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Scheme 1. The structure of naphthyridinomycin and our synthetic strategy.

2



AL TR, GHERICTHESNIZH LW GERZHEAT S ET 1 IZDWTINRTIT/R WGBS
BN Tz, ZHUTKD., BEREYEEZH T 2HEEOZN—HEDI Y F /U RTIVADOA RANDEH
ZHBICANIZ 1 OGHRIEZHALT 5 ZENHNTH S,

(& BETH]

WIFRETIIRELY FFHA P2 743 OLHEREERL TWHN Y, 20N TRIEEINZ Ugl ]k%E
EHT 527 NERT D VHERIENEE RO RIITE UBZEIERE W, HEFILZOZERMEICEOHE
HiEwmDAEHMEICER L. AHRICBNWT, HHUOEAGKZAL CNETERNKNE E SN TEZRAY

R U 2 A5 Z & & L7z (Scheme 1),

R 1 OFT 2 -DONIT I F—I)VERLIL, BEERAEMEEOEM L7225 DNA TILFIUED SUS
EEOLNTHY, ACKKINECEDF / D ERITAROKBTEAT LI EE L, B ROMEIT, &K
HEMA T IZBNWTT IV T B R 5 FROREAMAMZH N, D B EOKEEDE AT AME ROk
VHENERAD I EE L DEREEGVDES V7 OB2IEHROBEIIEADZO—RICHEN TR N DA,
ETIVEBRTORREZR XA, FHAI 05 FHN Heck KIGICKZHRZMEL 2. ZDLDIC RE L
HEARIOE/KIT. ERo2r NEXRT D OERIEDORAICLDETH S, Thbb. HEBRT I /B
FEARNBLAVEZZEL G L, Ugi JOSICEDT7IVTER, 4V MY ILEHICHITHEE S BRIRT S
SRMIANEESZEELE, ARIBEERATAHZEICED, ZRIAEZEBFBICANLZINETIZIBRNFTFY
TIRA T DI ERNEBRAIRETH D EE AT,

(7 2/ A ER DG K]

MeO MeO MeO
Me N_ .Ph Me b Me
-z o a H , C H
+ /I/i —— N Ph E—— N_..Ph
MeO 0 o MeO ) MeO
MsO
HO 3 4 5 HO (0] O 6 HO OH

Reagents and conditions:
MeO MeO
Me (@) TFA, CHoCly, 0 °C, 93%; (b)
o Me MsCI, EtzN, CHoClo, 0 °C to 1t, 85%;
Ph ’ NH, (c) NaBH4, MeOH, CH,Cl,, 0 °C; (d)
MeO MeO TBDPSCI, imidazole, DMF, rt, 92%
MsO OH MsO (2 steps); (e) Pb(OAc)s, MeCN, 0
7 TBDPSO g CO'BPPS | °C; NH,OH-HCI, NaOAc, EtOH, tt,
90% (2 steps)

d

—_—

ZT

Scheme 2. Preparation of the arylaminoalcohol.
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Reagents and conditions:

(a) MeOH, rt, quant.; (b) TFA, CHxCl,, 0 °C to rt; (c) toluene, reflux, 87% (2 steps); (d) BocoO, DMAP, MeCN, rt;
(e) NaBHy4, HoSO4, EtOH, CHCIg3, 0 °C; (f) CSA, quinoline, toluene, reflux, 84% (3 steps); (g) Pds(dba)s, EtsN,
DMA, 85 °C, 53%

Scheme 3. Construction of the bicyclo[3.2.1] ring-system.
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Reagents and conditions:

(a) dimethyldioxirane, acetone, MeOH, —78 °C to rt then CSA; (b) NaBH;CN, HCO,H, CH,Cl,, 0 °C, 72% (2
steps); (c) NaOH, H,O, MeOH, 50 °C; (d) BnBr, K,CO3, DMF, rt, 84% (2 steps); (e) Dess-Martin periodinane,
CH,Cl,, 0 °C; (f) TFA, CHxCl,, 0 °C, 97% (2 steps); (g) BH3'SMe,, THF, 0 °C; MeOH, —50 to 0 °C; aq H,0,,
NaOH, 70% (sm recovered); (h) Dess-Martin periodinane, CH,Cly, 0 °C; (i) HoN(CH,),OTBS, TMSCN, CH,Cly, t,
55% (2 diastereomers (8:3)); (j) Ho, Pd/C, MeOH, rt; (k) DDQ, acetone, H,0, 0 °C; (I) Zn, AcOH, MeOH, rt

Scheme 4. Construction of tetracyclic-compounds.
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