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Stereoselective synthesis of (+)-cryptocarya diacetate by
an iterative Prins cyclisation and reductive cleavage sequence
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Abstract—A highly stereoselective synthesis of (+)-cryptocarya diacetate is achieved through our recently developed strategy for the
construction of 1,3-diols via Prins cyclisation. The route relies mainly on the reductive cleavage of allylic ethers, ozonolysis and
Wittig olefination along with Prins cyclisation.
� 2006 Published by Elsevier Ltd.
Cryptocarya diacetate 1, cryptocarya triacetate 2, cryp-
tocaryolone 3 and cryptocaryolone diacetate 4 along
with several other compounds were isolated by Horn
et al. from the leaves and bark of the South African
plant, Cryptocarya latifolia, which has long been noted
for its medicinal properties.1 These range from the treat-
ment of headaches and morning sickness to that of can-
cer, pulmonary diseases and various bacterial and fungal
infections.2 Inspired by the broad range of properties of
structurally related 1,3-diol containing polyketides, we
have been interested in the development of practical
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and concise stereoselective approaches to 1,3-diol func-
tionalities.3 As part of our efforts towards the total syn-
thesis of such natural products, via Prins cyclisation,3–5

we have achieved a stereoselective total synthesis of (+)-
cryptocarya diacetate 16 via a Prins cyclisation and
reductive cleavage sequence (see Fig. 1).

In our retrosynthetic plan, we envisioned the construc-
tion of the 1,3,5-triol backbone of cryptocarya diacetate
1 from a suitably substituted tetrahydropyran 5, which
in turn was to be assembled from homoallylic alcohol
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6 and crotonaldehyde. The synthesis of 6 was planned
via two routes: either from a Prins cyclisation of homo-
allylic alcohol 7 followed by reductive cleavage or from
the kinetic resolution of allylic alcohol 8 with Sharpless
asymmetric epoxidation followed by regioselective
reduction.

Our synthetic programme is described in Scheme 1.
Cu-mediated opening7 of the epoxide in (S)-propylene
oxide 98 with vinylmagnesium bromide yielded homo-
allylic alcohol 7. Prins cyclisation of 7 with crotonalde-
hyde in the presence of TFA4 followed by hydrolysis of
the resulting trifluoroacetate yielded tetrahydropyran
10 (>97% de, as determined by 1H NMR analysis)
which, when treated with Na in liq NH3, underwent
clean allylic cleavage3b to furnish 1,3-diol 11 as a 1:1
diastereomeric mixture in a 90% yield. Ozonolytic
cleavage of the double bond in 11 followed by the Wit-
tig olefinination of the resulting aldehyde with excess of
the one-carbon ylide produced diol 6. An alternative
strategy was also evaluated for the synthesis of diol
6. Thus, allylation of crotonaldehyde using Zn and
allyl bromide in DMF9 yielded alcohol 8 which on
kinetic resolution via Sharpless asymmetric epoxidation
using LL-(+)-DIPT resulted in epoxy alcohol 12 and
unreacted 13. Regioselective reduction of the epoxy
group in 12 using Red-Al furnished the desired diol
6.
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Scheme 1. Reagents and conditions: (a) vinylmagnesium bromide, CuCN, T
K2CO3, MeOH, rt, 4 h, 70%; (c) Na, liq NH3, THF, �33 �C, 45 min, 90%; (d)
60%; (e) allyl bromide, Zn, DMF, rt, 30 min, 85%; (f) (+)-DIPT, Ti(OiPr)4, CH
THF, rt, 12 h, 82 %; (h) crotonaldehyde, TFA, CH2Cl2 then K2CO3, MeOH,
(j) Na, liq NH3, THF, �33 �C, 45 min, 86%; (k) DEAD, TPP, p-C6H4(NO2

MOMCl, DIPEA, DMAP, CH2Cl2, 0 �C–rt, 4 h, 90%; (m) O3, TPP, CH2Cl2
concd HCl, MeOH, rt, 6 h then pTSA, benzene, rt, 4 h; (o) Ac2O, py, DMA
Prins cyclisation of 6 with crotonaldehyde in the pres-
ence of TFA followed by hydrolysis of the resulting tri-
fluoroacetate yielded tetrahydropyran 5 (>95% de, as
determined by 1H NMR analysis). Protection of 5 using
excess of MOMCl and DIPEA in DCM yielded the cor-
responding di-MOM ether which when treated with Na
in liq NH3 underwent a clean allylic cleavage to furnish
alcohol 14 as a 1:1 diastereomeric mixture in an 86%
yield. The inversion of hydroxy group in 14 in Mitsun-
obu conditions10 neatly produced the desired 1,3,5-syn
alcoholic backbone which on protection as its MOM
ether resulted in 15. Ozonolytic cleavage of the alkene
bond in 15 gave the corresponding aldehyde which on
subjection to a modified Wadsworth–Emmons reaction
using methyl(bistrifluoroethyl)phosphonoacetate in the
presence of NaH in THF produced the Z-unsaturated
ester 16, predominantly. The three MOM groups in 16
were deprotected using HCl in MeOH11 to give the cor-
responding triol which on treatment with pTSA in ben-
zene afforded lactone 17. Diacetylation of 17 afforded
the target compound 1, which was identical in all
respects with the natural product.12

In conclusion, we have proved that the iterative Prins
cyclisation and reductive cleavage sequence can be used
as an effective strategy for 1,3,5-polyol systems by syn-
thesizing a representative natural product, (+)-crypto-
carya diacetate.
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HF, �78 to �40 �C, 4 h, 92%; (b) crotonaldehyde, TFA, CH2Cl2 then
O3, TPP, CH2Cl2, �78 �C, then CH3P(Ph3)3I, KOtBu, THF, 0 �C, 2 h,

2Cl2, TBHP (49 mol %), 4 Å MS, �20 �C, 20 h, 40% of 12; (g) Red-Al,
rt, 4 h, 55%; (i) MOMCl, DIPEA, DMAP, CH2Cl2, 0 �C–rt, 4 h, 92%;
)COOH, THF, 30 min, 0 �C–rt then K2CO3, MeOH, rt, 1 h, 78%; (l)
, �78 �C then (F3CCH2O)2POCH2COOMe, NaH, 0 �C, 2 h, 70%; (n)
P, CH2Cl2, rt, 3 h, 70% (three steps).
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