ML ONBEOEE

S A AR
RR 18 AEEE R o

iy SCEE H
AWENE %A T DI ZIRARGHPER) DA AT 5T

PFEDEFDOFREICIY | Fkx 22RO 55 THERR 2 I E N2 5od 5, BUE, %<
DOFMEFEHNT X > TYEFERE I HE S 72 £ 3 (mechanism-based drugs) DAFZE 3D B TW 5, =
M KD IRERUCRERITER L 2R DEWER DD I W ERZ AT 2 Z LB TH S,

A SCTIHEAED O ZIRRBEPED & LTH72 5 S5 RIRAIL AW HE S % 24 T EYE D
TR L LTI S 15 Sch 642305, 33 X OV IGF-1 (&A1 N ELas A I BRI A e FLAE S
% F 3% Tyroscherin D&k, AEIERTIEZe & IZAEPIEMHEIZOW TR L 5,

1. N7 UTDODNAT T A ~—EBREEES L OHIV-1 Tat 25 #i1EYE 2 43 % Sch 642305
DERK

Sch 642305 (1)i% 2003 4F{Z Chu 512 XV Penicillium verrucosum DOE5E 7>
D i, HEERE SNIALEW TN7 T U T O DNA 77 A ~—BITxd 50
EIEPEE G LTS, DNA 7F 4 ~—F 1% DNA OB VLI Th 57250,
sch 642305 (1) = PEEEDOPEEANTBILE I T DIRREL 20 5 5, F/2 2005 FITiT
Jayasuriya 7% HIV-1 Tat D=5 2 #0135 b.&4 & L T Septofusidium > —7Fd&

IMOHBEL . ZDIFNEBREOMED DD ORBEF N HE STV D,
Sch 642305 (Zv 7 u~Ft /) VB E R T U RITHEA LTZ 10 BERT 7 Ry &0 ) Bl Aotk
AL TWD EF T =— 7 RIEE EEICHR 2 R b RME MO RERETTR D) 2 & & Lz,
Z OB, YMIRE THB SN AN VEREE I IV GO NDSF TIA LT T T ey 7 2
ZHRIFEHI . B-7 B AR F T R 7 OALER L OSBRI “EESEA L 7L L




fbZgRISE LTI 1 26 LE D &R T,

FUOICFRTNVENT 47Ty 2 OKBEREEZR#EL, = AT VESIE 1 RFEWER LT
Tha—)b 5 NN, TEX—LDREICLV S NoEBRAEAL, T2V AVT 7 =L H
DOAEFIRAVEAN S Fe < BLIZ LD | B-7 B AARF U R 7T ~EHNT,

HQ  CO,Et TBSO sOH TBSQ S_
2 3 2 3 %
TBSO \—\ TBSQ — \ TBSQ  \
Q OTES i Q OTES
PhS

Scheme 1. Reagents and conditions; (a) TBSOTf, 2,6-lutidine, CH,Cl,, quant.; (b) DIBAL, CH,Cl,, 94%,; (c) TsCl, TEA, DMAP,
CH,Cl,, 89%; (d) NaCN, DMSO, 93%; (e) DIBAL, CH,Cl,, 93%; (f) NaBH,, EtOH, 99%; (g) p-TsOH, Me,CO, quant.; (h) TESCI,
TEA, CH.CI,, quant,; (i) LDA, PhSO,SPh, THF, =78 °C; (j) MCPBA, CH,Cl,, 60% in 2 steps.
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Scheme 2. Reagents and conditions; (k) LDA, 8, THF, —78 °C; (I) CaCQO;, toluene, reflux, 49% in 2 steps; (m) HF, CH3;CN, 98%;
(n) Dess-Martin periodinane, CH,Cl,, 84%; (0) NaClO,, 2-methylbut-2-ene, NaH,PO,, tert-BuOH, H,0, 90%; (p) MgBr,-Et,0,
ether, quant.; (q) 2,4,6-trichlorobenzoyl chloride, TEA, THF then DMAP, toluene, reflux, 73%; (r) TBAF, HOAc, THF, 87%.
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Scheme 3. Reagents and conditions; (a) SOCl,, MeOH, reflux, quant.; (b) BnBr, DIPEA, DMF, 0 °C, 97%; (c) MOMCI, K,COs,
CH3CN, 95%; (d) MeNHOMe, i-PrMgBr, THF, —20 °C to rt, 93%; (e) TBS(CHy),l, tert-BulLi, ether, =78 °C to rt, 86%,; (f) NaBH,,
MeOH, EtOH, -20 °C, 99%; (g) TBSOTT, 2,6-lutidine, CH,Cl,, 78%; (h) H,, Pd-C, EtOH, EtOAc, 92%; (i) (Boc),0, THF, 94%; (j)
Dowex-50, MeOH, 71%; (k) PTSH, DEAD, PPh;, THF, 99%; (1) (NH4)sM070,4, H,0,, EtOH, 85%; (m) KHMDS, 18, THF, -78 °C
to rt, 76%, E:Z = 7:1; (n) Dowex-50, MeOH, 96%; (0) EVE, PPTS, CH,CIl,, quant.; (p) NaH, Mel, THF, reflux, quant.; (q) HCI,
MeOH, 99%.
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Scheme 4. Reagents and conditions: (a) SOCI,, MeOH; (b) NaOH, H,0; then (Boc),0, THF; (c) MOMCI, DIPEA, CH,Cl,, 99% in
3 steps; (d) MeNHOMe, i-PrMgBr, THF, —20 °C to rt, 73%; (e) NaH, Mel, DMF, —20 °C, 95%; (f) LiAlH,, ether; (g) I(CH);OTBS,
tert-BuLi, THF; (h) TBSOTHf, 2,6-lutidine, CH,Cl, 59% in 3 steps, dr = 13 : 1; (i) Dowex-50, MeOH, H,0, 82%; (j) PTSH, DEAD,
PPhs, THF; (k) (NH4)sM07024, H,0,, EtOH, 62 % in 2 steps; (I) KHMDS, ent-18, THF, =78 °C to rt, 70%; (m) TFA, THF, MeOH,
H,0, 50 °C, 87%.
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