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Care has been taken to confirm the accuracy of the information presented and to describe generally
accepted practices. However, the authors, editors, and publisher are not responsible for errors or omissions
or for any consequencesfrom application of the information in this book and make no warranty, express
or implied, with respect to the contents of the publication.

The authors, editors, and publisher have exerted every effort to ensure that drug selection and dosage
set forth in this text are in accordance with current recommendations and practice at the time ofpublica-
tion. However, in view of ongoing research, changes in government regulations, and the constant flow of
information relating to drug therapy and drugreactions, the reader is urged to check the packageinsert
for each drug for any change in indications and dosage and for added warnings andprecautions. This is
particularly important when the recommended agent is a new or infrequently employed drug.

Some drugs and medical devices presented in this publication have Food and Drug Administration
(FDA)‘clearancefor limited use in restricted research settings. It is the responsibility of the health care
provider to ascertain the FDA status of each drug or device planned for usein their clinical practice.

AstraZeneca Exhibit 2014 p. 3

f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


Contents

Contributing Authors... 0.06.eentenets

Foreword by Jack Gorski... 6.6. ceeeensLeen

Preface...ccee eee eee ee ere eens

Acknowledgments. . 0.0.0... c ccctent e eee teens

Section I: Structure and Function

1. History of the Estrogen Receptor Conceptand Its Relation to
Antiestrogens 6... 2...eeeete nena
Elwood V. Jensen

2. The Origin ofAntiestrogens .. 1.0...ceeeee eens
V. Craig Jordan

3. Chemistry: Structure and Function Relationships ............--..+..05:
Timothy M. Willson .

4. Metabolism ofAntiestrogens .... 6.0... cece eee eee
V. Craig Jordan, Michael Piette, andAngela Cisneros

5. ModeofAction at the Cellular Level with Specific Reference to

Bone Cells .........ae
John A. Robinson and Thomas C. Spelsberg

6. The Postmenopausal State and Estrogen Deficiency ..............+..5-.
Rogerio A. Lobo

Section II: Target Tissues

7. Estrogenic Effects on the Central Nervous System: Clinical Aspects........
Barbara B. Sherwin

8. Effects on the Cardiovascular System: Basic Aspects ..........-.--00005
ThomasB. Clarkson and Mary S. Anthony

9. Effects on the Cardiovascular System: Clinical Aspects ...............6-
Alison J. Cooper and John C. Stevenson

10. Effects on Bone and Mineral Metabolism: Basic Aspects .............-.-
Russell T. Turner

11. Clinical Effects of Estrogens and Antiestrogens on the Skeleton
and Skeletal Metabolism... 0.0... 0... ceeent e eee

Felicia Cosman, David W. Dempster, and Robert Lindsay

AstraZeneca Exhibit 2014 p. 4

ix

x1

xiii

XV

21

29

43

63

75

89

119

129

151

f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


vill CONTENTS

12. Clinical Implications of Target Organ—Specific Actions of Selective
Antiestrogens2...cence eee eee e nen eeeeenes 165
Alan E. Wakeling

13. Effects on Breast Cancer: Clinical Aspects.............. 0.000. eee cues 175
Kathleen I. Pritchard

14. Estrogenic and Antiestrogenic Actions of Tamoxifen in the
Female Reproductive Tract... 0... 0... ccc cece cece cece eens 211
PG. Satyaswaroop

15. Effects on the Reproductive Tract: Clinical Aspects ................0... 223
T.'Scott Jennings and William T. Creasman

16. Estrogens, Antiestrogens, and the Urogenital Tract..................... 243
Con J. Kelleher and Linda Cardozo

Section III: Treatment

17. The Complexity of Selective Estrogen Receptor Modulation: The
Design of a Postmenopausal Prevention Maintenance Therapy ............ 261
Jennifer MacGregor, Debra A. Tonetti, and V Craig Jordan

Subject Index .. 0...cccete teen eee nee eennnes 279

AstraZeneca Exhibit 2014 p. 5

f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


Real-Time Litigation Alerts
  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 

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,  

opposing counsel or company faced cases similar to yours.

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

Docket Alarm provides insights to develop a more  

informed litigation strategy and the peace of mind of 

knowing you’re on top of things.

Explore Litigation 
Insights

®

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

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.


