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1) t-BuLi (1.1 equiv), THF, rt,
1 h, then PhCHO (1.0 equiv)
-78°C,1h

[EAV —— > A (38% overall) +  isomer (yield not shown)
2) Dess-Martin periodinane
Ar = p-MeOPh (1.5 equiv), CH,Cly, 1t, 1 h Characteristic data of compound A
13C-NMR (CDCl3) § 196.9, 194.7 ppm
IR (neat) 1995 cm*
Aar Ph Ph Ar
CuCl (10 mol%), THF, 50 °C AN Ar DMF, 160 °C, 24 h A
A > ph—{ > '
10-12 h o |
o) Ph™ O @)
91% B 80% C

L. Wu et al. J. Org. Chem. 2013, ASAP.
PdCl, (10 mol%)
Dess-Martin Periodinane

(2.5 equiv), CH,Cl,, 1t Ph TfOH (30 mol%),
open air, 4.5-10 h 0 CH,Cly, rt, 30 min 0=9<_Pn
A g O/ Ar = 3—2/
Ar
90% D 80% E

L. Wu et al. Org. Lett. 2012, 14, 2718.

Hints:

(1) Two reactions (A to B, A to D) probably proceed via a common intermediate.

(2) Addition of Dess-Martin periodinate (in A to D) is not essential for obtaining D: Reaction without D.-M. reagent
gives a mixture of D and E.

1. HF, MeNO,, 90%
2. NalO,, MeOH, H,0, 83%

Y

3. Mel, Ag,COs, CHCl3, 91%
4. Zn, NaOH, MeOH, H,0, 90 °C, 94%

1. DMP, CH,Cl,, 93%
2. MeMgl, Et,0, A|78 °C, 76%
3. DMP, CH,Cl,, 92%

f
Y

4. Comin's Reagent, KHMDS, THF, 74%
5. (Ph3P)4Pd (Cat.), (SnMe3)2

LiCl, dioxane, 76%
6. TsOH, H,NCO,Me, PhH, 60 °C, 37%

ZT
O

V 4 —
H,N
(A])-huperzine A

J. D. White et al. Org. Lett. 2013, 15, 882



