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o s R 1) B o+ O-P-CH
d 2) 0O d H
HO-P-CH
N H
0O Ok Oij@ O Ot
N
ERE RS LR Ae
)

(10" (1c")

[0095]  Hdb r WA 1-4 F3EAL, H R RAREREE.

[0096] L&Y (1b”) 5 EFIR R NAREHLE KL IR R s (Bdn, & #.
1,2- ZR LK) kT RN EE R SEERLEY (1b7) 2/ K4 1 R, HAR
R 1 EIRERLA 10 JEIR . ZRNAERL) 5 38R KLA 1/ 5E s

[0097]  Bfi), 3RAT HIAL &) 5 BEIR 1Y) e AL 7 TR A WL 7] (4o an, DYk 2
25 IOATEAE FHEAT . BEIRI BB R RERAEY (b7 ) /DR 1R, Rk KL 1A
IRA R 10 BEIR o BMEAL AR T ELHE <R 2, 80 e RN ik PR Tk R AN I TR AL
PRFIRR IR 5 IR 2k, 19 I IR B RH B R A 5 ALK, 9] b e L R e L N— 5 — SR 2R i
TRREELMEE = O = R O R N- FREEREIER . DBN. DBU AT DABCO s S HR G
B SRR R R R G (b7 ) /KA 1 BRI KL 1 BE/RE K 10
JEEIR o bl VD S R T A R 3 OK ) 200°C, JF HALE A& K2 50°C 2 K4 150°C.
SN AE KLY 10 380 A K20 10 NI P9 5E o

[0098] e (1) MR IFELFMSYSIL A, K R 2 R (1-6) 15 HF
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(BAR R e B S R BRI ke 38 ) k54 (1d) v Rt LR [ N7 8 -6 177, ol an
Hib &4 (1b) Hi4%
[0099] X)W & -6

[0100]
O-R'2 O-R'
d a
R R
N r ot
Oﬁ@ P Oﬁ@ P2
N
" Nk@ i *©
(1b) (1d)

[0101]  Horr R E ARSI AR b5, H R W b5 X

[0102] RNV JT%E ~6 FTanif ik 2 R (WM A SR e 5 AR MR e S8 A A AR o
BRI AR R B R I I N i, Wb RN T %R -6-1 Fios, (&9 (1b7) 5 xifkH)
(o, TR A N- B RBEHIBE W RZ 55 ) Y, SR I 313 AL &) S R IR sl SL 36 S v

[0103] W 7% —6-1
[0104]

0
R'9

s Ry BN o
o e O
AoR S SN Ao R ¥
*@ HC TN

(16"’ (1d")

[o105]  JLrp R %TEE?&J?*%,HR i FE X
[0106]  fL&Y) (1b”) 5 A IR S MALREHIAE K2y =il T AR AU (fan, 5 g
1, 2- LK) T MU EERE 2R GY (1b7) 20K 1 IR, HAR
WRL 1 EIRERLI 10 BEIR o LR PAE KA 5 73 BP KL L /N A 58
[0107]  BfiJm, RAF MIAL &) 5 R IR B 1) S A e A4 M L) (9, DY Sk
W LS ) BIAEAE NIEAT . SRR B 2R G (1b) 2/A0KA) 1R, HAUE
K1 @Ax%ﬂ:jﬁéﬁ 10 JBEIR o [ P P Y A2 SR A2 K2 200°C, JF HAR L/ KL 50 TR K
A 150°C, eI TR R 2 K2 10 7382 K4 10 /MY,
[o108]  fEpE (1) RRMEFIFERBAAYSHL D, KA R 2 Bk (-1 1EH H,

Bk (2-2) MZEERALEY) (L) W RUE I LR SV 05 % -7 7%, R RY 2 Bk
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(1-1) EF H R 2 Bid (2-1) W& (le) H14% -
[0100] [ WViJ7%E -7
[0110]
OCO-( CHp) n-COOH OCO-( CH) n-COR%?
cl cl

R2a' _X1 ( 8)

) N - N
couy. L
HzC N
HsC ﬁ)]\tj 3 H

(1e) (1f)
[o111] oA R* 2ATIE R I ARG IS R e B4 2 IR e S RS IR B TR A
Feml 5- AR —2- A -1, 3 TARLRER A —4- BRI RS AR R AT R
Rt AR S e B AR Ik R S e E I I e B R I ol 5- 3% —2- S0 -1, 3- 4,
I d —4- FEBUR AR e85 5 Hon F0 X B
[o112] k&4 (le) HALEW (8) WIS NAEWRNMEAL S IIAEAE T ARG 1E KR 14T .
[0113] AW (8) R ZFERMEY (le) KA 1 BE/RE K&, AL KL 1
JEE IR F K] 10 JBEIR
[0114] [ FIKIF] AL 35 8k, Bl 0, — 2k S NER DY AR . £ B — A kR —
HEE K AR, B, S kR AT, 2- S SRR DY ST SR, BN, 2R 2
Wi s 05 B, 90 an, < R R A s M PR AR PR, 49 Gn , £ )1 W DMEF \DMSO 1 NMP 5 fz 1
TREWT o
[0115] B MEAL S EL K B R B, ] A B R AN B R B B PR A ok B S R R o PR
e STRTR B, 19 A0 IR B R BE IR s A ALK, 191 QT mtb e K  N- £ 3 TR N R . — AR
FEMEIE | = g = g« — FF 2K i N— R SRS Ibk \DBNL DBU F1 DABCO ;5% . IX4&4b & 4)m] DL
AT S Fh ek 2 M S . B S R SRR G (le) /D KY 1 JE
IRVRIE KL 1 IR KL 10 FEIR o IXFERIRRIEAL S Wt m] LU AR o
[o116]  Jx Wy A=A 150°C, HARE =2 100°C, NI [REE 2 15 8%
24 /B, BLALIE 30 18P A 6 /NS, SEALIE | 22 3 /A
01171 @R (1) MROFFE B ESY SIS+, Hh R 2 R (1-1) BEF
H R BEEH— AN R - RN &4 (1g) ATLLE I DL R RN T
F -8 Wk Al A R 2 RIS (-1 R H R 2 LI -1 MEFANAEY (le)
il 4%
[0118] )W /7% -8
[0119]
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OCO-( CHp) n-COOH OCO-( CHz) n-COR2P
cl cl

R2b-H (9)

- N

(le) (19)
[0120] At R R4 — D EEANFRIE — BB RS, Hon 1 Fog X
[01211  tb&Y) (le) 540G (9) B NAER & H Tk WA RN A Nilfr. &
HARH UL, ZEVE AT a0 3R OSSR W HE  1- (3- RN ) -3- S5k — I (WSC)
BOR IR IAFLE N A (le) SEY 9) 456
[0122]  IEALFIK SR REERILEY (le) B/ K4 1R, HAREKZ 1 BEIREKY
5 FEIR
[0123] 454 R NAETE Y IV P IEAFAE BUAF AR AL S i Ol R 14T mT LS
(RIS ) ) 7~ L4 Ik, A, — K AR N IR DU SV & I R R O A
AR, i, — R B E 1, 2- R SR Y S Bk s TR, a0, LR O WG s 05 F R,
W, 28RN R N AR, 49 G, £ S DME S DMSO AT NMP 5 A HVRA 4 o
[0124]  GPEALEVIE] FEFE = e bne %, A EYN EEE R BERLEY
(le) /DKL 1 BEIRAIE KL 1 BEIRER KA 10 BEIR . XFEMIBRPE A& Y mT DL AR
7o
[0125]  *47E bk S b s A WSC AR i AN, f AL G 1- PR 5620 JF —mk (HOBt) 7E/%
AR ZR A7 AE ] DU E 1 R
[0126]  Jx WIEH AE KL —20°C & K4 180°C NEEAT, HARIE KL 0°CE KL 150°C. MV
T AERL 5 3P 2 KL 90 /NN 5E R
[01271  fEHEER (1) MREMZEIFEIBA G P, P IR TR L &
Y e DU L CLR SO Z -9 15 v, JB I AR P A R A R A R AR AR P

MNAL S -
[0128] RN & -9
[0129]

O-R'" O—R"
d Cl

N i _ N

0 Hs G%Ii:L 0
C N

(1h) (1)
[o130]  Firh R™ b5 Bk BA IR RARE, Jrp prd sk @ SR 2R OR A R 5 Bk
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S R R IR R AR, Horp s B T LR

[0131] L&Y (1h) FAL LAY (11) B9RNAEE TS R sAME AT R R
(WAL F AT

[0132] W] DAAE A B SR 9 B8 < /K AR, 491 dn PRI L CEE St TAT R R T IEE 5 Al
A51) Lt AT R R A 5 K A0 . K AR SR DY SRR £ I PR R e
Mk 5 i T IR » 19 Lt SRR AN FRR 5 I8, 49 0 TR P G0 TR TR 5 o AR, 8 4 47— 5 P
AR SR TR, 19040 DMEL N, N— — R 3L 20Tk 1T NMP sDMSO ;5 /N PSR R = iz
MR GV

[0133]  FRIAIH4 7 B8 TEHLIR , 491 I £R IR i FR A L VR I

BRAN =90 LR, JTETR At R 25T R

[0134]  MRIEIEF & BERIEY (1h) £ KA 1 R, HUERLA 1 210 R, W]
DU K & il & R M

[0135] S WIEHAERZ) 0°CE K% 200°C . HALEAE 0°C 2 KL 150°C FRT. ONIEH
FERZ) 10 2380 22 K2 30 7N P 5E

[0136] 7ErAR (1) MREFRIFELZASYSILE A, B, Bk U N 7 ZE -10 fr
N7V, 46 R A A R R T IOA EmT LS O DA 10 22 R 86 40 9 AH R IR 282
[0137] V7% -10

SR HLIR , 1] 41, PR IR » 41

[0138]
O-RV O-R'¥
; OO
Fie _ \
oL O R
n H)ﬁ C H)ﬁ
(1j) (1K)

[0139] o RY 5 R A W& BT R AR, B R™ & RY (¥ o 28 T gl S Ak A Xt
I N I ) B R

[0140] AW (1J) S5HHIRPAEA GRS MR IER LAY RIAFAE T AT
[0141] M FIME) a5 5 & ch,izuzt:\ PR SRR FR 2K ok, L — TR DY SR
NI Ol R R A e AR, S R A S S A Y A T
i, 41 7R B AT P L L 5 205 . DMSO. DMF | /S FR LRk = i s M LIRS

[0142]  FEMEAL G ELRE TR B, 90 A IR AN ok B B o IR S A Tk B S R R i 1R
A LB, B i e DKM N- 38 TR T AR T AR AR E L = SR R R
f&z  N= FFZERS 06k DBN. DBU F DABCO. X 28fi n] LA B FH sl AP e 2 Fhdl & 48 .
[0143]  FEMEAL SR EIB T 2 BERAEY (1)) 2/ KA 1R, HARIERY) | BERAR
KZ) 10 FEIR

[0144]  Jix (8) IR ZTERWEY (1)) /KA 1R, HIUE KR 1 ERERY

15



CN 103342679 A OB B 14/48 T

10 FEIR

[0145] %4 JE i AL ) A Ak A AT R L B, RS A B, T DAAEAE T1% N I B AR &R
H

[0146] S WIEHAE K2 0°CEKZ) 200°C FREAT, HALIE 0°CH KL 150°C . [V Il {E
KL 5 5803 K2 80 /N P 5E o

[0147]  7EHIES (1) AR EBM S ILEE T, 78 R P BA ISP L
S SR FAAT Z AL N N- eI 2

[0148] [N -11

[0149]
o-R" O-R'™
cl d
IS
H N
HC N 3 H

(1) (Tm
[o150] Mo R 5 bid B &R R AR, H R™ 2P RY FIR TR A 5N T [
YIFRFEEAL 1) N- et = FE M FE A
[0151]  4b&4) (11 SHIEALE VI R VAT 407538 R I AFAE T AE AT 35 57 B AE
A IE R AT
[0152] W] DAAE FH RIS 550 (00491 B 46 <K S AIRRL I, W an PR R, S S OB IE T B AU T
BEFN O WE s OB SR BR, 49 4 PR IR A 1% 5 T8k, 49 n — £k DY SR PR — 4 N3 & —
i PR I R O AR, R RN R R e AR, i R R e RS
e A A DY A 5 B TR A
[0153] & SR 9 F L& IR IR, 4n AR IR T 10 R el 4 S8 6, 4 PR BRI AN S R s &AL
YE SR, Wil S AL TS S = Z BRI AL AN X R S IR RS R A
Y s TEAL S AR BRI, Gl 2B VAR SRR AR B SRR SRR RS
[0154] 4 FH i iy I du P I k3 T Jr PR ok 4 J 3k 2 P PR Al B £ R BN A A 3 JR SR S s Y.
TR 2 IR A R4 200°C, HARIE K2 50°C %8 K2 150°C. VIl T IE R 10 Zpeh %
KL 10 /NI SERR . R R ok R I B B 42 & 3 I LI ARG T &4 (1) KREE &,
[0155] 4 fdf FH &4k 40 30 JR 51 B, 5 398, P 0 2 K4 -80°C 22 K4 100 °C, i ik K
21 -80CHE KL 70°C. [NVIEHFAERL 30 738p 2 K4 60 /NN 5. SAIE JEF K &
T R EY (11) K24 1 BEIRE KL 20 EIR, HARIE KL 1 EIR S KL 6 JER,
[0156]  Jlin — R i = L f N- £ — 5 TN G B 23 10 an 4y - 3A (MS—=3A) 431
4A (MS—4A) W] LS INBHZ RN AR R
[0157] s PR AL G000 JEL RN, s N E 0 7 LE 0 R ) 22 K40 20 AN KRR, AR IE &
FE 2R 10 A KRAETS, fEA AR P BAE SV B R i R P IR B BA O BB /K I A7
FENBHT . SOV E KL -30CE KL 100°C, ik K4 0CE KL 60°C. JMVIEH
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TERZ) 1 /NI 2 K2 12 /NI 58 G AL I8 TR 08 0 5 AHA T4 &4 (11) R4
0. Lwt % B K2y 40wt %, PLie K4y 1wt % 22 KE) 20wt % .

[o158]  FEALGH (11) S54EW 9) WM S RLEY (9) MR EFERLE
v (11) 20 1 R, HARIE | /R 2 KEd R,

[o150]  7ErEN (1) MEMFHFEAFMAGYSRIL P, R /& -C0o-(CH,) ,~NR°R* .
R & (4-3) EHel i 25 2 1 AR e B SRk 5- A% —2- 840 -1, 3— 3R s —4- 5
R AR R E RIS 4k & mT LUB L DU SO 5 5 —12 (157, @t b R 2 (4-1) &
JR P AE Y SERE X (10) RV IHI

[0160] 2V 7% ~12

7

[0161]
0 0
1l
0—C—(CHy) m—NHR® 0—C—(CHy) m~NR’R*"
Cl Cl
4b.,1
\ R™X™ (10) . N
0 0  CHs 0 0  CHs
HsC N
AAAG e as
(1n) (10)

[o162]  Hrp R™ BATEM KRR 1R BB IS Bk 5 3% —2- A0 -1, 3- 4R IR

Wi A= FEEUR ARG s, B R m f X 0 Bikse X

[0163] A5 (In) HBEEE X (10) RN AEAIE R AEBRIEA S PIRIAE AR R AT .

[o164]  EEEE T (10) (R RAE/RL G (In) | BERE KRBT &, A% 1 £ 10

IR

[0165]  J MVEFI A 056 (K, 20— 2k —AENER DU SRR L 2 TR

TR A, W AR B R 1, 2 R LAY EARR B, W LR LR 55 A, W

RN I T AR RS, W 25  DME L DMSO 1 NMP 5 B HLVR &35 711

[o166] A PEAL SR B A0S BRER ER, WIBR BR AN « B TR BF L 0k R S 400 « B IR SV 0 TR TR

Mo s WERR 2L, W R R B RR BN 5 A A WLARL, Gnntbme JBRME, N- ZJE T S NSRRI

MERE = Ol = G — AR L N— RNk, DBN, DBU i DABCO.

[0167]  GPEAL G BT 2 BRI G (In) 2D RE 1 BEIR AR | BE/RE R

29 10 FEIR o IXAERTAHLERAR AT LLHAER T

[o168]  Hf k)N 4- — P IR LML RE A7 7 T o SO K] s A Z e i, ] DUk %

[0169] bk S W) S iR B T Y A2 —10°C 32 100°C, 3%k 0°C 2 50°C, BEALIE 0°C B %3 .

NI [RGB S S 16 730803 24 /I, ARIE 30 Z3Bh A2 6 /NI, SEARIE 1 2 3 /AT

[0170]1 e (1) MM ZIF AN AW I P, Hp R 2 -CO-NHR' 2 71 H. R*

JE (4-2) AT 3R IR R e ik 2 AR b i e Ak 5l 5 A2 —2- 484X -1, 3— 4%
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MG —A- FEBURFR B e B Ak & ] Ll e B 5 % 13 i a vk, it &4 (2) 5
FERREELEY (1) NVl -
[0171] 7% -13

[0172]
0
OH 0—C—NHR
4c
R*NCO (11)
N -~ N
0 0 CHs 0 0 CHs
HsC N
(2) (1p)

[0178]  Horp R RATIEHE R T AR BRI RS AR B IR AL Bk 5- AL —2- AR -1,
3— RN A —4- FEEURKIER B3t

[0174] LB (2) 54L& (11 MR NAEGIE RS T, SAE AT, 247
TEAAEAER AL AW E BT AR L HUE ANAF AL S I I R 34T

[0175] Mg PRV I B0 FALEE 07 A Ja, Wik, AR A 2K Ik, G — 2Tk DU SRR L —
NI 2- IR O O B P BER T R 5 AR, W AR R R SRR
15 VY AR 5B, a1 L8R LR AN £ PP 5 I, i oA R0 PR G K 5 £ L PEERE L DMSO.
DME . 7~ FR 2R A e — iz 5 SR VR G 3H

[0176]  BRPEAL SV EIH]FEFE . = Z e e % . BRPE S YR R 2 RIS
(2) /DRy 1 BEIR A KL 1 BEIR B KL 10 FEIR o X BEIBR AL &4t mT LU VEV ) o
[0177] L& (1) [WEE T R EERIEY (2) KA 1 EIRE KL 5 BER, IR 1
£ 3 EER.

[0178] % NI H £E KL 0°CE K 200°C MIELE KL EIR T KL 150°C R T. %K
R AE KL 5 P &KL 30 /NN SE R

[0179]  MfEALFIan 4- — RSN BEAFAE T B ROV B R AR FR A i, 7] DR F 1% R
[0180]  fF Bk N7 e NREMEMEH I ED (2. 3) . (@) (B), (6) (7). (8).
9). (10). (1)~ (Ib)~ (1b”)\ (1e) - (1h)« (1))~ A1)+ (In) VRER . JZRIRZEL A, T
AL B, BRI DA By MR 0 18 75 vk a0 LR SE e A9 A BT I 1 5 v & AL S
[0181] 4 Bk R N7 e REMEMEH I ED (2. 3) . @) (B), (6)~ (7). (8).
(9). (10). (1)~ (Ib)~ (1b”)+ (Te)~ (1h)« (1J)~ (A1)« (In) RER JZMIRIEL S, 7T LA
SEATER s R AT R X AE AR B AR LA (1) H i SciRE)
o2k, I 2h e 2k B Eh S5 4R £k

[0182] AR EARE (1) ARRIIA Y B 3R QRS IS R A Ak e e 7 M AR R R4
W (KEY LTS ) .
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[0183]  FEA KM (1) RMZFIF BB S, HATNEEE AL & 90m] LUE
REAEIZAL G 5 225 L nT B2 (R S N i 25 2 M e A RN Al o SRR R £ B 1)1 AL 5
TR B, U0 BRI Sk R ik W 19 i S0 IR i SRR A 1R ;ﬁm@éﬁ,ﬁna&?ﬁ\
SRR IR RR AL DORIR L B SR S R IR R AR AL ff’“ Rl TN IR AR R
HVERFRR R R OIRER R L | TR SR AR IR A < A s IR (), KSR AR
RERBREE BAREE) -

[o184]  7EARMIME (1) RRMZIFEARZNSW T, BARMEEAL ST LUE
AT IZAL G 255 TS IR RE A 500 S o i 5 o 1l B A O 2t o SRR R 1) 1) 1R
5 JEEh, Bl mah (gt AR AR ) A R (e VBRERSE ) AR Ak
AHUREE (=i EE = Lk e 3 IEAEIE Eh IR O N, N - SRR L T
o= (R AAEPEERS) %%, i Swmy A s e 258
GATN SNV ERINT{ T ER R

[o185]  XLEERAFEAEA K HIRIVEFHZ A o

[o186] MR ik Je 7 S 3RAF I BEFf H ArAb &4 ml DUB I DR 7536 A MR 54 73
B IFAEAL A, AE S SR G v F a8 3 B T 0 An e i R G R 73 B R S
W0, SR AT AL TE B A s i A

[o187] AWML S HAT, 4, 8 In Hs s R 00E F 0 6 K30 T B . s 35 1 31
AT A A 2 B R TR 5 P R BRI (mesangial  cel 1) ARG T  HEACH] RIS PEA L
/BRSNS T o A 5 0l A 7 91 24« BRI P 24 /KR PR 2RI/ AR T SR 3
A, FAEPB ARG e s A O P A S B9 1 2 A ”XF$7J<HFP 7 ) K
T~y 3 ey (™ EE A0 ) 308 ) I DO REREAG LA N s 3% 70 Wb 7 SR G AIE (STADH)
FFASEAL AR IME ARCRHIAE B PRI R ER T BEAN 42 2 B2 W 0 (PKD) HFHAE R

[o188]  4F 25t ] T N AN, A B IAL A W0 ml DAL e 25 8] a9 n P 395 e
FACE ST B — BRI HE KR ) S 57Kk 3R 1T S5 505 (ARB) AN/ Bk i = [ i
7 AL

[o189] A Bt &l LLLA— R 5 & XA - IXFERI 29 & ] Lo
HRLTT VA AL YRR RN/ sSTE 50) n KEORE  IZHC ) Rl 70 S 7 o A 3 i
(IR IR riTe7ia I

[o190] A& AR WAL G5 AL G A0 URSE 17 B I AR R E . 74
5 T LR AR VT BV TN UKL R R TR TR ) (W B TRIGE ) VIR

faray
3 o

[0191] & T TR 71, AT LA 32 A AR AT AR U80S R O 0 5 A e ik . A9 (0 F IR
TEF, WUFURE OB SR R0 PR 25 VE R B IR AT « U b 5 R AT A R FIRERR AN A
), WK STEVNEE BB (simple  syrup) 4 2 BV VR DE R VL BH IS8 7 TR 2 4T
Yrze U FIEET Yl 22 IR PRI 2 S AR L s Be B 5 i A0, 3 K U R R A BT RD
EAT 22 WM R i R S Ah o R 5 28 40 s R/ Ll AL IRE 1 T I R SR 1 — bt ot R
JIR R B H YH R A AR FLRE 5 AR DI, G b T TS R H R (stearin) A A]IRANEL
T IR G 2R R RRORT T e EEAR R AN SRR R, i H R E R ISR, ek %Lﬁ‘ﬁ%
g N/ w1 T2 L s = | P S B = 7 B (0 =11 D v it e I o
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Ah AL ] DL AR b 75 2 HAA R A A 5 550, 40 an, B R S BHIR B v A
FEREA T ZE R Z JE R

[0192] 24 T JE AT, W] CAS 32 JAs FH AT T AR AT 60 0 20 B o5 Ao A o o491 1~ A
TEF), WA 288 FUBE ERy TR IE SR & R A RS 50), dn Ba A A TR
TE R IR S s iR, 0 BAT 288 Bl 555

[0193] 24 T B kTR, W] LA 32 A FH AT ) AR A5l 00 L 2 1 25 P k. LA A0 6 5%
L BE R R R | e I B A RH TR SR .

[0194] W] LM AE G Ty i I8 @ IR A E M e 6 S BRI Rk, TR
GRS B A s 2 R IR B S 2

[0195]  Jfy 1 T ey 59 5, v FLR) B iR ML 2 R W JF H S M 5. 4
P8 VA VB SRR R VTR 3R S SR s, R AT FH AR S8 R FH R AR A B . X
14 B TR 48] 7 B G K FLIER KW s ST T I SR R Rl I i R S B
(polyoxylated) s flEEE  ZE A LA K (L AL R DT BRI, 2655 . FEIRXMIE DL, a5+
BV TN B S I RAGAN A RE L H BRI T LB AN ST . T BUn
N FH B pH 5 70 S 22 PR OGS

[o196] i AL, B R] LU AL BN IR, Wizs ), B ) 1R o A E ok o) & e 2
Yo

[o197]  TEX (1) AR B G Wi SR 7R A A W R 24 A il 5] Ao 1y 2 v A e ool R il , ] BATE
BHLE AR RIS . — e, A A LA R 25 W SR R 29 0. 01wt %6 B K4
70wt %% o

[0198] A W I 25 ) il 300 1 4 24 07 XA e ol B, R DA e 3 5 T 500 20 R 4F
U SR L e RO S i P B R R () V25 24 o AN, 3R PRI R BRI FLA Rk
MHERT DL IREE 24 o 56 50 m] DA SRR Ik P 26 2, BR8] L ML AR ) B e 2 a4 26
W IR BRI W IR G AT H K N 25 25, o] DURR 4 75 BE@ i WLy« B2 9 B2 R B IR Y
B2,

[0199] A& BH (1) 254 il 30 i 5 e mT AR B8 55 8 75 58« BB A M R L e R O 5 1)
PEE R R RATE IR R B A, RN A RS HE R (D) AR SR B
2RI DLRER BT 50K 0. 001 2] 100mg, fLi% 0. 001 2| 50mg [ =24 .

[0200]  FImEFEAFE KA M. DT ERERIFGRED fE2 28 5, M2 T FIRTE H
Fiil R ATy A T i

[0201]  ASCHIHEIE R LR HFIEHCSCRAE S I AE 275 .

[0202] R HHZCE

[0203] R A< BH, W DABR AL H K 28 Bk A A, TR IR R M0, Qb i R 4
FEAHIH (1) 1M 3B KF , AT Be 4 A BRI 253K

[0204] i FH T A AR, AR B4 G4 (1) B ER VT LA Zy s Ak g v M i 73 FE AR
H,

[0205]  hAb, AR IR G (1) SRS &b It B o T3 5540, KRG Y)
(1) BH: R HA R R4 e T

[0206] EIAFHARHEAEY (1) 8L, v DAL Z RO X i 2593801 F8 7] TH 3%
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B YRR S N RE /R

[0207] 7 AH Y B AR S2 i 5 A

[0208] " [ ) S Bt 4G 0E — 0 VR Al R A e B AT U EH

[0209]  Sijifs] 1

[0210]  {7- 50 -1-[2- F2& —4-(2- AR ) - R BEEE 1-2,3,4,5- PU& -1H- 2R
I [b] BAE -5- 3L | BEHIMRMEE

[0211] K FE4% 3% 3H (1. 0g, 2. 2mmol) - BE F W& BT (0. 33g, 3. 3mmol) Fl 4— — FF 4 JL nit wg
(DMAP) (27mg, 0. 22mmo1) JNE| 1- FZE —2- MEREHERR (3ml) o, 76 100°C FHEHIR G 1 /)
o ] SN VR A K, 0l ok pE AR P AR BIUTIE ) . A R PR G iR A A DT )
(IECKE : ZFRATE=50 © 50 — 20 : 80) . WIEIRAELAEALIKI =Y. Kk B T K
TR ARG AR TR 3R 300mg 1 A 0 e T [ ik {7- & -1-[2- & —4-(2- FEEH
s dk ) - RIS 1-2,3,4,5- VUG —1H- 263F [b] A 4% —5- 3L | BEHIRNS.

[0212]  '"H-NMR (DMSO-d,, 100°C ) dppm :

[0213]  1.6-2.1(4H, m),2.37(6H, s),2.5-2.6(2H, m), 2. 6-2. 7(2H, m) , 3. 0~4. 3 (2H, m)
5.9-6.0(1H, m),6.8-7.1 (2H, m), 7. 1-7. 3(3H, m), 7. 3-7. 5 (4H, m) , 7. 56 (1H, s),9. 8 (1H,
br) o

[0214]  SCjEfH) 2

[0215]  {7-% -1-[2- & —4-(2- RERRFEEE ) - AP BE 1-2,3,4,5- PIE —1H- =K
I [b] EAE -5- % ) BEHIMR AN Lh

[0216] % Tk MR & #1 (46mg,0.55mmol) 1) 7K ¥ ¥ (2ml) ¥ fn 2 {7- & -1-[2- F
B —4- (- PEIEMERE I ) - FEPEEE 1-2,3,4,5- WA -1H- % 3F [b] B 4E 5- %}
BEII RIS (0. 30g,0. 55mmol) [ FEEWE (2ml) ™, HAE SR R RS 1 /M. 78X
29 30°C ks 28t I IE . R AR IS, 3199 0. 29g(94% ) L TEi {7- & -1-[2- /
B —4-(2- PR WEEIE ) - KW 1-2,3,4,5- P& —1H- 269F [b] A 4% 5- % | B¢
HIR BRI .

[0217]  '"H-NMR (DMSO-d,, 100°C ) dppm :

[0218]  1.70-2.10(4H,m),2. 19 (2H, t, ] = 7. 1Hz), 2. 37 (6H, s) , 2. 56 (2H, t, ] = 7. 1Hz),
3.05-3. 50 (1H, m) , 3. 65-4. 25 (1H, m) , 5. 85-5. 95 (1H, m) , 6. 75-6. 90 (1H, m) , 6. 90-7. 10 (2H,
m),7.15-7.55(6H, m) , 7. 58 (1H, s) , 9. 80 (1H, br) .

[0219]  SCjEfH] 3

[0220]  {7-% -1-[2- & —4-(2- AR B E ) - AP B 1-2,3,4,5- PIE -1H- K
I [b] k% —5- 25 ) BRHIER MR 45

[0221] DL RISt 2 shR U 7 AT e TR i) {7- S -1-[2- L —4-(2- FISER
FEE S ) - S FEESE 1-2,3,4,5- PUS —1H- #9F [b] B Zv%E —5- 58 | BEHIMREEHT ;.
[0222]  'H-NMR (DMSO-d,, 100°C ) dppm :

[0223]  1.70-2.10(4H,m),2. 16 (2H, t, ] = 7. 1Hz),2. 37 (6H, s) , 2. 48 (2H, t, ] = 7. 1Hz),
2.95-3. 50 (1H, m) , 3. 70-4. 25 (1H, m) , 5. 85-5. 95 (1H, m) , 6. 75-6. 90 (1H, m) , 7. 00-7. 15 (2H,
m) , 7. 20-7. 45 (6H, m) , 7. 58 (1H, s) ,9. 77 (1H, br) .

[0224]  SZJEf 4
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[0225]  4-{7- & —-1-[2- A1 2& —4-(2- 1 2k 28 W B 2 26 ) - & W Bk 2k 1-2,3,4,5- Y
A —1H- 259 [b] A A —5- AL | T IRE

[0226]  Hf 4-{7- G —1-[2- A& 4- (- FAER P& 55 ) - X Pl & 1-2,3,4,5- Y
S -1H-289F [b] B3 -5 FARIE ) TR (0. 30g,0. 53mmol) ¥ T (2ml) o H4BRERS
B (45mg, 0. 53mmo1) HIZKHEIE (2ml) MIAFH, FFAEEIE T HFZIR G L/ o W48 SN
RGN, R B LR LBEVEES ARG AT, 3R15 0. 14g (45% ) L BH 4-{7T- & -1-[2- F
Bk —4-(2- IR PR SE ) - ZEPEE 1-2, 3,4, 5- TIA —1H- 25 5F [b] B -5- S48
5 TR

[0227]  '"H-NMR (DMSO-d,, 100°C ) dppm :

[0228] 1.70-2.10(8H, m),2.37(6H, s),2.45-2.55(2H, m),3. 10-3.55(1H, m),
3.70-4. 10 (1H, m) , 5. 90-6. 00 (1H, m) , 6. 85—6. 95 (1H, m) , 7. 00-7. 10 (1H, m) , 7. 10-7. 45 (7H,
m),7.58(1H, s),9. 83 (1H, br) .

[0229]  SEJifH] 5

[0230]  {7- % -1-[2- A3 4- (- FEXFBREE) - XPBE 1-2,3,4,5- PUE -1H- K
I [b] HAE —5- 55 ) BEIAER NS A G

[0231] ) {7— S —1-[2- F7 5 —4-(2—- M9 2 2% 9 I 2 26 ) — =8 A Bk 2 1-2,3,4,5- 1Y
A -1H- #3F [b] ®IvE -5- 3 | BEHIMRES (0. 25g,0. 46mmol) FIFKERAR (76mg, 0. 55mmol)
[¥) DMF (5m1) EJF P AR &% (341 1,0. 55mmol) , FE7E 2 T HEZIR-S Y 2 /DI . 8K
Ji 1) RSB A s ok, s ik g e e AR T A AT . iR ek (IET
Bt o CIROHR ) AT Y. WAEE / KA 5 S A4 =4, N 3RAT 0. 208 (T7% ) K]
B AR (7- & -1-[2- FI5E -4- (2- MEER Bz AL ) - AP B 1-2,3,4,5- Y& -1H- 2%
Jf [b] A% —5- 3L ) BEHIRRMS K.

[0232]  J& 4 :173.6-175.5°C

[0233]  'H-NMR (DMSO-d,, 100°C ) dppm :

[0234]  1.70-2.05(4H, m), 2. 37 (6H, s),2.55-2. 70 (2H, m), 2. 70-2. 80 (2H, m) ,
3.10-3. 45 (1H, m), 3. 62 (3H, s),3. 80-4. 10 (1H, m) , 5. 90-6. 00 (1H, m) , 6. 80-7. 00 (2H, m) ,
7.05-7. 25 (3H, m) , 7. 30-7. 45 (4H, m) , 7. 56 (1H, s) , 9. 79 (1H, br) »

[0235] St 6

[0236]  7- 5 —5-[N-(2- AL L3 ) - BEHIML QLA 1-1-[2- 3k —4- (2- LR Pl
B - ZEFBEEE 1-2,3,4,5- PU&S —1H- 2E3F [b] Av%

[0237] % {7- S —1-[2- 7 5 —4-(2—- 9 2 oK 9 I & 266 ) — =8 A9 Bk 2 1-2,3,4,5- 1Y
S -1H- 2K 3F [b] A 2% = -5- %5 ) B I % EE (0. 30g,0.55mmol) \2—- & & & B (40n 1,
0. 66mmo1) « WSC (0. 13g,0. 66mmol) Fl 1- ¥ J& 2 3+ = M (HOBt) (0. 10g,0. 66mmol) ¥ T
DMF (5m1) o7, FfF7E %R T RIR YA ARG I NSRS K. T8l sEf
LR U I AT B ERER EEE (LIRS © P ) aifb T8, M
RA30.19¢(59% ) LM 7T- A 5-[IN-2- BE L&) - BEHI M I B4 & 1-1-[2- F
K —4- (2- PR RELEIE ) - EPBEEE 1-2,3,4,5- WUA -1H- If [b] &A%,

[0238]  'H-NMR(CDCI,) dppm :
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[0239] 1.25-2.90(12H, m),2.95-3. 75 (7H, m) , 4. 60—4. 95 (1H, m) , 5. 80—6. 05 (1H, m) ,

6. 35-6. 65 (2H, m) ,6. 80-7. 05(2H, m) , 7. 10-7. 70 (8H, m) , 8. 00-8. 25 (1H, m) »

[0240]  SEifs) 7

[0241]  {7-50-1-[2- 2 —4- (- AR HBLEE ) - RPBLE 1-2,3,4,5- PU& -1H- 2R

I [b] 5&71‘—?‘ -5 FEEIRAE T | 4R (WA FEARE AR — LR s )

[0242] B 4LAR A H (1. 0g, 2. 2mmol) Al 4- — H & FE AL e (27mg, 0. 22mmol) % T nik meE

(5ml) o [P IIA WAL = AFEHET (Thiodiglycolic anhydride) (2. 9g, 22mmol) , FF7E=E

T HHZEEY LA o [ RMIREWT I IN R, R 5 1R CRAEBRE Y. A

MUZH IN SRR UEVS SRR R T o I 8RR R 4 I, I Rk AR PR iy (=&

Pt - FEE= 100 : 0—83 : 17) AifbFR AW, I i R ik (LR Ol ) B2

AERSy . BIEAERPRGE A (IECH - LBREHE=50 © 50 — 0 © 100) g4tk

R, FRR O IRAGAAL I =)« B W T LI KGR AR TG AR T, 3R-45 350mg 1)

B E R A (7- & -1-[2- 3L —4-(2- IR Pz 2k ) - 2 Pl 1-2,3,4,5- 1Y

& -1H- ZK3F [b] l:\udv?‘ -5- FEREFWME | 4R,

[0243]  'H-NMR (DMSO-d, 100°C ) dppm :

[0244] 1.6-2.2(4H, m),2.4(6H, s),3.0-4.4(2H, m), 3. 39 (2H, s),3.60(2H, s),

5.8-6.0(1H, m),6.8-7. 1 (2H, m) , 7. 2-7.5(7H, m) , 7. 57 (1H, s) , 9. S(1H, br)

[0245]  SEjifsl 8

[0246]  {7- 50 -1-[2- & —4-(2- FERFELEE ) - AP BE 1-2,3,4,5- II& —1H- K

FF [b] Tm? —5- BRI T | PR

[02471 B ¢ 1k ¥ #H (1. 0g, 2. 2mmol) F1 4— — A 2 Lk g (27mg, 0. 22mmol) % T it

e (5ml) o [ Horb o N WA 5 = SR B (0. 43g, 3. 3mmol) , HAE E W N B AR S i

B HE— 5 M WA F = Z BB (0. 86g,6. 5mmol) , 4R Ji5 fE &= i N HEFHIR &9 2 /b

o o S NIREY N IN ERR, R 5 HH Q1R CBE 2 BUZIR B Y. ANLEH IN TR YL

B 2 TC/K IR RN T8 o I SRR R AR I, i B B A i N = R RS R el o O R R b

(trimethylsilyldiazomethane) , #K J5 76 %0 T~ i H IR & % 1/ R ik i

FIEEY, B AL VL (IECHRE - LBRAEE=60 © 40— 0 © 100) Zitb7%E D).

IR IRAGAEAL B 1), ¥ % BB s T ZEWJ@%MQ*&KE/@@%?@T& 3RS 880mg 1) H G E

FEEfR {7- 3 -1-[2- B3 —4- Q- FERPHRE ) - KPR 1-2,3,4,5- I -1H- 3%

JF [b] Tm«? -5 FAAIRFE P | R BE,

[0248]  'H-NMR (DMSO-d,, 100°C ) dppm :

[0249] 1.5-1.9(4H, m), 2. 37 (6H, s) , 2. 8-4. 3(2H, m) , 3. 48 (2H, s) , 3. 61 (2H, s) , 3. 63 (3H,

s),5.9-6.1(1H, m),6.8-7.1(20, m),7.1-7.3(3H, m),7.3-7.5(4H, m) ,7. 57 (1H, s),

9. 82 (1H, br) .

[0250]  SEJifs) 9

[0251]  {7-5 -1-[2- & —4-(2- RERFEEE ) - AFBE 1-2,3,4,5- PIE —1H- =K

I [b] EIM% -5- TR A PREIESS | - £ 1% TS

[0252] BA7T- A 12— AL —4-(2- 1k % PG 2 2k ) - 2R R 2k 1-2,3,4,5- 1Y
~1H-Z5JF [b] B %% -5 FLAEURIL FHiL } ZMRTEE (480mg, 0. 81mmol) %5 F FEE (5ml)
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A7k (2ml) o FH A I AOXxone® (2KHSO,/K,S0,/KHSO0,) (1. 5g, 2. 4mmol) , 752538 N PiH IR

EW) 20 AN o T RONIRAE PRI, HH GIR CERAEBUR A . T /K TR T AR L

Yo iEyEFE RS G, @A RS AL (IECHE @ ZREEE=50 © 50 — 20 © 80)

AL TR Yo R IRARZEAC IR 1), W ik RS T S B /KBS, HEA R T, 3R13 200mg

W E T E A {(7- & -1-[2- 3L -4-(2- FEE PRI ) - KB 1-2,3,4,5- 114

A -1H-Z59F [b] HAYE -5 A PRELE | - 2R TR,

[0253]  'H-NMR (DMSO-d,, 100°C ) dppm :

[0254] 1.5-1.9(4H, m),2. 37 (6H, s) , 2. 8-4. 3(2H, m) , 3. 48 (2H, s) , 3. 61 (2H, s) , 3. 63 (3H,

$),5.9-6.1(1H, m),6.8-7. 1 (2H, m) , 7. 1-7. 3(3H, m) , 7. 3-7. 5 (4H, m) , 7. 57 (1H, s),

9. 82 (1H, br) .

[0255]  sEjifs)] 10

[0256]  {7- % —1-[2- A& —4-(2- RER B IE ) - AP WA 1-2,3,4,5- PIE —-1H- =K

I [b] BAE -5- 3 | BANmRNE

[0257]  [a]4EAR%4H (2. 00g, 4. 4mmol) FHAELEE (0. 40ml, 5. Ommol) (I — 4% (20ml) ¥V

MBI RS (1. 24m1, 4. 4mmo) , FEAE =L T AR AW o 17 N TR S s K,

HH Z R PEABURE Y & IR HUZ AR @A B KSR G, SR T i

FERIRAR fa , B R sk (IECkE © LR AER) 4ifbik B, M3k 2. 25¢ (74% ) &

SETEH {7T- A —1-[2- P2 —4- (2- IR PWE2 AL ) - AR P IR 1-2,3,4,5- PIE —1H- &

I [b] HAE -5 55 ) AR NS

[0258]  '"H-NMR (DMSO—d,, 100°C ) dppm

[0259]  0.85(3H, t, J = 6.8Hz), 1. 15-1.45(24H, m), 1. 55-1. 70 (2H, m) , 1. 75-2. 10 (4H,

m) , 2. 37 (6H, s),2.40-2. 50 (2H, m) , 3. 05-3. 55 (1H, m) , 3. 60—4. 30 (1H, m) , 5. 90-6. 00 (1H,

m) , 6. 80-7. 05 (2H, m) , 7. 10-7. 45 (7H, m) , 7. 56 (1H, s) , 9. 81 (1H, br) ,

[0260]  Sjfs] 11

[0261]  {7-%0-1-[2- &k —4-(2- AR AL 2L ) - SR ESE 1-2, 3,4, 5- PUA( —1H- 2K

I [b] BINE -5- 3 ) GO HlE

[0262] KH4CLAREIH (10g, 22mmol) FIALHE (2. Tml, 33mmol) & iF T 5 ke (100ml) H,

FAE FH VKA ZN 0 R B ISR ZBES (2. 6ml, 33mmol) » Z¥E F SRS KRS 1

/NI o ] NTRE BN IN 2R, SR 5 F R P A BGR G . AHUZH IN SR vEVE,

KRN T4 b pE R iR 4 5, Bk i kR PR i vk (IE Ok - LR LEE=

60 . 40— 46 . 54) AR, R1F 12g AL E Rk {(7- R -1-[2- FE-4-(2-F

R PR ) - B 1-2,3,4,5- PI& —1H- 2K [b] Bv%E —5- 5 ) ZUR MRS

[0263]  'H-NMR (DMSO-d,, 100°C ) dppm :

[0264]  1.7-2.2(4H, m),2. 36 (6H, s),2.6-4. 3(2H, m),4. 44 (2H, s),5.9-6. 0 (1H, m),

6.8-7.1(2H, m),7.1-7. 3(3H, m) , 7. 3-7. 5(4H, m) , 7. 57 (1H, s) , 9. 8 (1H, br) ,

[0265]  SEJifs] 12

[0266]  4-{7- & —1-[2- 1 2% —4-(2- A7 0% o8 M 2 25 ) - =% 99 Bt &% 1-2,3,4,5- 1Y

A —1H- Z5JF [b] A% -5- S BSE AL ) - URR —1- R T Ig

[0267] [ &/ (10ml) A b A {7- & —1-[2- A3 —4-(2—- F 3L 28 ARk 2 3L ) - < T ik
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$5£1-2,3,4,5- PU& - 1H-289F [b] A% 52} GRS EREE (1. 2g, 2. 3mmol) \WRHE —1- F
FRACT W (1-BOC- WRIE ) (0. 47g, 2. 5mmol) FIFKEREN (0. 35g, 2. bmmol) , I 7E 2= N i HEiR
G 2 N %Fﬁfif&mmtmu)\m&a@adﬁ_ Lk ERR ZAEY) o R IRAF
R EARE (IEC - SROlE= 50 — 20 © 80) AALIR W . Yk KA
a1 ), 3R 1. 2g FE A A 4-{7- & —1—[2— AL —4-(2- PR R IR ) - %
LS 1-2,3,4,5- PUSL - 1H- 2KJF [b] &3 —5- BRI 2L ) - URiE —1- FERALU T /g
[0268]  'H-NMR (DMSO-d,, 100°C ) dppm :

[0269]  1.42(9H, s),1.7-2.2(4H, m),2. 39 (6H, s),2. 56 (4H, t, ] = 5. 1Hz), 3. 37 (4H, t, J
= 5. 1Hz), 3. 42 (2H, s) , 2. 6-4. 3(2H, m) , 5. 9-6. 1 (1H, m) ,6. 9-7. 0 (1H, m) , 7. 0~7. 1 (1H, m) ,
7.1-7.5(7H, m) , 7. 59 (1H, s) , 9. 8 (1H, br)

[0270]  SEjEfs] 13

[0271]  1-{7T- & -1-[2- 2 4-2- FRE R Pl = )-8 F B & 1-2,3,4,5- 11
A -1H- 2501 [b] BAv% -5- A BEE T ) - IR bRk

[0272] [ 4-{7T- & —-1-[2- F & 4-Q- FEFXPBARE)- X FBERE 1-2,3,4,5- 11
A -1H- 2K 9 [b] E % -5 AR I 1 - WRE —1- FEBUT AR (1. 2g, 1. 8mmol) ff
O O (16ml) AN AN RAE R O O (3. Tml) , FFAE SR F AR &
W12 /ANE . Rk pE R VTIEY), H GIR L BR VRS, IF T3R5 800mg 1 A 5 (oK K 11
1-{7- % —1-[2- B —4- (- FREEF BRI ) - KPBHE 1-2,3,4,5- PUE —1H- Z£3F [b]
A -5 FLE I AL | - ReE AR R LR

[0273]  'H-NMR (DMSO—-d,, 100°C ) dppm :

[0274]  1.6-2.4(4H, m), 2. 369 (3H, s),2.374(3H, s),2.8-3.0(4H, m), 3. 0-3. 2 (4H,
m),3.4-3.7(2H, m),3. 0-4. 3 (2H, m),5. 7 (1H, br),5.9-6. 1 (1H, m) ,6. 8-7. 1 (2H, m) ,
7.1-7.3(3H, m), 7. 3-7. 5 (4H, m) , 7. 56 (11, s) , 9. 2 (2H, br) , 9. 87 (1H, br) »

[0275]  sEjfsl] 14

[0276]  1-{7- & —1-[2- 1 2& 4-(2- F R 28K Bl & 28 ) - 28 It &% 1-2,3,4,5- 1
A -1H- 2591 [b] HAL%E -5 FEEIRIE AL ) —4- FILIREE — 2hiR &k

[0277]1 [ FIE (Bml) hn A 1-{7- & —1-[2- 2L —4-Q- FEXFELRE ) - K F B
$£1-2,3,4,5- YA -1H- 2K JF [b] A A% —5- SEAUSE A | - WRE — R 7% 21 (400mg,
0.62mmol) « 4% /K Iy A& (0. 15ml, 1. 9mmol) . Z B2 #l (61mg, 0. 74mmol) A & F& M & 1L Hh
(sodium cyanotrihydroborate) (119mg, 1. 9mmol) , IF7E IR PR S 1 /P . 1) 2
MR AP I K RSB B K, B i pE BT e, K, ARG T8 315
IE AR T LR L B8, SX 5 AN AN EALE I 4R LB (0. 5ml) o AR5 @

PSR DTIE W), H 18 L Bs V%, FF 88, 3/15 240mg 1R B M KK 1-{7- & -1-[2- F
B —4- (2~ FHEKEFEEESE ) - ZRFPWEE 1-2, 3,4, 5- P& ~1H- 25 5F [b] &% -5 S5t
FEHEE | -4- PREIREE R L.

[0278]  'H-NMR (DMSO-d,, 100°C ) dppm :

[0279]  1.6-2.1(4H, m),2.369(3H, s),2.374(3H, s),2. 73(3H, s),2.8-4. 3 (2H,
m), 2. 8-3. 0 (4H, m),3.0-3. 4 (4H, m), 3. 54 (2H, s),5.9-6. 1 (1H, m),6.8-7. 1 (2H, m) ,
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7.1-7.4(7TH, m) , 7. 54 (1H, s) , 9. 8 (1H, br)

[0280]  SLJiEfs] 15

[0281]  {7-40-1-[2- % —4-(2- AR HBLE A ) - R BEE 1-2,3,4,5- P& -1H- 2R

I [b] BIkE —5- 3 }4- “FRLGIE T R NETh e £h

[0282]  # FLAK I IH (1. 0g,2. 2mmol) 4— — FF L (56 T /R h R £ (0. 48g, 2. 9mmol) FlI

4- — FGEEAEEE (27mg, 0. 22mmol) &V T &ML Gml) H. [[H P IMA= 20 0. 4ml)

-G IR ) -3- L3k W iZERER £ (WSC) (0. 558, 2. 9mmo ) , FF7E % i T 4k

PERAW 12 /NI 8] SOSIRA ) I AR BR SN K VAR ] 218 BB R BUR S .

AHLE H A S AN KA e i, E8 0K R AN T8 o o DB gal i v 445 i 0 e ek e P

itk (IECKE - 4BAEE=50 © 50— 0 © 100) 4ifbi 5y, WEIKRGEAL =Y.

RIGIGTR BT 1 B8, 35 m Hrh o AN SAL S 218 283, T80 3 4 7 A2 11

REW. WAREYTIK (oml) . g, A THE, 3545 0. 91g 1 A6 & TR 1A

{T-5-1-[2- & —4- - RERFWER ) - KRR 1-2,3,4,5- PUA -1H-283F [b] A

B —5- K 4- T HIEILE T IREG IR

[0283]  "H-NMR (DMSO-d,, 100°C ) dppm :

[0284] 1.6-2.1(6H, m),2.37(3H, s),2.38(3H, s),2.5-2.6(2H, m),2.74(6H, s),

3.0-3.1(2H, m), 3. 0-4. 3(2H, m) ,5.9-6. 0 (1H, m) ,6. 7-7. 1 (2H, m) , 7. 1-7. 2(3H, m),

7.2-7.5(4H, m),7.54(1H, s) ,9. 8 (1H, br) »

[0285]  SLJifs] 16

[0286]  {7- 5 —1-[2- & —4-(2- IR FEL ) - AP WA 1-2,3,4,5- PIE —1H- K

I [b] BAeE —5- 5 14— AT FeliE

[0287] K 4EARAEIH (10. 0g,22. 3mmol) 43 BL T & ke (100m1) o ] o op i A otk me

(2. Tml) , FFHRFRE Y MERTFHRA Y P BE M 4- ST BER (3. 74ml) , HFAE=WE T

PLFRIR G 0 SRR RN R A K, ] S e A GRG0, F R U B /K s Rk

W, B IREET e BRI R IR YE 5, ] 2RSS S AR AR B o T g e 7 A 1

A, JETEE, /15 10, Tg ALK R {7- & —1-[2- W3E —4-(2- PR PELE I ) - X P

K 1-2,3,4,5- PUSA -1H- 2K3F [b] &4e% -5- % 14— ST Mg

[0288]  'H-NMR(CDC1,) dppm :

[0289]  1.50-2.92(16H,m),3. 10-4. 02 (2. 4H, m) , 4. 70-5. 13 (1H, m) , 5. 86-6. 19 (1. 2H, m)

6. 48-6. 68 (1H, m) , 6. 82-7. 82 (8. 8H, m)

[0290]  SEjfs] 17

[0291]  {7-S -1-[2- & —4-(2- AER LSS ) - AP/ 1-2,3,4,5- PIE -1H- K

3 [b] B % -5- JE 14— (4- CEEIEDRME —1- 25 ) T MRS

[0202] 4 {7T-S -1-[2-FEA-C-FEEXFHRE)- KPR ]-2,3,4,5- 1

A -1H-Z5JF [b] B3 55 1 4- W TBRER (0.5g) W T 48 (loml) . ¥ 1- ZEEHREIR

iz (0. 35g) ALY (0. 41g) FHRKIEREN (0. 19g) W INBEWR H, HAEMIH T IMAVEEY) 19 /)

o K SR N IR, H GR SR AEBUR G, /KBS, SRR BN T 5. ok 8RNI R vk

i )G, MR AT A (&R © FEE= 100 © 1 — 100 : 10) 4ifbFR Y, 3545 0. 3g

Tt {7- & -1-[2- B3k —4- (- R L a S ) - 2R AL 1-2, 3,4, 5- P& -1H- 2%
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3 [b] B3 —5- Jk 14— (4- CWEIEDRME —1- 35 ) T HRE.

[0293]  'H-NMR(CDC1,) dppm :

[0204]  1.52-2.66(23.6H,m),2.70-2.92(1H, m), 3. 03-4. 07 (4. 4H, m) , 4. 72-5. 14 (11, m) ,
5.83-6. 20 (1. 2H, m) , 6. 45-6. 68 (1H, m) , 6. 79-7. 78 (8. 8H, m) ,

[0295]  sEjifsl 18

[0206]  {7- %0 —-1-[2- F2&k —4-(2- AR AL 2E ) - SR ESE 1-2, 3,4, 5- PUA( —1H- K
3 [b] BAZ 5 [(1- "R BE ) PREHE ] 2R

[0207] o) {7T- S —1-[2- {5 —4-(2- A28 Pl 2 25 ) - 28 B & 1-2,3,4,5- 1
S -1H-Z5JF [b] B4 555 ) AEEKE LR (0. 60g, 1. 2mmol) 15 A%t (10m1) ¥
B I TG 1- S 2 (0. 12m1, 1. 2mmol) , 3 HIKAENREGW . ARG, [ i n
AN- M (0. 15ml, 1. 4mmol) « 7E = N Hide = AR EW 1 /M2 5, H 1R L1
FE R NVAIR G, KR S AL B K i %, et BR T . b Rk As 2 Ja , 18 I ki
FEEIBE (IECKE - LRROBE) 2k, $543 0. 67g(93% ) WJLER {(T- A -1-[2- F
B -4-(2- AL RS L ) - WL 1-2,3,4,5- PU&E —1H- % 3F [b] A% -5- 5
[(1-RCEIRE ) FEAKR ] SRS,

[0298]  'H-NMR(CDC1,) dppm :

[0299]  1.70-1.95(5H, m),2. 10-2. 55 (7H, m), 2. 75-3. 15 (4H, m) , 3. 85-4. 55 (2H, m) ,
4.70-5. 10 (1H, m) , 5. 85-6. 20 (1H, m) , 6. 45-6. 65 (2H, m) , 6. 75—7. 75 (1 1H, m)

[0300] MS(M+1) :626,

[0301]  SEjifs) 19

[0302]  {7-G —1-[2- Ik —4-(2- AR L2 2L ) - AN LSS 1-2, 3,4, 5- PUS —1H- 2%
3 [b] EAE 5% ) [(1- SBHR - R ) FRAK ] LM

[0303]  FEAHVKAEIT, ) {7- & —1-[2- B3 —4- (- PR B ) - KRB 1-2,
3,4,5- PU& —1H- 26 5F [b] BAeE —5- 3k ) [(1- WO IREE ) FIEEIE 1 2RI (0. 35,
0. 56mmol) [ L& (0. 32ml, 5. 6mmol) P Z M MA N- R (0. 31ml, 2. 8mmol) , FF
TEEWR THARAG M R 7 R NIRE P oK, 28 5 18 i i s s8R 7= AL DT ie ) 98 R
To BT EREE (IECH @ SRR ) 4T84, 3813 0. 268 (72% ) o2 TE I
{7- & -1-[2- FIE —4-(2- PR IR ) - R mESE 1-2, 3,4, 5- PUS —1H- 23F [b] &
I 53 [(1- LBHE - CRIRFE) PRAE ] 2B

[0304]  'H-NMR (DMSO-d,) dppm :

[0305]  1.35-1.45(3H, m), 1. 75-2. 15(7H, m), 2. 37 (6H, s),2. 95 (3H, s), 3. 15-3. 50 (1H,
m) , 3. 70-4. 15 (11, m), 4. 17 (2H, s),5. 95-6. 05 (11, m) , 6. 55—6. 70 (11, m) , 6. 85-7. 00 (2H,
m), 7. 10-7. 25 (3H, m) , 7. 30-7. 45 (4H, m) , 7. 56 (1H, s) ,9. 77 (1H, br) ,

[0306]  SEjifs) 20

[0307]  {7-S -1-[2- & —4-(2- RER B EE ) - APBE 1-2,3,4,5- PIE -1H- K
I [b] E k% —5- 2L ) 3-[2- ( RS BEIES ) —4, 6 — FEEAEE 1-3- FEE T R Mg

[0308] A4 FE AR5 4H (0.63g) \3-[2- (W R A BB 4 ) —4,6- — LA IE 1-3- AT
% (0.70g) Al 4- — 1 FE L mg (DMAP) (24mg, 0. 22mmol) & V% T — & B % (10ml) .
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WA IMAN-((ZEWREE) WFHE)-N, N- ZHFERF -1,3- R WSO
(383mg) , IHFAEZIE FIHIR G 3 /o [n] S NIR-E VTP I INK, IFH £ S BE A BUR S
V), IR RN T8 I PRI R 4 i, @ i R R A (IECHK © SRS =
70 1 30 —> 35 : 65) AifLIREE Y. PRI GE ALK Y, 3RAT 0. 92g 1) A TS e T A
{7- S -1-[2- P& —4- (- PER P EIE ) - KPWEEE 1-2, 3,4, 5- PUA —1H- 285 [b] &
% —5- FE ) 3-[2- ( BRI ) -4, 6- —FRIRIE 1-3- T BRlE.

[0309]  'H-NMR (DMSO-d,, 100°C ) dppm :

[0310]  1.5-1.9(7H,m),2. 10 (3H, s), 2. 32 (3H, s) , 2. 36 (3H, s) , 2. 6-4. 3(2H, m) , 2. 91 (2H,
d, J = 15.3Hz),3.13(2H, d, J = 15.3Hz),5. 11 (2H, s),5. 14 (2H, s),5. 7-5. 9(1H, m),
6. 74 (1H, s),6. 75-7. 4 (20H, m) , 7. 54 (1H, s) ,9. 8 (1H, br) ,

[0311]  SEjifs] 21

[0312]  {7-S -1-[2- & —4-(2- REE B EE ) - AP 1-2,3,4,5- PIE -1H- K
If [b] B3 -5- %5 13- (2,4~ —FEL -6- WML RS ) -3 AL T MRS

[0313]  7F 5% 4AR (100mg) &4k {7- & —1-[2- F3E —4- (2- MEEFE MR ) - KMt
5 1-2,3,4,5- PUA ~1H- 25 9F [b] B4 —5- 35 ) 3-[2- ( RUFEBEEES ) 4,6 — IR
B 1-3- FETRES (0.922) {ELFE NS (10ml) RS . @k ak v+ 2 gk 2 1%
AT, R IR AG E . JE AR P i ( AR R FEE=90 © 10 > 50 : 50) 4
LAY o WRHIRAGATAL 7, TRV R0k W I S KW, 3R A5 0. 21g (UG8
ek {7- A -1-[2- F2E —4-(2- IR BEz AL ) - AR P ELEE 1-2,3,4,5- PIE -1H- &
I [b] HAes -5- 35 1 3-(2,4- 3 -6- BEMEAR R AR ) -3- AR T RIS .

[0314]  'H-NMR (DMSO-d,, 100°C ) dppm :

[0315]  1.60(3H,s),1.61(3H,s),1.6-2.0(4H,m),2. 10(3H, s), 2. 34 (3H, s) , 2. 37 (3H, s) ,
2.42(3H, s),2.3-4. 2(2H, m),2.9-3. 4(2H, m) , 5. 8-5. 9 (1H, m) , 6. 45 (1H, s) ,6. 8-6. 9 (1H,
m) ,6.9-7. 0 (1H, s),7.0-7. 4 (7TH, m) , 7. 43 (1H, d, ] = 7. 4Hz) , 7. 63 (s, 3H) , 9. 91 (1H, br) .
[0316] St 22

[0317]  {7- 5 -1-[2- & -4- (- FEEFEEE ) - KPEE 1-2,3,4,5- TUS -1H- K
3 [b] HAE -5- 3 ) BRIR AR A P 5 0R

[0318] HALHEH (5. 0g) FHRLEE (1. Iml) BVF T & FhE G0ml) H. 7EHKAETE
U R HE A A FIRETEE (1. 1ml) , HAEER FHHIREY 30 7080, H/KDRG RNV IR
G, B IK R SRR R W G e, B e R PR vk (IE Tk @ 2RO
=70 : 3050 : 50) AL EHEY. WIIRAGALALI =), 3/15 6. 1g B A ETC 2 R 4
{7- S —1-[2- FE —4- (2- FAEER A WE2 2 ) - KWL 1-2, 3,4, 5- P& —1H- 255 [b] &
% —5- Ik ) BRIRME A T AR

[0319]  "H-NMR (DMSO-d,, 100°C ) dppm :

[0320]  1.7-2.2(4H, m),2. 36 (6H, s),2.6-5.8(2H, m),5.9-6.0(3H, m),6.8-7. 1 (2H, m),
7.1-7.5(7H, m), 7. 58 (1H, s) , 9. 8 (11, br) »

[0321]  SEjifs) 23

[0322]  {7-S -1-[2- & —4-(2- IR FEL S ) - AP WA 1-2,3,4,5- PIE —1H- K
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I [b] EIh%E -5 2 ) BRIR AL A 3L Mg

[0323] [T (27ml) I {7- 5 -1-[2- R 4-(2- RAER PR ) - KB
$£1-2,3,4,5- P& -1H- 253 [b] A 4% -5- 3L ) BB IG &0 7 55 /5 (3. 8g) AL 4k b
(5. 3g) » RIGAEMINL T INHGR A 3 /M A HIBIEE 2 5, M A inAK, JEE it ik
S RIUTEY) . FKBERDTIEY), IET18, IR1 4. 28 (R MR B Bl R {(7T- " -1-[2- F
Bk —4-(2- IR PWEIE ) - K PEEEE 1-2,3,4,5- U4 —1H- 291 [b] BA4v%E —5- 58 )
PR e AP LS

[0324]  'H-NMR( FF2E —d,, 100°C ) dppm :

[0325] 1.3-1.8(4H, m),2. 31 (3H, s),2.42(3H, s),2. 7-4.3(2H, m) ,5. 48 (2H, d, ] =
5.1Hz) ,5.53(2H, d, J = 5. 1Hz) ,5. 5 (1H, m) , 6. 4-6. 8 (3H, m) , 6. 8-7. 2 (6H, m) , 7. 2 (1H, m) ,
7.36 (1H, s) -

[0326]  SEjfsl] 24

[0327]  {7-S -1-[2- A& —4-(2- AEE RS ) - AP B 1-2,3,4,5- IIE -1H- K
If [b] EFE -5- 3L | BRIREE £ WE4 T 3L 1

[0328] [ {7T- G -1-[2- P& 4-Q-FEEXFHRE)- KPR ]1-2,3,4,5- 1
A -1H-Z55F [b] H AL -5- 3k | BERESML AL 1) LBV (5ml) AR Z R (300mg)
SRIGLERIE T INPGR A 8 /Mt . A HIR N IR G 21, il jEkk X ABY . Wk
WAV, JE A A P s (IECkE - SR ARE= 71 © 29 — 30 © 70) 4ifbik B
Yo WREIRAGALALT =W o VT 155% B DI I /KU, 3745 6. 1g 7B 4 6 0 8 TR ] 44
[y {7- S -1-[2- F&E —4-(2- AR IS ) - KW 1-2, 3,4, 5 P94 —1H- 285 [b]
A% -5- 2k ) BRIREE L4 AR AE

[0329]  'H-NMR( A2 —dg, 100°C ) dppm :1. 3—-1. 8 (4H, m), 1. 6 (3H, s),2. 3(3H, s),2. 4 (3H,
s),2.7-4.4(2H, m),5. 6 (2H, dd, J = 5. 5Hz, 10. 4Hz) ,5.6-5. 9 (1H, m),6.5(1H, d, ] =
8. 4Hz) ,6.6 (1H,br),6. 7(1H,dd, J] = 2. 3,8. 4Hz) ,6.8-7. 2(5H,m) , 7. 3(1H, d, ] = 2. 1Hz) ,
7.4 (1H, 1. 6Hz) .

[0330]  SEjifsl] 25

[0331]  7- & —1-[2- & —4-(2- FELoR 0L ) - R WEIE 1-5- FIma 2t P4t -2, 3,
4,5- WY& —1H- %3f [b] BI®

[0332]  [A]4LAREEEE (1. 0g, 2. 2mmol) A A —FFEIEHL (DMSO) (3ml) « ZFERET (1. 5m1) AN
L (1. 5ml) , FFAE T0°CHRIREY) 4 /Mo 0] R VRA ) I AN ZKFL IN SR AL 7K
W I OIR LBEZEBUR A, R E AL A TR Ve, 8 oK IR RN T4 i R
Wai 2 o, B R OIS (IECkE © 2R AEE=80 @ 20— 20 : 80) ZitbFkEH Y.
IR IRGRAEAL 74, R4 0. 62g (1 B (00 E TR [l 7- & —1-[2- 3L —4-(2- 2L P
G ) - EFEEEE 1-5- AL AR -2,3,4,5- DU4A —1H- 2E9F [b] & 2u% .

[0333]  'H-NMR (DMSO-d,, 100°C ) dppm :

[0334] 1.7-2.2(4H, m),2. 17 (3H, s),2.36 (6H, s),2.6-4.3(2H, m) ,4. 70 (2H, d, ] =
11. 2Hz) ,4.83(2H, d, J = 11. 2Hz) ,4. 9 (1H, m) , 6. 7-7. 0 (1H, m) , 7. 0-7. 5 (8H, m) , 7. 56 (1H,
s),9.8(1H, br) .
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[0335]  sjiifsi] 26

[0336]  {7- %0 -1-[2- 2 —4-(2- AR HELEE ) - XL 1-2,3,4,5- PUS -1H- 2R
7 [b] B3 -5 AP ) MR 40

[0337] B 7- R -1-[2- L —4- (- FELR AL ) - ZKFIEEE 1-5- AR 2 R4 -2,
3,4,5- Y& —1H- Z3f [b] A Z4%E (509mg, 1. Ommol) ¥ T 1,2- & &%E (10ml) . [
MBS (0. 12ml, 1. 5mmol) , HAEZWR FIFRAY 16 7380 RS R NIRE) o
5% BN 05 (10ml) - R (0. 68ml, 10mmol) F1=Z % (1. 4ml, 10mmol) , J-7E 70°C R
BLFEREY) 30 7380, WHIBIZER)G, P INAK, FFH LR CREAARUREY) . AR
RSN KA B HLUZE PRI » B8 H K Z IMAFTAR IR » E 32 A B A, I s Pt
FUUKZEPIR . G IR T FFRAVE . RSG5, 73T Rk )
BT OB LW, FEAE AT RPN 3 i T 8 2 PR AN o Y HVER G , 18 T R A5 2T
VEW, IR, 3515 180mg AR K (7- & —1-[2- 2L —4-(2- A ZEMERE R ) - 25 Tl
$£1-2,3,4,5- WA -1H- Z5F [b] BAFE -5 A THE | B — 408,

[0338]  'H-NMR (DMSO-d,, 100°C ) dppm :

[0339]  1.6-2.2(4H, m), 2. 3-2. 4 (6H, m), 2. 8-4. 3(2H, m) , 4. 9-5. 2(2H, m) , 5. 2-5. 3 (1H,
m) ,6. 7-7. 7 (10H, m) ,9. 81 (1H, br) »

[0340]  SLjEfH] 27

[0341]  5- SLWRA 4RSS —7- S -1-[2- 5% —4- - AR BRI ) - R Pl 1-2, 3,
4,5~ PU&L - 1H- 263F [b] A%

[0342] ¥ 7-F -1-[2- AL —4-(2- LR 2L ) - 2R AR 1-5- st AL
3,4,5- PU& —-1H- Z£3F [b] & 2%%E (509mg, 1. Ommol) ¥ T 1,2- — & %% (10ml) . [']
AR BESL (0. 12ml, 1. 5mmol) , FF7E S N ARG 16 4080 URIRAEHRATHIIRE
W, IF BRI I (10ml) . Z/R%H (246mg, 2. Ommol) FI4L4H (450mg, 3. Ommol) , 3f:
FEWIA N INAGRE 1 /N WEIBIZEIR)G, WA I S8 208, 8 1 il gE R LAY
Jio PR IRGEUETR, B R PR ik (IECHE @ LR ABE= 65 & 35— 50 © 50) 4lifk
VR . IREIRAGAAL =1, R Vs T I AP . RS PR IRgE 2 G, B
ok IR AR K UTTE W, FE TR, SRAT 280mg Uk K 5- SBEAR AL -T- & -1-[2-
B —4-(2- FEEIE PEEESE ) - KPEE 1-2,3,4,5- WIS -1H- 263f [b] BIv%E,

[0343]  'H-NMR( A1 —dg, 100°C ) dppm :

[0344]  1.3-1.9(7H, m),2.32(3H, s),2.41(3H, s),2.8-4.1(2H, m),4. 6-4. 8 (1H, m),
5.17(2H, s) ,6.4-6. 8 (3H, m) , 6. 8-7. 3 (6H, m) , 7. 39 (1H, s) ,

[0345]  sEjfs] 28

[0346]  {7- Gl -1-[2- A% 4- (- FEXFEBZEE) - KB 1-2,3,4,5- PUE -1H- K
it [b] B 5- 3} (2- W LIE) EIE TR

[0347] HACAEE (1. 0g, 2. 2mmol) BVF T (Tml) o MIELA A REE 2- W LB
(0. 28m1, 3. 3mmo1) 14— — FILE KEntnE (DMAP) (27mg, 0. 22mmol) , 3 7E 80 C HiHE IR &4
24 /NI o AHIBNEIR )G, SR AN, FEH LR S B Ve o TR IRGAER . I RER TR
HERE (IECH - CROBR=54 1 46 — 33 67) ZLIkE Y. WRIRAGLALIKT=4),
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R 1. 0g ALK {7- & -1-[2- T -4- (- FEEFREE ) - KFWHE 1-2,3,
4,5- PUS —1H- 2K3F [b] HIuE 5- ) - W) AT M.

[0348]  "H-NMR (DMSO—d,, 100°C ) dppm

[0349]  1.6-2.2(4H, m),2. 36 (6H, s),2. 6-4. 3(2H, m), 3. 42 (2H, t, ] = 6. 0Hz) , 3. 64 (2H,
dd, J =6.0,12. 1Hz) ,5. 8-5. 9 (3H, m) , 6. 7-7. 5 (10H, m) , 7. 56 (1H, s) , 9. 8 (1H, br) .

[0350]  sEjifs] 29

[0351]  (2-{7T- G -1-[2- A 2& 4-(2- ALK FEE & 28 ) - KX it 3 1-2,3,4,5- Y
A -1H- Z5JF [b] A -5- BEBERK | - o5 ) - —FRE L

[0352] i) {7- & —1-[2- A & —4-(2- A 2L 28 I & 256 ) - 2K A Bk 22 1-2,3,4,5- 1Y
A -1H- 9 [b] Hh%E 5- %) - W) FEFRES (330mg) 1 LB (10ml)
AN =F i (30% %59, 0. 5ml) , FFLE 170°CIMAVEAY) 15 8 (B R NEs ) « AHIFIE
G W RGE N IRE Y RPN GIR LB, il o el e = A DT, I T,
AT 120mg AEM AR 2-{7- 5 —1-[2- & -4-2- FEXFEERE ) - RPN 1-2,3,4,
5- VU4 —1H- ZJf [b] H A3 -5- BRI AL | - 258 ) - —FRE bk,

[0353]  'H-NMR (DMSO-d,, 100°C ) dppm :

[0354] 1.6-2.2(4H, m),2. 34 (3H, s),2.37(3H, s),2.8-4.3(2H, m), 3. 1-3. 9 (9H, m) ,
3.3-3.7(5H, m),5.8-6.0(1H, m),6.7-7. 1 (2H, m) , 7. 1-7. 5 (7H, m) , 7. 56 (1H, s),9. 88 (1H,
br) o

[0355]  SEjsEfs] 30

[0356]  {7- %0 -1-[2- % —4-(2- AR HELEE ) - R 1-2,3,4,5- DU -1H- 2R
I [b] HA4HE -5 58 ) BEHIRES 2, 2 —H L — A ME4 2L IS

[0357] DAY BaRsicptidsl) 5 mh R T7 ikl & e eI {7- & -1-[2- 3k —4-(2- kR
R IE ) - K PEEEE 1-2,3,4,5- DA —1H- Z53f [b] B3 —5- % ) BEIIRME 2,2- —
5 - NS 2R .

[0358]  'H-NMR (DMSO-d,, 100°C ) dppm :

[0359] 1. 14 (9H, s),1.75-2. 10 (4H, m), 2. 37 (6H, s),2. 65-2. 80 (4H, m) , 3. 10-3. 55 (1H,
m),3.65-4. 15 (1H, m),5. 71 (2H, s), 5. 85-6. 00 (1H, m) ,6. 85-7. 05 (2H, m) , 7. 10-7. 25 (3H,
m), 7. 30-7. 45 (4H, m) , 7. 55 (1H, s) , 9. 76 (1H, br) .

[0360]  SLJitifsl 31

[0361]  {7- & -1-[2- {3 4- (- FEXFEZEE) - XPBE 1-2,3,4,5- PUE -1H- K
I [b] HAs 53 ) ( CEIRFEFHR - I - "EFHER ) LR

[0362]  [o] — AL A WERZ (DMF) (5ml) A {7- & —1-[2- 2L ~4- (- FEKX TR
BL) - KPR 1-2,3,4,5- U - 1H- 255 [b] E A% -5- 25 ) W LM (500mg, 0. 95mmol)
W SRR R £h (230mg, 1. Smmol) FIRRIRHH (414mg, 3. Ommol) , FF7E 60 CHiHHIR &4 1
NI o ] R SR TR K, 8 I I AR T AR IUTEE D, I KBRS . BTV T &
M LR, 2 TR RN T4, L S8 IR I 4 Tl I e Pis (25 (IE O - SR 4TS
=36 : 64— 15 : 85) 4ifLFk Y. WERAEAALEI . R E PN K, Bt
LR DTIED, I T4, 343 330mg E A AR {7- & —1-[2- FEE —4-(2- PR FHE 2
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BE) - ZEREEIE 1-2,3,4,5- PUA -1H- 25F [b] BZE -5- 3L} ( ZEBILF I - P - &

WA ) SRR

[0363]  'H-NMR (DMSO-d,) dppm :

[0364] 1.19(3H, t, J = 7. 1Hz), 1. 6-2. 2(4H, m), 2. 37 (6H, s), 2. 8-4. 3(2H, m) , 2. 85 (2H,

s),2.96 (3H, s),4.04(2H, s),4. 13(2H, q, ] = 7. 1Hz),4.75(2H, s),5.9-6. 1 (1H, m),

6.8-7.1(2H, m), 7. 1-7. 3(3H, m) , 7. 3-7. 5 (4H, m) , 7. 56 (1H, s) , 9. 80 (1H, br) .

[0365]  SEjffsl] 32

[o366]  {7- %0 —1-[2- FZEk —4-(2- AR IBLE I ) - AL 1-2,3,4,5- IEI%—IH—K

I [b] HAesE 555 [ % - G- B -2- 801, 3- R UG -5 - FEIRE) - &

51 LRI

[0367] BAT-" -1-[2- P 4-- PR PR ) - X P 1-2,3,4,5- 1Y
—1H- Z&3F [b] & 242 —5- 5 ) FEAIL MRS (0. 34g, 0. 65mmol) F(5- % -1,3- =

ﬁﬂmﬂ}jz‘ —2- Wi —4- 55 ) - W IE 4- AR A EEDRIR IR (0. 22g, 0. 74mmol) %5 T~ DMF (5ml) 1, Jf

R T ARSI W RISV INK, 7 LR CBEABUREY) « /K AT

AN KBS RANLE ARG SR T8 . I uE Rk 4gs 5, Wi rk At ik (IECKT

LR TR ) ik B, 3/15 0. 44g (43% ) LB {7T- & —1-[2- & —4-(2- KT

Thaa 2t ) - 2K FWEEE 1-2, 3,4, 5- PUSL —1H- 27 [b] H % —5- 56 ) [ T - (5- 3k -2- 4%,

R -1, 3- A G —4- 2k - FARSE ) - 2k ] SRR,

[0368]  'H-NMR (DMSO-d,, 100°C ) dppm :

[0369]  1.75-2.15(4H, m),2. 10 (3H, s),2. 37 (6H, s),2.96 (3H, s),3. 15-3. 50 (1H, m) ,

3.70-4. 25 (3H, m) ,4. 91 (2H, s),5. 95-6. 05 (1H, m) , 6. 85-7. 05 (2H, m) , 7. 10-7. 45 (TH, m),

7.56 (1H, s),9. 76 (1H, br) .

[0370]  sEjifs] 33

[0371]  {7T-5-1-[2- 3 —4-(2- AR BEEEE ) - RPBEEE 1-2,3,4,5- lﬂl’z—i‘n—lH—ﬁ

3 [b] E%E 53 ) [ FEE - G- 3 —2- A0 -1, 3- A Iua —4- 56 - ) -

5] CRBREIR

[0372] ) {7- & —1-[2- F7 & —4-(2— A9 2 oK 9 I & 26 ) — =K A9 Bk 3% 1-2,3,4,5- 1Y

A -1H- 2K 9F [b] &A% -5- 3 ) A LA (0. 30g,0- 58mmo1) = M (0. 10ml,

0.69mmol) [ & E (5Gml) ¥ H N 4- 3R & -5 B2 -1, 3- 5 2% 3 I 4% —2-

(0. 12g,0. 61mmol) , FF7E =W FHFHR EWII R - W4d R VARG, F sk @ K. H

LR LEEAERUREG W, F M AL K5 JF AR T8 . i sk 4 o, i ik

RIS (IECKE © SRR OBR) 4By, AR WE T L% L8, Hm L h

N AN 2818 - LR CBEUATE b iR £6, SR 5 45 o J0 I I B ISCAR 7 AR I i A, JF AT, 3K

73 90mg (23% ) WHEEHR {(7T- & -1-[2- I -4- (- FERPEEE ) - X P BE -2,

3,4,5- P& ~1H- X JF [b] &A% —5- 3} [ A - (5- I —2- AR -1, 3- S 4R IL

i —4- 35 - I ) - 23 ] SREEER IR £ .

[0373] &4 :162.0-163.6°C

[0374]  'H-NMR (DMSO-d,, 100°C ) dppm :
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[0375]  1.75-2.15(4H, m),2. 08 (3H, s),2. 37 (6H, s),2. 45-2. 55 (3H, m) , 3. 15-4. 10 (6H,
m) , 5. 95-6. 05 (1H, m) , 6. 85-7. 05 (2H, m) , 7. 10-7. 45 (7TH, m) , 7. 56 (1H, s) , 9. 78 (1H, br)
[0376]  SLJEfs] 34

[0377]  {7-%0-1-[2- 2 —4-(2- AR HBLE A ) - P BEE 1-2,3,4,5- P& -1H- 2R
3 [b] % -5- %5 ) [4-(2,2- —H3 - TABERE ) WRHE —1- 55 ] ZMREREhie#h

[0378] ¥ 1-{7- & -1-[2- & 4-Q- FEEFHRE)- XHBRE ]1-2,3,4,5- 11
A -1H- 2K 9F [b] B % -5- FL AL L ) - URE — #h B & (200mg, 0. 31mmol) ¥ Ttk
WE (2m1) o HA A =F I LBEA (0. 1Iml, 0. 75mmol) , H7EZ IR T RS 20 /)
B o 1] SRS NN SR B8, FEA TR AT I A 70 s Y8 AT P A T A 7K s v 4 TR
G, TR RN T I UEARE R A e, O AR PR i (LR CHE C P =
mowrws:m%%%%%o@EW%%%%%%#@%%%%L@L%%W@M)
M AN S E TR CEEESE (0. 5ml) o VAN Z £ TE, FFid i g o8 AR T
VEW, B, SRAT TOmg AR R {7- & -1-[2- P2 —4-(2- FREEPE ) - K P 5
$£1-2,3,4,5- PUE - 1H- 5 [b] HA4F -5- 25} [4-(2,2- L - A EEEE ) WRME —1- 5% ]
LIRTEER IR L

[0379] &R :194-195C

[0380]  'H-NMR (DMSO-d,) dppm :

[0381]  1.20(9H,s),1.6-2.2(4H, m), 2. 33(3H, s), 2. 37(3H, s), 2. 7-3. 0 (1H, m) , 3. 44 (8H,
brs) ,4.0-5. 0 (3H, m) ,6. 0-6. 2 (1H, m) , 6. 6-7. 8 (L0H, m) , 10. 29 (1H, s) ,

[0382] 3K 1 WoRTESEHf] 1 22 34 PRSIt aE .

[0383] %K 1
[0384]
_R’
Cl o
e
N
Lo
CH, o
CH,
[0385]
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e

=

Rl

_CO(CH,),CO,H

-CO(CHQ)QCOQ- Na

+

-CO(CH,),CO, K'

‘CO(CHQ)}COz- Na

+

-CO(CH,),CO,CHj;

_CO(CH,),CONH(CH,),0H

-COCH,SCH,CO,H

-COCH,SCH,CO,CHj

N=Y ] R RS RO I RO ) e [N

_COCH,S(0),CH,CO,CH;

[S—Y
O

_CO(CH,),,.CH;
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[0386]

11 -COCH,CI -
0O CH -
12 (\N/lko 3H3
P! Chs
13 O (NH 2HCl
N
14 CHj 2HCI
20
15 -CO(CH,);N(CHjs), HCl
16 -CO(CH,);Cl1 -
17 i -
j\/\/(\N CH,
N
18 -COCH,N(CH3)CO,CH(CH;)Cl
19 -COCH,N(CH;)CO,CH(CH;)OCOCH; -
20 Q.0 -
"0
HyC CH, b
H4C CH,
21 0 OH ~
OH
HyC CH3
H,C CH,
22 -CO,CH,CI -
23 -CO,CH,I -
24 -CO,CH,OCOCH; -
25 -CH,SCH, -
26 -CH,OPO(OH), -
27 -CH,0COCH; -
28 -CH,CONH(CH),Cl -
29 -CONH(CH,),N"(CH;); CI -
30 -CO(CH,),C0,CH,0COC(CHs); -
31 -COCH,OCON(CH;)CH,CO,CH,CH; -
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32 -
»QN’H;OQE >0

33 H3C HCl1
[0387] O CH >=O
P,

N

34 0 CH, HCl

H

R
[0388]  Sjitafd] 35 & 104
[0389] s FHAHMN AL LA KL, LIS Bk St 1 AH R 7 2 £ BLUR SEiidsl 3637 Fi1 63
o=t/
[0390] s FHAHN I L6 A KL, LS Ealk sEiids] 5 A [R5 07 il 46 LLR SEEf5) 62,6465,
6686 1 87 LA
[0391]  fSf FHAHMN AR GEA KL, LIS FaR St 10 AH R 77 X H 45 LU S2ife) 35,4546
47.48.49.50.51.52.68.92.69 Fl 93 [KI4L&4 .
[0392] S FHAHMN AR GEA KL, LI FR St 12 A5 R 77 X5 LU SEife) 42,4367
77.78.85.95 1 103 LG .
[0393]  fif FHAHN AR LE A KL, LAY FaR St 13 AH R 77 X5 LU SEife) 39,5556
57.58.60.61.74.75.76.81.82 1 84 [{I4L&4.
[0394] A AR ARG KL, LS IR SRR 15 AH IR H) 7 225 LAT S 38.41.53.
54.59.70.71.72.73.79.80 F1 83 It &4,
[0395] s AR AR AE R R, DL EaR Sipafs) 17 AH R 877 20 028 LUR sl 91 itk

Y.

[0396]  {fHIAHA I IAA KL, LY iR S 19 AR R 75 2 2% LA S5 88,89 190
L&D

[0397]  {EAIAHR I AA L, LIS LR St 24 A0 R 77 Uil 4 LU R Seti i) 40 46 £
Y.

[0398]  {FHIAHR I AA AL, LI LR St 28 A0 [R5 Uil 4 LA R Seti i) 44 146 &
.

[0399]  {FHIAHR MU AHA AL, LS LR St 32 A0 [R] 5 Uil 4 LA R Seiti i) 94 146 &
.

[0400] A FHAHN FIEEM KL, LA S B szt 34 A5 B 77 2024 BL T S2iE 6] 96.97.98.
99.100.101.102 11 104 454
[0401] 3K 2 WoRTESCHEN] 35 2 104 F3R1F HIAL G AL 2 XA EE M BT i NMR AT MS.
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FEMRE 2 PR )25 AH 2 TR THEIE 0. Amg FEARE T A8 2515000 R &P i

[0418]

fto A UPLC-MS/MS (Waters) Il FEAEH I MLiEWE (ng/ml) .

BEAT VAR 0 ARG Rl ST 0 R OBURS Ik . 2228 F K20 18 /N A EE
KB (HREE K20 180g) MBI, A FTH T HIRZ 25 1 #R4¢ (sonde) , BA 2. 5ml/kg
PREE IR, T I o RS 25 ] R i i 7 A Img EARIE I ke KSR, fERRE L
WRARIEE N, FE45 2455 0. 5 /NIF L1 /NI 2 /NI (4 /NI 6 /NIRRT 8 /)N, S AR B I B0A:

[0419] &5 Rt E AR 58, 45 R FRPTR.
[0420] %3
[0421]
AUC,, Crax Toax MRT,,
M XA S
(ng = hr/mL)| (ng/mL) () (N E)
FeAX L 80.9+28.5 | 26.4+12.9 | 1.50+0.58 | 2.95+0.35
E 5 1 96.1+18.1 16.2+4.8 2.00+0.00 | 4.45+0.64
Fp 50 | 117.0£26.1 | 21.6+3.0 2.00+0.00 | 4.78+0.40
Fif] 52 | 78.8+41.7 | 11.6+11.1 | 2.67+1.15 | 9.10+7.98

[0422] ~PHJ{H £S.D. (n = 3 8 4)

[0423] 3K 3 WoR, MRt IR, DAL &9 o B ARG 3H BB/ ., HAIWEAL 5
1) 5 K23 BEIS A) (T, ECFEAEHIEIR o R, AL 54 A B AN .

[0424] A SEife) 2

[0425]  AdTFH SEHEf] 74 ThRAF AL S P A IAAL S

[0426]  FEEHFER, BAH U T 10mg FEAEH AR E Y (SRt 1) SN 4R
(5mg) ¥ T 25ml VES /K, IWTTSRAFAE Y TR BIF 0. 4mg FEARE HH [FIH -

[0427]  TEZAFER T, B AH Y T 10mg FEARE (15 55 T FL OGS BB R B7 T 25ml vE 5
FHK T, ISRAEAE Y T2 THETEE 0. 4mg FEAR 1 (1) W5 25 T 1500 R I B V3 W

[0428]  JJEAT DATF IR LUK 2 R A T v R v 1 IR OBCRRIE . 2828 K2 18 /B
PUHEE KR, (AR K2y 160g) RN . A T DRSS 251088 4%, LA 2. 5ml/kg 1k
) &, G s ] OIS 25 IR BB, 7 Img ARG kg A TR
T ORI R, EZR 255 0.5 /NI LT /NI 2 /NI 4 /NI L6 /NI 8 /NIRRT 10 NN, M SRR
IR AR MR o AEH] UPLC-MS/MS (Waters) & FEAEH K MR E (ng/ml) .

[0420] MG SLHESEIZMARE B 1248k SR RITR,

[0430] %4

[0431]
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AUC, Chax Tax MRT,
W] XA A4
(ng - hr/mL) | (ng/mL) () @Np)
XL 92.4+27.0 26.9+11.6 1.00+0.00 2.96+0.47
EB T4 | 79.0£15.6 | 14.846.4 | 4.00+1.41 | 5.22+0.51
[0432] ~F¥J{H £S.D. (n = 4)
[0433] 3K 4 o, 20K it B, DSR4 & W0 ) B K 25 Wik B IR TR) (T, PR F0AR T 5 4E

S, FE LA A A TR BN TR OIRT) K TFATHRE., Bk, SR & LA B A K
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