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Chromane abundance

Glabridine
Isoflavan, platelet aggregation

D-Nebivolol
P41 Adrenergic receptor blocker, drug to treat
blood pressure and prevent heart failure

inhibitor, ingredient in cosmetics

A%-Tetrahydrocannabinol Ormeloxifen

Partial agonist of cannabinoid Selective estrogen receptor

receptors, psyhoactive preparate modulator, oral contraceptive

Retro-Brook rearrangement

1.1 eq. TBSCI
3.0 eq. imidazole

g sji 3.0eq. t-BuOK> /\/\
///\/\OH DCM, r.t,, 24 h /\/\O THF /hexanes Z OH

1 2,99% —78°C, 15 min 35: si = 'BuMe,Si, 85 %
3b: Si = Et,Si, 81 %

3.0 eq. n-BulLi Si

Modified Mitsunobu reaction
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1.1 eq. ArOH
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toluene, r.t., 6 h Cl ECAC
3 4, 83-96 % N )

Ar substituents: H, F, Cl, Br, |, NO,
CN, Me, OMe, OTBS, OH, NHCbz

Haloalkyne synthesis

Cl: Ag>,CO3 (5 mol%)

/K/\o MeCN, 60 °C, 24 h
X
4 @ Ag" cat. @ . \
. X = Cl, 93-99 % Br, I: AgNO3 (10 mol%)
X =B
|

5
6: r, 92-97 % acetone, r. t., 2 h
7: X=191-92 % - /

Selected optimization examples

4a — 8a
E::y (I::::;o) Solvent Temperature yi::\c’ll,R° "
1 HNTf, (20) MeCN, TFA, PhH, PhMe, THF r. t. <20
2 HNTf, (20) DCE, DCM, CHCI3, PhCF4 r. t. 57—-68
3 HNTf, (20) MeNO, r. t. 70
4 HOTf (20) DCM, CHCl; r. t. 51-56
5 HN(SO,CF,),CF, (20) DCM, CHCl; r. t. <5
6 HNTf, (5) MeNO, r. t. 64
7 HNTf, (10) MeNO, r. t. 68
8 HNTf, (20—100) MeNO, r. t. 70
9 HNTf, (20) MeNO, 5°C 21
10 HNTf, (20) MeNO, 40 °C 72
11 HNTf, (20) DCE, MeNO, 60 °C 80-85
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Proposed cyclization mechanism

Si = 'BuMe,Si, Et;Si
X =H, Cl, Br, |
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Friedel-Crafts
cyclization

Si = ‘BuMe,Si

8a: X=H
9a: X =Cl
10a; X = Br
Ma: X =1
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