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1 SGLTICMI 

mntcmmwm^Ls s-x 

Xfi*f£BRlZfrfrZ S G L T 1 zm^tzik-sm*. 

t/c. 

mwz&ttzM^>(Dttmte&z£z£:fe.(Dmms i&miz&ttzmms 9 
-Dhz>^t LT© 
Mi^: t/c, 

S G L T 1 ^PlSt^b^tHi. 

but, mWtki&TWMtLTs )i^bW^S0tX(iSISP#ijfum(c^^^li 

wikomwrnt. ^mm^iikomwo^m^z^xM 
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mv&Zo (D^m<D$m#©fc#>©usi ̂  
LT:fc;lfflT,l)?)o d]lfilj±s fleg^^K J^SSls 

£ •M t Z> *§-£oIIMf 1£(D tc tsb (D H£y t L T M m T? & & 0 

[0066] bizmimizm 
Bits £ ft £ (C PS M £ ft £ t CDT? tt ft IN0 

[0067] ##$]£ LTs -fbn1^ ( I ) (D-a^y5/i:^:^'to 

[0068] ( I ) J^TtC^-TT.^-A 1 IZVt^Tm&TZZttf-eZZo 

Xdp-A1 jb-n^ ( I ) (DMls. 

[0069] [>fb15] 

MOMO^wiPr 

Br-^^Br 

1 

3> TMSCI 
4) /r-BuLi 
5) 4-bromobenzaldehyde 
THF. -ao°c 

f-BuMejSiH 
TMSOTf 
HaCXIeq) ^ 

MeCN OAc 6 
2) n-hexylamine 

H2I 2NXV 
10 

I 
, N.. 

2HCI 

EDC HCI. HOBt HjO, Ft3N 
DMF 

H O i 

Va~M-
EtjN. MeOH, H20 

H O 

rNA^ 
o A H 

compound (I) 

[0070] MOM : ^ h^r^^fJk TMS: h >J * ?)\,*/ >J JU) 

&mm 1 
[0071] ib^ti (i) 

Xjg1 : it^3 (DM& 

'fb'n^ 1 (95. Og, 281mmo I) ©jh7tKP77V (139 

5 m L) TJl^ymmnT. (2 

. 6 6 M, 1 1 1 mL) ?;-7 5 —7 2°C(Ct4 5Wt^TU-7 5 



) 30 '£ '( s 'HS£' L ) 170 "£ '( s 'HS9' L ) 66 "2 '( ZH 9 "9 = f 'P 'H£ ) L 

6 '0 '( ZH 9 "9 = T 'P 'HS£' I ) 176 "0 '( ZH 9 '9 = T 'P 'HS9"L ) £6 "0 : 8 

( wdd 00-0 ) si/U : (9P-0SI/\ia 'ZHIAI 00S ) MN Hi 

(6 0 L • 

L) ^£>21 [W£P£!fi21 ( 
A/A) L : 9 ^ L : o L ' i : o z=/\(— r bi- : vir*pcm£] 

H (6 L L L ) 

°^nis^ris>r^s^ (n^oss) 

r,o i^mwm n^o 
gg) <XIH ̂  (i w o o t) IIWFIAI L 2is>p °-^ n 11^21 

W^D^IUJO g 3<IIH 21s* °^nis^ris>r^s^ ^n# 

gf*o?3 (i^ogg) <XIH ^ (i w Q g 2) n H 4-^rW^-

I/\II2IMI^ °^nis^ris>r^s^ 

21 (-|W17£9) <X1H35^ °^"¥« (I o 

ww^ -gg '669 *g) <^zir^xfH ^d?%(2io0gs 

wQ?La^0 L "¥D?^ ( I o UJ UJ L -QZ '60 L ' Z ) < £ * '21 

*><^n$^2i (iuj8ie L) 

(i^oe^i) <xirn ̂  (n^oei7 

D ^21$^ °^n#if#o L — gz-ni^awgi 

£01 2.210,3 z. - ~g z. - (~i w o o *) ( 

|OUJUJ60e 'Bz ' L g) d q,^ZX<vlD„£- P Ivf °-/1 

#lfN^0 ZX2)OaZ L 9 L L i21Q0S L 9 

(l^eg L 'IAI 9 9 ~Z) ^4 + VY<,^ riir^„£-U 

p °^n #1^g L i^0 L i21 o0c L — 9 z. — n g i2io0e 

i 9A- ^ (I OUJUJ9 6 3 *6 L ^e) ,H fi • (\ * fi 

H ^\ii °^n#i^o sx2io0e z.-~9 z.e^^0 

l i 21Q, £ L 8 L — (1^0017) ^ 4H ^0 (I 

o w w g 6 3 '680 1) #!*<&£ £X21Q0S L -~ 

S9t£S0/H0Z<IfAI3d 61. /.8/.6II/H0Z OAV 
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1H, septet, J = 6.6 Hz ), 3.15 ( 1H, dd, J = 8.9 and 4.0 Hz ), 3.25 

( 1.35H, s ), 3.26 ( 1.65H, s ), 3.29-3.38 ( 1H, m ), 3.41-3.47 ( 1 

H, m ), 3.57-3.60 ( 1H, m ), 3.65-3.72 ( 2H, m ), 4.70-4.78 ( 1H, 

m, exchangeable with D20 ), 4.87 ( 0.55H, d, J= 5.5 Hz, exchangeable w 

ith D20 ), 4.88 ( 0.45H, d, J = 5.8 Hz, exchangeable with D20 ), 5.03 

( 0.55H, d, J = 5.5 Hz, exchangeable with D20 ), 5.04 ( 0.45H, d, J = 

5.5 Hz, exchangeable with D20 ), 5.44 ( 1H, s ), 5.63 ( 1H, br s, exch 

angeable with D20 ), 6.66 ( 0.45H, s ), 6.67 ( 0.55H, s ), 7.15-7.24 

( 2H, m ), 7.32 ( 0.55H, s ), 7.38 ( 0.45H, s ), 7.46-7.53 ( 2H, m ) 

, 8.80 ( 0.55H, s, exchangeable with D20 ), 8.82 ( 0.45H, s, exchangea 

ble wi th D20 ). 

13C NMR ( 125 MHz, DMS0-d6 ) : DMS0-d6( 39.5 ppm ) 

8 : 23.4, 23.5, 23.7, 27.46, 27.54, 48.5, 48.6, 56.20, 56.22, 59.7, 5 

9.8, 69.26, 69.32, 73.8, 76.2, 81.1, 102.2, 102.3, 114.3, 114.4, 120. 

0, 120.1, 120.5, 127.5, 127.6, 129.0, 129.1, 129.3, 130.87, 130.90, 1 

41.9, 142.1, 148.3, 148.4, 154.8. 

MS ESI/APCI dual posi, m/z : 551 [(M+2)+Na]+, 549 (M+Na)+. 

MS ESI/APCI dual nega, m/z : 527 [(M+2) — H]~, 525 (M-H)". 

2 

[0072] Ii 2 : 

(8. 9 2 g ) (D^)Vy (30. OmL) mmzs ( 

12. 8 m L) 2 2-2 7°C(CT 2 30t^4 0^i#L/co SlSl 

£7jQK>mCT)££PU 7.K (3 0. OmL) DAT1 0^1#^ 

(5 0. OmL) £jQx./c0 TKJI^ KJUXV (5 0 

. OmL) (CTtt!±!U MtikM L/CQ 2 MJ^ 

It (5 0. OmL) (CT3 0&;#, 31 K U 0 

(5 0. OmL) , K U V (5 0. OmL) ICTJU&Sfc 

n. 02 
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g) izxmm, 31LTfl£j5£t) (1 2 

. 1 g) £t#/c0 ^'J 7A^• 7 h^77 <- i^*y-

y :Bm^)U=2. : 1 (v/v) (CT)^l±l] left U ^t)4 (1. 1 Og) 

77^: LTt#/co 

!H NMR ( 500 MHz, CDCL3) : TMS ( 0.00 ppm ) 

8 : 1.06 ( 1.95H, d, J = 6.9 Hz ), 1.10 ( 1.05H, d, J = 6.7 Hz ), 1.1 

5 ( 1.05H, d, J = 6.7 Hz ), 1.18 ( 1.95H, d, J = 6.9 Hz ), 1.55 ( 1.0 

5H, s ), 1.92 ( 1.95H, s ), 1.96 ( 1.05H, s ), 1.98 ( 1.95H, s ), 2.0 

5 ( 3H, s ), 2.06 ( 1.95H, s ), 2.07 ( 1.05H, s ), 2.34 ( 1.95H, s ), 

2.35 ( 1.05H, s ), 3.04-3.13 ( 0.35H, m ), 3.08 ( 1.95H, s ), 3.17 

( 0.65H, septet, J = 6.9 Hz ), 3.27 ( 1.05H, s ), 3.30 ( 1.95H, s ), 

3.37 ( 1.05H, s ), 3.98-4.09 ( 2H, m ), 4.36-4.46 ( 1H, m ), 5.13-

5.21 ( 1H, m ), 5.25-5.33 ( 1H, m ), 5.44 ( 0.65H, s ), 5.46 ( 0.35H 

, s ), 5.54 ( 0.35H, t, J = 9.6 Hz ), 5.56 ( 0.65H, t, J = 9.6 Hz ), 

6.92 ( 0.65H, s ), 6.95 ( 0.35H, s ), 7.03-7.08 ( 0.7H, apparent d a 

s part of AA'XX' system, J = 8.2 Hz ), 7.12 — 7.16 ( 1. 3H, apparent d 

as part of AA'XX' system, J = 8.5 Hz ), 7.38 ( 0.65H, s ), 7.39-7.43 

( 0.7H, apparent d as part of AA'XX' system, J = 8.8 Hz ), 7.42 ( 0. 

35H, s ), 7.43 — 7.46 ( 1.3H, apparent d as part of AA'XX' system, J = 

8.2 Hz ). 

13C NMR ( 125 MHz, CDC L3 ) : CDC L3( 77.0 ppm ) 

8 : 20.1, 20.4, 20.59, 20.62, 20.7, 21.3, 21.4, 22.9, 23.5, 23.8, 24. 

3, 28.5, 49.7, 49.8, 56.8, 57.1, 62.4, 68.69, 68.72, 68.78, 68.81, 71 

.4, 71.5, 72.5, 72.6, 80.4, 101.2, 121.37, 121.43, 122.1, 122.4, 124. 

5, 124.8, 128.5, 128.6, 128.7, 129.4, 131.4, 134.7, 135.2, 140.7, 140 

.8, 148.5, 148.6, 149.61, 149.64, 168.9, 169.0, 169.20, 169.24, 169.7 

, 170.0, 170.1, 170.5. 

MS ESI/APCI dual posi, m/z : 761 [(M+2)+Na]+, 759 (M+Na)+, 756 [(M+2) + 
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NHJ+, 754 (M+NHJ+. 

##00 3 

[0073] I*M3 : 4k-£M5 (DU& 

4 (9. 6 2 g) CD Zlz h — h U JU (96. OmL) t e r 

t (6. 0 7 g ) (0. 2 3 5 mL) 

s 7joK>£(CT)££p L/c0 £ h U 7n * $ yxjlfrym. K U 

(10. 1 m L) ^ 1 ~7°C(CT 1 5-11 

°C(CT10t^1 5^i#L/c0 MHV (1 0 0 m L) d 

(5 0. OmL) ICT2 0&&U 

fco L Tiffed JU 7 

^ (9. 2 9 g ) £f#/c o 114^1 ̂  'J 7 A ̂  P 7 h ̂  7 7 < -

[/sdpHt> : Mtx51>'U=2 : 1% 1:1 (v/v) % g^l^JUCTjUI&^di 

] izttu d. 12g) %mtc0 

'H NMR ( 500 MHz, DMS0-d6 ) S^llt : TMS ( 0.00 ppm ) 

8 : 0.92 ( 3H, d, J = 6.7 Hz ), 1.02 ( 3H, d, J = 6.7 Hz ), 1.73 ( 3H 

, s ), 1.93 ( 3H, s ), 1.99 ( 3H, s ), 2.01 ( 3H, s ), 2.90 ( 1H, sep 

tet, J = 6.7 Hz ), 3.83, 3.90 ( 2H, AB quartet, J = 15.9 Hz ), 4.00-

4.11 ( 3H, m ), 4.91 ( 1H, d, J = 9.7 Hz ), 5.04 ( 1H, t, J = 9.7 Hz 

), 5.26 ( 1H, t, J= 9.7 Hz ), 5.34 ( 1H, t, J = 9.7 Hz ), 6.72 ( 1H, 

s ), 6.97 — 7.03 ( 2H, apparent d as part of AA'XX' system, J = 8.4 Hz 

), 7.05 ( 1H, s ), 7.38 — 7.43 ( 2H, apparent d as part of AA'XX' sys 

tern, J = 8.4 Hz ), 9.34 ( 1H, s, exchangeable with D20 ). 

13C NMR ( 125 MHz, DMS0-d6 ) S^llt : DMS0-d6( 39.5 ppm ) 

8 : 20.1, 20.3, 20.4, 20.5, 23.3, 23.8, 28.4, 36.8, 62.4, 68.5, 71.5, 

72.8, 73.8, 74.6, 112.4, 118.6, 119.8, 126.9, 130.3, 130.6, 130.9, 1 

41.3, 148.1, 154.5, 168.6, 169.4, 169.6, 170.1 

MS ESI/APCI dual posi, m/z : 659 [(M+2)+Na]+, 657 (M+Na)+. 

MS (ESI/APCI dual nega, m/z : 635 [(M+2)-H]-, 633 (M-H)-. 
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## #U 4 

[0074] XfM4 : <b^tl6©£!^ 

( 1 7 0 g , 0. 2 68mo I) ©N, N->>7f K 

(8 5 mL) (111g, 0. 804mol) 

(5 0. 1 m L, 0. 8 04mo I ) £6#jWT3JD*.fc0 J5 

J&$I^tl£^lCT6 0#^3 0#m&Ls hJUx> (8 5 2 mL) <h7j< (1 

. 7 L) %j]\l7Ltc0 d*I^TK (8 5 3 mL) T2 0&&U 

1 0%J&fcj-b'J0A7mfc (4 2 6 m L) U 

(2 0 3 g 

) £?#fc0 U P"7 h^77 -f - : Mt 

x^>/U=3 : 2 (v/v) ] ICttU Mfe©7f^7 77 (1 7 0g) £*§ 

fco -fV7°PAy-JU (10 2 OmL) U 1 0M1# U ?# 

e>ftfd6ll£3l5L $£'JtU ^b^6 (1 0 8g) LTt#/c0 

'H NMR (300 MHz, CDCL3) : TMS ( 0.00 ppm ) 

8: 1.04 (3 H, d, J = 6.8 Hz), 1.09 (3H, d, J = 6.8 Hz), 1.76 (3H, s) 

, 2.01 (3H, s), 2.05 (3H, s), 2.06 (3H, s), 2.91-3.06 (1H, m), 3.80 

-3.88 (4H, m), 3.91 (2H, d, J = 5.1 Hz), 4.06- 4.18 (1H, m), 4.20-

4.31 (1H, m), 4.82-4.93 (1H, m), 5.15-5.43 (3H, m), 6.77 (1H, s), 6 

.92 (2H, d, J = 8.6 Hz), 7.11 (1H, s), 7.36 (2H, d, J = 8.6 Hz). 

MS ESI/APCI dual posi, m/z : 671[M+Na]+, 666[M+NHJ+ 

5 

[0075] I*M5 : 

4b^t)6 (27. 7 g , 42. 7mmol) <D7iz h- h IUU (8 3. 0 

mL) h 'J — o — h 'J JlfrX? -f y (2. 60g, 8. 54mmol 

) . 4b-&M7 (7. 31 g, 64. Ommol), (2 3 

. 7 m L, 1 7 1 m m o I ) (0. 958g, 4. 27 

mmo I) ~7)l3ymm%Ts 8 0~8 2°C(CT40t^JpiiM;;tL 

tco 2 7°Ct-e^L/cJ5Mt(C^PP/1x>/UA (5 4. OmL) ^JPx.T"tr 
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7-f h (giiF§*I) ©Ay K (1 1. 9 g) 3l$^$^PP*,iU 

A (8 4. OmL) MLfc0 LTffciil (5 

6. 5 g) (1 5 OmL) £iQplT2. 0 MJ^It (1 OOmL 

) . (10 0 mL) lZX)\mX}m[,tc0 

do. 1 g) ICTSS&U 

iti. ;lE^#LT^||fe7;E>'U7 7 70MI (3 5. 1 g) £f#fc0 

[0076] (1 3 OmL) lz®& Lfc®mz^**>Jl,T $ > ( 

4. 5 3 g, 44. 8mmol) £JPPLT. U 5 5 

°ClZZ^*y-y (1 9 5 m L) £ip*.fc0 >4>££&-fU 4 1 °C(CTffl0H0<h 

L T ft'pll 8 (0. 004 g) »JP U 2 1 ~ 4 1 °C(CT 4 0#^ 4 7 

#L/c0 */i!±!L/c®{*£P&3l3®m. ?l$^$7K7K>§(CT^iPL/c^drHt> 

[3 : 2 (v/v) ] (1 5 OmL) (CT&;#L/c0 

tcumw^mj±mrn[,xm^mw(Dit^m8 (2 6. 7 9) £?#£„ 
'H NMR ( 500 MHz, CDCL3 ) S^llt : TMS ( 0.00 ppm ) 

8 : 0.82 ( 3H, t, J = 7.3 Hz ), 1. 02 ( 3H, d, J = 6.9 Hz ), 1. 07 ( 3H 

, d, J = 6.9 Hz ), 1.09-1.16 ( 4H, m ), 1.16-1.24 ( 2H, m ), 1.27 ( 

6H, s ), 1.43-1.54 ( 2H, m ), 1.76 ( 3H, s ), 2.00 ( 3H, s ), 2.047 

( 3H, s ), 2.052 ( 3H, s ), 2.59-2.66 ( 2H, m ), 3.01 ( 1H, septet, 

J = 6.9 Hz ), 3.80-3.85 ( 1H, m ), 3.84 ( 3H, s ), 3.91, 3.93 ( 2H, 

AB quartet, J = 16.1 Hz ), 4.13 ( 1H, dd, J = 12.3 and 2.1 Hz ), 4.2 

5 ( 1H, dd, J = 12.3 and 4.6 Hz ), 4.85 ( 1H, d, J = 9.5 Hz ), 5.22 ( 

1H, t, J = 9.5 Hz ), 5.33 ( 1H, t, J = 9.5 Hz ), 5.41 ( 1H, t, J = 9 

.5 Hz ), 6.29 ( 1H, d, JAB= 16.3 Hz ), 6.44 ( 1H, d, JAB = 16.3 Hz ), 6 

.50 ( 3H, br s, exchangeable with D20 ), 6.76 ( 1H, s ), 6.92 — 6.97 ( 

2H, apparent d as part of AA'XX' system, J = 8.0 Hz ), 7.12 ( 1H, s ) 

, 7.20 — 7.25 ( 2H, apparent d as part of AA'XX' system, J = 8. 0 Hz ). 

13C NMR ( 125 MHz, CDC L3 ) S^llt : CDC L3( 77.0 ppm ) 

8 : 13.9, 20.4, 20.65, 20.68, 20.8, 22.4, 23.5, 23.7, 25.9, 26.2, 28. 
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6, 29.3, 31.2, 38.1, 39.8, 45.5, 55.7, 62.4, 68.8, 71.6, 74.4, 74.7, 

76.1, 108.4, 121.3, 125.7, 126.0, 128.4, 129.5, 130.8, 135.2, 136.8, 

140.2, 149.4, 156.6, 169.0, 169.6, 170.4, 170.8, 183.1. 

MS ESI/APCI dual posi, m/z : 784 (M+H)+, 705 [(M-C6H15N)+Na]+. 

MS ESI/APCI dual nega, m/z : 681 [(M —C6H15N) —H]-. 

6 

[0077] : 

8 (1 1 Og) (5 5 5 m L) 1 MJ^St (2 

2 2mL) mwxxmny,tc0 i 
m (2 2 2mL) ^ ̂ ̂ zxmm, 

(1 0 5 g ) 

'H NMR (300 MHz, CDCL3) : TMS ( 0.00 ppm ) 

8 : 1.03 (3H, d, J = 6.8 Hz), 1.09 (3H, d, J = 6.8 Hz), 1.76 (3H, s), 

2.00 (3H, s), 2.05 (3H, s), 2.06 (3H, s), 2.95-3.10 (1H, m), 3.79-

3.83 (1H, m), 3.84 (3H, s), 3.87-4.01 (2H, m), 4.07-4.18 (2H, m), 4 

.20-4.29 (1H, m), 4.86 (1H, d, J = 9.5 Hz), 5.22 (1H, t, J=9.3 Hz), 

5.29-5.45 (2H, m), 6.30-6.38 (1H, m), 6.40-6.48 (1H, m), 6.77 (1H, 

s) 6.98 (2H, d, J = 8.2 Hz), 7.12 (1H, s), 7.22-7.29 (2H, m). 

7 
[0078] I*M7 : 1 OWm 

9 (104. 6 g , 0. 1 0 4 m o I K 10 (46. 4 g 

, 0. 182mol) 0N,N-i/7 K (1 0 5 0 m L) 

tC 1 — tl h'P^Vl/h U yV-Jl 1 TKfflt) (HOBt • H20) (3 2. 

2 g , 0. 2 1 0 m o I ) % &tfN-i^U-N' - 3 - V* $ J 7° 

• $ K±mlt±m (E D C • H C I ) (40. 3g, 0. 210 

mo I) 1ST'-L/co SJ^A>S(C7K (5 2 OmL) 

h (1 0 5 OmL) -e2 0ft|±lL/co 5 h U 

t7A7K;^ (5 2 OmL) T3 0&&U ^7K?«^ ̂  
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11 (126. 9 g) ^7^77^^: LTt# 

tCo 

!H NMR (300 MHz, CDCL3) : TMS ( 0.00 ppm ) 

8 : 1.05 (3H, d, J = 6.8 Hz), 1.10 (3H, d, J = 6.8 Hz), 1.38 (6H, s), 

1.49 (6H, s), 1.77 (3H, s), 2.00 (3H, s), 2.05 (3H, s), 2.06 (3H, s) 

, 2.21 (6H, s), 3.04 (1H, quin, J = 6.8 Hz), 3.38-3.49 (2H, m), 3.78 

-3.83 (1H, m), 3.85 (3H, s), 3.87-4.04 (2H, m), 4.08-4.18 (1H, m), 

4.18-4.30 (1H, m), 4.87 (1H, d, J = 9.5 Hz), 5.16-5.27 (1H, m), 5. 

28-5.44 (2H, m), 6.30 (1H, d, J = 16.2 Hz), 6.51 (1H, d, J = 16.2 Hz 

), 6.77 (1H, s), 7.01 (2H, d, J = 8.2 Hz), 7.13 (1H, s), 7.32 (2H, d, 

J = 8.2 Hz). 

##0J8 

[0079] I*M8 : ( I ) OMlt 

11 (1 03mg) [Ch'J $ y/%/* $ J 

m (1/1/5, 2. 5mL) i7mmsm 
U U \>V=? 

7 -f —\_<7 • P/lvJl/A* ^PP^JUA : ?<•$ J—)l= 8 : 2 (v/v) ](C{\tU 

(i) (62. img) ^ifc0 

'H NMR (600 MHz, MeOH- d4) : TMS ( 0.00 ppm ) 

8 : 1.07 (3H, d, J = 6.8 Hz), 1.09 (3H, d, J = 6.8 Hz), 1.36 (6H, s), 

1.44 (6H, s), 2.23 (6H, s), 2.41 (2H, t, J = 6.9 Hz), 3.10 (1H, sept 

et, J = 6.8 Hz), 3.26-3.30 (2H, m), 3.38-4.00 (2H, m), 3.45-3.52 ( 

1H, m), 3.54-3.60 (1H, m), 3.62-3.69 (1H, m), 3.79-3.89 (4H, m), 3 

.99 (2H, s), 4.65 (1H, d, J = 9.6 Hz), 6.39 (1H, d, J = 16.5 Hz), 6.5 

2 (1H, d, J = 16.5 Hz), 6.88 (1H, s), 7.06-7.08 (2H, m), 7.23 (1H, s 

), 7.30-7.32 (2H, m). 

MS ESI/APCI dual posi, m/z : 670[M+H]+. 

MS ESI/APCI dual nega, m/z : 704[M+Cl]-. 
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Anal. Caled for C37H55N308 • 1.0H2O : C, 64.60; H, 8.36; N, 6.11. Found : 

C, 64.50; H, 8.31; N, 6.02. 

±§E##0!J 7 tfffl Lfcs 1 0 tt&TCDX*-A 2 

Xdr-A2 Ib^tHOCDS^ 

[0080] [>fb16] 

f 

n H o -NXTNH2 ^ H o I 1) Pd-C/H2, MeOH u .. 9 J. 
• 

o 7 X CDl, CHCI3 o A H 2) HCI / IPA H 2HC! 

13 15 10 

9 

[0081] Xigl : 1 

{b"ptl 13 (5 00mg, 2. 1 1 mmo I) (D^P ptfUUA (5 . 0 m 
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'H NMR (300 MHz, CDCL3) : TMS ( 0.00 ppm ) 

8 : 1.53 (6H, s), 2.20 (6H, s), 2.31-2.43 (2H, m), 3.25-3.35 (2H, m 

), 5.08 (1H, s), 5.49 (1H, brs), 6.69 (1H, brs), 7.30-7.39 (5H, m). 

MS ESI/APCI dual posi, m/z : 308[M+H]+. 

MS ESI/APCI dual nega, m/z : 342[M+Cl]". 
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'H NMR (300 MHz, DMS0-d6) : TMS ( 0.00 ppm ) 

8 : 1.52 (6H, s), 2.78 (6H, s), 3.19 (2H, t, J = 5.9 Hz), 3.51 (2H, q 

, J = 5.8 Hz), 8.84 (1H, t, J = 5.4 Hz). 

OTIC, fulfil ( I ) »n R 
X?2 IZ£ V f&BEf£o 
umm 1 

SD/IGS7f h (6®Mt ; >J/<-) % 1 >r-Vmz2 
mxn. tiii^ 5%(c€;i^i±/cti-e 1 mmmm 
jEigmizte'kMffimtf 15%©at^ (MF®^ 
) ^c^-xtco is,i^tusv h¥iz 

M' L/co ^^(iiS,i^tua©^fi{S(ci;''J^SteL/co y 

0. 5% (w/v) ^JU-feJUP-X (MC) (C)^?L 

(I) ^5mL/kgM©§itiP}^U ttmtLZ 

, ^mmizlto. 5%MC0^gP^lfco (I) £<fctfO. 5 

% M C (i 1 0@©&^8 0tP^Ct&^L/co 1 ^ 

KU-£f£SU 

T?££<I£[I]J|XU ItiLfco 
1 oo °c-e8 0t^^±ig'j:#^i±, $£'jtfim£}iy£u ummiztt 

f stu-n (%) 
[0083] 1 s IH2(C^t"o 

[0084] ( I ) (D&^ZX. V, rjI©;SfiM 11) J, r 

(^2) j tfiiJDUfco d©^mtcj:y, 4b^t) (I) 

LT^T-&£o<h;6^£tl/co 



WO 2014/119787 29 PCT/JP2014/052465 

m W ft gyo (Dm Ji £ * »J t & • ̂  7 $ KIZ <fc O T m% £ ft £ 
L/co 

[0085] SD/IGS7f h ( 6 •*-JIX >J/<-) % 1 tr-^mz 1 

enAtu 1 1 ammmLtc0 #ji 
"7 y h 0. 5%MC (Ci!;!) L /c P ̂  "7 $ h*^5mg/5mL/k g 

©fflfi-C*£P£-5U «fJ^^lUfc0 5 %M C (Dfa 

zmn&^btco p^s 1 mmmz, o. 5%MC(C 
(I) ^5mL/kgM©§i?gP^U -

n. nmtbx. ^mmizizo. 5%Mc©^gp^Lfc0 

?¥(CtO. 5%MC0^gP^lfco P^^HWb^t) (I) ©£-5 

em^mz^, mf^mR^umiz^btco en m^mmzs 
g©nt (MFffl, $--*>*T 

hU-£f£SU 1 20tr^mt-e 

Hlf£0JlXU ftWtfkWimms ItiLfco lf©7K^#m&. lf©;Sfim£)iy 
^ 1 oo°cx8Bmix±mm^^s mmmttm-MLs ummiztttz 
SU^ (%) 

[0086] iS,|^ip^^:HI 3 % H|4(C^t"o 

[0087] ( I ) ©^ICcfcy, rjI©;Sfi» (^3) J , T 

lf©7K^#M (^4) j ^JPL/co dCD^JMCcfcy, 4b^t) (I) #<!$& 

LT^T-&£o<h;6^£ft/co 

[0088] j^mc, fulfil (i) T-^£ft^b^t)©^bWmc£tt£££tt£. U 
mM3tz£vmwt2>o 
»P (i) ©. =?v 

7»SD/I GS7f h Mfes 

k) IZS 0. 5 %C M C-N a (tl)\s7$**s * Jin-XT h U 0 AJ&) 

7K;^(CTliML/c^b^ ( I ) (1mg/kg) £ifciP$^L/co Ht)$ 

4, immzjL-TjmmT. ^mt^^tcmz'm, 



o±>z%m\#mcDW.M>%w'&®£:CDwmmcDtiB&¥ ^i«r [17600] 
0 am >%&% 

iN>in ?mm¥&%s Lmeows® [£600] 

2 "6 + S'98 8'8 + S'frS £ '0 + L '0 Z'l + 9'I tU#fl A 

L '01 + 2 '601 g 'n + I '££ £'S + K9 6 'W + A '69 f .i * L 
*v-H/ 

£'9 + KSA £'0 + Z'O 9 '0 + 6 "f L '9 + £ 'OA E8j#fl I 

\^r M¥ • mB fjw m&ww^ 
(asop jo %) 

(^[i§2_M^P! 
¥^-S) ^ "09 ( I ) 

[ iW] [2600] 

° 4-^21 L [ 1600] 

11 punoduioo HO 
HO. A ,OH 

HO 
HO^\ O 
HO^NAN 

H H 

[Z.L^>] [0600] 

i L 

<2rOiO*£^ii21 9 L L9£ L/I0030M ^12lM^I*y ^22 [6800] 
O 

-i n HPS ̂  * H - * .<* i * i 21 9 0 -o3 0V H 
°^n fi 

/$# °^/n^riT2i (ooo e i dvxv^<^h/.H sI/M 

/S^M-OI^IT H -

T2i^2s^^n^^>[^¥ii^a)iuj o °^n 

S9t£S0/H0Z<IfAL3d oe /.8/.6II/H0Z OAV 



WO 2014/119787 31 PCT/JP2014/052465 

mm 1 

(M^) 
( I ) 10mg 

?LH 700mg 

=1 — yX$— ̂  274mg 

H P C- L 16mg 

1000mg 

(M&) 
5$ ( I ) =!-> 

2 0 >( y i/zKD&ZlHzmTo ztib&vmM&fltizrM'ST 

Zo 51^ KP^>7°P ¥)lt)lU-X (HPC-L) 7X^5^^ 

MU mi (flLI±lL^i 7U10. 5 ~ 1 mm) Ltc'ijk, 3£*£f 

5oi^^ (12 / 6 o * v *> ^) xmmLII^O 
%£%%><> 

mrnm 2 

$,$• ( I ) 10mg 

?LH 79mg 

Zi — yx^—^ 10mg 

X "r 7 U >Sfe~7 ^ *-> 3 A 1M 

100mg 

(M&) 
5fc (i) T^£ft£-fb£-ti£¥lJt£6 0^ >> ^©/^wca-to P-> 

Xf-^&l 2 0 ?(yisiL(D&Z>l\lzmto ZtlbtX^T7'J yM^y^Ss 

OA&VME&mizrE'ST&o 1 Ofeifcl 00mg^5§{|ii^^ytiZf 
•tejvizftmr&o 
mmm3 



LUGS [S600] 

l<2#ikitma>Ti£if 
°<2%mmcD 6 UJ 0 g L n oct% 

xnnm%vc><**6±m<rx 

*o 9 3 (mvorH-^ 
PO EN-OIAIO (I) £ 

(¥<M) 
6ai0gi 

rag] B N -OIAIO 

6wg v0A|l< fiZ^^ 

6w0g r-nir^sHs°|^ 

6ui06 WIS 
6ui0i W&muzmz- ( I ) £ #W 

0 ?r £WM% im z 4- ̂  3 ̂ 0 irer 
*li0ligfi 

°i:4-if3^2nr^ 

6UJ0 g L0^r ^nsisni^ia (^<^<^09/2 
D o<^4-fm "lira 

(1-OdH) r-Dir^ir0^ D/K^CLS °£ 

K-IZ CD 3* 
(¥<M) 

6W0SI 

Ew£ 1-OdH 

601317 

6H06 m* 

6mgi G^q><2r1*£l£a (I) £ &W 

°% £^%y>wa)±r3 

S9t£S0/H0Z<IfAL3d /.8/.6II/H0Z OAV 



WO 2014/119787 33 PCT/JP2014/052465 

Ltctf-O Xs 



(I) 

C£A>- ( I ) ^£gi^(^q> £4-51^ LUGS 

^W-
LUGS 

izmmn 

[LMl^lI] 

S9t£S0/H0Z<IfAL3d /.8/.6II/H0Z OAV 


