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BDTILFIENT ~2@BMLATI/EETT,

AFERMZEICS T B R IE. EXRRF. NATVEREF. YT7/E Z O
B, —C (=0) R,y —C (=0) OR,. —C (=0) N (R) (R) .
—C (=0) SR, —=C (=8S) OR,. =N (R) (Ry) . —NR,C (=
0) R,, —NR,SO,R,, —NR,C (=0) OR,, —NR,C (=0) N (
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[0024]

[0025]

R,) (R,). —NR,SO,N (R,) (R,) . —N (R) —OR,. =NR,.
=N—-OR,. —OR,, —OC (=0) R,, —0C (=S) R, —0C (=
0) OR,, —0C (=0) N (R) (R,) . —0OC (=S) OR,. —SR,

~ _SOZRX\ _SOZN (Rx) (Ry) A Rdbﬁ‘lﬁj:ﬁljrb\T:bJ:\l\Cg_Cm:/

a7 ILFIE RABELTVWTELWVWC,— C FEBERILKRE, Xid
RABMLTVWTEHELVWA~1 0BDREME L EFRMERBETH 5,
I TEHRES LTORDERIE. FICHERINT, 1 ~5@M1M L L,
T~3@EMNEYEFELW,

AFERMZEICE T BRI, EXRRF. NATVEREF. YT7/E Z O
H AFxVE FAFIKRE —C (=0) R, —C (=0) OR,. —C (=
O) N (R) (R) . —-C (=0) SR,, =C (=8) OR,. =N (R))
(R,) . —NR,C (=0) R,, —NR,SO;R,, —NR,C (=0) OR,,
—NR,C (=0) N (R,) (R,) . =NR,SO,N (R, (R,) . =N (
R,) —OR,, =NR,, =N—-OR,, —OR,, —0C (=0) R,, —0C (
=S) R,, —0C (=0) OR,, —0C (=0) N (R) (R, . —-0C
(=S) OR,, —SR,. —SO,R.. —SO,;N (R) (R, . RAMHEH#L
TWTHELWC,—C7IFILE, RABHLTWTHLIWC,—C7ILT=
LE, RABBRLTVWTELWVWC,—C7ILFoIE, RHABRLTVWTE
FWC,—Cyp>/O7ILFIE RHMABERLTVWTELWVWC,—C,FERK
EKFRE, XERHDSEELTWTELIWVA~1 08DBEME L IFFREMNE
RBETHD, TITEBREE LTORRURDESIE. BICARINT,
EFNETNT~5@NMFFELL. 1 ~3ENLYTFZLL,

AFERMZEICE T BRI, EXRRF. NATVEREF. YT7/E Z O
H AFVE FAFIKRE —C (=0) R,, —C (=0) OR,. —C (=
O) N (R) (R) . —=C (=0) SR, —=C (=S) OR,. =N (R))
(R,) . —NR,C (=0) R,, —NR,SO;R,, —NR,C (=0) OR,,
—NR,C (=0) N (R,) (R,) . =NR,SO,N (R, (R,) . =N (
R,) —OR,, =NR,, =N—-OR,, —OR,, —0C (=0) R,, —0C (
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[0026]

[0027]

[0028]

[0029]

=S) R,, —0C (=0) OR,, —0OC (=0) N (R) (R, . —-0C

(=S) OR,, —SR,. —SO,R,. —SO,N (R,) (R, . RAHEH#L
TWTEHELWC, —C7IFILE, RABHLTVWTELIVWC,—C 7L =
LE, RABBRLTVWTELWVWC,—C7LFoIE RAHABRLTVWTE
FWC,—Cy>/O7ILFIE RABELTVWTELWC,—C FERK
EKFRE, XERHDPEELTWTELIWVA~1 08DBEME L IFFREMNE
FRERETHD, CCTEREE LTOREUR,OEHIZ. FICHPEREINT,
TNENT~5@EMNFFELL,

AFERMZEICE T DR, EXRRF. NATVEREF. YT7/E Z O
&, —C (=0) R. =C (=0) OR,, =C (=0) N (R (R)) .
—C (=0) SR, —=C (=8S) OR,. —=C (=0) ON (R) (R .
—N (R,) (R,). —NR,C (=0) R,, —NR,SO,R,, —NR,C (=
0) OR,, —NR,C (=0) N (R,) (R,). —=NR,SO,N (R,) (R,
). =N (R) —OR,. =NR,, =N-OR,, —OR,, —0C (=0) R,
. —0C (=S) R,, —0C (=0) OR,, —0C (=0) N (R) (R,
). —0C (=S) OR,, —SR,., —SO;R,, —SO;N (R,) (R, .
Ci—Cs7IFIE, C—CnOTIFILE, C—CEKRILTIFILE,
Co,—Cs7I T =IE, C,—Ce7IFoIIE, C,—Cypw>/O7IFILE,
Co— CABRRIEKEZEENIZSI~1 0EDHME L BFBENERBRETH
%,

AFEBEMZICHITER,. RERUVRIE, A—XIIHEEA>T. KEREREF. C
—CeTILFILE, C—Co/NOFIFILE, C —CEKRETILFILE, C
2~ CeT I ZIVE, C,—C7IFoIE, C,—Cy>vO7ILFIE, Cq
—C BBEERILKFRR., XiE4~1 0E0HME L ETFHENEREBETH
%,

—M&=X (1) . Ri&ELTIR, KREFXIEC —CTIFILENIFELL
« KERRFHIFICHFZ LU,

—M=X (1) . RRVR,TERIND RABELTVWTEHELWC,—C;
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[0030]

[0031]

TILFIVE] IZBIFD ITC,—CPIFILE] &LTE AFIE ITFILE
. n—7OELE, 4V FOELE n—TFILE AVIFILE sec
—TFIVE, tert—TFIE RVFILE AFVIENFFEFLL, X
FIVE, TFIVE n—TOELE, 41VTOELEEDC,—C,7IFIE
DNEYUTFFELL. XAFILEDNMFITTFZ L,

—M=X (1) . RRVR,TERIND RABELTVWTEHELWC,—C;
TILFIVE] ICBEFTBR,&ELTE (1) N"aFUVRF. (2) 27/ &
(3) =N (R (Ry) . (4) —OR,. (5) =SSR, (6) =C (=
0) N (R)) (Ry) . (7) RPEFRLTWTHIWC;—Cp/O7ILF
LE, (8) RPBHLTWTHLIWC,—C BFEERIEKFRE, X (9
) RO'BELTWTHEIWA~1 0BDHMNE L BTEMERRENFE
L<:

(1) N"aFrvRERF; (2) o778 (3) erOFVILE; (4) C,
—Cs7NaAFVE,; (5) C—C7IFILFAE; (6) PIRE; (7)
Ci;—Cw7a7ILFILE,; (8) Co— CyBBERILAKEE ; Xk (9)
O VEREF. eROFVIE PI/ERUVC, —CTILFIENLLRDEN
HEBENDIA—XIEHEER >/ 1 ~3BEOENEBRLTVWTHLIWVWE~10
EORHENBERRENSILICITFELL ¢

(1) N"asvRERF. (2) >F7/&, (3) C;—Cyp>/O7ILFILEX
iZ (4) Co— C BmBRRIEKREDFICHFT LW,

TR, OEHIZ. FICHRINT, EEHEXIE T ~5EIMFE LW,

—M=X (1) . RRUVR,TERIND RAHABELTVWTHELWC,—C,
TIVTZIVE] ILBT2 TC,—Cy7Ir=IVE] & LTIE. C,—C, 7L
SIEMFFELL, TARZJVENIYIFELL, —HKX (1) . RRV
R, TRINZ IRABELTWVWTEHELWC,—C,7ILTZILE] IKBIFBR,
ELTR, N"BFVREFIHFFEFLWL, TITR,OBEHEIZ. FICHIRINT,
BEBEHXE T ~3EIFELL, |BEBRIRHICHEFE LU,

—M=X (1) . RRVR,;TERIND RABELTVWTEHELWC,—C,
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[0032]

[0033]

[0034]

[0035]

TIVEZIVE] IZBIT2 TC,—Cy7IFILE] & LTIE C,—C,7ILF
ZIWENMFFELWL, —H&X (1) . RETR,THRIND TRAB#EL TV
THELWC,—CPIFoNNE] IKBIFBHR,ELTIF. NATVEFI/FEL
W, TZTR,OEHIE. RICHRINT, |MBEXIE 1 ~3@HAFELL.
BEBROERICIFE LU,

— X (1) A, REVPR,TERIND IRHABHLTVWTELWVC;—Cyy
THOOTIFILE] ICHIFD [C—Cuy>oa7IFIE] & LTR., C,—
CorRaT7ILFILENFELL, YI7ONFVILENMFICHFZ LV, —KRA
(1) A, RERUR,TRINS IRABRLTVWTELIWC,—Cy>oO7
WHFIVE] IZBITAR,&ELTE, NOFVYEFIMFE LYV, T TR,OEH
i, BICEIRINT, EEBBEXIT 1T ~3EI FFELL. EEENMFICHFEL
W,

—fE=X (1) . REVPR,THRIND IRHAPBHLTVWTEHELWVWC,—Cy,
EERKRIEKERE] ICBTS 1C—C BEERKRIEKEE]l &ELTE, 7=
WEMFZ LW, — MR (1) . REUR;THRINS IRAEBEHLLTWT
HLWC,— C BEERIEKFRE] ILHBIFHR,&ELTE. C—C,7IFILE
ceEROFVULE NOFVRERFHAFELL., JITR,OEHIE. FFICHIR
INT. BEHEXE 1 ~3ENIFELL, BEERMFICEFE LU,

—M=X (1) . RRVR,TEHEIND RHABELTVWTELVE~10
EOHNEREE] ILHT24~1 0EDBMERBREE L TIE. 4~68
DEBMOHMEREEN FFE L. N. SRUVOLSREIENE 1 ~3ED
ANTORTE2ET 24 ~6 80BBRMEOHMERBENSLYFE L. FII
BIROBBRMEOEMEREESILICFE LV, —KRX (1) . R,ERUR,
TRINSG IRHPEB|LTVWTELIWVWA~1 0EDHENEREE] I(LHT5S
Ry& LT, NATVEFMFELL, TITR,OBEHIE. FICHRINT
C BEMXE T ~3ENSFELL. BEBBRSRHICEE LU,

—M=X (1) . RRVR,TEHEIND RHABELTVWTELVE~10
EQOFHANEREBE | ICHBIT24~1 0EOFHEMERBEE LTIE. 4~
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[0036]

[0037]

6 EOREMERBRENFELL. NI SRUONLEIEND 1 ~3EDA
FORF42ET 24 ~6 B0EBMORBNERBEN L YFE L L, B
BIROBBREOFEMERBENSISICIFE LV, —%KX (1) A REV
R,y CTRIND IRHPBRLTVWTHELIWVWA~T1 0BDOFHNERERE] IIH
3R, &ELTIE. NABFVERFIEFFELYL, TITR,OBEHEIE. FICHIRX
hg, EEHMXIZ 1T ~3EIMFFE L. BEWARKICHEFE LW,

—#&=X (1) . Ry R:RUETNOLDEETHIRRETE—REICL>TH
T BHC,—CpioO7IFILELTE, Co—CoO7ILFILAIFELL
oo ZaBil, YoO7FARIET /AR FILLNLYBFELL, VY
O7OELARICIHFELWY, CITEBHREE LTORE. NATVRFLEF
FLW, TITR,OBEHIE. FICHIPRINT, EBEHEXIE 1 ~3EI/FFEL
<. BEESMFICEFEZ LV,

—#&=X (1) . Ry R:RUETNOLDEETHIRRETE—REICL>TH
KT24~1080RMEFRRE LT 5~7 EORMBEREITFE L
EOUYZLE ERYIDJVE ERSTVZDJIENLYEFTLWL, 2
TEMETHDR,ELTI. TFVE, NOTVRERFIFZ LWV, TITR,
DOEHIE. FICHIRINT, |MBEHLRXUE 1 ~3EIITFE L. |BEBBRIEIC
FE LW,

R, EVR ;. DIFEQHEEE & LTI, RAKEZERFNIIRAEBE#LL TWT
ELWVWC, —CTIFILETHY., RAMAKRRF. NOAFVEF. e ROF>
WE, PI/E VT7/E RAPABELTVWTELWC,—C7IFILE, R
MDBHLTWTHELIWC,—C7IrZIE, RABHELTWTELIWC,—
Ce7IFZINE RHABELTWTHIWC, —C7IaAFVE, RHI\EWHR
LTWTHELIWC,—Cpy>oO7ILFILE, RABHELTVWTELWVWC,—C,
FSERRIEKRRE, XERIPBRLTVWTELIVA~1 0EDRMEL < I
TEMERRETHED. Ru RRUVENOLIPEETI2RRETE—RICKR
STC,—Cu/OF7ILFINIZ4~1 0EB0HMERBETHRTS (22T
Ci—Cyp> /a7 ILFILKRT4A4~1 0 B8OMMERRIE. RABRLTWT
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HEW) BENFELWL,

F. RPKFRRFXIEC,—C7ILFILETHY. RD (1) KREF
; (2) naFvRF. YT7/E. —-N (R) (R). —OR,, —SR,.
—C (=0) N (R) (R)) . C;—C,>7O7IFIE C—C, EEK
RIEKBRERT 4 ~1 0 EOMMNE L EFBEMERRE (T2 TC;—Cy¥
Ja7ILFIVE, Ci— C BBERILKRE, RU4~10808MELLIE
FREFERRENR, EXKERF. NOFVEF, EROFIILE YT/ &
. ZhOE FIVE AFVE FFVRE AZI/E C-CTILFL
E C—COTFILFIE, C—CEXKFLELTILFILE C—C7IIF
VE, Co—CiTILTZIVE, RUC,—CTILFZIIEN LR DN HEE
NHZEA—XIFHEER > 1 ~3EDENBEHLLTVWTELWL) MORDEL
HRBIENZEA—XIIHEEL >/ 1 ~5@EDOENBEHRLTVWTHLIWC,—C7
WHEIVE; (3) PILUZIVE,; 7ILE=ZILE; (4) C—CT7NIFVE
; (B) Ci—Cyp>/n7FxIE; (6) Co—CuBBRRILKRE; (7
) 4~1 080MMERRE ; XiF (8) 4~ 1 08DFHMERRETH
2N Ry RERCENOIMEETIRBRRFE—EICAR>TC,—Cpi 0
TIFILNEERT DIHEEDNT LITHFFT LU,

Fo. RPKFBRFXIEC,—C7ILFILETHY. R:D (1) KREF
s (2) NasyvVET. DT/E EROFVIE, C—CTIIaFVE,
Ci—Cs7IFIFAE, FIRE C,—CyoyO7ILFILE, C,—C.,FH
BERIEKBRER V4~ 1 0 BOREERERE (I TC— C,FEKRIL
KEREIE, NOFVEF. e ROFVILE, 7I/HE C—C7LFILED
LIRBDHENLRBIINZA—XIFHELR > 1 ~3EOENSBHLLTVWTH L
W) BORBENSZBIINDIEA—XIIHEEGR >/ 1 ~5EOENEHRLTW
THELWC,—C7IFIE; (3) C,—C7ITr=ILE; C;—C,>v0O
TILFIVE ; & (4) Co—C BEBRRIEKFETHDEN R RREVE
NOPRETIRFRTFE—RICA>TC,—C o O7IFIEHMRT 2%
ENISITHFFE LV,
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[0038]

[0039]

F. RPKFRRFXIEC,—C7ILFILETHY. RD (1) KREF
s XiE (2) NaFUVEF. VTI/E C,—Co a7 ILFILERUC—
C BBERRILKRENSRZBENSBIEINIE—XIIHEER >/ 1 ~5EOD
ENBHLTVWTHLIVWC, —C7PILFIETHIMN. R, RRTENLA
AT OIRERFE—HICH>TC,—C 2w/ aF7ILFILERET 2BAENE
ICHFE LY,

—fE=X (1) . Rk, KFBERFULIC,—C7ILFLENMFE L, KE
BRFDHEFITHFE LW,

—HxX (1) A, ATHRDHINS IRABEHBLLTWVWTESLIWVWC,—C,FE
TRIRAEKFRE] ICHFS [Co— C B EBRRIEKRE] LT, 7z E
XIgFTFIVENFE L. T ZIVENMFITHFFT LW,

—M= (1) . ATRDLING C—C BB ERILKEE] ILHBITBR
LT, NayFvEREF. Y7 /E, —C (=0) R, —OR,., —NR\R,
. RABHBLTVWTELIWC, —C7ILFILE, RHASBHLTVWTELWVWC,
—C B BHRRIEKREXBFIRHDPERLTVWTELIWVWE~1 0BDHAE L <
EREIFIERRENS T FE L <,

(1) "aFvEF; (2) >F7/&; (3) —C (=0) R,; (4) —
OR,; (B) NnaA#FVEF. Y7/ & eRrROFVILE C—-CFILOFY
HE 4~10E0HNERBERV4~1 0EDFHMERER (Z2T4
~1 0 BEOFREMBERERIE. C,—C7ILFILETBRINTVTELY)
NORZBENLEEINIE—XIFHEEG > 1 ~3EOENBHRLTWVWTEH
SWC,—C;7IFILE; (6) —C (=0) RRUC,—C;7IFILE (Z
ZTC,—Ce7ILFILER, 4~10BDTEMERRETERINTVWTD
SW) DORIZHENLBENZEA—XIZHEER >/ 1 ~3EDENEHLL T
WTHEL WA~ 1 0EDHMEREE ; XI& (7) N"AasTVETF. Y7/ &
eEROFVLE AFVERVC,—CTIFILENSRIBEINSRIEND
E—XEHEEL >/ 1 ~3FEOENEHRL TVWTELWVWE ~1 0 EDOTNEEA]
BREBENLYGFELL,
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(1) NayvEFT; (2) C,—C7IFIE; (3) C,—C,7INOF
VE;XIF (4) NaOFUVRF. VT/E EROFVILERVC,—CTI
FINENLRDIBENOBIENDIA—XIFHEER >/ 1 ~3EDENEHLL T
WTHLW4~1 0 EOFRRIERBEINFICHZ LW,

[0040] —#&X (1) B, ATERDLIND IRAHAEHL TWTH LVWAREERE
E| B2 IFEMEREE] S LTE. N SRUTOHNMSRBIEND 1~
ABOANTORFEETS4~1 0BOEBMXIL 2BHEOFHINEREER
HFELL. N SRUONSEENS 1 ~3EDATORFA2ETSH5~
6 ENHEBMORAEMEREE., XIEIN, SRUVONLRIEND 1 ~4ED
ANTORFZET29~1 080 2RMEOAVHNERBRENILICHFFLL

EOoJILE ESVILE AIFVIVILE FIZILE JVILE F
FHVVIE AVFHVYYILE FPYVINE AVFTIIIVE F7
STV)IE, NITVILE FRIVIILE EVDILE ESYLE
EVIVZNLE BUSTZNE AVRYILE AVAURYILE A
VEIINE RVTAZIEFT)VE RVVTFFRFVYILE RVYFT
VOIWE RVVFIZNLE RXRVYISDIE, EOonEY JILE, ES
VoY IILE AIHFVEYILE, M) TVOE)DILE FI/EY
VIE, T7OBYINLNE FYIWE AVFIVILE DU ZILE,
FFYYZLUE F/FHYVILE FOFIUIZIE 2, 3—-YkrOq
YRYWE, 4, 5, 6, 7T—-FhZerfOa4>RYILE 3, 4—XFL
VIAFRIVIIZIIE, IFLUIVAFRITIDNE PeEFORVY TS
ZIE 1, 2, 3, 4-FrhSeROF/JYLE 5, 6, 7, 8—Fh
SerOoF/UNE, 1, 2, 3, 4—FhSEROMVF) )ILEXIZS
, 6, 7, 8=FbrZEROAMVF/VILENILITHFFELL.,

FIZILE EYIILE AVRYILE AVAYRYLE 4125V
WE, RUVAIFTTIVILVE RVVFIZDNWVE RV ISDIIVE, RY
VFTZVYIE, EOooEYILE ESVOEYVILE 1SV EYY
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[0041]

WE, FI/EYDIVE, 70EY)DIVE, F/ULE 41VF)JILE,
2, 3—JkeROA Y RYLERIET, 2, 3, 4—F S ROqvx/
JIVEDRISICFE LKL,

FIZILE EYUIILE AVRYILE AVFV)ILE RVYFIZ
WE, RVVFTFYIVILE FI/EUILE F/VDILE 4AVF/ )L
B 2, 3-YerOoAvRYLEXIKT, 2, 3, 4—-F Sk ROCMY
FIULERILICHFELL, AV RYIULE A VFVIVILE RVYFI
ZIVE RYYFTVYILE, F/VLEXZAVF ) )ILENILICER
L <.

AV RYIVEREA VG ) IILEMFITIFE LV,

—M=X (1) B, ATRDLINS RHABIELTVWTH LVWFAENERE
B IKBIFTBRELTIFE NOTVERF. 7FVE RABELTVWTH L
WC,—Ce7ILFIE, RHMPBHLTVWTELIWVWC,—Cy>oOF7ILFILE,
ROBIL TWTHLWC— CuBBHRRILKRE, XBRDPEBEHLTWT
HELWa4A~1 080DHEMNEL  ETHEMEBRERENMFE LU,

T, (V) NoFUVRETF; (2) AFVE; NOFVRERF. eROFD
WE, 72/ C—C7)aFxvE, Ci— C BFBRRIEKRE, R4
~1 0 BDFME L ETAENMERBEENLRIHENLREITN S E—XITHE
ERo 1 ~5EDOENIBHELTVWTHLIWC, —C7ILFILE; (3) /NO
FUBEF, EROFVILERCTI/VEHNSRBZIHENSRIENZE—XIEHE
o1 ~3EOEABHLTUVWTHLWC,—C /a7 ILFILE; (4
) NATVREF. YT/E C—CTILFIE, C—C7IIaFVE C,
—Cs7ZILFNTI/)ERVT-C (=0) ORDMLARBZIEENSEIINDIE—X
IEHEER 721 ~3EDENBRL TVWTHLWC,— C FBEKRRIEKEE (
ZIZTC,—CeZIFILER, eROFVILE PI/E C—-C7IOF
JERU-NR,C (=0) ORNLAZHEMNLBEEINIEA—XIFHEELR >
1 ~3EDOENBELTVWTELY) 5 (5) NOFVEF. PI/E #
FYE, C—C7ILFILERVPC,—C7ZINAFTVEISLIENSREIEN
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[0042]

ZRA—XIFHELR 71 ~3EOEINBHRLTVTELVNE~1 0BDTEE
ERTE ; XiE (6) C,—C7ILFIE, C,—Cyp>/O7ILFILE —
C (=0) R,, —C (=0) OR,BRU—SO,RASBIENZENBELT
WTHEL WA~ 1 0BOHMERRE (ZITC,—C7ILFILER, ~NOS
VEF. EROFVILERTC, —CFIFIETERINTVWTHIWC—
C BEBEHRIEKBRENLOAZENLEEINIA—XIFIHELR /1 ~3ED
ENBRLTVWTELIWN) BEYTFELL,

Free (1) NasyVEF; (2) 1~5@0NOFVEFIEELTW
THELWVWC —C7IFILE; (3) C,—Cop/O7IFILE; (4) NO
FJUVRFELLRBREROFUVNETEBRINTVWTEHELWC, —C7ILFILE
NORZBENLEEINIE—XIFHEEG > 1 ~3EOENBHRLTWVWTEH
FWC—C FEBERILKEE; (5) NOFVEF. C—CT7LFILER
VCi—Ce7ZNAFVENLRBIENLZBIINZIA—XIFHELR >/ 1 ~31E
DENBELTVWTHSLWA~1 0BORATERIRE ; XiF (6) 1~3
BDC,—CsTIFILENBHELTVWTELWVA~1 0 BORMERRENF
ICHFE LY,

—M=X (1) . AL LTI, RABRLTWTELIWC— C ,BEBERX
IEKRE, RABLLTWTELWN, SRUTONLEENS 1 ~3EDA
FORFAET25~6 80EBMHOFAHNERERE. XIERHABHRLTYL
THELWN, SEKUVONLEIEIND 1 ~4BADOATORFEEHITSH9~10
B0 2RMEOAEMERREENTFE L L,

Fro. ROABRLTVWTEHE LW, JxZIE FI7FILE, FIDILE
EVIIE AVRVILE AVFTVIVE RUVFIZDJWE RXVYF
TVJIWE, FI/EYDIE F/IVILE AVF/UILE 2, 3-2
EROAYRULERIIET, 2, 3, 4—FhSeEROqVx/ JILENL
YIFFE LU,

g, (V) noFUvETF. YT7/&E, —C (=0) R, —OR,. RANE
BPLTWTHESLWC —CT7ILFILERVRDABERLTVWTELVWE~T108
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DEFE L EABENERBEENOAZENLEEINZEA—F L IFHER
ST ~5@DEABEHLTWVWTELIW, JxZIEELLETI7FILE;
Xik (2) N"OFVREF. #FVE, C,—C7IFILE, C,—C,,>oO7
WEIE, Ci— C FEBRRIEKRZERT4~1 080EME L < ITTEIFE
REE (ZZTC—C7IFIER, RABELTWTELL, C;—Cy¥
Ja7ILFIVE, Ci— C BBERILKRE, RU4~10808MELLIE
FEMERREE. RABHBRLTVWTELWL) BOAZENMORBRIENEE—
AULCIBEER 21 ~5EDQENERL TWTHLIW, FIZLE EY
JIE AVRYIE AVIVYIE RVVFIZDIE RVYFTY
DIVE, FT/EYDIE, F/ULE 4AVF/YLE 2, 3—TJER
O4 Y RUIMEELLLIZT, 2, 3, 4=—FhSeROqMYF/ JILELRE
YIFFE LU,

IHIC, (i) N"aFVETF; (i) C—Ci7IbFILE,; (iii) C,—C,
TILAFDE;EELLZE (iv) A"OFVEF, EROFVIERVC,—Ce7
WHFRIVEDNLRDIEDNOBEENDIE—XIEHEEL > 1 ~3EOENEHRL
TWTHLWA~T1 OBDRHEMERREN LD HENLEENDIEA—EL
CIFHEER ST 1 ~5EOENABRLTVWTHIWT I ZINEELLE T
FILE ;

Xix (i) n"ayFvEF; (i) 1~5@0NOFVEFIFABELTWT
HIWC —CPILFIE; (iii) C,—CpooO7ILFILE,; (iv) nNOF
VEFRUCE ROFUVINETERINTVWTELIWVWC —C7ILFILENLR
DENPLRIENDIA—XIIHEELR >/ 1 ~3EOEISEBHEL TWTHLWC,
—C BERERIEKFRE; (v) NOFVERF. C,—C7ILFILERVC,—
CZINAXTVENORZENSBIINIEA—XIFHEELR 71 ~3EDOEN
BHELTWTEHEL WA~ T OBEDOTHEMERRE ; KU (vi) 1~3E@DC,
—CyTIFIENBELTWTELIWVWA~1 0EDHNERBEN OB
HNEEEINZE—NISHEHER 71 ~5EOCEI/BHRLTWVWTE LWL, FI
ZNVE BEVIUNLE AVRYIE AUV )ILE RVVFIZLE,
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RYFFIIVIVE FT/EVDILE, F/ULE 1VF/VILE 2
, 3=JYeROqA4VRYILEEZELLLIIET, 2, 3, 4—F b ZEROMVF
JYNWENLYITFFE LWL,
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ENLRZBENLREITNZIE—XIFHEEL ST ~3EOESBHLTWT
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(2) (R) =3—((1=72/)—-1—FFYTHv—-2—4J) PIJ
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[0052] AT, B8, —8xX (I 1) TRINDILEEWI ELICH LT, —f%
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CIBEAFLY, 00KV A, TSROV VFFHU UXF
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T, LERIGEVBBIECTEEHDIWITBZAVWSIENTES, H
FEEELTE BIZENIIFLTIV, A4V TOELVIFILTIV,
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TENTE, HEBEE LT, BIXIEEE. p— MLIVRILKVEE 10
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—hY I 7—ZIKRVEE M) 7 AOFES. EEE. VB Tx/—ILE
EERATEENTES,

LUEEOFEAER. B, %X (1 1) TRINSEEYM1I TILICH
LT, 0. TEILGVWLBEIENL. FELIFO. 5Q/VWLEEILTH S,
LEBOFERER. &%, —KX (1 1) TRINZEEYT ELICHL
T. 0. OTENGWLARTEIL. FELIFO0. 1QAVWL3EILTHD,
RISEER., B, 0OCHRWL200TC, FFLLIFO0OTAWL150C
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ZOEIICLTELNBEEY (V) id. ANODEBERFE. fXE
REE, BLRNE. B, Ay, BB /09 NIS 7 —REIL&
Y EEHERT 2 A RISBEBER TS &R, RIBIHT I ENTE S,
(T#22) ATk, —mxX (1 V) TRINZEEWE, PYEZTXIE
FTOEREERBIET, — X (V1) TRINSDLEWMEEET S HET
HB5
AIRBICBVWTHWLNZTVEZTPXIEZDEOEIF. —iF= (1 V)
TRINDEEWTI ELICHLT, BE. FELLVWLARELNTH S, Kk
INBEIE, RISIKZEDORWEDTHNIE, FICREI MWD, FIZIE,
Ko AZ /=, TH /)=, 4vV7TOn/)—)b, tert—7F)LT7)O
—b. ThSEROTSV, DX DAFILRILLTIR, N—AF
vEQY T /Y, DAFIRAIKRFY REXIEETDREAREENTETH D
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RIGEREE. B%. 5oBAaVWL 7HE. L1 2EQRWL 2 485
Fﬁﬁr\‘y)éo
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IRWE. ORERNE. R, ALY, BB /0TS T —REIE
Y EEHERT 2 A RISBEBER TS &R, RIBIHT I ENTE S,

[0057] (I#E3) AT, —KX (V1) TRINZELEWE—HRA (VI |
) TRINDIEVMXIZZEDBEZRHBIET—HRRN (1) TRINBZI1LE
MEBLET D HETH D,

[0058] ATI#RE. &E%. — %X (V1) TRINZELEWT BLICH LT, — %
X (VI 1) TRINZEEYWEZO0. SELAVULBEIEIL, IFFLIET
BWL3EILAVWTITDON S,

[0059] RISAEIZ. RIMCKEORWEDTHNIE, FICREI QWD Flx
.o av7an/—b, tert—T7FLTIaA-I, MILIV, RVEY
CIBEAFLY, 00KV A, TSROV VFFHU UXF
WRIVLAT IR, N=XFLEOQYY )V, IXAFIRNKEFY REXIEE

DREARBENITFETH 5,

T, LERIGEBBICSCTHEEZRAWVWS I ENTE S, HBEEL
T, FIZAE NV ZFULTIV, D4V TOELIFILTIV, EYDU,
4—UXAFITI/E )V VEORBBEEXISREBKES N VL, RES
NUD L, REEDY DL, REEEI DL, KEBIEFN) DL, KREF Y
Db, AT bL—tert—TFS—NEOEBEEAFRILIENTE
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[0060] HUEIBEODFEAEIR. B8, —HKX (VII) TRINSZEEMW T EILICH
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Fﬁﬁr\‘y)éo

[0061] F/=, — =X (1V) XiF (V1) TRINZILEWORBENEETF
EDBE, NAOFEICELY, BBILLTABIIL 7« ZILES LLIXE#R
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[0062]

V. BEXFLY, sO0RVA, FThEROTSY, PENZ MY,
UAFIHRILTI R, N=XAFLEOD) Y ) VEORFEREH, FlZIL
— X (1V) XiE (V1) TRINZEEWOT ELICHLT, 0. 5F
WRWUBEEIL, FELLEETELAVLL2EILDOASY I O0O0BREERE
CEFVVEOBRERERBWTITO I ENTES, . RMAIE LTEK
M N) DL, BKREBT IR DL MBALDL, ELFa25—2
—TEQRIERH D WNE. KEBKFRFT M) DL KBS MY U LFOEBIE
BEEZMABIEETES,

HELCE. =% (1) (1V) X (V1) TRINDIEEYORR
BMENERFAEORE. AMOFEICLY., NOFVEILERLKIGICH
WBZENTED, flziE, BABEIUVEY, MLIV, BIEXFL U,
Js00RIVA, ThSEROTSY PEMZMNYII, IXFIVRIVLT X
e N=XFuen) o/ vEQRFEBREH. F2XE—MKKX (1 1) (
V) X (V1) TERINZEEHMDO 1 ELIIHLT, 0. 5EILRVL
BEEIL, FELLESELLVWLSELOEEILT YIED S OILH
ERWTITD ZENTE S,

CDEDIICLTRHONZBEHAINT 4 ZIVE, BEAILKZIVES LI
NOFVEEET 3 EMIR. AMODBBRTER. FIZIERE HERE
Heb., AEmE. BB, 70 NS 74 —RSICLY BEERT S
AXITHEEBRHT &M, RIBICNT I ENTES,

B, —ER (1 1) TRINS(EWE, XEEHOFE FHFAEL
$FE2009-00734185, 3—AvETY - Jv—FI -FT - AF
AFI -T2 AMN)— (Europian Journal of Me
dicinal Chemistry), 156%(35)., 269—-273
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o —HEEX (1 1 1) RU—HKX (V) TRINZEEWE. HAIEHRME%E
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TOHEXIIERE - BEFICRET 25 5F2 0BG CEEHEAEDE
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PlEINLYRETDIENTES,

[0063] CZD&HICLTHELNZEEY (1) & DHMODBEBRETFE. HIAILER
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BEEEST &N TE S,
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av) (VI 0
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[0066] (T]4) AIRIF. —HK&KX (I1V) TRINZELEME—HKL (VI
) TRINDILEVMXIZZEDBEZRHBIET—HRA (VI 1 1) TRIH
I EMERET DHETH D,
ATRRIE, RIEIRES EEAKOAE. ChICEULAEFEXIE N L EEE
EEMAEDLEDIEICLYTIENTES,

[0067] ATI#RIE. BE. &YW (1V) OTELICHLT. & (VI 1) %
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e MLy, RyEY, BEAFLY, 700FKVA, ThZEROTS
V. VFFGY IAFIKRIVLATIR, FEMZM)II, N=XF)LEDO
)Ty, UAFIVRAIRF Y REXRBZDREBBESNIFETH D,
T, LERIGEBBICSCTHEEZRAWVWS I ENTE S, HBEEL
T, FIZAE NV ZFULTIV, D4V TOELIFILTIV, EYDU,
4—IAFNTI/E) I VEOBBIBEXIIREKRF M) VA, KBS
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[0069]

NUD L, REEDY DL, REEEI DL, KEBIEFN) DL, KREF Y
Jh, AV TL—tert—TJFS—MNEOEREEAFHRTHIENTE
%,
LHEEOFERER. 8%, —BX (VI 1) TRINSEEW EILIC
LT, FENGWLARIEIL. FELIFTRWLIEILTH S,
RISEER., B%. 0OCHRWL200TC, FFELIFERAWL150C
TH b,

RnEEIF. @88, 12B2VwWL7H8E. FFELLIE52EAWL0 2 465
FTHD,
CDEIICLTESLSNEZ—BX (VI | 1) TRINZLEEWIZ. AHOD
DEERBRRTFE., FIZILRME BIRME &R, Aldd. BB, s0v
NTST74—RREICKLY BRRBET 2N ITHEBBER TS &R, RITE
I EMNTES,

(T#5) AIRIF. —mXL (VI 1 1) TRINSZILEWE, PVEZT
XIFFDEEERIGIE T, —MBKX (1) TRINDLEMEEET 2 HE
TH b,

ATRRIE, RIEIRR2 EEABKOBAE. ChICELLEFEXIE N L EEE
EEMAEDLEDIEICLYTIENTES,
LETVEZTXIZZEDEREOER, B8, —MA (VI 1 1) TRIND
LEMT BN LT, FELLBVUBREIL. FELIIZBREEILTHD
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CTEFIVE tert —TMNFIDHAIKRIILE RVDAFIAHIKRZ
WE, MIAFILDUILIMEFIAFILE, JINESENFFELL,

e ROFVIEDRER] & LT, ZOMEEET 2D THNIER
IKREI AW, BIZEAFILE, TFILE TOELE 1V 7OEL
E tert—T7FLEZFOBRTILFLE; HIZIERNY XFILDYILE,
tert—TFILIAFILDYIEEDEBRTIVLEILY)IVE; FIZIEX N
FUAFIE, 2—APMFVIPFIAFILESOBETILIAFIXFILE
s BIZIET RS EROESZIUVE IR AFILS DT MFI A FI
B, BIZERVIIVE, p—APMFIRVIUIE, 2, 3-IUAMFIRY
UNE, o—Z bANVIULE, p—ZbORNVIULE NYFILEFODT
FILFIVE BIZIEHRILIIVE, 7EFILE M)A 0T7FILEEZED
TUNEEREFLN, FICXFILE, AMFIXFLE FhZEROE
SZIVE, M)AFILIVDILIRFIAFILE, tert —TFILIAFIL
)IE, TEFILESENIFELL,

[HIVRFVIEDRER] & LTI, TOREEET 25D THNITH
IKREI AW, BIZEAFILE, TFILE TOELE 1V 7OEL
HE tert—JFILEZOEBRT7ILFILE; fAIZXIE2, 2, 2—-kYH0O
OTFILESFONOBERTIVFIVE ; BIZET ) IVEEDOERT IV ZIVE
s BIZIENYUXAFILDYINI R FIAFIVE; FIZENRVDIVE, p—X b
FIORVINE, p—=hORVILE RVYZXERYLE, N FILESE
D7 ZINFIEENETFON, FICXAFIVE, TFILE, tert—TJFI
B TYIWE RVINLE p—ARFIRVINE MIAFILIYILI
EIXFILE ; ERFFE LW,

[HIVRZIVEDOREE] & LTE. ZOMELZET2EDOTHNIERIC
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REINAGWD, BIZIEZFLUTI—Ib. MIAFLYTI—IL, IXAF
W —IVEDTES—II, TH—ILENEITOLND,

[0077] (REEDKREEIF. HHKREEOEERVCEMNLEEY (1) OREMEFIC
JYRLBN, BIZAEXEERDAE [FTOTI9T47 - JI—TZ -4V
F—H=Zwvy -t X (Protective Groups in

Organic Synthesis)., &3fR. T.W. FU—> (T
. W. Greene)E, John Wiley & Sons#t (199
9F) BHR] XIETNICE LD HEICK>T. FIZIEBITIEEEZR WS
BN, ThADLL, HIZIE0. 01 EILAVWLKBREIOEE. FELIEH
) 7 A OBES. ¥R, BEE. XEBETILAVWIKBROER., #FELL
EKBBIER Y D L. KEBIEDILD D LEEERAIEZHE ; KREEBEHERK
EEAVIEENETITNT VT L—kRME, SFR——yFILHESE%
BV EMETFICLYIThbN DS,

[0078] AFERBILEWIZ. BEODEMFRICLIYBSZICERBERTE S, R2FE
E LTI, Iz B EmH, BiEs. oRAEEsERF//OY NS5 74
—. AZL780%NTS3T74—, DEEE/ OV M5 T7 14 —F%BIRTE
oy

[0079] AFBIEEYMA. AFEEME. ILEEMEE, AERMEE. CBREEEZED

EMAEETSHEICE. WThOERGEREWEARALEYICEEE

o PIZIE, AEBELEMICAZEMREIERET ZIHEICE. ZEIHFH
LREINHFZEMEFLARREBLEENIIEEINS, TNHOEMEREIT.
BAHRAMOENRFE. 28FE (RE BAERE. h>L0079 M54
BiERAE) KLY ENEThZE—(LEMELTH/BIIENTE S, &
foo AEBLEMICEWVWT. RIRURMNKEDFE, FRICRTEEEMAK
DEETEID. WThOEUFBAERLEMICEEIND,
[0080]



WO 2014/157687 36 PCT/JP2014/059328

[{E5]
Rz Ra Rz Ry R; R,
H
HzN\“)le\ N P HoN N
o) [
q’"?' N N~ N Ol}; NH
N N A
x N A N \ N A
H H H
HzN O H2N O H2N 0
N Rz Ra Ro Jl Rz Ru Ry JL
H,y,N
o Ao NS
(o}
NN ° N7 NH OHN)*N O N*N
~ _—
Ny A NS A T NeohoA = 0 A
H N N N
HaN™ 70 HoN™ 0O H,N™ 0 H,N™ ~0
Rz R3 R, Rat
HZNW)QJI\ H,N N
]
RN © pﬂJ\NH
N
HN™ ~0 H,N” O

[0081] (XA, R, R:EUAIF. BIEBEB L, £ L. RIRURJUIKFBRFTH
%, )

[0082] AHBELEMXITZOEIE. BRTH>TH L., BREIFE—TH-T
LEWMEAMTH > CTHAFKBALENIETOEICEEI NS, BRiE. B
FERMOBRILEZEA LT, BRIETHIILICL>THETDIIENTE
%, AFALEMILTOEIE. FENY (BFIAIE. KNPE) TH-TH

ERBNNTH>TH L. WTNEARBLEANIEIZTOERICEEI N
%, ANfITE (BRI, 3H, 14C, 35S, 125 | &) RETEH
INEME. AEBLEEMXEETDOERICEZEINDS,

[0083] AFBELAHNIEZDEDTORS Y Jid, £ERICHITLEERHETT
BRVPBHBIFICLDIRMBICELY ARPEEMIEZDIRICERT 265,
BN BRMICERE,. Bin, MKIBEZEI L TARERIEEMXIEEDIRIC
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[0084]

[0085]

ZibT51EM. BERFICLIYIIKSESEZE L TARRLEMXITED
BICELT2EEMEND, T, RERELEUXIZZOEREOTORS YT
. LIEET199 0T TEXRORKE] F759FiRit1 6 3EMNS 1
QB8EHICEHINTWS & D REENFHTARRPILEDXITEDIRICEL
TE2EDTH->TH L,

AFEREEMDEREIZ. BRIEZOLFTHVWONSZIERNLG L DZEK

BIZAEBNRFUNEEZETBEEOLUZDIRFVIEICS T ZEE
MEXIET7T I/ EE LK REBEEMOERRELZ BT 2HE0UXKT I/ E
LK REBEEMERREILS T 2BMINEDOREELE SR &N TES,
ZEEMMEE LTI, BIAEF NI D LR, AV VLEFEOTILA) &
BE; GIZIEAINCOLE, TV OLIEBEEFEOT7IVAY) TEHEREE ; HIA
ET7VEZVLE; FIAE M) AFILTIVIB, M)JIFLTIVIRE, OV
JAONFUNTIVIR, TH/—IVTIVE YIS/ -ILTIVE MY
IH/=LTIVE, FOh4VE N, N =IRVILIFLVYITIV
BEOERTIVESIBFSND,

SZERITINIE & L TIE, BIZISIEERIE, WIERIE. fHERIE. ') VR, BIER
ERIE S D EMRERIE ; B A (SEFERIE. FERIE. < L 1 VERIR, 7Y —ILERIE
BAEIE. VT VERE. 7RO EVERE., M) 7L OBFERIES O GHEE

B BIZIEXY Y RINKRVEBIRE., 1 F 4 VEBIE. RVEYVRIVKEVERE,
p— MLIVRILEKEVEBIBED RN KR VBBEENETF LN S,
AFEPEEMIEZDEIE. Bh/=Sy kAEFEEEZEL. E NESTEH
MIBITZSy kHIEETHB2OERBEDFIERFE L TERTHS, &
o Sy KkICHTI2ENEBREZBELTHEY. BOFF—EICLBEIER
NDPBRVWEWDREREET S, HRELDERIF. Sy KORRERY XIE
EMORRBICERT 2EBTHNIE, FICHRIEINGWD, FIZIEE 7
LI F—EREBERVEHCRBREBENMFELWV, COIBHAE BE L THE.
BRIAEME. RERE. B, RBiRE. BERE. ifiEE. BE - BEE. BEE
. BREE. MR R IVEE. TEERE. TEHER. BE. BhE. s
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[0086]

[0087]

[0088]

RE. BRESR. B AR, AN A. SRUBHE. XEE KES
. PREZSHIZEF SN, FEICIE. BHEY V/SE 18 v/ A s,
RAEMET RN ) v /RfE, SHEMBERE. SMSHERNRE. ) v
NHERAMREDOMBNATH S,

FLILF—FRBELTUE. [EXWME. PLILFXF—MHEK - B¥HE. 7 b
E—MREX. BMT7LILF— PTFI745F— EYPT7LILF—, LA
FLA. BEXAZI/BIFON, IFEICIEK. SBEXHE. 7LILEX—Ha%k -
EME. 7hE—MEEXTHY . BITIFEICIET FE—MERBRTH D,

BoREERRE LT, BV ITF. 28T YT M—F R, BEIE
. BRUGE - HEHGE Yx—JLVERE. R—F v MNESHIEBTS
N, FEICIK, BEYIYF. 2EHETYTIN—FTIATHY., FHITFHEIC
XA O FTH B,

AHBPEEMRITZOBIIERS LTAVWSICHI>TE. BEILKLT
REMEFRZES L. FPHXISERENICIE U TREDIRSHE A TRE
THY., BEFEE LTE, A, BOF. FHF. LF. HREF. AEAFH
. mBRE. BRAFEFEOWTNTE L, FELLCIE, BOFDPHEBAINS,
INSDFESHREIE. 4 LEBICQHMEROEFSECLIYEETE S,

EPMIREE LTE, BHRM S L TEROREEHSWIEEEIRAYE
ARAVWSHh, BREFICES T 2BIF. BEE. RER. BRH. BaF.
WREFNICH T BB87). BEMEIF. BBLH. FREF, BER. BEL
BEE LTEREEINS, £/ HEICHUCTHER. mBRLE. S6F.
RF, RECHEOHFRINMERNDIEHTED,

ROBEMEFZHARNT 215513, AREPEEDICHEH, BEICHELCT
A, BEEl. BRIES. BRE. F6F. B%  BRAFEMALE. B
EICL Y SRR AR, FBREF. BF. ATELFEERETSEIEHNT
x5,

FHRF AT B15EE. ARBPLEEWIC o HEREH., BEF. RELF
. FERILE. RATREBRIEEZRML. BEICLIYRT. BRRERUEFEIRNA
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[0089]

[0090]

[0091]

ERFERETEIENTE S,

TERDBERSBEMBEDRICHEEINIANIARPLEMOEIZ. InEE
ATAREBEOERICLY. KW ZOEFEICLY —ETIRAVD, —f&
RS BEABESLY. BOFTIEHO. 05~1000mg, FHEITIK
#90. 01 ~500mg., #FTIEM1I~1000mg&TEHDHNEF LW

T, LERHREHEEETIEFOI BHY DEKRSEIZ. BEDEIR.
HE, Fin. MFICE > TERQRY —HITITRETETRVWDS, AFEBLEEY
ELTERERA (AES50kg) 1BHLYHHO. 05~5000mg, &
FLLIEO, 1~1000mgedhidL<. chE1H1EXIE2~3ME
BREICDITTEST20/FE L,
=Syt

T, &E6, ZRfIRUHARGEZETTCARBEZRICEFNICEHAT S
B, AREPIIINSICE > TRLREINS E D TIEAW,

MBI THAVWEEREREIE. FICEROBVWRY mRAEEALEL, VY
ATFWVAZLIAYNTZT74—I1E. EVTYIRHET ) IRy ) (&
BEiE) S|, N A —JHEKP-Si | (BFEE) Silica”
LIS O RAS L, ELENMASY—IHEBHP-S i | (BEMEE) S|
licaZLRy I RASLERAWE, BEES ) AFVAZLIOT NS
S74—IEE) Ty I RAETY) 7Ry U (BEEE) NHEZEANMF
S —I#BKP—-—NH (B&@EE) 7Ly I RASLERWL, DEEE
B/OT NS T74—Ili3X L I#EKiesel ge |l TMBOF254
, Art. 5744%BW:, NMRZRZ KLIZ, AL400 (400M
Hz; HAEF (JEOL) ). XidMercury400 (400MHz
;Varian) 2R OX—4%FEAL. EFERICT NS AFILY
SVEEBUHBBRRMEEE LTT MIAFILYSVERW. ThUADIE
BICIEHEBEEE LINMRBEZHAWVWTHEL, 28 EZppmTRLE
o RAVAVI—TRINE. NMAH4—TB I nitiator (BEME
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FHEELCMS AR MNLIZWa t e r sHESQADAEBEWT FREREICT

RE L7,
[0092] MS#H :ES I positive
UVHHE : 254 %0°210nm
DSLRZE: 0. 5mL  min
%EME K/ 7KUY (0. 1%FEE)
Avyxzyavea: 1ul
Ak
hS5L:Acguity HSS—T3, 2. 1X30mm, 1. 8um
TJ574ITV N
Time (min) KATZERZRYIL (0. 1%FER)
0 95 5
0. 1 95 5
1.1 5 95
2, 0 STOP
Bix
HS5L:YMC Triart C18, 2. 1X50mm, 1. 9um
TJ574ITV N
Time (min) KATZERZRYIL (0. 1%FER)
0 95 5
0. 1 95 5
2. 1 5 95
3. 0 STOP
[0093] /. WAESEHP L CEEIETREREICTERLK,
HS L BEEHECAPCELL PAK C18 MGII, 30X50m
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m, 5um

UVHMHE: 254 nm

HASLRE: 40mL/ min

BEE K/ T7Er=ZM)IL (0. 1 %FER)

Az yaveE: 1. OmL

T274ITV b K/)7E=ZMJIL 10%>90% (849)
[0094] BESDEKZUTICRT,

s:YVJLyw b

d:4¥7Lv bk

t: M) Ty b

a: ATy b

dd:¥7) ¥7Lvh

dt :47)L ~YTFLw b

td: NYUTIL FTLv b

tt: )T MY TFLY R

ddd:4%7)L 7 FTLvb

ddt :¥47) 70 ~)TLvhk

dtd:4%7)L ~)FIL FTLv b

tdd: NUTIL T FTLv K

m:ILFTLy b

br:7O0—FK

DMSO—d6 :EVAFIRILKFYR

CDC I3 :E700KRIMA

CD3OD :&Xx%./—)

THF:FhZEbROTZS>Y

DMF : N, N=UXFIKRILLT

NMP : N—XF)—EOYI /v

DMSO : YXAFIRIFEFY R

i

k
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[0095]

[0096]

TFA: N2 AOEEE

WSC:1— (3—=YXAFILF7X/7OEN) —3—IFIAILKRIAZR
1BERiE

HOBt : 1—kROFIRVYNYTYV—)L 1KY

HATU:O— (7—-7H%¥~RYYK)7Y—=1—4J) —N, N, N' | N
T =T RIAFIAFHOIOZIL AFHFTIFORIT b
m—CPBA : 3—-/00RAREER

BEF1—-1a 1— (1 =-AFL—1TH-ESY—=IL—-3—4J) —1H
—({ Y R=I—4-F3V

(Z#81) 4—=bO—TH—-44YF—=Jl 660mg, 3—3—K—1
—AFI—1TH-ESY—) 853mg. YVEBE=HYDL 864mg
3A0MEEE (1)) 775mgdDEEWIC. trans—N, N —IUXF
Lvryoanstyy—1, 2-Y7xr (St3I4%k) 0. 643ml, &
ChILITY 10mlZMA. RISGEZ1 00 CICT8ERE®R L, Rt
BEERICELAEE. BFBBTFITHRL, 28% T7UYEZTK RUH
MBIRKICTIER S Ulce BB S M) D LICTRIZE LR, BEEZR
EBEL. BEZUATNAZLVOT NI 57 14— (BFEBE : A3
VBRI FIL) ICTHEEL, 1— (1 —XFIL-TH-EZY—IL—-3—
1)) —4—=bO—-1TH—A Y R=ILEB],

(If]2) LEBIR1THESNAET— (1 —XFI—TH-ESZY—I—
3—AJ)) —4—=bO—-1TH—-AYKR=J)L 625mgDEETFI 2
Om | FARIC. BREART. 10% 5V L—xF 500mgimMArk
%, RINRE. KEFEST. ERICT2EBEEER LL, FEWEESA
ML YURER., BEEZREZEL. BOoNLREBEEY ) A ILAS L0
RENTS714— (BEBRE : AXYY-—BBIFIL) ICTHRETDIET.
KB EMETT,

BEZF1-1b (3— (4—F7X/—-1TH—-AYKR=I—-1—-1JL) 7z
Z) A8 =l
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[0097]

[0098]

(T#E1) &ZH1—-1a (TFE1) IZEL, 3—3—F—1—-XFIL—
TH-ESYV—=ILORDYIZ (3—F—K7x=)b) x5 /—)bEAW. (
3— (4—=FA—-TH-AYR=IL—=1—4J) 7)) X¥% /=%
BERERHE LTEL,

(r#82) tEITR1TEohk (3 — (4—=hO—-TH—9aY K=
—1—qJ) 7)) X8 /—IL 23mgDXx¥% /=)L 3mlBRIC
. BEZXx—=v/ ) 30mg, RUERSIYV—KIYY 0. 2ml %
MA. RISHEEZERICTHREIRR L, REMEES A ML YRELLE
BABREREEZEETSIEICLY., REBECEMEEBERRKE L THL,
BEFI1T—1c 1— (3= (YAXFIVFI/) 7)) —6—AFI—
TH—AYRK=I—4—-T3IV

(IF]1) 6 —XFNL—4—=bO—-—1TH—AaAYKRK—=Jb 300mgill)
VB=EHUYL 910mg, 2— (Y—tert—TFIKRTA/) E
7z 109mg, 3—70F—N, N=UXFIF7=)Y 590m
g. NVR (RVYIYFyT7EbY) VRSYDL (0) 183mg,
BEE 7 FI 1 1ml&MA. 11 0CIKTRERIBI Tz, RINEERR
L. BRERE L/, BONELBRBEY VAN ASLIOINTST 14—
(BFRAE : A YUY /BRI FIL) ICTHEREL. N, N=JXFIL—3—
(6—XFIN—4—=rO-TH-AYR=J=1—q)) 7Y VEEE
A & L TE

(Tf22) 2EHF1—1a (IE2) ITEL, 1— (1 =AFIL—1H-
ESY—IL—3—qJ)) —4—=—tO—-1TH—aAYR=ILORDYIZ. L
TITRI1THELNAEN, N=YUXFIL—3— (6—XF)—4—-—=rO—-1H
— AV R=I—=1—4a4)) PZD)VERVWT, RELEDZHBERRIE L
Bk,
£EZF1-1d 6—7OFE—1-7z=)—1TH-AYR—JL—4—-F3
RUO6—FI—R—-1—-Jzxz=Z)IV—-1TH-AVR=IN—-4-TFIY

6—-—70€E—4—=-hO—1TH—-AYRK—=Jb 200mg, I—KRVUE
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[0099]

v 374mg, YUBE=HYYL 362mg, IUsE (1) 34m
gMREMIC. t rans—N, NN —=IXF)Lvrandtyy—1, 2-—
V7Y (ZtEI{F) 0. 026ml, RU'1, 4—-IFxH> 3.
3ml ZMA. RISHEZ 1 O00CICT 20T Lz, RISERZERICEL
ftk, BFBRTFINTHRL. TEYERER Lic, BREBETBEL. BE
EVVATNAZ LAY NS 74— (BRBE : AFH Y —FBRIFI
) ICTREL, 6—70O0FE—-4—=-rhO0—-1-TJxZ)—TH-A4YFK=)
E6—3—R—4—-=bO0—-1-7zxZ)—TH—AYR=—IDEENES
o COEREAWICELTVEZIL148mg, 8 (BK) 150mg, T
/=3, 3ml, K1, Tml&mMA, 70CICTIREBRLE K
ISBRICRIRIRBRK R M) D LKBREBB I FIL 2INA %, AR
BlL7Tc, BBREDKRL. AREZRNRIEKICTESR L, BKREY TR
OO LICTERE BEAREESL. BEEV)ASINVAS L OXNYT
74— (BRBHE  AFH Y /BRI FIV) ICTHERL. RELEWOR
aEatemR e LTk,
5ZF)1—2a 6—-70OFE-1-2907F)I—1TH-AYFR=)L—4—
IV

(Tf#21) 6—70F—4—=bO—TH—AYR—=Jl 51 7mgdD
MF 6. 4m I BRIC, kBEYLA 1. 569, Bk on7sy
0. 24m | &EMA. RINRZE 9 OCICTHRERERLE, RINEEERICRE
L=, B2 0749Y 0. 12mlAamMi,. RISKEE90CICTT 2
BFREIRIE Lee RIGRZEBET FILTHRL. K. BEIREBBKICTIERSGS
L7z, KRBT M) DU LICTEIRE. AEZREBEL. SonEE%
SOATNAZLIAT NS 74— (BRRBE : AFH Y /EBERIFI)
ICTHREL, 6—70F—1—-Y907F—4—-—ZrA—AYR—ILEH
BEKE LTEL,

(T22) EH1—-1b (TFE2) IC#EL, (3— (4—=bO—-1H
—AYR=I=1—4J) 7)) XF/—=ILOKHYIC, £EIRE1T
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[0100]

[0101]

Bohk6—70F—-1—->707FI—4—=—bO—4 Y R—JLAERLW,
KRELEMEEBERKE LTHEL,
SEZF1—-2b 1—IFI—4—AFI—TH—AVHFS—Il—6—FZX

\

(IF1) 4—XFL—6—=bA—-TH—AVFJ—J)L 1., 779D
DMF 1 7mL&E&ICI—RIY>Y 1. 2mL, KFELFbUDL (6
0% in oil) 600mg%amx. RIGKREERICTI 5oRBK
L7z RISREEBITFILTHIRL ALK, KICT2EESER. SAMEREKIC
Thd Uic, BAKMERST N D LTRER BREZBREBEEL. SonikRE
BEIV)ATNAZSLIORNIS7 41— (BREBHE : AFY Y BBIF
W) IKTREL, 1—IFI—4—AFIL—6—ZrA—-TH—-AVFJ—
W RU2—IFN—4—AFILN—6—Z=bA—-2H—-A V¥V —=)L%EFh
ThRkERBERKE LTHL,

(Ife2) LRBOIT/ITELNALT —IFI—4—AFI—6—=+0O
—TH—AY%YJ—=)l 975mgDEBIFI 10mLICTO0O%/NZY
DLkE®E 1. Og%mi. RIGKREER. KRFEIJITICTHRERIKLE
o NEMERER. PEEZREZEL. RBLEWESL,
BEZH1—-3a 6—7JOF-1-VUI)AOQXFI—TH—AY R—)L—
4—-TF3v

(I#1) 6—7O0F—4—=pA—1TH—AYK—=J 120mgmdD
MF 3mI&AKRIC6 0%KFEFT N VL (40%REN/SZT 14 2RI

22mgZzmA,. BRICTTIOEIR® LAR, 2—-/00—-2, 2—-¥
TJIAOEBS N DL 150mgZaiMix. RIiSEZ8 0CICT3 04
WL, RIGRICIBIET VEZDLKAREZNA. BFEETFILTHE LA
o BHMEZK, EMBRKTIERESEL. EKRESF N D LTRIER &
WEREBEL. BohAEREEYYASLVASLOX N ST74— (B
FAE : AF Yy /BRI FIL) ICTHERL, 6-70F—-1-Y7).L40
AFI—TH-4—=—bO—A Y = EEBEBERKE LTEL,



WO 2014/157687 46 PCT/JP2014/059328

[0102]

[0103]

(T22) EH1—-1b (TFE2) IC#EL, (3— (4—=bO—-1H
—AYR=I=1—4J) 7)) XF/—=ILOKHYIC, £EIRE1T
/Bonik6—7OFE—1-Y7NF0OXAFILI—4—=bO—-A Y R=)L%H
W, RBELEMEEEBERKRE L TEL,

BEZFI1—-3b 1— (FTNFAOXAFI) —4—AFIL—TH-AVFTY
——6—TIV, RU'2— (JI7NLFAXFI) —4—XFIL—2H—A
VEH—=I—6—-TFIV

SZF)1 -3 all#L, 6—-7O0F—4—=bO-TH-AYR=ILOK
HYICA—XFIL—6—Z=ZbO-1TH—A VYVl EAV, KELEYE
B
B5EZFI1—4a 2— (tert—TJFIN) —T—AFI—-2H—AVFY
——-5-73Iv

(Tf21) 5—70F—7—AFIL—TH—AV¥YV—JL 35, 9gi
MLTY 150mL, Bffftert —JFIITAFI 360mL, ¥
VAWKV 22mLZEMZ. RIGKR%E80TCICT2 8IFEIFE#H L, K
REERETARL, K 500mLAEMX, MLIY 500mL&E?2
OO0OmL THitt L/, AHEZDRER. KICT2EH% L7, EAKRET b
)0 LTEIRE, BELZBEBEL. BONERBIAFY VEMATRE
MERA Lc, MROBEEZREBEL, BONLEEEVATILVAS AL
oAX hIS374— (BRRABE : AFHY /BRI FIV) ICTHEREL. 5—
JAOE—2— (tert—TFN) —T—XAFI—2H—AVFI—ILEHK
RERRE LTHRE,

(T#22) LEEITR1TELN/AE—TJOFE—2— (tert—T7FI)
—T7 —AXAFI—=2H—A V&)=L 40. 3gicPaitsm (1) 2. 79
. NMP 150mL, B7YEZ7XK 150mL%ZNMA. RNHEER—
AT TOH—ICTOBCICT 1 OFFEIBH L. RINEEERE TAHA
L. BFETF) 500mL&EAFHY 200mLBLUK 300mL
EMA T, BEEZDBER. KICTA[E., SEMERKICTIERES: L,
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[0104]

KFREE T M) D LICTRIE%, BEEAREESS L. RBLAYEREERE
LTHEL,

BEF1—4b 2— (5—TFI/)—T—AFN—2H—AVEFS—)L—2
—) —2—=XFFanr—1—-F—)

(IZF1) 5—7ATE—7—AFIL—1TH—aV¥FJ—=I)L 2. 11gi
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N
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(I#1) TF) 5—-bRkOx>—-3— (XFILFA) -1, 2, 4—
N)T7PY—6—-hIRVBBTIRFI) 8. 9gds/O0KILL 50m |
BRICFFTFYILY2OY R 3. 5mL, DMF 0. O06ml#mMx. K
BREERICT 2M5REBIE L, TAYEZRR%. BELRTBEEL. 55
NERBICELEZILTIIL 13, dml &> YEMA, RINEE 4
SoBBLAR. RISGREZRBERBEL. ISICMLIVICTHBELE &
ShizRAIC, Th3ERO75Y 100ml, RyY [b]l] F47zV
—5—-73XY 6. 79g%Mi. YAV 7AELIFILTIY 14ml
ZOTICTMAT, RIGEAEZOTCICTI OB LEE. 10%) VEK
BmR 100m Il ZMA, RDRZEFBIFIL100m | [CTHEL., B
MEZRMKEIKES MY D LKAER, EMEBIRKICTIERESE L, HK
WEESF MY D LICTEBRE. BEAEEL. BELHBIFILICTERT S
ZEiEY, TFIL 5— RV [b] FAT7IV—-6—-ANTI/) —
3—vOa—1, 2, 4—K YO —-6—-AHIRVEEEREREREE LT
B

(T#82) EfEH2—-1 (IR2~3) [C#EL, 3—/OO0—-5— ( (2
—>o07FNN—2H—AVFY—)L—-5—4)) 7X/) -1, 2, 4—
N)T7PY—6—hILRVEBBORHYIC, LEBIRT1I TELNAIFIL 5
- RV [b]l F47zv-5—-4)F7X/) —3—-r@0—-1, 2, 4
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[0263]

[0264]

[0265]

—MITIV-6-RIKRVBERW., RELEWERABERENKRE LTEE

LC/MS (A) RT=0. 84min; m/ /z [M+H]+370

EFmH3—2 (R) —3— ((1=FI/)—4—AFI—1—-FFYRY
H—2—4)) X)) —5— ( (3, 5=UAF)IT7zT=ZI) 7))

[1613]
“NH
S
N
H.NT S0
(TRR1) IFI 55—t RAOxs—3— (AFLFH) —1, 2, 4—

)7 —6—hIRVEE 5. 4gIlBEFA=IL 54ml RUNEL
27V Eml &EMA. REE%E 5 O CICTRERER Lz, RINEER
ETBfELAER BE2/700KVLTERL. A& BEETEBRELEL, B
Shi-BAED OORILL 100m IAKIC, 3, 5—IUXFLTZYY
3. 2m I ZXKATTI1ONEMNITET LE, RDRZIRBETVEZD
LKA, BEMEEK, SEMBEKICTIERESR Uz, BKEEBFNY DA
ICTERE. BREEREZEEL. BohiEBEBEY Y ASLVAS L OT
7574 — (BRBE  AFH Y /BRI FIV) ICTHEREL, TF)L 3-
sO00—-5— (3, 5=YAFIT=Y/) =1, 2, 4—K)YFIV—6
—ANRVBEEBEEE L THEL,

(C#g2) LtEEI#g1 bz FI) 3 —o200-5— (3, 5—Y
AFINFT=N)/) =1, 2, 4=—RKYTFIV—6—AIKRVE 6mgdDN
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[0266]

[0267]

[0268]

—XFEn)Y /v 0. EmiI@ERIC, (R) —2—-73I/—-4—-XF
IWRVEHFINEIE 7. OmgRUYa4yFOELT7IY 0. 02m
| ZMA. RBBREYA 707z —TRIGEEZHAWT1 30CICT1 50
RitIt, RIBBRICTIN FPYEZT7—X4/—)L 0. 5ml| &#MMx.
RiSBE~A4 700z —TRISEEZRAWT 40CICT2 0ERIBI
o BREIMICTAY /= ERE LR, BEEWAEYHESIEHP LCICTHE
L, BOoNET7372aVvaRERBET S 2& T, RECLEMERERER
ELTHL.

LC/MS (A) RT=0.96min; m/ /z [M+H]*372

EfEFI4 -1 (R) = 3— ((1=F7I/—-1-FFVTHV-2—-1)
) 7XJ) —5— ( (3, 5=YAXF)NT7z=)) PIJ) —1, 2, 4—
NPV —6—hILRFHIR

[1614]

H,N_ O
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N//
NH

HoN 0

(ZF1) =TFN 5—700-3— (AFILFF) —1, 2, 44—~V
TIOU—6—HIKRVE 14 gIlEERLTYIL 30ml %4 0nEM
FTETLAK. RIDKREERICTO O9RER LA, RINKREFE T BaHE
L7ctg. BEICMIIVTHERL, FEEZBETRBLE. SONEEED
sOAaKRILL 60mlIBEE%E, 3, 5—YUXFILFZYY 7. 5ml,
AV FOEILIFILFTIY 52miosOoadfRls 120m | 3BKIC
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[0269]

[0270]

OCICTMA. RINEEOTCICT3 ONEIE®R L, RINEERETEMEL
. BONEREBEEVAFILALEFVR 60m I ITAE L, RINEKRIC
(R) —2—-72/74F+3INEMIE 8. 3g. P4V 7aEILIFILT
TV 52ml ZERMNA. RIGKREZT7 OCICT 1 IEER L, RIDHE%
K 350m I (TEE, B LB ERRTSZET, TFIL (R)
- 3—-((1=72/-1—-FFYTHr—=2—-4a)) 7X/) =5— ((
3, 5=UXFNT=ZN) TRX/) -1, 2, 4= )TV —-6—-HI
RUBEREBERKE LTHRE,

(C#E2) EEIRE1THELONAETZFIL (R) —3— ((1—=7%/—
1—FFYVTHY—2—a4)) 7X/) —5— ( (3, 6=IXFNTx=
W) PTJ) =1, 2, 4= YTV —6—-HILRVEE 19gil. 7TM

TYVEREZT—AY)—ILBR 96ml| #MAlkE. RibKE12mI ¢
D8EDEHRICHEIL. ThEhI4 /O —TRIGEBEEZRAWVWT100
CILTOONERBIE L, RIDKREZ 1 DDBRICEEOHR. BAEZRE
BELl, BONEAEICIY /—ILEMA, i LB ERET 5
EiLdY, RBLEMEEBEBGKE LTHE,

LC/MS (A) RT=0.88min; m/ z [M+H]+*344

EHEHI4—2 (R) —3— ((1=FI/—-1—-FFVYTH4v—-2—4A)
) 72/) 65— ((2—(tert—TFIN) —T—XAFI—2H—qY
FI/=I=5—-q)) 7I/=1, 2, 4=RN)TIV=6-HIKRFYI
«
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(Lf22) LtEIRI1TELNEZFIL (R) —3— ((1=7X/—
1—FFYTHY—2—-4a4J)) PX/) - 56— ( (2= (tert—7FI
) =T —AFI—2H—AVHS—=I—=5—-4a)) PX/—1, 2, 4—}
VTSIV —6—HIARVEE 11gIC. TM FUEZT— X9/ —IARK

T2ml ZMAE. RISEEZ2m | FOEDERICDEIL. ThTh
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RAVOYz—TRIGEBEBWVWT1 00 CICT1BERIG L. BH%E
EEL, BREVEDOXY ) —ILRVAY TOELI—FITEETE &
cFY. RBELEMEREBERKE LTEL,

LC/MS (A) RT=0.78min; m/ /z [M+H]+*426

[0272] E=fEHI4 -3 (R) —3— ((1=F7/-1—FFxvyrFav—-2—4
V) 727) —5—((6—-3—KR—=-1-7zx=)—TH—-AYK=)L—4
—q4N) 7)) =1, 2, 44— )TV —6—ANKRFHIFR

[0273] [1k16]

[0274] (IF81) EEM2-1ICELCT, 2—YVATFIL—2H—AVFJ—
W—5-F7IVORHLYIZ, BEH1-1dTELRELE6-TOE-1-7
TN 1TH—-AY =4 —-TFIVRUVPE6—FI—KrK-1—-Tx=)L—1
H-A Y R—I—4-F7IVOREYERW. 2—-T73/>o070/ V%
IWRFH I REBIEORDLYIC (R) —2—-72 /702 NERIEZH
W, (R) =3— ((1"=7/—-1—FFxy7anv—-2—-94J)) 73
) = 5—((6—3—FK—=1—-Tzx=Z)—1TH-AYR=J—4—A)) T
/) -1, 2, 4= YTV =6—AIRFHIRFRT (R) —3— (
(1—73/—-1—-AFy7FOnv—2—4J)) 7I/) —-5— ((6—7
Of—-1-7z=)—1TH-AYR=—4—-4q)) 7X/) —1, 2, 4
—N)T7IV—6—-RIKRFHY I RDEEYWERTT.

(T2 2) PHEIMTHRAEL, RECLEMEXFBE KRS LTHEL,
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LCMS (A) RT=1, 06min; m/ 7z [M+H]*543

[0275] E£HEFISE—1 (R) =3 - ((1=FX/—-1—-FFYRVIv-2—4
W) 727) =5— ((B3=—XFI—5— (1 —AFI—T1TH-EZY—I
—4—A)V) Jx=N) PRJ) =1, 2, 4—NYTIU—6—-HIKRFx
HIR

[0276] [1£17]

o] NH, N\
\
"'NH N

A

)
N

2SN
H,NT 0

[0277] SE=HEHI1-69TESNE (R) —3— (1 =TI/ —-1—-FFYRY
Yo —=2—4J)) 7X/)) —5— ((3=—THE-L—AFITTZN) 7
/) -1, 2, 44— )TV —6—AIRFHIFK 40mgill1 —X
FI—4— (4, 4, 5, 5—FKrSXAFI—1, 3, 2—-UFFHKR0O5
v=2—4J)) ESV—) 30mg, [1, 1 ‘“EX (YT7IZJKR
7«4/) 7zOv>] 2oOoOnRZY0nL (1) (1:1) 10mg.
1, 2=YX F¥THY 1., 5mL., 2MEEF M) D LKER O,
2mLEMA,. RISRESA 7OV —TRIGEBEZRBW1 15TICT20
PEREBI -, RiSEEZ7O0O0FRIVLTHIRL. KEIEF N D LKEE
. BRIBRAKICTIRREE Uk, |ARET ) D LICTERIRE, AR
EEBEL. BONEREEZS)ATSNVASLIOR NS 7 14— (RERE
COORAFRILL S A=) ICTHEEL, RBILEWEREBERKE LTHE
720
LC/MS (A) RT=2.82min; m/ z [M+H]+424
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[0278]

[0279]

[0280]

[0281]

EfEHSE—2 (R) =3— ((1=7I/-1—-FFYRvHv-2—4
W) P2/) =5—((1—IFIL—6— (1 —AFI—1TH-ESY—
—4—A4)0N) —TH—AYKR=L—4—q)) 7ZX/) —1, 2, 4—RKY)
TV —6—hIKRFHIR

[1618]

Empl2-246TcHELNEZ (R) - 3— ((1—-72/—-1-FFYR
vH—=2—4J)) PRX/) —5—-((6—7OFE-1—-—IFI—1TH—A
VR=I—4—4aN) FX/) =1, 2, 4= NYFTIV—6—HILRFY
IR 40mglil,. REEtEYYL 81mg, 1—XF)—4— (4, 4,
5, 5—FrSXAFI—1, 3, 2-UFFHROSV—-2—4J) ESY
=) 25mg. TESIFR (M) TIZIKRRT4V) INZTYDL (0)

14mg., 1, 4—IF%H%> 0. 5mbL, K O. TmL&EMA. &
WRETA 07— TRIGEEZAWVWTI O0CICTIFARBIEL, K
INREBEMS YAV AS LA NS 74— (BRAE : 00Ok
L/ X% =)L) ICTHRE L, RELEYEEBERKE LTHRE,
LC/MS (A) RT=0.87min; m/ z [M+H]+477

=HEHS5—-3 (R) - 3— ((1—=72/—-1—-FFvy7Oonv—-2—+«
W) 73)) - 5—((2—(tert—TFN) —7— (1, 2, 3, 6
—FhSeEROEEYYY—4—AJ)) —2H—AVH)—IL—5—9q4)) 7
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/) =1, 2, 4= bUTIV-6-HLREFIK
[0282] [{£19]

HoN

[0283] =EMEHIS—1IC#ELCT. (R) =3— (1 =F7I/—-1—-FFYRVYH
v—2—4)) PX/) —5—((3=7AE-5—AFIN7xzZI) 7X
J) =1, 2, 4—K )7 —-6—ANKRFEHIROKDLY I, EREH 2
—87THLNE (R) —3—- ((1=-7X/-1-FFyTOr—-2-
AI) PXJ) —5—((7—-70F—2—- (tert—T7FJI) —2H-—
A —=I—-5—-4)N) PX/) =1, 2, 4= N)FPIV—6—-HILR
FHIRZAW. 1 —XFI—-4— (4, 4, 5, 5—=FhIXAFI—-1,
3, 2=vIAFHROSV—2—1J) ESYV—-ILORDYIZ, tert—
TFIL 4— (4, 4, 5, 5—FrSAFI—1, 3, 2-IAFHKRAO
Sv—2—4J) =5, 6=y ROBYY>Y—1 (2H) —HIRVEE%
AV, RELEMEEBEHKE LTEL,

LC/MS (B) RT=0.89min; m/ /z [M+H]*479

'H—NMR (CDC1,/CD,0OD) &: 8. 25 — 7.97 (m

., 2H), 7.37 — 7.09 (m, 2H), 4. 48 -
4. 30 (m, 1H), 3.81 — 3.68 (m 2H)

, 3.40 — 3.21 (m, 2H), 2.98 — 2.67
(m, 2H), 1.82 — 1.64 (m, 9H), 1.5

4 (d, J=7. 3 Hz, 3H)
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[0284]

[0285]

[0286]

EREFS -4 (R) —3— ((1=73I/-1—-FFYRvyv-2—+
W) 72/) -5—-((1=-2z=)b—-6— (EKYY>v—-3—-4J)L) —1H
—A Y R=)—4—4A)) X)) =1, 2, 4—KYFIv—6—HILR
FHIFR

[{£20]
0
HN SN NH,
74
Cg
(TF21) Efld —3 (TR1) 1Ic#ELCT., (R) —2—73 /7R

FIREBEORKDYIC. (R) —2—-F7I/RVFFI RERBIEERA.
(R) =3—-((1=72/—-1—-FFYRVIV—-2—-4)V) PX/) —
5— ((6—3—F—-1—-TJzx=ZV—1TH-AYR=I—4—AJ)) 7/
) =1, 2, 4= NYFPIV—6—ALKRFHIR, RV (R) —3— ((
1—=72/—-1—-FFYRVIYY—2—-4J) 7X/) —5— ((6—70O
E-—1—-7zxZ)—1TH-AYR=L—4—qL) PZ/) -1, 2, 4—
N7V —6—-hIRFHI REREYE LTEL,

(Tf22) EMFIS—1ICELCT, (R) =3—((1=73/—-1-7#
FYRVEIY—2—4AN) PIX/) —5— ((3—7OFE-5—AFI 7z
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v=2—4)) PX/) = 5= ((6—AFI—1—- ((R) —EOYDYV
—3—q4l) —TH—AYR=JL—4—4q)L) PXJ) —1, 2, 44—
TIV—6—HIARFHYINERE SmgllfifEDON, N—IXF)L—
4—-F7I /YTy, BEUSY 50wl IAFIZAILEFYRT100
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AN) —TH-—AYYYS—)—6—aJ) 7X/)) =1, 2, 4— YT
=6 —ANIKRFHIRN KUP (R) - 3—-((1—-72/-1—-FFV7
any—2—-4J)) 72/) - 5—-—((2—xTFNV—4—- (6—-7)x0t
) —=3—4I)) —2H—AVEFY—Ib—6—49J)) 7X/) —1, 2,
4—KN)FPIU—6—hILKRFHINR

[0351] [{627]

' F
Oj/NHZ } XN Os _NH, SN
NH 7 _jKM| L
o oY
N N N:Iji\NH SN
N0 ) HN" 0

[0352] (T 1) Efef1 -5 (T]1) TN — ((4—7O0F—1—
IFLN—TH-AYES=I—6—4J)) PX/)) —3— (AFILFF) —
1, 2, 4—RYT7PU—6—HIRFHFIR, RUS—- ((4—-T0E—
2—IFI—2H—AVHFY—=I—6—qJ) PX/) —3— (AFILFH
) =1, 2, 4—RNYFPIV—6—ALRFHIRET : 2BAY 12m
glc (6—2740EYY -3 —4q4)L) ROAOVEE 12mg, [1, 1 °
—ERXR (Y7zZ)WiRR74 /) 7xzOt>v] JooansYon (1 1)
(1:1) 5B5mg, 1, 2=YXrF>TH>Y 1. OmL., 2MxBEES
N)DLKEBR O. 2mLZzmA. BEZBEESEL. BONLEAEZY
VATNAS LAY NTST7 14— (BRBHE BRI FIL /ANFH2) (I
THREL,. 5— (1 —TFI—4— (6—70A0EYDY—=3—1))
—TH—AYHJ=—6—4a4)I) PX/) =3 — (AFIFH) —1, 2
, A=K TIOV—6—AIRFHIRRTE— ((2—IZFIL—4— (6
—7)LAaEY) Yy =3 —q4J)) —2H—AVEFI—IL—6—4J) P
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) —3— (XFWFH) —1, 2, 44— N)TFIU—6—HILAKRFHIR%E
1: 3EEME LTHEL

(Tf]2) LRBIR1THELONEREMZAW. k1 -5 (TE2)
ICEL, (R) —2—7X/74FIFEEBIEORDYIC (R) —2—-71%
J7RNTINEBIBEERAWVWSZET. RBLEMEZThEThEGE K S L
Bk,
LC/MS (A) RT=0.81min; m/ /z [M+H]*465

[0353] LAF. =RfEBI1 0—1ICELT, EM10-2%28K L7,
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[0356]

[0357]

—MNUTYU=6-HIRFHIR, KT (S) -3—-((1—-73/—-4
, 4, 4—hMNYDNFO-1—FFVYTHIY—-2—-4J)) X)) —5— (
(2= (tert—T7FI) —T7T—AFI—2H—-AVF/—=IL—-5—9J
) 7X/) -1, 2, 4—NYTIV—-6—-AIRFHIFR

[1t28]
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EfEfl2-86THELNLI - ((1-T73X/—4, 4, 4—K)T)LA
O—1—-FFY74%>—2—4)) 7X/)) —=5— ((2— (tert—7
FIV) =T —AFIL—2H—AVEF/—IL—-5—-4J)) 7X/) —1, 2,
4—RMN)TPIV—6—HILKRFHYIRK 60mgiEHPLCICLYDBELL
(FEHSL:CHIRALPAK A, 20%T%/—IL—~FH,
0. 1% NIYIFITIV), BON2D0D0E%ZEHEL. (R) —3—
((1=72/—-4, 4, 4—bYoA0—-1—-FFVYTHIV—-2—-4J
) 7XJ) —5—( (2= (tert—TFIN) —T—AFI—2H—qV
FT—I—6—4AJI) PXJ)) —1, 2, 4= NYFIU—6—HIKRFH
IR (REERE24. 89) RV (S) —3— ((1—=72/—4, 4, 4
— M) ZFAA-1—FFYTIY—-2—q)) PI/J) —5— ((2— (
tert—TJFIL) —T—AFI—2H—AVHFS—IL—5—qJ)) 7/
) =1, 2, 4—NYFPIV—6-—ALRFHIR (REEE3I4. 39)
15T

LC/MS (A) RT=0.95min; m/z [M+H]+*480
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[0358]

[0359]

BRI

AFEPOEMFHEIILATOEEBREE AW TEHMEL /2,
HEBI1 Sy kFF—HHESAR

Sy kFF—HEEFRIINTIARRBIELEMOS »E MO TOREFERE
ZUTOFRHTERLEL, SRICAVWEEREE NSy kKEBHEIR DIV /81
FHA TV AMAESHLIYBALL, LEVMOESFLIEICSVWTR, &
T AEBEEMEIAFILZAIEFL K (DMSO) TEREFRLEZ, K
o, RIGB®BE®R (20mM Tris—HCI pH7. 5, 20mM
NaCl, 2. 5mM DTT, 0. 02% Tween—20, 1% G
lycerol, 0. O1TmM Pefabloc) FRICESEENSYKE
HE. FL-Peptide 22 (BRERKIuUM) (Fv)NR=347
YA ITVR$E) BT TRUDL (RRERSmM) | ATP (BEREI
30uM) EAFERPELEHNDMS 08K (DMS ODIREIXS %) X
T25CT309EA vFar—yav LFr—ERIEET>k, TIAS
eparation Buffer (Fv)NR=Z47H4 TV R%) ICT
FMULEZEDTA (MBRERKIOMM) 2HMATHFF—ERIGEEFELIEL
o EIC. LabChip®3000Y 7L (FY)NR=Z4T7H4IT VR
(. KR4 88 nm, MHEKERS530nm) TY VEBBILAERTSF REFE
) VBIEERTF REDBLEZ2DEZREL. TOEENS ) VEERIG
BERD, VUBIERIEZS 0% IIHITH I EDTEZILEMREZ | CqfE

(M) &EZ LT,

T, NRBRIEEMELT, BRMo1, 2, 4—-KYFIU—6—-hILKRF
I FFEEHF A BRUC (ENhEFhW020007075113 (A:
ItE&mE=S121, B:{bt&¥MEBES154) RUW0O2000,707698
O (C:1tEaWESI39) ) ZaKL. AKIC I Cylg (uM) ZHEHEL., &
FRLEWE LR L =,
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[1629]
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" DN ¥
Hole Had .
, AR ) O _ /. N i\ O
N HN—<N=N NH, e HN—(:;f)—(NHZ \ HN_<,|~1:r\|g_<NH2
A B C

[0360] ERBI2 HEAZIEFEINGISER

SU—DHL —6#lifg (CXAMKRMARE Y >/ EHRAL) IS8T 5 in

vitroiRETEIEIEBRE L TORGETERL 2,

10%DFBSA#&ETRPMI1 16403 (ATCC, Cat#:30
—2001) FICZEIEAZSU-DHL—-6#if8 (ATCC, Catl:
CRL—-2959) %, 96V T/IERYA/7B7TL—F (NUNC, Ca
t#:165305) OFYTINIC8XTOME (100w 1) FOEEL.
37C. SHREBAREEDBEERPTIHEE L, AFERLENZI X
FILANWEF S FICTERERIRL, 10%DFBSZ2CRPMI 1640
BEHISRMLE, ThEaficiritzSU-—DHL -6 MlDEE L —bD
BUzIICTO00u | FOMATEEMORKEBENAEZNENT O, 3. 1
. 0.3,0.1,0.03,0.01, 0. 003uMiZh3BLSICL.
37C. 5%RBAREEDEERPTCIHMERE L, BER. BRICS
OLEMEL., =i (AL, himac CF7D2)iCT1500rp
MT3HEEROL. &7 HLEEFEEZT100u | $DBRE, 100 1 O
MBEEERIED L DIC L, BotMEESERKR100u | ITHL, HE0D
CellTiter—Glo Luminescent Cell Via
bility Assay (Promega, Cat#f:G7573) &%
ml. 19B7L—bIFH—TiRED Lz, 1 ORI THREL 2%,
/407 L—r)—4— (PerkinElmer, ARVOsx) ICT
U TIOEMBEERAELAE L, UTOR &Y MREENH RS
HU. 50%MEIT 2ARBILEYDRE (1 Coff (M) ) &K,
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[0361]

[0362]

[0363]

[0364]

FERkIC., LERONRIEEMD | CufE (uM) BEHL. AFEBPLEYMELL
gL 7
MR EEIIEIE (%) = (C—T) /CX100
T :BRIEEWERMUIEDZIDOFENE (count per seco
nd)
C: HBR{tAaMERMUAED 2/ ZIOHENLE (count per s
econd)

ARERICHITIRRCEMRUOHRIEEDDS vy k FF—EHEABRKV
SU—-DHL 6#ifgicy ¥ 2 MiEEMNHEHRICE 1T 2ERER1 5 8 RV
& 15917,

[3158]

REEG | SYKREEESE EiEGl | SYKPES:EM RHEH | SYKREE:SH
X 1C50 (nM) &8 150 (nb) &= 1C50 (nM)
1-2 0.65 251 0_81 562 024
1-4 0.35 2-11 0.77 5-64 0.36
1-5 0.70 274 D50 5-66 023
1-15 0.44 2-11 D_62 567 0.32
1-38 0.48 2-89 0.92 5-68 0.24
~40 0.28 2-9( 0.63 5-69 0.36
~54 0_57 2-92 0_39 5-73 0.27
~75 0.49 2-105 086 5-76 0.37
-8 078 2-157 0. 96 5-19 0.39
—87 ). 48 7158 0.54 5-80 0.32
1-88 ). 38 2-162 0_82 5-84 0.74
1-89 0.48 2-16¢ 0.49 5-89 0.37
90 0.57 2186 0.74 5-95 0.57
-0 061 2-190 0.65 5-102 0_38
1-02 0.33 2-193 0.86 5-103 0. 40
1-94 0.38 2-196 072 5-112 0_31
1-95 0_40 2-218 0.46 5-113 0. 31
1-104 054 7275 0.72 5-114 0. 44
1-105 0. 30 2-230 0. 45 5-115 054
1-109 0.66 7-237 0.72 5-117 0.60
1-115 0.47 2-246 0.70 5-119 0.35
1-145 0.44 32 0.57 7-18 0.76
7-13 0.98 5-1 0.33 9-4 0.87

216 094 57 0.45 9-5 0.95
221 0.82 517 0.79 111 0_47
2-24 0,93 521 0.40 Al 33.00
2-31 ). 50 5-32 0.67 3 6. 80
2-40 0. 80 5-53 0.37 | 620. 00
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[0365]

[0366]

[5=159]
Riuf | HiaEiEnH REEG| | MR ETEH ) RFEGI | HARR HTEIOH
&5 1C50 (nM) &5 1C50 (nM) &5 1C50 (nM)
-15 263 2-31 311 5-69 139
-39 346 2-34 341 5-13 183
-87 214 2-T1 217 5-7¢ 394
-89 190 2-186 321 5-88 320
1-90 227 2-190 290 5-102 257
1-95 231 2-218 388 5-103 364
1-104 213 3-1 220 11-1 267
1-105 210 5-21 364 A 2000
1-145 382 5-66 76 B 1900
2-24 340 5-67 217 ¢ 210000

R158RU159NL, AERBLEMINBILEMA. B, CLYHiA
N72S y kFEEFEES L CHFIEEINFEIRIRZB L TW5, ZOERML
AFERATREINAE—MHKN (1) TRINZELEME. BRMOMN) T UEFE
BELYBBNAS y kBEEFTH S Z EAMPIN,

HERBI3 KDRFF—EEMBEERDHER

KDRFF—EEHICHT 2 LEIEHDA >~ E ~OTOREFEENEE
DEREFBREICEVWT, FvIN=—FATHA TV AFOLabChiphy))
— AREEEAMBRICFL—Peptide 22AKDRFF—HEFM
BEICBWTEBERTFRELTHIELTWAS Z EDNEEHINTWEDTS
ZICLk, SRICAVWERE)IVEF Y P NKDRERE B HFEEMR
THd, EEYMOREFHAEICEVNTIE. £9. AEBLELEMED X FIL
ZIVRFL R (DMSO) TEREFML L, RIC, Bt VEEEREEHRD
257 (PhosSTOP, Roche) RO VI DREEREERAH Y
) (Complete Mini, EDTA—free, Roche) %
HEERETRMULERIGAEE&ER (100mM HEPES pH7. 5,
ImM DTT, 0. 003% Briji35, 0, 04% Tween
—20,0. 05% CHAPSO) FICHEENKDRERE, FL—Pe
ptide 22 (MBEIE1. 5uM) ., BT xVvL KEEIE
OmM) . ATP (#EBEIX200uM) EAXFBELLEWMDMS 08K (D
MS ODIBEILE %) #MMZAT30CT1 809MA vyFar—yavL
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FFr—ERIE%EITo2. BIAFYIVNR—=FATHA TV AtDSepar
ation BufferilTHRMLAZEDTA (REREIE30mM) %0
ATCHFF—ERBEELEIEAE, REIC. LabChip®3000YRF4
(FvUNR=Z14 74TV, BERR488 nm, HHKERKRS530n
m) T VEBIEERTFREF) VBIEERTF REDBELE 2 DEZRIE
L. ZOELLIS) VERIERISEZKRD, ) VERIERIEZ 5 0%IEIT 5 2
EDTEZILEMREZ | CofE (nM) EEELUUTORT 60ICR LK,
Feo ARRIC. WRIEEWE L TBREFEDOS y kKBBEARITHBR406 (R
ge | #) DI CyufE (uM) BEHL., FEBLEEWELLEL K,
[0367] =BRI4 AuroraBFxr—tEHMEERRAOESR
AuroraBFx+—tEHIIET 2 LEELEMDS, Y E NOTORER
MERIER L. AFBEFAER (BBE2008—-81492) (LEHINTWS
FEEBEIC L, ARICAWVWLEER)IVYEF Y PEMAUroraBE
HERANFTNNAAHA T A SEBA L, LEMOREFHENEICS
WTIE, F9. AEBILEME D AFILAILEFY K (DMSO) THERER
MUK, RIS, RIA#%EE®R (20mM HEPES pH7. 4, 2mM
DTT, 0. 01% Tween—20) FIlEREENAUuroraB&
HE. FL-Peptide 21 (F¥vUNRX=34T7H1 V2%, KR
BiZ100nM) | BETTRIDL (RREREITmMM) ( ATP (KERE
IF40uM) EAFEBPILAEYMDMS OAKR (DMS ODIKIBEIZS %) %I
AT25CTOO0OQEA vyFar—yav LFF—ERRET>E, £IA
ELFa2a5—FNAAHD I MAP*"P rogressive Bindin
g Buffer AICTS00EERLAEZIMAPYP rogressiv
e Binding ReagentZmMATFSr—ERBEFLIEE,
ERTHEATICT 209/ E®RIC. PHERAstar (BMG LABT
ECH#, miEkR4 85 nm, MHEKRKRS20nm) TRAIELTELGNE
HARAELY ) VEBIERBEZKRD, ) VEBIERIEZ5 0% IHEHTE I &
DTESILEWREZ | CxfE (nM) EERELUTORI60ICRLE, &
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fo. RERIC, WRIEEME L THHFEDS y kFAEHITHBDR406 (Rig
e | 7)) D1 CqfE (uM) EEHL. AEBREEMELER L L,

[0368] [$=160]

R | SYKREEN KDR BB &5 AuroraB FE#:EM
%S 1C50 (M) IC50(nM) IC50(nM)
/Syk L DR / Syk & DRIRH
317 2094
1-4 .
0 0.28 (1100 48) (7500 42)
2500 1745
5-55 ,
0. 66 (3000 45) (2600 )
236 2114
5-124 .
2 .41 (580 48) (5200 £5)
10 110
R406 .
> (1.8 ) (20 )

[0369] EHBRHI3 <O RIAS—HVHEREHRKETI (FBHIR)
7 B DBA/1<DOR (HEKFv—ILR - YiIx=) I 547

2AZ—FUBRKR (AZ—FURMHMER) 4mg /mL&T7O4 Y hD5E
27YanNvhk (DIFCO) OFEREAK (T7NYav) 100ul
/bodyaEEHEAFHNLE (MERE) . TO21H%E. 7249472
A= VAR (A5 —FURMIHER) 4mg /mL&704 Y MORTE
27YanNvhk (DIFCO) OFEREAK (T7NYav) 100ul
/bodyZRBREIICKENEHN LT BMRE) . BHRARBEFEL K,
AFBILEWITEMRED 3 ONFICRO%S %25 Lz, BIIREERER
(Day0e&d2) 280, 14HME. 1B 100oRAO%kEEZRELL, D
ayO, Day4, Day7,. Day 10, Day14|[CHRRICTEASALD
JEZ X7 L. ARPOERGI4 — 1{LEWOER%=HEE L, BEE
JIMEDR A7 —RICOWTERENRREILL (O - L, 1 : 481
AOERR. 2 :E2ALEDER. 3 : FOER. 4 : 2EOERENIDFE
BICBLNER) . RO Z2EFORY (&m16K) &Lk, BR%E
B1ICRY,

15, AEREEYE. BNMAEROBHAIITOLREIEEAL
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[0370]

[0371]

[0372]

WATHY., AERLELEWHEM) VT FOREICHT 2BNEFHIRE
BTHZEMNHEEIN,
HREI4 TORIAS—TUBEBHERETIN CEEIR)

7 B DBA /1T OR (HEAFY—ILR - YNR=) L0294 7
25— VEaR (AZ—TUERMHMER) 4mg / mLETOM4 Y FDE
272Nk (DIFCO) OFEEAAKR (Tv/IYay) 100ul
/bodyaEEHEAFHNLE (MERE) . TO21H%E. 7249472
A= VER (A= URMMER) 4mg /mL&70O4 Y MORE
272Nk (DIFCO) OFEEAAKR (Tv/IYay) 100ul
/bodyZRBREIICKENEHN LT BMRE) . BHRARBEFEL K,
EBNfEEERH%ZDayO0& L, Day 7ICARBILEYMORORS Z5HH
L7, Day74&Y 1488, 1TH1L0ORO#BSE#MELE, Day 7.
Day10, Dayl14, Day17, Day2 1ICHRICTEEHLDILIE
ZAAT7ALL. AREPOREMNS — 1L EMOER %R Lz, BELIKIR
DORAA7E—RICOWTERERREIULL (O : EEL. 1 1RO
fERR. 2 :$E2ALILEDMER. 3 : ROER. 4 : KEEOERIODFEEIC
5 & AERR) . ARDOEETZBEORY (BEH16R) &Lk, BREX2
ICR9 s
M2mnb, AFEREEYE. BERXIAIT7EZEBRITTEY. XFRBLEE
MDBRICHRE L-BEE) O FICH T 2BNIEEDNREE T 5 2 & AR
Ihi,

HRE7T IUORAMESRREXETIV

TNP—I1gEYV R (HXVL7) ZAWTHEBERZHFD | 7 LIV
F—ETN (KBRETI) 28 LIz, AYDREFE. 7LILTY (RR)
ELTRBINTWRNSFYTNP (M)ZhOvz /=) IKBEMA
| g EAIEEMNICEET 2BELFHREBALB cYIRT, BEETDZ
ERLKTUITVEBRETZEITT. PTULILF—RIGEFERTHIENTE
2, ARVAOBEDENKREICT LISV THZEI)LIO54 K (+
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HS5A4FTFRY) DO, 025%7EbhV@ARAET1OuL “earTEAHL.
FAVYNTy IRA5—Y (BBEEmR., PEACOCK G-2M) TE
NOREZRIFHICIE L, MEDIEEE (FLILY Y BAHRIOFIEZ O
mm&$3) OEHEEEEDOEE U, RFEBFORMBEH4 — 1 16EWIET
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