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9
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[0066]  BhAk, X (1) H I ROALEE A2 FE FBEIE (HATHEAR) 5 -C(= 0) (K F kit (K
n] HA OH) , R° SRy —CONH, Bt L3 . 1B 55— 5t 7 48, R F1 R @ R e e e
AR, Tl FOR R R G5, i3 g it A X (1-0) .

00671  VEAA]HAE “HIHEUC” () R R*L RPV R VR I / B R® fUHUACEES, AR LR (a)
Wi (g) Wirh ik iR ] -

[0068] (a) K3

[0069]  (b)—OH.-0-R*,—-0— ZKAL . —0CO-R*, —OCONH-R*. &AL (= 0) ;

[0070]  (c)-SH. -S-R’\ -S— 2K Z&, -S- &% 7% J&. -SO-R’. -SO- 2 Z&. -S0- 7% 7%
I, =SO,H. —S0,~R*, =S0,~ 4FE . —S0,~ Z% 05 Ik Al — A~ sk A~ R® & BRI sl I 2%
[0071]  (d) ATR— sl A RY FE IR A 205 « - NHCO-R? . ~NHCO— 2K 3 ~NHCO,~R*. ~NHCO
NH,+ ~NHCONH-R*. -NHS0,—R". -NHS0,— 2K % . -NHSO,NH, « -NO,. = N-0-R” ;

[0072]  (e)-CHO, —CO-R", —=CO,H, —CO,~R"\ A # — A~k w4 A~ R* & ] B AR 19 & 3 1k
FE | —CO- R IFE —COCO-R* VHFE

[0073] ()R’

[0074] (o) TIHEEH Lk (a) & () HHEREER T — 802 AFE BB R EE 5 Jo
B 6 JCAYIR ST D JUER 6 JUAY 2735 JLERK 6 JAYER O 3.

[0075] L& (a) TIA (g) WK R lALE “F L —OH LLAAR Kb dt, Hop Brid (i gk 3
A HEE B -0 (R bt . —NH- {2 br 55 . —CONH- {K 2R ke i .5 Joi 6 To2¥ ket L % 5 o
6 TR 3 I A R AP R F EAR

[0076]  ARYELEFIBISEAY, AR BH AL G YT AR T LT AR AR B AR e AR . kA, AR B
AL G4 ] B AXTRRI R 1o A X e i (RS 2 B 5 45 31 1) e A AR Bl 4k S 44
REEGY) ) S IERKRIHNEE 2 N Jeah, bictb a4 CRI, @I A TsOH PR A7 22 8k
TBUS Y R B2 R AR AR A BHAL G I — D ER 2 AN R T 3R A A4 ) A5 AR 2 B S [
Z W

[0077] 5341, AR THALS 90 AT 25 FH IR AT 25 A & 7 A R FH RV I N . R 25 JH AT 254
BFATIEFE B2 A A& 40, HA Bl 38 B S50 43 i BRAE AR 3 4 T ] # 64k &= 3L 5%
HeRILTE . RN BGX P Ay 25 L H 6]+, T 2284k Prog. Med. , vol. 5, p. 2157-2161,
1985 FH“p<#E 5 @ BiFE (Development of Medicines) ” (Hirokawa Pub. Co. ,1990),vol. 7,
Molecular Design, p. 163—198 FHEARKIFEH .

[0078] X (1) FrosiIAL G40 n] T2 SR NS 3t BN ek o I 283k W 1 T 25 F ) 3k
BHEAN S, XSRS 5 HIER (), Thik . SRR SR IR R N TR A IR ) T2
RN AL, PA A SN (1, IR LR TA IR W B« TA IR BRHIR . W1 SR L Lok
PR FLIER - R R W A TR AR IR IR  LTHIR . R A F RS E IR ) TR R N 26
5IEAUmE ) kB BE L ESFNES ) TE B £, DAL ST ML (490 a0 R G L S S
2 G 20 18 ) TR £ s B 355

[0079]  F34k, X (D P BAL-EWE S MoK-G2 BRI &Y 2 ma& UL e i
FEAEA S EHIE I

[oogo]  ifill#& 7 vk

[0081] W] A FH 3T IR ACE BU A RE M B T LU R M 2 R L IR 2 R 5 &

10
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FTT 1R A R B GG o FE ISR, ARE B R M AR S, 78 Ul sl rh (R AR B
HR A ATl AR BER AR AH R B e, SO — 2 H ( ZEH v F SR Lo &
Re]) A ARG S BRI, X PP VAR ) & BRI 2 A R - X R Be AR RLEE (4
) &S RED R RE .. H TR E R A rT B (Fan) i T.W. Greene
P. G. Wuts 4R 11“ProtectiveGroups in Organic Synthesis( 28 =hK, 1999) " B Hi iR 1
TR S, IF BN Y B R 45 A8 1 75 BER G 98 140 H X Lo R 3 Sk A g 2k . 78
XA vk, @it 5| NGRS IL AT ROV S, IR YR T BB 2 AR AL T B 1AL A AL Al
R BT AR B, R RAT T A Y

[o082]  [kAL, w1 FIRATE A RS IE ] B9 1E O —FF, w7 18 i 78 JFORECH AR B B9 | N 8 1
HEA, sl H S 2050 (D s BALE AT RN, SRl 25 A48 A AL A IR AT 25 . Al A
AU AN 2 250 73 Canss R R AL B AL T K ) SREEAT IX A [ WY

[0083] A ULEHHBH T HI4d 540 -

[0084]  Pr .4 4% 5 ;Ex : S 5 ;Structure 422 £5 46 sRE-Syn « i 2 75 1) 5
Bl gms (%95 RaAH AL G PRI HI % 555 &9 5 AR I S RE ) T ik 4L &4
1) 2% 5 3 AR L) SHPLC « s 20 ARG S TLC < 38 2 (i RE I3 ;Data :NMR 48 1 /
B MS LB s TH-NMR < H- 3% 1 3h 3 sMS < 03 5 (HH) + : (M) 5 (M+Na) + = (M+Na) 5 (M-H) — -
M-H)

[o085] < ZE—ifilvk >

[0086]
s, e oo,
5
R B 1 o2

Lv

(1-a) (l)

[o087] [ HLrp RUCRECRYLRPCRSOM RN X WIRT AT 2 USRS, JT H Ly g5 LA A ]

[o088]  FEiZES, X (I-a) Fias HAE LRSS (-b) Frosiifg N, M
MmN (D PR G . IR e 2235 03] Ly "I afh e 2 (BIansal iR ) Tt
O (AR AL TR AR 2 AR IR A 2 X B e I A 2 L X R R T I A A R —
A ) 45

[0089] %E*F% LA, 5 (T-a) B G008y 2235 4] Ly B . 78 A A7 AR 7 5 A7

WA R, TR T ek—@E B ) N T Bk R .

[oogo] FTIR AT AR () F7 78 (B 4an B2 280 s (B an T A R 200 )
Mk (9070 = oK DY SR (THF) L WEE VR = L5838 4kt ) s (500 i (MeOH) | ZL 1t
(CtoID) «2- NEE (G-PrOl) F 1- T EE (n-BuOlD)) s iUE (Bl &Pk 1, 2- — S/ Okt
ST RIPYSEALER ) s RS ARR %) (a0 — MR MR (DMF) (1, 3— 13 —2— mimpk
Bl . N— FP LA R e il (NMP) R — FREEE K (DMSO)) /K s BX SEE F TR &4, 0L R 42,
TEA AT AT T AT Bk Y, IF BB s 858 (lan ) siEarieEl (4 an i ig im
FIRREREN ) sl PR PR A AL (] GUBR PR S BN RN BR BR SUBR ) s IE k(9 40 R B 4 . Z I e IR
TEEER ) BUE (BN =20 =T e RN IEA0E ) AN (Bl 1, 8- & A IR

11
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(5. 4. 01— Tk —7— 4 ILRE R 5 HI0E ) o HZ, WAET S EREY T-b) . HRIZK
I PR B SRR SIS s I 2 AP ) A TR iy 2 A2 54, (P I8 ) A M B B 2 ) [l e
IR R AT O T AR (AR ) A AER 2 F T SAEXT
SN B TEERA P CAn N, N= P R Z AN, N- R AL ) 5, IR EE
i I S R IEAT LR S BEAh, BRI (I-b) Foas ROBERTEh A T B o
[0091]  BbAb, Bl A IR S 1EAT N e So 4, WPTAEA I CHIRIRSE ) AP AERISRTE T,
AT ) (i 2- CRCT 2R ) R ) MBI (B ERAE ) AT & O, ok
HEAT IR Vo

[0092] X F3X— S B, WIS AS U W A5 A ) Tl 4 5 TR AT S ) HR BT IR IR 2 T v B
] Sy AU O Vo PRk, T 3@ I A ) N 75 VA AR SR N 53 BT 8N i 5 7 el

At BH A5 12 25 401 Bl S A o TR B 7 vE S BRI 7 vE IR S (T-a) st 54 .
[0003] < f vk >
[0094]
(2-b) R‘\ R1\ "
Lv N\ RLNH HN N\
O R' o 92 R pmez2 5 [ R
R \M/N\RM R \M,N\RM \M' ~R*
(2-a) (2-¢) (1-2)

[0095] [ Hip R'.R*\R*.R¥.R°.M F1 Lv WRTCHTE X HIIREE ]

[0096]  fEiZidiEH, X (2-a) FrasmiisEnrE b5 58 (2-b) Bz N G, &b+
27 B BB, W43 (2-¢) Fios s A AR REA &4 o 4 T34 AL
SR Tl 1-2) TimarIARHAEY) .

[0097] TSR — VAP SR 1 AT AVESI AN B8R 2-1 Hh o BT LUK (2-b) FTonid
Hz i THZ V.

[0098]  ABIR 2-2 1, R A H B, Al ARRMEMEAFIIAAA T, @il S5 8 FERES (1n
R 208 ) RN SRAERBR MR, B RIS, 786 I B IR G T T i R N 22 /T, NORE A 18
Ji. bgh, B (T-2) Pronitb & e R A -H i, &Rzt &t ek (slan)
AR DL 5 s TUOEH R (2-c) P AL & ) 2 SR AT AL 09 U7 v s FH DR R D Jo
il B e 2k e Bt U PR e AR It TR BR BB 1) 73 s DA A 72 IR ER IR T 55 iR (Wit ) I RV 1)
TTiFie AIAERS i O HAA 6 M 0 o SR EE AN A AERS TR A5 T, TRRBEIR R 2 &4
BT NIRRT T AT IR L R,

[0099] < BE =ik >

[0100]
1
R\ Ry
\ N-_-N
e R=
XN SCOOH X -H
R2. N g R} a2 N
M~ H M0
(3-a) (I-3)

(01011 [ Hidr R', R, R™L X AT M W0 BT ST 58 X ARFE ]

12
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[0102]1  fEiZdlAES, H X B-a) iy AR ARSI R EEL, DLl (1-3) s
AR HAL G

[0103]  7EPBR 3 o, % B-a) PRk &WRIES 5L (SR — 28
i (DPPA) Al B ALE ) SO, HRAE I 18 1) e 2R 4 0 B HE S RV SR A4 T R MR B4 o B R 1
TERRATAE A T AT iR X Y .

[0104] I8 I]H = Q& nHbmE S5 FAE Brad 6, 7 5] 78 PR EEIR AL 22 IR i 454 BLAE N4
(AL 2 At T AT IZ RN o

[o105] < ZEPUHE >

[0106]
1 R} RY
R\ H N, M 42 N-__-N NN
R S N
N z :
e Ny I e "I,
X7 S COOH ——W " Lv No H spmar e N-
Lv Za s H I\'}/,I R™M I\H—l
(4-3) (4c) R* (1-4)

[0107] [ Hirp R'RPVR® ML X F Lv #0RTSCHT 2 SCHIRAE ]

[0108]  TEiZdlED, X (d—a) ProasiRBAL-G 53 (4-b) FroasBIHT A4 SN, AT
PAF U-c) ProxiIliit. HTRBE T #i758 (I-4) P AR e 5.

[0109] WRAH 5 (4-a) FiIoRBIL 51 (4-b) TR 4L &G 42 1l el A i & A= 4
XA SN AR 7 R T P R A1 AL &) (1=a) 1] DALLY B R K T XU T2 M,
W] BL LI R AT AR Tz N . (5 (4-a) MR AT T BRI (4]
LImE SFURIIESL ) s EE (Ela FlE. SBEFREE ) AR S EANY) s 5 N- BRI I =
e (HoBt) X A 28 BL ol N— SR BL BEE L IV I T e 1) 75 R B 5 % BRIR B 5 55 e AU BR ot 2 B
(A9 e AT R e Z T8 ) B G I 7 A FH 2RI U A TR S IR I LA A B S AU iR —
RAEEL N— FFIERG bk 2 Y 1 SRS VR A BRI (a0, Bl VR A TR T ) 2%

[0110]  “ibEW (4-a) DL SR IE 2CEAT IO BY 3 26 ANK 78 PE TG 75 55 HE SR i &% 1)
AT SR, ik A B AR, W R B R R W% (DCC) V1,17 - BREE T —1H- BRmg
(CDL) B AEALTEIR —2KME (DPPA) \ESEEER — £ WG (DEPC) LL K 1- Z4k —3- (8- ZHEE A
NS ) ik — P sh iR &k (EDCI HCL) .

01111 JEE 7R O R AE T RE HLET (B8 756 ik s (WL BR WS ) LB
DMF F11 DMSO) 7, T-¥4 U 4 B4 21 22 PR BT IR BE 1 45 A - BRIA R B 2 A i 4 14 B AT
VRN, AEL I [N IR AT B FH 4 s S AT A= 4 sl 3010 R A TR 4022

(01121 25 TASE IR S N RA)HEAT , A A R, 75 2% Y AT AT E L5499 (4-b),
B AR (a0 N— PR IL bk = iR = 0% . RN FE L RE . N, N- R IR IR L g
4= (N, N= ZFJEEUHE ) ntbme , FRJERme . = FJEAkmE ) AFAEMI 4T P72 N . ke i)
FHAEH

[0113] TSR —HER D YR | AT VAR H BID IR 1-2 H,

[0114] < BETLHVE >

[0115]

13
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R R\ Ry
, N I AN , N | AN RCOOH N I AN
R R 5 \
-«\I‘)\COOH WCONHNHZ _E0 Y Y ?\,P»-R'
R42\M,N\R41 S 51 R42\M,N\R41 S ER 52 R42\M,N‘R41N‘
(5-a) (5-b) (I-51)
R\ Ry
R% N IN\ RZ & IN\
(5-a) ‘%O\N %J’R'
; . N 4
DR 5-3 W N‘R“%ZNLR. H K 5-4 RAZ\M,N\RMO
(5-¢) (1-52)
R’I
, N R'COOH
R, \ _6n | RER ' \N\}_Rl
R%,  Noa IR 65 " NHL. WK 5-6 =12 N -d
M7 R R 1 "OH
SR
(5-d) (5-e) (1-53)

[o116] [ e RYRP R R VHI M 0T SCHT 8 SCHIHSFE, R S &8 U3, 28 (5-0) fiF
TN AR BR Ay T 85 7 Wy, B B A A T s 1 e il 4% ]
[0117] IR 5-2 SPIR 5-4 FUDIR 5-6 1, AT SOV T AT R Ab M5 E — 3R,
[0118]  7r DU 51 v, B4 TR 2 i (5a) AT R BRI R A R B B S N o A, 5T
U (5-a) AR ERR G X (5—c) Franfagk. nRE bR 4-1 dh it s N Y H B AT A
IX A 7 Wi,
[0119] IR 5-2 IR 54 FP IR 5-6 T, W AERAEEILY 2 N S R UM T IS
WA SN o R ) 0 NAT BB AR 20 12 S N R A T
[0120]  7EPBR 5-5 1, 52K (5-d) i B0 EFIE &5 RN R Y, TR (5-e) i
NI BTSRRI S X G-F) FIoRIRIREET N, M3k X (1-53) Fir
AR HAL &4
[0121]  TED3R 55 1, FEATRAFAIE 21 T, UEAT 50 B8 B AR I B ER R FE M IP) SR Y., AT
HTF R (5-e) FInFREENK.
[0122]  WIAEXT BT IO 2 5 P R ?‘J%ﬁﬁﬁfif WA ARE (B0 ) BE (PR
(MeOH) « &T# (EtOH) 1 2— PARE (i-PrOH)) 0% &4 EﬁAvFﬂﬁEﬁAx) Bk (i LKLY
SR (THF) « N R SRR 2kt ) s fUaE (& ke 1, 2- s ke &0 I
20 W?ﬁ) sAE R (540, DMEL 1, 3— — FR &L —2— R menbk i £ DMSO) ;7K ; BRIk L6 w5 311
WEY. BErEEA+ ERRNA . EREERA T ER RNV ER N RIER RS
WAFAEI A N AT IZ RN, BT IIs TS (Blan) sbEm iR ( Wnmx BRI RIBR R AT ) 5
BRI R S (AR PR BN IR FR EUET ) el (a0 FEEAN . SBEANRUEUT BEER ) sBU%E (1)
W= LG — SN FE O ) LA HLUE (B4 1, 8- &A% I [5. 1. 0] +—H% —7— ik
WE 5 HIRE ) o BRI L B B Uk (1 A 228 AR B Y. 25 A1 A AN [] T A AR 5048, 1R 2 T8
TEIR B T 22 0 (B B (R N AT & R N o TR T A, (LUBRIEREN ) 1A AEIN &A%
T AEXTATIR 2 N 2R A AR Can P EE) A, FRAEFREEIR T 2 AR S N T iZ R
[0123] DR 5-6 RFEPHBBE SRS BEIL UL AL BE J5 (3R . AP B8 4-1 A i (]
14
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P24 77 VE N B3 — I B B o R o (EURS , T 26 PR B RS 2 i) S A BAE in A o]
LI AT RN o ] FEAFEBANAEAERR T 4 |, @ 2 I aifb ey Jt ik
TEXS SR, S 475 14 A BLE R (an SBEE R8RS ) P INFAGABLIEA Y ACTEAT 55 B BL s A
RN o Pl ] BEETCHLEE (an B ) BCAE MU (i = RNIE QL) o« FIRRT A EY
BRG] R S N AT DL A SR STt < R AT 5 FIL A R A S I FE R — B AR, 2R 5 3 IOV TR G
BN FAEIE i e U SR EAT ROV .

[0124]  Prd@FIRTEES CHI) FREAEY (R — R aCRmtne ) i (flan—
K VUSRI B8 B fl — 5 4kt ) i (il — & e 1, 2— 5 Lkt S
PUSA:) s &0 AR (490401 DME N, N- — FRIL A Wef% (DMA) L 1, 3— — A3 —2— ke
BRI N— FRBEHEERE RE i (NMP) T DMSO) 57K s sl X Se S TR G . BLARIZ SN P P B T
R P RIS N S A B AN (R0 R A O AR, (H R 2 Y AT ZE BRIV RS 28 A i) 444 34T
[0125] < B Nl >

[0126]
\N
42
NH q P
H (6- b) )

N‘O RAZ_ N*—N

(6 a) HRe (1-6)
[o127] [ Hop R'VRPVR™MOFH Lv G0 Al SO IKARAE sR” A (W AR AL ]
[0128]  TEER 6 h, X (6-a) Fioniffb S5 (6-b) PTosE & 5 N It , 76 A BUAR
Jii » W8 MR A A A AT AG) Sz S ML e B o P D BR 1 BT RIR 1 s AR Bk
AR R R N A« AT AEIRER R B 22 AR B AT i R M
[0120]  [hA, 3 b K ARSI AR N 38 8 PR B 77 C Ut 2o B be 2840 R4 B
AR ERAL B T AR OR3P AR iz JR A IO ) AT PG A4l G, T DA LR sl AR 1 4
KGRI (D PR G —2ib &4 wlan, P R RS e A
EM AR S YR EI% —R 2 —COH B A K GRS, 7] 275 “ FZEk 4555 (Courses
in Experimental Chemistry) (. filt, 2003) ” 1 BT (8 7712, R H K Sl S R Rk i) % Ik
A, L R RN R® AR R —H AR & AL G40k il 46 T rh —R 28 1 2 AR R WAL 54, wT B
Z 2“1 g 2SR (Courses in Experimental Chemistry) ( 58 TLhR, 2003) 7 H ATk (1K) 75
v, B AL R VRS AN, T R S —H AR B4 S W0k ) 26 b R® AR 2Rk
I CIZAR K e mik 5 (R st ) &3 = (Rt ) MM =S A 13 A E )
1A BHAL A, BT BLZ DL ELTR SCek A BTk B 5 725, 1l i Je Ay O NAC 2%, He R BTl S
BN =B 2558 FE (Courses in Experimental Chemistry) (58 TR, 2003) ”;C. Mannich
22, Arch. Pharm. , 1912, 58 250 %%, 58 647 T ;J. H. Brewster 2%, Org. React. , 1953, 38 7 #%,
99 T B F. Blicke,Org. React. , 1942, 55 1 4, 3 303 T ;K. W. Merz 2%, Pharmazie, 1956,
1A, 5 505 0T, HE.
[0130] AR AN 52 18 A8 FH 138 26 77 VA AT DL T & A< = B4 540 i B w]
DI T Hill 6 70 il A5 FE A BT T2 i R IR A . aX 8Ty yE ] D 4 2 it s iR A
[0131] Rl HhIAG AL G AT AL T B 1 2 sl A A 08 R 7 V22330 AT i h AR 3 3 53 5

15
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alifh A ER A PE L E R A A R EUHT - B R A4k, anAE IR A 7Rk 4 - 1L
LR YRS LN

[0132] W] Ig kA 5 M 77 ¥2, R FH S ) A TR0 6 4 28 A 2 e B 14T 22 D) oA 0 85 2% P S A A
11 v, TAE FH — R R A1 T BE R PR 23 V20K A1 BEAR TR S W R A D Sl St Al i) S Aa A, I BTk
(14D IS THE AR 3R 2325450 4 kg A W i R 2T PR R (Wi A R ) K 4 e AR TR A 0 e A Rl
AEXF e SR AR 2R, FHERF AT e 370 BbAbh, ATk () 2320 &5 i s A A i vk
Xf AEXT LS A8 (VR G AT 43 . AN, AT A A3 (K S 25 0 TR Bk il 25 S s Tk
g7/

[0133] W ILHEAT UL RE SR U SEA R WAL S0 25 BE M

[0134]  XE ] | : JAK3 F i) il 40

[0135]  ARYE LI R TR Okimoto 28 A /5 VAT JAKS FPiHIERLs .

[0136] (1) A JAK3 (4%

[0137] 24k /59 A JAK3 3k H Carna Biosciences #ARX & (2 FHAM) ) .
HIH L IR VESAT . # His— FRic A (41kDa) EEBIA JAK3 A [ a5 #NM_000215]
K] 796-1124 (C— K ) F B N- K, AF AR B3R IE R G4 R 18, 28 )5 K H Ni-NTA
SRR L T Al

[0138]  (2) JAK3 V&4 (K ar ]

[0139] 4443 —Lyn— JiK4) -2 ( =92 —-XEQED EPEGF YFEWL EPE, X = & —Acp () F £
T HA K PEPTIDE INSTITUTE #:N2s%k)) A1 ATP HAEIRY .. &6 0. 01 % 1Nl 20 FA
2mM [ DTT [ 15mM 1] Tris—1IC1 (pll7. 5) FAEIMIRZE M . 18 H 5 20 n L RS (75
627nM A ER —Tyn— A —2.20 u M [ ATP FlI 25mM ff) MgCl, FIMRZEM R ) «&H 101 1.
A0 JE A TR B2 ORI 20 1 L ARSI AN AL P I T IR A

[0140] HALARIERMEGIRE THT 1 /DG, VeSS (50mM [ Tris—HCL (pH 7.5) .
150mM [ NaC1 F10. 02 % [ 20) YeigiZFLN, AR5 W (B8 0. 1% 4RIk A &
PR GEPI) INNAZALIR o T A5 FLARTE PRI S NI T 30 438 a , R s W IF
AN HRP-PY-20 ¥ ( FHEF B HRP-PY-20 #5% 500 5 3RS ) « fEHRA T
HF 30 8P )5, BESZALIR 4 I TMB SRS (19 3 Sigma AH] ) IANESLIR T . /&
WES N EE 4 085, hnN IM B9 R LA e A 1o 072 2E 450nm &b (W 't B AR
WM. L IC, AR AL G E S JAKS HIHIFIRIRL 7 .

[0141]  "FiR 1C,, (A BRI A &5 2R

[0142] XIS HIEE R AR 1 iR,

[0143] K 1 AKRUMLEWIN JAKS F0H7E 4

[0144]

SCHif] | ICs (nM)
29 2.3

32 1.9

33 2.1

34 0. 17
121 1.1

122 0. 13
133 4.4
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[ 143 | 0.69 |
379 1.2
384 0. 28
405 0. 65
426 2.3
434 0. 86
484 0. 31
498 1.3
543 0. 33

[0145]  £R4FSE, AR BB EYXT JAK3 HA #HENE, I3F Boa] ARG IT A0/ sl BBy LAR
Y5995 1) 24 39 R R P R A3 BT IR BB s A T AR R Al i IR 4 5 AR S LR e (i,
PRE/ AAREAEBT HE R SO B AR G g5 R TR R YT S 4% L BT R ke R BT B BT
WRBEAEREAL N ) 5 BN H i A Rl 15 S A% S 0 L R 5 (90 4, s Fi (9 I ) o
[0146]  UEAL, FET JAKS FHDIIE I, AR 8L -S4 nT H T3E 7 /0 / BRS04
[0147] A& JAKS )50 (lanik&49 (D) AR K25 H 45 ARG Y sk Tk
FH AN gt B IR 15 5 5 5 0 5 RS IR0 s BT IE 1 29490, Wl 28 B/ 2R A I IR HE T
N H B G5 PR BRI AR R B 28 L AT R I BR EGe S R AR R A L I oTed | By R L
M. L ETIRAR T / A2 I HEF RNV T ZIZE R 2R ok 2l (6 e .
JiRR = RN 7 N2 T 597 e A Y77 A0 5 I PR I 2 T e e = S 1 L R =
SF ) PR AR BIHE R ROV 5 LA H RERSAE S R PSRN Bl B S5 M5
AU ZRRIE T 2 RAHEARERIE AR FARIE K 2 R E  EIENLE J) T
HOBE PR s M RIESE o

[0148] b4k, JAK3 $il5H) (Flantb-&4 (1) WIZ59EHIF0mT T 1 20590 198 )7 8Bl »
[0149]  JIRFEINA « 2 0E VR By B9 8 TE 52 s B FH 1 R B R e 70 B Bk B il
PRI (50 AR Jog 05 < S AV P B2 9% B Mk B2 98 SR 9B A R 9% L MR i T 7 4% et o1 508 R
S ORI MR I I R M R B AA RE « SRR 2 | I P K i IS 4% 40 6 B IR W TR
PR 41 B3 2 LD BEARIE IS VTS BE S ) GHR I B B B tE R () M PR &G S R LR
L G5 A 5 DU DR 3 A 2 10 B B2 T 28« AR IR A8 VI 9B 1L AR B A8 BB A I 98 (conic
keralitis) M B8 7= A RAE . AR AR HR 3 8 Mooren gtz IR S (Grave” s
R JLMERE  Vogt—Koyanagi—llarada R &AL TR MEM AR (ARG ) /7K BB BEAR 1A
28 RAPRIG NG « 9 WA PE IR G 25 ) s mT i MR BH ZE M A e [ BERs (51 Lo S AU e L ok
BECTHE I o PN 906 P B AR MR R I 2D 3R MR I 26 ) R ) e P Pk sl ] P B Mg (43 T g R
PRIZENS | TUIE SR RNV PSS ) U RS ] SRR EKAE 98 (49 0 B9 5t 0 « Jr BBk I Bt A
T R LA 453405 = A i i 4 B e 0 W 28 IR TR 4% 5 AT QIR I E B 1 =4
B4 A PRI SE ) I JO0E / DEEChE (B A IG  « LA 28 WE R R AN e B i % L PRk 4l
MU IS AE . Crohn FC Ttz TR 45 W % 5% ) 70 & B I8 1A B IR R I 5 S
KPR (W ARSI B R BIZ S ) s B B S B MR A0 R e () o e e T
R A H B T AT 2 B PR E DR RN SRR E R
KA AT RPENR 56 L Al S RS IR (0 22 )2 98 VSR Al g a2l L1 P B P 98 VR R
PERTIEAR (FORALDEIRIE - B G B SR LR Y 28 (S y R e ) L 2 AR &
) LB .
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[o1501  [AlE, AR W K 24 T A& wl Ty AR R [, ey I v Epscms (4
T VE B 5 R tERTRRG, 40 B 5 B AT R A PR R PR R AT ) VA
IR S ERTIRZE (BIanas 2 AR AT R AR5 S ECIESE T AR IIRTE )  SRUAT R AR
THE ZBURF 28 AL AT 323 () WrsRERT 28 R A TERT R 12 S e i sy (2 PERT
Feh LR SPENEEESE ) &) & .

(01511 WT LA Ao Y 24 22 52 B R JAKS JIAI5R) (Bl andb &4 (1)) B 254 57 5k
it a3 55— Ml Fh 70 SIK 25 R Be & A0, BTk JAKS S0k 55) (1K) 25 P ikl 59 5 Bk o) S0 (1
i 2h ZiagAe ] LAR R oA ], 3 B2 25 I Th)n] LIAR R SAN [l BITIA 1 5 A1 1 245 57 AL R

(EAFRT ) MR A e = m] VD 5w K4 A E M el (Flin Cellcept®.
Myfortic®2& ) | fis MERIUA A s T8 L SR 3K Ry B U B —1— W B A2 AR s ) (3 an 55 A s
78, KRP-203 %% ) - LEA-29Y. $i IL-2 2k el (] anis A 2R B 5055 ) «HL CD3 Hifgk (]
UM OKT3 26 ) HL T 40 M S Bk &R 1 (45 4 AtGam 26 ) ([l =) UEAK. CD28-B7 FEWT 4> (444
Belatacept. Abatacept 2% ) . CD40-CD154 PHW 771 (B WiHT CDA0 PLiRSE ) (85 1 C #7))
M55 (a0 AEB-071 %5 ) FhHBIR AT IS 47 25 AR L B BRIP4 SRS (il anatbkik
JeAs sl ZE KA ) .

[o152]  mJ A FH A A « TR 3 R0 L e a5 FH T 25400 w300 RS I, SR & S — R sl m b
B2 A (D) Frosiiea& el ] 25 1 V5 535 7y 29 A -5

(01531 W] R v 7l LR B L 0k 70« IR S VRS T ) A6 1T 10 Bk & 245 050 28, B SR FH
P R S e LAY B SRR TR 3 7 L 48 S 7 R NI SR AR 48 D45 25 7R Y, SR IEAT IR T 45
2y N FEEIRITT I8 B3 ORI VAR RS O PE B0 28 DM i A e e A S S = . 0k
Ui, 78 DR 2518 ol b, BN i3 B H IR 4L & 500 & 8 0. 001mg/kg 2 100mg/ kg 71
1, FER L E — IR B 8 2 ~ 4 R« TEAR PRI IR 75 B K FH i k4 25 101 o, 38
HRUL, R AR 0. 0001mg/kg & 10mg/ kg [AIFEIEH, B H — KB L RED .. 7
Hbs TR 25 25 R4 D, 18 SR, il N R #> R 7k 0. 0001mg/ ke %2 1mg/kg 1]
FlEye L, B0 IRBEZ IR .

[0154]  FEAREAH, T2 45250 AR A 4T LU A A7 BOR) S Bk f) SR8 . 78
AP E AR S Y P B A DL E TS R S A b PR RO SR (B FLRE .
BRI A 2 BE R TSR AT 4 3R U AT 4 3R T S SR RIS e R AR TR BE R NS ) WG . %
RS RV, AP T BLE A M MRS ISR, Wi ) Cantil AR EREE ) o fdon) (iR 2L
VERTEN ) AR . ARYE T E, ORI BT T DARRE A B B v M sl v P L A TR
%,

[0155]  FH 48 L1454l &4 B 46 mT 25 FH 1R L8050 < 3 v il o) TR s 7 B i 5 BXC
Tt 551 55 , - A S AT A A BT PERRRER) (Bl analith oK ZmE) o BRITIR A ARSI LAAL , 1
A AT DL A WS 50 YRR R SRV 7R 2 2R B 3R LA R SRR AR TR 0 5T
7 1751 -

[0156]  FFELE 1145 24 v 5 370 A 46 I BT 3 7K P sl A 7K P v )51« VR TR FL3R) .
IR PR IR REF AT (i n ) A FRyE 9 T 28 Bk R A 3 £h oK o T T 3E/K LS A R 57 m T
(an ) FFEN Z6E R i Y CAImoiam ) SR Clnglz ) AER L AL R 80 (24
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) o XFERIA -G YRR LLS A 1 SRR B ) V) FLAT) 43 R R e A
T fit B2 RS INgR . ] DR A A n 3 R 4 B 1 e A BEAT o 8 S IR B R s AT
FCHAE TR KST TR L S AT KB . BhAh, ] LUK I e 2] -S4 i) ke 2 B 160 [ AR 2 &
W AE A% A DS IR 7K BOIG B vE S FH W 35k A FL s g Bl RO A -

[0157] i AW N I 6 B0 22 1P 2 R W 91) T LA AT A 980 7 3 ] Ak iRtk 2 A A
I AT DLA% B DUAT 2 50 0 7 v SR ) 4 3 e ok B R 4 4, AT DA S 5 B T S 0 I A 5
CanFUBEFNGERD ) pH VA 7R B 65 57 28 T ¥ P 300 ST 57 B SRR B AR 57 25 o 25 25 B T LA
A FH A 38 W N B I% FH 2R 8 o 412, W] DA FH U F 4l 25 W N 2R B 55 0 SN 1) 266 B BRI 55 4
B G AR B VR N LT S5 VR G KR 25 . eAh, B n] LB AL &4 55 v 25 F 3%
WG G, VE NSRBI 4525, THM RN SE W] UL T HIR G 2 sl 2 IR 45 24,
FEAT UAE B RS A R IEEE . 5346, T DR AT =08 e 22 25 71 X0, J A
FHIE P50 (0 am, SRS Stk B AR AR R S M ik ) R4 2.

[0158]  AMAHZYI ] BLFEE B 2570 ~ RIS W 51) 5% 5 1)« e v« i IR 1) I 5 o aX e
Y 2585 BB FEF PR IE T K PE sk AR K MRS R SRR FLIR S . OB FE R
Ve EEFRITT RS (B ) 84 R SRR L4 A LB AR, s SRR L S0 B R L B
T T H VMR b e s b 7SR EE SR AE B A K L AL A 2 T ER I

[0159] syl

[o160]  HLAR DL i ok S i 491 %) A< R H AT B A U BH, (B A R BH FF A JR) BT 3 4 512 i
1o S BT R R RORME S ) B S BALA4, FF B LT85 18 X0 B S S ) D A%
BT SR & 0 7 V34T U .

[0161] ﬁ[ ﬁjﬁl 1

[0162] {3 FHAH N (K AL &4, AR 3 5 SCHE ) 1 FTIR 10 5 vEAH A 5 v, il T R
LA 1-1 & 1-25 ke,

[0163] £ 2

[0164]
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il &A1) G5y i) & 151) 257
H
N N S
%O 1.2 H,C A0
1-1 \ - NH O

1-3 NH O 1-4

~NH
H,C-o : 1
' , HSC\O\\\ H,

5 AW A ]

H Ns
N— NS A A_oeH,
N\ l = NH
1-5 NH O\‘ 1-6
weo 0
A 1 R S5 s HRA )
N NG H
\ | @) N NS
f N\ ‘ = O
NH

q

1-7 2 1 1-8 T
H,C Oﬁ/{@ H, \&H
HSC?Hg N 3

[o165] F2(4k)
[0166]
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il &5 5 ] 2% 451) g
N N
N\ | > O FF \/I H
- 1- N CH,
1-9 /@NH 1 10 )rO\ESHS
HO H, © 3
izt | AW
" Hl& H|&
\ N 7 0] N\ = 0]
o Y Zéi@@ | e
Br@
It % e R Wﬁ&&mﬁw
RN ﬁlg\g
QI%%? VLJ
1-13 e 1-14 N
QJJ&j Em H
1-15 {3 X B S 44 4
I i A oA A
&k}j'\'Nj\g e S
Ao Ha%mﬁt@lgo
1-15 w\%£;MIV£) 1-16
: T
1-14 FFESS B e 4 4 ~
mﬁﬁ&ﬁ%ﬁ MﬂJ&K@ﬁw
&% s
N\ 0 %o
N
1-18 (R RT W ot Ay 1-12_u’31r;xj Wk S ) 1
Mt 8k e R 4 e ke iz AR
[0167] X 2(%z)
[0168]
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il 4471 A ‘ #4151 L)
H
H N Ns
Ny |
| N\ A A0
1-19 NP0 1-20 Hs NH
@.\NH }H
H.C 3
HCI EHa
H,
H H
Ny NNy
\ | = O %C
1-21 NH 1 1-22 NH 1
6% h WS
M=l /a4
H H
NNy N I Ny
! P ®) H%O
1-23 HG  NH 1-24 %NH
H
“CH EH3 , EHa
H,C 3 A
H
N N
\ I = O
H
1-25 : NH ?;
H [ H Hs
H
[0169] 3% 3
[0170]
Ha s | B
1-1 MS :342 (M+H) +
1-2 MS ;342 (M+H) +
1-3 MS 460 (M+H) +
1-1 MS :370 (M+H) +
1-5 MS 2370 (M+ID +
1-6 MS :358 (M+H) +
1-7 1H-NMR (400MHz , d6-DMSO) & :1.32(3H, t, J = 7.0Hz),1.43(9H, s),1.73-1.87 (2H, m),1.90-2.08 (4H, m),
2.18-2.33(2H, m) , 4. 08-4. 18 (2H, m) ,4. 28(2H, q, ] — 7.0Hz) ,4. 37-4. 47 (1H, m) , 6. 52-6. 57 (1H, m) , 7. 13-7. 18 (1H, m) ,
8.56(1H, s),9. 39(1H, d, J = 7.6Hz),11. 67 (1H, s) . MS :415 (M+H) +
lo1711  F 3(4L)
[0172]
H[ B
%15
18 1H NMR (400MHz, d6 DMSO) 6 :0.32(3H, t, J = 7.1Hz),0.48 3.13(14H, m),4. 26(2H, q, J = 7.1Hz),4.68(1H, s),
6.71-6. 72(1H, m) , 7. 23-7. 24 (1H, m) , 8. 60(1H , s),9. 34 (1H, s),11. 69(1H, s).MS :356 (M+H) +
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[0173]

19 1H NMR (400MHz, d6 DMSO) & :0.32(3H, t, J = 7.1Hz),0.40 0.47(2H, m),1.9 5 2.17(11H, m),0.80 0.83(1H, m),
4.26(2H, q, ) — 7.1Hz) ,4. 73(1H, d, ) — 2.9Hz) ,6.76(1H, dd, ] — 2. 4Hz, 3. bHz) , 7. 22(1H, dd, ] — 2. 6Hz, 3. 3Hz) ,
8.60(1H, s),9.33 (1H, s),11. 68(1H, s).MS :356 (M+H) +

110 MS :372(M1H) |

1-11 MS :471 (M+H) +

1-12 MS ;481 (M+H) +

1-13 MS :405 (M+H) +

1-14 MS ;484 (M+H) +

1-15 MS :484 (M+H) +

1-16 MS :517 (M+H) +

1-17 MS :445 (MDD +

1-18 MS :445 (M+H) +

1 19 MS :300 (M1 H) 1

1-20 MS :342 (M+H) +

1-21 MS ;354 (M+H) +

1-22 MS :356 (M+H) +

1-23 MS ;3412 (M+H) +

1-24 1II-NMR (400MIz, d6-DMSO) & :1.35(3ll, t, J = 7.1lz),1. 68-1. 77(6I, m),2.1  0-2.18(9Il, m),4. 26 (2, q, ] =
7.1Hz) ,6. 76 (1H, d, J = 3.6Hz),7. 22(1H, d, ] = 3.4H =z),8.60(1H, s),9.34 (1H, s),11. 67 (1H, s). MS :340 (M+H) +

1-25 1H-NMR (400MHz, d6-DMS0O) & :1.32(3H, t, J = 7. 1Hz), 1. 61-2. 07 (16H, m) ,4. 29(2H, q, J = 7. 1Hz) ,4. 48 (1H, d, J
= 3.5Hz),7.18 (1H, d, ] = 3. 2Hz),9.36(1H, d, ] = 8.0Hz),11. 67(1H, s).MS :340 (M+H) +

[0174] [ | 2

[0175] % 3—(4- % —LH-Nbm& 34 [2, 3—-b] NERE —5- 2L ) —1, 2, 4- g . -5 FR % Z I (60mg)
TF 1- FFEE —2- nib g pe i (0. 6m1) F 1, 8- & ZLWFA [5. 4. 0] &0 —7— 44 (0. 092m1)
P P HS oM B H 2 Bz Eh IR 5 (34mg) v, I PR 1SRG AE 70°C R HiHE L /. 7E
BV HG , FH #4475 HPLC (LOmM (¥ NH,HCO,+NH, (pH = 9. 2) = 90 : 10 & 20 : 80) H#%
AU IR NV EE . s A IR AA I F T 2, AR 3— (4— &0 —1H- k& 3 [2, 3-b] itk
Mg —5— 3% ) —N- FHE -1, 2,4- WE W —5- BRIGER (23mg) B [E 14

(01761 A FHAHRY (1) JEoEME G4, R 5 il 25161 2 ik B 7 i AH AL J7 3, il 46 R &k
7~ H I A 2—1 & 2-26 I A .

[0177] %% 4

[0178]
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il & 151 D) il &5 £k
H
RN NS
\ 0
& l D N o %N\}"«
2 \ \}'J( 2-1 I N-g
Cl N-o H—Me Q
OH
H
H NG N IN\
\ 0
2-2 ] \>—-é 23 Cl N-g 3
‘ I N-Q ®\ «‘N
' OH N
OH
NN H
ALy o N IN\
(R \ = NP
2-4 ¢l N-g N 2-5 i \y—ﬁ\l
Tk Me ~
H H
N IN\ NNy
\ \N\ O U N)//?
\ AN
2-6 t N-o 2-7 Cl N-g @
-0
AN 2
N o)

[0179] FzA4(8:)
[0180]
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i) -1 g4 i) 2 )
H
N
N\ N P
- [ -
2.8 S anl L 2.9
H N
N
N D
- (R -
2-10 N_OHG 211
N
H
H
\ N L O p
\ P
2-12 | N 2-13 | ,\\H;)’“ﬁ]
!\\L?—F H‘\7
H
q |
2-14 %N\ 2-15
I N-O M‘O )
A o)
a \N\>’!ﬁ\l
2-16 S Q 2-17 N
H
N IN\
N
2-18 %N»—J&_(OH 2-19 OH
1 N-o
FH: H Me e

[o181] F4(4L)
[0182]
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i 5 91 ity i 45 1 skl
AN
TS N\ 0O
2-20 | N~o>_J(N 2-21 Lo
N0 N"N me
TN FE Me
H
N IN\ R N
A AN P N A AN P
2-22 3 ] N
| '\\I-OH'F‘{"C)O 223 Cl l\\I-OHN
Tk ot g ot
H H
IN\ N IN\
Q N O W O
l N“O EJ U I N\O N‘\
F g ©oOMe K,O
N AN
\ \N
2-26 | N‘OHE:\
NMe
[0183] X5
[0184]
il % 151 U B il % 11 JRE H A
2 MS:278(M+H)+ | 2-1 MS:348(M+I1)+
2-2 MS:334(M+H)+ | 2-3 MS:377(M+H)+
2-4 MS:361(M+I)+ | 2-5 MS:377(M+H)+
2-6 MS:357(M+H)+ | 2-7 MS:382(M+H)+
2-8 MS:348(M+H)+ | 2-9 MS:303(M+H)+
2-10 MS:332(M+H)+ | 2-11 MS:410(M+H)+
2-12 MS:368(M+H)+ |2-13 | MS:318(M+H)+
2-14 MS:346(M+H)+ |2-15 | MS:375(M+H)+
2-16 MS:415(M+H)+ |2-17 | MS:373(M+H)+
2-18 MS:322(M+H)+ | 2-19 | MS:322(M+H)+
2-20 MS:375(M+H)+ |2-21 | MS:350(M+H)+
2-22 MS:334(M+H)+ (223 | MS:378(M+I)+
2-24 MS:378(M+H)+ |2-25 | MS:334(M+H)+
2-26 MS:347(M+H)+
[o1851 #4513

[0186]  ¥f 4- G —1H- kP& IF [2,3-b] HLIE —5- RIRFTHE (55mg) « {[ (4- & —1- &Nk
F) AL B®IL ) LR WG Bamg) A1 =% (80 n 1) T N- 3L —2- it & k¢l (0. 55ml)
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o, FRAS T AR IOV R EEAE 180°C FHFE 1 /Mo M TR RNV P NN B8 ZEEHUK, T &4
MR LR A BRI G . AR SRV GRA NS, AR EL 15, FFik k28 Kk . kR
FERRAE A (IECKE @ SRR OBE) 2lifh, ¥ 3 2 Ak G g T gkt (1. 1ml) FIA
BE (1o 1m1) A, N 10% 1948 — Bk (B0 %6 iE¥R ) , JFEFRBEEE R 1 SRR &0~ 34T
TEALIE SR S 4 NB o DN\ B . IR IM B Eh R, 0 (U B ] AR s i e k91, DA SR 2o
). K UEMEAEIRE A1 TR 4E, N3G 4- ({6-[ (2- L5 —2- HAR L& ) &4 Pl
3] GENIkE —2- 38 ) &AL ) —1H- ik I [2, 3-b] nbEE -5- IR (18mg) .

[01871] %6

[0188]
il %) ZEi) B
H
IN\
Wt R AR SN0
3 NH OH MS:441(M+H)+
Hanowg\ﬁﬁZg/

[0189] 144151 4

[0190]  7E4°CF, M 4FF (Bml) Fr/hoHuin N ZBES. K NVEAE 4°CF Hide: 30 4340
i 4-1{[ (2r, 5s) —b— FEFGWIGE —2— F T 200 1 -1H- 1k 3 [2, 3-b] nkig —5- 5 (50mg) 7
A A7 (0.5ml) FIE R ETE MR LD A 2M (3R R / SlEES MR (0. 5ml) BRI IO BZ RNV
TEEREEI BN B2 S N 18 /I o TEIRE T A5 12 S S ke 4, AT 345 4-{[ 2,
5s) —b— FAk NG —2- K& | & FE | -1H- HEr& IF (2, 3-b] ke —5- WV z R L BE = #h iR #h
(75mg) «

[o191] 7

[0192]

Hi)2%-451) 254 HdE

N
N\ I L H
4 . MS:355(M-3HCI+H)+

NH
T

.  3HCI
ML

[0193] 142451 5

[0194] {5 AN I SRR A4, I B St s] 3 B ik B 7 vE ARSI J7 9%, il 4% T R
A HEH &R 51 2 5-32 [T S .

[0195] %8

[0196]
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T
o) Q 5
o = E,
T I z B 1
HIERS Z¥2 5 | S\ 32 Z Nz =| J\z K
Ty __ 22 _ .
| =5 Oh | O D Lk
0| = | L SR
T o) O
Z (0g
& 9 ¥ © @ o
= ) b T} w b
4B
T
o T Q
i
|3}
O OH T u=
QI 5 o J\Z Z Vz E
I T = =
g0 (%5 78 Q| R
W . -, — wI . o
alt IZ s T
N @ = @ H% Qr|° *
I T V4C
TT o,
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% b T s W 0
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[0197]
[0198]
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CN 101351466 B i
& LiH #2491 P
CH, y
Ny
N
H O
5-9 SAA_on 510 2 N
NH O
@ P 2"
- 3
HO i =X
HNANS HN._Ny
Oy A on o.‘NJ;)\gOH
5-11 ;O ,NH 5-12 6 NH
5-12 [ AR X e S5 g A 5-11 [XU AR Bl 4y 44
5 s 2 LA LA A A
H
NNy
<\N LA oH @VH N
NH OTN%OH
5-13 5-14 O _NH
g
H,C o -
H,C” CH, L2115~ W N 51|
N AN
N\ 0
N i
5-15 : 516 Hsc%o
| OH
[o199] R 8(4k)
[0200]
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Gkl #5H) gl K
H
N lN\
H N A OH
5 NS
S | P o NH O
5-17 5-18
NH H
H.C. o
Y S
Wit/ fe sCiR &
H H
N IN\ ©\/N Ny
%O OTNJ;%TOH
5-19 @‘,\NH H 5.20 (5 o
M 1 e aCR &)
@\/H H2N N\
N | Ny O:N+ l = OH
O, + Az OH
5-21 N 5-22 J&@FH
O NH O
i i
HO M= Wi 7 iR A )
N N HN Ny
HO‘ N — ™ g
WX 7 e s UR A
H
s %‘3 5 26 ofN+| A _oH
- NH OH - H
H.C
H3
HO™ ™ / Jz VR4
[0201] £ 8(4:)
[0202]
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5-31 g NH OH
HO

il 241 “E T 2% 1) ity
H
N— N
@Q)Yo
527 5-28 e
HCo 2 i,
H
N IN\ N Ny
N\ S O |
5.29 Hs ln Oy 5-30 @YO
X HO NH OH
H,C \@/
H3
H
Nay
\ I = O

H
N | Ny
N\ Pz O
H
5-32 HBCiS?O %H

[0203] %9
[0204]
Bl& bl | S
51 MS 272 (M+H) +
H-2 MS 272 (M+H) +
5-3 1H-NMR (100MHz , d6-DMSO) & :1.60-2. 06 (11H, m) , 1. 24 (1H,d,J = 7.9Hz),6.16 (IH,dd, ] = 1. 3Hz,3. 3Hz) ,7. 16 (1H,
dd, J = 2.4Hz,3.2Hz) ,8. 52(1H, &) ,9. 61 (1H, s), 11.59(1H, s),12. 33 (1H, br)MS :312 (M+H) +
5-4 MS :314 (M+H) +
h-h 1H-NMR (400MHz , d6-DMS0) & .1.67-1. 75(6H, m) ,2. 09-2. 16 (OH, m) ,6. 71 (1H , s),7.16(1H, ¢),8. 56 (1H, s),9. 76 (1H,
br),11.49 (1H, s). MS :312 (M+H) +
5-6 MS :326 (M+H) +
57 MS :410 (MiNa) |
5-8 MS :329 (M+H) +
5-9 MS :479 (M+H) +
h-10
5-11 MS :475 (M+Na) +
5-12
5-13 MS :409 (M+Na) +
514 MS :446 (M H)
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[0205] F9(&k)

[0206]
5l 7% ) s
5-15 MS 377 (M+H) +
5 16 MS :209 (M H)
5-17 MS :342 (M+H) +
[0207]
5-18 MS :330 (M+H) +
h-19 1H-NMR (400MHz , d6-DMS0) & :1. 43(9H,s),1.70-1. 88 (2H,m), 1. 88-2. 09 (4H, m),2.14-2.33(2H,m), 4. 05-4.20(2H, m),

4.34-4. 46 (1H, m) , 6. 48-6. 58 (1H, m) , 7.0 9-7. 17 (1H, m) ,8. 52(1H, 5),9. 67 (1H, d, J = 6. 2Hz) ,11. 62(1H, s) , 12. 45(1H,
br).MS 387 (M+H) +

5-20 MS :463 (M+Na) +

5-21 MS ;437 (M-H) -

h-22 MS :371 (M+Na) +

5-23 1H-NMR (100MHz, d6-DMSO) & :1.40-1.46(2H, m), 1. 96-2. I5(L1H, m), 2. 11-2. 55(1H, m),3.82(lH, s),1. 7L (lH, s),

6.72-6. 75(1H, m) , 7. 19 (1H, t, J = 2.9Hz) ,8.56( 1H, s),9. 71 (1H, br),11. 57 (1H, s). MS :328 (M+H) +
5-24 MS ;355 (M+Na) +

5-25 MS :314 (M+H) +
5-26 MS ;437 (M-H) -
H-27 MS :261 (M+H) +
5-28 MS :312 (M+H) +
5-29 MS :314 (M+ID) +
5-30 1H-NMR (400MHz, d6-DMSO) & :1.48-1.68(6H, m),1.98 (6H, s),2. 26(2H, s),4.6 6(1H, s),6.68 (1H, dd, J = 5. 3Hz,

11.4Hz),7. 2(1H, dd, ] = 2. bHz,3. 0Hz) ,8. A7 (1H, s) ,9.70(1H, br),11. 58 (1H, s) . MS :328 (M+H) +
5-31 MS :328 (M+H) +
— MS :458 (M+H) +

[0208] I 1 6

[0209] | 7-[( X -5- HEENILE —2- 3L ) &L 1-3H- BRI [4,5-b] MEEE —6- KRR
Z 15 (50mg) AN 47 % IR AR IRER (0. 76m1) , I I [ W R BHZIR S 4E 120°C
TREFE 1 AT o VSRS EL S, AR TR BRGSO pHAE 2 5, i i g AR BT A3 B 1Y
] 1A, 7K BEE RIS 7-[ (R 5 IRENILE —2- 5 ) &5 J-3H- BRMe I [4,5-b] it
NE —6- 2R (44mg) .

[0210] A FHAHR () JEORME A4, AR 4 5 251451 6 ik B8 77 vEAH AN 7 72, il T~ K
T A 61 TP S .

[o211] £ 10
[0212]
il - 151 LK Edw | W& p ity $r i
H H
N N ' Ny |
N @/\gﬁro” o1
6 391, 61 T & 391,
NH O 393 nos
= M+H M+H
5 /@( R (M+H)+ o /@ e (M+H)+
[0213] 415 7
[0214] g 7-[ (3= AF ) ) —8— AR [3. 2. 1] 3 —3— FE&(EE 1-3H- WK+ [4,5-b] nit

g —6— JRTR L 1S (400mg) ~ ke — U T fis (2031ng‘)\:éﬂ’)’z (1301 1) s =IE%E (4ml) FIK
(Am1) #& VR G YA BRE T L /. H MR 4BE (BGml) FizK (20ml) Wk iz &
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Wy o ik ok PRI RS BT IE Y (T—{[ (3= 4k ) —8— URUT S LR EE ) —8— AW [3. 2. 1]
S -3- 3 ] & L 30 WKMEIE [4, 5-b] Atk —6— FRIR LBE (200mg)) « F LR L BE (50ml)
MRELUE, T H O CHERAT A B o FH E/KPEEZA VIR EY, IR 158, JF Hk4a .
Witk 2 288 / 1FE Chei AT Emas b, B3] 7- ([ (3- &b ) —8— (U T A S Pdt ) -8— &2y
XA [3.2. 17 2% —3- 36 1 &3 1 -3H- BRI IF [4,5-b] MEE —6- RER L 18 (100mg) FY 3 €0 [
Ao

[0215]  {HFHAHRN (A JE AL A4, IR R 5 52 it 5] 64 BT () 5 1A AL Jr ik, dil# R
7~ H T A1) T-1 PRI

[0216] F 11
[0217]
i) % 151 4 K I 1] £ 191 SR A
H
Qi%f MS: M MS:
7 %ﬁf*w 416 7-1 @fﬂa 415
H.C CH, MY :
HG &P (M+H)+ ot (MHT)+
[0218] il | 8

(02191  {F FHAHM SR A9, I9E S5 St 44 Pk i 77 VAR RN 7738, #il#6 &
7 H R 21 8-1 2 8-3 Fh Kb &

[0220] £ 12

[0221]

wlgE | FEH AR 451 % 151 EH HiPR

F F
8-1 326 8-2
Q o)
O \—Q (M+Na)+ - d (M+Na)+
&y O

MW A
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[0222] X 12(4L)

[0223]

Y

£h54h)

Esi

8-3

F@JO\@

Y

MS:326(M+Na)+

[0224] ikl 2151 9

[0225]  AdF HIAH R 1) JSURME A5 40, AR 38 5 S5 10 BT (19 77 VAT 2R 7 v, Rl Rk
BT 9-1 & 9-2 TP IML-E .

[0226] 3 13
[0227]
[ % o 7H Hoi
N N
9-1 %N‘H 5CH, MS:319(M+Na)+
| H
RNy
B NH,
NH N.
9-2 i OQ\gOvCHs MS:424(M-H,0+H)+
OH Mk

[02281  #Hl&H] 10

[0220] {5 FAHMY B IR & 9, iR I8 5 S8 4 TR i 7 v AH AU J7 vt 46 R &rp
~H B 10-1 22 10-18 TP ILE 4.

[0230] F 14
[0231]
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Hill % 1 i il % 151 !

N
H
N 2 N~ NS
1 | H
10-1 S NH 10-2 %NVCW
( § ) |

F
10-3 &S H\/©/ 10-4
N = N

H

HO/@ I 10-18 =l X il S5 4
M ke e oA 4
H.N 00
~ ] " hd
O\N+ P NH, NH
|
10-5 o 10-6 g
Nz NTO
HO
M /s SR A it G s i A A

10-7 10-8 0]

vin
O\ FA
z

o
I

O

7 ZT
Z

| AN
|

2

[0232] F 14(4:)
[0233]
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il % 171 ZEH) il 151 Z5H)

Ny
&\I')YO
10-9 NHHN. ,O 10-10

s oo . N
at P <
10-11 %O 10-12 ('\5‘ CH,
| HN. NH

NS H
0., A A NH, IN\
N \ = 0]
10-13 O NH 10-14
1 N.5CH

Ny
O:NJ'| # NH, NH,
10-15 S NH 10-16 O)T@\
- ; s >l
I 8K Sz A 4
H
©\/N |N\
Oy NH
H . 2
y ‘N\ O NH
e %O 10-18
IHN\CHS
OH
10-4 (3 {F AT WLS K £
UENIEE
[0234] £ 15

[0235]
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il %171 i

10-1 MS :332 (M+H) +

10-2 MS ;246 (M+Na) +

10-3 MS :586 (M+H) +

10-4 MS ;452 (M+H) +

10-5 MS :370 (M+Na) +

10-6 MS :368 (M+H) +

10 7 1H NMR(400MHz, d6 DMSO) & :1.39 1.45(2H, m),1.65 1.86(8H, m),1.94 1.97(2H, m),2.15 2. 20(2H, m),
3.08-3.11(1H, m),5. 05-5. 08 (1H, m) , 6. 55-6.5  7(1H, m),7.66-7. 68 (1H, m),8. 19 (1H, s),9. 85(1H, d, J = 6. 8Hz),
12.20(1H, brs). MS :367 (M+Na) +

10-8 MS :232 (M+Na) +

10-9 MS :427 (M+H) +

10-10 MS ;415 (M+H) +

10-11 MS :233 (M+Na) +

10-12 MS ;474 (M+Na) +

10-13 MS :462 (M+Na) +

10-11 MS :262 (M+Na) +

10-15 MS ;447 (M+H) +

10-16

10-17 MS :232 (M+Na) +

10-18 MS :452 (M+H) +
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[0236] il 11

[0237]  TEMEREE R, I 4- & —1H- L I3F [2, 3-b] nikie —5- &% (350mg) 7E N,N— —F
FEFEERE (4ml) A BT B SR AP R I N N, N- BRES BRI (289mg) FITH 20 B2 /7 I8 £h PR
h (447mg) o KPR S WAEIR L T HRE 2 /BT [ R S ST INNTIK o REITGE I [
R, FZK PR, FFEE T, M 3RS 4- &0 -5 (1H- KM —1—- JE33E ) —1H- ithig 3+ [2,
3-b] HEmE (325mg) Y LA A

[0238] 3 16
[0239]
il & 191 g5 ¥ &/
NN
11 AL NN MS: 247(M+H)+,245(M-H)-
Cl O

[0240] £ 45 12

[0241]  {RIA G JE N, W) A- & -5— (1H- DK M —1— 3 e 2 ) —1H- Atk & 5 [2,3-b] ik
WE (300mg) £ N, N- L LG (Sml) H BT T B THE R, I N= L3k N- R 2L T
Kt —2- & (0. 64m1) FIH 2L T A IR R (305me) o BT IR G W IRIETHE 2 60°C, IF £
60°C NHEH 2 /Mo LB ] SN I AR E s KAZR S R 1 /N R e i A ok
U8, FIZKPRGE, JREAT 8, M 3743 N-[ (4- 5 —1H- mki& JF [2, 3-b] nihmg —5— 3 ) PR ]
HZMRTBE (267mg) HH G 14,

[0242] FE 17
[0243]
4Bl 5151 45 B
NN
CH
12 %Hﬂo 3 MS: 290(M-+Na)+
Cl O
[0244] il |13

[0245] [ REL-[ (IR, 2S, 3S,5S) -5— FFE& NIkt —2- . 1 mEFR TN (1.3g) fE-RA 4L
B (13ml) PRI B, TN — AR 4G DU mUAER 2 (1. 28g) V2, 6— (T & —4- H
FEMERE (2. 21g) o P RV 3 /BT o OB S AT IR 24 N 4E, N S8R LB,
Frit JEH AEY . IE F N K, FH L8 LR ZERGZIR G . HEA L KIEEAEVLE,
FH OGR4, JF ik uk o AEWRE 451 FIR I8 . 7R aE k(o (IECKE @ &
MROME= 19 : L 27 © 3) 4ifk, N FR1F REL-[ (IR, 2S, 3S, 55) -5— A4 L NIkE —2- 4k ]
I ERTENE (540mg) WIS EIIRY

[0246] A FHAHMN [ JRRME G, i3 5 62501 13 Bl (¥ 7 AR 57, dil#s TR+
AL A 13-1 & 13-2 P ka .

[0247] £ 18

[0248]
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[0249]
[0250]

[0251]
[0252]

[0253]
[0254]

[0255]

i B B
il % 441) | o
H,c0 y
13 o MS:338(M+Na)+
FEN-
o H
13-1 H,C” @N 0 MS:338(M+Na)+
iR J \/Q
o
13-2 Hsé/ @““%ﬁ\/@ MS:352(M+Na)+
I
il | 14

A5 FH AH R 16 JECRME A4, B 5 S iads] 12 4% STiEfe] 14 BTk (75 v A0 A0 7 v,
W2 T R o L A 14-1 22 14-6 T a .

19
Il 4% 1) ) il %471 B
R M o
! \ o\N/E
14-1 %Q 14-2 7 NH,
I p /@,.\NH
0] HO T 5
VIR 'SI 1'\k
%O & H
N
14-3 NH O 14-4 o
HGCTO\E@/ HZN*CHS HSC\\M_ %
H,C _
7 CH, R B 1 G
R N
H
Ve s
I O. O+ O._CH
14-5 N 14-6 N I :
HZN%O OZ M Hs
EHa HO M=t
& 20
2% ) i
14-1 MS :267 (M+H) +
14-2 MS ;414 (M+H) +
14-3 MS ;443 (M+H) +
14 4 MS ;467 (MIH) |
14-5 MS :333 (M+Na) +
14-6 MS :481 (M+H) +

[

115
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[0256]

6] (3= 4MA], T— W IA] ) —7— FLIEXA [3. 3. 1] F -3- KRR (T00mg) #E FFEE (14ml)
H BT B R  , T NN IR R (2m1) , FF8E 2R RS RPIAE 1 /B o 1) 122 O RV P
MK, HH SR CEEFBOXIBRE Y o3 Al K IR B SN K S VR ShoK SEs A HLZ
HATRIR BT, IT b 38, BB AT & F ik da, 3RS (3- MW, 7- W IR ) —7- FR 28

03,3, 11 T -3- BRERHNE (730mg) »

[0257] % 21
[0258]
il 7% 11 =) EAE
15 ®j0"’”s MS:221(M+Na)+
HO™
[0259] 1% 16
[0260]  fFFAAHN B R A, R 5 S 28 I 0 77 iEAH R R 7125, Hle¢ R aRH

T H R A 16—1 &2 16-3 FIRIML A .

[0261] K 22
[0262]
il 2% 11 4 i £ 171 gh 1y
N NG y
%Q N ‘ Ne
\
i / \N O
16-1 NN 16-2 e
H3C o) 3 Cl O‘N O"\CH3
HscIHs o)
H
N— N
S
|
NH N~
16-3 cH
H,C._ O 3
H,C CH, O
[0263] 3K 23
[0264]
bl | SR
16-1 TH-NMR (400MH»., d6-DMSO) & :1.44(9H, s),1.77-2. 39 (8H, m) , 2. 42 (3H, s),4.09-4. 20 (2H, m) , 4. 48-4. 57 (1H, w),
6.61-6. 66 (11, m),7.21-7. 26 (1Il, m ),8.57 (11, s),9. 16(1Il, d, J = 7. bllz) , 11. 81 (11, s) . MS :425 (M+ID +
16-2 MS :315 (M+Na) +
16-3 MS 425 (M+H) +
[0265] #5417
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[0266] A FTIAH NS ISURME A 400, R s 55 S5 29 BTk i 772 AT SR 7735, 9% &+
7 H B2 L7 RS

[0267] 324
[0268]
il 7% 151 75 44 A
N AN
17 %0/ O MS:301(M+Na)+
Cl N\N>\(
O-CH,
[0269] I 1 18

[0270] s AR N JEURME G40, AR L5 S 51 30 Bk i U7 EARSR LAY U7 v, 26 T R
7N H B il 26 ) 181 ARl 25 B 18-5 TRt &4

[0271] % 25
[0272]
il £ ) 4% 131) )
H
N- Ny
A N O H |N\
18-1 | |\'1~(5>_< 18-2 N ‘N\>_\
Cl)\CH ! N-g O-CH,
3
H [N\
NA AN, H
NH r\'1~o>_/%—\ N IN\
18-3 CH, 18-4 N A AN
'
R
&
A AN |
e
18-5 ;
§H Wi X
[0273] X 26
[0274]
1 7 151 g
18-1 MS :315 (M+Na) +
18-2 MS :287 (M+Na) +
18-3 MS 124 (M+H) +
18-4 MS :291 (M+Na) +
18 5 MS 468 (MI1H) |

[0275] ﬁl ﬁjﬁl 19

[0276] (£ 4°CF, ] 4= 5 N’ — B& —1H- atkrg Jf [2,3-b] At —5- R IEPK (4—chloro
-N’  —hydroxy—1H-pyrrolo[2,3-b]pyridine—5—carboxyimidamide) (100mg) 7 N, N—- —_H
FEEELRZ (Im1) BT R, INAEERE (58 1 1) R IR 2- Z3EC 8 921 1) . #i%
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RNV EAEIR SR TR 2 /o R IR IAZK . Bl yE s LT ie Y, 356
ZULEE+ WK @Cml) A, B iZ RS 160°C FERE 3 /A it 17 12 s NP
NIK Fd ot ik JERCER DT, AT 3REAT 3 (4 & 111 agr& 3 [2, 3-b] ntkwe —5- £ ) -1, 2,

A= TE M —5 (4H) — lil] (63mg) 11 11 (7 ] 14k o
[0277] % 27
[0278]
il 7% 1 g b Y
N NS
19 ﬁ\p\(w MS:235(M-H)-
Cl l\\l-o>=0
[0279] [ ] 20
[0280]  FEIIZHLJE T, M N-[ (4= 50 —1H- A& 3F [2,3-b] Atk —5— 35 ) AL | HE BT

fie (167me) 7ESAG (5ml) EF'F)T)T/BZE’J O, IO TLE AL 0 (886mg) , T %R & W IET Ui
L8 /i o B S SR A, IF AN BV AR R SN A o T QPR LERASIAZ S N
W MARBEAIZ . MEREETBRZANUZ, IFL I R 25 R R An . )=
IERAL L (ST ¢ W= 16 0 1) AP rbRsy, Wik 4k 4- 50 -5- (56—
AL -1, 3- WEME —2— BL ) —1H- Atk I [2, 3-b] AbWE (45me) AT 0 [ 1A

[0281] % 28
[0282]
il 2 151 g5 s
Ny
AL
20 L Oﬂ} MS:250(M+H)+
O-cH,

[0283] £ 21
[0284] 7E-78°C I, ] 4-[5- BFEENIKE —2- 35 ) &I 1-1H- MkigIf [2, 3-b] Atk —5- I

(150mg) FEPUEME (3ml) AT R, oA 1L OIM I =R T REA R / FREHR
(1.93m1) o ¥ RNV EAEMREIRE T o 18 /Ao AEHVKAREREAT, 7 R N
TN IM FhIER, JFH %R & 8 30 43 Bhe F R A MGZIR & W), I H /K. H uh@&
TIEEAEVLE, HidL g, BIEmAERIE 200 T gs, Ak 4-[6- BEENIEE —2- &) =
L ]-1H- nikrg 3 [2, 3-b] ntbie -5 FEE (100mg) (iR EE A TE 2 TEY) I .

[0285] AT AHN B UM S 4, AR 4R 5 ) 251451 21 JTak 10 77 VAR R 77325, 45 R R
7N H A 21-1 AL S .

[0286] % 29

[0287]
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il 2 51 “E 1) B il % 157 | £z
N RN

Ao MS: ST MS:
21 NH H 312 21-1 NH O 312
jag (MH)+ no ] (M+H)+
HO o
e WA
[0288] 4 45] 22

[0289]  EFREERAT R, fIH 6 (FIEIE) 1 (6 BIELNE 2 %) 7 i 1,3 —
S —20- kW )[4, 5-c] BEIE 2 W (68mg) AITEE (Im1) K 1938 &40 b, o T e b
(197mg) F1 10% (K4 - 5 (50 % 3 ) (33me) » KHZIES WL 5 /M. FHEEA MG,
it JERR AL o G BRI, W TTFEAR 6, T— A —1- (5- A BIgE —2- 3 ) -1,
3- & —2H- BKMEIE [4,5-c] EnE —2— 7 (54me) .

(02001  A¥FHAHN B I5URME 54, ¥R 5 6 25451 22 FTIR ) 77 A0 77 v, Hil 26 R R
s H BT 22-1 224640 22-3 F RIS
[0291] 7% 30
[0292]
x| el G il 2% 1] |
HN NG H,N [ Ny
L/J\ HQNI';\g/NHz
H,N L 4\IH NH
22 K ;( 0 22-1 E I
HO!
T OH
ARG A U A
H,N | Ny H,N. N
HzNIg\gNHz H,N 7 IF\}‘CH3
222 /@FH 22-3 i NH
F . HO' z i
Wi 7 R A
[0293] & 31
[0294]
1] 5 151 L€
22 MS :316 (M+H) +
29-1 MS :332 (M+H) +
29-9 MS :320 (M+ID) +
22-3 MS :332 (M+H) +
[0295] [ | 23
[0206] 1] 6-[(3,4- — A IEFI) IR J4-LONMK 5 FFRE SN B 2-FL) =

I 15— HHFEMHIR 2,158 (2. 73g) E LT (40m1) FIBIFIR P, I 10% R - 7 (50 % i3 )

(550mg) o LEEVT IR N, T 80 CHEA MEAVIE )R Y. 5 /NI o £ S N IRA H IR E IS,

AT g b, IF F REREBESS, AR 4 BN B MR IR TR =4
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B (17ml) FIREEER (864 w 1), IFAERA LGRS NI HH TR S WL o T AT ik PR S0 B /K 3%
VRS 1% S N R R AR, I 8 LR AT DY AR I AT R B FIVBAN K ER A VLR , IR
TR, AT E . B 25 0F TR UEMUZR A TR IR AT il is (5l @ R )
aifl, iSRG 3-(3, 4- M s’ ) —7- [N -5- Bk e WIlke —2- Jk) 205 ]-3H- Bk
I3 [4,5-b] MEWE —6- FRIE L K5 (2. 178)

[0207] A HIAH LI S AL &4, WA L il 25460 23 PTad 97 VAR SRACL 532, il 26 T & b
7N HE (K il 26 ) 231 IR G4

[0208] 3 32
[0299]
Gkl “hi R GHIE 2V “hE ik oz
CH,
O~CH, y
N AN
‘ MS: <‘N L _o_cH, MS:
23 &y N 507 23-1 H 357
NN O CH; | M+ @W (M+H)+
@;NH HO IELy
HO Ji7 £\
[0300] il | 24
[0301] A FIAH R JEORME &4, i3 5 92 35 Bt 9 7 VAR AL 772, il 8¢ T~k
NI 24-1 BHIH) 24-3 RIS
[0302] & 33
[0303]
il & 151) £E BiE il 22151 5 g
NH
? MS: N | N MS:
24-1 HCI 182 24-2 %o 209
HO (M+H)+ Cl N~N/>\\OH (M+Na)+
M/ R
Kl‘ Ny MS:
243 %s 273
| Nl OH | (MeNay+
[0304] | 5451 25
[0305] [ N—FUT & - EFHE A E] (N-Boc—nortropinone) (1. 38g) « "~ (0. 803ml)

LR (0.35ml) £E & Fhe (10ml) A 1,2- “ & Lke (32ml) FrEpIEBH, IIA =4
BEA AL AL Al (1. 95¢) o RHZIBCTWIAEIM BRI FIEHE 2 /DIy [/ S MRS IR
H5 (0. 201ml) A= Z BRI AL (649mg) , TR LI GWAE 50°C FHEFE 3.5 /if. b
Ghs [ S SRE PR NN = SR I L) (649me) , IF HAE 50°C it 3 /bt 7EJS
GAN TR SRS TNZE R o TR0 AR A R I NI Bl T S B 7K S VR I U S A B /s v, LA
HeRWAt . M LR CWEFREHUGZIR AR 73 i) VAR MR S0 7KV ZK BA LA AR R K
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VeI WU T TE KT Bt T8, FE 0T 06 o ZERR 4P RIS BB R o FR A FTTREIECAE
G (AU ) Ak, 3R - (ESLEE ) —8— BALRUA [3. 2. 11 5 —8— AL

FRAUT e (1. 78g) HIHE O 14

[0306] 1 FIAHN M BRHAL &4, AR 5 1) 25151 25 BTk 1) 77 VAR 2L 5 325, 4% R & rp
S H BTN 25-1 )24 25-8 FHIMLE4 .
[0307] % 34
[0308]
il &) ZEH) il 171 GERE
Ny
\ H‘NH
H,C,O |
25 Hﬁ{m!ﬁ\/@ 25-1 ]
25-8 [ AER WS A4 44
Pl s 5 A il
N H
@.j;\gk. e
A~ NoNH HJC T
252 I 25-3 H
4@ OINH M /3R
HO CH,
M, /)5 IR A E%Hs
[0309] F* 34(4&k)
[0310]
il 2151 LR ) 25157 £EHL)
Y
25-4 25-5 @
Br
Z _ 0 Bl g 5 A 4
NZ" s /s A M2 B A
H H
o L0
| H
25-6 AL N\N/(D 25.7 @
I o H .
OH
N N
AR
NH
Ccl O E
25-8
Br
26-1 [ Al e S A A
I e SR S
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[0311]
[0312]

%
]

%% 35

B

25 1H-NMR (400MHz , CDC1,) & .1.3A-1. 66 (3H, m), 1. 45(9H, s), 1. 86-2. 22 (6H
4.04-4. 28 (2Il, m) , 7. 20-7. 38 (5 I, m)

,m),3.00(1H, dd, J = 6. 0,6. 0Hz),3. 78 (CH, =),

MS

;423,425 (M+H) +

MS

:383 (M+Na) +

ool

MS

:357 (M+H) +

MS

2311 (M+H) +

MS

2320, 322 (M+HID) +

MS

:327 (M+Na) +

MS

:258 (M+H) +

CJ‘ICJ‘IU‘I‘J‘IC‘JWU‘ICJ‘IU‘I
[eoll I K2 o2 = NUGH NNGR o

oo (oo

MS

;423,425 (M+H) +

[0313]
[0314]

il ] 26

7~ &1 261 22545 26-2 RIS

[0315]
[0316]

& 36

18 FHAH R () Db A5 4, KR4 S5 5 191 50 BTk (80 7 VEAR LK 7 V45, il R 3k

il %
il

ZE

il %
il

26-1

7 ZT

| AN

Ci

O

/

IZ_
pd

H3
CH
OH

3

MS:
301
(M+Na)+

26-2

MS:
317
(M+Na)+

[0317]
[0318]

[

1| 27

i) REL—-(1 '

R,3'

S,5 '

[3.3.1.1 ~3,7 ~ ] %% 1-5

S, 7'

S)-5'

H- 428 [1,3- & ¥ 2,2
- R (100mg) 7EF 2K (Iml) AT, IS

- =

FACHEE 2K (991 1) =2 M% (641 1) . 7E 110°C PEAZI-GWHFE 2 hi. Rk
NSRS I E IR G, IR, FEH CBR Z 3T 258 . I Th /KR A HUZE, o BRes
T, P AT I UE . (RS S F AR IER . BRAWEMR T N, N- ZME 28 (Im1)
Hr, FF R LI BCT BT (49mg) o KPR S WIEIA SRS T IR A . 1R O R ES R A
ANIK, FEF 218 QO BE 2 BGZIR G . A Th K e A 02, TR BR L T 48, JF3kfT ik uk.
VR AT N R ER .. T AR A% E (IECkE @ 4R LM ) Zith, i 3kfg

REL-(1" R,3' S,5" S,7'" S)-5' H-#[1,3- —& ¥, -2,2" - =¥ [3.3.1.1 ~3,
7T~ 1%kt 15" - FEEIETEAT B (40mg) .

[0319] S FHAHMY A SR &40, MR 38 L5 il &40 27 Bvid i 75 VEAH SRR 732, il #¢ R
7N H B2 27-1 B 27-3 RIS .

[0320] 3 37

[0321]
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CN 101351466 B 'I«fllf, FA :Fg 42/170 7T

il & 171 g5 - BoE il % Bl &l Hom

H /3 H
L MS: \ |N/\ MS:
i : ,EH H -
27 O RH 332 271 | HC s‘é /. 455

MS: H MS:

N NH N
27-2 & N 436 27-3 Y 374
d 0| M (M+Hy+
HO
ML 2R 5 35CAR
[0322] 5151 28

[0323]  FEAHVKAENEI &4, MWK ER (175ml) P& 0N 70 % A (20ml) , FF7E
LO°C B AR B R RIZINA 2- @NIFEIZEL IR EE (25g) o M IZIREWTHE 2 MR,
PiE 2 /IS o A RNV ESTEABI UK AR, oM I S AL K SR TR REZR S, R SR
FEAEBY IR« S IFANZ, FJCKBRREE T8, JFAE IR 411 T4, M3k 4 4- 2 HE N1
e —1- B (17.7g) .

[0324] £ 38

[0325]

fhill & 1 SEH) 8]

NH,
28 HO/®/ MS:168(M+H)+

Wi /Rt

[o326] ik ] 29
[0327] ¥ 4-{[3-#b1) (I ) XA [2. 2. 1] Bedd —2—- 4wy ] &6 | —1H- nkng 3¢ [2,
3-b] LR —5- R LHE (54mg) \ = NIEFAELE (521 1) (KM (17mg) FIN, N- — FHILH
BEfZ (0. 3ml) MR GBI BRI 2 /. B s (20ml) $iZz ROV E
ke, JER HAR N AR FR S /K S (15ml) e 2R 4.1 (15m1) FEEUZIRESY 2 K,
FrH ERZK (20m1) BEERAE Y, H Ju/K B B 3EA T T, vk BBk s . YRR HEE
AT IS (IE O - SR ABR ) 2ifb, M3k 4-{[3- hm) ( = RNt ) 43 ]
FROL ) XA [2. 2. 1] FERL —2- 4h ) ] &0 ) —1H- & 3F [2, 3-b] ntkiE -5- R R L W8 (76mg)
YA EL ] 14

[0328] 3 39

[0329]
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CN 101351466 B 'I«fllf, FA :Fg 43/170 7T

& 151 R A AR
R NG
,fH %O
29 H,C MS:486(M-+H)+
H 07’ 7\ Q:H3
[0330] 148451 30

[0331]  FEFHUKIKBAHINIREIR, ZER A | 4- S —2- AL —1H- b 3 [2, 3-b] ik
e (0.85g) EN, N- —HIFEEFEEE (8. 5ml) A T 2 B I v, N 60 % B F T i i
NaH (245mg) o FEMEEIR A BB R N SHEAEFE 1 /DI, HAE KRG IR R 3R
Fh P B NN = S ISR AUREE (1. 3ml) , FFAE 10 \%EFjZEJKEI’JHTIETJ WHN5E. EIEER
&N R S R 3 /N, T QMR 4 BE (30m1) K ELARRE . 43 i) FH R R R S B KV R
(30m1) AlEh/K (20m1) PRIEIZIER » ALK B S 2 K, FEE s 5 F R 28k . o&
KU HARERAE AL (IECKE ) gifh, MI3RTT 4- 5 —2- & -1-( R IR ) — it
M If [2,3-b] nikmg (1. 45g) WL EIEW .

[0332] 3 40
[0333]
| 2% 1 “h#4 e
CH, CH,
\%4%
30 HC M MS:323(M+H)+
*%5
[0334] &4 3

[0335] ﬁﬁWHFE’JJ—*M{A% MRYE 5] 19 BT 7 IEAH SR U7 v, il 46 R 3k
7N H R A ) 31-1 2 &) 31-2 i & .

[0336] 3 41
[0337]
4
] : .
ff s 1y s & | & $04E
RE
o MS: gNjT\N;YNHZ - MS:
31-1 N NH, 272 131-2 H O 287
| (M+H)+ @ﬁ 2 ne (M+H)+

[0338] gl 7] 32
[0339] BT 4- & —2- R —1- ( RMEEESRS ) —1H- nthn& Jf (2, 3-b] kg (4. 73g) B ER AN

(6. 4g) - FIEE (45m1) MK (16m1) M EETTREW T 90°C T HEF: 2 Dt . FHZEEWRE G,
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CN 101351466 B 'I«fllf, FA :Fg 44/170 7T

R PTAR HERIR S A U8, IF KBRS MRS 4- 0 —2— F2E —1H- AlLig I [2, 3-b] Albie

(1. 85g) »
[0340] 3% 42
[0341]
£l 2% 1] ' = A PR
| R N
32 ”3CW MS:167(M+H)+
] & .
[0342] l ] 33

[0343]  [a] REL-[ (1R, 2S,3S,5S) -5- R IE G NIkt —2- 2 ] & TRFN (5. 5g) (T
(55m1) T TE RCIIEE, IN 10 % B4R — 2k (B0 %6 iER ) (1. 1g) , HTEE/ VTSI IR
BRI B ZIR G 3 I . ZEFH C 3 (celite) BRJE 10% AR — 55, £E IR 451
AR AE , T 38 REL- (1S, 3R, 4S, 5S) ~4- &Nkl —1- B (3. 8g) .

[0344]  {FHIAHMN I JERMES420, AR 95 5 ) 251 33 BT 10 7 VA AL 53, 46 TR &
7~ H A4 33-1 £ 33-11 FHILEY.

[0345] 3% 43

[0346]

nEr Gk I ] D

NH,

NHz HC. O g
33 /®/ 33-1 3N N
HO e EAHO
- 33-9 [y kRS WS AN A
i e e AR S

[0347] F 43(4L)
[0348]
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CN 101351466 B 'I«fllf, FA :Fg 45/170 7T

il %151 £ 4t EY D,

o
-2 33-3 z N
33 Ja 0

HO

l'!" ..../\ , ) N . .
M 3311 (AT A
0% W e W i
& o
33-4 @‘NHZ 33-5 \®.-\NH2
iz 54 g2
e F
33-6 wNH, 33-7 NH,
g SN
NH,
H,C
33-8 2) 33-9 H3C\’O\H/\N
- anNH, I N 0
[, 33-1 [F7ARXS WU 14
Wﬂ&%ﬁﬁ@,
NH,
- £
33-10 NH 33-11 "
N NN O
M ) B R 33-3 [ Ak ) e S g
T ke e 5 A
[0349] X 44
[0350]
il 25151 Hod il 24151 Hod
33 MS :168 (M+H) + 33-1 MS :281 (M+H) +
33-2 MS :168 (M+H) + 33-3 MS :231 (M+H) +
334 MS :182 (M+H) + 33-5 MS :182 (M+H) +
33-6 MS =170 (ML) + 33-7 MS ;170 (MH D)+
33-8 MS :196 (M+H) + 33-9 MS :281 (M+H) +
33-10 MS :170 (M+H) + 33-11 MS :234 (M+H) +

[0351] ihill 2151 34

[0352]  fF FIAHRM A ISR &4, AR IR 5 9B 21 BT i) 7 VAR SRR 7 i4:, Hl 46 FEkrh
T~ 4] 34-1 &2 34-3 FPIML B .

[0353] K 45

[0354]
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CN 101351466 B 'I«fllf, FA :Fg 46/170 7T

il
% =R ¥ | Hlpl R Y
]

e RN MS: H Ny MS:
34-1 3 %? 261 34-2 Q\MF 171

o (M+Na)+ cl (M+H)+

&?N\\nﬁ‘ MS:

B!
34-3 Ao 323

- @ (M+H)+

[0355] I 135

[0356] |f] 5—(4— & —1H- WL g Jf [2,3-b] mbmg —5— L )—1,2,4- FE — M —3— % R 2 liE
(350mg) 7F L BE (3. 5ml) H I JE e RIS i Hh s, TN IM &R A B K s (1. 79mlD) , FF4 1%
RNV IFAE 50°C R HFE 3 /N o B VI IRA Z A 4°C, RN IM ZhIR, DO ZEE )
MR, FHEEAGFFE (4 @ ) MRRREGBEFEIGZIREY), HHKBER. HmMREET
PR ML, WS 34T vk 70 90UE 45 4 TR E W K 4, AT 3R 17 4- &0 —5-(1,2,4- T —
Mt —5— F& ) —1H- Bkrg I [2, 3-b] Atklg (215mg) KA G 4,

[0357] * 46
[0358]
il £ 151 ey A A
N NG
35 % MS:219(M-H)+
»

Cl O-N
[0359] I ] 36
[0360] 4 RrREL-(1' R,37 S,5' S,7' S)-5" 1I-#8 [1,3- —_H|JEL¥ 2,27 — = 3K

[3.3. 1.1~ 3,7~ 1 %852 1-5" - LG TIRBUT FE (420mg) WA T VUSRI (4. 2m1) H
K (4. 2ml) B, IR 2R G K& (Blémg), IFEZIRSWITE 60°C FHiHE 4 it
TEIR L 24 N B2 SO I M 28 A FE I N R B S N K i . ] B8R SR AR BRI A4
MR K B A NS, BRI, JFAT R & AT 28 k. TR IR AL (il
%= (IECWRE - SR OlR ) 204k, gk O —4- £URENIEE -1- 25 ) 2P ERAUT B
(120mg)

[0361] i FHAHIY A IR 5420, MR 38 L5 il £ 401) 36 Bk i 75 VAAH SR 772, il #¢ &k
7~ H B &) 36-1 R RIAES .

[0362] 3 47

[0363]
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CN 101351466 B 'I«fllf, FA :Fg 47/170 7T

I —
E% S HAE | % b it g
H o -
Hﬁ " MS: g MS:
. Y H 288 36-1 ) 220
5 (M+H)+ N //J M)
[0364] 441 37

[0365]  [A] 2—[ (1R, 2R, 4S) — XFF [2. 2. 1] FF —2— L J-1H- §:m[W: -1, 3 (2H) - 1 (1. 4g)
EVUE R (28ml) FHZMEE (28ml) w1 T T A ROV AT, o\ 80 %6 I — /K &5 /K 5
(1. 1mD) , FWBRIR G AT 3 /NI o i R NSRS 20 2 AR BT i, 1 I B ER AT
Yo TEPE A TR B4R, IR DA & . mBRRh mA & B, HAH INE
ALK VR IR G, FTE K BR BT 15, TTAEWRE 51 N BT 28R » M5 T
I B, TN AM FRER / RGeS TR IR S AL D R B, ARk A1 T kA, IF
THEZR T, N3RS (IR, 2R, 4S) — XIS [2. 2. 1] Pake —2- kiR ik (0. 6g) .

[o366] {3 FHAHR B9 ML AW, R4 5 i 24461 37 JIT b ) 77 VEAR AL 77325, Hl 2 R R
7~ HL T A48 371 TR RIS

[0367] 3k 48
[0368]
] %
GHIE- gh Ky B . A AR
MS: MS:
37 HZN,S HCI 112 37-1 " @’EO'CHs 198
(M+H)+ (M+H)+
[0369] % ] 38

[0370]  TEVKUYAEIIEMAT, W - {[4- 2 6-( FEEE ) -b5- LMEEMRE -3 25 ] ¥
R (BA) S F R (450meg) fEPUZMRME (Tml) A WELE (Tml) o P B & 0F
A IR % (383mg) o (EFAERREE FRAZIR S 5 IS, MR ROVIR G
O PUSEIRIE (10m1) A0 FRiAl — % (190mg) « TEIMEEHIE S TR IRG PP HE 2 ZNET AT,
7] 12 I NS T IR, SR K S CH H: pHAE T 290 10, - H LR LR A B
W, MRS TRANZ, AT S8 fEE &M T IRAAIEWR . TR HAE AL (A
i CES L W) 4ifk, N 3iAs 5- (4- & —1H- nkrg I [2, 3-b] nikwe —5- 25 ) -1, 3,4 W&
e —2- BRI TR (90me) o

[0371] 3 49

[0372]
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CN 101351466 B 'Lflll HH 48/170 T
il £ 1 7k ey HAn
N N
P <
38 | Wigo MS:317(M+H)+
‘CH
[0373] Gl 1 39
[0374] A TIAT S () JEURMA A 42, iR 55 5 it 45 FITIR (6 5 VAT 2RABL IR 7 1%, il 46 TRk
7~ H A5 39-1 & 39-4 A& .
[0375] 3 50
[0376]
ifill 2% ) Gk H
R A
AL N
39 & r\\l{;)f_\\ij MS:304(M-+H)+,326(M+Na)+
N A
39-1 N N MS:316(M+Na)+
Cl N-g ﬁxOH
N N
Iy
39-2 an :
= N'\—Q MS:330(M+Na)+
CH,
[0377] &K 50(%k)
[0378]
) £ Bl g5 5 BAE
H IN\
N\
39-3 AN MS:356(M+Na)+
Ci '\\FO}’\}NfCO
R
A N
39-4 &g N MS:356(M+Na)+
H
[0379] ﬁl %jﬁl 40
[0380] FERAAAM -T8C T, A 4- 5 —1- ( =7 W IaERE3L ) —1H-1lkrg I [2, 3-b] Alkme

(2. 26¢) (EPUZIRIE (16m1) =P BT TR A S SV, BRI INNAR T 2588 (14, 6ml) o £EHRF 1%
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CN 101351466 B 'I«fllf, FA :Fg 49/170 7T

BEW T FEEAE FHFE 30 738h )5, 46 -78°C N & FERTEEE (2. 1ml) £E VY& (16ml)
HROZ BRIV UG T N I SN TR A . LRSI, B 1% R N TRAE —78°C R AERE 15 4y8h,
T EALEOKIE (12m1) R0, A CBR S BEAHC . AR KPR ANLE, FHWER T
P, IR 40| F BT 28 K - R AW it T VU &R (17m 1) w1, N IM DY T 25 9 A0 i /
VUSRI AT (16. 9ml) , FFAEFA IR B T P F iR 59 3 /b o MR N ESHRP I SR
LBEFIK, FH 418 S HHUZIR G« AR K PEF AU, AR S T 15, ek 4%
P NIATHE K R A RERRAEEEE (IECkE @ LR AER) 4ifk, Wi 4- & —1H-
g5 [2,3-b] LT —5- REEFHEE (690mg) o

[0381]  fHFAHN I ERAL S 4, I95 5 H1 &5 40 BTk (0 7 340 R D53k, Hiles &4
7N H AR 40-1 & 40-3 PHIALE Y.

[o3g2] £ 51
[0383]
1 2% “E 1y il & 151 o A
H
N | Ny H Ny
40 %o 40-1 W
H
N I Ny H N
N 0 |
Och, ¢ o
[0384] 352
[0385]
& HIE
[l
40 1H-NMR (d6-DMSO) & :5.40(2H, ¢),6.6(1H, d, J = 1. 8Hz),7.35-7.39(3 H,m),7.41-7.45Q@H, m),7. 71 (1H, d, ] = 3. 5Hz),
8.75(1H, s),12. 42(1H, b 1).MS : (+) :297
40-1 MS ;279 (M+Na) +
40-2 MS :247 (M+H) +
40-3 MS ;285 (M-H) -
[0386] il 1l 41
[0387]  |n) LOOmI [¥) 4 )@ 25 & P I A B AR A {[ (3 4 n) ) -8 FIE 8- A&l L4 I
[3.2.1] =¢ FEI1@E ) -6-5 5L LEE (1.52) .28 % /K ¥ W (4. 6m1> iz,

(7.5ml) » J%ﬁﬁﬁ,#ﬁ 90°C T HEH: 2 /I iy X RSV E1 IS, FH R EE (20ml)
B, IF AR 45 1 N AT 28 K. 4%%%%%5@25@% R B 45 i, AT 375 6- &
Fe ~4-{[ (3= 4bmy ) -8~ FIE —8— AHLNIF [3. 2. 1] ¥ B ]/ -5 R 40 (1. 3g)
13 it 1

[0388] A AHAHMIJE ML S A, IRYE 51410 41 Frds (0 77 VEAH 2R J7 25, Hil 46 Tk
NGB A1-1 AP

[0389] £ 53

[0390]

54



CN 101351466 B 'I«fllf, FA :Fg 50/170 5T

1) % &
4 A HE 4 R A
H,N lN\ ~CH,
MS: O:hr 4 O MS
41 426 41-1 o H e 361
(M+H)+ (M+H)+
HZAN IN\ rCH3
O‘N+ = O
411 O NH O MS:361
(M+H)—I—
[0391] ﬁ[ %jﬁl 42

[0392] ¥ FHAHMY. B SR G4, HRE L5 Sl ) 7 ik 0 7 vE AR RA T v, il TR R
s H & 42-1 3 42-26 TS

[0393] £ 51
[0394]
Rl 2R 03 ) 2% 1] #h My
H
H
s S
\ 0
42-1 74 42-2 &N RN
Cl N-g N«é}) N I
H\CN‘CHa
el .
N\ = W\KN O
S
| T X
42-3 | N‘N/>YO 42-4 ) N_Oﬂﬁb
H‘CH3 d
H
N— Ny H Ng
D | o \N\ - N\ | o N O
42-5 | NG '\N 42-6 DN e o
(@) -
CH,
OH
[0395]

5b



51/170 51

CN 101351466 B W OB
{t‘llN'j\g O H ]N\
N\ A~ N & P N 0
& W 42-8 RS
42-7 &R .
o) H,C
H,C
H
H N N
L\l |N\ 0O \ |/ N>_/<O
N N
42-9 C/l T 42-10 LWy on,
° N\on CH,
[0396] FH4(4z)
[0397]
1 2% 11 A ] 2% 151 7t
s RN
NAAN D i o
A \ N
- 42-12 AN
O
NN R IN\ o
N & P N
AN P 42-14 e
42-13 | “LOHH““Q””OH Cl NG ﬁ_«’o‘cm
RN RN
M N 0 6 P NHO
42-15 “ r\\j‘c;>"/<H_§’o‘cp—| 42l & NG H"”OMO‘CHa
H,C s
H H
. NP 42-18 .y N_Q
42- 1 7 = q H - & ’\‘l_ N -..OVCH3
i NG H'OT:F H’O
H H N
N N\ A |/ o 5
AN P 42-20 |
42_19 Cl I\LOHHN—OMQCHG Cl N\N/>\(NH2
N NG
MNP 0 42-22 )
42-21 G ﬁ-OHHCscO Ci N\q o,
\H S O N IN\
-« 42-24 AN
42-23 Ccl O Q’R ! le\j ",
CH,
[0398] F# 54(4z)
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[0399]
i 2% 171 451 5 2% il 45 ¥
&H;Eb\( NS
N\ N O Q\;('J\‘/ O
42-25 B a 42-26 T
O H_“\—CLCH
O 3
[0400] 3 55
[0401]
il ) s
42-1 MS ;348 (M+H) +
12-2 MS :377 (M+H) +
42-3 MS :316 (M+Na) +
42-4 MS :370 (M+H) +
42-5 MS :384 (M+Na) +
12-6 MS :335 (M+H) +
42-7 MS :375 (M+H) +
42 8 MS :322 (MIH) |
42-9 MS ;308 (M+H) +
42-10 MS :314 (M+Na) +
42-11 MS :384 (M+Na) +
42-12 MS :286 (M+Na) +
42-13 MS :384 (M+Na) +
42-14 MS :358 (M+Na) +
12-15 MS :358 (M+Na) +
42-16 MS :398 (M+Na) +
42-17 MS :404 (M+Na) +
42-18 MS ;412 (M+Na) +
42-19 MS :398 (M+Na) +
42-20 MS :286 (M+Na) +
42-21 MS :418 (M+Na) +, 394 (M—H) —
42-22 MS :300 (M+Na) +
42-23 MS :369 (M+Na) +
42-24 MS :286 (M+Na) +
42-25 MS :346 (M+H) +
42-26 MS 1322 (M +, 344 (M+Na) +, 320 (M-11) —

[0402] il £&f] 43

[0403] A FHAHMY I OB 5420, MR 3 55 S tifa) 41 vk iy T VA AL 712, il e TRk
7~ 20 13 FR AL E ) o

[0404] X 56

[0405]
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CN 101351466 B 'I«fllf, FA :Fg 53/170 H1

il 2% 11 5514 g

H
N
H.J(_]TO
43 : MS:264(M+H)+
[0406] 2519 11

[0407]  FEHUKREIEIZAT T, 1] A- RIL-BNIGE —1- B (8. 9g) FEVUZIRIR (89ml) HJT)E
FRFIRB S L B I N R A RIS (7. 6m1) 1 IM SRR (53, 4ml) , I AE
UKV HN T RAZIR G BERE 3 /I o BRI NV TR AR AR R S BRI D T T 418 LR 2R
AR VRS . FRT ER KSR A NUR , I TCKIRL R B8, JRAE R A5 R 28R AR
WRIRER AR ik (IET ke - ZBABE=1 © 1 &1 © 3) 4ifk, N3k REL-[ (IR, 2S,
3S,5S) —6— A G NIk —2- F ] ZIE TR FHE (6. 2) M REL-[L (IR, 2R, 35, 5S) -5 A4 NI
ft —2— H | ZIFIRFEE (5. 39)

[0408] X 57
[0409]
il 45 151 #h#] o
H H .
O\Q ~N O\Q MS:
44 /@’N N /@ I 324(M+Na)+
HO © HO . 324(M+Na)+
J X LI

[o410] il e H 15

[0411]  TFERHUEHEIIAM T, ] (IR, 2S,4S) — XA [2. 2. 1] Pkt —2- 1 (1. 0g) 7EPUSBE
MR (LOoml) A FTE AHSTR P BR I ATR  FR R i (L. 4g) T 2R (12, 6g) DL A
AR AHS (1.56ml) o KRS WIHE R EERE, B 24 /B, EWE S K
LSRR, T R ) AR AT vk (IO @ SR AEE= 100 @ 03 95 & 5) 4f
A, NIRRT 2-[ (AR, 2R, 4S) — XA [2. 2. 1] P& —2- FE 1111 MW -1, 321D — i (1. 4g)
R0 WA R N

[0412] A HAH R I JORME S0, AR 5 ) 25101 45 Bk I8 7 VEAH R 774, il R
7 H TR 45-1 F LS .

[0413] & 58

[0414]
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|
& . .
5 g 14 oA % 2| o
%1
‘\(® MS: MS:
O'CHQ
45 <:£§:& 264 45-1 ::g%ur(g;) 350
° (M+Na)+ © (M+Na)+
(04151  fh 254 46

[0416] FCA/TAA T ¥ H 6- & —4-{[6- A RGN —2- 3 ] 5 ) -5 MK 2 8
(635mg) EHE (2530 1)\ T SHRECHE (2701w 1) Fl 2- TNEE (3ml) ¥ kIR S 3E1 TR
HRET, FFAE 90°C R M 30 43 Bh. 5 RVE WA ENG, H OB LB (20ml) K & N3 i R
IR AR 1/2 WA AL BRI (20mD) H e I ZBR MR (20m1) K IR & P A
R, FHERZK (30ml) Wheigk, FJC /KB BR BN /K , AR IR S T U T4 . ZRm P i A &
vk (IECEE @ ZWELHS ) 4ifk, Mim3kTs 6- R L —4-{[5- HEILENIkE —2- 5 1 &
JE } -5 JHEE L W5 (550mg) HHE (A [E 14 .

[0417]  AFHIAHN I B AL S, MR 3R S 28151 46 Tk (8 75 VEAR SRR 7 325, il e R 3R
7 H IR 2541 46-1 22545 46-2 HH R4S

[0418] %59

[0419]

7151 ) Bt

Tl

o- Al A _o_cH,

46 MS:481(M+H)+
¥ oo
HCog Bk
@\/H
NNy
oA o cH,
46-1 O NH MS:481(M+H)+

%;( 462 (K9 ER R S A
H M 3

¥

| Ny
46-2 O NH MS:481(M+H)+

g 46-1 [ E R i S
H Mt i 2 3R 4
[0420] fu[ﬁjﬁl 47

[04211 EAS AN -5 -2- PR -1-( = SRR ) —1H- kg 31 [2, 3-b] 1tk
W (525mg) ZEVUAMEM (10ml) AP BT IS Mva FN 32 —78°C, 3 i [ N VR 47420 P & ¥
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CN 101351466 B 'I«fllf, FA :Fg 55/170 1

AN 0. 9M A T 38 / IR CEE W (4. 1ml) » T -78°C MR S5, B A sl F
MR LM (389 1 1) o M IVHSVRAE —78°C FHiEHE 30 438, I AR AL FL /KBS (20ml) , FF
A HR L B R BRSNS R 2 5 S, IR SRR S BEARE . FHER K
VEEANUZ , F e KW BR BT, 1L uk, PR 4501 N7 28k il I SR AT (i v:
CTECEE) gifh, Mk 4- & —2- I -1-( = SN FEREEREEE ) —10- kg JF [2, 3-b] ik
IE —5— FRMR L Mg (645mg) WYL TR A

[0422]  fEFIAHR I ML A Y, R Sl & 46] A7 FT il (8) 5 VAR AL i, Hil 2 3R Hp
7N IR0 47-1 4S9 .

[0423] 3 60

[0424]

i) 4 151 L1 B |

H,C |132(\;1-13
H3C>/§i CH,
H,C

47 ﬁscﬁh;yo MS:417(M+Na)+
Cl O

7
CH

3

CH,

H30\< ./LCHs

H,C—.Si-~CH,
3 7’§

H,C N~Ns

S~ o
47-1 7
Cl

[0425] £ 15 48

[04261 HEHAAR TN, BHh4,6- & -5-HEWEE LBE (1g) 2- & W ke iz £k 1% 2k
(708mg) \ S NEELNE (1. 3ml) F12-PNTF (4ml) #4] sl AV -G P BEAT OB HE FRL, JFAE 90°C TR
N L0 438 Fff RIVIEBA A G, H MR CBE (20ml) ¥ R VIEHMGRE, JF B 1/2 1
FHEALE RS (20ml) . H 218 485 (20ml) Kz G2 IR, H 27K (30ml) ¥k
B FHCAKBR R BN, FRAER 4 T T 28R« SRR AR g (IECk © L8R
Mg ) gtk T HAT 4- (2- ENIpiiEzE ) —6- & —5— IR LBE (1. 23g) MRS ELE A,
[0427] A FHAHMY I OB 5420, MR 3 5 i) &40 48 ik ity T vEAH AL 7 12, hil#¢ Rk
7N H Bl 501 48-1 & Hill #6491 18-5 H KAk &) o

[0428] X 61

[0429]
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2% 15 ZEH) il Z5#) )
Cl
Cl N Tl NS
Y o A _o_cH,
o\Nj\Q\WOVCHa y
48 O NH O 48-1 O NH O

2 S

[0430] K 61(4E)
[0431]

il %51 S ifill % ) 4tk

48-2 O NH O 48-3 O NH

I
H2N IN\ (E |N\
Oy O~ CH; O‘&N; O
48-4 O NH O 48-5 NH E
H3
HO = / e iR &4 OH iR a2 X sk A
[0432] 7% 62
[0433]
2% B
48 MS :380 (M+H) +
418-1 MS :396 (M+11) +
18-2 MS :410 (M+H) +
48-3 MS :445 (M+H) +
484 MS :377 (M+H) +
48 5 MS :410 (MIH) |

[0434] k#4149

[0435]  fEZEVTAA R, B 4,6- & -5 iEFEMAFR 218 (333mg) «4— & 3% —1- SR B
(200mg) . —HHNIFELAE (2191 1) A AEE (Iml) F)HKTR S T fm st , IFE90°C R
N 10 23 Bh. fr OV HG -0 (157 1 1) IIANBRZR NV EB T, 5 208 40T
WKIAT TR S, HLAT 90°C N n#k 10 434D £ R WA G, I SR 08 (20ml) 5 ) /v
AR, JRR AN 1/2 MR AR KB (20m]) Y, H SR ZBE (20m1) ZEEUH K,
A EK (30ml) Bk, HIC/KIREREET 15, Il vE. eI T IEm A k. SRR T
WA vk (R - R alidh, RS 6— (FRIEEE ) -4-[ (65— AL —2— G NIbi L ) &
e ]- e Z.ES (515me) RSO [F 14,

[0436]  fFFAHN I ERHML G4, 1R85 5151 49 BTIR i0 7 AR R D5k, Hl 4% F R4
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7~ HH A5 49-1 2= #5451 49-5 HIItL-E5WY).
[0437] £ 63
[0438]
il 2131 “hit) il 2D |
HN N\ HN N\
49 Of"+| O CH, 49-1 o?N+' O CH,
NH S NH
HO 2 o F 2
W= S IR A WX 7 e VR )
HN lN\ HN._N
19 OO~ CH, 193 O:N+| A _o_cH,
O _NH O NH
iy
H HO [ T o
W R R A Mt
[0439] F63(4L)
[0440]
il & 1l 5% Tl 2% 151 454
H,c O
HC-o
HN-_ Ny HN._N,
49-4 ofN+| A O_CH, 49-5 ofN+| A<_0._CH,
4 NH O NH
HOED &V HO T
[0441] K64
[0442]
il £ 151 b
49 MS :467 (M+H) +
49-1 MS :469 (M+H) +
49 2 MS :476 (MIH) |
49-3 MS 467 (M+H) +
49-4
49-5 MS :527 (M+H) +
[04431 i ] 50
[0444] AF AN B R RBHME S, AP0 5 S2iEs] 10 FrR B 7 vEAH S5 772, 8¢ T %
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PR A9 50 HRERIAL S

[0445] K 65
[0446]
il 2% ] g 1)
50 C
M_
[0447] l 51

[o448] s AR JSURME G4, MR S5 S M) 28 Pl i 7 VEAHSRALA 5 V4L, fileg 3R
A& 51 TR A

[0449] £ 66
[0450]
i & 151 A e
51 N N MS:211(M+H)+
AL NH,
Cl Ny

[0451] 2] 52

[0452]  |n) 4-[ (5— 25k T EEZL & W kE —2— 25 ) 205 1-1H- nbr& I [2, 3-b] nbme -5- R
MG (183mg) 7EFHWE (5ml) A1 1,4— ZWELE BGml) AT BT HB T, I 10 % 4 — 3%
(50 % ¥EHVE ) (40mg) , FFAEE TR T EAL b /I o K RIS UTVE Vv i T VU S , I a4
AL IR EED TR, MR R] 4-[ (5~ ZIE TEEIE &N —2- 4k ) 243 1-1H- ik
W& [2,3-b] MEme —5- R (117mg) .

[0453]1  {FHAHNJEEME G490, AL 5 ) £ 52 Bk i 7 VAR R 73, #il 26 TR
~H ) 52-1 &) 52-17 IS

[0454] i‘% 07

[0455]
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/I

59/170 I

il 4% 451

g5

il 1)

52-1

AN
L ¢

OH

&53
Z
T

52-14 F#)EXH e S kg 4

ENE I it

52-2

52-3

52-4

52-5

52-6

N Ny
e

52-8

NH,

JsE 2 5 s G A 0

52-9

I3 8 e 3R i

52-10

NH,
Oll

MR 1 s s )

[0456] F67T(4L)
[0457]

64



/I

CN 101351466 B 7t 60/170 BT
il 2%l g il %451 “hEH
R N
H Ng %GH
A NH
52-11 \QH 52-12 ag
SV o
53-17 (KA A W S A £
I S A KN
H
N
NN N\ 'N\ OH
H, CH., \ |/ OH 7
HC : o NH
52-13 \(O NH 52-14 3.
HN@ HN"
e = g g 53-1 fryaAEX) B 44 14
I[iff 3¢ & : ; - N v b
A ASAAA WA 2 A
NH, H.C_O__N
52-15 Egr 52-16 H,C HJKEFEH
OH 2
NN
%OH
o NH
52-17 N»@
N/H
53-12 AR Wl S iy 445
I Y sz XA S
[0458] & 68
[0459]
7% 151 s
52-1 MS :355 (M+H) +
52-2 MS ;370 (M+H) +
52-3 MS :168 (M+H) +.
52-4 MS :267 (M+H) +
52-5 MS :316 (MH1) +
52-6 MS ;313 (M-H)—
[0460] F 68(%L)
[0461]
H %1 s
52-7 MS :390, 392 (M+H) +
52-8 MS :230, 232 (M+H) +
52-9 MS :381 (M+H) +
[0462]
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CN 101351466 B HH 61/170 T
52-10 | MS :221 (M+H) +
52-11 | MS 284 (M+H) +
52-12 | MS :394 (M+H) +
52-13 | MS :427 (M+H) +
52-14 | MS :355 (M+H) +
52-15 | MS :168 (M+H) +.
52-16 | 1H-NMR (400MHz, CDC1,) & :1.46(9H, s),1.61-2.29 (10H, m),3 .33 (1H, dd, J = 6. 2,6. 2Hz) , 4. 06-4. 29 (2H, m) MS :227 (M+H) +
52-17 | MS :394 (M+H) +
[0463] El éj@ 53
[0464]  fFHIAHM B VR A4, R 5 STl 16 I ) 7 VEARZRAL B 7 325, Hil a8 &

7N H R 249 531 2kl & 4] 53-4 B I &

[0465] K 69
[0466]
il 2% 1) “E1t) hill #5151 #EM)
N AN
53-1 53-2 NH
/S»\CI I-‘IE
Wi/ iR S
H
IhL\
NN NP
53.3 A 53-4 H N
Br e
[0467] £ 70
[0468]
il 45
53-1 MS :143 (M-H) -
53-2 MS :130 (M+Na) +
53-3 MS 176 (M—H)—
534 MS =372, 374 (MHD +

[0469] SRR 1

[0470]  FCEAEEIRAET, () 65— (4— & —1H- 0k 3 [2, 3-b] mibiE —5- 36 ) -N- 3L -1, 3,4 I
e —2— AR (18mg) 71 1— FRZE —2— b2 (0. 18m1) P BT TR B i A N, N= —
THE 1= T RE N (0. 046ml) A - (1S, 3R, 4R, 58) —4- Z A NIEE —1- B¢ (32. 5mg) »
GIREWIR SN 2 150°C, it 2 /phit. EIEsEIREML &Y CAERUS . Bk 4 A i
JRAE I (55 C FEE=97 . 3% 85 . 15) 4ifk, MM FEENRK —5- (4— {[ (1R, 2R, 38,
5S) —5— FEIE G NIbE —2—- FE T &k | -1H- mkn& 3 [2, 3-b] nikRe —5— %8 ) -N- 3 -1, 3,4- &
M —2— FIRLRG (19. 8mg) B L [E A

(04711  =Ljfy] 2

[0472] 4 4- & —1H- MEAg FF [2,3-b] MbmE —5- FHEERZ (39me) 7E 1— B B —2— Nk i Jot Al
(0. 6ml) \ = Z & (0. 056mL) = 7 A HIH R LA S AL (Bme) » IIANEI 1-[ (1S, 2R, 5S) -6,
6— LR [3. 1. 1] e —2-JL ] el (61mg) H, IR IZIR-GYAE 130°C R HidE 17 /N .
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B R VIR EWFE A HG, W RVIREY AN, N- ZFRE R (0. 3m1) F7K (0. Iml),
I BHAY % = NV VRS s . AT 4% 28 HPLC (10mM ] NH,HCO,+NH, (pH = 9. 2) : CH.CN
=98 [ 2230 . 70) HIEMAM KR NIBEY . B MmO T 5 2T, A k15
4= ({[ (1S, 2R, 5S) —6,6— —MFIR [3.1. 1] BF —2- 5 ] M3} &) —1H-nikrg Jf [2, 3-b]
MEme —5— FWERZ (33. bmg) 1 [Fl 14
[0473]  SZjifs] 3
[0474]  |) 4-(2- %A -3, 6— &tk me g [4,5-d] mkng3F [2,3-b] mbRE -1 (2H) - 2L ) - 4
Wik —1— B8 P BE (40mg) 78 FEE (0. 4m1) A1 NELE (0. 4mg) BT P2, N IM
L EABNAREE I (0. 22m1) , FRBZBTZ IR PI 2 7N o K SNV Tt B P 22 BB B, I
M SRR KN pH A 4 B2 0K pH 2 5, Mgl s 450 O I S s s .l
JTENC B P 13 4, T KB, A3 31 4- (2— 54 -3, 6— & BRI I [4, 5-d] nikg 3+ [2,
3-b] AtkwE -1 (2H) — 2% ) — L WlkE —1- IR (32mg) .
(04751  SZjifn] 4
[0476]  4-(2- % AL -3,6— &K Mt [4,5-d] meng 3 [2,3-b] ibwg -1 (2H) - J% ) - 4K
Kt —1- IR (50mg) &7F T N,N- ZHEHAEZ (Iml) Ho mEZEETER PR I 2. 2%E L
IR EE (17mg)  1-FREL R IF = (28mg) A SN (621 1) Fl1- £k -3- (3— 4L E
FENIE ) - B R HRER £ (41mg) , HAEMEEIR A MR GBS Mk N
NN 8 LB MK, ZEBCE WUZR . AN /KPR E VLR, F B EL 3 AT T8, IR el R 2%
PR ARSI AR I (AT © ) 4ifl, sk N- (B H 3 ) -4- 2- &
R -3, 6- KM [4, 5-d] nibrg 3 [2, 3-b] nikwe —1 (21D &) SNkt —1- FHEIL (23mg) -
(04771  =LJfy] 5
[0478]  [n] 3— AL HRE (22. 4mg) 7F 1- FFE —2— L& et (0. 6ml) A 2 sl O
SN 4=1 (3= Ah1a] 8= EAAIS [3. 2. 1] = —3— 3 ) &AL J-1H- nibig 3 [2, 3-b] nikrg —5- FF
Mkf% (42. 8mg) F 1- FRILAIF =Mk (22. 3mg) « HAMMIAN IM I 1- ZH -3-(3- Z
WEE) B EIE /1- 3 —2- S RE RS (0. 225ml) , FEBHZIR ST 50°C R it 4 7
o RONVIERA R G, Wi 448 HPLC & %8 (10mM ¥ NH,HCO, +NH, (pH = 9.2) : CH,CN =
8 1 2330 : 70) HILAAZ R N B B0 MR WA IE T 2T, 3RS 4- (L (3-4F
] ) —8— (3— ML IIEEL ) —8— B AUAER [3. 2. 1] 3¢ —3— %) &3 1) —1H- st 3f [2, 3-b]
EmeE —5— B EHZ (34. 8mg) 1 & 4,
[0479]  SEJfafs] 6
[0480]  [n] 2- ZIE LB (18. 6mg) 7L 1— FZE —2— LGl (0. 6m1) 7B sl s, n
AN ~1-{[ (IR, 2R, 3S,5S) -5~ FRFE LWkt —2— & ] &I} - 1H-Ahng 3 [2, 3-b] mikme -5 &2
1% (41mg) F11-JRIE2FF =4 (18. 6mg) o JLAL, N 1- L34 —3-(3- A NHE ) -k —
W /1— FRL —2— s o Ml s v (0. 188ml) , IF HAS IR A WAE 60°C R HidE 6 /NI o R NVH
WA NS, 8 1o ) 4% 89 HPLC (10mM ¥ NH,HCO,+NH, (pH=19.2) : CH,C(N=098 : 2% 30 . 70)
B VR B A o BRI TU R A R A, AR 4-{[ (2r, 5s) —5- FR LB NI
Bt —2— 5 ] A L -N-(2- FR L) -1 kg I [2, 3-b] kg -5 B (22. 9mg) 1 14,
[o481]  =Ljfy] 7
[0482]  FEIREEIRE R, 7] 3— (4—{[ (21, 5s) —5— FILE W —2— B 1 5L 1 —1H- kg 3t [2,
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3-b] mbmE —5-F£ ) —1,2,4- HE 4 —5- R LBE (25mg) 7F 1- FIEE —2— it kei (0. 25ml)
BT BTSN 2— WRIE —1- 2 41 (8. 5mg) » IR G IR B FHE 2 50°C, FH4iK
0.5 /NI AEULSSARGE AL AW CIEFET S B AR A AalE (A C =
96 . 4 & 87 1 13) difk, M RGN - (1S, 3R, 4R, 5S) —4-{[6-(5-[4-(2- R L H& ) Uk
M —1—JE ] BREE 1 -1,2,4- BE s —3— FE ) —1H- nikng 3F [2, 3-b] nbig —4- 5 ] 435 T 4K
e —1- B2 (22. 6mg) BT HERA.

[0483]  =Ljfifh] 8

[0484]  |a] FZEh IR Eh (4. Tmg) #E |- T —2— WL LEHA (0. 3ml) H BT I I35 9 = n
AN —5-(4-{[ (IR, 2R, 3S,5S) —-5— F It 4 Wi k¢ —2- 3 ] & 3& ) —1H- nlkw& 3¢ [2,3-b] Nk
WE —5- %) —1,2,4- BE_ M 5 BIRAHE (14. 8mg) FI__ S AFAZ (0.0183ml) , FFFZIRE
WIAE 90°C R HiH: 6 /NI o NS YA AN S, il 4 Y HPLC & 48 (10mM 1) NH,HCO,+NH, (pH
=9.2) [ CHCN=090 : 10 420 . 80) ¥ ixx Vs EF4it. W35 Mk R #4d 3+ 1
PR, A gk1E 5-(4-{[ (2r, 5s) —-5— FAEENILE —2- 5 ] &0E L -1H- ks I [2, 3-b] it
WE —5— JE ) -N- FI3E —1,2,4- B — e —3— FWEIE (6. T4mg) R[4

(04851  SCJfEf] 9
[0486]  1fF ¥R BZ i & T, I i & —5- (4 {[ (1R, 2R, 3S,58) —5— & & &= Wl kg —2- & ] &
BE O} —1H- nig e 3 [2, 3-b] miEmE —5- 5L ) -N- URIE —4- 3L 1,2, 4- B& s -3 FERiZ 4R

1% 2k (20mg) 7E 1- & —2- nttﬂ%%%@ﬂ (0. 26ml) PP IE SEEE H, N N- 43 -N- 7
W —2- & (0.025ml) FI Z gt (0. 043ml) , FF¥ XR-GH B 1 /DBy Ry
Be ke vk (5 0 AEE=99 : 13 89 : 11) &4ifh, IR KL N-(1- ZWEIEIR
WE —4- &) -5-(4-{[ (IR, 2R, 3S,5S) -5 FIEE NIkt —2- IE ] & IE } —1H- nkn& Jf [2, 3-b] nik
Mg —5- 35 ) —1,2,4- BE M -3 FERZ (7. 8mg) MAIME €0 [Fl 14

[0487]  =CJafs] 10

[0488]  [a] 1-(5— & 2% & Wkt —2— 5L ) -3,6— — &k Mk IF [4,5-d] b & 3F [2,3-b] ik
M —2 (1H) — B — Eh B #h (15mg) Wb AN 50t — FF IR0 vf R ik 8 S8 /K 5 VR, 2R HCA L
2o FBi B A NLE T, FFEAT I 08 . TEmUR 240 P uE M T 28 % . IR &IF T
SRS (705ml) AL IFRIIN O fE (13 1) FINEEA (Au D) . BHIZIBE WA REE T
PRI o 5 ROV IS M Ik NH AT Gk (S0 ) 4iifb, AN m3RAE N-[4-(2- &
1% -3, 6— A PKME I [4,5-d] AER& I [2,3-b] Bk -1 (2H) - 3% ) - & Wikt —1- 5 1 A%
(2mg) -

[0489]  SLJifs) 11

[0490]  {EIREZIRE R, A=, —1-{[ (IR, 2R, 3S, 5S) —5— FREE A Wl ke —2— HE | & A | —1H- i,
M [2,3-b] MERE —5- 2R (30mg) 7E N, N-— — FFL FELZ (0. 21ml) 0 B B e R s v b
MR N, N = BREL BRI (22, 3ml) FU2M (¥ FiEZ / FRBEHSVE (0. 183ml) » FiZIRA
WITEA R TE SR 18 /NI o Wi VIR P I K, R SN 98 . FH K Wi [ 4
WEARY, IR, HMEERATEIEE (27 @ BHIFE=10 © 1) 4ifbyka9, Mo 313N
A —4-{[ (R, 2R, 35, 5S) —5— I ENIFE —2- 3 ] 205 | -1 mbrg 3 [2, 3-b] nibke -5 R
TE (18mg) ke M A 4.

[o491]  SIjffyl 12
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CN 101351466 B 'I«fllf, FA :Fg 64/170 7T

[0492]  [n] REL-4-{[ (1R, 2R, 3S,5S) -5— ¥ A & Wkt —2— Z ] & & } —1H- kg 3 [2,3-b]
mEE —5- B8 (25mg) 76 N, N— " FFE WL (0. 4ml) Hp BT Al 00 B PRV AR, N B 1 4
(15. 8mg) F1 1- & A (0.0073ml) , K LR G WA EE FTHHE: 5 hit. ik Ny
W R C s #RE, A LA A Mo R0 Eh 7K B¢, FH JC /KB R Bl 058, JT ik 98 5 DB Vi E Ik
A TNER. BRI EEE (&7 @ FEE) 4itk, Mm3kfs REL-4-{[ (1R, 2R,
3S,58) -5 FREENILE —2— A ] 23 11— mErgIF [2, 3-b] MbRE —5- B —2- AR 2 0E
(25mg) [¥) B A4,

[0493]  sZpfifs 13

[0494] ] REL-4-{[ (IR, 2R, 3S,5S) -5— & 3& & W %t —2— & ] & 2 ) 10— nit m% 3 [2,
3-b] HLEE —5— R (45mg) « ZWEiE5 (acetamide oxime) (25.5mg) LA |- FEEFEIF =k
(27.9mg) 7E N,N- —FE B (1. 08ml) H P2 sl &2, In AN — 2% (0. 077ml) FH
N-[3-( “HEGEIEE ) Ik 1-N' - ZHEpk —WiZEEEE L (39. 5me) » ¥ iZIBEWAE 60°CF
Pt 2 N o ORI OV IS VU ST T SRR RS, FH R Eh K P, IF KB ER Al T 48, IF
DLV BT AT T R, BRI ik vE (ST © ) ik, M mskfg
REL-(12) -N" —{[ (1-{[ (1R, 2R, 3S, 5S) -5— F R W4t —2— F& | &I | —1H- ntg 3 [2,3-b]
MEme —5— 2 ) Bt 1 2 1 Sk (38.9mg) HTHEH B K.

[0495]  =Ljfifs] 14

[0496] {EIRIEIRE R, A= —4- {[ (IR, 2R, 3S,5S) -5— LA & Wk —2— F= ] & &} —1H- it
M5 [2,3-b] ALIE —5- M8 (30mg) 76 N, N-= —HFELFEEHE (0. 9ml) BT HZ RS, 5
JEIIANN, N’ — BRIE KM (83mg) N- £ -N- A FERBE —2- B4 (0. 018m1) FHRKER — AT
(1 : 2)(82.5mg) . Ak, AEMA 1- AL —2- nEg Ll (0. 3m1) Ji&, K iZiR &Pk 7R &=
60°C, F4iHE 5 /NI BAIRIBEWAEI A& 2%, HT 05 FIWRME 2 i B A (i v
(57 FlgE=6 . 1) 4y, W sRAIN K -N- ( Z &2 W & ) -4- {[ (1R, 2R, 3S,
5S) —5- FRIEENILE —2- 3 1 &AL | -1H- mkng 3 [2, 3-b] nikre —5- FAEEE (18. Img) ik
1 o B A

[0497]  SLjfafl 15

[0498]  AEIREEIEE T, W 4 [[ (IR, 2R, 3S,5S) 5 BNk 255 ] &%) (H- 1t
3 [2,3-b] MLEE —5- FRR (80mg) 7F 1- L —2— mt& & fld (0. 8ml) 1 I s s i
sefEinoN (0-(7- B IF =M —1- 3£ ) -1, 1,3, 3— VU LIRS R AE ) (HATU) (139mg) «
N- & -N- RINREN KT —2- & (0. 17ml) FUFERERZIENR (32. Tmg) o K iAIR AW BEIR AL
T 3 NI FNZR NIRRT NN LR L5 F — S Tk, T ZiR il ig. HAmR 4
fi _ﬂjlﬁ\jﬁﬁﬁﬁ/ﬁuﬁgﬁé%éf% Feg A, T sRAFIN A —2-[ (1-{[ (1R, 2R, 3S, 5S) —5— &
A NIGE —2- & ] 208 T —1H- mhg F [2, 3-b] MbeE —5- 3 ) B ] 2 AN (Y0mg) HIaH
(AR

lo499]  SCpfifdi] 16

[0500] ¥ 4-(2- AKX -3, 6— & WKMe I [4,5-d] mbig I [2, 3-b] mblE -1 (2H) - 3% ) - 4
Wikt —1- WL (T0mg) BTEAEN, N- ZFIEEFBL (Aml) PI, FHAEH KA AT W T
BRI 2,4,6- =5 -1,3,5- =M (‘%7mg> 4%1%% WA BER N HE 4 /it
IF) IS S Y8 N P R ik TR S A 7 R, a0 T iy B B PP A5 [ 44, FH K & B Z sk
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B IR 4- (2 AR -3, 6— &KW I [4,5-d] i I [2,3-b] AtblE -1 (21) - 3 ) - 4
W%t -1- iE (30mg) .

[0501]  SiCJfidfs] 17

[0502]  7EHHUKYZ HIIEIRS, 1) 65— (4-{[ (2r, 5s) —b— FRIEEGE NI —2—- Z& ] 2 FE | —1H- nibmgg
Jf [2,3-b] NkwE —5- %) -1, 2, 4- BE M —-3- HIERZ (30mg) £E VUSRI (Iml) A BT T BT
VEWOP, IONIEERE (371 1) M= CERAT (641 1), FFF iz NVIR-SY7E R EEIE B R 3HE 30
SRR R E MK 18 i i S E R UTE D), G S AR I &g (ImD) o AEA
UKV HI 2T S I ROVES RPN IM & S AL KA (0. 114ml) » FR 2 R NV # R AE IR
BE B R 1 /e FET AR NS, 3K e . IR EE T B WUZ, I vk,
P VBB A IR S5 e . TRARYHBERATE VL (&7 - FlE= 100 © 03 90 © 10)
aifb, 3R 5- (4-{[ (2r,5s) -b- I &Nkt —2- 5 ] & ) —1H- nk & 3 [2, 3-b] nik
e —5— L ) —1,2,4- BE =M —3- I (5mg) 1 A& 44,

[0503]  SEJfifs] 18

[0504] % [4-(2- 5AL -3, 6— & BkmMe St [4, 5-d] neng - [2,3-b] mkRE -1 2H) -3 ) - 4
Wil —1- 5 1 REE IR T B5 (118mg) &% T Mk (1. 2ml) W I AM hER / Mg
0. Tml) , FF ARG PTEA B TR FEEA . 1 RN U P I SR L1, 38 i id pE i
LTSI 1A, - PR S WEVEES, MRS 1= (56— &Nkt —2- 38 ) -3, 6— &BKMIF [4, 5-d]
mErgIf (2, 3-b] ntbnz -2 (1H) — B — LR Eh (108mg) »

[0505]  SZjifH] 19

[0506] [ 3-(3,4- —HAETFTRE)N-U-FFHE) 7T {G-REEN &K 2-) =
FE T -3H- KM T [4,5-b] nibnE —6- MEEZ (170mg) HIMA =W LER (1. ), IR iZIREGY
TEM RIS N b A FH PRIl BR U A 7K S VR P R I NS I SR8 Sl AT DY &Mk
W IEAT A . FH YR ER K PE A HUE , FIIRER L T4, I AT 38 . BRI 4 T ¥ ue v 7%
Ko FRARVIARERAGEL (&5 @ i) difk, Mg N- (- 5 ) -7-{(6- RS
Wit —2— 25 ) S FE | -3H- KM [4,5-b] bt —6- FEEIZ (31mg) »

[0507]  sZjffsl 20

[0508]  (EFRERHRRE T, 1) 4-{[(2r,5s) 5 FRAEENILE —2- 58 ] &3E | -N-(PUE —2H- ik
g —2— FLARIFE ) —1H- mtkms I+ [2,3-b] nikme —5— B EEE (35mg) 1E L EE (0.525ml) Tk
B, TN oM (L1 / ViR (0. 205 ml) o 1% I N VSR ZE AN R EL B Kk 2 /)
W o 2R NP N 88 L, FF @ i ok yE IR SR Tl M, AT SR8 N- 32 —4-{[ ©2r,
58) —H— FFIE A NIKE —2- FE ] & 3E } - 1H- nErg 4 [2, 3-b] ntbmE —5— FANZ R (18mg) 11
] A4,

[0509]  SEZjify] 21

[0510]  [a] 3—{[( =N IERELEIE ) 38 ] FFAL ) X004 [2. 2. 1] PF —2- 3L ]-3,6- &K
3 [4,5-d] kg3 [2, 3—-b] nibme -2 (1) — B (45mg) 7EVUEKIE (0. 15ml) H JT I s
WS N IM P ) B RALEE / PUERRIE R (297 v 1), FH5 2R S AC A BEE N Bk
o TR PR IR . TR WA EISE ( LR OEE - FEE ) 2lifth, A3k
19 1-03-CFMEE) MR [2. 2. 1] B —2- 55 1-3,6— & WBKMETT [4, 5-d] Atk Jf [2,3-b] ik
BE —2 (LH) — #d (14. 8mg) WA MAHE 4, [ REL-4-{[ (IR, 2R, 3S, 5S) —-5— FILG Wik —2— 3 ]
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S FE -1H- e 3F [2, 3-b] mibrE —5- TRIBEMELE 1- AR —2- nEng el (Im1) A B 7R B 1
WA NN R R = 215 (340 1 1) FXT HIZKIER — /K& (5. 6mg) » 7€ 120°C FHEH: 30 41
PPIE, MR R = WG (340 1 1) FUXTFZREERR— /K &4 (5. 6mg) « FHIALIR G WAL 120°C
R 40 43 BP S, H 20% ST /T BRI TR AR BGEZ SON IR T R AT R S K v vk
o MR T HANIZS, I8, EMAIE T RRIER .. R (R
i BB ) 2lifb, T sk 153 REL- (1S, 3R, 4S,58) —4-{[1-( — L5 A F A ) -5-(1,3,4- IiE
i —2- 5L ) —1H- nikng I [2, 3-b] mbwE —4- 38 1 238 | & NIke -1- FE (28mg) F1 REL- (1S, 3R,
4S,58) —4-{[5- (1,3, 4—WEMr —2— FL) —1H- Mbi& 3 [2, 3-b] mibie —4- 5 ] 205 L SNIEE -1- K%
(70mg) »

[o511]  SEjEfs] 22

[0512]1 R J1] HPLC ((NHp) HCO, 7K ¥ ¥ — 2 /KWW (pH=9.2) : 4F) R EN-(HHF
F) —4- (2-FAR -3, 6 &M IF [4, 5-d] BEAE I [2, 3-b] BiLmE —1 (2H) — 3% ) G RIEE -1- %
P82 P AT T R e X R AR ATV G4 » AT R4 0 1) £ B IS TR 8008 BT i 4 (Smg) FHUES [ £% BE
B R A2 K iy (15mg) o

[0513]  sZjfifsn 23

[0514] ¥ 4-(ENIEE —1— ZE%(3E ) —1H- ML IF [2, 3-b] MERE —5- R (17mg) FI— L Ji%
(150 1) ¥+ ke (0.5ml) Ho 76 120°C FATHBRIO 4T, MZEEW A B A
AR — 208 (DPPA) (18 1 1) o B iZIBS A [RIFE IR A S B 2 /N, FAH1 2 BRI
FE o 8 L g8 BT SRAT 0 A, I S Ve, A 3RE (e NIgE —1- 2% ) -3, 6- &K
3t [4, 5-d] memg I [2, 3-b] nibke —2 (1D - fd (11mg) .

[0515]  =SLjffy] 24

[0516] [ HI 5,6— & FE —4—{ s\ -5 F6FE -2 S Wlee st 1 &I 1 -N- FFFELANEERZ (9mg)
FUR R — L (0. 15ml) #RE T, IAMERER Gu 1), HEIBEWAE90°C
3 NI TR EEHRA G, R LW (10ml) F8 S N, FF N R0 BR &8N
KU (10ml) o ZEHCHHUZ, IR BB T4, AT A o VW A RAE (il (57
AW ) afifl, Mmgkis 7- {0 s -5 AL S NIpE —2- 3% ] 238 ) -N- F3E —3H- Bk IF [4,
5-d] MLwE —6- AL (0. 5mg) HIR B (A 4.

[05171  =LJffy) 25

[0518] ¥ LMEHEF (897 n 1) FIHMR (3421 1) HIVEB-SWTE 60°C FHiHE 2 /i, £FIZIBEY
PEG, B M 4- (2- R 20E ) —6- & -5 MHBL% (200mg) 7E & HE (Iml)
TR TE TR« 1 2% SN R S D AC A B B de 1 /i, JRAE B0°C R HidE 2 /i« i
NAYREVEE )G, B AR S R 28R . MAER I &8 (2ml) PUZIRER (1ml) FH
K (Iml) o B, MR RN (169mg) FIE b (1omg) o FHZIB-GWIE 120°CH
6 /I FHRAEWA G, B AR WU 2 S 28 o MR R IR S AL B 7K 3
(10m1) , 71 4B L BEZEBOZIR O . MM BT AN, ik, BRI &H T
WA . PR RV FIRERRAT B ss (R - BN aifk, i sR1S 7- (- &NktE2 5 ) —3H- Ik
3 [4,5-d] nitwe —6— FELIL (110mg) ) 6 4

[0519]  =Ljffy] 26

[0520] [ HY 6 ( FFEEFL ) 4 {[ iz —5- FFEENWIRE —2- 3 1 @F: 1 -5 R S5 NS
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(90mg) « IR EE (236mg) A FH AL R VR -S4, BN 10 %6 B4R — 7k (50 %63IEE ) (40mg) , FF
TEFIFLRI 2 FHEFEIZIRG) 5 /. iR RNIRGWE G, B vk, DA R4k,
P PEBACII T 4 P4 MZRRW T AR IR = W5 (0. 6ml) FIIRELIE (31w 1), FAE
MESRE T IFZIREY 3 /Do HAR MG (20m1) BAZ [ NV IR-S MR i, IO ik
PR SRS (20ml) o ZEHUCA NS, AW R B T4, IR 8. B uEmAE s 414 T ik
i RAVIAEERA L (&6 0 R ) 44k, A3k REL-7- {[ (1R, 2S, 3S, 55) -5- #&
HANILE —2- 38 ] &It | -30- KM [4,5-b] NikrE —6- SRR T AN (45mg) [ 14K,
[0521]  SEJffs] 27

[0522]  [r] 4-[ (5— FEIL 4 Wk —2- 3k ) 2 3& T-1H- ks I+ [2,3-b] MLEE —5- JIF (100mg)
(EFEE (Bml) F BT R E B I ER IR % (34mg) FITRREEN (82mg) , FHKF i I NV
AT 90°C R4 HE 18 /NI o HF S N VS W 7R I8 s 45 10 T WA, FE 7k s W T e e A €0 75
(&7 - HEE= 100 © 04290 © 10) Zifk, M3k N — 53 —4-{[ (2r, 5s) - RN
BE —2- 3 ] 2 Ak} - 1H- ks IF [2, 3-b] nibre —5- FARK (32mg) B H LA, RN —F2
e —4-{[ (2s,51) - BEENILE —2- B ] &I —1H- stkg I [2, 3-b] nikmg —-5— RELRE (35me)
T E ] A

[0523]  SCJafs) 28

[0524] % REL-(1Z)-N" —{[ (4-{[ (1R, 2R, 3S,5S) -5- F AL &Nk —2- 5t ] &AL} -1H- ik
m& I [2,3-b] mkme —5- FL ) FREE 1 |} 4K (16. 2mg) 76 N, N- I FEERZ (0. 4mL)
P BT+ 160°C R LR 3 /BT, B S AE 165°C FHEFE | /Y. B ZRNIBEYH &
MR ZPEARE, FH 10 % SALENZKER M 7K (3 ¥R ) FHERKPES, AR e T8, i H AT T
R BER AR BT (VI (RU7 - MEE= 15 1) 4k, N3k REL- (1S, 3R, 4R,
5S) —4—{[5- (3~ HFL —1,2,4- FE 1 —5- FL ) —1H- ntkng 3+ [2,3-b] kg —4- % 1 &F 1 4
NikE —1- B (6. Omg) FIAE (CLdm A

[0525]  =sEJfadfs) 29

[0526]  [] REL-4-{[ (IR, 2R, 3S,5S) -5— FHE 4Nkt —2- & | & & | -1H- k%I [2,3-b]
MERE —5— W BEBEZE 1— AP —2— b B Bl (lml) w0 BT TR % R v 0P, o st B I8 = 4G
(340 1 1) FIXFFFZKTEER—K &%) (5. 6mg) o« FHIZIREWLE 120°C R HEHE 30 730805, IR
G — W5 (340 1 1) X R R — /K542 (5. 6mg) « HIZIRASWAE 120°C T HiEk: 40 43
B, F 20% 5T /BT AE B NI 0 FH R 8 S A s v v vk« IR B+
AVUZ, g, fERESM T IRAGIEM . PR HRERAEEE (& © FEL) 4ift,
MM AT REL-(1S, 3R, 4R, 5S) ~4—{[1-( L5 FEFEL ) -5- (1,3, 4- K& —2— F ) —1H- nErg
Ff [2,3-b] mbme —1- 2% 1 & &} BRIk —1- BF (28mg) A1 REL-(1S, 3R, 1R, 5S) —1-{[5- (1, 3,
4— g —2— B ) —1H- mtkmg 3 [2, 3-b] nibme —4- & 1 203+ SNIkE -1- B (T0mg) -

[0527]1  =sEJfafs) 30

[0528] [N’ -4 -4-{[ (2r,5s) -5 I ANkt —2- &L ] (I } - 1H- iEr& 3+ [2, 3-b] nik
Mg —5— FR LMK (45me) 7E S HHE (0. 45ml) H B BB ES b, INNIERE (32 1 1) F1 L2
(191 1) o ¥ R VEE A SR S HkeE 2 /it o 8 1 VIS I AEE (320 1) ISR
fet (19 1 1), IR NV IEVEAE 60°C R il 2 /N o 75 1] SO W N N IERE (0. bm1) , I 44
EVIREWIAE 90°C T HiHE 16 /it o ST 2 MU NS, F KBRS . IR EETIRH
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BUZ, FFILvE . PR S MR Bk dd . e M RAE sk (27 @ FEE= 100 0
290 1 10) difk, Mimi3kfg (s, 4r) —4-{[5- (56— 3L 1,2, 4- WE W —3- 3L ) —1H- HLIg FF
[2,3-b] mtwe —4-3& 1 &AL+ &NIkE —1- B (10mg) 1Y bl {4,
[0529]  =LJfEfs] 31
[0530]  7E FH UKA HK IR B, g N/ - E 3 —4-{[ (2r,5s) 5 I G W kL —2- 3 T &
Fk b —1H- e IF [2, 3-b] HERE —5— FRALK (25mg) 78 N, N— AL FIIEREZ (0. 5ml) A BT Ak
S, MIAIEERE (Ou 1) FIE IR 2- 2500 (14w 1) o B R NSRS T ke
2 /0. MNER NV I K . HEMTRPOZIRGY), FHHKGESE . HWR ST 8H1ZA
WUz, I Lok, TR T IRAGIER . WIRRWEHE T N, N- ZFIEFEEZ (0. 5ml) f1—
FZE (0. 5ml) 7, IR % R S VERAE 150°C FHtdE 2 /NI . 5 R N IRA 3 E R EER G,
Wt sl AR D E Y, T D E LR A EEVREER, AT 3RAF (ls,4r) —4-(3- AL It [3,
4=d] ML If [2,3-b] AtkmE —1 (6H) — 3 ) @Kkt —1- ¥ (8mg) [ A G4k,
[0531]  SEJfifs] 32
[0532]  FLEAEEHLFE T, 1) 3—(4- & —1H- oibng Jf [2, 3-b] nEwE —5- & ) -N-(2- FIfE L
F)-1,2,4- W= -5 FAEENZ (35mg) 71 1— I —2— mbg4efld (0. 35ml) H BT s S
LA N, N= 2T —1- T (0.078mL) R — (1S, 3R, 4R, 5S) —4— 25 Nkt —1- fig
(36mg) « FIREGYPEFR 2 190°C, IFHFE 1 /p BT fEIE SSRGS 9 CIEFEE 2 )G, K
TN BINZ R N, R e . R PEB AR 0, Ff Ho T o [l 1A vk x40 FH
ERERAE S (A © FEE=12 ¢ 1) gitk, MR N-{1-[ (1R, 2R, 3S, 5s) -5- %
FEENIEE —2-y1]-1,6— Z&nbme It [3, 4-d] kg [2, 3-b] nbwe —3-FE 1 -N' —(2- A
L) LG (18. 1mg) FIMCET A (il 44
[0533]  SIZjfEAs) 33
[0534]  [n] 3—(4— S —1H- ks I [2, 3-b] mikme —5— 5% ) -N- FIAL -1, 2, 4- W& — 4 —5- AL fi%
(14. 2mg) 7L 1- FEE —2- nEmgLefi (0. 142ml) VIR TERCEES A s MIN No N= T 38 1= 7T
iz (0. 0487ml) FIMA — (1S, 3R, 4R, 5S) —4— 2 FL & NIkL —1- B (25. Tmg) o A AR WY &
G5, PRI G YIAE 200°C R HIFE 100 438 F7 I NSRS 2 )i, KA il 2 HPLC 2248 (10mM
f) NH,HCO,+NH, (pH = 9. 2) : CH,CN =95 : 5 % 20 : 80) HIE4iLiZ% R Vs W4iTETE
WAy, MR -N-{1-[ (1R, 2R, 3S, 5s) -5~ FAL A= NilkE —2- FL 1-1,6— —&nkmegf [3,
4-d] BERE I [2,3-b] Bikme —3—- FE 1 -N' - L L T (11, Img) AR 4.
[0535]  SEjfif] 34
[0536] ] 4—{[(2r,5s) -5 FRIEGNILE —2— & ] 25 | —1H- kg Jf [2,3-b] ntbie —5- I
(60mg) 7F 1 2K (0.6ml1) H BT I B 19 =97 3, o N & ER T IR (35. 5mg) A = R L R
(0. 15ml) , FRRRIBS WAL 70°C R HFE 6 /DI o FHR MZIR S T I Z LM R (35. 5mg)
M= LR (0.15ml) , FRFIZIREWAE 90°C FHiH: 51 /Nif . FMAZILGR (17. 8mg) ,
I BAZ IR AT 90°C R#EFE 48 Nk o JH RN BR & A K VSRR iZ e N s AL, 31 2.
MR LR AT AR B o FAK DL S AN EhoK PEE AT ML=, FH G K IR+, 7R DR A1k 2%
Ko FRAVIARERAT L (07 - FEE) aitk, N 3keE (Is,4r) —4-{[6- (6— &% -1, 3,
A- g —2— JL ) —1H- L& T [2, 3-b] niEnE —4- 2 1 20k b @ Nilke —1- B¢ (8. 3mg) My
iz
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[0537]  SLJffs] 35

[0538]  7E H ¥K v& #1 1) [A W, 1 5-[4-(2- & AL -3,6— = & K M 3F [2,3-b] fik
WE —1 (21D - 3% ) — @Wlkt —1-J& 1-1, 2, 4- BE e —3- 3R PR L5 (30mg) 7EPUEIERE (Iml)
PO T I NSRS (10mg) , TR BOR AL MR ZE-SW8id: 1 /Dl m sV E
WH I IM SRS . TEFREEIRE RIS 30 4380, - ST AT 2.
FANLZE MRS T 5, 38, FRR IR L 41 T k4. BRI AT ik (&
1 0 ) gifk, MisAE 1-{6-[3-(FFFIL)-1,2,4- g e —5- 3L ] &Nilke —2- 3L 1 -3,
6— & KM [4,5-d] perg I [2,3-b] Akme -2 (1H) - B (3mg) »

[0539]  =LJfafs) 36

[0540] i) 4-{[(2r,5s) 5 FRIEENILE —2— 2 ] 2058 | —1H- b JF [2,3-b] ukwe —5- JIF
(27mg) AE ZHE (0. 5ml) HPTIE I A, NN 10 % 48 — 2% (30mg) F 2M [ ER18 / 0%
W (0.5ml) o TEE TS, T 60°C M HiHE X NV 3 /. A C Ehid aEmiaE L),
FFAEPRIE T pe k4, k15 (Is, 4r) —4-{[6- (Z 4L ) —1H- nbig 3¢ [2, 3-b] ik
mE —4- 3 ] S ) ENlEE -1- B =R (3Tme) WY A 1A

(05411  sZpfifs 37

[0542]  FEIMEEWL T, M) 1-(A-{[(2r,5s) —5— R I NI BE —2- & ] 203& } —1H- nk s 3F
[2,3-b] AtHE —5- 1L ) &L (20mg) 7EVUS R (2. 5ml) H BT R IQE B IO NS AL EREE
(19. 4mg) o ULAR, FEIRLEIE S FEAZIR G 2 /NN . FEUE SSRGS CIEFESE 2 )T
M RNV P e fE AR (191 1) 2M FAESEALEIZKEW (19 1) FIK B7we 1) A C#R
T VR R S UTTE B [ A4, I FH DU Se i PR « TR0 41 1 S8Rk 4a , Fra vk v i = 1k
ATty (85 - MlRE=4 . 1) gitk, NS (1s,4r) -4-{[6-(1- R 23 ) —1H- nikng
F [2,3-b] MkmE —4-FL 1 &I T & WIkE —1- BE (9. Img) »

[0543]  =SCJafd) 38

[0544] ] 4—{[ (3— 4[] ) —8— (5 AHZEMLRE —2— F& ) —8— A AXA [3.2. 1] F -3- & ] &
FL 10— e 3F [2, 3-b] MEmE —5— T EENZ (25me) 7F T EEL (0. 5ml) T I, TN
FRTR F (38. 6mg) A — 2k (50 %W ) (1. 3mg) , FAE MR 444 TRZR-E IS /i,
FRVR GV RIS, il C Ehid S8R L ANEYY, I FH P EBE o (B0l B 40 T 1438
Weaq, IR RN R AR gL (82U 0 FlgE=4 D gifk, ANk 4-{[ (3~ 4k
] ) —8— (5— ZFLnthig —2— Jk ) 8- F AL 0UA [3. 2. 1] 37 —3— 3 1 &% | —1H- nkng 3f [2, 3-b]
mere —5- FABLIL (12mg) .

[0545] Sl 39

[0546] A N’ —(5— B ACE: W LE —2— 35 ) —1— & —1H- Mt & 3F [2,3-b] nit me —5— B Bk it
(200mg) 7E 1— A 3& —2— MEPS el (1. 5ml) PR, I = 2% (0. 2ml) , FFAF
O N R G R NI T 200°C R ERE 2 N . BRI S USIRYA AL, 1A Ho b I IK, 3F
MR ZEBORIR G . MRS EANUZ, FH i iE. R N Ew kg . sy
AR EIEE (S0 0 ) 4ifh, i3k 1- (5 IRACENIEE —2- F ) -1, 6— —&nbme
I [3,4-d] neng 3 [2,3-b] ke -3 (21D - fid (91mg) .

[0547]  =LJtafo] 40

[0548]  [n] 4—{[ (2R, 5S) —5— F R & Wl —2—- F 1 Z KL }—1H- nkng I3 [2, 3-b] nthrg -5- &
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(50mg) FEMAZE (1.5ml) FAN, N’ — ZFEFERZ (1. 5ml) M ARG 3+, hn
ANERAAE (105mg) F1 =L HEEhREL (223mg) , 7K IZIRGWE 100°C FHLFE 3 /B, 7] 1%
&F /Féé.‘%tlﬂﬁu)\ﬂ% A (210mg) Fl = Z L EhIREh (446me) , FF ARG WAL 100°C F ¥k
3.5/ HHZS& TR - TEE (10 1) A BTR -G TIMRAZ IR N 7 B A L
ZEo WA, FHE &R Bl (=10 @ 1) MRS WFELSUKE =R &IFFIEkENE
WUZ, FHJCK B BR N T 4, JFid 8. MR 4 M Flk4aisk. H®I A TLeC & Pk - F
=10 : 1) aifbsk e, M $fs REL- (1S, 3R, 4R, 5S) —4— { [5— (2H- PYM —5— 5L ) —1H-nik
W& [2,3-b] ke —4- & ] 2 E } SNkt —1- B (35 mg) [ [E 14,
[0549]  =SLjfy] 41
[0550]  |n) 4-[ (5 RARENIEE —2- 38 ) =& ] 1H-uErg3F [2, 3-b] ukwE —5- FBLHE (52mg)
FOMAE SRR (2500 1) M = 2% (56 u 1), FHAF A S N R G %R S5 W7E 160°C T i
20 38h. AT RONVEETEAH], FFES A RS (J07 C FEE) itk B i 7E
Pl 2 A AR, FE MK o B I I s AL B A I A, AT 84T 4-{[5- (2- FUE CE ) &
Mgt —2- 2 1 &} -1H- meng g [2, 3-b] nikrE —5- FlEE (16mg) .
(05511  sZjfifsl 12
[0552]  TEFHUKAREIRIAAE T, 1) 4-({6-[6—( =& )-1,2,4- g —3— & J-1H-nik
g3 [2,3-b] nikmg —4- 3L ) &L ) ENIkE -1- BE (80mg) 7E 1- AL —2— nikn&Lell (1. 6ml)
ST, I 2% / B (2. OM) (1. Tml) o fEIRLEIEE N4 RNV st 5
/J\HT M) SRS N SR LB VU SRR AR o FH i DY ZURR PR A £ M8 & B IS TR A
WRADOLIREY), WA RIS . MRS TEANUE, Hid . EmUs&0 N lkss
Ve BRI RER (NH BER ) ALty (&5 @ MEE= 100 © 0 &2 91 © 9) 4ifk, M
MmaktE 4-({5-[5-( Z&mHE ) -1,2,4- W@ g —3— F T-1H- nthng 3F [2, 3-b] kg —4- 5} &
L) SNk —1- B (50mg) [ (A [ A
[0553]  SLJfifs) 43
[0554]  #f4-[ (5-FRFEEWIkE —2-FL) (I 1-1H-nthrg IF [2, 3-b] AtbIE —5—- A% (100mg)
Wéﬁf?? 45 % ¥ HBr 7K (0. 5ml) 7, FHBZIR AR 1. 5 /N o B R NS ivA 2, 8
T PR P SRAG IR T S, 7K BRI o 5 B R4S I [ AR T U e f Rl op, I i i ik
A it (ST - R ) giftk, MR 4-[ G- IRAAENIE: —2—- 55 ) & & 1-11- kg Jf
[2,3-b] AkEE —5— FEENEZ (85mg) o
[0555]  SEjffp] 44
[0556] 1 (5— #2 Z& 4 Wi f¢ —2- & ) -3,6- = & WK M Jf [4,5-d] ntk m% 3 [2,3-b] nik
BE -2 (1) - B (92mg) &VY T =& B i, I mH P ImA =ik = 2= A (DAST) . ?“Hfﬁ
T NBAZIB A HRE 1 /AN N AR B A K SR R B . B I i gE
WMo AT SRAS I [ 1A, A S TN O S AL BRBE S, AN EAS (- AR &Nl ke —2- 5t )—3, 6-
Skt [4,5-d] Atkrg I [2,3-b] miEmg -2 (1H) - B (34mg) o
[0557]  =SLJEfs) 45
[0558] FEIREEVERE N, R - (1S, 3R, 4R, 5S) ~4- { [5- (20— P M —5- 3L ) ~111- niL & If:
[2,3-b] mEmg —4-FL ] ZIE } @ Nlkt —1- B (55me) & 1- MIE —2— nb ke fild (0. 65m1) h
PG BRTES T, N N= &3 -N= e BRI ot —2— 1% (0. 11ml) FIAf B8 (0. 015ml) , FF
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TR N RZIR G 4 Dt FResP TGS (U7 @ FliE=99 1%
90 © 10) Zhifk, M FRAFAE 8 B E PRI - (1S, 3R, 4R, 5S) —4-{[5- (2— & —2H- Y
e —5— FE ) —111- kg 3 [2, 3-b] alkwg —4- 3% 1 2} &Rkt —1- B (19. 5mg) (KA TLC (5K
Ui — MEE=10 . 1) BT ZRIEH REAEEKN ), JFRIEAE AR E i = - (1S, 3R, 4R,
5S) —4—{[5—(1— BV H& —1H- PY M —5- FL ) —1H- niE i 3 [2,3-b] nthmg —4- = 1 &3 T 4K
Kt —1- B¢ (4. bmg) (KA TLCCE; — AlE= 10 © 1) BATIRTFHT RE BE/D ), BT 1380 3=
WL P RN YR B P A A R L [ A
(05591  sffifs 46
[0560]  [a] 2— & MH i (56. Tmg) A 4-[ (3= 4 ] )-8— & 7% X * [3.2.1] = —-3- 3& &
F - LH- uemg 3 [2, 3-b] WERE —5— FEE (568, 4mg) (& 1 FIAL —2— WALl (0. 6ml) T
TE R A, NN = 2% (0. 057ml) Ffdtbs (Smg) , FHFEFZIR-SW4E 130°C R HEH: 10 /)
B R4 RNR S NG, B 1- HSE —2— mtkr&Eid (0. 3ml) AN\ iZ RN IR-E Y, A
A SOV IR A YA . 18 4% 2 HPLC (10mM ) NH,HCO,+NH, (pH = 9.2) : CH,CN =98 : 2
260 1 40) Bz S E B . BIEER WY, TR, A RS 4-{[(3- 4
] ) —8— (3— FIEMLmE —2— 55 ) —8— B ILAUA [3. 2. 1] 3 —3- % ] & & ) - 1H-atkng I+ [2, 3-b]
mEmE —5- FEEHE (10. 1mg) 1 [E 14,
[0561]  SLJfifs] 47
[0562]  fa] 4—{[ (3= kI —8— (65— Z FEnbng —2— 3% ) -8— B AW WIS [3.2. 1] = 3- &L ] &
I —1H- b 3 [2, 3-b] Mbke -5- kL (11mg) fEHEE / A H L B s,
ANARIR BARAE (0. 022ml) , R LR EWAEIABEEZ T HHE 0. 5 /h B S5 = ZHA
FEONEALTY (30. 9mg) , JFFHZIR S WAEIR BT T HRE 16 /o ]2 R N N i Fn
Tk 1 S AN 7K S P R S D AE P IR T Bt 30 4380, SR i &0 — R BT 20
FEELIRAAR , FFH I SRAF I B ER IR EE A AR s (& - FliE=7 @ 1) 4lifk,
M ERAF 4= {[ (3= Ah ) ) —8— (65— ( ZHZIKE) MhrE —2- 3 ) -8 AL [3. 2. 1] oF —3- % ]
2 FE L -1H- niergg F [2,3-b] ntbne —5— HEEIZ (5. 2mg) BT I CAlb 4.
[0563] =Ly 48
[0564]  |a) 4-[(3— WY Ial ) —8— A AL [3. 2. L] 3% -3 JE &4 1-1H- mkmg 3 [2,3-b] ik
WE —5- FEHRE —ihiRth (25mg) #E 1,3— FEL —2— BRIIAER (0. 5ml) = BT s OB T
TN = &HE (0. 029ml) o B4R, 78 A UK¥& F RN, 0N BB (0. 0059ml) o 7EMBR IR
?ﬁﬂ%iﬁ/\%ld\ﬁ‘zF TONFRRE IR R S A AV TR IR &)l i JE s
UUVE ) VB EAA, KB, T8, A 3ReE 4-{[ (3- W ) -8~ (Eﬁb‘%@f’aﬁ) —8— BE A AL
[3. 2. 1] 3 -3- 3L 1 &k 1-10- kg 3f (2, 3-b] ke —5— FEEEE (14. 1mg) [ 13 (Al {4
[0565]  SCJiafs] 49
[0566]  [a] 1-[(3— 4FIa) ) —8— &AWL [3. 2. 1] =F -3- 5L -3, 6 &BKmMe I [4,5-d] nik
& 31 [2,3-b] ALIE —2 (1H) — B (12mg) 76 N, N— [ EE Z k% (0. 48m1) FiI N, N— — [T 5L M1 gk
Wiz (0. 24m1) BT IS I, IO\ N= £ -N- ST ZE NS¢ —2- % (0. 015m1) F1 6- A
I (11, Tmg) o IR AW A 90°C, JF HBidE 12 /N fEIESSRIG &Y EVHFE
SCZJ5 ¥ R NI AT IR A | 28 %, T Ilesﬁ)%fr?%ﬁﬁ«%}z‘ﬁiﬂxﬁ@m/% (&1 -
g =8 . 1) 4ifk, Min3kts 6-[(3— b1 ) -3-(2— 5848 -3, 6— &K I3F [4,5-d] ki
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I [2,3-b] AHLIE —1 (2H) - 3% ) -8— EIYXEA [3. 2. 1] 2 -8 1 WA (5. 2mg) HITH G AT
iz

(05671  SiXJfifs] 50

[0568]  TEHHUKYZ HIIEA T, M 3—(4-{[(2r, hs) —H— FRIE@NISE —2- 5 1 &I - 1H-nik
W% I [2,3-b] mbmE —5- 5 ) —1,2,4- BE M —5- R L N5 (80mg) FEVUEPKIR (3. 2ml)
FITFE B O o R NN SV FRBL AL B85 /) — BRI R (0. 315ml) , 85 122 I A3 Wi AE PR BV,
FET B 16 /BT FERHVKIA A AE T, 4R 8] e RE - N aM [ LR / — &
MESE (0. 189ml) o i VIR A I EEIR L N HFr 16 /Mo FEFH VR EII AT, 17 %
NESIR A INAIK, FHVZIR -G P)AE FIAE R R HHE 156 4380 Mz NS i N &
FAE A AT . HAD ZEDOXIR G, M sk peidk . HmMREETEAILZ,
Frid g TEmE M T IRATZIER . W MR sk (507 @ FlE= 100 © 0 &
90 : 10) 4fifk, i3k 43 REL-[ (1S, 3R, 4R, 5S) ~4— ({6-[6-(1- I -1- HIEE LI ) -1, 2,
4= BE M —3- Sk 1-1H- nikws I [2,3-b] mibme —4- gk } &0k ) SRIkE -1- B (15mg) B HE M
EIRZNS

[0569]  sLjfifsl] 51

[0570] i) 4= {[ (3= &I ] ) —8— (5= JRAAWERE —2— L ) —8— FALAES [3. 2. 1] ¥ -3- 4 ] &
B -1H- nieng 3F [2,3-b] nibwE —5- ML (22. 2mg) 7E N, N- I ILF®EE (0. 67ml) I 1,
3— I —2- BRIMRBAR (0. 67ml) T BT IIES I, AP ( =285 5 ) 548 (0) (5. 8mg)
FHE SRR (17, Tmg) o A B RN A S+ 160°C AT Y 1 /N 7] S MY H
ANZAFEE, IR EW I iE. H /P evb sk B ARy, 8. B AR H
HERER AT (F5 0 TEE=8 1) 2gitk, M 3k4E 4-{[ (3- #bIA] ) —8—(5— F( Ik ms
Mg —2— 35 ) —8— AL XUA [3. 2. 1] =F —-3- F ] &AL | —1H- kg I [2, 3-b] nibme —5— Mk fi%
(15mg) HITH TR H B K,

(05711  SEJfifs) 52

[0572] {E5°CF,m 4-{[(2r,5s) -5 FREGNIFE —2— F 1 2 F | -1H- & 3 [2,3-b] it
BE —5- i (30mg) 7EPYZMEHE (0. 6ml) " PTJE BGHHES I T, NN 7 T 352408 (0. 99M [
FRORWSVE ) (0. 49mD) o IREWT 5°C I HiH: 2 /DB, RS BEIR A e 3 /et £
5CF, M R RSP N 6M 1 B2 /K ¥ (0. 09m1) » KHZIR G TSR IE T HiFE 0.5
AINEF . AR SEAL S (23, 3me) FINLIREE, T IR S W EMEEEE FHidE 0.5 /hET .
ik € Thid peER L AEY, I U ARG IEGR « B IERAE I 41 T 75 %, IF FH 2 ik AT
gk (&0 17 FlE=9 1) gitk, MRS 4-{[ @2r, 5s) -5- FREENILE —2- F ] &
FL ) —1H- eI [2,3-b] nthme -5- RS (18mg) FIMMCEE (A (8 R 44< o

[0573]  =SCJafs) 53

[0574] ] 4-{[(2r,5s) -5- FR AL NILE —2- AL T 2008 | -1H- ki JF [2, 3-b] nkwg —5—
% (20mg) 7F L BE (0. 6ml) H T IR e S 3 P, B N HIETE (0. 052ml) Al O— PR 52 i 6 g
& (32. Img) , FFAEENAAME FEREW I 6 /AN . 7F DN B IRs H1 2 =00 )5, B AR
A N2 R, TR, HFHE R R S (&7 - FEE= 10 © 1) alifk, i 3kfE
4-{[ (2r,5s) —h— FE Nk —2- £ 1 &L }—1H- kg ot [2, 3-b] AtkrE —5- AR 0- LT
(11mg) WITkE A ElE 14
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05751  =Ljfifs] 54
[0576]  |f] Z 1% (0. 8ml) Hhn A& 4% (0. 013ml) AEEE I (5. 72me) , 3K iZ IR &Y
18 60°C FHEHE b5 4r8h. £ 60°CF, M MNMER T IIAMTA —4-{[ (IR, 2R, 3S,5S) -5- }&
FENIE —2- 25 1 &3 T -1H- kg T [2, 3-b] itbRE —5- MELZ (40. Omg) , T EHZIBSTE
60°C THeHE 2 /NI o I OV S TRAE I 41 T 25, FEINN R 2R R N= £ 36 —N=- e py Bk
W —2- 1, AT IR & Pk . o W ARV S )8 ik NH 32 A B s (5 - g =
0 @ 1) gifk, iR —4- {[ (1R, 2R, 3S, 5S) -5~ F AL &N lpe —2- L T &5 | -3- (kg
B —1- FEPEL ) —1H- iErg IF [2, 3-b] Abme —5- TEEZ (10. 8mg) MM B (1 (0 [F] 14
[0577]  =SLJfafs) 55
[0578] i) 4—{[(2r,5s) 5 FRIEENILE —2- Fk ] 202 | —1H- wkrg JF [2,3-b] ukwg -5
% (40mg) 7EVYERIE (Iml) P T e s 4, i ( =255 ) 4l (methyl (trip
henylphosphoranylidene)acetate) (56mg) , 744 1Z [ NE WA 80°C T Hid: 16 /NS B[]
VBRI (=275 ) LR FHS (483mg) , FFA5 2R NV IRAE 90°C R i dE 3 /bt .
UK R NN (=858 ) 2R NS (129mg) , JKE % R NV AT 90 °C R bk 16 /)
N o A4 S NS AT IR A A T WA, FR R R il i e iR v (U0 L BB = 100 1 0
290 : 10) gifk, M 3k#E (2E) -3-(4-{[ (2r, 5s) —5— FRIE L WIGE —2- & ] 24 }-1H- ik
M If [2,3-b] mibwg —5- L) NMER RS (Tme) (K2 ([ 14,
lo579]1  sLpfifs 56
[0580]  TEMEEIRAE K, M —4-{[ (1R, 2R, 3S, 5S) -5— Fa R Wkt —2— 5L ] 258 | —1H- ik
Mg 3 [2,3-b] nikwe —5- FBLIL (50mg) 7E N, N- —FIERBLIL (0. 6ml) T E s IE i,
71[])\ 1- &0 -2,5- MEMe — ) (18. 4mg) » K LIRS WAEMRBIEE T s 2 /A, ik
W IO, FEd ARSI . AR PR BT R, FEH0 . A 2RSS (R
175- =4 © 1) gifbix[BRERRY), Wi sk -3- 5 —4-{[ (IR, 2R, 3S, 5S) —5— F2 &
SN —2- F& ] 2 3E ) -1H- nkr& 3F [2, 3-b] MERE -5 FIEERE (Bmg) FOTAEE 1 64 [
05811  SLffifs 57
[0582]  [a] N’ —J&3E —4-{[(2r,5s) -5- FRILGNIKE —2- 3L ] &3 - 1H- kg 3 [2, 3-b]
uttﬂ/% —5— FRIEIK (30mg) (£ LR (0. 5ml) FTTE I, M CZBRET (Ll 1), J‘Hﬂ‘?
WRAE L S HeHe 30 70 Bh. MR M 10 % B4R - 22 (10mg) , FHAEEA
mm%ﬂ 50 CHIZM: I K iXIR G HE 3 /NI FF RNV HI 2 =05, Bid C %ﬁxi/ﬁs
SR . TR A T SR AT, JFAERFE 41, FH QIR R . B g
WARVTIED) , MRS 4-{[ (2r, 5s) —b— ARG NE —2- & 1 Z5E | —1H-nieng 3 [2,3-b] ik
WE —5- RILPR O EEHE (20mg) )8 (4 B 14 o
[0583] =Lty 58
[0584]  FEMREEMRAE T, [ —4- {[ (1R, 2R, 3S,5S) -5- 2 AL @ Wl —2- 5t ] &AL ) —1H- ik
&3 [2,3-b] mbng —5- 2L (30mg) 7% 1— P IE —2- nbgLefd (0. 18ml) 1 BT sl I,
IOARLRE £h1R £E (10. 6mg) o AL BRI N RS, 1 1IZ I NAE 200°C NEEAT 1 /). 1] Y.
VP NN TR BR SV BN K B, IF FH TR LR A BZIR &4, W )G FH K DEis . FRIReEs T
WA, IT g8 RIS AR A T k4. et R AT (vl (5 - M
=10 : 1) 4aifk, MR - {[ (1S, 3R, 4R, 5S) —4— (1H- MtLA& 3§ [2, 3-b] kg —4- FL4
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) AR -1- B2 (14, Img) B 6 [F 4,

[0585]  SiZjifH] 59

(05861 [z —4- {[ (IR, 2R, 3S,5S) 5 FILEENIkE —2— I ] & IE 111 mer& It [2,3-b]
mEnE —5- R (30mg) 7E N, N— LT EiZ (0. 1m1) EF'ET?T’BZH’J#E/&EF' JIAN, N — %
FLBRME (29, Tmg) , IR IZIR G WAE 60°C T HFE 0.5 /NI 1) [ R VR A4 H i N B gk
f (17. Amg) FI 1,8— R AAA [5. 4. 0] +—Fk —7- /& (DBU) (0. 027ml) o TR N HF
AT 60°CFHHE 3 /N2 5, W AR WUR S T k4 . Bk R HE I gL (&
177 ¢ BEE=4 ¢ 1 24k, MmgRE M —4-{[ (IR, 2R, 3S,5S) -5— FE G Wkt —2- &L | &
I P -N-C FREEESE ) —LH- ks 3F [2, 3-b] nibie -5— BB (7. 8me) MIBAEE I EAldl {4,
[0587]  SLJEA%] 60

[0588]  fEHFIEMLIE N, [ —4- {[ (1R, 2R, 3S,5S) -5— FIE 4= Wikt —2- F& ] & 5k ) - 1H-nit
W3 [2,3-b] ke —5- HHEZ (75mg) 7EVUSERE (0. 5ml) FIHEE (0. 375ml) T B &1
WA N 1, 1- ZFAE -N,N- A F % (1. 54ml) o fEMAPIR 44 N RIBE
PibE 1N A ¥ R IR-G YA ET R IR, e 1 sl B R TTE B [ A4
%/ﬁﬁ?kﬂuy\ﬁﬁﬁ IR N=[ (R 3 ) WA EE ] -4-{[ (IR, 2R, 3S,5S) -5~ FIE4= K
e —2- A ] 23k F-1H- mEegIF [2, 3-b] MkRE —5- FEEZ (T0mg) 1Y Gl 4.

[0589] S 61

(05901  #i=l —2-[ (4-{[ (1R, 2R, 3S,5S) —5— I MIlke —2—- K ] &HL ) -1H- kg Jf [2,
3-b] mEme —5— 2% ) BRI 1 =AM (30mg) 7EH = H 2K (0. 45ml) R L (0. 45ml) KRG
HRT T SIS MAE 120°C R BERE 3 /IS A, N 1 B3R 2 nibrg Al (0. 45ml) , FH
ZIRGTE 160°C T HFE 4 /I o PRI ST 5 SN ISR As, IT 48 Bk =
AR AR E SR (&7 - HlE= 10 ¢ 1) gifh, A sREE A =i —5- 4-{[ (IR, 2R,
3S,55) -5— A SNk —2- 3 ] &5E | -1H- ks IF [2, 3-b] nkkg —5- 4L ) -2, 4- 5 -3H-1,
2,4— =M -3l (5. 6mg) (XM TLC(E) — FlE= 10 1) BITRAFH RE fHEK ) , 3R
BAE R 5 — = R, —-5— (4- {[ (IR, 2R, 3S, 5S) —-5— FAEE LS W4 —2— AL ] 25 | —1H- g
F¥ [2,3-b] 0t wE -5-3L&)-1,3,4-BE =M -2 (3H) - Hd (8. 9mg) (KA TLC( &M — FlE=
0@ 1 HTF)T%?E%H’J REAHE/NS ) » FFRAS B 287 =) 38 R e 3 (A o] 14

[0591]1  sLjifiifs] 6

[0592] 4—{[<2r,5s> —5- PR G RIkE —2- 36 T &L ) —1H- atkeg IF [2, 3-b ] Athig —5- 3t
W2 IR LW —Fh R Eh (7T6mg) /R LW (Iml) A BT VS T, N 1, 2- £ )% (0. 11ml) ,
¥ R NEFIRAT 120°C R ke 2 /BT o TR A IR 4a i NI - HLS FR AW FH NH- 1
AT (&4 - AEE= 100 : 0 & 95 . 5) 4ith, M3kt (Is,Ar)-1-{[6—-(1,5- —
S —1H- Bk —2— B ) —1H- kg 3 [2, 3-b] MbRE —4- 4 ] 203E + SNIEE -1- B¢ (17mg) B H
(AR

[0593]  SLJff9] 63

[0594]  [a] 4-{[(2r,5s) -5 FEIEEGNILE —2— & ] 23 } - 1H- mbn& 3 [2, 3-b] Abke —5- 52
IR LB = 3h g #h (150mg) 76 LB (1. 5ml) PR B M B # . InoN 2- &0k %
(78w 1) A=~ (0.225m1), I SRR NVIFHAE 110°CRHFE 2 DI B OV Hl 2=
W IF I U SRR AE IR A5 O N A . FRAR IR AF vk (&7 - HEE= 100 © 0 2
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90 : 10) 4lifb. FEFEFEE S0 N T LR L BRPEIE T ARAS 1 8] 44, I 18 o ik pE R AT e g, AT
HAF (Is,4r) —4-{[5-(4,5— =& -1, 3- V@M —2- 5 ) —1H- Mg IF [2, 3-b] AL —4- 3% T &
FE b ENIbE -1 B (Gmg) B A

[0595]  =SLjffy] 64

[0596] % 4-[ (5 FFEG WIkE —2- B ) A 1-1H- niku& IF [2,3-b] ki —5- fiF (200mg)
FE BB IMANE 28 5ml) H, IFEETTE 60 C KISt F ¥z N i 8 /i,
M C ity R KRR R & N IR e IR ARV R T ZRELE (3ml) b, IF
AN IM AL KR EEHE (0. 65ml) o FEFRERIRS T, M NV E I i R — U7 B
(0. 22m1) , FEWZIR-G P HE 16 /DIF o ST ABOZ IR NS, FER KRG . bR
BANUE, g, B AR & N IkYa. R R AL (S 0 FiE=
100 : 0290 : 10) Zifk, Mgkt ({4-[ (- BIEE NIk —2- 1) &I 1-1H- k& It [2,
3-b] ntkwe —5—F } HEL ) WEFRHUT M5 (40mg) Bk s ElE A,

[0597]  ARYE EIAR )£ 7 v AR AIREL AR N 5 RN ) 7 V2 B HE T R AR AR T VR A%
TR L TRARFALEY . 3R 71 K 72 T EIR SERE ] T T IR A4 5 S5 8 Fn EEAL
2EER, I T R T il & X e S 7V

[0598] X 71

[0599]
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BEs il STz i 451 2
IN\ H
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}
NH Np?—{
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i i, Hﬂcjﬁ
Ly ;
H
H N N IN\
A 9y NP
3 N Y 4 Q g'\"%
H((}@ e
i 1 KR ED NS/ BRI A
H H
S N s ;
Hy N A~ NH, NA A NH
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RN y
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OH HO.,
e =
[0600] F 71(4%L)

[0601]
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- 1H-NMR (400MHz, d6-DMSO) & :1.44-2. 38(10H, m),2.85(3 H, d, J = 4. 8Hz),4. 23(1H, m),4. 53 (1H, s),6.58(1H, m),
1 7.27(IH ,m),8.58(H, s),8. 78 (IH, m),9. 25 (UH, m), L 1. 79 (UH, s). MS :1 09 (M+H) +

- MS :313 (M+ID) +
2

- 1H-NMR (400MHz, d6-DMSO) & .1.52-2.46(11H, m),2. 63-2 . 72(2H, m) , 4. 49-4. 53 (1H, m) , 6. 31-6. 35 (1H, m),
3 7.42-7.45(1 H,m,7.89-7.90(1H, m),10. 75-10. 77 (1H, m) , 11. 55-11. 58 (1 H, m) ,12. 10 (1H, br) . MS :353 (M+H) +

- 1H-NMR (400MHz , d6-DMS0O) & :1.51-2.13(8H, m),2. 18-2. 47 (3H, m) ,2.65-2. 76 (2H, m) , 4. 02—-4. 13(2H, m),
4 4. 50-4.55(1 H, m),6.34-6.39(1H, m),7. 44-7. 46 (1H, m) ,7. 90 (1H, s) ,8. 14— 8.39(1H, m),10. 77-10. 78 (1H, m) ,

11. 58 (1H, s) . MS :391 (M+ M+

- MS 2104 (M+H) +
5

- MS 371 (M+H) +
6

- MS :508 (M+H) +
7

- MS 409 (M+H) +
8

- MS :542 (M+Na) +
9

- 1H-NMR (400MHz , d6-DMSO) 8 :1.38-2.77(18H, m),4. 38-4 .54 (1H, m), 6. 29-6. 35 (1H, m) , 7. 25-7. 37 (1H, m) ,
10 7.42-7.45(1 H,m),7.89-7.90(1H, m),10. 75(1H, br) ,11. 57 (1H, g). MS :380( M+ +

- 1II-NMR (400Mllz , d6-DMSO) & :1.46-2.29(9II, m),3.83(3 1I, s),4. 10(1Il, m) ,4. 56 (11, s),6.50 (111, m) , 7. 18 (111, m) ,
11 8.55( 1H, s),9.27(1H, m),11. 68(1H, s). MS :342 (M+H) +

- 1H-NMR (400MHz, d6-DMSO) & :1.43-1.54(2H, m),1.58-1. 73 (4H, m),1.73-1.86(4H, m), 2. 05-2. 12(1H, m), 2. 17 (3H,
12 s),2 .21-2.29(CH, m),4.08-4. 16 (1H, m) , 4. 56 (1H, s) ,4.99(2H, s).6. 48-6.55(1H, m),7.18-7.24 (1H, m),8. 63 (1H,

s),9.12(1H, d, T = 7.8Hz),11. 74 (1H, s). MS ;384 (M+H) +

- 1H-NMR (400MHz, d6-DMSO) & .1.43-1.53(2H, m),1.57-1. 74(4H, m),1.74-1.90(4H, m),1.80(3H, s), 2. 04-2. 12 (1H,

13 m,2 .20-2.29(2H,m),4. 06-4. 14 (1H,m) ,4. 56 (1H, s) , 6. 45 (2H, brs) ,6.47-6. 52(1H, m), 7. 14-7. 19 (1H, m) . 8. 76 (1H,

s),9.41(1H, d, J =8.0Hz),11.64(1H, s).MS :384(MIH) |
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- MS 369 (M+H) +
14
- MS :383 (M-H) -
15
- 1H-NMR (A100MHz , d6-DMSQ) & :1.57-1.63(2H, m),1.95-2. 09(3H,m),2. 17-2.21(CH, m),3. 31-3. 71 (6H, m) , 1. 62 (1H, s) ,
16 6 .38-6.40(1H, m),7.44(1H, t, J = 3.0Hz),7.90(1H, s),10. 80(1H, s),11.58(1H, s).MS :334 (M+H) +
- 1H-NMR (400MHz , d6-DMSO) & :1.51-1.56(2H, m), 1. 63-1. 74 (4H, m),1.83-1. 91 (4H, m) , 2. 09-2. 13 (1H, m) , 2. 30-2. 34 (2
17 H,m),4.22-4. 25(1H, m) , 1. 58 (1H,s) ,6. 62(1H,d, ] = 3. 6Hz),7.3 1(1H,d,] = 3.6Hz),8.50(1H,d,J = 7. 6Hz), 8. 66 (1H,
s),12.00(1 H, brs).MS :399 (M+Na) +
1H NMR (400MHz, d6 DMSO) & :1.49 2.48(10H, m),2.72 2 .85(2H, m),4.61(1H, s),6.44 6.61(1H, m),7.64 7.71(1H,
18 m, 8.02-8.35(4H, m),11.59-11.64(1H, m),12.51-12. 53 (1H, m). MS ;324 (M+H) +
- TH-NMR (400MH»., d6-DMS0O) & +1.39-1.48 @QH, m) , 1. 59-1. 74 (6H, m),1.79-1.85(2H, m) ,2. 02-2. 07 (1H, m) , 2. 16-2. 20(2
19 11, m),4. 45-4. 48 (3II, m) ,4. 97 (1Il, d, J = 7.4llz),7.13-7.19 (211, m) ,7.36-7.40(2II, m), 8. 06 (111, s),8.48 (11, s),
8.89(1H, t, )] = 5. 9YHz),9. 62. MS :436 (M+H) +
- TH-NMR (400MH7 , d6-DMS0Q) & 1. 50-1.56(2H, m),1.62-1. 72(4H, m), 1. 77-1.88 (4H, m),2. 08-2. 11 (1H, m) , 2. 24-2. 28 (2
20 I, m,3.56 (1, m,4. 15-4. 20(1Il, m) , 6. 67-6. 69 (11, m) , 7. 36— 7. 38 (11, m) , 8. 28 (11, s) , 9. 40 (11, br) , 10. 36-10. 41 (111,
m,1 1.55(1H,s),12.53(1H, brs),14.29(1H, br).MS :343 (M-HC1+ M)+
- 1H-NMR (400MHz , d6-DMSO) & 0. 86-1. 37(3H, m), 1. 58-1. 69 (2H, m), 2. 20-2. 24 (1H, m) , 2. 41-2. 51 (2H, m) , 2. 77-2. 80 (1
21 II, m),2. 90 (111, s), 3. 03-3. 05 (111, m) , 4. 29-4. 35 2ll, m) , 6. 63( 11, s), 7. 43(1ll, s),7.87 (11, s) , 10. 7 (111, s),11. 6 (11,
s).MS 29 9 M+ +
- 1H-NMR (400MHz , d6-DMS0) & .1.68-1.93(6H, m),2. 02-2. 13 (3H, m),2. 40-2. 47 (2H, m), 2. 71-2. 75 (2H, m) , 4. 04 (2H, d,
22 J = 5.5Hz),4.50(1H, s),6.34-6. 36 (1H, m) ,7. 45(1H, t, J = 3. OHz) , 7.90(1H, s),8.16(1H, t, J = 5. 6Hz) ,10. 77 (1H,
s),11. 59 (1H, s). MS :391 (M+H) +
[0722] FT2(4)
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23 - 1H-NMR (400MHz , d6-DMS0O) & :1.71-1.89 (6H, m),2. 21-2. 25(3H, m), 2. 53-2. 56 (6H, m) ,6. 63 (1H, =), 7. 46 (1H,
t, ] =23.2lz ),7.90(ll, s),10. 77 (111, s) , 11. 61 (111, s) . MS :309 (M+I) +
24 - MS 342 (M+H) +
25 - MS :312 (M+H) +
26 - 1H-NMR (400MHz , d6-DMSO) & :1.33(6H, d, ] = 6.2Hz) ,1.46 —1.86(10H, m),2. 06 (1H, brs),2.22(2H, brs),
4.54(1H, &) ,5.06(C 1H,d, J = 8.8Hx),5. 18-5. 15(1H, w) ,8. 12(1H, ),8. 63 (11, s),9. 16(1H, d, J = 8. 8Hx),
13. 0 (111, brs) . MS :371 (M+ID) +
27 - 1H-NMR (400MHz, d6-DMSO) & :1.41-1.45(2H, m),1. 59—1. 62 (2H, m) ,1.65-1. 70(2H, m), 1. 74-1. 79 (CH, m) ,
1.88-1.92(2 H, m),2.05-2.09(1H, m),2.18-2. 21 (2H, m) , 4. 02-4. 05 (1H, m), 4.32(1H, ¢),5.82(2H, brs),
6.41-6. 4211, m) , 7. 09-7. 11 (11, m ) ,8.13(11l, s),8.96(11l, d, J = 8. 1llz) ,9. 50 (1II, s) , 11. 23 (1Il, brs ).MS :
342 (M+H) +
28 - 1H-NMR (400MHz, d6-DMS0O) & :1.45-1.57(2H, m),1.57-1. 78 (4H, m), 1. 78-1. 97 (4H, m), 2. 05-2. 14 (1H, m),
2.26-2.34(2 H,m),2.44(3H,s),4.17-4. 24 (1H,m) , 4. 53 (1H, s) , 6. 56-6. 61 (1 H,m),7. 24-7. 28 (1H,m) , 8. 58 (1H,
s),9.10(1H,d, J = 7. 8Hz),11. 82(1H, brs).MS :366 (M+H) +
29 - 1H-NMR (400MHz , d6-DMS0) & :1.49-2.32(13H, m), 4. 20-4 .22 (1H, m),4.55(1H, s),6.55-6. 57 (1H, m) ,
7.25-7.27(1H, m), 8.49(1H, s),8.79(1H, d, J = 8. 0Hz) ,9. 27(1H, s),11. 73(1H, brs). MS :374 (M+Na) +
30 - 1H-NMR (400MHz , d6-DMSO) & :1.47-1.52(2H, m),1.62-1. 64 (2H, m),1.68-1. 73(2H, m),1.81-1. 91 (4H, m),
2.09-2.11(1 H, m),2.28-2.31(2H, m), 2. 67(3H, s),4. 19-4. 22(1H, m) , 4. 53 ( 1H, ), 6.53-6. 54 (1H, m),
7.22-7.24(1H, m),7.88(1H, d, J = 7.8 Hz),8.69(1H, s),11. 61 (1H, brs) . MS :366 (M+H) +
31 - 1H-NMR (400MHz , d6-DMSO) & :1.44-1.49 (2H, m), 1. 62-1. 64 (2H, m) ,1.74-1. 79 (2H, m) , 1. 98-2. 03 (4H,
m,2.15-2. 18 (1 H, m),3. 00-3. 03(2H, m) , 4. 45(1H, brs),4. 61 (1H, brs) ,5. 77 (2H , s),6.35-6.37(1H, m),
7.33-7.35(1H, m) , 8. 14 (1H, 8), 11. 44 (1 H, brs). MS :324 (M+H) +
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32 - 1H-NMR (400MHz , d6-DMSO) & :1.45-2.60(13H, m),3.27(3 H, s),3.37-3. 49 (4H, m) , 4. 44 (1H, m) ,4. 77 (1H, s) ,
6.66(1H, m), 7.46(1H, m),8. 71(1H, s),8.98(1H, m),10.92(1H, s),12. 08 (1H , s).MS :453 (M+H) +
33 - MS :109 (M+H) +
34 - 1H-NMR (400MHz , d6-DMSO) & :1.42-1.51(2H, m), 1. 58-1. 75(4H, m),1.76-1.95(4H, m),2.05-2. 13 (1H, m),
2.25-2.32(2 H, m),4.11-4.19(1H, m) , 4. 50(1H, brs),6. 49-6.54 (1H, m) ,7. 1 7-7.22(1H, m),7. 24 (2H, s),
8.06(1H, s),9. 70(1H, d, J — 7.6Hz), 11.57(1H, s).MS :383 (M+H) +
35 - 1H-NMR (400MHz , d6-DMSO) & :1.46-2.49(10H, m),2.72-2 .80(2H, m),4.49-4. 56 (2H, m) , 4. 60-4. 67 (1H, m) ,
5.64 5.71(1 H,m),6.34 6.39(1H,m),7.42 7.47(1H,m),7.89 7.92(1H,m), 8.62(1H,s),10.77 10.83(1H,m),
11.55-11. 61 (1H, m) . MS :40 7 (M+H) +
36 - 1H-NMR (400MHz , d6-DMS0) & :1.32-1.87(12H, m),2.09(1 H, m),2.08 (2H, m),4.18-4. 22(1H, m) , 4. 68 (1H, m) ,
6.70 6.71(C 1H, m),7.09(1H, s),7.25(1H, s),7.37 7.39(1H, m),8.32(1H, s) ,10.32(1H, m),12. 68 (1H, brs).
MS :313 (M-3HC1+1) +
37 - MS 328 (M+H) +
38 - MS :378 (M+H) +
39 - 1H-NMR (400MHz , d6-DMSO) & :1.54-1.63(2H, m),1. 86-2. 56 (10H, m),2.77-2.85(1H, m),4.91(1H, s) .
6.64-6. 66 (1H, m), 7.36-7.38(1H, m),8.50(1H, s),10. 82(1H, s),11.93-11.95(1H, m).MS :387,389 (M+H) +
40 - 1H-NMR (400MHz , d6-DMSO) & .1.50-1.53(2H,m),1.64-2. 01 (8H,m),2. 11(1H,s),2.32(2H,s),4. 21 (1H,d,J =
7.5Hz) ,4.56 (2H,s),6.58(1H, s),7.26(1H, s),8.61(1H, s),9.86(1H, brs),11. 77(1H,s) .MS :350 (M-H)~-
41 - 1H-NMR (400MHz , d6-DMSO) & :1.54-1.60(2H, m), 1. 68-1. 77(4H, m),1.78-1.86(2H, m),1.90-1. 98 (2H, m),
2.12-2.16(1 H, m),2.25-2.30(2H, m) ,2. 68 (2H, t, ] = 6. 0Hz),3.57(2H, t, ] = 6. OHz) ,4. 08 (1H, d, J =
7.8MH2),6.46(1H, dd, ] = 2.0,3.6H4),7.04(1 H,br),7.13(1H, dd, ] = 2. 6,3.6Hx) , 7. 80(1H, br) ,8. 38 (11, &) ,
10 .17(1H,d, J = 8.2Hz),11.47(1H, s).MS :380 (M1 H) 1
[0726] XK T204)
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- 1H-NMR (A100MHz , d6-DMSO) & :1.21(3H, t, J] = 7.2Hz),1.11- 2.31(13H, m),3.33-3. 12(2H, m) , 4. 12-1. IS (UH, m),
42 4.50(1H,s ),6.48-6.51(1H, m),7.17-7. 21 (1H, m) ,8. 02(1H, brd, ] = 7.6Hz ),8.42(1H,brt, ] = 5.6Hz),8.58(1H, s),
11. 51 (1H, brs). MS :395  (M+H) +
- 1H-NMR (400MHz, d6-DMSO) 8 :1.58-1.69 (2H,m),1.86-1. 96(2H,m),2. 04-2. 11 (1H, m), 2. 14-2. 23 (CH, m) , 2. 34-2. 44 (4
43 H, m),2.61-2. 71 (2H, m) , 4. 38-4. 42(1H, m) , 6. 63-6. 67(1H, m), 7.25(1H, s),7.35(1H, br),8. 05(1H, br) ,10. 58 (1H, s),
10. 58 (1H , &), 11. 94 (1H, s).MS :389, 391 (M+H) +
- 1H-NMR (400MHz , d6-DMSO) & :1.72-2. 04 (YH, m), 2. 29-2. 91 (4H, m), 4. 42-4. 45(1H, m),6. 37 (14, d, | = 3. 5Hz),
44 7.44(IH, d,] =3.5Hz),7.90(H, s),10.80(H, br, ), 11.58(H, s).MS :32 7 M+H)+
- MS :366 (M+ID) +
45
- MS 388 (M+H) +
46
- MS 406 (M+H) +
47
- 1H-NMR (400MHz, d6-DMSO) 8 :1.84-1.97(2H, m),1.97-2. 17(4H, m),2.19-2. 34 (2H, m),2. 96 (3H, 5), 4. 12-4. 24 (CH, m) ,
48 4 .30-4.40(1H, m), 6. 44-6.51 (1H, m) , 7. 04 (1H, br) ,7.08-7.15(1 H, m),7.81(1H, br),8.38(1H, s),10.22(1H, d, J =
7.6Hz),11.47( 1H, s).MS :364 (M+H) +
- MS :386 (M+H) +
49
1H NMR (400MHz, d6 DMSO) & :1.48 1.53(2H,m),1.62 1. 65(2H,m),1.64(6H,s),1.69 1.74(2H,m),1.81 1.93(4H, m),
50 2 .08-2.12(1H, m), 2. 29-2. 32(2H, m) , 4. 19-4. 23 (AH, m) , 4. 531 H, s),6.07(1H, 5),6.53-6.55(1H, m) , 7. 22-7. 24 (1H,
m,7.87-7. 90(1H, m),8.72(1H, ) ,11. 62 (1H, bre). MS :410 (M+H) +

143




CN 101351466 B i BB B 139/170 7%

MS :389 (M1H) 1
51
- TH-NMR (400MH»., d6-DMS0) & +1.45-2. 47 (OH, m) ,3. 17 (1 H,m) , 4. 10(IH, m) , 4. 58 (1H, %), 6. 51 (IH, m) , 7. 21 (I1H, m) , 8. 22
52 (1H, s),9. 79(1H, s),9.90(1H, m) , 11. 84 (1H, s) .MS:312(M/H) |
[0728] R T72(4E)
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53 - 1H-NMR (400MHz , d6-DMSO) & :1.48-2.33(8H, m),3.90(3 H, s),4.15(1H, m),4. 51 (1H, 5),6. 48(1H, m),
7.17(1H, m),7.90( 1H, s),8.43(1H, s),8. 46 (1H, m) , 11. 50 (1H, s) . MS ;341 (M+H) +

54 - MS :410 (M+H) +

55 - 1H-NMR (400MHz, d6-DMSO) & :1.37-1.48(2H, m),1.57-1. 91(8H, m),2. 04-2. 08 (1H, m) , 2. 24-2. 33(2H, m) ,
3.71(3H, s),3 .99-4.02(1H, m),4. 50 (1H, s),5. 85-5.87(1H, m),6.34-6. 38 (1 H, m), 6. 43-6. 46 (1H, m),
7.14-7.17(1H, m) ,7.93-7.98 (1H, m) , 8.20(1H, s),11.49 (1H, brs) .MS :368 (M+H) +

56 - MS 361 (M+H) +

57 1H NMR (400MHz, d6 DMSO) 6 :1.39 1.45(2H, m),1.59 1. 61(2H,m),1.64 1.70(2H, m),1.73 1.79(2H, m),
1.85-1.91( H,m),2.05-2. 08 (1H, m) , 2. 20-2. 23 (2H, m) , 4. 01-4. 04 (1H, m) , 4. 42-4. 52(1H, m) , 6. 44 (1H, d,
J=23.6Hz),7.12(1H,d, J = 3.6Hz) ,8.15(1H, s),10.05(1H, br),11. 38 (1H, brs).MS :326 (M~AcO H+H) +

58 - MS :284 (M+ID) +

59 - MS :427 (M+Na) +, 403 (M-H) -

60 - 1H-NMR (400MHz , d6-DMSO) & :1.45-2.27(7H, m),3.12(3 H, s),3.18(3H, s),4. 07(1H, m),4. 46 (1H, s),
6. 41 (I1H, m) ,7.09C 1H, m),8.58(1H, s),9. 08 (IH, s), 10. 56 (1H, m) , L 1. 15(1H, s). M S :382.3 (M+H) +

61 - 1H-NMR (400MHz, d6-DMSO) & :1.45-2.69 (13H, m),4.19(1 H, w),4. 53(1H, s),6. 54 (1H, w),7. 25 (1H, w) ,
8.43(1H, s),8.76( 1H, m),11.68(1H, s).MS :367. 3(M1H),365. 0(M H)

62 - 1H-NMR (400MHz , d6-DMSO) & :1.39-1.45(2H, m),1.59-1. 70(4H, m),1.75-1.81(2H, m),1.90-1.95(2H, m),
2.06-2.09(1 H, m),2.20-2.23(2H, m) ,3.35(2H, m),3.89 (2H, (., J = 9. 6Hx) ., 4.  04-4. 08 (1H, m) , 4. 43 (1H,
br),6.44(1H,d, ] = 3. 6Hz),6.87(1H, brs),7.10(1H,d, ] = 3. 5Hz),8.21(1H,s),10.97(1H,d, ] = 7. 8Hz),
11. 34 (1H, brs). MS ;352 (M+H) +

[0730] 2 T72(4L)
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63 - 1H-NMR (400MHz , d6-DMSO) & ;1.43-1. 48 (2H, m), 1. 60-1. 63(2H, m),1.66-1. 72(2H, m) ,1. 77-1. 83 (2H, m),

1.87-1.92(2 H,m),2.06-2.10(1H, m),2. 22-2. 26 (2H, m) , 4. 05(2H, t,J = 9. OH =z),4.09-4. 13 (1H, m) ,4. 32 (2H,
t, J = 9.0Hz),4.47(1H, s),6.47-6 .49(1H, m),7.15-7. 17(1H, m),8.34(1H, s),9.98(1H, d, J = 7.8H =z),
11. 49 (1H, brs) . MS :353 (M+H) +

61 - 1H-NMR (100MHz, d6-DMS0) & :1.02-1.05(4H, m), L. 37-1. AL (9H, m), L. 53-1. 67(5H, m), L. 74-1. 85(2H, m),
2.01-2.23(5 H,m),4.11-4.18(2H, m),6.29-6. 36 (1H, m) , 7. 09-7. 13 (1H, m) , 7.28-7.32(1H,m),7. 64-7. 65(1H,
m,11. 11T (1H, brs) . MS :413  (M+H) +

65 1 MS ;431 (M+H) +

66 1 MS :341 (M+ID) +

67 1 1H-NMR (400MHz , d6-DMSO) 8 :1.81-2. 02(8H, m) ,2. 09-2. 62 (5H, m) ,4. 15-4. 20 (1H, m) , 6. 43-6. 46 (1H, m) ,
7.09(1H, br), 7.14-7.16(1H, m),7.86(1H, br),8.40(1H, s),10.25(1H, d, J = 8. 2Hz) ,11. 50 (1H, s). MS :
336 (M+H) +

68 1 1H-NMR (400MHz , d6-DMSO) 8 :1.54-1.60(2H, m), 1. 86-1. 97 (3H, m), 1. 99-2. 03(2H, m) , 2. 08-2. 15(4H, m),

2.27-2.35(2 H, m,4.27(1H, d, ] = 7.6Hz),6.50-6. 52(1H, m),6.99 (1H, br), 7. 14 (1H, t),7.81(1H, s),
8.38(1H,s),10.17(1H, d, J = 8.3Hz) ,11.4 8 (1H, ). MS :336 (M+H) +

69 1 MS :531 (M+H) +, 532 (M-H) —

70 1 MS :376 (M+D +

71 1 MS :402 (M+H) +

72 1 1H-NMR (400MHz, d6-DMSO) & :1.39-1.43(2H, m),1. 62-1. 72(4H, m), 1. 79-1. 89 (4H, m), 2. 02-2. 09 (1H,

m),2.11-2.17(2 H, m),2.75(3H, d, J] — 4.3Hz),4. 09-4. 16 (1H, m),4. 49 (1H, brs), 6.39-6. 41 (1H, m),
7.11-7.15(1H, m) ,8. 18-8.25(1H, m) ,8. 30( 1H, s),9.87(1H, d, J = 8. 3Hz), 11. 42 (1H, brs) . MS :341 (M+H) +

73 1 MS :341 (MIH) 1

74 1 MS :355 (M+H) +
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75 1 1H-NMR (400MHz , d6-DMSO) & :1.44-2.27(9H, m),2. 76(3 H,d,J = 4. 4Hz),4. 23(1H, m) ,6. 48 (1H, m) , 7. 14 (1H,
m),8.26(1 H,m),8.32(1H, s),9. 87(1H, m) ,11. 45(1H, s) . MS :343 (M+H) +
76 1 MS :355 (M+H) +
77 1 MS 4410 (M+H) +
78 1 1II-NMR (400MIIz , d6-DMSO) & :1.43-2.36(8I,m),1.63(6 1II,s),.4.22(Il,m) ,4. 54 (11I,s) ,5. 90 (11I,s) , 6. 55 (111,
m),7.25( 1H,m),8.50(1H, s),8.80(1H, m),11. 72(1H, s). MS :410 M+H) +
79 1 MS :382 (M+H) +, 380 (M-H) —
80 1 MS :417 (M+Na) +, 395 (M+H) +
81 1 1H-NMR (400MHz , Jd6-DMSO) & :1.44-1.48 (2H, m), 1. 60-1. 68 (4H, m),1.76-1.85(4H, m),2. 06-2. 08 (1H, m) ,
2.29 2.31(2 H, m,4.13 4.15(1H, m),4.53 4.54(1H, m),5.99(1H, d, J = 7.0 Hz),6.68(1H, d, J = 3. 6Hz),
7.28(1H, d, J — 3.6Hz),8. 11(1H, s),1 1. 86(1H, brs).MS :331 (M+Na) +
82 1 1H-NMR (400MHz, d6-DMSO) & :1.40-1.43(2H, w),1. 64-1. 69 (4H, w),1.83-1. 88 (4H, m) ,2. 05-2. 07 (1H, m) ,
2.21 2.23(2 H, m),4.25 4.27(1H, m),4. 52(1H, brs),6. 04(1H, d, ] = 7.2Hz), 6.68(1H, d, J = 3. 5Hz),
7.28(1H, d, | — 3.4Hz),8.10(1H, s),11.85 (1H, brs). MS :309 (M+H) +
83 1 TH-NMR (400MH»., d6-DMSO) & :1.50-1.55(2H, m), 1. 62-1. 73(4H, m),1.79-1. 89 (4H, m), 2. 08-2. 12 (1H, m) ,
2.28 2.32(2 H,m),4.24 4.28(1H, m),6.68 6. 71(1H, m),7.39 7.41(1H, m), 8.42(1H, s),8.44 8.48(1H, m),
12. 48 (1H, brs). MS :368 (M+H )+
84 1 1H-NMR (400MHz, d6-DMS0Q) & :1.50-1.57(2H, m), 1. 81-1. 87 (2H, m),1.92-2. 00(5H, m), 2. 04-2. 09 (2H, m) ,
2.18-2.24(2 H,m),3.62(3H,s),4.30-4.33(1H,m) ,6. 16 (1H,d,J = 7. 1Hz) ,6.7 2(1H,d,]J = 3. 4Hz) ,7. 28 (1H,
d, ] =3.3Hz),8.11(1H, s),11.85(1 H, brs).MS :373 (M+Na) +
85 1 1H-NMR (400MHz, d6-DMSO) & :1.70-1.75(2H, m), 1. 78-1. 91 (5H, m),1.94-2. 02(2H, m) ,2. 04-2. 12(2H, m),
2.19-2.26(2 H,m),3.60(3H,s),4.25-4. 28 (1H,m),6.19(1H,d,J = 7. 1Hz) ,6.7 0-6.72(1H,m) ,7. 27-7. 29 (1H,
m),8.10(1H, s),11. 85(1H, brs). MS :373(MINa) |
86 1 1H-NMR (400MHz, d6-DMSO) & :1.48-1.53(2H, m), 1. 63-1. 74 (4H, m),1.81-1. 91 (4H, m), 2. 08-2. 11 (1H, m),
2.21(3H, ),2 .29-2.36(4H, m),2. 39-2.42(2H, m) , 3. 49-3. 53 (2H, w) , 3. 66-3. 70(2H, w),4.19-4. 23 (1H,
m),4.49 (1H, s),6.57 6.59(1H, m),7 .27 7.29(1H, m),8. 64(1H, s),8.83 8.86(1H, m),11.86(1H, brs ).MS |
478 (M+H) +
[0734] FT72(4L)
[0735]
S 151 Al #oR
&z %
K
EON
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87 1 IH-NMR (100MHz , d6-DMSO) & :1.16-1.52(2H, m), L. 61-1. 81 (8H, m), 2. 05-2. 08 (LH, m) , 2. 20-2. 24 (2H, m) ,
4.09-4.12(1 H, m),4.53(1H, s),6.63-6.65(1H, m), 6. 82-6. 86 (1H, m) , 7. 30— 7.32(1H, m),8.65(1H, s),
10. 52-10. 56 (1H, m) , 11. 80(1H, brs). MS :352 (M+H) +
88 1 1H-NMR (400MHz, d6-DMSO) & :0.85-0.93(1H, m), 1. 34, 1. 40(9H, s),1.47-1.53(1H, m),1. 67-1. 79 (1H,
m),1.85-1.92(3H , m),1.99-2. 06 (3H, m),2. 13-2. 34 (4H, m) , 4. 21-4. 25,4. 30-4. 3 4(1H, m),6. 37-6. 41,
6. 54-6. 56 (1H, m) , 6. 51-6. 63, 6. 57-6. 59 ( 1H, m),7. 28-7. 29 (1H, m), 8. 06-8. 32 (2H, m), 8. 63, 8. 64(1H, =),
8.87-8.89,8.99-9. 01 (1H, m) , 11. 88 (1H, brs).MS :516 M+Na )+
89 1 1H-NMR (400MHz , d6-DMSO) & :1.31-1.36(1H, m),1.47-1. 53(3H, m),1.59-1.64(1H, m),1.67-1. 80(2H, m),
1.89-2.00(3 H, m),2.06-2.11(1H, m),2. 16-2. 20(2H, m) , 3. 02-3. 09 (2H, m) , 4.27-4. 44 (2H, m) , 6. 52-6. 54,
6.61-6. 63 (1H, m) ,7.26-7.29 (1 H, m),8.10-8. 31 (2H, m),8. 63(1H, s),8.92-8.95,9. 04-9. 07 (1H ,m,
11.86 (1H, brs). MS :431 (MiNa) |
90 1 1H-NMR (400MHz, d6-DMS0O) & :1.48-1.53(2H, m),1. 62-1. 73(4H, m),1.81-1.92(4H, m), 2. 09-2. 12 (1H,
m,2.29-2.32(2 H, m),3.46(3H, s),4. 20-4. 24 (1H, w) . 4. 54 (1H, s),4. 86 (2H, s), 6. 54-6. 56 (1H, m) ,
7.24 7.25(1H, m),7.84 7.86(1H, m),8.72( 1H, s),11.65(1H, s).MS ;396 (MIH)
91 1 1H-NMR (400MHz , d6-DMSO) & ;0. 74-0. 88 (1H, m), 1. 13-1. 75(7H, m), 2. 10-2. 30 (2H, m) , 4. 27-4. 44 (1H, m),
6.55(IH, brs)  L6.56(IH, d, J = 3.4H2) ,7. 11 (A1H, ) , 7. 65 (10, d, J = 3.4H.) ,8.3 5H(1H, %),9.86(1H, d, J =
7.910z),11. 43 (111, brs) . MS :271 (M+IT )+
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92

1H-NMR (400MHz , d6-DMSO) & :1.75-2.33(5H, m), 2. 97-3. 36 (BH, m), 3. 73-3. 88 (1H, m) , 4. 38-4. 64 (1H, m) ,
6.63(1H, d, J = 3.4Hz),7.17(1H, brs),7.23(1H, d, J] = 3.4Hz),7.92(1H, brs),8. 44 (1H, s),10.25(1H, d, J
= 7.8Hz),11.68 (1H, s). MS :286 (M+H )+

[0736]
[0737]

wKT2(48)

S 1

B &
M

6

m) ,
brs) . MS :286 (M+H) +

1H NMR (400MHz, d6 DMSO) & :1.29 2.02(5H, m),2.41(1 H, dd, J = 3.8,13.8Hz),2. 65 2.83(4H, m),4. 05 4. 20 (1H,

4. 36(1H, t, J — b.1Hz),6.51-6. 58 (1H, m) ,6. 88-7. 94 (3H, m),8.37( 1H, s5),9.99(1H, d, J — 7. 9Hz) ,11. 46 (1H,

94

1H NMR (400MHz, d6 DMSO) & :1.12 1.65(7H,m),1.82 1. 97(1H,m),2.25 2.34(2H,m),3.85 3.96(1H, m),6. 57 (1H, d,

= 3.3Hz),7.12(1H, d, | = 2. 4Hz) ,6. 78-7. 92 (2H, brs) ,8. 35(1H, s ),9.57(1H, d, ] = 7. 1Hz),11. 5(1H, brs) . MS :

J
271 (M+H) +

95

1II-NMR (400Mllz, d6-DMSO) & :1.17-1.64 (101, m)2.0-2.0  7(1ll, m),2. 18-2. 22(11l, m), 2. 38-2. 40(11l, m),

3.18-3.23(1H, m),4.14(H, t, ) = 7.8Hz) ,4.256(2H, q, ) = 7.0Hz),4. 46 (QH, t, ) = 4 .8Hz),7.17(1H, s),6. 70(1H,
s),8.51(1H, s),8. 78(1H,d, ] =8.0H =z),ll.7(lH, s).MS :330 (M+H) +

06

1IINMR (400MI1z, d6-DMSO) & :1.38-1.86 (101, m) ,2. 07 (1 II,brs),2.19 (2, brs), 2. 29(3Il,s),3. 97 (11l,d, J = 8. 0llz) ,
4.49( 1H, s),6.14(1H, s),6.98(1H, brs),7. 78 (1H, brs),8. 28 (1H, s),0. 99 (1H, d, J = 8.0Hz),11.3(1H, 5).MS ;
341 (M+H) +

97

1IINMR (400MlIz, CDC13) & :1.35-2. 67 (13, m),3. 75(1IL, br s),4. 05-4. 20(11, m) , 5. 00-5. 12 (1II, brs) , 6. 45-6. 48 (111,
m),7. 15-7.16(1H, m),7. 95(1H, d, ] = 4. 7THz),10. 0 (1H, brs)..MS ;302 (M+H) +

98

1HNMR (400MHz , d6-DMSO) & :1.40-2. 30(13H, m),3.92-3. 96(1H,m),4.44(1H, s) ,5. 27-5. 29 (1H, m) , 6. 51 (1H, dd, ] =
2.0, 3.2Hz),7.21(1H,dd, J = 2.8,3.2Hz),7.88(1H, d, ] = 4. 8Hx),11.3 (1H, s).MS :302 (M+H) +

[0738]
[0739]

X 72(48E)

SEH

P
e
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99

1H-NMR (400MHz, d6-DMS0) & 1. 13-1.40(3H, m), 1. 48-1. 63 (3H, m) ,1.93-2. 00 (1H, m) , 2. 14-2. 18 (1H, m) ,
2.35 2.38(1 H,m),3.12 3.20(1H, m),3.41 3.47(1H, m) ,4. 04 4. 10(1H, m), 4.38 4.41(1H,m),6.61 6.65(1H, m),
6.81-7. 03 (1H, br) ,7. 09— 7.13(H,m),7. 61-7. 86 (1H, br) ,8. 33(1H, 5),9.64(1H,d, ] = 8.0 Hz),11.45(H, brs).
MS :301 (M+H) +.

100

1II-NMR (400Mllz, d6-DMSO) & :1.38-2.28(12I[, m),2.87-2 .98(1ll, m),3. 63 (3, s),4.45-4. 57 (1Il, m),
6.42-6.45(H, m),  6.80-7.13(1H, br),7.18-7.22(1H, m), 7. 51-7.93(1H, br),8.34( 1H, s),9.44(1H, d, | =
8. 0Hz), L1. 49 (1H, brs) . MS :357 (M+H) +

1II-NMR (400Ml1z, d6-DMS0) & :1.33(3II, t, J = 8.0Ilz) , 1. 47- 1.51 (2, m),1. 61-1. 72 (4Il, m) , 1. 78-1. 85 (41, m),
2.07-2.10C 1H,m),2. 23-2. 27(2H, m) , 4. 09-4. 12(1H, m) , 4. 30(2H, q, | = 8.0 Hz), 4. 56(1H, brs),6. 48-6. 50(1H,
m,7.17-7. 19(UH, m) ,8. 56 (_ 1H, s),9.28(IH, d, J = 7.6Hz), 11. 69 (IH, brs) . MS :356 (M+H) +

102

111-NMR (400MlIz, d6-DMSO) & :1.32(3Il, t, J = 6.8l1z),1. 43— 1.50 (2, m),1. 65-1. 73 (41, m), 1. 78-1. 90 (4II, m) ,
2.06-2.10( 1H, m),2.16-2.21(2H, m) ,4. 19-4. 23(1H, m) ,4. 29 (2H, q, ] = 6.8 Hz),4. 54 (1H, brs), 6. 45-6. 46 (1H,
m),7.18-7.20(I1H, m),8.56( IH,s),9.26(1H,d, J =8.0Hz), 11. 68 (1H, brs).MS :356 (M+H) +

103

1H-NMR (400MHz, d6-DMSO) & :1.38-1.48 (2H, m),1.59-1. 70(4H, m) ,1. 73-1. 86 (4H, m), 2. 03-2. 09 (1H, m) ,
2.11-2.16(1 H, m),2.18-2. 23(1H, m), 3. 258 (1. BH, s),3.263(1. bH, s),3.53( 1.5H, s),3.564(1.5H, s),
4. 00-4. 05(0. 6H, m) , 4. 10-4. 15 (0. 5H, m) ;4. 50 (0. 6H, brs) , 4. 52(0. bH, brs), 6. 42-6. 45 (0. bH, m) , 6. 46
—6.48(0.5H, m),7.16-7.19(1H, m),7.89(0. 5H, d, ] = 8.4Hz),7.9 4(0.5H, d, J = 8.4Hz),8.15-8.16(1H, m),
11. 52(1H, brs) . MS :37 1 (M+H) +.

104

1H-NMR (400MHz, d6-DMSO) & :1.46-2.24 (13H, m),4.31-4 .33(1H, m),4. 52(1H, s),6.52-6. 63 (1H, m),

7.256-7.27(1H, m), 8.49(1H,s),8.76(1H,d, J = 8.0Hz),9.25(1H, s),11. 72(1H, s). M S :352(M+H) +
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1 1H-NMR (400MHz , d6-DMSO) & :1.51-2. 17(13H, m),3.07-3 .08 (2H, m) ,4. 31-4. 32(1H, m), 4. 40-4. 42(1H, m),
105 6. 50-6. 51 (1 H, m),7.24-7.25(1H, m),8. 49 (1H, s),8.84(1H, d, J] = 8. 0Hz),9.2 5(1H, s),11. 71 (1H, s).MS ;
366. 3 (M+H) +
1 1H-NMR (400MHz , d6-DMSO) & :1.13-2. 19 (13H, m),2.97-3 .00(2H, m),3.82-3. 83 (1H, m), 4. 31-4. 40(1H, m),
106 6.57-6.58(1 H,m,7.26-7.27(1H, m),8.48 (1H, s) ,8. 78 (1H, d, ] = 8. 0Hz),9.2 4-9.25(1H, m), 11. 70(1H, s).MS ;
366 (M+H) +
1 1H-NMR (100MHz , d6-DMS0O) & :1.51-2. 31 (13H, m),4. 17-1 .18 (1H, m),4. 58 (1H, brs),6.56 (1H, d, J] = 3. 1Hz),
107 7.22(1H, d, J = 2.7Hz,7.50-7.57(5H, m),8. 06 (1H, s),10. 58(1H, d, J = 7.9Hz), 11.82(1H, brs).MS :388 (M+H) +.
1 1H-NMR (400MHz, d6-DMS0O) & :0.88-2.26(13H, m),4.10-4 .11 (1H, m),4. 58 (1H, brs), 4. 60 (2H, s),4. 82(2H, s),
108 6.51-6.52( 1H,s),7.17-7. 18 (UH, s),7.30-7.38(5BH, m), 10. 52(U1H, d, J = 7.9 Hz),1l.76(1H, brs). MS :432 (M+1) +
1 1H-NMR (400MHz , d6-DMSO) & :1.48-2.25(13H, m),3.36(3 H, s),4.10-4.12(1H, m),4. 57 (1H, s),4. 69 (2H, =),
109 6.51 6.52(1 H,m),7.16 7.18(1H, m),8. 49(1H, s),10.51(1H, d, J = 8.0Hz),1 1.76(1H, brs).MS ;356 (MIH) 1
1 1H-NMR (400MHz , d6-DMS0O) & :1.46-2. 25(14H, m),4. 10(1 H,d,J = 7.9Hz),5.48(2H, s),6. 51-6. 53 (1H, m),
110 6. 92-6. 99 (3H, m 7. 18 (1H, brs) ,7,28-7. 30 (2H, m) ,8. 65 (1H, s),10. 44 (1H, d, J = 7.9H.),11.8(1H, ). MS .
418 (M1H) 1
1 1H-NMR (400MHz , d6-DMSO) & :1.45-2. 19 (13H, m),4.21-4 .23(1H, m),4. 51 (1H, s),4.59(2H, s),4.80(2H, s),
111 6.46-6.48(1 H,m),7.17-7.18 (1H, m) , 7. 29-7. 37 (6H, m) , 10. 45(1H, d, ] = 8.0 Hz),11. 73(1H, ). MS 432 (M+H) +
1 IH-NMR (100MHz , d6-DMSO) & :1.23-2.33(13H, m),2.99-3 . 11(2H, m),41.21 (1H, brs),1.10-1. 11 (1H, m), 1. 59 (2H,
112 s),4.79 (2H, s),6.51(1H, brs),7.16-7. 37(6H, m),8. 51 (1H, s),10. 50 (1 H,d,J] = 8. 0Hz),11.72(1H, s).MS ;
446 (M+H) +

[0742] FT2(48)

[0743]
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113 1 1H-NMR (400MHz , d6-DMSO) & :1.47-2. 33 (13H,m),3.53-3 .75(2H,m),4. 16-4. 17(1H, m), 4. 40(1H, s) , 4. 87 (1H,
s), 6. 19-6. 20(1H, m) ,6. 82(1H, s) ,7. 21-7. 22(1H, m) ,9. 80(1H, d, J = 8. OHz ), 11. 64(1H, s).MS :398 (M+H) +

114 1 1H-NMR (400MHz , d6-DMSO) & :1.49-1.52(2H,m),1.62(6 H,s),1.64-2.31(11H, m),4. 19-4. 20(1H, m) , 4. 54 (1H,
s),6.27( 1H, &) ,6.53(1H, bre) ,7.20-7.22(1H, m) ,8. 30(1H, &) ,9. 80(1H, d,]J = 8.0Hz),11.64(1H, brs).MS
426 (M+H) +

115 1 1H-NMR (400MHz , d6-DMSO) & ;1.49-2.32(13H, m),2.82(3 H, d, ] = 4.8Hz),4. 27-4. 28 (1H, m), 4. 52 (1H, s),
6. 55-6. 57 (1H, m),7.22-7. 23(1H, m),8. 83 (1H, m),9. 31-9. 32(1H, m), 9. 82-9. 83(1H, m),11. 76 (1H, s). MS :
424. 9 M-H) -

116 1 1H-NMR (400MHz, d6-DMSO) & :1.27-2.77(24H, m), 3. 76-3 .77 (1H, m) ,4. 24-4. 25(1H, m), 4. 53(1H, s),
6.55-6. 56 (1H,m), 7.23-7.21(1H,m),8.38(H,s),9.21(1H,d,] =8.0Hz),9.80(UH, d,]=7.6Hz),1l.77(lH,
brs).MS :508 (M+H) +

117 1 1H-NMR (400MHz, d6-DMSO) & :1.55-1.61 (2H, m), 1. 71-1. 75(2H, m),1.81-2. 05(10H, m) , 4. 16-4. 21 (1H, m),
6.10-6.13(1L H, m),6.81-7. 06 (LH, br),7. 10-7. 13 (lH, m),7. 53-7. 91 (1H, br) ,8.37(H, s),10. 17UH, d, J =
8.0Hz),11. 44 (1H, brs).MS :311( M+H) +.

118 1 1H-NMR (400MHz, d6-DMSO) & :1.64-1.74(6H, m), 2. 02-2. 15(9H, m), 6. 66-6. 69 (1H, m), 6. 96-7. 13 (1H, br),
7.15-7.18(1 H,m),7.66-7.93(1H, br),8. 33(1H, s),9. 7T0(1H, brs) ,11. 156 (1H, brs).MS :311 (M+H) +.

119 1 TH-NMR (400MHv., d6-DMSO) & :1.37-1.43(2H, m),1.91-2. 10(11H, w), 3. 77-3. 81 (1H, w) , 4. 68-4. 70 (1H, w) ,
6.67 6.70(1 H, m),6.92 7.14(1H, br),7.16 7.19(1H, m),7. 66 7.91(1H, br) ,8.33(1H, s),9. 68(1H, brs),
11. 45 (1H, brs). MS :349 (M+Na) +.
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120 1 1H NMR(400MHz, d6 DMSO) & :1.45 1.66(6H, m),1.88 1.95( 6H, m),2.21 2.26(2H, m),4.63(1H, brs),

6.63-6. 66(1H, m) ,6. 93— 7.15(1H, br),7.17-7.20(1H, m),7.70-7. 91 (1H, br),8. 34 (1H, s),9. 70 (1H, brs) ,

11. 46 (1H, brs) . MS :349 (M+Na) +.

121 1 1H NMR (400MHz, d6 DMSO) & :1.38 1.44(2H, m),1.63 1.71( 4H, m),1.80 1.87(4H, m),2.02 2. 07 (1H, m),
2.12-2.16(2H, m) ,4 .11-4.15(1H, m) , 4. 50 (1H, brs), 6. 39-6. 41 (14, m),6.90-7. 05(1H , br),7.11-7.14(1H, m),

7.70-7.83(1H, br),8.37(1H, s) ,10. 09 (1H, d, J = 8.0Hz),11.45(1H, brs).MS :327 (M+H) +

122 1 1II-NMR (400MIIz, d6-DMSO) & :1.44-1.50(2I, m),1.58-1.71( 4, m), 1. 76-1. 86 (41, m) , 2. 06-2. 10 (1Il, m),

2.21-2.25(2H, m) ,4 . 05-4.10(1H, m), 4. 54 (1H, brs) ,6. 51-6. 53 (1H, m), 7. 08-7. 26 (Z2H ,m), 7. 88-8. 03 (1H, br),

8.42(1H, ), 10.43-10. 51 (U1H, m) , 11. 80(L H, s).MS :327 (M+H) +.

123 1 11I-NMR (400Ml1z,, d6-DMS0) & :1.41-1.48¢(0. 8II, m),1.49-1.5 6(1.2II, m),1. 65-1. 97 (811, m) , 2. 08-2. 16 (111,

m,2.17-2.2300.8 H, m),2. 23-2.28(1. 21, m), 4. 05-4. 11 (0. 64, m) , 4. 15-4. 20 (0. 4H, m) , 6. 44-6. 48 (14, m),

6.87-7. 1L (UH,br),7. 11-7. 15(1H,m) ,7. 66 -7.91(1H,br),8.37(0.1H,s),8. 38 (0. 6H,s), 10. 12(0. 1H,d, ] = 8. 1H

z),10.14(0.6H, d, ] = 8. 4Hz) ,11. 45(1H, brs) . MS :341 (M+H) +.

124 1 1H-NMR (400MHz, d6-DMSO) & :1.43-1.51(1H, m),1.68-1.96( 8H, m),2. 01-2. 31 (3H, m), 2. 33-2. 40 (1H,

m) , 1. 06—-4. 12 (0. 5H, m) ,1.21-4. 28 (0. 5H, m) , 6. 15-6. 53 (1H, m) ,6. 88-7. 20(2H, m) ,7. 65— 7.95(1H, br),

8.38(0.5H, ),8.39(0.5H, s),10.10(0.5H, d, ] = 8.4H =z),10.18(0.5H, d, J = 8.4Hz),11.48(1H, brs).MS :

329 (M+H) +.

125 1 1H-NMR (400MHz, d6-DMSO) & :1.41-1.48(2H, m),1.69-1.78( 4H, m),1.82-1. 98 (4H, m),2. 08-2. 13 (1H, m),

2.17-2.23(2H, m) ,3 .15(3H, ) ,4.15-4. 20(1H, m),6. 44-6. 47(1H, m) ,6. 86-7. 10(1H, b r),7.11-7.15(1H, m),

7.62-7.91(1H, br),8. 37(1H, ) ,10.12(1H,d, J = 8.4Hz),11.45(1H, brs).MS :341 (M+H) +.

[0746] 2 T72(4L)
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126 1 1H-NMR (400MHz , d6-DMS0O) & :1.49-1.56(2H, m), 1. 64-1. 75¢( 4H, m),1.77-1.95(4H, m) ,2. 10-2. 15(1H, m),

2.23-2.28(2H, m),3 .12(3H, s),4. 05-4.11(1H, m), 6. 44-6. 48 (1H, m) ,6. 89-7. 10(1H, b 1) ,7.11-7.15(1H, m),
7.61-7.93(1H, br), 8. 38(1H, s),10. 14 (1H, d ), 11.45(1H, brs). MS :341 (M+H) +.

127 1 1H-NMR (100MHz, d6-DMS0) & :l.68-1.76(1H, m),1.79-1.89( 4H, m),2.01-2. 09 (2H, m) , 2. 19-2. 25(1H, m),
2.32-2.38(2H, m) ,4 .06-4.12(1H, m),6.45-.6.49(1H, m),6.91-7. 18(2H, m) , 7. 65-7.9 2(1H, br),8.39(1H, s),
10. 18 (1H, d, J = 8. 4Hz) ,11. 48 (1H, brs) . MS  :351 (M+Na) +.

128 1 1H-NMR (100MHz , d6-DMSO) & :1.06(3H, t, J = 8. 0Hz),1.53-1. 59(2H, m), 1. 68-1. 75(1H, m), 1. 80-1. 91 (4H,
m),2.10-2. 14 (1H, m),2.24-2. 28 (2H, m),3. 42(2H, q, ] = 8.0Hz),4.08-4. 13(1H, m),6. 51-6. 53(1H, m),
7.12-7.31(2H, m), 7. 83-8. 03(1H, br),8.42(1H, s ),10.43(1H,d, J = 8. 0Hz) ,11. 74 (1H, brs) . MS :355 (M+H) +.

129 1 1H-NMR (400MHz, d6-DMSO) & :1.53-2.20(13H, m),3.58-3.6 4(3H, m),4. 19-4. 29 (1H, m) , 6. 54-6. 68 (1H, m) ,
7.19-7.47(2H, m ),7.96-8. 16 (1H, br),8. 46 (1H, s),10. 65-10. 72(1H, m) ,11. 98 (1H, brs). MS ;369 (M+H) +.
130 1 1H NMR (400MHz, d6 DMSO) & :1.44 1.49(2H, m),1.82 1.94( 6H, m),2.12 2.29(5H, m) ,4. 22 4. 26(1H, m),

6.47-.6.50(1H, m), 6.86-7.17(2H, m),7.66-7.93(1H, br),8.38(1H, s),10.10(1H, d, J — 8.0Hz),11.47(lH,
brs). MS :329 (M+H) +.

131 1 1H NMR (400MHz, d6 DMSO) & :1.32 1.39(1H, m),1.63 1.90(C SH, m),1.98 2.14(2H, m),2. 30 2. 37(1H,
m),3.76-3.80(1H, m),4 .18-4.23(1H, m),4.96-5. 00(1H, m),6. 34—. 6. 38 (1H, m),6.61-7.0 9 (2H, m),
7.21-7.72(1H, br) ,8. 23(1H, s),10. 03(1H, d, ] = 8. OHz), 11.33(1H, brs).MS :327 (M+H) +.
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132 1 1H-NMR (400MHz , d6—-DMSO) & :1.45-1. 83(7H, m), 1. 87-2. 09 ( 4H, m), 2. 19-2. 25 (1H, m) , 3. 88-3.92(1H, m),
4. 53-4. 58 (10, m) , 4 .97-5.00(1H, m), 6. 75-6. 78 (1H, m) , 6. 80-7. 14 (2H, m) , 7. 59-7. 89 (1H, br),8.35(1H, s),
10.17(1H,d, J = 8. 0Hz) ,11. 39 (1H, brs) . MS : 327 (M+H) +.
133 1 1H-NMR (400MHz, d6-DMSO) & :1.17-1.57(7H, m),1.87-1.91¢( 1H, m),2.27-2. 30 (2H, m) ,3. Y0 (1H, m),
6. 57-6. 58 (1H, m) ,6.88-7 . 15(H, brs),7. 11-7. 13(1H, m),7.60-7.90(1H, brs),8.35(H, s),9 .57(H, d, J=
3.6Hz) ,11.45(1H, s).MS :271 (M+H) +
134 1 1H-NMR (400MHz , d6—-DMSO) & :0.12-0. 15(2H, m),0. 40-0. 44( 2H, m),0.89-0.92(2H, m),1.49-1.72(8H, m),
1.81-1.91 (10, m),2 .10(H, s),2.30(H, s),1.12(H, s),4.21 (UH, d, ] = 7. 5Hz) ,1. 54(1 H, s),6.53-6.57 (2H,
brs),6.55(1H, s),7.24 (10, m) ,7.89(1H,d, J = 7.7Hz),8.72(1H, s),11.63(1H, ). MS :435 (M+H) +
135 1 1H-NMR (400MHz, d6-DMSO) & :1.44-1.91(15H, m),2. 10 (1H, s),2.30(2H, s),2.70(2H, d, J = 5. 7Hz),
3.58-3.63(1H, m),3.72-3.7 7(H, m),3.88-3. 91 (U0, m) , 1. 12(2H, s),1. 21 (UH, d, ] = 7.6Hz), 1. 51(1H, s),
6.54(1H, d, J = 1.7Hz) ,7.23-7.24(1H, m) ,7. 89 (1H, d, J = 7.6Hz),8. 72(1H, s),11. 62 (1H, s).MS :465 (M+H) +,
487 (M+Na) +
136 1 1H-NMR (400MHz , d6—DMSO) & :1.24-1.33(2H, m), 1. 48-1.51( 2H, m),1.64-1. 72(4H, m) ,1. 79-1. 91 (6H, m) ,
2.10(1H, s),2.30(2 H, &),2.66(1H, brs),2. 72-2. T7(1H, m) , 3. 26-3. 33 (2H, m) , 3. 81-3. 85(2H, m) , 4. 13(2H, s),
4.21(1H, d, J = 7.5Hz) ,4. 54 (1H, s) ,6. 54-6. 55(1H, m),7.23-7.24(1H, m) ,7.90(1H, d, J = 7. 8Hz) ,8. 71 (1H, s),
11. 63 (1H, ). MS 465 (M+H) +
137 1 1H-NMR (100MHz, d6-DMSO) & :0.90(lH, m), 1. 18-1.51(2H, m),l.63(2H, s),1.69-1.72(2H, m), 1. 82—1. 91 (1H,
m,2.10(1H, s) ,2.30(2H, s),2.79-2.82(2H, m),3.25(3H, s),3.41-3.44(2H, m), 4. 11(2H, s),4.20(1H, d, J =
7.5H7) . 4. 54 (1H, s),6. 54 (1H, m) , 7. 23-7. 24(1H, m),7.89 (10, d, J = 7.8Hz).8.71(1H, s),11. 63 (10, ). MS :4
39 (M+ID +, 461 (M+Na) +
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138 1 1H-NMR (100MHz , d6-DMSO) & :1.18-1.52(H,m),1.63(CH, s ),1.69-1.72(H, m), 1. 82-1.92(1H, m), 2. IO (UH, s),
2.30(2H, ) ,2 .70-2.73(2H, m),3.49-3.50(2H, m) ,4. 12(2H, s) ,4. 22(1H, d, J = 7. 5Hz),4. 55(2H, s), 6. 55(1H,
s),7.24(1H, s),7.89(2H, d, ] = 7.8Hz), &.72(1H, &),11. 63(1H, s).MS :425 (M+H) +, 447 (M+Na) +
139 2 MS :343 (M+H) +
140 2 MS :343 (M+H) +
141 2 MS :364 (M+H) +
142 2 MS :300 (M1H) 1
143 2 MS 388 (M+H) +
144 3 1H-NMR (400MHz, d6-DMSO) & :1.47-2.46(11H, m),2.64-2.8 2(2H, m),4. 47-4. 69 (1H, m) , 6. 33-6. 39 (1H, m) ,
7.11-7.50(1H, m ),7.89-7.91(1H, m),10. 77-10. 83 (1H, m) , 11. 59 (1H, s). MS :121 ( M+H)+
145 3 1H-NMR (400MHz , d6-DMS0O) & :1.40-1.46(2H, m),1.58-1.68( 4H, m),1.72-1. 78 (2H, m), 1. 83-1. 89 (2H, m) ,

2.04-2.09(1H, m),2 .29-2.33(2H, m),3.99-4. 03 (1H, m) , 4. 52 (1H, brs),5. 74-5. 7T7(1H
15. 7THz) , 6. 43-6. 45(1H, m) , 7. 16-7. 18 (1H, m),  7.87(1H, d, J — 15. 7THz),8. 16 (1H, s) ,11.
br) . MS :354 (M+H) +

,m),6.26(1H, d, J =
47 (1H, brs),12. 12(1H,

146 3 1H NMR(400MHz, d6 DMSO) 6 :1.45 1.62(4H, m),1.69 1.78( 2H, m),1.90 1.99(2H, m),2. 09 2. 14(2H, m),
2.19-2.26(CH, m) ,2 . 77-2.88(1H, m),4. 47-4. 59 (1H, m) , 6. 43-6. 47 (1H, m) ,6. 85-7.10 (1H, br), 7. 20-7. 23 (1H,
m),7.57-7.90 (1H, br) ,8. 34(1H, 5),9.45( 1H,d, J = 8.0Hz),11. 49 (1H, brs) ,12. 12(1H, brs) . MS :343 (M+H) +.

147] 3 MS 2328 (MIH) 1

148 1H-NMR (400MHz , d6-DMSO) & :1.45-1.55(2H, m),1.58-1.75( 4H, m),1.77-1.93(4H, m),2. 05-2. 13(1H, m),

2.22-2.29 (2H,m) .4 .09-4.16(1H,m) ,4. 60 (1H,s),6. 61 (1H, d,J = 3. HH2) ., 7. 27 (1H. d, J
11.83-12. 00 (111, m) , 12. 08 (1IL, brs) ,13.43  (1II, br). MS :396 (M+I]) +

= 3.5H2),8.63(1H, ),
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149 3 1H-NMR (400MHz, d6-DMS0) & :1.45-1. 50 (2H, m),1.61-1. 71 ( 4H,m),1. 77-1. 86(4H, m), 2. 06-2. 10(1H, m),
2.23-2.27(H, m) ,1 .06-4. L1 (1H, m) ,1. 51 (1H, brs) ,6. 16-6. 50 (1H, m) , 7. 15-7. 18 (1H , m),8.52(lH, s),
9. 50 (1H, brs) ,11.61 (1H, brs) ,12. 36 (1H, brs) .M S :350 (M+Na) +.

150 3 1H-NMR (400MHz, d6-DMS0) & :1.43-1.49 (2H,m),1.65-1. 73( 4H,m),1.78-1.91(4H, m), 2. 05-2. 10(1H, m),
2.16-2. 21 (2H, m) ,4 .18-4. 24 (1H, m) ,4. 54 (1H, brs) ,6. 47-6. 50(1H, m) , 7. 20-7.22(1H , m),8. H4(1H, s),
9.65(1H, d, J = 8.0Hz) ,11. 76 (1H, brs) ,12. 69 (1H, brs).MS :328 (M+H) +.

151 3 1H NMR (400Mdz, d6 DMSO) & :1.49 2.15(13H, m),4.12 4.2 O0(1H, m),6. 42 6.46(1H, m),6.87 7. 15(2H,
m),7.63-7.91(1H, br ),8.37(1H, s),10.14-10. 23(1H, m),11. 45(1H, brs),12. 13 (1H, brs ). MS ;
355 (M+H) +.

152 4 1H NMR (400MAz, d6 DMSO) & :1.50 2. 75(15H, m),3.21 3.7 2(2H, m),4.48 4.54(1H, m),6. 33 6. 39 (1H,
m),7.43-7.46(1H, m ),7.75-8.01 (2H, m) ,10. 76-10. 78 (1H, m) , 11. 68 (1H, s). MS :405( M+H) +

153 4 TH-NMR (400MH., d6-DMSQ) & :1.69-1. 77 (2H, m) , 1.83-1.92( 4H,m),2. 03-2. 12(3H, m) , 2. 39-2. 48 (2H, m) ,
2.70 2.75(2H, m),3 .59(2H, d, J = 5.6Hz),4. 49(1H, s),6.34 6.36(1H, m),6.99 (1H, s),7 .12(1H, s),
7.42-7.45(2H, m) , 7. 90 (1H, s),10. 76 (1H, 5),11. 57(1 H, ). MS :409 (M+H) +

154 4 TH-NMR (400MH., d6-DMS0) & :1.50-1. 57 (2H, m) ,1. 83-1.89( 2H, m),1.95-2. 03 (3H, m) , 2. 20-2. 28 (2H,
m),2.38-2.46 (21, m),2 . 63-2.70(2L, m),3.63(2, d, ] = 5.8I[z),4. 54 (11, s),6.39-6.40(1 I, m),
6.95-7.26(3H, m) ,7. 45(1H, t, | = 3. 0Hz),7.90(1H, s),10. 77 (1H, br),11. 57 (1H, s). MS :409 (M+H) +

155 4 1H-NMR (400MHz , d6-DMS0O) & :1.57-2. 73(13H, m),3.20-3.2 8 (3H, m), 4. 36-4. 39 (2H, m), 4. 51-4. 59 (1H,
m),6.30-6.38 (1H, m ), 7.41-7. 46 (1H, m),7. 89-7. 90 (1H, m),10. 72-10. 87 (1H, m), 11.5 3-11.61 (1H,
m) . MS ;405 (MIH) |

156 4 1H-NMR (400MHz , d6-DMSO) & :1.20-1. 56 (2H, m),1.80-2.16( 7H,m),2. 31-2. 45(2H, m) , 2. 65-2. 78 (2H, m) ,
3.54-3. 60(2H, m) , 4 . 45-4. 54 (1H, m) , 6. 27-6. 37 (1H, m) , 7. 43-7. 46 (1H, m) , 7. 83-7.94  (2H, m) ,10. 78 (1H,
s),11. 58 (1H, s). MS :391 (M1H) 1

[0754] FTT2(8E)
[0755]
SEHE| AT & R BdE
151 i 15l
157 4 1H NMR (400MHz, d6 DMSO) & :1.51 2. 70(17H, m),3. 71 3.8 4(1H, m),4.46 4.56(1H, m),6.29 6.39(1H, m),
7.42-7.44(QH, m ) ,7.89-7.91(1H, m) ,10. 77-10. 81 (14, m) , 11. 55-11. 59 (1H, m).  MS :417 (M+H) +
1A°8 4 1H-NMR (400MHz, d6-DMSO) & .1.40-2.87(13H, m),4. 41-4.7 2(1H, m), 6. 28-6. 42 (1H, m) ,7. 40-7. 48 (1H, m),
7.86-7.93(1H, m ),8.01-8.11(1H, m),8.20-8. 32(1H, m),10. 71-10.82(1H, m),11.5 4-11.63 (1H, m).MS :
420 (M+H) +
159 4 1H-NMR (400MHz, d6-DMSO) & :1.49-2. 22(9H, m) , 2. 36-2. 44( 2H, m),2. 63-2. 74 (2H, m), 3. 06-3. 18 (2H, m) ,
3.36-3.44(2H, m) ,4 .46-4.54(1H, m),4. 61-4. 68 (1H, m), 6. 35-6. 38 (1H, m) , 7. 24-7.55 (2H, m),7. 90 (1H, =),
10.74 10.76 (1H, m),11. 57(1H, s).MS :396( MIH) |
160 4 1H-NMR (400MHz, d6-DMSO) & .1.35-1.99(9H, m),1.50-2.45( 11H, m),2.63-2. 74 (2H, m), 2. 92-3. 14 (4H, m),
4.46-4.53(AH, ), 6.32-6. 39 (1H, m), 6. 78-9. 86 (1H, m) , 7. 32-7. 60 @H, m) , 7. 90 (1H ,s),10.73-10. 79 (1H, m) ,
11.57 (1H, s). MS :495 (M1 H) 1
161 4 1H-NMR (400MHz, d6-DMSO) & 1. 59-1. 65(2H, m), 1. 85-1.95( 2H, m),2. 05-2. 11 (1H, m), 2. 13-2. 21 (2H, m) ,
2.35-2.47(6H, m) .5 .16(IH, d, J = 8. TH») , 7. 13(1H, br) ,7.91 (1H, br) ,8. 08 (11, %) ,8.47( 1H, s),9.98 (1H,
d, ] = 8. 7Hz),12. 81 (1H, br).MS :390,392M/H)
162 4 MS 479 (M+H) +
163 4 MS 465 (M+H) +
164 4 MS :508 (M+H) +
165 4 MS 492 (M+H) +
166 4 MS 508 (M+H) +
167 4 MS :488 (M+H) +
168 4 MS :513 (M+ID) +
169 4 1H-NMR (400MHz, d6-DMSO) & :1.78-1.89(4H, m),2.04-2. 11( 1H, m), 2. 22-2. 25(4H, m) , 2. 30-2. 35(2H, m) ,
2.51-2.56(2H, m),5 .05(1H,d,J = 8. 7Hz),7.20(1H, br),7.95(1H, br),8. 07(1H, ),8.49( 1H, s),10. 17 (1H,
d, J = 8.7llz),12. 81 (111, br) . MS :390,392 (M+II )+
170 4 MS :353 (M+H) +
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171 1 MS :390 (M+H) +
172 4 MS :434 (M+H) +
173 4 MS :417 (M+H) +
174 4 MS :369 (M1 H) 1
175 4 MS :369 (M+H) +
176 4 MS 355 (M+H) +
177 4 MS :433 (M+H) +
178 4 MS :423 (M+H) +
179 4 MS :433 (M+H) +
180 4 MS :419 (M+H) +
181 4 MS :558 (M Na) |
182 4 1H-NMR (400MHz, d6-DMSO) & :1.39-2.34(12H, m),3.09(3 H, s),4. 08(2H, s),4.44(1H, s),4.50(1H, m),
5.00(IH, m),8.04( 1H,s),9.11(1H, ) ,10.18(1H, m), 11. 11 (1H, m) , 12. 80 (1H, s). MS :424 (M+H) +
183 4 MS :434 (M+H) +. MS :432 (M-H) —
184 4 1H-NMR (400MHz , d6-DMSO) & :1.43(9H, s),1.68-1. 84 (2H, m),1.84-2.13(4H, m), 2. 13-2. 31 (2H, m) ,
4. 04 4.17(2H, m) ,4. 30 4.29(1H, m),6.44 6.49(1H, m),7. 01 (1H, br),7.06 7.12(1 H, m),7.77(1H, br),
8.37(1H, 5),10.24(1H,d, J — 7.6Hz) ,11.43( 1H, s).MS :386 (M+H) +
185 4 TH-NMR (400MHv., d6-DMSO) & :1.76-2. 40 (8H, m),3.95(1 H, d, J = 18.8Hx),4.05(1H, d, J = 18.8Hx),
4.13 4.24(1H, m),4.2 9 4.41(1H, m),4.44 4.55(1H, m),6.39 6.47(AH, m),7. 04 (1H, br),7.08 7.15(1H, m),
7.80(1H, br),8. 38(1H, 5),10. 28 (1H,d, ] = 7.6Hz),11.46(1H, s). MS :353 (M+H) +
186 4 TH-NMR (400MH»., d6-DMSO) & :1.72-2. 52(8H, m) , 3. 94-4. 09 (1H, m) , 4. 37-4. 48 (1H, w) , 4. H8-4. 73 (1H, w) ,
6.45-6.51(1 I, m),7.02(1, br),7.07-7. 14 (11, m) , 7. 42-7. 56 (5Il, m) , 7. 79  (1II, br), 8. 37 (111, s) , 10. 29 (111,
d, )] = 7.7Hz),11. 45(1H, 5) . MS : 390 (M+H) +
187 4 TH-NMR (400MHz, d6-DMS0Q) & :1.30-1.50(11H, m),1.67-2 .22(6H, m) ,4. 12(2H, brs) , 5. 40-5. 55 (1H, m),
7.10(1Il, brs),7. 82 (111, brs),8. 1011, s),8. 43 (11, s),9.28(1Il, d, J = 8.6llz),12. 8 (1II, brs).MS
387 (M+H) +
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188 4 1H-NMR (400MHz, d6-DMSO) & :0.96-2. 19 (13H, m) ,4. 09—4 .19 (1H, m),6. 42-6. 43 (1H, m), 6. 55-6. 57 (1H, m) ,

7.11-7.14(1 H, m),7.63-7.65(1H, m),7.86-7. 89 (1H, m),7.86-7.89(1H, m), 8.20(1H, s),8.37(1H, d, J —

2.8Hz),10.11-10. 23 (1H, m) ,11.47( 1H, s),12. 16 (1H, s)..MS :393 (M+H) +

189 4 1H NMR(400MHz, d6 DMSO) & :1.42 1.60(4H, m),1.70 1. 83(4H, m),2.05 2.11(2H, m),2.19 2. 26(2H, m),
2.76-2.87(1 H, m),4.54-4.66(1H, m), 6. 53-6. 56 (1H, m) , 6. 71 (1H, brs) ,6.8 8-7.10(1H, br),7.19-7. 22(1H, m) ,

7.35(1H, brs),7.60-7.85(1 H,br),8.34(1H, s),9.45(1H, d, J = 8. 0Hz),11. 46 (1H, brs) . MS :3 64 (M+Na) +.

190 4 1H NMR (400MHz, d6 DMSO) 6 :1.49 2.13(13H, m),4.10 4 .21(1H, m),6.43 6.46(1H, m),6.73 6. 78(1H, m),
6.92-7.14(3 H,m),7.61-7.95(1H, br),8.37-8. 39 (1H, m) , 10. 11-10. 18(1H, m),11.46(1H, brs).MS :354 (M+H) +
191 4 1H-NMR (400MHz , d6-DMS0) & :1.47-1.53(2H, m), 1. 78-1. 96 (TH, m),2. 00-2. 10 (4H, m) , 4. 16-4. 21 (1H, m),

6.44-6.46(1 1, m, 6. 76 (1L, brs),6.88-7. 13(3Il,m) , 7. 62-7. 90 (11, br),8.3 7(1ll,s),10. 17 (1ll,d, ] = 8. 0llz) ,
11.45(1H, brs). MS :376 (M+ Na) +.

192 4 1H-NMR (400MHz, d6-DMS0) & :1.69-1.98 (11H, m),2.10-2 . 15(2H, m),4. 10-4. 15(1H, m) , 6. 43-6. 46 (1H, m) ,
6. 75 (1L, brs ),6.90-7.09 (2, m) , 7. 11-7. 15(11l, m) , 7. 66-7. 93 (1IL, br) ,8.3 7 (1ll,s),10. 13(1ll,d,J = 8. 0llz) ,
11.46 (1H, brs). MS :3564. 2(M  +H) +.

193 4 1H-NMR (400MHz , d6-DMSO) & :1.40-1. 86 (10H, m),2.05(1 H, brs),2. 19(2H, brs) ,4. 48(1H, s) ,4. 94(1H, d, J =
8.7Hz),7.09( 1H, brs),7.83(1H, brs),8.04(1H, s),8.45(1H, s),9.97(1H, d, J = 8.7Hz),12. 8(1H, brs).MS :
328 (MIH) |

194 4 1H-NMR (400MHz , d6-DMSO) & :1.40-1.89(10H, m),2.11(1 H, brs),2. 18(2H, brs),3. 15(3H, s),5. 04(1H, d, J =
8.8H2),7.10( 1H, brs),7.82(1H, brs),8.06 (1H, s),8. 46(1H, s),9.98(1H, d, J = 8.8Hx),12. 7(1H, brs). MS :
342 (MH) |

195 4 1HNMR (400MHz , d6-DMSO) & :1.40-1.65(2H, m) ,1.80-2.1 5(6H, m),3.90-4. 10(2H, m) , 4. 20(1H, brs) ,4. 55 (1H,

brs),6.45  -65.56(1H, m),7.18 (1H, brs),7.81 (1H, brs) ,8. 11 (1H, s),8.25(1 H, ),9.25(H, d, J = 9. 1H»),
12. 8 (111, brs) . MS :376 (M+Na) +

152



CN 101351466 B i BB B 148/170 7%

[0760] X T72(82)

[0761]
S HiE 151 & ddE
# i
1

196 4 1H-NMR (400MHz , d6-DMSO) & .1.2-2.1(14H, m),2. 73(1H, s), 2.89(1H, s),3.7-4. 6 4H, m), 6. 4-6. 5(1H,
m,7.1-7.50H, m),7.9- 8.0(1H,m),8.3-8.4(1H, m),10. 1-10. 2(1H, m) , 11. 46 (1H, s). MS :  497.2 (M+H) +.

197 4 MS :385 (M+H) +

198 4 1H NMR (400MHz, d6 DMSO) & :1.52 2.23(13H, m),3.23 3.3 4(3H, m),4.12 4.47(3H, m),6. 47 6. 58 (1H,
m),6.94-7.14(2H, m ),7.81(1H, brs),8. 34-8.47 (14, m) ,10. 12-10. 27 (1H, m, | = 11. 44 Hz),11.44(1H, s)
. MS :393 (M+H) +.

199 4 11I-NMR (400MI 1z , d6-DMS0O) & :1.56-2. 31 (141, m),2. 77 (31, d,]J = 4.4llz),4. 16-4. 18 (11, m) , 6. 43 (1L, s) ,
7.14-7.16(1H, 5),8.3 1-8.40(1H, 5),9.96-9. Y8 (1H, 5),11. 48 (1H, 5). MS :350 (M+H) +

200 4 1H-NMR (400MHz , d6-DMS0Q) & :1.51-2. 34 (14H, m), 2. 74 (3H, d,J=4.0Hz), 4. 2-4. 3(1H,m) , 6. 50-6. 52 (1H,
m,7.13-7. 15, m ),8.25-8. 26 (11, m),9.92-9. 95(11I, m) , 11. 46 (111, s) . MS :350 (M +ID +

201 4 1H-NMR (400MHz , d6-DMSO) & :1.47-1.54(2H, m),1.62-1.74( 4H, m),1.81-1.924H, m),2. 08-2. 11 (1H,
m, 2. 28-2.31(2H, m) ,3 .36-3. 44 (2H, m), 3. 48-3. 76 (6H, m),4. 04,4. 12(2H, s),4.20-4. 24( 1H, m) ,4. 40,
4.50(1H, s),6. 58-6. 61 (1H, m),7.27-7.30(1H, m),8.  65(1H, s).,8.83-8. 86 (1H, m) ,11. 90 (1H, brs).MS :
531 (MIH) 1

202 4 1H-NMR (400MHz , d6-DMS0O) & .1.57-2.20(8H, m) ,2.42(3H, s ),4.05-4. 06 (2H, m) , 4. 26-4. 27 (1H, m),
4.58(2H, 8),6.66-6.67(1 H,m),7.31-7.32(AH, m) ,8. 43 (10, d, J = 8. 0Hx) ,8. 57 (11, ), 11.88 (1H, brs).
MS :392. 2(M1H) 1

203 4 1H-NMR (400MHz , d6-DMSO) & :1.31-1.50(4H, m),1.54-1.72( 8H,m),1.72-1.89(4H, m),2. 03-2. 11 (1H, m),
2.16-2. 265 (2H, w),2 . 75-2.87(4H, m),3.98-4. 06 (1H, m), 4. 53 (1H, &) ,6. 41-6. 47(1H, w),7.10-7. 15(1H,
m ,8. 27 (I, s),9. 09 (111, brs) ,9. 52(11l, d, J = 6. 8llz),11.46 (111, brs). MS :410 (M+ID +

204 4 1H-NMR (400MHz, d6-DMSO) & :1.38-1.81(16H, m) ,2.02-2.1 O(1H, m), 2. 14-2. 22(2H, m) , 3. 45-3. 56 (4H,
m,3 93-4.01(1H, m ),4.50(1H, s),6. 44-6. 48 (1H, m),6.97(1H, d, ] = 8.4Hz),7.16-7. 21 (14, m),
7.80(II, s), 11. 46 (111, brs) . MS :395 (M+D +
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205 4 1H-NMR (400MHz , d6-DMSO) & :0.93-1.88(20H, m),2. 01-2. 0 9(1H, m),2.12-2.22(2H, m), 3. 85-4. 03 (2H,
m,4. 48(1H, s),4.59( 2H, s),6.42-6.47(1H, m),7. 11 (1H, d, J = 8. 0Hz) ,7.13-7.18(1H, m ),7.94(1H, =),
11. 40 (1H, brs) . MS :424 (M+H) +

206 4 1H-NMR (400MHz , d6-DMSO) & .1.04-1.92(20H, m),2. 03-2. 1 2(1H, m),2.15-2. 27 (2H, m), 2. 65-2. 77 (1H,
m) ,3.98-4.08(1H, m ),4.51(1H, s),4.90-5.01 (1H, m), 6. 40-6. 47 (1H, m),7.10-7.16(1 H, m),8. 27(1H, s),
9.47(1H,d, J = 8. 1Hz) ,9. 66-9. 7T4(1H, m) , 11. 47 (1H, s). MS :424 (M+H) +

207 1 IH-NMR (100MHz , d6-DMSO) & :1.42-1.19(2H, m), 1. 58-1.72¢( 1H, m), 1. 75-1. 88 (1H, m), 1. 92 (3H, s),
2.04-2.10(1H, m) , 2. 18-2. 25(2H, m) , 4. 03-4. 08 (1H, m) , 4. 52(1H, s), 6. 44-6. 48 (1H, m) , 7.1 4-7.17(1H, m),
8.42(1H, 8),9.65(1H, d, ] = 8. 0Hz) ,9. 76 (1H, ) ,9.9 9 (1H, brs),11. 52(1H, brs) . MS :384 (M+H) +

208 1 IH-NMR (100MHz , d6-DMSO) & :1.88-2.417 (8H, m),2. 12(3H, s ),3.98(H, d, ] = 18.9Hz) ,1. 08(1H, d, ] =
18.9Hz) , 4. 20-4. 26 (1H, m),4. 48-4.57(2H, m),6. 56—6. 61 (1H, m), 7. 23-7. 28 (1H, m),8.58 (1H, s),9. 17 (1H,
d, ] = 7.6Hz),11. 83 (1H, s). MS :392 (M+H) +

209 1 1H-NMR (100MHz , d6-DMSO) & :1.81-1.94(1H, m),2. L1 (1H, m),2.416-2.51(3H, m),41. 13(2H, s),4.39(lH, s),
4.71(1H, s),4.97(C 1H, m),6.26(1H, s),7.36-7.44(1H, m),7.94 (1H, s),11. 02(1H, brs ),11.65(1H, s).MS :
373 (M+Na) +

210 4 MS :439 (M+H) +

211 4 MS 493 (M+H) +

212 4 MS :404 (M+H) +

213 4 MS :404 (M1H) 1

214 4 MS :415 (M+H) +

215 4 MS ;415 (M+H) +

216 4 MS :415 (M+H) +

217 4 MS ;408 (M+H) +

218 4 MS :420 (M+H) +

219 4 MS :420 (M+H) +

220 4 MS :432 (MHD +

221 4 MS :448 (M+H) +

222 4 MS :328 (M1H) 1

223 4 MS :342 (M+H) +

294 4 MS ;344 (M+H) +

225 4 MS :354 (M+H) +
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226 4 MS :356 (M+H) +
227 4 MS :358 (M+H) +
228 4 MS 370 (M+H) +
229 4 MS 2371 (M+H) +
230 4 MS :391 (M+H) +
231 1 MS :391 (M+H) +
232 4 MS :391 (M+D +
233 4 MS :396 (M+H) +
234 4 MS :397 (M+H) +
235 4 MS :405 (M+H) +
236 4 MS :422 (M+H) +
237 4 MS 2434 (M+H) +
238 4 MS :468 (M+H) +
239 4 MS :483 (M+H) +
240 4 MS :385 (M+H) +
241 4 MS :398 (MIH) |
242 4 MS :413 (M+H) +
243 4 MS 2384 (M+H) +
244 4 MS :399 (M+H) +
245 4 MS ;425 (M+H) +
246 4 MS :424 (M+H) +
247 4 MS :450 (M+H) +
248 4 MS 411 (MIH) 1
249 4 MS :415 (M+H) +
250 4 MS :425 (M+H) +
251 4 MS 2411 (M+H) +
252 4 MS :438 (M+H) +
253 4 TH-NMR (400MH~., d6-DMSO) & :0.81(3H, s),0.91(3H, s),0. 99 (3H, %), 0.87-1. 31 (3H, m) , 1. 34-1. H2(3H,
m,2.33 2.49(1H , m),4.13 4.28(1H, m),6.42(1H, d, ] = 2.6Hz),6.72 7.94(GH, m ),8.36(1H, s),
10. 09 (1H, d, J = 8.4Hz),11. 46 (1H, brs). MS :313( M+H) +

25h4 4 MS 2440 (M+H) +
255 1 MS :398 (M+H) +
256 4 MS :435 (WD +
257 4 MS :435 (M+H) +
258 4 MS :435 (M+H) +
259 4 MS :442 (M+H) +
260 4 MS :407 (M+H) +
261 4 MS :403 (M+H) +
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4 MS :410 (M+H) +
262
4 MS 411 (MIH) 1
263
4 MS 447 (M+H) +
264
4 MS 432 (M+H) +
26h
4 MS 447 (M+H) +
266
4 MS :432 (M+H) +
267
7 MS :469 (M+H) +
268
7 1H-NMR (400MHz , d6-DMSO) & .1.45-2. 35(10H, m), 3. 39 (2H, m),3. 76-4. 13(5H, m) , 4. 23 (1H, m) , 4. 54 (1H, s),
269 6.56(1 H,m),7.26(1H, ), 7. 74(1H, m) ,8. 80 (1H, ) ,9. 41 (1H, m) , 1 1. 69 (1H, &) . MS :479 (M+H) +
7 1H-NMR (400MHz, d6-DMSO) & .1.46-2.48 (14H, m),3.41 (2H, m),4. 23(1H, m) , 4. 55(1H, s),6. 57 (1H, m) , 7. 26 (1H,
270 m ,7.72(1H, m),8.78(1H, s),9. 30(1H, m),11. 69 (1H, s) . MS :466 (M+H) +
7 1H-NMR (400MHz, d6—-DMSO) & :1.39-2. 32(12H, m),3.45  (Z2H, m),3.85(2H, m) ,4. 01 (1H, m) , 4. 23 (14, m) , 4. 56 (1H,
271 s) LA1.87T(UH,m),6.56(IH, m),7.26(U1H, m),7. 72(UH, m),8. 71 1H, s),11. 7L (1H, s). MS :479 (M+H) +
7 1H-NMR (400MHz , d6-DMSO) & :1.49-2.47 (14H, m),3.67 —-3.78(4H, m),4. 24(1H, m) ,4. 56 (1H, s),6. 56 (1H, m),
272 7.25(1 H,m),7.71(1H, m),8. 71 (1H, s),11. 71 (1H, s). MS :478 M1 H)
7 MS 550 (M+H) +
273
7 1H-NMR (400MHz, d6—-DMSO) & .1.45-2.38(13H, m),3.55 (4H, m),3.99 (1H, m) ,4. 23 (1H, m) , 4. 51 (1H, s) , 4. 82 (2H,
274 m ,6.60(1H, m),7.27(1H, m),8. 17(1H, m) ,8. 65(1H, m),8.84 ( 1H, m),11. 88(1H, s). MS :469 (M+H) +
7 MS ;469 (M+H) +
275
7 MS :556 (M+ID) +
276
7 MS :505 (M+Na) +
277
7 MS :491 (M+Na) +
278
7 1H-NMR (400MHz , d6-DMSO) & :1.42(YH,s),1.44-2.38(7 H,m),2. 85(2H,m),3. 89-4. 05(4H, m) , 4. 22 (1H,m) , 4. 38 (1
279 H,s),6.60(1H, m),7.27(1H, m) ,8. 31 (1H, m),8. 73(1H, m) ,8. 89 (1H, m),11. 87 (1H, ). MS :600 (M+Na) +
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280 7 1H-NMR (400MHz , d6-DMSO) & :1.45-1.51(2H, m),1.61-1.64( 2H, m),1.67-1. 73 (24, m),1.81-1. 87(2H, m),
1.93-1.99(2H, m),2 .08-2.12(1H, m),2.32-2.36(2H, m) ,4. 19-4. 23 (1H, m) , 4. 46 (1H, s),6.60(1H, d, J =
3.6Hz),7.28(1H,d, ] = 3.6Hz),8.17-8.21 (CH, m) ,8.64(1H, s),8.88(1H,d,J = 7. 5Hz),11. 88(1H, brs) . MS ;|
395 M+ H)+
281 7 1H-NMR (A100MHz , d6-DMSO) 8 :1.47-1.53(2H, m),1.62-1.65( 2H, m),1.67-1.71(2H, m), 1. 81-1.92(1H, m),
2.08-2.12(1H, m),2 .28-2.32(2H,m),3.06(3H, s),3. 11(3H, s) ,4. 19-4. 23 (1H, m) ,4. 50 (1H,s),6.59 (1H, d,
J=23.6H7),7.28(1H, d, J = 3.6Hz),8.65(1H, 5).8 .88(1H,d, ] = 7.6Hz),11.89(1H, brs).MS :423 (M+H) +
282 7 1H-NMR (100MHz, d6-DMSO) & .1.5-2. 2(141H, m), 2. 98 (3H, s), 3.00(3H, s),4.11-1. 18 (1H, m),
6.44-6. 48 (1H, m) , 7. 11-7.12(AH, m),7.39-7.56(1H, m),7. 70-7. 73(1H, m),8. 31 (1H, s) ,8. 37-8.38( 1H,m),
10.16-10. 18 (1H, m) , 11. 46 (1H, brs) . MS :382. 3 (M+H) +.
283 7 1H-NMR (A100MHz , d6-DMSO) & :1.48-1.54(2H, m), 1. 61-1.65( 2H, m),1.68-1.71(2H, m),1.82-1.93(1H, m),
2.08-2.12(1H, m), 2 .29-2.33(2H, m), 3. 56-3. 63 (4H, m) , 3. 68-3. 7T0(4H, m) , 4. 20-4. 24 (1H, m) ,4. 52(1H, s) ,
6.59(1H,d, ] =3.6Hz),7.29(1H, d, ] = 3.6Hz), &.64(1H, ¢),8.84(1H, d, J = 7.8Hz),11.89(1H, brs).MS i
487 (M+N  a)+
284 7 1H-NMR (400MHz , d6-DMSO) & :1.47-1.53(2H, m), 1. 62-1. 65¢( 2H, m),1.68-1.73(2H, m),1.81-1. 92 (4H,
m,2. 08-2.12(1H, m), 2 . 28-2.33(2H, m), 2. 68-2.72(2H, m), 2. 75-2. 79(2H, m), 3. 40-3. 43 (2H, m),
3.59-3.62(2H, m) , 4. 19-4. 22(1H, m) ,4. 51 (1H, brs),6.57 —6.60(1H, m),7.27-7.29(1H, m).8. 64(1H, s) .
8.83 8.86(1H, m),1 1.89(1H, brs).MS :464 (MIH) |
285 7 1H-NMR (400MHz, d6-DMSO) & :1.48-1.54(2H, m),1.63-1.65( 2H, m),1.69-1. 74(2H, m) ,1. 82-1.92(4H, m),
2.09-2. 12(1H, w),2 .30-2.33(2H, m),2. 86 (3H, s),4.22-4.25(1H, m), 4. 55(1H, brs) . 6. 57(1H, d, J =
3.6Hz),7.27(1H,d, ] = 3.6Hz),7.71 7.74(1H,m),8.7 8(1H,s),9.38(1H,brs),11. 68 (1H, brs).MS :409 (M1 H) 1
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286 7 1H-NMR (400MHz, d6-DMSO) & :1.45-1.51(2H, m),1.61-1.64( 2H, m),1.67-1. 73(2H, m) ,1.81-1.87(2H, m),
1.93-1.99CH, m),2 .08-2.12(1H, m),2.32-2. 36 (2H, m),4.19-4. 23 (1H, m),4.46 (1H, s),6.60(1H, d, J =
3.6H2) ,7. 28 (1H, d. J = 3. 6H.) ,8.17-8. 21 (20, m)  ,8.64(1H, s),8.88 (10, d, J = 7.5Hx), 11. 88 (1H, brs) . MS .
395M+ ID+
287 7 1H-NMR (400MHz, d6-DMSO) & :1.48-1.53(2H, m),1.63-1.80( 8H, m),1.82-1.99(6H, m),2. 09-2. 12(1H, m) ,
2.17(3H, s),2.30-2. 33(2H, m), 2. 76-2. 81 (2H, m) , 3. 73-3. 79 (1H, m) , 4. 22-4. 25 (1H, m ,4. 53 (1H, &),
6. 56-6. 57 (11, m) ,7. 25-7. 27 (11l, m) , 7. 74-7. 76 (111, m) ,8. 80(11l, s),9. 33-9. 36 (11, m) , 11. 68 (11, brs) . MS :
492 M+H) +
288 7 1H-NMR (400MHz, d6-DMSO) & .1.49-1.55(2H, m),1.63-1.66( 2H, m),1.69-1. 75(2H, m),1.82-1.93(4H, m),
2.09-2.12(I, m) ,2 .30-2.33(2, m),3. 67-3. 73(6Il, m) , 3. 83-3. 86 (2, m) ,4. 22-4. 26 (11, m) , 4. 52(11I, s) ,
6. 55-6. 57 (1H, m), 7. 24-7.26 (1H, m) ,7. 70-7 . 73(1H, m),8. 72(1H, s) ,11. 68 (1H, brs) . MS :465 (M+H) +
289 7 1H-NMR (400MHz, d6-DMSO) & :1.49-1.54(2H, m), 1. 63—1. 65( 2H, m),1.69-1. 75(2H, m), 1. 82-1. 93 (4H,
m,2.09-2.12(1H, m),2 .30-2.33(2H, m),3.10(3H, s),3.25(3H, s),4.22-4. 26(1H, m) ,4. 52 (1H, s),
6. 55-6. 57(1H, m) , 7. 24-7. 26 (1H, m) , 7. 71-7. 73(1H, m) ,8 . 72(1H, s),11. 67 (1H, brs).MS :423 (M+H) +
290 7 1H-NMR (400MHz , d6-DMSO) & :1-41-1.42(9H, m), 1. 48-1. 57 ( 4H, m) ,1.63-1. 74 (4H, m) , 1. 78-1. 92(6H,
m,2.09-2.12(1H, m),2 .30-2.32(2H, m) ,2.79-2. 90 (1H, m) , 3. 33-3. 39 (2H, m) , 3. 93-4. 02 (2H, m) ,
4,22 4.26(1H, m) ,4.53(1H, s),6.56 6.58(1H, m),7.25 7 .27(1H, m),7.73 7.76(1H, m),8. 79(1H, s),
9.37-9.40(1H, m) ,11. 68 (1H, brs). MS :578 (M+H) +
291 7 1H-NMR (400MHz, d6-DMSO) & :1.48-1.54(2H, m),1.63-1.65( 2H, m),1.69-1.74(2H, m), 1. 82-2. 00 (6H,
m,2.09 2.12(1H, m),2 .30 2.33(2H, m),3. 33 3.62(2H, m),3.79 4. 01(2H, m),4.22 4. 25 (1H, m), 4. 54,
4.55(1H, m) ,4. 72—-4. 73(1H, m), 5. 00-5. 01, 5. 55-5. 56 (1H, m) , 6. 55-6. 57 (1H, m) , 7. 256-7. 26 (1H, m) ,
7.71-7.74(1H, m),8.73,8.74(1H, s),11. 72 (1H, m) . MS :477 (M+H) +
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292 7 1H-NMR (400MHz , d6-DMSO) & :1.45-1.52(2H, m),1.67-1.75( 4H, m),1.87-1.93(4H, m),2. 08-2. 12(1H, m),

2.23-2.26(2H,m),2 .85(3H,d,J=4.7Hz),3. 17(1H,s),4.33-4. 37(1H, m) , 6. 53-6. 55 (1 H,m),7. 27-7. 29 (1H,
m),7.74-7. 77 (1H, m) , 8. 78 (1H, ) ,9. 37-9.4 1 (1H, m) , 11. 72 (1H, brs) . MS :409 (M+H) +

293 7 1H-NMR (400MHz , d6-DMSO) & :1.49-2.31(13H, m), 3. 28 (3H, s),3.47-3.52(4H, m), 4. 22-4. 23(1H, m),
4.52(1H, brs),6.55-6.57  (1H, m),7.25-7.26 (1H, m),7.71-7. 73(1H, m),8. 78(1H, s),9.42(1 H, brs),
11. 66 (1H, brs) . MS :453 (M+H) +

294 7 1H-NMR (400MHz , d6-DMSO) & :1.08(3H,d,J = 6. OHz) ,1.49-2. 32(13H,m),3. 16-3. 27 (2H, m) , 3. 84-3. 86 (1H,
m), 4. 23-4. 24 (1H, m),4.52(1H, s),4.82(1H, d, J = 4.8Hz),6.55-6.57(1H, m),7. 25-7. 27(1H, m),
7.72-7. 74(1H, w) ,8. T8 (1H, ) , 9. 26-9. 27 (A1H, w) , 11. 66 (1H, brs). . MS :453 (M+H) +

295 7 1H-NMR (400MHz, d6-DMS0) & :1.02-2. 31 (18H, m),3.20-3.2 4 (4H, m),3. 83-3. 84 (2H, m) , 1. 23-1. 24 (1H, m) ,
4.52(1H, brs),6.5 6-6.57(1H, m),7.24-7.26 (1H, m) ,7. 72-7. 74 (1H, m) ,8. 78 (1H, s), 9.45-9.46(1H, m),
11. 66 (1H, brs). MS :493 (M+H) +

296 8 MS :139 (M+H) +
297 8 MS :453 (M+H) +
298 8 MS :453 (M+H) +
299 8 MS :466 (M1 H) |
300 8 MS :452 (M+H) +
301 8 MS ;463 (M+H) +
302 8 MS :479 (M+H) +
303 8 MS ;488 (M+H) +
304 8 MS 2460 (M+H) +
305 8 MS ;465 (M+H) +
306 8 MS 479 (MIH) |
307 8 MS :506 (M+H) +
308 8 MS 506 (M+H) +
309 8 MS :478 (M+H) +
310 8 MS ;477 (M+H) +
311 8 MS :493 (M+H) +
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[0774] FT72(4)

[0775]
L5 oSk
|

151

8 MS :479 (MIH) |
312

8 MS :492 (M+H) +
313

8 MS :479 (M+H) +
314

8 MS :493 (M+H) +
315

8 MS :506 (MIH) |
316

8 MS :508 (M+H) +
317

8 MS :541 (M+H) +
318

8 MS :546 (M+H) +
319

8 MS :434 (M+H) +
320

8 MS :499 (M+D +
321

8 MS :423 (M+H) +
322

8 MS :352 (M+H) +
323

8 MS :452 (M+H) +
324

8 MS :467 (M+D) +
325

] MS 483 (M+H) +
326

8 MS :475 (M+H) +
327

8 MS :486 (M+H) +
328

8 MS :486 (M+D) +
329

] MS :486 (M+H) +
330

8 MS :492 (M+H) +
331

8 MS :493 (M+H) +
332

8 MS :506 (MIH) |
333

8 MS :509 (M+H) +
334

8 MS :477 (M+H) +
335

8 MS :556 (M+H) +
336

8 MS :513 (M+H) +
337
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8 MS 527 (M+H) +
338
8 MS ;508 (M+H) +
339
8 MS 2479 (M+H) +
340
8 MS :504 (M+H) +
341
8 MS :449 (M+H) +
342
8 1H-NMR (400MHz , d6-DMS0) & :1.92-2.32(8H, m), 2.49(3H, s),3.58-4.57(5H, m), 6. 76-6. 77 (1H, m), 7. 39
343 ~7.40(1H, m) ,8. 69 (1H, s),8. 79-9. 05(3H, m) , 12. 20(1 H, brs).MS :325 (M+H) +
10 MS :542(M1H) 1
344
10 1TH-NMR (400MHz., d6-DMS0) & :1.43-2.39(9H, m), 2.79(6H,s),2.81 (2H, m), 3. H7(2H, m) ., 3. 99 (1H, m) , 4. 21 (1H,m),
345 4.40(11l, s),6. 59 (11, m) , 7. 27 (11, m) , 8. 64 (11I, s),8. 76 (11, m) , 8. 90 (1II, m) , 11. 89 (1II, s). MS :57 1(M+Na)+

[0776] LT72(48)

[0777]
1 M
i
346 10 MS :585 (M1 H) |
347 10 MS :535 (M+H) +
348 13 1H-NMR (400MHz, d6-DMSO) & :1.30(3H, t, ] = 7.1Hz),1.45-1. 54(2H, m),1.58-1. 75(4H, m), 1. 77-1. 89 (4H,

m), 2. 06-2. 12 (1H, m),2.23-2.29(2H, m),4. 09-4.15(1H, m),4. 30(2H, q, J = 7.1Hz), 4. 58 (1H, s),

6.49-9.53(1H, m) ,7. 10 (2H, brs),7. 17-7. 21 (1H, m) ,8.  90(1H, s),9.33(1H, d, J = 7.8Hz),11. 72(1H, brs).

MS 442 (M+H)  +

349 13 1H-NMR (400MHz , d6-DMSO) & :1.43(9H, s),1.71-1.85(2H, m ),1.80(3H, s),1.90-2.09(4H, m),

2.17-2.32(2H, m) ,4. 08-4. 17(2 H, m), 4. 38-4. 46 (1H, m) , 6. 45(2H, brs), 6. 50-6. 56 (1H, m) , 7. 12-7 . 17(1H,

m,8.77(1H, 5),9.51 (1H, d, ] = 7. 6Hz) , 11. 64 (1H, s) . MS : 443 (M+H) +

350 14 1H-NMR (400MHz, d6-DMSO) & :1.47-1.55(2H, m),1.79-1.82( 2H, m),1.86-1.99(5H, m), 2. 02-3. 15(4H, m),

4.09(2H, d, J = 5.5H =z),4.17-4.23(1H, m), 6. 44-6. 47 (1H, m) ,7. 00 (1H, br),7.11-7.14( 1H, m),7. 78 (1H,

br),8.28(1H, t, J = 5.4Hz) ,8.38(1H, s),10. 18(1H ,d, J = 8.2Hz),11.46(1H, s).MS :393 (M+H) +

361 14 1H-NMR (400MHz , d6-DMS0) & :1.71-2. 03(11H,m),2.13-2.1 7(2H,m),4. 06 (2H,d,J — 5. 6Hz) ,4. 12-4. 16 (1H,
m),6.43-6.46 (1H ,m),6.99(1H, br),7.11-7. 15(1H, my ,7. 77 (1H, br) ,8. 21 (1H,d,J = 5 .5Hz),8.37(1H, s),

10. 18 (1H, d) ,11. 46 (1H, s) . MS :393 (M+H) +

3562 14 1H-NMR (400MHz, d6-DMS0) & :1.37-1.39(YH, m),1.43-1.48( 2H, m), 1. 68-2. 03(8H, m), 2. 05-2. 19 (3H, m),

4.04-4.17(1H, m) ,6 .36-6.56(2H, m) ,6. 87-7. 16(2H, m) , 7. 76 (1H, br) , 8. 36-8. 38 (1H, m),10.11-10. 15(1H,

m),11. 44(1H, m) . MS :426 (M+H) +

3563 14 1H-NMR (400MHz , d6-DMS0) & :1.14-2.21(13H, m),4.02-4.0 4 (1H, m),4. 36 (2H, brs),4. 48 (1H, s),

6.43-6.33(1H, m),7.12-7.1 3(1H, m),8. 28(1H, s),9. 48(1H, s),9.67(1H, d, J = 8.0Hz),11.42(1 H, brs).

MS :342 (M+H) +

354 14 MS ;366 (M+H) +

355 14 MS :418 (M+H) +
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[0778] FTT2(4)
[0779]
S| 5| RE
) % mW
S
366 14 MS :418 (M+H) +
367 14 MS :418 (M+H) +
358 14 1H-NMR (400MHz, d6-DMSO) & :1.45-2.22(8H, m),3. 70(3 H, s),4.04(1H, m),4. 53 (1H, s),6.45(1H, m),
7.15(1H, m),8.16( 1H, s),9.41(1H, s),11.41 (14, s),11. 51 (1H, ). MS :357 MIH) 1
359 14 MS :355 (M+H) +, 353 (M-H) —
360 14 1H-NMR (400MHz , d6—-DMS0O) & :1.09-2. 23 (16H, m), 3. 28 (2 H, m),4. 48 (1H, s),4.96(1H, m),8. 06(1H, s),
8.31(1H, m),8.40( 1H, s),9.73(1H, m),12. 73(1H, g).MS :356 (M+H) +
361 14 11I-NMR (400Mllz, d6-DMSO) & :1.22-2.34 (131, m),4.29(2 I, m),4. 51 (11, s),5. 01 (111, m),8. 08 (11I, s),
8.43(1H, 8),8.99(C 1H,m),9. 656 (1H, m),12. 86 (1H, 5). MS :367 (M+H) +
362 14 MS :377 M-H) -
363 15 MS :108 (M+Na) +, 381 (M-H) -
364 16 TH-NMR (400MH»., d6-DMSO) & :0.80-2. 84 (13H, m), 4. 60-4 .69 (1H, w),7.43-7.47 (1H, w) ,7.90-7. 92 (1H, ),
8.91 8.94(1 H,m),10.78 10.85(1H, m),11.55 11.65(1H, m). MS ;402 (M1 H) 1
365 16 1H-NMR (400MHz , d6-DMSO) & :1.90-1.97 (4H, m), 2. 03-2. 12(5H, m), 2. 62-2. 67 (2H, m), 2. 74-2. 79 (2H, m) ,
4. 54(1H, ), 6 . 34-6.35(IH, m) , 7. 45(1H, ., J = 3.1H»),7.91(1H, s),10. 86 (1H, s),11.61(1H, s).MS
334 (M+D +
366 17 1H-NMR (400MHz , d6-DMSO) & :1.46-1.83(10H, m),2.07(1 H, brs),2.29(2H, brs),4.57(1H, s) ,4. 67-4. 77 (1H,
m,5 95-6.0 2(1H, m),8. 245(1H, s),8.249(1H, s),13. 1 (1H, brs).MS :332( M+Na) +
367 18 IH-NMR (100MHz , d6-DMS0O) & :1.52-1.61(2H, m), 1. 72-1. 92 (3H, m),1.99-2. 13(4H, m), 2. 22-2. 11 (3H, m),
2.64-2.74(2 H,m),2.80-2.93(2H,m), 3. 26-3. 38 (2H, m) , 4. 57-4. 64 (1H,m) , 6.52-6. 59 (1H, m) , 7. 58-7. 63 (1H,
m,7.82-7.91(2H, m), 7.96. MS :395 (M+H) +
368 18 1H-NMR (100MHz , d6-DMS0O) & :1.50-1.59(2H, m), 1. 72-1. 99 (6H, m), 2. 05-2. 17 (2H, m) , 2. 21-2. 36 (2H, m) ,
4.21-4.30(1 H,m),6.52-6.66(1H, m),7.31-7. 39 (1H, m) ,7. 62 (1H, br),7.70 -7.71(1H, m) ,8. 00-8. 39 (4H, m) ,
8.53-8.56(1H, m),9.10(1H, s ),11.08(1H, br),12. 44(1H, br), 14. 38 (1H, br).MS :326 (M+tH) +
[0780] 2 72(4)
[0781]
AR
% |z %
i | e
NES
il
18 MS :310 (M+H) +
369
18 MS ;478 (M+H) +
370
18 1H-NMR (400MHz , d6-DMS0Q) & :1.51-1.57(1H, m),1.71-1.7 9(2H, m),1.83-1.90(2H, m),1.96-2. 02(2H, m) ,
371 2. 06-2. 20 (4H, m),2.33-2. 46 (2H, m) , 4. 38-4. 42 (1H, m) , 6. 60-6. 62,6. 73-6. 75 ( 1H, m),7.41-7.45(1H, m),
8.11-8. 29 (3H, m),8. 44,8. 56 (1H, brs ),8.80(1H, s),9.31-9. 34,9. 45-9. 50(1H, m),12. 45(1H, brs).MS
394 (M-3HC1+H) +
18 1H NMR (400MHz, d6 DMSO) & :1.52-1.57(2ll, m),1.65-1.7 5(411, m),1.84-1.92(6Il, m), 1. 97-2. 02 (21, m),
372 2.10-2. 14 (1H, m), 2. 32-2. 36 (2H, m) ,2.99-3. 09 (2H, m),3. 30-3. 36 (2H, m),4. 0 9-4. 16 (1H, m) , 4. 32-4. 35(1H,
m),6.72-6. 75(1H, m),7.10-7. 12 (1H, m),8.29-8. 11 (1H, m),8. 56-8. 65(1H, m),8. 71-8. 79 (1H, m ),8.82(lH, s),
9. 66-9. 68 (1H, m) , 12. 37 (1H, brs). MS :478 M-2 HC1+H)+
18 1H-NMR (400MHz, d6-DMSO) & :1.93-2. 24 (6H, m), 2. 46-2. 6 1(2H, m),3.95-4. 09 (2H, m) , 4. 42-4. 54 (1H, m),
373 6.68-6. 76 (1H, m),7.34-7. 41 (U1H, m),7. 78 (1H, brs),8. 51 (1H, brs),8.63(H,s), 9.11-9.51CH, m),11.25(1H,d, ] =
7.3Hz),12.69(1H, s),14. 76 ( 1H, br).MS ;286 (M+H-2HC1) +
18 1H-NMR (400MHz , d6-DMSO) & :2.02-2. 20(4H, m) ,2.24-2.3 6(2H,m),2.43-2. 61(2H, m) , 2. 47 (3H, s) ,4. 01-4. 11 (2H, m) ,
371 1.5 3-1.62(1H, m),6. 67-6. 73(1H, m), 7. 37-7. 142(1H, m) ,8. 74 (1H, s ),9. 00-9. 10(1H, m) , 9. 18-9. 29 (1H, m) , 9. 15 (1H,
d,J]=7.6Hz),1 2.34(1H, brs).MS :325 (M+H-2HC1) +
18 1H-NMR (400MHz , d6-DMSO) & :1.34-2.15(15H, m),4. 02-4. 11(1H,m),6.43(1H,d, ] = 2.9Hz),6.56(1H,d, ] = 2.9Hz),
375 7.11-7. 12(1H, m) ,7. 63-7. 65(1H, m) ,8. 37 (1H, s) ,10. 11 (1H, d, J — 8. 0H =z),11. 43(1H, brs).MS :326 (M+H) +.
18 1H-NMR (400MHz , d6-DMSO) & :1.38-2.08 (15H, m),4. 09-4. 11 (H,m),6.39(1H,d,J = 3.5Hz),6.56(1H,d,J = 3. 5Hz) ,
376 7.11 7. 12(1H,m),7.64 7.65(1H, m),8.35(1H, s),10.09(1H,d, J = 8.2H z),11.44(1H, brs).MS :326 MIH) 1.
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18 1H-NMR (400MH»., d6-DMS0) & :1.15-2.51 (15H, m), 4. 28—4. 33(1H, m) , 6. 53-6. 59 (1H, m) , 6. 76-6. 79 (1H, m) ,
377 7.32 7.34(1H ,m),8.06 8.12(3H, m),8.24 8.25(1H, m),12.09 12. 14(1H, m). MS :308 (MIH) |
[0782] R T72(4)
[0783]
S 5] s HoE
% W
S
378 19 MS :286 (M+H) +
379 19 TH-NMR (400MHy,, d6-DMS0O) & +1.48-1.51(2H, m),1.63(1 H, brs),1.68-1. 71 (2H, m) , 1. 80-1. 89 (4H, m),
2.09 (I, brs) , 2. 25(1II, brs),4.10-4. 13 I, m) ,4. 56 (111, m) , 4. 7521, d, J = 5.6 1Iz),4. 871, t, J =
5. 6Hz) ,6. 50-6. 52(1H, m),7.11-7.18(1H, m ),8.47(1H, s),10. 50(1H, d, ] = 8. OHz) ,11. 77 (1H, brs).MS :
312 ( M+H) +
380 19 11I-NMR (400MlIz , d6-DMS0) & :1.46-2. 19(13Il, m),4.21-4 .23(1Il, m) ,4. 51 (11, s),4. 74-4. 76 (21, d, J =
6.0Hz),4.83(1H, t , J = 6.9Hz),6.46-6.48(1H, m),7.17-7.19(1H, m),8.47(1H, s),1 0.46(1H, d, J =
8. 0Hz), 1. 74(1H, s) .MS :342 (M+H) +
381 19 11I-NMR (400MI1z, d6-DMSO) & :1.23-2.32(13Il, m),3.00-3 . 07(2I, m),4. 21 (11l, brs),4. 43 (1Il, brs),
4.75(2H, brs) ,6. 46-6. 49 (1H, m), 6. 55(1H, s) , 7. 16-7. 17 (1H, m) , 8. 46 (1H, s) ,10.54(1 H,d,J = 8. OHz),
11.75(1H, brs). MS :356 (M+H) +
382 22 MS :391 (M+H) +
383 22 1H-NMR (400MHz , d6-DMSO) & :1.77-1.87(2H, m), 1. 92-2. 08 (6H,m),2. 10-2. 15(1H, m) , 2. 65-2. 73 (4H, m) ,
3.21(3H,s),4 .36(2H,s),4.51(1H,s),6.35-6.38(1H, m),7.45(1H,t,] = 2.9Hz) ,7.91(1H,s),10. 84 (1H,
s),11. 60 (1H, s). MS :405 (M+H) +
384 22 1H-NMR (400MHz , d6-DMSO) & :1.59-1.67 (2H, m), 1. 82-2. 07 (3H,m),2. 16-2. 30(4H, m) , 2. 35-2. 43 (2H, m) ,
2.69-2.73(2 H, m),3.28(3H, ),4.39(2H, &),4.59(1H, ),6.31-6.35(1H, m), 7.43(1H, t, J = 3.0Hz),
7.90(1H, s),10. 77 (1H, br) ,11. 56 (1H, g). MS :406 (M+H) +
385 22 MS 1310 (M+H) +
386 22 MS :340 (M+H) +
387 22 1H-NMR (400MHz , d6-DMSO) & :1.48-1.53(4H, m), 1. 58-1. 64(2H, m) ,1.70-1. 75(2H, m), 1. 93-1. 96 (1H,
m),2.05-2.11(2 H, m),2.16-2. 20(2H, m), 3. 06—-3. 08 (2H, m) , 4. 27-4. 30 (1H, m), 4.41-4.45(1H, m),
6. 52-6. 54 (1H, m) , 7. 26-7. 28 (1H, m) , 8. 11— 8. 12(1H, m) , 8. 29-8. 31 (1H, m) , 8. 63 (1H, s),9. 03-9. 06 (1H, m)
,11. 86 (1H, brs) . MS :409 (M+H) +
388 22 1H-NMR (400MHz , d6-DMSO) & .1.31-1.35(2H, m), 1. 47-1. 49 (2H, m) , 1. 75-1. 80 (2H, m), 1. 85-2. 00 (5H,
m),2.16-2.19(2 H, m),3.01-3. 03(2H, m) ,4. 33-4. 41 (2H, m) ,6. 61-6. 63 (1H, m) , 7.27-7.28 (1H, m) ,
8.14 8.16(1H, m),8.19 8.20(1H, m),8.63( 1H,s),8.92 8.95(1H, m), 11. 87 (1H, brs).MS ;409 (MIH) |
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389 22 1H-NMR (400MHz , d6-DMSO) & :1.41-1.46(2H, m),1.69-1.79( 4H, m),1.96-2. 08 (3H, m) , 2. 31-2. 37 (2H,
m,2. 67-2.70(2H, m) ,4 .48 (1H, s),4.57(1H, s),6.3(1H,d, J = 3. 4Hz) ,7. 45-7. 45(1H, m) ,7. 89 (1H, s),
10. 75(1H, s) , 11. 57 (1H, s). MS :325 (M+H) +
390 22 IH-NMR (100MHz , d6-DMS0O) & :1.44-1.49(2H, m), 1. 63-1.79(C 4H, m),1.92-1.98 (2H, m), 2. 11-2. 31 (3H,
m,2. 78-2.81(1H,m) ,4 .37(1H,s),4.39(1H,s),6.33-6.35(1H,m),6.55(1H,s),7.43(1H,t, J = 2.9Hz),
7.89(1H, s),10.75(1H, &) ,11. A6 (1H, g) . MS :326 (M+H )+
391 23 IH-NMR (100MHz, d6-DMSO) & :1.57-1.63(2H, m),1.75-2. L1( 8H, m), 2. 11-2. 59 (1H, m) , 1. 55(1H, s),
6.34(1H, dd, ] = 1.4Hz,3.3 Hz),7.43(1H, t, ] = 2.9Hz),7.89(1H, s),10. 74 (1H, s) ,11. 56 (1H, s) . MS ;
309 (M+H) +
392 23 1H-NMR (400MHz, d6-DMSO) & :1.42-3.57(13H, m),4.37-4.6 1(2H, m),3.29-3.36(1H, m), 7. 42-7. 46 (1H,
m),7.90(1H, ) ,10. 7 5-10. 77 (1H, m) , 11. 56 (1H, s). MS :325 (M+H) +
393 23 1H-NMR (400MHz , d6-DMSO) & :1.54-1. 68 (12H, m),1.86-1.9 1(3H, m),3.71(2H, s),6.65(1H, dd, J =
1.8Hz,3.5Hz),7.39(1H, t, ] — 3.1Hz),7.91(1H, s),10.86(1H, s),11.52(1H, s). MS :323 (M+H) +
394 23 1H-NMR (400MHz , d6-DMSO) & :1.51-1.59 (2H, m), 2. 03-2.14( 5H, m),2. 33-2. 52(4H, m) , 2. 63-2. 68 (2H,
m,3.90(1H, s),4.76(1 H,d, J] = 3.1Hz),6.64 6.65(1H, m),7.47(1H, t, J = 3.1Hz),7.90(1H, s),
10. 78 (1H, s) ,11. 61 (1H, s. MS :325 (M+H) +
395 23 TH-NMR (400MHv., d6-DMS0Q) & :1.56-1. 79 (HH, m),2. 31-2. 55( 9H, w) . 4. 7H(1H, s),6. 61 (1H, ), 7. 48 (1H,
t,] = 3.1Hz),7.91(1H, s) ,10.78(1H, s),11. 61 (1H, s).MS :325 (M1 H) 1
396 23 1H-NMR (400MHz , d6-DMS0O) & :1.51-1.60(2H, m),1.71-1.84( 4H, m),1.95-2. 02(2H, m), 2. 20-2. 25 (1H,
m,2.39-2.45CH, m),2 .79-2.84(2H, m), 3. 11 (3H, s),4. 42(1H, s) ,6. 35-6. 38 (1H, m) ,7.44 (IH, 1, J =
3. 11z) , 7. 90 (111, s) , 10. 76 (111, s) , 11. 57 (111, s) . MS :338  (M+ID +
397 23 1H-NMR (400MHz , d6-DMS0O) & :1.43-1.50(2H, m), 1. 74-1.77( 2H, m),1.83-1.88(2H, m), 2. 02-2. 15(3H,
m,2. 72-2.37(2H, m), 2 . 75-2.79(2H, m), 3. 19(3H, s),4. 50(1H, &),6.34(1H, dd, J = 1. THz, 3. 6Hz) ,
7.44(1H, t, J = 3. 0Hz) ,7.90(1H, ) ,10. 77(1H, s) , 11. 56 (1 H, s).MS :339 M+ +
[0786] K T2(8L)
[0787]
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23 1H-NMR (400MHz , d6-DMSO) & :1. 53-1.60(2H, m), 1. 85-1. 92 (2H, m),1.97-2. 09 (3H, m), 2. 18-2. 26 (2H, m) ,
398 2.38-2.45(2 H, m),2. 65-2. 71 (2H, m), 3. 64 (3H, s),4. 54 (1H, s),6. 30-6.31 (1 H, m),7.43(1H, t, J] = 3.0Hz),
7.90(1IlI, s),10. 78 (111, s) , 11. 57 (1 II, s).MS :367 (M) +
23 1H-NMR (400MHz, d6-DMSO) & .1.17(3H, t, J = 7.1Hz),1.69— 1.93(6H, m),2. 03-2. 11(2H, m) , 2. 37-2. 47(2H, m) ,
399 2.71-2.75( 2H,m),3.73(2H,d, ] = 5.8Hz),4. 06(2H, q, ] = 7. 1Hz) ,4. 49 (1H, ¢ ),6.34-6.36(1H, m), 7. 44(1H, t, J
=3.0llz),7.81(11l,t,J =5.8llz ),7.90(1ll, s),10. 75(11l, s), 11. 57 (111, s) . MS :438 (M+ID) +
23 1H-NMR (400MHz , d6-DMSO) & :1.2(3H, t, J] = 7.1Hz), 1. 50-1 .58(2H, m),1.84-1.88(2H, m),1.95-2. 03(3H, m),
400 2.18-2.26(2 H,m),2.38-2.46(2H, m),2. 63-2.70(2H, m) ,3. 8(2H,d, J = 5.8 =z),4.09(2H, q,]J = 7. 1Hz) ,4. 55(1H,
5),6.36-6.38(1H, m), 7. 45( 1H, t, J = 3. 0Hz),7.90(1H, s),8.07(1H, t, J = 6. 1Hz) ,10. 78 (1H, =) ,11. 58 (1H,
s). MS ;438 (M+H) +
23 1H-NMR (400MHz , d6-DMS0O) & :1.67-1.73(2H, m), 1. 78-1. 82(2H, m), 1. 84-1.91(2H, m), 2. 00-2. 10(3H, m),
401 2.37-2.44(2 H, m),2.68-2. 72(2H, m),4.48 (1H, ), 6. 34-6. 35(1H, m) ,6. 70( 1H, s),6.91(1H, s),7.44(1H, t, ] =
3.0Hz),7.90(1H, s),10.75(1H , s),11.56(1H, s).MS :352(M 1H) 1
23 1H-NMR (400MHz, d6-DMSO) & :1.45-1.55(2H, m),1.81-1. 85(2H, m),1.93-2. 00(3H, m), 2. 16-2. 21 (2H, m),
402 2.38-2.45(2 H, m,2. 61-2.66(H, m),4. 53(1H, ¢),6.38-6. 39 (10, m),6.80( 1H, ¢),7.15(1H, &), 7. 44(1H, t, J =
3.0lz),7.90(1IlI, s),10. 76 (11T , s),11. 56 (1Il, s).MS :352 (M+ID +
23 1H-NMR (400MHz, d6-DMSO) & :1.35-1.40(9H, m), 1. 45-2. 13(7H, m), 2. 25-2. 40(4H, m), 2. 64-2. 77(2H, m) ,
403 4.41-4.49(1 H, m),6.27-6..34(1H, m), 6. 39-6. 58 (1H, m) , 7. 42-7. 47 (1H, m) ,7.89 (1H, s),10. 75-10. 76 (1H, m),
11. 54-11. 59 (111, m) . MS :4 24 (M+ID +
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404

1H-NMR (400MHz, d6-DMSO) & :1.57-1.63(2H, m), 1. 74-1.85( 4H, m),1.95-2. 02(2H, m), 2. 21-2. 26 (1H,
m),2.42-2.48 (2H, m),2 .65(2H, t, J = 6.0Hz),2. 79-2. 83(2H, m) ,3.55(2H, t, J = 6.0Hz),4.44 (1H, s),
6.38-6.40(1H, m),7. 46 (1H, t, J = 3. OHz) ,7. 92(1H, s),10.8 3(1H, s),11. 65(1H, s). MS :378 (M+H) +

4056

1H-NMR (400MHz , d6-DMSO) & :1.44-1.52(2H, m),1.75-1.81( 2H, m),1.86-1.92(2H, m),2.08-2. 17 (3H, m),
2.31-2.37(2H,m),2 .71(2H,t,] = 6.0Hz),2.75-2. 79 (2H, m) , 3. 65(2H, t,] = 6. OHz) ,4. 53 (1H,s),6.38 (1H,
s),7.45(1H, t, J = 3.0Hz) ,7. 91(1H, s) ,10.82(1H, s ),11.62(1H, s). MS :378 (M+H) +

406

1H-NMR (400MHz, d6-DMSO) & :1.568-1.67 (2H, m),2.06-2.11( 1H, m),2. 30-2. 59 (6H, m) ,2. 66-2. 78 (4H, m),
1.68(lH, s),6.314-6. 36(lH, m),7.41(lH, t, J = 3. lHz) ,7.90(lH, s),10.79(lH, s),11.58( 1H, s).MS :387,
389 (M+H) +

407

1H-NMR (400MHz, d6-DMSO) & :1.59-1.69 (2H, m),2. 07-2.14( 1H, m),2. 36-2. 47(6H, m) , 2. 656-2. 72(2H, m) ,
2.86-2.92(2H, m) ,4 . 98(1H, s),7.99(lH, s),8. 35(1H, s),10.98(1H, s),13. 00(UH, s) . M S :388, 390 (M+H) +

408

23

1H-NMR (400MHz, d6-DMSO) & :1.17-2.47 (9H, m),2.93-3.00( 1H, m),4. 36-4. 42(1H, m) ,6. 54-6. 57 (1H, m) ,
7.42-7.44(1H, m) ,7 .88(1H, s),10. 77 (1H, brs), 11. 68 (1H, brs) . MS :269 (M+H) +

409

23

1H-NMR (400MHz, d6-DMSO) & :1.20-1.86(7H, m),2.32-2.42( 1H, m),3.05-3. 17 (1H, m) , 4. 71-4. 84 (1H,
m,6.49-6. 55(1H, m),6 .91(1H, s),7.40-7. 46 (AH, m),7. 90(1H, s),10. 77 (1H, brs),11. 56 (  1H, brs).MS:
269 (MIH) |

410

23

1H-NMR (400MHz, d6-DMSO) & :1.01(3H, d, J = 7.2Hz),1.24(3 H, s),1.30(3H, s),1.88-2.09(3H, m),
2.29-2.52(4H, w),4.81-4.92  (1H, m) ,6. 44-6. 49 (1H, w) ,7.43-7. 47(1H, w) , 7. 92(1H, 5),10.92( 1H, brs),
11. 64 (1H, brs).MS :311 (MIH) |

[0790]
[0791]

£ T72048)

2

I
e
'3'7,;

gl

%
ity
i

Hd

411

23

TH-NMR (400MHz, d6-DMS0) & :0. 78 (3H, %), 0.91(3H, &) ,1.14(  3H, %), 1.21-1. 31 (IH, w) , 1. 63-1. 73(1H, m),
1.80-1.88(2Il, m),1. 97-2.11 I, m),2. 75(11l, dd, J = 5.3,12.5llz) ,4.80(1ll, ddd, J = 2. 4,5.3,12. 0llz) ,
6.45(1H, dd, ) = 1.7,3. 6Hz) ,7. 40-7. 43(1H, m), 7.9 1(1H, s),10. 89 (1H, brs),11. 58 (1H, brs) . MS :311 (M+H) +

412

1H-NMR (400MHz, d6-DMS0O) & :1.15-3. 14 (13H, m),4.41-4.6 O0(1H, m),6. 35-6. 40 (1H, m) , 7. 43-7. 47 (1H, m),
7.90-7.92(1l, m ),10.80-10. 87 (1ll, m) ,11. 62 (1Il, brs). MS :327 (M+II) +

413

MS :330 (M+H) +

414

1H-NMR (400MHz, d6-DMSO) & :1.46 (2H, d, J — 12.3Hz),1.63( 2H, s),1.72(2H, d, J — 12.1Hz),1.92(2H, d, J —
12.1Hz),1.99(1H, s) ,2.39(2H, d, J = 12.3Hz),2.96 (2H, s),4.34(1H, s) ,4. 67(1H, s) ,7.97 (1H, s),8.31(1H, s),
10.9(1H, s),13. 0(1H, s). MS :348 (M+Na) +

415

1H-NMR (400MHz, d6-DMSO) & :1.42(2H, d, J — 12.5Hz),1.68( 2H, s),1.72(2H, d, J — 12. OHz) ,2. 00(2H, d, J —
12. OHz),2. 08 (1H, s) ,2.39(2H, d, J = 12.5Hz),2. 79 (2H, s),4.49(1H, s) ,4. 88 (1H, s) ,7.97 (1H, s),8.32(1H, s),
10. 9(1H, brs) ,13. 0(1H, brs). MS :348 (M+Na )+

416

1HNMR (400MHz , d6-DMS0) & :1.38-2.18(11H, m),3. 33-3. 40 (1H, m),4. 47 (1H, s),4.92-5. 05(1H, m) , 7. 05(1H, br),
7.82(1H, br ),8.05(1H, s),8.45(1H, s),9.97(1H, d, ] = 9. 2Hz),11. 5(1H, s) ,12.8 (1H, br). MS :328 (M+H) +

417

25

1HNMR (400MHz, d6 DMS0) &6 :1.32(3H, t, J = 7.1Hz),1.56(2H ,t, J = 10. 7Hz),1.80 1.83(2H, m),1. 92 2. 08 (4H,
m), 3. 20(2H, brs) ,3.57(2H, s),4.28(2H, q, J = 7. 1Hz),5.30-b. 45(1H, brs), 7. 20-7.24 (1H, m), 7. 32(2H, dd, |
=7.2,7.812),7.39(2H, d, J = 7.2Hz) ,8.14(1 H,s),8.48(1H, d, J = 8.8Hz),8.60(1H, s),13. 0(1H, brs). MS :406
M+H) +

418

1HNMR (400MHz, d6-DMSO) & :1.11(6H, t, J = 6.8Hz),1.50-2.3 1(13H, m),3. 46-3.68(4H, m), 4. 11-4. 12(1H, m),
4.57(1H, s),6.6 5-6.66(1H, m),6. 74(1H, s),7.38-7. 39(1H, m),8. 54(1H, s),8.88( 1H, d, J — 8.0Hz),9. 30(1H,
s). MS :454 (M+H) +
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26 1H-NMR (400MHz , d6-DMSO) & :1.46-1.52(2H, m), 1. 64-1. 66 ( 2H, m) ,1.78-1. 84 (2H, m), 2. 01-2. 06 (2H, m),
419 2.18-2.27 (31, m),3 .10-3.12(2I1, m) , 4. 40 (111, s),4. 76 (111, br) ,6. 53-6. 55 (11, m) ,7. 6 1-7. 63 (11, m),
8. 56-8.59 (1H, s),12. 09 (1H, brs) ,13. 14 (1H, brs). MS ;442 (M+Na) +
26 1H-NMR (400MHz, d6-DMSO) & .1.39(3H, t, J = 7. 1Hz),1.48-1. A3(2H, m),1.62-1.65(2H, m),1. 69-1. 74 (2H, m),
420 1.81-1.93(4H, m),2.09-2.12(1H,m),2.29-2. 33(2H,m) , 4. 22-4. 26 (1H,m) ,4. 47 (2H,q,J = 7. 1Hz) , 4. 54 (1H, brs) .
6. 56—6. 58 (1H, m) ,7. 26—7. 27(1H ,m),7.80-7.83(1H, m),8. 71 (1H, s),11. 71 (1H, brs) . MS :424 M+ H)+
26 1H-NMR (400MHz , d6-DMSO) & :1.48-2. 31 (13H,m) , 4. 24 (1H, m),4.52(1H,s),6.55(1H, m),7.23(1H,m),7.86(1H, m),
421 8. 75(1H,  %),9.67(1H, ), 11. 63 (1H, s). MS :352 (M+H) +
26 1HNMR (100MHz , d6-DMSO) 8 :1.34(3H, t, J = 7. 1Hz),1.15-1.8 4 (10H, m),2. 06 (1H, brs), 2. 22(2H, brs) , 1. 31 (CH,
422 q,] = 7.1Hz) ,4. 53(1H,s),5.04(1H,d, ] = 8.7Hz),8.12(1H, ¢) ,8.64(1H, s),9.16(1 H,d, J = 8. 7Hz),12. 8 (1H,
brs) . MS 357 (M+H) +
26 1HNMR (100MHz , d6-DMSO) 8 :1.32(3H, t, J = 7. 1Hz),1.12— 1.90(10H, m),2. 15(IH, brs), 2. 22(2H, brs), 3. 15(GH,
423 s),4.31(2H, q,]J = 7.1Hz),5.12(1H,d, J = 8. 7THz),8.14(1H, s),8.64(1H, ¢),9.14( 1H,d, J = 8. 7Hz),13. 0(1H,
bre). MS :371 (M+H) +
26 1H-NMR (A100MHz, d6-DMSO) & :1.40-1.67 (10H, m), 1. 88— 1.94(1H, m), 2. 02(2H, brs),3..03(H, d, ] = 5. 5Hz),
424 4.37(1H,t,J =5 .BHz),5.05(1H,d,J =8.9Hz),7. 04 (1H, brs),7.82(1H,brs) ,8.03(1 H,s),8.45(1H,s),10. 0(1H,
d, ] =8..9Hz),12. 7(1H, bre). MS :342( M+ +
26 1H-NMR (400MHz, d6-DMSO) & :1.22-1. 84 (10H, m) ,1.94( 1H,brs),2. 06 (2H, brs),2. 98 (2H,d,J — 5. 7THz) , 4. 36 (1H,
425 t,] =5.7Hz ),5.06(1H,d, J = 8.7Hz),7.10(1H, brs),7. 82(1H, brs),8.04(1H, s), 8.45(1H,s),10.0(1H, d,J =
8. THz),12. 7(1H, brs). MS :342 (M+H) +
26 MS ;337 (M+H) +
426
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27 1H-NMR (400MHz , d6—-DMSO) & .1.36-1.41(2H, m),1.64-1. 70(4H, m) ,1.80-1.93 (4H, m) , 2. 04-2. 07 (1H, m) ,
427 2.11-2.14(2 H,m),4.13-4.16(1H, m), 4. 44 (1H, s) , 5. 82(2H, brs) , 6. 37-6.38 (1H,m),7. 09-7. 11 (1H, m), 8. 13 (1H,
s),8.97(1H,d, J = 8.2Hz) , 9.54(1H, s),11. 23 (1H, brs) . MS :342 (M+H) +
28 1H-NMR (100MHz, d6-DMSO) 8 :1.39(GH, t, J = 7.2Hz),1. 16— 1.51(CH, m), 1. 58-1.77(1H, m) , 1. 80-1.90(2H, m) ,
428 1.97-2.14(C 3H, m),2.28-2.35(2H, m),4.18-4. 25(1H, m) , 4. 42(1H, s) ,4.43 (2H, q, ] = 7.2Hz) ,6.60(1H, d, J =
3.8Hz),7.29(1H, d, J = 3.5Hz), &8.65(1H, ¢),9.04(1H,d, J =7.7Hz),11.91(1H, bre).MS :424 M +H)+
28 IH-NMR (100MHz, d6—-DMSO) & :1.30-1.36(3H, m),1l.63-1. 72(2H, m), 1.93-2. 01 (2H, m) , 2. 07-2. 19 (6H, m) ,
429 2.75-2.84(3 H, m),4.37-4.45(2H, m) , 4. 61-4. 68 (1H, m) , 6. 36-6. 41 (1H, m) , 7.43-7.47(1H, m),7.91(1H, <),
10. 82 (1H, s),11. 58-11. 61 (1H, m).MS :449 (M+H) +
28 1H-NMR (400MHz, d6-DMSO) & :1.45-2.29(13H, m),3.42(3 H, s),4.21-4.22(1H, m) , 4. 46 (1H, s),4.65(2H, s),
430 6.58-6.59(1 H,m),7.26-7.27(1H, m),8.60(1H, s),9. 04(1H, d, ] = 8. 0Hz),11. 84 (1H, s).MS :396. 3 (M+H) +
32 1H NMR(400MHz, d6 DMSO) & :1.45 2.39(20H, m),2.60(1 H, s),2.69(1H, m), 3. 22(3H, s),3. 69 (1H, m) , 4. 44 (1H,
431 m,4.77( 1H,s),6.64(1H, m),7. 45(1H, m),8. 74 (1H, m) ,8. 78 (1H, m) ,10. 83 (1H, s),12. 05 (1H, s). MS :507 (M+H) +
32 1H-NMR (400MHz, d6-DMSO) & :1.45-2. 67 (18H, w),3.12(2 H, w),4. 02(2H, w) ,4. 44 (1H, w) , 4. 77 (1H, s) , 6. 66 (1H,
432 m,7.46 (1H, m),8.73(1H, s),9.21(1H, m),10. 94 (1H, m) , 12. 07(1H, m) .MS :549 (MI/Na) |
32 MS 543 (M+Na) +
433
32 MS :505 (M-H) -
434
32 MS 467 (M+H) +
435
32 1H-NMR (400MHz , d6-DMS0) & :1.45-2.69(21H, m),3.89(1 H, m),4. 42(1H, m),4. 76 (1H, s),6. 65(1H, m) , 7. 45 (1H,
436 m,8.74 (1H, s),9.02(1H, m),10. 88(1H, s),12. 06 (1H, s). MS :513 (M1 H) 1
32 1H-NMR (400MHz , d6-DMSO) & 0. 85-2.61(21H, m), 3. 63-3 .79(2H, m),4.35(1H, m), 4. 44(1H, m) , 4. 76 (1H, s),
437 6.60 (A0, m ), 7.46(1H, m) ,8. 72(1H, ), 8. 74 (1H, %), 10. 86 (11, ), 12. 07 (1 H, &) . MS :493 (M+H) +
32 MS 464 (M+H) +
438
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32 1H-NMR (400MHz , d6-DMSO) & :1.45-1.50(2H, m),1.65-1. 68 ( 2H, m),1.77-2.04(6H, m),2.17-2. 21 (1H, m),
439 2.33-2.40(2H, m) ,2 .59-2.64(2H, m), 3. 35-3. 48 (1H, m), 3. 77-3. 88 (3H, m) , 4. 46-4. 48 (1H, m) ,4. 67-4. 69 (1H,
m 4. 76-4.77(1H, m) ,4.89,5. 18 (1H, m) , 6. 64-6. 66 (1H, ), 7. 44-7. 46 (1H, wm) ,8. 74,8. 78 (1H, m),11. 03-1
1.19(1H, m),12. 10 (1H, brs) . MS :499 (MIN) |
32 1H-NMR (400MHz, d6-DMSO) & :1.44-1.49(2H, m), 1. 65-1. 68( 2H, m),1.77-1.83(2H, m),1.99-2. 05(2H, m),
440 2.17-2. 21 (1H, w) , 2 . 35-2.40(2H, m), 2. 58-2. 62 (2H, m) , 4. 45(1H, s),4. 75-4. 77 (1H, m , 6. 66—6. 67 (1H, ) ,
7.45-7.47 (111, m) , 8. 03 (111, brs) ,8. 39 (11, brs),8. 74(1ll, s), 10. 82(11I, brs) , 12. 08 (111, brs). MS :417 (MtNa )+
32 1H-NMR (400MHz , d6-DMSO) & :0. 77-3. 54 (22H,m) , 4. 84 (1H, brs),6.82-6.86(1H,m), 7. 49-7. 53 (1H,m) , 8. 64 (1H,
441 5),8.87-8.93 (1H, m),12. 12(1H, brs).MS :453 (M+H) +
32 1H-NMR (400MHz, d6-DMSO) & :1.39-1.44(2H, m),1.71-1. 73¢( 2H, m), 1. 78-1. 83 (2H, m), 2. 04-2. 09 (2H, m) ,
442 2.11-2.15(1H, m),2 .38-2.44(2H, m),2.49-2. 51 (2H, m) , 4. 56 (1H, s) ,4. 88—4. 89 (1H, m) , 6. 60-6. .62 (1H, m),
7.45-7.47 (1H, m),8. 01 (1H, brs),8. 36 (1H , brs),8. 74 (1H, s),10.85-10. 90 (1H, m), 12. 07 (1H, brs).MS :417(
M+Na) +
32 1H-NMR (400MHz , d6-DMSO) & :1.45-2.39 (13H, m),3.16(2H, d, J = 5.2Hz),3.50(2H, q, J = 5. 6Hz) ,4. 07 (1H,
443 q, ] = 5.6Hz),4. 76(1 H, brs),4.78(1H, t, ] = 5.2Hz), 6. 65-6. 66 (1H, m),7.45-7.47(1H, m ),8. 71 (1H, <),
8.88-8.90(1H, m),10.89(1H, s),12. 07 (1H, brs). M S :439 (M+H) +
32 1H-NMR (400MHz, d6-DMSO) & :1.46-2.37(13H, m),2.94(3H, ),3.12(3H, ¢),4. 46-4. 47 (1H, m) , 4. 75(1H, brs),
444 6.63-6.64(1H, m ),7.45-7.46(1H, m),8. 78 (1H, s),11. 36(1H, s),12. 16 (1H, s) .MS : 423. 3(M+H) +
32 1H-NMR (400MHz, d6-DMSO) & :1.15-2.45(13H, m),2. 49-2.5 1(6H, m),4.21(4H, brs),4. 76 (14, brs),
115 6.55-6. 55(1H, m), 7. 15-7. 16 (1H, m), 8. 56 (LH, s),8. 72 (1H, s),8.83-8.87(1H, m), 1. 11 (1H, s),12.07 (1H,
brs).MS :466. 3 (M+H) +
[0798] FTT2(4E)
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446 32 1II-NMR (400MlIz, d6-DMSO) & :1.45-2.39 (11II, m),2. 49-2.4  5(m,3ID), 2. 60 (21I, brs),3. 16-3. 20 (2IL, m) ,
3.81-3.82(1H, m),4.4 b5(1H, s),4. 76 (1H, brs),4.85(1H, d, ] = 4.8Hz),6. 656-6. 67 (1H, m), 7.45-7. 46 (1H,
m ,8. 72(1H, s),8.82-8.82(1H, m), 10. 90(1H, s),1 2. 07 (1H, brs).MS :153 (M+Na) +

247 32 1II-NMR (400Mllz, d6-DMSO) & :1.04-2.38 (171, m),3.46-3.7 0(5ll, m),4. 35-4. 36 (111, m) , 4. 45 (11, q) ,
4. 57-4.59 (1H,m) , 4. 76 ( 1H,brs) ,6. 65-6. 66 (1H,m) , 7. 45-7. 46 (1H,m) , 8. 72(1H,s),8.82( 1H,d,] = 8. OHz) ,
10. 88 (1H, s), 12. 06 (1H, brs).MS :515 (M+H) +

448] 32 1H-NMR (400MHz , d6-DMSO) & :1.45-2. 60 (17H, m),3.45-4.0 O0(6H, m),4. 47 (1H, s),4. 76 (1H, brs),
6.56-6.57 (1H, m) ,7. 45-7.4 6(1H, m),8. 71 (1H, s),10. 93 (1H, brs), 12. 07 (1H, brs) . MS477 (M -H) -

449 32 1H-NMR (400MHz, d6-DMSO) & :1.45-2. 39 (17H, m), 3. 43-3.9 9 (5H, m),4.34-4. 54 (1H, m) , 4. 76 (1H, brs),
6.65-6.66 (1H, m),7.4 5-7.46(1H, m),8. 73(1H, s),9. 02(1H, d, J = 8. OHz), 10. 91 (1H, brs) ,12. 07(1H, brs).
MS 477 (M-H) -

450 32 1H-NMR (400MHz, d6-DMS0O) § .1.56-1.59(2H, m),2.03-2. 08 ( 3H, m),2. 22-2. 25(2H, m) , 2. 46-2. 57 (6H, m) ,
3.28(3H, s),3.39-3. 40(2H, m),3.48-3.49(2H, m),5. 04 (1H, s),6. 78 (1H, s),7.46(1H, s ),8.73(1H, s),
8.95(1H, m),10.99 (1, s),12. 05 (1H, s). MS :462( MIH) 1,484 (MINa) |

451 32 1H-NMR (400MHz , d6-DMS0O) § :1.36-2. 37 (17H, m),3. 43-3.6 0(7H, m),4. 48 (1H, brs) ,4. 75(1H, brs) ,6. 64 (1H,
brs),7.45(1h, brs  ),8.81-8. 83 (1H, m) , 11. 45(1H, brs) , 12. 11 (1H, brs). MS :506 M+ H) +

452 32 1H-NMR (400MHz , d6-DMSO) & :1.45-2.39 (18H, m),3. 42-4.0 1(6H, m),4.47(1H, s),4. 76 (1H, brs),
6.56-6.57(1H, m),7.45-7.4 6(1H, m),8. 71 (1H, s),8. 95-8.96(1H, m),10.93(1H, brs),12.07(1 H, brs).MS:
515 (M+Na) +

167



CN 101351466 B i BB B 163/170 77

[0800] FTT2(8E)

[0801]
Sw| B B
oo |z %
CIES
s
1
453 32 1H-NMR (400MHz, d6-DMS0) & :1.56(2H, m), 1. 756-1. 77 (1H, m),1.88-1.95(4H, m), 2. 04-2. 12(4H, m),

2.29-2.33(2H, m), 3. 28 (3H, s),3.38-3.42(2H, m), 3. 47-3. 49 (2H, m), 3. 59and3. 65 (totall H, eachsg),
4. 90and4. 96 (totallll, eachs) ,6. 66-6. 77 (11, m) , 7. 44— 7. 47 (1II, m) , 8. 7T1land8. 72 (totallll, eachs) ,8. 97 (1II, m) ,
11.00(1 H,s),12.07(H, s).MS ;517 (M+Na) +

454 32 1H-NMR (400MHz, d6-DMSO) & :52-1.55(3H, m),1.74-1.84(5 H, m),2.04-2. 07(2H, m), 2. 25(1H, s),2.64(2H, s),
3.13(3H, ),3.2 8(3H, s),3.39-3.42(2H, m), 3. 47-3. 50(2H, w) ,4. 81 (1H, ).6.68( 1H, dd, J = 1.9,3.3Hz) .
7.40(1H, t, J = 3. 0Hz),8. 71 (1H, s),8. 94 (1H, t, J = 5.8Hz),11. 02(1H, s),12. 06 (1H, s). MS :467 (MI/H) 1,489 (M
+Na) +

4565 32 TH-NMR (400MHz, d6-DMSO) & :1.27-1.32(2H, m),1.45-1.55(C 4H, m),1.68-1.71 (20, m) ,1.84-1.91(2H, m),
2.00(1H, s),2.09 2. 17(2H, m), 3. 03and3. 13 (total2H, eachd, ] = 5. bandb5. 5Hz) ,3. 28 ( 3H, s),3.39 3. 42(2H,
m),3.47-3. 50(2H, m), 4. 30and4. 47 (totall H, eacht, | = b. bandb. 5Hz) , 4. 85and4. 87 (totallH, eachs), 6. 60an
d6. 65 (totallHl, eachm) , 7. 46(1H, t, ] = 3. OHz), 8. 7T1and8. 72(total 1H, s),8.97 (1H, m),10.96and10. 97 (totallH,
s),12. 07 (1H, s) . MS  :467 (M+H) +, 489 (M+Na) +

456 33 MS :646 (M+H) +

4R7 33 MS 506 (M+H) +

158 33 1H-NMR (100MHz , d6-DMS0O) & :1. 01 (3H,d,J =7.6Hz),1.21(3 H,s),l1.30(3H,s),1.88-2.83(7H,m), 1. 80-1. 90 (1H,
m),6.45-6.48 (1H, m),7.43-7.46(1H, m),7.92(1H, s),10. 91 (1H, brs) ,11. 63 (1H , brs).MS :311 (M+H) +

459 33 MS ;465 (M+H) +

460 33 MS 497 (M+H) +

461 33 MS :509 (M+H) +

462 33 MS 509 (M+H) +

163 33 MS 178 (M+H) +

464 33 MS :465 (M+H) +

465 33 MS :463 (M+H) +

466 33 MS 434 (M1H) 1
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467 33 MS :499 (M+H) +

468 33 MS ;541 (M+H) +

469 33 MS 2477 (M+H) +

170 33 MS :119 (M+H) +

471 33 MS :546 (M+1D) +

472 33 MS :506 (M+H) +

473 33 MS ;453 (M+H) +

474 33 MS :504 (M+H) +

475 33 MS ;453 (M+H) +

476 34 1TH-NMR (400MHz, d6-DMS0) & :1.75-1.90(4H, m), 2. 00-2. 10(2H, m),2.14-2. 28 (3H, m) , 2. 37-2. Hh4 (4H, w) ,
4.21 4.27(1 H,m),6.36(1H, d, ] = 6.8Hz),6.73 6.78(1H, m),7.27 7.31(1H, m),8 11(1Il, s),11.86(1Il, brs).
MS :427 (M+Na) +

477 35 MS :314 (M+H) +

478 35 MS :393 (M+H) +

479 35 MS 382 (M+H) +

480 35 1H-NMR (400MHz , d6-DMSO) & :1.39-1.46(2H, m), 1. 56-1. 87 (8H, m),2.07 (1H, m),2. 18 (3H, s),2.25(2H, m),
4.03(1H, m) ,4.47(1H, s),4.77(1H, d, J = 7.2Hz),6.38(1H, d, J = 3.6Hz),7.13 (1H, d, J = 3.6Hz),7. 71 (1H,
$),8.32(1H, s) ,11. 156 (1H, ) . MS :2 98 (M+H) +

481 35 MS :378 (M+Na) +

482 35 MS :420 (M+Na) +

483 35 1H-NMR (400MHz , d6-DMSO) & :1.22-2.24(13H, m),3.20-3 .40(2H, m),4.42-4.65(2H, m) , 6. 44-6. 48 (1H, m),
6.82-7.09(1 H,br),7.16-7.19(1H,m),7. A6-7. 84 (1H, br) ,8. 34 (1H,s),9.45( 1H,d,J = 8. OHz), 11. 48 (1H, brs).
MS 329 (M+H) +.

484 35 1H-NMR (400MHz , d6—-DMSO) & :1.47-1.51(2H, m),1.61-1. 63(2H, m),1.68-1. 73(2H, m),1.81-1.87(2H, m) ,
1.91-1.96(2 H, m),2.08-2.12(1H, m),2.28-2. 31 (2H, m) ,4. 19-4. 23 (1H, m), 4. 46(1H, brs) ,4. 66-4. 68(2H, m),
5.68-5. 71(1H, m) ,6. 58-6.60 (1H, m),7.25-7. 26 (1H, m), 8. 60 (1H, s),9. 07 (1H, d, J = 7.8Hz) , 11.83(1H, brs).
MS :382 (M H) |

485 35 1H-NMR (400MHz, d6-DMSO) & :1.31-1.35(2H, m),1.47-1. 50(2H, m),1.61-1.98(7H, m),2. 07-2. 12(2H, m) ,
2.96-2.99(2 H, m),4. 11-4. 16 (1H, m) , 4. 35-4. 39 (1H, m), 6. 42-6. 46 (1H, m) , 6. 80-7.09 (1H, br),7. 10-7. 13 (1H,
m),7.52 7.88(1H, br),8.36( 1H, s),10.13(1H,d, J = 8. OHz),11. 43 (1H, brs). MS : (M/H) I.
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486 | 35 1H-NMR (400MHz, d6-DMSO) & :1.43-1.70(8H, m),1.89-1.  96(3H, m),2. 05-2. 10(2H, m) , 3. 03-3. 08 (2H, m),

4.08 4.15(1 H, m),4.39 4.44(1H, m),6.40 6.44(1H, m),6.95 7.19(2H, m), 7.68 7.96(1H, br),8.38(1H, s),
10. 27(1H,d, J — 8.0Hz) ,11.55( 1H, brs).MS :341 (M+H) +.

487 35 1H-NMR (400MHz, d6-DMS0) & :1.34-1. 44 (2H, m) , 1. H8~1. 72(4H, m),1.80-1.90 (2H, m) , 2. 00-2. 11 (3H, m),
2.33 2.44(2 H, m),4.18 4.28(3H, m) ,6.59 6. 60, (1H, m),6.90 6.98(1H, m) ,7.20(1H, brs),7.33(1H, brs),
7.38-7.39 (14, m), 7. 46 (1H, brs), 8.19(1H, s),8. 61 (3H, br),12. 63(1H, brs) . MS :313(M-3HCL+ H)+

488 39 1H-NMR (400MHz., d6-DMS0) & :1.85-2. 25(8H, m) ,2. 37-2. 41 (1H, m), 2. 53-2. 57 (2H, m) ,2.91-2. 96 (1H, m) ,
3.11-3.18(1 II, m), 4. 74(1Il, s),6. 55-6. 59 (111, m), 7. 37 (1II, t, J = 2. 7llz) ,8.5 1-8.52(1Il, m),10.89 (11, s),
11. 94 (1H, s). MS :387,389 (M+H )+

489 39 1H-NMR (400MHz, d6-DMS0O) & :1.10-1. 28 (2H, m), 1. 36-2. 38(7H, m), 2. 54 (1H, brs).H. 02-5. 08 (1H, m) .
6.72-6. 74 (1, m) ,7.35-7.37 (11, m) ,8. 47 (111, s), 10. 9 (111, brs) , 12. 0 (111, s) . MS  :269 (M+I) +

490 39 1H-NMR (400MHz , d6-DMSO) & :1.54-1.64(2H, m),2. 10-2. 63 (9H, m), 2. 75-2.83(2H, m) ,4.91(1H, s),
6.64-6.66 (1H, m),7 .37(1H, t, J = 3.0Hz),8. 50(1H, s) ,10.81 (1H, s),11.93(1H, s). M S :387, 389 (M+H) +

491 39 1H-NMR (400MHz, d6-DMSO) & :1.566-1.60(2H, m),1. 77-1. 80(2H, m),1.90-2. 02(4H, m) , 2. 06-2. 13 (2H, m),

2.32-2.36(2 H, m),2.52-2.57(2H, m),4.75-4. 77 (1H, m),6.53-6. 56 (1H, m),  7.35-7.38(1H, m),8. 50(1H, s),
10. 78 (1H, brs), 11. 92(1H, brs). MS :309 (M+H) +.

492 40 1H-NMR (400MHz , d6-DMS0) & :1.38-1.48(2H, m), 1. 64-1. 81(4H, m),1.93-2.05(2H, m), 2. 11-2. 19 (1H,
m),2.37-2.57(4 H, m),4.44(0. 34H, brs) , 4. 56-4. 59 (1H, m) , 4. 70 (0. 66H, brs) , 6. 50-6. 52 (0. 66H, m) ,
6. 54-6.56 (0. 34H, m) , 7. 36-7. 38 (1H, m) ,8 . 50(0. 66H, s) ,8. 51 (0. 34H, s) ,10. 78 (1H, brs) , 11.92(1H, brs). MS:

325 (M+H) +.

193 10 MS :325 (M+H) +.
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40 1HNMR (400MHz , d6-DMSO) & :0.88(3H, d, J = 6.9Hz),1.72- 1.92(2H, m),2. 15-2. 26 (1H, m), 3. 55-3. 70 (4H, m),
494 5.30-5.40( 1H,m),7.01(1H,d,J — 9.2Hz),7. 16(1H, brs), 7. 76 (1H,d, J — 9.2 Hz),7.90(1H, brs),8. 09 (1H, s),
8.39(1H, s),8.48(1H,s),9.89(1 H,d, J = 9. 0Hz),12. 9 (1H, brs).MS :420 (M+H) +

41 1H NMR(400MHz, d6 DMSO) & :1.43 1.52(2H, m),1.76 1. 91(6H, m),2.10 2.16(1H, m),2.27 2.33(3H, m),

495 2.68(2H, t, J — 6Hz),3.59(2H, t, J — 6Hz),4. 76-4.85(1H, m) ,6. 09(1H, d, J — 7.3 Hz),8.25-8.27(3H, m),
13. 21 (1H, br). MS :363 (M+H) +
41 1H NMR(400MHz, d6 DMSO) & :1.00 1.59(13H, m),2.64 2 .75(2H, m),3.54 3.69(2H, m),4.63 4. 76 (1H, m),
496 6.55-6.64(1 H, m),7.356-7.39(1H, m),8.50(1H, s),10.79-10.83(1H, m),11. 91(1H, s).MS :378 (M+H) +
41 1TH-NMR (400MH2, d6-DMSO) & :1.54-1.62(2H, m) , 1. 73-1. 86 (4H, m) . 1.96-2. 27 (4H, m), 2. H4-2. 61 (3H,
497 m),2.67(2H, t, ] = 6.0Hz),3.57(2H, t, ] = 6.0Hz),4.63(1H, s),6.56 6.59 (1H, m),7. 36 7.39(1H, m),
8.49-8.51 (1H, m) ,10. 83 (1H, 5), 11. 93 (1H, 5). MS :378(M+H) +
41 1TH-NMR (400MH~, d6-DMS0) & +1.41-1.49(2H, m),1.77-1. 82 (2H, m),1.84-1.89(2H, m),2. 15-2. 22 (4H,
498 m,2.41-2.48(3 1, m,2.71(2I, t, J = 6.0lz),3.66(Il, t, J] = 6€.0lz),4. 76(1Il, s), 6.61-6. 63(111, m),
7.36-7.37(1H, m),8. 50(1H, ) ,10. 79 (1H, 5) ,11.92(1H, s). MS :378 (M+H) +
41 1H-NMR (400MHz, d6-DMS0) & :1.42-1.49(2H, m), 1. 73-1. 80(4H, m),1.83-1.89(2H, m),1.97-2. 03(2H, m) ,
499 2.09-2.13(1 1, m),2. 18-2. 23(2I, m) ,2. 68 (2II, t, J = 6.0lz),3.61(2II, t, J = 6. Ollz) , 4. 17-4. 21 (11I, m) ,

6. 48(1H,dd,J = 1.9,3. 6Hz) ,6.99 (1H, br),7.12(1H,dd, ] = 2. 5,3.5Hz), 7. 79(1H, br) ,8. 37 (1H,s),10. 1 1(1H,
d, J = 8.3Hz), 11. 16 (1H, s). MS :390 (M+H) +
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500 41 1H-NMR (400MHz , d6—-DMSO) & :1.42-1.48(2H, m),1.71-1.90( 7H,m),2.10-2.20(4H, m),2.68(2H, t, ] = 5. 9Hz),
3.59(2H,t,J]=5.9 Hz),5 07(1H,d,] =8.7Hz),7. 12(1H,br),7.86 (1H,br) ,8. 05(1H, s) ,8.45(1H, s),9.97 (1H,
d, ] = 8.7Hx) ,12. 78 (1H, br) . MS :381 (M+H )+
501 41 1H-NMR (400MHz, d6-DMS0O) & :1.53-1.60(2H, m), 1. 70-1. 79 ( 6H, m),1.87-1.95(2H, m), 2. 08-2. 15(1H, m),
2.21-2.27(2H,m),2 .69(2H,t,] = 6Hz), 3. 58 (2H,t,] = 6Hz),4.99(1H,d, ] = 8.6Hz),7.18 (1H,br),7.89 (1H,
br),8.06(1H, s),8. 46 (1H, s),10. 0A(1H, d, J = 8.6 Hz),12. 79 (1H, br).MS :381 (M+H) +
h02 41 1H-NMR (400MHz, d6-DMSO) & :1.43-1.51(2H, m),1.77-1.80¢( 2H, m),1.83-1.90(2H, m), 2. 03-2. 09 (2H, m),
2.12-2.17(1H, m),2 .33-2.40(3H, m),2.70(2H, t, ] = 6.0Hz),2.89-2.93(2H, m), 3. 61(2 H, t, ] = 6.0Hz),
4.87(1H, s),7.98(1H, s),10.94(1H, s),12.95(1H, b r).MS :379 (M+H) +
503 41 1H-NMR (400MHz, d6-DMSO) & :1.45-1.52(2H, m), 1. 79-1. 84( 2H, m),1.87-1.95(2H, m), 2. 06-2. 10(2H, m),
2.14-2.19(1H, m),2 .28-2.38(2H, m),2.95-3. 02(2H, m), 4. 48 (2H, s),4.82(1H, s),7.98 (1H, s),8.33(1H, s),
10. 95(1H, s),12. 99 (1H, br) . MS :356 (M+H) +
504 43 1H-NMR (400MHz, d6-DMSO) & :1.83-1.90(2H, m),1.93-1.99( 2H, m), 2. 08-2. 13 (1H, m), 2. 23-2. 29 (FH, m) ,
2.32-2.36(3H,m),4 .27(H,d,J]=7.8Hz),6.6(1H,d,J=1.9Hz),7.3(1H,t,J=2.3Hz),7.5 3(1H,br),8.16(1H,
br),8.47(1H, s),10.94(1H, s),12. 11 (1H, s). M S :389, 391 (M+H) +
51015} 43 1H-NMR (400MHz , d6—-DMSO) & :1.22-2. 33(10H, m) , 4. 12(1H, m),6.44(1H, m),7. 03 (1H, m),7.14(1H, m),7. 64 (1H,
m,8.39(1H ,s),10.25(1H, m),11. 48 (1H, s).MS :345 (M+H) +
506 43 1II-NMR (400Ml1z, d6-DMSO) & :1.68-2.38(13I,m),4.98-5.0 2(1l,m),7. 08 (1II, brs), 7. 90 (11, brs), 8. 06 (111, s) ,
8.47(H,s),1 0.4(1H,d, ] = 8.6Hz),12. 7(1H, brs).MS :330 (M+H) +
hO7 45 MS :366 M+H) +
H08 46 MS ;388 (M+H) +
509 46 MS :387 (M+H) +
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510 46 MS :397 (M+H) +

511 46 MS :363 (MIH) |

512 46 MS :405 (M+H) +

513 46 MS :749 (M+H) +

h14 46 MS 381 (M+H) +

515 46 MS 314 (M+H) +

516 46 MS :328 (M+H) +

517 46 MS 356 (M+H) +

518 46 MS :368 (MIH)

519 46 MS 370 (M+H) +

520 46 MS 377 (M+H) +

521 46 MS 379 (M+H) +

522 46 MS 382 (M+H) +

H23 46 MS :394 (M+H) +

524 46 MS 378 (M+H) +

525 46 MS :378 (WD +

526 46 MS :393 (M+H) +

527 46 MS 426 (MIH) |

528 46 MS 342 (M+H) +

529 46 MS 384 (M+H) +

H30 47 MS 368 (M+H) +

531 17 MS 354 (M+H) +

532 47 MS :354 (MHD) +

533 47 MS :354 (M+H) +

534 47 MS ;368 (MIH) |

535 47 1H-NMR (400MHz, d6-DMSO) & :1.13-1.27 (1H, m),1.43-1.  52(2H, m),1. 62-1. 73(4H, m) ,1. 78-1.91(5H, m),
2.07-2.42(6 H,m),3.54-3. 67(5H, m) , 4. 00-4. 13(1H, m} , 4. 53 (1H, brs) , 6.3 5-6. 43(1H, m) , 7. 18-7. 20 (1H, m) ,
7.70Q11, s),7.82(11L m) ,11 . 64 (11, brs) . MS :383 (M+ID +

536 49 MS :440 (M+H) +

537 47 1H-NMR (400MHz, d6-DMSO) & :1.58-2.42(8H, m),3.04-3.  66(4H, m),4.19-4. 38 (1H, m) , 6. 37-6. 54 (1H, m),
6.87-7.96(8 H, m),8.36(H, s),10.08-10.26 (U1H, m),, L1. 12 (LH, brs). MS :3 76 (M+H) +

538 49 MS :421 (M+H) +

539 49 MS :408 (M+H) +
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540 49

11I-NMR (400MlIz , d6-DMS0) & :1.47-2.22 I, m),4. 59 (11, m),4. 83(2ll, m), 6. 59 (11, m) , 6. 98 (11, m) , 7. 20 (111,
m),7.73(1H , m),8.33(1H, m),8. 37 (14, m), 9. 34 (1H, m) ,11. 53 (1H, s). MS :38 9 (M+H) +

h41 49

1H-NMR (400MHz , d6-DMS0) & :1.49-2.36 (TH, m), 4. 63(1H, m),4.91(2H, m),6. 61(1H, m),6. 98(1H, m), 7. 21 (1H,
m,7. 77, m,8.32(I, m),9. 152, m),9.39 (11, m) , 11. 54 (1II, s) . MS :40 9 (M+D) +

542 49

MS :442, 444

543 49

1H NMR (400MHz, d6 DMSO) & :1.41 2.33(8H,m),4.61(1H, m),4.86(2H, m),6.60(1H, m),6.95(1H, m),7. 21 (1H,
m,7.32(01H ,m,7. 74(1H, m),7. 88 (1H, m), 8. 32(1H, m) , Y. 34 (14, m) , 11. 53(1 H, 5). MS :38Y (M+H) +

H44 49

MS :394 (M+H) +

515 19

MS :389 (M+H) +

546 49

1II-NMR (400Mllz, d6-DMSO) & :1.45-1.51(2l, m),1.59-1.62( 2II, m),1.66-1. 71 (2, m),1.81-1. 924, m),
2.07-2.10(1H, m),2 .28-2.31(2H, m),3.69-3. 87 (8H, m),4.20-4. 24 (1H, m) ,4. 47(1H, s),6.59-6.61 (1H, m),
6.96(1H,d,J =9.0Hz),7.28-7.29 (1H,m) ,7. 91(lH,dd,J=2.4,9. lHz),8.52-8. 53(1H, m) , 8. 66 (1H, s) , 8. 86-8.
89 (1H, m), 11. 90(1H, brs).MS :566 (M+H) +

547 49

MS ;405 (M+H) +

H48 49

1H-NMR (400MHz, d6-DMS0) & :1.75-1.87(2H, m),1.98-2.14( 2H, m), 2. 14-2. 33(4H, m) , 4. 25-4. 35 (1H, m),
4.50-4.83(2H, m),6 .38-6.45(1H, m),6.85(1H,d,J = 9.0Hz),7.03-7.10(1H, m),7.05(1 H,br),7.83(1H, br),
7.85(1H,dd,J = 9.0,2. 2Hz),8. 38(1H,s),8.51( 1H,d,J = 2.2Hz),10. 36 (1H,d,J = 7. THz) , 11. 43(1H,s) MS:
388 (M+H) +

TH-NMR (400MHz, d6-DMSO) & :1.75-1.87(2H, m) ,1.98-2.14( 2H, m),2. 14-2. 33 (4H, m) . 4. 25-4. 35 (1H, m),
4.50-4.83(2, m,6 .38-6.45(I, m,6.85(1ll,d,J = 9.0lz),7.03-7.10(11l,m),7.05(1 1II,br),7. 831l br),
7.85(1H,dd, ] = 9.0,2. 2Hz),8.38(H,s),8.51( 1H,d, ] = 2. 2Hz),10. 36 (1H,d, | = 7. THz),11. 43(1H, 5). MS
388(M +H) +
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550

1H-NMR (400MHz , d6-DMS0O) & :1.83-1.94 (2H, m), 2. 01-2. 18(2H, m), 2. 18-2. 36 (4H, m) , 4. 27-4. 38 (1H, m) ,
1.16-5.09(2 H, m),6.38-6.15(1H, m),6.87(lH, d, J] = 9. 5Hz),7.04-7. L1 (1H, m),7.05(lH, br),7.83(lH, br),
8.24(1H, dd, J = 9.5,2.8Hz),8.39 (1H, s),9.01(1H,d, J = 2. 8Hz),10.38(1H, d, J = 7. THz) ,11.45(1 H, s).MS:
408 (M+H) +

551

1H-NMR (100MHz , d6-DMS0) & :1.69-1.841(2H, m), L. 99-2. 11(2H, m),2. 11-2. 36 (UH, m) , 1. 24-1. 34 (1H, m),
4.54-4.75(2 H,m),6.38-6.44(1H, m),6.88(1H, d, J = 8.9Hz) ,7. 02-7. 07(1H, m),7.06(1H, br),7.79(1H, dd, J =
8.9,2.5Hz),7.80(1H, br),8.38 (1H, s),8. 42-8. 45(1H, m),10. 35(1H, d, ] = 7. 7THz) ,11. 42(1H, s) . MS :431 (M+H) +

19

1H-NMR (100MHz , d6-DMSO) & :1.83-1.95(2H, m) , 2. 05-2. 21 (2H,m), 2. 21-2. 11 (1H, m) , 2. 15 (3H, s) , 1. 12-1. 52 (1H,
m,4 .58-4.85(2H,m),6.54-6.60(1H,m),6.89(1H,d,J =8.9Hz),7.1 7-7.22(1H,m),7.87(1H,dd,]J = 8.9,2. 4Hz),
8.53(1H,dd, J = 2.4, 0.4Hz),8.59(1H, s),9.26(1H,d, J = 7. 6Hz),11. 79(1H, s).MS :4 27 (M+H) +

553

49

1H-NMR (400MHz , d6-DMSO) & :1.80-2. 00 (4H, m), 2. 11-2. 22(2H, m),2.29-2.42(2H, m) ,4. 28-4. 40 (3H, m),
6.42-6.48(1 H,m),6.89(1H, dd, J = 8. 0,4. 6Hz),7. 04 (1H, br) ,7. 05-7. 10 (1H, m),7.74(1H, br),8.21(1H,dd, J =
8.0,1. 7THz),8. 37(1H, s) ,8.42( 1H,dd, J = 4.6,1. 7THz),10. 27(1H,d, J = 7. 7THz) ,11. 41 (1H, s) .M S :408 (M+H) +

554

49

1H-NMR (400MHz , d6-DMSO) & :1. 55-1.65(2H, m), 2. 02-2.  25(6H, m) , 4. 38-4. 44 (2H, m) , 5. 55-5. 65 (1H, m) , 7. 10(1H,
brs) ,7.82(1H,brs),8.05(1H,s),8.11(1H,s),8.42(1H,s),9.18(1H,d ,J = 8.5Hz),12. 9(1H, brs). MS :395 (M+H) +

565

49

1H NMR(400MHz, d6 DMSO) & :1.60 1.67(2H,m),1.96 2. 06(4H,m),2.16 2. 21(2H,m),4. 50 4. 60(2H, m) , 4. 99 (1H,
brs) ,6.59(1H, s),7.00(1H, brs),7. 20(1H, s),7. 80 (1H, brs) ,8.22(AH ,d, ) = 1.YHz),8. 34 (1H, s),8. 55(1H, d, |
= 1.9Hz),9. 43(1H,d, J = 8.5Hz),11. 5(1H, s). MS :422 (M+H) +
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hh6 49 1H-NMR (400MHz , d6-DMS0Q) & :1.22-2. 03(8H, m) , 4. h8—4. 67 (AH, m), 5. 38 (1H, brs), 6. 58-6. 59 (1H, m),
6.97(1H, brs),7.1 9-7.25(2H, m),7. 44-7. 46 (10, m) ,7. 75(1H, brs),8. 31 (1H, s),9 .30(1H, d, J = 8. 0Hz),
11. 54 (1H, s). MS ;394 (M+H) +

557 49 1H-NMR (400MHz , d6-DMS0O) & :1.30-2.15(8H, m),4.34(2 H, brs),4.55-4. 56 (1H, m), 6. 57-6. 58 (1H, m) ,
6.95(1H, brs) , 7. 18-7.20(1H,m) , 7. 86 (1H, brs) , 8. 00 (11, ) ,8. 34 (1H, %) ,9.39(1 H,d,J = 8. 0Hx) ,11. 55 (1H,
brs). MS :394 (M+ID) +

558 49 1H-NMR (400MHz , d6-DMS0O) & :1. 56-2. 56 (8H, m),3.69(3 H, s),4.66-4.85(3H, m),6. 66 (1H, s),7. 25-7. 35 (2H,
m,7.85-7. 94(1H, m),8.35-8. 43 (1H, m),9. 33-9. 45 (1H, m) , 11. A3 (1H, m) . MS :422 (M+H) +

559 19 IH-NMR (100MHz, d6-DMSO) & :1.23-2.32(8H, m), 1. 60-1. 80(3H, m),6.61(lH, s),7.214-7.36(2H, m),
7.85-8.40(6H, m),9 .27-9.37(1H, m),11. 53 (1H, brs).MS :405 (M-H) -

560 49 1H-NMR (400MHz, d6-DMSO) & :1.96-1.98(2H, m),2. 15-2. 20(2H, m), 2. 31-2. 37 (2H, m) , 2. 51-2. 58 (2H, m),
1.33(H, m), 5.00(2H, s),5.96(1H, s),6.91-6.97(UH, m),7.37(H, t,J=3.0H z),7.90(1H, s),8. 11 (1H, dd,
J=1.8,7.7Hz),8.47(1H, dd, J = 2.0, 4.8Hz),10.95(1H, s),11. 60 (1H, s).MS :386 (M+H) +

561 49 1H-NMR (400MHz, d6-DMSO) & :1.71-1.73(2H, m),1.98-1. 99(2H, m),2. 13(2H, m), 2. 43-2. 54 (4H, m) , 4. 81 (2H,
s),5.10(1 H,brs),7.07(1H, d, J — 4.9Hz),7. 44(1H, s),7.90(1H, s),8.41(1 H,d,J — 5.1Hz),10.97(1H, s),
11. 52 (1H, s) . MS :386 (M+H) +,4 08 (M+Na) +

562 49 1H NMR (400MHz, d6 DMSO) & :1.94 1.96(2H, m),2.15(2 H, m),2.26 2.32(2H, m),2.47 2. 54(2H, m), 4. 04 (1H,
m),4.77( 1H,s),5. 59 (1H, brs),7.06(1H,d, J — 5. 2Hz) ,7. 32(1H, brs) ,7. 48 (1H,s),7.88(1H, s) ,8. 39 (1H, d,
J =5.0Hz),10.92(1H, s),11.58( 1H, s).MS :386 (M+H) +
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h63 49 1H-NMR (400MHz, d6-DMS0) & :1.97-1.99(2H, m),2.16(2H, b rs),2. 28-2. 35 (2H, m) , 2. 46-2. 54 (2H, m),
4,03(1H, m),4.83(H, s ),5 70(1H, s),7. 70(1H, d, J = 9. 0Hz) ,7. 33(1H, s),7.88(1H, s),7.98 (1H, dd, J
= 2.4,9.0Hz),8.60(1H, d, ] = 2. 4Hz) ,10.94 (1H, s) , 11. 60 (1H, s).MS :386 (M+H) +

h64 h0 MS :394 (M+H) -

Hh6b h0 1H-NMR (400MHz , d6-DMSO) & :1.46-2. 22 (13H, m), 2. 59 (3H, s),4.09(1H, m), 4. 55(1H, s),6. 49 (1H, m),
7.16(1H, m),8.58 (1H, s ),10.67(1H, m),11. 71 (1H, s).MS :326. 2 (M+H) +

566 50 MS ;410 (M1 H) 1

567 50 1H-NMR (400MHz, d6-DMSO) & :1.43-1.50(4H, m), 1. 63(6H, s ),1.65-1.74(3H, m),1.87-1.94(3H, m),
2.03-2.11(1H, m),2.21-2 .24 (2H, m),4. 30-4. 34 (1H, m) ,4. 53 (1H, s),6. 06 (1H, s), 6. 49-6. 51 (1H, m),
7.23-7.25(11, m), 7. 84-7. 87 (11l, m) , 8. 71 (111, s) , 11. 63 (  1II, brs). MS :410 M+ID +

568 53 1H-NMR (400MHz , d6-DMS0O) & :1.45-2.33(7H, m),3.80(3H, s ),4.07(1H, m), 4. 46 (1H, m), 6. 07 (2H, <),
6.43(1H, m),7. 11 (1H, m ),8 13(1H, s),8.84(1H, m),11. 31 (1H, s). MS :356 (M+H) +

h6Y b3 1H-NMR (400MHz, d6-DMSO) & :1.40-2.45(13H, m), 4. 11 (1H, m),4. 44 (1H, s),6.45(1H, m),7. 14 (1H, m),
7.86(1H, s),8.32(1H, s ),8.60(1H, m),10. 77 (1H, s),11. 41 (1H, s). MS :327 (M+H) +

570 53 1H NMR (400MHz, d6 DMSO) 6 :1.47 2.25(7H, m),2.31(3H, s ),3.96(3H, s),4.10(1H, m),4. 50(1H, s),
6. 46(1H, m) ,7. 13 (1H, m) ,8.16(1H, s),9. 12(1H, m) , 11. 39 (1H, s) . MS :328 (M+H) +

h71 h3 TH-NMR (400MHz,, d6-DMS0O) & :1.29-2. 27 (12H,m), 2. 31 (3H, &), 4. 09 (1H,m), 4. 32-4. 37 (2H,m) , 6. 44 (1H, m) ,
7.12(1H, m),8.1 1(1H, s),9.33(1H, m),10. 88 (1H, s),11. 32(1H, s). MS ;341 (M'/H) I

572 54 MS :398 (M+H) +

573 54 MS :366 (M+H) +

574 54 MS :439 (M-H) +

Hh75 b4 MS ;384 (M+H) +
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h76 h4 MS :440 (M-H) -
b77 b4 MS ;384 (M+H) +
578 55 1H-NMR (400MHz , d6-DMS0O) & :1.36-1.42(2H, m),1. 57— 1.69(4H, m), 1. 73-1.79(2H, m), 1. 93-1. 99 (2H,
m,2.05 2.0 9(1H, m),2.27 2.31(2H, m),4. 00 4. 04(1H, m),4. 48(1H, s), 6.11(1H, d, J = 16.1Hz),
6.10-6.13(1H, m), 6. 42-6. 44 (1H, m ),7.16-7.18(1H, m) ,7. 91 (1H, d, J — 16. 1Hz),8. 21 (1H, s) , 11. 53 (1H,
brs). MS :335 (M+H) +
579 61 1H NMR (400MHz, d6 DMSO) 6 :1.45 2.69(13H, m),4. 19 (1H, m) , 4. 53 (1H, s),6.54(1H, m),7. 25(1H, m),
8.43(1H, ), 8.75(1H, m),11.68(1H, s), MS :367 (M+H) +, 365 (M-H) —
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