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DRUG DISCOVERY TOMORROW
TWO APPROACHES TO SOLVING THE CHALLENGE OF DATA ACCESS
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EXAMPLE IMPLEMENTATION OFHE FEDERATED MODEL
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THE REAXYS DATA BASE

CONTAINS ALL PUBLISHED AND HISTORICAL CHEMISTRY DATA

A Compounds, substance property
data, preparations, reactions, and

bi bl iographic info
efrom 400 core che
efrom rel evant c he

A Manual extraction of all the data

A Coverage of 500 property data fields,

from basics like boiling point or
melting point, via crystal data and
magnetic properties, to spectra

A All together 750 million data points
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Aromatic Amination/Imination Approach to
Chiral Benzimidazoles

Felix M. Rivas, Anthony J. Giessert, and
Steven T. Diver*

Department of Chemistry, University at Buffalo, the State
University of New York, Buffalo, New York 14260-3000

diver@nsm.buffalo.edu
Received October 30, 2001

Abstract: The powerful Buchwald—Hartwig amination was
utilized for the construction of the benzimidazole nucleus
with the substituted nitrogen atom bearing a chiral sub-
stituent. A successive amination/imination was followed by
an acid-catalyzed ring closure step to give the benzimidazole
ring. The products were deprotonated and acylated at the
C2 position and could be alkylated on nitrogen to give chiral
benzimidazolium salts.

Imination/Transimination
Hl R? R‘IYF@ R |\Tr'ﬂ2

@NH Pd” cat ® @:NH NHOH @NH
Br M NHz

Scheme 1.

Ph

J“
Phy
mp 185—186 °C. Analytical TLC (5% MeOH in CHzClz) Rr0.29.
IH NMR (500 MHz, CDCl3) 6 11.18 (s, 1H), 7.82 (m, 2H), 7.69
(m. 2 H), 4.78 (app t. Jopp = 7.5 Hz, 2 H), 4.70 {quin, 1 H}, 2.13—
2.02 (m, 3 H), 1.90—1.79 (m, 5 H), 1.66 (m, 2 H), 1.47 (app sex,
Jwpp= 7.5 Hz, 2 H), 1.34—1.02 (m, 6 H), 1.00 (t, J= 7.5 Hz, 3
Hj: *C NMR (125 MHz, CDCly) ¢ 140.9, 131.2, 130.9. 127.2,
127.1, 113.9, 113.2, 61.0, 47.3, 42,6, 31.4, 20.7, 29.1, 25.5, 25.4,
25.3, 196, 18.2, 13.5: FT-IR (KBr) 1556 cm™!; Low resolution

FAB-MS molecular ion caled for CygHzeNz(—1I) 285.2, found 285.2.
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EXPANDED BIBLIOGRAPHIC CONTENT IN REAXYS

SUPPORTING MUL-DISCIPLINARY RESEARCH

A Bibliographic data from 16.000
periodicals covering chemistry and
related sciences have been loaded
into Reaxys

A This goes beyond journals and
patents, it includes conference

new

proceedings, business articles,

reviews etc.
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AGRICULTURAL AND
BIOLOGICAL SCIENCES

BIOCHEMISTRY, GENETICS
AND MOLECULAR BIOLOGY

CHEMICAL ENGINEERING
DENTISTRY
EARTH AND PLANETARY SCIENCES
ENERGY
ENGINEERING
ENVIRONMENTAL SCIENCE
IMMUNOLOGY AND MICROBIOLOGY
MATERIALS SCIENCE
MEDICINE
NEUROSCIENCE

PHARMACOLOGY, TOXICOLOGY
AND PHARMACEUTICS

PHYSICS AND ASTRONOMY
VETERINARY
ETC.



