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(s, 6H, 2 x CH3), 3.06 (s, 2H, CH,0), 3.65 (s, 6H, 2 x OCHj), 6.62-6.79 (m, 4H,
PhCH), 7.02-7.46 (242, 8H, PhCH); >C-NMR (75 MHz, CDCl;) 22.6 (2 x CH3),
43.5 (C(CH3)y), 55.1 (2 x OCH3), 85.9 (CPhs), [125.3, 126.7, 127.7, 128.2, 129.1,

130.0, 136.0, 144.9, 158.4 (Ph), HEF0E#], 182.2 (C=0).
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'H-NMR (300
MHz, CDCl3) 1.16 (s, 6H, 2 x CH3), 3.02 (t, J 6.0, 2H, CH,S), 3.09 (s, 2H, CH;0),
3.66 (t, J 6.0, 2H, CH,0H), 3.72 (s, 6H, 2 x OCHj), 6.74-6.78 (m, 4H, PhCH), 7.09-
7.36 (2&v2, 84, PhCH); *C-NMR (75 MHz, CDCl;) 22.9 (CH3, 2 x CH3), 31.7 (CHa,
CH,S), 51.0 (PU# C, C(CHs),), 55.2 (CHs, 2 x OCH3), 61.9 (CHa, CH,OH), 70.0
(CH,, CH,0), 85.8 (WU# C., CPhs), [113.0 (CH, Ph), 126.7 (CH, Ph), 127.7 (CH, Ph),
128,2 (CH, Ph), 130.1 (CH, Ph), % T ®#], [135.9 (W#% C, Ph), 144,8 (W C,
Ph), 158.4 (P4#% C, Ph), %+ E# ], 205.0 (M4 C, C=0).
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'H-NMR (300 MHz, CDCl3) 1.11 s,
6H, 2 x CHj3), 1.91-2.05 (m, 2H), 2.31-2.59 (m, 2H), 3.06 (m, 2H, CH.S), 3.08 (s, 2H,
CH;ODMTY), 3.69 (s, 6H, 2 x OCHj), 3.83-4.28 (2&v%, TH, CH,0, NCH,Ph, 4’-H, 2
x 5°-H), 5.71 (br s, 1H, NH), 6.18 (m, 1H, 1’-H), 6.69-6.80 (m, 4H, PhCH), 7.02-7.31
(A&7, 13H, PhCH), 7.90 (s, 1H), 8.01 (s, 1H), 8.23 (s, 2H, NH)); *P-NMR (61 MHz,
CDCl;) 8.82, 8.99.
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[0]?%=+4.2° (¢ 1.0, CHCl;) ; R;= 0.29 (4% MeOH in CH,Cl,); 'H-

NMR (300 MHz, DMSO-d6) 1.10 (s, 6H, 2 x CHj3), 2.02-2.14 (m, 2H, 2 x 3°-H),
2.41-2.55 (m, 2H, 2 x 2°-H), 3.01 (t, J 6.4, 2H, CH.S), 3.43 (d, J 5.0, 2H, CH,0H),
3.75-4.07 % 0"4.18-4.29 (A& v %, TH, CH,0, NCH,Ph, 4>-H, 2 x 5’-H), 5.02 (t, J 5.0,
1H, OH), 5.62 (m, 1H, NH), 6.25 (t,J 5.1, 1H, 1’-H), 7.16-7.36 (R&v%, TH, PhH,
NH,), 8.14 (s, 1H), 8.26 (s, 1H); >C-NMR (75 MHz, DMSO0-d6) 21.8 (2 x CH3), 25.9
B 1826.0 (CHa, 3°-C), 28.2 %2 1%28.3 (CH,, CH,S), 30.9 5% 1% 31.0 (CHy, 2°-C), 44.2
(CH,, NCH,Ph), 51.7 (4% C, C(CHs),), 63.75%1%63.8 (CH,, CH,0), 66.8 (CH,, m,
5°-C), 68.3 (CH,, CH,0H), 78.9 (CH, m, 4’-C), 84.2 (CH, 1’-C), 118.9 (lu# C),
[126.5 (CH, Ph), 127.2 (CH, Ph), 128.1 (CH, Ph), % F»## ], 138.8 and 138.9
(CH), 140.5 and 140.6 (P4#% C), 148.9 (M4#% C), 152.3 (CH), 155.0 (M4#% C), 204.0
(M4 C, C=0); *P-NMR (61 MHz, DMSO-d6) 9.86, 9.95; m/z (FAB") 563 (2), 306
(76), 153 (100); HRMS 565.2034 ([M+H]". C24H340sNsPS E3K 565.1998); HPLC
tg = 3.52 min (20% TEAC 20 mM in MeCN); UV (EtOH 95%) Amax = 259 (Emax
15900), Amin = 224 (Emin 7200).
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'H-NMR (400 MHz, CDCl3) 1.24 (s, 6H, 2 x
CHj3), 3.19 (s, 2H, CH,0), 7.2-7.5 (m, 15H, C¢Hs).
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'H-NMR (400 MHz,
CDCls) 1.20 (s, 6H, 2 x CH3), 3.05 (t, J = 6.4 Hz, 2H, CH,S), 3.15 (s, 2H, CH,OTr),
3.69 (t,J = 6.4 Hz, 2H, CH,0H), 7.3-7.9 (m, 15H, C¢Hs).
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'H-NMR (400

MHz, CDCl3) 1.17 (m, 2 x CH; + BT (CH3;CH;)3N), 2.9 (m, 3 %l (CH;CH;)3N ),

3.12 (t,J = 6.8 Hz, 2H, CH,S), 3.37 (s, 2H, CH,OTr), 3.90 (m, 2H, CH,OP), 7.2-7.6

(m, 15H, CsHs), 9.9 (m, @3 (CH;CH,);NH); *'P-NMR (161 MHz, CDCl;) 3.85 (5).
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goooooano

'"H-NMR (400 MHz, DMSO-dy) 1.06 (s, 3H, CH3), 1.33 (s, 3H,
CH;), 1.47 (s, 3H, CH;), 3.6 (m, 2H, H-5°, H-5"’), 4.1 (m, 1H, H-4"), 4.41 (d, 1H, H-
3’, J=3.2 Hz), 5.16 (t, 1H, OH-5’, ] = 4.0 Hz, D,0 & #in]§E), 5.69 (d, 1H, H-5,
J=8.0 Hz), 6.04 (s, 1H, H-1"), 7.14-7.19 (bd, 2H, NH,, D,O X% #f2n[§E), 7.74 (d,
1H, H-6,J = 8.0 Hz); LC/MS Scan ES- 296 (M-H), Scan ES+ 298 M+H)", Anax =
280.7 nm.
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'H-NMR (400 MHz, DMSO-dy) 1.03

(s, 3H, CH3), 1.30 (s, 3H, CH3), 1.42 (s, 3H, CH3), 3.5 (m, 2H, H-5’, H-5"), 3.71 (s,
6H, 2 x OCHj), 4.0 (d, 1H, H-4, J = 3.2 Hz), 436 (d, 1H, H-3", J= 2.8 Hz), 5.1 (m,
1H, OH-5", D,0 Zs#n[fE), 5.90 (s, 1H, H-17), 6.2 (m, 1H, H-5), 6.8-7.2 (m,

13H, DMTY), 7.6 (m, 1H, H-6), 8.32 (s, 1H, NH, D,0 % #5]f€) ; LC/MS Scan

ES- 598 (M-HY’, Amaxt = 231.7 nm, Amaxz 283.7 nm.
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'H-NMR (400

MHz, CDCl3) 1.21 (m, 9H, 3 CH3), 1.42 (s, 3H, CH3), 1.60 (s, 3H, CHj3), 3.13 (m, 2H,
CHS), 3.17 (m, 2H, CH,OTr), 3.79 (s, 6H, 2 x OCHs), 4.1 (m, 2H, CH,OP), 4.2-4.3
(m, 3H, H-5’, H-5”, H-4"), 5.09 (d, 1H, H-3’, J="7.6 Hz), 5.89 (d, 1H, H-5,J=5.6
Hz), 6.0 (m, 1H, H-1°), 6.8-7.7 (m, 29 H, Tr, DMTr, H-6); *P-NMR (161 MHz,
CDCl;) 7.92, 8.55; LC/MS Scan ES+ 1066 (M+H)", Scan ES- 1064 (M-H)".
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'H-NMR (400 MHz, CDCl;) 1.1-1.2 (m, 9H, 3 CH3), 1.40 (s,

3H, CH;), 1.59 (s, 3H, CH3), 2.9-3.2 (m, 4H, CH,OTr, CH,08), 3.76 (s, 6H, 2 x
OCH;), 3.9-4.4 (m, 8H, CH,OP, CH,N, H-3’, H-4", H-5", H-5°"), 5.0 (m, 1H, H-5),
6.0 (2s, 1H, H-1°), 6.7-7.7 (m, 34 H, Tr, DMTr, C¢HsCHa, H-6); *P-NMR (161
MHz, CDCl;) 8.40, 8.8.68; LC/MS Scan ES+ 1171 (M+H)".
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goooogag

'H-NMR (400
MHz, DMSO-d6) 0.92 (s, 3H, CH;), 1.10 (s, 6H, 2 x CH3), 3.0 (m, 2H, CH.S), 3.33
(m, 1H, H-3"), 3.56 (s, 2H, CH,0H), 3.8-4.0 % 1*4.05-4.25 (R4v%, TH, CH,OP,
NCH,Ph, H-4’, H-5’ RO H-5""), 4.9 (m, 1H, OH-3", J = 5.4 Hz, D,0 5 # vl ),
5.07 (s, 1H, OH-2’, D,O%#"]#8), 5.3 (m, 1H, CH,0H, D,0 &t nfg),
5.6-5.7 (m, 2H, H-5 R T’"NH, D,0 Z#t7f#E), 5.91 (s, 1H, H-17), 7.3-7.4 (R&v2,
7H, PhH, NH, D,0 & #tw[§ ), 7.6 (m, 1H, H-6); ’P-NMR (161 MHz, DMSO-
d6) 9.71, 9.91; HPLC tg = 4.67 min (87 f8izH7= V. 0-100% 7% b= b Y L), Amax
=274.9; LC/MS Scan ES+ 587 (M+H)".

Ooo00o0ooOoao
000000 ObOO0O0OO0DO0ODO0DOO0DODODI110 00
Ooo0o0o0Oooao
NH, NHDMTr
(1 ®
H H,, /k Hs N/KO

N (¢} N .. H
O 1)TMSCLE ) 2 Y
2) DMTrCi/ DMAP
OH H 3) TBAF 1M in THF H OH

NM107 '

93

oy

P

NM1070 10g0 38.87mmolD 0D 0 OO0 OO O OD0194mO00O0CO0O0CO0ODOOODODOGO
O4.5equ 21.6m OO0 0000000 OCOCODODOOOOOOOOOODO2003S80000
goobbD4,4"-000000000D0D0O000O01.5eq019.8g0 00 04-00 0000
oobobo.5equ2.37gu D0 O0DODOO0OO0OOOOODODODDDODOODOOOOODODODDOGO
OONaHCO;0 O D DO OOOODODDODODODOOOOOODODDOODOOOODODODONaHCO50O
goooooooobogogooboogobobooobobooooboboooobDbooo
om0 00 00O0DD0DDO0OO0O00THFO 1egD 38.87mLO0 0000 O00O0O0O0OCDODODOO
ooimMoobOOoOOoOoooooooDDbOo3ooooooboDECACcO DD ODDODODOOO
ooooobboooooooobboboboooooooobobbbooooooooobooboao
ooooO0oooU0oooDOoooooOoooDooogopo-1% Docoooooooood
3 D 00000000 DOOCO0DOO0OI110000Re 0.320 CH,CI,O O 10% MeOHO O
gooooao

Ooooooogoogooao
OO0 oooogogao

'H-NMR (400 MHz, DMSO-dj) 0.79 (s,
3H, CHj), 3.56 (m, 2H, H-5°, H-5"), 3.71 (s, 7TH, 2 x OCHj, H-4), 5.0 (m, 4H, H-3’,
OH-2’,, OH-3’, OH-5’, D,O%#in[§E ), 5.72 (s, 1H, H-1"), 6.16 (m, 1H, H-5),
6.8-7.2 (m, 13H, DMTr), 7.82 (m, 1H, H-6), 8.24 (m, 1H, NH D,0 53 #in[ ) ;
LC/MS Scan ES- 560 (M+H)", ES- 558 (M-H)’, Amax = 284.7 nm.
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oooobOoboo0oooooooobmosoccoobobobooooooobooooboooog
O000O0O0ODO0OO0OO0ODO0O0OO0O0ODO0OOBMNH,CIDODDODODODODoOoBSMODODOOOGOY
NHCID O OODODODODODODODODDODOOOOooODOooDODOoooO3o0o0ooooDoDOoaDo
gogoboooooooooobboooooooooobobooooobooooboobooboao
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'H-NMR
(400 MHz, DMSO) 0.8 (m, 3H, CHj3), 1.14 &2 T*1.06 (2s, 6H, 2 CH3), 3.06 (m, 2H,
CH;S), 3.16 (m, 2H, CH,OTr), 3.5 (m, 1H, H-3"), 3.70 (m, 6H, 2 OCHj), 3.90 (m, ,
1H, H-4%), 4.03 (m, 2H, CH,OP), 4.24 (m, 2H, H-5", H-5"), 5.30 &2 T*5.04 (2ms, 2H,
OH-2’ R 0'OH-3’, D,O &3 #t vk ), 5.78 (m, 1H, H-17), 5.98 (m, 1H, P-H), 6.22
(m, 1H, H-5), 7.0-7.5 (m, 16 H, Tr), 8.32 (m, 1H, H-6); *P-NMR (161 MHz, DMSO)
9.17, 9.65; LC/MS Scan ES+ 1026 (M+H)", Amax= 282.7 nm.
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'H-NMR (400 MHz, DMSO) 0.79 (s, 3H, CH3), 1.13 &% T¥1.06 (2s, 6H, 2
CHj), 3.05 (m, 4H, CH>OTr, CH,08), 3.51 (m, 1H, H-3"), 3.69 (s, 6H, 2 x OCH3),
3.87 (m, 3H, CH,OP, CHyN, H-3"), 4.08 (m, 2H, H-5°, H-5""), 5.19 &2 T}5.0 (2m, 2H,
OH-2' TR T OH-3, D,0%#amTi8), 5.67 (m, 1H, NH, D,0 25wl ), 5.75
(2s, 1H, H-17), 6.21 (m, 1H, H-5), 6.7-7.5 (m, 34 H, Tr, DMTr, C¢HsCH,, H-6); *P-
NMR (161 MHz, DMSO) 9.84, 9.69; LC/MS Scan ES+ 1132 (M+H)".
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Ooo0ooao
FW

bhit sw | R fm’ﬁ 2 Eq
2,3-PhB-NM107 - 343.1 | Solution - ~0.583 1
FAZ7x—h3 - 585.7 | 615¢g - 1.049 1.8
EDCI.HCI 98% 191.7 | 570g - 2.973 5.1
Teb= M)LK 98% - 3L - - -
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oo0oa
Fw wE | B’
HE £33 Gmol | B 1 Eq
1 gml mol
B[AT7z—M - 828.9 | 246g - 0.291 |
AcCl 99% 78.5 62.6mL 1.105 1.049 3.0*
EtOH%E Kk 98% - 3.5L* - - -
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B102: Cy4H35N,04PS 586.59gmol™

HPLC AUC (G 3B 20): 98.9% @ 254nm, Rt 3.34min

m/z (ESI +): 587.12 [M+H]* 100%; 1173.62 [2M+H]* 80%

Vmax (KBr disc) (em™): 3343.1 br (O-H, N-H); 16472 br (C=0 X—2,
FF T A5 ))

KF: 2.02% H,0 & &

Hefi e [a]n® +55.011 (c. 10.492mg cm” in DMSO)

FERbT 3B C 49.14%; H 6.01%; N 9.55%; S 5.47%; P5.28%;

Sl : C 48.74%; H 5.83%; N 9.41%; S 5.81%; P 5.33%

NMR: 'H, “C, *'P, COSY, DEPT, HSQC & ¥* HMBC 8% #H L THEHT Uiz,
'H NMR &y (400 MHz, d6-DMSO): 0.94 (3H, d, J 1.8Hz, CH3), 1.11 (6H, s,
(CH:3),C), 3.04 (2H, m, J 6.4Hz, CH,S), 3.44 (2H, d, J 5.0Hz, CH,OH), 3.60
(1H, br-m, H-3), 3.82-4.01 (5H, m, H-4’, CH,0, CH,Ph), 4.07-4.12 (1H, m,
H-5%), 4.13-4.24 (1H, m, H-5""), 4.94 (1H, t, J 5.0Hz, CH,OH), 5.07 (1H, d, J
1.8Hz, OH-2"), 5.26 (1H, t, J 6.8Hz, OH-3"), 5.64-5.76 (1H, m, P-N-H), 5.69,
5.70 (1H, 2 x d, 2 x J 7.6Hz, H-5), 5.93 (1H, br-s, H-17), 7.13-7.20 (2H, 2 x
br-s, NH,), 7.20-7.25 (1H, m, Ar-H), 7.28-7.35 (4H, m, 4 x Ar-H), 7.53, 7.57
(1H, 2 x d, J 7.6Hz, H-6)

BC NMR &¢ (100 MHz, d6-DMSO): 19.81 (CH;), 21.79 (C(CHs),), 28.17,
28.24 (CH,S), 44.18 (PhCH,), 51.62 (C(CH;),), 63.74, 63.79 (CH,0), 64.21,
64.51 (C-5%), 68.29 (CH,OH), 72.41, 72.57 (C-3"), 77.80, 77.85 (C-2"), 79.47,
(C-4°), 91.66, (C-1°), 93.82 (C-5), 126.68, 127.09, 128.08, 128.09 (5 x Ar-C),
140.34, 140.38, 140.40 (Ar-Cipso, C-6), 155.12, 165.21 (C-2, C-4), 203.85
(C=08)

3'P NMR 8p (162 MHz, d6-DMSO): 9.71, 9.91 (1P, 2 x s, k£ 1.00:1.07)
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oooooao
'H-NMR (400
MHz, DMSO0-d;0.80 (s, 3H, CH3), 1.13 (s, 6H, 2 x CHj), 3.04 (m, 2H, CH,0Tr), 3.14
(m, 2H, CH,S), 3.97-4.08 (m, 4H, H-3’, H-4’, CH,0P), 4.28-4.38 (m, 2H, H-5', H-
5’7, 5.10-5.35 (m, 2H, OH-2’, OH-3’, D,O & nl8), 5.77 (s, 1H, H-1°), 6.52
(bs, 2H, NH,, D,0O & #t 7 #g), 7.11-7.42 (m, 15H, Tr), 7.75 (s, 1H, H-8), 10.67
(bs, lH, NH, D0 Z&#7[#); "*P-NMR (161 MHz, DMSO-dy) 9.47, 9.20; LC/MS 10
Scan ES+ 764 (M+H)", Scan ES- 762 (M-H)".
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20
'H-NMR (400 MHz, DMSO-dy) 0.81

(s, 3H, CH3), 1.10 (s, 6H, 2 x CH;), 2.99-3.08 (m, 4H, CH,OTr, CH,S), 3.87-4.30 (m,
8H, H-3’, H-4’, H-5’, H-5”’ CH,OP, NCH,Ph), 5.66 (m, 1H, NH, D,0 Zs#1m] ),
5.76 (s, 1H, H-1), 6.60 (bs, 2H, NH,, D,0 %t ), 7.17-7.39 (m, 20H, Tr,
CsHsCHy), 7.77 (s, 1H, H-8); "P-NMR (161 MHz, DMSO-dg) 9.93, 9.78; LC/MS
Scan ES+ 869 (M+H)", Scan ES- 867 (M-H)".
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'H-NMR (400 MHz, DMSO-d6) 0.82 (s, 3H, CH3), 1.09 (s, 6H,
2 x CH3), 3.01 (m, 2H, CH,S), 3.42 (d, 2H, CH,0H, J = 8.0 Hz), 3.81-4.00 (m, 6H,
H-3’, H-4* CH,0P, NCH;Ph), 4.11-4.27 (m, 2H, H-5, H-5"), 4.92 (t, 1H, CH,0H, J
= 8.0 Hz, D,O%sHtAl i), 5.16 (s, 1H, OH-2, D,0 A&#tw[ ), 5.40 (m, 1H,
OH-3’, D,O % #a7] #), 5.64 (m, 1H, NH, D,0 & #tw ), 5.75 (s, 1H, H-
1°), 6.50 (bs, 2H, NH,, D,O 2 H#anlg), 7.19-7.32 (m, 5H, PhH), 7.77 (s, 1H, H- 10
8), 10.61 (bs, 1H, NH, D,O%#avI#E); *P-NMR (161 MHz, DMSO-d6) 9.91,
9.78; HPLC tg = 3.67 min (847 H 721, 0-100% 7% b= kY )b ), Amax = 251.3;
LC/MS Scan ES+ 627 (M+H)", Scan ES- 625 (M-H)".
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15% MeOHO O

'H-NMR (400 MHz,

DMSO) 1.00 (s, 3H, CHj), 1.13 (s, 6H, 2 CHj), 1.77 (s, 3H, CH3), 3.16 (m, 2H,
CH,S), 3.32 (m, 2H, CH,OTT), 3.6 (m, 1H, H-3"), 3.9 (m, 1H, H-4"), 4.0 (m, 2H,
CH,OP), 4.2-4.3 (m, 2H, H-5", H-5"), 5.21 (s, 1H, OH-2’, D,0% it 7l #), 5.40
(t, 1H, OH-3°, D0 #tal#), 5.83 (s, 1H, H-1°), 6.0 (s, 1H, P-H), 7.0-7.5 (m,
16 H, Tr, H-6); *P-NMR (161 MHz, DMSO) 9.29, 9.68; LC/MS Scan ES+ 761

(M+Na)".
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'H-NMR (400 MHz, DMSO) 0.99 (s, 3H, CH3), 1.12 (s, 6H, 2 CH3), 1.75

(s, 3H, CH3), 3.04 (m, 4H, CH,0Tr, CH>S), 3.69 (m, 1H, H-3"), 3.8-4.0 (m, 5H,

CH,OP, CH,N, H-4%), 4.0-4.2 (m, 2H, H-5’, H-5"), 5.17 (s, 1H, OH-2’, D,0 2w ),

5.3 (m, 1H, OH-3?, D05t #8), 5.7 (m, 1H, NH, D,0 5&H#tnlfg), 5.82 (s, 1H, H-1"),

7.1-7.5 (m, 21 H, Tr, C¢HsCH,, H-6); "P-NMR (161 MHz, DMSO) 9.95, 9.86;

HPLC tg=7.91 min (83BizH7z v, 0-100% 7k b= F VL), Amax = 266.7 nm;

LC/MS Scan ES+ 866 (M+Na)".
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'H-NMR (400 MHz, DMSO-d6) 0.99 (s, 3H, CH;), 1.10 (s, 6H, 2 x CH3),

1.75 (s, 3H, CH3), 3.0 (m, 2H, CH,S), 3.42 (d, 2H, CH,0H), 3.7 (m, 1H, H-3"), 3.8-
4.0 (A&7, 5H, CH,OP, NCH,Ph, H-4"), 4.0-4.3 (m, 2H, H-5’ & O* H-5""), 4.9 (m, 1H,
CH,OH, D,O%#a v g ), 5.17 (s, 1H, OH-2°, D,OZ#nT#E ), 5.3 (m, 1H,
OH-3’, D,0%HmT#E ), 5.7 (m, 1H, NH, D,0%E 7] §%), 5.81 (s, 1H, H-17),
7.2-7.4 (A&7, 6H, PhH, H-6); *P-NMR (161 MHz, DMSO-d6) 9.84, 9.90; HPLC tz
= 4.98 min (8 RNZHY | 0-100% 7+ b=k VY )L), Amax = 269.0 nm; LC/MS
Scan ES+ 602 (M+H)".
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ocooocoooO0ooDOoooobooooDOo2.3m021.7mmol0 0 -780 00000000
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1H-NMR (300 MHz, CDCI3) 1.13 (s, 6H, 2 CH3),
3.02-3.10 (m, 2H, CH2S), 3.59 (t, J 7.5, 2H, CH2), 3.58 (s, 6H, 2 x OCH3), 3.73 (t, J
7.1, 2H,CH2), 3.88-4.09 (stacks, 4H, 2 x CH2), 4.21 (t,J 7.0, 2H, CH20), 5.50 (br s,
2H, NH2), 6.67-6.78 (m, 4H, PhH), 7.04-7.38 (stack, 9H, PhH), 7.72 (s, 1H), 8.22 (s,
1H); 31P-NMR (121 MHz, CDCI3) 25.0; m/z (FAB+) 825 (1), 303 (100); HRMS
825.3171 ([M+H]+. C43H5007N6PS requires 825.3199).
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1H-NMR (300 MHz, DMSO-d6) 1.10 (s, 6H, 2 x CH3),

2.80 (t, J 7.0, 2H, CH2S), 3.43 (d, J 5.5, 2H, CH20H), 3.69 (A of AB, J 4.8, 1H, | x
CH2P), 3.71 (B of AB, J 4.8, 1H, 1 x CH2P), 3.75-3.88 (#4>7, 4H, CH20, NCH2),
3.88-4.07 (m, 2H, NCH2Ph), 4.30 (t, J 7.0, 2H, CH20), 4.97 (t, ] 6.1, 1H, OH), 5.31-
5.42 (m, 1H, NH), 7.16-7.32 (R4>%, TH, PhH, NH2), 8.09 (s, 1H), 8.13 (s, 1H); 13C-
NMR (75 MHz, DMSO-d6) 21.8 (2 x CH3), 28.4 and 28.5 (CH2, CH2S), 42.4 (CH2,
NCH2), 43.3 (CH2, NCH2), 51.7 (l4#k C, C(CH3)2), 61.7 and 61.8 (CH2, CH20),
64.6 (CH2, CH20), 68.4 (CH2, CH20), 118.5 (i} C), [126.5 (CH, Ph), 127.0 (CH,
Ph), 128.0 (CH, Ph), % T D HEK], 140.5 %1 140.6 (P4 C), 141.0 (CH), 149.4
(M9#R C), 152.3 (CH), 155.9 (14 C), 203.9 (MU#k C, C=0); 31P-NMR (121 MHz,
DMSO0-d6) 25.9; m/z (FAB+) 161 (32), 256 (42), 523 (100); HRMS 523.1899
(IM+H]+ C22H3205N6PS %K 523.1892); HPLC (C18, flow: 0.5 mL/min,
B A = TEAC 20 mM, 7k B = 20% TEAC 20 mM): tR = 5.04 min (60% A
in B), tR =27.24 min (t = 0— 10 min: 100% A; t=10— 30 min: 0 —»50% B in A; t=
30— 35 min: 50 —»100% B in A ); UV (EtOH 95%) Amax = 205 (emax 23900), Amin
=228 (emin 5400).
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'H NMR (DMSO-d;, 400 MHz) & (ppm) 0.80 (s, 3H), 0.97-
0.98 (d, J=4.26 Hz, 6H), 3.02 (m, 2H), 3.34-3.35 (m, 2H), 3.76-3.96 (m, 4H), 4.03-
4.05 (m, 2H), 4.15-4.17 (m, 2H), 4.76-4.79 (m, 1H), 5.32 (s, 1H), 5.34-5.36 (m, 1H),
5.45-5.55 (m, 1H), 5.93 (s, 1H), 7.1-7.4 (m, 7H), 8.14 (s, 1H), 8.21 (1H); *'P NMR
(DMSO-d;, 162 MHz) & (ppm) 9.75 % 7189.86 (2s); Scan ES* 611 (M+H)", A max = 258

nm; HPLC (82;fizh72v . 0-100%ACN) tg =4.79 min A max = 260.8 nm. 10
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'H NMR (400 MHz, DMSO-ds):  0.98 (s, 3H, CH;); 1.10 (s, 6H, 2 x
CH;); 3.03 (m, 2H, CH,S); 3.41 (m, 2H, CH,OH, J 5.6 Hz); 3.61 (m, 1H, H-3"); 3.8-
4.0 084.05-4.25 (R%v%, SH, NCH,Ph, H-4’, H-5* R OV H-5""); 4.05-4.25 (2 x 1H, 2 x
m, CH,OP); 4.91 (t, 1H, 3°-OH, D,O% 7 #g, ] = 5.62 Hz); 5.20 (br-s, 1H, 2’
OH. D,O% 7 f); 5.39 (a-t, 1H, CH,OH, D,O% el B, J = 7.32 Hz);
5.52 (m, 1H, H-5); 5.65 (m, 1H, PhNH, D,0%#twT#g); 5.8 (br-s, 1H, H-1°); 7.2-
7.32 (m, SH, ArH); 7.55 (a-dd, 1H, H-6); 11.37 (br-s, 1H, NH, D,O% vl 88).

3P NMR (161.8 MHz, DMSO-d): 8 9.73 J2089.98 (52:48DHESMZ X B ¥ 7 F )LL)
m/z (ES+) 588.11 (M+H)".

HPLC (Method 20): {LZ#H 99.2%, 3.48 mins.
CHN ###87:- 20 : C, 49.29, H, 595, N, 6.88, P, 5.16; C24H34N3010P8g3‘r€
C,49.06, H, 5.83, N, 7.15, P, 5.46.
[a]p® +26.3 (c, 0.571 in H,0).
Vmax (KBr): 3373 (br, NH )2 O*OH), 1682 (C=0).
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'H NMR (DMSO-ds, 400 MHz) & (ppm) 0.79 (s, 3H), 1.09
(s, 6H), 3.01-3.04 (t, J=6.53 Hz, 2H), 3.42 (s, 2H), 3.84-3.91 (m, 2H); 3.94-4.03 (m,
3H), 4.05-4.09 (m, 1H), 4.15-4.26 (m, 2H), 4.92 (s, 1H), 5.36 (s, 1H), 5.43 (t, J= 6.54
Hz, 1H), 5.62-5.71 (m, 1H), 5.94 (s, 1H), 7.18-7.22 (m, 1H), 7.25-7.30 (m, 4H), 8.08
(s, 1H), 8.10 (s, 1H), 12.15 (brs, 1H); *'P NMR (DMSO-ds, 162 MHz) & (ppm) 9.76-
9.90 (2s); Scan ES* 612(M+H)", A max = 240.7 nm; HPLC (8% flizb 720, 0-100%ACN)
tr=4.72 min A max = 243.1 nm. 30
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'H NMR (DMSO-ds, 400 MHz) § (ppm) 0.82 (d, J =2.63 Hz, 3H), 1.07 (s,

6H), 3.02 (m, 2H), 3.40-3.41 (q, J= 3.36 Hz & C'J= 1.89 Hz, 2H), 3.85-3.98 (m, 4H),
4.12 (s, 2H), 4.25 (m, 2H), 4.89-4.90 (m, 1H), 5.47 (s, 1H), 5.50 (s, 1H), 5.62-5.70
(m, 1H), 6.10 (d, J= 1.23 Hz, 1H), 7.17-7.29 (m, 5H), 8.76 (s, 1H), 8.82 (s, 1H); *'P
NMR (DMSO-ds, 162 MHz) & (ppm) 9.91 % 7%9.79 (2s); Scan ES * 630 (M+H)", A max
=260 nm; HPLC (84flicH720. 0-100%ACN) tg=4.42 min A mex = 265 nm.
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'"H NMR (400 MHz, DMSO-dj) 5 10.80 (Is, 1H,
NH), 7.80 (s, 1H, H-8), 7.33-7.18 (m, 20H, 4 C¢Hj), 6.66 (sl, 2H, NH3), 6.30 (s, 1H,
H-1°), 5.78 (m, 1H, PNH), 5.22 (m, 1H, H-3"), 4.47-4.30 (m, 2H, H-4’ & ' H-5’a),
4.20-4.05 (m, 1H, H-5’b), 3.99-3.87 (m, 4H, CH;0 K& O'CH;N), 3.10-3.03 (m, 4H,
CH,S R O'CH,0Tr), 1.27 (s, 3H, CH3), 1.11 (s, 6H, 2 CH;). *'P NMR (162 MHz,
DMSO-dj) 8 10.42 (s), 10.18 (s). LR LC/MS (M+H") 895.4 (5.57 min). UV: Amax = 253 nm.
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'H NMR (400 MHz, DMSO-dj) 510.84 (Is, 1H, NH), 7.80 (s, 1H, H-8), 7.32-
7.20 (m, SH, C¢Hs), 6.69 (Is, 2H, NH3), 6.30 (s, 1H, H-1°), 5.77 (m, 1H, PNH), 5.25
(d, 1H, H-3’, I3 = 20.0 Hz), 4.92 (Is, 1H, OH), 4.50-4.41 (s, 2H, CH,OH), 3.03 (t,
2H, CH;S, Joms.crzo = 8.0 Hz), 1.30 (s, 3H, CH;), 1.10 (s, 3H, CH3), 1.08 (s, 3H,
CHj3). *C NMR (100 MHz, DMSO-ds): § 204.4 (C=0), 154.5 (C-4), 153.1 (C-2), 10
150.7 (C-6), 140.9 (CsHs), 135.6 (C-8), 128.7-127.3 (5C, CsHs), 117.0 (C-5), 89.7 (C-
1°), 83.75% 0'83.6 (2C, C-2° R T} C-3°), 81.8 (C-4"), 68.8 (CH,0H), 65.1 (CH;0), 64.5
(C-5%), 52.2 (C(CH3),CH,0H), 44.7 (CH,N), 28.7 (CH,S), 22.3 (2C, 2 CH3), 18.3
(CHs). *'P NMR (162 MHz, DMSO-d) & 1039 (s), 10.15 (s). LR LC/MS 2M+H")
1305.4 (M+H") 653.2 (2M-H")1303.8 (M-H') 651.4 (5.57 min). HRFAB-MS
CasH34010N6PS (M+H") 3854 653.1795, E M 653.1819. UV: Amex =251 nm. Ry
0.67 (MeOH/CH,Cl, 20/80, v/v). 20
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'H NMR (400 MHz,

DMSO-dg) 8 7.77-7.20 (m, 20H, 3 CsHs, CeH,CF3 R TN H-8), 6.57 (Is, 2H, NH,), 5.84-
5.75 (m, 2H, H-1’ X T'PNH), 5.50 (m, 1H, OH-3"), 4.26-3.86 (m, 8H, H-3’, H-4’, H-
5°, CH;,OR T CH;N), 3.10 (t, 2H, CH,S, Jcras.crzo = 4.0 Hz), 3.03 (m, 2H, CH,0Tr),
1,11 (s, 6H, 2 CH3), 0,82 (s, 3H, CHj). >C NMR (100 MHz, DMSO-dj): § 204.0
(C=0), 157.2 (C-4), 154.2 (C-2), 151.3 (C-6), 145.8-143.9 (4C, 3 C¢Hs RO}
CsH4CF3), 135.6 (C-8), 129.0-120.0 (20C, 3 CsHs R T C4H4CF3), 117.0 (C-5), 91.0
(C-1), 86.1 (C(CgHs)), 80.7 (C-3°), 78.7 (C-2°), 73.3 (C-4), 70.0 (CH,OTr), 65.9
(CH,0), 64.4 (C-5"), 50.8 (C(CH3),CH,0Tr), 44.2 (CH,N), 28.8 (CH,S), 22.7 (2C, 2
CH3), 20.4 (CH3). *'P NMR (162 MHz, DMSO-ds): 8 9.80 (s), 9.64 (s). '’F NMR
(376 MHz, DMSO-dj): & - 60.8 (s). LR LC/MS (M+H") 937.3 (M-H") 935.4 (5.47
min). UV: Amax = 254 nm. R;0.61 (MeOH/CH,Cl, 15/85, v/v).
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'H NMR (400 MHz,

DMSO-dy) 8 10.54 (Is, 1H, NH), 7.75 (s, 1H, H-8), 7.75-7.52 (m, 4H, CsH,CF3), 6.50
(sl, 2H, NH>), 5.82-5.74 (m, 2H, H-1’ % T'PNH), 5.40 (m, 1H, OH-3), 5.17 (s, 1H,
OH-2),4.92 (t, 1H, OH, Jon.ciz = 4.0 Hz), 4.26-3.84 (m, 8H, H-3’, H-4’, H-5,
CH,ORTU'CH:N), 3.41 (d, 2H, CH,OH, Jcpp.0n = 4.0 Hz), 3.03 (t, 2H,CH,S, Jeros.
ctzo = 8.0 Hz), 1.07 (s, 6H, 2 CHj3), 0.82 (s, 3H, CHj). “C NMR (100 MHz, DMSO-
ds): 8 204.4 (C=0), 157.2 (C-4), 154.1 (C-2), 151.2 (C-6), 145.9 (CsH4CF3), 135.8
(C-8), 128.3-125.4 (6C, C¢H4CF3 ), 117.0 (C-5), 90.9 (C-17), 80.5 (C-3°), 78.7 (C-2),
73.2 (C-4’), 68.8 (CH,OH), 66.0 (CH,0), 64.4 (C-5), 52.2 (C(CH3),CH,0H), 44.3
(CH;N), 28.7 (CH;S), 22.3 (2C, 2 CHj3), 20.4 (CH;).*'P NMR (162 MHz, DMSO-dy):
89.62 (s), 9.77 (s). "°F NMR (376 MHz, DMSO-dj): & — 60.8 (s). LR LC/MS (M+H")
695.2 (M-H) 693.4 (4.25 min). HRFAB-MS C,H350oNgF3PS (M+H") 2 £ifii 695.1876,
HWIH695.1874. UV: Amax = 253 nm. R;0.43 (MeOH/CH,CI, 20/80, v/v).
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'H NMR (400 MHz,
DMSO-ds): 8 10.72 (Is, 1H, NH), 7.83 (s, 1H, H-8), 7.35-7.11 (m 15H, 3 C¢Hs), 6.59
(m, 2H, NH,), 6.36 (d, 1H, OH-3", J on.3» = 7.6 Hz), 6.14 (d, 1H, H-1",J;-.¢ = 18.0
Hz), 4.65 (m, 1H, H-3"), 4.40-4.33 (m, 2H, H-5"), 4.10-4.01 (m, 3H, H-4’ and CH0),
3.93 (d, 1H, CCH, *Ji.¢ = 5.6 Hz), 3.15-3.12 (m, 2H, CH,S), 3.04 (s, 2H, CH,0Tr).
3'P NMR (162 MHz, DMSO-dj): 8 9.50 (s), 9.22 (s). °’F NMR (376 MHz, DMSO-
ds): 8 -156.5 (m). LR LC/MS (B) (M+Na") 798.2 (M-H) 774.2 (4.93 min). UV: Amax
=254 nm. R;0.48 (MeOH/CH,Cl, 15/85, v/v).
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*'P NMR (162 MHz,
DMSO-ds): 8 9.95 (s) 9.80 (s). '°F NMR (376 MHz, DMSO-d): & -157.5 (m). LR
LC/MS (B) (M+H") 881.3 (M-H) 879.4 (5.18 min). UV: Amax = 254 nm. R,0.31 10
(MeOH/CH,CI, 15/85, v/v).
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'H NMR (400
MHz, DMSO-dy): 8 10.61 (Is, 1H, NH), 7.83 (s, 1H, H-8), 7.30-7.18 (m, 5H, C¢Hj),
6.60 (Is, 2H, NH>), 6.32 (m, 1H, OH-3"), 6.11%0%6.12(2d, 2 x 1H,2 H-1, Jp ¢ =
18.0 Hz), 5.68 (m, 1H, PNH), 4.93 (t, 1H, OH, Jou.ciz = 5.5 Hz), 4.61 (m, 1H, H-3), 30
4.26-4.18 (m, 2H, H-5"), 4.08 (m, 1H, H-4"), 3.98-3.82 (m, 5H, CH,0, CH,N & T}
CCH), 3.42 (d, 2H, CH,0H, Jciz.on = 5.0 Hz), 3.01 (m, 2H, CH,S), 1.09 (s, 6H, 2
CH3). >'P NMR (162 MHz, DMSO-dj): § 9.92 (s), 9.79(s). '’F NMR (376 MHz,
DMSO-djs): & -156.8 (m). LR LC/MS (B) (M+H") 639.2 (M-H) 637.3 (3.85 min).
HRFAB-MS CyH330sNFPS (M+H") F4i1ii 639.1802, J2illiit 639.1816. UV:

Amax = 253 nm. Ry 0.46 (MeOH/CH,Cl, 20/80, v/v).
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NMR 'H (250 MHz, DMSO-dj): § 12.10 (Is, 1H, NH), 11.69 (Is, 1H,
NH), 7.91 (s, 1H, H-8), 6.69 (s, 1H, OH), 5.94 (s, 1H, H-1"),4.29 (d, 1H, H-3’, Jy4 =
5.5 Hz), 3.85-3.95 (m, 3H, H-4’, H-5' R U H-5"), 2.46 (m, 1H, CH(CHj3),), 0.90-1.08
(m, 30H, iPrf& O'CH(CHj)s), 0.00 (s, 9H, Si(CH;)). LC/MS (A): (M+H") 692.4
(24.96 min). UV: Amaxi = 254 nm, Amax2 = 281 nm. R;0.34 (MeOH/CH,CI, 15/85,

v/v). 10
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NMR 'H (250 MHz, DMSO-dj): 8 12.22 (s, 1H, NH), 8.09
(s, 1H, H-8), 6.21 (d, 1H, H-1°, J..; = 15.6 Hz), 4.54 (dd, 1H, H-3’, J3-.r = 23.6 Hz,
J34 = 9.8 Hz), 4.33 (m, 1H, H-5", *Js.5» = 13.1 Hz), 4.16 (m, 1H, H-5""), 2.81 (m,
1H, CH(CHs),), 1.13-1.03 (m, 34 H, iPr K T'*CH(CH,),), 0.08 (s, 9H, Si(CH3)s, *Juu =
6.9 Hz). NMR "°F (235 MHz, DMSO-dj): 8 - 160.26 (dd, Jr.; = 16.1 Hz, J.3» = 23.3
Hz). LC/MS (A): (M+H") 694.7 (24.02 min). LRFAB-MS (GT): 694 (M+H)", 692
(M-H)". UV: Amax = 256 nm. R;0.46 (MeOH/CH,Cl, 05/95, v/v).
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NMR 'H (400 MHz, DMSO-dj): 5 12.18 (Is, 1H, NH), 11.77(ls,

1H, NH), 8.34 (s, 1H, H-8), 6.29 (d, 1H, OH-3, Jou.3» = 7.5 Hz), 6.20 (d, 1H, H-1",
Jip =162 Hz), 5.39 (t, 1H, OH-5’, Jou.s» = 5.1 Hz), 4.52 (dt, 1H, H-3’, J3.¢ =22.9
Hz), 3.98 (m, 1H, H-4"), 3.90-3.85 (m, 2H, H-5’& 0 =F =)L), 3.72 (m, 1H, H-5"),
2.52 (m, 1H, CH(CHs),), 1.14 (d, 6 H, CH(CH3)3, *Ju.n = 6.9 Hz). NMR "C (100
MHz, DMSO-d,):  180.7 (C-6), 155.3 (C-2), 148.9 (C-4), 137.3 (C-8), 120.4(C-5),

95.8 (d, C-2°, 'J,.p = 182.1 Hz), 87.7 (d, C-1°, *J,-.r = 39.2 Hz), 83.4 (d, CCH, *Jc.p =
9.1 Hz), 82.6 (C-4), 75.9 (d, CCH, %Jc.¢ = 31.2 Hz), 72.9 (d, C-3’, *J3.¢ = 19.1 Hz),
59.3 (C-5"). NMR "°F (235 MHz, DMSO-dj) & - 158.9 (m). LC/MS (A): (M+H")
380.3 (8.34 min). UV: Ama = 260 nm, Amg = 277 nm. R;0.40 (MeOH/CH,Cl,

15/85, v/v).
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NMR 'H (400 MHz, DMSO-dy): 5 10.70 (Is, 1H, NH), 7.98 (s, 1H, H-8), 6.60

(Is, 2H, NH,), 6.21 (d, 1H, OH-3’, Jon.s = 7.6 Hz), 5.83 (d, 1H, H-1", J,.5 = 16.9 Hz),
5.29 (t, 1H, OH-5", Jon.s = 5.2 Hz), 4.50 (td, 1H, H-3", J3.; = 22.8 Hz, 3.4 =9.2

Hz), 3.93-3.81 (m, 3H, H-4’, H-5’ R O* £F =)1), 3.70 (m, 1H, H-5"). NMR "*C (100
MHz, DMSO-dy):  157.2 (C-6), 154.3 (C-2), 151.05 (C-4), 135.1 (C-8), 116.7 (C-5),

96.4 (d,

C-2’, 'Jcp=182.1 Hz), 87.4 (d, C-1°, *Jc.r = 39.2 Hz), 83.1 (d, CCH, Jcr =

9.1 Hz), 82.4 (C-4), 76.2 (d, CCH, “Jc.r = 31.2 Hz), 73.2 (d, C-3°, 2Jc.p = 20.1 Hz),
59.5 (C-5’). NMR "°F (235 MHz, DMSO-dj): & -158.5 (m). LC/MS (A): (M+H")
310.1 (5.55 min). LRFAB-MS (GT): 619 2M+H)", 310 (M+H)", 152 (B+H)", 617
(2M-H)’, 308 (M-H)". UV: Amax = 254 nm.
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'H NMR (400 MHz, D,0): § 7.97 (s, 1H, H-8),
6.19 (d, 1H, H-1", *J,-5 = 16.0 Hz), 4.70 (m, H,O Fo 1H, H-3"), 4.39 (m, 1H, H-
5), 4.29-4.22 (m, 2H, H-4’ RO H-5""), 2.98 (d, 1H, TF =)l “Jyr = 5.0 Hz). 2'P
NMR (162 MHz, D,0): -10.50 (d, 1P, P,, Jp,.ps = 19.4 Hz), -11.03 (d, 1P, Py, Jpepp =
19.4 Hz), -22.38 (t, 1P, P, Jpppy = Jpppx = 19.4 Hz). NMR "°F (376 MHz. DMSO-dj):
& - 159,1 (m). LRFAB-MS (GT): 638 (M+Na)", 616 (M+H)", 594 (M-Na+2H)", 572
(M-2Na+3H)", 550 (M-3Na+4H)", 592 (M-Na), 570 (M-2Na+H), 548 (M-3Na+2H).

00000

(0 OO 13)

B30600 2°-C-0 0 0 -5-0 0 -7-000-00000000000-tBuSATE N-0O 0 0 O O
DOooDo0D00O0O00000

0oo0O0oo

gogoboooad
goooand

N N T N N
" BN L
s E " gH NN N Ly s\/\o—ﬁ Hy N NH;
\J"o—l—o"HNEg . wle )z~ n
H
H H

5 8%

j\ RUDILT=E y.cc:hl j\
N
H;,(;\/I\NJI\NH:

H N Tr
DO R PN
hHo—ﬁ/ TFA 1 CHCl K B R ﬂlw
o ¥ o

8% %

goobboOoooB3oed25mgll 6% DO OO0 O0O0ODDODOO0D4000000000DODDO0OO
oooooooooooocoboboobooooooooobboboooooooe2e-Cc-Oo00O-

O0-7-000-000000200mg0O0.67mmol0 0 0000000 DO0O0COODOODORO
oooDDaOo

10

20

30

40



(162) JP 2014-139218 A 2014.7.31

goooogag

'H NMR (DMSO-ds, 400 MHz) § (ppm) 0.90-0.91 (d, J= 2.56 Hz, 3H), 1.09 (d, J=
4.26 Hz, 6H), 3.07-3.10 (t, J= 6.66 Hz, 2H), 3.42 (d, J= 5.64 Hz, 2H), 3.86-3.99 (m,
6H), 4.10-4.15 (m, 1H), 4.15-4.20 (m, 1H), 4.90-4.93 (t, /= 5.64 Hz, 1H), 5.28 (s,
1H), 5.46-5.50 (m, 1H) 5.62-5.69 (m, 1H), 5.80 (s, 1H), 7.00 (s, 2H), 7.18-7.21 (m,
2H), 7.26-7.33 (m, 5H); >'P NMR (DMSO-dj, 162 MHz) 8 (ppm) 9.80-9.95 (2s);
Scan ES* 627 (M+H)", A max = 261.7 nm; HPLC (83 fih72 1. 0-100%ACN)
tr=3.18 min A max = 258.4 nm.
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goooogag

'H NMR (DMSO-ds, 400 MHz) & (ppm) 0.74 (s, 3H), 1.09 (s, 6H), 3.0 (t, J= 6.10 Hz,
2H), 3.42 (d, J= 5.49 Hz, 2H), 3.8-4.0 (2m, 6H), 4.04-4.11 (m, 1H), 4.24-4.17 (m,
1H), 4.90-4.93 (t, J=5.36 Hz 1H), 4.96-4.98 (d, J= 4.76 Hz, 1H), 5.31-5.36 (m, 1H),
5.57-5.67 (m, 1H), 5.93 (s, 1H), 6.21-6.26 (m, 3H), 6.76 (d, /= 22Hz, 1H), 7.19-7.23
(m, 1H), 7.27-7.32 (m, 4H), 10.34 (brs, 1H); *'P NMR (DMSO-d;, 162 MHz) & (ppm)
9.77 %.189.90 (2s); Scan ES © 626 (M+H)", A nax = 258.7 nm; HPLC(8Zlicb72 v, 10
0-100%ACN) tg =3.84 min A max = 259.6 nm.
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gooooooanb

'H NMR (DMSO-ds, 400
MHz) & (ppm) 1.09 (s, 6H), 1.15 (s, 3H), 3.00-3.05 (m, 2H), 3.30 (s, 1H), 3.42 (d, J=
6.13Hz, 2H), 3.76-3.79 (m, 1H), 3.86-3.99 (m, 6H), 4.92-4.94 (t, J= 5.40 Hz, 1H),
4.97 (s, 1H), 5.47 (m, 1H), 5.59-5.62 (m, 1H), 5.67-5.78 (m, 1H), 5.83-5.87 (m, 1H),
7.20-7.24 (m, 1H), 7.30 (m, 4H),7.66-7.71 (m, 1H), 11.32 (brs, 1H); *'P NMR
(DMSO-d;s, 162 MHz) & (ppm) 9.66 % 189.95 (2s); Scan ES™ 588 (M+H)", A max =
261.7 nm.
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3'P NMR (162 MHz, DMSO-dp): 6 9.93 (s), 9.13(s). LR LC/MS
(M+H") 521.1 (5.88 min). UV: Amex = 262 nm. R,0.21 (MeOH/CH,CI, 15/85, v/v).
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3'P NMR (162 MHz,
DMSO-ds) §9.91 (s), 9.74 (s). LR LC/MS (M+H") 869.3 (M-H") 867.7 (5.20 min).
UV: Amax = 253 nm. R;0.13 (MeOH/CH,Cl, 10/90, v/v).
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'H NMR (400 MHz, DMSO-ds) & 10.60
(m, 1H, NH), 7.90 (s, 1H, H-8), 7.30-7.19 (m, 5H, C¢Hj5), 6.47 (Is, 2H, NH), 5.72-
5.59 (m, 2H, H-1’&%O*PNH), 5.51 (d, 1H, OH-2, Jorz.1» = 8.0 Hz), 4.94-4.92 (2H,
OH-3’ TN OH), 4.28 (m, 1H, H-2"), 4.01-3.83 (m, 7H, H-4’, H-5°, CH;O R 0’ CH,N),
3.41 (m, 2H, CH,0H), 3.02 (t, 2H, CH,S, Jcws.cizo = 6.0 Hz), 1.20 (s, 3H, CHj),
1.09 (s, 6H, 2 CH;).*'P NMR (162 MHz, DMSO-ds) 6 9,86 (s), 9,72 (s). LR LC/MS
(M+H") 627.2 (M-H') 625.5 (3.87 min). HRFAB-MS C,sH3s0sN¢PS (M+H")
A 627.2002, FEHIE 627.2014.UV: Amg, = 251 nm.
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'H NMR (DMSO-d;, 400 MHz) & (ppm) 0.75 (s, 3H), 1.08-
1.09 (d, J= 3.35 Hz, 6H), 2.98-3.02 (m, 2H), 3.40-3.42 (m, 2H), 3.85-4.03 (m, SH),
4.16-4.19 (m, 2H), 4.89-4.92 (m, 1H), 5.25-5.29 (m, 2H), 5.55 (s, 1H), 5.56-5.64 (m,
1H), 7.19-7.22 (m, 1H), 7.26-7.50 (m, 7H), 8.05 (d, J= 4.32 Hz, 1H); >'P NMR
(DMSO-dj, 162 MHz) § (ppm) 9.75 % 71%9.90 (2s); '° F NMR (ds—DMSO, 235 MHz)
& (ppm) -170.70 (d, J=61.74 Hz, 1F); Scan ES * 605 (M+H)", X max = 233.7 nm;
HPLC(10%izb7zv . 0-100%ACN) tg = 4.56 min A max = 235.2 nm.
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'H NMR (DMSO-ds, 400 MHz) & (ppm) 0.66

(s, 3H), 1.02 (s, 6H), 2.95-2.98 (t, J= 6.10 Hz, 2H), 3.35 (d, J= 5.49 Hz, 2H), 3.77-

3.85 (m, 3H), 3.88-3.95 (m, 3H), 4.03-4.18 (m, 2H), 4.83-4.86 (t, /= 5.44 Hz, 1H),

5.14 (s, 1H), 5.21-5.25 (t, J= 7.40 Hz, 1H), 5.55-5.66 (m, 1H), 6.14 (s, 1H), 6.9-7.3

(m, 8H), 8.01 (s, 1H); *'P NMR (DMSO-ds, 162 MHz) & (ppm) 9.77 % 1*9.89 (2s); °

F NMR (ds~DMSO, 235 MHz) & (ppm) -166.85 (d, J =14.16 Hz, 1F); Scan ES*

628(M+H)", A max = 280.7 nm; HPLC(10 5 licH7zv . 0-100%ACN) tr =4.78 min

A max = 280.8 nm.
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'H NMR (DMSO- ds,

400 MHz) & (ppm) 1.10 (s, 6H), 1.13 (s, 3H), 3.03 (t, J= 6.42 Hz, 2H), 3.15 (d, /=
5.29 Hz, 1H), 3.42 (d, J= 5.67 Hz, 2H), 3.72-4.16 (m, 7H), 4.06-4.15 (m, 1H), 4.92 (t,
J=5.29 Hz, 1H), 5.22 (d, J= 5.29 Hz, 1H), 5.36-5.38 (2d, 1H), 5.57-5.60 (2d, 1H),
5.64-5.70 (m, 1H), 5.78-5.80 (2d, 1H), 7.20-7.31 (m, 5H), 7.60-7.64 (2d, 1H); >'P
NMR (DMSO- ds, 162 MHz) & (ppm) 9.58, 9.77 (2s); Scan ES * 610 (M+Na)", A max
=260.7 nm.
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"H NMR (DMSO- ds, 400
MHz) & (ppm) 1.09 (2 Is, 6H), 3.03-3.05 (m, 2H), 3.42 (m, 2H), 3.87-4.00 (m, 6H),

4.15-4.24 (m, 2H), 4.43-4.66 (m, 2H), 4.74 (m, 1H), 4.93 (m, 1H), 5.52 (d, J=4.36
Hz, 1H), 5.58 (m, 1H), 5.70-5.73 (m, 1H), 5.75-5.77 (d, J= 8.05 Hz, 1H), 6.52 (ls,
2H), 7.24-7.35 (m, 5H), 7.92 (2s, 1H); *'P NMR (DMSO- d;, 162 MHz) & (ppm)
9.70, 9.83 (2s); ' F NMR (d;—-DMSO0, 235 MHz) § (ppm) -235.92, -236.25 (2s);

Scan ES™ 645 (M+H)", X max = 250.7 nm HPLC (8 #lich72 v, 0-100%ACN)
t R=3.91 min )\-max = 251.1 nm.
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'H NMR (400

MHz, DMSO-ds) 8 7.77 (s, 1H, H-8), 7.58-7.17 (m, 20H, 4 C¢Hs), 6.68 (Is, 2H, NH)),
5.59 (m, 1H, PNH), 5.32 (s, 2H, OCH,N), 3.92-3.78 (m, 6H, CH,SCH,0, CH,N,
POCH,CH,0), 3.51 (t, 2H, POCH,CH,0, Jcrochz = 5.2 Hz), 3.16 (s, 2H, CH,0Tr),
3.00 (t, 2H, CH.S, Jemas-crzo = 5.6 Hz), 1.12 (s, 6H, 2 CH3). *C NMR (100 MHz,
DMSO-dy): & 204.0 (C=0), 157.2 (C-4), 154.6 (C-2), 151.8 (C-6), 143.9 (4 C, 4
CsHs), 136.9 (C-8), 128.9-127.2 ( 20C, 4 CsHs), 117.0 (C-5), 86.3 (1C, C(CsHs)s),
72.3 (OCH,N), 70.0 (CH,OTr), 68.2 (POCH,CH,0), 64.8 (POCH,CH,0), 64.2
(CH,SCH,0), 50.8 (C(CHs),), 44.7 (CH,N), 28.8 (CH,S), 22.,8 (2C, C(CH3),). *'P
NMR (162 MHz, DMSO-ds) & 9,79 (s). LR LC/MS (M+H") 797.2 (5.15 min)._ UV:
Amax = 254 nm, R;0.57 (MeOH/CH,Cl, 15/85, v/v).
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'H NMR (400 MHz,
DMSO-ds): 8 10.57 (Is, 1H, NH), 7.79 (s, 1H, H-8), 7.29-7.18 (m, SH, CsHs), 6,49 (Is,
2H, NH,), 5.55 (m, 1H, PNH), 5.33 (s, 2H, OCH;N), 4.92 (t, 1H, OH, Jou.cr2 = 5.2
Hz), 3.94-3.73 (m, 6H, CH,SCH,0, CH;N, POCH,CH,0), 3.60 (t, 2H, POCH,CH,O,
Jerp-ciz = 4.2 Hz), 3,42 (d, 2H, CH,0H, Jci.on = 4.4 Hz), 3.00 (t, 2H, CH,S, Jcuos.
ch20 = 6.4 Hz), 1.10 (s, 6H, 2 CH3). *C NMR (100 MHz, DMSO-dy): § 204.4 (C=0),
157.2 (C-4), 154.4 (C-2), 151.9 (C-6), 141.0 (1C, C4Hs), 138.1 (C-8), 128.6-127.2
(5C, CsHs), 117.0 (C-5), 72.3 (OCH,N), 68.8 (CH,0H), 68.2 (POCH,CH,0), 64.7
(POCH,CH,0), 64.2 (CH,SCH,0), 52.2 (C(CHs),), 44.7 (CH,N), 28.7 (CH,S), 22.3
(2C, C(CHs),). *'P NMR (162 MHz, DMSO-ds): § 9.76 (s). LR LC/MS (M+H")

555.9 (M-H') 553.9 (3.77 min). HRFAB-MS C;H3,0,NePS (M+H") 3HEifili 555.1791,
RN 555.1795. UV: Amax = 250 nm.
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'H NMR
(DMSO-ds, 400 MHz) & (ppm) 1.10 (s, 6H), 1.33 (d, J= 2.60 Hz, 3H), 2.05 (s, 6H),
3.01-3.04 (t, J= 6.54 Hz, 2H), 3.31 (d, J= 5.45 H, 2H), 3.85-3.90 (m, 2H), 3.94-3.99
(m, 2H), 4.09-4.11 (m, 2H), 4.21-4.23 (m, 1H), 4.90-4.93 (t, J= 5.71 Hz, 1H), 5.22
(m, 1H), 5.67-5.73 (m, 2H), 6.20(m, 1H),7.21-7.27 (m, 7H), 7.54 (m, 1H); *'P NMR
(DMSO-ds, 162 MHz) & (ppm) 9.69 %2 7X9.86 (2s); Scan ES * 671 (M+H)", A nax =
273.7 nm; HPLC (10 5 fiz2b729. 0-100%ACN) tg =5.04 min A pax =233.7
nm&*271.4 nm.

0Doo0o0oo
0 (0 00 23)
0 B3020 O O



(174) JP 2014-139218 A 2014.7.31

goooogag

B302 10

g2-C-0000O00b0bb0OO0u0bDb-tBUSATEN-O DD OOOODDOOODODO 27,3"-0
gooooooobooogoao

gugoboboouooboboouooboboouoobobooad
gooocooao

NHDMTr NHDMTF
col

N DCM N

‘ i /g TFA

N  DCM

e o M)§O 1h 9 O.
O S AR v
H NH
o sz 0O F zZ
HO OH Oﬁro 20
o)

}g 30

15
B302
71%

O
O
oooDobDoo0ooooooooboboboooooooooDbrogOODOOOOOOOO
ooooObOO0OO0oDO0oooooooobobbOoooooooooDbbbOooooooooDoDan.
O
O

OCoOO0O0O0O0oo0OO0oOoDOooOoO0s01.72g01.52mol0 000 00O OOCDOOOOODOO
ocoO01mlO0O0O0DO01,1"-0000000C00O0000D0O251mg0O 1.55mmol0 0 00O O
goooooooboobooooobbooobloooboooono

gooooao

OTLCODCMO O 8 MeOHD O OO0 OO0 OOCDOODOOORFO.35000000RFO.5600
oooobDDOO0O0DO0O0oOorPLCODODOOOTest200272nm 00000000 O0O0O0ODROC
goboo% 0D0000Re7.300000091% 0000Rt 7.9700 0 40
gebiogoooooobo29mgd 1.84mmolD 0000000 0OCDODOOCOODO0OO2400 00O
gooooao ooooODODO0OO0OO0oOodHPLCOCOODDOODOO1.5% SMO OO97.5% PO OODOAO
goooao

a

O

6209240 00 0000000000000 0000O00 140 CgsHgsN40,5PS 1157.27 gmol
“loooo



(175) JP 2014-139218 A 2014.7.31

ooooOooao
TLC (8%
MeOH in DCM): Rf 0.56; HPLC Test20 AUC: 99.5% @ 254 nm, Rt 7.97 min; m/z
(ESI-): 1155.9 [M-H]" 100%; m/z (ESI+): 1157.5 [M+H]" 100%, 1179.5 [M+Na]*

20%.
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B302: C,sH33N40,0PS 612.59gmol™’
HPLC AUC (5 3B20): 99% @ 254nm, Rt 3.83min
m/z (ESI +): 613.1 [M+H]" 100%; 1225.5 [2M+H]" 100%; 453.1 [N+H]" 95%

m/z (ESI 2): 611.4 [M-H] 80%; 1223.9 [2M-HJ 50%; 451.3 [N-H] 100%

NH,

N
757 A FN= 0 Of:/&o
R-0O
HO \NHXL
A < Rk YA o_0
B102 }. U'B234i2 DT lr

s nk {E223E : CigHoyN,OgP
ERAEE: 4521097

Vmax (KBr disc) (em™): 3346.4, 3206.5 O-H, % 7\ H-#4&; 18153 C=0
BYsEBEANLERF—; 1650.9br C=0 R—2 , FF X5 )L

KF: 1.54% H,0 &H &

Hefesers: [o]p™® +9.289 (DMSOH ¢ 10.104mg cm™)

Bl : 100~102°C B R Ok{E. 104~106°C #HEEREL. 127~135°C $5B M H T Z~D
fgzgzn\ 140~150°C ¥E&E MBI ~DOE 7 alfR, 200~210°C FROREEDE ~D

JLFAHT: AHEAE - C 49.02%; H 5.43%; N 9.15%
FHliE : C 49.30%; H 5.26%; N 9.30% - 0.26% F OTF(E FITE L= (TFARH)

NMR: 'H, “*C, *'P, COSY, TOCSY, DEPT, HSQC K U* HMBCZ{#ifi L TV 4T

gooooaad
gooooaad

H NMR &y (400 MHz, d6-DMSO): 1.11 (6H, s, (CH5);C), 1.30 (3H, br-s,
CH;), 3.04 (2H, m, CH,S), 3.44 (2H, d, J 4Hz, CH,OH), 3.87-3.92 (2H, m, CH;0),
3.94-4.01 (2H, m, CHyPh), 4.15-4.25 (2H, m, H-5°, H-5"), 4.37 (1H, br-s, H-4’), 4.95
(2H, br-s, H-3’, CH,0H), 5.75-5.77 (2H, 2 x d, J 7Hz, H-5, P-N-H), 6.07 (1H, br-s,
H-1°),7.22-7.25 (1H, m, Ar-H), 7.29-7.33 (4H, m, 4 x Ar-H), 7.39, 7.44 (2H, 2 x br-s,
NH,), 7.62 (1H, br-d, J 7THz, H-6)
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BC NMR 3¢ (100 MHz, d6-DMSO): 17.72 (CH3), 21.78 (C(CHa),),
28.13, 28.21 (CH,S), 44.17 (PhCH,), 51.62 (C(CHs),), 63.84, 63.89 (CH,0), 64.55
(C-5"), 68.29 (CH,0H), 94.23 (C-5), 126.70 (Ar-Cpara), 127.08, 128.11 (2 X Ar-Cpnetn,
2 X Ar-Conno), 140.35, 140.38 (Ar-Cipso), 152.73, 154.45 (C-2, C-4), 165.69 (C-6),
203.87 (C=08). C-1’, C-2’, C-3’, C-4’ KT C=0 FR—2 5 A LITLEHY,
B Ehizh ol
3'p NMR 8p (162 MHz, d6-DMSO): 9.80, 9.94 (1P, 2 x s, H: 1.15:1.00)
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TLC (Ffg =1 ): Rf 0.24; HPLC Test20

AUC: 97% @ 272 nm, Rt 9.46 min; m/z (ESI-): 1329.29 {M-H]" 100%; m/z (ESI+):

1331.68
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[M+H]" 25%, 303.16 [DMTr]" 100%.
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B234: Cy0H4N50,0PS 685.73gmol™
HPLC AUC (Fi#k #BR20): 99% @ 254nm, Rt 3.33min
m/z (ESI +): 686.3 [M+H]" 100%; 1371.6 [2M+H]" 20%; 526.1 [N+H]" 20%

m/z (ESI -): 744.4 [M+OAc] 35%; 1369.8 [2M-H] 35%; 1430.2 [2M+OAc]" 15%;
524.5 [N-H]" 100%

NH,
- B
757 A N = 0 o SN
P-O
HO™
e < il B 5y R, W L

B102 K UB302IE DT ©/o é oM
BIE D \;[
NH,

1B T CaoHaNsOgP
EREl & 525.1988

Vmax (KBr disc) (cm"): 3350.7, 3211.9 O-H, N-H; 1757.8 C=0 = X5 1; 1673.9, 1652.0
C=0 9"1‘125)“}1/, NR—Z

KF: 1.94% H,0 &F &

Hefe e (o]’ +44.370 (DMSOtic 10.033mg cm™)

NMR: 'H, °C,*'P, COSY, TOCSY, DEPT, HSQC % U* HMBC % {#fl L TV %4 T/
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H NMR &y (400 MHz, d6-DMSO): 0.96, 0.98 (2 x 3H, 2 x 5, (CH3),CH),
1.03 (3H, br-s, CH;), 1.11 (6H, s, (CH3),C), 2.15 (1H, m, (CH;),CH), 3.03 (2H, m,
CH,S), 3.44 (2H, a-s, CH,OH), 3.85 (1H, a-d, J 4.8Hz, CHNH,), 3.85-3.92 (2H, m,
CH,0), 3.92-4.00 (2H, m, CH,Ph), 4.06-4.11 (1H, br-m, H-5"), 4.17-4.20 (1H, br-m,
H-5"),4.27-4.29 (1H, br-m, H-4"), 5.08 (1H, br-s, H-3"), 5.73 (1H, a-t, J 7.3Hz, H-5),
5.74-5.82 (1H, m, P-N-H), 5.92 (1H, br-s, H-1"), 7.22-7.25 (1H, m, Ar-H), 7.28-7.32 10
(4H, m, 4 x Ar-H), 7.60, 7.63 (2 x 0.5H, 2 x d, J 7.3Hz, H-6). 2 x O-H &% U2 x NH,
B hih o7,

oooooDaDo
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13C NMR 8¢ (100 MHz, d6-DMSO): 17.84, 17.96 (CH(CHs),), 20.42,
20.48 (CH3), 21.78, (C(CH),), 28.09, 28.16 (CH,S), 29.72 (CH(CH;),), 44.16
(PhCHy), 51.62 (C(CHs),), 57.84 (CHNH,), 63.77, 63.81 (CH,0, C-5°), 68.26
(CH,0H), 74.67 (C-3°), 77.28 (C-4"), 78.09 (C-2), 91.32 (C-1°), 94.22 (C-5), 126.71
(Ar-Cpara), 127.04, 127.08, 128.11 (2 X Ar-Conera, 2 X Ar-Conno), 140.23, 140.27, 140.32
(Ar-Cipso, C-6), 155.06 (C-2), 165.32 (C-4), 169.65, 169.72 (CO,R), 203.84 (C=0S).
C-1°, C-3°, C-4" IER—R 5 { L~ EIEHS - T BT X 7z,

20

3'p NMR 8p (162 MHz, d6-DMSO): 9.63, 9.96 (1P, 2 x s, }:1.02:1.00)

30

Oooo0Q0O0
0 (0 O O 25)
0B1830 2°-C-0 00 -NH-4-0 0 00-0000000000-tBUSATEN-O OO OO OO

goobooooboboood
goooogad

NHAc
N
¥ Cr
S o™ Hy N° 70
©,J OH H

gooooooaon



(181) JP 2014-139218 A 2014.7.31

goooogag

od
aad

O

Ooooooooogdg

Oo0Oo0oogod
Oo0Oo0ooao

[ I |

ogdad 10
oooDbDbOO0o0oDooooos3s4amlbonoBlO2D0DOO200000000000010

200mgd 0.34mmolD 0D 00D O00CDOO0D0O0O11.1leqC34p IDO0O0DDOODODOODOOODODO

o040 000000100 IDDODODODODODODODODODODODODODODOOO
gooboooooob oo ooob oo b oo oooDobooaa
Oo0oooDoDooooDoDoOoooDooooiwooooooooDooooooooao
0000000000000 Db0U0oDb00ODb0ODbDO0ODbDODODOB1830 169mgl 79%0 O
oodn

'H NMR (DMSO-djs, 400
MHz) & (ppm) 0.93 (s, 3H), 1.09 (s, 6H), 2.09 (s, 3H), 3.01-3.04 (t, /= 6.54 Hz, 2H),
3.40-3.42 (d, J= 5.10 Hz, 1H), 3.53-3.62 (m, 2H), 3.83-3.91 (m, 1H), 3.94-4.01 (m,
4H), 4.10-4.15 (m, 1H), 4.20-4.25 (m, 1H), 4.88-4.91 (t, /= 5.20 Hz, 1H), 5.23 (s,
1H), 5.33-5.37 (t, J= 7.19 Hz, 1H), 5.67-5.78 (m, 1H), 5.93 (s, 1H), 7.18-7.21 (m,
1H), 7.27-7.32 (m, 5H), 7.96 % 188.03 (2d, J/=7.59 Hz, 1H), 10.87 (s, 1H); *'P NMR
(DMSO-ds, 162 MHz) § (ppm) 9.74 5% 1%9.98 (2s); Scan ES* 629(M+H)", A max =
300.7 nm; HPLC(8%fich 729, 0-100%ACN) tr =4.89 min A nay = 302.1nm
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'H NMR (DMSO-ds, 400
MHz) § (ppm) 0.92 (s, 3H), 1.09 (s, 6H), 3.05 (t, J= 6.45 Hz, 2H), 3.29 (s, 1H), 3.41
(d, /= 5.60 Hz, 2H), 3.91-3.93 (m, 3H), 4.17-4.21 (m, 4H), 4.91 (t, J= 5.59 Hz, 1H),
5.06 (d, J= 4.25 Hz, 1H), 5.23 (t, J= 7.50 Hz, 1H), 5.65-5.67 (m, 1H), 5.76-5.83 (m,
1H), 5.91 (s, 1H), 7.08 T’ 7.16 (25, 2H), 7.45-7.79 (m, 5H); *'P NMR (DMSO-d;,
162 MHz) & (ppm) 9.57-9.78 (2s, 1P); ' F NMR (ds~DMSO, 235 MHz) & (ppm) -
60.79 (s, 3F); Scan ES* 655 (M+H)", A max = 280.73 nm; HPLC (10 iz b7z v
0-100%ACN) tr =5.08 min A ey = 271.4 nm.
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"H NMR (DMSO-dj, 400

MHz) & (ppm) 0.91-0.92 (d, J= 2.09 Hz, 3H), 1.09 (s, 6H), 3.02-3.06 (m, 2H), 3.41(d,
J=6.17 Hz, 2H), 3.53-3.57 (m, 1H), 3.84-3.94 (m, 3H), 4.03-4.13 (m, 3H), 4.18-4.23
(m, 1H), 4.91-4.94 (t, J= 5.48 Hz, 1H), 5.06 (s, 1H), 5.23-5.27 (t, /= 6.82 Hz, 1H),
5.65-5.67 (m, 1H), 5.79-5.87 (m, 1H), 5.90 (s, 1H), 7.09% T*7.16 (2s, 2H), 7.48-7.55
(m, 3H), 7.64-7.67 (m, 2H); "* F NMR (ds—DMSO, 235 MHz) & (ppm) -60.79 (s, 3F);
3'P NMR (DMSO-ds, 162 MHz) & (ppm) 9.55 5 089.76 (2s); Scan ES* 655 (M+H)", A
max = 270 nm; HPLC (10 5 lich 729 . 0-100%ACN) tr=5.03 min A max = 271 nm.
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'H NMR (DMSO-ds, 400

MHz) & (ppm) 0.83 (m, 3H), 0.93-0.94 (d, J=3.75 Hz, 3H), 1.10 (s, 6H), 1.22 (s,
10H), 1.44 (m, 2H), 2.56 (d, J= 8.2 Hz, 3H), 2.88-2.93 (m, 2H), 3.31 (m, 2H), 3.43 (d,
J=5.60 Hz, 2H), 3.50-3.53 (m, 1H), 3.91-3.93 (m, 3H), 4.04-4.07 (m,1H), 4.13-4.16
(m, 1H), 4.91 (t, J= 5.59 Hz, 1H), 5.06 (s, 1H), 5.23 (m, 1H), 5.65-5.67 (m, 1H), 5.91
(s, 1H), 7.08-7.16 (m, 2H), 7.50-7.57 (m, 1H); *'P NMR (DMSO-d;s, 162 MHz) &
(ppm) 10.52 % T*10.66 (2s); Scan ES* 623 (M+H)", A max = 280.73 nm; HPLC
(85T HIZ 0, 0-100%ACN) tr =6.07 min A pmay = 274.9 nm.
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'H NMR (DMSO-ds, 400 MHz) & (ppm)
0.76-0.81 (td, J= 2.40 Hz &% T’ J= 7.43 Hz, 6 H), 0.86-0.87 (d, J= 5.51Hz, 3H), 1.05 (s,

6H), 1.11-1.19 (m, 4H), 1.33-1.39 (m, 4H), 2.80-2.87 (q, /= 9.50 Hz, J= 8.67 Hz,

4H), 3.01-3.04 (t, J= 6.23 Hz, 2H), 3.42-3.43 (m, 2H), 3.50-3.60 (m, 1H), 3.81-3.88

(m, 3H), 3.97-4.01 (m, 1H), 4.07-4.10 (m, 1H), 4.84-4.87 (m, 1H), 5.06 (s, 1H), 5.23
J185.29 (2d, J= 8.0 Hz,1H), 5.70 (s, 1H), 5.91 (brs, 1H), 7.10% T’ 7.17 (2s, 2H), 7.49

B 1*7.55 (2d, J= 8.0 Hz,1H); *'P NMR (DMSO-ds, 162 MHz) & (ppm) 10.44 2 O}

10.56 (2s); Scan ES* 609 (M+H)", A max = 279.7 nm; HPLC (8%3RlicH 7z v . 0-100%ACN)
tR=5.59 min A max = 274.9 nm.
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'H NMR (DMSO-dj, 400

MHz) 8 (ppm) 0.93-0.94 (s, 3 H), 1.10 (s, 6H), 2.43-2.45(d, J= 4.26 Hz, 3H), 3.13 (t,
J=6.23 Hz, 2H), 3.36-3.37 (d, J= 5.24 Hz, 2H), 3.56-3.60 (m, 2H), 3.97-4.01 (m,
3H), 4.07-4.21 (m, 3H), 4.92-4.94 (m,1H),5.08 (s, 1H), 5.30-5.32 (m, 1H), 5.59-5.67
(2d J=8.0 Hz, 1H), 5.91 (s, 1H), 7.13 (m, 2H), 7.42-7.50 (m, SH), 7.45-7.54 2d J=
8.0 Hz, 1H); *'P NMR (DMSO-d;s, 162 MHz) § (ppm) 10.53 }20¥10.34 (2s); Scan ES
T 601 (M+H)", A max = 268.7; HPLC (8% lizH72 0, 0-100%ACN)tr =3.37 min

A max = 274.9 nm.
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'H NMR (DMSO-ds, 400 MHz) & (ppm) 0.92 (d,
J=2.56, 3H), 1.10 (s, 6H), 1.44-1.43 (m, 4H), 1.50-1.53 (m, 2H), 2.97-3.02 (m, 4H),
3.07-3.10 (t, J= 6.66 Hz, 2H), 3.42 (d, J= 5.64 Hz, 2H), 3.56-3.60 (m, 1H), 3.89-3.94
(m, 3H), 4.04-4.10 (m, 1H), 4.13-4.20 (m, 1H), 4.91-4.93 (t, /= 5.64 Hz, 1H), 5.06 (s,
1H), 5.25-5.31 (2d, J=9.31 Hz, 1H), 5.68 (m, 1H), 5.90 (s, 1H), 7.17 % T*7.10 (2s,
2H), 7.50-7.55 (2d, J=9.01 Hz, 1H); *'P NMR (DMSO-ds, 162 MHz) & (ppm) 8.75 10
F27%8.59 (25); Scan ES* 565 (M+H)", A max = 275.7 nm; HPLC (6 lizH 720,
0-100%ACN) tg =3.08 min A max = 273.7 nm.
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'H NMR (DMSO-d;, 400 MHz) & (ppm)

0.92 (d, J=2.56, 3H), 1.10 (s, 6H), 1.13 (m, 5H), 1.46-1.47 (m, 1H), 1.62 (m, 2H),
1.76-1.78 (m, 2H),2.80 (m, 1H), 3.07-3.10 (t, J= 6.66 Hz, 2H), 3.42 (d, J= 5.64 Hz,
2H), 3.56-3.60 (m, 1H), 3.89-3.94 (m, 3H), 4.04-4.10 (m, 1H), 4.13-4.20 (m, 1H),
4.91-4.93 (t, J= 5.64 Hz, 1H), 5.06 (m, 2H), 5.25 % 1¥5.31 (2d, J= 7.2 Hz, 1H), 5.68-
5.71 (m, 1H), 5.90 (s, 1H), 7.19 % T}7.09 (2s, 2H), 7.50 %2 T}7.55 (2d, J= 7.2 Hz, 1H);
3'P NMR (DMSO-dj, 162 MHz) & (ppm) 9.05 % 7¥8.91 (2s) Scan ES* 579 (M+H)", A

=280.7 nm; HPLC (65 lizH7-21 . 0-100%ACN)tg =3.23 min A pax = 274.9 nm.
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'H NMR (DMSO-ds, 400 MHz) § (ppm) 0.92 (d,
J=2.56, 3H), 1.10 (s, 6H), 3.0 (m, 4H), 3.07-3.10 (t, J= 6.66 Hz, 2H), 3.31 (s, 2H),

3.42 (d, J= 5.64 Hz, 2H), 3.56-3.60 (m, 3H), 3.89-3.94 (m, 3H), 4.04-4.10 (m, 1H), 10
4.13-4.20 (m, 1H), 4.91-4.93 (t, J= 5.64 Hz, 1H), 5.08 (s, 1H), 5.25-5.31 (m, 1H),
5.68-5.71 (d, J= 7.2 Hz, 1H), 5.90 (s, 1H), 7.18 % C87.12 (25, 2H), 7.52 % T¥7.50 (2d,
J=7.6 Hz, 1H); *'P NMR (DMSO-ds, 162 MHz) 8 (ppm) 7.76 % ¥7.61 (2s); Scan ES
* 567(M+H)", % max = 279.7 nm; HPLC (10 18112721, 0-100%ACN) te =3.42 min
demax = 273.7 nm.
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'H NMR (DMSO-ds, 400 MHz) & (ppm) 0.93-0.94 (d,
J=3.75 Hz, 3H), 1.10 (s, 6H), 1.78-1.79 (q, J= 5.80 Hz, 4H), 3.09-3.09 (m, 6H), 3.42
(s, 2H), 3.57-3.59 (m, 1H), 3.92-3.93 (m, 3H), 4.09-4.11 (m, 1H), 4.16-4.18 (m, 1H),
4.93 (brs, 1H), 5.10 (s, 1H), 5.28-5.32 (t, J= 8.00 Hz, 1H), 5.70 (d, J=8.0 Hz, 1H),
5.89 (s, 1H), 7.27 %R T’7.40 (25, 2H), 7.55 R T*7.61 (2d, J= 8.0 Hz, 1H); *'P NMR
(DMSO-ds, 162 MHz) & (ppm) 7.56 % T} 7.69 (2s); Scan ES * 551(M+H)", A max =
275.7 nm; HPLC (10 Rz H721 ., 0-100%ACN) tg =3.88 min A yax = 273.7 nm.
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A550 (EHipll) ZIV XiOBE LcKET v T DIFIRIC B THIRE L7z A550 (Efiisl1) B FLAJATP

L& Wit L (A550)

(ZEHEHI1) IRF R ¥ FEddATP
BYES (pmol / gfiTfih) (FRF ) (pmol / g fiFRg)  (pmol / 10°4A)*
IVAE (10 mg/kg)
1M1 65.8 1 2025 17.8
1M2 89.1 1 1930 16.9
1M3 85.1 1 1355 11.9
FH 80.0 1770 15.5
IVA & (10 mg/kg)
2M1 283 3 1345 11.8
2M2 26.0 3 1940 17.0
2M3 29.3 3 2990 26.2
H 279 2092 18.3
# 0 A& (20 mg/kg)
3MI1 411 1 210 1.8
IM2 272 1 575 5.0
3M3 70.2 1 400 3.5
X 251 395 3.5
#& 0 A £(20 mg/kg)
4M1 360 3 200 1.8
4M2 92.1 3 330 2.9
4M3 161 3 405 3.6
FH 204 312 2.7
o A &(20 mg/kg)
5M1 16.4 8 280 25
5M2 28 8 805 52
S5M3 16.2 8 275 2.4
¥ 20.1 382 33

*7YNZOWTONFHIEIE. 1T 5 2570114 X 1054l TH -7z (Toxicology in Vitro 20 (2005) 1582-1586).
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L&Yt s
ECsp (uM) CCso (M)
NH,
BX7 VAF R [-\(N
HO N
A634 \("Z =
(NM107) TCH,
....................................................... HO oM e 3
NH,*5 0
HO o J \N
i H,cq\n,s\/\ 2
S it il e X ) ZHO ° —\(0
B102 D aﬁﬂa&w
S B N S R LSV
NHF5 1
HO. o (_(N
Elpil26 MO S~o-b-0 -
> o NH Xoih o
BI87 Fooonon
______________________________________________________ F" ++ +
HO NHf\'—v}l/ -------
: Q N
K21 H,clcm’s\/‘o—z-o\ OZ“'ﬁ
H
B399 —h
3(©) dron e
SO UUUUUUUU LU S SRR S oo,
NH,¥35 1L
HO 7 N
Ehi28: "=C:;ﬁrs\/‘o—g- (——-<<\N
HC & ,{,é\i{ o
B204 s I o CH,
HGC OH OH
________________________________________________________________________________________ SR SRR SO
H¥5 0
HO !
129: Q 7
EHati29 Hac%%,s\/\o_e_o o _&0
B244 I i
HC é dron ™
e e Yo
HO (—\(%Hﬁ--?m
. o] N
FHiti30: rsc)&g,s\po_g_o -
N,
B308 or \
ST
........................................................................................ RS S AR
NH{\'—vII’
HO R
: o /
EHatI31 HJCJ\‘( st N_{«
B353 He 5 N o
O oo
................................................................... BASASRNNNS NUUUUS. JURUUN SURTUOR S

10

20

30

40



(200)

JP 2014-139218 A 2014.7.

31

. HCV ELISA 2
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. HCV ELISA 2
L& H &
ECso (uM) CCso (UM
HO. N o *3L
St 1: “aCJ\rSm £ CFQ H
He 5 OEHO o N""NHz
B242 F Ghon
SRS SR AU BUU Sa SRR SR o
HO. N [o] 35
" HC 9 (IQNH
Fehpi10: H,cq\gsv\o-z;o\ oz /NaLNHz
8307 C:) :OCH,
Y
o +++ +
NH, 3L
BRILAFE: O
HO N {¢[
A374 \(OZ N
(NM80) e,
_____________________________________________ B O e
HO NH,* 3L
N
. H,C 0 /—rl\\N
%ﬁﬁ&ﬂ& ngSwo_%-o O< IN.—)I
B263 © I X 5
2 L
O) c‘>H0HH3 + +
O 351
BXILAFR: ar
HoO~_o N_<o
C809 .
(NM106) Hé oa® . .
O*3IL
HO 7
FEftahil 7 H’c:c}ﬁrs\/\O—g-O (—_—ZNH
L NH \(ozh o
229 D e
+4+ +
o F30
. N
WAILAFE: oy . l,j;m.
A608 \(_Z
HO oN™ . .
o X3JI)
= o3 SO HO ,N
Jehiabis: oo l/jfj‘“
86 [s] NH
Bl -t
O) GHon
++ +
I F3L
/N N
BRILAFR: o 0?,1:5”
Asés el
i i CH,
RO OH B AR SN Y.



OoOoooodg

(202) JP 2014-139218 A 2014.7.31

e s HCV ELISA 2
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HPLC:
b BT AN Phenomenex Luna Amino 3 pm 100A, 30x2mm,
BEFE (MP) : (A) 70% 10mM NH,OAc 30% ACN pH 6.0
(B) 70% 1mM NH4OAc 30% ACN pH10.5
RAEEH -
T IRF [ g A B
0 0.00 400 80 20
1 0.10 400 80 20
2 0.11 400 40 60
3 0.21 400 40 60
4 2.60 400 10 90
5 2.61 400 0 100
6 5.60 400 0 100
7 5.61 400 80 20
8 9.00 400 80 20
MSIT 4 % i : 0.400 mL/%y. &R L
LS AAE: 10 uL
&% ATBRIE A A A A
M 107TFUARARAT =— | 498.0 112.0
oooooao
O0ODODOHPLCO D DONMIO8-0 D O OO DODOO
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HPLC:
BT A Phenomenex Luna Amino 3 pm 100A, 30x2mm,
BB (MP) : (A) 70% 10mM NH4OAc 30% ACN pH 6.0
(B) 70% 1mM NH4OAc 30% ACN pH10.5
RAEEH
T RF Wi A B
0 0.00 400 60 40
1 0.10 400 60 40
2 0.11 400 40 60
3 0.21 400 40 60
4 2.60 400 10 90
5 2.61 400 0 100
6 5.61 400 0 100
7 5.61 400 60 40
8 9.00 400 60 40
MSIZ 542 Bk : 0.400 wL/%y. &2 L
A 10 uL
ft& ATBRIE A A A &

MM 107 FUARART =— | 538.0 152.0
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5y 7R C33H30FNsOsPS 'H NMR (DMSO-ds, 400 MHz) &
(ppm) 1.12 (s, 6H),1.84 ( m, 4H) 3.04 (s, 2H), 3.92 (d, J= 5.60 Hz, 1H), 4.01-4.10 (m,
3H), 4.33-4.39 (m, 2H), 4.60-4.66 (m, 1H), 6.13 (d, J= 18.00 Hz, 1H), 6.67 (s, 2H),
7.21-7.35 (m, 15H), 7.81 (s, 1H), 10.86 (brs, 1H)

goooogao

O30a0 N-@-000D0-0DO0C00O0000)-09-[(2RO2-0000-2-0000-2-C-00
oco-p-bD-00O00-0O0O0C0CO]J-0DO0O0DO-S"-00-0(ODODOODOOODODOGDO-te
rt-0do0-Ss-godo0-2-000000000000

O2900.08mmol0 DO DODOOODODDOODOS88 LOODDODODODDODODDOD4-00O0OD-DODOO
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53 72 C4sHysFaNgOsPS '"H NMR (DMSO-
ds, 400 MHz) & (ppm) 1.09 (s, 6H), 3.03 (s, 2H), 3.39-3.41 (m, 2H), 3.90-3.93
(m,5H), 4.05-4.08 (m, 1H), 4.20-4.23 (m, 2H), 4.62-4.65(m, 1H), 5.74 (m, 1H), 6.08-
6.14 (dd, J= 17.94 Hz and J= 4.22 Hz, 1H), 6.32 (m, 1H), 6.67 (s, 2H), 7.21-7.35 (m,
19H), 7.81 (s, 1H), 10.86 (brs, 1H) *' P NMR (DMSO-ds, 162 MHz) & (ppm) 9.83 (s,
1P) ¥ F NMR (DMSO- dy, 235 MHz) & (ppm) -116.24 (s, 1F), -158-.2 (s, 1F) Scan
ES* 899 (M-H)*, UV A max 255 nm
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53 73R C26H31F2NgOsPS 'H NMR (ds -DMSO, 400 MHz) & (ppm) 1.09 (s, 6H),
3.03 (s, 2H), 3.39-3.41 (m, 2H), 3.90-3.93 (m,5H), 4.05-4.08 (m, 1H), 4.20-4.23 (m,
2H), 4.62-4.65(m, 1H), 4.92( m, 1H), 5.74 (m, 1H), 6.08-6.14 (dd, J= 17.94 Hz and
J=4.22 Hz, 1H), 6.32 (m, 1H), 6.67 (s, 2H), 7.21-7.35 (m, 4H), 7.81 (s, 1H), 10.86
(brs, 1H) *' P NMR (DMSO-ds, 162 MHz) & (ppm) 9.66 (s, 1P) '* F NMR (DMSO-
ds, 235 MHz) & (ppm) -116.24 (s, 1F), -158.44 (s, 1F) Scan ES * 657 (M-H)", UV A

max 254nm
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5y ¥ CyHisFNsOoPS "H NMR (DMSO- dj, 400

MHz) § (ppm) 1.09 (s, 6H), 3.03 (m, 2H),3.42 (d, J=5.02 Hz, 2H),3.71 (d, J= 3.60 Hz,
31:H), 3.85-3.90 (m, 5H), 4.06-4.10 (m, 1H), 4.23-4.29 (m, 2H), 4.60-4.66 (m, 1H),
5.54-5.57 (m, 1H), 6.08-6.14 (dd, J= 17.94 Hz and J= 4.22 Hz, 1H), 6.28-6.33 (m,
1H), 6.60 (s, 2H), 6.80-6.85 (m, 2H), 7.18-7.20 (m, 2H), 7.23-7.25 (m, 15H), 7.82 (s,
1H), 10.56 (brs, 1H) )*' P NMR (DMSO-ds, 162 MHz) & (ppm) 9.83 (s, 1P) °F
NMR (DMSO- ds, 235 MHz) & (ppm) -116.24 (s, 1F), -158.2 (s, 1F) Scan ES* 911
(M-H)", UV A max 255 nm
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5+ 7R C27H3FNgOoPS 'H NMR (ds ~-DMSO, 400 MHz) § (ppm) 1.09

(s, 6H), 3.03 (m, 2H),3.42 (d, J=5.02 Hz, 2H),3.71 (d, J= 3.60 Hz, 3H), 3.85-3.90 (m,
5H), 4.06-4.10 (m, 1H), 4.23-4.29 (m, 2H), 4.60-4.66 (m, 1H), 4.92 (t, J=5.50 Hz,
1H), 5.54-5.57 (m, 1H), 6.08-6.14 (dd, J= 17.94 Hz and J= 4.22 Hz, 1H), 6.28-6.33
(m, 1H), 6.60 (s, 2H), 6.80-6.85 (m, 2H), 7.18-7.20 (m, 2H), 7.82 (s, 1H), 10.56 (brs,
1H), %' P NMR (DMSO-ds, 162 MHz) & (ppm) 9.86 (s, 1P) ' F NMR (DMSO- d;,
235 MHz) 8 (ppm) -158.24 (s, 1F) Scan ES * 669 (M-H)", UV A max 254nm
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5373 CasHasFsNgOsPS "H NMR (ds
-DMSO, 400 MHz) & (ppm) 1.09 (s, 6H), 3.03 (t, J= 6.44 Hz, 2H),3.42 (s, 2H), 3.87-
3.92 (m, 5H), 4.03-4.08 (m, 1H), 4.24-4.29 (m, 2H), 4.60-4.64 (m, 1H), 5.79-5.82 (m,
1H), 6.08-6.14 (dd, /= 17.94 Hz and J= 4.22 Hz, 1H), 6.28-6.33 (m, 1H), 6.60 (s, 2H),
7.23-7.25 (m, 15H), 7.50-7.70 (m, 4H), 8.25 (brs, 1H), 10.76 (brs, 1H),*' P NMR
(DMSO-ds, 162 MHz) 8 (ppm) 9.86 (s, 1P) " F NMR (DMSO- ds, 235 MHz) & (ppm)
-158.20 (s, 1F) Scan ES* 949 (M-H)", UV A max 254nm

ooooao
3lcON-(4-000D0DOO0O0O0-0DO0O0O0000)-O09-[(@R)2-0O0DO00O-2-0000O -
c-oocoo-p-b-0DO0C0O0-O00O0O0O0D-0DOO0O00O0-5"-00-0-(0O00OO0O -tert-0
Oo-Ss-ooo-2-0000oooOo00b000a0
3dlcO03la0000D0OO00O0O0O0O0OOSccoOobooOoODOOOOn

ooooaon

5y TR C27H3 F4NsOsPS 'H NMR (ds -DMSO, 400 MHz) & (ppm)
1.09 (s, 6H), 3.03 (t, J= 6.44 Hz, 2H),3.42 (s, 2H), 3.87-3.92 (m, SH), 4.03-4.08 (m,
1H), 4.24-4.29 (m, 2H), 4.60-4.64 (m, 1H), 4.91 (brs, 1H), 5.79-5.82 (m, 1H), 6.08-
6.14 (dd, J= 17.94 Hz and J= 4.22 Hz, 1H), 6.28-6.33 (m, 1H), 6.60 (s, 2H), 7.50-7.70
(m, 4H), 8.25 (brs, 1H), 10.64 (brs, 1H) ,*' P NMR (DMSO-d;s, 162 MHz) § (ppm)
9.86 (s, 1P) ¥ F NMR (DMSO- ds, 235 MHz) & (ppm) -158.24 (s, 1F) Scan ES * 669
(M-H)*, UV A pax 254nm
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5+ ¥R CyH3sCIN,Os Siz. "H NMR (DMSO-ds, 250 MHz) & (ppm)
9.01 (s, 1H, H-8), 8.61 (s, 1H, H-2), 6.35 (s, 1H, H-1°), 5.35 (d, 1H, H-3", J34=9.7
Hz), 4.31 (m, 1H, H-4"), 4.12-4.09 (m, 2H, H-5’, H-5°"), 1.22-0.94 (m, 28H, iPr).
LRFAB-MS (GT): 527 (M+H)", 525 (M-H)". UV Amay 263 nm. R,0.17 (BEEETF )L
/CH,CL, 10/90, v/v).
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4y 72 C27HysCIN4Os Si; 'H NMR (DMSO-d;, 200 MHz) 8
(ppm) 8.81 (s, 1H, H-8), 8.64 (s, 1H, H-2), 6.64 (s, 1H, OH-2), 6.33 (s, 1H, H-1°),
4.57 (d, 1H, H-3°, J3-.4= 6.6 Hz), 4.20-3.97 (m, 3H, H-4’, H-5’ &R O* H-5""), 1.20-1.00
(m, 28H, iPr), 0.14 (s, 9H, Si(CH3)3). LRFAB-MS (GT): 625 (M+H)". R;0.72 (Bl = F )
/CH,CI, 10/90, v/v);

0O 04%ald 0.75g0 10%0 O O O 0O OO
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53 R C27H,4sCIN4Os Sis "H NMR
(DMSO-dy, 200 MHz) & (ppm) 8.80 (s, 1H, H-8), 8.73 (s, 1H, H-2), 6.64 (s, 1H, OH-
2%), 6.55 (s, 1H, H-17), 4.62 (d, 1H, H-3’, *J3-4> = 9.1 Hz), 4.39 (m, 1H, H-4), 4.13
(dd, 1H, H-5’, Js4» = 3.4 Hz, *J5..s» = 13.2 Hz), 3.90 (dd, 1H, H-5"", Js».4 = 2.6 Hz,
2Js».5 = 13.2 Hz), 1.15-1.00 (m, 28H, iPr), 0.10 (s, 9H, Si(CH;); ). LRFAB-MS
(GT): 625 (M+H)". R;0.64 (Bl .7 )L /CH,Cl, 10/90, v/v).
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53 Ca7HyyCIN4O4 Sis, '"H NMR (CDCl3-ds, 200 MHz,) 8(ppm) 8.79 (s, 1H, H-
8), 8.48 (s, 1H, H-2), 6.48 (d, 1H, H-1°, J;-s = 16.0 Hz), 4.74 (dd, 1H, H-3’, J;4=9.4

Hz, J3.¢ = 22.4 Hz), 4.36 (d, 1H, H-5", Js.5» = 13.4 Hz ), 4.20 (m, 1H, H-4%),4.10

(dd,

10

1H, H-5"", Y55 = 13.4 Hz, Js4 = 2.6 Hz ), 1.30-1. 10 (m, 28H, iPr), 0.00 (s,

9H, Si(CH;)s). LRFAB-MS (GT): 627 (M+H)". UV Amay 263 nm. R;0.24 (U =F )L T —5 )1
/A=), 30/70, v/v).
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3.65mmol0 0000000000000 A47.45mmol0 00 00O0C0OO112.5mL0 O 0O
gooboboz22b0oo0oobooboooooboogoobobooooboboogobbeMo 0 2- 20
uogoboboooooooooobboooooboooooboobooooobooooboobboao
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i oY
C12HyCIFN,O; "H NMR (DMSO-ds, 200 MHz) 8(ppm) 9.02 (s, 1H, H-8), 8.89 (s,
1H, H-2), 6.55 (d, 1H, H-1°, J;-5 = 16.1 Hz), 6.34 (Id, 1H, OH-3"), 5.38 (It, 1H, OH-
5°), 4.64 (dt, 1H, H-3", Jy4=9.3 Hz, J3.p = 22.5 Hz), 4.07 (m, 1H, H-4"), 3.83 (m,
2H, H-5°, H-5"),3.76 (d, IH, =F =), *J,.r = 5.3 Hz). *C NMR (DMSO-ds, 75 30
MHz,) §(ppm) 152.0 (C-2), 151.2 (C-4), 149.5 (C-6), 144.7 (C-8), 130.9 (C-5), 95.1
(d, C-2’, 1= 182.3 Hz), 88.0 (d, C-1’, ’J,-.;= 39.8 Hz), 82.9 (d, CCH, Jc.r = 8.2
Hz), 82.5 (C-4’), 75.3 (d, CCH, Jc.r = 31.5 Hz), 72.7 (d, C-3’, 2J3-= 19.5 Hz), 59.0
(C-5°). YF NMR (DMSO-ds, 235 MHz) 8(ppm) -159.0 (m). LC/MS: (M+H") 313.1
(8.29 min). UV Amax 262 nm. R,0.21 (MeOH/CH,Cl, 7/93, v/v).
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Ooooao

43 ¥ C12H12FNsO;3. '"H NMR (DMSO-dj;,
200 MHz) 8(ppm) 8.40 (s, 1H, H-8), 8.17 (s, 1H, H-2), 7.38 (Is, 2H, NH.) 6.35 (d,
1H, H-1°,°J;-5=17.1 Hz), 6.25 (m, 1H, OH-3"), 5,33 (It, 1H, OH-5), 4.68 (m, 1H,
H-3), 4.00-3.69 (m, 3 H, H-4’, H-5’, H-5"°), 3.77 (d, 1H, =F =)V, *Jur = 5.4 Hz). *C
NMR ( DMSO-ds, 75 MHz) 8(ppm) 155.8 (C-4),152. (C-2), 149.0 (C-6), 138.7 (C-8),
118.5 (C-5), 95.4 (d, C-2’, 'Jp.r = 180.8 Hz), 87.6 (d, C-1°, *J;-.p=40.5 Hz), 82.5 (d,
CCH, *Jcr = 8.0 Hz), 82.0 (C-4), 74.5 (d, CCH, *Jcr = 31.0 Hz), 72.8 (d, C-3°, 3¢
=19.5 Hz), 59.2 (C-5"). YF NMR (DMSO-d;, 235 MHz) 8(ppm) -158.0 (t). LC/MS:
(M+H") 294.1 (5.74 min). UV Ama 258 nm. R;0.33 (MeOH/CH,CI, 15/85, v/v).
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4b0N°-0D 00000 -9-[3,5-0-(1,3-000-1,1,3,3-0 0000000000000
)-2-c-00O0O0O0oODOoooooo-p-b-0O0-0DO0O0OO0O0ODOO

CrOz0 110.76mmoll O DCMO 220mLO D D OO0 OO0 OO0 O ODOO0ODOO110.76mmol0 O O
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000000000 )-0000-000000-N°-00000000003003036.92mmol
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oobO-7vysooOos3o0bOb00O00oooOoooOo-550000000THFD 49mLD 00O OO
oo-vysuooooObOOO0OO0oOoooooobbO-vy8O0001000000000-300
0030000000000 0O0ONHCIDO00072mlO00-780 00000000
gogobobooooobooooobboooooobooooobooboooooboooooboboao
20000000000NaSO,00000000000000000000DO0DO=O
ob0l1.5% MeOHO ODODDODOOOOGOooOooQoOOODOOOOOoOooOoooooOObOOOOd

Soghl 34wl 20 0 D O OoOoOoOOoODDOOOO
oaddg

533 C31HssNsOg Siz. 'H NMR (DMSO-dy, 250 MHz) 8(ppm) 12.10
(Is, 1H, NH), 11.69 (Is, 1H, NH), 7.91 (s, 1H, H-8), 6.69 (s, 1H, OH), 5.94 (s, 1H, H-
1°),4.29 (d, 1H, H-3’, J3-.4- = 5.5 Hz), 3.85-3.95 (m, 3H, H-4’, H-5" and H-5""), 2.46
(m, 1H, CH(CHj3),), 0.90-1.08 (m, 30H, iPr and CH(CH3)3), 0.00 (s, 9H, Si(CHs),).
LC/MS: (M+H") 692.4 (24.96 min). UV Ama 254 nm, Ama 281 nm. R;0.34
(MeOH/CH,Cl, 15/85, v/v).
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OoOOooOo0Ooo0ooDO-200000000DASTO31.35mmolDC D00 O0O00O0OODOODOO
ooocoobObOOO0oDoooooobObiooboils0bb0o0ooooooooobobbOoooooon
OoONaHCO,0 O O OSODOO0O0O0OO0OO0OOODODDODODOOOOOOOODDODOGODRDOOOOONa,So
J00oooobpevo 2y 00000000 ooobObbooooooooboboboo0oogdd
ooocobODDbO0OO0D0oo0oool141gd700 0 000 O0ooOoOnO
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¥ C31Hsq FN5Os
Siz. '"H NMR (DMSO-ds 250 MHz) 8(ppm) 12.22 (s, 1H, NH), 8.09 (s, 1H, H-8),
6.21 (d, 1H, H-1°, J».p = 15.6 Hz), 4.54 (dd, 1H, H-3’, J3-.r =23.6 Hz, J3-4- = 9.8 Hz),
4.33 (m, 1H, H-5", Ys.s» = 13.1 Hz), 4.16 (m, 1H, H-5"), 2.81 (m, 1H, CH(CHs),),
1.13-1.03 (m, 34 H, iPr and CH(CH),), 0.08 (s, 9H, Si(CH;)s, *Juss = 6.9 Hz). *F
NMR (DMSO-ds, 235 MHz) 8(ppm) - 160.26 (dd, Jg-i: = 16.1 Hz, Jr3 = 23.3 Hz).
LC/MS: (M+H") 694.7 (24.02 min). LRFAB-MS (GT): 694 (M+H)", 692 (M-H)".
UV Amax 256 nm. R,0.46 (MeOH/CH,Cl, 05/95, v/v).

ooocooao
O6bON°-000000-9-[(RR)-2-0000-2-C-0000-2-0000-p-D-0000D0 -
gooooooobooogoao

Osbd1.8mmol0 00000001 8mICOO0O0O0O0D0OOCDOCOOODOAO24.54mmol
goocoobbobooooooooobobbicoobboboooooooobbboboooooobDb
CMOUOe-10%0 DD OO0OobObDOO0OO0oobbDooobboooobbooobboooDbab
ooocobDDbD344mgb 4800 0 0 0O O0ODOOOOO

gooodaad

FF CrHao
FN;sO, Siz. 'H NMR (DMSO-ds, 400 MHz) 8(ppm) 12.18 (Is, 1H, NH), 11.77(Is, 1H,
NH), 8.34 (s, 1H, H-8), 6.29 (d, 1H, OH-3", Jou.s = 7.5 Hz), 6.20 (d, 1H, H-1", I ¢ =
16.2 Hz), 5.39 (t, IH, OH-5’, Jon.s» = 5.1 Hz), 4.52 (dt, 1H, H-3’, J3.p = 22.9 Hz),
3.98 (m, 1H, H-4"), 3.90-3.85 (m, 2H, H-5’ RO'TF =)l ), 3.72 (m, 1H, H-5""), 2.52
(m, 1H, CH(CHs),), 1.14 (d, 6 H, CH(CH:), *Juu = 6.9 Hz). *C NMR (DMSO-d;,
100 MHz) 8(ppm) 180.7 (C-6), 155.3 (C-2), 148.9 (C-4), 137.3 (C-8), 120.4(C-5),
95.8 (d, C-2°, 'Jp = 182.1 Hz), 87.7 (d, C-1°, *J,-.r = 39.2 Hz), 83.4 (d, CCH, *Jc.r =
9.1 Hz), 82.6 (C-4"), 75.9 (d, CCH, 2Jc.r = 31.2 Hz), 72.9 (d, C-3’, 2J3.s = 19.1 Hz),
59.3 (C-57). Y"F NMR (DMSO-djs, 235 MHz) 8(ppm) - 158.9 (m). LC/MS: (M+H")
380.3 (8.34 min). UV Apaq 256 nm, R;0.40 (MeOH/CH,Cl, 15/85, v/v).
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oooooDbOO0O0oDo0oooooobObbob0b0ooo0o13dmgd 33 0 00 oooonoan
gooooao

¥R
Ci1:H;; FNsO4 'H NMR (DMSO-ds, 400 MHz) 8(ppm) 10.70 (Is, 1H, NH), 7.98 (s,
1H, H-8), 6.60 (Is, 2H, NH), 6.21 (d, 1H, OH-3’, Jou.3 = 7.6 Hz), 5.83 (d, 1H, H-1",
Jip=16.9 Hz), 5.29 (t, 1H, OH-5, Jon.s = 5.2 Hz), 4.50 (td, 1H, H-3’, J3. = 22.8
Hz, J34 = 9.2 Hz), 3.93-3.81 (m, 3H, H-4’, H-’ R =F=)1), 3.70 (m, 1H, H-5").
C NMR (DMSO-d;s, 100 MHz) 8(ppm) 157.2 (C-6), 154.3 (C-2), 151.05 (C-4),
135.1 (C-8), 116.7 (C-5), 96.4 (d, C-2°, 'Jc.r = 182.1 Hz), 87.4 (d, C-1°,*Jcr = 39.2
Hz), 83.1 (d, CCH, Jcr = 9.1 Hz), 82.4 (C-4"), 76.2 (d, CCH, *Jcr = 31.2 Hz), 73.2
(d, C-3",%Jcr = 20.1 Hz), 59.5 (C-5°). ’F NMR (DMSO-dj, 235 MHz) 8(ppm) -158.5
(m). LC/MS (A): (M+H") 310.1 (5.55 min). LRFAB-MS (GT): 619 2M+H)*, 310
(M+H)", 152 (B+H)", 617 (2M-H)’, 308 (M-H)". UV Amax 253 nm

ooocooao

0 3cO 1-[2-0 00 -3,5-0-(1,3-000-1,1,3,3-00000O0O000O00O00O0ODOODO)Y-B -D
-ugo-00ooboboooooan
O3c003UOIOOO0ODOOODODOOOOL-[3,5-0-(1,3-000-1,1,3,3-000000D00
ocoooooo)-obODb-DOoO0DOOO0OODODODOODOODODOOOODODOOD

gooodad

273 C21H36N,0 Si; "H NMR (DMSO-ds, 400 MHz) 5(ppm)
11.58 (Is, 1H, NH), 7.74 (d, 1H, H-6, Js.s = 8.0 Hz), 5.68 (d, 1H, H-5, Js.c= 8.0 Hz),
5.45 (s, 1H, H-1°), 4.97 (d, 1H, H-3", Jy.4 = 9.2 Hz), 4.06-3.90 (m, 3H, H-4, H-5),
1.14-0.87 (m, 28H, iPr). LR LC/MS: (M+H") 485.1 (M-H) 483.1 (5.53 min). UV
Aamax 262 nm. R;0.40 (MeOH/CH,Cl, 05/95, v/v).

oooooao

O 4cO 1-[3,5-0-(1,3-0 00 -1,1,3,3-00000000000O0OOO0)-2-Cc-O0O00O0O
Ooooo0oooO0-B-D-0000 -000O0DO7]0000OYoshimura, Y.O lino T.0O Mat
suda, A. O O O Tetrahedron Lett. 19910 320 6003-6006[]
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5 F R CagHas N2O7 Siz "H NMR (DMSO-ds, 400 MHz)
8(ppm) 11.35 (Is, 1H, NH), 7.44 (d, 1H, H-6, Js.s = 8.0 Hz), 6.54 (s, 1H, OH), 6.02 (s,
1H, H-17), 5.54 (d, 1H, H-5, Jo.s= 8.0 Hz), 4.13-3.93 (m, 3H, H-3’, H-5"), 3.75 (m,
1H, H-4"), 1.03-0.96 (m, 28H, iPr), 0.00 (s, 9H, Si(CH3)3).. ®C NMR (DMSO-ds,
100 MHz) 8(ppm) 163.4 (C-4), 150.8 (C-2), 141.6 (C-6), 103.6 (CCSi), 101.2 (C-5),
92.5 (CCSi), 87.3 (C-17), 80.9 (C-4°), 77.9 (C-2°), 75.9(C-3"), 61.8 (C-5°), 17.7-17.1
(8C, 4 SiC(CHs)y), 13.3-12.6 (4C, 4 SiC(CHj)y), 0.2 (3C, Si(CH3)3). LR LC/MS:
(M+H") 583.2 (M-H") 581.2 (6.72 min). UV Amg 261 nm. R,0.27 (BEEE=F )L
/CH,Cl, 10/90, v/v).

ooooaon

5c0 1-[(2R)-2-0 000 -2-0 00O -3,5-0-(1,3-000 -1,1,3,3-0 00000000
ocooogo)-2-Cc-0ooboooooobogoo-p-D-O0D0O0-0OC0CO0O0O0O0O0D]OOO0
Sc0Sal 0 000o0ooDoo0ob4c000nnnooobDOOO
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5372 C27Hys FN,06Si; 'H NMR (DMSO-dj, 400 MHz) 8(ppm) 11.62 (sl, 1H,
NH), 7,43 (dl, 1H, H-6, Js.s = 8.0 Hz), 6.12 (d, 1H, H-1", ;- = 16.8 Hz), 5.68 (d, 1H,
H-5,J56=8.0 Hz), 4.22-3.85 (m, 4H, H-3’, H-4’, H-5"), 1.16-1.00 (m, 28H, iPr), 0.00
(s, 9H, Si(CH3)3). ’F NMR (DMSO-ds, 376 MHz) 8(ppm) -159.7. LR LC/MS:

(M+H") 585.2 (M-H’) 583.3 (6.47 min). UV Apa 261 nm. R, 0.52 (BFEE=F )L
/CHyCl, 15/85, v/v).
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43 %3 CiiH; FN;0s, 'H NMR (DMSO-d;, 400 MHz)
3(ppm) 11.49 (sl, 1H, NH), 7.87 (d, 1H, H-6, Js.s = 8.0 Hz), 6.18 (d, 1H, OH-3’, Jous
= 7.2 Hz), 6.10 (d, 1H, H-1°, J;-.r = 18.0 Hz), 5.69 (d, 1H, H-5, Js.c = 8.0 Hz), 5.32
(m, 1H, OH-5%), 4.19-4.10 (m, 2H, H-3’ % ' =F=)1), 3.85-3.75 (m, 2H, H-4* H-5),
3.60 (m, 1H, H-5>’). “C NMR (DMSO-ds, 100 MHz) 8(ppm) 163.3 (C-4), 150.6 (C-
2), 140.1 (C-6), 102.5 (C-5), 95.5 (d, C-2’, Jor = 186.1 Hz), 87.1 (d, C-1’, o5 = 10
40.2 Hz), 83.2 (d, CCH, *Jc.r = 8.0 Hz), 82.1 (C-4"), 76.5 (d, CCH, *Jc.r = 30.1 Hz),
73.3 (d, C-3°, 2Jer = 19.1 Hz), 58.7 (C-5°). "F NMR (DMSO-ds, 376 MHz) 8(ppm)
-158,2. LR LC/MS: (M+H") 271.1 (M-H") 269.2 (1.12 min). HRFAB-MS
C11H1205N,F. (M+H") 3HE84# 271.0730, 281 271.0739. UV Apg 261 nm. Ry
0.33 (MeOH/CH,Cl, 20/80, v/v).
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1-(B -b-0DO0-0000000DD0OD0409mmolD000DO0O43mMLO0O0O0CDODODOO

oo pooOoO200000D00O0000O00TIPSCIL, D16 20000000 DODODOO
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D+ CHyo N2O5 Siy, '"H NMR

(DMSO-dj, 400 MHz) 5(ppm) 0.94-1.04 (m, 28H), 1.73 (s, 3H), 3.86-3.96 (m, 1H),
4.06-4.13 (m, 2H), 4.14-4.20 (m, 1H), 5.44-5.48 (m, 1H), 5.53 (brs, 1H), 5.77 (brs,
1H) 7.42 (s, 1H), 11.35 (brs, 1H). UV Ama 212 nm, 266 nm.
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(225) JP 2014-139218 A 2014.7.31
oo
53 72 C27Hyg N2O7 Sis. Scan ES* 597 (M+H)", UV Apax 265 nm.

00
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272 C27HyFN206 Sis '"H NMR (CDCls-ds 400 MHz) 8(ppm) 0.1 (s, 9H), 1.05-

1.14 (m, 28H), 1.92 (s, 3H), 3.99-4.13 (m, 1H), 4.44-4.9 (m, 3H), 6.35 (d, 1H, J =
16.44 Hz), 7.2 (s, 1H), 8.86 (s, 1H). Sean ES* 599 (M+H)",
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R

C1:H;3 FN;0s,"HNMR (CDCls-dg, 400 MHz) 8(ppm) 1.75 (s, 3H), 3.6-3.65 (m,
1H), 3.82-3.84 (m, 2H), 4.07 (d, 1H, J = 5.27 Hz), 4.19 (m, 1H), 5.4 (brs, 1H), 6.08
(d, 1H, J= 17.8 Hz), 6.17 (brs, 1H), 7.8 (s, 1H), 11.46 (brs, 1H). Scan ES* 285
(M+H)", UV Amax 266 nm.
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¥ C33HsiN30 Siz Scan ES* 686 (M+H)", UV Apmax 260 nm, 310 nm.
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00

¥R C3oHyy FN;3O¢ Siz. Scan ES ™ 688 (M+H)", UV Apax 260 nm, 310 nm.
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Oo0ooo0OD0oojoo00ao

ée0 0 7i0D0000O0DOO0OOUODOSse000O0DODODOODDOD
goooano

473 C1sHis FN30s,"H NMR (DMSO-d; 400 MHz) 8(ppm) 3.63-
3.69 (m, 1H), 3.82-.393 (m, 2H), 4 (d, 1H, J = 5.27 Hz), 4.13-4.24 (m, 1H), 5.38 (brs,
1H), 6.23-6.28 (m, 2H), 7.32-7.36 (m, 1H), 7.49-7.53 (m, 2H), 7.6-7.64 (m, 1H),
7.99-8.01 (m, 2H), 8.34 (d, 1H, J = 7.32 Hz), 11.30 (brs, 1H). Sean ES* 374 (M+H)",
UV Amax 262 nm, 303 nm.

00000
7kO0 1-[(2R)-2-0 000 -2-C-O0 000 -2-0000-p -D-OD0OO0O0-0DO0ODODDODOOO
Ooooaod
00000
53 CiHy2 FN;O4, '"H NMR (DMSO-dg 400 MHz)
8(ppm) 3.57-3.62 (m, 1H), 3.77-3.80 (m, 2H), 3.95 (d, 1H, J = 5.53 Hz), 4.03-4.16
(m, 1H), 5.2 (brs, 1H), 5.73 (d, 1H, J = 7.19 Hz), 6.06 (d, 1H, J = 7.19 Hz), 6.14-6.25
(m, 1H), 7.17-7.3 (2brs, 2H), 7.74 (d, 1H, J = 7.74 Hz). Scan ES * 270 (M+H)", UV
Amax 271 nm.

goooand

SKON*-ODDDDDDDOD-1-[(2R)2-0 000 -2-C-0 000 -2-0000 - -D-00
o-0co0oobbooooboog

kO 23d4mmol0 000 D0OC7.2MLODOD OO DOOOCODODODOODODODODODODOODODO

Oo9.3emmolD 0D 00D0O0OO0ODODODOOD200000D00DO0004-00000O0
ooooDDoO0O11aymmolD00D0D0DOOOOOOCOOODODDOOS3.521mmolOO0OCDODODOO
OO0oo0o0O0ie00O0O0OO0O0OO0ODODO0OOCDODOODCMOOOOONaHCOsOOOOOOOOO
OOoO0ODO0ONaHCOzgO O O 200 000ONa,SO,0 00000000 OOODODOO0OOO0OO0OO0OO
oo0ONHOHODODODDOOOZ2010000000400000000000000O0000
oooooooDOooooooooDoobewEtOHD OO0 0D O0oODOoOoOoOooDOoooDOoao
udad

ooooao

okO 1-[(2R)-2-0 OO0 -2-C-O0DODOO0-2-0D0000-B-D-OD00C0C-00O0O0CODODOGO

-4-N-0 00 0ooboobo-oooboo-s"-0b0-00bs-000o0o0-2-000000000
oo

8kO 0.35mmol0 0O THFO O OO DO OODOOOOO1.05mmol0 00 00OCOCOCDODOODOOO
s-0o0go0oo0-2-000000ONN-O00O0O0O0OC0DODODOOCOCDOODO.42mmoll

ooobObOO0O00oo0oooos3sgooooobbOobooooobooooOoonoaoOantert-
Oo0ooODOoooDOooO0o.7/m/mmolD 00 00D0O0D0O0OC0DODODOODO2000D00

OO0obDCMO OO OOO0OOONaS,0z0 0000000000 o0Hx0022000000
ONa,So,0 0 0 Doooooobobooooooooobboooooooooooao
OODCWEtOHD O OO0 O0D0ODO0OO0DOOO0OOO0ODODO0O0ODOOOOODODODODOOD

OoOoo0oo0ogao
O 0Oo0o0oa.
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ooooOooao

5373 C47Hso FN30y; PS;. Scan ES* 938 (M+H), UV A ax 277 nm
Ooo0o0ooOoaoao
0 11kd 1-[C2R)-2-0 000 -2-C-O000DO0-2-0000-B -D-0000-0000O00O0OO
o-0ooo-s5"-00-000s-00b0b00-2-00000000000
O 9kO 34mmol0 O AcOH/MeOH/H,00 3/6/10 0 0D 0 0002000006000 0400000
0000 o0Oo00o0o0o0o0O00o0ob0DoO000o0b0OO00O0Db0DO0DO0OO0O0Db0D0O00OODCM/ZELOHO O O
pgoooooooooooooooooooooodd
Ooo0o00ooao

¥R Cy5H3; FN3O9 PS,. 'H NMR (DMSO-d,
400 MHz) 8 (ppm) 1.17 (s, 18H), 3.08-3.11 (t, J= 6.07 Hz, 4H), 3.99-4.08 (m, 7H),
4.22-4.28 (m, 2H), 5.73-5.75 (d, J= 7.30 Hz, 1H), 6.30 (brs, 2H), 7.26-7.31 (d,
J=17.30 Hz, 2H), 7.47-7.48 (d, /= 7.30 Hz, 1H) ’F NMR (DMS0-ds, 376 MHz) &
(ppm) -156.48 (s, 1F) *'P NMR (DMSO-d;, 162 MHz) & (ppm) -1.96 (s, 1P). Scan
ES* 638 (M+H)", UV A max 271 nm

ooooao

120N2-0 0000000 -9-[(2R)2-0 000 -2-C-0000-2-0000-B -D-000
-0oo0gogooboboooobbooad

7305 18mmol0 000000 7/m/mmol0 00 0000DO0OCOOOCOODOOODODOGO
gooboooooboboogooboboeb00b0booobobbooobboooobDboOoge
2immol0 0 000O000O0O00CO0O0CODOI160 000 0O NH,0HO 4mL/mmol O O O 20 O
Ooo0ooO0oo0OO0oO0oo0O0OO0O0CO0O0OO0O0OO0OO0O0O0OHXH0O000NaHCOzO OO ODOO0OONaCIO DO
gooboONa,SO,0 00 boooobobbooooooooobbobobooooooooboao
ooooObcMm/MeOHD OO0 OO OO0OOOOCOOOOOOOOOODOOOODOODOCS,H

O Oooo

28FNs0s0]

bDooooao

0130 N?-00000000-9-[(2R)-2-0 0 00 -2-C-0 000 -2-0 00 O -5-0O-tert-
oooooooooo-Bp-D-0000-0000000010000

Di1202.29mmol0 000 O000SmOO0O0O0O0O0O0O0OOOODOtert-00000O00O00OO
ooooooz.7smmolD 00 0000O0O0O0O0O0O0O0O0O20000000000000
OobpcMO OO0 O000OHOO2000000000000000NaSO,0000000000
boooO0O0oooooooO0oO0oOoOooOooOOoOoOoO0oOoOooOooOooOODCM/VMeOHO O OO OOOO
booooooooooooooooaon

oooooao

573 CasHys FN5O5Si, Scan ES*
696 (M+H)", A max 260 nm. Scan ES™ 694 (M+H)’, UV A max 260 nm

gooooao

0140N°-00000000-9-[(2R)-2,3-0 0000 -2-C-0 000 -2-00 00 -5-0-ter
t-00o0oo0ooooob-p-D-0000-0000D0O00DO0]1000O0

D130 0. 14mmolD DD OO0DOCODDOO4/m/mmolD 0 0O 0OOODODODDDOO4-00000
ocooocoooo.5emmolD 0 000O0DOOCDOOOOODOODODOCOO.43mmolDDO0OO
ooocoobObOO0Ob0oDO0ooo0ollec0OOObOO0ODO0OO0OO0oOooOoOoODbODDbDOODOOOOOODEMO OO
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OOO0OO0OOO0OHOORCIOINDOOOOOOONaSO, 000000000000 00O00O0O0O
ooocooboOoOooooooan

goooooao

ocooocooooooDoood2m/mol0 0000000 -0D0-0DOC0CO0OO0OO0OOODOO
O2nmol0 00 0D0OCOOOCOODOOO24mmolD 00 O0DOOCODOODOOOD225000O
2000000000000 00DO0ODDODDODOOODO0OOO0ODODODODDODODODOODOODMC/MeO
HOoooOoODooooboooooboooobobooooobao

gooooao

5y 73 CigHys FN5O4Si. Scan ES ™ 680 (M+H)", UV A e 260 nm

0Do0O0O00oo

0150N2-0 0000000 -9-[(2R)-2,3-0 0000 -2-C-0000-2-000 0 -B -D-O
0D0O0-0000000000000

0 140 0.35mmold O MeOHO 20mL/mmol0 D 0 000D O0O0O0O0O0O00O0O0O0O0OOO 3.55m
ml0 00 0000000000000 700002000000000000000000
000000000000 O00O0O0ODCM/MeOHDO 00000 O0O0D0OO0ODO0OOOODO0OOO
Doooo

0Doo0Oooo

5y ¥ C3:H3o FNsO4. "H NMR (CDCl3-d,
400 MHz) 5 (ppm) 2.38-2.45 (m, 2H), 2.75 (brs, 2H), 3.64-3.67 (d, J= 12.20 Hz, 2H),
3.77 (s, 4H), 4.20-4.23 (d, /= 11.7 Hz, 1H), 4.41-4.42 (d, J= 8.4 Hz, 1H), 5.83-5.87
(d, J=16.24 Hz, 1H), 6.80-6.82 (d, J= 8.12 Hz, 4H), 7.26-7.31 (m, 11H), 7.84 (brs,
1H), 9.26 (brs, 1H)

oooonon

160 9-[(2R)-2,3-0 0000 -2-C-O0O0O00-2-0000-p-D-0DO0O00-000D0O0O
oooDDaOo

150 0.09mmolC O AcOH/THF/H,OO 3/6/10 0 0 O 0OS00 0010 000000DOOOCDOO
00000000000 Db00O0DO0OO0DbOO0OO0O0O0OD0O0D0ODODEC eC180HLO/ACNDO O D OO
oooDoDboOoOoooooobooboao

oooonon

Oo0ooogoooo

5rF3X C12H 12 FNsOs. 'H NMR (DMSO-ds, 400 MHz) 8 (ppm) 2.57-
2.74 (m, 2H), 3.56 (s, 1H), 3.61-3.64 (d, J= 12.10 Hz, 1H), 3.79-3.82 (d, J= 12.10 Hz,
1H), 3.91-3.93 (d, J=5.40 Hz, 1H), 4.32-4.35 (m, 1H), 5.25 (s, 1H), 6.06-6.10 (d, J=
18.20 Hz, 1H), 6.64 (s, 1H), 8.01 (s, 1H), 10.82 (s, 1H) F NMR (DMSO-ds, 376
MHz) & (ppm) -138.4 (s, 1F).Scan ES™ 292 (M+H)", Scan ES* 316 (M+Na)*, UV %
max 251 nm |

gooooao

0170 9-[(2R)-2,3-0 00 O0O0-2-Cc-0000-2-0000-B-D-0000-0000D0O
oooc-oooo-s"-0b0-000Ss-00000-2-00000000000OO0
Dilv0coo0U0oO0oOOoODDOO0DO0O0o0Muosv mmol 0 00D 0D 0O0OCOCDODDDODODOOOOOA
cOH/THF/H,00 4/2/710 00500 0 03000000000 oODUOoooOooOoOooOooOoDoDOo
ocooocoooOoO0ooDOoooobcwmveoRD DD ODODODODODODDODDOODODODOODDODOO
gogao
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goooogag

4 T2 Ca6H3; FNsOsPSi; "H NMR (DMSO-ds, 400 MHz) & (ppm) 2.48 (s, 18H),
2.65-2.68 (m, 2H), 3.06-3.10 (q, J= 3.71Hz, X O J= 6.02 Hz, 4H), 3.97-4.04 (m, SH),
4.31-4.35 (m, 2H), 4.50-4.52 (m, 1H), 6.13-6.18 (d, J= 17.60 Hz, 1H), 6.63 (s, 2H),
7.82 (s, 1H), 10.85 (s, 1H). '’F NMR (DMSO-dj, 376 MHz) & (ppm) -139.2 (s, 1F).

Scan ES* 662 (M+H)", UV A max 254 nm. HPLC (87 Rlizb721 . 0-100%ACN)
tr =5.65 min.

goooogao
0180N°-0 0000 000-9-[(2R)-2-0 0 00O -2-C-0 000 -2-0000 -5-0-tert-0O
coooooooo-8-0-bOoooooobDOoob0-p-D-O0O0D0O0-0O0O0OO0O0ODO]DO

O

0

0130 0.8mmolO O THFO OO O 20mL/mmol0 O O OO0 O O0ODOp-OO0O00O0O0ODODODOO-1
ZnmolD 0D 00O OCOOO00O0C2m/mmol0 00 0000DO0OOCDOOOOODOOODOSOO

OOO0OOOTEAU OO ODODOOOOODCMODOOOOOHO020000000000NaySo,
I o O o A o I 0 [ 04 YV 4
MeOHO O OO O0OO0ODODODODOOOOOOODOO

oooooao

0190 N2-00000000-9-[(2R)-2-0 000 -2-C-0000-2-0000-3-0-000
JooooDoDOo-p-D-0000-D0UOO0DODOODOD]JoOOO

019001500 0000000000180 000000000O0Ca,HzgFN50600 Scan ES™ 66
6 (M+H)*O

oooooao

0210N2-0 000000000 -9-[(2R)-2-0 000 -2-C-0000-2-0000-5-0-ter

t-000D00o0o0oo0o0o0-3-0-00o0ooDDODDODO0O00O-B-bD-OCO0D0-00O0D00O0O00OO0]
oooao

0210018000000 00000D00C,gH,5FN5O6SiO Scan ES™ 592 (M+H)™, UV A [ ax
273 nmQd

oooooao
0220N2-0000000000-9-[(2R)-2-0000-2-C-0000-2-0000-3-0-0
oooooDoDoUoo-p-D-0000-0D0O0O0OO0OOCOO]JUOOO

022001500 00000000002100.46mmol0 000000000 QOC,5H,gFNs0g
O

oooooao

0200 9-[(2R)-2-0000-2-C-00U0Q0-2-000O0-B-D-0D0O0O0-0DO0O0O0O000CT]
oooo-5"-00-00¢(G-000D0DD0-2-000000000000

g0 090000000 O0OODOOO1900.09mmolD 0D 000000 OODOOOOODGO

ACOH/THF/H,00 472710 0000 0000DOO0OOCODOOOODODOODODOOCDODOODOODO
ooOooo0ooo0o0ooDOoooOOobOO0OoDOooOobOOooODOoOoDOoOoODODCM/MeOHD O ODODODO
gooboooobboboag
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goooogag

¥R Cy6H37 FNsOoPS; 'H NMR (DMSO-d,
400 MHz) § (ppm) 1.16 (s, 20H), 3.06-3.09 (m, 4H), 3.90-3.91 (d, J= 5.40 Hz, 1H),
3.99-4.10 (q, J= 6.70 Hz and J=7.00 Hz, 4H), 4.32-4.38 (m, 2H), 4.63 (m, 1H), 6.10-
6.14 (d, J= 16.93 Hz, 1H), 6.69 (s, 2H), 7.79 (s, 1H), 10.96 (s, 1H) *'P NMR (DMSO-
ds, 162 MHz) 8 (ppm) -1.91 (s, 1P) ""F NMR (DMSO-ds, 376 MHz) & (ppm) -156.82
(s, 1F) Scan ES* 678 (M+H)".

oooooao

g 250 1-[(2R)-2-0 000 -2-00 00 -3,5-0-(1,3-000-1,1,3,3-0 00000000
goooooo)-2-c-O00o0oobooooobooDo-B-D-OOO0O0-0O000O0O0O0O]-4-0O
ooooao

0 5cO 820mgd 1.40mmol0 O 1,2- D000 DODDOODOODDOS35mMLOOOOODODO Lawessond
001.13gO02.8ommol0 OO OO0 0DDODDODOOODDODDODOOODDODDOOOODODOOODODOOO
oooooDoODOoDooooooooDoDoDoDoo-5%wOoOoDoODDDODDODODOoOOooOOoOoOoDDOO
00000000000 0000000000000A0 CogHasFN5O5SSis LR LC/MS: (M+H
™) 601.3 (M-H7) 599.3 (7.03 min). UV A 332 nm. R/ 0.71 (Ethyl acetate/CH2CI,
7/93, v/v)O

oooooao

0260 1-[(2R)2-0 000 -2-0 000 -3,5-0-(1,3-0 00 -1,1,3,3-0 000000003
oooooo)-2-c-O0O0O0o0-B-p-00D00-0000000071J0000O0
ooo22000000000000D0D00OMODO0O0OOOOOOODOGDOGOA200 0 0O 200
gobooodoooobooooooobo b o000 oooDob oo ooOoooOobO
CoeHasFN30sSis LR LC/MS (B): (M+H*) 512.3 (M-H™) 510.3 (5.33 min). UV A 242
nm, A paxz 273 nmO

Oo00o0ooOoao

a27i0 9-[(2R)-2-0 000 -2-C-000DO0-2-0000-B -D-0000-000000O0OO

JjoooOos"-000000O0o0DoDooOoOooano

O7iDo.286mmolD 000000 O00OOOCODDOYS0n LOOODODODDODDDODODOOGOOOY
S5p LOO.807mmol0 D O0D D0 00DDDODODOODDODDODOODAOSIOODDDOOODODDOOO

max

maxl

OoooO0oo00o0o0000dOaoPPi/BugN 1710 50 1g0 2.19mmold O DMFO O O O 2mLO O
ODODO0O0OO0O0o0O0O0ODOD0ODO0O0O420p LO1.76emmolD O PPID DO OO OOOODODOGDOO
goisoooooooz4anl0 000000000 AD00D0DDDOOODDOODOO
OoocoDODDbOO0OO0OO0OO0TEAB IMOpH =7, 5010mL0 00000 00COCODOO0OOG0ORZ20000
0000000000000 00D0D0DO0D0DD0D0DD0DDODDODODDODOODODODODODOD1073M
TEABOODOOOOUOODEAE-D O ODODOODODDODOODOODOOOOODODDODOODOOOOGORO
gooooooooboooooobooooboboboooobbooooobbooooboboooooan
ooocoobOoOoooooooooobobboOooorWPLCOCODODDODDODODODODOOOOODODOO
ooocoobobobooooooooobobbooooooooobobobobooooooooobooao
goooboooooboboogogoboooobobbooobboooobDbOoONa+tDOO0nDoDOO
ooobcos3sgmoooooboboboooooooobbboooooonn

ooocooao
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goooogag

¥ C12Hy; FNsO12P3 3Na. '"H NMR (D;0, 300 MHz)
8(ppm) 8.31 (s, 1H, H-8), 8.14 (s, 1H, H-2), 6.28 (d, 1H, H-1", *J;.s = 15.6 Hz), 4.64
(m, 1H, H-3"), 4.42 (m, 1H, H-5"), 4.35-4.25 (m, 2H, H-4’ R T'H-5"), 2.82 (d, 1H,
TF =), *Tur = 5.5 Hz). *'P NMR (D,0, 121 MHz) 8(ppm) -10.27 (d, 1P, Py, Jpy.pp =
19.4 Hz), -11.03 (d, 1P, Py, Jpa.pp = 19.4 Hz), -22.38 (t, 1P, Pp, Jpp.py = Jop.pu = 19.4
Hz). F NMR (D0, 282 MHz) 5(ppm) - 160.0 (m). LRFAB-MS (GT): 600
(M+H)", 578 (M-Na+2H)", 556 (M-2Na+3H), 598 (M-H), 576 (M-Na)’, 554 (M-
2Na+H)’, 532 (M-3Na+2H)'.

goooogao
O 27i0 9-[(2R)-2-0 0 OO0 -2-Cc-O00D00-2-0000-p-D-0C00O0-000O0DODOO
joooos"-00000DbDOoo0oobbooo

02700270 0000000000070 O0OOODOO
ooocooao

O
O

g
O
a

TEFR
Ci2H); FNsO3P; 3Na. '"H NMR (D0, 400 MHz) 8(ppm) 7.97 (s, 1H, H-8), 6.19 (d,
IH, H-1, ’J;5 = 16.0 Hz), 4.70 (m, H,O F® 1H, H-3°), 4.39 (m, 1H, H-5"), 4.29-
4.22 (m, 2H, H-4’ RO H-5"), 2.98 (d, 1H, =F =)L, *Ji.s = 5.0 Hz). 3'P NMR (D0,
162 MHz): -10.50 (d, 1P, Py, Jp,.pp = 19.4 Hz), -11.03 (d, 1P, Py, Jpa.pp = 19.4 Hz), -
22.38 (t, 1P, Pp, Jpppy = Jpp.pa = 19.4 Hz). ’F NMR (DMSO-ds, 376 MHz) 5(ppm) -
159,1 (m). LRFAB-MS (GT): 638 (M+Na)*, 616 (M+H)", 594 (M-Na+2H)", 572
(M-2Na+3H)", 550 (M-3Na+4H)", 592 (M-Na), 570 (M-2Na+H), 548 (M-3Na+2H)".

Ooooao
290 4-0 O O -7-[3,5-0-(1,3-0 00 -1,1,3,3-0 00000000 O0O0O0O0OO0OO)-B -D
-00-00o0obboo0oob2,3-ddoboogad
UDo00o0o0l120000000000009-[B -D-00-0O0O0DO00O00O-7-000-6-0
oo0o0oo0oobobobobobao
Ooooao
97 F 3 C23H;33CIN3;O5Sis.

'H NMR (DMSO-d;, 400 MHz) & (ppm) 0.96-1.04 (m, 28H), 3.92-3.95 (m, 3H),

4.41-4.58 (m, 2H), 5.65 (s, 1H), 6.08 (s, 1H), 6.71 (s, 1H), 7.83 (s, 1H), 8.62 (s, 1H)
OoooOoao
3g0 4-0 00O -7-[2-0 00 -3,5-0-(1,3-0 00 -1,1,3,3-0 000000000000
0)R -D-0000-00000000]000([2,3-dJO000O0
3g0 030 0000000029000 000000000000C,3Hz6CINGOsSi,0 Sca
EST(M+H)™ 528, UV A max 271 nmO
ooo0oo
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490 4-0 0 O -[3,5-0-(1,3-0 00 -1,1,3,3-0 00 0000CDOOO0O0O0OOO)-2-C-O
ocooooooooo-p-D-0D0O0O0-0CO0O0001000T([2,3-dOOO0DOO

4gb0D4a0 00 00COODOOOO0O3gOOOOODDODOOOOOGOO
oooDnD

I I o B |

2R : CasHesCIN;05Sis."H NMR (DMSO-ds, 400 MHz) § (ppm), 0.12 (s, 9H),
0.95-1.09 (m, 28H), 3.90-3.94 (m, 1H), 4.02-4.03 (m, 2H), 4.37-4.39 (d, J= 6.74 Hz,
1H), 6.43 (s, 1H), 6.44 (s, 1H), 6.68 (d, J=3.71 Hz, 1H), 7.71-7.72 (d, J=3.84 Hz,
1H), 8.66 (s, 1H)

Do0O0O00O
0590 4-0 0 O -7-[(2R)2-0 000 -2-00 00O -3,5-0-(1,3-0 00 -1,1,3,3-0 0000
00000000 00)2-C-000000000000-B-D-0000-0000000O0
00000 [2,3-d00 0000
O5g0 050 0000000000040 000000000000
Do0O0O00O
5y F-2 C23HysCIFN305Siz."H NMR (DMSO-dy, 400 MHz) & (ppm) 0.33 (s, 9H),
1.02-1.13 (m, 28H), 4.0.-4.03 (d, J= 13.42 Hz, 1H), 4.12-4.14 (d, /= 9.43 Hz, 1H),
4.27-4.31 (d, J= 14.00 Hz, 1H), 4.71 (brs, 1H), 6.58-6.62 (d, J=17.07 Hz, 1H), 6.82-
6.83 (d, J= 3.80 Hz, 1H), 7.72 (d, J= 3.80 Hz, 1H), 8.69 (s, 1H) ¥ F NMR (DMSO-
ds, 235 MHz) 6 (ppm) -159.6 (s, 1F)
D0O0O00O
06gd4-0 00 -7-[(2R)2-0 000 -2-C-0000-2-0000-B -D-0000-0000
00000000 [2,3-d000000
Degd 06a0 D0 D 0DODODDDODDDOS5000000000000O
D0O0O00O

¥R Ci3H, CIFN;0;. 'H NMR (DMSO-ds, 400 MHz) 8 (ppm) 3.60-3.65 (d, J=

5.44 Hz, 1H), 3.68-3.71 (d, J= 12.35 Hz, 1H), 3.85-3.88 (d, J= 12.35 Hz, 1H), 3.95-
3.97 (d, J= 8.90 Hz, 1H), 4.46-4.54 (dd, J= 23.23 Hz and J= 9.39 Hz, 1H), 5.38 (s,
1H), 6.28 (s, 1H), 6.57-6.61 (d, J= 16.47 Hz, 1H), 6.79 (d, J= 3.82 Hz, 1H), 8.04 (d,
J=3.78 Hz, 1H), 8.70 (s, 1H) " F NMR (DMSO-dj, 235 MHz) & (ppm) -158.30 (s,
1F). Scan ES* 312 (M+H)". Scan ES~ 356 (M+HCO,)".
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gaddg

5373 C13Hi3FN40;. 'TH NMR (DMSO-ds, 400 MHz) &
(ppm) 3.61 (d, J=5.52 Hz, 1H), 3.63-3.67 (m, 1H), 3.80-3.83 (d, J= 12.14 Hz, 1H),
3.86-3.88 (d, J= 9.38 Hz, 1H), 4.46-4.54 (dd, J=23.23 Hz and J= 9.39 Hz, 1H),5.30
(brs, 1H), 6.1 (brs, 1H), 6.41-6.47 (d, J= 16.47 Hz, 1H), 6.57-6.61 (d, J= 16.47 Hz,
1H), 7.04 (s, 2H), 7.37-7.38 (d, J= 3.65 Hz, 1H), 8.05 (s, 1H) ' F NMR (DMSO-d;,
235 MHz) 3 (ppm) -157.15 (s, 1F) Scan ES * 293 (M+H)", UV A max 275 nm

goooooaon

0230 9-[(2R)2-0 0 00O -3,5-0-0-000O00O0DO0-2-C-O000O0DO-2-0000-B -D-00
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Ooo-[2R)-2-000D0-2-C-O0O0O00-2-00D00-p-D-000D0-0O000O0000DO
Oo.1e6mmol0 0 4-000000C0ODODOOOOOC.0mmolO O DDODOO0OO0OODOO0.48mmolO
ocooocoooOoooDOdodsmmolD D0 O0CDOOOCO0OO0OIMMOOCDOOOOODBOODOO
ooocooObOO0OO0OONaHCOgUOODODDOOOOOOOOODDODODOODOOOooOooOoooODOOGO
OOONaClOOOODODODOONaSO,0 0 00O00O0O0DODO0DDODOODODODOODODDODOO
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O 4f0
c-0 0O
0 410

R

C20H2FN505 "H NMR (DMSO-ds, 400 MHz) § (ppm)1.02-1.22 (m, 12H), 2.53-2.59
(m, 1H), 2.65-2.70 (m, 1H), 4.04 (d, J=4.77 Hz, 1H), 4.35-4.40 (m, 3H), 5.88-5.94
(dd, J=9.39 Hz and J= 8.21 Hz, 1H), 6.21-6.25 (d, J= 17.28 Hz, 1H), 6.58 (s, 2H),
7.09 (s, 1H), 10.82 (s, 1H). Scan ES* 450.0 (M+H)", UV A ax 251 nm

udd
N-2-0 00000 -9-[(2R)2-0 000 -3,5-0-0-0000O000O-2-C-0000-2-0
-3 -D-OD0D0D0-000CD0ODOO0OO0O0O00OO0OO0

020000000 0000O000O0
oaddg

ﬁ:f‘ﬁ C24H30FN507 lH NMR (DMSO-dd, 400 MHZ) ) (pprn) 1.02-1.22 (m, 18H),

2.53-2.59 (m, 1H), 2.65-2.70 (m, 1H), 2.74-2.80 (m, 1H), 4.04 (d, J= 4.90 Hz, 1H),
4.35-4.40 (m, 3H), 5.73-5.80 (dd, /= 10.14 Hz and J= 7.80 Hz, 1H), 6.29-6.34 (d, /=
17.36 Hz, 1H), 8.23 (é, 1H), 11.80 (brs, 1H), 12.3 (brs, 1H). Scan ES © 520 (M+H)",
UV X max 257 nm
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Ooo0oooa
573 CogHysFN;0,Si3 'H NMR (DMSO-dy, 400 MHz) & (ppm) 0.13 (s, 9H),
0.94-1.06 (m, 28 H), 3.75 (m, 1H), 3.96-4.09 (m, 3H), 5.99 (d, J= 1.53 Hz, 1H), 6.53
(s, 1H),7.58-7.60 (d, J = 6.76 Hz, 1H), 11.8 (brs, 1H) Scan ES” 599 (M-H)’, UV \ max
271 nm
Ooo0ooa
5fO05-0000-1-[2RH-2-0 000 -2-00 00O -3,5-0-(0,3-0 00 -1,1,3,3-0 00
ooooooooobooo)-2-C-O0O000O0D-0oo0oboDoOOooo-B-b-00D00D0-0D0000
OO0o0o0oooga
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5 7R Co6HagF2N206Sis. 'H NMR (DMSO-ds, 400 MHz) & (ppm) 0.13 (s, 9H),
0.94-1.06 (m, 28 H), 3.92-3.95 (d, J= 12.47 Hz, 1H), 3.96-4.09 (m, 1H), 4.21 (d, J=
12.22 Hz, 1H),5.20(brs, 1H), 6.10-6.15 (d, J= 16.53 Hz, 1H),7.56 (s, 1H), 12.23 (brs,
1H) " F NMR (DMSO-ds, 235 MHz) 8 (ppm) -160.06 (s, 1F), -165.94 (s, 1F) Scan
ES* 603 (M-H)*, UV A max 272 nm
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goooooooao
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43 C11H1oF2N20s. 'H NMR (DMSO-ds, 400 MHz) & (ppm) 3.61-3.64 (d, J=
12.55 Hz, 1H), 3.81-3.85 (m, 2H), 4.11 (d, J=4.91 Hz, 1H), 4.14-4.20 (m, 1H), 5.50
(s, 1H), 6.04-6.09 (d, /= 16.91 Hz, 1H), 6.20 (d, J= 7.64 Hz, 1H), 8.29 (d, J= 7.09 Hz,
1H), 12.05 (s, 1H) '* F NMR (DMSO-ds, 235 MHz) § (ppm) -158.74 (s, 1F), -166.27
(s, 1F) Scan ES* 289.0 (M-H)", UV A ax 270 nm.
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53 T2 Ca5H35F2N,010PS;. "H NMR (DMSO-ds: 0, 400 MHz) 8 (ppm) 1.15-1.17
(m, 18H), 3.10 (t, J = 6.40 Hz, 4H), 4-4.08 (m, 5H), 4.19 (d, J = 5.39 Hz, 1H), 4.24-
4.39 (m, 3H), 6.12 (d, J = 16.82 Hz, 1H), 6.39 (d, J = 6.07 Hz, 1H), 7.86 (brs, 1H),
12.12 (brs, 1H).
Ooo000nd
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5y & C12H;2FNsNa30,,P;. 'TH NMR (D,0, 400 MHz) 8(ppm) 2.61-
2.72 (m, 2H), 2.95-2.96 (m, 1H), 4.16-4.22 (m, 1H), 4.35-4.40 (m, 1H), 4.6-4.7 (m,
1H), 6.17 (d, J = 16 Hz, 1H), 8.02 (s, 1H). '°’F NMR (D,0, 235 MHz) & (ppm) (-
138.95)-(-138.74) (m, 1F), *'P NMR (D,0, 162 MHz) § (ppm) -10.66 (d, J = 19.44
Hz, 1P), -11.14 (d, J = 19.44 Hz, 1P), -22.82 (t, J = 19.44 Hz, 1P). Scan ES* 599.6
(M-3Na)**, UV A max 253 nm.
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