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Scheme 1. Conversion of primary amines to the corresponding secondary amines.
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Scheme 2. Conversion of primary amines to the corresponding
secondary amines via Ns-strategy.
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Scheme 3. Selective deprotection of DNs group.
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Scheme 4. Alkylation and deprotection of N-Boc-Ns-amides.
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Scheme 5. Construction of medium-sized rings.
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Scheme 6. Selective mono-nosylation of diamines.
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Fig. 1. Structure of HO-416b (30).
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Scheme 7. Total synthesis of HO-416b (30).
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Scheme 9. Completion of total synthesis of HO-416b (30).
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Fig. 2. Structure of Lipogrammistin-A (43).
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Scheme 10. Total synthesis of Lipogrammistin-A (43).
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Fig. 3. Structure of (-)-Ephedradine A (50).
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Scheme 11. Total synthesis of (-)-Ephedradine A (50).
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Scheme 12. Solid-phase synthesis of PhTX-343 (61).

Fig. 4. *H NMR spectra of synthetic PhTX-343 (61).
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Fig. 5. Structure of DAPT (65).
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Scheme 13. Parallel synthesis of DAPT derivatives (69a-0).

O00O0OMerifieldDDO0O00OOO0OOOOO0OO0OO0ODOOODCOODOODOOONODOOO
gboobooooobobooboobobooboboobobooboboooNObOobOOobO0OO0ON-On
gbooboooboobobbeboboOoO0obOO0obObOOOOOOO0ODODOOOOODONDOD
gochooboooboboboboooobobobobAPTODOOOOODLOOG9-c000O OO
6900 DAPTO 65000 3000000000000 DOO0OOOOODbOOLOOOOOO0O0O00OO




T Cil>x—J)U

2005.10 Number 128

6. 3. AT IT4=F«FO—TOEHEEK>

0000000000000 00D00D0DD0000000N00NDoooooooonoononon
OPSOODDODOOOOOODOOOOPSOOOONOOOODDOONOONODOODDOOOO
000y0O0000O00D0O0O0O0O0O0O0D0O0O0O0DO00O0CO®00D000000000000
000000000000 0D0D000000000D0000000000D0D00N0Nooooo
00 0000000000000 0DD000N0D0Do0o00oNooonoDoooNooooo
0000000000000 0D000000000D00D000000N00nonoooooooo
0000000000000 0D000000069 0000 DAPTOG600000000000
0000000000000 00D00ODD00000D0DDOD00N0N0Noooononoooo
0000000000000 0D000O0D0D000000000000000NoNooooooo
00000000 00000D00DO0O0O0 70000000

00000000000 0O0ONSODOD0D0O0000O00D0DD000DO0DoDoNooooooo
000000000000 0ONSsOD0D0O000O0DOD0DDO00000DDDDoNoooooo
000000420 000000000000000000000000000000000O0
000000000 700000000000000DAPTO6S00000000N0N0O0OOOO
700 0000000000000000000000000000000000000 7100
0000000000000300610000000000000000000000OO0O
0000000000000 000D0D000000D0000000000000000000
0000000000000 000D0D0000000000DD0000N0NoNooooononn 71
0000000000000 0D0000000000ODAPTO6S0000000000000
000000000 2300026kbal00000000000O0O0O0O0O0O%

3 S
Biotin-tag

Cross-linking group Linker

70:n=8

i i
i HNJLNH
Uw(&UWr R A
O Me o 0
F 71
Scheme 14. Solid-phase synthesis of photoaffinity probe (71).
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Stmamx BYERm ZhONVEVRAIWKRZINEER 3D

SO,Cl  p.3-4
X X=NO,, Y=H : NsCl (11a)
500g 21,800 O 25g 2,250 O [N0142]
X=H, Y=NO, : pNsCI (11b) p.6 Diamine derivatives

Y 259 9,600 5g 3,500 [N0144] n=1 500ml 4,900 0 25ml 1,400 0 [D0114]
n=2  500g 9,300 0 25g 1,6000 [D0239]
n=3 25ml 16,3000 5ml 6,0500 [D0108]
n=4 500g 4,3000 25g 1,4000 [D0O095]

HoN NH, N=5  25¢ 12,9000  5g4,8000 [D0094]

SO:NH,  p 4.5 2 M > n=6 259 4,800 0 [D0107]

X X=NO,, Y=H : NsNH, (18) n=7 25¢g 13,6000 5g4,8000 [D0106]
25g 21,1000 5g 7,150 0 [NO705] n=8 25g 8,2500 [DO08S]
X=H. Y=NO n=9 59 13,0000  1g 4,5000 [D2075]

' 2 n=10 500g 35,3000 25g 4,300 0 [D0091]

5g 7,350 0 [N0697]

Y
Soz,\,H/\(\%/n\NH2 n=0 1g 12,4000 [A1627]
45 o n=1(27) 1g 12,4000 [A1628]
SONHR P 2 n=2 (28) 1g 12,4000 [A1630]
No, RBoc (19a) n=3 *HCl 1g 21,500 O [A1661]
2 5328,0000 1g8,500 0 [B2303] he4 HCl 19 215000 [A1662]

R=Alloc (19b) 5g 29,500 O [A1632]
R=Cbz (19¢) 5g 25,500 0 [C1757]




