ANNALS OF THE NEW YORK ACADEMY OF SCIENCES
: Volume 763

THE IMIDAZOLINE RECEPTOR:

PHARMACOLOGY, FUNCTIONS,

LIGANDS, AND RELEVANCE TO
BIOLOGY AND MEDICINE

Edited by Donald J. Reis, Pascal Bousquet, and
Angelo Parini

The New York Academy of Sciences

New York, New York
DOCKET
A L AR

1995

M Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

\ OF CON
\'b?‘?\?\ Of /‘é:st

DEC 1 11995
CIP

Copyright © 1995 by the New York Academy of Sciences. All rights reserved. Under the
provisions of the United States Copyright Act of 1976, individual readers of the Annals are
permitted to make fair use of the material in them for teaching and research. Permission is
granted to quote from the Annals provided that the customary acknowledgement is made of
the source. Material in the Annals may be republished only by permission of the Academy.
Address inquiries to the Executive Editor at the New York Academy of Sciences.

Copying fees: For each copy of an article made beyond the free copying permitied under
Section 107 or 108 of the 1976 Copyright Act, a fee should be paid through the Copyright
Clearance Center, Inc., 222 Rosewood Drive, Danvers, MA 01923. For articles of more than
3 pages, the copying fee is $1.75.

The paper used in this publication meets the minimum requirements of American National
Standard for Information Sciences — Permanence of Paper for Printed Library Materials,
ANSI Z39.48-1984.

Library of Congress Cataloging-in-Publication Data

The imidazoline receptor : pharmacology, functions, ligands, and
relevance to biology and medicine / edited by Donald J. Reis, Pascal
Bousquet, and Angelo Parini.

p. cm. — (Annals of the New York Academy of Sciences ; v
763)

Includes bibliographical references and index.

ISBN 0-89766-935-5 (cloth : alk. paper). — ISBN 0-89766-936-3
(paper : alk. paper)

1. Imidazoline—Receptors—Congresses. 2. Imidazoline-
Derivatives—Physiological effect—Congresses. 3. Alpha
adrenoceptors—Congresses. . Reis, Donald J. II. Bousquet,

Pascal. III. Parini, Angelo. IV. Series.

QI1I.N5 vol. 763

[RM666.135)

500 s—dc20

[615°.7] 95-316
CIP

PCP
Printed in the United States of America
ISBN 0-89766-935-5 (cloth)
ISBN 0-89766-936-3 (paper)
ISSN 0077-8923

DOCKET

A R M Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

ANNALS OF THE NEW YORK ACADEMY OF SCIENCES

Volume 763
July 12, 1995
THE IMIDAZOLINE RECEPTOR:
PHARMACOLOGY, FUNCTIONS,
LIGANDS, AND RELEVANCE TO BIOLOGY
AND MEDICINE “

Editors
DonNALD J. REIs, PascaL BoOUSQUET, AND ANGELO PARINT

Conference Organizer
DonaLD J. REels

Advisory Committee
D. J. Reis (USA), Chairman

D. AtLas (Israel) A. Parint (France)
P. BousqueT (France) J. L. Rem (UK)
D. B. ByLunp (USA) R. R. RurroLo, Jr. (USA)
J. P. CHALMERS (Australia) S. ScHAFeER (Germany)
J. A. GARCIA-SEVILLA (Spain) P. M. VannourtE (France)
M. GOTHERT (Germany) J. E. WikBeRG (Sweden) J

J. H. LarAaGH (USA)

CONTENTS

Preface. By DoNALD J. REis, PAscaAL BousQuEet, and ANGELO
PARTNT -5 5 151 s 5 8 9 R ST 60 B 8098 30 i s XV

Part I. Imidazoline and Alpha-2 Adrenergic Receptors

Pharmacological Characteristics of Alpha-2 Adrenergic Receptor
Subtypes. By DAVID B.BYLUND . ........covviiiin et 1

Possible Structural and Functional Relationships between
Imidazoline Receptors and o,-Adrenoceptors. By J. PauL
HieBLE and ROBERT R. RUFFOLO, JR. ...t 8

9This volume is the result of a conference entitled II International Symposium on Imidazoline
Receptors held in New York, New York on July 19-20, 1994,

DOCKET

A R M Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

I;-Imidazoline Receptors. Definition, Characterization, Distribution,
and Transmembrane Signaling. By PAuL ERNSBERGER,
MAaRILYN E. GrRAVES, LYNETTE M. GRAFF, NASSER ZAKIEH,
PHONG NGUYEN, LAURA A. CoLLiNs, KELLY L. WESTBROOKS,
and GUINIVERE G. JOHNSON. .. ....oviiiiitie i 22

Dynamic Properties of I,-Receptors. By JARL E. S. WIKBERG .. ..... 43

Imidazoline Receptors, Subclassification, and Drug-Induced
Regulation. By C. AL HAMILTON . ..........coiiiiiviieans, 57

Nonadrenergic Binding of [*H]Atipamezole in Rat Lung. A Novel
Imidazole Binding Site? By BIRGITTA SIOHOLM, JUHA-MATTI
SAVOLA, and MIKA SCHEININ .. ....uvitiiiniiiiienen. 66

Adrenergic and Imidazoline Receptor-Mediated Responses to UK-
14,304-18 (Brimonidine) in Rabbits and Monkeys. A Species
Ditference. By JAMES BURKE, ALEX KHARLAMB, TANVEER
SHAN, EILEEN RUNDE, EDWIN PADILLO, CYNTHIA MANLAPAZ,

AN IARTEY WHEBBEER o0 oo s 56 6 5 & % i w0 tiia i sireon dadin ¢ = o 4 78

2,6-Dimethyl Clonidine: a,-Adrenoceptor or I;-Imidazoline
Receptor Agonist? By P. ERNSBERGER, P. L1, and D. D. SmYTH 96

Part II. Imidazoline Receptors: Structure, Pharmacology, and
Regulation
Imidazoline Binding Sites. Pharmacological and Molecular
Characteristics. By ANGELO PARINL. ..................oovine. 100

Use of High Affinity, Radioiodinated Probes for Identification of
Imidazoline/Guanidinium Receptive Sites. By STEPHEN M.
LANIER, BILIANA LANIER, VENKATESALU BAKTHAVACHALAM,
CHRISTOPHER R. McGRATH, and Joun L. NEUMEYER. .......... 106

[*H]Cirazoline as a Tool for the Characterization of Imidazoline
Sites. By I. ANGEL, M. LE Rouzic, C. PIMOULE, D. GRAHAM,
ARG S BRBIGEAL coe < oo v 25500055 $7500 + o Sla00, #lasiie we e o S8R B il « 112

Functional Studies of Specific Imidazoline-2 Receptor Ligands. By
D. J. Nurt, N. FrReNcH, S. HANDLEY, A. HuDsoN, S.
HusBanDs, H. JACksoN, S. JorpaN, M. D. LALIES, J. LEwis,
L. LioNE, N. MALLARD, and J. PRATT ....... ... ... i, 125

Antiidiotypic Antibodies as Tools to Study Imidazoline Receptors.
By Fatima BEnnal, HUGUES GRENEY, ANNICK MOLINES,
PascaL BousQuET, and MONIQUE DONTENWILL . .......c..v... 140

Structure-Affinity Relationship of Cirazoline Derivatives for
Idazoxan Imidazoline-Specific Sites in the Human Cerebral
Cortex and the Rabbit Kidney. By L. BrasiLi, M. PiGIni,
J. D. EHRHARDT, A. MoLINES, H. GRENEY, P. BousQUET, and
1LY BB To) Ny i1 |5 N 149

DOCKET

A R M Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

Pancreatic B-Cells Express an Imidazoline Binding Site That Is
Distinct from I; and I, Sites. By Susan L. F. CHaN, CoLIN A.
Brown, Kay E. ScarpELLO, and NOEL G. MORGAN .. ......... 153

Imidazoline Binding Sites on PC12 Cells and Bovine Chromaffin
Cells. By G. STEFFEN, A. DENDORFER, and P. DOMINIAK .... ... 157

Optimization of Radioligand Binding Assays for I,-Imidazoline
Sites. By PAuL ERNSBERGER, JOHN E. PiLETz, LYNETTE M.
GrAFF, and MARILYN E. GRAVES. . ...t 163

Pharmacological and Immunological Characterization of Solubilized
130-140- and 66-kD Imidazoline Receptors in the Rat Brain.
By PaBLO V. ESCRIBA, ANDRES OZAITA, ANTONIO MIRALLES,
DonaLp J. Rers, and JESUs A. GARCIA-SEVILLA .. ............. 169

[3H]Idazoxan Binds to Mitochondrial I, Imidazoline Binding Sites
in Isolated Cells from Rabbit Kidney Proximal Tubule. By
C. GARGALIDIS-MoUDANOS and A. PARINI .................... 172

Castration of Rats Upregulates the Imidazoline Receptor in
Prostate. By Y. NassIr, S. REGUNATHAN, D. J. REs, E. D.
VAUGHAN, JrR., and D. FELSEN . ...t 174

Part III. Imidazoline Receptor Distribution

I,-Imidazoline Receptors in the Healthy and Pathologic Human
Brain. By Jesus A. GARCIA-SEVILLA, ANTONIO MIRALLES,
MAGDALENA SASTRE, PABLO V. EscriBA, GAaBrIEL OLmos, and
JOJAVIER MEANA ..o 178

Distribution of Nonadrenergic [*’H]Rilmenidine Binding in Rat
Brain and Kidney. By P. R. King, S. Suzuki, W. J. Lous, and
N D€ 155 o) 57V 194

Distribution of Imidazoline Receptor Binding Protein in the Central
Nervous System. By DAvID A. RUGGIERO, SOUNDARARAJAN
REGUNATHAN, HONG WANG, TERESA A. MILNER, and DONALD
J. REISc i s 6555555 mw sim s v e mikis s e s mom s m e s mie s e mom o mw im0 om0 i o8 208

In Situ Hybridization. A Complementary Method to Radioligand-
Mediated Autoradiography for Localizing Adrenergic, Alpha-2
Receptor-Producing Cells. By ANTHONY P. NicHOLAS, VINCENT
PiERIBONE, AKE DAGERLIND, BJORN MEISTER, ROBERT ELDE,
and TOMAS HOKFELT. . .....oeitit i 222

Part IV. Signal Transduction

Potassium Channels, Imidazolines, and Insulin-Secreting Cells. By
MaRrk J. DUNNE, ELiZABETH A. HARDING, JONATHAN H.
JAGGAR, PAuL E. SQUIRES, RixIN LIANG, CHARLOTTE KANE,
RogER F. L. JaMEs, and NicHoLAs J. M. LONDON............. 243

DOCKET

A R M Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

Nsights

Real-Time Litigation Alerts

g Keep your litigation team up-to-date with real-time
alerts and advanced team management tools built for
the enterprise, all while greatly reducing PACER spend.

Our comprehensive service means we can handle Federal,
State, and Administrative courts across the country.

Advanced Docket Research

With over 230 million records, Docket Alarm’s cloud-native
O docket research platform finds what other services can't.
‘ Coverage includes Federal, State, plus PTAB, TTAB, ITC
and NLRB decisions, all in one place.

Identify arguments that have been successful in the past
with full text, pinpoint searching. Link to case law cited
within any court document via Fastcase.

Analytics At Your Fingertips

° Learn what happened the last time a particular judge,

/ . o
Py ,0‘ opposing counsel or company faced cases similar to yours.

o ®
Advanced out-of-the-box PTAB and TTAB analytics are
always at your fingertips.

-xplore Litigation

Docket Alarm provides insights to develop a more
informed litigation strategy and the peace of mind of

knowing you're on top of things.

API

Docket Alarm offers a powerful API
(application programming inter-
face) to developers that want to
integrate case filings into their apps.

LAW FIRMS

Build custom dashboards for your
attorneys and clients with live data
direct from the court.

Automate many repetitive legal
tasks like conflict checks, document
management, and marketing.

FINANCIAL INSTITUTIONS
Litigation and bankruptcy checks
for companies and debtors.

E-DISCOVERY AND

LEGAL VENDORS

Sync your system to PACER to
automate legal marketing.

WHAT WILL YOU BUILD? @ sales@docketalarm.com 1-866-77-FASTCASE




