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AAd 10 4-(4-C-EFL2MA A Y)-4-S2FE 241 4

F o)
o .
A A 4-(2-EF L E2WMA A oM B =] Al x:
4-B|EZ A EH = (2.80 g, 20.6 mmol)e] AZX DMF (15 ml) &ML A204 NaH (60% 2 AuolA, .794
g)ol 71 DNF (20 ml) d&tde] H7lslgltr. 4 W&ol W FH, 2-ZF =Wy B=Eulol= (3 g, 15.8
mmol)& A 3}stgitt. g e S A2 6 AlZF ok wdtsla, ¥3d A4 NLCIE TS A A
(quenched)Al71aL &EFHeArt. FEES EtOAco] ¥al = B 9 (brine) 2 AHsA.  #715< 2
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o

(hex:ol[HotAE|oO| E, 2:1) AeollA IE=ES GAste] 8 ng o] A shet=

°

I NIR (270 MHz, CDC13): 2.5 (s, 3H); 5.2 (s, 2H); 6.9-7.1 (m, 4H); 7.2-7.3 (m, 1H); 7.4 (t,1H); 7.9

(d, 2H).

WA B HZE-RY 4-(4-(2-ZF o2 A A HY)-4-S A E o] E A%

WHkE 4-(2-ZF e 2uMA LA ER = (HA A, 1.5 g, 6.1 mmol)e] 713 THF (20 ml) 2 DMPU (5 ml) &
dio] ZF v~(EFHEAH o= (1.0 M, 7 ml) £d& o2 oA, -60TNA H7FsFATE. 60Tl A
1087 ket & gl 2E-RY dRHolAHolE (4.75 g, 24.4 mmol)S wWEA H7bskdok., A7) v =3
ES F/HHo® 10 #3F ¢ wRketal I o, 4 AIZE Bk AR gk, £3ES EtOAcd Wi & ¥
G52 AFsgltr.  FE8435S EtOAcE 39 ¢ FE3I8 Y. f715S ¥t kel NaS0,= ARA17]a,
Aeta, w53 F, 24 AZrEIHIS AMEStY A7t A9 (hexiodlEolMHOIE, 2:1) oA A
Astel qA FFEES FESAT

' NIR (270 MHz, CDCl3): 1.4 (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).

e
N
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S
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i
®
i
el
to
fr
=
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fo
>
z
e
£
o
"
-z
ful
[l
2
1o
2
N

HEZE-2E 4-4-(2-Z 22 z2dA2A])Hd)-4-2 2 8EdolE (WA B, 1.27 g, 4.2 mmol)9 === gt
. 3} o

(25 ml) €9 EFPFFLIZAEL (5 mDZE AT, S E}ES A2oA 3 AIE s wEke)
AFEF3ATh ZH4H ARvEDHYS At A AY (FEZEF WEE, 95:5 o EAS T}
st (spiked)) ZdollA AAsle] 3 EHo %A 3FgES 5390

I NMR (270 MHz, CDC1;:CDsOD):2.6 (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, 2H); 7.9 (d, 2H).

AA ) 20 4-(4-(-AZADAEA) A D)-4-SEFE 200 G4

OCH, o)
OH

A Ar4-(2-v| EA A S A] ) op A S = o] A

- EA WA dHe (2.99 g, 21.7 mmol)¥] HZE THF (5 ml) ¥ A% DNF (5 ml) €4S wuksh

AEH= (3.25 g, 23.8 mmol), EFAY TA9H (7.36 g, 28.0 mmol), Tlo€ o}lZyj7l=E A4
g, 25.9 mmol)2l AZ THF (20 mD)E& el 5-10CeAH H7lssict.  Whg EFES 0TANA 2 Az F9t
Al AR s Folal AFFHIFY.  FEES EtOAcol] ¥l E3kH NallC0:= 2 3] Aldsidy.
S o] NaSO, 2 AFAZ]aL, o#sta, F53% &, ZU4 IAZ2vEadS AREste] A A

(ERE2XF RS, 990 DA gAlste] 3 139 w4 I3FES F53AUH.

7]

ofj

' NR (270 MHz, CDCly): 2.5 (s, 3H); 3.9 (s, 3H); 2 (s, 2H); 6.9-7.1 (m, 4H); 7.3 (m, IH); 7.4 (d,
1H); 7.9 (d, 2H).
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A B o€ 4-(4-C-HEAMASAD A L) -4-S A FE| G o] EQ A%

TE 4-(2-HEAA A S A EHA = (TA] A, 1.22 g, 4.7 mmol)e] AZ THF (20 m1) 2 DMPU (5 ml) &Y
o #gF Hla(EgdEdzEd)eln= (1.0 M, 5 ml) &4& of=Zstollx -60TelA H7tatlc. 10 & &<
60Tl ukek & oe BRZTolAHOIE (2.59 g, 15.6 mmol)& wW=A H7ietict. wg TIES F7}
Ao 103 ¥ wykstal 2 AIRF ¢k AL7bA] vt £¥ES EtOAco] B =2 AFHsgT. F84
= EtOAc® 3 ¥ O F=3stal §715S &3 & I NaSO,2 AxA7]aL o st s5sgiek. 24
ARuEIYS S AREste] Ae7bA AR (hex: olEolAlEHIOIE, 4:1) AellA AAlste] 8 139 1A 33E

& »Es9.
1H NMR (270 MHz, CDCl3): 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).

A Cr 4-(4-2-vSA A S A A D) -d-S 2 F-E| 2410 Az,

A8 4-(4-(2-HEAA S A H L )-4-S 2 FE]FYo]E (YA B, 1.49 g, 4.3 mmol)9 <= o&2 (20 ml) &
g IN NaOH (6 mD= Aetgiey. kg EFES A2A 2 AZE &b wnketar 1 M HC1= 4 shskqlnt.
X

o,

ANAe A7)E 2GRS el Avte BR AAT ¥ Apseld Axse] A n@el wA HHES
SEaoln.

I NR (270 MHz, CDCl3: CDsOD): 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).

AAlY 3: 3-[(4-(2-EF 2 SAD L) -vEE ] T2 g -24t9] §A

A A 4-3|EEA WA B Zujo|=:

PBr; (1.38 g, 5.0 mmol)¢] 7% THF (2 ml) &No] -50CoNA A% 9&I(.201 ml1)e AZX THF (.4 ml) &A
< H7Fseltt. 43 =Z2AME 43 (1.89 g, 15.2 mmol)2] A= THF (23 ml) &4E& 7] wg EFE
of Astetqict. S EFES A20A 18 AlRE ek WA F, oo THFR gAsta APE d=
(celite pad)Z 3}3ict. HES FEA7|a F2 BHuPEES AR B3 (16 mDl A-&3l8H3i).
F7] NS -20TellA 2 AIRE o FAA7IaL, AEE =R offete] gl =g g A sjtES &
53lglon, FrrHo s FA A ekar ARSIt

A Br olld 3-((4-3| =5 A8 d)-HEE ) X2 3] yo|E

Na (60% Qo] #4731 g, 21.7 mmol 4 A2 DMF (15 ml) & dE 3-"afteEzadoyoE
(2.66 g, 19.8 mmo)E H7IsIlth. 29 WE] HEFH, Al A9 4-3|=EAWE BR2epo]l =8 7SS
ok, B2 EFES 16 AJTF BoE AL A ﬂt&é}z x3he NH4C1 WS- 7| A1 7131 R F 553 o) A=
ES EtOAcol ¥ & 2 A52 AFHSAT.  F8A4F5S EtOAcE 3 ¢ A, #7158 @3 &



[0535]

[0536]

[0537]

[0538]

[0539]

[0540]

[0541]

[0542]

[0543]

[0544]

[0545]

[0546]

S=50dl 10-0959356

2ol NaS0,2 AFA 7|1 dateln B, Zei3] azvtEadgyS AFgste] A Ad(gEee
HgholdotAlHlo] B, 95:5) AellA AAlste] FA st¥Es F53 0.

I NIR (270 MHz, CDC13): 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).

@A C:oolE 3-((4-(2-ZFZMA AN Hd)-HEE L) Z2F 2 o] E

NaH  (60% 9o  EAH, 054 g, 1.3 mmol)® AZX DMF (10 ml) Edo =
oH)ZRIQYolE (WA B, 2.5 g, 1.0 mmol)E H7Iegtt. F49 wEo] ¥

]=(.263 g, 1.3 mmol)S 78ttt WhS EdES AL Zol

13 FgsFstadet. EFES EtOAcd] Wi & 9 ¢ ol

o FEATE EtOAcE W o AFEAT. {715 Fekal I NaS0,, ® AEA7|AL odstal w5

£

' NIR (270 MHz, CDC13): 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).

A D 3-((4-(2-=F ezl d A A ) -EE @) 22 v 25):

e 3-((4-(2-FF=2HAdSAD)HA)-vEE )22 lo|]E (&A C, . 122 g, .35 mmol)9] d&E (5
mD)-&o] IN NaOH (.5 ml)& A-2oA H7}5Idct.  ¥bg E3ES 3 A|7F F9F wwkslal 1M HC1E AHd kst
1 FAFEF 3 1PES du EFYH AZREIIAHE AEse AdEgtd ZE (ERERIEdEE,
92.5:7.5 oA EALS

H. MMR (270 MHz, CDC1s): 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

(t, 1.

AN 41 4-(4-G-FFLAA A AEL)4-S2FE 24ke] G4

)

A A 4-(3-EFoZNA A AR e A

Axel 19 BA A BEE ARSI 3
oict,

o
ruM

Efomid nErolng W B4R A8dd wA APTL F59

' NIR (270 MHz, CDC13): 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).
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[0547]

[0548]

[0549]

[0550]

[0551]

[0552]

[0553]

[0554]

[0555]

[0556]

[0557]

[0558]

[0559]

[0560]

[0561]

[0562]

[0563]

S=505 10-0959356
€ Br BEERE 4 (- ER o2 AS )Y 45 2 dol 2o A%
ANl 19) WA B HEE AHgstel A SRS FEa
1H NMR (270 MHz, CDCl3):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).

@A Cr 4-(4-(3-ZF

to
il
=
X
do
>
5
e
£
o
B
us
o,
[t
2
o,
é
BN

I NIR (270 MHz, CDCl3): 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, I); 7.9 (d, 2H).

A 5 4-(4-(4-ZFLEWEASAD AL )-4-S2FE 2 A=

0
OH
0
F 0]
G A 4-(4-EFQLERAZA]) MM EH =] A

AAel 19 BA A PES AHEHT -EFOENA DEvtolng % BUR Agdel BAl 3RS £53

AT
HONMR (270 MHz, CDCLy): 2.5 (s, 3H): 5.1 (s, 2): 7.0 (d, 2): 7.1 (t, 20); 7.4 (m, 2H): 7.9 (d, 2H).
A B: HIZE-FE 4-(4-(4-FF 2D S A d)-4-S AT E o] B Alx:

st

4_
Al 19] @A B WS ARgste] A seE e

By

' NMR (270 MHz, CDC13): 1.4 (s, 9H); 2.8 (t, 2H); 3.2 (t, 2H); 5.1 (s, 2H); 7.0 (m, 2H); 7.2 (t, 2H);

7.4 (m, 2H); 8.0 (d, 2H).

@A Cr 4-(4-(4-FF 22U S H D) -4-S 2T E 2qke] Az



[0564]

[0565]

[0566]

[0567]

[0568]

[0569]

[0570]

[0571]

[0572]

[0573]

[0574]

S=50dl 10-0959356

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

AAd 6: 4-(4-((2-F T )-mISA) L) -4-S2FE 2419 §4

s 0
| oH

A A 4-((2-9 Y d)-HEA) oAl Ed =] Az

4-3| =2 Aol EF = (1.99 g, 14.6 mmol)e] AZDMF (5 ml)

|MNG Lo A Nall (60% L. QdelA, .604 g)e
A% DMF (20 ml) Setde] Hrtalglet.  Fare] WEo] WFEW, 2-32Y
E]l_:_

Zagloln I Eglol= (2 g,
12.1 mo)& F7bSHTh, Wb EREL AeolA 16 AlF Fok wuksta, ¥ahd F84 NCIOE WA
AN T AFEEFAG. FERS BOAco] B3 B B 452 AT, F84FS B0AcE @ o
AHSAT.  §715S T F B NaS0,R ARA7 T o3shn wEYc. Tl AzclEodges

1H. NMR (270 MHz, CDCl3): 2.5 (s, 3H); 5.2 (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, I H).
oA B HI2E-FE 4-(4-((2-¥HE)-HSAD A ) -4-SaF-d 7ol =

W 4-(2-3Egd)-HEAD oA ESH= (DA A.968 g, 3.6 mmol)e] HF THF (16 ml) = DMPU (4 ml)
Lo g HA(EHEAdZ)o= (1.0 M, 5 ml) &g of=Z3* slollA], -60TolA H7tskdct.  -60Tel
J 1087 wuket & gl2E-RY BRRolAHolE (2.64 g, 13.5 mmol)& WHEA Hrletgdch, A7) Bk
THPES F/HHCRE 10 #3F o wishal 1o the, 4 AIE B ARow H%JB} ETES EtOAcol ¥ &
AT2 AFET. 845 EtOAcE W o] FEFIa f75S Fe & ] NaS0,2 HEAl7|A,

2rtE2eu] S Abgate] AggbA Ae (hextolldobAlElo]E, 2:1) dellA 4

H. NR (270 MHz, CDCly): 1.4 (s, 9H); 2.7 (t, 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).

A Cr 4-(4-(2-v 2t d)-mFAD D) -4-SaFE| 22ke] Az

HEZE-2E 4-(4- ((2 g gd)-mEAD A D) -4-S A FE P ol E ( , 1.27 g, 4.2 mmol)¢] TEFE =
(25 ml) §NE EYEIFLEMEL (5 m)E A3t ®HE EFES H2oA 3 AR EF adks}

AEFF3AT. %—Eﬂﬁ ArutEagYS ALEste] Aygbd Ay (FRRIZWES, 95:5 oA EALS 7
) 3ol A AgAste] B 313 %A FFES FEIHAC

% oo rf
N

(ep}
o

-

1H. NMR (270 MHz, CDCl3:CDOD): 2.7 (t, 2H); 3.2 (t, 2H); 5.3 (s, 2H); 7.0 (d, 2H); 7.3 (m, 1H); 7.5
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[0575]

[0576]

[0577]

[0578]

[0579]

[0580]

[0581]

[0582]

[0583]

[0584]

[0585]

[0586]

[0587]

S=50dl 10-0959356

(d, 11); 7.9 (n, 31); 8.6 (s, IH).

AN 7: 4-(4-(AZEA)H D )-4-S A FE| 220 A

0

1H NMR (270 MHz, CDCl3): 2.5 (s, 3H); 5.1 (s, 2H); 7.0 (d, 2H); 7.3-7.5(m, 5H); 7.9 (d, 2H).
W7 B W2 E-RE 4-(- (MDA A D) A2 R E o 2e A%
AN 19 WA B PEE AABSl] A SRS SEE

' NIR (270 MHz, CDCl3): 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).

HONMR (270 MHz, CDCly): 2.8 (t, 2H): 3.2 (t, 2H): 5.1 (s, 2 7.3-7.5 (m, 51): 7.9 (d, 2H).
AAe 8: 4-(4-(2,6-HEFL2MNASA) M E)-4-SaFE| 244 34
F 0

()_,4<:::::>,,JL\\,,—~\\H,,C)H

. o)
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[0588]

[0589]

[0590]

[0591]

[0592]

[0593]

[0594]

[0595]

[0596]

[0597]

[0598]

[0599]

[0600]

SS90l 10-0959356

WA A 4-(2,6-T1 EF LM AS A oA EA =] A=

N g2l Nall (60% LdelA, 1.21

2,6-H &2 BavlE (5 g,
9 4 NHCIZ whs-A A A7)

4-3 EEA LA EF = (3.61 g, 26. 5 mmol)2] A= DMF (5 ml)

g)e Ax DNF (40 ml) AskHel H7bshglch. 4 WEo] |

24.1 mol)& Aatatqict.  ¥hE Z3FES A2olA 6 AR Bt wnketar, EshE
al 733 %E]?i ZHEES EtOAcol ¥ % 2 A5 A TEASS AW 9 EtOAcE FF
s o] Z4 (flash) AZvtE 1]

DA IEES AAlstel A4 nd e FA sEE

o

' MR (270 MHz, CDCls): 2.5 (s, 3H); 5.2 (s, 2H); 6.9-7.0 (m, 4H); 7.3-7.4 (m, 1H); 7.9 (d, 2H).

DHEE-FE 4-(4-(2,6-1EFF 2P AN A D) -4-S AR E Yo EQ Alx

B

WE 4-(2,6-UZEF o2l A Ao EH = (YA A, 6 g, 22.8 mmol)e] 7Z THF (60 m1) 2 DMPU (12 ml)

& g va(EdvEdd)otu= (1.0 M, 30 ml) &H& o2& oA, -60TA A7Fssit.  -60T

o B7F wyksl & gEE-RY B RolAlElo]E (8.97 g, 46 mmol)S wEA st A7) €k

TYEES FUHHRE 10 #7F ¥ weta 1 B, 4 AR 9 AL dglith. EFES EtOAco] ¥al &

2 AeE AHsET. F845S EtOAcE W © FEIUT. fUISS ot A NaS0,E XA
3

I NIR (270 MHz, CDCl3): 1.4 (s, 9H); 2.6 (t, 2H); 3.2 (t, 2H); 5.2 (s, 2H); 6.9-6.7 (m, 4H); 7.3-7.4

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

A C: 4-(4-(2,6-HZF L2l d SA) A D) -4-S 2T E| 24k Az

)

HZE-HE 4-(4-(2,6-ZF L 2MAZA) AL )-4-S A FEJ o E (&4 B,
(40 m1) €NS EFZT T oI EA (20 nl)E A3, wre 2FES
AFsHsAr. ZU4 A2rtEaddS AMSste] AY7hd 49 (222X E

M AAstel & B #A4 =S FEsel

4.76 g, 12.6 mmol)9] T EE =1
S A&oA 3 AZE FF wnkska
=

eS| 95:5 ofA|EALS 7}

o

' NIR (270 MHz, CDCly): 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).

AN 90 4-(4-(2-222AASA) L) 4-SEFEHERS §A

O

ol 0
OH

G A 4-(2-S R E2WASA) N EH =] AR

ARG 18 WA A PES AH§T 2-F2EWA HEvlolEg S BAE Agdtel BAl dFRS F5Y

_88_



[0601]

[0602]

[0603]

[0604]

[0605]

[0606]

[0607]

[0608]

[0609]

[0610]

[0611]

[0612]

[0613]

[0614]

[0615]

SS90l 10-0959356

o}

I MR (270 MHz, CDCls): 2.5 (s,8H); 5.2 (s,2H); 7.0 (d, 2H); 7.2-7.5 (m, 4H); 7.9 (d, 2H).

G B: HEE-}4Y 4-(4-2-F22HZdSA)Hd)-4-S A TE ol EQ A %:

AN 19 @ B PEE gl Al SPES 5

By

stk
1H. NMR (270 MHz, CDCls,): 1.4 (s,9H); 2.6 (t,2H); 3.2 (t, 2H); 5.2 (s,2H); 7.0 (d, 2H); 7.2-7.5 (m,
4H); 7.9 (d, 2H).

@A Cr 4-(4-2-F 22 dSA) A d)-4-S 5B 2t Az

AAe 19] BA C BES Mgkl B4 TR S FEH
1H NMR (270 MHz, CDCl3:CD;0D): 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).

AAd 10: 4-(4-(2-(2-Z223d)d 5L )4-S 2 FE| 24k A
0

F |
OH

)

WA A 4-(2-(2- B2 A D)) T AP ESA =] A%

AAe 29 GA A PES AHgHT 2-EFeRAdY Snes FY BUR AHgde]l BA YRS £53
ek,

1H NMR (270 MHz, CDCl3): 2.3 (s, 3H); 2.9 (t, 2H); 4.2 (t, 2H); 6.9 (d, 2H); 7.1 (m, 2H); 7.3 (m, 2H);.

7.9 (d, 20).
Al B HIZE-TE 4-(4-(2-(2-FF 2 D)5 D A D) -4-S AT E o] EQ Alx:

ANel 29 W B OMEES AFEST HZE-YE BEvoHelEs FREAR Ags EA FRES &

shaich.

By

' NIR (270 MHz, CDCl3):1.4 (s, 9H); 2.6 (t, 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).
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[0616]

[0617]

[0618]

[0619]

[0620]

[0621]

[0622]

[0623]

[0624]

[0625]

[0626]

[0627]

[0628]

S=50l 10-0959356

A Cr 4-(4-(2-(2-ZF 23 d) o EA) 3 ) ) -4-S A E| 22ke] Az

H2E-5E 4-(4-(2-(2-ZF 2 2o )| EA]) | d)-4-S A2 E| Y o] E
g (25 ml) & EYEFFLZONEA (10 mD)E A sk,  ¥ks
I AFEFIAY. ZUd Z2eEaH S AMSste] dYgbd F9
7V ol A FAste] 8 mygel ¥Al FEES 533

g, 3.2 mol)e] yJF==En
3] 2 2o A 4 A 7F EoF uwlks
(ZE2XE WL, 95:5 oA EALS:

2
3 2

1.
EHES

-

' NIR (270 MHz, CDCl3):2.8 (t, 2H); 3.3 (t, 2H); 4.2 (t, 2H); 6.9 (d, 2H); 7.1 (m, 2H); 7.3 (t, 2H);
7.9 (d, 2.

AAd 110 A8 4-(4-(2-EFL2HNASADHE)-4-SAFEH EY A

OCoH;

W7 At 4-(4-(2-EF oM A S AR o) A%
AAe 19 BA A BES Akl B4 TR ES FEH
1H NMR (270 MHz, CDCl3):2.5 (s,3H); 5.2 (s, 2H); 6.9-7.1(m, 4H); 7.2-7.3 (m, 1H); 7.4 (t, 1H); 7.9 (d,

2H).

@A B: olld 4-(4-(2-FF 2l A AN I ) -4-S 2 HE Yo EQ] AZ

WHHE 4-(2-ZEF 2 AS Ao EH = (7.26 g, 29.7 mmol)e 7Z THF (80 ml) @ DMPU (16 ml) -&<Hdl
ZF HA(EHEdZo= (1.0 M, 35 ml) &H& of= 3lolA], -60TeA H7lekdct.  -60TelA 10
B2 wgke 3 ooe BEFolAEHolE (10.12 g, 60.5 mmol)S wWEA Hrlstgth. A7) vhe EIES F
7PHe® 10 w3F o mukslal 1 o, 4 AIZE 5ok A7k g, EFES EtOAcd ¥ B 2 d5=E
AR T84S EtoAcE 3 FEST. #f715S Feka A=) NaS0,.= AxA17]aL, of#hs)
I, 553 %, ZU4 A2vEOHI S AHEEte] AEA AR (hextdFoMAHOIE, 4:1) Aol A A5}
3 Euo xA sEES 5.

' NMR (270 MHz, CDC13): 1.2 (t,3 H); 2.7 (t,2H); 3.2 (t,2H); 4.2 (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).

AAe 120 4-(4-(C-m2 A EA) 3 d)-4-S A FE| 2449 FA4

O

CHa 0
OH
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[0629]

[0630]

[0631]

[0632]

[0633]

[0634]

[0635]

[0636]

[0637]

[0638]

[0639]

[0640]

[0641]

[0642]

[0643]

[0644]

S=50l 10-0959356

@A A A-(-HEAF S A oM EFl=2] A2
AAld 19 A A HE ALgta 2-vEwl A BE2rlo|l=g Ed EFE ALESlY] ¥A| SFEES 53

HONMR (270 MHz, CDCly): 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,
IH); 7.9 (d, 2H).
@7 B: HEE-3E 4-(4-C-vEid A A d)-4-S 2R E o E Az
A 19] &@A B HHE AEste] B4 dgES 53
" ONMR (270 MHz, CDC13): 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).
A C: 4-(4-C-vEld S A H ) -4-S A HE] 24ke] Al x:
Al 19 @A C WHE AFEslY 34 SFES 59T
HONMR (270 MHz, CDC1y):2.4 (s, 3H): 2.8 (t, 2H): 3.2 (t, 2H): 5.1 (s, 2H); 6.9 (d, 2H); 7.2-7.3 (m,

3H); 7.4 (m, 1H); 7.9 (d, 2H).

AAd) 13: 4-[4-(2-(N-(2-EF 2. 2HZ)-N-Hgolu] )N EA) #l d ]-4-S A K E| 24H] A4

(10 g, 79.28 mmol)e] AZx yF=Z=ZH|et (200 ml)o] Egjogoldl (12.30 g, 118.9
|

mmol) < A4 o} A A7red. Wgdxd SEdel= (10,71 g, 93.5 mmol) S 7] whe
ol 0ColA H7Fstar 3 AIF o wikslgle) & (100 mD)& W& Ef2d Hrheta A7) Edes HER
mHgto® 2 3] FEUT. fUISS Fste B H AR AFHEY. kg £3ES 3] NaSo,E A
e
o

I NYR (270 MHz, CDCly): 1.3 (t, 3H); 2.4-2.6 (m, 4H); 5.25 (s, 2H); 6.9-7.5 (m, 4H).

Al B 2-(N-(2-ZF 2 2 d)-N-vldopr] o) -0l g2 0] A%

2-Z2oa2wd wedzolE (WA A, 5 g, 24.5 mmol) 2 2-(W€olm|)-oEFE (18.4 g, 244.9 mmol)9]
EES of=2F oA, 120TolA 7A7F SoF wwtetd A s, EFES AL7bx WA BF
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[0645]

[0646]

[0647]

[0648]

[0649]

[0650]

[0651]

[0652]

[0653]

[0654]

[0655]

[0656]

[0657]

S=50dl 10-0959356

Solth,  RERS Bol AZRETHNS Agstel Al A (FEZEFAGL, 0110 Egel Doty
2 7HDgNA AR EA TR S5

>

I MR (270 MHz, CDC1;:CDs0D):2.3 (s, 3H); 2.6 (m, 2H); 3.6 (m, 4H); 6.9-7.5 (m, 4H).

A C: 2-(N-(2-ZF o2l A)-N-wdoln)-oe SFZelo]l=9] A%
2-(N-(2-FF=2Wd)-N-H ol )-o k& (A B, 7.51 g, 41 mmo = g
d Z=zzglol= (16 n)E H7Fskder. 8 EFES A20|A 16 AIZF B¢t wwtela w3, 3

<
& SRREIFOE FAstaL 4 NallCh;, = B A= AFsln  f715S FFe] NaSo = Axshar,

Hek F FFHetel T4 SES Ao, F7HARA gAlglel ARkl

IS
)

' NR (270 MHz, CDC13): 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,
M), 7.4 (t,IH).

-Hgoln ) g FRetole (WA C, 7.48 g, 37 mmol) alc 4-3|EEA|OIAEH =
(10.07 g, 74 mmol)2] 71Z DMF (10 ml) Mol K,CO5 (7,77 g, 56.2 mmol)= F7F8FAT.  ZFES 80TolA

6 Az 7hdsta, Wd7bstan 22 RbeAAA7]AL EtOAcE 2 3 FESY. #7IsE Tetal #EFe] NaySo,E

Azxsta, g § FFs0vk. ZH4] (flash) AZvETIH IS AEste] A7 Z9 (hex: ol DolAlH]
OolE, 2: DA JEES AAlSt] g2 = edde #A4 eSS 5.

I MR (270 MHz, CDCl3): 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,1H), 7.4 (t,1H); 7.9 (d,2H).

G B HEZE-RE 4-[4-(2-(N-(2-ZF 9 2 A)-N-v| D o}n] . ) o EA]) T d | -4-2 A HE]Ho]| EC] A=

Rk 4-(2-(N-(2-FF 2w -N-HEolu| ) o| EA) oA EH= (Al D, 4.91 g, 16.3 mmol)2] 7= THF
(60 m1) 2 DMPU (15 ml) & @F vxa(EgWEdd)oln= (1.0 M, 20 ml) &NE& o= 3o, -65T
ol M3 10 Ho| Ax H7 sk 1587 ke 3 HEE-RE B TolMEoE (6.35 g, 32.6
mol)S WEA HrbslHek.,  FrPHo=z 10 B3 o -65ToA muksta 1 v, 2 Az Bt ALrtA b$
i, =2 WRAAIATIAL EtOAcE 2 3] FEIlv. #§715S Fehal Edi4l aRvEIYY S AREste] A
7HA AR (hex:d"olAHOIE, 1:1) AollA AA ] A sES F53300.

'H NMR (270 MHz, CDC13): 1.5 (s, 9H); 2.4 (s, 3H); 2.6 (t, 2H); 2.8 (t, 2H); 3.2 (t,2H.) 3.7 (br, 2H);
4.2 (br, 2lI); 6.9 (d, 20); 7.0-7.15(m, 2H); 7.25 (m, 1), 7.4 (t, 1); 7.9 (d, 20).

A Fr4-[4-(2-(N-(2-FF 22l 3)-N-rm D opr] i) o FA]) 3 d | -4-S B 241 0] Al %

HEE-FY 4-[4-(2-(N-(2-FF 22 -N-v ol ) ol SA) A d-4-S L FE o] E (&4 E, 2.23 g, 5.3
mmol) el HEFEZEME (20 ml) &4& ESFLEAELR (10 )2 Asidet.  ws 3=

2 AR EsE _’H%} A& EFe3A =+ A=RvtEIdYS ARkl deprbd A9
(FREXF WS, 92.5:7.5 obAEAS 7Hh) el AAste] ®A4 e w5383t

_1 i

I NMR (270 MHz, CDC13:CDs0D): 2.5 (t, 2H); 2.6 (s, 3H); 3.0 (t, 2H); 3.4 (t, 2H); 4.2-4.5 (m, 4H); 6.9
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[0658]

[0659]

[0660]

[0661]

[0662]

[0663]

[0664]

[0665]

[0666]

[0667]

[0668]

[0669]

[0670]

[0671]

[0672]

S=50dl 10-0959356

(d, 2H); 7.0-7.15(m, 2H); 7.3 (m, 1H), 7.5 (t, 1H); 7.9 (d, 2H).

AA e 140 4-(3-(2-MIE@ A EA) 3 d)-4-S A FE| 2449 FA4

O
CHs OH

A A 3-(C-mEH A A op A E s = o] A

Al 129w A ES AREStal 3-dEwld BRulol=g 2% EdE ARRSte #Al SRtes

' NIR (270 MHz, CDCl3): 2.3 (s, 3H); 2.5 (s, 3H); 5.1 (s, 2H); 7.2-7.3 (m, 4H); 7.4 (m, 2H); 7.6 (ml
2H).

A B: Bl 2E-HY 4-(3-(2-mE il A ) -4-S A E g o] B A%

AAel 19 BA B PES AHgetel Al SRS FESU

I NIR (270 MHz, CDC13): 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).
@A C: 4-B-(2-mEHE A HE)-4-S A E| 2 Ake] A F:

AAe 19 @A C WS Sl B4 BEES SEa9r
1H NMR (270 MHz, CDCls): 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).

AAd 15: A8 4-(3-(2-EF LA SAD I E)-4-SAFEH ES A

O
OCaHs

Al AL 3-(2-EF L 2HASA) oA B =0 A X!
A

A 19] A

TS AHESE S-S eSO EA S 20 BAR Agete] BA SRS FESAT
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[0673]

[0674]

[0675]

[0676]

[0677]

[0678]

[0679]

[0680]

[0681]

[0682]

[0683]

[0684]

[0685]

[0686]

[0687]

[0688]

[0689]

SS=50dl 10-0959356

' NYR (270 MHz, CDC13): 2.5 (s, 3H); 5.2 (s, 2H); 7.1 (m, 4H); 7.3 (m, 2H); 7.6 (m, 2H).

@A B: o€ 4-(3-(2-FF L 2HA S A H E)-4-F A FE o E9] Alx:

Ao 119 @Al B WS AMESte] 34 =S 53T

1H NMR (270 MHz, CDCl3): 1.3 (s, 9H); 2.8 (t, 2H); 3.3 (t, 2H); 5.1 (s, 2l); 7.1 (t, 2H); 7.2 (d, 2H);
7.4 (m, 1H); 7.5 (t, 1H); 7.6 (d, 2H).

AAle] 16: A8 4-(4-(2-H2HESADHAE)-4-SAFEH B FA
CHj 0
OCzHs
° I
Shavae

A A 4-C-vEWlE S A oM BT =] Al

Ao 129 @Al A IS AFESEe] 3A SFES TSI

1H NMR (270 MHz, CDCls): 2.4 (s,3H); 2.5 (s,3H); 5.2 (s, 2H); 6.9 (d, 2H); 7.2-7.3 (m, 3H0); 7.4 (m,
1H); 8.0 (d, 2H).

A B: ol 4-(4-2-w@ilE KA A D) -4-S A FE H o] E9] A x:
Al 119] @A B WS AMESte] B4 eSS 533

' NR (270 MHz, CDCl3): 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).

AA ) 17: A 4-(4-(2,6-0 EF AL LA HY)-4- L 22 ol 29 A

OCzHs

@)
O
O

A A 4-(2,6-T1ZF 0 2 E 2 A oA EH =] A %:
A e 8] @Al A WS AREEte] ¥Al BEES S5

' NYR (270 MHz, CDC13): 2.5 (s, 3H); 5.2 (s, 2H); 6.9-7.0 (m, 4H); 7.3-7.4 (m, 1H); 7.9 (d, 2H).
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[0690]

[0691]

[0692]

[0693]

[0694]

[0695]

[0696]

[0697]

[0698]

[0699]

[0700]

[0701]

[0702]

[0703]

S=50l 10-0959356

@A B ol 4-(4-(2,6-UEF2L2HMASAD AL)-4-S A FE o] E9] AXx

HkE 4-(2,6-C 2 F 2 A S Ao ESH = (YA A, 6 g, 22.8 mmol)2] A= THF (60 ml) 2 DMPU (12 ml)
| ZE Hx(EgHEAd )O}UIE (1.0 M, 30 ml) &L of=<* stellA, -60TIA H7tstdtt.  -60C
oA 1087F wHlst & o8 HRRolAE|olE (7.61 g, 45.6 mmol)S wEA Hrubsrdoh., Ab] 9 £3E
S F/H SR 10 B3 9 wykela TL v, 4 AZE 9t AR gtk E3ES EtOAcd ¥ E H 4
T2 AHsAT FEAESE EtOAcE W o F=e. #7155 et A NaS0,= HAFA7]aL,

5, U4 A=vtEIRY S ARkl Ay A (hex:olHolAlEIOE, 2:1) Aol A

@
o ®A HHEL F5edrh.

SEEEY

&
Alste] 2 13

' NMR (270 MHz, CDCls): 1.3 (t, 3H); 2.8 (t, 3H); 3.2 (t, 2H); 4.1 (q,2H); 5.2 (s,2H);6.9-7.0 (m, 4H);

7.3-7.4 (m, IH); 7.9 (d, 2H).

AA e 18: 4-(4-(2-(2-Elo )N EA) dd)-4-S A K E| 24 A
(0]

@\/ 0 OH

S 0

Al AL 4-(2-(2-El el D) ol FAD) oM B =] Al %

Aol 298] A A WS ARl 2-(2-Held)d g S 8 EEE AMSH, g4 ARvtEIY S A
g3to] A7 A7 (hex:ol"obAlHOIE, 3:1) AolA GAgte] 1A =S F53H30H.

I NIR (270 MHz, CDC13): 2.5 (s. 3H); 3.3 (tb 2H); 4.2 (t, 2H); 6.9-7.1 (m, 4H); 7.2 (d, 1H); 7.9 (d,

211).

A B o€ 4-(4-(2-(2-Elol D) AN EA) Hd)4-S 2 FElH o] EQ Az

AAld 29 ©A B WS AMgEt 2A SRHES #5318l

1H NMR (270 MHz, CDCls5):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 (d5 2H).

A C: ool 4-(4-(2-(2-E ol D) A FA) A D) -4-FAFE 23k] Az

Ao 29] &7 C HHE AMESte] BA SFHES FSEgl.

I NIR (270 MHz, CDC13): 2.8 (t, 2H); 3.3 (m, 4H); 4.2 (t, 2H); 6.9-7.1 (m, 4H); 7.2 (d, IH); 7.9 (d,

2H).
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[0704]

[0705]

[0706]

[0707]

[0708]

[0709]

[0710]

[0711]

[0712]

[0713]

[0714]

[0715]

[0716]

[0717]

S=50dl 10-0959356

AA ) 190 4-(2,6-DEFOAD)-4-S 2T E 23] FA

F O
OH
O
F

WA Ar HEE-FE 4-(2,6-0ZF 229 d)4-S AT o E9 Az
kg 2 6-TZFQ ol AEE (5 g, 32 mol)e] AZ THF (40 ml) 2 DMPU (8 ml) &olo] 2 H]~(Eg
WE Ao = (1.0 M, 45 ml) &1 ok2 sl A, -60TA H7Hetgth.  -60TAA 1083wk F,
H2E-RE BeRobHolE (6.99 g 35.8 mol)& W) HrSGI. 47 W EFEE FHH0R 10
B2h O WSk 2 ohg, 4 AR B Ae dgt. ERES Bodcd] ¥ B R A5 AASAT
FHATE BOCE BW W FEAAT. 4713E I A Naso,m AENAT, s, 55D
F, B4 AmvtEaES Agate] A AR (hextol oM, 2:1) ol AAlste] EA S3HE
& Ea9l,

I NMR (270 MHz, CDCl3):1.4 (s, 9H); 2.8 (t, 2H); 3.2 (t, 2H); 6.9-7.0 (m, 2H); 7.4 (m. 1H).

HEZE-2Y 4-(2,6-ZF 2 2Hd)-4-SAREHo]lE (YA A, 9.52 g, 35.2 mmol)d USFEZ=ZwE (30 ml) &

NS EFZFQROAEA (20 mDE AL}, g Z3HES AR2dA 3 ARF 9 adketa

TESAT. 4 AReEOY TS AMEste] AEgba A9 (EEREXEWESE, 95:5 oA EANS Jeh A
3 3

go| EAl HFES FEHAT.

' MR (270 MHz, CDC13):2.8 (t, 2H); 3.2 (t, 2H); 6.9-7.0 (m, 2H); 7.4 (m, 1H).

AAe 200 4-(4-(2,5-H 2 AA A3 E)-4-S4FEHEA 1A

CHj Q
O_@)L,\,ron
a]
CHy
W A 4-(2,5-El LA S A A ES o) Al

AAe 8o BA A PEe g 2,5-0rENd FRetolEE B0 BAZ Agdtel BA FFREL £53)

Atk

I NYR (270 MHz, CDC1y): 2.3 (s, 3H); 2.5 (s, 3H); 5.1 (s, 2H);6.9-7.2 (m, 5H); 7.9 (d, 2H).

@A B: olld 4-(4-(2,5-udEil A S AN Hd)-4-S A FEl o EQ] AZx
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[0718]

[0719]

[0720]

[0721]

[0722]

[0723]

[0724]

[0725]

[0726]

[0727]

[0728]

[0729]

[0730]

[0731]

[0732]

S=506 10-0959356
AN 179 BA B PHE AHgtel B4 HYRS FESAG

' NMR (270 MHz, CDC13): 1.2 (s, 3H); 2.3 (s, 2H); 2.8 (t, 2H); 3.2 (t, 2H); 4.4 (q, 2H); 5.1 (s, 2H);
7.2-7.3 (m, 3H); 7.9 (d, 2H).

WA C: 4-(4-(2,5- T A R A S A 3l ) 4= ) 2 ake] Al

e 4-(4-(2,5-t] v & wl A -2 62 g, 7.7 mmol)e] w4 oE-2 (30 ml)
folo] IN NaOH (10 m1)E AL A H7lslgl S 35S A2oA 3 AIZF FoF wwtelal 1M HCIE Ak
st Tt AdE AHES oFeta & 92 A= At 13 shddA] dzxzste] 8 13el xA 33t

S5

>
5
e,

<

fo

[

Jz
Ul
&

o

i

©
N

=

> o

(o5
[

i
tlo

I NR (270 MHz, CDC13):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).

AA o 21: 4-(4-(2,5-tZF 2 A2 A H d)-4-S A FE| 249 4

(=)

o

A AL 4-(2,5-HEF L 2HMA A oA B =0 Az

AAe 88 WA A PEE AEET 2,5 UEFORNA Nl & BAR AgHe] ¥4l BFBS

S3si.

I NMR (270 MHz, CDCl3): 2.5 (s, 3H); 5.1 (s, 2H); 6.9-7.0 (m, 3H); 7.2 (m, 2H); 8.0 (d, 2H).

A B: " 4-(4-(2,5-HEF L2 A SAD I ) -4-S AR E g o] B9 Alx

ANl 179 BA B PHE AHgstel B4 HYRS FESAG

' NR (270 MHz, CDC13):1.2 (s, 3H); 2.8 (t, 2H); 3.2 (t, 2H); 4.4 (g, 2H); 5.1 (s, 2H); 6.9-7.0 (m,
3H); 7.2 (m, 2H); 8.0 (d, 2H).

A C: 4-(4-(2,5-HEF L 2HMASA) A D) 4-SAFE| 25k Az

g 4-(4-(2,5-YEF 2 AEAS A AL ) -4-F A FE|YolE (dA B, 16.51 g, 47.4 mmol)2] &4 gk
(100 ml) |Holl IN NaOH (40 m1)E ALoA Hrlslgr,  wh3 ZIES A2 3 A7 59

HCIZ 2M4g 3 8t AT ey, ZIES SRR I @ B2 A9y, $84=28 Fz2=yE
o2 9 o FEHsPu.  F712S et 3 NaSO,E AXRA7)aL, oJFetal, 3. ZHE =2
2ulEa 39S ARl

TE3FAT.
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[0733]

[0734]

[0735]

[0736]

[0737]

[0738]

[0739]

[0740]

[0741]

[0742]

[0743]

[0744]

[0745]

[0746]

[0747]

SS90l 10-0959356

' NIR (270 MHz, CDCl3): 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).

AAd 220 4-(4-(2,4- T EFL2HMA A AE)-4- 27 E 21 §A

OH

A A 4-(2,4-TEF S 2HAS A oA EF =] AF

Ao 8] GHAl A WS ARGl 2 4-HEFeRdd Berloleg % 4R ARgste] EA4 SEs F
_‘;_

stac.
1H NMR (270 MHz, 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,
20).

97 B old 4-(4-(2,4-T1 EF LR AA S A A D) 4-S A HE o] 2] A%
AAe 179) ©A B BES Mgt B4l TR FEHs
1H NMR (270 MHz, CDClz): 1.2 (s, 3H); 2.8 (t, 2H); 3.2 (t, 2H); 4.4 (g, 2H); 5.1 (s, 2H); 6.9-7.0 (m,

2H); 7.1 (d, 2H); 7.4 (m, 1H); 8.0 (d, 2H).

Al € 4-(4-(2,4-1EF L 2NASAD) A ) -4-S K E 24ke] A%

AAe 219 | OB Sl B4 BEES S5a9r

' NIR (270 MHz, CDC13): 2.8 (t, 2H); 3.2 (t, 2H); 5.1 (s, 2H); 6.9-7.0 (m, 2H); 7.1 (d, 2H); 7.4 (m,
1H); 8.0 (d, 2H).

o

AA ¢ 23: 4-(3-(2,6-TUEF LA HY)4-SAFE| 23] A

[o-

o)

A A 3-(2,6-TEF L 2HAS A oM EF =9 A%
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[0748]

[0749]

[0750]

[0751]

[0752]

[0753]

[0754]

[0755]

[0756]

[0757]

[0758]

[0759]

[0760]

[0761]

[0762]

[0763]

[0764]

[0765]

S==35 10-0959356
AA G 8o WA A WS AT S-S ERACEN LS F9 AR g wA HFEL FEIAT

' NMR (270 MHz, CDC13): @ 2.5(s, 3H); 5.2 (s, 2H); 6.9-7.0 (m, 2H); 7.2 (m, 1H); 7.4 (m, 2H); 7.9 (d,
2H).

Al B ol" 4-(3-(2,6-HEF L 2HMA A A d)-4-S K El g o] E9] Alx:

A 179 &7 B WS ARESk] A B s ST
HONIR (270 MHz, CDCLy): 1.2 (s, 31): 2.8 (t, 2ID: 3.2 (t, 2I); 4.4 (q, 20 5.1 (s, 2 6.9-7.0 (m,

2H); 7.2 (m, 2H); 7.4 (m, 2H); 7.9 (d, 2H).

A C: 4-(3-(2,6-tEF 2l A A I d)-4-S L FE| 22ke] Az

Al 219 @A C WS AMESte] B4 SES 533

HONMR (270 MHz, CDCL,): 2.8 (t, 2H): 3.2 (t, 20); 5.1 (s, 2H): 6.9-7.0 (m, 2H); 7.2 (m, 2H): 7.4 (m,
2M); 7.9 (d, 2H).

AA e 24: 4-(4-((NE2Z2Z)AEA)HE)-4-S2FE 249 F4

0

[::::>,,»"~\(J OH

A A 4-((NEFRZZI) | EAD A EF =] A %!

AAlel 8o wHAl A WS Abgsta AEEzzdvd BaulelEgs S 22 ARt 4 sgEs

s,

By

I NIR (270 MHz, CDC1l3): .4 (m, 2H); .6 (m, 2H); 1.2 (m, 1H); 2.5 (s, 3H); 3.8 (d, 2H); 6.9 (d, 2H);
7.9 (d, 2.

W B H2E P 4-(4-((NFrz)EA) s d-4- o R e o Ee] Az
AAe 89] WA B HAS Aol EAl HFRE FEH.
1H NMR (270 MHz, CDC13): A4 (m, 20); .6 (m, 20); 1.2 (m, 1 H); 1.4 (s, 9H); 2.6 (t, 2H); 3.2 (t, 2H);

3.8 (d, 2H); 6.9 (d, 2H); 7.9 (d, 2H).

A C: 4-(4-((NERz2d)v5A]) 3 d)-4-S A 2qke] Al x:

Al 89l B C WS AHgStel EA SRS S5



[0766]

[0767]

[0768]

[0769]

[0770]

[0771]

[0772]

[0773]

[0774]

[0775]

[0776]

[0777]

[0778]

[0779]

[0780]

S=50l 10-0959356

' NMR (270 MHz, CDC13): .4 (m, 2H); .6 (m, 2H); 1.2 (m, 1 H); 2.8 (t, 2H); 3.2 (t, 2H); 3.8 (d, 2H);

6.9 (d, 2H); 7.9 (d, 2H).

A 25: 4-(4-(2-EEFL2HENASA)AY)-4-S2FE 24 §4

Fa o]

A6 89 B A WEE S 2-(EeEFORM)NA nErl|EE 29 BAR AHgsel BA HE

I NMR (270 MHz, CDC13): 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).
W B HEE 8 4-(4-(-EEF o2 aduas A d)4- S o e eo =e) Az
Axe 8ol @A B WS St B4 BES SEa9

' NIR (270 MHz, CDC13):1.4 (s, 9H); 2.7 (t, 2H); 3.2 (t, 2H); 5.3 (s, 2H); 6.9 (d, 2H); 7.4 (¢, 1H);

7.6 (t, 1IH); 7.7 (d, 2H); 7.9 (d, 2H).

I NMR (270 MHz, CDC13): 2.8 (t, 2H); 3.2 (t, 2H); 5.3 (s, 2H); 6.9 (d, 2H); 7.4 (¢, IH); 7.6 (t, 1H);

7.7 (t, 2H); 7.9 (d, 2H).

AAd 26: 3-[(4-(2,6-HEFL2NA A H D) EE| Q| Z 23] 24k A

F 0
O_Q/\S/\/U\OH
F
B A 48| ESA A Hanlolme] A%
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[0781]

[0782]

[0783]

[0784]

[0785]

[0786]

[0787]

[0788]

[0789]

[0790]

[0791]

[0792]

[0793]

[0794]

[0795]

[0796]

[0797]

[0798]

SS=50dl 10-0959356

AN 39 @A A PEE AESte] WAl SRS FESglon FAhgom FAsA st
A B: ol 3-[U-Sl =S A ) v EE o] e o ol ze] A%

AN 39 WA B WHE Aol EA SHHES S5
HONR (270 MHz, CDC13):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).

oA Crool” 3-[(4-(2,6-HEF 2l dSA) A WEE Q] 22 Qo] E] Az

Aol 39 @A C WS AREStaL, 2,6-HEFeRHE Harloleg &9 AR ARESY] #A4 sgtes

S,
1H NMR (270 MHz, CDCls): 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,

4H); 7.2-7.4 (m, 3H).

A D 3-[(4-(2,6-UEF2WMASAD A ) WEE | Z 23] 24k A%
Ao 39 @A D HHE AHEslY BA SFEES 5.
H NVR (270 MHz, CDC15):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).

AAd 27: 4-(2-(2,6-T1 EFL2HMA A AE)-4- 27 E 21 §A

o]

A A 2-(2,6-T)ZF 0 2l A LA ol EF| =0 A%
A

WS AREShaL 2-duESAlopEA =S 0 BdE ARgstel EAl SES

' NIR (270 MHz, CDC13): 2.5 (s, 3H); 5.2 (s, 2H); 6.9-7.0 (m, 3H); 7.1 (d, 1H); 7.4 (m, 1H); 7.5 (t,
1H); 7.8 (d, 1H).

A B ol" 4-(2-(2,6-HEF o2l A SAD A ) -4-S Bl g o] B9 Alx

AR 179 A B WS AHESt] BA BEES SEa9T.
1H NMR (270 MHz, CDC13):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 (t, 1H); 7.8 (d, 1H).
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[0799]

[0800]

[0801]

[0802]

[0803]

[0804]

[0805]

[0806]

[0807]

[0808]

[0809]

[0810]

[0811]

[0812]

[0813]

[0814]

SS=50dl 10-0959356

Al € 4-(2-(2,6-HEF L 2MNA KA A ) -4-S A K- E 24ke] A%

ANl 219 @A € PHE AHgel EA HYRS FEHAG

1H NMR (270 MHz, CDCl3): 2.6 (t, 2H); 3.2 (t, 2H); 5.2 (s, 2H); 6.9-7.0 (m, 3H); 7.1 (d, 1H); 7.4 (m,
1); 7.5 (t, 1H); 7.8 (d, 1H).

AA e 28: o€ 4-(4-(2,6-CEFL2HMNA LA I D)W E-3-S A e EQ §A

O_Q/\'Woczﬁs

9 O

]} g, 26.28 mmol)e] 7Z DMF (15 ml), ¥&d (1 ml) ¥ N N-tZF2=23a27}
Hojolu= (6.50 g, 31.5 mmol) &Moll <<= EtOH (3.26 g, 78.84 mmol)S H7FsItt. A2d4 18 A7
kil o #siTh. =S 3 %3}l 7 ARrEIH S ARESke] AEghAa A9 (hex:ol "ol
JElo|E, 2:1) 7oA AAst] TA FFES 531300

o —

o]
1 5

=}

R

I NMR (270 MHz, CDC1y): 1.2 (t, 3H); 3.5 (s, 2H); 4.1 (g, 2H); 6.7 (d, 2H); 7.1 (d, 2H).

@ Br ol 4-(2,6-ZF e RMAS A Ao Ee] A%
g2l A Nall (60% @ AHlA], .393 g, 9.8 mmol)®] 212 DMF (20 ml) &<el] o€ 4-3|=FAldec|E (¢
A A 1.59 g, 8.8 mol)S H7FEQATE. S WEo] WEW, 2 6-ZR2owwld Haulol= (1.64 g, 7.9
mol) & H7FEIATE. Wk EFES Lol 4 ARE Fob wwtala, EshE NICIR WAL s
299tk REZS EOAco] ¥ B L A5E AR, §7128 e NaS0,E X, ofia ¥
FHAAT. FAH (Tlash) AZPEIARS ALGSt] delzhd A (hex:olHobAElol =, 2:1)gA 2
229 A sle] B4 IJFEL =),

' NIR (270 MHz, CDC1l3): 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).

9A C: 4-(2,6-HEFFo 2l d A A o] Az,

WHkE o el 4-(2,6-ZF e 2HA LA AHoE (v B, 2.14 g, 6.9 mmol)9] = ogh2 (30 ml) R
IN NaOH (10 m1)E A -2dx H7}sl3ick WS E3E S A4 3 A7F FoF wtelal 1 M HCIE AHAd kst
2 AFsidg. F AAES B2 A3 T AFsea AR ZA EES 51T

'H MR (270 MHz, CDCls: CDsOD): 3.6 (s, 2H); 5.1 (s, 2H); 6.9 (m, 4H); 7.2-7.4 (m, 3H).
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[0815]

[0816]

[0817]

[0818]

[0819]

[0820]

[0821]

[0822]

[0823]

[0824]

[0825]

[0826]

[0827]

S=50l 10-0959356

WS ERES QLA 3 A B BF (reflu)da ABEHF] g wAA 0Ue Ao, T}

g 4-(4-2,6-t&F2ld S D)o d)mE-3-S A Bl g o] ES] Alx

Meldrum's acid (.846 g, 5.8 mmol)¢] HEFZZWE (5 ml) &R0 ﬁ%ﬂ"d (2 mD)S& 10 2ol 24 0TColA =

7hetdth. o] &9 4-(2,6-UEF2RASAMAIIRY FEE o=

22ue §Ns HUbeglar, S -MAN gdo] whEo] Aok, Y] ofFE PJJJXM‘ SNE 1 Az 0Tl
oA 271 1 ATk, Frh oz 1 AlZE ¥ akslgink. Y] Wb EEES tEEavies

s]Aalar oM HClL 2 95 el F3vk. Fo] ByHW, FE8A45S UIEEWToR 2 3] FE3519

=5 st oM HCIv) g2 2 3] A8t #ake] Na,S0, 2 AXA|71a, o3éta, FFste] 18

T EtOH (15 mDell @AErebar 2.5 AlZF SFslgitt. xgox &g AASIa ofF2 2
2 H}EZEM" A3l A ghA A7 (hex:oldolAlEIO|E, 2:1) oA HFAS

I NMR (270 MHz, CDC13): 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).

Al 290 3-(2-(4-(2,6-HEF A A I E)-2-S 2 ) E 2-(1H-1,2,4)-Eg o1& A

N—-NH

WA A 4-(2,6-TEF2MAS A oA E=e] A2
Al 8] @Al A W& ARESte] A4 e s 5

' NYR (270 MHz, CDC13): 2.5 (s, 3H); 5.2 (s, 2H); 6.9-7.0 (m, 4H); 7.3-7.4 (m,1H); 7.9 (d, 2H).

@A B: 2-HR2R-1-(4-(2,6-1ZF A A wld ) -of gh2 2] Az

e FH(2) BHEulo]= (3.70 g, 16.6 mmol)2] old olAlE|o]E (20 ml) &Ro] 4-(2,6-UEFoulAS
AR ESH = (A A, 2.74 & 10.4 mmol) 9] FEZ2ZEE (20 ml) &NS ALoA Hrreqdry, e EgE
£ 16 AIZF BReta B H7besioh. E3HES EtOACE 2 3] F33% F7les Fetal & B o
2 MHEL I Na,S0,= Axstar, o3is & sFaqivk.  Ed4 (L1 ash) ARvtETHRIS AHEste] A

g7 Ad (hex:olHopAlHOIE, 4:1)Fl 4 AAlste] 2 vt ol udd o] %A stgt=& 5330

I MR (270 MHz, CDCly): 4.4 (s,2H); 5.2 (s, 2H); 6.9-7.1 (m, 4H), 7.3 (m, 1H); 8.0 (d, 2H).

A € 3-(2-(4-(2,6-0ZF el A A Eld)-2-2 20 B E| 2 -(1H-1,2,4)-Eg|o}= 9] A%

1H-1,2,4-Eg]o}E-3-E] 2 (.250 g, 2.4 mmol) ¥ Ego|do}ldl (2.50 g, 2.4 mmol)e] AZ yZF=Z=Zver (20
ml) fdol 2-BRH-1-(4-(2,6-gZSF i@ A A - (¢4 B, .851 g, 2.4 mmol)e HZE Y=

Z2de (5 ml) §N& Ao HAAeF. A v EFES 50 B3 awstn JFEHedn. EE
< EtOAcol @3 M HCl ¥ 52 MFSAT.  f715S 9 NapS0,2 AxA 7|3, qFsta, 553 F,
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[0828]

[0829]

[0830]

[0831]

[0832]

[0833]

[0834]

[0835]

[0836]

[0837]

[0838]

[0839]

[0840]

S==35 10-0959356
o2 AnctEang Aeste] AusA AW (hexolHobElolE, 2:1) AolA AAsel TA sEe
539

1H NMR (270 MHz, CDCl3): 4.5 (s, 2H); 5.1 (s, 2H); 6 7.0 (m, 4H), 7.2 (m, 1H); 7.9 (d, 2H); 8.0 (s,
1) .

AAd) 30: 5-((4-(2,6-HEF2AMA AN H D)-ME)-11-H E&E9] §A

A AL (4-(2,6-HEF A SAD A ) - EU EL
192 Alob= (5 g, 37.5 mmol) 2 K.CO; (6.74 g, 48.8 mmol) ¢ 7AZ DMF (20 ml) & 2,6-1]
SHld BEnlol= (7.77 g, 37.5 mol)S W7letglTr. A7) uks BE
S EtOAco] ¥ & 2 g7 AHsgd. 44

al

=
grobar ko] Na,S0,= AxA7]aL, ofsfstal, §53ske] 2

0
ol
[
Ju
>~

I NMR (270 MHz, CDCl3): 3.65 (s, 2H); 5.1 (s, 2H); 6.9-7.0 (m, 4H); 7.2-7.4 (m, 3H).

A B: 5-((4-(2,6-HEF M SAD) A D) - E)-1H-HEHZE A=x:

(4-(2,6-Difluorobenzyloxy)phenyl)-acetonitrile (¥4l A, 5 g, 19.3 mmol), NaN3 (1.3 g, 20 mmol), %
NH,Cl (1.06 g, 20 mmol)2] 72 DMF (60 ml) &FES 90TCA 16 Az &<k 7HEsiet. MFo=z gvs

AASL 2 U FEES EtOAc 2 E(conc. HCIE pH 12 AMAsIsh 2 BWalgitt. 7128 B2 Xt
ko] Na,SO.2 AZRAIZ|5L, sFste] 2] wtuygEs Aoy, Zel4] A=znlEad s Algste] Aot
A Ad(dEz2vehddolAEolE, 9:1) Ao AAste] ¢e afdPe ugde) FA IFES F55HUT.

' MR (270 MHz, CDC13): 4.0 (s, 2H); 5.1 (s, 2H); 6.7-6.9 (m, 4H); 7.0 (d, 2H); 7.2 (m. 1H).

AA e 31: (2RS) 2-(N-Boc)-3-[2-(4-(2,6-T1E 2 =M A2 A d)-2-LAdE] EezayLie 34

F NHCOOC(CHgk

S
0 COOR

WAl A 4-(2,6-EF QWA A) P EA=e] A%

4-BEZA A EH = (3.28 g, 24 mmol) 2 K,C05 (4.33 g, 31.3 mmol)e] AZF DMF (15 ml) €N 2,6-01ZF

Sewld BEvlo]= (5 g, 24.1 mol)S FH7bsklth. 7] wkg EFES SR wwkelal EE WS A AT
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[0841]

[0842]

[0843]

[0844]

[0845]

[0846]

[0847]

[0848]

[0849]

[0850]

[0851]

[0852]

[0853]

[0854]

S=50dl 10-0959356

B e AEEE EtOAcol ¥ & ‘%‘

3
HU
g =
'
prL
32
°

S84S5 S EtOAc®E 2 3

j— [e) h= .
FEIIAT. F715S Fotar HFe NaSO,= dxstar, ojdsta Z#i4] (flash) A=viE2e9]S A8
A7l A (hextollDobAlElo| &, 2: 1) AAlste] #A4 sghes 53

I MR (270 MHz, CDCly): 2.5 (s, 3H); 5.2 (s, 2H); 6.9-7.0 (m, 4H); 7,3-7.4 (m, 1H); 7.9 (d, 2H).

A B 2-BER-1-(4-(2,6-T) = F o 2 A LA d)-1-o Eh=o] Ax:
AAld 299 ©A B WS AREste] %Al SEHES 5T

' MR (270 MHz, CDC13): 4.4 (s, 2H); 5.2 (s, 2H); 6.9-7.1 (m, 4H), 7.3 (m, 1H); 8.0 (d. 2H).

@A C: (2RS) 2-(N-Boe) [2-(4-(2,6-UEF L2 Z2HASAD AL )2-S L EHOTZZI Qo] EQ] A|x

R 2-B R R-1-(4-(2,6-UZF o2l A LA Hd)-1-og= (97 B, 2.07 g, 8.3 mmol)9 Ax HFEEY
(20 ml) ¥ Egogoldl (8.39 g, 83 mmol) &Nol Boc-Cys-OEt (2.94 g, 8.6 mmol)<S H7lskct. WH&
THES A2A 1 AIZE F¢F wRketal AFEEsglth. FEES EtOAce] € 1M HCL 2 942 AFH3A
t fUEE EE AL HFY NaSOE XA, st sFetl Ed4] ARvEIHIE A}

of dep7td AR (FRRFEF TS, 97.5:2.5) AollA AAlste] A4 S F58H30H.

I NMR (270 MHz, CDC13): 1.2 (t, 3H); 1.4 (s, 9H); 3.0 (m, 2H); 3.8 (s, 2H); 4.2 (g, 2H); 4.5 (br, 1H);

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

A D: (2RS) 2-(N-Boe)-3-[2-(4-(2,6-T)1ZF o 2l d2 A d)-2-L 408 ] E| Q23] LAke] #x:
o’ (2RS) 2-(N-Boc)-3-[2-(4-(2,6-B]ZF 2l A& ) d)-2-S4oE] T2

5 mmol)9 €4 EtOH (10 ml) &9l IN NaOH (3 m1)& #H7}stgith.  whe EFES AL A 4 Azt
dhebal M HCLR AR stela JesFapit.  AEEs FREIERY ¥ B 9 AR AFssig
S B NaS0,2 ARA7aL, dipsta F53ta 4 AZ2rEaddE ALSste] Ae7ld Af(EF2=2
FiwlEbE, 97.5:2.5) AolA AHAEY #A IFES FEIAUC.

{0

o Rl
b3

£ o

e

' NIR (270 MHz, CDCl3): 1.4 (s, 911); 3.0 (t, 2H); 4.0 (q, 2H); 4.5 (br, I H); 5.2 (s, 2H); 5.4 (d,

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

A Ale) 32: Ethyl 2-Hydroxy-4-oxo—4-(4-(2,6-difluorobenzyloxy) phenyl)but- enoate?] ¥4
F H
d\o COzCaHs
F

WA A 4-(2,6-Difluorobenzyloxy)acetophenone®] A%

AAe 319 BA A S AHESt] BA BFES SEHAT.
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[0855]

[0856]

[0857]

[0858]

[0859]

[0860]

[0861]

[0862]

[0863]

[0864]

[0865]

[0866]

[0867]

[0868]

[0869]

[0870]

[0871]

SS=50dl 10-0959356
' NYR (270 MHz, CDC1): 2.5 (s, 3H); 5.2 (s, 2H); 6.9-7.0 (m, 4H); 7 7.4 (m, 1H); 7.9 (d, 2H).

A B: old 2-3| EHA -4 4-4-(4-(2,6-H EFF L2 HE S A # ) -but - ol i=cllo] Eo] Alx

HALADNEH = (BA A, 5.64 g, 21.5 mmol) @ tlog LAHoE (3.14 g, 21.5
o2 WZAIZ] NaOEt (.490 g, 22.4 mmol of metallic Na)9] <<= EtOH (25 ml)el| X7}s}

mmol) E3ES

A}, AL d5u wx|sla & (50 ml)E A8k 10% HC1E A 36l EtOAcE 33 AZstdr. &
71%5S Fola A= AlFst B NaS0,= AxAI7]|a, oFdsta w53ta Zd4] AREIYIE A
slo] AE]7bA A (hex: o LolAE|OE 4:1) AolA AAste] TA] 3RS FEsHAT)

I NIR (270 MHz, CDC13): 1.4 (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).

AAld] 33: (2RS) 2-(N-Acetyl)-4-(4-(2,6-TZF L EEWNA A )-4-S 2 HE| 24k A

E NHCOGH,
(o) COgH

F

A A 4-(2,6-HEF 2 A S A oA E =] Al
Al 319 wA A WS ARt 24 sgheS F5SSIT

' MR (270 MHz, CDC13): 2.5 (s, 3H); 5.2 (s, 2H); 6.9-7.0 (m, 4H); 7.3-7.4 (m, 1 H); 7.9 (d5 2H).

@7 B 2-HE2R-1-(4-(2,6-UZF 2w d 2 A d)-1-oE}:=9] A|Zx:
Ao 299 @Al B WS AMESte] A 3FES TSI

I NMR (270 MHz, CDCly): 4.4 (s, 2H); 5.2 (s, 2H); 6.9-7.1 (m, 4H), 7.3 (m, 1H); 8.0 (d, 2H).

A C: o’ (N-oFAIE) (2-(4-(2,6-TZF o 2 A2 A #d)-2-S Ao &) T2 AT Qo o] E] A%

fog ol Eoln g2 o]E (.949 g, 4.3 mmol) % NaOEt (.301 g, 4.4 mmol)9 <=5 EtOH (25 ml)<S 2-H
2R-1-(4-(2,6-T)1=F 90 = aﬂél%f\]) Hd)-1-oeh= (A B, 1.42 g, 4.1 mmol)ol 797}0}914. kS &
Fe s A2 A 2 A7 Fot witela AFE=adr. FEES EtOAc @ .0IN NaOHolA] EH3liek. 7]
S 2 9 00IM HClZ MAStar #2Fo] Na,SO.= AXA7|aL, dieln &g, Zd4 a=zvEagy
& AFgsto] AE7t A9 (hex: olEolAHIOIE, 2:1) AolA GAst #A eSS 531

off

' NMR (270 MHz, CDC1s.): 1.2 (t, 6H); 2.0 (s, 3H); 4 4.3 (in, 6H); 5.2 (s, 2H); 6 7.1 (in. 4H), 7 7.4
(in, 1H); 7.9 (d, 2H).

7 D (2RS) 2-(N-o}lHE)-4-(4-(2,6-UZF L2 A A H L) -4-F A FE| 22H9] A%,
Yol (N-olHE) (2-(4-(2,6-U EF 2 2HA AN A L) -2-& 2o E) T2 Qo o]E (&4 C, 1.28 g, 2.6
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[0872]

[0873]

[0874]

[0875]

[0876]

[0877]

[0878]

[0879]

[0880]

[0881]

[0882]

[0883]

[0884]

[0885]

mmol)e] =89M(20 ml)oll NaOH (.529 g, 13.2 mmol)S H7}slitt. S E3ES 16 Al7F FEYI,
glacial oFHEZF (18 m1)S H7Ista F74 o= 3 AIZE SFeldict. W8 EdES JAFTsFsta 4 2
2rtEaddE A}g3te] AE]7bA A (chloroform: methanol, 9: 1) AolA AAlste] A4 3AES F5319
=

I NR (270 MHz, CDC13:CD;0D): 2.0 (s, 3H); 3.5 (m, 2H); 4.8 (t, 1H); 5.1 (s, 2H); 6.9-7.1 (m. 4H),

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

Ao 34: 4-(B-((NEZZZY)-HEA)H L) -4-SAHE| 23] FA4

OH

AAe 319 BA A PAS AEET AFZIZANY DEvtols 2 3- SSSAAENES FU A 3

I NIR (270 MHz, CDCl3.): .4 (m, 2H); .6 (m, 2H); 1.2 (m, 1H); 2.5 (s, 3H); 3.8 (d, 2H); 7.1 (m, 1H);

7.4 (m, 1H); 7.5-7.6 (m, 2H).

WA B HZE-2Y 4-3-((NEFE2Z2Z)-HEA]) I d)-4-S Lo EY A% :
Ao 89 &A B WHS AHEslY, BA SEES F533.
HONMR (270 MHz, CDCly):.4 (m, 2H); .6 (m, 2H); 1.2 (m, 1H): 1.4 (s, 9H): 2.6 (t, 2H): 3.2 (t, 2H):

3.8 (d, 2M); 7.1 (m, 1D: 7.4 (m, 1H); 7.5-7.6 (m, 2H).

WA C A-GB-((NFRZ2)-H5A]) o) -4-FaF-E 24ke] A=

AAe] 89 w7l C WS ARESt], A Bhes ST

HONIR (270 MHz, CDCLy): .4 (m, 20); .6 (m, 2ID: 1.2 (m, T H): 2.8 (t, 2): 3.2 (t, 2ID; 3.8 (d, 21);

7.1 (m, 1H); 7.4 (m, 11-1); 7.5-7.6 (m, 2H).

AAe] 35: 4-(3-(2,6-H DA A d)-4-S 2R E| 24ke] FA4

Ha OH

CHg
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[0886]

[0887]

[0888]

[0889]

[0890]

[0891]

[0892]

[0893]

[0894]

[0895]

[0896]

[0897]

SS=50ol 10-0959356

GA A 2,6-tiWEdld o] A%

2,6~ el =4 (10 g, 66.5 mmol) % XElF JI2EUYJo]E (9.18 g, 66.5 mmol)2] TlWEEZoluj= (67
ml) &) W& ofo]or]= (8.28 ml, 133.16 ml)S AL wjzoA Hrlelgdtt.  REE &3
Rk T, ERE BEFQl 2 BS HUMSE 7155 3% K.C0;, IN HCl ¥ 52 MFHSI 22| NaySo,

Lo

I EEa9rt. UM FEES FE THF (135 mD)ol A-8a8ka, LiAlH, (3.79 g,
AL wjzolA 4 AR mAESITE, wbg E3EC] IN HCIS A3 Hrhstar dEolAl
HolEZ 78It f7]15S A2 Ao B9 Na,SO,2 AR&A7|a, 3sta $&F3h. 294

JAEELF7HA 02 AA A g%t

MR (270 MHz, CDCls.): 2.4 (s, 6H); 4.7 (s, 2H); 7.0-7.2 (m, 3H).

Al B: 3-(2,6-t]H @l A S A oM B =2] A x:

Wy 3' -S| =EAJOA EH = (8.07 g, 59.24 mmol) E EHALEAFH (1 6.93 g, 64.5 mmol)e] 7= THF
(180 ml) oMol 2 6-Trlgduld U472 (8.05 g, 59.24 mmol) 2 Teld olmbsl2BAgolE (11.24 g,
64.57 mmol)2] 73 THF (45 ml) 2 7Z DMF (18 ml) 8H& Ao Halslith. AolA 1.5 A|ZF wytk
g 5 s EYES etherZ A &, IN NaOl 2 4= 23] AFsta 7Fe] Na,S0,2 AXRA7]a, o

Fetar FHEAT. EU4 ARvtEIHYE ARkl He7bA Ad(hex: olEHoMAlHOIE, 2:1) ellAM A

I NR (270 MHz, 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).

@A C:oollE 4-(3-(2,6-UdEA A S AN A D) -4-S A FE] o] EQ] A Z:

AN e 179 ©A B e A8, B4 BHES S5

HNIR (270 MHz, CDCls.): 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, 20); 7.2 (m, 2); 7.4 (t, 1H); 7.6 (m, 2H).

A D 4-(3-(2,6-H A A A ) -4-S A FE 2qke] Az

N 4-(3-(2,6-E LM ASA) A ) -4-S 2 e Ao E (8 €, 12.31 g, 36.2 mmol)] &5 N HS(160 ml)
SRS Ao 3 A7 mukslal 1M HCIZ AHA 3}

g-olo]l IN NaOH (50 ml1)S Ao A H7}alsdct. Hks =3}
b= 3 AAES oFstar FAFetolA HAxste] 3 139 A IFJFES S5

I NR (270 MHz, 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,

20); 7.4 (t, 1H); 7.6 (m, 2H).
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[0898]

[0899]

[0900]

[0901]

[0902]

[0903]

[0904]

[0905]

[0906]

[0907]

[0908]

[0909]

[0910]

[0911]

[0912]

[0913]

S=50dl 10-0959356

AAd 36: 4-(3-(2-ZF 2 2-6-mdANA A Hd)-4-Z 2 FE| 229 FA:

CH, 0

>
L
o0
=
o
N—
o
=,
Hl
2,
Jlm
_L_J
ty
‘.3(3
oH
)
=
S
©
3
~—
w
=~
oo
©
I3

. Fle]A] 438] AAlel] 89(d)oll 7 Afell whet AlZ=skl ).

I MR (270 MHz, CDCl3:.): 2.4 (s, 3H); 4.7 (s, 2H); 6.85 (t, 1H); 6.95 (d, 1H); 7.15 (m, 1H).

A C: 3-(2-EFLLE2-6-vEMA S A o EF =] A=

AAldl 359 ©A B S AFEste], #A 3T ES FEIAT.

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

@A D: oE 4-(3-(2-E2F L 2-6-vENAZA) H D) -4-2 2 F-E]F ol EQ A%
AAld 179] @A B S AFEsted, BA dFES 5.
HONMR (270 MHz. CDCls): 1.2 (s, 3H); 2.4 (s, 3H); 2.8 (t. 2H); 3.3 (t, 2H); 4.4 (q, 2H); 5.2 (s, 2H);

6.9-7.1 (in, 2H); 7.2 (m, 2H); 7.4 (t, 1); 7.6 (m, 2H).

A E: 4-(3-(2-FF L 2-6-vEHA A Hd ) -4-S A FE| 24b] A=

e 4-(3-(2-EF e Z-6-WEdl A=A AL )-4-S A FEYolE (¢4 D, 8. 5 6 g, 24.9 mmol)9] <4 ethanol
ool IN NaOH (40 m1)E Aol H7lslsict. A7) Wk 2854 3 A|7F wwkala 1M HC1ZE AMA

shatar %%6}913}. RAEES FREZIE Y IMHCl 2 252 ﬂi#éh T3] NaS0,2 HAFA7]aL, o

Hata, FFFT.  ZY4 ARvEIYTS AFESte] AE7bA A™ (chloroform: methanol 95:5 oFA|EAE

S 7HE) AdedlA At 3 1o A IFES FEIAG.

' NMR (270 MHz, CDC1l3): 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 (t, 1H); 7.6 (m, 2H).
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[0914]

[0915]

[0916]

[0917]

[0918]

[0919]

[0920]

[0921]

[0922]

[0923]

[0924]

[0925]

[0926]

[0927]

[0928]

[0929]

AAe] 37:609 4-(3-(2,6-H B A S A HAD-4-SAFE| o] E9] A

CH,

CH, Q

OC;H,

oA A 2, 6-UHEEE dage] Ax:
AAld 359 ©A A WS AR, BA SEES 5T
HONMR (270 MHz, CDCLy): 2.4 (s, 6H); 4.7 (s, 2H0); 7.0-7.15 (m, 3H).
A B 3-(2,6-U W@l A S A ) op A Euf|i=e] A Z:
H

Al 359 wAl B W& ARgste], Al dghe s 5l

=]

S=50dl 10-0959356

' NR (270 MHz, 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).

A Cooll" 4-(3-(2,6-H @l A S A]) F d-4-S K El o] E9] A %!

AAle 179 ©A B WS ARESte], #A dgtes 5kl

I NIR (270 MHz, CDCl;.):1.2 (s,3H); 2.4 (s, 6H); 2.8 (t, 2H); 3.2 (t, 2H); 4.4 (g, 2H); 5.1 (s, 2H);

7.1 (d, 20); 7.2 (m, 2H); 7.4 (t, 1H); 7.6 (m, 2H).

AAd) 38: 4-(3-(2,6-tHlE A LA B )-4-S2FE 2 2599 74

Chy

ONa

A A 2 6-trEdld d3e] Az
A I3

AAel 359 WA A WS Al B4 BHES S5a9.

=

2

' MR (270 MHz, CDCls.): 2.4 (s, 6H); 4.7 (s, 2H); 7.0-7.15 (m, 3H).
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[0930]

[0931]

[0932]

[0933]

[0934]

[0935]

[0936]

[0937]

[0938]

[0939]

[0940]

[0941]

[0942]

[0943]

[0944]

[0945]

[0946]

[0947]

[0948]

S=53 10-0959356
oA B: 3-(2,6-tiH| @l A2 Aol EF =] Az
Ao 359 @A B WS AMEEte], BA SEES 5.

' NR (270 MHz, 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).

B2 0 ole 4-(3-(2,6-Tl AL M A S A H D) -4- S 2 P o] = 0] Al
AA e 179) ©A B BES Al B4l 3TRES FEH
1H NMR (270 MHz, CDCls.): 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, 20); 7.2 (m, 2H); 7.4 (t, 1H); 7.6 (m, 2H).

@A D: 4-(3-(2,6-tHE sl Z A H ) -4-S A FE] 2Ake] A F:
Ao 369 @A E WS AMESte], BA SEES 5.

' NMR (270 MHz, CDCl3.): 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).

@A E: 4-(3-(2,6-0H gl @A) Hd)-4-5 2K E 24 AFP e A%

4-(3-(2, 6~ AL A A d)-4- A RE 24 (G4 D, 5.5 g, 17.6 mmol)S 5 L3I (20
A gafA7]aL NaOH (0.705 g)& 0ColA A7 s, whe &85 1
Ayzxslo] ¥ 18 ES AU

I NMR (270 MHz, CDCls.): 2.0 (s, 6H); 2.5 (t, 2H); 3.0 (t, 2H); 4.8 (s, 2H); 6.8 (d, 2H); 6.9 (m, 2H);
7.2 (t, 1H); 7.5 (d, 2H).

AAe] 39: 4-(4-(2,6-H e DA SA) A ) -4-S R E| 24ke] FA4

CHy 0

CHy

g7 A 2, 6-uEMl A S A dmge] A%

AAldl 359 ©A A WS AR, BA SEES 5T

HONMR (270 MHz, CDCLy): 2.4 (s, 6H); 4.7 (s, 20); 7.0-7.15 (m, 3H).
oA B: 4-(2,6-T1H Ml A S A oA E =) A=

AAlel 359 ©A B WS ARESte], EA| SH3HE

tio
By

s,

=
T

F
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[0949]

[0950]

[0951]

[0952]

[0953]

[0954]

[0955]

[0956]

[0957]

[0958]

[0959]

[0960]

[0961]

[0962]

[0963]

[0964]

[0965]

[0966]

SS=50ol 10-0959356

' NYR (270 MHz, CDC1s.):2.4 (s, 6H); 2.6 (s, 3H); 5.1 (s, 2H); 7.0-7.2 (m, 5H); 8.0 (d, 2H).

WA C: Ethyl 4-(4-(2,6-H vl S A o) ~4-S gl e o] E o] A%
Al 179] &7 B WS ARES], A Sghes 7SS
HONMR (270 Milz, CDCly): 1.2 (s, 3ID: 2.4 (s, 6H); 2.8 (t, 2D 3.3 (t, 2M); 4.4 (q, 2ID: 5.1 (s, 2H);

7.0-7.2 (m, 5H); 8.0 (d, 2H).

(1
>
K3
w
(@)}
lo,
an)
)
oo

I
)
o
>
ofo
gﬂ
£
=]
Y
)
et
it
o
-
By
gﬂ
38
o

' NIR (270 MHz, CDCl1;.):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).

AAd 40:4-(3-(2,6-T 2 SA I E)-4-S4AFHEY Letadd FA:

CHsy {a]
OK

oA A 2,6-UHEA A A S Lo A%

Ao 359 ©A A WS ARESte], EAl SEES 5SS

HONMR (270 MHz, CDCLy): 2.4 (s, 6H); 4.7 (s, 20); 7.0-7.15 (m, 3H).

A B 3-(2,6-t WA ZA]) ) oA EF =] Alx:

Ao 359 G B W& AMEste], BAl SHES 5SS

HONMR (270 Mz, CDCly):2.3 (s, 6H); 2.6 (s, 31); 5.1 (s, 20); 7.1 (d, 2I); 7.2 (m, 21); 7.45 (¢, 11);

7.6 (m, 2H).

WA G ol 4-(3-(2,6-T A S A A D)4 a0 28] Al
AN 179 @A B PHE AHgstel, EA BYRS FESAG

' NMR (270 MHz, CDC1s.): 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, 20); 7.2 (m, 2H); 7.45 (t, 1H); 7.6 (m, 2H).
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[0967]

[0968]

[0969]

[0970]

[0971]

[0972]

[0973]

[0974]

[0975]

[0976]

[0977]

[0978]

[0979]

[0980]

[0981]

[0982]

[0983]

S=50dl 10-0959356

A D 4-(3-(2,6-tHE A A A d)-4-F K E| 24k Alx:
Ao 369 @A E WS AMEEte], BA SEES F5I.
HONMR (270 MHz, CDCly): 2.4 (s, 6H); 2.5 (t, 2H): 3.2 (t, 20); 5.1 (s, 20); 7.1 (d, 20): 7 7.3 (m,

2H); 7.45 (t, 1H); 7.6 (m, 2H).

oA Er 4-(3-(2,6-H il d A A ) -4-5 45
e

4-(3-(2,6-" v 2l A A H d)-4-% A A D, 6.0 g, 19.4 mmol)S <=5 olE2 (20 ml)ol] HH3]
ol¢-HA 83lA17]a KOH (1.21 g)& 0TolA M7ttt whs EHES 1 Al udtsla I3 E5Fsta 52
Axste] 8 ugo A IJFES AT

I NMR (270 MHz, CDCls.): 2.3 (s, 6H); 2.5 (t, 2H); 3.3 (t, 2H); 5.1 (s, 2H); 7.1 (d, 2H); 7.2-7.3 (m,

20); 7.45 (t, 1H); 7.6 (m, 2H).

Ao 41: 4-(3-(2,6-HHFAINASA) 3 H)-4-SAFE| 241 A

CH;
O
OCHy O
OH
A A 2,6-THISA N SA] 4TS AZ:
AAld 359 ©A A WS AFEEte], B4 FFES TSI

' NYR (270 MHz, CDC1s:): 3.9 (s, 6H); 4.8 (s, 2H); 6.5 (d, 2H); 7.25 (m, 1H).

Al B 3-(2,6-H w5 A A S A op A R3] =] Al

AAlel 359 ©A B WS AbSske], A4 steE

tlo

539
1H NMR (270 MHz, 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).

A C: olE 4-(3-(2,6-CHEA A S A A L) -4-2 A H-E] P o] EQ] A Z:

AN 179 B B PHS AHgtel, EA TS FEAUAG

b

' NR (270 MHz, CDCls;:): 1.2 (t, 3H); 2.8 (t, 2H); 3.3 (t, 2H); 3.8 (s, 6H); 4. 1 (q, 2H); 5.2 (s,

2H); 6.5 (d, 2H); 7.3-7.4 (m, 8H); 7.6 (d, 1H); 7.7 (d, 1H).
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[0984]

[0985]

[0986]

[0987]

[0988]

[0989]

[0990]

[0991]

[0992]

[0993]

[0994]

[0995]

[0996]

[0997]

[0998]

[0999]

S=50dl 10-0959356

A D: 4-(3-(2,6-t I SANA A F ) -4-S L F-E| 22ke] A%

Ao 369 @A E WS AMEEte], BA SEES $5I.

HONMR (270 MHz, CDCly): 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,
3H0); 7.6 (d, 1H); 7.7 (d, IH).

A 42: 4-(3-(2,6-HHEHNEA A3 d)-4-S4-2. 2-TH AT B 2419 A

CHy (o]

OH

A AL 2, 6-HHEMl A S A dag o] A%
AAldl 359 wA A WS ARkl BA Bges 5kl

I MR (270 MHz, CDCls.): 2.4 (s, 6H); 4.7 (s, 2H); 7.0-7.15 (m, 3H).

A B: 3-(2,6-tH| @l A2 Aol EF =] Az
Ao 359 @A B WS AMESte], ¥A| SEES 5.

' NR (270 MHz, CDCl;): 2.4 (s, 6H); 2.6 (s, 3H); 5.1 (s, 2H); 7.1 (dde 2H); 7.2 (m, 2H); 7.4 (t,
1H); 7.6 (m, 2H).

A Crool’” 4-(3-(2,6-Hm A 52 F D) -4-5 -2 2-T | A F-El el o] E9] 4]

3-(2,6-tH gl A AN A EH = (&HA B, 4.11 g, 16.1 mmol)e] AZ THF (60 ml1) 2 DMPU (12 ml) &4d
g5 H=(E FA 1 Ad)otr = (1.0 M, 17.74 ml) &HE& of2 dollA, -60TColA H7letAtk.  -60TelA
WHHEE 3 oe 2-H E WOl ARE|HOIE (4.73 g, 24.2 mmol)S WFEA H7lsrtr. Y] wg 2§
o2 10 w3t © udelar 1o thg, 4 AZE Sk A27A] g, EFES EtOAc ¥a EE
g o FEv. #§U15S et dE AHEL, B Na,S0E
U4 AzRrEIYRTS AFEste] AEgbd A9 (hextol " olAlHOIE
A FgES 53

H
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e
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=
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1H NMR (270 MHz, CDCls.): 1.2 (t, 3H); 1.3 (s, 6H); 2.3 (s, 6H); 3.3 (s, 211); 4.1 (q, 2H); 5.1 (s,
20); 7.1 (d, 2H); 7.2 (m, 2H); 7.4 (t, 1H); 7.6 (m, 2H).

A D: 4-(3-(2,6-tH Bl A S AN H ) -4~ -2 . 2-T W A FE]| 24b9] Az

ANl 369 VA B PHE AHgstel, EA BYRS FESAG



[1000]

[1001]

[1002]

[1003]

[1004]

[1005]

[1006]

[1007]

[1008]
[1009]

[1010]

[1011]

[1012]

S=50l 10-0959356

' NMR (270 MHz, CDCls:): 1.3 (s, 6H); 2.3 (s, 6H); 3.3 (s, 2H); 5.1 (s, 2H); 7.1 (d, 2H); 7.2 (m, 2H);

7.4 (t, IH); 7.6 (m, 2H).

AAd 43: 4-(3-(4-(EFEFL2D) A Ao E)-4-SAFE 241 34

/@/\0
FyC {0}

A A3-(4- (B EF 2 Wl d S A ok B =2 Az

e
i)

Al 319l ¥ A BEE AEEE, 4-(EPTFoRdE)NY nasjols W 3| =R Ao ERES

A% so] EA #YEE $EHAT

_4_4

N{ﬂ ruz

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

i

Fozme)mAdLA)Hd)-4-2 A RE ol EY Az AAd 179 WA B W
sSltt.

WA B: Ethyl 4-(3-(4-(Ed
S AMgEte] A FES 5

By mlm

' NMR (270 MHz, CDCls:): 1.3 (t, 3H); 2.7 (t, 2H); 3.3 (t, 2H); 4.1 (g, 2H); 5.1 (s, 2H); 7.1 (d, 2H);

7 7.6 (m, 6H).

W C14-(3-(4-(ED ZF 0 2ol &) A S A A D) 4- £ 2ake] A2
AAe 369 B E BES Mgl B4l TR S5

I NMR (270 MHz, CDCls.): 2.7 (t', 2H); 3.3 (t, 2H); 5.1 (s, 2H); 7.1 (d, 2M; 7.4-7.6 (m, 6H).

AN 44: 4-B-((AERFE)-MFADAL) SAFE =4k §A4:

O

OH
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[1013]

[1014]

[1015]

[1016]

[1017]

[1018]

[1019]

[1020]

[1021]

[1022]

[1023]

[1024]

[1025]

[1026]

[1027]

[1028]

[1029]

[1030]

S=50dl 10-0959356

S A 3-((NZERE)-H|EA]) oA EFH =9 Ax

Ald] 31, @A A9

4 WH e ALgEI, FUEARM AFEIANY HErlolt q -3 =AY EdES A}
gatol A9 shatEs

' NMR (270 MHz, CDCl3):1.9 (m, 4H); 2.1 (m, 2H); 2.5 (s, 3H); 2.7 (m, 1H); 4.0 (d, 2H); 7.1 (dd, 1H);
7.4 (t, 1H); 7.5-7.6 (m, 2H).

A B " 4-(3-((M 2 2HFE)-HSA) L) -4-S 2 FEl g o] EQ Az
AAlel 35, & Col WS AREste], ®AC stehEs A

1H NMR (270 MHz, CDCls): 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, 20); 4.1 (q, 2H); 7.1 (dd, 1H); 7.4 (t, 1H); 7.5-7.6 (m, 2H).

oA C: 4-B-((NE2EFE)-mEA) 3 ) -4-S 4 E 2qke] Az,
Al 36, ©HA Bl WS ARESte], ®AI) sHetEe Al

' NIR (270 MHz, CDCl3):1.9 (m, 4H); 2.1 (m, 2H); 2.7 (m, 1H); 2.8 (t, 2H); 3.3 (t, 2H); 4.0 (d, 2H);
7.1 (dd, 1H); 7.4 (¢, 1H); 7.5-7.6 (m, 2H).

A 45: 4-(3-(2,6-HHEHA A L) FE 2418 §F4.

CH;
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' MR (270 MHz, CDCls): 2.4 (s, 6H); 4.7 (s, 2H); 7.0-7.15 (m, 3H).

oA B: 3-(2,6-t Rl S A ob A E A=) Az
AAlel 35, & Bel WS AREstel, ®AlC stehEs Al

1H NMR (270 MHz, CDCl3): 2.4 (s, 6H); 2.6 (s, 3H); 5.1 (s, 2H); 7.1 (dd, 2H); 7.2 (m, 2H); 7.4 (t, 1);
7.6 (m, 2H).

@A C: 4-(3-(2,6-trE A S AD A E)-4- SAFE O E
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[1031]

[1032]

[1033]

[1034]

[1035]

[1036]

[1037]

[1038]

[1039]

[1040]

[1041]

[1042]

[1043]

[1044]

[1045]

[1046]

[1047]

[1048]

S=50l 10-0959356

53t

o

>,
>
2
3
0,
)
los)
lo,
o
)
o
>
ofo
o
£
=}
2
lo,
ot

At

' NIR (270 MHz, CDCl3):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, 20); 7.2 (m, 2H); 7.4 (¢, 1H); 7.6 (m, 2H).

WAl D 4-(3-(2,6-H R S A A ) -4~ SAaFE 24ke] A%,
AAe 36, T ES] WS AREske], Al shehEs d9dH
HONMR (270 Miz, CDCly): 2.4 (s, 6D; 2.8 (t, 2ID: 3.3 (t, 20 5.1 (s, 20); 7.1 (d, 2D 7.2-7.3 (m,

20); 7.4 (t, 1H); 7.6 (m, 2H).

GA E: 4-(3-(2,6-0H gl A=) e 24k Az,

gd = 12mlel 4-(3-(2,6-vwedll @S A wd)-4-FE|2AH(EA D, 3 g, 9.6 mmol), 3=+ (1.41ml,
28.8 mmol) X A} ZE(1.61 g, 28.8 mmol)° 715 4AZF BoF BEAT| L, S EEE B 18ml 2 6N

Q4 1mlE ettt Qoldl wg EFRL 5L, AREL Y ok SN, B D G5
Mol WtEFoR  AxAW e on wHsdn. gAs ddd agde Ay
AzolE Y (FRREE MRS 055 o= FHE Fastel HAIS PR WA nAzA A,

' NIR (270 MHz, CDCl3): 2.4 (m, 8H); 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 (in, 2H).

AA e 46: 4-[[4-(2,6-H N LA )-3-HEA] | H L ]-4-S A K E| 23] A,

I MR (270 MHz, CDCl3): 2.4 (s, 6H); 4.7 (s, 2H); 7,0-7.15 (m, 3H).

A B: 4-(2,6-UH @ KA -3-H A oM EH| =] A=
AAld 35, @A BY WHE ALESHY, TAETES AU
HONMR (270 MHz, CDCls): 2.4 (s, 6H); 2.6 (s, 3H): 3.9 (s, 30): 5.1 (s, 20); 7.1 (d, 2H); 7.2 (m, 2H):

7.6 (m, 2H).

A C: 4-[[4-(2,6-C Wl A S A])-3-H FEA |H d |-4-S A FE] o] E

AAlel 17, @ABe] WS Abgste], ®A9 Bgt=e AT



[1049]

[1050]

[1051]

[1052]

[1053]

[1054]

[1055]

[1056]

[1057]

[1058]

[1059]

[1060]

[1061]

[1062]

[1063]

[1064]

H NMR (270 MHz, CDCls):

5.1 (s,

A D 4-[[4-(2,6-t]uE
2 Al 36, THAES]

HONMR (270 MHz, CDCla):

4H); 7.6 (m, 2H).

AN 47: 4-[5-[IN-4-EFZ

Fy e

A A HE 2-vl S A obAE IS o] E 9

DNF (200 m1)o] W& 2-3] == A]-5-obA & Hl
g, 74.1 mmol) 2 Mel (9.64 g, 68 mmol)E

Fozdgi) o etz R d]-2-w A 1d]-4- 4R E =

S=50dl 10-0959356

2H); 7.0-7.2 (m, 4H); 7.6 (m, 2H).

1.2 (s, 3H); 2.4 (s, 6H); 2.8 (t, 2H); 3.3 (t, 2H); 3.9 (s, 3H); 4.4 (q, 2H);
WA S A -3-w A |d d |-4-F A FE]| 24E9] A=,

WS ARESte], 1419 SES AU
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,

2

Az

Foflo|E
7FeFATt.

(12 g, 61.7 mmol)E 7}stal wHkstHA] BAbA&E (24.15

S E3E2 0TelA 16A17F &b wnkstar, x4t oed2 3|As g, TSI EF 89, A52 AFH
St MM EF AdodlA AXAIA A3, 5533

AAE A7 A Ao 49 A=ZefEag o) (24 dd: 95t 1:12)2 F3ste] 24 sES 94 aA2 A
=

1H NMR (270 MHz, DMSO): 2.6 (s, 3H); 3.8 (s, 3H); 3.9 (s, 3H); 7.3 (d, 1H); 8.1 (dd, 1H); 8.2 (s, I
H).

A B: 2-W[EA]-5-olA "Rl ZRARY] AlE.

wE 2-m|EA-5-olAdWl Zo| o] E(ghA A, 3 g, 14.4 mmol)E FAF (80 ml)ell &8A1Z) e AAL (28 ml)o
2 Agsigltt. vhs EFEL 4N B FFATI, A st sFcta, sAARAA A sES 2

2 Aate] uAS A

= gl F7b AAgle] et

1
H NMR (270 MHz, DMSO): 2.6 (s, 3H);

A C: 5-ofAE-2-H HA]-N
At
15.4 mmol) 2 EDC (3.70 g, 19.3 mmol)Z

mol)& 7hsta, E3}ES
A AT, {7152 3

3.9 (s, 3H);
[4-(ExZZ2o=de)dd]vg
(20 m1)3} DMF (5 ml)ol] 2-H|EA]-5-o}AE

ol
Aeel A 1647 wukaheir). v
% K:C03, IN G2+ 2 A2 AlA

7.3 (d, 1H); 8.1 (dd, 1H); 8.2 (s, 1H).

7}5 o ze)wAoldl (2.48 g, 14.1
FE38taL A g A)-&-3)

EANA o3, FFSG. A=

<
S
Jetal, FAUEF gl z
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[1065]

[1066]

[1067]

[1068]

[1069]

[1070]

[1071]

[1072]

[1073]

[1074]

[1075]

[1076]

[1077]

[1078]

[1079]

S=50dl 10-0959356

A A el A9 ARPELAN(FREEE RS 05:5)2 FaAst] A AFES WA AR A

I NMR (270 MHz, CDCl3): 2.6 (s, 3H); 4.0 (s, 3H); 4.8 (d, 2H); 7.0 (d, 1H); 7.5 (d, 2H); 7.6 (d, 2H);
8.1 (dd, 1H); 8.8 (s, 1H).

A D ol" 4-[5-[[N-(4-EgEF =gl d)opr] it 2 B d |-2-w 5 A |9 d |-4-S A R El o] B9 Alx

' NIR (270 MHz, CDCl3):1.2 (s, 3H); 2.6 (t, 2H); 3.3 (t, 2H); 4.0 (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); 8.8 (s, 1H).

@A B 4-[5-[IN-(4-EfEF e zrdiid) ot 7t 2 i d ] vl SA ]9 d | -4-S 5B 24k Az,
Al 36, THAl E<]

I NIR (270 MHz, CDCls: CDsOD): 2.6 (t, 2H); 3.3 (t, 2H); 4.0 (s, 3H); 4.7 (s, 2H); 1 0 7.0 (d, 1H);
7.4 (d, 2H); 7.6 (d, 2H); 8.1 (dd, 1H); 8.8 (s, 1H).

AN 48: 4-[5-[IN-(2,6-HHEild) ol =7t2 R d] Hw5A|[Fd]-4- SAFE 249 FA.

HaCO

I NMR (270 MHz, CDCl3): 2.4 (s, 6H); 4.7 (s, 2H); 7.0-7.15 (m, 3H).

A B: N- (2,6-tjujewld) Zeojuj=9] A%

.59 g, 48.4 mmol)S 7}slal nHbslH A
1A 7F ZoF wEkslg Tl o] e EdZo] x4
& Jbeka, fi71Ee 4R xi]zqu% SANUER AoA AZAA, o1, EEste] 09 AAES A}
U AFELS DI (100 mDo §ajA17]3, Zeo|v| =3l Z2F (10.76 g, 58.1 mol) & 7Felodeh. whe
& Aedd 1647 wkata, 22t olE S Vg U §715S 3% BAUER, 1N gator Axea, F
oo 2 dn. A de7) A g 27 azdRadeEE
= z o

DMSO (20 ml)el 2,6-tjWedld <458 (A A,
gugAe (15.75 ml, 145 mmol)<S 7}8tar, &3t

m{ncn

' MR (270 MHz, DMSO): 2.3 (s, 6H); 4.8 (s, 2H); 7.0 (m, 3H); 7.8 (s, 4H).
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[1080]

[1081]

[1082]

[1083]

[1084]

[1085]

[1086]

[1087]

[1088]

[1089]

[1090]

[1091]

[1092]

[1093]

[1094]

[1095]

A C: 2,6-tdeuldolulo] A%,
o8-S (80 ml)ell N- (2,6-tuedl )~ olu|= (A B, 7.77 g, 29.3 mmol)E 7}8}aL RS}
J58E (2.16 ml, 44.52 mmol)E 7}8haL, 3.5A17F =k BFETk. o

sta, 2 N A3l EF O R pHE 1002

%3 . o
FAUEFOR HAXAA, A3, sFake] F7F Aol AT 5 e Ldds I

" NMR (270 MHz. DMSO): 2.3 (s. 6H); 3.8 (s. 2): 7.0 (m. 3H).

[N

Al D: S-okAlE-2-HFAI-N-[[2,6-HH e ) Fd "] wl=oln|=o] A%,

Astegdd (20 ml)IF DMF (5 ml)oll 2-=]EA]|-5-o}A| &l wl Ak =
(2.08 g, 15.4 mmol) 2 EDC (3.70 g, 19.3 mmol)E 7}8l3 wutsldAA 2,6-twedd ol (¢4 ¢, 1.72 g,
12.8 mmol) S 7}5tal, EFEL A-20]A 16417 F<F Rkt vk EFELS 7% oA %3 v %

Ak ol "ol g A ZA T

-

F71Fe 3 BATE, 1N 94 % G52 AN

gty al I, FEST. A=
A7t A Aol A9 ARvEIY(FREEE WEE 95:5)2 538l EA IFFES

WA AR AT

I NMR (270 MHz, CDCl3): 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).

oA B ol” 4-[5-[IN-(2,6- Rl ) opr| vt 2 wd [-2-m S A |3 d |-4-S A KBl gl o] B9 A%,
AAlel 17, @A Bol WS ARESte], ®AI) sHetEe Al

' NMR (270 MHz, CDCl3): 1.2 (t, 3H); 2.4 (s, 6H); 2.7 (t, 2H); 3.3 (t, 2H); 3.9 (s, 3H); 4.4 (q, 2H);

4.7 (s, 2H); 7.0 (m, 3H); 7.2 (m, 1H); 8.1 (dd, 1H); 8.7 (s, 1H).

Al B 4-[5-[IN=(2,6-H vl milzd) op] 7 2 Bod |-2-w| S A [ o | -4 - A B 24t
AAe] 36, W ES] WS ARESke], Al shehEs A9l
MR (270 Miiz, CDCls: CD30D): 2.4 (s, 6H): 2.7 (t, 2ID: 3.3 (t, 20 3.9 (s, 31 4.7 (s, 2 7.0

(m, 31); 7.2 (m, 1H); 8.1 (dd, 1H); 8.7 (s, 1H).

Ao 49: 4-(3-(2,6-HHENE A3 E)-4-S A FEF E Sto| E2 A o] 34,

CH; NHOH
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[1096]

[1097]

[1098]

[1099]

[1100]

[1101]

[1102]

[1103]

[1104]

[1105]

[1106]

[1107]
[1108]

[1109]

[1110]

[1111]

[1112]

[1113]

[1114]

[1115]

S=50dl 10-0959356

HONMR (270 MHz, CDCls): 2.4 (s, 6H)i 4.7 (s, 2H): 7.0-7.15 (m, 3H).
WAl B 3-(2,6-H RIS A oM E = o] A%
AAe 35, &7 Be] WS AREske], Al shehEs i

1H NMR (270 MHz, CDCl3): 2.4 (s, 6H); 2.6 (s, 3H); 5.1 (s, 2H); 7.1 (dd, 2H); 7.2 (m, 2H); 7.4 (t, 1),
7.6 (m, 2H).

A Croelld 4-(3-(2,6-H M E S A A )-4-S 2 FE o] E9] A%,

AAld 17, @7 Be WS AREste], ®A9 etes AT

HONR (270 MHz, CDCly): 1.2 (s, 3H); 2.4 (s, 6H); 2.8 (¢, 2H): 3.2 (t, 2H): 4.4 (q, 2H); 5.1 (s, 2H);

7.1(d, 20); 7.2 (m, 2H); 7.4 (t, 1D); 7.6 (m, 2H).

@A D: 4-(3-(2,6-1 M A S A 3 ) -4-S AR E b sto| =R S A Ak e] Al
[ez]

\:]
by
2 b gole] 3572004 ARG ABEo] FAFDELS w9 )
o 7

A2 @2l shol=Saotn Gt S o8 7
Fth EPES AT, oY 42,60 MR ASA) A D —4-S 2o = (VA 0) L FURLF 2
S 7RI R AR F, NS EHES BE 45w, GA0R FA7 0, ol % Adgstel EA
2 A9,

A 50: 4-(3-(2,6-H B A EA]) 3 H)-4-SAFE 2ol =,

CHj ~NHz

shgte2 AU

>,
>,
2
w
()]
aY)
X
=3
o
o
i
o
>
>
ofo
ol
o
2
=3
2
o
ot

' NYR (270 MHz, CDCls): 2.4 (s, 6H); 4.7 (s, 2H); 7.0-7.15 (m, 3H).

@A B: 3-(2,6-tH @A S A ol Ed =9 Al
AAld 35, @A Be WHE AES, A9 sEES AU

1H NMR (270 MHz, CDCl3): 2.4 (s, 6H); 2.6 (s, 3H); 5.1 (s, 2H); 7.1 (dd, 2H); 7.2 (m, 2H); 7.4 (t, 1),
7.6 (m, 2H).

oA Crool' 4-(3-(2,6-H e A A I ) -4- 2 FE H o] ES] Alx.

AAlel 17, ©A Bol WS ARESte], ®AI) sHetEe Al
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[1116]

[1117]

[1118]

[1119]

[1120]

[1121]

[1122]

[1123]

[1124]

[1125]

[1126]

[1127]

[1128]

[1129]

[1130]

[1131]

[1132]

S=50l 10-0959356

' NMR (270 MHz, CDCl3): 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, 20); 7.2 (m, 2H); 7.4 (¢, 1H); 7.6 (m, 2H).

A D 4-(3-(2,6-H A A H ) -4-S A FE 2qke] Az,
AAlel 35, & DO WS AREstel, ®AC stehEs d

1H NMR (270 MHz, CDCls): 2.4 (s, 6H); 2.8 (t, 2H); 3.3 (t, 20); 5.1 (s, 2H); 7.1 (d, 2H0); 7.2-7.3 (m,
20); 7.4 (t, 1H); 7.6 (m, 2H).

A B 4-(3-(2,6-tIHE A S A B d ) -4-S o FE] 2ofr| =] A=

DMFell 4-(3-(2,6-tid| &l Aoxy)Hd)-4-2 A FE]2AF (Step D)S 7138k &0 Ego|golql @ BOPE 7}sla,
;RS EES 4077914 oA shEYopel] Fpstal, doj EIHEE 1643 Tl S

AAle] 51: 4-(3-(2,6-HHE A EA]) 3 d)-4-52-2-F- 8 =4,

Ha S OH

A 35 @A AQ] WS ALEEte], FAlY FFELS AU

" NMR (270 MHz, CDCls): 2.4 (s, 6H); 4.7 (s, 2H); 7.0-7.15 (m. 3H).
oA B: 3-(2,6-tiH| @l A2 Aol EF =] Az

Ao 35, @A Bel WHE AMESIY], A9 SEES AT

1H NMR (270 MHz, CDCls): 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).

oA Crool™ 4-(3-(2,6-HM A 52 A D) -4-S 2 F-El g0 EQ Az
AAlel 17, & Be] WS AREste], ®AC] stehes Al

1H NMR (270 MHz, CDCl3):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, 20); 7.2 (m, 2H); 7.4 (t, 1H); 7.6 (m, 2H).
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[1133]

[1134]

[1135]

[1136]

[1137]

[1138]

[1139]

[1140]

[1141]

[1142]

[1143]

[1144]

[1145]

[1146]

[1147]

[1148]

[1149]

S=50ol 10-0959356

Al D ollE 4-(3-(2,6-t el A S A F ) -4-5 2-3-H R EFE o] EQ Az

oAlelZ (70 ml)oll € ¥ZtE g 4-(3-(2,6-UdEiA S A A )-4-S A FEJHO|E (&A C, 3 g, 9
mmol) &HE 713kl oHZ (30 ml) 1 sIME BE (0.7971 g, 9.9 mmol)S &4 ZhTh. 423 St W
H 3, AAE At A e 49 F2viEad (Rt dE g, 1142 385

2]

' NMR (270 MHz, CDCl3): 1.2 (s, 3H); 2.4 (s, 6H); 3.1 (m, 1H); 3.5 (m, 1 H); 4.2 (g, 2H); 5.1 (s, 2H);
5.5 (m, 1H); 7.1 (d, 2H); 7.2 (m, 2H); 7.4 (t, 1H); 7.6 (m, 2H).

A B old 4-(3-(2,6-Um el A S A A d)-4-S 4-2-F-H o o] E€] Az

ArEstels (50 ml)oll o€ 4-(3-(2,6- &l A A A d)-4-4-3-H2 E-FEH|E (&dA D, 2.47 g, 5.8
mmol)E <l Mo Egodolnl (5.95 g, 58.9 mmol)S 7}3it). A2oA 4A17F wyksl & uhe S3tE S
A7t A J=8 B 2 H A, sF3 XA IFES IAG.

HONMR (270 MHz, CDCls): 1.2 (s, 3H); 2.4 (s, 6H); 4.2 (q, 2H); 5.1 (s, 2H); 6.9 (dd, 5 1H); 7.1 (d,

2H); 7.2 (m, 2H); 7.4 (t, 1H); 7.6 (m, 2H); 7.9 (dd, 1H).

O Fr 4-(3-(2,6-0) w2l A2 A] ) g Y ) —4--2 A-0-FLE|| 1= ALe] A %

ﬂiﬂﬁﬁy\ﬂPQﬂOﬁikﬂ%l&ﬂﬂg]1%ﬂ )4 © g e oo (6] B2 el Rl
FAFUEF FEAS 713 v, 1A F sFsta Ayt A o A9 AamvEady (FRREE

95:5, O]—/H]E/‘\_]: _7_7}_)1 ngﬂé}oﬂ;]_'

i
2
o
o

X

Ao 52: 4-(3-(2,6-HHE@HA A A E)-3-FE =4k 4.

CHy N OH

H MR (270 MHz, CDCl3): 2.4 (s, 6H); 4.7 (s, 2H); 7.0-7.15 (m, 3H).

oA B: 3-(2,6-tiH| @l A2 Aol EF =9 Az
Ao 35, WA Bel WHE AMEEIY], A9 SEES AT

' NMR (270 MHz, CDCl3): 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).

oA Crool" 4-(3-(2,6-HmE A SA) A D) -4-S 2 F-El g0 EL Az
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[1150]

[1151]

[1152]

[1153]

[1154]

[1155]

[1156]

[1157]

[1158]

[1159]

[1160]
[1161]

[1162]

[1163]

[1164]

[1165]

S=50l 10-0959356
AAlel 17, ©A Bol WS ARESte], ®AIC) sHetEe ASld

1H NMR (270 MHz, CDCls): 1.2 (s, 3H); 2.4 (s, 6H); 2. 8 (t, 2H); 3.2 (t, 211); 4.4 (q, 2H); 5.1 (s,
2H); 7.1 (d, 2H); 7.2 (m, 2H); 7.4 (t, 111); 7.6 (m, 2H).

A D ool™ 4-(3-(2,6-H P A S A]) H D) -4-slo] EF A -F-E] g o] E€] Az,

THRol o8 4-(3-(2,6-T1 QA S A)H D) -4-S LT EolE (dA) OF 520 §olo] ol FaA7 a5
BEUEFS eha, ARolA -4 mE F, Ao W AAAUL. §715e dsdaen #3
S, B, FRAVEF £89 U 952 AHsn, PWIEF FAA A%, of% R FEIG. Basuu,
SgEe Agvt A 4o AY A@rkEads (24 o9 SHE o ZAT F AT (EOAcHex).

B B o8 4-(3-(2,6-E R A S A A ) -4-B 2 R-RE ol 29] Az,

Sarel] of® 4-(3-(2,6- DR A S A A D) 4-3to] EFA-RE ) E (B D) 5§ T SAbe]
9 AHES 1% WRLH Jharh AeolA 1647 Bk wwd F, B3} FREEFOR W3S AAAUG
3R T, WS BERES L% W14 £EU0 FHANNE, 4715 PUUEF YAA A2 g, o
o, s, delzt A gel A3 AEehEady (23 iz GA
B olg 4-(3-(2,6-t AL A S A S ) -3- e o o] E 0] A %

B0l Rt ol €a-(3-(2,6- MDA A A D) 4B 2R ReoolE (S B)e ¥ HEdEms
golo] Wrskednh.  EFES oF 4 A wwHI A A= (pad)E okl AR, BHse] EAIS
e A9

ofld 4-(3-(2,6-trEuldADHY) FHmoo]E (WA F)o <=4 oeha fdlo o o
| EFA =S Hrbsla & AZE ol HF3ta Zdl4 (flash) AZREIHI S AEse] A
ZEF UERE 95:5 ol EAL 718k Aol A Al

AE3A &4 A4
A A FHE Ae AED-SAH T dAHE ol s dEH
2EFEZEN (ZI)E AEd-AA AT e AXE dgdoz susts Sxoln, A¥ =AM deEd-
ofEA FunS fihs o de ol &% U,
A9l Balb/C wh9-2 (858; 18-20 g AF)S Z2EAEXEA (Z12) (A5H 545 WY 50 mg/kg i.
p.)ow skt
STZe] HF FolF MUdAdd, dIdFS FA4ste] T&Eol duuIAE ASstaL, vhe2E snkgH F A9 o
S8 vpal, @ elli= SHehE AH (250 mg/kg)E TSR il Fofeigial, e el F-gAl (0.75% 8=
o}
[e}

=
w4 Thesd ATE B
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[1166]

[1167]

[1168]

[1169]

[1170]

[1171]

[1172]

[1173]

[1174]

[1175]

S=50dl 10-0959356

T7} BFE AR 145 XNB5E 2EAEZEA Dy ulexoAe I3 st 9 A%

T =g EgZgAg= Y 2HE AT

mg/dL mg/dL mg/dL (g)
H G+ 3] A 13846 8849 8846 2140.6
D458 A 615446 154+ 16 133+6 17.5+1.0

o} 13l E * * *

dit ke Al 207£12 6247 8242 21.740.8

STZ P o ZRE §oHo7 Ajolol g8 P<.00L

244 e] Balb/C vF9-2 (14F8)S ~EFAEZEA (175 mg/kg i.p.) o2 43 Ao sle], A7}tk clEgd-o &4
TRE FEsglY. 7Y F, H}%i—% /Mol Agwe® Yol SRHE AH, Fo=EEE @ FEA ul
25 P Ao ud 7o Agtel] W AES ZYEHEA .
X 2
1270l A1 9] A&
a AE 55
554 0/5
v @ ZEEE 30 mg/ke/Y 2/5
Si3tE AH 250 mg/kg/ ¥ 4/5

77 RYAZ ANE RE G B2 AZsn, 2AEA oE Gyl o At veIeeE,
MolEH-oEY Py 2 A7k Amd ol §E P ded UAAR AN 5 BE F 2 vhye 12
TA AEsglot, A 3 MEZ AN 5 B2 F vt 127 A0

AAd C: 77 3FE Me AT AEHF-YEA] FRHAAY AEES FA2A7G
e

A7d o] balb/C wh9-2= (A3 WAl A A 1912—33)% 7179 43 A 5dEet Wid 75
mg/kg i.p.) o= A3t olo], FES Yo A wek 2719 (20 wh-2/a) o2 UERI
STZ9] mAE FodE 8 1S, 149A], Xa5E 7%16?‘21@. 1S 534 (0.4 ml of 0.75% HPMC, p.o.)7}
FoEda, & 2 77 shEE AL (30 mg/kg/d)ol FAEHAT. md X= 3F T, RFHATY FH
AFEEL 19/20 vH-tmo] ATk, HHHR, o] 713t Fokdll FEE AL & ©@R] 5/20 wh9-27F AbEAT

AAle D FFFE AHE NDO Phe-2olA AdF FeRe] EAE H AIYES A2
s

nh-220] A —‘f.’——Er—S— %ﬂﬂ HIEE Al Ee] AdH Arpa e spje] Aste] ofa) QleEd-oE
NOD }T* &) 20 vhele] 2 & T FFA (0.4 ml of 0.75% B
# ﬂ = Ml (200 mg/kg/"‘)i e AR EHAUTE, Az olEd-oF&2A Jo xd
e BUHPAT. o] AN, FEAZ A 13/20 v v
sh3he AHZ A X® 5/20 vh§-227F AbgERSATE.

ofl
o
ok
(o
fr
>
o2
o
2
(o
L
i?L “ﬂ°
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[1176]

[1177]

[1178]

[1179]

[1180]

[1181]

[1182]

S=50dl 10-0959356

AAld E: 33E AV ob/ob BIFF Bk uhe-2oA 1EPF R AAEFTES FATIL AR 28-S G3A

A

Ob/ob vh§-2= A &2d B olygA] thabell woldh el el gt

-
Jad WS dekig. 7] vke2s ndds 3 ANRES AR

o=k 873 449 okl (ob/+ olFAEA) E wIvk (ob/ob FFAEA)L C57BL/6 wF§-2= Jackson Labs
(Bar Harbor, ME)S.ZXE <433, 5vig]le] &R FAHez o], AlF 9 d9 L7l &E Akl
FARBIES S, BE 5 2dd 2% (230), Ad HE (50 £5 %) 2 F (7:00 - 19:00)1A4 £
s, & 2 AdALg SAE (Formulab Diet 5008, Quality Lab Products, Elkridge, MD)ol| A-f-EA A<
S v, e =g Ag 2~EY 2 FFFv|E A E XL (Bayer Corporation) 7FAal ZAA 33
Adg ARAdA, dF ste B4S flete] dH Als (¢F 100 mlolARE)E J-0HE AH2E T3
o 39 AgE BEA#RES HAL FEIQ. ¥8F 38 (229, EfsgAEs, Fd2EHE, BN, 39
ol€l, AST, ALT, SDH, CPK 2 A}-f AW4b) #4912 Hitachi 717 #4710l M AAlstda, Ze=v <ded 2 3
T AEde Argehitg W R o] £kt (Origen Analyzer, Igen, Inc., Gaithersburg, MD).

+

IZE B, 3FE AW (10, 30, 100, 150 EE 300
, = 2P EE (30 == 100 mg)e] mid 74 FoE Wit

FAel F BB v-Aed oy dnds zte Azt @] AR olgHE A&d W ook,
B H H
= e

= ~ iy
vl G5 9 ool U@ wARRA oStk ¥ Axdold SEE Folg Wt AnAH 2L )
A7 Folge TYHES HeaHAr)
E30] 74 vsk gol, BHE AVE Ao IURE @ mAZeeEe] o8 DYHE AW dast vud
Foolt 499 2x &3S Uit 100 WA 300 ng/ke/ A T, g A, 44 gndg
Folgel X veFeeE Et mAZeeEd Gt 4% 93 Edddddss AR 4x ave

LR T

* 3
ob/ob whg-zol M dX xrg, EdSEAgs B AF Atel] tid seE AV, v eIdEE (PG) 2 OZA
== (RSG) S a3

i F 9+ SE Eg] 2 A e =+ SEN A A4k £ SEM
mg/dL mg/dL nlolE 2 & /L
ob/+ 268.6+12.9 111.6+12.0 2216£197.4
ob/ob 384.2+53.8 106.6£2.909 3399+345.6
AW-10 369.6+£62.5 115.6+7.8 3697.4+357.8
AW-30 280.2+46.7 96.4+7.3 2552.24+334.7
AW-100 286+47.1 66.2+5.9 1476 £82.1
AW-150 188.6£28.8 72.6%£5.6 1481£158.8
AW-300 128.4+8.8 63.6+3.4 1452.6+111.1
PG-30 188.2+21.4 111.2+£7.5 2606 +139.2
PG-100 174.6£11.5 95.24+4.8 1983.4+66.1
RSG-1 142.75+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-10 188.2+21.4 111.2+£7.5 2606.4+139.2
RSG-30 174.6£11.5 95.24+4.8 1983.4+66.1

Ob/ob wh§-2% THdA A5 A7t d3s wdsie, vdze AUt (NMSHe] & REE 5y e, 4
7] NASHE R WS 2 2 o] d5s 3. NASHOlA, A F2 & G54 &4 g
S T7MAAITE. Aol A NASHO] 54 A F/4E, uholel~ 79 e 43E F50] e A9, &89 A
XREE WEHE a4 3F Rt St E Belw, A7) &ae, o7d, dEbd ol :E v EolA
(ALT), o}=FZ2HYE olu|:-ERNATelolA] (AST) B A2H]E @548 4 (SDHE

24 A5 AnEA, 7] AT ob/ob MR-ZollA AFEE] k. E 404, I3HE AW, IS ERE Y
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[1183]

[1184]

[1185]

S=50dl 10-0959356

2AEHEER AAE vhe-2o] dA oA ALT, AST 2 SDH7F 7]1Ai= o] low, w3k A4 ofd nhg-2= 3l &

FAZ AAH G U2 w225 EH de Ao g A5x ).

ob/ob WF-2oA] ALT, AST ¥ SDH:= A3l
o] Fojgko 7 3HEE A XBEE = A4S,
=

ofgl whg-29} wluste], HIYE Wi
30 mg/kg/¥ WA 300 mg/kg/ Lol HE ol A
Hij2 . 1e

gEs0l Qe

4 3 50 FolP-oE it B

EFE (1 WA 30 mg/kg/¥) ALT 2 ASTO] 452 FEsalon,

SDH= Wsh7h gldlek. 7] @3 3P a3 Z=akde 3he] 2483 wdo] A, F@A-AX " ob/ob

HITE G wpg-2s Tl PR AEY Be2 A9t AW 4 Yepdddoh. 45 Sk SEE A9
e A se gF A e dae A4S 2Hsigley, FoEdEE ¥ EASYEES AXYY A W
&9 A7) B HWEE #AaATA Ut
F 4
7P A 94 54 AE g 3EE AV, e ZPEE 2 2AZFYEEY] a3
i ALT(U/L) +SEM AST(U/L) & SEM SDH(U/L) = SEM
ok ¢l 106.4+16.3 25.6+2.7 23.24+4.5
I 447.2463.4 645.6+104.8 745.8+102.4
2022-10 483.8+81.9 653.44104.8 626.8+93.8
AW-30 320.2446.2 399.64+74.4 333.0£66.9
AW-100 202.8+38.0 143.8+30.4 121.24+14.1
AW-150 149.2+15.6 185.8£26.0 166.2420.0
AW-300 188.2+10.3 335.44+44.8 207.0+29.3
PG-30 713.6+80.6 1024 +88.7 782.0£70.6
PG-100 646.0%+56.1 901.0+49.3 603.0+27.3
RSG-1 668.81+42.9 798.0+£73.8 644.5+51.6
RSG-3 716.6+56.6 853.8+43.8 615.4+38.6
RSG-10 713.6+80.5 1024.0+88.7 782.0£70.6
RSG-30 646.0+56.1 901.2449.3 603.0+27.3

ob/ob PF9-2E 459 A7 717HEe AFTS AU, F 5ol 7AW upel go), voFPEE 2 2AFE
L FEA-HAE npg-29k vuste AF FuUE ASAA oY, SFHE AVE AT Fuldd digh FoR-oE
e fFEsn
£ 5
ob/ob PF-2=9] A Fool] it 3tE AW, ¥ eSTlEE 2 2ASEEREY a9
- Ay AT Su (2)

HPMC (-3 A +7.4

AW-3 mg/kg/ L 7.3

AW-3 mg/kg/¥ +6.7

AW-3 mg/kg/ <L 1+6.4

AW-3 mg/kg/¥ +3.4

AW-3 mg/kg/ <L +4.6

AW-3 mg/kg/ ¥ -0.7

PG-30 mg/kg/% £10.0

PG-100 mg/kg/¥ +13.6

RSG-1 mg/kg/Q 8.2

RSG-3 mg/kg/< +8.5

RSG-10 mg/kg/¥ +11.0

RSG-30 mg/kg/ ¥ +12.0
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[1186]
[1187]

[1188]

[1189]

[1190]
[1191]

[1192]

[1193]

S=50dl 10-0959356

AAd F: Bk vhe2oA £ e B3HEe 54 AET &3 A9 1.

wowge] SgRe u Aad-oE2y gl 2 FRAA 34 A9 42 Yk,

49 ob/ob T wl§-AE 5ubEle] BEO FERE FAHor RIsrt AZFL 50-55 goli, FFe
A2l Aol A thEF 300 mg/dL ©)ATh.  0.5% FFEAHEAZSEQ ~ R AR dAetE AW B4 93] 7t
TS dAorg T3, X7 T4 50, 0.5, 2, 4, 6 2 18X AJHeA, e dxdE ng A
W AEpa] de F4E ol gt 2FIVEH AE 2EY 2 SF3vEH AZE XL (Bayer)S o83, 2F
shith. T REAlCl Wid dEe 10% A AR 2EY AiE Fdu. @9 s oF T
o] 6AI7F B0 YutH o7 HPxE JeERPY ).
¥ 6
ob/ob BIRF Bz wmhg-soA B owm kR o] A A ay)
P A & G Lo ) A e
A 297+35 0.0+11.8

3}EHE AA 242+25 -18.5+8.4

3EE AB 18119 -39.1+£6.4

sh3HE AR 314432 9. 6+7.7

33 E AG 222423 -25.347.7

3}HE Al 223+11 -24.943.7

3}3tE Al 25549 -14.143.0

3tE AJ 190+ 14 -36.0+4.7

33E AK 210£10 -29.3+3.4

3}HE AL 168+13 -43.4+4 .4

‘o] oMo %7] WS 416%29 mg/dL oI, 61t BlHE Z7Igkol tistel ArEtE
. AFAY RE HE FELS HA 27] 9ol <300 mg/dL olSlt).

AA G HAEH-EA T TEA B @y 3 FA AYF a3 HA]d 2.
o] 33ES H|Qlad-o&A di RN FA4 AW 48 el
2742l ob/ob T wF$-2~ (50-55 13; A= oF 300 mg/dL)E 57l TE wEER FAHHoz B3]
i, 0.5% JHEAHEAEZ O ~ EPAU] HEE Alg B9 43 4 FAEE T3S gixTde T
& FEANE FAdnt. AlY 9oF e YA (W) 7 Fo 6A1F &, SAARE e HYo
2HY du, T3 dFe FFIEHZ AAF3I G

Z7
ob/ob M T Ty w2 Bowth 3letE o) g4 Ay Fgu)
B i 6AIZE Fo e mg/dL oz diE] % ga
FEA oz 305420 0.0+5.0

3l3tE AN 152+11 -50.244.5%
319 E AQ 22017 -27.944.2%
3stE AR 179414 -41.34+4.2%
313 E AS 167 £28 -45.242.0%
slstE AT 198 +£28 -35.142.3%
313 E AU 224426 -26.6+2.8%
SIS AV 207 £23 -32.1+£3.0%
31 E AW 143+15 -53.1+3.1%
SIS AX 165423 -45.942.4%
313 E AY 185+21 -39.3+2.9%
3IstE AZ 186 £ 10 -39.0%6.1%
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[1194]

[1195]

[1196]

[1197]

[1198]

[1199]

[1200]

[1201]

[1202]

[1203]

S=50dl 10-0959356

e
i)
o,
Lo
s
%
e
Lo
.y
o
<
e
rr
=
rlj
oft
kr
=
o
>
2,
>
ol
ox
odt
o
ek
oft
fol
J}L
il
i)
ot
%
O

AA o] H: db/db wH$-2olA £ w2 35Ee] 3w 5
Q_

Db/db wh§-2% S1®l Al2~d®) o] Aojxo] glojA], A& Hgk ¥ dnE fasitt, ool ddides A%

3 255 2 ob/ob PR-29bE ThEA, AV U}“oriQ] ded-A4 AT Ax AxE v n¥8IFolA F

Ao Yehie, A A7) nkeaE adaedd (TR dad WA FurE)oldRH AdEdAd dnE A

o] ¢t}

49 db/db mh-2=ell wid AR FPA (0.75% JEFAZR2INEAERL ) e g9 I 35

S B, A 38t 245 dste], g ARE o-8g AUARE A0, Ed AE ~EHY

=F 3 o3 x5 S4E 98 e dHozHE AT,

e P} Folo] 45 Fol, 3FE AV 2 BHE d9Ee AEE #AE xHET. oI EES 270

= e 37 5 9GS Az oy, oy @GS 4F o|FHEE AA A&tk 1 AFlA o] &
g2 db/db vF9-2=9 Az Hu-faHom Fdo Fx®E Aot} (Shimaya

4 e eeey Fol
4

(2000), Metabolism 49:411-7)
F 8
i X5 mg/dL 2 (HxE] 9
B3A () 562424 100£4
Skehe AV - 150 mg/ke 313434 56+6°
ket Bi - 150 me/kg 229+49" 4149
v 9 2@ & - 100 mg/kg 558 + 28 99+5
*$@ﬂ1m T R WS p< 05

>

db/db whg-Zof M o] o]k HFeA, shgh= Blo] dHw @A 2AZYEES] A vlad JEUT. AA

8F Fof, g9 9 EZgAREs, FEA-AAE Ty Huste], 335 Bl B 2ASEEECR
ANE BN G ) Uitk 2 APelA ol g =AZHEEe] ol By db/db vHy2g A
2o FHFoz Fdo FAH AHolt} (Lenhard 5., (1999) Diabetologia 42:545-54). <& Z+Z} 6-8 wh%-
N IO
F9
- X5 (mg/dL) EfZZMEE (mg/dL)
E3A (=) 686 +47 147+13
FAFEEE - 20 mglke 5434 58" 89416
35 Bl - 150 mg/kg 430" 9948
BEA gjxw gE vS ) p<.05 (YR ANOVA)

AAle 10 db/db Ph{-2ollA 2 29 FEEY] F= a7

db/db PHg-2 R Aol Aolslo] glolA, A&, wlw R P fudvh.  HSol, C57BL/6I whge
ob/ob H-229hi= ThE A, CSTBL/KS 1ol db/db mhS-o Qlgd-A4 A 2% Wk AEE PO veh)
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[1204]

[1205]

[1206]

[1207]

[1208]

[1209]

[1210]

[1211]

S=50dl 10-0959356

W, Ax A7) vheaE moledd (R dud WA utEh)dMEE e dnz dojdt,
eF 8FE o] A9 Hl9t (db/db T HEA) C57BL/Ksola w9~ Jackson Labs (Bar Harbor, ME) S Z -
Qerstar, s-rmbele PER FAAHeR whre], AF (50-55 g) R P FE (230007} & Atele] FAbsk
=5 3o 349 okl (db/+ olFAHFA) vl ZIE UERTOE o83t A 7d U A
L te 2 sttt BE ZES xdy 2% (23C), Ad £% (50 £5 %) 2 3F (7:00 - 19:00)A FA
393, B 9 AFAL SAE (Formulab Diet 5008, Quality Lab Products, Elkridge, MD)ol| A4 A
SRR
2z FAZEE 257 B¢ 19 JEEAZRIddgdAsz e~ 33E BI, B0, BP T+ BQE wWd T
Folmdok. A 7)zbdo], g3 38 248 95te] db/db mF-29 g-enjg AlUAREE Fod A
ZAPoR AWY 100 WS FHsA
HTHA dadel] st 2 e 5138 g 3 100 7IAHe] dow, d3 EfFgAgs 9 2f Al
g3t a7 % 119 7)Ao YTt
F 10
db/db wh9-2=ell A Hdo] )& 3}3HE BI, BO, BP & BQel &3}
i X% mg/dl Yegd (xS %

E3A (=) 632+19 100+3

BI - 150 mg/ke 279435 1446

BI - 100mg/ke 423+53 6748

BO - 100mg/kg 586 %58 939

BP - 100mg/kg 629 + 86 99+ 14

BQ - 100mg/ke 473449 7547

BR - 82 mg/kg 703 + 64 111+10

ofel, HP: db/+ o] F AT vle-soA] IS 225415 mg/dlL °]t}.

F 11
db/db PF9-2=ell A 31%= BI, BO, BP + BQY ¥4, % EiZdAg= 9 A AWk digk a¥)
T Eg Al e = £SEM A A A+ SEM
(mg/dL) (uM)
ok9l wjo-~ 142.446.3 2577.6+80.8
9 444.3+57.3 4044.9+158.5
BI-150 103.6+8.3 2234.0+162.5
BI-100 134.04+13.1 2999.9+98.7
BO-100 261.1424.3 3766.3+234.5
BP-100 302.1+28.1 3772.6+182.5
BQ-100 131.6£20.7 2825.94110.9
BR-82 253.04+32.0 3653.44207.5

AAle J: db/db PF-2olA & 2 B8] 3w a3
_9_

db/db "F-2=% Y Al =d " o] ZHojr o] glojA], Hlgk gl %h% frabgtch. ©Sol, C57BL/6J BlEe
ob/ob vF¢-29b= o= A, C57BL/KS WFEe] db/db U}—Ori/] °l A A Ak WE HNEE £48 YeERY
o, A7 7] vk alEdd (Fxe JEd Uidd i) ARE ARlEdd YR Mol
theF 8ol 3412 Hiwt (db/db = EA) C57BL/Ksola PF$-22=  Jackson Labs (Bar Harbor, ME)S. 2
fstar, 5-7rtele] wER FAAeR yro], AT (50-55 g) ¥ FY FE (2300)7F w5 Aol # }6}
= vk 249l ok (db/+ olFAHFA) -2 IBE gERT R o &gt HA 7Y Fte A

_n_,

l

H
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SS=50dl 10-0959356

S71Fe 2 ST, EE sE2 2FEHE 2% (230), Al F% (50 £5 %) Z F (7:00 - 19:00)°1A FA
39, B 2 AL &A% (Formulab Diet 5008, Quality Lab Products, Elkridge, MD)ol A4 A
SIEE itk
[1212] AX ZEEE 29 59 1% 3 =SAZ2dEaAERZ e~ 3135 BI, BS, BT, BU, BV =& #H:-dHoER
id 7 FAqFAT. AR 7)ZbZel, €3 g3 BAS 98t db/db P29 H-2M|E AUAZHE 3§
I AgE BEATeE FJAd 100 wE FH3HA vk
[1213] HTHA] dade] st 2 e 5132 gt T 120] 7AlHe] 9dow, FF EfFgAgs 9 2f Al
et g7= ¥ 139 71AEe ok
x 12
[1214] db/db w20l A o] i3k 3}$HE BI, BS, BT, BU, BV =& #HxyHgolEe Fi}
i Y= (mg/dL) X=gd (xa9 %)
238A (Jx=) 692 .5155.4 100+8
BI-100 mg/ke 347 04431 5046
BS-93 mg/ke 372.0453.8" 5448
BT-107 mg/kg 684.3+63.6 99+9
BU-128 mg/kg 533.3446.7 77+7
BV-115 mg/kg 789.5+38.9 11446
=3 B g 0] E-113 mg/kg 563.2+49.0 81+7
ofel, v db/+ o]PFAF wporo] FES 208.5+£6.6 mg/dlL o]t
F 13
[1215] db/db w}H9-2oll A 33 BI, BS, BT, BU, BV & #lxdBigolEe g ¥y EgZFzAzs 2 & AW
kel it &3}
i EgZg A8 = +SEM A A HHAF £ SEM
(mg/dL) (ub)
okgl mpo-~ 114.2+8.7 2315.8+238.3
237 232.8420.7 3511.8+257.6
BI 77.8+5.3 1997.24196.4
BS 132.0+15.2 2867.4+267.7
BT 211.5+21.5 3897.7+291.3
BU 172.54+9.9 3587.0+156.3
BV 153.24+14.2 3373.8+233.6
=y Hgo] E 109.3+9.1 3318.5+208.7
[1216] AN K: FAH B= AW (Zucker diabetic fatty: ZDF) #|ENA & g 3350 W jAAA A
[1217] e Mzl Alg 7ZE 2 oAg ARAS fukslE 9 £ sluoln | o] :3f W D] FukEa, F
A T AW (Zucker diabetic fatty: ZDF) E&L <17kl Wl g A3} B FAES zta glon, o=
Zzoj| Ao Agstd W3l g Absld ~EHAE xSt gy, Y] gEE AYHOR 14-16 FHA A 9
WA S YERAT
[1218] 2 FHo A9 7DF EHE 9 059 A#-33 F7 (ZL) AhA (fa/+ =& +/4)E Genetic Models, Inc.
(Indlanapo is, INZHH 43133, OS_?L A 157Y B9 £ AHT. BRE FEL xAEE 2L (23C), A
o &% (50 5 %) 2 %r (7:00 - 19:00)914 FA8IH 3, & 2 AFgAE S24E (Formulab Diet 5008,
Quality Lab Products, Elkridge, MD)o| A4 HTst== 3o}, 2] ATE+ wjd FRoE BEA

2 100 mg/kg®] Bl E+x BHE 105 SoF Fo45 ). =
W FF3uE A2 E XL (Bayer Corporation)< ©]-&3d}o] A%



[1219]

[1220]

[1221]

[1222]

[1223]

[1224]

S=50dl 10-0959356

Z17ve), "3 3}e ¥4 (Anilytics, Inc., Gaithersburg, MD)< $18}e] db/db P}$-229] G-H|E AlYxg
FE v A BAdew AW 100 ps FAskAo (B 24 10:00).  #F s (=9 (GL), EF
SYAYE (16), olAFG2HOE o icEW@AFHtolA] (AST), Eebd opv=EdAsgolA] (ALT), &ME &
Fhaah (SDH) 2 A XHHE (FFA)) #2412 Hitachi 717 #2417] (Anilytics, Inc., Gaithersburg, MD)lA
A A ST Zg=vt e Hr|stehdy WogR A ECLel o8] 433tk (Origen Analyzer, Igen,
Inc., Gaithersburg, MD). BE& FAPAI7|, & /= (A= 2 71H)S 453 S £ (58 T3 &
SA4% v, A BAS AAEt. @20 gds= (MDA), F FAikEe] Fa3k A ES Ohkawa et al
(1979), Analytical Biochem. 95, 351-3582] Wil ulg} #=o EH@}Oq BA 9t}

i

B LS DR AES] ool Wil BAEE wOIET B 15 U TRl WA 30AE) F7h 4
@AQ) A RS e,
i 14
7DF PENM Y 3% BH 2 Blol 93 wujg-AAle] oA
ER N g g b HS
A T A5 T
e | o 6 6/6 6/6 0 0
BI 6 3/6 1/6 50 83
BH 6 4/6 5/6 33 17
okl wpg-2~ 6 0/4 0/4 N/A N/A
¥ 15
7DF EA A2 &3 BH L Bl <8t wujgalge] oA
i A5 (mg) 7] (mm) A= 2] MDA
= A= = A= 5 A= 5 A= (nmol/g #=)
oF9l upo 51.243.5 59.0£0.4 3.840.2 3.940.1 0.440.0
237 15.1+1.4 16.8+1.7 1.940.1 2.040.2 2.440.2
BI 38.147.3" 54.941.2 3.440.2 3.840.1 0.840.17
BH 27.04£7.2 20.0£6., 2.540.3 2.140.4 1.940.2

6

1E1—”* i+ SEMolt. =77 REA-dE2T (Yx) 2 335 BH-A A3 B ald p<0.05; #x

& A -o) - Hlﬁd p<0.05; #*xZrZF RPA -tz 2 33HE BH -5 #=e} v]udt p<0.05 (It
ANOVA EH7] A8 BE A FHEE v,

AAle L: 77 Bl 3 BL ZA-H|& (57BI/6] vhe-=oA, 8 ESAIsE, Aw AW, ded 4
AR S AsAIIH

IA -0 vk~ TEZSYAGET 2 F2 3 AWt sko] st REEA, AlglA HAEE Q&
d g Ad YAgdSs ztom, nth g Ay 43 9 g2 d3s 2er oF 85| ¥/ <] C57BI/6] wf
25 6utele] woR FA9HoR RSt FEES FEE 2% (230), AU F& (50 £5 %) % &
(7:00 - 19:00)ll4 AR, & B SAEN AFEA JLAES vt w2 E 657 T A &
2l (25 D12451, A Wro = 45%°] Z+=7] XE3F (Research Diets, New Brunswick, NJ))= AAH3=Z A
o 65 Foll, 34 (*‘le%AM%%%igi) BI, BL, Wyl4,643 == ZAFEEES 14 Aoz 37}
A 457 Bt A FEs TSI, o)Eet A-A §42 AGEHeR fAEY. EEk=vl 58 Q1A

(e}

(Anilytics, Inc., Gaithersburg, MD)E ok A7 27 Fo| BASATE. 9k AE 45 Fo, Eg=v) &
AdEd (2 D) 9 99 (& 2)5 d7ijsishdgd W9EA ) ECLol 93] =73l tt (Origen Analyzer, Igen,
Inc., Gaithersburg, MD).

Bl ¥ BL2 J&d ¥ e 3 Fr¥nt ojyzt 84 Ef A= ¢ Af At sk gydor o
FATh AFAA A&FA &4 (Formulab Diet 5008, Quality Lab Products, Elkridge, MD)2.2 FX % =<
gt ISE ("ol tERT")EHE v ¥ gk vjuEA A 9l
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[1225]

[1226]

[1227]

[1228]

[1229]

[1230]

[1231]

S=50dl 10-0959356

¥ 16
- EfagME = (mg/dL) A A 94E (umol/L)

25 A 135+40.1 1686+359.3

BI(10 mg/kg) 68.8+5.7 12274193.7
"(30 mg/kg) 66.5+14.7 12924231.4
"(100 mg/kg) 37.4+8.3 992.8+172.1
BL (10 mg/kg) 80+12.2 1571.8+100.9
"(30 mg/kg) 66.4+13.7 1413.24228.7
"(100 mg/kg) 41+5.6 1133.5+132.7
ZAZ2EEA mg/kg) 76.6+16.5 1537 £256.3
"(3 mg/kg ) 103.2+10.8 1833.24169.8

"(10 mg/kg) 129.5448.7 1810.3+595
"(100 mg/kg) 88+£7.2 1568.54197
Wy14643(10 mg/kg) 70.6+10.8 1512.2+172.9

"(30 mg/kg) 88+12.5 1676 +£237
"(100 mg/kg) 88.4+18.8 1839.8+154.8
ZA(3 mg/kg)+t 54.3+10.5 1649.7+260.5

Wy14643(100 mg/kg)
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IAG-HS 2xEa-E YEAA g3 xrd, Ed, EfIZPAEE 2 AF XAk gk BT 2 24]
ZEEtEe] a3
T =g A= EfIgAE= P Tl
(mg/dL) (ng/ml) (mg/dL) (uMol/L)
o}l w9~ 123.8+£7.0 0.72£0.1 179.0£72.3 743.5+57.4
T A 122.3£5.9 1.78£0.3 200.7+£39.2 942.5+181.0
BI-10 117.3£8.8 2.18%£0.9 183.7£58.4 923.7%+161.3
BI-30 127.3£22.2 1.46£0.2 129.3+£20.0 738.7+50.0
BI-100 19.3+3.5 1.79£0.2 171.7£33.1 725.7x87.5
RG-3 119.8+5.4 1.57£0.2 134.2+15.2 758.8%+61.0
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