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A concise synthesis of 5-demethyl-HKI 0231A
and 5-demethyl-HKI 0231B
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Abstract—The pentacyclic skeleton of HKI 0231A and HKI 0231B was synthesized by a novel radical cyclization/oxidation
followed by DDQ oxidation to introduce the methoxyl groups. This is the first synthetic pathway to both the HKI 0231A and
the HKI 0231B series.
� 2006 Elsevier Ltd. All rights reserved.
The structures of HKI 0231A (1) and HKI 0231B (2),
novel inhibitors of 3a-hydroxysteroid dehydrogenase,
were reported from Streptomyces sp. HKI0231.1 Com-
pounds that inhibit this enzyme may be useful leads
for new anti-inflammatory agents. In 2003, Nakatsuka
and co-workers reported a synthesis of 1 utilizing a
novel Friedel–Crafts alkylation reaction.2 In 2005,
Scopton and Kelly reported an innovative synthesis of
1 featuring an intramolecular aryl lithium cyclization.3

In 2005, we reported a formal synthesis of 1 wherein
the key tricyclic indole was synthesized by way of an
ethynyl aniline.4 We report herein, a very convenient
and flexible preparation of 5-demethyl HKI 0231A (3)
and HKI 0231 B (4) using an intramolecular radical
cyclization.
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Both 3 and 4 were envisioned to come from indole 6,
readily available by an intramolecular aldol reaction
(t-BuOK, DMF, 23 �C, 96%) of 7 that in turn was pre-
pared from commercially available 4-formyl indole by a
Friedel–Crafts reaction (Ac2O, 0 �C, 61%). Indole 6
would be coupled with benzylic iodide 5, available from
iodoanisic acid5 by reduction (BH3, THF, reflux, 74%)
followed by iodide formation (Ph3P, I2; 65%). The reac-
tion of 6 with iodide 5 in the presence of potassium
hydroxide afforded indole 8 in 92% yield. Unfortunately,
despite several experiments, the conversion of 8 to 9
using organopalladium methodologies6 failed. At tem-
peratures below 50 �C, starting material was recovered.
At higher temperatures (80–120 �C), complex mixtures
were obtained. This intramolecular Heck reaction
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requires syn-addition and syn-elimination. The latter
process would be hard to achieve in this system.

We then synthesized indole 10 in 93% yield by alkyl-
ation of keto aldehyde 7 with 5 and potassium hydr-
oxide. Although the use of organopalladium chemistry
to convert 10 into 11 failed, these conditions were suc-
cessful in the system lacking an acetyl group at C-3 of
the indole. Radical cyclization with tributyltin hydride
and AIBN7 in boiling benzene afforded 11 in 58% yield.
DDQ oxidation of 11 generated the corresponding
indole that failed to cyclize to 9 using potassium tert-
butoxide.
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The reaction of 8 with tributyltin hydride and AIBN in
boiling toluene afforded indole 9 directly in 58% yield.8

We speculate that oxidation occurs via small amounts
of oxygen present in the system. The higher reaction
temperature could also be a factor. This reaction has
been reproduced three times with essentially the same
yields each time. Introduction of the methoxyl group,
a low yield transformation in the Nakatsuka synthesis,
was selectively achieved in high yield using DDQ9 in
methanol. At ambient temperature the reaction pro-
vided only 410 in 63% yield. However, 4 could be con-
verted into 311 in 58% yield with DDQ in boiling
methanol. This was unexpected, since 4 might be
expected to be more reactive to hydride abstraction than
9. We attribute the differential reactivity to allylic
strain12 between the two methoxyl groups in 4, forcing
the benzylic methoxyl group to an axial position. Com-
pound 9 could be converted to 3 in 62% yield in a
one-pot reaction using 2 equiv of DDQ in boiling
methanol.
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The synthetic approach to 3 and 4 is sufficiently direct
and flexible to permit the synthesis of a variety of ana-
logs. The novel radical cyclization/oxidation protocol
should prove useful in other systems where the organo-
palladium approach failed. This represents the first syn-
thetic pathway to both the HKI 0231A and the HKI
0231B series.
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