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an aliofation aforded bicyclic enamine 32,
adaition of a bicyclic silyl enol etherto

35 and subsequent stereochemistry inversion by means of an oxidation/reduction sirategy provided lactone 41. After reduction of lactone

41 with LAH, Swern oudation was. o

protecting group.

3idol reaction and cleavage of the ketal
recuctve mupn.ng in refuxing to delrver
pentacycic intermediate 49, which was oxidized with 2-0d0xyDenzoic acid and then treated with fluoroacetic 3cid1o furnish (-G8 13

The overal yield was 6.1% over 10 linear steps. By following the known procedure, our synthetic (-+-GB 13 was converted into himgaline. In
acaition, by Starting from lactone 41, the fist total synihesis of (+)-GB 16, 3 newly isolated member of the gabulimima alkaloid tamily, was
achieved. This synthesis features an inamolecular condensation between an amine and a 1.3-diketone molety
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John Wiley & Sons, Inc., is pleased to learn that the Royal
Swedish Academy of Sciences has awarded the 2012 Nobel
Prize in Chemistry jointly to Professors Robert J. Lefkowitz and Brian K. Kobilka.

Professor Robert ). Lefkowitz, of the Howard Hughes Medical Institute and Duke University Medical
Center, Durham, NC, USA, and Professor Brian K. Kobilka, of the Stanford University School of
Medicine, Stanford, CA, USA, were awarded the Mobel Prize for studies of G-protein-coupled
receptors; both are published Wiley authors.

Prof. Lefkowitz has published articles in the British Jowrnal of Bharmacology, Acta Crystallographica
Section O, The Journal of Physiology, British Journal of Clinical Pharmacology, Annals of the New York
Academy of Sciences, Journal of Neurochemistry, Journal of Cellular Biochemistry, and
Macromalecular Chemistry and Bhysics. He has also contributed chapters to the books Ad'vances in
Enzymology and Refated Areas of Molecwfar Biology, Volume 553and G Protein-Coupled Receptors as
Prug Targets: Analysis of Activation and Constitutive Activity, Valume 24,

Prof. Kobilka has authored articles for the journals Chemistry - 4 Luropean Journal, Biotechnology
Progress, Traffic, Chemical Biology & Drug Design, ChemBioChem, Muscle & Nerve, Annals of the
New York Academy of Sciencesand FEBS Journal
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Overview

Condensation of (S)-3-aminobutan-1-ol with 1,3-cyclohexane-dione followed by an intramolecular alkylation afforded bicyclic enamine 32,
iastereoselective hydrogenation. Mukaiyama-Michael addition of a bicyclic silyl enol ether to

Special A : : Z
by means of an oxidation/reduction strategy provided lactone 41. After reduction of lactone
\éz:yer Se I € Ct C h osen com p oun d give enone 46 upon a spontaneous intramolecular aldol reaction and cleavage of the ketal

ne reductive coupling of 46 proceeded smoothly in refluxing tetrahydrofuran to deliver
d with 2-iodoxybenzoic acid and then treated with trifluoroacetic acid to furnish (-)-GB 13.
. By lollowing the known procedure our synthetic (-)-GB 13 was convened into himgaline In
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Himbacine (1).1 himandrine (2),2 galbulimima alkaloid 13 ((-)-GB 13, 3),2 and himgaline (4)4 represent class I-lll galbulimima alkaloids
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himbacine (1)

.. HH

o7 9O

o} GB 16 (5) SCH 530348 (6)

that were isolated from the bark of Galbulimima belgraveana, a rain forest tree native to Northern Australia and Papua New Guinea.
Recently, GB 16 (5),5 a new member of this family, was discovered by Mander and co-workers. These alkaloids have received great
attention from the pharmaceutical industry, mainly because the Galbulimima belgraveana bark has been used as a medicinal substance
and himbacine (1) has shown potent muscarinic antagonist activity.§ On the basis of a series of structure-activity relationship (SAR)
studies by using himbacine as a leading compound, 3 number of thrombin receptor antagonists have been developed. Among them, SCH
530348 (6) is now in phase lll clinic trials for treatment of acute coronary syndrome.5a

During the past decade, the fascinating structure of GB 13 has received considerable attention from synthetic chemists. This campaign
has led to a number of total syntheses of himbacine,10-d five total syntheses of GB 13,33-2 two total syntheses of himgaline 3c.d and one
total synthesis of himandrine.2d For the synthesis of (x)-GB 13, Mander and McLachlan used a Diels-Alder reaction of olefin 9 and diene
10 as the key step to set up the o-ring in the intermediate 8, and then converted the aromatic ring into the required piperidine ring (Scheme
1).33 Movassaghi and co-workers achieved the first total synthesis and the assignment of the absolute stereochemistry of natural (-)-GB
13 by forming its B-ring (from 11) at the final stage by using a biomimetically inspired strategy. The requisite imino ketone 11 was
assembled by a vinyl radical cyclization of enol ether 12 that was generated by condensation by iminium chloride 13 and aldehyde 14.3b
By constructing the A-ring (from 16 to 15) at a late stage, Chackalamannil and co-workers accomplished the second total synthesis of

ate 17 was obtained by an intramolecular Diels-Alder reaction of 18.2¢ Soon after that, Evans and Adams

& Remove highlight towards (+)-GB 13, in which the B-ring was conducted by an intramolecular enamine aldol reaction of 19 at

d enamine ketone 19 was elaborated by an intramolecular Michael addition of enone 20 and subsequent

Compound Record was synthesized from Diels-Alder adduct 21, Recently, Larson and Sarponq applied a rhodium(l)-catalyzed

o® COMPOUND BROWSE

e. (] show all 80 compounds) v X

o,




Chemistry Search

@WILEY @ ONLINE LIBRARY

LOGGED IN
chuck bobson

{i © PUBLICATIONS | BROWSE BY SUBJECT | RESOURCES | ABOUT US

MY PROFILE >

INSTITUTIONAL LOGIN >

LOG OuT >

“@ Chemistry Search | scarcntips

Search Online Library chemistry literature by chemical, substructure or reaction.

Explore our |- o s
collection of
spectra at

m Name/ldentifier

1014 literature results for 20 similar structures

u Drawi/Upload

Best Match ¥ m

] Select All | Save to profile | | Export Citation

VIEW: 1-20 | 21-40| 41-60| 61-80| Next>

Is There No End to the Total Syntheses of Strychnine? Lessons Learned in Strategy and Tactics in Total
Synthesis

ANGEWANDTE CHEMIE INTERNATIONAL EDITION

Volume 51, Issue 18, April 27, 2012, Pages: 4288-4311, Jeffrey S. Cannon and Prof. Dr. Larry E. Overman
Articie first published online : 19 MAR 2012, DOI: 10.1002/anie 201107385

Abstract | Full Article (HTML) | PDF(1913K) | Ref | R P
Matching compounds (20
i - 1 v . \i
A4 I 1 LA Soe all »

Is There No End to the Total Syntheses of Strychnine? Lessons Learned in Strategy and Tactics in Total
Synthesis

ANGEWANDTE CHEMIE INTERNATIONAL EDITION

Volume 51, Issue 18, April 27, 2012, Pages: 4288-4311, Jeffrey S. Cannon and Prof. Dr. Larry E. Overman
Article first published online : 19 MAR 2012, DOI: 10.1002/anie.201107385

Abstract | Full Article (HTML) | PDF(1913K) | | R Per

Matching compounds (2)

1

AN A
1 : i B
Is 7 Lessons Learned In Strategy and Tactics in Total
Syl
AN
Vol effrey S. Cannon and Prof, Dr. Larry E. Overman
Arti /anie. 201107385
Ab pnces | Request Permissions
L

NEW SEARCH

Narrow Search

Results by:
&4 strucTURE
8 \
1.0 I
iy
A
0.9 LN
1
0.8

&4 pusLicaTiON TITLE

Angewandte Chemie...

European Journal of...
Cheminform
Patal's Chemistry of...
ChemCATChem...
Title of publication...

&4 rpusLicATION TYPE

Journals (33)
Books (26)
Reactions (12)

&4 oare

Past 3 months (93)
Past 6 months (122)
Past year (301)

Past two years (322)

3 MOLECULAR WEIGHT
&4 compounD ROLE

Past T manthe /197

clear

(33)
(26)
(12)
(8)
(4)
(4)

clear



Compound Record

o® Wiley Smart Chemistry Branding/Identity

Compound Record: Rawal’s key building block

expand [ close €

% Alert me on new articles
=3 Save to My Compounds

%, Export structure or image

Search for this structure on:
 Wiley Online Library v 3

SUMMARY

Compound Information

Formula: C17HIBN2O

Exact Molecular Weight:  266.3376

Chemical Name: Not available

Synonyms: Lorem, ipsum, dolor, consecte,
adipiscing, elit, Etiam, rutrum,
aucibus, ullamcorper, Duis,

lobortis, augue lorem, ipsum,
aucibus, elit, rutrum, See all

Structure Descriptors

Isomers and Conformation

No content available

Physical Properties

Chemical and Pharmacological Properties
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