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K2 MRk B g E RS R & 6B (R &)

205 4E 4 iR 3 BE R 5B HR
A A By 30.0£2.9 47.8£5.3 59.0+1.4
b4l 1.420.1 1.740.1 2.61.0
LR H 1.6+0.2 1.440.1

B2 T A KR PR M R 2 MR Ok 1 0 4 Mk B M
(AorsEst) R AHERM B L FB &S L2
T) AAMERMNDEEZIITEKESHFHEE -

Ww Pl ARBRARERZIGYWHEKN LT HAmEA 2
R AERAGIL S L RIE D H 2L B E
THhAABHAEAREKRBOLEREE S EE R EFH
(ShHE)Mmk% - s HEBRLERILTELHRF » KEH
ZRAM G MAL LB B IR BELHMEE LR
WmaaHMkELEH -

AREHAIREABILSGY B IIE T M T KB BY T i
kB & o |

3 5 B
2 Bk AR R

MRARREARLAN 2B AMOBEFHNRF)RELS
AHERNRAER LEF - TR AEA R EEARES
RER - BRRKEFTRBEZIN BRFRAHEGLR RS
gk ELEAKRET AHEA -

R AR R A A
MEAICEY > LHRUAEARABERAZKREILSY » Fi
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300 pLx > b4 AP A 3100 pMZ Z & B E o Fl A Ao
M EEEE T
4248 B #9300 pL3z

N MEz kb BELEEZRS
BMTHR BHRLLEENFMHE REEZ

EMF o LA AEITCREKEION 2604 4 -
ETA LR MR 4600 uLx k%

e F AR EZEAEER HAELKILE > BOTBAR
AMZEAREALARATAETBELE HEAASBD EHAL
JRAELISO pLey & H K F KRB B - #F — 2% (50 ub)x k3%
#& = ANHPLC-UV & 4 # o

o T BN E R

HPLC 7 i%
EAHFEHA —MECig 5 um:> 2 x 150 mm I.D (LUNA,
Phenomenex) X i# 48 HPLC# 4 3% H £ A 10% 2 JiF %5 E 555
S A H10%E 68% TR H A ARBISH 48 - %A & A8 3
>4 H0.1% TFA - 3% 5 4 & 3 £214 nm= UV4a a2k B @ -

GZEBEADDZ 22X Lb R B HARHE YR BB
BADE FR=F) £ RBAT B WA S WS R R G

BEM® ZEBADLEG Y BEIBEERGHREY
O RBERERBDERERETRIET  XFE S H
BABREZFINADLEG I BRBABETHEANGKERA
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i
REATHEREZETH AR RARESR

7
ETHEWHFY > THIHBERZLEMINZIEL ML
REAIBERL B EBEZLZIERL BREFIIEA > A
BB E A UAE K ET

DMSO = = ¥ = AR

EtOAc = L B T B

DCM = B W

PPTS = ¥ - ¥ XKsulphonatent wg
DMF = — TRV A

WAl RRIEANAREGE . A AE > BERHARERF R
T & kxR BT #] 4 Sigma-Aldrich (St. Louis, MO)

& Trans World Chemicals, Inc.(TCI) (Rockville, MD) » i H
BE-—FSHLREAD RBZELARS TEHF S RER
M RAEGER ERIHHRBTLC) o4 X Skt &R
o #7 fk (anal. HPLC) ~ X H# R R B RERSG W L & £
ABRG Lo B ERk 24 kA EE XM 5 K41 NMR
RARBELEEREH F(CD;0D -~ CDCl; ~ % DMS0-d6) » &
3 ¥R Z A — {8 Varian Gemini 20003% 4 (300 MHz)#| A
ol d e ERZERY  BRFEAZIIBET BTERER
& J Perkin Elmer: # (PE SCIEX API 150 EX)A & F "8 & #
T4t F % (ESMS) & i 45 o

EHLl. el 4-(NNN-—ZABETPmEL)? A]-3-C

pl
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o]

e —MBS0mLE A # b HHFEHGE KRKERF > H3-T A -4-
2 X LB B B (800 mg > 3.4 mmol s 1.0 equiv.)/x 7 #& 7k & EF
(20 mL) - £ K,CO3 (705 mg > 5.1 mmol » 1.5 equiv.)fm A\ 3 &
"B B EMA2-£-NN-=2Z £ ¢ & B (0.55 mL > 4.0
mmol > 1.2 equiv. > #& § Aldrich) - &£ B 7\ B # T » # &% B %
Mk EEAERBFELKIRETISNG - HAHETRK
MZRERSGHBABE RN ERRBEMRSYEZREA
BTRLEER MZBREDRAEREER M % (SI0,°50%
EtOAc/ T #% )& 1L A £ A& 630 mg (3 3% E53%)8) & & b
B 0 R @ HPLCi# 4 & 99.6% -

TLC(# , 50% EtOAc/@ %) Rf 0.25 ; '"H NMR (CDCl;, 300
MHz) d 0.90 (3H,t, % & CH;), 1.13&1.20 (4 3H, t, N-Z £
CH,), 1.43 (3H, t, Z & CH;), 1.60-1.67 (2H, m, & & CH,),
3.35-3.46 (4H, m, N-2 % CH,), 3.53 (2H, s, OCH,CO), 4.01-
4.11 (4H, m, 2xOCH,), 4.70 (2H, s, ArCH,CO), 6.75-6.91 (3H,
m, ArH) - C;9H,o0NOs= m/z: [M + H']3 & 14 352.22; § 8l {&
352 o
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() £##AK)x PR e84 > R'=z £ AR*=% £ (3-2

A-4-B KB A B
— B A M A E E 230 mLag 3 R A % Bk a8

I RANI-TR-4-2 KT E(2.5g 12.7 mmol > 1.0 equiv. >
& B Trans World Chemicals) - # 1-% & (20 mL > 270 mmol -
~20equiv)im N E R HE LR AW EER WA BB ZHREQ
M) MIZEFERAFRELERZFFANGBF - HTRER
OCHHIS) B - X BB ZEATETE  BHENEHE
BE-EEREEMRLEALFTAMELIBEYBER - K RYY
A LB T B (S0 mL)¥ X Mt R 8 Fe X B BR R N IR R
e ARBRBRETERARKABESL  EEH LR THA
WIEAFT26gB%NER)ZEBEIY X FTEBKY -

2) @HXAla)2 T My Bty > R'=Z A BER*'=% % (3-¢

B-4-52 X LB A )
GRS MY FARET A A2 XABAE &

# %2 X B
OH
o
OH )H(OH 0\/ /[7\ /[7\
H
0. o
©/ ~ Neot pyridine
——
—_—
H,0 OH
HO DCM
Bl o

o
~
H, o~
° Pd(OH), P
_—
)k on MeOH S— .
o H,50,
OH
(o]
B2
° B
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OH

(a) L& Bl B
#2-7 A 8 (56.6 0 0.401 mol > 1eq.) T =& & (50% K &

#%) (41.0 mL> 0.396 mol> 0.99 eq.)~ & # 48 7 (110 mL)i& & -
WHZRAMAERBFTLY B EHFMETERRALI%
49 NaOHE % (32.2 g NaOH# 300 mL % 43 /& ¢ » 0.805 mol » 2
€eq.)° R H R B LERER R ETE » £ E£~18) % » AT E
B Wk %R &k (4x 250 mL) > K 4% A 6 N HClE: 1t & 3|
pH~3 o e ANaClE R #%& A L & 49 X I 3| C B T & F (4x 200
mL)- RBRFTAAZARE LRBEETE2M A LEALE
THEE k% FERS51.8gxBly ke R -

'"H NMR (DMSO-dg, 300 MHz): & 1.24 (t, 3H), 3.90 (q, 2H),
4.79 (s, 1H), 5.59 (bs, 1H), 6.67 (q, 2H), 6.86 (s, 1H), 8.81 (s,
1H), 12.35 (bs, 1H) o
(b) & B2z # #

#1644 Bl (45.0 g 0.212 mol > 1 eq.)ix # DCM (225
mL) o Aw A wk g (80 mL > 0.989 mol » 6 eq.)i B £ & & T #F
RIBEMB A A KRBT o B EH B R} IR e N BB BT
(100 mL » 1.06 mol > 4 eq.) > #H IR AEH (-3 )L 3 &
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e ® AR ER =T A T B (500 mL)# 2 & X1 N HCL# %
(4x 250 mL) - 3% R & % F I E 8% BL & 44 X & F (4x 80
mL)» A6 NHCI# It £~pH4 £ H Z AW ERE _CE T
Bt P 0 4 R4l.1 gz B2 e B RE R -

'"H NMR (DMSO-dg, 300 MHz): & 1.12 (t, 3H), 2.05 (s, 3H),
2.17 (s, 3H), 3.95 (q, 2H), 5.72 (s, 1H), 6.96 (d, 1H), 7.04 (d,
1H), 7.12 (s, 1H) -

(c) &9 B3Ix & #
#4144 B2 (30.9 g 0.104 mol)ix # ¥ &8 (500 mL) » fw A

VA 7 # K % & 9 PA(OH), (5.0 g) » 45 % R &4 B 430 psi
AR TEERZ 48] % iBKE L HRPIAOH),E LA ALET
M EE AR mIF22 gz B3R &k o

'"H NMR (DMSO-d¢ > 300 MHz): & 1.19 (t, 3H), 2.16 (s, 3H),
3.47 (s, 2H), 3.92 (q, 2H), 6.74 (d, 1H), 6.91 (m, 2H) -
(D 4-fa X B BB B 4

# AL 4 B3 (1.40 g 5.87 mmol)ix # # & &5 1- & B (50

mL) > jw AN R 4 69 H,SO, (378 )0 3 B4 32 4 % £ 90°C fm #
~I8N B c EAETHI-AEOEERY RBEA_CREAT
BAEBZR SN > RAiafe)s B &M IE&Qx) 248K
(Ix)~BR(AxX)FP %k BRBRET DR ARKELERNELTT
MERE  ERI-BRLEBEAEBEM T E G -

'H NMR (DMSO-dg, 300 MHz): & 0.78 (t, 3H), 1.25 (t, 3H),
1.48 (q, 2H), 3.44 (s, 2H), 3.92 (m, 4H), 6.58 (d, 1H), 6.64 (d,
1H), 6.74 (s, 1H), 8.73 (s, 1H) »
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BH2. o2 [4-[(NNN-—ZEBEFPEBmEL)T A]-3-C &

KEIT B T B

o)
j»N(Et)z

)
O-Et

O~CH,CH,

[[ 8]

MAEMAETRIFTH A T E BT ELARTHYF
A1-AERKRAECES A2 AR =L AR5 Ly
HATa)F MY TEHHBZSI%NE R ZEZALLI M E 6N
d 4 0 A & HPLCi: 4 & 96% o

TLC(# , 50% EtOAc/2 4 ) Rf 0.25 ; 'H NMR (CDCl;, 300
MHz) d 1.13-1.22 (6H, m, N-Z % CH;), 1.25 (3H, t, T &
CHs), 1.43 (3H, t, 4 CH;), 3.38-3.45 (4H, m, N-2 # CH,),
3.52 (2H, s, OCH,CO), 4.05-4.17 (4H, m, 2xOCH,), 4.71 (2H,
s, ArCH,CO), 6.78-6.91 (3H, m, ArH)+ C;3H,;NOs= m/z: [M +
H']3 E 14 338.20 ; % 2] {4338 -

EH3. o3 [4-[(NN-ZZABTBA)F &]-3-2 &
KAICE R & B
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w ©

MABEMALETHIFTHAG T E B TESRTH S ¥
A1L-BERNKELEEAEALE AR =ZA AR =285 L e
Al F MY TEHHEIFI%NE 22 ZABHEIAY £ 6l
d 4 0 A @ HPLCi b & 99% o

TLC(# , 50% EtOAc/% %) Rf 0.25 ; '"H NMR (CDCls, 300
MHz) d 1.06-1.19 (6H, m, N-2Z # CH;), 1.14& 1.16 (2x3H, 2s,
£ % 8 CH;), 1.36 (3H, t, ¢ 4 CH;), 3.30-3.36 (4H, m, N-2
% CH,), 3.42 (2H, s, OCH,CO), 3.98-4.03 (2H, m, OCH,),

4.64 (2H, s, ArCH,CO), 4.90-4.98 (1H, m, CH), 6.71-6.84 (3H,
m, ArH) o C;9HoNOsx m/z: [M + H']3+ & {5 352.22 ; & 38 {4 ‘

352 - a
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7 42 X C

o)
OH . o OH
r H
OH NS o
NaH NN Naom ©
—— —_—
DMF H,0
Cc1
on OH K
N
' N X NN cl ~~
N o |
/ ©
_—
—_—
PPTS o CsCO;3
OH NN
Ho " 7 ER
0
0
(071 c3

o 0
I N NN wth v ) e e N 10':2Pd/c N
7 DCM 0 NZ n-7% &%
HO NN /u\o N N
| ° & | ° cs ° 4

) e HCl(EHBXIVIR =m )z & #

M A8 K — B (81.0 g» 0.74 mol) &£ DMF (1.5 mL) ¥ 8§ 3% i &
T —MBEHF EHFZBHH LIERPTLELE KB A - M4
NaH(60%%& & #)(29 g 0.73 mo)Z B ey v A L ki » — &
AXARBHE(HZHERIMELDBE)E A L-2F K (72
mL> 074 mol) - ¥ ZRERAMWPBHLBRREIFEALLES 9B

PR N
2Fm e
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MEZRBREGUEAN—MBEHEF _CXTEY > RRBF
FooRRFROGX)ARKERZEL N NaOH (3x)» # H kiK%
I 4 A 6 N HCI#: 1t £ pH~13 H # £ & # % ] 2 DCM(3x) °
ZDCME B ARFR(X) RBRELTLEM K REALTT £
BREEB BRI —eh Ry B e hHiEiE— "B
BRI RI0%NCEBRTE/CR vk REATTFTEh i
B 1413 51268 g2 Clth & & ik 4 -

(2) & C2LEMKX(VIR'=F F)x # #
# — 10% NaOH (128 mL > 0.320 mol) X & Aw A A 47 & ok &

¥ 65 C1(26.8 g 0.176 mol)§ & — & & (50%# &k ¥ 2 K &)
(176 mL » 0.160 mo)&y iR &4 - ¥ ZRE RS W EHBR
THEAEEEEBREFTE  ~15) % e A 150 mLey & 48 k1
BRCZREDLEINZRBRETRTHEAEARBERE -

M E R e R AW A LB T OB gk (4x) B KR R I A
KEEERE AL B pH~3%E B L A ERE T E T E (3x)-
WA CBRLEBAB R R REBREZTEMRAK RAEELET
THRAEFABFEI2g2C28h8 & E 8 -

(3) e #HC3 (&4 XUDR MR =% )% # 4
#% PPTS (0.47 g» 1.87 mmol)im A — 18 C2(3.27 g’ 1.44 mmol)

FAEBEZ]L-REO0 mL)EZRF o 3%k £S50C
f& & e
EEETHI-ABEOEHERY AR LEHELMAIN
HCI(3x)~sa fo st BE B 40 2 R (3x)~ R Bk (1x)¥ ik » R BB
A 7

5%7':6{{\%7]( yed T H#HZ IR ’kll‘i‘?%lﬁv7wb/\#@l’/(»*£@

K
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B o #iEkethibi21351.7¢gx2C305 8 & k4 -
(4) o #HCaE# X JUIDR'\ER*=F £ > R2ZuR=z £)x &
-

# 8% B 48 (10 g»30.7 mmol)Aw A — 18 C3(1.70 g» 6.36 mmol)

A RE (100 mL)sy ix i F - ¥ H 105 4% > jw A 2-% -N,N-
—Z X TR O.95mL > 6.91 mmol)it H # 38 & 4 £ 60C
he B AR o

THRBIR  HEZnRBERRLTALEALFT TERLR
B ZREMAETRER > LG $]0.82 gz Ca4t4y &
& mK o
(5) e HCSx & Hm

# T kiR (0.21 mL > 2.84 mmol)im A A 47 & k5 ¥ 2 Ch

(0.512 g» 1.40 mmol)#% % DCM (50 mL) & w # (0.35 mL > 4.33
mmol)é’] /&/&“4” ﬂd‘wyfk/ﬁi A#@#’%’J‘*Hﬂ’ffllﬁfi-ﬂ;éirx@/m

o

fe
B

£
HZBEHMBIAN_CT X TEFEIR]NHCI (3x)- 44 fn 5
BB R R (3x) ~ AMAK(Ix) s BB AX)F %k - KRIE AR
BMETEMAKAREALZ FTHZEHRNERRIF0517 ¢=C5
Mt B AR -
6) L& thizx & &
# —18C5(0.167 g> 0.394 mmol) & # 1- 7 82 (25 mL) &9 X &

T oo AmANALl-% B R RE 2 10% Pd/C(20 mg)  # H # 28 psi
ARATHER - 1D BBEBEZPUCHBBRLERS — k-5 82
# 2 10% Pd/C(20 mg)#k 3 > # H A28 psifL & F & & 4 A3

85549 -35-



1290466

NEF o HPU/CBESBBRAREALZE TR ELER > REMNZ
AR EREECR S FHIALIAFI0O mgx 48 £ & B K
My e

HE O AESHAT A T A E L E#H -
EH4B. b a: [4-[(NNN-— A BTPT®mA)PA]-3-A
XKL B H B
(1) fedHCl(EHKXAVIR'=5F )2 # t

f— X — 8 (100.1 g> 0.91 mol)ix# A& (1 L)ey iR & ¥+
BB AR ZE e N BB 47 (125.1 g 0.91 mol); #1-

A K (90.0 mL > 0.92 mol)fw A\ F] B A # H 1% 3X R & 8 &

,rl,; °
—BEERRAYANET R LTI RBINCRELRE  AAE

THAEZBS®R RZEWARBEA_CRAIBHE > AAB
Kk (4x) KIBEFEREINNaOH - s £ AR K EMAG6N
HCIB L ZpH~1EM AL AW ERE _CEATLEB T AARK
BEXTEMARKREELETEREER KX hKkpda—o6"
BRI > RI0%TCHRTE/CRTR REALET X
B s B 44 13 8145 g (0.30 mol » 32% & )X Cleg#h g &

TLC(# , 20% EtOAc/& ¥ ) Rf 0.67 ; '"H NMR (DMSO-ds,
300 MHz): & 0.90 (t, 3H), 1.64 (q, 2H), 3.80 (t, 2H), 6.61-
6.81 (m, 4H), 8.70 (s, 1H) -

(2) b CEHX(VIR =6 £)x # #
- A ks FERAL LEAM K ¥ 2CL(100 g 0.657
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mol) i & — & B (50%% K F 2 75 % )(67 mL - 0.648 mol)#y i&
Sty o BEBmiERFEE MM AL10% NaOH# i % (52 ¢
NaOH#e # 500 mL % # F & ¥ » 1.30mol) - # 3% B & % &4

RHERBARAFERIREETR

M IR E R A LB T B (4x) ol B KR R Ry
#HMAO6NHCIE L A 2 pH~3 RSB AL EAHERZELHE T
BE(BX) e MBI LB LEABRTR  HEEZTXBR A B A
EZEZ TR LE#H %1532 70 g(0.31 mol > 47% % % )8y C2%
oy 4o & B B2 o

'"H NMR (DMSO-ds, 300 MHz): 8 0.90 (t, 3H), 1.64 (q, 2H),
3.79 (t, 2H), 4.79 (s, 1H), 5.58 (bs, 1H), 6.63-6.71 (m, 2H),
6.85 (s, 1H), 8.77 (s, 1H), 12.3 (bs, 1H) -
(3) A4 C3(&L&#4 X IR MR*=% )z & 4

#F PPTS(7.5 g 29.8 mmol)im X — 18 C2(70 g 0.289 mol)
AR EZI-BEGSOmML) AR T #E B E£S50C vk & e

EEETHI-AEOHBERY  REALBKRLEBEHEL
A1 N HCI(3x) ~ 48 = 2% BR & &4 75 & (3x) ~ & B K (1x)i¥ 2k >
RIBEUXNREEZTERAK - EEETTHZEHN IR RERZ
B EREER > R AIF F]55 g(0.20 mol > 71% &
)y C3sh & & B B¢ -

TLC(# , 50% EtOAc/T 4% ) Rf 0.56 ; '"H NMR (DMSO-ds,
300 MHz): & 0.69 (t, 3H), 0.86 (t, 3H), 1.43 (q, 2H), 1.64 (q,
2H), 3.79 (t, 2H), 3.89 (t, 2H), 4.89 (d, 1H), 5.76 (d, 1H),
6.63-6.69 (m, 2H), 6.84 (s, 1H), 8.80 (s, 1H) -
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(4) b mCa(E#KXJIDR'@R*=m & > R?uR3=z £)x #
il
Mz B 47 (95 g2 0.69 mol)4 12 sm A — 18 C3(85 g 0.32 mol)

m i ABEGIOmL)ERRY - REBEMZ RS MHEOT -
RH L EmAN2-R-NN-— 2T & ¢ & Iz (43.5 mL » 0.32
mol)it H A 3% R &R &4 £ 60C /w3448 BF -
THRRIREMZRBTFER LA EALA T TERELR
oo KT RADREAEER 5 E ML IF 50 g(0.13
mol » 46% & £ )2 C4eh & & k4 o
TLC(# , 50% EtOAc/@ %) Rf 0.18 ; '"H NMR (DMSO-ds,
300 MHz): § 0.70 (t, 3H), 0.87-0.96 (m, 6H), 1.03-1.09 (m,
3H), 1.44 (q, 2H), 1.64 (q, 2H), 3.17-3.26 (m, 4H), 3.82 (t,
2H), 3.88 (t, 2H), 4.66 (s, 2H), 4.95 (d, 1H), 5.86 (d, 1H), 6.71
(d, 1H), 6.78 (d, 1H), 6.92 (s, 1H) -
(5) e HC5x # #
FE AP vk F 2 C4(50 g0 0.13 mol)ix # DCM(600 mL)

B vt %€ (30 mL» 0.37 mol)#y ix & ¥ > Aw A Z &% % (20 mL> 0.27
mol) s WERBERAGYBEHBRALAKLET R E T8 -
EEETHAEZRRRY  REAXA T EALBHE > N
IN HCI(5x) ~ fa o 58 BR & #8 i5 & (4x) > R Bk (1x)iF ik » &
BABRBEZTLEBR K BEEHALETERBFE—% &
mR o RBEEAEHEER 5 M & 61k F 550 g(0.12
mol > 91%ZE F) CS5ah F &4y o

TLC(#, 50% EtOAc/@ %) Rf 0.31; '"H NMR (DMSO-ds,

85549 -38-



1290466

300 MHz): § 0.70 (t, 3H), 0.87-0.96 (m, 6H), 1.03-1.09 (m,
3H), 1.44 (q, 2H), 1.64 (q, 2H), 2.02 (s, 3H), 3.17-3.26 (m,
4H), 3.84 (m, 2H), 3.95 (m, 2H), 4.71 (s, 2H), 5.73 (s, 1H),
6.76 (d, 1H), 6.90 (d, 1H), 6.99 (s, 1H) -
(6) i&daz & Bk

# — 8 C5(50 g 0.12 mol)#& # 1-7 & (200 mL) % &4 & &

TN AL-F BE R BE 2 10% PA/C(5 g) > # HA32psif 4

(_3\

TEEZAEMASIE - ¥ PUCHBERS —HR1-F
& Z10%Pd/C(2g)#H# > £ HA30psiB A THEE Z# A
4B BE —HILBEBFPICEBE IR EAALY TR £
LRahl REBAZEDRERER » W kit 238 ¢
(0.10 mol » 87% & £ ) 489 & & s K 4 -

TLC(#, 50% EtOAc/Z #) Rf 0.41 ; '"H NMR (DMSO-dg,

i
Pt

300 MHz): & 0.78 (t, 3H), 0.86-0.96 (m, 6H), 1.06 (t, 3H),
1.49 (q, 2H), 1.64 (q, 2H), 3.17-3.26 (m, 4H), 3.48 (s, 2H),
3.82 (t, 2H), 3.90 (t, 2H), 4.64 (s, 2H), 6.65-6.79 (m, 2H),
6.80 (s, 1H) » HPLC (RP, 10-70% Z Ak /&, % 64 4%, 214 nm)
EHFFRATS5H 4, & HPLCH Z 100% -
EHS. AeHm5:[4-[(NN-—mEABTFmA)F &]-3-2 &
XA1T # T B

MAETH200F %> A2-£-NN-= & £ 2 & it ] K 2- 8
NN-ZZ A Cmfer REBILEWEG4%E %) o

'H NMR (DMSO-dg, 300 MHz): 6 0.69-0.80 (m,6H), 1.09 (t,
3H), 1.24 (t 3H), 1.37-1.47 (m, 4H), 3.09-3.17 (m, 4H), 3.46
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(s, 2H), 3.90-4.02 (m, 4H), 4.66 (s, 2H), 6.65 (m, 2H), 6.78 (s,
IH) - HPLC (RP, 30-90%Z f§ /7, % 6% 4%, 214 nm) %4 # o
M13.20% 4%, @ HPLC#: & 97% -
HH6. b Hm6: [4-[(NN-—AAKTFTEL)?T &]-3-2 &
X AT ® & B

A EP LI F ik A2-£-NN-— & £ 2 & it A& 2-5
-NN-—Z E T REBILEHWOSI%E %) -

'H NMR (DMSO-dg, 300 MHz):8 0.81-0.91 (m, 9H), 1.36 (t,
3H), 1.46-1.66 (m, 6H), 3.20-3.29 (m, 4H), 3.60 (s, 2H), 3.99-
4.07 (m, 4H), 4.78 (s, 2H), 6.77 (m, 2H), 6.91 (s, 1H) » HPLC
(RP, 30-90%Z B /7K, #6548, 214 nm)#4s 3 05 1 3.57 % 4%,
@& HPLC#: & 100% o
BEHT. eHT1: [4-[(N-TE-N-FE BT a)? 4]-3-
CARXRKITERE A B

FATH L6y F ik A2-8-N-T £ -N-F £ 2 8 fir ] & 2-
R-NN-—ZRTmlk > REBLEHT(88%E %) -

'H NMR (DMSO-ds, 300 MHz):8 0.89 (t, 3H), 1.28 (dt, 3H),
1.36 (t, 3H), 1.60 (q, 2H), 2.92 (d, 3H), 3.35 (m, 2H), 3.60 (s
2H), 3.99-4.07 (m, 4H), 4.77 (s, 2H), 6.79 (m, 2H), 6.91 (s,
IH) - HPLC (RP, 30-90%Z Ak /7K, 2 6% 48, 214 nm) 4 # &5
M12.45% 48, @ HPLC# & 99% o
o8 e #m8:[4-[(N-TA-N-BEBETFTEHmA)? & ]-3-
CAXK|TH T B

AR EH260 F ik A2-R-N-2Z £-N-5 £ 2 8 fie B 2-
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A-NN-—ZEmhe > REHILSHE (64%F %) -

'H NMR (DMSO-dg, 300 MHz):5 0.88 (m, 3H), 1.05 (t,
15H), 1.21 (m, 4.5H), 1.36 (t, 3H), 1.47-1.65 (m, 2H), 3.21-
3.41 (m, 4H), 3.59 (s, 2H), 4.00-4.14 (m, 4H), 4.77 (d, 2H),
6.77 (m, 2H), 6.90 (s, 1H) - HPLC (RP, 30-90% Z B/, #6
S 4%, 214 nm) 4k #HaF R 2.814 48, & HPLC%4 & 95% - |
EH9. ey [4-[(N-TZA-N-mA B FTmA)? &]-3-
LAKXAE|LB A B

AT L F ik A2-8-N-2 A-N-& £ ¢ & g ;R K 2-
A-NN-—C X Cmlr REHBLEHI (92%F £) -

'H NMR (DMSO-dg, 300 MHz):5 0.89 (m, 6H), 1.12 (dt,
3H), 1.36 (t, 3H), 1.47-0.167 (m, 4H), 3.21-3.39 (m, 4H), 3.60
(s, 2H), 4.77 (d, 2H), 6.79 (m, 2H), 6.91 (s, 1H) - HPLC (RP,
30-90% 2 fE /7K, #6445, 214 nm)d # B B 2.955 4, &
HPLC#: & 100% -
T H10. Moo 10 [4-[(NN-=—F A fc P £)7 &]-3-5 .
A XAl ® ®BEs .
(1) 2-T4-[(NNN-— F Al PEE A)F & 1-3-5 & X 4L 1-2-£ 4

o BR Iﬁﬁa(lo D)-Zﬁzfﬁ
A A EHABRAMMN F ik > AR EHILSHC(R2.49 g

9.28 mmol) ~ & & (60 mL) - % & 47 (2.55 g » 18.5 mmol) -
N,N-=— ¥ X T & e (1.42 g 11.5 mmol) » & & 4 4 4 4 10-D

(1.4 g)-
TLC(# , 50% EtOAc/Z % ) Rf 0.11 ; '"H NMR (DMSO-ds,
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300 MHz):8 0.71 (t, 3H), 0.89 (t, 3H), 1.44 (g, 2H), 1.65 (q,
2H), 2.75 (s, 3H), 2.91 (s, 3H), 3.80-3.91 (m, 4H), 4.69 (s,
2H), 4.95 (d, 1H), 5.86 (d, 1H), 6.72 (d, 1H), 6.77 (d, 1H),
6.91 (s, 1H) »

(2) 2-[4-[((NN-— P Al P X )P & 1-3- & X £ ]1-2-2 8

2. B & E(10-BYx & 4
A EHIBRAG)H F ik AR EHIL L 410-D(1.4¢g >

3.96 mmol) ~ DCM(100 mL) ~ wt % (1.0 mL » 12.4 mmol) ~ &
Z & % (0.55 mL » 7.44 mmol) > 2 % # 1t 4 4 10-E(1.4 g) -

TLC(# , 50% EtOAc/@ %) Rf 0.20 ; 'H NMR (DMSO-ds,
300 MHz):8 0.71 (t, 3H), 0.89 (t, 3H), 1.44 (q, 2H), 1.65 (q,
2H), 2.03 (s, 3H), 2.75 (s, 3H), 2.91 (s, 3H), 3.84 (t, 2H), 3.95
(m, 2H), 4.74 (s, 2H), 4.95 (d, 1H), 5.68 (s, 1H), 6.76 (d, 1H),
6.83 (d, 1H), 6.95 (s, 1H) -
(3) & Hm10x & A&

REFTHWABRA(6)M F A 8 A K T LA H10-E> 44
fte#ml0Of # 44 & B 22 (0.80 g » 2.37 mmol) »

TLC(# , 50% EtOAc/& % ) Rf 0.17 ; '"H NMR (DMSO-ds,

300 MHz):8 0.71 (t, 3H), 0.89 (t, 3H), 1.44 (g, 2H), 1.65 (q,
2H), 2.75 (s, 3H), 2.91 (s, 3H), 3.48 (s, 2H), 3.84 (t, 2H), 3.90
(t, 2H), 4.67 (s, 2H), 6.64 (d, 1H), 6.70 (d, 1H), 6.79 (s, 1H) -
HPLC (RP 10-70% 2 B /7, % 6% 4%, 214 nm)#4 # 85 1] 4.23
5 4%, @ HPLC# /& 99.2% o

TH1l. e lli[4-[(N-TE-N-BA B T@mL)? &]-3-
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AERRXKX]T B F ES
(1) 2-[4-[(N-Z A -N-A A P o E)F R1-3-m A X H£1-2-%
A LB FHEA1-D)x ##

MAEFABRAMN T ik ARBEHALSHCQR2.43 g

9.06 mmol) ~ & &4 (60 mL) ~ BX 47 (2.50 g » 18.1 mmol) -
2--N-ZHA-N-B A &M (1.94g> 11.9 mmol) » & £ # 1
&4 11-D (1.75 g) -

TLC (#, 50% EtOAc/% %) Rf 0.28 ; '"H NMR (DMSO-d,

300 MHz):8 0.67-0.79 (m, 6H), 0.87-0.99 (m, 3H), 1.00-1.07 ®
(m, 3H), 1.40-1.47 (m, 4H), 1.65 (q, 2H), 3.11-3.31 (m, 4H),

3.82 (t, 2H), 3.88 (t, 2H), 4.66 (d, 2H), 4.94 (d, 1H), 5.85 (d,

1H), 6.74 (d, 1H), 6.77 (d, 1H), 6.92 (s, 1H) -

(2) 2-[4-[N-Z A -N-H X B Pas k7 &1-3-BA X £]1-2-2

B 2, lﬁ@a(llE)zﬁz'ﬁ%
AR K FIABRA ()Y F ik > A R B 446 4 4 11-D(1.70
g 4.29 mmol) » DCM(100 mL) ~ wk wz (1.0 mL » 12.4 mmol) » ‘

A L k% (0.60 mL - 4.77 mmol) > & # 4# 1t & 4 11-E(2.0 g) - ~
TLC (%, 50% EtOAc/Z %) Rf 0.49 ; '"H NMR (DMSO-ds,

300 MHz):8 0.67-0.79 (m, 6H), 0.87-0.92 (m, 3H), 1.00-1.07

(m, 3H), 1.43-1.46 (m, 4H), 1.65 (q, 2H), 2.03 (s, 3H),

3.11-3.31 (m, 4H), 3.83 (t, 2H), 3.95 (t, 2H), 4.72 (d, 2H),

5.72 (d, 1H), 6.74 (d, 1H), 6.77 (d, 1H), 6.92 (s, 1H) -

B) emllz &k
RBEFFPIABRZA(O) F iz A & R EE AL A H11-E> @4
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bl & & & &k (0.95¢g 2.50 mmol) -

TLC (#, 50% EtOAc/% %) Rf 0.49 ; '"H NMR (DMSO-ds,
300 MHz):8 0.70-0.80 (m, 6H), 0.87-0.95 (m, 4.5H), 1.05 (t,
1.5H), 1.45-1.52 (m, 4H), 1.52-1.65 (m, 2H), 3.11-3.27 (m,
4H), 3.48 (s, 2H), 3.82 (t, 2H), 3.95 (t, 2H), 4.64 (d, 2H),
6.64-6.67 (q, 2H), 6.79 (s, 1H) - HPLC (RP » 10-70% 2 ¥ /7% ,
B,645 48, 214 nm)#: 3 85 M 5.2649 4%, & HPLC# & 100% o
KH12. e&H12: [4-[(NN-— B E B TFBEA)T &]-3-8
FXKIT B H B
(1) 2-[4-[(NN-— A A BT @A )VF A ]1-3-F A L A]-2- 4

LB A E(12-D)x & 4
FAEFIABRA(M)G F ik AR BHASMC (2.27 g

8.46 mmol) ~ & & (60 mL) - % & 47 (2.50 g > 18.1 mmol) ~
2-%-N.N-— @ % T 8 fx(1.65 g 9.29 mmol) s & # # 1t & 4
12-D(1.0 g) -

TLC (#, 50% EtOAc/Z 4 ) Rf 0.36 ; '"H NMR (DMSO-ds,
300 MHz):6 0.67-0.79 (m, 6H), 0.87-0.92 (m, 3H), 1.43-1.46
(m, 4H), 1.65 (q, 2H), 2.03 (s, 3H), 3.11-3.31 (m, 4H), 3.81 (¢,
2H), 3.89 (t, 2H), 4.67 (s, 2H), 4.94 (d, 1H), 5.86 (d, 1H), 6.71
(d, 1H), 6.78 (d, 1H), 6.91 (s, 1H) »

(2) 2-[4-[((NN-— B A TFTHA)VF A]-3-A A XL ]-2-2 @
A LB A E(12-BE)x & 4
A REFABRAG)H F ik AR E WAL A 12-D (1.70

g’ 4.29 mmol) » DCM (100 mL) ~ wt wz (1.0 mL > 12.4 mmol)
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A T Bg % (0.60 mL>4.77 mmol) > & % #4644 12-E (1.0 g) -

TLC (#, 50% EtOAc/& % ) Rf 0.57 ; '"H NMR (DMSO-ds,
300 MHz):8 0.67-0.79 (m, 6H), 0.90 (t, 3H), 1.43-1.48 (m,
4H), 1.65 (q, 2H), 2.03 (s, 3H), 3.11-3.31 (m, 4H), 3.83 (,
2H), 4.73 (s, 2H), 5.72 (d, 1H), 6.74 (d, 1H), 6.85 (d, 1H),
6.96 (s, 1H) -
(3) ‘& Hmi12x & A&

RETHABRAO)S F =M AR E B L HI2-E- &5
L& 128 %5 & & &4k #%(0.80 g 2.03 mmol) »

TLC (#, 50% EtOAc/& # ) Rf 0.63 ; '"H NMR (DMSO-dq,

300 MHz):8 0.69-0.80 (m, 9H), 0.89 (t, 3H), 1.36-1.51 (m,
2H), 1.64 (q, 2H), 3.08-3.17 (m, 4H), 3.48 (s, 2H), 3.81 (t,
2H), 3.89 (t, 2H), 4.65 (s, 2H), 6.64-6.69 (m, 2H), 6.79 (s,
IH) - HPLC (RP » 10-70% T f§ /7&K, %64 4%, 214 nm)#4 & 5
M15.455 48, @& HPLC# & 100% -
13, e HI3:[4-[(N-TEA-N-FABEP@mAL)? &]-3-
AAXKIT 8 & B
(1) 2-[4-[( N-Z & -N-¥ X pr P X)F £, 1-3-5 & %X A ]-2-
AT HAE(3-D)x B4

A EFABRAMN FT % > AR E MWL S HC(2.26 g

8.42 mmol) ~ % & (60 mL) + 7 & 47 (2.50 g > 18.1 mmol) + &
2-%-N-TA-N-F X T8 (1.26 g 9.29 mmol) » & # 4# 1k
& 13-D(1.6 g) o

TLC (%, 50% EtOAc/2 %) Rf 0.16 ; '"H NMR (DMSO-ds,
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300 MHz):8 0.71 (t, 3H), 0.91 (q, 4.5H), 1.06 (t, 1.5H), 1.45
(q, 2H), 1.65 (q, 2H), 2.80 (d, 3H), 3.20-3.28 (m, 2H), 3.84 (t,
2H), 3.96 (m, 2H), 4.73 (s, 2H), 4.95 (d, 1H), 5.73 (d, 1H),
6.79 (d, 1H), 6.85 (d, 1H), 6.96 (s, 1H) «

(2) 2-[4-IN-Z A -N-F AP A IFA]-3-FAERL]-2-2

i 8, C B % 8 (13-E)x % #4
A KB ABRIA(S)M F % 0 AR 41t & 4 13-D(1.60

g’ 4.35 mmol) ~ DCM(100 mL) ~ wt »g (1.0 mL » 12.4 mmol) -
% T #i % (0.60 mL> 4.77 mmol)’ % % # 1t & 4 13-E (1.9 g) -

TLC (#, 50% EtOAc/& %) Rf 0.25 ; '"H NMR (DMSO-dg,
300 MHz):8 0.71 (t, 3H), 0.91 (q, 4.5H), 1.06 (t, 1.5H), 1.45
(q, 2H), 1.65 (q, 2H), 2.04 (s, 3H), 2.80 (d, 3H), 3.20-3.28 (m,
2H), 3.84 (t, 2H), 3.96 (m, 2H), 4.73 (s, 2H), 5.73 (s, 1H),
6.79 (d, 1H), 6.85 (d, 1H), 6.96 (s, 1H) »
(3) & Hm13x & &

REEVIABRAO) T+ A B AR ZILSHI3-E- 45
a3 A& &idmHkHm(l.5g 4.27 mmol) -

TLC (&, 50% EtOAc/Z %) Rf 0.28 ; 'H NMR (DMSO-dq,

300 MHz):8 0.78 (t, 3H), 0.90 (m, 4.5H), 1.05 (t, 1.5H), 1.48
(q, 2H), 1.64 (q, 2H), 2.80 (d, 3H), 3.20-3.28 (m, 4H), 3.48 (s,
2H), 3.82 (t, 2H), 3.89 (t, 2H), 4.65 (s, 2H), 6.65-6.69 (m, 2H),
6.79 (s, IH) « HPLC (RP» 10-70%Z B /7, 3 6% 4%, 214 nm)
B H R 4479 48, © HPLCH & 99% o

K14, &1 [4-[(N-ZA-N-B A FaL)7 &]-3-
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AR KA B, T B

# 1t 4 4 11(0.201 g 0.510 mmol)ix # (1:1)2 MeOH : #*
B FAR(OmL)F#E L it - AEMZTREMENLKBTF
e A 0.1 N NaOH (5.1 mL > 0.51 mmol)i fg R # % =8 &
Moo Ak B TFARHEBERADCMFE L - LARXRZF S AL N
HCl LB fb > £ M Z AW EREZDCMY » A AR & 7T 4
MK - EELETHEREHKR -

WHZBMEEY EHEATEQROmML) m N FEKQ2F)E R
HZREMBEAMAEIIOC HEEETHAB TR T ARE
KZAEMANERER > E64IL > A FHLEHKZIE
# 14 (170 mg » 0.465 mmol) -

TLC (#, 50% EtOAc/Z %) Rf 0.59 ; '"H NMR (CDCls, 300
MHz):8 0.82 (q, 3H), 0.94-1.20 (m, 9H), 1.52 (m, 2H), 1.74
(m, 2H), 3.22 (d, 2H), 3.34 (q, 2H), 3 45 (s, 2H), 3.89 (t, 2H),
4.07 (q, 2H), 4.63 (s, 2H), 6.68 (d, 1H), 6.76 (s, 12H), 6.81 (d,
1H) - HPLC (RP > 10-70%C Bs /7K, 364 4%, 214 nm) 4 #& 8%
M1 4.884 4%, @ HPLCH# & 95% -

BEH15. HBOAEHEERE [4-[(NNN-Z T AT E&L)
FTAI3-FTRREAIZHKR R &
W3-FaR-4-BAXA B BHEAS-AVZ 8 H

#4-F2 3 -3-F F KX ¢ X B (Sigma-Aldrich)x # & K & B
oo BB RFMA~SHEWBERB L AN ZARLERA %
FAI00C #3500 - T REX2H% - ZAARTHR X
I-BHE > B A H KA LR CEHEL LA
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BRESNIE R ~ AR~ RBEABRE®R - BB RRERRK
ETL2MAKERBRELALEARTHELER I BFEEF
TEXIAEARYE EHKRIS-A-

'H NMR (DMSO, 300 MHz):5 0.77 (3H, t, CHs), 1.47 (2H, q,
CH,), 3.44 (2H, s, ArCH,CO), 3.65 (3H, s, OCH3), 3.89 (2H, t,
OCH,), 6.60 (2H, m, ArH), 6.73 (1H, s, ArH), 8.79 (1H, s
ArOH) -

(2) [4-[(NNN-=Z A PEEX)F & 1-3-F A X AT 8 & &
Z ®
MI-FR-4-ZEARXEATCERAE(US-A)EXABERTF - £

BRF > mmA2E E2KCO30 #FR1.2% & x2-%-N,N-

—CihkCcmlE - EEABHET HZEBEITHmAEZERE

(60C)~IS B - HAHEFTBEFSZRERLAHBELE

EARTHAGYER LR FHIS%E FXR% EHHK

M- ML REMWECERER AR L ZEZHALEY -
'"H NMR (DMSO, 300 MHz):5 0.78 (3H, t, CH;), 0.94 (3H, t,

CH;), 1.05 (3H, t, CH3), 1.49 (2H » q, CH,), 3.20 (4H, m, N-
# CH;), 3.49 (2H, s, ArCH,CO), 3.66 (3H, s, OCHj;), 3.90

(2H, t, OCH,), 4.63 (2H, s, OCH,CO0), 6.72 (2H, m, ArH), 6.80

(1H, s, ArH) -

HH16. THARGRARAMRZ BEHLD £ 6 & K5

B 2 b & 4 "k A 4 X"

(1) 4t & 1 wt%

"t & 4 X! 2.0
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—RKRAES T Y LB =

= 21k 4
E A A K
(ii) i §f &0 2
"It & H X'

o/
fat
E:'

¥
b
=Y
N
¥
g“
B

A

S
B
P
oe
pusl

i
o

—RKRAS T W TR =

g 8 1L 4
E A A K
(iii)iE 4 & 3

e X
N-¥F 3 vk =% &R
R = B

E 4T A K
(iv)iE 4t &= 4

" A X!
N- ¥ X ot =& &R

s

A =B

85549
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10.0

1.2

2.25
0.0055
# g
100
wt%
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# g
/100
wt%
1.0% w/v
30% w/v

40% w/v

wt%
2.0% w/v
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40% w/v
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E 4 R K

(V) E A &5 wt%

"L At X 1.0

¥ 8 | 1.0-3.0

9p A% Rg 1.2

H ik 2.25

&, A 1t $x #Z

E 4 A K 5100
(vi)iE 4 5= 6 wt%

" e X 1.0% w/v
w2 H 10.0% w/v
4r 76 ik 10.0% w/v
BEBRY 1.2% w/v
H 2.5% wlv
&, £ 1t gn # 2

E 4T R K

(vii) % 4t & 7 wt%
"It Ee X 1.0% w/v
¥ 2k 10.0% w/v
& BERR R 1.2% w/v
H 2.5% w/v
£, A 1L 4 i# &

E 4T A ok

(viii) i & & 8 wt%
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"It & 4 X! 1.0% w/v
® &k 30% w/v
kB &K X BR R E 1.2% w/v
H ik 1.67% w/v
& 4.1t 4 #H ¥

E 4 A K

(ix)E 4t & 9 wt%

"t & X! 4.0% w/v
= 8 20% w/v
gp B fig 2.4% wlv
H d 2.5% w/v
B 0.03% w/v
0.1N & £ 1t 44 # g ZpH 8
E AR K

(x)iE 4t ew 10 wt%
"t e X 10.0% w/v
F/R =B H b B 10.0% w/v
HEBEY 1.2% w/v
H h 2.5% w/v
&, F A 4 #HE

E 4T R K

(xi)iE 4t & 11 wt%
e X 5.0% w/v
¥R Z B b B 15.0% w/v
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HeEBEE 1.2% w/v

H il 2.5% w/v

& A 1L 4 i

E 4T F K

(xii) & & & 12 wt%

"It & X! 10% w/v
Miglyol® 810 5.0-10.0% w/v
ERBRBE 0.5-1.0% w/v
DMPG 0.1% w/v

H il 2.25% w/v
R i E

E 4 A Kk

Pz HABRSTAEEAZBERAEFLRAE G R &
FiEREF o Blhe > RBFEIEH EIZ AL S W LE) A B S T A
TR FEREM -

¥ —L-o-B A5 & W5 2 60% (9P B A8 ) (2.40 g) ~ # i (98%)
(2.50 g) (=% % % B Sigma-Aldrich) ~ & 8 (99%) (0.03 g)
(Fluka-Sigma-Aldrich » Buchs, Switzerland) ¥z % # F &K (71.1
M RAEMUROOC M EINRZTEEBR—FTERARR - F
LR R RS R E R w01 N NaOH# & pH1E 38 % £ pH
8- MitA 4l (4.0 g)ft % = ik (Sigma-Aldrich) (20.0 g)x &
S B EO0C LI _FEE > REMINE-—FBARLY
oo ZERAENOCEERFARAABLEIRKA LA —

Polytronfta 3 H MU R AR E#BFH SR REE —FAR
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0y R e

A — 4 R 35 H # (Microfluidics Corp., Newton, MA, #
WIIOS) A A2 mEE > REA X FART®R AR NS E
RERRR G ZBA R E M SRS T MK
MERFZTARER L HZERAZAE S (~12000-15000
PSR BB IR A W30 - R W~10F 09 MM AHY H
REMRLEERZE  REMBTRAEOR > RELE —KBR
& F oo

IAGAME 28 RERMFHFHFER A3 A F XA
AXF 0w REHAT AT - REWRLI R &R
EREAEBEZABERGREHRRAMARA - Ky » & AJ
TRTHEEAFSIZEREARAT R ZIRE L AEH w0
AT R s B oA
B X i E R

BIWBARAICEMEXRRFAAL F Y29 &2 8
RA XA R & H F (Amg/kgst )i b AT #8216 & 4y £ 2
RHEZHE -

B2IWBARAIEGHIAKRK T A£2004 -3 &
5'J‘H#Z?rﬁifiéé’i?ﬁ%%@'ﬁfdﬁﬁ’f’aﬂ(ﬂ%ﬁfﬂf%)%ﬂ%'ﬁ?&%—i
e EFRRRR AR IMAE R B OB REBR -
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2~ FXEAHE
ABRPGREEA AN EFLGD W HE R BH2 S RE X
Bz mb R F i

FE ~ RXEAHR

The invention provides compounds compositions and methods useful for inducing

or maintaining general anesthesia or sedation in mammals.
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®-HBEREE :
(ARBEREES (2 ) H-
(DDAREKBZAHREFREGERSA

B RREALERE A TR TR

R2
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NAYY 2114270 5t %41 9 3% %
NE" @k EAREEBRARO6 £ T A)

B-PHFEAEE £ R AEE)EA
96. 7. 25
1. —#E2HEKIDLsH
RZ
Oj"i“Ra
(o]
o-R!
O\R4
0 ¢y
*F

R'Z & (C2-Co)te % ~ (C2-Co) % £ ~ (C2-Co) %k & & (C3-Cy)
BR(C-Com LRI HFHEL
R*ZR’Z % %t (C1-Co)kt & ~ (C2-Ce)H & ~ A (C2-Co)
e RaRZHFRESR M
RZ & (C1-Co)tr & ~ (C2-Co)¥ & ~ &R (Cy-Co)k & 8 &,
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