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I nis report has demonstrated the application otr LonTto 1S, an ALLeL-based program that automatically
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Figure 3. (a) Design process for the optimal tether module. (b) Evaluation of the effect of substi patterns on lectivity. Values of AG stereochemistry (TSS5d-A). (b) Transition state from Sd to 6d with

represent the difference between the most stable conformation of the reactant and the lowest-energy transition state in the postulated
cycloaddition. Note that the conformers used for these energy evaluations are not always c: d by a direct conf hway. Logo
created by the author, reproduced with permission.

type-D stereochemistry (TSSd-D). (c) Structural component analysis
for the chiral auxiliary.
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Scheme 1. Total Synthesis of Ageliferin®
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“Reagents and conditions: (a) 1,3-butadiene, toluene, 95%; (b) HCI, 1,4-dioxane; (c) 9, HBTU, Et;N, 1,4-dioxane, reflux, 71% (2 steps); (d) Oj,
CH,Cl,, =78 °C; PPhy; (e) CrCl,, LiAlH,, CHI;, THF, 1,4-dioxane, 45% (2 steps); (f) 12, tBuXPhos Pd G3, Cul, CsF, DMF, 81%; (g) 1,2-
dichloroethane, 80 °C, 91%; (h) LiBH,, THF, 60 °C; (l) Boc,0, Et;N, H,0, THF, 60 °C, 40% (2 steps); (j) Pd(OH) H,, MeOH; (k) #-BuLi,
TMEDA, THF, —100 °C; TsN;; LDA, 33% (2 steps); (1) HCl, 1,4-dioxane; (m) 16, EDCI, HOAt, Et;N, MeCN, 60% (2 steps); (n) BBr;,
CH,CL{ NH,0H] 0 °C; (0) Sml,, THF, MeOH; (p) 18, Na,COy DMF, 35 °C, 5.3% (3 steps).

reauced the azido groups 1o amines and removed the two MUIVI groups.
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the high energy penalty for dearomatization of imidazole
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Takai olefination.
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MOM migration 
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reduced the azido groups to amines and removed the two MOM groups.
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This report has demonstrated the application of ConfoTS, an ACCeL-based program that automatically predicts reactivity of synthetic intermediates
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