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NS 77 P T —Fh 2550, A T lERATERICAR, AHEERIAR TR &R
PSRN ZGFR0LL, A Hedi N B SR AR T VR R (B RSRLFER ) .
[0139] AU BHEAL & P E 3 I VE 2 e B BE R AL P U S ez 28 - s &=
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SRIETORE R (R A TERT IS ) BT RAE, FF 5 Z2PRMEARAEIE, Frd e R e FE = e
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TR B B 52 AR VT 22 900 hE i — AN R IRL,  ERL T X 122 0 R Sl 453 R 43— SR 4 1 2440 S
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EPERE R R AE T, Xl oA T AUHE PR A (NIDDM) [KHFdE. BT 5 EdiE S sz
P RHIACHZEELZ 48, NIDDM &8 2 HILAE R T = MU R fE . X SR fiF
B i IR PR DROIKAE e DU st S DL A AR B 8 1 ORE 3R I &5 2R,
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W LM T w a1 3 300mg 257 H RS TR 257 . AR B BvE 25500 n) FAE
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A £ (1) LR 95 TR AT O, EL e T v AN T B e b A7 8 B A Bl BRIV I O R T
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182, RYZ%. WRIAA 123 MREFIEAESE, Q=2 OR' HHM R 2% AT
L& 7 MR Rk, R ARRi &Y
[0154]
RrY
\\
| m—»co-cz-&-cnﬂn"-coo
/

[o185]  Hop A G BJTIR, R'BEASHAT 1 2 7 MikEFOpit, R™FIRY & Bt
AP,
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A WTFPR ) s RhgE Tl . Hh X @ ) A& gt 1, R EHA 12 34K
ST RIgE, X —CH,CRPR™-, m &0, t/Z2081, Minkt182, R FERKL
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[0451]  GEIE R NIEER (y” ), BUELER W N 21 WRNIEEE (37 ) BTl iAH 7
A, P (LXXXV) a5 = (XCVID &9 .
[0452] X} FHALLTFRAERM N @ ) k& T Llim ok e v oL 23 Bhan F s i X
(LXXXV) ALEWh BT H 48, Hop Eop sl (LXXXV) A9

[0453]
R‘E
Ty

- GHyp-COMCHg-CHy-COaR

“CHuaA LXXXV
3

[0454]  (EPTARIA 7 ) L&EWH « X -CH,CH,—, R’ &, HWERSHA LR34
IR TSRS, magl, q &0, tZ2 01, Mn 12, Bl MR sy -
[0455]

. XCIX
[o456] H.AFt. n. AR R’ BTk, Q2 NRYR'" HH A R M R" &,

[04571 AN 23, AL t. R, ROfinn bk, R ESE. REEHF L ETAH
T it 2

[0458]  RA MR 11 BriR pAH R 77 A& X OXXXV) teE . N CXXXV) 6
EWREF R CHEE 12 7T MR FHEENR @ ) thEa. B EsKm, kR
(LXXXV) W& Tl e, BEF R Z2EHWLL 0 ) thE&W.

[0459] it NP HE (27 ), BRI RHEHWR N 21 RSB (7 ) FriRkidE R
Ao B (LXXXV) (G (XCIX) (a4

[o460] X T H AL FHRAEN A O ) 4G4 nT Lol L sz pY oL 23 BLan F BT s 13 o8
(LXXXV) A8 Bk AT Hl45,  Hrp gt (LXXXV) A5G4

[0461]
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w2

R
| s—mg-co-cwg%-cozn’
~
O-{CHzha-A LXXXV
[o462] (LT 17 ) thEWH T « X & -CH,-CH,-, R 2%, mEskHA 12 34

PRI TRIBEEEE, mag 1, qa20, t= 081, Mol 82, HNERRIMLED
[0463]

c
[0464]  HA t. n. A MR W LATIR, Q /& NR'R' HH:A R FI R 24 LA AT 1) 2B,
HA | 2 3 MRIE-FIILEEE .

[0465] fERMA 23, A. t. REFinfn bR, R'E&S. REEG1ETMHRER
T

[o466] KAV A 1L Frad AR R 7 Xl 5 0 (LXXXV) a0 (LXXXV) ik
EWRED R AEE 12T AMRIR PSRN O ) EY. BB, P
(LXXXV) W&t s, BEPR 2 HWRX @ ) th&W.

[0467] iR MVAPER (@ 7 ), HUEIESRA WR Y 21 RN IR (0” ) Pk AR[E 77
A, A OXXXV) W EWEAE R (O E.

[0468]  Jx W= 23

[0469]
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Rﬂ

S

=G HO0-CHg CH - CONR 1R M

ai"

Ra
\\/\
' ——CHyCO-CHy-CH-CONHO
.
O«(CHzhsgA - : <{CHdergA
(LXNXXV) {(XCvT)

‘Rﬂ.

N
=

— GHoCO-GHy-CH-CONH;

O-(CHpyaA

(XCIX)
[o470] XFTFHBLATRMEM @ ) AL-E&WaT Bhdd s s 24 BLan s Aroas =L (XO)
WA R EETH S, HERER (XO) &2
[0471]
R

N

| i CHp-CO-CHz-CH5-CORE

7 g

OCHzlyNHCHzIA XC

>

[04721 fEfrARMIX 0 ) & X 2 -CH,~CH,-, R°EA. HESRHA4A1E 34
IR FRIREETS, q& 1, REREF 1 23 MRIR PRI mE L, t2081, 1Min
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L8k 2, BIM FXEREEY -
[0473]
RQ
Ry
J\/}'——mz-co-cnrc»-ircoa

7 s

O-{(CH)-N-(CHA ci

’

[0474] Hiob Q & NRYR'™ HH A R 24, R" ERIE, t. n. A, R°F R ETik,

[0475] o/ 24 1, q. A. t. n. R’ RYFIR® @ LTk,

[0476]  RHA WM 13 ATk AHE 77 2l %20 (XO) a4,

[0477]  lIERNVAPIR (b 7 ), BEERA RNV 21 RNV IR (37 ) FrlARE 77
K, HRX XO) EWHZ A (CID tbEY.

[0478] X/ FHEALVFREMX 17 ) &WnT LUl o W 24 DL ™ s i 28 (XO)
A A RRL AT HI %6, AR (XC) &

[0479]
r?

[ \/\w’-mﬁm}cmﬂy&:o@n‘
=

RS

O-{CHyN-(CH ) A XC

2

[o480] fEPTIRMIR 7 ) L&« X & -CH,~CH,-, R’ 4. M&ESAA 1 £ 34
BRIRFHRIBEEIE, g2 L, ROEAA | &3 MREFRGE, m2 L t20s 1, finj
182, Bih FREREAAY -
[0481]

RrE
«I\/\\-—mcmco-cuz%-coo

F

RrS
O-{CHglnN-{CH)A CHr

[0482] HH, q. t. n. A, RPFIR” 41 bBRTd, Q2 NRYR' HIHAF R IR A,
[0483] FERNMA 24, qv A, t. R RPMinlnbprik. R ESA, RREEFG 1 £7
AR R B o

[o484]  SRALN SR 13 Pradk 4R A 7 il 0 (XO) t&#). A (XC) e
R'AHHAT 1 27 ME PR @ ) thaW. EiEleKeE, il (XO e
AR TR, EIHP R EHR O ) LS.

[o485] ISR (¢ ), RIIELRAWR N A 2 1 K RNZ]R (7 ) IR RAEIE 77
A, AP (XO) e A (e a9 .

[o486] X FHA LI TNREMR 07 ) tk&WnT Lhdd v 24 LR AR (XO)
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WEW S RREEAT A, Ho Eop A (XO) te a2

[0487]
o
I\/\"\'"—W«O-CH;-—CH?COEW
= RS
O-{CHZeN-(CHg)r A xﬁ
[o488] fEFTRMI (17 ) th&HH « X & -CH,-CH,~, R’ ﬁi:??m ZEHA 1234

IR FHIGEESE, q& L, RREAEG1EZES MR TR, m&1, tZ£081, Min
L8k 2, Bl FAERILEY -
[0489]
Rﬂ
/\\'
l ——— CHg-CO-CHy-CHz-COQ

ZF

R%
C-{GH)nN-{CH A CIv

o490] A, q. t. n. A, R°FIR® 4o BATIR, Q J& NRR' HH:+p R™ F1 R 4 1t ih
MR BEA 1A 3 MR IR R,

[0491]  ZEMNMA 24 F, gv A, t. R, RO Mnin bEpTik. RGBS, REEEAF1IET
N3 ({8

[0402]  RAAN VA 13 PraRifpAH R 77 il X (XO) (5. X (XO) G2 H
R' WHA 1 &7 IR THRENR O ) e, @EdEAm, B XO wad
A hiemg, RIHAR Z2HMA @ ) E5W.

[0403] B MNVAPEE (@ ), BlEERAHW NI 21 B RN (u” ) Brid AR 7
A, R XO) thEWEAE N (CIV) hEP).

[0494] S 24
[0495]
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(=3

SN

‘ ———CHGO-CHz-CHa-CONR 1R

s

{CHN-{CHaN-A
(CIVy

dln

o
l —CHyrCO-CHa-CHpCORE o | ———CHz-CO-CHz-CHa-CONHOH

/-R5 / RS

O-ACHIN-CH A A{CHalN-{CH)-A
(XC) (cmy

e

R?
N

2 s

O—(\CH;J,,-N-{C?H:);A

{cun
[0496] X T HALUTFRAERZ (V7 ) AbE®rT L@ v X 25 BLan ot (XD
WA R R AT R, o R (XD (a2
[0497]

Rﬂ
Ry
[\/B—w-cm‘cﬂz-cozaﬂ
P
. D‘(C\Hi);in"i\ xl
[0408] ZEFTIRMIA (V) ) ALEGWF : nf2 1882, t2£0, R\ RRMRYZH, WHETF

AERMALEY) -
[0499]
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3]

—-cocmc-coza‘

O-A{CHa)yin"r CV1

[0500] HAt. n. A. R’. R MR W LFriR,

[o501]  FE/MVE 256 1, AL tRin i BTIER. ROBHEA 12 7 MEIR TIkiE.
[0502]  RAUIR YA 1 Prak fAH R 7 A& -0 (XD &Y.

[0503]  THIL S NIAEER (e 7 ), BIAE-AHLE ) £ mE el PU UL ik oh A R sl ARLik ) b
M XD &Y, X (XD a5 (CV) E5W), RIEAHETE Sk,
[0504] ﬁ?‘%fif WAE, PR CLOKYA A 2 SR 2 TR R R, Pk Huked 40,

[0505] @IS MNABER (F7 ) REEAT I IRAL SR Y, P (CV) AE 56738 24 20 (CVD
WEW . R0 DY SR S5 A LS 7R T S H B0 R A = SR %A R 52
FERT e R RS N IRAEAT 5 LA A 25 m] B T SE TPk e AP 3R (F 7 ) .

[o506] X (CVD) (AL P R W EHA | & 7 MR FHkER (V) (&Y.
W EE K, IR (CVD A WEAR A g, RIS R 2 H B8 (V7 ) 1AW
ATAR] & HE AT e A 7 VT P& R OZ2 H = (V7 ) thEad.

[0507] ek 25

[0508]
| -—-———c:c»cuz-cmz-cozal‘ ._........m.....m,. LH co-cl—lBr@HrCOgRa

o“(CHZ)u’n‘A 0—{(: HE) ry
(XD

f'll

———CO-CH=CH-COR®

o~(cu;)‘+.,m
: {Cvy
[0500]  Xf T HAALAFHRHMEM A (CXVD A& Wa] AmL o\ 26 BLan R Frasi =L (XD
AW N SRR T 2%, Fod gkl AL (XD AE
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[0510]

R‘\/\

——CO-CHz-CH-CO5 R

Ou(CHa oA X1
[05111  Erki=, (CXVD &5 d : X 2 -CH,~CH,—, t208(1, mn2182,
R' 1R &, B FRE R EY
[0512]

Rﬁ
[%—mwwcm‘

=

O«(CHyhwah CVII

05131 v, t. n. AFIR® W bjirik, R' 2 H.
[0514]  FF) WX 26 1, AL t. n MR W EATIR, R' 2 H, ROEHG 1 2 7 MR T
e o
[0515] RNV L TR AHER A, il XD thaW. X XD e
PR HEA 1 E T AR PRI (7)) s, mEEAKER, B (XD s
WIEEAR E R, WHEHA R ZEH KR @) 1bEW. ATHEFEINEK IR 775350 T
HHRUGEH MR Q) thEW.
(05161 ANV (g 7 ), BIEAT Wolff-Kishner ib R [ N, 7EA LG 0 £ — 1%
SErp KRS BERE S AL AT A EE R (XD 4654, R (XD A 55 A8 28 (CVID 4
Y. Woff-Kishner I8 J§ 2 W RATAR] & B4 4387 FH S5t ik e NP IR (g 7 ) .
[0517] WK 26

[0518]
BN o
i ——CO-CHy-CHy-COR" _g"—mb:-» l /\\l CHg-CHy CHa-CORR!
=(CH iy (CHyarh
XD ‘ (v

05191 X+ HA L FRHER N (XCD Ab-&9mT Lhdid s v X 27 uﬁuTFﬁ%E"jiﬁ (XD 4k
G R EELEAT H A, Horp okl (XD AE
[0520]
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i
=

——CO-CHy-CH-D0R®

D{CHa);wA b4 |
[0521]  7EFTIRIA (XCD &b : n 2 1882, RYEH, R BEEAAT 123 MK
JRFkeds, BRI N AR RIS -

[0522]
=

RU

== CH=CH-CHz-COR!

O-{CHy)p-A CcX

b4

[0523] A n. A. R AR W LATA,

[0524]  FERMLL 27, ROEEAFEF, t20, ROEZEHEA 127 MRIEFRILE, AR
n i ATk,

[0525]  SRH ANV 1 PriRAH R 77 2l &0 (XD &9

[o526] it R VAEER (h ), BOIEFEHEHCE IS s mE, RS (XD A& 4678 A
A (CVID WEW. RS AR H Wil S AN S BREaoW (3— A2k —2- T4k ) ¥
St 14T DU S0V PRl 95 V8 S5 5 R T30 SR 1 S T Sty o P IR SE PEE a J s N XA ART 5 R 4%
3R] T SE ik e VAP IR () .

[0527] IR NVAER G2 ), BRI R0 — AL Rl 1) DY S5 PR 935 VR B TR Be s VL

FALEY CERWSVEEL —RELO M. DI aRE W (1, 2- 7 2RELBEAL ) 2 % 2l il
R (CVID o5 R AR RN, "R (CVIID AR = (CIX) 4. ATk
RAL S FATART S KA AT 35 PT T SE i IT iR (e AP B8 G 77 )

[0528] I RMVAEER G ) BIUHT IR E RN, W (CIX LS E A8 0 (CX)
WA %R AAT a0 DY SR S8 HLE 5 R HBRACIE R A = S e i 45 R 5k
JEF o TR B SR A S SO B AT ART 5 KA AR 340 A T ST iR S VE 3R G 7 ) .

[0520] = (CX) &M AP R 5 BAT 1 2 3 AR IR0 (XCD &4, @
bR R, PR (CX) AW IR E R, RIHP R E H A XCD th&W. 1T
AT R B 7K g 77 VA3 T Bl H R 2 H a8 (XCD (&

[0530] Jw YR 27
[0531]
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—TCO-CH-CHCORE ~—~CH{OH)-CHp-CH-CORS
(/)

O-[CHajy-A . O-(CHpyA

T\"/\\/, ®") TC’\

8,47 : ’ cvuy
(")
R"\/\ R"\
» ‘\\\ .
——CH=CH-CH,-CO,R® —- ™ | /E?wcﬂmcﬂzﬂcnrccwﬂ’
S =
O-CH YA O-(CHa)A
CX) €

[0532] X T HA L FHHIER N (CXVID 1 &4, ﬂ'uﬁﬁ&)ﬁﬁ 28 AL BT s 12X
(CXD te &5 (CXID &Y AT, Hia (XD th&EW 2

[0533]
3

e BOCH

OzH cxa

05341 X (Cx1) the
[0535]
Q)

A{CH),NH CXIT
[0536]  {EpTRAI (CXVID 4b&h : X & -CH,~CH,—, n & 0802, R" EAsHAEA
1 & 3NMRIE TS e, RPERE. & BA | £ 3MHE FHREER &R T,
R' EEBHEHA 1 £ 3 MR Frkidk, BT~ Rnith &4
[0537]

[o538] Hrh, n. A. R FIR"™ 1 FATik.
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[0530]  fERRMW 2871, A. n. RPFMIR™U Bk, RUEHA L 2 3 MRIRTFHkiE.
[0540] BT NAPERE (k ), BIIEEEW & FEL. N, N- I PG S VLG
I, R T RS EBRRERE 1- 23 3-(37 - HEENE) WY S
AL (CXD 4G9, SRAEE N (CXID &4, HIEADE L (CXD &5 28 R 2
(CXIID &4,

[0541]  H R MWEEETFTLUZEMN 0C R =

[0542] I BER A 7 ), BlEERAH A XO G594 0 (CXTD & ke FAk,
ALK (CXTD) AL A8 A (CXTV) WA 2N AR wn e v =1 1 e 5 3R
(c) FTid AR Im) 77 2R S i o

[0543] = (CXIV) thEPR L RY A HA 12 3 MIA Ikt A six =R 771X
(CXVID &Y. 3 ol i 7 2540 BT i A5 A 4 = v A A i — & AR e i v B S ARL ) R
FTIR R® #6748 Ny Fadk . FTIR B FR 3% 52 N IR T-AnT 5 308 45 A2 380 T HH St BT 3 s v o

[0544] =X (CXIV) (L2 R O EA 12 3 PRI T IAEE 1 (CXVID (654 -
Wi AR, T (CXTV) B WEE i iR, BPHH R 2 H i (CXVID &
Yo RHATATHE I BE7K #7713 HIEH R 2 H 120 (CXVID &9,

[0545]  m] @it % =ACKEBRAL UL R 2 (CD &4, 38 B /K i S S n] )45 i =X
(CXD TR ED .

[0546]

Rﬁ\/\
i =

——COGCH;

COgR“ CI
[o547]  Hh, RYREHEA 1 2 3 MR FRRE LS. R 2RI,
[0548] X (CD &R A kE 2 [ S S T ZEI G N, N— - A 3G AR e i S A ML 57
AE R IR FR 0 sl bR FR R SR A5 R EAT . TR e AL S S B AT A R A K T T T
SEFERTIA R R . PTIRER K S N AT AE B R IR . SRR 5l Z W S5 AT LS FI MR AR BCR
H PRSI AAT N AT . SRR N ROV ST DU SR 2R RS . HTFR
PG AR BT 5 LA I AT T AT s . Bbah, aniR RS, el % A
USRI 1 K WS T ek 3 SR BNV T S U R AT LS TR VR A TR el e 4, 33T
BEAAE . T TR A AT AT 5 I 4% A 350 mT ] St B s [ RV
[0549]  WIAELN —HINEHMER N, N- R EESEFILESHIAF, @i (vID 159
540 — R R S0 R R R SO A R S S AL R Ol Al X (CXUD AE . i ROV AT
D ZSIR 2RI NRRA . TSR N T BLA 3] H T SE Rt ik &
[0550] it inAn IR H (Gabriel) & iz, BRI /EEITI N, N— — B FUEE AL — g
LA ML TR P SR FH A 2 — R IR R P AL T IR SRR IR R AR, ] T R S PR 3 R ) A
Bh A (CXID B ARG QPR BERE AT HLES ) A 18 I 28 He s N AT BT il (1) 468
R FEEWE S R N, AR (CXID A AW, b B BA b T AT AT R
A3 ] A S T IR RN
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[0551] Wiz 28
[0552]

" | Br-CH,-CO,R®
(X)

(CXIV)
[0553]  EILSIH UL R IASE i), AXABHK BeqS 20 S a5 (3R Ad, B ad %) St 90 1 + it
TN AN A X BT IR 1 A e A AT Bl il o
[0554]  SEZjifsl
[0555]  Ab27 i sk it 5]
[o556]  SEHA 1 4-(4- (2- FRAEIE ) R ) —4- FACT BRI G

[0557]

F o]
@/\o s >/H\/"\ ~OH

[0558] DR A : 4-(2- FOFEIE ) A LM %
[0559]  FESSIRT, HH 4- BILIKZH (2.80g, 20.6mmol) ¥ T T DMF (15ml) il %
WS MR B NaH (60 % 20 BCEH 1, 0.794g) 5+ DMF (20ml) JERIWETZFR ' AAH
FEARE/TIN, TN 2- SR ERR (3g, 15.8mmol) o KT IR AT E IR R 6 /)
B, SR VAT NH,CL KBS K, B AR, HAMR LN (EtOAC) HifF k4
Y, ARG FKRIER KBRS . FH Na,SO, TEANUE, FBIidiEawds. PO 6
Wk (BL2 0 1 Cke © ARABS AR ) “itbITiE k&Y, MmE 2R A @ B AR T
b A
[0560] 'H NMR (270MHz, CDCl) : 2.5(s, 3H) ; 5.2(s, 2H) ; 6.9-7.1(m, 4H) ;
7.2-73(m, 1H) ; 7.4, 1H) ; 7.9(d, 2H).
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[0561] PERB : 4-(4-(2- JUFEE ) &I ) —4- EAUT BRBUT ER K H#5

[0562] 7E -60°C. @AM A, B ( ZHREPRERIE ) MR (1L.OM ( FER /
H ), TmD ISR B 4- Q- BOFEIE) R CRkEHPE A, 15g, 6.1mmol) %
T THF (20ml) 1 DMPU (N, N’ — 3 MIEWNZEENR ) (bml) MHl#SHEw. & -60°C
THEE 10 dh)E, PR OEHCT KE (4.75g, 24.4mmol) o«  FFF B3 I N YRS i
B 10 2080, RIETHREFERFFSRN 4 /MY . H AR OB ERREY), KRR KL
TV . HAROBEZ RFERK)IZ. HEIFWAVZH Na,SO, T8, WLk, w4
S5, FHPREFER AR IR (LL2 1 1Tk © 418 B8 AVEN G ) di4b T35k 44y, Ml
(CE I Zy e e/

[0563] 'H NMR (270MHz, CDCl,) : L.4(s, 9H) ; 2.7(t, 2H) ; 3.2(t, 2H) ; 5.1 (s,

2H) ; 6.9-7.1(m, 4H) ; 7.2-7.3(m, 1H) ; 7.4(t, 1H) ; 7.9(d, 2H).

[0564] LB C: 4-(4-(2- FOFEE ) &I ) -4- FAUT BRIl &

[0565] H =M. (bml) ALEEHH 4-(4-(2- FREIE ) 2R ) —4- EAVT BRABUT B (PR
B, 1.27g, 4.2mmol) ¥ T — S ML (256ml) JE LIV -

[0566] A NMIREMITE = FIEE 3 /AN, RS A, PRSI ATE R (B
95 @ 5IUA © R NVENLM, FH CEREIE R ) AT L, A ] E AR AR AR AL
“We

[0567] 'HNMR(270MHz, CDCl,: CD,OD) : 2.6(t, 2H) ; 3.2(, 2H) ; 5.1(s, 2H) ;
6.9-7.1(m, 4H) ; 7.2-7.3(m, 1H) ; 7.4(t, 2H) ; 7.9(d, 2H).

[0568]  SHff] 2« 4-(4- (2- FAFETREIE ) KIE) 4 FART BRI G

[0569]
& m

[0570]  PER A . 4-(2- FEREEFAEIE) R OW RS -

[0571]1  7F 5-10°C N tH 2- A EEWEEEE (2.99g, 21.7mmol) ¥ T+ THF (5mD #1+

DMF (5ml) JIZ A OB FE . 4- 23K Ol (3.25g, 23.8mmol) - — A 3EM%

(7.36g, 28.0mmol) FI{HE R 4l (4.51g, 25.9mmol) % T-F THF (20ml) ¥ &%

W KBTS RNVIRASYIAE OCHLH: 2 /b, FRRER, BEAa8gi. T4/ SR e T

2% 4Y, FEA NaHCO, Y& k. H NaSO, HIEFMSENZS, dukhik4ar, bk

FERRAE SR (BL99 ¢ 1 WS - B RURIR ) dEAT 24k, A 3] B EE AR FbR

HAL A .

[0572] 'H NMR (270MHz, CDCl,) : 2.5(s, 3H) : 3.9(s, 3H) ; 5.2(s, 2H) ;:

6.9-7.1(m, 4H) ; 7.3(m, 1H) ; 7.4(d, 1H) ; 7.9(d, 2H).

[0573] PEE B : 4-(4-(2- FAEIALRELAL ) KAL) —4- HAVT R SEB K% -

[0574]  7E —60°C. &AM, B ( =P EPAEREE) BEEKHE®R (1.0M, 5ml)

IOAEFEP R 4- - FEZE WAL ) X4 (CRASE A, 1.22g, 4.7mmol) ¥ T+

THF (20ml) 1 DMPU (5ml) T #ilfFHI¥ . (£ —60°C FHiH: 10 58P )5, RIEMNIRIE

Z.BE (2.59g, 15.6mmol) . BT R NIRAGYBLE: 10 280, ARG AER RS RN

2 /0B FHOBR CWEHS KR &), FKBES. HIBROWEZIRFLRUKZE, BE5ItNE
65



CN 101444496 B w BB 63/109 7T

MUZ T Na,SO, T4, H iy fakags, TP aisg: (Bh4 1 1 et - 4Ra
BE A PENGIR ) A AL TR AR AR, M3 2] 3 G AR KR8 &4 .

[0575] 'H NMR (270MHz, CDCl,) : 1.2(t, 3H) ; 2.6(t, 2H) ; 3.2(t, 2H) ; 3.8(s,
3H) ; 4.1(q, 2H) ; 5.1(s, 2H) ; 6.9-7.0(m, 4H) ; 7.1-7.3(m, 2H) ; 7.9(d, 2H).
[0576] ZPERC: 4-(4-(2- HEIE VR ) K3 ) —4- |ACT BRIH & -

[0577]  H IN( ) SEEAE (6ml) Ab#E i 4- (4- (2- A TRERE ) R ) 458487
MRLME (kRHPEB, 1.49g, 4.3mmol) ¥ T4iZlE (20mD) BRI .. ¥ RNIEEY
TEZE T 2 /N, RJGH IM #hefeib. 8RS A @i, HA KRG R
T, AR E Y .

[0578] 'H NMR (270MHz, CDCl,: CD.,OD) : 2.6(t, 2H) ; 3.2(t, 2H) ; 3.8(s, 3H) ;
5.1(s, 2H) ; 6.9-7.0(m, 4H) ; 7.2-7.3(m, 2H) ; 7.8(d, 2H).

[0579] S 3 ¢ 3-[(4—(2- FEIE ) I ) I 1 WERIK-E A -

[0580]
F
©/\0—@/\s/\-iou

[0581] IR A . 4- BEEEIERMHI%
[0582]  7F -5°C'F, ¥ E-THEEE (0.201ml) ¥ T THF (0.AmD) 7 R IE #0204+
#i. H PBr, (1.38g, 5.0mmol) % 1" THF 2ml) JERHIEHL . TEITAS I R S IR S )
I 4- 3R ERIEEE (1.89g, 15.2mmol) ¥ 1+ THF (23ml) JERLIWEH . 5110 VTR
CWEEE THE 18 /N, A H THF Mk, W HREE HRE, RIS ER, ¥
PRARIE FAAEHE + A (16ml) o PR WAE —20°C FIREFR 2 /DI, SR )5 A i
THGEE, TS BIE R B O AL ), S TR AL RI ] HRAE
[0583] IR B : 3-((4- BHEIKE) T ) NI LS
[0584] ¥ 3— i B A 8 £ HE (2.66g, 19.8mmol) ¥ 1 2 i NaH (60 % 4 8% 78 i 4,
0.731g, 21.7mmol) Y5 T DMF (16ml) JEEHIER T . AR A, Ak B2
AW A-FRETREIR . BRI R N VR A YA I N R 16 /B, 4R )5 F WO F NHL,CL K3
WEK, BHHESKSE, MRS (EtOAc) WHEFRR A, R Ja /KR K PEi.
H LR LR Z IR PEE I K)Z . H Na,SO, TG FHFANUE, B g uEEkad. HPr
LIRS (LL95 ¢ 5 & ke - ZRROBEANVENE ) FATAtk, A5 B bR
A
[0585] 'H NMR (270MHz, CDCIl,) : 1.2(t, 3H) ; 2.4-2.6(m, 4H) ; 3.6(s, 2H) :
4.1(q, 2H) ; 6.7(d, 2H) ; 7.2(d, 2H).
[o586]  PHR C: 3-[(4-(2- HFEIE ) KEE) FWE ] W SHERI & -
[0587] 4 3-((1- FRHEEIRKE) FHiE) WRLHE (RALSE B, 2.5g, 1.0mmol) ¥ Nz
FH NaH (60 % 70 BUEMH, 0.054g, 1.3mmol) 5T DMF (10ml) FEREE . A A"
ALV, N 2- FURDR (0.263g, 1.3mmol) . B TE N RNV IR EWE SR R R 4
ANEE, BN E PR NH,CL KRR, BRSO ZBR (EtOAc) g%
KW, RIGHKFER KSR, H O OREZ R IT8/K)E.  H Na,SO, +#4 I+
FIANLZE, B aEmEwgs. HRERERAE NS (BL4 0 1 ekt @ SEROB R
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W) T4k, TS BRSS9

[0588] 'H NMR (270MHz, CDCIl,) : 1.2(t, 3H) ; 2.4-2.6(m, 4H) ; 3.6(s, 2H) :
4.2(q, 2H) ; 5.15(s, 2H) ; 6.9(d, 2H) ; 7.2-7.4(m, 5H) ; 7.5(, 1H).

[0589] PERD : 3-[(4-(2- FNEIE) AIHL) Maidl 1 INERIKIH &

[0590] ZEEIR T, B IN A4 (0.5mD In A2 3-[ (4- (- FAFAEIL ) KH5L) Hi
)N R (kAL C, 0.122g, 0.35mmol) ¥ T 28 Gml) BRMER. HRNVIE
EYTEEWR T 3 /D, ARG IM SRRk, TLA3WRYA 5452 Al i, A Pusm e g
M iyk (BL925 ¢ 7.5 Sy @ FEE Ve, JHAMRBiHER ) 24kt o @i fg, M
IS ES NS RENTRE S NN Fy IR e e/

[0591] 'H NMR(270MHz, CDCl,) : 2.4-2.6(m, 4H) ; 3.7(s, 2H) ; 5.1(s, 2H) ;
6.9(d, 2H) ; 7.2-7.4(m, 5H) ; 7.5, 1H).

[0592] S 4« 4-(4- (3— HOREIE ) K5 ) —4- |ACT BRIE K

[0593]
o)
RWE::E,»\O < } )L ~~_ ~OH

[0594] DI A . 4-(3- R FEME ) KLLHIRHl#%

[0595]  SRASEHEM] L 2PIR A 17775, UL 3 SR EEIRA kL, H SR A &9
[0596] 'H NMR (270MHz, CDCIl,) : 2.5(s, 3H) ; 5.1(s, 2H) ; 7.0(m, 3H) ;
7.2-7.3(t, 2H) ; 7.4(m, 1H) ; 7.9(d, 2H).

[0597] IR B : 4-(4-(3— FRNEGE ) Ak ) 4 F AT EEBUT BRI )&

[o598]  RAIsLf] 1 HiPIR B AV, diIfS bR &Y.

[0599] 'H NMR (270MHz, CDCly) : 1.4(s, 9H) ; 2.7(t, 2H) ; 3.2(t, 2H) ; 5.1 (s,
2H) ; 7.0(m, 3H) ; 7.2(t, 2H) ; 7.4(m, 1H) ; 8.0(d, 2H).

[o600] IR C: 4-(4-(3— FREAL ) AL ) —4- S ACT BRIV HI#%

[0601]1  SRHAHSCHEfs 1 2888 C w753k, diSARa o4 .

[0602] 'H NMR(270MHz, CDCI,) : 2.8(t, 2H) ; 3.2(t, 2H) ; 5.1(s, 2H) ;
6.9-7.1(m, 3H) ; 7.2-7.3(m, 2H) ; 7.4(q, 1H) ; 7.9(d, 2H).

(06031  SEJf] 5 4-(4- (4= L NEIEE ) AFE ) —4- FAUT BRMG Ak

[0604]
F’Q/\ 0

[0605] DIR A : 4-(4- FONEIE ) A SIS %

[0606]  SRAISH] 1 F B8R A 53, BL4- RORIERA ERL, SIS PR AL S
[0607] 'H NMR (270MHz, CDCL,) : 2.5(s, 3H) ; 5.1(s, 2H) ; 7.0(d, 2H) ; 7.1(1,
2H) ; 7.4(m, 2H) ;: 7.9(d, 2H).

[0608] PR B : 4-(4-(4- 5 WAL ) 2R ) —4- ST ERAUT BRI )&

(06091  SRASEHEM 1 AP IE B (K 5k, #lfSFRibE9.

[0610] 'H NMR (270MHz, CDCl) : 1.4(s, 9H) ; 2.8(t, 2H) ; 3.2(t, 2H) ; 5.1 (s,
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2H) ; 7.0(m, 2H) ; 7.2(t, 2H) ; 7.4(m, 2H) ; 8.0(d, 2H).

[o611]  DBR C: 4-(4-(4- R AEE ) ARER ) —4- S0 ) IRIHI&%

[0612]  RAISCHuf 1 B3R C M7k, RISFREL &Y.

[0613] 'H NMR(270MHz, CDCl,) : 2.8(t, 2H) ; 3.2(t, 2H) ; 5.1 (s, 2H) ;
6.9-7.1(m, 2H) : 7.2-7.3(d, 2H) : 7.4(m, 2H) ; 7.9(d, 2H),

[o614]  SEjifh] 6 : 4—(4-((2—- MkIEHL ) FIGE ) Rk ) —4— AT BRI& 1k

[0615]
Ty f
) O_Q/k/\ron
Q

[0616] JDHR A 4-((2- AlkmESE ) FARIE ) 2R S I 2% -

[0617] {EZIRT, ¥H 4 FIEXRE (1.99g, 14.6mmol) ¥ T-F DMF (5ml) il %
VI M E] H NaH (60 % 23 BAe i, 0.604g) 5T DMF (20ml) FIEE® . JAH
FEAREUIN, N 2- NHhE R R SR ER Eh (2g, 12.1mmol) o BTG IR S WIAE SR T
idE 16 /N, SR )5 A NH,CL KRB K, FRH WK Yq . H O SRR AR AR
Yy, RJGHIKFRER KPS . IT1S/K)ZH SR ZFEBEER MR, Na,SO, TE& FH AL
2, B pEawkds. HRERRAEOCHNE (L1 0 1RO @ ARANENBER ) 40
TR ER R Y, M Blbs 859 .

[0618] 'H NMR(270MHz, CDCl,) : 2.5(s, 3H) ; 5.2(s, 2H) ; 7.0(d, 2H) ; 7.2(m,
IH) ; 7.5(d, 1H) ; 7.7(, 1H) ; 7.9(d, 2H) ; 8.6(s, 1H).

[0619] ZPEE B : 4-(4-((2- MERE3E ) HEIE ) 2K ) —4- SACT BAUT BRIl & -
[0620]  7E —60°C. SR, WX ( =R FRLE) BB (1.0M, 5ml) i
ABFETE . o 4-(@-nkrgdt ) IS ) Kol (REDPE A, 0968g, 3.6mmol) ¥T
“F THF (16ml) F1 DMPU (AmD) iy hlf5 IR . £ —60°C FHEFE 10 20805, REBIMAIR L
FRAL T G (2.64g, 13.5mmol) »  FRREFTIS RVIRGHHE 10 4080, SR )5 FHi 2 =il e st
KN A NN . TR LSRRG, AR AKIEAT YRS . FH AR L BE 2 IRZETUK
o BEIFBANIEM NaySO, T4, KLk, #4a)5, MR EREE (BL2 11
HICkE © QMR SBRAVENE ) HEAraith, MmisEibrdiie &9 .

[0621] 'H NMR (270MHz, CDCIl,) : 1.4(s, 9H) ; 2.7(, 2H) ; 3.2(t, 2H) ; 5.3(s,
2H) ; 7.0(d, 2H) ; 7.2(m, 1H) ; 7.5(d, 1H) ; 7.7(t, 1H) ; 7.9(d, 2H) ; 8.6 (s,
1H) .

[0622] PHRC: 4-(4-((2- MEREd ) &L ) L) -4 EACT BREIH & -

[0623] H] = LR (Bml) AbIEH 4-(4-((2-nkmedl ) AL ) RIL ) —4-FANT AT
fig (REMPIEB, 1.27g, 4.2mmol) T & T 4L 25mD MR, ¥ RNIESYE
B THCEE 3N, RIE AR, PR EAE A s (BL95 L b R ¢ FREATE
Wik, HCmBLhimRE ) T4k, M S E] B Gl Ak br @b &9 .

[0624] 'HNMR(270MHz, CDCl,: CD,OD) : 2.7(t, 2H) ; 3.2(t, 2H) ; 5.3(s, 2H) ;
70(d, 2H) ; 7.3(m, 1H) ; 7.5(d, 1H) ; 7.9(m, 3H) ; 8.6(s, 1H).

[0625]  SEHEM] 7+ 4-(4- (REEE ) IR ) —4- EACT ERITG K

[0626]
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[0627] ER A . 4-(FEE ) K LM HI#% -

[0628]  RAISEHE®G] 1 H LBR A 7, DLW IEORE, HlfSbn @i &4 .

[0629] 'H NMR (270MHz, CDCl,) : 2.5(s, 3H) ; 5.1(s, 2H) ; 7.0(d, 2H) ;
7.3-75(m, 5H) ; 7.9(d, 2H).

[0630] PHEB: 4-(4-(FHEHL) I —4- FACT BB Bl &

[06311  RHAISCEs] 1 B3R B Uik, dSAREe G4 .

[0632] 'H NMR (270MHz, CDCl,) : 1.4(s, 9H) ; 2.6(t, 2H) ; 3.2(t, 2H) ; 5.2(s,
2H) ; 7.0(d, 2H) ; 7.3-7.5(m, 5H) ; 7.9(d, 2H).

[0633] DB C: 4-(4-(FEIE) A3k ) -4- EATRREH

[0634]  SRASCHEM] | 2PIR C 5k, S AREL &Y.

[0635] 'H NMR (270MHz, CDCl,) : 2.8(, 2H) ; 3.2(, 2H) ; 5.1(s, 2H) ; 7.0(d,
2H) ; 7.3-7.5(m, 5H) ; 7.9(d, 2H).

[0636]  SEHEM] 8+ 4-(4-(2, 6- —FNEIE ) REE ) —4- EACT ERITG k

[0637]
F
Noﬁﬁv\{m
E 5]

[0638] DIR A : 4-(2, 6- _HFEE) FKIERIHIE -

[0639] FEEIR T, ¥ 4- BREL AOHI (3.61g, 26.5mmol) ¥ T DMF (5ml) il KI5
A INE] B NaH (60 % 43 EL/EM Y, 1.21g) 5T DMF (40mD JEREIFl T . A=
LAV, WD 2, 6 THRUEIEM (Bg, 24.1mmol) . H4 TR SN VRS TR VR R PR
6 /NI, BRE AHMA NH,Cl /KSR K, I Rkegs . H O MR ERITE R,

IR AR R ERK B . H OB CIRZ IRZERITF/K)ZE.  H Na,SO, TG IFRANLZ,

PRl pe Gk gs.  FDGERERCAL @IS (BL2 1 L K @ ZIRAES MPeil ) difein
1IIRRY, TS RIFR S 5

[0640] 'H NMR (270MHz, CDCl) : 2.5(s, 3H) ; 5.2(s, 2H) ; 6.9-7.0(m, 4H) ;
7.3-74(m, 1H) ; 7.9, 2H).

[0641]1 PEEB: 4-(4-(2, 6- ZHIFEIL ) KIL ) —4- EACVT BREUT B 15 % -

[0642] 7E -60°C. @EAAM A, B ( = HREPRERIE ) B ME®R (1.0M, 30ml)
IOABEFEP R H4-(2, 6- ZRFEE) KOl (kEHPEA, 0.6g, 22.8mmol) T+
THF (60ml) A1 DMPU (12ml) W ilf5H . 7E —60°CFHidE 10 432h)5, Pudin AR 418
BUTHE (8.97g, 46mmol) o  FRHGATIS I NIREWIBERE 10 43%h, SR)5 FHE 2 = IR FFE: W
4 /NI . H W8 BRI G, A E KTV . H 2B SRR IRAERBUKE .

FE I A NIZH Na,SO, T4, Bk, W45, HMRERERAE AL (BL2 @ 1K
Ot © AR OB VR ) BEATZ040, MR B A @ B AR PR AL 542

[0643] 'H NMR (270MHz, CDCL,) : 1.4(s, 9H) ; 2.6(t, 2H) ; 3.2(t, 2H) ; 5.2(s,

2H) ; 6.9-7.0(m, 4H) ; 7.3-7.4(m, LH) ; 7.9(d, 2H).
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[0644] DIRC: 4-(4-(2, 6- “HIFEIL) FKE) —-4- BT BRAIHI & -

[0645] SRR (20ml) AEFH 4-(4-(2, 6- EIEAEIE ) FRE ) 4 FAC )RR ) B
(CRHPEB, 4.76g, 12.6mmol) T S Fht (40ml) BRI . K RNIBEYIEE
B 3 /bR, ARFE ARG, PR AT (L (LL95 ¢ 5 EU ¢ M vk
W, HRiHeR) FAT4b, s8] 3 @R AR A 54 .

[0646] 'H NMR (270MHz, CDCl,) : 2.8(t, 2H) ; 3.2(t, 2H) ; 5.2(s, 2H) ;
6.9-7.0(m, 4H) ; 7.4(m, 1H) ; 7.9(d, 2H).

[0647]  SEHEMB] 9« 4-(4- (2— &UFAEE ) RKE ) —4- SACT BRI 5 ik

[0648]
<l
Oy
Q

[0649] IR A . 4-(2- GUREIL) KOEPH 2% -

[0650]  SRHHSLHEf] 1 H2BER A 153k, L 2- SUFRER IR, HI15 A5 iib 54
[0651] 'H NMR (270MHz, CDCl,) : 2.5(s, 3H) ; 5.2(s, 2H) ; 7.0(d, 2H) ;
7.2-75(m, 4H) ; 7.9(d, 2H).

[0652] LERB: 4-(4-(2- GURNEIE ) RIHL ) —4- FAVT ERBUT BRI &

[0653]  RHAI ] 1 H2P 8 B 1575, HfHbdb 59,

[0654] 'H NMR(270MHz, CDCl,) : 1.4(s, 9H) ; 2.6(t, 2H) ; 3.2(t, 2H) ; 5.2(s,
2H) ; 7.0(d, 2H) ; 7.2-75(m, 4H) ; 7.9(d, 2H).

[0655] ZBERC: 1-(1-(2- GUWEE ) I ) - £UCT BRI &

[0656]  SRASCHEf 1 H2BIR C ik, SR G .

[0657] 'H NMR (270MHz, CDCl,: CD30D) : 2.6(t, 2H) ; 3.2(t, 2H) ; 5.2(s,
2H) ; 7.0(d, 2H) ; 7.2(m, 2H) ; 7.3(m, 1H) ; 7.4(m, 1H) ; 7.9(d, 2H).

[0658]  SIjiifdl] 10 : 4-(4—(2—(2- WAL ) L) &) 4 FAC | REG K

[0659]
F ‘@i/T
Ok
@/\/Q

[0660] JDIR A : 4-(2-(2- FALL ) LFEIL) K IEAHl %

[o661]  KHISZHER] 2 H203R A vk, BL 2- UK ABE N Rk, SRR a4

[0662] 'H NMR (270MHz, CDCl,) : 2.3(s, 3H) ; 2.9(, 2H) ; 4.2(t, 2H) ; 6.9(d,

2H) ; 7.1(m, 2H) ; 7.3(m, 2H) ; 7.9(d, 2H).

[0663] PHEB : 4-(4-(2-(2- FAIL ) LI ) HKIL) 4- FAVT REUT Bkl 4% -

[0664]  RATSCHER] 2 203 B 575, CARZBREUT BE N R, itk diib 54

[0665] 'H NMR(270MHz, CDCl,) : 1.4(s, 9H) ; 2.6(, 2H) ; 3.2(m, 4H) ; 4.2(t,

2H) ; 6.9(d, 2H) ; 7.1(m, 2H) ; 7.3(t, 2H) ; 7.9(d, 2H).

[0666] LR C: 1-(1-(2-(2- FARE ) LHEFEL) RKFEE) - AT R H#) %

[0667] H =MLl (10ml) AbIHEH 4-(4-(2- 2- A3 ) LFIE) K38 ) —4- FARAT M

THE CRESIEB, L.2g, 3.2mmol) ¥ T S Wt (25ml) JERIIEER . HRNIBEWLE
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EI TR 4 D, R EATWRAE. TRMREIAT EEvE (LL95 0 5 sy« Al AYE
Wi, A OmRBIER ) dAraith, MimfS 3] o E AR bS8l 542 .

[0668] 'H NMR (270MHz, CDCl,) : 2.8, 2H) ; 3.3(t, 2H) ; 4.2(t, 2H) ; 6.9(d,
2H) ; 7.1(m, 2H) ; 7.3, 2H) ; 7.9(d, 2H).

[0669] ST 11 2 4-(4-(2— HOFEIE ) K ) 4- |ACT IR S HEHT-5 1k

[0670]
F’
E:ijrt“\u < >gji\,*“j;w°cﬁﬁ

[0671] DI A : 4-(4-(2- FFRERE ) KLEIH % -

[0672]  SRHAISZHEH] 1 2D ER A U5k, RIS LS4

[0673] 'H NMR(270MHz, CDCl,) : 2.,5(s, 3H) ; 5.2(s, 2H) ; 6.9-7.1 (m, 4H) ;
7.2-7.3(m, 1H) ; 7.4(, 1H) ; 7.9(d, 2H).

[0674] IR B : 4-(4-(2- FFEH ) KA ) 4- FANT R LRI -

[0675]  7F —60°C. ST T, X ( = PEP ki) WM Em®R (1.0M, 35ml)
IAPEFEP R . H4-- WAFEEIE) K LE (7.26g, 29.7mmol) ¥ T+ THF (80ml) A
DMPU (16ml) T hilfS FIE . (£ —60°C FHiFE 10 53805, PUEIMANIR IR /G (10.12¢g,

60.5mmol) » FFF TR RN IRAWPEHE 10 7080, ARETHE R EEFRER N 4 /M. H 4
MR LIS TR &, FKFNER KT IR . H A AR Z IRFAFEBUKZE .. BE AL
JZH Na,SO, T8, ¥HId k. w4ifs, MPuginiEditys (Bl 0 1 ekt @ SRS
Wi ) JBEAT 4k, AT 2 A Ok AR bR B4 542 -

[0676] 'H NMR (270MHz, CDCl,) : 1.2(, 3H) ; 2.7(, 2H) ; 3.2(t, 2H) ;: 1.2(q,

2H) ; 5.1(s, 2H) ; 6.9(d, 2H) ; 7.2(m, 2H) ; 7.4(m, 1H) ; 7.5(m, 1H) ; 7.9(d,

2H)

[0677] S 12 : 4-(4-(2— PPEEFAUEE ) 2R ) —4- ST BRIk

[0678]
CHy lo]
o]

[0679]  JLBR A : 4-(2- HIEWEIE ) K LHIRHI 25 -

[0680]  RAISHuM 1 B3R A 73k, UL 2- F3ESIEIR N kL, SR 54 .
[0681] 'H NMR (270MHz, CDCL,) : 2.4(s, 3H) ; 2.5(s, 3H) ; 5.2(s, 2H) ; 6.9(d,
2H) ; 7.2-7.3(m, 3H) : 7.4(m, 1H) : 7.9, 2H).

[0682] IR B : 4-(4-(2- FALREAL ) oA ) —4- AT BBUT R &

(06831  RASLHM 1| PEE B () 5k, ®lfFFRiibE4.

[0684] 'H NMR (270MHz, CDCI,) : 1.5(s, 9H) ; 2.4(s, 3H) ; 2.6(t, 2H) ; 3.2(t,
2H) ; 5.2(s, 2H) ; 6.9(d, 2H) ; 7.2-7.3(m, 3H) ; 7.4(m, 1H) ; 7.9(d, 2H).

[o685] PR C: 4-(4-(2- FELTRAEL ) R ) 4 SFURT R & -

[oes6]  KATSZHER] 1 H203R C 57k, HIfSPREL 5.

[0687] 'H NMR(270MHz, CDCI,) : 2.4(s, 3H) ; 2.8(t, 2H) ; 3.2(t, 2H) ; 5.1 (s,

pcl
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2H) ; 6.9(d, 2H) ; 7.2-7.3(m, 3H) ; 7.4(m, 1H) ; 7.9(d, 2H).
[0688]  SZjfifs] 13 : 4-[4—(2-(N-(2- @53 ) -N- HEE ) O8E) FE 14- 840 ) %

=N
i Hy oM
é/\zwo o

[0689]

[0690]  PHR A« 2— FF IS AR G 1 ) &

[0691] 7R T W HFE T, ¥ =% (12.03g, 118.9mmol) HI A B i1 2—- & FEE
(10g, 79.28mmol) ¥ "+ — & F 4t (200ml) i JE W . 7E0°C, g B it &
(10.71lg, 93.5mmol) JIAFILL bR VIREW T, RIGEREid: 3 /. AF7K (Looml) Hn
NITR RVIRGYI, H & RREDBGEGYPNIR . HKMESKEESHRAENZ.
Na,SO, +EEFT 13 )R MIR-G ), ik fa ¥ Hksdd, Mimf3 2 E Gupik s 59, iz
G TT AT B .

[0692] 'H NMR (270MHz, CDCL,) : 1.3(t, 3H) ; 2.4-2.6(m, 4H) ; 5.25(s, 2H) ;
6.9-7.5(m, 4H).

[0693] PR B : 2-(N-(2- R4 ) -N- Fgdl ) SEERTHI%

[0694] G HH T, K 2- FORETEIREE (RKEPZEWA, 5g, 24.5mmol) 5 2-( %4
L) 4B (18.4g, 244.9mmol) HIRAMILE 120°C NIABFEIAN 7 it BIRGWV 2!
EERFH A, TR B R (L0 1 10 BIEAT - RNV, T = LB
R ) it IR R Y, TS BIFR LS o

[0695] 'H NMR (270MHz, CDCl,) : 2.3(s, 3H) ; 2.6(m, 2H) ; 3.6 (m, 4H) ;
6.9-7.5(m, 4H).

[0696] IR C: 2-(N-(2- N3 ) -N- FIEE ) SIERBHI%

[0697] HWWHIWEE (16mD) AT H 2- (N- - &5 ) -N-F&EE) o CkASZEB,
7.51g, Almmol) ¥ T H A BOmD JERKIEHE T o  FR=i NS R NVIR-GPFE 16
AN SEE AR, SRR TR G, JPE I NaHCO, /KR KA K. H
Na,SO, TEEAEANZ, K HE s G wkgs, Mimfs 2 J6 75 2i4b B m] 430 F (K R AL &4 o
[0698] 'H NMR (270MHz, CDCIl,) : 2.3(s, 3H) ; 2.8(t, 2H) ; 3.6(t, 2H) ; 3.7 (s,
2H) ; 7.0-7.15(m, 2H) ; 7.25(m, 1H) ; 7.4(t, 1H).

[0699] PHRD : 4-(2- (N-(2- R ) N- FEIL) L) KIWIHIH% -

[0700] ¥ K,CO,(7.77g, 56.2mmol) I AF|H 2-(N-(2- "I ) -N- T &AL ) 43R
(CREAZEC, 7.48g, 37mmol) M 4- F£FEE LM (10.07g, 74mmol) #§ T+ DMF (10ml)
TR« A8 8O°CINATIFIR AW 6 /P, ¥ EJE KR, $RJGH L1 LHEZHEL
MR H Na,SO, TEEIHAN)E, IS RSs. HOIGEEERAR AL (BL2 D1
Ik @ SR OB Ve ig ) AU TR R ), MIN15 2038 28 (iR AR B 540 o
[0701] 'H NMR(270MHz, CDCl,) : 2.35(s, 3H) ; 2.4(s, 3H) ; 2.8(t, 2H) ; 3.7 (s,
2H) ; 4.2(t, 2H) ; 6.9(d, 2H) ; 7.0-7.15(m, 2H) ; 7.25(m, IH) ; 7.4(t, LH) ;
79, 2H).
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[0702] PERE: 4-[4-(2-(N-(2- T EE ) -N- FE I ) L8 FEE) KE -4- 8T B
1 BEAHI RS

[0703] #F -65°C. WSS FEA, A 10 8, X0 ( =P 3E P keIt ) B
21 (1.0M, 20ml) ZEM2H i AN BIBEREP . 4= - (N- - FRIE ) -N- gL ) 4585E)
KLl (RO D, 4.91g, 16.3mmol) #¥ -+ THF (60ml) 1 DMPU (15ml) iy 15 K%Y
Wo THFE 15 50805, RIEMARCERST B (6.35g, 32.6mmol) «  FRF TS R NIREY
TE-65CHEFE 10 5380, RIFHZ RN FHRES\EF S RN 2 /N, AKEKE, AR
BEZEEOM IR e K IR HLZE H PR FE AT OEE (BLL 0 L ISk @ SR LR A BER
W) glifk, MR RIFR g 59 .

[0704] 'H NMR (270MHz, CDCL,) : 1.5(s, 9H) ; 2.4(s, 3H) ; 2.6(, 2H) ; 2.8(t,
2H) ; 3.2(t, 2H) ; 3.7(br, 2H) ; 4.2(br, 2H) ; 6.9(d, 2H) ; 7.0-7.15(m, 2H) ;
7.25(m, 1H) ; 7.4, 1H) ; 7.9(d, 2H).

[0705] PIRF : 4-[4- (2-(N-(2- HFIE ) -N- FEAE ) S5IE) R -4- FARTRIY
il 7%

[0706] H=F L8 (10mD 4#FL i A-[1-C-(N-Q2- @ FF)-N- FEFiL) o8 HE) K
HA-FART BTN (RAFBE, 2.23g, 5.3mmol) ¥ T & Th (20ml) & ki
W HRMIBEWEERTHEE 2 D, RS, HPEE R AL (L
925 1 75 ~90 : 10 W4T . FEAVEN, HZmBideRE ) JEATAk, AT BIFR &
WAEY.

[0707] 'H NMR(270MHz, CDCl,: CD30D) : 2.5(t, 2H) ; 2.6(s, 3H) ; 3.0(t,
2H) ; 3.4(t, 2H) ; 4.2-4.5(m, 4H) ; 6.9(d, 2H) ; 7.0-7.15(m, 2H) ; 7.3(m, 1H),
75, 1H) ; 7.9(d, 2H).

[0708]  SCHffd] 14 : A-(3—(2- FEEREREL ) A3 ) —4- AT BRI & Ak

[0709]
| OH
&\o

[0710] PR A . 3-(2- I WAL ) ELERHI -

[0711]  RAISCHEW] 12 FoDIR A W75, LL 3— JRdas 28 5k, SIS Fr @Ak 547

[07121] 'H NMR (270MHz, CDCl,) : 2.3(s, 3H) ; 2.5(s, 3H) ; 5.1(s, 2H) ;
7.2-73(m, 4H) ; 7.4(m, 2H) ; 7.6(m, 2H).

[0713] JPIRB: 4-(3—(2- HIEWEA ) KI5 ) —4- & AC | BB Hs R Hil &

[0714]  SRASE] 1 PR B BV, dilfSbn @i &9 .

[0715] 'H NMR (270MHz, CDCl,) : 1.5(s, 9H) ; 2.4(s, 3H) ; 2.6(t, 2H) ; 3.2(t,
2H) : 5.2(s, 2H) ; 7.2-7.3(m, 4H) ; 7.4(m, 2H) ; 7.6(m, 2H).

[0716] IR C: 4-(3-(2—- A WA ) RE ) —4- FANTRATHI%& -

07171  SRASEMEM] 1 HHPER C K rvk, HfSbRiih&4 .

[0718] 'H NMR (270MHz, CDCl,) : 2.4(s, 3H) ; 2.8(t, 2H) ; 3.3(t, 2H) ; 5.1 (s,
2H) ; 7.2-7.3(m, 4H) ; 7.4(m, 2H) ; 7.6(m, 2H).
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[0719]  SEHtif] 16 : 4-(3—(2— S NI ) I ) —4- EACT R L BRI &k

[0720]
F OCyHa
sgavl

[0721] DB A : 3-(2- REE ) K OHIIHI4% -

[0722]  SRATSEREG] 1 DB 3R A (K575, LA 3- BRELZE AW BBl HIEAREL S .
[0723] 'HNMR (270MHz, CDCl,) : 2.5(s, 3H) ; 5.2(s, 2H) ; 7.1(m, 1H) ; 7.3 (m,
2H) ; 7.6 (m, 2H).

[0724] PEREB: 4-(3-(2- ®WFEL) KAL) -4- FALT R SBEIY ) &

[0725]  RATsZREM] 11 2088 B (736, HIEAREALSY .

[0726] 'H NMR (270MHz, CDCl,) : 1.3(s, 9H) ; 2.8(t, 2H) ; 3.3(t, 2H) ; 5.1 (s,
2H) ; 7.1G, 2H) ; 7.2(d, 2H) ; 7.4(m, 1H) ; 7.5, 1H) ; 7.6(d, 2H)

[0727]  SEHEM] 16 : 4-(4-(2- FIEREIL ) KL ) —4- FAR TR LB 5%

[0728]
Hy .
@/\o é ;,jL /\roczHS
o]

[0720] B A . 4-(2- FAFREER ) KIWRHIE -

[0730]  SRAISCHEM 12 H2D3R A 753, b8 54 .

[0731] 'H NMR (270MHz, CDCl,) : 2.4(s, 3H) ; 25(s, 3H) ; 5.2(s, 2H) ; 6.9(d,
2H) ; 7.2-7.3(m, 3H) ; 7.4(m, 1H) ; 8.0(d, 2H).

[0732] JPIR B : 4-(4-(2- HIE WA ) K3 ) —4- FAQ ) 1R SRR H 25

[0733]  RAISHM 11 2038 B 75, SIS &4

[0734] 'H NMR (270MHz, CDCl,) : 1.2(t, 3H) ; 2.4(s, 3H) ; 2.7(t, 2H) ; 3.2(t,
2H) ; 4.2(q, 2H) ; 5.1(s, 2H) ; 7.0(d, 2H) ;: 7.2-7.3(m, 3H) : 7.4(m, 1H) ;
8.0(d, 2H).

[0735]  SEjff] 17 : 4-(4-(2, 6— " FEEL ) AR ) —4- HAT R BB A R

[0736]
F
-0
F

[0737] B A . 4-(2, 6- "HEAE) ELNIHIHIA -

[0738]  SRHASZifs] 8 2088 A W71k, HISFREL 54

[0739] 'H NMR (270MHz, CDCl,) : 2.5(s, 3H) ; 5.2(s, 2H) ; 6.9-7.0(m, 4H) ;
7.3-74(m, 1H) ; 7.9, 2H).

[0740] PIEB: 4-(4-(2, 6- W NEIE) A3 ) -4- EA TR LM HI& -

[0741] /£ -60°C. A A, B ( CHREF R ) B Ew (L.OM, 30ml)
INABEFEFE S 1 4-(2, 6- ZHFEAE) KA (CCRAZPIE A, 0.6g, 22.8mmol) T
THF (60ml) A1 DMPU (12ml) 1fihilf3 %K. €€ -60°C Rk 10 8 ja, PRIEMAR LR
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LB (7.61g, 45.6mmol) o  FRR TS RVAIRGWIRIH: 10 738h, AR5 THEL A2 Sl 8 W
AUNEE. R OBEERLIR &Y, AR KT . Tl Z18 SRR 2 IREEBUKZ .
¥ G IFAVUZ N Na SO, T8, Fridyg. wkdi)a, HPRGEERAEANTE (L4 0 1K
Okt © LR PRV ) BATLEAL, A3 S AR bR A S

[0742] 'H NMR(270MHz, CDCly) : 1.3(t, 3H) : 2.8(t, 3H) : 3.2(t, 2H) : 4.1(q,
2H) ; 5.2(s, 2H) 5 6.9-7.0(m, 4H) ; 7.3-74(m, 1H) ; 7.9(d, 2H).

[0743] L] 18« A-(4-(2-(2- WEWYIL ) Z5E) KAL) —4- AT IRIN A Ak

[0744]
Q/\/D"< > !OH

[0745] DER A . 4-(2-(2-MEWyIL ) L) ROEI& -

(07461  RAISEfB] 2 D3R A 575, L 2- (- WEMyIL ) RN IRR, IF A PR Rk A+
Ak (B3 1 1 WOkt | SRR OBRAVENGK ) HEATEL, SR8 54

[0747] 'H NMR(270MHz, CDCl,) : 2.5(s, 3H) ; 3.3(t, 2H) ; 4.2(t, 2H) ;
6.9-7.1(m, 4H) ; 7.2(d, 1H) ; 7.9(d, 2H),

[0748] IR B : 4-(4-(2-(2- MWy dk ) L4&UFE) 438 ) —4- & AT R CME AT 4%

[0749]  SRAISLHEW] 2 F2PIR B B 4VL, #ilfdbr @ik &9 .

[0750] 'H NMR (270MHz, CDCI,) : 1.3(t, 3H) ; 2.8(t, 2H) ; 3.3(m, 4H) ; 4.1(q,

2H) ; 4.2(t, 2H) ; 6.9-7.1(m, 4H) ;: 7.2(d, 1H) ; 7.9, 2H).

[0751]1 IR C: 4-(4- (- (2 WEWHL ) 5L ) 8 ) 4 SFAVT BRAIH 4%

[0752]  SRAIsEif] 2 HiBIR C AV, IS bn @t &9 .

[0753] 'H NMR (270MHz, CDCIl,) : 2.8(t, 2H) 5 3.3(m, 1H) ; 1.2(t, 2H) ;
6.9-7.1(m, 4H) ; 7.2(d, 1H) ; 7.9(d, 2H).

[0754]  SjifA] 19 - 4-(2, 6— TR ) -4 FANT BRING K

[0755]
£
-y
F

[0786]1 PHR A : 4-(2, 6— —@aREE ) —4- SACT BRBUT Bl e -

[0757]  7E-60°C. G/ THEH T, B (= FRFEpR) B K (1.0M, 45ml) i
ANFEFEP . 2, 6- “RIEZET (5g, 32mmol) ¥ 1T THF (40ml) A1 DMPU (8ml) i i
HIAH W . 78 —60°C R HiHE 10 43805, PRIEMAR BT BE (6.99g, 35.8mmol) .
F BTSN S IBEFE 10 38h, REFHERSEFRGRN 4 /M. H A8 L ESHEA IR
G, FHAKRMEKEATIER. HABRAMRZRATBUKE. HEHAIUER Na,SO, T
e, B g g, AHPVEEERRAEERNE (BL2 1 1 CE - SEROBEAVENLE ) 13
T4kt A 2R B 59

[0758] 'H NMR (270MHz, CDCl,) : 1.4(s, 9H) ; 2.8(t, 2H) ; 3.2(t, 2H) ;
6.9-7.0(m, 2H) ; 7.4(m, 1H).

[0759] DB : L& AS K% -
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[0760]1 T = LB (20mD) AbFH T 4-(2, 6- —HAER ) —4- |AT BT S (kA S
A, 9.52g, 35.2mmol) ¥+ & FHE (30ml) WARIITER . BHRAGYESE FHEE 3/,

RIGIRYG . PRSI E (LL95 ¢ 5 &S - BEAVENE, H bR ) ot
1Tttt TSI A AR i bR AL 54 -

[0761] 'H NMR (270MHz, CDCl,) : 2.8(t, 2H) ;: 3.2(t, 2H) ; 6.9-7.0(m, 2H) :

7.4 (m, 1H).

[0762]  SEHEM] 20 : 4-(4-(2, 5 ZHIFHEAL ) KAL) -4- HAUT RN A AL

[0763]
] o_@i/\rml
O
CHa

[0764] DIR A : 4-(2, 5- —FETEEIE) FIMIHIHI%

[0765]  RIHS<itaf] 8 hiB IR A W7, B2, 5— TMESERGUN BREL,  #IfS b LS
Yo

[0766] 'H NMR (270MHz, CDCl,) : 2.3(s, 3H) ; 2.5(s, 3H) ; 5.1 (s, 2H) ;
6.9-7.2(m, 5H) ; 7.9(d, 2H).

[0767] UERB: 4-(4-(2, 5- "HIZENEIL ) 538 ) 4 &4 | 1R SEE %

[0768]  AISZHEM] 17 HH2LIR B A7, HITSFREAL G

[0769] 'H NMR (270MHz, CDCl) : 1.2(s, 3H) ; 2.3(s, 6H) ; 2.8(t, 2H) ; 3.2(t,

2H) : 1.4(q, 2H) : 5.1(s, 2H) : 7.0(d, 2H) : 7.2-7.3(m, 3H) : 7.9(d, 2H).

[0770] BB C: 4-(4-(2, 5- ZHENAESE ) ) -4- SR T RATHI#% -

[0771] =R B INEEAH (10mD) JIABIH 4-(4-(2, 5~ ~FEFREL) K1) 4-5
T B (CRESE B, 2.62g, 7.7mmol) ¥ T-410 ZE (30ml) HREIE T . F IR ViR
EHIBFE3 AN, ARG IM BRI, e AR A E A, ARV E A,

M3 2 B AR I br AL S 40 -

[0772] 'H NMR (270MHz, CDCl) : 2.3(s, 6H) ; 2.8(t, 2H) ; 3.2(t, 2H) ; 5.1 (s,

2H) ; 7.0(d, 2H) ; 7.2-7.3(m, 3H) ; 8.0(d, 2H) .

[0773]  Sjlff 21« 4-(4-(2, 5- ZHNEE ) AR ) —4- |ART R G K

[0774]
0
oo Y
o]
F

[0775] DB A : 4-(2, 5— ZHRCNEIE ) A LHRTHIA

[0776] RAISEHER 8 A 5L, L2, 5 5 IFEIR AR, HSPR 8 S .
[07771 'H NMR (270MHz, CDCl,) : 2.5(s, 3H) ; 5.1(s, 2H) ; 6.9-7.0(m, 3H) ;
7.2(m, 2H) ; 8.0(d, 2H).

[0778] PEEB: 4-(4-(2, 5~ ZHRCREZE ) 8 ) 4 FAT R SR H &

[0779]  RAIsLHf] 17 H DIR B AV, dilfSbn@itb &4 .

[0780] 'H NMR (270MHz, CDCL) : 1.2(s, 3H) ; 2.8, 2H) ; 3.2(t, 2H) ; 1.1(q,
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2H) ; 5.1(s, 2H) ; 6.9-7.0(m, 3H) ; 7.2(m, 2H) ; 8.0(d, 2H) .

[0781] JPBRC: 4-(4-(2, 5- ZHTFEIE ) I ) -4 EAC 1 IRIHI & -

[0782] =R ¥ IN &&ALEY (40mD) JIABIH 4-(4-(2, 5 ZHIFFEE) FHE) 45
T W s (KREETEB, 1651g, 47.4mmol) % T-4L 20 (100ml) FREKIVER. 5N
BEWBRE 3/, RIEH IM R, METSRS. HERGHBEAREY, FHHEAK
Y. HE 2 IRBEEKE.  H Na,SO, THREHIANE. s EEE (L
95 [ 5INES - FEENYENW, H RBHEE) WATA L, M R 6 AR bR AL
g7/

[0783] 'H NMR (270MHz, CDCl,) : 2.8(t, 2H) ; 3.3(t, 2H) ; 5.1(s, 2H) ;
6.9-7.0(m, 3H) ; 7.2(m, 2H) ; 8.0(d, 2H).

[0784]  sEZHEMB] 22 ¢ 4-(4-(2, 4- “FHFEIE) K& -4- B TR S

[0785]
[
;/g\ o-Qi/TOW

[o786] IR A : 4-(2, 4- ZHFEE) EIWRIHIA -

[0787] KA SZHfs] 8 DBk A W77k, LA 2, A- ROV EERN R, RS
7/

[0788] 'H NMR (270MHz, CDCl,) : 2.5(s, 3H) ; 5.1(s, 2H) ; 6.9-7.0(m, 2H) ;
7.1(d, 2H) ; 7.4(m, 1H) ; 8.0(d, 2H),

[0789] IR B: 4-(4-(2, 4- “HFEIE ) K3 ) —4- FAC ) IR SRR

[0790]  SRAISKf] 17 PR B BV, dilfSbrdith &4 .

[0791] 'H NMR (270MHz, CDCIy) : 1.2(s, 3H) ; 2.8(, 2H) ; 3.2(t, 2H) ; 4.4(q,

2H) ; 5.1(s, 2H) ; 6.9-7.0(m, 2H) ; 7.1(d, 2H) ; 7.4(m, 1H) ; 8.0(d, 2H).

[0792] IR C: 4-(4-(2, 4- “H WHEE) RE) 4 FAUTRAIHI%& -

[0793]  SRASLHEM] 21 HPER C 777k, dfSRE&9.

[0794] 'H NMR(270MHz, CDCI,) : 2.8(t, 2H) ; 3.2(t, 2H) ; 5.1(s, 2H) ;
6.9-70(m, 2H) ; 7.1(d, 2H) ; 7.4(m, 1H), 8.0(d, 2H).

[0795] St 23« 4-(3-(2, 6 HURHIE) FE) 4 FUVT RIIG K

[0796]
[+]
F OH
@\/‘u—d\/\g
F

[0797] PHE A : 3-(2, 6- R TFEIEE) EILMHIHI -

[0798]  RHAHSCEM] 8 H2PER A Wik, LA 3— R AWl sk, HiSAR a4,

[0799] 'H NMR (270MHz, CDCly) : 2.5(s, 3H) ; 5.2(s, 2H) ; 6.9-7.0(m, 2MH) ;

72(m, 1H) ; 7.4(m, 2H) ; 7.9(d, 2H).

[08o0] JPEEB: 4-(3-(2, 6- W NEIE) A3 ) -4- EA VIR IR I -

(08011 KA =] 17 2R B vk, HlfSFr @il 54 .

[0802] 'H NMR (270MHz, CDCl,) : 1.2(s, 3H) ; 2.8(t, 2H) ; 3.2(t, 2H) ; 4.4(q,
7
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2H) ; 5.1(s» 2H) ; 6.9-7.0(m, 2H) ; 7.2(m, 1H) ; 7.4(m, 2H) ; 7.9(d, 2H).

[0803] JLERC: 4-(3-(2, 6- @ F&EIL) #Ik) -4 &0 I EIHl & -

[0804]  SRAHSKHM 21 H3PIR C W77, HfFFRd &9

[0805] 'H NMR(270MHz, CDCl,) : 2.8(t, 2H) ; 3.2(t, 2H) ; 5.1 (s, 2H) ;
6.9-70(m, 2H) ; 7.2(m, 1H) ; 7.4(m, 2H) ; 7.9(d, 2H).

[0806]  SEjflify] 24 ¢ 4~ (A= ((HTHk )~ FSHEL ) AL ) —4- U] BRIN & 1k

[0807]
V%“

[0808] IR A : 4-((ERNZE) FI%EIE) K LHIRTHI# -

[0809]  SRASEHEM 8 F PIR A 1777k, UIRNZE A ZEIRA 5Ok,  dlfS9 s i 54 -
[0810] 'H NMR (270MHz, CDCIl,) : 0.4(m, 2H) ; 0.6 (m, 2H) ; 1.2(m, 1H) ;
25(s, 3H) ; 3.8(d, 2H) ; 6.9(d, 2H) ; 7.9(d, 2H).

[0811] DI B: 4-(4-((FRAZE ) &L ) kAL ) —4— AT BRABUT HE 0w 2%

los12]  RAIsLsf] 8 i PIR B B AvE, HlfSbn@itb &9,

[0813] 'H NMR (270MHz, CDCly) : 0.4(m, 2H) ; 0.6 (m, 2H) ; 1.2(m, 1H) ;
1.4(s, 9H) ; 264, 2H) ; 3.2, 2H) ; 3.8(d, 2H) ; 6.9(d, 2H) ; 7.9(d, 2H).

[0814] PIREC: 4-(U-((HRAKL) BFEAL) KAL) -4- HAATRH & -

[0815] R sLjitafs] 8 HhzB8R C w7k, HlSARE L&,

[0816] 'H NMR (270MHz, CDCl,) : 0.4(m, 2H) ; 0.6 (m, 2H) ; 1.2(m, 1H) ;
28(t, 2H) ; 3.2(t, 2H) ; 3.8(d, 2H) ; 6.9(d, 2H) ; 7.9(d, 2H).

[o817] =Ll 25 - 4-(4-(2— =HMIERFEIE ) L) —4- FAVT R Gk

[0818]
[+

[0819] IR A . 4-(2- ZH FIFREIL) K OENHI% -
[0820]  RHI=cjtifs] 8 DR A 57k, UL 2-( =83 FIER N B, HIfEFr i o
Y.
[0821] 'H NMR(270MHz, CDCl,) : 2.5(s, 3H) ; 5.3(s, 2H) ; 6.9(d, 2H) ; 7.4(t,
1H) ; 7.6(t, 1H) ; 7.7(d, 2H) ; 7.9(d, 2H).
[0822] LI B: 4-(4-(2— ZmHAETEE) &5 ) 4 FA TR BB &l & -
[0823]  RASCHEf 8 H2BER B 5k, HSAREL G .
[0824] 'H NMR (270MHz, CDCl,) : 1.4(s, 9H) ; 2.7(t, 2H) ; 3.2(t, 2H) ; 5.3(s,
2H) ; 6.9(d, 2H) ; 714G, 1H) ; 764, 1H) ; 7.7(d, 2H) ; 7.9(d, 2H).
[0825] DR C: 4-(4-(2- =F A T ) &) 4 SR TEBRIH 4 -
[os26]  RAISLjifs] 8 H PIR C [\ ik, wHilfshrditb &9,
[0827] 'H NMR (270MHz, CDCl,) : 2.8(t, 2H) ; 3.2(t, 2H) ; 5.3(s, 2H) ; 6.9(d,
2H) ; 7.4(, 1H) ; 7.6(, 1H) ; 7.7, 2H) ; 7.9(d, 2H).
[0828] S 26 « 3-[(4-(2, 6 —HUREIE) KAL) T | NRRET 5 K
78



CN 101444496 B W B 76/109 7T

[0829]
F o]
d\o—Q/\s/\J\on
F

[0830] IR A : 4- FEFRILIRAHI % -
[0831]  SRHAISCH] 3 o bIR A 174, HITS LR AL R n] E 448 FH bR &AL 547
[0832] DR B : 3[4~ FRAKIE) T | W LEsrI#l#% -
[0833]  RHIsiEfs] 3 H2088 B 9771k, HISARAL5Y .
[0834] 'H NMR (270MHz, CDCIl,) : 1.2(t, 3H) ; 2.4-2.6(m, 4H) ; 3.6(s, 2H) :
4.1(q, 2H) ; 6.7(d, 2H) ; 7.2(d, 2H).
[og35] HRC: 3-[(4-(2, 6- U FAIE ) KIEL) P ] W LB H%& -
08361 RHISZHEM 3 U C 7k, L2, 6- IR IR, HI1ThrBiib 5.
[0837] 'H NMR (270MHz, CDCl,) : 1.2(t, 3H) ; 2.4-2.6(m, 4H) ; 3.6 (s, 2H) ;
42(q, 2H) ; 5.15(s, 2H) ; 6.9(d, 4H) ; 7.2-7.4(m, 3H).
[0838] IR D : 3-[(4-(2, 6- ZHFEEE) I Tk | NERFHI%E -
[0839]  RAISKCHtEfs 3 H LIR D W7, HIfShsdift 54 .
[0840] 'H NMR(270MHz, CDCl,) : 2.5-2.6(m, 4H) ; 3.7(s, 2H) ; 5.1(s, 2H) ;
6.9-7.0(m, 4H) ; 7.2-7.4(m, 3H).
[0841] SR 27 : 4-(2-(2, 6- ZHFHEIE) A ) —4- FACT R A K

[0842]

F
[0843] ER A : 2-(2, 6— L WNHEIE) ROEIRIHIA
[0844]  SRHAIStE] 8 I DBE A f 71k, LA 2— BEIEAR LM 0 5k, HIfSRR L &4
[0845] 'H NMR (270MHz, CDCl) : 2.5(s, 3H) ; 5.2(s, 2H) ; 6.9-7.0(m, 3H) ;
71(d, 1H) ; 74(m, 1H) ; 75, 1H) ; 7.8(d, 1H).
[0846] LPEEB: 4-(2-(2, 6— B FEIE ) B ) -4- EAT R OE R HIE -
[0847]  RHAsiif] 17 2P IR B 155, S brdiib &4 .
[0848] 'H NMR(270MHz, CDCl,) : 1.2(s, 3H) ; 2.6(t, 2H) ; 3.2(t, 2H) ; 4.1(q,
2H) ; 5.2(s, 2H) ; 6.9-7.0(m, 3H) ; 7.1(d, 1H) ; 7.4(m, 1H) ; 7.5(, 1H) ; 7.8(d,
1H) .
[0849] LI C: 4-(2-(2, 6- R FFEIE) L) 4 FAATRH % -
[0850]  RAISLHEM] 21 PR C WA VE, HISFR L 59
[0851] 'H NMR (270MHz, CDCIl,) : 2.6(t, 2H) ; 3.2(t, 2H) ; 5.2(s, 2H) ;
6.9-7.0(m, 3H) ; 7.1(d, 1H) ; 74(m, 1H) ; 7.5, 1H) ; 7.8(d, 1H).
[0852]  SEjiff] 28 : 4-(4-(2, 6— " FAEAL) AL ) -3- HAAT R L BB A L
[0853]
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[0854] DR A . 4- PRI R FIR SEE R H 4% -

[o855] & 4l £ B (3.26g, 78.84mmol) i A R i # 0 L H 4- R B R B (g,

26.28mmol) « F DMF (15mD)  #t B¢ (ImD A N, N- — ¥ 3 B — W §% (6.50g,

31.5mmol) A RIH T . TR B RNVIRGY R 18 /AN e iE. Ik Rk

95, FAHRIERERE AL (LL2 0 1 CE - SIROBEABENI ) ATk, Mg 3

PR AL

[0856] 'H NMR (270MHz, CDCl,) : 1.2(t, 3H) ; 3.5(s, 2H) ; 4.1(q, 2H) ; 6.7(d,

2H) ; 7.1(d, 2H).

[0857] PERB: 4-(2, 6- @ NEE) FTERLERIE]# -

[0858]  ff 4- BLFLTEHIEE LBE (CRHAZSE A, 1.59g, 8.8mmol) #shN% H NaH (60 % 43 HL

fEM A, 0.393g, 9.8mmol) T DMF(20ml) I m+ . AR AN, i

2, 6- ZHFAIR (1.64g, 79mmol) . MR R VIR-GWATER T A 4 /ANeF, RS

FHVAN NH,CL KSR, TRl emsmss . W IR OEsH Rk a8, AR5 KRR

KEEHFEMIR . H Na,SO, TSN, ¥ gk, A POE Rt (B

2 1 L CkE - CEROEE RN ) aitb Sy, Mmfs BIbr S 9

[0859] 'H NMR(270MHz, CDCI,) : 1.2(t, 3H) ; 3.5(s, 2H) ; 4.1(q, 2H) ; 5.1 (s,

2H) : 6.9(m, 4H) ; 7.2-7.4(m, 3H),

[0860] PIREC: 4-(2, 6- W FHEE) FTHERMHE

[os61]  ZEZ=IE T, B INEEALE (omD JInABIBLEF . H4-(2, 6- ZHFEE)

FHR A (RELSE B, 2.11g, 6.9mmol) T4 LEE 30mD TR . W RNVIE

GWFE 3 /N0, REH M EhERERAL, FUETIENE.  RDUKBESRPTE B GUUE, JREH

BT EETS N8R, NEIPREL S

[0862] 'H NMR (270MHz, CDCl,) : 3.6(s, 2H) ; 5.1(s, 2H) ; 6.9(m, 4H) ;

7.2-7.4(m, 3H).

[0863] IR D : 4-(2, 6- —HFFIE) FIEEARIMEA I HI S -

[os64] WA EEE I ANFI4-(2, 6- —HFHE) FTR® (kA S IKC, 16l1g,

5.79mmol) W o B NVIRGPINIR 3 /DI, BEAEIRAE, S 00 T a4k B R] BT

FHER P

[og65] IR E: 4-(4-(2, 6- @ FEEE) K5 ) -3- AT R LB HI % -

[os66]  7F 0°C, H 10 4»%h iy it (a], #Bratbwe 2mD o A B B A /R 846 82 (0.816g,

5.8mmol) ¥ T & F %t Gml) JEEERT . BT Bh A H 4-(2, 6- 5 FE

B EEBS (RES®ED, 1.71lg, 5.7mmol) ¥ T G FH L (Gml) I, M

BRI EOER. (F£0°C, KRB OHEEBH 1/ Y, REKEEEF RSB G HHFE 1/

. HIZSHEMEEERNVIREY, FHHWRIAES 2M HCL kK B s 48)E,

AKABF A& A BEABNIR . & IFEVUZEH 2M HCLAI R K PEER IR, 4R 51 H H Na, S0,

T, LpEE W gE AR, BT AR N ARTE TAl AR (1omD) [l 2.5 /M. EASER L

W, ANAS B AR . TS R R PRI AT (AiyE (BA2 0 1Tt ©
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LR L BRAVENGE ) 24k, AT E 3 6 B AR R bR A S
[0867] 'H NMR(270MHz, CDCl,) : 1.2(t, 3H) ; 3.4(s, 2H) ; 3.7(s, 2H) ; 4.2(q,
2H) ; 5.1(s, 2H) ; 6.9(m, 4H) ; 7.1(d, 2H) ; 7.3(m, 1H).
[0868]  =jiifs] 29 : 3—(2—(4-(2, 6— L WEIE) RIE) 2-H LHE) i —1H-1, 2, 4-—=

W PR
Oy

[0869]

[o870] IR A : 4-(2, 6— —H AL ) AR SHIEHI -

08711  RHIsZiEfs] 8 H200R A 7714, HIEbndiib 54

[0872] 'H NMR(270MHz, CDCIL,) : 2.5(s, 3H) ; 5.2(s, 2H) ; 6.9-7.0(m, 4H) ;
7.3-74(m, 1H) ; 7.9(d, 2H).

[0873] B : 2- W -1-(4-(2, 6- —HFHEIE) K& ) -1- ZWIHI% -

[0874] =R T, i 4-(2, 6- ZHONEE) KLW (RENLIEA, 2.74g, 10.4mmol)
T ST (20mD) TR ZIBRET . HERALET (D (3.70g, 16.6mmol) ¥ T
LR BE (20ml) IR T iR NVIREW PR 16 /ANeF, ARG InAK.
HVREYH SR OEEFEB IR . EIFHNUE, FERKM KA T rhik, #R)5 H Na,SO, T
e, UEEWYE, BAHREIERAT S (BL4 0 L ICEE ¢ SEROER A PENH ) AT 4l
A, ANTITAS BIE A 1 Gtk [ A4 (bR AL 540

[0875] 'H NMR(270MHz, CDCl,) : 4.4(s, 2H) ; 5.2(s, 2H) ; 6.9-7.1 (m, 4H),
7.3(m, 1H) ; 8.0(d, 2H).

[0876] DIRC: 3-(2-(4-(2, 6~ R FHEAE) ) 2- 8 MR Wi -1H-1, 2, 4+ =
PR FRp ) S

[0877] ‘=i T, BH2-K-1-4-©2, 6- —H FHRIE) EFE)-1- 4t (F & B,
0.851g, 2.4mmol) ¥+ T 5 F 4t (dGmb JEEIIE W, MARIHE 1H-1, 2, 4- =M -3-fg
i (0.250g, 2.4mmol) = Z i (2.50g, 2.4mmol) ¥ T-F & W4t (20ml) HI75 1K ¥ )
o REITR NIRRT 50 8l RERHHESIKRSE. T LR SRR IR TR AR
R H 0.1M HCI fEhKyEd.  H Na,SO, TS aNLE, W i uE/awlksd, FAHPUSE
RERRAE VL (LL9 o L BRET - BV ) dAT 4k, 1S BIbR 8 A .
[0878] 'H NMR (270MHz, CDCl,) : 4.5(s, 2H) ; 5.1(s, 2H) ; 6.8-7.0(m, 4H),
7.2(m, 1H) ; 7.9(d, 2H) ; 8.0(s, 1H).

[0879]  SEZHEMW] 30 : 5-((4-(2, 6 R FHEIAE) 3L ) A ) -1H- YME &k

[0880]
- .
d\ N\N
@ Hiu_d
F

[0881] PR A: 4-(2, 6— _H FHEIE) KL ) LIEMHI% -
[0882] ¥ 2, 6— — H N FHE W (7.77g, 37.5mmol) 1 A F| H 4- B R K 2 (5g,
37.5mmol) 1 K,CO, (6.74g, 48.8mmol) ¥ T+ DMF (20mD T RHKIE R . 2l N
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PSR VIR G 4 AN, RIEE ARG, T AR LR A TR A, AR E KA &L
KWk, HORIERZRVEEKIZ. HEFRAENIZEH Na,SO, +H )5, ks, M
[IEGEDISEEAERE SN PN R/

[0883] 'H NMR (270MHz, CDCl,) : 3.65(s, 2H) ; 5.1(s, 2H) ; 6.9-7.0(m, 4H) ;
7.2-7.4(m, 3H).

[0884] PR B : 5-((4-(2, 6— AL ) KAL) P4 ) —1H- VUM 55

[o885] M HH 4-(2, 6- — @ FAA) KAL) 4 JF (kR H P EA, 52, 19.3mmol) .
NaN, (1.3g, 20mmol) FI NH,CI(1.06g, 20mmol) £k 117845 4% TF DMF (60ml) 1fij JE )%,
FIEFRAE 90°C N 16 /hif e B ERE TR ETL, B3RP RPAE LR L5 5 K
Zmam (KRR pH = ) . HAKPESRTEENS, BHEAH Na,So, T4 )51t
I8, B HIRAT R st s . TR A L (LA 1 1 Ry - R PRI VE )
BEATEEAK, AT AT 209 W A AR AR AL -S4

[0886] 'H NMR(270MHz, CDCL,) : 4.0(s, 2H) ; 5.1(s, 2H) ; 6.7-6.9(m, 4H) ;
7.0(d, 2H) ; 7.2(m, 1H).

[o8g7] S jifi #41) 31 : (2RS)2-(N- A T & ¥ & ) -3-[2-(1-(2, 6- = & F
4 ) —2- AR A | TSR TR 5 il

[0888]
g\imocwush
Caatana
F

[0889] DR A : 1-(2, 6- R IEEIEE) EILMHIHI -

[0890] ¥ 2, 6- G EIIR (Bg, 24.1mmol) MIA H K,CO,(4.33g, 31.3mmol) Al 4- %

FLIR A (3.28g, 24mmol) ¥ T-T DMF (15ml) F KR T« B VIR AW AE =0

5 /BT, HIKEEK, RIGETRGG. T O QBRI R, SR )5 HIK Rk K Bk

Yo BIAKZER W OEEABPIK.  H Na,SO, HEEIIFEHLE, I uEE g,

SRIG PR AR AR EREE (BL2 ¢ LIk @ LR LBEAVEW ) 4T84k, TSRk

HAL A .

[0891] 'H NMR(270MHz, CDCl,) : 2.5(s, 3H) ;: 5.2(s, 2H) ; 6.9-7.0(m, 1H) :

7.3-74(m, 1H) ; 7.9, 2H).

[0892] B : 2- W -1-(4-(2, 6- "FFHEIL) KE)-1- ZHNHHIE -

[0893]  RHISZiEfs] 29 I3 B WA vE, S Fr 8L 54

[0894] 'H NMR(270MHz, CDCl,) : 4.4(s, 2H) ; 5.2(s, 2H) ; 6.9-7.1 (m, 4H) ;

7.3(m, 1H) ; 8.0(d, 2H).

[0895] DR C: (2RS)2- (N- BUTEIRIL ) -3-[2-(4-(2, 6- ZFFHEIE) KIL)-2- &

RLHE 1 Wi TN IR LB 1 il 4%

[0896] B R T A B - 2 MR R 4 B (2.94g, 8.6mmol) I N B B H P 0. H

2- R -1-(4-(2, 6~ “HFEAE ) KIEE)-1- 2l (REPIEB, 2.07g, 8.3mmol) ¥TT

TEFRRE (20ml) F1 =% (8.39g, 83mmol) IR F . FEIE NS RNEESY)

fide L/, RGBS . H AR SRR RY), 285 A 0.1M HC1 FIEh /K ¥ o

H Na,SO, TEAVZE, i ild gk, R ERAE D (LLI75 1 25 1
82
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A L PRV ) BEATaitk, MR RIER AL S

[0897] 'H NMR (270MHz, CDCL) : 1.2(t, 3H) ; 1.4(s, 9H) ; 3.0(m, 2H) ; 3.8(s,

2H) ; 4.2(q, 2H) ; 4.5(br, 1H) ; 5.2(s, 2H) ; 5.4(d, 1H) ; 6.9-7.1(m, 4H) ;
7.3(m, 1H) ; 7.9(d, 2H).

[0898] BIE D : (2RS)2—(N- BUT HIF ) -3-[2-(4-(2, 6- M FHEE ) K7 )-2- 54
REE: ) IR I ) %5

[0899] % IN &EALEN GmD) MIAFIH (2RS) 2- (N- FUT EIRIL ) -3-[2- (4= (2, 6- 5
WA ) RE) 2- AN ZE TMERAR AR (CRELEC, 0.761g, 1.5mmol) ¥ 1404
e (L0mD) JEREIEIR . TR PR R NVIREWHFE 4 /e, SR 1M #higmeit, ik
ATIL WS . AT RIS RY), FJFRIK RIS KB ZTR R Y) .  H Na,SO, T4
PR AaNUZ, g Ekad, A5 TR R AT g (BL92.5 ¢ 75 aUy © FlE
MPENRA ) AT A4, AT 2RSS

[0900] 'H NMR (270MHz, CDCl,) : 1.4(s, 9H) ; 3.0(t, 2H) ; 4.0(q, 2H) ; 4.5(br,

IH) ; 5.2(s, 2H) ; 5.4(d, 1H) ; 6.9-7.1(m, 4H) ; 7.3(m, 1H) ; 7.9(d, 2H).

[0901]  SZfff) 32 : 2- ¥Rk —1- A0 1-(1-(2, 6- @ FEHEIE) F&) T —2- 4R LB

HI5 Al
CEaTa

[0902]

[0003] LR A . 4-(2, 6- “HREAE) ELWHIHIA

[0904]  SRASCHW] 31 H2bIR A Wik, SSRGS

[0905] 'H NMR (270MHz, CDCl,) : 2.5(s, 3H) ; 5.2(s, 2H) ; 6.9-7.0(m, 4H) ;
7.3-74(m, 1H) ; 7.9(d, 2H).

[0906] LPEEB . 2- JE3E —4- HAC -4-(4-(2, 6- ZmUNEIE ) A3 ) T 2- MR LTEIK
il 7%

[0907] 5101 4-(2, 6- G FEIE ) KL (kA2 A, 564g, 21.5mmol) Fl LK
Mg (3.14g, 21.5mmol) ALK HIVRE Y M BIEE T 20 OB (25ml) 19 LB (0.490g,
22 4mmol £JEH ) VKA SR . B HIE=E FFESAS, HK G0mD) B,
P A 10% SRR G SR CBRAER =k . A EKYES G IHANLE, AR KBHEA
Na,SO, T4, HuE)aik4s, MmHPEERE A (L1 0 1 ekt @ L8 LRy PE
W) HEATEEA, AR RIbR A S

[0908] 'H NMR (270MHz, CDCl,) : [.4(t, 3H) ; 4.4(q, 2H) ; 5.2(s, 2H) ;
6.9-7.1(m, 5H) ; 7.3-7.4(m, 1H) ; 8.0(d, 2H) .

[0909] S 33 : (2RS)2-(N- LPEZE ) —4-(4-(2, 6- ZHEHEIE ) K& ) 4-F )

B
CHy
oo

[0910]
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(09111  PIR A : 4-(2, 6- ZHFEEE ) KLMIRHIKE -

[0912]  RHASCHEM] 31 LR A 51k, dliSbrEi &4,

[0913] 'H NMR(270MHz, CDCIL,) : 2.5(s, 3H) ; 5.2(s, 2H) ; 6.9-7.0(m, 4H) ;
7.3-7.4(m, 1H) ; 7.9(d, 2H).

[0914] BB B: 2-8 -1-(4—(2, 6— “FFERIE) KE)-1- SHirHI%

[0915]  SRHASCHf] 29 F bIR B V%, dilfgbrdith &4 .

[0916] 'H NMR (270MHz, CDCl,) : 4.4(s, 2H) ; 5.2(s, 2H) ; 6.9-7.1 (m, 4H) ;
7.3(m, 1H) ; 8.0(d, 2H).

[0917]  PEREC: (N- £Widk ) (2-(4-(2, 6- R EM: ) £33 ) 2- | AR Q) W=
LB HIH &

[oo18]  HF 2- R —1-(4-(2, 6- — o WEE) K& )-1- M (kR AL KB, 142g,

4 1mmol) 0 N 2 B £ WEFE FE N 8 — 4 I8 (0.949¢, 4.3mmol) F £ B 4 (0.301g,

4.Ammol) ¥ T 4L LW S E T . R PR RVIREWHEE 2 /b, R EA
WG TR WAL 28 ZBEF 0.1N NaOH 2 [f)43ic.  FHZKFD 0.001M 2h BE¥Ei% 15
HHUE, #R)GH Na,SO, T, iEndksds. HHPEEREATEZ (BL2 0 1Sk &
M LB e g ) AT 44k, MM BRSS9 o

[0919] 'H NMR (270MHz, CDCl,) : 1.2(t, 6H) ; 2.0(s, 3H) ; 4.2-4.3(m, 6I) ;
5.2(s, 2H) ; 6.9-7.1(m, 4H) ; 7.3-7.4(m, 1H) ; 7.9(d, 2H).

[0920] JPERD: (2RS)2-(N- LML ) —4-(4-(2, 6- "R FHEE) KA ) 4- F L 11
[Tl 2%

[0921]  # NaOH (0.539g, 13.2mmol) SIAFIH (N- 4BIE ) (2-(4-(2, 6- —H WEAE)
ORI ) —2- FHARZIE ) NIR s (RO C, 1.28g, 2.6mmol) # /K (20mlD) JE %I
W 3 ROVIREPIIER 16 /), SR IIAVKEEER (18ml) , R4k [l 3 /Mo

BARWRGEZIREY), RGPS A gL (B9 o LISy - R PRI ) 3474l
(S P NTTE G E Y 7y 2% it 7/

[0922] 'H NMR (270MHz, CDCIl,: CD,0OD) : 2.0(s, 3H) ; 3.5(m, 2H) ; 4.8(t,

IH) ; 5.1(s, 2H) ; 6.9-7.1(m, 4H) ; 7.3-7.4(m, 1H) ; 7.9(d, 2H).

[0023]  SLjfifl 34 : 4-(3—((HANEE ) FEIE ) I ) —4- FAUT R %

[0924]
o ae

[0925] DER A . 3- (RN ) &) R OHHIHI#% -

[0926]  RAISEHEMR] 31 Hp P IR A (578, DABRTAZE T IE RN 3- SRR 28 40 4 sk, 45
FREUL A

[0927] 'H NMR (270MHz, CDCl,) : 0.4(m, 2H) ; 0.6 (m, 2H) ; 1.2(m, 1H) ;
25, 3H) ; 38(d, 2H) ; 7.1 (m, 1H) ; 74(m, 1H) ; 7.5-7.6{(m, 2H).

[0928] CEREB : 4-(3—-((FRNIE ) PFEIE ) KIL ) —4- & AT BRBUT BRI H) 4% -

lo920]  RAISLiER] 8 WHEIE B K715, RISk @I 5.
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[0930] 'H NMR (270MHz, CDCl,) : 0.4(m, 2H) ; 0.6 (m, 2H) ; 1.2(m, 1H) ;
1.4(s, 9H) ; 2.6(t, 2H) ; 3.2(t, 2H) ; 3.8(d, 2H) ; 7.1(m, 1H) ;: 7.4(m, 1H) ;
75-7.6(m, 2H) .

[0931]1 IR C: 4-G-((FHINE) MEIE) RKIEE ) -4- FANT BRIH#% -

[0932]  “RAISHEM] 8 W20 IR C K77k, HIEbREb 549 .

[09033] 'H NMR (270MHz, CDCl.) : 0.4(m, 2H) ; 0.6 (m, 2H) ; 1.2(m, 1H) ;
28(t, 2H) ; 3.2(t, 2H) ; 3.8(d, 2H) ; 7.1(m, 1H) ; 7.4(m, 1H) ; 7.5-7.6(m, 2H).
[0934] S 35 : 4-(3-(2, 6— —HFEAEIE ) KIE ) —4- EAC T BRI 4%

[0935]
Hiy OH
éf °
CHy

[0936] EURA: 2, 6- "HEFERHIL

[0937]  FEUK/KIS4E T, K AEML (8.28ml, 133.16mmol) IIAZFIH 2, 6- — I A

7% (10g, 66.5mmol) FIERERHR (9.18g, 66.5mmol) ¥ T I MWEIL (67ml) JE %

i, ARERE ARG YINERE 16 /. FEIZRMNIRAGY T IO B ZRFK, o nl i 3%

K,CO;. IN R FE KRS AENIE . A5 H Na,SO, +45, WikfElsn. HEif3m

MPRFE R EFE T THF (135mD , SR 5 A2 LiAlH, (3.79g, 99.8mmol) 17, F#

BRI RHERE 4 D). ¥ IN SRR EHUIMABILL ERVIBEYH, RIFIMAN LR

BE, THHIRKRBESRIISAEVUE, H Na,SO, T EAENLE, HiEER . P mRERY

e SBaib R AR .

[0938] 'H NMR (270MHz, CDCly) : 2.4(s, 6H) ; 4.7(s, 2H) ; 7.0-7.15(m, 3H).

[0939] CHRB: 3-(2, 6- " HIEAREIE) K AWNIH % -

[0940] TE=EW T, EHFEP . H3 -FIEXLH (8.07g, 59.24mmol) 1 — 3L

I (16.93g, 64.5mmol) % T THF (180ml) 1fif s I F i il 2, 6 - AR

(8.05g, 59.24mmol) FIHE —RIKE — L85 (11.24g, 64.57mmol) ¥ T THF (45ml) Fl+

DMF (18ml) MR IIHS . TEE R TEIRREG D 1.5 /b5, H SRR R Z Y

WREY), MK IN NaOH MER/KBEFEM K, A5 H Na,SO, T4, #HidkFksgs. H

Do AL s (BL2 0 1 EE @ SR SRR ABEIE ) ZEAT4i4k, TS SIFR 8L &

Yo

[0941] 'HNMR(270MHz, CDCL,) : 2.4(s, 6H) ; 2.6(s, 3H) ; 5.1(s, 2H) ; 7.1(dd,

2H) ; 7.2(m, 2H) ; 7.4, LH) ; 7.6(m, 2H).

[0942] PERC: 4-(3-(2, 6- ZHETFHEE) RKE) 4 AT B LW R 545

[0943]  RAIsziE®] 17 LR B 7L, SR8 &4,

[0944] 'H NMR (270MHz, CDCl,) : 1.2(s, 3H) ; 2.4(s, 6H) ; 2.8(t, 2H) ; 3.2(t,

2H) ; 4.4(q, 2H) ; 5.1(s, 2H) ; 7.1(d, 2H) ; 7.2(m, 2H) ; 7.4(t, 1H) ; 7.6 (m,

2H) o

[0945] DI D : 4-(3-(2, 6- ZHEFEE) K& ) 4- FARTBRIHI & -

[0946] FEZEIR T, & INSEALE GOmD) MMAFH 4-(3-(2, 6- —HEREFHKE)
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HH)-4- BT RAEE (RKELZEC, 12.31g, 36.2mmol) ¥ T 4l £ F (160ml) JF Ak i 7%
Wo BHZRMNIREWBEEE 3, SRER IM Bk, uEH BT AR A TEE, K
SR Y S E= Kt oy NIRRT SREA TR S /N R N R e/

[0947] 'H NMR(270MHz, CDCIl,) : 2.4(s, 6H) ; 2.8(t, 2H) ; 3.3(t, 2H) ; 5.1 (s,
2H) : 7.1(d, 2H) : 7.2-7.3(m, 2H) ; 7.4(t, 1H) ;: 7.6(m, 2H).

[0948] S 36 : 4-(3—(2— 3 —6- FEFEE ) oREE ) -4 ST BRAYG Ak

[0949]
éﬁ.

[0950]  DEE A : 2- 5 —6— FHEZR RIS -

[0951] % ME R &) 24 JT 5 WO 97/34893 2 43 11 5] 89 (d) Frds 1 7 iE3#AT &
Ao

[0952] DU B : 2- F —6- FEFTEEMH]S

[0953]  SRHAH S 356 IR A 5k, SR EL G .

[0954] 'H NMR (270MHz, CDCIl,) : 2.4(s, 3H) ; 4.7(s, 2H) ; 6.85(t, 1H) ;
6.95(d, 1H) ; 7.15(m, 1H),

[0955] LIR C: 3-(2- f, —6- HIEFEIEE ) RO H] 2% -

[0956] KA 9¢Hafs] 35 IR B VA, HlfS AR @il 54 .

(09571 'H NMR (270MHz, CDCL) : 2.4(s, 3H) ; 2.6(s, 3H) ; 5.1(s, 2H) ; 7.1 (m,
2H) ; 7.2(m, 2H) ; 7.4, 1H) ; 7.6(m, 2H).

[0958] IR D : 4-(3-(2- i —6- FISENEIE ) R ) —4- FMRT R EERIH & -

[0959]  SRAISL] 17 | PR B 1 vk, dilfSbr@ith &4 .

[0960] 'H NMR (270MHz, CDCl,) : 1.2(s, 3H) ; 2.4(s, 3H) ; 2.8(t, 2H) ; 3.3 (4,
2H) ; 4.4(q, 2H) ; 5.2(s, 2H) ; 6.9-7.1(m, 2H) ; 7.2(m, 2H) ; 7.4(t, 1H) ;
7.6 (m, 2H).

[0961] PERE: 4-(3-(2- Hl —6- FEFTHEE ) K ) —4- FAUT RHIE -

[0962] EEE M IN KA ALE (40mD) o AN B 4-(3-(2- . —6- IR HIE) K
) 4-FAAR Tl (CkELBE D, 8.56g, 24.9mmol) ¥ T°45 Z W (100ml) & [H%
Wo FERNIBEDHAE 3 /D, M BIEREASRY . HETE TSR, I
H 0.IM #h R KA TR, H Na,SO, T8, M B ilksdg. Ao H IR A
Ak (LL95 0 6 T © R AUEN M, H CBRPHERE ) dEAT4k, Mt 2 5 b
PRI PR A A0 o

[0963] 'H NMR (270MHz, CDCIl,) : 2.4(s, 3H) ; 2.8(t, 2H) ; 3.3(t, 2H) ; 5.1 (s,
2H) ; 6.9-7.1(m, 2H) ; 7.2(m, 2H) ; 7.4(, 1H) ; 7.6 (m, 2H).

[0964]  Sif] 37 « 4-(3—(2, 6- —HIEERAEL ) I ) 4 FANT R OB A -
[0965]
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[0966] IR A : 2, 6- MPEASEEHIHIA -

[0967]  SRHASCHEM] 35 B IR A 71k, WS ARELEGY) .

[0968] 'H NMR (270MHz, CDCl,) : 2.4(s, 6H) ; 4.7(s, 2H) ; 7.0-7.1 5(m, 3H).
[0969] DIREB: 3-(2, 6- —HIEEFTHEIEL) KLMIHIH%

[0970]  RHAISE] 35 ALK B /775, WA A it &4

[0971] 'H NMR (270MHz, CDCL,) : 2.4(s, 6H) ; 2.6(s, 3H) ; 5.1(s, 2H) ; 7.1(dd,
2H) ; 7.2(m, 2H) ; 7.4(t, 1H) ; 7.6(m, 2H).

[0972] ZPERC: 1-(3-(2, 6- —HEFEIEE) ) 1- 85N TR IBEMH & -

[0973]  RHASCEW] 17 2B IR B vk, ISR 8L 54 .

[0974] 'H NMR (270MHz, CDCly) : 1.2(s, 3H) ; 2.4(s, 6H) ; 2.8(t, 2H) ; 3.2(t,
2H) ; 4.4(q, 2H) ;5 5.1(s, 2H) ; 7.1(d, 2H) ; 7.2(m, 2H) ; 7.4(t, 1H) ; 7.6 (m,
2H) .

[0975]  Sichifd] 38 ¢ 4-(3—(2, 6- —FIEFHEE) KIE) 4 FAMRT BRI G K -
[0976]

[0977] BB A . 2, 6- HETEEAHI% -

[0978]  RHIsZiEf 35 2 A 7514, HISAREL Y.

[0979] 'H NMR (270MHz, CDCl,) : 2.4(s, 6H) ; 4.7(s, 2H) ; 7.0-7.15(m, 3H).
[0980] PR B: 3-(2, 6- _HEFHE) KIERIH L

[oos1l  RHAIsZiEfsl 35 221 B WAk, S Fs @b 54 .

[0982] 'H NMR (270MHz, CDCIL,) : 2.4(s, 6H) ; 2.6(s, 3H) ;: 5.1(s, 2H) ; 7.1(dd,
2H) ; 7.2(m, 2H) ; 7.4(t, 1H) ; 7.6(m, 2H).

[0983] PERC: 4-(3-(2, 6- “HETFEIKE) FH)-4- FMR TR LB H & -

[0984]  SRHSLHEM] 17 B4R B 57k, H1Fss @itk 59

[0985] 'H NMR (270MHz, CDCL,) : 1.2(s, 3H) ; 2.4(s, 6H) ; 2.8(t, 2H) ; 3.2(t,
2H) ; 4.4(q, 2H) ; 5.1(s, 2H) ; 7.1(d, 2H) ; 7.2(m, 2H) ; 7.4(t, LH) ; 7.6 (m,
2H) .

[0986] LR D : 4-(3-(2, 6- —HEFEIE) A ) -4 5L | BRIHI% -

[0987] KA 9] 36 HR E 1 ik, HEAR AL &Y.
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[0988] 'H NMR (270MHz, CDCl,) : 2.4(s, 6H) ; 2.8(t, 2H) ; 3.3(t, 2H) ; 5.1 (s,
2H) ; 7.1(d, 2H) ; 7.2-7.3(m, 2H) ; 7.4(t, 1H) ; 7.6(m, 2H).

[0989] IR E: 4-(3-(2, 6- —HIZEFEIE) A ) 4 ST BRI H 2% -

[o990] i ik v, K 4-(3-(2, 6- Z MR FHEE) FE)4-HMAT ], (kB P
D, 5.5g, 17.6mmol) ¥ T 4 Z EE (20ml), 2R 5 7E 0°C 44 FAERL LW b i A
NaOH (0.705g) » K R NVIREGPIRFE 1L /D, FHAWYA )G, KBHAG TS, AnEsia6
[ 14

[0991] 'H NMR(270MHz, D,0) : 2.0(s, 6H) ; 2.5, 2H) ; 3.0(t, 2H) ; 4.8(s,
2H) ; 6.8(d, 2H) ; 6.9(m, 2H) ; 7.2&, 1H) ; 7.5(d, 2H).

[0992]  SEHEM] 39 : 4-(4-(2, 6- _FEFHE) KE)4- 5 TRIE K

[0993]
H: @

[0994] BB A . 2, 6- L TEEAHI% -

[0095] SRSt 35 B8R A Wik, HITFFREL S

[0996] 'H NMR (270MHz, CDCl,) : 2.4(s, 6H) ; 4.7(s, 2H) ; 7.0-7.15(m, 3H).
[0007] PR B : 4-(2, 6~ —FHEFHE) KIWHIHI% -

[0998]  SRAISLtif 35 DB B Wik, hfSbrditb 54 .

[0999] 'H NMR (270MHz, CDCl,) : 2.4(s, 6H) ; 2.6(s, 3H) ; 5.1(s, 2H) ;:
7.0-7.2(m, 5H) ; 8.0(d, 2H).

[1000] ZPERC: 4-(4-(2, 6- “HRETFEIE) FH)-4- FMR TR LB H &

[1001]  SRHISZHEm) 17 o088 B Wik, #fShndith &4,

[1002] 'H NMR(270MHz, CDCl,) : 1.2(s, 3H) ; 2.4(s, 6H) ; 2.8(t, 2H) ; 3.3(t,
2H) ;

[1003]  4.4(q, 2H) ; 5.1(s, 2H) ; 7.0-7.2(m, 5H) ; 8.0(d, 2H).

[1004] JPERD: 4-(4-(2, 6- ZHIEWEE ) I ) —4- 548 | il & -

[1005]  RHA 9] 36 P2 E 1 ik, HiEAR &Y.

[1006] 'H NMR(270MHz, CDCly) : 2.4(s, 6H) ; 2.8(t, 2H) ; 3.3(t, 2H) ; 5.1 (s,
2H) ; 7.0-7.2(m, 5H) ; 8.0(d, 2H).

[1007]  SZjEf] 40 : 4-(3-(2, 6- ZFHHTEE ) K ) -4- FART RS K -

[1008]
CHy

r =% il
S

i 5

[1009] DIR A . 2, 6— — FILFEW 4% .
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(10101  RHAIsZHER] 35 F 28 A 7515, HISAREALEY).

[1011] 'HNMR (270MHz, CDCL,) : 2.4(s, 6H) ; 4.7(s, 2H) ; 7.0-7.15(m, 3H).
[1012] DB : 3-(2, 6~ —HFHEFEIL) KOHRIH % -

[1013]1  RASEHER] 35 28R B AV, S Fr 8L 54 .

[1014] 'H NMR (270MHz, CDCl,) : 2.3(s, 6H) ; 2.6(s, 3H) ; 5.1(s, 2H) ;: 7.1(d,
9H) 3 7.2(m, 2H) ; 7.45@, 1H) ; 7.6 (m, 2H).

[1015] BERC: 4-(3-(2, 6- —HEFREIL) HIL) -4- FMAT R L HEF )& -

(10161  RHISZHE®] 17 228 B WA, SRS 54

[1017] 'H NMR (270MHz, CDCl,) : 1.2(s, 3H) ; 2.4(s, 6H) ; 2.8(t, 2H) ; 3.2(t,
2H) ; 4.4(q, 2H) ; 5.1(s, 2H) ; 7.1(d, 2H) ; 7.2(m, 2H) ; 7.45(, LH) ; 7.6 (m,
2H) .

[1018] LI D : 4-(3-(2, 6- ZHILFEE ) I ) 4- 5T BRKH & -

(10191  RASER] 36 TR E 1 ik, HEREL &Y.

[1020] 'H NMR (270MHz, CDCl,) : 2.4(s, 6H) ; 2.5, 2H) ; 3.2(t, 2H) ; 5.1 (s,
2H) ; 7.1(d, 2H) ; 7.2-7.3(m, 2H) ; 745(, 1H) ; 7.6(m, 2H).

[1021]  PIRE: 4-(3-(2, 6— ZFHETEE) K& ) -4 FACTERB & -

[1022] JEILHEMA, & 4-(3-(2, 6- ~HIEFHEIL) A -4-FMATR CCkaPIED,
6g, 19.4mmol) ¥ T2 (20ml) ., RJG4E 0°CHRAMFFAE FHEH A KOH (1.21g) .
B NIRE T LN, ARG fE, AR, A B A E AR R bR AL
G-

[1023] 'H NMR(270MHz, D,0O) : 2.3(s, 6H) ; 2.5(, 2H) ; 3.3(t, 2H) ; 5.1 (s,
2H) ; 7.1(d, 2H) ; 7.2-7.3(m, 2H) ; 7.45(, 1H) ; 7.6 (m, 2H).

[1024]  SEHEf] 4 12 4-(3-(2, 6- A RNEE ) kA ) —4- R T RIE K -

[1025]
&

[1026] CIR A : 2, 6— — A TEERHIZ
[1027]  RAISEHEG] 35 F2PIR A W5k, HISFR A&
[1028] 'H NMR (270MHz, CDCl,) : 3.9(s, 6H) ; 4.8(s, 2H) ; 6.5(d, 2H) ;
7.25(m, 1H).
[1029] ZDIEB: 3-(2, 6- —HAEAETEIEL) KLIHIHIHS -
[1030]  RHASCHEf 356 2R B 5%, HilfShr @itk 542 -
[1031] 'H NMR (270MHz, CDCl,) : 2.6(s, 3H) ;: 3.9(s, 6H) ; 5.2(s, 2H) : 6.6(d,
2H) ; 7.3(m, 3H) ; 7.5(d, 1H) ; 7.7(d, 1H).
[1032] B C: 4-(3-(2, 6- “HHEILFEE) FE ) -4- FAT R LERIKH % -
[1033]1  RHIsZiEf] 17 228 B WA vE, SRS 54
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[1034] "H NMR (270MHz, CDCl,) : 1.2(t, 3H) ; 2.8(t, 2H) ; 3.3(, 2H) ; 3.8(s,

6H) ; 4.1(q, 2H) ; 5.2(s, 2H) ; 6.5(d, 2H) 5 7.3-7.4(m, 3H) ; 76(d, 1H) ; 7.7(d,

1H) .

[1035] PERD: 4-(3-(2, 6- ~FAEILFEIL) BRI ) —4- HAR TR T4 -

[1036]  SRHAIStif] 36 H D8R E 71k, TSR 8iib &4

[1037] 'H NMR (270MHz, CDCl,) : 2.8(t, 2H) ; 3.3(t, 2H) ; 3.8(s, 6H) ; 5.2(s,

2H) ; 6.5(d, 2H) ; 7.3-7.4(m, 3H) ; 7.6(d, 1H) ; 7.7(d, 1H).

[1038]  SEHif] 42 : 4-(3-(2, 6- —HIEREEL) AL ) 40 -2, 2- PR RIS
J%

[1039]

[1040] LR A . 2, 6- HHELAEWEEHIHIA .

(10411  RHA 9] 35 2R A 5k, SRS &Y.

[1042] 'HNMR (270MHz, CDCl,) : 2.4(s, 6H) ; 4.7(s, 2H) ; 7.0-7.15(m, 3H).
[1043] LB . 3-(2, 6- " PREEE) KIEHIHI%

[1044]  RHASCEH] 35 2R B vk, SR @L 54 .

[1045] 'HNMR(270MHz, CDCl,) : 2.4(s, 6H) ; 26(s, 3H) ; 5.1(s, 2H) ; 7.1(dd,
2H) ; 7.2(m, 2H) ; 7.4(t, 1H) ; 7.6(m, 2H).

[1046] DI C.: 4-(3-(2, 6- —HIE VAL ) £3E)-4- M -2, 2- ZFIETRLTEK
il & -

[1047]  F-60°C. SEAGEH, KA (= FEE PSS ) B % (1.0M, 17.74ml)
TATEFEPE . B 3-(2, 6- —HETEE) KOl (RAPEB, 4.11g, 16.1mmol) #3
T T THF (60ml) FI DMPU (12ml) Wiilf5HIEk. 5 —60°C FHide 10 2r8hjE, PstinA
2-VRF TR CNE (4.73 g, 24.2mmol) «  H1S RVIREEE 10 7380, ARG HHRR=
EFFEE N A N H TR CREVSHEFIRGY), HRST¥EE . H AR LR 2 IRAEBUK
Fo BAIFRAENEE KPS, B Na,SO, T4, Bk sg. wgs)s, HRsadics:
ik (LL4 0 LIICKE @ SEROEE VeI ) A Prfa ik, A4S 31 1 6 [ A0 1
A S

[1048] 'H NMR(270MHz, CDCL,) : 1.2(t, 3H) ;: 1.3(s, 6H) ; 2.3(s, 6H) ; 3.3(s,
2H) ; 4.1(q, 2H) ; 5.1(s, 2H) ; 7.1(d, 2H) ; 7.2(m, 2H) ; 7.4(t, 1H) ; 7.6 (m,
2H) »

[1049] PURD: 4-(3-(2, 6- —HIEFTHEE) KE)4- 80 -2, 2- ZHET BRI
7%

[1050]  RAISLif) 36 HPIR E (K 51k, HITSFREALE) .

[10511 'H NMR(270MHz, CDCIl,) : 1.3(s, 6H) ; 2.3(s, 6H) ; 3.3(s, 2H) ; 5.1(s,
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ZH) H 7.1((1; ZH) H 7.2(1’1’1; ZH) H 7.4(t; IH) H 7.6(1’1’1; 2H>0
[1052]  Sjifdl 43« 4-(3— (- ( =Fm ) FTEE ) F& ) 4- 8 | BEE R :

[1053]
JO R

[1054] ZPER A : 3-(4-( = I ) FHEE) KO

[1055]  SRAISEM] 31 2R A 57, DL 4a-( = P4 ) FERFI 3— FREE 7K 2 4 TR
Bl IR S

[1056] 'H NMR (270MHz, CDCl,) : 2.5(s, 3H) ; 5.1(s, 2H) ; 7.1(d, 2H) ;
7.4-7.6(m, 6H) .

[1057] PR B: 4- G- ZHFR) FTHRE) KK ) 4 5T R B H &
(10581  RAISZiE®] 17 228 B A7, ISR S8L 54

[1059] 'H NMR (270MHz, CDCl,) : 1.3(t, 3H) ; 2.7(t, 2H) ; 3.3(t, 2H) ; 4.1(q,
2H) ; 5.1(s, 2H) ; 7.1(d, 2H) ; 7.4-7.6(m, 6H).

[1060] ZPERC: 4-(B-U-( ZFHFR) FEIE) KK ) -4- FR TR HI%& -

(10611  SRHSLHEH] 36 P8R E 1773, dilfShraiib &4,

[1062] 'H NMR(270MHz, CDCl,) : 2.7(t, 2H) ; 3.3(t, 2H) ; 5.1(s, 2H) ; 7.1(d,
2H) ; 7.4-7.6(m, 6H).

(10631  SZjfifs] 44 « 4-3— (T H ) - FEE ) K ) 14— FACT BRIKG K

[1064]

pcl

[1065]  JBER A 2 3-((HT2)- FEE) ROHIHIH] % -

[1066]  SRAISCHERY 31 o DR A BIJTTR, LA )35 BRI 3—Fa o S/ 0 JsUkE, - #i75
PR G

[1067] 'H NMR (270MHz, CDCly) : 1.9(m, 4H) ; 2.1 (m, 2H) ; 2.5(s, 3H) ;
2.7(m, 1H) : 40(d, 2H) : 7.1(dd, 1H) ; 7.4(t, 1H) : 7.5-7.6(m, 2H).

[1068]  DIR B : A- (- (T3 ) - FSEL) A3 ) —4- AT BR L BRIl -

[1069]  SRAISEHE®] 35 H2BBR C (W 5ik, #ilfsbrditb &4

[1070] 'H NMR(270MHz, CDCly) : 1.2(t, 3H) ; 1.9(m, 4H) ; 2.1(m, 2H) ;
2.7(m, 1H) ; 2.8(t, 2H) ; 3.3(t, 2H) ; 4.0(d, 2H) ; 4.1(q, 2H) ; 7.1(dd, 1H) ;
74(t, I1H) ; 75-7.6(m, 21 .

10711 2PIR C: 4-G-((H T3 ) - FEIAL) ) —4- ST RAHI% -
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(10721 RIS 36 HPER E W5k, SIS 59,

[1073] 'H NMR (270MHz, CDCl,) : 1.9(m, 4H) ;: 2.1 (m, 2H) ; 2.7(m, 1H) ;
28(t, 2H) ; 3.3, 2H) ; 4.0(d, 2H) ; 7.1(dd, 1H) ; 7.4(t, 1H) ; 7.5-7.6(m, 2H).
[1074]  =Zjfs) 45« 4-(3—(2, 6— —MIEEFWEIEE ) KIE) TERMGA

[1075]
o Q
'CHy

[1076] LBRA: 2, 6- "HIFEFEEERIFI% .

[1077]  RA9] 35 HBER A W5k, HISFR AL &9

[1078] 'HNMR (270MHz, CDCl,) : 2.4(s, 6H) ; 4.7(s, 2H) ; 7.0-7.15(m, 3H).
[1079] BB . 3-(2, 6- " FIETEEI) EIMRIHI% .

[1080]  KHISE] 356 H2DIR B 5%, Hilfghr @it &G4 .

[1081] 'HNMR(270MHz, CDCl,) : 2.4(s, 6H) ; 26(s, 3H) ; 5.1(s, 2H) ; 7.1(dd,
2H) ; 7.2(m, 2H) ; 7.4(t, 1H) ; 7.6(m, 2H).

[1082] PEEC.: 4-(3-(2, 6- ZHILEIE) HXIL)-4- 8RR TR LM Hl £ -

[1083]  SRAIS] 17 2P IR B BV, dilfSbs @itk &4 .

[1084] 'H NMR (270MHz, CDCIl,) : 1.2(s, 3H) ; 2.4(s, 6H) ; 2.8(t, 2H) ; 3.2(,
2H) ; 4.4(q, 2H) ; 5.1(s, 2H) 5 7.1(d, 2H) ; 7.2(m, 2H) ; 7.4, 1H) ; 7.6 (m,
2H) .

[1085] PERD: 4-(3-(2, 6- AL ) RE ) 4- AR T RMH& -

[1086]  RHISLHEf] 36 P8R E K73, dilfSAraiib&4.

[1087] 'H NMR (270MHz, CDCl,) : 2.4(s, 6H) ; 2.8(t, 2H) ; 3.3(t, 2H) ; 5.1(s,
2H) ;

[1088]1 7.1(d, 2H) ; 7.2-7.3(m, 2H) ; 7.4(t, 1H) ; 7.6(m, 2H).

[1089] PR E: 4-(3-(2, 6- “HEFHEIL) RIKE) | IRIHEIE -

[1090] ¥ HH 4-(3-(2, 6- —FHEFHEIE) KAL) 4-F AT, CCkH P ED, 3¢,
9.6mmol) . Jiff (1.41ml, 28.8mmol) FIEEALM (1.61g, 28.8mmol) E T2 W (12ml)
BRI R 4 /N, 7K (18ml) A 6N #hHE (10mD) A RIRA LR N IREIH .
RIRGYIIRAE, T ITIRAESWE | OB O, B HAHKFE K BES, 85 A Na,SO,
T, dEEwAE.  AHTREREERAL AL (LL95 L 5 (NS - FEECABEN, H P
¥ 2 ) HHATAIAL, NS I B b AR B AR R )

[1091] 'H NMR(270MHz, CDCl,) : 2.4(m, 8H) ; 2.8(, 2H) ; 3.3(t, 2H) ; 5.1 (s,
2H) ; 7.1(d, 2H) ; 7.2-7.3(m, 2H) ; 7.4, IH) ; 7.6(m, 2H).

[1092]  SCjtifs] 46 : 4-[[4-(2, 6— — LW IL ) -3- FHEIE ] a5 14- | T RS
%

[1093]
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é:; Jw -

[1094] IR A . 2, 6- —FIEFTELHIHIE -

[1095]  SRHSEHEM) 35 P8R A 773, diliSARE&4Y.

[1096] 'HNMR (270MHz, CDCl,) : 2.4(s, 6H) ; 4.7(s, 2H) ; 7.0-7.15(m, 3H).
[1097] PR B: 4-(2, 6- ~HIRFREIL ) -3- FEILE SEH &

[1098] RISt 35 2R B 5k, HlfShr it 547

[1099] 'H NMR (270MHz, CDCL,) : 2.4(s, 6H) ; 2.6(s, 3H) ; 3.9(s, 3H) ; 5.1(s,
2H) ; 7.1(d, 2H) ; 7.2(m, 2H) ; 7.6(m, 2H).

[1100] ZBER C: 4-[[4-(2, 6- ZMILFEIE ) -3— MHEIE ] a5 1-4- AT R LBRIH
7%

[1101]  SRASCHW) 17 PR B BV, dilfgbrdith 64 .

[1102] 'H NMR (270MHz, CDCl,) : 1.2(s, 3H) ; 2.4(s, 6H) ; 2.8(t, 2H) ; 3.3(t,
2H) ; 39(, 3H) ; 4.4(q, 2H) ; 5.1(s,» 2H) ; 7.0-7.2(m, 4H) ; 7.6(m, 2H).

[1103] DI D: 4-[[4-(2, 6— —FILREIE) -3- FEIE ] A3E 1-4- EART R H 4 -
[1104]  SRAISEHEW] 36 FPIR E 515, HISFR &9 .

[1105] 'H NMR (270MHz, CDCIl,) : 2.4(s, 6H) ; 2.8(t, 2H) ; 3.3(t, 2H) ; 3.9(s,
3H) ; 5.1(s, 2H) ; 7.0-7.2(m, 4H) ; 7.6(m, 2H).

[1106] S 47 « 4-{3-[ ((4- =GP IERIEZRIE ) — BRI ) —4- FIEUE | ik 14— AR

TR K -

[1107]
[1108] B A . 2— 4L -5 LWL 28 AR AR S I il 4% -
[1109] IKEREE (24.15g, 74.1mmol) FNFFELME (9.64g, 68mmol) M AFIHEFEF I
2—- F2 5t —5— LM ER AL (12g, 61.7mmol) %+ DMF (200ml) # I b o
[1110] 7R O°CHLL B VIREWIFE 16 /N, SKIEH MR CBERMRE, J0J5H Na,S,05 7K
WA ER KPS, SRR Na,SO, T4, ohdfnk4s. HPIERER AT EE (BT @ 219
LR MR - Tt I PEMl ) ST 44k, A 20K B A AR KA S .
[1111]  'H NMR (270MHz, DMSO) : 2.6(s, 3H) ; 3.8(s, 3H) ; 3.9(s, 3H) ; 7.3(d,
1) ; 8.1(dd, 1H) ; 8.2(s, 1.
[1112] DR B: 2- P4k -5 LEEFEK PRI HI % -
[1113] ¥ 2- AL 5- SWESE AR FNE (CRAPE A, 3g, 14.4mmol) & T L&
(80mD , AR5 HWKEEIR (28mD) AbHE. R NIR-EGWIEIL 4 /NN, 9 WA 5 vV 1T 158
T 15 21 T 75 33— 25 S AL B AT 45 T #0407 e €6 [ 4
[1114] 'H NMR(270MHz, DMSO) : 2.6(s, 3H) ;: 3.9(s, 3H) ;: 7.3(d, 1H) ;
8.1(dd, 1H) ; 8.2(s, 1H).
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[1115] B3R C: 5— ZWdE —2- ASEIE -N-[[4-( =FPE) KIL ] FE ] X FELZ ) H)
%

[1116] % 4-( = 5 A 5 ) & (2.48g, 14.1mmol) I A B 8 3 b 1. H 2- A&
B —5- ZWEEEE TR (kAL B, 25g, 12.8mmol) . HOBt.H,0 (2.08g, 15.4mmol) F
EDC (3.70g, 19.3mmol) #i T CH,Cl, (20ml) F1 DMF (5ml) JE R E i, FHEE = TR %
BEWEE 16 /M. JRIRIRAGITIR IR VIR EY), ARG HERR T LM OlE. B
WUZE5ERH 3% K,COy IN SRERFEE KBRS, AR5 H Na,SO, T4, ik fmikss. HHRIE
fEAE AL (LA 95 1 b s © EE Ve ) HEAT 204k, MO 20 B3 bl AR K FR
BAEY .

[1117] 'H NMR (270MHz, CDCl,) : 2.6(s, 3H) ; 4.0(s, 3H) ; 48(d, 2H) ; 7.0(d,
IH) ; 7.5(d, 2H) ; 7.6(d, 2H) ; 8.1(dd, 1H) ; 8.8(s, 1H).

[1118]  PIRD: 4-{3-[((4- Z—mHEFTEEAE ) - E )4 FEE | & 4-F8MAT
MR LRI

[1119]  RAISEHEfE] 17 HoPIR B 1475, dilfsbn@itb &4 .

[1120] 'H NMR (270MHz, CDCl,) : 1.2(s, 3H) ; 2.6(t, 2H) ; 3.3(t, 2H) ; 1.0(s,
3H) ; 4.4(q, 2H) ; 4.8(s, 2H) ; 7.0(d, 1H) ; 7.4(d, 2H) ; 7.6(d, 2H) ; 8.1(dd,
1H) ; 88(s, 1H).

[1121]  BERE . 4-{3-[((4- =P EFERE ) - I ) 4- PEE ] 25K 1 -4- 57T
2 Y T 2%

[1122]  SRASE] 36 FPER E W51, IS FR &9

[1123] 'HNMR(270MHz, CDCl,: CD,0OD) : 2.6(t, 2H) ; 3.3(t, 2H) ; 4.0(s, 3H) ;
47(s, 2H) ; 7.0(d, 1H) ; 7.4(d, 2H) ; 7.6(d, 2H) ; 8.1(dd, 1H) ; 88(s, 1H).
[1124]  SCHEW] 48+ 4-{3-[((2, 6— ZHRERREIE) - AL ) 4- FEE | R 5 1 -4-5AQ
TR Rk

[1125]

‘Chy
[1126] BB A . 2, 6- — FSEFEEHIHIA -
[1127]  RASZHEW] 35 2008 A 53, HIEE &Y.
[1128] 'HNMR(270MHz, CDCl,) : 2.4(s, 6H) ;: 4.7(s, 2H) ;: 7.0-7.15(m, 3H).
[1120] ZPEEB: N-(2, 6- ZFRARE ) 4Fo8 — WL %
[1130]1 23T, ¥ =PRSS (15.75ml, 145mmol) MM AFIPEFE [ K. H 2, 6- —
MENE (RELZEA, 6.59g, 48.4mmol) ¥ DMSO (20mD) JE RIS, K5 % P
RGP 1 /AE . FEZRIREGY T IIN OT8 LTEFIK, KBRS,
SR )5 M Na,SO, T4, e Ewds, MmARIMRIERY. B iZmRik {9 585 T
DMF (100m1D) , FHE7E A3 I AN SRR — BRIV 81 (10.76g, 58.1mmol) » KX MY
IREWEEIR N 16 N, BALPIMAZBRIEE, R0 EH 3% K Na,Co, fil IN
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VLSS, N Na,SO, T4, ohiE/mwds, Mm@ aI g e A,  TRMEER AR (B
95 b ST ¢ HEEAVENGE ) AT aitt, Ao B A AR AR S S .

[1131] 'H NMR (270MHz, CDCL,) : 2.3(s, 6H) ; 4.8(s, 2H) ; 7.0(m, 3H) ; 7.8(s,
1H) .

[1132] | C: 2, 6- ~HILFIZHI% .

[1133] Bk K A4 (2.16ml, 44.52mmol) MABIHFEF . HN-(2, 6- ZHEFE)
AROE “FWENE i (SR E BB B, 7.77g, 29.3mmol) T 48 (80ml) TERIMWE Y, T
B R VARGYIEIR 3.5 /NET . EATE R NIRG R IR ER IR LU pH = 1, FRgksE
1L 3.5 /I, A, BRZIRNVREGDIEIE, WAPTERIER, FH 2N S5 8ER
I pH MR 10, H ST LEE I3 kR, JEEIIHHoKkYEE, FH Na,So, T
W, R RS, hi e 2 e Rt — 2 a4k BT B 24T T e 42

[1134] 'HNMR(270MHz, DMSO) : 2.3(s, 6H) ; 3.8(s, 2H) : 7.0(m, 3H).

[1135]  ZBIRD : 5- LWEFE —2— FEUJE -N-[[2, 6— —FAEadk | L | 28 BRI A 4% -
[1136] 2, 6- “FEEE CRALSEC, 1.72g, 12.8mmol) MABHFET . d2-F
HIL -5 LW R (LW 17, BB, 2.5g, 12.8mmol) . HOBt(2.08g, 15.4mmol)
F1 EDC (3.70g, 19.3mmol) # T° CH,Cl, (20ml) A1 DMF (5ml) JE I8, SR )54
EYTEEIR T B 16 /D o BURIRAE PR W R NIREY, REHILEHE T LR OrE.
FAENIZEEEH 3% K,COy IN ERERF /K PES, SR 5 Na,SO, +48, digfiak4d. H
PRaE A S (L5 1 5 IR « R APENR ) B raith, Mimfs 2] E b Aok
FIbR AL &) -

[1137] 'H NMR(270MHz, CDCl,) : 2.5(s, 6H) ; 2.6(s, 3H) ; 3.9(s, 3H) ; 4.7(s,
2H) ; 7.0(d, 1H) ; 7.2(m, 3H) ; 7.6(br, 1H) ; 8.1(dd, 1H) ; 8.8(s, 1H),

[1138] IR E: 4-{3-[((2, 6- —HEERIEZEE ) - FAL ) —4- FEEL | 3 1 4-FRT
TR LI ) 45

(11391  RHAISZHE®] 17 228 B WA, SR 8L 54

[1140] 'H NMR(270MHz, CDCl,) : 1.2(t, 3H) ; 2.4(s, 6H) ; 2.7(, 2H) ; 3.3(t,
2H) ; 3.9(s, 3H) ; 4.4(q, 2H) ; 4.7(s, 2H) ; 7.0(m, 3H) ; 7.2(m, [H) ; 8.1(dd,
IH) ; 8.7(s, 1H).

[1141]  JPBRF . 4-{3-[((2, 6- —HIE WL ) - Bchk ) —4- HER 1 K5 4-5840 )
PR 1T ) & -

[1142]  RASCHEE] 36 T DR E 771k, SIS &4 .

[1143] 'HNMR (270MHz, CDCl,: CD,OD) : 24(s, 6H) ; 2.7(t, 2H) ; 3.3(t, 2H) ;
39(@s, 3H) ; 4.7(s, 2H) ; 7.0(m, 3H) ; 7.2(m, 1H) ; 8.1(dd, 1H) ; 8.7(s, 1H).
[1144]  SEHEf] 49 « 4-(3-(2, 6— T HIAEAAIL ) KAL) —4- EUR T pide i w2 i R M &
¥ -

[1145]
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O
Ha NHCH
é@“
=

[1146] LIRA . 2, 6- ~HIFEFERERIHI% .

[1147]  SRA SR 35 HBER A W5k, SIS FR AL &4

[1148] 'HNMR (270MHz, CDCl,) : 2.4(s, 6H) ; 4.7(s, 2H) ; 7.0-7.15(m, 3H).
(11491 PEEB: 3-(2, 6- —HENFEE) KIWHIHIE -

[1150]  SRAISE] 36 H D3R B 5%, dilfgbrdith G4 .

[1151] '"HNMR(270MHz, CDCl,) : 2.4(s, 6H) ; 26(s, 3H) ; 5.1(s, 2H) ; 7.1(dd,
2H) 5 7.2(m, 2H) ; 74(t, 1H) ; 7.6(m, 2H).

[1152] PR C.: 4-(3-(2, 6- ZHILTRIE) 3L ) -4- 8 J IR LHEmHl & -

[1153]  SRASEif) 17 PR B BV, dilfgbrdith &4 .

[1154] 'H NMR (270MHz, CDCl,) : 1.2(s, 3H) ; 2.4(s, 6H) ; 2.8(t, 2H) ; 3.2(t,
2H) ; 4.4(q, 2H) ; 5.1(s, 2H) 5 7.1(d, 2H) ; 7.2(m, 2H) ; 7.4(t, 1H) ; 7.6 (m,
2H) .

[1155] BB D:. 4-(3-(2, 6- ~FH#
%

[1156]  {E35CT, HMALMHIT SE BRI R ERRRRIZ T R T . W HT
fHREY, PN 4-G-(©2, 6- _FEFAE) RE) 4- 5T R (FEC) M
SAEAE K.

(11571  JL/bW JE, FKMBER R NVIBEY, ARG SR, HHEIEE =4,
TS BIHR B S -

[1158]  SEjliff] 50 : 4-(3—(2, 6— —MEAAIEL ) HRIEE ) —4- FACT WL G hk -

[1159]
E: :ﬁ\ L
Cirly

[1160] BB A: 2, 6 FEFEEHIHRIZ -

(11611  RAISZER] 35 228 A 197715, SRS 5.

[1162] 'HNMR (270MHz, CDCl,) : 2.4(s, 6H) ; 4.7(s, 2H) ; 7.0-7.15(m, 3H).
[1163] PR B: 3-(2, 6~ —FHEFEIE) KIOWHIH% -

[1164]  SRASCZHEM] 35 D8R B 7775, HfSFRd&4.

[1165] 'H NMR (270MHz, CDCIl,) : 24(s, 6H) ; 2.6(s, 3H) : 5.1(s, 2H) ;: 7.1(dd,
2H) ; 7.2(m, 2H) ; 7.4(t, 1H) ; 7.6(m, 2H).

[1166] PERC: 4-(3-(2, 6 "HITREIAL) KAL) —4- S ACT R SHBE 1K il 2% -

(11671  RAISZHER] 17 228 B WA, SRS 54

[1168] 'H NMR (270MHz, CDCly) : 1.2(s, 3H) ; 2.4(s, 6H) ; 2.8(t, 2H) ; 3.2(t,

B ) AR ) —4- AT B R R R T IR 1

ﬂT
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2H) ; 4.4(q, 2H) ; 5.1(s, 2H) ; 7.1(d, 2H) ; 7.2(m, 2H) ; 7.4(t, 1H) ; 7.6 (m,
2H) .

[1169] PR D: 4-(3-(2, 6- ZFHIEFERL) KIE) 4 FAMRTBRIHI & -

[1170]1  RASHER] 35 F 28 D 77k, S AREL &Y.

[1171]  'H NMR (270MHz, CDCl,) : 2.4(s, 6H) ; 2.8(t, 2H) : 3.3(t, 2H) : 5.1(s,
2H) ; 7.1(d, 2H) ; 7.2-7.3(m, 2H) ; 7.4, 1H) ; 7.6(m, 2H).

[1172] PR E: 4-(3-(2, 6- —FHIFEIL) KAL) —4- FACT WEAZ il & -

[1173] B =B BOP AT 4-(3-(2, 6- " PHERFFEEL) K5 ) -4- T (kRH
SIRD) M DMF &, Bl )L/ fS, 78 -40°C FETIS NIRGYIMARIRE, AR5
Pz R NIR SR IN 16 /N, TS B AL 5 )

(11741 S2jEfe) 51« 4-(3—(2, 6- —HEWEE ) KE ) -4- 80 2- TIHERIIA K -

[1175]
E :cu,

[1176] LIR A . 2, 6- —HELIENFHIHIA -

(11771 SRA 9] 35 FBIR A W5k, HISFR AL &9

[1178] 'HNMR (270MHz, CDCl,) : 2.4(s, 6H) ; 4.7(s, 2H) ; 7.0-7.15(m, 3H).
[1179] BB . 3-(2, 6— PR E) KIMHIH %

[1180] KA 35 H B3R B V%, Hilfgbrdith &4,

[1181] 'HNMR(270MHz, CDCl,) : 2.4(s, 6H) ; 26(s, 3H) ; 5.1(s, 2H) ; 7.1(dd,
2H) ; 7.2(m, 2H) ; 7A(t, 1H) ; 7.6(m, 2H).

[1182] PR C: 4-(3-(2, 6- I FEIL) £IE) -4 EHAUT R S M) %%

[1183]  RASHEW] 17 2R B WL, HS AR 8L 59 .

[1184] 'H NMR (270MHz, CDCIl,) : 1.2(s, 3H) ; 2.4(s, 6H) ; 2.8(t, 2H) ; 3.2(,
2H) ; 4.4(q, 2H) ; 5.1(s, 2H) 5 7.1(d, 2H) ; 7.2(m, 2H) ; 7.4, 1H) ; 7.6 (m,
2H) .

[1185] PERD : 4-(3-(2, 6- ZMEFARIEE) RKEE ) 4- 50 -3- 1R - TR LWERT& -
[1186]  LEUKVAEDIRZST, BWMBAE LB (30mD) H R (0.7971g, 9.9mmol) i N % b
4=(3-(2, 6- “HIAELWAESE ) A ) 4-FMR TR (CRANPE C, 3g, 9mmol) ¥ 1T
Wk (70ml) JERIKE W . 20k 4 NN BERE S, KBS R NIRG R, REH
PR AR RS (BL L 0 A AR AES @ Ot AP ) BEAT4040, IS 2 ks iie 4
Y.

[1187] 'H NMR (270MHz, CDCl,) : 1.2(s, 3H) ; 2.4(s, 6H) ; 3.1(m, 1H) ; 3.5(m,
1H) ; 4.2(q, 2H) ; 5.1(s, 2H) ; 5.5(m, 1H) ; 7.1(d, 2H) ; 7.2(m, 2H) ; 7.4(t,
IH) ; 7.6(m, 2H).

[1188] IR E: 4-(3-(2, 6- —HIZENEIE) R4 ) —4- FM —2- TR SRR H& -
[1189] ¥4 =2 N (5.95g, 58.9mmol) IMARIH 4-(3-(2, 6- ZHETRAHEE) KHE ) 4- 4
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£ -3- 1R - TRAE (KEEZBED, 247g, 5.8mmol) & T WU &ALEE (B0ml) B’
o TEEN FRE 4 DI, B RNVIREY BRSO IEILIR, R e HIR 1S B
AL AW o

[1190] 'H NMR (270MHz, CDCIl,) : 1.2(s, 3H) ; 2.4(s, 6H) ; 4.2(q, 2H) ; 5.1 (s,
2H) ; 6.9(dd, 1H) ; 7.1(d, 2H) : 7.2(m, 2H) ; 7.4(4, 1H) ;: 7.6(m, 2H) : 7.9(dd,
1H) .

[1191]  BIRF . 4-(3-(2, 6- ZHERHER) KAL) 4 M —2- THIRINHI%

[1192]  ZEARIE T, BEEALB KEBFBIMA 4-(3-(2, 6- ZPREFEHE ) KE ) -4- 4
R -2- TR AN CRASERE) WAl OlFisw T, 1/ JE, W4, R IR E ek
AR L (LU 95 ¢ 5 MRy @ WEEAVENG, HOMPiER ) T4k

[1193]  SCjfif] 52 . 4-(3-(2, 6- I WHEE ) K ) -3- THRKIAK

[1194]
CHy OH
@D—m
Gy

[1195]1 IR A . 2, 6- — MIEHFEREMIHA -

(11961  RHI B 35 208 A 07574, HISA &Y.

[1197] 'HNMR (270MHz, CDCl,) : 2.4(s, 6H) ; 4.7(s, 2H) ; 7.0-7.15(m, 3H).
[1198] DB : 3-(2, 6- ~HIEFEIL) KIHAH% -

[1199] RISt 35 H P8R B W Jrik, #lfShnditb 54 .

[1200] 'HNMR (270MHz, CDCL,) : 2.4(s, 6H) ; 2.6(s, 3H) ; 5.1(s, 2H) ; 7.1(dd,
2H) ; 7.2(m, 2H) ; 7.4(, 1H) ; 7.6(m, 2H).

[1201]  BERC . 4-(3-(2, 6- R FHEIEE) ) 4- 8T R IBEMH &

[1202]  SRATSCHEH] 17 o088 B W5k, #ilfdheditb &4 .

[1203] 'H NMR(270MHz, CDCL) : 1.2(s, 3H) ; 2.4(s, 6H) ; 2.8(t, 2H) ; 3.2(t,
2H) ; 4.4(q, 2H) ; 5.1(s, 2H) ; 7.1(d, 2H) ; 7.2(m, 2H) ; 7.4(t, 1H) ; 7.6 (m,
2H) .

[1204] PR D: 4-(3-(2, 6- “HIBE WAL ) 34 ) —4- B - TIROHRIIHI& -
[1205] 7E4-(3-(2, 6- "HIFHEIL) KIEL)-4-FMRTRLEE (kELEO MU
BRI SR, IO TR &AL s, S| TIHHE 3 ~4 /2 )G, HgREK. H-®K
HIEw e a bz, Seia K. BRREENFN L AR TS, B A Na,SO, +4, dus/aik
i WRFTEMUE, WHPRERKEATNE (ZROWE @ CRAERIR ) aitbiridib &
Y.

[1206] PR E: 4-(3-(2, 6- “HEFTHERE) RF)4- " - TR H S -

[1207]  7E4-(3-(2, 6- —HREFEIEE) KRE)4- KA -TRCEE (kALED) =
WEOCHS M, M =B 8 beH . ARSI iRE 16 ANe S, KRS K.
LAy eh)E, IR /KE I FRT S K R N IR A4, HH Na SO, THEAVUE, ifaHk
e, FHPRIEAERAE AR (LR AN @ CREBERLR ) BT 4k,

[1208] JPIRF: 4-(3-(2, 6- _HEFHAEL ) B ) -3- THRIEERIH % -
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[1200] ¥ =& AF]4-(3-(2, 6- ZHEFTHEE) KE)4-R - TR LN CRANPE
BE) MIPEALIRGE T . PRy 4 /b5, IR G IE iR g Lk, PR 4A,
M5 B bR AL A o

[1210]  PIR G : 4-(3-(2, 6- “FHIEFEILL) KIE) -3 THIRIT#% -

[1211]  EARIR T, BHAREABKBBMA 4-(3-(2, 6- “HFFEEIL) I ) -3- T4
TRLEE (REZDERF Mal OB t, /)G, BHkgs, 2R PR R A (s
(LL95 @ 5 (W& @ TRV, H P2 ) diTaiih.

(12121 AW id 1k S 5]

[1213]1  SCHEM A, AL 54 AH U0 T 198 5 25 MO - ms i AR e

[1214]  #ERFE 2= (STZ) J&—MREMS L P IR P AR R I R BEAR B IR, ©
T2 T 51 R S5 B A 0 I I 25 AR L0 PR v

[1215]  RHABRE R (STZ2) 43 (NEEELE2h, &N 50mg/kg, &4 5 K ) BEME Balb/C
ANER (B JEWS s PREE 18-20 50 ) o HJE KA STZ 2 )5 14 K, WEIMKE, DMERREIX
ey I TR, IR NR ek 2 4, Al s K, Hh 4 RERL S Y
AH (250mg/kg) , #m 4 (0.76% RN AR ELA 4 52, FARTIETHD . F
SREFEEER HAAMH STZ BIAERE R IR 2R M, DUEHE MRS,
I Hid g HAkE,

[1216]  ACFEBEZ S5, CDRAEFAL S AH B/ B MU R S T 46~ PRI Rk, o A A
AR HE /N R IR B4R S L TF. HaR4h 24 )5 14 FIAREE . MR . H il =g
P S P[] e U 22 1 o

[1217] 3£ 1 BENREF 2SI RN R /N R O ARIE &4 AH 14 55 I35 16 2% % 5 B AR T
[1218]

21 5] HAEFE mg/dL | H il = R AR RH[EEE mg/dL | A= (g)
mg/dL

AR | 138+6 8849 884+0.6 21+0.6

+ FRAAR

BRI + | 615+46 1544+ 16 13346 17.5+1.0

E2EN

EHERAGH + 207412 62+7" 8242 21.740.8"

&Y AH

[1210] " 51 STZ B AL A &% 5, p < 0.001
[1220]  CIHRAL &Y AH A5 1R 5 5RO PR A R A QB R A5 21 1 a2 s .
(12211 St B. HARAL S AH 05 58 SR I B B B O MR P 1 47775
[1222] AR RIERIBEIRTE 2= (17hmg/kg, [H)FE ) ALFRREVE Balb/C /ML (14 FEE ), LA
U5 1 5™ F R B S MO R 7 RJe . RREXEEANRE 2 3R T AL - A& AH.
UEAS S AN A . R R BEMRAL BN, ¢ — BUIIA) A A7 v T O o
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[1223] 3£ 2 12 BN BAIERE
[1224]

ZH ) TEIm AR

H K 0/5

VLA% F M, 30mg/kg/ K 2/5

&9 AH, 250mg/kg/ K| 4/5

[1225] A CUIRECA B BRI B 3 58 T By ATl ds il B R o UCAE 1) Il
A=A SR VE YT N BB By 22 MR8 PR T IR OB R 0 IR S AR, AR DU AR B B Ak
B 6 Rahyh, 1612 FINA 2 BAeg, (HHAETRT 15-20%. HRESGY) AH 4k
Y 5 Hahyd, 78 12 AT 4 JA7, i HEAEAMEER T IRE, mHRRRAEIER
AR I
[1226]  SZjfy] C. RIS AA AR T 7 S 10 i B 2% I MM PR 1R AL T2 38
[1227]  HZ 4D EFEF STZ (Tomg/kg, M), &S5 K) ALBMENE balb/C /ML (5K
BT AERS 19 W ) o CREX L)) Py OV IR I = EAR R A e (20 X /) . Befa—
KA STZ Ja 4 RITIGIT . 45—t &k (0.75% K HPMC 0.4ml, 2 Hk), 47
— A E Y AA (B0mg/keg/ K)o BFRIFATIBIT, 3 )G, MEAEARRIXT R E R
BET-# N 19/20.  AHELZ R, fEAHAEY AA B/ AT IR Py IR ZET- 364 A 5/20.
[1228]  SZf5] D« 54 AH /> 7 NOD /N B & 8E PR3 11 R i RT3
[12290]  AH4# 431 NOD ( “HAEARREZLBE PRAG” ) /D B TR B 4 B i A i & ez
Ml IR T A 2L T R B BRI M B PR s . TR OREE PR AL 43 7 O 20 LU NOD /b i (6 Big ) 1
NRE A (0.4ml 0.75 96 FIFE A B8 AR 4T 4E 25 /KW ;. HPMC) BUekiF T HPMC T RIAL &4
AH (200mg/kg/ K)o A H T B &R R A I B B Z MO MR R 1S s ZE T W 82 7 4
Ho  Fhztagabey, FHERRI T /A 13/20 JEF AT G Rk, 1 AEeEY
AH ¥GIT /N 5/20 B L.
[1230]  SZjEf] E. 46549 AW 3820 T ob/ob AE DR bR Ivs /)N Bl 1 w5 IOBE T < iy Hig I 0
Jil=Riupiny
[1231]1  ob/ob /MR K 8K 1 BE R R AR AR, 80 2 10 — Rl A 1 fr 0O e 2 A K 21 1Y
ST, PRI e A B AR . IR 5 2R 52 PR, i R s vy T T 0 JHF o
[1232] M Jackson Labs (Bar Harbor, ME) W32y 8 JE S i 1498 C57BL/6 /) (ob/+
SR GG ) FIHERE (ob/ob [FAFhEE 514K ) C57TBL/6 /M, AR 5 RBENL 4, XFES
AR A MBI AR L. R X BB A IR (23°C ) o AHXHEE (50£5% )
MG (7:00-19:00) &, g AT AT LA H 5 il K NS 46 ] 254 (Formulab Diet 5008,
Quality Lab Products, Elkridge, MD) . %R 40F! Glucometer Elite XL %2# (Bayer
Corporation) & A ILRE . 7ok E AR A 5 b, T340 B 40 80 A RE S # ik 512 R0
FE (29100 5 ), HREEAT TG R4 2E 404 . 78 H Az 717 A A A b o3 #r ifnid 4 2s (A
ZepBh s H =M. MO, BUNCMRZFER ) . WA AST (CRAZAMRF 2B )
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ALT ( N& MR =N ) . SDH. CPK (WIERBEIRIANE ) FIIY S NETIE ), KM Ak~ Kb e
P 5E X (Origen Analyzer, Igen, Inc., Gaithersburg, MD) 52 I i 5 2% A0 R AR &
o

[1233] %4 ob/ob R A LA NIGIT A, BRI DRI E RS AW (100 30,
100, 150 5k 300mg) « Z#&FUlA (1. 3. 10 5k 30mg) SKUTAEFIEA (30 B¢ 100mg) » S5 P Fir
AW G T NI ARIER B 21 AR Jms B R B R B 254, IR b 24540 SRR ol A
B S K REOR A 22 A PR A o A SizIe P AR A 49 (140 700 90 ] (1) 228 28 TR I A 455 171G
TR T R AE R AR

[1234] 4055 3 Jiow, 5 UCAS AU EE AN 24 4 B O RORAH L, (LG4 AW AR T gk, 4k
EY) AW KIFE A 100 3 300mg/kg/ RIF, B FRARIALTE H i B M5 F0 I8 107 1R i A5CR A0 T
UG A% 271 Bl K 2 - 271) ] 0 BAATS v o8 1) B A 50 B O 7 AR R 2 R

[1235] K 3 L&Y AW, ILEFIN] (PG) A B &SIl (RSG) F&#1K ob/ob /)~ B I ML %
ZbE . H I R R R B R T R AR

[1236]
4151 HIZH +£SEM HWi =M £SEM | WesiGlER £ SEM
mg/dL mg/dL WEEIR /
ob/+ 2686+12.9 111.6£12.0 22161974
ob/ob 38124538 106.6 £2.909 33994315.6
AW-10 369.6 £62.5 115.6+7.8 3697.4+357.8
AW-30 280.2+46.7 96.44+7.3 25b2.24+334.7
AW-100 2864471 66.24+5.9 1476 £82.1
AW-150 188.6 £28.8 72,6156 14811+ 158.8
AW-300 128.4£8.8 63.6E3.4 14526 +111.1
PG-30 188.2+214 111.2£75 2606 £139.2
PG-100 1716 £11.5 952418 1983.1466.1
RSG-1 142.751+8.8 109.75+4.4 2090.75+£67.7
RSG-3 190.2+12.7 107.8+3.8 2317.6+85.3
RSG 10 188.244+21.4 111.24+75 2606.44+139.2
RSG-30 17461156 952448 1983.4466.1

[1237]  ob/ob /> A JE et M R MR AR T A, 3 b /I BRUARE DA by 2 — Al AR 38 RS MR I 1 T 2R

(NASH) HIah¥iAd, NASH Fet% T 208 & AT AL R0 AT 2 e e 15

B4 NASH i,

Jg JU F ME RIS I T RE A2 B S MEARAG 1 5 e rE . NASH BB 2 i — AN LR R, ERH
7 53] 9 B P R SRS TR B O LR, ASE A I 4 B T R TR, 18 A i R e
(ALT) . RAGIEHEEN (AST) FULEE SN (SDH) 25, MG PRI . ob/
ob /] ELIIX SR 1S N S 3 T ISIFA R K. F 4 BoR TS AW, VLK 2
B G 36T 16 /N BURLIEREAS R I ALT. AST il SDH,  BLIAE y 1E 34798 /s BRI 2%
TSRS B R o % /N BUMLYE TP BB K . 598N BURH LG, 78 2 IR B R T 1) ob/
ob /MR A, ALT. AST f1SDH & & T . HFAIEN 30mg/kg/ KE| 300mg/kg/ KIIL
AW AW YEITRE, S FEEERER BT . AL R, VS AR (30 F1 100mg/kg/ K )
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FZ A& HET (1 3 30mg/kg/ K ) SEALT A AST Fi#, 1 SDH %A A84b.  IMLiE ATFEE K
B2k S A0, FIEARVAIT I ob/ob LR ME PR /s BUF AP 4 B 17 i =25 il S R
HAEG AN . FERAALEY AW Y7 4 J8, ATP R IE T /N B2 RS, it
K6 20 ] 025 200 ] 22 A S P 40 L e 4 I U7 0 9 ) /N R R oL

[1238] K 4 (L5 AW TTHE S 1254 50 i X6k HH- 3453 104 T35 i < 570 160

[1239]

2H 5] ALT (UL) £SEM AST(U/L) +SEM SDH (U/L) = SEM
HEATER 106.1+16.3 25.6+2.7 23.2+15

B SR 44724634 645.61+104.8 745.84102.4
2022-10 483.8+81.9 653.44-104.8 626.81-93.8
AW-30 320.2+46.2 399.6+74.4 333.0+£66.9
AW-100 202.8438.0 143.8430.4 12124 14.1
AW-150 1492+ 15.6 185.8+26.0 166.2+20.0
AW-300 188.24+10.3 335.4+44.8 207.0+29.3
PG-30 713.680.6 10244887 782.0+£70.6
PG-100 646.0+56.1 901.0+49.3 603.0+27.3
RSG-1 668.8442.9 798.0L£73.8 644.5151.6
RSG-3 716.6+56.6 853.8+43.8 615.4+38.6
RSG-10 713.6+80.5 1024.0188.7 782.0+70.6
RSG-30 646.0+56.1 901.24-49.3 603.04+27.3

[1240]  ZECHHH 4 FIMIHEITH, ob/ob /DNRIIAATERGIN 1o WK 5 Pis, SHEEIGITH
ANERAHLEE,  UTAS 210 [l 2 et 20 Wl 40 0K E5 18 0 52 o)™ &, i BEAE AL G4 AW SR B I,
AR 3G I R B

[1241] 2R 5 : ALEY AW VUK ER R4S I HT X ob/ob /)N B A4 75 B8 B 1 52 Wi

[1242]

2117 PRI e~ 384 (5e)
HPMC ( #1k) +7.4
AW-3mg/kg/ N +7.3
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W BB B
AW-10mg/kg/ K +6.7
AW-30mg/kg/ K +6.4
AW-100mg/kg/ K +3.4
AW-150mg/kg/ K +4.6
AW-300mg/kg/ K -0.7
PG-30mg/kg/ K +10.0
PG-100mg/kg/ K +13.6
RSG-1mg/kg/ K +8.2
RSG-3mg/kg/ K +8.5
RSG-10mg/kg/ K +11.0
RSG-30mg/kg/ KX +12.0

[1243]  SCHEW F o AR IR G X E0pk RO R0 /DS SRR S PEAR IMOBRE 2« S8 1
[1244] A BT AL A5 0 X0 B R I 5 25 WO B PR 1 sl P 3 B HE 2 5 O e v I B

i

[1245]  HFHENE ob/ob FHABE KW DR BENL Y2, B2 5 R EW R M ER

50-55g, [MLFEZIN 300mg/dL.

VEEMEL PR B P B T 0.5 %6 18 TA FE 21 4 31 A b g il e

Yi. ACIFURZEZ5)T1 00 050 20 4. 6 F1 18 /e, A JI R 2 B iR B g,
AR ZEA! Glucometer Elite XL 2325 (Bayer) fdll k.  AHXT T CUIRZECA MG 10 %6 1)
SRR AT A SRR PR L g . B E AR )T 6 /NN P IUEE YR B oK.

[1246] K 6 : KEHIALADIXT ob/ob HEHEPHEBE R /) BLIRY S0P AR IOBERE (1K) 230 R

[1247]
HITA RN N iRl AEXF T X BRI R R E 5
E=RES 297+ 35 0.0+11.8
WEW AA 242+ 25 -18.5+8.4
&Y AB 181419 -39.14+6.4
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&Y AF 314+32 -24.6+7.7
W5 AG 222423 -25.3+7.7
WEY AH 223+ 11 249437
EY Al 255+9 -14.1+3.0
WA Al 190+ 14 -36.0+4.7
LAY AK 210+10 -29.3+3.4
59 AL 168+13 -43.4+4.4

[1248] " AL OWIAE MR A 416 +29mg/dL, 6 /PNIFHIEEENH— RNZVI 4R E ..  FE1%5K
YRR BTA 4R, PRI I & <300mg/dL .

[1249]  SKHf] G = A BH AL G0k JEOBE PR 1) /)s BT 2L A BB E () s ) < 080 2
[1250] AU B4 A %0 Sa R Mg I 25 MO B s i ) 2R D 2 25 i P v UK VS
o

[1251]  S4HEPE ob/ob /N, (50-56g, LML) K 300mg/dL) 434, 45 H. IR
K EVF T 0.5% KRS AT 4 Z 3 AP (R I 25 (250mg/kg) s XFERZEAV I RE KA.
MR 2 stk (R S5 6 /I, MR ELERICR BUMAT: . FH b oF I 15 6 208 75 & .
[1252] R 7 : XKL SN ob/ob AEREERE PRI IS B S0P AR IR I 1) 280 R

[1253]

HITH 6 /IS IMUHE mg/dL | AHXS XS R B P E 4%
AT 305420 0.0+5.0

WEY AN 152+ 11 -50.2+4.5%

WE AQ 220+ 17 -279+1.2%

WEY AR 179+ 14 -41.3+4.2%

WEW AS 167+ 28 -45.2+2.0%

&Y AT 198+ 28 -35.1+2.3%

W5 AU 224 + 26 -26.6+2.8%
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&Y AV 207+ 23 -32.1+3.0%
A5 AW 143+15 -53.1+3.1%
WEY AX 165+ 23 ~459+2.4%
EY AY 185+21 -39.3+29%
WwEY AZ 186 +10 -39.0+6.1%

[1254]  C1RAN KR B AL A A X A8 A TE B P 6 PR s 19 /0 B A2 77 Sl =2 B e vy LD BB E £
Ho

[1255] S H « AR BHFALG X db/db /s BRUFIHURE AR Jps 2 R

[1256]  db/db /A E IR EG G, A SECtraod . NEEFRE R . s, 5
JiE 5 THREAH AT AP ob/ob /NERASE],  db/db /) 572 A5 R 5 22 10 PR 5 40 M 0 18 vy I e
SEHAMR O 2 T 2hae, BRI e AN liss i 2 A0 bR s (S5 40 g i 2 B2 MR AT O ) 7 S {IK
JBR 5 3 BB R

(12571  #5HEME db/db /D RUEER CUIREAR (0.75 % IRIFRIN JE M IELT 42 ) sl N IR LBl PRI
LA MARE i 1 K 52 TS URE BRAT LTS A 2% 20 B, SO R B DA LA A X 4K
MFE T EAT B I 5

[1258] FFREAREGZE 4 G, &% AW Fib-549) BH AF 00 B8 R . JRETLKE
GIMALE U6 1 3 FIRS W aa BRI T IBE, (FAAZE 4 B ILE M OR T ARseiohR i
17 VA B0 I 551) e A SCHIR BT 4RO 176 9T db/db /) BRI BB 221957 & (Shimaya 4%, (2000) ,
BrIAACHT (Metabolism) 49 : 411-7)

[1259] £ 8
[1260]
2H 5 Hi]7% BE mg/dL BT (i R % )
AR D) 562+ 24 10044
ALY AW-150mg/kg 313+34" 56+6
b4 BH-150mg/kg 229 +49" 4149
VLA 51 fd —100mg/kg 558+ 28 99+5

[1261]1 " /NFEAMARHEAE, p << 0.05

[1262]  (EXf db/db /BT EE A8, E TAL &%) B L5 B K 41 B B U8 R % 7
Plho  SMEAMA&GET XN RAMIL, 8 BMwET 2 )G, MG B 8L 58 51 /i 16 97 117
B D IR R H I — MR R 38 B  PIK . A SR SR A 10 20 4% 40 T 1 22 SRR P 0 1096
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7 B 4] db/db /)N B B A 2B & (Lenhard 25,  (1999) , R399 %% (Diabetologia) 42 :
545-54) , FZ 6-8 K/

[1263] &9
[1264]
ZH 5 AT (mg/dL) oy SR ES (mg/dL)
A (xR 686 47 147413
B K] —20mg/kg | 343 438" 89416
L&) BI-150mg/kg| 254 + 30 99+8"

[1265] * =/ T2 FRAE, p << 0.05( REZETTZ45HT (ANOVA))

[1266]  Sif] 1. AR BIAALEA5T db/db /N BRI HORE R v 2R

[1267]1  db/db /A G AR ERE, WM B . JERERRE R . s, 5
7E C57BL/6J 5% NI ob/ob NRAAIE, db/db /MR AE CH7BL/KS 5 NAIF= A 5 2 )
JRES B 4l Mk A THAE, BRI e TG RS 2 A8 R ( SAMERE RS2 A L) K
J AR 5 25 RO PR 97

[1268] M Jackson Labs (Bar Harbor, ME) W32 8 Fi & iy 4 PE HE A (db/db |7 Bh 4h &
&) C57BL/Ksola /MR, ¥ HBEHLIN, A5 37 H, EILSARPIAKRE (50-55¢) Fl
MBS (MECIRZS N =300mg/dL) AHIT.  FIMEVER (db/+ SFRhal A4 ) /N B Rk B
Ho HEFEMRDEN TR B s earEERE (23°C)  AHEE (50+5% )
FOERL (7:00-19:00) T, FFAFHGE O HEAbrAE ) (Formulab Diet 5008, Quality Lab
Products, Elkridge, MD) F17K.

[1269] ¥R O 2] A% MR NIEFEA4EE) . 4L 5% BI. BO. BP.

BQ 5k BR, Z5ZiW A, AIT BHAEREY, AR BANE M db/db /s BRI HE 5 # ik 524k
HY 100 v | F ki A F mig e =20 9

[1270] AR AR ZE EIRE B VE A0SR 10 Jrzm, X INLYE H 9l — 8 6 R0 Ui 2 I
BRI SZ M 4n R 11 PR

[1271] £ 10 : L4549 BI. BO. BP. BQ 5K BR X db/db /> AL i1 4 Py 5% 1

[1272]

il A8 %M mg/dL AR (TR % )
Ak () 632419 100+3
BI 150mg/kg 297 +35" 44+6"
BI-100mg/kg 423+53" 67+8"
BO-100mg/kg 586 +58 93+9
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BP-100mg/kg 629486 99+ 14
BQ-100mg/kg 473449 5+7
BR 82mg/kg 703+ 64 111+10

[1273]  EARIERY . REBBERBE I db/+ SRl G RN B Mg KP4 225 £ 15mg/dL.
[1274] 11 : k&4 BI. BO. BP. BQ ok BR %I db/db /NRAIMHE . H i = ERES AT
2 1 T 11 5 M)

[1275]

21 5] H il =M £=SEM (mg/dL) | ¥ E AR ZSEM (r M)
SR B R 142.3+6.3 2577.6+80.8

B PRI 444 3+57.3 4044.9+158.5

BI-150 103.6+8.3 2234.0+132.6

BI-100 134.0+13.1 2999.9+98.7

BO-100 261.1+21.3 3766.3+231.5

BP-100 302.14+28.1 3772.6+182.5

BQ-100 131.6+20.7 2825.9+110.9

BR 82 253.0+32.0 3653.4+207.5

[1276]  SCHEW] T« ARG db/db /s B PURE IR v %

[12771  db/db /DR A E IR EG S, SRt NEEFRE R . s, 5
fF C57BL/6] 5 N ob/ob /MRANE, db/db /MR AE C57BL/KS & 5t R~ E S 5=
R B AR AL TR, R i i s BB PR (S AR S FR i s AT O% ) R
RCBR ) 2= ZR0BE PR

[1278] M Jackson Labs (Bar Harbor, ME) 14152y 8 i B HETEAERE (db/db [F)Fh &5 A14 )
C57BL/Ksola /MR, WFHBENLAT2H, RFZH5 217 K, KIS R4 E (50-55 g) FmHE
A (DRSS =300mg/dL) AHT.  FHHEMEEE (db/+ P aiG k) /N RAE A 4.
LG 2 R /DIEN. 7 Ko TR NMDIBHATRATER (23°C ) AR (50+£5% ) FL
ML (7:00-19:00) ', FHAEHBE B HEEAMPRAEE Y (chow) (Formulab Diet 5008, Quality Lab
Products, Elkridge, MD) F17K.

[1279]  ZiRT G RAEDRSGZS (I % IIRNIEF R4 R ). 1549 BI. BS. BT.
BU. BV BB VURE, g2y a7 B R, AR B4 M db/db /N R ATHE
S i K SE AR 100 v 1 &K LA - IS4 22 2 B

[1280] AU B G WXT AR LG & MBI EH W3R 12 Bros, X IE H i = B B A0 &5 i
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Wi ER ) 52 im ik 13 P o

[1281] £ 12: L& BI. BS. BT. BU. BV 8{dEif& TN db/db /) BRI 52 i)
[1282]
ZH 5 M4 mg/dL WA (A% )
WAE (D) 692.5+55.1 100+8
BI-100mg/kg 34704431 50 6%
BS-93mg/kg 372.0+53.8 54+8"
BT 107mg/kg 684.3+63.6 9949
BU-128mg/kg 533.3446.7 TT+7
BV-115mg/kg 789.5+38.9 11446
e DR —113mg/kg 563.24+49.0 8147
[1283]  HEARMERY. RBFERBIN db/+ 5802k A A0 bl i 0BE 7K1y 208 £6.6mg/dL o
[1284] £ 13: 1454 BI. BS. BT. BU. BV 8i3EW4 VI db/db /s BRI H I = R BiE
T 25 0 2 1) 52 W)
[1285]
21 5] B =MRNE +SEM (mg/dL) |F 2GR +SEM (1 M)
AEHU R 114.2+8.7 2315.8+238.3
AR 232.8420.7 3511.84+257.6
BI 77.8+5.3 1997.24+196.4
BS 132.0+15.2 2867.4+267.7
BT 211.5+215 3897.7+291.3
BU 172.54+9.9 3587.0+156.3
BV 153.24+14.2 3373.8+233.6
B Vs 109.34+9.1 3318.54+208.7
(12861  sEjfifd] K : A K UHEIALS 4% Zucker B FRIFGIEAE (zDF) K BT B PN R 18 A i 22
fit
[1287] AR REE TR RW A T EE ) RN EER R —,

Zucker $EIpALRE (ZDF) A5 AR A A BRI LA V2 ARBLZ AL, ARk R i A4k
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AN ) o BRI, X NRRAEE AR 14-16 BRI R/ B W BRI,

[1288] M Genetic Models, Inc.(Indianapolis, IN) WJ13 12 S HIHEME ZDF KR 52 [H
WHIRIZE (fa/+ B +/+) Zucker J (ZL) KR, I ATAEZIEN | . A s s
LEFEE (23°C ) ARXHREE (50E£5% ) FJEH (7:00-19:00) &, JHEHGE A il brEf
) (Formulab Diet 5008, Quality LabProducts, Elkridge, MD) Fl[1R/K. #iGiT R4
IRt 4R F 100mg/kg 1 BI B BH, 252y 10 fil. 5 89002 PR AT (B8 —iR,
HE A T 10:00 2647 ), /2 A MBI 480 Glucometer Elite XL 2% % (BayerCorporation)
W R IMmAER mEE.  ET WE 1, IS B4 M db/db /) BT R T ik HY
100 v 1 & Ak (Ol A8 B4 10:00) F F IfyE 46 2% 75 7 (Anilytics, Inc., Gaithersburg,
MD) . A(EHSE 717 538714 (Anilytics, Inc., Gaithersburg, MD) AT IMIE4L22 08T (F
R (GL) . Hah =R (TG) . RAAMRH =AM (AST) . WREMRF AN (ALT) . (LAl
W& 5 (SDH) HIiF & N2 (FFA)) «  F L% & 6 % feiE (ECL) (Origen Analyzer,
lgen, lInc., Gaithersburg, MD) fIIMIEIRE R, RICKE, WMEAZHR/ 838 E (b
RAFUF ), RE (RE) HHEW R, %8 Ohkawa 55 (1979), 73474
Wik2E (Analytical Biochem) 95, 351-358 1 /7 A 5 dte R A Hh B HE B ok S8 AL 1) = 22 TN
“ M (MDA) .

[1289] 3 14 B78 T ZDF KB AT W ARERRAE. £ 15 B T FENshh LW
R G A 1) EL Al e B 2N

[1200] 3% 14 : {b-&4 BH A1 BI X ZDF K BRI 1 P4 38 25 11 22 it

[1291]

Bl ER % {3
AR AR AR AR
)L/ N
Wik - Xt 6 6/6 6/6 0 0
BI 6 3/6 1/6 50 83
BH 6 4/6 5/6 33 17
JF B RE ) 4 0/4 0/4 7 o

[1202] 3£ 15 : 1L&4% BH F BIL X ZDF K ST F PN B 384 A 1r) 22 1

[1293]
HEi (mg) ST (mm) am DR AA 1)
MDA
ZEHR AR JEHR AR nmol/g ik
&
2 531)
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EHE R 51.24+35 59.0+0.4 3.840.2 3.940.1 0.44+0.0
AL 5.1+ 1.4 16.84+ 1.7 1.940.1 2.04+0.2 24402
BI 38.1+73" | 549+1.2" 3.44+0.2" 3.8+0.1" 0.84+0.1#
BH 27.0+7.2 20.0+6.6 254+0.3 21404 1.9+0.2
[1204] 3R N FH £SEM. 29l S5 Ecikxs B4l OB PR ) A& 4 BH ALFRIFI4H

b, p << 0.05; " EAAGTIEZL CBERRT ) HL&L, p < 0.05 5 # 509 SRR 20 (B R
Wi ) ALY BH AR ERAKR LS, p << 0.05 (PREIZE 724007, Tukey K% ) 5 34 ext
EZ a8

[1205]  SEMiff] L . 4 E 8 i s: 6 C57B1/6J /B BL AU BL FRAS T PR EAH i = 1%
WE. UG . TR AE IR A

[1206] i HE Er a1 2 10 /0 Bl 2 — Fb v H ol = BR B SE A A8 B0 G D IR SE OB AR, A fk
AP AW IR S R AE B i 2 A ) AR ACRE . BiR e O A Rm A A om el . %
2 8 RS I EME CHTBL/6T NRBENL 4L, Bl 6 N1, FrE s e ER (23°C) |
ARV (50+5% ) MOE (7:00-19:00) &, FHATHEHEE A A aEwHOK. TElETaEw
(BY4ns D12451, HP AR HE 5 45% (Research Diets, New Brunswick, NI)) 1HF#
6 JH. 6 )G, (CakemnEa B s FIn, BEREUE (RS 4% ). BI. BL.
Wyl4, 643 S F R FNEIA 4 Rl 253697 2 A N e Hoain 22 424 40 % (Anilytics, Inc.,

Gaithersburg,

Igen, Inc.,

[1297]1  BIFI BL 13 24Hh FRAK T I35 HH (6 H 9l = B8 B8 R0 5 5 5 PR LA A% Ji I+ 2% R 2 | 1)
Ko FRFRE IR FE (Formulab Diet 5008, Quality LabProducts, Elkridge, MD) KJ[F
/R C “ARRERERIA R ) IMIE AR A X R
[1208] 3£ 16
[1299]
THm =mhE (mg/dL) W RR R (1 mol/L)

EERLN 1354401 1686 1-359.3

BI(10mg/kg) 688157 1227 +193.7

BI (30mg kg) 66.51 14.7 1292 +231.4

BI(100mg/kg) 371483 992.8+172.1

BL (10mg/kg) 80+12.2 1571.84-100.9

BL (30mg /ke) 66.4+13.7 1413.2+228.7

BL (100mg/kg) 11156 11335+ 132.7

MD) .

Gaithersburg,

HWiady 4 Bl)a, A2 ROGRIZ 5 HT{ (Origen Analyzer,
MD) JilsE Mgk z= (K D) FEEE (K 2).
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T (Img/kg) 76.6+16.5 1537 £256.3
ZHRAIE (3mg/kg) 103.2+10.8 1833.2+169.8
FHHIM (10mg/kg)  |129.5+48.7 1810.3+595
D& FIH (100mg/kg) |88+7.2 1568.5+ 197
Wy14643 (10mg/kg) 70.6+0.8 1512.2+172.9
Wy 14643 (30mg/kg) 88+12.5 16764237
Wy14643 (100mg/kg)  [88.4+18.8 1839.8+154.8
DS (3 54.3+10.5 1649.7+260.5
mg/kg) +Wy 14643 (100

mg/kg)

[1300]  SLjifsl M : &5 mi IR B4 1A F% 1) Sprague Dawley A B LR BT B&AI T iy 1 H- 7
—ERE . TFERTER . IR E R A E S

[1301] SR B 7R R B — s B 2= RO 2R I 52 PR B4 . SpragueDawley K i
HASCKEE A RS, FHlTANAZ 5540 2UR0 UL P S5 X 155 R 5 35 10 ) R
BRI R A SR B, EXT m R R A,

[1302] M Jackson Labs (Bar Harbor, ME) W52y 17 JEE 1) Sprague Dawley K., B H:
BENLATEH, P4l 5-7 0L Sz AT L. FrashisfiisesEiE 25C) 7, ™
FEEAT 12 /NTIRDERR /12 /DI RIS ER, R T HGE A h A e W AOK .. M 259Gy
ZHI, e EY (EY4%'S D12451, HA e a5 45% ) (Research Diets, New
Brunswick, NJ) 1 4MH.

[1303]1  7r4ke M iR gy lal i, RpRtE H — gk (R AL 43 ) . BI(10.
30 F1 100mg/kg) B F)H (3mg/kg) , #5246 Jil. ARy IR G, MR E i kR
BUMA: (291000 D) H T MEA 225547

[1304]  BI(30mg/kg) F&AK T MG S22 A H i =R EE ; BI fEAL & T & fe MR &
iR

[1305] % 17 : BI A& FIEI X+ H s AR )R 72 1 Sprague—Dawley K Fil AR MLAR .
BE . H i = EREE AU 29068 T IR I R R

[1306]
2H 7 BAERE (mg/dL) | FREZE ag/mD | H M =5 Jite 25 g i 1R
(mg/dL) (1 Mol/L)
ERE R 123.84+7.0 0.724+0.1 179.0+72.3 743.5+57.4
AR 122.3+5.9 1.78+0.3 200.7+39.2 9425+ 181.0
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BI10 1173828 2184091 1837+ 584 9237+ 161.3
BI-30 127.3+22.2 146102 129.3+20.0 738.71+50.0
BI 100 193+35 179402 1717+33.1 72574875
RG 3 1198+54 157202 1342+ 152 758.8+61.0
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