—(3—AF)—4-=tua—7x/F) —x4 /—)V (Cotts, lan

‘G.C. et al, J. Chem.Soc. Perkin Trans. 1, 1985, 1829-1836)

A= RO—AF—Z L= (3. 06 g) OVAFLTERTIR(40 m
L) BiRicRE U A (3. 32 g) & 9 —JFmELy /—)V (1. 6 mL)
%%ﬁfmito&mﬁé%€803T24ﬁﬁm%b\%@I?W?ﬁﬁb‘m&

ok THRE L. BERT UYL ETEEL, WL, REMEN S LY OR T

59— (DHTOOAY > BEEIFIV10: 1—5: 1) TREL. FRadl.
81 g (46%) &yEEEMALL TR, |
'H NMR (400MHz, CDCly) : 6 (ppm)=8.07(1H, d, 1=9. 4Hz), 6.83(1H, d, J=2.8Hz),
6.80(1H, s), 4.52(1H, s), 4.15QH, dd, J=4.5 and 4.5Hz), 4.00(H, dd, J=10.3
and 4. 9Hz), 2.63(3H, S).

(208Db) ter t —TFN—VAFIN— [2— (B=AF)— 4—__I\EI Jx
JFY) —LhFV] —5Y

2 (208 a) THEEZ2— (3—AFI)V— 4—=hO—Tx/FY) —IS’/
—Jb (1. 81 g) BYAFNEINLTIR (30 mL) BN LTz, TOWK

eqsH—L (1. 25 @) Eter t—FFAVAFIIUNZBUE (1.

66 g)E%ﬁ?%ito&ﬁﬁé%%45%%%ﬁb‘%MI?WT%ﬁb‘m
AT A AT L. BT N U A ETERL, TUTRGE L. RENERE
L. EEAm2. 85 g (EENNE) EYEREGEMEILTEL.

'H NMR(4OOMHz,CDC13):6(me)=8.09(1H, d, J=8.6Hz), 6.83(1H, d, J=2. 3Hz),
6.81(1H, s), 4.12(2H, t, J=4.THz), 3.99(H, t, J=4.6Hz), 2.64(3H, s), 0.91(9H,
s), 0.10(6H, s).
(208c)4—[2—(tert—f?w—VX%w—95:w#$v)—Ib#~
2] —2 = AFN—TxIITIY

=Zff (208b) THEter t —7FIV— /%9")1/— [2— (3— %?)l/ 4
——ro—Tz/FY) —TbhFY] —¥52 (2. 85 g) E10%BNRFPTL
mogii (0. 29 g) OEAFRIEEOTSY (30 mL) MBHEZET
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ABRFELT 2 7HEERLE, RGREAWEABL. TUTRELL. BEWED
SKAZOINT ST 40— (Pr0axy >y HRIFIN 1:0—5:1) THHL,
Eabawm2. 57 g (EEMNNE) 2REFAIEL TR,

IH NMR (400MHz, CDC1,) : 6 (ppm)=6. 66 (1H, d, J=2.3Hz), 6.61(1H, d, J=2.7Hz),
6.60 (1H, s), 3.96-3.90(4H, m), 3.34(2H, brs), 2.15(3H, ), 0.91(9H, ), 0.10(6H,
s). ‘
(208d)4—{4—[3f(2—%k#v—5—XTw—7l:w)—WVﬁF]
—Ixol} —ERSVI—1—HIARVE [4— (2—-tRFAFT-ITHFD)

=2 —AFN—Txz)] —-TIF

(EWH 17 0) ERBEOHET, EHifl (47 a) THEL- (2-AbF -
5—AFN—Tr=J) —3— (4—ERFGV>—1—A =Tz =TIL7T (8
65 meg) SEMH (208c) TAE4- [2— (ter t—TFI—IAFN
LS AEY) —TREV] —2 - AFN—TIZATIY (715 me) A
53U T—7)V1. 32 g (80%) ZHBEMKRELTHEE, 2OTUINI—T
NOEKTFSERATSY (30 mL) BRFITF NS TFNT EZUL T
MAUER (1 M FRIEROTS WM 4. 1 mL) 2ERTMAL. 4.
5SS, SUSREMEIEL, TLTKERY /=L (51 1) A TRIELE,
WU TERREEEARL, KERAY )=V THREL. TUTHESZRL, SRke
W1, 09 g (EEBNNE) ZAGEGKELTEL.

'H NMR (400MHz, DMS0-d6) : & (ppm)=9.05(1H, s), 8.03(1H, s), 8.01(1H, s), 7.96(1H,
d, J=2.0Hz), 7.31(2H, d, J=9.0Hz), 7.02(1H, d, J=8.6Hz), 6.92(2H, d, J=9.0Hz),
6.86 (10 d, J=8.92Hz), 6.76(1H, d, J=2.7Hz), 6.70(1H, dd, J=7.8 and 2.0Hz),
6.68(1L, dd, J=8.4 and 2.6Hz), 4.83(1H, t, IJ=5.5Hz), 3.93(2H, dd, J=4.9 and
4.9Hz), 3.82(3H, s?, 3.69(2H, dd, J=10.1 and 5.0Hz), 3.56(4H, t, J=4.9Hz),
3.06(4H, t, J=4.9Hz), 2.22(3H, s), 2.13(3H, s).

MS(ES") m/z:534 (M + H)*.

Rl ;- 174-176°C.

(EHHI209) A— {4— [3— (2—ARFY—5=AFN—TzZ)) -V
LA Rl =722} —ERSDU—1—HNRIE [4— (2—-ERBFI-T
RE) —2— RNUINFOAFIN—T722)V] — 73R (LEHES1-603)
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(209a) 2— (4—=bHA-3—bUZNFORAFN—Tx/F) —LF/—
Voo |

Efiaf (208 a) &lﬂ%@jﬂé&ﬁ 4 ——pkoa—3— (I\_U7)]/7Tl:l)(9"ﬂl/) 7
/)=y (4. 14 g) &2-7aExry/ —) (1. 6 mL) MsiEbEaw
1. 32 g (26%) &EEFNELTRRE,
H NMR(400MHZ,CDC13):6(Dbm)=8.01(1H, d, J=9.0Hz), 7.33(1H, d, J=2. 8Hz),
7.14(1H, dd, J=9.0 and 2.7Hz), 4.52(1H, s), 4.91(2H, t, J=4.5Hz), 4.04(2H, t,
J=4.5Hz).

(209D) ter.t—FFN—CAFI— [2— (4—=bO—-3—-hUThF0O
AFN—Tz)FY) —IThFY] —¥5

S (2 0 8D) EFEEOHET, EiEhl (209 a) THE2- (4—=h0O
—3—RUINFOARFN—Tz/FY) -5 /=) (1. 32 g) Ltert
CIFNTAFILIYI, ZOURC0. 951 g) hEEEMEAMm (2. 02 g)
BRET IV ELTER,
il NMR(400MHZ,CDC13):6(me)=7.94(1H, s), 7.24(1H, ‘d, J=2.4Hz), 7.06(1H, dd,
7=9.0 and 2.7Hz), 4.09(2H, t, J=4. 9HZ),}3.92(2H, t, J=4.9Hz), '0.81(9H, s),
0.01(6H, s).

(209¢) 4— [2— (ter t—TFN—VAFN—YF)FFY) —TbF
2] —2 - RUTNADAFN -T2 T I |
LRI (208 c) EFBOAET, Kl (209Db) Thzter t—7F
N=PRAFN— [2— (4—=bB=3—PUTNFOARAFN—-Tx/F) - L
RED] =35> (1. 92 g) hoEEMEAm1l. 56 g (88%) ZUYH
A1 E L TR, |
'H NMR(400MHZ,CDC13) - 6 (ppm)=6. 98 (1H, d, J=2.7Hz), 6.91(1H, dd, J=8.8 and 2. 9Hz),
6.68(1H, d, J=8.6Hz), 3.99-3.91(4H, m), 3.86(2H, brs), 0.90(9H, s), 0.09(6H,
s). .

(209d) 4—{4—[3—(2—RA ]‘:\‘—“/*5'—%?)1/—71:)]/) AN
I —ERSV—1-HNRVE [4— (2-RaFP-—ITbHFY)
—2—hFUINFOAFIN—TxzZ)V] —TIF

(FEHEHI1 7 0) ERBROFET, EMH (47 a) TABNEL- (2-AbF
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Y5 —AFN—Tz)) —3— (4—EXRTV—1 —A—TJz=)V) —UL
7 (407 mg) rEff (209c) TRE4— [2— (tert—TFIN—
AFN—ToNAFY) —ThFY] —2-RUINAOAFN =T 22T I~
(401 me) HBHIUNI—F)662 meg (79%) EX—Ja@lREl
B, COVUNI—FIOEKT FFERAT T (20 mL) ERTFICT k
STFNTYEZIL TNFUR (1 M FhSERO7SVEMK. 1. 9 m
L)é%ﬁfWitm4.Sﬁﬁ%;ﬁﬁﬁ%%%%ﬁb\%bf*&%&/~%&5:
1)%Wi?%#btoﬁmbf%tI¢E5Wb KEAY )= THEL, TL
TSR, Eifbam424 me (77%) ZHEAEERE L TR,
H NMR (400MHz, DMSO-d6) : & (ppm)=9.09 (1H, s), 8.23(1H, s), 8.07(H, s), 7.99(1H,
$). 7.33(2H, d, J=7.1Hz), 7.32(1H, d, J=T7.8Hz), 7.22(1H, d, J=9.0Ha), 7. 18 (1H,
$). 6.94(2H, d, J=T.9Hz), 6.89(1H, d, J=8.2Hz), 6.73(1H, d, J=8.2Hz), 4.92(1L,
{, J=4.9Hz), 4.07(2H, dd, J=4.2 and 4.2Hz), 3.84(3H, ), 3.73C2H, 4, 1=3. 9Hz) ,
3.56 (41, brs), 3.06(4H, brs), 2.23(3H, s).
MS (ESY) m/z:588 (M + H)*.
Bl 175-177C.

(M2 10) 4— {4— [3— (2=APFY=5—AFN=Tz=)) T
V4P]—71:w}—6&39y—1—ﬁwfy% [2—70Fo—4— (2—
b ROEy—TRED) 7zl =73 E (LAWES1-16D)
(210a)2—[2—(3 —I)Fn—4—=ho-— g1 )%Y) —ThFY] —
FShSeROo—-—EZ >

2— (2— 7D%IF#/)TF7EFD 2H-ES> (2. 09 g) &7t
R=RUJL (20 mL) BWECHREHIUTA (1. 66 g) &3-7)AH—-4
—:I\D7::/—-)}/'(1. 57 g) 2ERTMAR. KNEEWE 2 2 FKREINAE
ﬁbxﬁﬁl?wfﬁ%b‘m&@mﬁﬁmﬁﬁﬁb\m@#FUWALT%@b\
ZUTEE L. BEMEHNS A O N7 40— (Pr00AY > BRIT)V
1:0*10:1)T%§L\@%mé%973‘mg(36%)Eﬁ@ﬁ4w&b
TR,

'H NMR (400MHz, CDC1,) : & (ppm)=8. 06 (1K, d, J=9.0Hz), 6.80(1H, s), 6.77(lH, d,
1=9.THz)., 4. 68(1H, dd, J=4.2 and 3.0Hz), 4.24(1H, dt, J=5.1 and 3. 1H2), 4.10(1H,
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.ddd, J=11.6, 4.9 and 4.0Hz), 3.87-3.80(1H, m), 3.56-3.50 (1H, m), 1.83-1.71(2H,

m, 1.63-1.51GH, m).
(210Db) 2—7)AH—4— [2— (FhIERO-ETFTY—2—ABF) —
IhFY] —TJzIIVTI Y

==yl (210a) TEEZ2— [2- (3—7)Fu—4—=—tra—7=x/F)
_TREL] —FRSERO-ESY (972 mg) &10%/8TVTARRMIE
(0. 1 g) OEAFFSEROTS> (20 ml) BERESE TKREES
T oBEEE L, RISEaWESBL, TUTEELL, BEYEHNTAZTT D
BS99 4— (DrOnAy Y EBIF) 5:1-3:1) THEL., REay
571 mg (62%) #EETAIINELTRL
\H NMR (400MHz, CDC1) : & (ppm)=6. 74-6. 66 (28, m), 6.58(1K, dd, 1=8.6 and 2.7Hz),
4.70(1H, t, J=3.5H2), 4.09-3.993H, m), 3.92-3.87(1H, m), 3.81-3.76(1H, m),
3.56-3.51 (1, ), 1.89-1.81C1H, w, 1.78-1.71 (14, m), 1.67-1.52(5H, m.
(210c)4—{4—L3—(2—%%#&—5—}%»—7::»)—WV4F3
—71:W}—E&?V?—l—ﬁwﬁyﬁl[2—7»?D—4—(Z—EFD#
S—ThE) —T7zIM —TIR .

GEfapl 1 7 0) EREEOHET, EHHl (47 a) TESNEL— (2-ARF
S B—AFN—Tz)) —3— (4—ERFVY—1—AN=Tz=) —UV
¥ (722 meg) XM (210Db) THE2-7)F0—4— [2— (Fh5
ERO-ESY—2-40%Y) —ThFY] 72732 (571 mg)
STHP (=7 hSEROESZL) T—5) (876 mg, 67%) ZHEH
kL LR, COTHP I—FIVEAY ) —VERFTD — MV ZVEZRIT
FoBEEL, ka6 52 me (86%) ZEaEEE L TR,

' NMR (400MHz, DMSO-d6) : & (ppm) =9. 08 (1K, 8), 8.22(1H, ), 8.06 (K, ), 7.99 (1H,
$). 7.33(2H, d, J=8.2Hz), 7.24(1H, dd, J=8.8 and 8.8Hz), 6.94 2H, d, J=8.6H2),
6.89 (1K, d, J=8.6Hz), 6.84(1H, dd, J=12.3 and 2.1Hz), 6.73(CH, d, I=8.2Hz),
4.88(1H, dd, J=5.3 and 5.3Hz), 3.98(2H, dd, J=4.7 and 4.7Hz), 3.84G3H, s),

3. 70(2H, dd, J=4.6 and 10.2Hz), 3.57(4H, t, J=4.1Hz), 3.0T(4H, t, J=4.1Ha),
2.23(H, )

MS (BSY) m/z:538 (M + B)*.
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Bls . 214-215C.
CCERFI211) 4— {4— [3— (2-7FO—TzZ)) UL R] =7

T} BRIV 1-AVRVE [4- (2-ERBFI-TREY) -2

—FUTNFOAFIN -T2V =TI R (LEWES1-596)

(TRl 70) LRABOHET, £l (125a) TESNEL- (2—7)
FO—Txo))) —8— (4—ERSVY—1—A)—T7xZ)) —7L7 (314
mg) CEMH (209c¢) THRE4— [2— (ter t—TFN—VAFN—VF
“FED) —ThEL] —2— R INFAAFN -T2 TI> (335 m
g) M5IYUNI—5N375 meg (56%) FEEEMKELTERZ. TOVYL
T EERH (209d) ERBEOHETTF NI TFNT BT L TIFY
Rick DBMREL, AW 26 0 me (83%) ZHEEKELTEL.

1 NMR (400MHz, DMS0-d6) : 6 (ppm) =8. 83 (1H, s), 8.42 (1H, d, J=2.7THz), 8.20(1H, s),
8. 14 (1H, ddd, J=8.4,8.4 and 1. THz), 7.31(2H, d, J=8.6Hz), 7.29(1H, d, J=7.8Hz),
7.23-7.15 (28, m), 7.11(1H, dd, J=8.0 and 8.0Hz), 6.99-6.95(1H, m), 6.93C2H, d,
1=9. 0Hz), 4.90(2H, dd, J=5.5 and 5. 5Hz), 4. 05(2H, dd, J=4.9 and 4. 9Hz), 3.72(2H,
dd, 1=10.0 and 5.3Hz), 3.55(4E, 1, J=4.7Hz), 3.05(4H, t, J=4.Hz).

MS (BSH) m/z:562 (M + )",

Bl 219-220°C.

(EHBI2 12) 4— {4— [3— (5—7hAO—2—ARF—Tz=) —
LA R] =7z} —ERSDU—-1—hIRVEE [4— (2—-EFRAFT—
TRFY) —2—RUTNFOAAFN—Tz2)] =TI K (LEWES1-599)

(ERFI1 7 0) EFBEOHET, Bl (96 a) TEGNEL— (5-7)F
O—2—ARFI—Txo))) —83— (4—ERFIY—1—A)V=T7z)V) =V
L7 (689 meg) LEMH (209¢) THE4- [2- (tert—TFb-
SAFIN - FoNAFY) —ThFY] =2 - MY INFAOAFN—T 22T 3
> (671 meg) MLYUNI—FI1. 02 g (72%) ZEHEAREKELTE
Feo TOIYNT—FIVEERG (209d) ERBOFETT FSTFINT EZ
BA ZIVAU Rick DIRRHEL. ERLAM 704 me (8 3%) ZREEKE
LTz, |
' NMR (400MHz, DMS0-d6) : 6 (ppm)=9. 17(1H, s), 8.30(1H, s), 8.19(1H, s), 8.00(1H,
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dd, J=11.7 and 3. 1Hz), 7.31(2H, d, J=9.0Hz), 7.29(1H, d, J=7.0Hz), 7.20(1H, dd,
7=8.6 and 2. 8Hz), 7.15(1H, d, J=2.7Hz), 6.98(1H, dd, J=8.8 and 5. 3Hz), 6.93 (2H,
d, J=9.0Hz), 6.70(1H, ddd, J=8.6, 8.6 and 3.3Hz), 4.89 (1H, dd, J=5.5 and 5. 5Hz),
4.05(2H, t," T=4.9 and 4. 9Hz), 3.86'(3M, s), 3.72(2H, dd, J=9.8 and 5. 1Hz), 3.55 (4,

1, J=4.9Hz), 3.05(4H, t, J=4.9Hz).

MS(ESY) m/z:592 (M + D)™
Bl 140-141°C. |
(EEF213) 4— (4~ [3— (B—AFN—FF7V—=)b—2—1)) —Ub

CAR] —Tzo)) —ERSY—1-HARVEE [4— (22— RoFP—-Ih

F3) —2—FUTNAOAFN—T22)] —F 3R (LAWES1-606)
(213a) 4= {4— [3— (B=RAFN—F7V—=2-1))) —ILA K]
—TTTI} —ERGVL—1—-HLEVE ter t—TFINIATI |
gl (41c) ERBOHET. N—ter t —7FOFIHLRIL-N —
(4—73)7x2))) —ERTV(555 me)k2—F3I/)—5—AFLFY
=) (228 mg) "HEEELAME691 mg (83%) ZBEAEMAKELLT
7y | o | ‘ ‘
{F{ NMR (400MHz, DMS0~d6) : & (opm)=10. 2 (1H, s), 8.68 (1K, s), 7.30(2H, d, J=9.0Hz),
6.99(1H, s), 6.91(2H, d, J=9.0Hz), 3.43(4H, t, J=5.1Hz), 3.00(4H, t, J=5.0Hz),
2.29GH, 5), 1.40(H, 5).

(213b) 1— (B—AFN—FFV—lb—2—A)) —3— (4—ERTV>—
1=4)—7z2)) =17

Ehag (47 a) ERBEOFET, Eigl (213 a) THE4—{4—-[3— (5
—AFN—FFV == 2=4) =LA K] =Tz} —ERIDY—1-7
VRVEE ter t —JFINIAT) (417 meg) POFEREEN3 LT me
(EFEHINE) Z2EABRKEL TEE.

IF{ NMR (400MHz, DMSO0-d6) : 6 (ppm)=8. 79 (1H, s), 8.31 (1H, brs), 7.33(2H, d, 1=8.2Hz),
6.99(1H, ), 6.93(2H, d, J=8.2Hz), 3.20(4H, brs), 3.18(4H, brs), 2.28GH, s).
(213¢) 4— {4— [3— (5—AFN—FF /== 2~1) —FLA K]
—TrTI} —ERIVI—1—HNEVE [4— (2—-bEROFY-TRFY)
— 2 RUZNAORFN—Tzh] —FIR
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(EHE170) ERBEOFET, EfiF (213Db) TALNEZL - (5—XAF
—FT =2 —A)) —3— (4—ERFVL—1—A=TxZ)) L
7 (190 mg) LM (209¢) TAE4— [2— (ter t—TFI—
AFN =S5 AED) —LhE] — 2 N TNAOARAFN—T 2N T I >
(202 me)M5YUNI—FN314 meg(77%) E2HEAEKELTER.
C DY NT—FNEERA (209 d) EREOHMETT S TFINT VEZTA
ZNA) Rk BiR#EL. \itEé®w178 meg (6 8%) ZHAEMKEL TH
7o
{FL NMR (400MHz, DNSO-d6) : & (ppm)=10. 2 (1H, brs), 8. 70 (1H, s), 8.20 (1K, s), 7. 31 (2H,
d, 1=8.6Hz), T.29(IH, d, J=8.6Hz), 7.20(1H, dd, 1=8.8 and 3.0Hz), 7.15(H, d,
J=9.7Hz). 7.00(1H, s), 6.94(2H, d, J=9.0Hz), 4.89(1H, dd, J=5.6 and 5.6Hz),
4.05(2H, dd, J=4.9 and Hz), 3.72(2H, dd, J=9.8 and 5.1Hz), 3.55(4H, t, J=4.THz),
3.06(4H, t, J=4.7Hz), 2.30(3H, s).

MS (BSY) m/2:565 (O + DY,
Al 118-120°C. |

(b2 14) 4— (4— [3— (B—AFFY—Tz=))) LA K] =7
o)) —PRSUY—1—JVRVEE [4— (2-EROFV-TRFY) —2
L RNUTNABAFIN— T — T3 R (EARES1-844)

(2142a) 4—{4—[8— (3—ArF¥—TzZ)V) —ULAR] —7z2)V}
RSV 1—HRVE ter t —TFIIAFI

(ERFI1) ERBOFET. N—ter t —I7FOFIHIEZN-N’ — (4
—FI/72IN) —ERIVI(2. 7T @ E3—AREYTIINAVITS
—k (1. 7 mL) M5, Eiikdw4. 27 g (EERANE) FAGEEKEL
TRz, _ _

' NMR (400MHz, CDC1,) : & (opm)=7. 20 (2K, d, J=7.9Hz), 7.16 (1H, dd, J=8.1 and 8. 1Hz),
7.06(1H, dd, 7=2.3 and 2.4Kz), 6.8T(2H, brs), 6.79(1H, dd, J=8.0 and 1.4Hz),
6. 74 (10 brs), 6.64(1H brs), 6.60 (1H, dd, J=8.0 and 2. 2Hz), 3.77(3H, ), 3.57(4H,
{, J=5.1Hz), 3.08(4H, brs); 1.49(H, s).

(214D) 1— (3—ArFy—Tz2)) —3— (4—ERFVI—=1—A)b—
JrZ) =TT



10

15

20

25

30

WO 2006/004200 PCT/JP2005/012635
303

Efifl (47 a) EFRROHET. Kl (2 14a) TEz4—{4—-[3— (3
—AREY—T o) =LA R] =Tz} —ERG D1 ARVt
er t —TFNIAFIN (4. 27 g) MHETDELEW3. 26 . g (TEHNE)
ZHAREKRELTHZ,.

IH NMR (400MHz, DMSO-d6) : & (ppm)=8. 78 (1H, s), 8.59(1H, brs), 7. 30 (2H, d, J=9. 0Hz),
7.19(1H, s), 7.16(1H, dd, J=15.0 and 7.2Hz), 6.92(1H, d, J=9.0Hz), 6.86(2H, d,
J29. 0Hz), 6.52 (1M, dd, J=8.2 and 2.8Hz), 3.72(3H, s), 3.47(1H, brs), 2.96 (4,
brs), 2.83(4H, brs).

(214c) 4—{4—[3— (3—AbPF¥—T7z)V) —~ULAR] —T7=2)l}
—eRFDY—1-JVRVE [4— (2—bREFI-TFY) —2-HUT
NAOAFI—T7x=)V] =TI R |

(EHF 17 0) EFRROFIET, %Z@ﬂ (214Db) 'C?%b?hﬁ_l— (3—=Ab
¥y —Tx))) —3— (4—ERSVY—1—A)—7xZ)) —TLT (326
me) EEfl (209c) TRE4A— [2— (ter t —TFN—IAFN-¥5
SIFFY) —ThFEV] —2-bUTANFOAFN =Tz TIZ (671 m
g) AEVUNI—FIV1. 47 g (EEMNE) 2HEEGKEILTELZ 0¥
U VI—F V&SR (209 d) ERMOFETT bITFNT VEZTL T
FU RICEDBEEL, EEkam545 meg (48%) zZHARKELTRR.
'H NMR (400MHz, DMSO-d6) : 6 (ppm)=8. 62 (1H, s), 8.45(1H, s), 8.22(1H, s), 7.33(2H,
d, 1=8.9H2), T.31(1H, d, J=8.2Hz), 7.24-7.15(2H, m), 7.19CH, s), 5. 94 (O, d,
1=8.6Hz), 6.92(1H, d, J=7.1Hz), 6.54(1H, d, J=9.4Hz), 4.91(1H, dd, J=b.5 and
5.5H2), 4.07(2H, dd, J=4.5 and 4.5Hz), 3.75-3.71 (H, m), 3.73(3H, s), 3.56 (4,
t, J=3.9Hz), 3.06(4H, t, J=3.9Hz).

MS(BSH m/z:575 (M + ™.
Rl 214-215°C.

(EHF215) 4— {4— [3— (3—TbF¥—T7=2)) —ULAF] -
T} —ERG D1 =HIR B [4- (Z—EI\D#v—I]\#/) -2
CRUTNATAFN—Tz] —F IR (LAWEE1-846) |
(215a) 4—{4—[3— (83— bhF¥—Tz)) —ULAR] —7xz2)V}
—ERIVI—1-HIVRVE ter t —TFIIATI
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(EHE 1) EFREEOFET. N—ter t —TFOFVANRINL-N' — (4
—FI )T —ERITI(L. 39 g)E3—IbrFITINAVITS
k(0. 88 mL) A5, EEEAW2. 18 g (99%) EHGEALLT

Y

' NMR (400MHz, CDC1,) : 6 (ppm) =7. 24 (2H, d, J=T.8Hz), 7.19(1H, dd, J=8.4 and 8. 4Hz),
7.05(11, ), 6.92 (2H, brs), 6.82(1H, d, J=7.5Hz), 6.64(1H, d, J=6.3Hz), 6.48(IH,
brs). 639 (LE, brs), 4.02 (M, q, J=6.8Hz), 3.50(AH, 1, 1=4.9H2), 3.11 (48, brs),
1.57(9H, s), 1.39(3H, t, I=6.8Hz).

(215D) 1— (3—ThF¥—7x2)l) —3— (4—ERIVI—1—A)—
JxZ)) —ULTY :

EHH (47 a) EFBOHET, FHH (215 a) TAZ4— (4-[3- (3

T RFY—Tzo) LA Rl =Tz} —ERSVI -1 ARV E t

er t—=TFINIATI (2. 17 g) hoEbEmwl. 68 g (EEHNE)
BEAEEELTER,
H NMR (400MHz, DMSO-d6) : & (ppm) =8.59 (1H, ), 8.46(1H, s), 7.34(2H, d, J=7.4Hz),
T.17T3H, 8), 7.14(1H, d, J=7.8Hz), 6.94(2H, d, J=8.6Hz), 6.89 (11, d, J=7.0Hz),
5.59(1H d. 1=8.2Hz), 3.99(2H, q, J=6.5Hz), 3.32(IH, brs), 3.21(8H, brs),
1.32(3H, t, J=6.2Hz).

(215¢) 4— {4—[3— (3—Th*¥—TxZ))) —ULAR] —7x2)b}
RS T —1—HNARIE [4— (2-bROFT-—IFFY) —2-FU7
NAOVAFIN—-T =] =72 R

CEREL70) ERBOFET, Efifl (215Db) TAGNEL- (3—T b
Fy—Tro)l) —3— (4—ERFVY—1—AN—TxzZ)V) —ULT (335
mg) LEMH (209c) THE4— [2— (ter t—TFN=—IAFI=F
“FEY) —ThFY] —2-RUINFAOAFN-T7zZNTI2 (340 m
o) MEIUNT—FI 470 me (67%) 2HEEEELTEE. 20UV
TV eEMHE (20 9d) ERBOFETT NI TFINT VEZVL TIVAY
RickoBiEEL., Eibad®w3 21 me (82%) ZRAEMAKELTRE.
' NMR (400MHz, DMSO-d6) : & (ppm)=8. 60 (1H, s), 8.46(1H, s), 8.24(1H, s), 7.34 (2H,
d, 1=9.0Hz), 7.33(1H, d, J=8.6Hz), 7.24(1H, dd, J=8.8 and 2.9Hz), 7.20(CH, d,
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J=2.0Hz), 7.16(1H, dd, J=8.2 and 8. 9Hz), 6.96(2H, d, J=9.0Hz), 6.92(1H, d,
J=7.8Hz), 6.53 (1H, dd, J=8.0 and 2.2Hz), 4.94(1H, dd, J=5.5 and 5.5Hz), 4.09 C2H,
dd, J=4.9 and 4.9Hz), 4.02(2H, q, J=6.8Hz), 3.76(2H, dd, J=10.0 and 5. 2Hz),
3. 59(4H, 1, J=4.3Hz), 3.00(4H, t, J=4.5Hz), 1.36(3H, t, J=7.0Hz).

MS (BSH) m/z:589 (M + H)*.

Bl 108-110C.

(ERM216) 4— {4— [3— (3, 5—VAIFY—Tx)) —TLA K]
Lo} —ERITI—1—HVRVE [4- (2—-EROFY-IRFY)
C 9 —RYTINATOAFIN—TzV] —F 2R (LEWEF1-605)

(216a) 4— {4— [3— (3, 5—YArFI—Tz2))) —ULAR] =7
o —ERSVY—1—HVRVE tert —TFIVIATI |

(EHp 1) EFROFET, N—ter t —TFOFIHIRIN-N — (4
_r3)Tzo)l) —ERIVV(2. 1T g) &3, 5—VARFITzINAY
S7F—hk (1. 92 g) »b. EiRkaw4. 52 g (99%) zZHEEAKE
LTz, |
'H NMR(400MHZ,CDC13):5(ppm)=7.23(2H, d, J=8.6Hz), 7.03(1H, s),' 6.95(1H, s),
6.87(9H, d, J=8.6Hz), 6.59(2H, d, J=2.0Hz), 6.18(1H, dd, J=1.8 and 1.8Hz),
3 746H ), 3.58(AH, ©, J=4.9Hz), 3.06(4H, t, J=4.5Hz), 1.49(%H, ).
(216Db) 1— (3,5—IUArEY—TzZ)) —3— (4—ERFV¥—1-
AN=TzW) —ILT | |

Ll (47 a) EFRBEOHFET, EiEF (216 a) THE4—{4—-[3- (3,
E—UXREY—TroI) =LA R] =Tz} —ERTV -1 =R
B otert—J7FNIXFN (4. 52 g)hoERtLAm2. 88 g (82%)
FAAEEE L TEE,

I NMR (400MHz, DMSO-d6) : & (ppm)=8. 84 (1H, brs), 8.63(1H, brs), 7.30(2H, d,
J=8.2Hz), 6.86(2H, d, J=8.6Hz), 6.67(2H, d, J=13.3H2), 6.11(1H, ), 3.71(6H,-

s), 3.48(1H, brs), 2.96(4H, brs), 9.83(4H, brs).

(216¢c) 4— {4— [3— (3, 5—VArFY—T7xzZ)V —UVAR] =7
o) —ERTFVI—1-NVARVEB [4- (2—k RoFy—hFd) —2
— MU TFBAFN—TzZ)V] -T IR
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(EMEF 17 0) EFREOEET, Eif (21 6b) THELHNZ1— (3,5—
DARFEY -T2 —3—(4—ERFDU—1—-A)—Tz2)) —ULT (3
56 meg) B (209c¢) THE4—[2—- (ter t—TFIN—AFI
—SoLFEY) —ThFEY] —2—-RMUTNFOAFIN—T N TI> (33
5 meg) H5YUNI—FNE77 meg (81%) ZHGBEKEL TR, IO
LY NT—F N REE (209 d) ERROFETT FSTFNTVEZTL 7
A Rick DBEEL ., Eaibe4 2 2 meg (8 7%) 2pBEKEL TR,
IFf NMR (400MHz, DMSO-d6) : & (opm)=8.59 (1H, s), 8.42(1H, s), 8.20 (14, s), 7.29(2H,
d, 7=8.9Hz), 7.29(1H, d, J=8.9Hz), 7.20(1H, dd, J=9.0 and 2.8Hz), 7.15(1H, d,
J=2.7THz), 6.91(H, d, 1=9.0Hz), 6.652H, d, J=1.9Hz), 6.10(1H t, J=2.2Hz),
4.90(1H, dd, J=5.6 and 5. 6Hz), 4.05(2H, dd, J=4.9 and 4.9Hz), 3.73-3.702H, m),

3.70(6H, s), 3.55(4H, t, J=4.9Hz), 3.05(4H, t, J=4.9Hz).

MS(ESH m/z:604 (M + H)*.
Bhei: 209-210°C.

(ERF217) 4— {4— [3— (2—=AFT=Tx))) —'71/41‘] -
T} —ERSDU-1—HIARVE [4— (Z—I:M:!:F‘/—IH’F‘/) -2

—RUTAARAFIN—T 2] —F 3 K (LAYES1-597)

(EHgl 1 7 0) LFEEOHET, Ehsl (124 a) tESNE1—- (2—Ab
Fy—Txol) —3— (4—ERFV—1-AN=TxzZ)) ~TULT (326
meg) EEMF (209c) THE4— [2— (ter t —TFN—PAFN—TT
SHAFY) —ThFY] =2 - RUTNAOAFN -T2 273> (335 m
g) MBI YNI—FIN561 mg (82%) eX—Va@EEELTREL O
SUNT—FIVEERG (209 d) LRAKOFETT FITFNT XEZTAL T
VAU RIcXOBiREL. Fidlbe5#h4 36 meg (9 3%) ZEGEMKRLEL TR,
IF NMR (400MHz, DMSO-d6) : & (ppm)=9. 10 (1H, s), 8.22(1H, s), 8.14(1H, d, J=7.8Hz),
8.13(1H, s), 7.34(2H, d, J=7.9Hz), 7.32(1H, d, J=8.2Hz), 7.22(1H, d, J=0.4Hz),.
7.18(1H, s), 7.02(1H, d, J=7.8Hz), 6.94(2H, d, I=8.6Hz), 6.92-6.87(2H, m),
4.91(1H, dd, J=4.7 and 4.7Hz), 4.07(2H, dd, J=4.3 and 4.3Hz), 3.88(3H, s),
3.73(2H, dd, J=9.6 and 4.1Hz), 3.56(4H, brs), 3.06(4H, brs).

MS(BSH m/z:574 (O + D™,
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Bl 118-120C.
(%ﬁWZAS)4—{4—[3—(2—%%#7—5—%?»—71:W)—W
LA R] =722V} = RE—1,4 -7 FES—1-AVR >k [4— (2
CERAFY-TRFY) —2-RUTNFOAFIN=Tz2)V] —TIF (LEw
HE2-107)
(%FWI?O)&ﬂﬁ@ﬁ&f\iﬁm(ZOOd)T%thI—(2 A b
25— AF—Tz)) —3— (4—hkROo-1, 4-IT7EEX -1~
AN—T7x)V) —UL7 (354 mg) CEMF (209c) THRE4— [2—
(tert—FFN—DAFN—¥IoNFFY) —ThF¥] —2-bUT)kAN0
AFN—Tro)V 73 (335 meg) B5YUNI—FI507 me (82%)
éﬁé@%&bfﬁto_w/UwI~TWé%%%(209d)&Hﬁ@ﬁ&fr
F77?W7/%wﬁb INFY Rick olif#EL., Etd®w390 me (9
2 %) ZEHAEEKELUTEZ
§l NMR (400MHz, DMSO~d6) : & (ppm) =8. 89 (11, s) 7.98(1H, s), 7.97(H, d, J=1.9Hz),
7.88(1H s), 7.22(2H, d, J=0.0Hz), 7.16(2H, s), 7.15(1H, d, J=7.0Hz), 6.85(1H,
d, 1=8.6Hz), 6.70(2H, d, J=9.4Hz), 6.69 (1, d, J=8.6Hz), 4.88(1H, dd, J=5.4 and
5. 4Hz), 4.03(2H, dd, J=4.8 and 4.8Hz), 3.82(3H, s), 3.70(2H, dd, J=10.1 and
5. 1Hz), 3.58-3.55(2H, m), 3.53-3.49(4H, m), 3.30-3.27C2H, m), 2.22(3H, s),
1.98-1.94(2H, m). |
MS (ESH m/z:602 (M + ™
A 118-120°C.
(%%%219)4—{5—[3—(2—%%#9—5—%?%—7z:%)—ﬁ
LA Rl —BUDY—2 -} —ERFDY—1-FIR B [4— (2-EF
OFy—ThED) —2-AFN—7xV] —T72F (LEHESI-699)
(EHEH 17 0) ERBEOFET, EHifl (137 a) THLGNEL1— (2-AF
-5 AFN—TzI) —3— (6 —ERFVI—1—-A—EYD—3—
4N =Ly (171 mg)&%%W(ZOSC)T%E4—[2—(tert
CTFN— DAFN =TT FFY) —ThEFEY] =2 - AFN -T2 ZIT I
(141 meg) »5YULI—F) (133 me) (41%) 2AGEAFILT
B, ZOIYNI—FVEERG (20 9d) LABROFETT NITFNT E
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by VN INFY Rick DBR#E L, Ead 9 6 mg (93%) ZHERMKE
LTHE*z.

U NMR (400MHz, DMSO~d6) : 6 (ppm)=9.06 (1H, s), 8.14(1H, d, J=2.7Hz), 8.09(1H, ),
8.01(1H, s), 7.94(1H, d, J=2.0Hz), 7.73(1H, dd, J=9.4 and 2.7Hz), 7.01(1H, 4,
1=8.6Hz). 6.87(1H, d, J=8.2Hz), 6.86(1H, d, J=9.4iz), 6.75 (16, d, J=2.7Hz),
6.71 (1L, dd, 1=8.2 and 2.0Hz), 6.68(1H, dd, J=8.6 and 2.7Hz), 4.83(1H t,
J<5.5Hz), 3.93(2M, t, J=5.1Hz), 3.82(3H, s), 3.68(2H, dt, J=5.5 and 5.1Hz),
3. 56-3.49 (4, m), 3.46-3.40(4H, m), 2.22(3H, s), 2.12G3H, ).

MS (ESY) m/z:535 (4 + )Y, |

Rl 189-190°C. '

(%ﬁ%zzo)4—{5—[3—(2—%%#9—5—}?»—7;:w5—v
LA R] —FUDY—2 )V} —ERTDT—1—FRVE [4— (2-EF
D#&—IF#&)—2—%U7»jnx?w—71:w1—73F(m%%%%'
1-615)

(ERFI1 7 0) ERBEOFET, Efifl (137a) THSHNZ] - (2—Ab
FL—5—AFN—Tx)) —3— (6 —EXRTV—1- —N—EUTr—3—
40 —wL7 (171 mg) &EME (20 9c) 'C?%ﬁ_él— [2— (tert
—TFN—DAFIN =TI FFY) —ThFV] -2 - KNI ATQRAFIV—T

o732y (168 me) MEYUINIT—TI (123 mg) (35%) ZH

@@W&bT%to;@/UWI“TWEﬁmTF7tFD77/FF¢TTF77
FNT EZUL TIVAY RizkDBEZEL, Eiiftame 2. 2 meg (66 %)
ZAGEEKEL TR,

1HNMR(400MHZ DMSO-d6) : 6 (ppm)=9. 07 (1H, s), 8.19(1H, s), 8. 14(1H, d, J=2.THz),
8.09(1H, s), 7.94§1H, d, J=2.0Hz), 7.73(1H, dd, J=9.2 and 2.7Hz), 7.29(1H, d,
1=8. 9Hz), 7.20(1H, dd, J=8.2 and 9.7Hz), T7.15(1H, d, j=2.7HZ), 6.87(1H, d,
J=8.0Hz), 6.86(1H, d, J=9.2Hz), 6.71 (10, dd, J=8.0 and 2.0Hz), 4.90(1H, t,
J=5.THz), 4.05(H, t, J=4.7Hz), 3.82(3H,_S),.3.71(2H, dt, J=5.7 and 4. THz),
3.55-3.49 (4H, m), 3.44-3.39(4H, m), 2.22(3H, s).

MS (ES") m/z:589 (M +'H)ﬂ

Bl 198-200°C.
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(EfF221) 4— {(2—r7on—4— [3— (2-7Fn—T7x)V) —U
LAR] —72o)) —ERSIDY—1-JVRVE [4— (2-bREFV-T
~EY) fZ‘—l\')7)l/2]‘D7<3‘)I/*71:)l/] —73I R (hEahEEL-121)
(2921a)d— (2—70O0—4—=hO—T7zZW) —ERSGI =1 -HIERY
B tert—J7FINIATI |
SR (3 8 a) ERBOAET, 3—r7nn—4—7)hAn= o€ (3.
59 g) EERIVY—1-HIRVE tert—TFINIATI (4. 46
)M 5. EELEW5. 74 g (84%) 2EREAEMKILTRELR.

{§l NMR (400MHz, CDC1,) : & (ppm)=8. 26 (1H, d, J=2.THz), 8.17(1H, dd, J=9.0 and 2. THz),

7.31(1H, d, J=9.0Hz), 3.51 (4L, t, J=4.9Hz), 3.15(4H, t, J=4. 9Hz), 1.43(9H, s).

(221D)4— (4—F3I/)—2—r0d—-T7z=)V)—ERIDL—1-JRY
B tert—JFINLATI _ |
sip] (221a) TRzZ4— (2—roo—4-=bo—-7=x2)h) —EXTY
o1 hVRLEE tert—TFFNIAFL (1. 02 g) OAZI = (2 .
0 mL)EEAFRIEROTS> (20 mL)BERICHESHK (1. 96 ).
ZUCHE# (1. 0 mL) o< ) EEETNA T, RISESYE 1 HMREL,
PRIk ES U Y LB EINA . BAWE S 5IC 1 RHMEHRL, E51HFT3
BL. U CHRIFIL TR Lz, BEE2RMERKTHREL., HRF MU TA
FcEmE L. 2L TG LT, BEMEN S A OR RIS T4 — (P OORT >
BT, 4 : 1) THELUTE, &5NEEEEATTY/ 1Y TTN) =)
(5 : 1) THMLERL, AWML, LU THREZRL T, Eiha¥®6 84me
(7 3%) ZHBEEEKREL TEZ, .
'H NMR (400MHz, CDC1,) : & (ppm)=6.86 (1H, d, J=8.6Hz), 6.61(1H, d, J=2.8Hz),
6.46 (1, dd, J=8.6 and 2.8Hz), 5.06C2H, ), 3.41(4H, t, J=4.9Hz), 2.7T3(4H, t,
J=4.9Hz), 1.41(9H, s).
(2921¢) 4—{2—rpOo—4—-[3— (2—=7Fa—-7=2))) —TLAF]
— I} —ERSVY—1-HNRVE ter t —TFIVIATI '
(EiEH 1) ERBEOHFET, EEFl (221b) THEL4— (4—-TI/-2—-
pOA—Tro))) —ERGVL—1—HVRIE ter t —TFITATI(6
79 me)E2—INFuaTzAV¥ 7=k (0. 29 mL) 5. &
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K& 749 mg (77%) 2EEGEAKELTREL.
'H NMR (400MHz, DMSO-d6) : 6 (ppm)=9.09 (1H, s), 8.52(1H, s), 8.10(1H, ddd, J=8.2,
8.2 and 1.7Hz), 7.69(IH, d, J=2.4Hs), 7.26-7.18C2H, m), 7.16-7.08C2H, m,
7.16-7.08(1E m), 3.48-3.41(4H, m, 2.87-2.81(4H, m, 1.41(9H, s).
MS (BSY) m/z:449 (M + H)*.

(221d) 1— (3—=700—4—ERTVY—1—A)—7x2))) —3— (2
—I)hFAa—-7=z=)) —ULVY

Sl (4 7 a) ERBEOHET, EHfl (22 1c)ThRE4— {2-rnn—4
—[3— (2—INFn—T7z2)V)—ILAR] =TV} —ERTT—1—
HVEIE tert—JFINIZAFIN(690 meg)hd Eité®655 m
g (REMNE) ZEAEKRELTEEZ. |
MS (BSY) m/z:349 (M + H)*. .

(221e)d— (2—ran—4— [3— (2—7hFa—-Tz2)) =LA K]
T} —ERSVU—1-HNARIE [4— (2-EREFI-THFI)—
2—RUINFAOAFN—TzZ)) v 72K

(Sl 1 7 0) EFAEOHIET. EHabl (221d) TEBNEL- (3-50
O—4—-ExRSIDy—1—AN—T7z2)) —3— (2—7)F0—-T7xZ)V) —U
LY (175 mg) &gl (209c) THE4— [2— (ter t —TFh—
SAFN =T FEY) —ThFY] —2— FUTNFABAFN—T 22T 2
> (168 mg) A5IUNI—FN224 meg (63%) EHHEEAELLT
B, TN T—FIVEERH (209d) ERABOFETTF NI TFVTE
= TINFAY RIcEOBEEL. a9 2 me (77%) ZHGEGKE
L TR |
' NMR (400MHz, DMSO~d6) : 6 (ppm)=9. 14 (1H, s), 8.56 (1K, d, J=2.3Hz), 8.23(1H, s), .
8. 14 (14, ddd, J=8.2, 8.2 and 1.5Hz), 7.74 (1H, d, J=2.3Hz), 7.33(1H, d, J=8.6Hz),
7.99-7.92GH, m), 7.22-7.14(3H, m), 7.07-7.00(1H, m), 4.95(1H, t, J=5.5Hz),
4.10(2H, i, J=4.9Hz), 3.76(2H, dt, J=5.5 and 4.9Hz), 3.62-3.57(4H, m),
2.98-2.92(4H, m).

MS(ESY) m/z:596 (M + H)*.

Els: 199-200°C.
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(ERM222) 4— {5— [3— (2—=7hAn—T7x2)) —TLALR] —F
YO —2—aJ)} —ERSTDU—1—-hHNVRE [4— (2—-bFpFT—ThH
F3) —2—=MUINFOAFIN—T7x=)V] =73 R ({LEWEF1-608)
(222a) 4— {5— [3— (2—7FO—Tx2)) —LA K] —BUD
— 22—} —ERSTPU—1—HI)VRE ter t —TFIIZTATFI

Sfafl (3 8 ) LAREDHET. £l (38Db)THEL— (5—F3I /) —FY
Y2 AN —ERGST—1—HINARBEE tert—TFIITATIV(29.
2 g)e2—TNAuTzIAVITI—hk (14. 1 mL)Ah5. ks
16. 0 g (36%) ZEARGKELTEE,

'§ NMR (400MHz, DMS0-d6) : 6 (ppm)=8.80(1H, s), 8.48(1H, d, J=2.4Hz), 8.14(1H, d,
1=9.THz), 8.10(1H, ddd, J=8.4, 8.4 and 1.7Hz), 7.71(1H, dd, J=9.0 and 2.'7HZ),

‘7.21(1H, ddd, J=11.6, 8.1 'and‘l.4HZ), 7.11(1H, ddd, J=8.4, 7.8 and 1.4Hz),
C7.01-6.94(1H, m), 6.83(IH, d, 7=9.0Hz), 3.45-3.35(8H, m), 1.42(9H, s).

MS(ESY m/z:416 (M + H)*.
Bl : 178-179C. ‘

(222Db) 1— (2—7NFO—TxZ)) —3— (6 —ERFT>— 1 —A b—
PUDY—3—1) —ILT

Efll (47 a) EFROHET. EHifl (222 a)TRE4— {5— [3— (2
LA O—T o)~ LA R] —BUDY—2 - )L} —ERFVL—1—H
WEVE ter t—TFIIAFIN(15. 0 g)hbEELam1l. 4 g (E
BIIE) 2RERKE L TRE
MS(ESY) m/z:316 M + B)*.

(222c)d— {5— [3— (2—TNAO—Tz2)) —ILA K] —EUD>—
21V} —ERTVL—1—JVRVEE [4— (2—EROFS—TRFD) -2
~ MY INFOAFIN—TxZ)) —F73IR

(EHFIL 7 0) ERBOFET, BBl (222Db) THASNEZL- (2-7)
FO-Tz=) —3— (6—ERIVY—1—AN—BUD>—3—A))) —TL
¥ (158 me) EEMFl (209c¢) TRE4— [2— (ter t—TFN—
AFN =S FEY) —TREY] —2— R TNFOAFN—T 22T I
(168 me) MEIUNI—FI (174 meg) (51%) FHHEEAKEL
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T, COVYNI—FIEERER (209d) ERKOFETT FSTFIVT >

CESvA AU RiCKDBREL. EEkAm6 7. 8 me (60%) EHE

Bk & L TR, .
'H NMR (400Miz, DMS0-d6) : & (ppm)=9. 06 (1H, s), 8.64(1H, s), 8.26(1H, s), 8.25(1H,
s). 8.04(1H, dd, J=7.6 and 7.6Hz), 7.85(1H, d, J=9.0Hz), 7.29(1H, d, J=8.6Hz),
7.96-7.18 3L, m), 7.18-7.10(2H, m, 7.07-6.98(1H, m), 4.05(2H, t, I=4.9Hz),
3.72(2H, t, J=4.9Hz), 3.86-3.32(8H, m).

MS (BSY) m/z:563 (O + H)*.

Bl 193-194C.

(EH223) 4— (65— [3— (5—7NFO—2— A FT—Tz))) —
DA R] —PUDY— 22—} BRIV 1-HVEVE [4- (2-E
RpEy —Th+y) —2—- M IVFAOAFIN—T7x2)] =TI R (LEWES
610

(EREL70) ERBOFET, Efpl (148a) THLNEZL—- (5-TJ)
FO—2—-ARFL—Tzo)) —3— (6—ERFVI—1—A)—EUI—3
) —mLY (173 me) EEHE (209c) TERA- [2- (ter
f— FFN =D RAF N =T NAED) —ThFP] —2— U TFTAF -
2oL 73IY (168 meg) M5IUNI—F) (144 meg) (41%) %
HEEKE L TARE. ZOYUNI—F)IVEERKF (209 d) EREROAETT b

STFNTVEZUL TNA KK DBHREL, EREENT2. 2 me (6

6 %) EEAEKEL TR,
IH NMR (400MHz, DMSO-d6) : 6 (ppm)=9. 21 (1H, s), 8.39(1H, s), 8.23(1H, s), 8.17(1H,
d, J=2.7Hz), 8.01(1H, dd, J=11.3 and 3.1Hz), 7.76(1H, dd, J=9.0 and 2.7Hz),
7.32(1H, d, J=8.6Hz), 7.22(1H, dd, J=8.6 and 2.4Hz), 7.18(IH, d, 1=2. 4Hz),
7.01 (1H, dd, J=8.4 and 5.3Hz), 6.90(1H, d, J=9.0Hz), 6.74(1H, ddd, J=8.6, 8.4
and 3.1Hz), 4.91(1H, t, J=5.7Hz), 4.07(2H, t, J=4.7Hz), 3.88(3H, s), 3.73(2H,
dt, J=4.7 and 5.7Hz), 3.56-3.50(4H, m), 3.48-3.40(4H, m). |
MS (ESY m/z:593 (M + D).
Bl 172-173C.

(EEm 2 24) 4— {4— [3— (4—ter t—TFIN—F7J/—I—2—-A1
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W) —LA K] —7zob} —ERIVI—1-HRVEE [4- (2-EFH
£ T RFD) —2— U ZNFOAFN—T 220 -7 3 R (LAHEF1-60D
(224a)4— [4— (4——FO—Tz /)FTHIVRZNTI ) -7V —
ERSDL—1—HIRIE ter t—TFIIAFI
N—tert—7FOFIHLRZIN-N — (4—F3/)7x2))) —ERTFD
(5. 54 g) OEAFFSEROTIY (40 mLl) WKIZ, 7O0OFED
C—hpTroJL (4. 16 g) EFUVY (2. 0 ml) 20CTTMAK. K

| BE&SWE 0°CT 1 EREEERE, ZRTI3MNEERL. 1N EEETHRR L. BT

LT U e, B B BRI K SR T b U AOKVENE T & R Atk Tk
L. Wil R ™A ETERL, Bl BohkEfzs]L, GRL T, ERC
wame. 42 g (72%) ZEHZEEEAELTEE | |
[ NVR (400MHz, DMSO—d6) : 6 (ppm)=8. 26 (2H, d, J=9.0Hz), 7.37(2H, d, J=9.0Hz),
73420 d, 1=9.0Hz), 6.97(1H, brs), 6.92(2H, d, J=0.0Hz), 3.58(4H, t, J=5. 1Hz),
3.10(4H, t, J=5.1Hz), 1.48(9H, s). | |
(224D)4— (4= [3— (4—ter t—TFN—FFTV——2-1))—1
LA K] =22 —ERIUY—1—INEVE ter t—TFITAFI
S (224 ) THLA— [4— (4-ZhO-T2)FSANRZLTI))
—orT] —ERFTY—1—HRIEE ter t—TFIVITATI (885
mg)P7Er=bUN (10 mL)ERIC4—ter t =TFIN—FFV—I—2
—ANTIV (469 me)ENAk. RNESYE 4 REMBGRR L. REL,
BEMNENT DAY ORI FT 4= NFF/BBIFV 20 1>1: 1TR
BT, BohEEELY 7O T—FHTHLEHRL, 2BL. TLTE
mUTESbEm 716 me (78%) 2HABEMALLTHER.
'H NUR (400MHz, DMSO~d6) : & (opm)=10.5(1E, §), 8.61(1H, s), 7.31(2H, d, J=8.6MHz),
6.93(9H, d, J=8.6Hz), 6.63(1H, s), 3.46(4H, t, J=4.6Hz), 3.02(4H, t, J=4.6H2),
1.42(9H, s), 1.25(9H, s).
MS (S m/z:460 (1 + H)*.
HiE: 123-124C.
(2924¢) 1— (4—ter t=FFN—F7J—Nh—2—1)) —3— (4—E
RSDY—1—A =T zZI) —ILT |
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EHil (47 a) ERBEOFIET, EHf] (224b)THESNE4L— {4- [3 -
(4—tert—TFFN—FF7V—=N—2—-1)—b1R] —T7zZ)k} —EX
ST —1—-HRVE ter t —TFFINIAFI (704 meg) X VIERLEY
521 mg (95%) ZHGEMKELL TR,
MS (BSY) m/z:360 (M + H)*. |

(224d)4-— {4—h[3— (4—ter tf‘j?)lx—?T‘f“)l/,—Z—/f)l/)—‘?
LA R] —T22)b) —ERSVDI—1-HRVE [4— (2—-EREFI-T

REY) —2—RUTZNFOAFN—-Tz)V] —TIR

(EHEE 17 0) ERBEOHFET, Efigl (224c¢) THLNEL1- (4—te
rt=TFN—F TS —2—=A) —3— (4—ERII>—1—-A)—Tz=
W) —wL7 (180 meg) EEMHl (209c¢) THRk4— [2— (tert—
TFN—DAFN =TSN FFY) —LhFP] —2- NI TIFOAFI-Tx
=732 (168 mg) MEIUNI—F) (125 mg) (35%) ZHE
EhkE L TRE, 2OYYNI—FNVEEKTF NS ROT7 I VBERTTT NS T7F
WFSESTA TNAY RICkDBEEL, EELAW45. 5 me (46%)
EREEEEE L TEE. S
Il NMR (400MHz, DMSO~d6) : & (ppm)=10.5(1H, s), 8.63(1H, s), 8.23(1H, s); 7.33(2H,
d, 1=8.6Hz), 7.32(1H, d, J=9.0Hz), 7.22(1H, d, J=9.0Hz), 7.18(lH, s), 6.97C2H,
d, 1=8.6Hz), 6.63(1H, s), 4.91(1H, t, J=5.7Hz), 4.07(H, t, J=4.3Hz), 3.73C2H,
di, 7=5.7 and 4.3Hz), 3.61-3.51(4H, m), 3.13-3.03(4H, m), 1.25(%H, s).

MS (BSY) m/z:607 (M + H)*.
Rl 130-132°C.

(EWHH225) 4— {(4— [3— (4, 5—PAFN—FFV—=I—2—1))
~ LA K] =7z} —ERSV -1 —HVRVEE [4- (2-BROFEY
CIREY) —2- RUTNFAORFN—T V] — T3 R (LAWES1-848)
(225a)4— {4— [3— (4, 5—VAFN—FF7I—=I—2—-1))—-UbLA
Rl — 7z} —ERGVI—1-HVRVB ter t —TFIVIATN
£ (224Db) EFABOFET. Efifl (224a) THIZ4— [4— (4
S O—T I EIANEENT ) T —ERI DY~ 1 —HIR VB
ter t—7FNIAFI (885 mg) &4, 5—IAFN—F7J—)h—2—
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ANTIVERE (494 mg) ERUIFNTIZ (0. 42 ml) 25, K

a3 33 me (38%) 2AAEMKELUTREL,

'FL NMR (400MHz, DMSO~d6) : & (ppm)=10. 2(1H, s), 8.82(1H, ), 7.33(2H, d, I=8.8Hz),

6.99(9H. d, J=8.8Hz), 3.45(4H, t, J=4.9Hz), 3.02(4H, t, J=4.9Hz), 2.20(3H, s),

2.11(3H, s), 1.42(9H, s).

MS(ESH m/z:432 O + D).

Rl 103-105C.

(225b) 1— (4, 5—VAFN—FTS—h—2-4))) —3— (4—ERT

Uy—1—AN—TzI) =TT

bl (47 a) ERREOFIET, £l (225 a)THRE4—{4-[3- (4

5 URAF N —F TS =2 =) =LA K] =Tz} BRIV

_HNEIEE ter t—TFNTATFI (316 me)nSERRLEY2 43

g (BFEMNE) ZAGEMKELTRE.

MS (ESH m/z:332 (4 + ).

(225c)d— {4— [3— (4, 5—VRFN—FTV—N—2-AN-ULA

K] —Txab) —ERIYI—1—JVRVE [4— (2-ERDFI-ThF

2) —2—RNUZNFARFN—TzZN] TR
(%ﬁ%l?O)&ﬁ%@ﬁﬁf\ﬁﬁW(225b)T%5htl—(4,5—

SAF N —F TS = 2 =) —3— (A—ERTVY—1—A)h=TzZ))

-7 (166 mg)&%ﬁW(ZOQC)T%t4—[2—(tert—7?

1
m

NW=DAFIN =V TN AFY) —ThF¥] —2-1U INFABRAFN—T =)

732 (168 meg) A5¥UNI—F)I (175 mg) (51%) ZEAEE
EUTEE, ZOYYINI—FEEKT T ROT I R TT NI TFINT
SEZA 7AY Rick DREEL, ERkews 9. 0 me (29%) 2H

AR L TRE.

H NMR(400MHZ,DMSO—d6)t: & (ppm)=10. 1 (1H, brs), 8.75(1H, s), 8.22(1H, s), 7.34(2H,
d, 1=9.8Hz), 7.32(1H, d, J=8.6Hz), 7.22(1H, dd, J=8.6 and 3.1Hz), 7.18(1H, d,
1=3.1Hz), 6.95(2H, d, J=9.3Hz), 4.91(1H,‘t, J=5.5Hz),. 4.07(2H, t, J=4.THz), |
3.73(2H, dt, J=5.5 and 4.7Hz), 3.56 (4H, t, J=4.5Hz), 3.07(4H, t, J=4. bHz),
9.20(3H, s), 2.11(3H, s). |
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MS(BSH) m/z:579 (1 + D).
RS 166-167C. | | .

(ERiFI226) 6— [3— (2—ARFY—5—AF)N—7z2)) —TLA K]
—3, 4-VEeRO—1H-AVEI U —2-HIRVE [4- (2-bRo¥F
ST hFY) —2—RMUTNFBRAFN—Tz2)] —TI R (LEWES-94)

(EHEE 17 0) EFRBEOAET. EHif (202b) TEHLBREL - (2—-Ah
3 —5-AFN—7x2)) —3— (1, 2, 3, 4=FhSERO-AVF /)
Y—6—A)) —L7 (225 meg) EEMH (209c) THE4—[2— (t
er t—TFN—TAFIN—IFoNAFFY) —ThFP] —2— bUTNFARF
N—T 73y (284 meg) REIUNI—F (185me) EAAEKE
FUTERE, 2OYUIIVI—FIVEERE (209d) ERABOHETT NS TFIN
FUEZUL ZIFY BRIk DBRAEL. ERLAY 8 3me (4 3.%) 2HEE
thELTRE, " |
'Hl NMR (400Miz, MeOH-d4) : 6 (ppm)=8. 00 (1H, s), 7.90(1H, s), 7.33(1H, s), 7.31(1H,
$). T.96 (0 s), 7.22(1H, s), 7.19(2H, d, J=2.8Hz), 7.12(1H, d, J=8.6Hz), 7. 12(IL,
i, 78.6Hz). 6.80 (1L, d, 1=8.2Hz), 6.75(IH, d, J=8.2Hz), 4.8T(IH, ), 4.58(2M,
$), 4.03-4.02(2H, m), 3.86 (2K, t, J=4.4Hz), 3.81(3H, 5), 3.68(2H, 1, I=5.3H2),
2.84(2H, brs), 2.25(3H, ).

MS (FABY) m/z:559 (M + I*.
Rliss ¢ 122-124°C.

(EHH227) 6— [3— (2—70A0—Tx2)) —LA K] —3, 4—
SERO—1H-AVF/US—2-hVRVE [4— (2-bROFI-ThF
) —2—RUINFOAFIN—Tx)V] =7 IR (LEPWESI-9D)

(227a) 6— [3— (2-7hA0—7z2)) —ILAK] —3,4-VEEK
UR—1H—AYVF/ U —2—JEVE ter t—TF) TAF)

EfEl (202 a) EREOFET. 6—-73/—3, 4—JbRO—1H-1(Y
FIUL—2-HNEIE ter t—TFFINIIFN (380 mg) £2-7)
FOT AV ITF = (250 meg)b EZba®559 meg(95%)
BEEEEKE LTEE,

14 NMR (400MHz, CDC1,) : 6 (ppm)=8.12 (1H, dd, J=8.2 and 8.2Hz), 7.13-6.95(8H, m),
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4.51(2H, s), 3.62(2H, t, J=5.THz), 2.78(2H, t, J=5.5Hz), 1.50(9H, s).
(227D)6— [3— (2—-7NFn—7=2)) —ILAR] =3, 4—-YLRD
—1H—AVYFI)V—2—-HNVKR B [4- (2—bROoFy—TbhF) -2
CRUIRATAFN—TzI] —F IR |
EHdl (20 2b) ERBOHET, Eiifl (227a) THEZ6— [3— (2-
V=T L) —P LA K] =3, 4—PERY K= LH—{ VF /U >—2—
IVEVE ter t—T7FN TAFN (100 me) »d, 2|/TIVEB/k.
EpH 17 0) EFRREOFET. C0 2|7 I EEMH (209 c) TREZ4-[2
—(ter f —TFN = DAFIN =TI AFY) —LhF¥] —2- MU ZIIVF
OXAFN—7z=) 73> (104 meg) M5 YNI—F)101meg (6 0%)
P EEEKE UTER. O UVI—FIVEE (209 d) EREOFETT

CRSTFNTTEZUL TAU RICKDBREL. WALEY 2 Ome (2 4%)

2HBEKELTRE.

H NMR (400MHz, MeOH-d4) : 6 (pom)=8.05 (1H, dd, J=8.0 and 8.0Hz), 7.33(1H, d,
1=0.082), T.24(IH, ), T.23-7.20QH, w, T.15(1H, dd, 1=8.8 and 2.5H2),
7.12-7.053H, m, 7.01-6.96 (1H, m), 4.59CH, s), 4.06CH, t, 1=4. 3H2),

3.91-3.85 (20, m, 3.70(2H, t, J=5.6Hz), 2.88(2H, t, J=5.9Hz).

MS (ES)m/z:533 (M + H)*.

Bl 1 162-164°C.

(M2 28) 4— (4— [3— (2=ARFY—5—AFh=TxZh) —7
LA R] —7z2)b} —ERUDI—1—JVRVEER (2—2780—6—-AF)—
7)) =73 R (LAMEFL-14)

(228a) 4— M) ZNFORAY A= OFY—3, 6 -V RE-2H-E
UOY—1-JIVRVEE ter t —TFIVIATN

UFIATAYTOELTIE (1. 8 M FhIEROTIZER 9. 5
mL) OEAFFSEROT7SUER (20 mL) Hig, 4-FFY-EXUYT >
C1—BRVE ter t—T7FNIAFI (3. 0 g) OWMARTHIEROT
S I (20 mL) £— 7 8CTERRFMEAT. ©o <D EWF L. 30704,
N—T7z=)V RUTNFOAY S ZNVESAIR (5. 97 g) OFATHIE
ROo75> (20 ml) WEERFLZ. 3008, RINEEYE0CETRED, 2
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R L7, RISEAWEEHEL. ANFT EBIFIL (9:1, 300 mL)
I L. 54 R TABLE. AREEEL. Etew (4. 85 @)
B VBTN ELTER, .
'H NMR(400MHZ,CD013):6(ppm)=5.75(1H, brs), 4.03(2H, dd, J=6.1 and 2.9Hz),
3.62(2H, t, J=5.THz), 2.45-2.40(2H, m, 1.47(9H, s).

(228b) 4— (4—/&“/:/*13:\:“/7'3)]/7.]5:)1/73/7:::::)1/) -3, 6—-EtFR
O—2H-FPUDY—1—HRIE ter t—TFINIATI

Ehipl (2 28a) THE4—1HY INFATAY AN F=aFT—3, 6 -k

L Rp—-2H-BUPI—1-ANRVE ter t—TJFNIAFN (0. 92

g) . FRIFARNITZIVRAT A 2NTPUL (160 meg) . KEAIUD
A1, 3 @), ZLT (4—RITIOFIIVHEZNT 27 7220 IR (0.
80 g) OYAFNIIATIE (50 mL) OWWEL 0 0TTIRHMML
7. KNESYAERBRIFITRRL, SNk TwEL. RRF U UL ETH
WU, 2L TCRE L, BEWEITIAZOR N 5T 4 —THRE (NFY 2 BiR
TF) 2:1) L. EeE&Ww4 42 mgrEXTBEEKTRRL,
MS(ESH m/z:409 O + DY |
(228¢c) 4— (4=F73)—7x2)V) —ERUIDY—1-HVRVE ter
t =TFINITATIV '
EHifl (22 8Db) THREA— (4—RIVOFVHIRINT I Tz2)V)
_3, 6-VERA-2H-FUYY—1-HVEE tert—TFIIRT
B (100me). NIDYLEE (15mg) DAY /—)VEK (30m1) &K
EEEST. ZETI1NERRLE, RSEREES1 M2BL. Bl &E
RSO NTST 4 —THEE (NFY 2 EBIFIL 5:2) L. EibeW
(57 me) (84%) EHEAITRE
MS(ESH m/z:277 O + H)*.
(228d) 4— {4—[3— (2=APFI—5—-AFN—T7zZ)) —Ub1 K]
—Tzo)) —ERUDY—1—HLRVEE ter t—TFIIATI
CEff 1) ERBOHET. EfEfl (228c¢c) TRz4—- 4-T7I/-T=x
Z) —ERUPY—1-ANECE ter t —TFNIATN(57 me)&2
A REFEY—E—AFN TV TF—b (37 me) »5. BiltEY 9
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4 me (FRHONE) 2EIrEFAINVELTEE,
MS(BSY m/z:440 (M + D™

(228e) 1— (2—ARFT—5—AFN—Tx2))) —3— (4—ERUD>
A=A N=TzZ) —ILT

il (47 a) EFEBEOHET. Sl (228d) Thz4— {4— 13- (2
CAREL—5—AF—Tz) LA K] =7z} —ERYIY—1 -
HVESE ter t—7FNIAFI (94 mg) B SEFIERMLEMS8 6 m
¢ BRRUTICEG (228 £) THEALE, '
(228f) 4—{4—[3—(2—R FES—5—AF)N—T7zZ)) —UbA K]
-7V} —pRYD—1—HIVREBR (2—r0n—6—AF)N—7x))
—73R ' '

(EM4 9) EREEOHIET, £l (228e) TASNEL— (2-AhF

=5 —AF)N—7z2)) —3— (4—ERYDY—4—A)y—T7xZ)V) —UL

7 (86 mg)t2—ﬁDD—6—%§W71:w4V97T“F(45 mg)
. EELEW26 me (26%) EAAEEELTEE.
'H NMR (400MHz, DMS0-d6) : 6 (ppm)=9. 22 (14, s), 8.12(2H, s), T. 97(1ﬁ, s), 7.37(QH,
4, 1=8.6Hz), 7.31 (1K, dd, J=6.8 and 6.9Hz), 7.23-T. 11 (4H, m), 6.87(IK, dd, I=8.2
and 1.6Hz), 6.71(1H, d, J=7.4Hz), 4.20(2H, d, J=12.2Hz), 3.81 (3H, s), 2.88(2H,
t, J=12.8Hz), 9.76-2.65(1H, m), 2.26(3H, s), 2. 20 (3H, s), 1.75(2H, d, J=11.THz),
1.59-1.482H, m).
MS (ESY) m/z:507 (M + 0.
Rl 2 234-236C.
a2 29) A— {4— [3— (2—7hFD—Tx2))) —YLAR] =7
Lo} -8, 6-VERO-2H-EUSY—1-HNEVE [4- (2-EF
%S —TRFD) —2— MU ZNFAAFN—Tz2V] =TI E (LahES
5-41) | |
(229a) 4— (4—F3/7z=)) —3, 6-VERKO-2H-BUUY—1
—HNVRIVEE ter t—TFIVTATIN
%ﬁW(ZZSb)T%t4~(4—&??D#?%Wﬁ:»7£/7::»)—
3. 6-TERO-2H-PUPY—1-AVEVE ter t —TFNIATN
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(200 mg) ®2 N KELFRUTAKERK (5 mL) &X& /=)L (1
5 mL) OWIKE 6 0—7 0°CT5BEMALE, RISEAYZREL. Jrun
RAHTERL, BAEEK TS, FRBF MU A ETERL, TUTREL,
EE LA E C Y Bt AV ELTRR.
' NMR (400MHz, CDC1,) : & (ppm)=7. 17(2H, d, J=8.6Hz), 6.63(2H, d, J=8.6Hz),
5.87(1H, brs), 4.03(2H, s), 3.68(2H, brs), 3.60(2H, t, J=5.7Hz), 2.46 (2H, brs),
1.48(9H, s). ‘

(229Db) 4— {4— [3— (2—7hFBE—TzZ)) =LA K] —7=2)b})
~3, 6-VERO-2H-EBUDY—1-WIEIR ter t—TFIIATN

(SHEM 1) ERBOFET, Kbl (229a) TREA- (4-F3/7z=
1) —3, 6—VELRO-2H-FUDY—1-HIRVE ter t—TFIIR
F1(380 me)E2—ThARTzIhAVYTF—F (253 me) B5.
mE ke 559 me (95%) ZHAEMEKEL TR |
I NMR (400MHz, DMSO—-d6) : 6 (ppm)=8.12 (1H, dd, J=8.1 and 8.0Hz), 8.03(IH, s),
7.68(IH, s), 7.29(2H, d, J=8.2Hz), 7.19(2H, d, J=8.6Hz), 7.06-6.89(2H, m),
5.90 (11, brs), 4.06(2H, brs), 3.62 (2H, t, J=5.5Hz), 2.43CH, brs), 1.51(9H, s).
(229¢) 1— (2—7hFAn—7z=)) —3-[4— (1, 2, 3, 6-FFh
SERO—FBUYDY—4—A))) —7z]-TLT

il (47 a) EFREOFET. Ll (22 9Db) THE4— (4— [3— (2
oA O—T ) —TLA Rl =7z —3, 6—YERO—2H-EY
DY 1—ANRVE ter t—FFITAFIIN (100 mg) nsEEERb
o B, ERRTICERS (229d) THEALK,

(229d) 4— {4— [3— (2—7hFO—TzZ)) —TLA K] =7==)V)
~3, 6-YERO-2H-BUY>—1—0bRVE [4- (2-EROFS-
TRFY) —2—RUTNFOAFIL—TzZNh] -T2 R

(EHEF 17 0) EFRBEOFET, Efigl (229c) THRENLL - (2=
Fo—-7zz)) —3-[4— (1, 2, 3, 6fj“—l~5tl<‘m—EIJ=)‘/—4—/r
W) =7z -7 (50 meg) EEMEI (209c) TRE4A- [2— (t
er t—TFN—VAFN—FoNFFY) —ThFY] —2—- MU TNFOAF
Tz 73y (59 mg) REYUNI—FIL36 me (33%) 2HE
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E@&bf%tolwvuwl—?WEiﬁM(209d)&ﬁ%@ﬁ&f?b?ﬁ
FNT BT L TIAFU RiCKDRREL. Ekam18 meg (61%) &
Bk & U TR,

IF] NMR (400MHz, MeOH-d4) : & (ppm) =8. 09-8. 04 (1H, m), 7. 44-T. 38(2H m), 7.42(H, d,
J=6.9Hz), 7.34(1H, d, J=8.7Hz), 7.23(1H, ¢, J=2.THz), 7.19(1H, dd, J=8.6 and
9.8Hz), 7.16-7.11(1H, m), 7.10(1H, d, J=7.8Hz), 7.04-6. 97 (1H, m), 5.44 (1H, dd,
7=6.1 and 2.9Hz), 4.16 (20, d, J=3.1Hz), 4.09(2H, t, J=4.7Hz), 3.91-3.86 (24, m),
3.73 (20, t, J=5.5Hz), 2.63-2.57C, m.

" MS(ES") m/z:559 (M + H)*.

Bl : 110-112°C.
(%%W230>4—{4—[3—(2—}%#&—5—}%»—71:w)—w

LAR] —7z=Vt =3, 6—YbRO—2H-BUD>—1-0RVER [4

—(z—tﬁn#v—lb#y)—2—%U7»#D}?w—7z:w]—7£FMb
ESUEE-10) |
(230a) 4— {4— [3— (2—ARFY—5—AFN—7x2)) -~V LA F]
o -3, 6-VERO-2H-PUUY—1—HRVE tert—7
FNTAFIN

CERF 1) ERRBOFET, Eibl (229a) THAE4- 4-T2/ Tz
V) —3, 6—vtFD SOH—FPUIY—1—hHIRB tert—TFIITA
S(3. 00 glE2-ARFY—5—AFNTxzINAYITF—h (1. 76
ml) o, EIrema. 82 g (FEMNNE) ERAEKEL TEZ,
MS(APCI) m/z:438 (1 + B)*. |
(230b) 1— (2—ARFY—5—AF)— Jx=)) —3-[4— (1, 2,
3, 6-FhIERA-EYYY—4—1)) 7= =TT |
EHF (47 a) EFRBOFET, Eiigl (228d) TR Bmia—{4—-13— (2
CAREL—5—AFN—T ) —TLA K] =Tz} —ERYD =1
FIViR tert—f?»IX?ﬁ44.82'g)#%%ﬁm%%2.69 g
(2T, 73%) ZHBEMEKEL TR,
MS (APCT) m/2:338 (f + )*.
(230c)4—{4—[3—(2—%F$9—5—%?W—7z:»)—@V4F]
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—gx=)} -3, 6—YERO—2H-BUY>—1-AIARCB, [4- (2-
LROFI—ThFY) —2-PUINMFBRAFNV-T722)V] =TI F

(EMBl 17 0) LRROHET, Bl (23 0b) THEEL— (2—-ARFY
—5—AFN—TxzZ) —3-[4— (1, 2, 3, 6-FFITERO-EUT
—4—q)) —TzoMI-TLT (74 mg) LEMHH (209c) TREA-
[2— (ter t—TFN—VAFN—¥FohFFY) —TbF¥] —2-HU7
NFORAFN -T2 T2 (74 mg) A5 UINVT—T) (104 meg)
BEE, ZOYYNI—FIEEKT RO 7 VBB TT NS TFINT UE

o A Rie kD BEEL, EiEkAme. 5 me (7. 5%) EERE

Bk L L TRz, ‘

IH NMR (400MHz, DMSO—d6) : & (ppm)=2. 23 (3H, s), 2.58-2.41(2H, m, 3.62(2H, t,
J=6. 1Hz), 3.71 (2H, t, J=4.9Hz), 3.83(3H, s), 4.05(2H, t, J=4.THz), 4.09(C2H, s),
6.14(1H, 5), 6.73(1H, d, J=7.8Hz), 6.88(1H, d, J=8.3Hz), 7.15(1H, d, J=3.2Hz),
7.90(1H, d, J=9.0Hz), 7.31(1H, d, J=9.8Hz), 7.38(2H, d, I=8.6Hz), 7.43(2HL, d,
1=8.6Hz), 7.96(1H, s), 8.10(1H, s), 8.15(1H, ), 9.33(1H, s).

MS (APCI) m/z:585 (M + H)*. ’

R 150-153C.

(EHp231) 4— (4— [3— (2=AFFI—5-AFN=TzZ)V) —U
LA R] =7V} —ERSDY—1-HIRVE [2-r0op—-5— (2-k
Pu#v—z%#?)—71:w]-73F(mé%$%k%n
(231a) 2— (4—rno—3—=to—Jxz/F¥) —LF/—)V

S (208 a) ERABEOHFET, 4—rnn-3-=hozz/—) (8. 6
7 ) E2-7OEIY =) (3. 9 mL) M5, EifkEw5. 48 g (5
0%) 2EEAFAIINELTRZ
' NVR (400MHz, CDCL,) : 0 (opm)=T. 44 (1H, s), T.41(1H, d, J=3.1Hz), 7.09CIH, dd,
J=8.8 and 3.0Hz), 4.12(%H, t, J=4.5Hz), 4.00(2H, brs), 2.04(1H, brs).
(231Db) tert—FFI—[2— (4—ron—-3—-=bO-Jz/F¥) —
TREV]-DAFINT T |
E5d (20 8b) EFEBEOHET. Eiigl (23 1a) THEZ2- (4—-r0H
—g_—=tp—Tr/)FY) —TH ) (5. 48 g) Ltert—TFITRA
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FTUN rOUk (4. 56 g) »hb, EEE®ws. 52 & (EEHINE)
EEATAINELTRR.

'H NMR (400MHz, CDC1,) : 6 (ppm)=7.31 (1L, d, 1=3.9Hz), T7:30(1H, s), 6.98(1H, dd,

j=8.8 and 9.9Hz), 3.98(2H, t, J=4.9Hz), 3.88CH, t, J=4.THz), 0.81'(9H, s),
0.00(6H, s).

(231c) 5—[2— (ter t —TFN—DAFIN—IFZIFFY) —LhF
2] —2—»EO—7zZT I3 :

Wi (231Db) TAGNEter t—T7FI—[2- (4—ruop—-3-—=%
-7z /%) ~ThFVI-—VRAFNTT2 (2. 29 g) L=y (1
1) AKfi (3. 28 g) AEAFFSERO7S> (40 ml) ZEESE
. OEERICOKRLIESRFFUTA (1. 02 ) EERTYSD DR
Fomaiz. 1%, RNREYZIRNE Uk o—2A Lkl CHEE, ﬁﬂ%ﬂm@bk%
F U KR E IR T, By 0 — A B ORGSR 2 B T )Y KICKD
BH U, ﬁbhtf’tﬂﬁﬁwﬁ%ﬁéﬁ’ﬂiﬁnmwmiﬂ‘F')‘?Aﬂ(f“{?ﬁc‘:ﬁﬂ%nﬁiﬁm'c
Ve L. F@TF‘)‘?AJ:T%@L ABL, FUTERHELE. E%E%%‘:ﬁf‘ﬁika‘éb
. mELaMm 1. 85g (89%) EEEFAINELTRE.

'H NMR (400MHz, CDCI,) : & (ppm)=7.02 (1H, d, J=8.6Hz), 6.25(1H, d, J=2.THz),
6.19 (1L, dd, 1=9.0 and 2.7Hz), 3.92(2H, brs), 3.88-3.83(4H, m), 0.81(9H, s),
0.00(6H, s).

(231d) 4— (4—[3— (2—APFY—5—AFN—7x2))) —ULTF]
Corml) —PRSTY1-HRVEE [2-rnB-5— (2-ERHOFY
~ThFY) —7zZ)V] —T7XF

(EHfF 1 7 0) EFEEOHET, %ﬁﬁ(47a)f 2721 — (2—ARFT—
5—%9‘)1/—‘71511/)— 3—(4—ERFVY—1—A =7z - L7 (1.
19 @) &Ml (231c) TEEE— [2— (ter t—TFN—IAFIV=
LS5oLFEY) —ThEYV] —2-r0B-7z2)V 732 (990 mg) B5
SUNT—FN1. 09 g (50%) zAGEAEELTEL. TOXUINI=T
BEAT NS EROT S VEEATT NI TFINT VESTU L TAY RIZKD
DR, EELams 21 me (91%) EHEEMKEEILTEL.

[ NMR (400MHz, DMS0~d6) : 6 (ppm)=9.09 (1H, s), 8.20(1H, s), 8.07(1H, ), 7.99(1H,
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$), 7.34(2H, d, J=8.2Hz), 7.34(1H, d, J=8.2Hz), 7.21(1H, ), 6.95 (2H, d, J=8.2Hz),
.89 (IE, d, 1=8.207), 6.76-6.72(2H, ), 4.88(1H, dd, I=4.9 and 4.9Hz), 3. 96 (M,
dd, 7=4.3 and 4.3Hz), 3.84(3H, s), 3.71(2H, dd, J=9.6 and 4.5Hz), 3.60(4H, 1,
J=4.3Hz), 3.09(4H, t, J=3.THz), 2.23G3H, s).
MS (BS) m/z:555 O + H)*

R 121-1247C.

(ERF232) A— (4— [3— (2—AFF¥—TzZ)) —TLI K] =7
o) —ERITTI—1—HNRIE [2—-roo-5— (2-bROFI-T
RED) —7zl] =73 R (LAWEES1-645) . |

(a1 7 0) EREEOAET. £l (124a) TEBNELLI- (2-2h
Sy Tro)) —3— (4—ERSVY—1—AN=TzZ)) —ILT (326
mg) EEH (231c) THES— [2— (ter t —TFN—IAFN—=7
L AED) —ThREY] —2-rOn-7zhFIY (331 me) BEIY
NVIT—5)N519 me (79%) 2AGEKELTER, ZOVUNIT—TIVEE
Wml (209d) EFRBCTF NI TFINT EZT L INFY Bick DBREL,
mE a3 64 me (85%) ZEMEKELTEL. |
‘H NMR (400MHz, DNSO-d6) : & (ppm)=9. 06 (1E, ), 8.16(1H, s), 8.12-8.09(1H, m), -
8.09(1H, S), 7.31(2H, d, J=8.6Hz), 7.31(1H, d, J=8.6Hz), 7.19(H, d, J=2.8Hz),
6,99 (1L dd, J=7.9 and 1.50z), 6.922H, d, I=9.3Hz), 6.89-6.84(2H, m), 6.71 (LK,
id, 7-8.8 and 3.0Hz), 4.86(1H, dd, J=5.5 and 5.5Hz), 3.95(2M, t, J=4.9Hz),
3.86(34, s), 3.69(2H, dd, J=10.2 and 5.1Hz), 3.594H, t, J=4. 9Hz), 3.08(4H, t,
J=4.9Hz).

MS(ES) m/z:542 (1 + B)*.
Bl 179-180°C.

(EHF233) 4— (4— [3— (B—ThF¥—7z=))) —TLA K] =7
o) —ERSUY—1—HVRVE [2—-rBop-5— (2-ERBEFI—T
RED) —Tzo)V] —73 R (LANEE1-858)

(R 17 0) ERBOHET, EHpl (215b) TABNEL - (3-Th
3 -Tz=)) —8— (4—ERFVL—1—-Ah—Tz2)) —ILT (340
me) CEMF (231c) TRES— [2— (ter t —TFN—IAFN—¥F
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“FFEY) —ThFY] —2-rpp-JzZT7Ir (331 mg) N6y
NWI—FN600 mg (90%) ZEAEMKELTHERLZ, ZOYUIVT—TIER
ol (209 d) EFBOHETT KITFNVT PEZTA  ThAY RICKDBHR
%, mILam234 meg (47%) 2HGEMEKILTRR.

{H NMR (400MHz, DMSO-d6) : 6 (ppm)=8. 61 (1H, s), 8.46(1H, s), 8.16(1H, s), 7.31(2H,
d, 1=9.0Hz), 7.30 (1, d, J=9.4Hz), 7.19(1H, d, J=3.2Hz), 7.16(1H, dd, J=2.1 and
9.1Hz), 7.12(1H, dd, J=7.8 and 7. 8Hz), 6.92(2H, d, 1=9. 0Hz), 6.88(1H, d, J=7.5Hz),
6.71 (16, dd, 7=8.8 and 3.0Hz), 6.49 (1H, dd, J=7.9 and 2.8Hz), 4.86 (1H, dd, J=5.5
and 5.5Hz), 4.00-3.93(4H, m), 3.70(H, 1, J=4.7Hz), 3.59(4H, t, J=4.9Ha),
3.08(4H, 1, J=4.9Hz), 1.32GH, t, J=T.1Hs).

MS (ESY) m/z:555 (M + H)*.

Rl 196-197C.

(EHF 2 34) 4— {4— [3— (3, 5—PALFY—TzIN) —TLAF]
—groUl) —ERSUY—1-HARVE [2—-rnOo-5— (2-EFEFY
~TRFEY) —7xo)] 73R (LEYWES1-653)

CERFI1 T 0) ERROFET. Eiahl (216D) TASNEL— (3,5-
SARES T — 3= (4—ERIVL—1—A—TzZ)) ~TILT (3
56 meg) CEMf (231c) THAES5— [2— (ter t —TFIN—=TAFI
—95:»%#?)—IF#&]—Z—?DD—71:W7\‘(331 mg) M
5 ULT—F)V518 meg (96%) 2AGEKELTEZ TOXUINI—T
w&%#m(209d)&H%@ﬁ&fr%77%»7/%~ﬁA INAY FIZK
DEEHEL. EELaw234 meg (47%) EHBEKELUTRERL.
f NMR (400MHz, DMSO~d6) : & (ppm)=8. 54 (1K, s), 8.36(1H, s), 8.16(1H, 8), 7. 31 (20,
d, 1=9.0Hz), 7.29(1H, d, J=8.9Mz), 7.19(1H, d, J=3.2Hz), 6.92CH, d, J=9.4Hz),
6. 71 (1H, dd, J=9.6 and 2.8Hz), 6.65QH, d, J=2.4Hz), 6.10(1H, dd, J=2.2 and
9.9Hz), 4.86(1H, dd, J=5.5 and 5.5Hz), 3.95(2H, dd, J=4.9 and 4.9Hz), 3.70(6H,
$). 3.70-3.67(H, m, 3.59(4H, t, J=4.THz), 3.08(4H, t, IJ=4.THz).
MS (BSH m/z2:571 Of + B)*. |
Rl 191-192°C..

(FEfEl235) 4— {5— [3— (2—ARFP—T7x2)) —TLAR] —F
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V2 —2—A} —EXRTT - 1—HNR>E [2—Zr7vopo—-5— (2—EFR
D%y —ThFy) —7z2)] —FIR (baWES1-657)

(2352a) 4— {5— [3— (2—ARFI—TzZ)V) —YLAR] —BUYDY
— 92—} —ERSTU—1—HIVR VB tert —TFI)N AT

Epl (38 c) EFEEDHET, £l (38b) THEz4— (5-F3I/)—¥
VO —2—AN) —EXRFT—1 —HIERIE tert—TFINITAFTIN(5.
57 g) E2—XARFLTIoNAVITF—b (3. 2 mL) »5, LS
We. 83 g (ERMIE EREEESLTEE.

" § NMR (400MHz, CDC1,) : & (ppm)=8.10(1H, s), 8.08(1H, d, J=3. 9Hz), 7.71(1H, dd,

1=9.0 and 2. THz), 7.08 (1, s), 7.03-6.94 (2, m), 6.86 (1H, d, J=8.2Hz), 6.66 (1K,
d, 7=9.0Hz), 6.49(1H, s), 3.81(3H, s), 3.55-3.48(8H, m), 1.49(9H, ).
(235b) 1= (2=AFF¥—Tz2)) —8— (6-EXTVY—1—A)l—
YDy —3—1)) —ULY | ‘

Sl (47 a) EFEBOFET, Efifl (235 a) TEEL4— {5 [3— (2
CAREY—TII) LA R] —BUDY - 2=l —ERIT— 10
VRV ter t—TF TAFN (8. 55 g) MOERLAWE. 28 &
(9 6%) ZREEKELTRE.

'§ NMR (400MHz, DMSO~d6) : 0 (ppm)=9. 03 (1H, s), 8.14-8.07(3H, m), 7.68(IH, d,

" J=8.6Hz), 6.99(1H, d, J=7.8Hz), 6.91(1H, dd, J=7.6 and 7.6Hz), 6.86(1H, dd, J=T7.2

and 7.2Hz); 6.76(1H, d, ]=8.6Hz), 3.85(3H, s), 3.39(1H, brs), 3.28(4H, brs),
2.76 (4H, brs).

(235¢) 4— (5— [3— (2—ARFI—Tx))) —TLA K] —BUDY
—2—AN} —ERSGV—1—HIARVE [2—-rop—5— (2—-EbROFY
~IRE) —TxIM] -T7IE

CEHHI1 7 0) EFBEOHFET, £l (235b) TELGNEL— (2—-Ah
F—Ix=)) —3— (6 —ERFTL—1—AN—EBUDP—3—1)V) =Tl .
7 (327 mg)&%%%(2310)T%t5—[2—(tert—7?w—y
AFN—SoAFY) —ThFY] —2—-rna-7z2)0732 (301 m
g) BEIUNT—FIL 414 meg (63%) BREEEKELTELZ. 0TUIL
T EEH (209 d) ERBOHETT NI TFINT VEZYL T
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bki@%%mb FﬁmA%Blz mg (92%) ZABEKELTER.

T NMR (400MHz, DMSO~d6) : & (ppm)=9. 08 (1H, s), 8.16(1H, d, J=4.3Hz), 8.16(1H, d,
J=3. 9Hz), 8.09(1H, dd, J=7.8 and 2. 0Hz), 7.73 (1H, dd, J=9.0 and 2. THz), 7.31 (1H,
d, J=9.0Hz), 7.19(1H, d, J=3. éHZ) 7.00(1H, dd, J=8.2 and 1.6Hz), 6.92(1H, ddd,
7=7.6, 7.6 and 2. 0Hz), 6.90(1H, d, J=1. OHz), 6.89-6.84(2H, m), 6.72(1H, dd, J=8.6
and 3. 2Hz), 4.87(1H, dd, J=5.5 and 5.5Hz), 3.94(2H, dd, I= 4 9 and 4. 9Hz), 3.87(H,

's), 3.69(2H, dd, J=10.1 and 5. 5Hz), 3.56 (44, t, J—5.1HZ), 3.46 (4H, t, J=3.5Hz).

MS(ESY) m/z:542 O + D).
Bl 139-141°C.

(%%W236)4—{5—[3—(3—1%#?—71:W)—jV4F]—E
DDy gV} —ERITY—1—ANRIE [2-7B0-5- (2-EF
nEy—ThFY) —7x2)] T3 R (LEYEF1-89)
(236a)4—{5—[3—(3—1%#?—71:W)—WV4F]—EU??
—2— AN} —ERTFVY—1-ANVER ter t—7FI TAFI

FiEf (3 8 c) ERBROHAIET, %ﬁﬁ(38b)fﬁt4—(5 72)-¥
yor—2 -/l’)l/) — RSV —1 AR tert —7?)1/117‘)1/(5
57 g) &3—TIhFyT7zAVYITI—F (3.5 mL) 5. FEibse
ms. 37 g (95%) EREEKLLTREE.
U NMR (400MHz, CDC1,) : & (ppm) =8. 08 (1H, d, J=2.3Hz), 7.65(1H, dd, J=9.0 and 2. 1H2),
7.90 (1L, dd, 1=8.0 and 8.0Hz), 7.03(1H, s), 6.82(1H, d, I= 7.9Hz), 6.66(2H, d,
1=9.0Hz). 6.46(IH, s), 6.37(1H, s), 4.02(2H, q, J=6.9Hz), 3.55-3.50(8H, m),
1.49(9H, s), 1.40(3H, t, J=T.1Hz).

(236Db) 1— (3—ThFy—7x2)) —3— (6—-ERFVY—1 -1k~
ryyr—3- 4»)—&&7

EiEF (47 a) LRBEOHET. Eupl (23 6a) TRz4— {5 [3— (3
—ThRFI—Tr)) =LA R] —EUY—2 - —)V} —ERSD—1-74
VEVEER ter t—T7FN TAFN (8. 37 g) BOERMEWE. 47 &
(FROND) BEEEEKS L TR,
([ NMR (400MHz, DNSO-d6) : & (ppm) =8. T4 (1H, s), 8.48(1H, ), 8. 11 (1K, d, J=2.3Hz),
7.66 (10, dd, 7=9.4 and 2.7Hz), 11415, d, J=2.3Hz), T.11Q1H, d, J=T.8H2),
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6.89(1H, dd, J=7.8 and 1.6Hz), 6.76(1H, d, J=8.6Hz), 6.49(1H, dd, J=8.2 and
1.6Hz), 3.97(2H, q, J=7.1Hz), 3.43(1H, brs), 3.30(4H, t, J=4.5Hz), 2.78(4H, t,
J=4.3Hz), 1.31(3H, t, J=6.9Hz). _

(286¢) 4— {5— [3— (3—Th*¥—7x=))) —ILA K] —EUD>
— 22—} —ERTVI—1-HIRIEE [2-rnn-5—- (2—-bROFy
—LhFY) —7x2)] —7IR

(Efagl1 7 0) EFRBEOFET, £iEF (235b) THSNEL— (3—Th
-T2 2))) —83— (6—ERIVDU—1—A)—EBUDT=3—4A)) -1
7 (341 mg) &FEMH (231c) THEL— [2— (ter t—TFN—2
AFN -3 SoFFY) —ThFy] —=2—-rpp—-7z=)V73I> (301 m
g) HEYUNI—FN527 me (77%) EHEAEEELTRR, 20T
WVI—FVEEEH (209d) LRAKOHETT bITFINVTIEZUL TIVA
U RicE DBREL. EiEka®w3 34 me (78%) EMBRERERGKELTER.
'H NMR (400MHz, DMS0-d6) : 6 (ppm)=8. 65 (1H, s), 8.41(1H, s), 8.18(1H, s), 8.18 (1K,
dd, 1=2.9 and 2.9Hz), 7.73(1H, dd, J=8.8 and 2.2Hz), 7.34(1H, d, J=8.9Hz),
7.22(1H, dd, J=1.9 and 1.9Hz), 7.17-7.13(C2H, m), 6.90(2H, dd, ]=9.4 and 9. 4Hz),
6.74(1H, dd, J=8.6 and 2.7Hz), 6.53(1H, d, J=7.9Hz), 4.88(1H, dd, J=5.5 and
5.5Hz), 4.00-3.95(4H, m), 3.70(2H, dd; J=10.3 and 5. 2Hz), 3.58 (4H, brs), 3.48(4H,
brs), 1.32(3H, t, J=6.9Hz).

MS(ES") m/z:556 (M + D).
Bl 140-143C.

(FEHi#I237) 4— (5— (83— (4, B—IAFIN—FF7V—)—2—-1)))
—HLAR) —BUD -2} —ERSVI—1-hLRVE {2-ZBn
—5—(2—-bROFY—TrF) -T2} —73I R (LAWES1-863)
(287a) 4= [5— (4—=hO—T ) FIHIRILTI ) —CYDY -
2—AN] —ERTVL—1—HVEIE ter t—TFIIAFI
Efapl (224 a) EFABEOFET. EEH (38b) THAE4L4— (5-F3I)—
BUDY—2—A))) —PRGVL—1—INEVE ter t—TFINIIFN
(8. 34 g) &rnuF@p—=—taryz=)l (6.-24 g) 6, EiMbs
$10. 8 g (81%) EHREREMKELTEE,
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