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Ex Ki (nM)
1 2.8
2 61
3 6.9
4 71
15 35
74 10
90 6.2
01 9.4
99 1.7
106 30
120 7.9
122 12
124 4.4
125 75
126 4.9
139 8.2
171 11
350 19
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WO 2008/149965 26 PCT/JP2008/060417

[0053]

[0054]

[0055]

[0056]

B LORB L AW LD PR Z R -,

ERERRBR B4 K ORI 5TV DDA A W% M LIS R 2 b o
EBWITTNG- « PEAIIHRIERZ R U2 800 FTAIEMERZH T D2 LD RS
iz,

ARERGI6  PRIVET > M2 R RS e

Wistar B HEVET > N IV, SRBRL S %8 R 5-L, 2 O2Refi e | #1E Mk
L — P T L2 (PIM I, A2 T2 A8 2 O ClE LT, 2
047 RIIZ, U ML E 7 —/160 mg/kgZ NEEN I 5- Uk e L7z,

WD) OILEWZFHNL7-AE R 2SO ARl it e 2R3
ZEMFERRSIT, BlxE, EREFIS, 161, 194 L 2000 LA W1E, 1 mg/kgZ #%
P 5-CL 120%80 By E Rz~ 2 &0 R S a7z, 72, FiFsumk1 o2
AN — VR DI HU L B W A-(2—~{3-T7 BE-5-r 1 -2-[(3-ARF T NV )AF
V7 oV T V) R E R LR BRBI6 R T A TR L 72E 25, 120% L4
FOMmIEIEIVERZ R~ T R IRA I H &1E3 mg/kgTh-o7e,

EREOFREROR S, X0 DL AWITEPAZ IR T = AMEME AT 5L M
OFSIEEH . MRS INER 2R T 2D iR Sz, 20280, PHZEMEB)JRAE
b, PAZEVE AR 8 96 72 & DR T BIRPH ZEIE 70 & QN ARG B e 5 | - B D <Rl
2 DIER (BERFFEE PAHE LD B BRIEREAT - PREL O, LA/ —IEfERE, 2Dl
RAE) EEBYERNG SR o — RSO RIENER R, Bk B ARG ORBE,
BHUERAE S OB, BRNRE . IR ESE O IR T Al S L TR LY D,

K (D) DG XIXZ OO VR ST2RLL B2 A 2L CH AT H8A1,
BBV T E WD TODERAN IR, IEAI %2 FVW Gl sh
TWL IR I TG 5283 TED,

B GITEEAN, LA 77 VA BERLA, HOA WA S LDk ARG SO, B
HP RPN S OV A ARAI, IR ARSICE | % Bz FHIRA L B A,
R R ARG AL ORERBEIA , ROREMTAL A B AR LD IR 1 e G- DWW T
DIERETH>THL,

AFEINC LD N B G- OEAHE M E LTI, SEAL oA, Bk A 25E 08
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[0057]

[0058]

WO, ZOIHRE KRBT, TRUTFLL EOH Rk %, 7
EGIFEDRHIEARIEA, B2 IR, ~=h—/L 7RUBE, eRa¥ds 7 uer
Br—R WAL= T RIS e IR O ATIAZ A
W7 NV~ 7 R DELRG END, ML, HEITHE T ATEPEZR RN
Al BIANTAT TV AR~ T XD LDID IR ANV R X T AT N AZ —FF |
U LD I TR FREEA . L EALA WAz & AL TOThIn, BEAIUTA
AN BN ZORE A SUT BB L ITGENEE O 7 4 /L THIBEL TH R,

& 1B 50728 OWRIARFHL R DIL, FAI TR SN DI A, TR A, B A,
Py T AN E )T NVANEL G I RN OB ARTENEZR AR, il %
TREROK 32 ) — Ve a te, Gt A TE L2 AR LA T AL
Al WA RREA O IO ZemliBhAl, HRA . BRI, 5 A DAl S AL TV
THEVY,

ek A G- D720 OVER N, MEE 0O ACHE SUTIEARPEOESHE A, Rl Al ST
BRI ST 5, RIEOEAE LT, Bl TR AR K SO 5 &
N5, FEARBHEDOERELTE, flx T erL 7 Va—u Rz FL o r)a— L
MITAV =T WO, =X ) — VDI T a—VHE, TR Y _—
ORI 4) FED D, ZOIIIRMBAIE, SHITERAALL A A, 2
ABA, St 2EALAN ST BI Az & A ThEV, 2Bz iE 77
TAREE T 4V Z—Z @9 e BB A ORLE UG Lo TRE b and, Fe,
CAUVDIER MR O [ A R 2 O L | A A B A K S B oD T Vs B
fift UL TREH 32288 TED,

SARAEL T, WOEA, SEEA, 7V —2A BY—Al Sy 7 A7l EEA m—
AL A RHRAN IRECE S5 2013 90, —RICHWD DI FA, m—al LAl
KM IR MDA, BREAl, HLAEE2 5 AT 5, Fl2E, s UTn—ia
HEAEL T, RV mFLor)a— TaebrZ)a—L Aty 533
vay R AF T L fbe~ Ul | AT TV )R AT TILT IV
a—)L BFILT L a—)L Tunwsad—)L TATA U AEE VE F N2
Foins,
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[0059]

[0060]

[0061]

IR NFRO R S 7 S DR IR AN LR A AR ST AR DB DWW, TE
KA D IFIEZ > TRUET HZE N TED, Bl 21X AMORRIEAIRC, I, pH
A, B, Sm A w A, E AP R & D ARSI T Th &
W B B 22 A SUTIRE DT DT RA AT 528 TED, FlzE
AP ER GRA T ASARED NN T SA AR B a2 L T AL S E M T
AT ENTREH OMAREL T, b LILEIERNTTFE LGSR A G o
TR S TIRBIR e L TR G- D203 TED, SR R SRS, HEI %%
B OEHEHOLDOTH> ThEL, MR IR EE 722 T 528
TED, DOV, T Y728 A, B2 X, Jar7vtar7 vy eRa7da
TT e SAT AV IR FEFE DA KR A A L TNE =T — VAT —55 0D
FEREThH>THE,

WER ARG 05 1A ORG-8I1E, KE2720590.001~100 mg/kg, #FEL<
120.1~30 mg/kg, FIZHFFLLIH0.1~10 mg/kgh i 4 THY, ZNZ 1B THH
(X275 RARN o TR G375, RN 5-EN0551%, | B O 5-81T, K
720#70.0001~10 mg/kgA3 i >4 T, 1 B 1)) RAEEEN 31T TR G35, £z, #f
FERRAN L Ui, R Y 720490.001~100 mg/kgZ 1 H 1] ) BAEIKIAN /3 17 T G-
T5, BEBIDER, Fa, HEEZ B EL TE % O8E 126 C Tl Bk ESILD

2 (D DALEWIE, AR O (D DB F R EE ZDNDEEBOTE 2 DRI X
LRI DT 22823 CED, MRt ORIL, RIRER G-, gov MBI e L O
LI ORI HMRZ W TR G- L TH LW, AR G- RANIL, IdGAITH->ThH
BHELZ A ST TH LN,

2 i 45l

VLR, S plic -2 &EA (D) Db G o LR FIZEHNTH 5, 20 Dfbd
WL FREFERGN RO AR E S NDE O TIER W, Fz, FEHEA B o fl
EERRGEEN R, £, O DILEMORIEIL, LU FIRESND BARR) I fE ]
DIGEEO MR FESNDHDO TR, () DL EMIZZNEDRIEDMAE D
BT ER A THL B s ThIlES N B,
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[0062] Hditifi1

(B-APFL T == )AZ ) —)L2.76 gDDMF 20mIAIIZ, K T Tho%K#EL T
VT AGMM1.13 g2 N 105 RS | IR T2,6-37mn’)7-2.96 g?DMF 1
oMK EIN A | AR 2 12 IR E THIR L2 IBFR L 7=, BOCHRIZK L W = F L=
— T NVEMZ AR EEAT o7, AR Z fa i b ) D TRy L= th | MK
fe N ACHARL | UL PR AR LU, BB a5 VT e~ 57
=T, 2-7a-6-[3-APFL R DA FVIEYT 4,06 g2 4z,
&2

(A-APFL T 2= AZ ) —)12.24 gDDMF 20mIAIZ, K T Tho%K#EL T
U A(HE)849 mgZe N A 20508 LTz, R C2-7 mm—6-[(3-ARFT U
F VT 4.05 gDDME 10mIEEHE AN A AR 2 (2B E THIRL IS, 6
0°C TLAIFIE], 80°CTLIFEHBHEL 7=, KIn T C, ffnfifb 7 &= 2OKVER &
OFFE =T Va2 INA T R E AT > 1o, AE Z i b 7 M)D LOK BT U
L7eth ., KRR T MY A CREBRL | W TR EA R B LT, IREE VSN T
LT 4= TR, 2-[(3-ARF T UV FF U ]-6-[(4-ARF TR
INAF IV G T R4.23 gh Tz,

FFHNTZ2-[B-ARF T RV INAFH T ]-6-[4-ARF T RV F UV %
E e HAER4.23 gDDCM 40 miAEHRIZ, KA T TR 7 LA 2 fEfg2.78 mlZ Nz 1
IRFIRIERER L7z, SR BRI K 38 7~ MU BB S O i/ i INZ 53 A F A T
ofz, A8 Z MKETE T N D L CHABEL | 0 FIRELE ¥ R LT, il Vb s
NWAT LI 7 =T, 6-[(3- AR XU W)AF Y -2(1H)-
A 1.4 ghf5T,
RLER3

3,5- 76— AF /L E YL L —=2(1H)-A2500 mgDME 3 ml & TDMF 3 mlDiR
AU, IR T AR T FID LG 147 mgZ N2 1043 MfEEE VT UL
7 IR488 mga Mz 55y MR L7z, [FIR C4-Q-3— T ) BEREAT 11.25
gZ@NZ, 65°CT Bl U7z, K N CHRIFE L 7 =0 LK M OWElE —
FIVEINZ, SR AT o7z, AHIEZ SR LT N D 2OKEIR T Lz,
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[0063]

[0064]

MEKRRIE T N A CHEBEL  WUE FIRIEE R £ U, BRI IR SN T80~
T T =T, AERDA-[2-(3,5- 70 -6-AF L-2-4F YT -1(2
H)-A /L) F )L ]2z B EEAT L8] mgridi-,
&4

4-[2-(3,5- 70 -6-AF )N —2-4F VN - 1QH) A V)T )V ]2 BE AT
JL88 mgDPUHEAL IR FES mIAHIZ, NBS 51 mgh NAIBN 5 mgZ 1% 3057 [ NZGE
LTz, ANt Zr s/ b K ORIFn R I /K 38 7~ N O L KBS N Z 50 R i %
1To7z, ARG T N)D 2K TR Lotk . KRR TR D LTy
B W PRI B LT ALV TN BT LI NI 57 40— TR,
H R OA-2-[6-(T 2EAT V)-3,6-/rrn-2-4F VEVD - 1QH) A V]=TF
IVYEE R AT V50 mg&f5T-,
RGBS

4-2-T BERAT )R BEFEAT L2.0 gD T B0 miFRIZ, iR Tavibr R
U 22.6 g A BB LI, ATHLIZEE S B U8 WOE FIEB28 LU, K&
OWERR =T )L A R E R T 1o, AR 2 BN L - R oK B i Cotig
L7zt BEKRE T N D L TR LT, RUE TR L, Ym Bk 04-(2-3
—RAF IV BEREAT V2.4 g 57,
RLEHI6

7-[3,5-V 7 mE—6-(7 TEAT L) -2-AF VY~ 1QH) A NVI~NT Z T
JV373 mgdD1,4- A% H 5.0 mlM OVK2.5 mlDIRA TR, BT 500 mgilz
. 100°C T4 H MR LUz, It B A NEBRE | KK OFERE =T /L& N2 55
VE2AT o7, AMIEZ R LT N D LOKEIR CH LTzt KRR TR 2
THEBRU Tz, WUE TIBEZE E L RE AR DOT-[3,5-0 7 e —6-(E Rk AF
J)=2=F VDL~ 1QQH) A VT B FR282 mgh STz,
LG 7

7-[3,5-Y 7 BE-6-(EROF L AT L)-2-FF VDL~ 1QH) AV I~T Z 12280
mgDTHF ) —/L 10 mIEIRIC, S CHALIEL.0 mIZ4R 2 (N2, 2ReNEE R L
Tz, K T TR KR T MY LOREEHR N A SO RZ L | BEfg T L%
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[0065]

A WA EZAT o T2, A BEZ A )~ R 2K TR L . BEKARR T
VO NTHRLU T 4% WU PSR A KU, B E VAT N AT Lra~ N T7 4
— TR B E IR DT-[3,5-2 7 BE-6—(EREF S AT /L)-2-FF VL~
LEH)~A NV I~T Z T 1238 mgh 157,
RLERIS

3,5/ Tr—6-AF LY -2(1H)-A2410 mg?®DME 10 mIEHEIT, SR TR
B AVD 5319 mgZz NZ60°C T304 MR E | A-2-[2-(ATF LAz A %)=
F VL B W tert—7"F /L 692 mgZ N Z HEAMBGER L=, IR THAE ., fafn
AL T B = DK S OFERR =T V% N2 Sr R B F AT o 72, A HRIE & fn
WAL N DTSR LT t4 | MEKRREE T N ACREBEL | WUE FIRBEA R A LT,
W2 VBTN T 50 N 57 4— TR | &[5 R D4-[2-(3,5-2 7 rr-6
~AF L -20-FF VYV L~ 1QH)A V)T V]2 B EF M tert—7 T /1321 mg& 477,
RLERF9

4-[2-(3,5- 7 -6-AF )L -2-A4F VD L~ 1QH) A /L) =T )L 12 B etert—
7 F 444 mgDWHEAV R FE 10 mIEEHIT, NBS 210 mg X CPAIBN 19 mgz Nz LiF
FIINEGRIE L=, SRIRCHIAHE . Zrass/L Rk ORI R B A 255 MW 2ok iR %
INZ 53 W E2AT o T2, A2 S FnEA ) N LK TR L7t | KA
D TR U R B LT, BRI Z S VAT NI T L0~ T ¢
—TRRL ., RO T ENL T 7 AROA-2-[6-(T 2FEATL)-3,5-T7/aa-2-4 %Y
U -1QH)-A VT L 22 B E W tert—7 1393 mg& {57~
RERFI10

4-02-[6—(T@EAT)L)-3,5-V/um-2-4 % V- 1QH)-A V] =T LV B
ftert==7"F /1390 mgD 7 Eh10 miEKIT . BERE TR 45347 mgZ Nz, T0°CT6
MEERER U7, PR EIts . BOFNEE AL 7 L sE = DOK VR HR Fy OVERE = /L 2 I 2 43 ik
VEZAT o7, FHIEZ fafi )N o ZOKEEH TR L=t . JKAEEE TR o A
THZIRLU T, E MEIEE R E L T L7 7 R O4-2-[6-(T B AT
JV)=3,6- 7 -2-4F% VY~ 1Q2H) A V] =T V2 B B tert—7 T /1369 mg
g s e
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[0066]

REHI11

4-{2-[6-(T B FI AT IL)-3,5-7aa-2-FF VN~ 1 QH) - /L] =F )L
B tert=7"F /1365 mgD A/ —/ L 10 mIEFHEIT, =R TREEH VY L343 mg N
Z\ 304y IR Uz, MRl =T L S ORI L 7 2 =0 LK Z N2 50 iR AT
ZAT o7, AR Z FRYEA L T N oK TR Lt BKRIRE )R D AT
RLIRL | BT PIRBEA R L U, DTk s B AR R FEE = T L/ ~Fe DR
BB L, ARERO4-{2-[3,5-T7ma-6-(ERaX s ATV )-2-4F /)
DU1QH) AN TV B tert-7 T V251 mgh ST, — 7, RHEEWILE T
WA IR E VAT NI T LI~ T 7 40— CTRERIL | 4-{2-[3,5-v 7 -6(
bR AT )L)-2-A4 % VU -1 QH)-A V] T )L BB e tert— F /154 mg
g s e
RG22

4-12-16—-(7 B FI AF )L)-3,5-2 7 2E-2-4F VL~ 1 QH)-A /L] =T L2
BAETRAT V32 mgDAZ /—/L2. 7T miEHEIT , S CRMLNR0.27 ml&tRk 2 IZINA .
ARFRIINEGR B L 72, KIS T CRUFIIR IS K 5 7N 2OKIEIE & O\BERE =T L2
ZSTRIREEAT 2Tz, AREZ fREAL T MY LOKEEIR CURR Lotk . K
TR L TR U N2 B LTz, BB E VDTN T L0~ 57—
THEBLL | B B R D4-{2-[3,5- 7 1 —6—(E R 3 AF /L) -2-F4F VUL~ 1(
2H)~A NI T NE RFBEAT V2T mgk 37z,
HRUEBI13

A-{2-[3,5—-v/am—6-(R %y AT L)-2-4F /U~ 1QH)-A /L] T )L 22 B
Fttert-7 F /1301 mgD/Rd/LA8 miEHRIZ, SiE T b~ 42-1.3 g& i
%z SHEHBR LIz, EI7AMNE MW TAIRL, UL TIREEZ R LU, FRikas Vb s
NAT B N 5T 0 —THREL | A E IR O4-[2-(3,5- 7 rr-6-4/L -2
~FF VN ~1CH) A V)T L] B F ik tert—7 T 1240 mg& 4577,
RERF 14

5~ E-6- AT LBV -2(1H)-22-5.67 gDDCM 170 mIFHLIZ, = CN-/ 12
HAZY U AINA.02 g2 A, SRFRPINER IR L 72, A1 Sfn g K87~ R) D L
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[0067]

[0068]

KR A INZ BT LB R Z S BR L 5-7 08 -3-71mm-6-AF L E UL -2(1H)-
A25.59 g fSie.,
RERFI15

5-7 -3~/ -6-AF /LY -2(1H)-423.0 gD L2230 mlf OVK30 ml
OIRGTERIT, IRIEKFZ VY 151,35 g, ThI 7 FILT =0 MK 1458 m
gk QU-2-a—R =T IR BEHEMEAT L3.91 g ERINZ, —HAIMBGET L=,
B E TS, 7T BEIMA SN E PRI BER T L2 N2 SR E a1 T
STz, AR Z R T N Y 2OKEER TR L7t . MEKBRES T N A CREgEL
I TSR R Ui, B D NI T Ao N5 T o — TR, Y
B ERD4A-[2-(5-T TE-3-/ -6~ AT L-2-FF VN~ 1Q2H)-A V) =T L]
LR AT V853 mghFH7e,
RUERI16

4-2-[5-T mE-6—(7 TEAT )L )-3-raa-2-4% /- 12H) - V] T L}
B RFEWEAT 1690 mgDZ7 7R/l 6.9 miAEHKIZ, B TRATF LT IUN-AF
F224 mgZfNA, —HARBHE LTz, WE TR B LTI, FRIEE V7 VS
Lo 57 4— TR | M@ E R D4-[2-(5-7 18 -3-/1n-6-78 /L L—2-F
F VeV~ 1QH)A /)T IV BAEIRAT V353 mgaiRiz,

RLERF32
4-02-[6—(T@EAT)L)-3,5-V/um-2-4 % V- 1QH)-A V] =T LV B
AT /12,93 gDDMF 58 mIEHRIZ, IR TREETNID 52,22 gl NN AF /LTI
N-AF TR 1L55gZAR X ITIMA T2t TAE L —Z—Z W TRUGRZWIE FEL, 4
0°C T4 MR LTz, FOSRICHERE =T )L K OUKZEINZ o W 21TV A
7K S ORI 7 N D LK ESHE CNAR Vi 1% . BOKINR 7~ R LTz L | I
PP TR R LT, B AT VBTV I T A N5 T o— TR | i L]
RD4-12-(3,5-V/ma—6-RLUL-2-4F VN - 1QH) - A V) =T L] Bk

AT V1.65 gmfF77,
REHI33
4-12-(3,5-v 7maa-6-RLUL-2-4F% U - 1QH) A V) =T )L [ B F AT
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[0069]

/1100 mg®THF 3.0 mBFHEIZ, KB TRIAT L VLI aIRE2 1 1% N 557 Mg
1% | [ T.OMAT L= X7 LT aIR-V T )b —F LRI 113 1 1INz
L T T2043 R L7, SR 7 = SRR B ORI = F LA N2, 43R
BelEa1T o7, AR Z S 7 N LK C e #% | KRR TR Y AT
HLIR L PRI R B LT, BRI A VTN AT L~ N7 4 — TR |
Y Ok D4-{2-[3,5-V /rr-6-(1-t R rF o =F 1) 2-AF VT - 1Q2H)-A
NIRRT N REFBEAT 192 mga a7z,
&34

[4-(= T VR =) 7 ~F VIO gD 1,4- A F 4210 miIFHEIZ,
FIRTHAT A =/1333 1 I ODME T2 NAYN A, AR TR L 72, BOG
W e TR L ZRIEOTHE 10 mIEHEIZ, K TKFBEILARYFET MDY L176 mg
A, IR T AR U, BOSIRIZK B OWERE =T L% N A Cor ik i %
1TV, A Z BRI TR 2K ERHR CUE % . IKRRIE T ND ATzl L7z
o TRIEZDE TR B L AR D4-Q-b R aF L T L) Z o h LR
fit T )L 780 mgEFF7z,
RERFI35

[3-L S —~4—(m e HLR =)L) 7 = = )VIFEREE2.0 gD THF 40 mlAKIZ ., =ik
TCDI 1.54 g% A — ML Tz, K TRFZELARY FET D L360 mgh OUK2
0 mlIZ A, SRR TR — AR L7z, BOSBIT K K OWERR =T )V 2 N A THMR
BEEAT O, A2 BRI L) N 2OK R CURR 4 . BKEREE) R AT
BEU 7o, VA AE FREEL, Bk oO2- i s -4-Q-eRud v =T /W)@ A&
BT 2.0 g& 4577,
RUEBI36

4-(2-tREF T L) Ia~F L A LR R EF 1390 mgDDCM 3.9 mlEHk
W2 K TR T LT U678 I OAZ AN T =7V R301 o E AR A
. [FHRC2REHEHBR U7, ffn iR s /KR T R 2K K O aas v 5% N, 4y
WHRERAT o T2, AR AL N D 2K T4 . KRS TR o A
THAMRL  RBLEWRTE TR LT, BRI AL VAP hT Ba~ N 57— T



WO 2008/149965 35 PCT/JP2008/060417

L, MR OA-2-[(AT N AT 4 =) AF T e T~ B VR g
TF 430 mgZ ST,
RERI37

4-[2-(3,5- 7006~ AT -2~ F VT U~ 1QH) A /W)= T )] L B ERE19.6 ¢
DOTHF 150 ml}& 7 FIL 7 )L2—)1 150 mIDIRATRIRIT, Y —tert=7 F /LT B LR
F =116 g UNN-U AT ILEY DL ~4-T303.7 ghd-><DEMA, 60°C T K
BT, BIRETHIAHR ., P—tert-7 F LY HILARF —R16 g N N- AT /LT
Ur—=4=733.7 gziBIL , 60°C T AR LT, ORI E T #., T —ter
t=7F I BRI —RT.0 g&iBL, HIZ60°C TR BIPLT-, |IRFETHun
%, KK OWERE =T V% INZ 53 W 21T o 72, AR &S 7R o LK ¥
WTYRH . . KRR T MY AT  UE T TR AL, RS Ul
TNHT LI T7 40— THRIL, ABEBEIED4-[2-3,5-V7ra-6-AF/L-2-
FH IV -1QH) A V)T VL B Betert—7 F /L 18.8 g& 157,
RUERI38

4-(3-eR a7 ue L) BERE AT L300 mg?ODCM 3.0 mlIEHIZ, KRG TH)
LT TI0.28 mIB OAF L AT =)L) R0.14 mIz MBS Z | [FIE-C2RERH
B U7z, BORHRT IR K R TR LK e O L bE A 5k
VEZEAT o7, A Z BRI LT N 2K CHEE 4 | KBRS T R 4T
BRL R T B LA-B-[RT AR A XU a0 e LR AT v
g s e

3,5- /T AF )LV -2(1H)-472-265 mg?ODME 8.4 mIEIZ, L TR
WA VY 5207 mgZ NZ.60°CTI00) ML | il iza-B3-[(AF LA k=
JNAFU]T e V2 BIEEAT 1420 megZ Nz, —HEEMEGETI LT, ERET
it . SO REAL T B = SRR S OWERR =T L% N2 T oA F
ATV, AR ZBRMEAL T N D A THMR BEKRREE TR L TRMRL | TR I
FE N EL, BEE VDTN AT Lo~ 757 4—TRL, 4-[3-3,5-v 71
26— AF L-2-FF VL~ 1(QH)-A /L) S B L2 B EREAT 1200 mgh 1477,

[0070] 455139
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[0071]

4-EREF T ~6- AT L -2H-E T —2-42-62.7 gD /K40 mIEEHEHEIZ, SR TIMAK
AT N BOKESIRAIT mIZ % | [RITE 1553 MR L7z, AR ¢4-2-73 /=T
IV B RR HFEHES0 g2 A, 80°C C24RFMIEHR L 7-, RIRETHm 4., IMHLE
249 mlZMNZ CROSHKZE %, A% /—/1200 mlZ 023055 MLz, AT L7z
[ % AEL B ER O 4-[2-(4-ER 2 2 —6- AT )L -2-4F Y E VT - 1(2H)-
A IV T L2 B ER6A.6 gZ 5377,
RERF40

4-[2-(4-E R 3 —6- AT L-2-F % VL~ 1QH) A V) =T L2 R HE6T.8 g
DAZ ) —/L500 miBEEIEIZ , IR TURIEES0 mlZdo<VEIN A, ARFRIINEGE T
L7z, #IRETHMm ., K1500 mlZINA AT L7 [ERE2 A HL | 88 [ R 4-[2-
(4-vREds —6- AT N -2-F4F% VU~ 1QH) - AV BEEEAT 169.2 ghtF7-,
RERE41

4-[2-(4-ER BF T -6- AT N—-2-4F VEY D L~ 1QH) AV 22 B FFEAT L69.2 g
DOEVT 500 mIEEHEHRIZ, 5 CTHEAKN 7 /LA A% L 2L 7R L FEEO mlZ )1 IRFRH]
DT TNA [ C2RFRTRE L7z, BOSHIT . IMBERR500 mi M OVK500 mlZ Nz
BT L7z B R E AR B E IR A1, D07 BRI FERE = T L K& OVK %N
A CHHRIRERAT o7, AREZ RS T MY 20K CHaE4 . MOKREEE -~
VO LTHRL BRI UE TR EL, 4-2-[6-AF v-2-A %/ -4-{[(F) 7 LA = A
F I AIVRZIV AT AN L~ 1QH) - A V=T L Ve B EE AT L 84.0 g& {57,
— 7 DA HEE =TV e QK Z INZ TR EEA T, [FRROERIEZTTHZ
ET, A{2-[6- AT )L -2-F %V -4~{[(N T )L A AT L) AVR= VAT ) D0-1
QH)-A V=T NN DEFBE AT L20.2 g 1577,
& 42

4~{2-[6-AF )L—-2-A %V -4-{[(F) 7 )L A 2 AT L) ZILIR= VA AT -1(2H)
— AV TF VL RAFIRAT /156 gDIFENRTF /L300 mIFHEIZ, DIPEA 28 ml 2 TM10
WRTUY L-IRF(GE K28 g2 A, AKFEFRPAR T Sl CARe R L7z, ROk
Wiz w7 ANTHML , RHEITK R OWERE =T /L2 A Tl E AT o7, A
AR T N D DOKVEIR TR 4 . BOKREEE 7R A TR L | IRBEZ T T
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[0072]

RELUT, BLNTB AR ZFERE =T )L O3 OIR AT TN L
AR D A-[2-(6-AF L —-2-FF Y BV L~ 1QH) A V)= F )L 2 B FRE AT 121
3 &G, — . AERE T THER, REEZ VAT NAT LI N 5T 41—
THEBLL | B AR IR DA-[2-(6- AT L—-2-A %V VDL~ 1 QH)-A V)T F L2 B
AT V12,3 gfFi,
RERF43

tert—=7"F /L [4-(2-(3,5-2 7 -6-[(B)-2-(3-ARF L 7 == /) =L ]-2-A % VY
U=1@CH) AN T )T = =V )7L S A— 1348 mgDFEET T /L-3.0 mIEHRIZ, 4
MKAV K R -FEfE =T /LR HE 3.0 miZ N %, =8I CIREMIR PR L 72, BT L7z [E %
AL, 1-2-(4-7 )7 == )T )L]-3,5- 7ar-6-[(B)-2-(3-APFT T =)L)
=BV -1Q2H) - HERIE300 mg a7,
G 44

1-(Ima AT )34V T aENRE 18 gDV ERRA00 mlis, N7 ==
JVIRAT 4237 g Nz, 3 HBINBGRIE L 72, SR ETHREm % AT LT B RE A
L, A ABEIEDG—AY 7/ RV ) (N7 2= V) RAR=D LTI R26.5 g%
Bz,
RERF45

425~ aa—-6-AF N —2-F4F VYT L ~1CH) A /)T T V]2 B EE AT /L350
mgDFERES.0 mLE& OVK3.0 mIDIRATEHRIZ, I CNBS 210 mgZ N T304 [#1f#
PRUTz, BOSHITAREINZ  HTH U7z [B A2 AL, B B R 4-[2-(3-7 =2 E-5
—7a-6-AF)L-2-FF VN~ 1QH)-A V)= F )L ] L BEFEEAT 1430 mgr
77,
RERI46

4-[2-(6-AF )L -2-FF VL~ 1QH)-A V)T )L ]2 BEREAT )L 3.3 gDRFEE
100 mIEEHIZ, B TN-72 A7 AN 1.63 g& A T80T T— AR LT,
M ETHIR ., REMNMZ T L2 B2 A I, 3672 Rz )0
TNAT LI 757 4— TR e A EIRD1-[2-6-7nn-6-AF )L-2-F
VN~ 1QH)-A V)= F L] L BFFEAT V2.8 g4,
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[0073] Hdxtifp|a7

4-[2-(6-AF )L —-2-FF VD L —12H)~A /L) F )L ]2 BFF AT )L3.0 gDEEE
60 mIAIZ, NBS 2.0 gZ Iz CRIE CINFRIER L 7=, BOGHIZAK K QWi =
IV INA TR EEATUN, AHE A B R AL TR LK B TR % . KA
M) R BCHEEL TR WE PR LT, BB VB PV h T hoa~ g5
A —THRFRIL | P88 (A [ R DA-[2-(5-T7 mE—6- AT L—2-A XV UL -12H) (/L
VTN BBEEAT 2.2 gk Q4-[2-(3-T mE-6- AT )L-2-4F /U -1(2H)
V)T VR BIFEAT V556 mgkZ NE NG,
RLEH48

4-[2-(5-> /7 6= AT )L-2-FF VN~ 1QH) A V)T L] 22 B
AF 11,55 gDFEIE25 ml K& OVK25 mIOIBGEHIT, SRl TN-72a 273 0 AIR9
97 mgZ MZT0°CT—HABIR LT, |IBETHIGE . SOSHRICK & OWEE=T L
A TOHRBRAEEAT o7, AHEZ BRI TR SRR TR % . MK
M) R BCHEEL TR WE PR LT, BB VB PV h T hoa~ g5
4= THRIL . AfBEIAD4-[2-(3-rmr-5-37mF at’ )L-6-AF )L-2-F4% /Y
DU 1QH)-A )T N2 B WEAT 11948 mgZiGTz,
RLEHI49

4-2-(5-T TE-6- AT )L-2-FF VYL~ 1QH) A V)T NI BFREAT 12,2
gD ML 50 mlIfL OVK2.5 mIDIRGWINC, /a7 ne VRwE1.08 g, Uik =h
U 2534 g, B/ STV A14L mgl NS 7 mAF T LR AT 11352 mgZ IAIK
A, —HEBMBGETT LTz, IR E TR . BOSHITHER =T /L K OUKREINZ
REWE B TA NN TAHE LT, HURICHERE T /L K ONMEE R 2 N2 C o5 itk
VEZEAT o7, A Z BRI LT N 2K CHEE 4 | KBRS T R 4T
B EILEWITE N B LT BB ALV TN BT L0 NI 57 40— TR,
LT )L T 7 AR DA-[2-(5- a7 )L—6-AF )L-2-AF Y- 1(2H) A
J)TF N REFWEAT V.59 g% 1F7,

[0074] HLEBI50
4-2-[6-AF V-2 V- A-{[(F) 7 )V A B AT ) Z)VIR= VA F AR YT ~1(2H)
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[0075]

ANV TV RO gD 14— A k20 mliZ, iR T3 /7 me /LR
UHE225 mg, IREEH VD 2362 mg Kk VT M TF AN T 2= LIRAT 4 )35 30 15 (0)
137 mgZ Mz, 2 B ENEGEF L7, |IRF TR % REWEe7 /M AV Ts
KL, AT i LTz, RG2S VB SN BT hra< 57— CRERL | 4-
[2-(4—= 7 at L —6- AT )—-2-A4F VL~ 1QH)~A V)T )% B AT
V310 mgZ 1577,
RERI51

4-[2-(5-7 TE-3-/ 0 -6-7K/LL-2-AF VN~ 1QH)~A V)T V] B
AT L300 mg?D 1,4 A2 H3.0 mlEIRIZ, SRl TAF LR IE50 mg, FRERAY
VL3133 mg K T THF AN T == )LIRAT 42)73720 0) 87 mgZ A, 3H M
INBGEFR L7, IR E TR OISR M ORI =T V2 INZ . NEaE v
ANEHNTAHEL, 3R EEAT > 7o, AEZ AT MY LOK ST U
%, MEKRREEE T NI L CHZBRL | YSBEAUT MR B LT, BRI E S U SN AT L
T 4= CTRRIL , 3O E R D4-[2-3-7nm-6- L L-5- AT )L-2-F4F
BV -1QH)~A )T V]2 BAFTRAT V62 mgZhiiz,
RLERF52

3,5~ 7-6-AF LN -2(1H)—45.0 g7k /L 100 mIBRETEIZ., 2,4
6-NE =Ly rabliRad - EUV U BRE.0 g, BERESE 81625 g, U381
8 mIE UMAELF 2T —7 5.0 gz, BERFPAK N, =i T KAk L
o IRWTIMBEREZ INZ TSR Z BT ARAM LTt AURIZK K O madL bk
INZ AR R T 72, B E B T N 2K CHeiE 4 . KRR
FRIT L THMRL  IEEA I R 1L3,5- 7 mn—-6-AF )L-1-E = LY L-2(
IH)-A425.2 g&45372,
RERFI53

3,5/ T AF )L—1-E =LY -2(1H)-42200 mg by R = F /L7305,
0 mIDREPNT, 4-F— R BEREAT V513 mg, FElE/ 727 120 mgh ORY A2
AT T 2 ZIV)RAT 4230 mgZ N4, 80°C CIREMMEIE L7, IR F THIA .
FriffL7zEiRz A HL | gt e R 4-[(E)-2—(3,6- 7/ mm-6-AF /L -2-4F /')
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[0076]

Dr-1@QH)- AW = L] 2 BREE AT V168 mgaiST-.,
REHI54

4-[2-(3,5- 70 -6-AF )N —2-4F VN - 1QH) A V)T )V ]2 BE AT
JL21.5 gDTHE 130 ml&Z VA% /—/170 mIDIRAVEBIT  IMKER LR 2 K%
76 mlz Nz, T0°C CARFRMBEE L 72, =IR Tl th . IMBEREZ N A Sz
FL ., M H U 72 [ A% 5 B L 48 ([ R D 4-[2—(3,5- 7 —6- AT )L—-2-A4 % )
Dr-1@QH)-A )T L2 BAEE19.6 gZ 5T,
REBI55

4-[2-(3,5- 7/ aa-6-AF )L -2-4F VYV U -1QH) A V) =T )L ]2 G330 m
g®DDMF 6.6 mI%HRIZ, CDI 246 mgZ& %, [FIE C— A& HBIR L7z, RINRE T
T KIZEE HTH LB R E AL 4-[2-(3,5-V 7 nm-6- AT )L-2-4% V)
UU~1QH)-A )T LR AT IR300 mga ST,
REHI56

4-[2-(3,5~ 7 —6-AF L-2-FF VT L~ 1CH)~A /W) TTF LR XTIR306
mg, DMF 6.0 ml} O T4 =/10.15 mlDIREWEB0°CT—HABIR LT, =
IETHIR T REMATHT L2 Z AL | 4-[2-(3,5-2 7R —6- AT /L—2-
TN -1QCH)-A )T L] R A= V270 mga 577,
REBI57

4~(2-13,5- 7 -6-[(B)-2-(3-A ¥ 7 == /L) E =)L - 2-AF VYT~ 1(2H)-
AIVET )LL) = R)JL239 mg ke RER &3 /L 70 HREHE 117 mgd> X ) —)L
2.5 mIEEHRIZ, N F /L7235 p & INZ, 80°CTHIRIEFEL 72, IR E T
mte . KM OWRRT T /VEINA, R EE T T, ARt kT R D Lok
WU CUe % . BOKWiNE 7~ R L CHIBEL TR Z UL MR L L s R4
2-{3,6-71m-6-[(E)-2-(3-ArFL 7 == /B =)L ]-2-AF VE YD -1 QH)-A /L)
TF )N -ERRF T R B B RFTAIFTIN243 mgZt5Tz,
RUEHI58

4~(2-13,5- 7 -6-[(B)-2-(3-A ¥ 7 == /L) E =)L - 2-AF VYT~ 1(2H)-
ANNET L)-N'-E RS RUP U A IVRF L AIZIN239 mgk BV 63 1 D
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[0077]

DMF 2.5 mIZHRIZ, K T, 2-=F ~Fiorma LR 3 —h01 u 1z 12
Nz, R CLRFRIER Lz, RO TR K OEERR =T LA N A iR AT o7,
AT & R T Y KR CUE 4 | MEK RS T M) A TR L THE
WUE TR EL, AMERO4-2-3,5-v7mn-6-[(E)-2-3-ArF T 7=/ =)L ]
—2-AF VUV~ 1QCH) AT L) -N' =([[C-F N A~F L)AL LR =)0
FHINRBUAIVIRF T AIZIRNI00 mgEFRT,
RERFI59

4-2-{3,5-v 7 un-6-[3-=F N T = /FINAF N ]-2-FF VYT L ~12H)-A /1]
LT = RL189 mghk e R /L7 HiEHE93 mgdd>DMSO 2.0 miVE
iz, NI=F L7185 &M, SOCTHREMIEHE L7z, |IRE THunt., K&
OWERE =T V2 INA . PR EEAT > T2, AR Z i 7N LK Tl
e, BEKRILEE TR LT CHRBR I TR EL ., s EEiRo4-2-3,5-
7 an—6-[3-LF )T = )FINAT N2~ A XV EVV L ~1CH) A V=T )L)-N'-ER
2F R B U HIVRF U AIZIN203 mgh ST,

4-(2-{3,5-27ama—-6-[(3-T /NN T = )FINAT IV ]-2-FF VT ~1Q2H) A1}
TF )N -EREF T R BUHVRFTAIZINTI20 mgh V32 1 1IODMF
3.0 mIPRIRIT, K T 2= 2T L ~F )L 7 bR R2—156 p &2 12,
AR CURFRIS R L7z, AKX OB =T L2 0%, 0k a1 T -7, AtkIE %A
FR¥EAb TR 2K TUE 4 . SRR T N D A TR L T IR FEE 5
L. HEBEDA-(2-3,5-7ra-6-[(3-F /T = )F AT )L]-2-FF /Y
“1Q2H)~A T ) -N ([~ T N~ F WA F VR = F ) B
AIVRF T AIFZINIE0 mgZAFTe,
RLERFI60

4-2-{3,5-v 7 un-6-[3-=F N T = /FINAF N ]-2-FF VYT L ~12H)-A /1]
T V)22 BEE300 mgDODMF 6.0 miEHKIZ, CDI 163 mgz Nz, =ik T— &
YR U, ROTKE OEEB =T VRN SRR EE T To 72, A ZfafiEit
TR LOKEEH T, MOKREEE TN A TRzl | VRBA T PR AL, 3,5-
vrra-6-[3-F N T = )F AT V] 1-2-[4-(IH-AIF Y — - 1-A L TV R =
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[0078]

[0079]

[0080]

V)T 2= L] F U -2(1H)-F0350 mga %7~
RERI61

3,5~ 7un—6-[(3-=F N7 = /XN AT NI 1-2-[4-(IH-AXZ YV — L~ 1AV H
JVIRZ= V)T 2= V]2 T e ) =2(1H) 42200 mg@ THE 4.0 mlf OVK2.0 mlod
BT, KN T KELAYFE IR L30 mga ., =i TIRFMBEIE L7z,
WRNTK S OB =T L2 A SR B T 7o, A2 IMEE I K OVt
{6 N LK CNAR a4 . BOKBREE )N D AT TR BT T &
L. 3,5-v7un-6-[3-=F N7 = /F ) ATV ]-1-2-[4- (kR aFx T AF L) T == )1
1=F e -2(1H) -4 150 mg& {577,

RLERF62

4-2-{3,5-v 7 un-6-[3-=F N T = /FINAF N ]-2-FF VYT L ~12H)-A /1]
TF L)L RFEE160 mgODMF 3.2 mIIEHRIZ, WSCHIEHi78 mg, HOBt 73 mg&
ORIV 23 mgh Nz | SR C— AR L7z, RN TR K OFEG =T
IWEINZ . Sy EEAT T2, AR Z i - N D 2K T4, ok
Bl 7MY L THAGR L THRIARUE TR 5L, 4-2-3,5-07mr—6-[3-=F /L7
= )X NAT ]2~ F VN - 1CH) A T )R ER T 180 mgai57-
REHI63

4~(2-13,5- 7 -6-[(B)-2-(3-A ¥ 7 == /L) E =)L - 2-AF VYT~ 1(2H)-
ANV T V) BEREE300 mgDtert—7 F /L7 /L2 — 13,0 mlSREKIZ, 7 ==L
VEETVRITS p I ONN T L TI125 p A, 100°C TG HBEE L, =
I FE THm R, KEMx HTHLZERE AT, tert-7 F /1 [4-(2-{3,5- 7 2m2-6
~[(B)-2-B-AFFT T ==/ =L ]-2-AF VYD - 1CH)-A V=T )T ==L ]
HIL 2R A—1348 mgZh T,

FRRRGEH 1 ~16 H OB2~63D 7 iEE FRIFRICL T, BER LA 17~30 LY
64~123%F N E RN T DB L TRLE L 72, £2~5 K O 12~2512
RSB OREE, RS E L ORI LT — 5% 7R T,

FE i1
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[0081]

4-(2-{3,5- 7/ a-6-[(3-—A /7t /N T = )X ) AT V]2 F VU -12H)-
A NNETF LY BFWBEAT /1175 mgdTHE 4.0 mlM NAZ /—/11.0 mlDIR &AL
(2L IMZKERE TN LK EEHRB50 1 2%, T0°C CHRERRIEIR L7, JKmCIMIE
Fea INZ BSOS ZTEYEE L BERE =T L R OUKEINA | Sk F 21T -7, Atk
AR T N D DOKVEIR TR 4 . BOKREEE 7R A TR L | IRBEZ T T
VLU, Btz A7 )= R OUKDIRG R TR L | 3K [ R 04-(2-(3,5
-V ran-6-[3-AY 7RI T = JXINATF V] 2-AF VE VT -1 CH)-A VT L
)22 BAFME163 mgx ST,
T i 3] 2

4-2-{3,5-V 7 B E6-[(3- ALK T = )F ATV ]-2-FF VYT L -12H) A /1]
TF L RDEFIEAT 1260 mgD1,4- A F 4 mIFERIZ, 6MEEEE4 mlZ %, 90
CTOIFIRIRE LT, S E TR Km N TIMAKER{L N D LK HZ N A
Bz R | W =T VR N A SRR E AT~ 72, AR Z Rtk MY
DIKEWR CTUEI UTe % . MEOKRREIE T R D L CREBEL | BRIEA0TE N B LT, FRik
VR TNTT L a~ N T 7 — TR b BN Z FEg =T L -~F
CDIRGREETEIREL, 4-2—3,5- 7 mE—6-[(3- A F L T = /XN AT )L ]-2-F
FUEVD - 1QH) AT )22 BERE212 megZ iRz,
e B3

4-2-B5-7E-3-/1a-6-[(3-AF T T = /F N AT N2 F VDY L ~1(2H)-
AT V)L BFEFEAT 280 mgD AL /— /12,8 mlAEHKIZ, SRR TIMAKEE LT R
U LOKEEHE0.56 mIZ A, SRFRINBGETE L, iR E TR . IMEEREZINZ X
SRR M L7 ERE AR LT, 16N EREZODSH F L7 a~< T ¢
— TR, Vo —F LT L R AR R O4-C- -7 rE-3-r -6
[B-AMF LT = I FINATL]-2-FF Y EVT L~ 1QH) A V=T 1) 2 B E G0 mg
g s e
i il 4

4-(2-(3,5- 7 1 E-6-[(E)2-(3-APF T 7 ==/ =V ]2 F VUV~ 1(2H)
A NET )R RBEEEAT V24 mgD1,4- A F 4 mIEEHIZ, 6MHEEEE4 mlz D
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[0082]

Z 90°CTRIFHHHE L7, SR ETHIR T . K T TIMAKRRIL T M LK %
INZ PSR PR LTz, AT T AL, YT b —T L L UMK LT+
V0 LK Z N A SR E AT o7, KJEZ2 IMEERE TRt L LTt I L7 [k %
AL, dEaERD4-(2-(3,6-7 7 2 E-6-[(F)-2-3-ANF T 7 ==/ =)V ]-2-F
F IV ~1QH) ANV ET ) REEL2 mga iz,
FE il 5

4~(2-13,5- 7 -6-[(B)-2-(3-A ¥ 7 == /L) E =)L - 2-AF VYT~ 1(2H)-
AT V) B tert—7 F /1230 mg?DZ 2127k /L A 10 mIESIKIZ, KB T M~
VAR HERRS mIZ A& | SR TR L7, AT PR AL R A NERE
FIL=~FH TR L, B G RD4-2-(3,5- 71m-6-[(B)-2-(3-AhFT 7
T =IWE =2 % U1 (QH) - A VT L) 2 BB R 176 mgh T,
FE 6

4-02-[6—(T@EAT)L)-3,5-V/um-2-4 % V- 1QH)-A V] =T LV B
FEAT VA9 mgDT R 8 mEIRIZ, 3-ANF T T =/ —/L T3 mg QNRFEA VT 281
mgZ Nz, IREIINEGR T U7, SR FECThants , S 7 = 2KIEIR &
OWERR =T )L INA 3 R ERA T e, AR 2 0.5MUK IR LT~ R ™ LK B M O
BRI TR SKEEHE CNER BEE L7214 . KRR TR YD L CHEBRL | I
W FEEL, BREES VDT N7 L0~ 57— TR, B@fERo4~(
2-{3,6-2 7 -6-[3- ALK T = /F V) AT NV ]2-FF VIV - 1CH)-A VT
JBRREREAT VA3 mga T,
FE a3 7

B-ARF TR VNI T 2= V)R AR = A7 B3IR835 mg®D THE 8 miPAHRIT .
K T VT Stert=7 M R202 mgZ N Z 16557 B8R L 7=, [RIIRC4-[2-(3,5—
JITT-6-1RVL-2-AF V) - 1QH) A V)T V]2 B Wtert—-7 /1238 m
gDTHF 8 miEHEZ A LR IBFR U7z, K T i b7 =0 2K B K O
el =T V2 A AR B AT o 1o, a2 Rt )R D 2OKEHTUREL
7ot MEKBIEE T MU A TR | I TR 5 U, BRI E I AT
I T 70— TR | IR A R D4-(2-{3,5- 7 nn—6-[(B)-2-(3-AF L7
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= V)E =L ]-2-A %) UL - 1QQH) A VT L) 2 B S tert—7 T /L 283 mgh
Bz,
Fhu 27

4-(2-{3,6-v7am-2-4%/-6-[(E)-2-(3-7 2/ 7 2=/ = /)L]E YT~ 1(2H)
V=TI BFWEAT L 220 mgDT 2.2 mIE UVK2.2 mIOIRE VR,
A A7 (VI 24 mgMk U4- AT /LE /LR N-FF R 164 mga Nz, 50°CT
— AR LT, RN T2 s ) — VN %, 155 R . SRIRETHIAL T
KB OWERE =T VA N Z o W E 2T o 7o, AR A SR b 7MY 2K R T
VeV tA . MOKRRE T MDA TR WA IR TR E LT, BREE VST
LI 57 TR, 4-2-{3,5-V7mr-6-[1,2-veRfd v -2-(3-7me /L
T 2= V)T ]2 A VYL -1 (QH) - A N T L) 22 D EEAT V2T mgE A5
Fh k28

4-(2-{3,6-v7am-2-4%/-6-[(E)-2-(3-7 2/ 7 2=/ = /)L]E YT~ 1(2H)
A IVNET ) E REFREAT 1220 mg, 72,2 ml&LOVK2.2 mIDIRGHIZ, R
TR LA AT A(VID) 24 mg Mk Ud-AFJLE/LRY N-AF R164 mgZhiz ., 50°C
T MBI LTz, 2-7 ) — VA 15 R, S|IRETHE L. KK D
el =T Va2 N A R B2 AT > 1o, AHIEZ AL T N D LOK B TUeE
BOKBREE D ND DT B BAIRITE TR R LT, BREE VA SN AT LT
< T T 4—THRLL | 4-(2-(3,5-V /e -2-4F%V-6-[4FV(3-T a7 = =)L)
TRF NIV 1) AT T V) REEAT V62 mgZ1F7,

FpHA24-(2-{3,6-V/mr-2-A4 %/ -6-[A4F V3-T RN T == )T BT LY
DU~ 1QH) AN TF L)L B AT 125 mgDDCM 2.0 mIEHIZ, B AQ- AR
LTIV T T — R TV AYR329 mg N F ) — L 1 ENER N Z., 60°C
T AR U7, B E TR KA T SRR K 3R 7R D LK M O
FERR =T Va2 A AR EEAT > T, AT Z AL T N D LOK BT U
%, MEKMEET ND LT U RO E B LT, REE I T T5 L
I T TT 0 —TRRIL | ORIk O4-2-3,5-V 7 ma-6-[L 7 A r@3-7 ay
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[0083]

VT 2 )W) T T V=24 )L -1 QH) A VT V)2 B EE AT V22 mgk
Bz,
Fh 29
4-(2—{3,5—/a-2-4%/-6-[(E)-2-(3-7" 2t /L7 == L)' = )L [’ U L~ 1(2H)
A INET V) Z REFREAT 1220 mg, 72,2 mI&LOVK2.2 mIDIREHIZ, Bl
A AIY (VI 24 mghe 4= AT )L JLR) N-FF K164 mgZ Nz, 50°CT—#4
BIRHR U T2, 2-7 ) — Ve Nz, 1653 EER  (n AL KIS L OWERR =T /1%
INZ SR EEAT o7, AHEE SR T MY LK CUE 4 . MK RS
M LTHARL, BUE M B LT, B E S VAT NI T b~ 57 4—T
FEHRIL, ATV 4- (23,5~ 7 am-2-4F% Y —6-[4F /(-7 a7 = =) 7T
NWIEDD U ~1QH)~A NVmT V) 2 REEC2 mga 157z,

FpHA24-(2-{3,6-V/mr-2-A4 %/ -6-[A4F V3-T RN T == )T BT LY
DU1QH) AN ET IV B EEAT V6.2 mg?D1,4- A 1.0 mIARIZ, 6M
Hil#1.0 mPZ iz, —HAEMENRIRL 72, SR ETHM %, K&K OFERE =T /L&)
. AR EEAT o7, AR Z R ) N O LK TR . KA ST
UD LTHRL IR TR E LT, BEEZS VTN AT LIa~v 577 4—T
FaH% | Wil = L/~ DIRGIEBECHEIRIEL  4-C-{3-/mr-5—v/nT'n
EL6-[(3-EF N T = /X)) ATF N -2-FF VT -1 QH) A V=T V) B
/6.0 mgZ 577,

FE 30

4-2-[6~(T TFE AT )L)-3,6- /-2~ F VeV~ 1Q2H) A /L] =T NV B
figtert—=""/1100 mgDTHE 2.0 miFHEIZ, Km0 IMIUEALERDEEY 7 =T
HEJRIRASA p Mz Tz, g, ~7 %7 516 mgDY =T /Lt—T 12,0 mIfkiE)
W, 2-AF T T =2 F AT rINS 112D ENATIEL , 7=y —/Lik
WEPFHE LTz, 7V = — ViR ZE2KIN T SO BRI A [FHEL T304 it
L7z, WUNTEIRIIEAL T o =0 LOKEEHR e OWERE = F V& N A o3 iR F a1 T -
7= A A St TN 2OKVEIE CRS . . MK RIS TR A CHZERL | VA
PP TR AU, BRSBTSV I T A ST T o— TR sk
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D4-(2-{3,5-7—6-[3-Q-ArF T T == V) e V-2 F U - 1(2H)-
AT L) BB tert—7 T /L 5T mgZfSiz,
FEh B 31

4-02-[6—(T@EAT)L)-3,5-V/um-2-4 % V- 1QH)-A V] =T LV B
fi#tert—=>"F/1200 mgO THF 2.2 mI##RIZ, KA T 0. IMPUEEALERHIDERY T =T
HEFRIES6T &Mz iz, i, <7 %7 5158 mgDY TF)Lm—T7 /16,0 mlikiE)
HRIZ, 3-ARF L 7 23T N7 IR 113 mzd <D EMNZTMEL , 7 =% —/Lak
WATEE LT, 7V =r — VR IKI T SEDBUGSRITHINA, R T304 RS
L7z, WUNTEIRIIEAL T o =0 LOKEEHR e OWERE = F V& N A o3 iR F a1 T -
7= AR A SN T N S OKVEI CUR S . BOKBREE TN A TR TR
BAWE TR AU, BB TIN I T A N T T o— TR ik
D4—(2-{3,5-71—6-[3-(B-ArF T T == /) e V-2 F U - 1(2H)-
AT V) B tert—7 T )L 89 mga {577,

FHNT24-(2-{3,6-27m1m-6-[3-(3-ANF T T == /L) T BE L ]-2-FF LYV -
12H) A V=T )2 B etert—7 /189 mg?D /2L A2.0 mIERIZ, R 7L
A OEEREL.0 mlZ N, SRR COREMIEIREL /-, WBLA T T8 Ltk a2 U h
FNAT RO TT7 40— TR T T m—7 v BTV L O
T ORAGTEBECHEMEL, 4-2-(3,5-Y7nn-6-[3-3-APF L T == )L) 7/ mE’
N-2-F IV~ 1QH) A VT L) 22 B EFFE62 mgh {57,

[0084] T332

4-(2-{3,5-27ama—-6-[(3-T /NN T = )FINAT IV ]-2-FF VT ~1Q2H) A1}
T L) =RV 160 mg?D BV 3.0 mlBREER IS, 7oA T R Y 849 mg B O
NI F L7 I B 129 me% A, 24REEINER T LT-, SILETHATE, 7Y
b P L9T mg e NN =T /L T LM 268 meZ-iB L | BT 24RFRTINEGE
MLz, IRETHAE KK OB T L E L, SRR T o7, AR
MR T MY AT | VR IA W R 25 Uiz, FRIEZ FEE =T /L L O
P DRAREECEMAEL, 3,6~ 7mm-6-[3-=F L7 = /%) AT )L ]-1-{2-[4~(

IH-F 57/ — L-5-A L) T == )L =F )Y —2(1H)-A291 megh -,
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[0085]

F 33

4-2-{3,5-v 7 un-6-[3-=F N T = /FINAF N ]-2-FF VYT L ~12H)-A /1]
ZF )N A[Q-ZFNAF L NAF IR =T B DV RF A
ZIR150 mlZ O 1 3.0 mDIRE W%, 140°C THR IR L7, SR ETHIA
% HTHLUIZERZ AL T F L= —T L Chaid L, SR D3,5-v7mn-6
(G- F N T 2 /X IN)ATF NV ]-1-2-[4-(5-FF V-4,5-TV kR E-1,2 4-FFH> — )L -
3-A V)T == V] F LYY L -2(1H) -4 80 mgZ{57-,
FE i 34

4-2-{3,5-v 7 un-6-[3-=F N T = /FINAF N ]-2-FF VYT L ~12H)-A /1]
TF)-N-EREF T R B U HVRFTAIZIN60 mgD1,4-FF %0k 1.0
mlZ, 1,1-FF BRI AIF ) — L5 mgfk O'DBU 44 mgZ AN Z . IR T
5oy FITEHR U7, YR THRIFIER /K 38 9~ N 2K IR M OBEfE = F L% N2, 53
BERAT -7, AHEIE A BRI T N LK AR CUeE#% . KIS T D 4T
WOIRL | TR TR L U, BRI AN =T Ll OAF 3o DR G TR C R
KAEL, 3,6-U7mrr-6-[3-=F )T x JFIN ATV ]-1-2-[4-B-F FF /-4,5-Vk
R-1,2,4-FF ) — -3 )7 ==V F eV -2(1H)-A 36 mga 157
F i35

4-2-{3,5-v 7 un-6-[3-=F N T = /FINAF N ]-2-FF VYT L ~12H)-A /1]
TF )N -ERaF I X B AV RF L AIFIN60 mgDDCM 1.0 mIEEHEIZ , —20
CTEIV 21 p IR OMEALT A =1 12N | [RHRCH o s L 72, Tk
K OWERR =T L INZ . W EEAT o7, AR & S ) N o LK BT
Vel s KBRS T R LT BEBEE I TR E LT, FRIEZ R =T L M
OANF U ORAGEBCHEAEEL, 3,5-27mm-6-[3-F N7 = /FI)AT L ]-1
~{2-[4-Q2-AF T F-3H-1,2,3,6-AFHF 7V — /L -4-A V)7 = =)V | =F /LY
~2(1H)~A"2-56 mgZ 1547z,
F 36

3,5~ 7un—6-[(3-=F N7 = /XN AT NI 1-2-[4-(IH-AXZ YV — L~ 1AV H
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[0086]

JVIR=Z V)T 2= )L | T U -2(1H)-A472-103 mgD1,4- A3 H02.0 miIRHK
12, DBU 40 mgKk O3~(7"X /AR =) 7 B E VA4 mgZ %, iR CT—#4K
B U7, IMMEEE & OVKE A, AT L7 [ % AE L, 3-([4-(2-{3,5-Y 7 mm—6-
[(B-mhFT T 2 ) FNATFIL]-2-FF VDL~ 1 CH)~A /LT L) A L] TR
V2OV =V e L EEEE 100 mgA {57,
FEha 37

3,5~ 7un—6-[(3-=F N7 = /XN AT NI 1-2-[4-(IH-AXZ YV — L~ 1AV H
JVIRZ V)T 2= V]2 T ) =2(1H) -4 111 mgdD1,4- A3 2.2 miRHk
(2. DBU 51 mgk OAZ L Z/LRTIR3L mgZa N, 90°C TIRFRIHEFR L7, KM
L IMEERE K O aadi v 2N SR EEA T o7z, A s LT Y
DIKEUR CTUEE % . MOKRREIE T N D L CREBRL | WA MR B LT, R Ak
T L R OANF I ORATEEECHEIMEL, 4-2-8,6-27rr-6-[3-=F /17
= )FINATIV]-2-AF NV - 1QH) A VT L) -N-(AT )L A LR L) R K
7IRT0 mgZ 157z,
FE 38

3,5~ 7un—6-[(3-=F N7 = /XN AT NI 1-2-[4-(IH-AXZ YV — L~ 1AV H
NIRRT 2= V2T ) -2(1H)-42 150 mgDTHF 2.0 miE#EZ , 28%77 >
F= T KRS 0mIZ N A B T2 MR L7z, AT L7z iR Z SERL | 4-(2-(3,
5~/ -6-[(3-=F /T = JFIN)ATIV]-2-FF VT L ~1QH)-A /L= T L)~
VATIR9S mgE Rz,
FE 39

4~(2-13,5- 7 -6-[(B)-2-(3-A ¥ 7 == /L) E =)L - 2-AF VYT~ 1(2H)-
ANV T V)L B ETR220 mgD1,4-T A F 4.4 mlAHRIZ, CDI 99 mgz % | =
i TR L T2, IRNTK M OWRR T L2 INA, 3l BT~ Te, Ak
Z AR L T N 2OKIEIR TR . KRS 7R A CHREBR L TR AT T
BEL, 3,5-v7ra-6-[(B)-2-(3-ArFT 7 =W =L - 1-2-[4-(1H-—A 35—
N~1-ANHNVRZN)T 2= VT ) -2(1H) -3 %4577,

3,5-7um-6-[(E)-2-3-Ar¥ 7 ==/t =L - 1-2-[4-(1H-A3I&#>) —)L-1-
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ANNTIVIRZ V)T = =) LT U L -2(1H) -4 D 1,4- A 4.4 mlEHRIC
. DBU 113 mgf& OB3~(7 3 A/ R=L) 7 2 e L EERE 135 meg% Nz, 50°C C— A&
BRU7-, SR ETHm % IMERE N O madL 5N, S Ea 772, A
P 2 R AL - N LK TYRI % . KBNS TR A TR | BRI I
JE TR EU, BEE VTN NTLa~v N 57 4—TREL, 3-({[4-(2-{3,5-v
J-6-[(E)-2-(3-APF T T == LB =)L -2-F4F VYD - 1QH) A /LT L)
S ANTT IRV =V S VEERE300 mgEtR T
Fha 40

3-({[4-(2-{3,5-v7rr—6-[3-ThF T 7= /X L) AT N ]-2-4F VYT - 1(2H)-
A NNLTF V)~ A LT R VARV 7 e LERE 100 mg, THE 1.0ml & ONAF
/=1 1.0 mIDIBAHIT, IMKER{E T R LOKEE#£0.33 mlZz A, il T4
FRL7Z, RNTKm T IMBEIRZ N A PGz PRt AT L7z ik z S HL | 4
-(2-{3,5-7/rr—6-[3-=F /LT = )FI)ATF V-2 A F VYT - 12H) -V
F)-N-[B-ER XL 7 ubt /L) 2R LR X 7IR4A mga i,
FEhkia1

2-ER BT T H L ZIVIR T I35 g A —/12.6 gODMFE 50 mlEEHRIZ
K Ttert-7"F /()P AT NLF505.76 gh N4, SBIE CARFRIEEYR L7, v
THRIFAL T T =0 DK N OWERR =T V2 N A, r B EEAT o7, ATRE
AR T N D DOKVEIR TR 4 . BOKREEE 7R A TR L | IRBEZ T T
R, FilE~F Tl AEBEIRO2-ltert-7 T /L (AT )TV
FUNEH L ANVR TIRT.2T g% iz,

3,63 7m—-6-[(3-ThF T 7 = ) FIN)ATF V] 1-2-[4-(IH-AIF Y —L-1-A VT
WRZ )N T = =)V 2T NN =2(1H)-A 0 0D1,4- A3 22,0 mlEE#EIZ, DBU
6 mgh X EFe TR LIZ2-{tert=7 T NAT AT W)V AF U H L AV T
IR72 mgZ A, 60°CT - MARHELZ, HIRETHIRE ., KL O 7Lz
2 TR EEAT 0Tz, AREZE BRI T RID DOKERHR CHEA % . MK RiIE T h
VO LTS BRI TR L LTz, 072 FRIED1,4-2 43 32,0 miER
WK T IREEER0.S miZ A, IR TURFRIE R L 72, IRV TKRZINA, ATl
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TR EARL ., 4-(2-{3,5- 7 a-6-[3-=F /LT = )F I)AT )L ]-2-F4F /ey
Y =1CH) AT ) -N-[Q-ER X T L) RV AR= VR AT IR 33 mga 372
FEhf42

4-(2-{3,5-27ama—-6-[(3-T /NN T = )FINAT IV ]-2-FF VT ~1Q2H) A1}
TF )22 BAFE200 mgODME 4.0 mlPEKRIZ, WSCHEFEHEIT mg, HOBt 90 mg, 2
U )V AT ) BEREHRTS mg e NN =T /LT I81 o 1&NZ, #IRT—H
BT, IRWTARZIMZ T L7 R E AL =510 N-[4-(2-{3,5-3 71
2-6-[(3-F /N T 2 JHIN) ATV ]-2-FF VBV L~ 1Q2H) A /=T L) ALV ]
7V F—190 mgEfFT,

Fhufi43

T )L N-[4-(2—{3,5-712m—6-[(3—-—TF )L 7 = /FINAT )L ]-2-4 %V —1(
2H)-A N T )R A V]V F—890 mg, THE 1.8 mlM MAF /—/10.9 mldD
RAWT, IMAKERA LT R LUK ER#0.34 mlZ N7, SRR T —RAERBERLZ, W
TKIM T, IMHERR 2 INA Bz e AT L7 [ iR 2 A HL  N-[4-(2—{3,5-2
I aa-6-[(3-TTIVT = )X INAT NV ]-2-FF VT~ 1QCH)~A VT L)
ATV 2T mgE iz,

Fhfila4
4-2-{3,5-v7un-6-[3-=F N7 = /F ATV ]-FF eV~ 1Q2H)-A VT
F IR XTIV T ER30 mgDMF 0.6 miEHRIZ, REEAVD 230 mgfk Uttert-7"F
IV EFIVIRART BT — M54 mga N, 80°C T ALz, EIRETHMN %

KEMZATH U2 BREATLTZ,

FEHITZ[E 10 mgDDCM 0.5 mlEHRIZ ., K T M7V A 1 lERR0.2 mlz A,
SR TIRFRIHHR L7, WA IUE TR L L 50N Z IMAKER{E )R D 20K
BN ORI R U Tz, KT IMBERE T, Al L7z @2 AL | (2E)-3-
[4-(2—3,5-7mr-6-[3-TF )T = /FINAF NV]-2-FF VUV L ~1CH)-A /L=
F )T == V]T 7V LEEL.O mga 5T,

Fhufi45
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[0089]

4-(2-{3,5-27ama—-6-[(3-T /NN T = )FINAT IV ]-2-FF VT ~1Q2H) A1}
EF IRV ERTV 180 mgDEH /) — /4.0 miERRIZ, AKEL AT 530 mgs &
ORI FET0.5 %A, SR CORERITEFR , 60°CT— AR L7z, iR
ETHIm# . REMZ, M UIZFEERZE AL, 3,56-37mm-6-[3-=F L7z /%
IAF NV -1-{2-[4-(5-F A F /-4,5-VERE-1,3,4-FF /) — /L -2-()L) 7 == /L)L
F IV -2(1H)-A"297 mgZ 157z,
Fhki46

1-[2-(4-T /7 == V)= F )L ]-3,5-3 7 —6-[(B)-2-(3-AbF T T == /L)L = /L]
BV -2(1H) -4 HlETE 100 mgid Lml-2.0 mIBREIIZ, DIPEA 45 1 I (=
F V(AT IV AVIRZ V) IV N A—145 mga Nz, 100°C T B L7z, |ihF
Thn# . KM OFERR =T VEINZ . W FEAT o7, AR Z s )R
O LOKVEIE TR KBRS N A TR | IRBEARTE T AU, kiR
e =T L e O DR AW BE TR E L . N={[4-(2—{3,5-v 7 mm-6-[(E)-2-
(B-APF T T 2=/ WE =V 2-AF VYV - 1QH) AWV T L) T ==V LN
AVNAZ L AJVIR T IRST mga 577,
Fhua7

2~AY 7T 2 ) —199 mgDDMSO 1.0 miFIRIZ, KA T, 55%KE{LF R
LGH)29 meZ A, SR TLOA IR | 4-{2-[6-(T mEAT/L)-3,5-T /-
2-A % VL~ 1QH) A VT LYz B F W tert—7F /L 100 mg@DMFE 1.0 mI%
Wz, AR C— AR B LTz, K T, fafisiif e =0 20K Ot
FERR =T Va2 A AR EEAT > T, AT Z AL T N D LOK BT U
%, MEKRREEE T NI L CHZBRL | YSBEAUT MR B LT, BRI E S U SN AT L
avh 57 44— CTRRIL | BB RD4-(2-{3,6-Y7ma-6-[Q-AY T aRFy 7=z )
FINATFV]-2-AF VD - 1QH) A =T L)L B Betert—7 F/L98 mgh 15
77,
Fhuki48

3~(N 7N AT AN )T AT = /— /1556 mgDDME 15 mIEHIZ, K& T, 55%K
FAL T NI LG5 mea i, [FHR T30 % | 4-2-[6-(7 aEAT/1)-3
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[0090]

5=V -2-AF VY- 1QH)-A VI T LY REFEWAT /L600 mgz Nz, =
TR C2RERIIBR U7, Tk T G L 7 e =y 2K VRIR S OWERR =T /1
A PR EEAT o7, AR A BREALT D LK B TR . KA
fe N A CHARL | W TR LT, IREE S VST bra~ N5
4 — TR . A E R D4-12-[3,5- 7 rr-2-F% Y —6-({[3-(FN) 7 /LA 1 ARFL)
T 22 )V AT 7 Z)UAT IR D -1 QH) A NV ] T U B EE AT V578 mgk
Bz,

Fh 49
4-{2-[3,5-¥7mrm-6-(1-ER ek =F /1) 2-4F V- 1QH)-A V] T L}
L RAWEAT VAT mgDTHE 1.0 mIEEHRIZ, 3-=F /b7 =/ —/123 mg, N7 ==)b
RAT 4250 mgh O2.2M 7 A VR il =5 W (DEAD)/ MV R HRST 1 1%
NEZIN A, 50°C T3 MFHE L7, IR E TR KM OFERE =T VZINZ | 57
WHRERAT o T2, AR AL N D 2K T4 . KRS TR o A
THLRL | T2 N L UTe, IR E S VI SN T A~ N 5T 4 — TR 8
L. AR O4-2-3,6-V7mm-6-[1-G-F VT = /F )T T )V ]-2-FF /Y

P1CH)AA TR RERI] mgE ARz,

F 50
4-(2-{3,5-v7mum-6-[(3-LREF T T = /FINAF NV]-2-FF VT ~12H)-A
JVIET W) E BB tert—7 T /1100 mg?DDCM 2.0 mIEHKIZ, 2-hf mx )—)L
37 mg, N7 == )L7RAT 0107 mg K O82.2M DEAD/ ML #2018 mIZ AN
Z B TR U, WAL TR E% . REE I AT b m<]
77 4—THRHRL ., 4-{2-[3,6-27mrmr-6-{3-Q-TrF T T )T = /F T IAT L

—2-AF V- 1QH) A V=T )LV B B tert—7 T /150 mgZ 4597z,

FEhki51
4-(2-{3,5-v7mum-6-[(3-LREF T T = /FINAF NV]-2-FF VT ~12H)-A
VT V)22 B B tert=>"F 1100 mgDCM 2.0 miVA#RIZ, 2~(F b 7eRm-2H-1
T2~ AN FIN)TH ) =0 i, N7 == )LIRAT 0100 mghk OR2.2M DEAD/
NVE V0,18 mIZ AV % | 28R C—HAIBFR U7, VI I80E T L, 7%



WO 2008/149965 54 PCT/JP2008/060417

[0091]

WEVHTNAT LI NS TT7 4—TRERL | 4-{2-[3,6-v 7mm-2-43%/-6-({3
~[2~(FTFTERE-2H-E T -2-A VA F )T FU]T = ) F AT L)YV -1(2H)
—A V] T NV B Wtert—7 F 1120 mgz 77,

4-{2-[3,5-/mrm-2-A4% /-6-({3-[2-(FT MR e —2H-E T —2-A /LA F )T
T 2 )XIARXTF I -1 QH)-A IV =T L B i tert——"F /L 110 mg?TH
F 2.2 miEHEIT, 6MEGIEO.2 mIZNA, —HADMBIR T L7, S EThuntk ., K
K Oamdv L&A, SHREEAT -7z, AREZ R b D 2OKER T
Ver s BEKRIENE T R L THIRL | BB E T8 L LT, FRIEZ IMUKIER L7~
U KRR AR L . IMEE R AV N Z KRR Z T Fn LTz, SR Z N A T
MUz R ZAE L, 4-2-[3,5-V7rmr-6-{3-Q2-ERa¥ v o hd )7 = /F AT
JU=2-FF VD -1 QH) A V=T LY BAEER9.0 meZ i,
FE i 52

4-2-3,5-V 7 B E6-[3-TF /T = JH I )ATF V]2 A F V- 12H) A L}
TF LY BEEAT 1200 mgDODMF 4.0 miRHRIZ , iR TAF/LARTEESS mg, IR
23 R 2100 mg My VT h7F AN T == /LIRAT 4 )23532% 0) 30 mgZNZ .
120°C T3 A MBHEL 7=, |IRETHIN# ., NEMZETIAAEL, AHETE T
L7z, RS IN TN BT LI~ T 7 — TR | 4-2-{5-7 = E-6-[(3-=
FIVT = )X ) AT IV]-3- AT ) =2-FF VN -1 QH) A VT V)22 B AT
V50 mgh 5Tz,
F il 53

4-Q2-{3-7 mE-5-/n-6-[(3-T N T = JF ) AT )V]-2-FF VL ~1(2H)-
ANNET I RBEFEAT V100 mgD1,4-—AFH 2.0 miEFKIZ, BIR TAT LR
g3 mg, IREEEL T ATT mgh T RIF AN T 2= LIRAT 42)3500 1(0) 1
1 mgz Nz, 30 MMBGRTEL 72, |BRETHm%E ., Az e7( A EL., Ak
W TG LT, BRI E VSN AT La< N7 44— TR 4-(2-{5-rmm-
6-[3—=F LT = )FINATF)L]-3-AF )L—-2-FF VNV L~ 1 QH) A LT L) 28 B
FWBAT INT mgh i,
FE il 54
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[0092]

4-2-[3-7 a2 E-5-2rum-2-F%V-6-{[3-(FN 7 /A AN I) T = /F AT
VU= 1@CH) A V=TIV BRI AT L 130 mgdd1,4- A F 43,0 miAERIZ, &
7 e LR EE40 mg, Vg =) 5110 mgh T FIF AN 7 2 )LIRAT ¢
2RTVYAN0) 50 mgZ A, 90°CTI H MLz, |RETHNHE ., Nahzt
TANALEL, ARZWIE Pt LTz, BRIEZ VTN AT L0~ N T7 40— T
B, 4-2-[5-/nr-3-v /a7 )L-2-4%V-6-{[3-(FN 7N A AT )T = /%
VIAT RN -1QH) AN T N BETRAT V15 mgZ iz,
FehiB55

4-2-[5-7 2 E-3-/um-2-F%V-6-{[3-(FN 7 /A AN L) T = /F AT
VU~ 1@QH)~A V=TI e BEEE AT /L109 mgODME 1.0 mlIFHZIZ, B -n-7"F
JVE =L 997123 mg, 7 b A59 mg, AV LS4 mgh YT FIFA ()7
TZIVIRAT ) 3T 5 (0) 11 mgZ AN A, 90°C T AR L7, =il %
THm R BORAE T =0 LK K OWRRR =T V2 A S E a1 T -7
o AR Z AL T N LIRS TUei 4 . KRR TR LTz | T
I T E U, BRIEZS VAT NAT LI~ 57 o— TR | AR 04
—{2-3-27a-2-A4F%V-6-{[3-(FN TN ABANFL) T = ) F AT )U-5-E = LYY
V1CH) AN T NNVEL BERAT V12 mgZ 1577,
Feh 56

4-02-[6-7 2 E-3-rma-2-4%V-6-{[3-(FN) 7 /WA BANE L) T = /F AT LI
VYL =1QH)~A V] T 22 BFFEE AT /L52 mgDN-AT/L-2-E' )R 2.0 mlEK
(2 AZ L ZIVT 4 T RIT BAT mg K OF VA5 — 888 mgZ Nz, — A g
Titl7z, S|IRETHME . KR OBHRT T VE A SR FEAT o T, AtklEs
A LT R LOKEEIR TURE% . BOKRRER T D L TR | BB T
Mg L7e, BRIEE VAT N AT 00T 7 0—TIERL . AEEERDAT L 4-{2-
[3-7n-5-(AF WAV T 4= )V)=2-A %V =6-{[3-(FV 7N A AR T = /5% ]A
F NNV ~1QH) ANV T V22 B EFEE2 L mgZ 15T,
Fehi 57

4-(2-{6-7 2E-3-7a-6-[(3-LT /LT = /XN AT )V]-2-FF VT~ 1Q2H)-



WO 2008/149965 56 PCT/JP2008/060417
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AN T V) BFERAT V180 mgD L 1.8 mIM VK90 p IDIREWZ, 7
7 e LRV EEG] mg, VU EE = BV 303 mg, P/ ~F I LR AT 0220 mg
K OWERENTV0 58 mga M A, —MAMEGETR LT, SIRETHM% ., KK OEE
W IV INA . R EE T e, AT 2R L 7R LK B TR 4 |
HEKRIE TN D LT  TEEE I TR E LT, FRIEZ VAT VT 8o m~
W57 4 —TRBIL . A EKRD4-C-{3-/nu-5-v /a7 ne )L-6-[(3-=F L7
T )XINATFIN]-2-FF VN -1 QH)-A VT L) e BEEE AT )L 68 mgZ {57,
FE k58

4-2-3,5-V 7 B E6-[3-TF /T = JH I )ATF V]2 A F V- 12H) A L}
TF IV BEFEAT 1405 mgPDIL T 3.4 mI} OUK170 1 IOIREWIT ., AT LR
U176 mg, VM = AV AT82 mg, NSV A~F T LIRAT 4262 mg M OVFERE /<
TV L25 mgk N4, —HEAEINBGRTELT-, RIBE TR, K& OFER T L%
INZ AR R T 72, B E B T N 2K CHeiE 4 . KRR
TR NTHIERL | BRI TE TR B LT, IR ES VBT VT LI a~ 57 4
—CTRRL AABERDOLE 250 mgZiHiz,

O EIROIE G184 mgDTHE 2.0mlF L UNAZ ) —)L 2.0mlDOIRATEBEZ, IM
AKEEAEF P KBS 2.0mIZ N %, 3043 MUNBGER L 72, Kim TIM SR K
ZNZ SOGTRZEFEYEE L | BERR =T L2 N2 SR B E A AT o7, AR 2 fafitii
TR KB TG4 . MEKBRER T MUY A CHEEEL | JHUE P Clia R £ LT,
PRS2 HER =T /L 3B L On—~F o ORAWECCEMEL . B Ro4-(2-6-[(
3T NT 2 )X ATIL]-3,5-U AT )L -2-FF N~ 1QH)-A VT L) 22 B
FIR159 mgZhyic,

F 59
4-{2-[3,5-V/mm-6-{2-Q2-tRaF L =T /)T = ) F VAT V-2 A FH BV -
1@CH)~A V] T )L ie BB AT /195 mgDDCM 1.5 miARIZ, 12MAKER LT R
LAREEHRO.4 ml, ¥ AF /U0, 38 mlf QAL A~V N = F /LT B = 5.0
mgz N2, FEE T AL, |IRETHRMm %, BEEe— T /L &k O
FoU LR E A SR EEAT 72, AHIEZ SR L T MY LOKEEIR TG
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ik MEKBREE T NI L CREBEL | BWIEAWUE FRE B U, BREE SV V7 2
57 4— TR, AR D4-2-[3,5-2 7 mr-6-{2-(2-ARFT =T /L)
T 2 )X IAT U2 YD~ 1 QH) A V] T L2 DR AT V8T megE S
77,
Fha 60

1,3-CeRa-1H-A 5 =1-A (M) T 2= L)IR AR = A7 3R 1.36 g ON,4,7
,10,13,16-~FHAF raAt s 25 H 157 mgDDCM 3.7 mIBREHIC, R
D 5410 mgZ M A | SR C20407 MR L7z, W T4-[2-(3,6-V 7 ma-6-7k /L2
AV~ 1QH) ANV T NN BFEEAT V210 mgz Nz, FIZ2REEIEEE
L7z, KT SR T o =0 DOKEEHR B ORI =T )V 2 N2 TR F AT
W, AHE A AL D N ORI . BOKEREE T N A TR |
PP TR AU, BB TIN I T A N T T o— TR | SR
DA-{2-[3,5-7ar-6-(2,3-VERa-1H- AT 2 ~1-AVF L AT )L)-2-F4F /')
VU 1CH) AN TF UV BB REAT V222 mgZ {577,
FEh k61

B A7 RN T 2= V)R AR =Y A7 BIR587 mg®THE 3.5 ml%
WRIZ, KA, HUY Stert-7 M R138 mgz Nz 2055 IR L72, RN, [A]
T4 [2-6-7 2 E—-6-RNUL-2-AF VT~ 1QH)~A V)T V]2 BEREAT
JL150 mgZ A, HUZ2RFRRIHRFEL 72, K T SNk by & =0 LZOKEHR S O
el =T V2 A TR BTV A E 2 i Ak o R LK IR L4
KBRS ND L TR | WS DRE FURE L T2, SR ALY B ST s m
< NTT7 4 —TRBIL | S EERO4-2-B5-7 2 E-6-[(E)-2-(3-APF T Tz =/)E
SN2 AV VT - 1) AN T V)2 BAETRAT V124 mgZfFiz,

4-2-{5-7 1 E-6-[(E)-2-(3-APF T T == /L) =L ]-2-A4F VYU -1QH) A
VT V)L B EREAT V124 mgDTHE 1.2 mlf AZ /—11.2 mlDIRATRBE
 IMZK BT BIY 2OK L2 mlZ TN %, 3053 BUMBGE S L 72, VTR T L
M2 INZ S B S U T L7 B A2 S E L CAZ ) — LK CEREL , 4
-2-5-7rE-6-[(E)-2-(3—A Y7 BEINLT ==L E =)L ]-2-AF Y E DD - 12H) A
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[0094]

I TV )L B WELSS mea Tz,
FE 62

4-(3-[3,5-v /-6 o AT )L )-2-4F VN~ 1QH)-A V] e Ly
EAFWEATF /L60 mgODCM 1.2 mIEIRIZ b~ 14 mga iz, IR T—#
BARYE LTz, NEWZ B TARAEL , HUREWIE TR LT, FRil%~%F1 T
R, 4-[3—(3,5-2 7 -6 /L L—-2-FF Y VDU~ 12H) A V) 7 e L2 B,
FHBEAT)LE5 mga {57,

(B-ARFI R VNN T == LR AR A7 BIR237 mg? THE 1.0 mISRE K
(2K VD Stert=7 FRIRBT mga A0 IR L . ERL ThRDILZ4-[3
—(3,5- 7 -6-7R/LL-2-A X VNV - 1QH) A V) e )V BB AT L2
7 mga A LREIHEFR U7, DK N, SR b 7 e =0 LK L OVEE —
IV INA TR EEATUN, AHE A B R AL TR LK B TR % . KA
fe N A CHARL | W TR LT, IREE S VST bra~ N5
A —TTRHRL | 4-(3-(3,5- 7 ar-6-[(B)-2-(3-APF T 7 ==/ =L ]-2-F4F /B
D1CH)AANT B V)R RETRAT 134 mgE AT,

Fh 63
4-2-{6-[(B)-2-(3-7 /7 == /W)= V-3, 5-U7mm-2-A % V-1 2H)-A
JUIET W) E R tert—7 T /1150 mg®DDMFE 3.0mIEEHRIZ, fREEAV T 25100 mg M
OFUAEAT VA2 12 Nx, BT AR L7, Kim T, ik s=w
DK K O =T V2 N A TR E2ATV S AiE 2 fafntfifv 7w A0k
BEHCTURI S . BRI T )Y L THIGRL W2 RUE TR B LT, FREET Ul
FNHTET NI TT7 0= TR, 4-{2-[3,5-V7rmr-6-{(B)-2-[3-( AT LT3
N7 2=V e =24 VE YD - 1 QH) AV =T U2 B ftert=7" 9 /120 m
X s
Fh 64
4-(2-{3,5—v7/ma-6-[(B)-2-Q-hFT 7 == /L) = L |- 2-A4F VYU - 1(2H) -
ANNET IV Z BAFWRAT V1.3 gDOFFIETT /150 mIEEHIZ, 10% 370 L-fRFE(5
0% 7K )65 mgZ Nz, KFEFZPHS T, EIR CoRe MBI LIz, NEME 2T AR5
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[0095]

KL, AHRZERITE MEMEL, REES VB 5V T La< 57 4—THREL, B
7 LT 7 AR D423, -V /rr-6-[2-Q-T L T ==L T )L -2- A%
BV -1QH)-A T N )L BE AT V.2 g3z,

Fh 65

4-2-[3,5-V/ur-6-{(E)-2-[2-7 VA u-5~(F) 7 VA BATF V)T =)L [ = )12
43XV~ 1QH) A V] T )L 2 D EE AT 71150 mgDFERE =T /1 1.5 mIEHR
(L 10%/ X720 I-fR 3150 mgZ A, AKFEIRPHA T SR T2 A MR L-, R
Wze7ANAEL, BIE N T E LU, Rk E VAT N AT La~ 57
A —CRL | M A 157,

RO AMEIAROTHE 1.5 miE#IZ, IMZKERAL TR LOKEEIR 100 1 12 nZ
RN BT LT, IR E TR R . BOGHRZIE TIAEL . okm T IMAERR
ZMA TN KEMZTHT L ZZ@ R E AL | 4-{2-[3,6-v 7rr-6-{2-[2-7 /L
A -5~ )7 IVABRAT V)T 2= )V T - 2-F ) U - 1QH) A V=T L
2R3 mga iRz,

Feh 66

4-2-6-[3-T B rF T T = ) F AT IV]-3,5-V/na-2-4 % ) -12H)-A
JVIE T V)2 R AW tert=7 F /1320 mgD AKX ) —/16.4 mIEHRIZIRFEA VT 25100 m
gh Nz, BT AR U7z, RONIRICERRE =T /L R O R e 7 e = 4
KRGS N TONREAEZATV N AR A & Stk 7R 2K TR L
AKRBEE T D AT TR RE TR EL B 04-(2-(3,5-37mm-
6-[(3-EREF T Tz ) HINATF V] 2-FF VDT~ 1QH)-A VT V) 22 B & Wite
rt—=>7 F /L 250 mg& 1577,

Fhu 67

4-(2-{3,5-7a-6-[(F)-2-3-=rr7 == /L) =)L ]-2-FF /N ~1(2H) -1
IV T V) B R i tert—7"F /1600 mg?D T /) — 112 mlf OVK6.0 mIDIRATAR
12, #8325 mg R UL T =0 162 mga A, iR T & BRI LTz, RNEm%E
TIANAEWR AWREIE FisHE LT, BIEES VTN AT LI~ NI 57T 4—T
FEHRIL  4-2-{6-[(B)-2-(3- 737 == /WE =L ]-3,5-0 /mm-2-4F Y- 1(
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[0096]

2H)—A VI TF L)% B s tert—7 F /L6500 mgZ {57~
Fhu k68

4-2-[6~(T TFE AT )L)-3,6- /-2~ F VeV~ 1Q2H) A /L] =T NV B
W AT 1120 mg?D T B hr3.6 mEIRIZ, IRIEH VY L1199 mg R O~V T T =
J—=IV 143 mgZ A, —HEAIMBGERTE LT, IR E TRt BTV & O i
HAe T =0 LK E A, BRI EEAT > T, AIEZ i kT Fw 20K
S CUE S . KRR TR D A TR | B DE TR B LT, RIEA T YD
FNATEI A~ T 57 40— TRL | Bk oG5 W 144mgZ 1572,

SN MR OL A Y144 mgDd1,4— A2 53,0 mIFEHIZ . 6MEGEE3.0 ml
ZNAT—REINEE L 72, IR E TR, KON =T L2 A, 53k
VEEAT-T2, B Z R L) N 7 2OKIRI CRIT 4 . BEKRREET R) A Tz
B EIEERITE N B LT BRI AL VA TN BT LI N 5T — TR T
FEfE =T L K OB DR AT THEIR LS L, 4-(2-{3,5-V7mr-6-[2-1(V 7
RS T o JXINATFV-2-FF VU L~ 1 QH) A V=T L) 22 B E29 meh 157~
Fhu 69

4-2-[6-T7 TFE-6-(7 TFEAT V)2~ F VT - 1QH) A V] =T U122 B R A
F/1100 mg?DMF 2.0 mFHRIZ, IREEA VD 248 mgk U2~ hF T 7= /—/L48 m
gz Nz, 60°CT—HAMBILL -, |IRFETHMm %, e =T v &k O fnifiib 7
EZY LKERE N, 3R E AT o7, AR Z St b ) o LOKEE CHE
ik MEKBREE T NI L CREBEL | BWIEAWUE FRE B U, BREE SV V7 2
a7 0 —THEL, BEABEEROIEED104 mga 137,

5N AGEROIEA Y100 mgdTHE 1.0 mIM A% /—/11.0 mlDIR &AL
(2L IMZKERE T NI LK EEHR 1.0 ml& N A, 304y MUMBEFE L 72, ki T IMME
e A BOSH L L, AT U7 R E A I L TR DAL R E A2 ) — L /KB
L, 4-QC-5-7 2 E-6-[2-mhF T Tz /F)AT V-2 A F YT - 12H) AV
VET V)L DRl mgafT o,

FEha 70
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[0097]

[0098]

A{(E)-2-[6-(T @ AF)L)-3,5-r/aa-2-4F /)0~ 1QH) A /L e =)L
B tert=7 T /1220 mgD 7 B 4.4 mIAHEIT, SR CTHRE AT 290 mgM ON3-
TF T = ) —V82 mgE A, —HEAIMBGRTRE LT, IR EThHm L., BEfg =T /1
K ORI T o =0 DOREERE N A Sy EaA T T2, A E i o
R LOKERIE CHES 4 | MEAKRREE T R A CREMEL | TR W0 TR B L7, 155
TR REA0 mgDDCM 2.0 mlIEHRIZ, KT M7 VA T fERR500 10 1% 04, Al
C2RFRIEFR LTz, T2 TR R AR SRR = T L e O DIR AT
BECREIREL ., 4-[(B)-2-{3,5-27mm—-6-[3-F LT = /X I AT/V]-2-FF /LY
V- 1CH) A =V QA2 mga AT,

FERaBN 1~ 7 K OFERaBI27 ~ 7000757 15 K Ciipe LGS & Rk L T, Rae&kic
R EIEFIS~26 K OFEHMBI71~358DbH W% | 2N E NG T DI i
LTl LTz, 25 B A A P ofitia 226 ~9 K 0326 ~5912, WP A7
— 2 M OGS EEZ R 10~11 K OFEB0~T1ITRT,

E7z, FEha ], JEG] K O FER LT O 5% VWD,

PEx: BUEH], Ex: K, Data: # L7 —F (NMR:DMSO-d H19O1H NMRIZHS
iF% & (ppm), FAB+: FAB-MS (RHZIr 572 FRD(MHH) %579, FAB-: FAB-MS (
KT W72V R (M-H) %397, ESI+: ESI-MS CERZWrS72U FRO(M+H) %7539, E
SI=:ESI-MS (RFIZBrS 72 FRO(M-H) 27~ 3), EL:EI-MS (RHZBiHZ2 W BRD(M) %
), Cl+: CI-MS BRIV BRO(M+H) %774), APCI+: APCI-MS CRRIZI 572
WERD(M+H) Z7=73), APCI/ESI+: APCIEESID[RIRFHIEZEILL , FHZB D70
BROMHH) %779, Structure: i =, Syn: 85 7 1k i, £ 0%E 5% L
LU THTHIEEWERIRIC, T D R0 -V Tl L= 222 Rk, 4505
DHNZPA DL AT OF T2 BIEFIE 5L TH TG ME BRI, XS
HIEEN HAWTHELE L2282 779) , Me: AT L Bt: =F )L tBu:tert—-7 /b iPr:
AV BE I Ph: 7 ==L TRA: N7 VA ik, £72, £l 1100t 5D L)
(2 AL ZHR A IIE) AR L DR DRAY ., 3o E, (BE)-AE 21K
EHLLTHLNPRFFE THOLZEZRT,

[0099] [F2]
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Pkx | Syn Structure Data
i
b CI” N O/\©/OM9 1:219
0
| NH
9 P2 20 [S]+:232
K@OMG
0O
NN <@ .
9 o | N CO,Et EST+: 344,
Z~Me 316
Br
O
Ao~~~ COEt ol aoe
20 | pa N CO, ESI+: 122,
/ N Br 124, 126
Br
O
AN Et e
o | b Br N 0, FST+: 122,
‘ Z 124, 426
Me ’
Br
@)
Br N/\/\/\/CO2Et EST+: 500,
2 P4 I/ Br 502, 501,
506
Br

[0100] [F3]
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i /\Q/COZME
N FAB+: 350,
23 | P3 | 350
- Me 4
Br
i /\/Q/COZMe
/ N FAB+: 428,
21| P4 Q/Br 430, 432
Br
O /\/©/COZM6
o | s Br N ESI+: 428,
‘ 430, 432
Z“Me
Br
O /\Q/COZMe
o | pa Br-~nN ESI+: 506,
B L Br 508,510, 512
Br
% /\/©/C02Me
3 | s Cl N ESI+: 340,
342, 344
7 Me
Cl
o COMe
Cl EST+: 418,
4 | P4 N 5 420, 422,
7 r 424
Ci
COZMe
5 P5 /\/@ CI+: 291
|
O
AN TN TN .
s | pe Br 7N COMH FAB+: 410,
__OH 412, 114
Br

[0101] [F4]
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O
] Br ‘ N/\/\/\/COZET EST+: 438,
T ~.OH 440, 442
Br
O
Br | N/\/\/\/COZEt FAB+: 436,
a 0 438, 440
Br H
2 /\/©/C02Me
% | pLo Br N ESI+: 486,
A0 Me 488, 490
i
Br O
X /\/©/COZM6
, Br~N ESI+: 444,
12| Pl l_L_on 446, 448
Br
% /\/©/C02Me
Br“N FAB+: 442,
2| P l _L_o 444, 446
Br H
0
| U EST+: 222
14 Pl AN Me 224, 226
Br
i /\/@COZMG
R - Cl N CL+: 384
386, 388
7 ~Me
Br
CO,Me
Cl % N@ ESL+:
30 | P9 | N 462, 464, 466
NBr 168
Br

[0102] [F5]
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i /\Q/COZMe
Ci :
N CI+: 398,
16 P16 | o 400, 402
Br H
0 /\/©/COZtBU
g s Cl | N FAB+: 382,
384, 386
= Me
Cl
0 COZtBu
9 | PY | N 462, 164,
Pz Br 166
Cl
o) /\/@COZtBU
" - Cl N FAB+: 440,
L O\H,Me 142, 444
Cl o)
0 /\/@COztBU
Cl :
B I N FAB+: 398,
J_ oH 400, 402
Cl
O /\/@,COZtBU
A - Che N FAB+: 396,
| A0 398, 340
Cl H

[0103] [F6]
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N
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N/\/\/\/CO H
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14

15

NG OMe
Br

; Cl | N
NG OMe
Br

- Cl | N
NS OMe
Cl
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23

OMe
O
Br N/\/\/\/COZEt
|
24 N OMe
Br
Br
N
25 | AP OMe
Br
0 /\Q/COZMG
Cl
N
2 '/ P OMe
Br
0 /\/@COZtBU
, Cl | N
Az OMe
Cl

[0107] [3£10]

PCT/JP2008/060417



WO 2008/149965 70 PCT/JP2008/060417
Ex Syn | Data
9 1 | ESI+: 380
11 1 | ESI+: 438, 440
ESI+: 516, 518, 520
NMR: 1.18-1.27 (4H, m), 1.38-1.48 (2, m), 1.60-1.70 (21,
12 1 |m), 2.12 @H, t, J =8.0Hz), 3.75 (3H, s), 3.98-4.06 (2H,
m), 5.20 (2H, s), 6.58-6.68 (3H, m), 7.22-7.28 (1H, m), 8.26
(1H, s), 11.96 (1H, s)
13 1 | ESI+: 458, 460
ESI+: 536, 538, 540
0 0 NMR: 3.01-3. 11 (2H, m),3.75 (3H, s), 4.22-4.31 (2H, m), 5.23
(2H, s), 6.60-6.70 (3H, m), 7.22-7.30 (3H, m), 7.81 (2H, d,
J =8.4Hz), 831 (14, s), 12.88 (IH, s)
FAB+: 460
MR: 1.19 (6H, d, J = 6.8Hz), 2.87 (IH, septet, ] = 6.8Hz),
1 1 13.02-3.12 (2H, m), 4.21-4.28 (2H, m), 5.21 (2H, s), 6.87-6.96
(3H, m), 7.21-7.30 (3H, m), 7.81 (24, d, J = 8.0 Hz), 8.10
(IH, s), 12.87 (1H, s)
EST+: 478, 480, 482
NMR: 3.02-3. 11 (21, m), 3.72 (6H, s), 4.20-4.29 (2H, m), 5.19
14 2 | (2H, s), 6.20 (I1H, dd, J =2.0, 2.0 Hz), 6.25-6.28 (2H, m),
7.29 (24, d, J =8.4Hz), 7.84 (2H, d, J =8.4 Hz), 8.10 (1H,
s), 12.89 (1H, s)
ESI+: 512, 514, 516
NMR: 1.16-1.28 (4H, m), 1.34-1.48 (2H, m), 1.52-1.64 (2H,
- 3 m), 2.09 (2H, t, J = 8.0 Hz), 3.80 (3H, s), 4.01-4.12 (2H,
‘ m), 6.93-7.01 (21, m), 7.06 (11, d, J = 16.8 Hz), 7.20-7.26
(2H, m), 7.35 (1H, dd, J =8.0, 8.0 Hz), 8.22 (1H, s), 11.93
(1H, s)
ESI+: 532, 534, 536
NMR: 2.97-3.04 (2H, m), 3.82 (3H, s), 4.27-4.34 (2H, m), 6.80
A y (IH, d, J = 16.4 Hz), 6.89 (IH, d, J = 16.4 Hz), 6.94-6.99
(IH, m), 7.14-7.19 (24, m), 7.23 (2H, d, J = 8.4 Hz), 7.35
(I1H, dd, J = 8.0, 80 Hz), 7.81 (2H, d, J = 8.4 Hz), 8.27
(14, s), 12.88 (1H, s)

[0108] [F11]
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EST+r 48K, 190, 192
NMRT 2.95-3.05 (21, m), 3.82 (3, <), 1.25-1.36 (2H, m), 6.79

; ) (1, d, = 16,1 02, 6.90 (111, d, | = (6.1 1lz), 6. 95-7.00

‘ ' (I, m), 7.01-7.18 (21, m), 7.22 (21, d, J =801z, 7.33

(HE dd, ] = 8.0, 80 Hz), 7.81 21, d, J = 8.0 Uz, & 13
]

(1, =), 12.8% (1B, =)

EST+: 111, 116, 118

NURS 2.98=3.05 (21, m), 3.82 (31, s), 1.26-1.35 (21, m), 6.83
(I d ) = 16,0 ), 6,90 (ML dy J = 16,011, 6.95=7. 00
(MM m), 7.013=7.19 2, m), 7.21 (2, d, J = 8.0 Hz), 7.35
(1, dd, ] = 8.0, 8.0 1), 7.80 2, d, J = 801z, 806
(1, s), 12,88 (1, s)

17 P3| ES1+: 391

19 B ST a66, 168

20 6 | ESI+: 511, 516, 518

21 6 ESTes 472, 471
22 6 ST+ 550, 252, !

6 6 EST+H: 162, 161,

23 6 FAB+: 192, 191,

21 7 IFAB+: 510,

25 7 ESErD 546, &

26 7 ESE B0Z2, 504, 506
7 ES[HD 500, 502, 501

)]
[
| T s | e | D

1
sl

[0109] [F12]
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PEx | Syn Structure Data
o CO,Me

Ci N
32 | P32 | El: 353, 355, 357
= O
Cl H
0 COzMe
Cl N
33 | P33 | ESI+: 370, 372
pZ OH
Cl Me
CO,Et -
34 | P34 w ESI+: 201
HO
CO,Et
35 | P35 ﬂ El: 238,239
HO OEt
(|)\ CO,Et
36 | P36 Meﬂﬁ‘o\/o/ ESI+ 279
0]
0 CO_tBu
Cl N
37 | P37 | ESI+: 382, 384, 386
= Me
Cl
0
Cl N
38 | P38 l/ /\/\©\ ESI+ 354
Me COZMe
Cl
39 | P39 N ESI+: 274
| 2
HO Me
i /\/©/CO2M6
40 | P40 ﬁ[\i ESI+: 288
HO > "Me

[0110] [F13]
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i /\/©/C02Me
41 | P4l o [N EI 419
F,C-5-07>""Me
0

T /\/©/C02Me
2 | P42 7N ESI-: 272

Z~Me

X /\/©/NH2

Cl N HC! s

43 | P43 l/ P OMe ESI-: 415

Cl

h

44 P44 @—Pﬂ : AiPr ESI-: 39

ESI-: 384, 386, 388

46 | P46 | El: 505, 307

47 | P47 | El: 349, 351

[0111] [F&14]
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0 CO,Me
Cl N
48 | pas | ESI+: 346, 348
Me
O /\/©/C02Me
49 | P49 |/N ESI+ 312
Me
i /\/©/C02Me
50 | P50 | N FAB+ 312
7 Me
Cl
51| P51 | /N 5 Cl+: 334,336
Me H
0O
52 1 ps2 | P ESI+: 204, 206
; Me
| Cl
0 COztBu
Cl N ™
53 | P53 | FAB+: 380
= Me
Cl
o COH
Cl N
54 | P54 | ESI+: 326, 328, 330
s
Me
Cl

[0112] [315]
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5 L
55 | pss Cl N FAB+ 325
= Me
Cl
0 CN
Cl N
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Ex | Syn Data

27 | 27 | ESI+: 504, 506, 508

28 | 28 | ESI+: 522,524

29 | 29 | [ESI+: 486, 488

30 | 30 | ESI+: 516,518,520

31 31 | ESI-: 428, 430,432

32 | 32 | FAB+: 470,472

33 33 | ESI+: 486, 488

34 | 34 | FAB-:500

35 1 35 | FAB+: 506

36 | 36 | ESI+: 609,611

37 | 37 | ESI+: 532,525, 526

38 | 38 | FAB+:445

39 | 39 | FAB+: 607

40 | 40 | FAB+: 567

41 41 | FAB+: 553

42 | 42 | FAB+: 531

43 43 | FAB+: 503

44 | 44 | ESI-: 470,472,473

45 45 | FAB+: 502

46 46 | FAB-+: 536

47 | 47 | ESI+: 532,534

48 | 48 | ESI+: 532, 534, 536

49 | 49 | ESI+: 474,476,478

50 | 50 | ESI+: 562, 565

51 51 | FAB+: 478

52 52 | ESI+: 484, 486, 487

53 53 | ESI+: 440,442,443

54 54 | ESI+: 522, 524

55 55 | ESI+: 508, 510

56 56 | ESI+: 560, 562

57 | 57 | ESI+: 466

58 58 | ESI+: 406

59 | 59 | ESI+: 490, 492, 494
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NMR(400MHz): 1.26 (6H, d, J = 6.8 Hz), 2.88-3.04 (3H. m),
4.19-4.29 (2H, m), 6.41 (1H, ,J =9.6 Hz), 6.77 (1H,d, J = 16.4

o1 | o1 | H2). 685 (1H d,J =164 Hz), 723 (2H, d. ] =8.0 Hz), 7.28, (IH,
d.J=7.6Hz), 735(1H, dd, J = 7.6, 7.6 Hz). 7.40 (1H. d, J = 7.6
Hz), 7.42-7.46 (1H, m), 7.67 (1H, d, J = 9.6 Hz), 7.80 (2H. d, J =
8.0 Hz), 12.90 (1H, s); ESI+: 466

62 | 62 | ESI+: 472

63 | 63 | ESI+: 513,515

64 | 64 | ESI+: 474, 476, 478

65 | 65 | FAB-: 500

66 | 66 | FAB+: 490

67 | 67 | ESI+: 485, 487

68 | 68 | ESI+: 490, 492

69 | 69 | ESI-: 470, 472

70 | 70 | ESI+: 443, 446

71 | 68 | ESI+: 492, 494

72 | 68 | ESI+: 488, 490

73 | 2 | ESI+: 476, 478, 480
NMR(400MHz): 1.11 (6H, d, ] = 6.0 Hz), 3.07-3.19 (2H, m),
4.32-4.42 (2H, m), 4.50 (1H, septet, J = 6.0 Hz), 5.20 (2H, s),

74 | 5 | 6.87-6.94 (1H, m), 6.98-7.05 (2H, m), 7.14 (1H, d, ] = 7.6 Hz),
730 (2H. d, J = 8.0 Hz), 7.84 (2H. d. J = 8.0 Hz), 8.05 (1H, s).
12.87 (1H, s); ESI+: 476, 478: ESI+: 476, 478

75 | 1 | ESI+:492, 494, 496, 498

76 | 1 | FAB+: 444

77 | 1 | FAB+: 458

78 | 5 | ESI+: 458, 460

79 | 1 | ESI+: 484, 486

80 | 1 | ESI+: 444, 446

81 | 1 |ESI+: 504, 506

82 | 1 |ESI-: 532, 534

83 | 1 | ESI-: 501,503

84 | 1 |ESI+: 502, 504

85 | 1 | ESI+: 476,478

86 | 1 | ESI- 474, 476

87 | 1 | ESI+: 460
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NMR(400MHz): 1.36 (3H, t, ] = 6.8Hz), 2.93-3.09 (2H,m), 4.08
(2H, q,J = 6.8 Hz), 4.23-4 37 (2H, m), 6.83 (1 H,d,J:1644Hz),

33 6.89 (IH, d, J=16.4 Hz), 6.96 (1H, de:?_ ,8.0Hz), 7.13 (1H,
d,J=80Hz), 7.16-7.19 (1H, m), 724(2H d,J=80Hz), 7.33
(lH dd, J=8.0,80Hz),782(2H,d,] =80H z), 8.06 (1H, s)
12.89 (lH, s); ESI+: 458, 460, 462

89 ESI-: 456, 458
NMR(400MHz): 1.12 (3H =68 Hz), 2.75-2.84 (2H m),
2.88-3.03 (4H, m), )91( J:68Hz),4214 8 (2H, m),
6.86 (1H, dd, 1 = 7.6, 76Hz) 694( H,d,J=76Hz), 7.13 (2H,

90 de~]676Hz)7177”“(1H m),733 2H. d, ] = 8.0 Hz),
7.89(2H, d, J=8.0Hz), 798 (1H, s), 12.92 (1H, s);
ESI+: 460, 462, 464
NMR(400MHz): 1.25 (6H, d, J = 6.8 Hz), 2.87-2.99 (1H, m), 3.03
(2H,t, ] =7.2 Hz), 430(2H,t J=72Hz),682(IH,d, J=16.0

o1 Hz)686(lHdJ:l O Hz), 725(2H,d. ] =8 OHz)7”8(lH
ddd,J=16,16,76Hz), 735(1H,dd,J=7.6,7 6Hz) 7.40 (1H,
dde~161676H)743—7.46(1H,n),7 (7HdJ—80
Hz), 8.06 (1H, s), 12.89 (1H, s); ESI+: 456, 458, 460

92 ESI+: 500, 502

93 ESI+: 500, 502

94 ESI+: 500, 502

95 ESI+: 500, 502

96 ESI+: 456, 458, 460

97 FAB+: 488

98 ESI+: 472,474, 476
NMR(300MHz): 1.01 (3H, t,J=7.2 Hz), 1.68-1.84 (2H, m),
2.96-3.07 (2H, m), 3.99 (2H, t, J = 6.3 Hz), 4.24 437 7H m), 6.84

99 (IH,d, J=16.5Hz), 6.91 (1H, d, J = 16.5 Hz), 697(1H dd )=
1.8, 7.8 Hz), 7.13 (IH, d,J=78Hz), 7.16-7.21 (1H, m) 72 (2ZH
d,J=8.1Hz), 733 (1H d J=78 78Hz), 781 (2H,d, J =81
Hz), 8.07 (1H, s), 12.90 (1H, s); ESH 472,474, 476

100 ESI+: 474,476

101 FAB+: 474

102 ESI+: 498, 500

103 ESI+:; 472, 474

104 ESI+: 472474, 476

105 ESI+: 474, 476
NMR(400 MHz): 3.00 (2H, t, J=7.2 Hz), 432 (2H,t, ] = 7.2 Hz),
698 (IH, d,J=164Hz), 703 (1H,d, J =164 Hz), 7.22 (2H, d. J

106 = 8.0 Hz), 7.42-7.47 (1H, m), 7.49-7.60 (2H, m), 7. 8(2H, d, J=
8 0Hz), 796 (1H,dd, ] =2.0, 7.6 Hz), 8.07 (1H, s), 12.84 (1H, s);
ESI+: 498, 500

107 FAB+: 474
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[0160] [F63]

109 | ESI+: 474,476, 478
110 1 ESI+: 440, 442
111 | ESI+: 442, 444, 4406
112 l ESI+: 446, 448
113 | ESI+: 494 496

114 | ESI+: 458

115 1 FAB+: 426

116 | 1 | ESI+ 474

117 | | ESI+: 508,510
NMR(400 MHz): 294 3.03 (2H, m), 4.19-4.30 (2H, m), 643 (1H. d, ] =

g | | 96H2),689(IH,d ~164nz) 707 (1H,d, J =164 Hz), 7.22 (2H, d
J480Hz) 7.40 (1H, J“76Hz) 7.55-772 (4H, m), 7.79 QH. d. J =
8.0 Hz), 12.87 (1H, s);ESI- 506, S08

1197 1 | APCI-: 466, 488

| NMR(400 MHz): 0.55-0.63 (2H, m), 0.74-0.83 (2H, m), 1.80-1.90 (1H
m),3.00(2H,t,J:7 g) 428 (2H, (,] — 7.6 Ha), 092( H,d J-
164 Hz), 713 (1H. d, J = 16.4 Hz), 7.24 (2H,d. J = 8 Hz, 38 (1H. d

E]

). 7.2 ,a,
120 1 J—SOHz)747(]Hs)7%7(1Hddjw80,80Hz) o4(1Hd,J:
8.0 Hz), 7.67-7.71 (1H. m), 7.80 (2H. d. ] = 8.0 Hz), 12.87 ( :
ESI+: 504, 506

1210 1 | ESI+: 546, 548

NMR(400 MHz): 0.49-0.56 (2H, .m). 0.74-0 83 (2H. m). 1.57-1.67 (IH.
m), 2.87-3.06 (611, m), 4.21-4.32 (2H, m), 7.19-7.29 ( } .m), 7.32 (2H,
d. 7= 8.0 Hz), 7.40-748 (21, m), 7.87 (2H. d. J = 8.0 Hz), 12.90 ( H 5):
ESI+: 506, 508

1230 1 ESI+: 482, 484

89
[ o]

1 NMR(300 MHz): 1.23 (3H., t, J = 7.5 Hz), 2.65 (2H, q. ] = 7.5 Hz),
1 294-3 03 (2H. m), 4 1 2(2H m). 6.41 (1H.d. J = 9.6 Hz), 6 80 (1H,
1241 1 | d.J=165Hz), 6.83(1H, d,J = 16.5 Hz), 7.17-7.28 (3H. m), 7.43-7 44

(3H. m), 7.67 (1H.d, J= 9.6 Hz), 7.80 (2H, d. J = 8.1 Hz), 12.90 (1H. s).

ESI+: 452, 454

U

NMR(400 MHz): 17*3 ., J=7.6Hz). 266 (2H. q, ] = 7.6 Hz),
2.95-3.04 (211, m), 4.18-4.29 (2H, m), 6.47 (1H, d, ] = 9.6 Hz), 6.77-6.88
(2H), 7.20-7.27 (3H. m), 7.31-7.44 (3H, m), 7.58 (1H, d, ] = 9.6 Hz),
781 (2H, d, J = 8.0 Hz), 12.90 (1H, s): ESI+ 408, 410

i NMR (400 MH;:)_ 2.94-3.03 (2H, m), 4.19-4.29 (2H, m), 6. 49 (1H, d, J =
1761 | 9.6 Hz), 6.93 ( HdJ~164Hz)708(HdJ—lb4Hz)723(2Hd
- I~80H4)740(]HdJ—76Hz)755766(>H m). 7.67-7.71 (1H,

’ m), 7.79 (2H, d, J = 8 0 Hz), 12.88 (1H, s); ESI+: 464, 400

1271 1 | ESI+ 508 510,511
128 2| FAB+ 536

120 2 | ESI+ 490, 492, 494
1301 2 ESI+: 460, 462

[0161] [F64]
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131 2 | ESI+ 47,472, 473

132] 2 | ESI+ 490, 492

133] 2 | ESI+ 508,510, 512

134 2 | ESI+ 460, 462

135| 2 | ESI- 460, 462

1361 2 | ESI+ 426, 428

137 2 | ESI+ 508 510,512 -

138 2 | LSIi 426 428
NMR(400 MHz): 0.58-0 66 (211, m). 0.79-0.89 (214, m), 1 18 (GIL 1. J =

30| 5 7.6Hz), 1.82-1.05 (IH. m), 2.60 (2H. g, J = 7.6Hz), 3.00-3.12 (2H. m),
513425 (OH. m). 5.24 (QH. 9), 6.86-6.96 (3H. m) 7 19- 730 GH. m)

7.60(1H, s), 7.80 (2H. d, J = 8.0 Hz). 12.88 (1H. s). ESI+ 452, 454

140 2 | APCI- 510, 512

141 | 2 | ESI+ 456 458

142 2 |ESI- 510

143| 2 | FAB- 544

144 | 2 | ESI+ 546, 548

145| 5 | FAB+ 418

146 | 5 | ESI+ 446 448, 450

147 5 | FAB+ 443

148 | 5 | ESI+: 462, 464, 466

149 | 5 | ESI+ 432, 434, 436 -

150 5 |ESI+ 432, 434

151 | 5 | ESI+: 432, 434, 436

152 5 | FAB+ 452 ]

153| 5 |FAB! 452

154| 5 | FAB+ 452

155 | 5 | ESI+ 448, 450

156| 5 | ESI+ 448 450

157 5 | FAB+ 458

158 | 5 | ESI+ 494, 496 7 o

150 5 | ESI+419, 421

160 5 | FAB+ 490
NMR(400 MHz): .17 (3H. t,J = 7.6Hz), 259 (2H, q, ] = 7 6Hz)

o1 | s | 3.02:3.12(2H.m). 4.20-4.30 (2H. m). 5.20 (2H, 5). 0.87-6 95 (3H. m),
722-7.20 (3H. m), 7.82 (2H. d. ] = 8.0 Hz), 8 10 (1H. s), 12 88 (1H. s):
FAB+: 446

162 5 | FAB+ 436

[0162] [3%65]
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NMR(400 MHz): 1.17 (3H, t, J = 7.6Hz), 2.59 (2H, q, ] = 7.6Hz),

161 ] 3.02-3.12 (2H, m), 4.20-4.30 (2H, m), 5.20 (2H, s), 6.87-6.95 (3H,
m), 7.22-7.29 (3H, m), 7.82 (2H, d, J = 8.0 Hz), 8.10 (1H, s), 12.88
(IH, s); FAB+: 446

162 | 5 | FAB+: 436

163 5 | ESI+ 414

164 | 5 | ESI-: 426, 428

1651 5 | ESI-: 4406, 448, 450

166 | 5 | ESI+: 486, 488
NMR400 MHz): 1.15 (3H,t,J = 6.8 Hz), 3.08-3.19 (2H, m), 3.94
(2H, q,J = 6.8 Hz), 4.28-4 40 (2H, m), 5.22 (2H, s), 6.87-6.95 (1H,

1671 5 | m),690-701 (2H, m), 7.14 (1H, d, J=7.6 Hz), 729 (2H, d, ] = 8.0
Hz), 7.84 (2H, d. ] = 8.0 Hz), 8.06 (1H, s). 12.87 (1H, s);
ESI+: 462, 464

168 | 5 | ESI+: 502, 504
NMR(400 MHz): 3.01-3.11 (2H, m),3.75 (3H, s), 4.22-4.30 (2H,

169 1 |m),521(2H, s), 6.60-6.70 (3H, m), 7.24-7 31 (3H, m), 7.83 (2H, d,
J=28.4Hz), 810 (1H, s), 12.87 (1H, s); ESI+: 448, 450, 452

170 | 5 | ESI-: 440, 442, 444
NMR(400 MHz): 0.88 (3H,t,J =7.2Hz), 1 58 (2H, qt,1=7.2,72

171 | Hz), 2.44-2.60 (2H, m), 3.03-3.11 (2H, m), 4.16-4.34 (2H, m), 5.20
(2H, s), 6.85-6.93 (3H, m), 7.21-7.29 (3H, m), 7.81 (2H, d, ] = 8.0
Hz), 8.10 (1H, s), 12.87 (1H, s); ESI+: 460, 462, 464

1721 5 | ESI+: 434

173 | 5 | ESI-: 472,474, 476
NMR(4OO MHz): 1.23 (3H,t,J=7.2Hz), 2.65(2H, q, J = 7.2 Hz),
2.97-3.07 (2H,m), 4.25-4 35 (2H m), 6.79 (1H, d, ] = 16.4 Hz),

174 5 | 6.84(1H,d,J=16.4Hz), 7.21-7.28 (3H, m), 7.35 (1H, dd, ] = 7.6,
7.6 Hz), 7. 34-7.42 (2H, m), 7.82 (2H, d. ] = 8.0 Hz), 8.07 (1H, s),
1291 (1H, s); ESI+: 442 444, 446

1751 5 | ESI+: 502

176 | 5 | ESI-: 446, 448

177 | 5 | ESI+: 444 446

178 | 5 | ESI+: 446, 448

179 | 5 | ESI+: 446, 448

180 | 5 | ESI+: 446, 448

181 | 5 | ESI+: 446, 448

182 | 5 | ESI+: 446, 448

1831 5 | FAB+: 446

184 | 5 | ESI+: 434, 436

185 S5 | FAB+: 461
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190 | 5 | FAB+: 554
191 | S | FAB+: 482, 484, 486
1921 5 | FAB+ 484, 486, 488

193 I ESI-: 500, 502
NMR(400 MHz): 3.02-3.12 (2H, m), 4.26-4. 33 (2H. m), 4.36 (2H, s).

194 | 2 | 7.31-7.39 3H, m), 7.47-7.52 (3H, m). 7.87 (2H, d. J = 8. 0Hz), 7.93 (1H,
s), 12.92 (1H, s): ESI+: 518, 520, 522
NMR(400 MHz): 2.96-3.06 (2H.m), 4.26-4 34 (211, m), 6. 4( I{ d J=
16.4 Hz), 7.06 (1H, d, J = 16.4 Hz), 7.24 (2H, d. J = 8.0 Hz). 7.41 (1H d

195| 5 | 1=80Hz), 758 (1H, dd, I=80 80Hz) 764 (1H, d :SOHZ)
768-7.72 (1H, m), 7.79 (2H. d, J = 8.0 Hz), 8.08( 1288 (1H.
s):ESI+: 498. 500, 502 o

196 1 5 | FAB+ 504

1971 5 | FAB+: 504

198 | 5 | FAB+: 504

199 | 5 | FAB+: 504

NMR(400 MHz): 2.86-3.04 (6H, m), 4.16-4.28 (2H, m), 7.20-7 28 (3H.
200 S m), 7.36 (2H, d, } = 8.0Hz), 7.40-7.41 (1H, m), 788 (2H, d. ] = 8.0 Hz),
7.96 (1H, s), 12.90 (1H, s); ESI+: 500, 502, 504

201 | 5 | ESI+ 457,459, 461
202| 5 | ESI+ 476, 478 ]
203| 5 | ESI+ 489, 491

2041 5 | ESI- 458, 460

205 6 |ESI+ 474

206 | 6 | ESI+ 499

207 ESI+: 488

6

6 ESI+: 488
209 6 ESI+: 518

6

6

ESI+: 488, 490, 492

ESI+: 508, 510

212 6 | ESI+: 508,510
6 | ESI+: 508,510
6 | ESI+: 504

2151 6 | ESI+: 504
6
6

LSIi: 514, 516, 518
ESI-: 550 |
218 6 ESI- 475
219 6  ESI-: 492
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2201 6 | ESI+: 502
221| 6 | ESI+: 546
222| 6  ESI+ 518
2231 6  ESI+: 558
224| 6 | ESI+: 542
225| 6 | ESI+: 530
226 | 6 | ESI+: 474, 476, 478
227 6 |ESI+: 516
228 | 6 | ESI+: 558
229| 6 | ESI+: 502, 504, 506
230| 6 | ESI+: 502, 504, 506
231| 6 | ESI+: 502
232 6 | ESI+: 502, 504, 506
233 | 6 | ESI+: 502, 504, 506
234| 6 | ESI+: 502
235 6 | ESI+: 517,519, 521
236| 6 | ESI+: 498 500
237| 6 | ESI+: 518, 520, 522
238| 6 | ESI+ 610
239| 6 |ESI+: 517
240 6 | FAB+: 532
241 6 | ESI+ 548 550, 552

2421 6 |ESI+ 516,518, 520
243 | 6 | ESI+: 490
244 | 6 | ESI-: 488, 490
245| 6 | FAB-: 558
246 | 6 | FAB-: 558
247 6 | FAB+: 560
248 | 6 | FAB+: 560
249 6 | APCI+: 502
250 | 6 | ESI+: 532,534
251 | 6 | ESI+: 500, 502, 503, 505
252 | 6 | ESI+: 548, 550, 552
253 | 6 | ESI+: 545
254 6 | ESI+: 474, 476, 478

[0165] [368]
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2551 6 | ESI+ 476, 478, 480
256 | 6 | ESI+ 504, 506. 508
257 6 | ESI+ 536, 538

2581 6 | ESI+: 560. 562, 564
2591 6 | ESI+: 526, 528

260 6 | APCI+ 470, 472
261 | 6 | ESI- 524,526

2621 6 | ESI+ 440, 442

23| 6 | APCUESI+ 488
264| 6 | FAB+ 574

265 6 | ESI- 560, 562

266| 7 | ESI— 425, 427

267| 7 ESI- 588, 590, 592
28| 7 ESI- 470 472

260 7 ESI+. 484, 486, 488
270| 7 | FAB: 458 460, 462
271 7 ESk+ 504, 506, 508
2721 7  FAB+ 508

273 7 ESI+: 498500

274 7 ESI+ 458

275| 7 ESI+ 498, 500, 502
276| 7 | FAB+: 538, 540, 542
277 7 ESI+: 510,512,514
278 | 7 | ESI+: 536, 538, 539
279 | 7 ESI+: 484, 486

280 7 ESI+ 472, 474, 476
281 | 7 | FAB+ 554, 556, 558
282 7 | ESI+ 472, 474, 476
283 7 | FAB+ 514

284| 7 FAB+ 514

285 7 ESI+ 514,516

2861 7 | ESI+ 514516

87| 7 | ESI+: 470, 472. 474
288 | 7 | ESI+ 470, 472, 474
2801 7 | ESI+: 486, 488. 490
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290 | 7 | ESI+ 486, 488, 490
291 7 | FAB+ 515
202 7 | ESI+: 486, 488 o
203 | 7 | APCI+ 512,514
2041 7 | APCI+ 458, 460, 462
205 7 | ESI+ 486, 488 490
206 | 7 | ESI+ 454, 456

1297 7 | ESI+ 458, 460, 462
208 7 | LSIi: 522, 524
200 | 7 | ESI+ 482, 484
300 7 | ESI+: 518, 520
3010 7 | ESI+: 466, 468
3021 7 | ESI+ 422, 424
303 | 7 | ESIt: 478,500
304 | 31 | FAB+: 460
305 | 32 | ESI+ 468, 470
306 | 33 | ESI+ 484, 486

1307] 36 | ESI- 565, 567. 569
308 | 36 | FAB+: 522
300 36 | ESI+ 640, 642
310 36 | FAB+: 550
311 36 | FAB+: 590
312| 36 | FAB+ 536
313 | 36 | FAB+ 604
314| 36 | FAB+ 578
315| 36 FAB+ 578
316| 40 | FAB+: 565 B
317| 48 | ESI- 434.436,438 (-tBu)
318 | 48  ESI— 504
319 48  ESI+ 516
320 49 ESI+ 427,429, 431
321 54 ESI+ 496, 498, 499
3220 57 | ESI+ 440, 442
3231 57 ESH- 472

[0167] [370]
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324 61 | ESI+: 424 426
325 61 | ESI+: 454, 456
326 | 61 | ESI+: 450

3271 61 | ESI+: 508
3280 61 | ESI+: 468
329 62 | ESI+: 514

330 | 64 | ESI+: 502, 504, 506
331 64 | ESI+: 416,418
3321 64 | ESI+: 430,432

3331 64 | ESI+: 500, 502, 504
334 | 64 | FAB+: 482

335 64 | FAB+: 446

336 | 64 | ESI+: 540, 542, 544
337 | 6 | FAB+: 504, 506
338 | 64 | ESI+: 474

339 64 | ESl+: 556, 558. 560

Y
<o
o
i

APClH+: 472, 474

64 | ESI+: 488, 490, 492

64 | ESI+: 488

64 | ESI+: 488, 490, 492
44| 64 | APCI+: 488, 490, 492

345 64 | APCI+: 456

346 | 64 | ESI+: 460, 462, 464

347 | 64 | ESI+: 520, 522

348 | 65 | ESI+: 458, 460

349 | 65 | FAB+: 502

NMR(400 MHz): 2 86-3.04 (6H, ,m). 4.20-4 28 (2H. m), 7.30-7.45 (6H.
350 1 | m), 7.89(2H, d, J = 8.0 Hz). 7.97 (1H, s), 12.90 (1H, s);
ESI+ 500, 502, 504

351 | 65 [ ESIH: 410,412

N

SN

[P VST VS VST Y
N
(R S

352 | 68 | ESI- 488, 490, 492
353 | 68 | ESI+: 508, 510 )
354 | 68.  FAB+ 462

3551 36 | ESI+ 625, 627

356 | 40 | ESI-: 583, 585
357 | 64 | ESI-: 514,510,518

pEZE ORI RN
[0168]  ARBULAEMIL. EPAZEAR 7 I = AMER G T D200 . KRB IERE S
DT KO SJAXEEAE L THEHTH D,
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