ISSN: 0741-238X

Advances

In Theram

Volume 12 No. 6

November/December 1995

The International Journal of
Drug, Device & Diagnostic Research

YW, RHABMACY LIBRARY-

CONTENTS

S. H. Mandy:
Chest and Back Acne: A Retrospective Review 321

S. M. H. Qadri, Y. Ueno, P. Domenico, B. A. Cunha:
Activity of Ticarcillin/Clavulanic Acid Against
Gram-Negative Nosocomial Isolates 333

M. A. Drouin, W. H. Yang, F. Horak,

P. H. van de Heyning, G. H. Kunkel,

C. I. Backhouse, M. R. Danzig:

Adding Loratadine to Topical Nasal Steroid Therapy

Improves Moderately Severe Seasonal Allergic

Rhinoconjunctivitis 340

B. Wiita, J. G. Young, L. J. Downey:

Esterified Estrogens or Estrogen Plus Androgen:

Effective Postmenopausal Hormone-Replacement

Therapy 350

A.H. Agha, J. B. Roy, D. J. Culkin, K. Lyon:
The Impact of 5-Alpha-Reductase Inhibitors on the
Number of Prostatectomies for Renign Prostatic

Hyperplasia 361

Index

DOC KET

A R M Find authenticated court documents without%%rﬁa’?mgjttdl)%%raprﬁggnl of 13



https://www.docketalarm.com/

Advances In Therapy® was founded on the
concept that the reporting and publication
of research studies and programs must be
accelerated. The editors of the journal are
committed to acknowledgment of all sub-
mitted articles within one week of receipt,
medical review of all articles within two
weeks, and publication of acceptable papers
within six to eight weeks, providing authors
conform to copy—readlng schedules.

The journal is published bimonthly and is
dedicated to the timely publication of studies
in clinical medicine and scientific research,
case reports, review articles, and other orig-
inal contributions in the areas of drug ther-
apy, diagnosis, instrumentation, and other
related fields, as well as proceedings of
symposia and special topics. The journal is
distributed on subscription to physicians,
other health professionals, health product
manufacturers, libraries, and those with
related interests.

Advances In Therapy® is indexed
and abstracted by Current Contents/
Clinical Medicine, SciSearch, Research
Alert, International Pharmaceutical
Abstracts, and Excerpta Medica, and
is listed in BIOSIS data base.

DOCKET

_ ARM

Advances
In Therapy

The International Journal of
Drug, Device & Diagnostic Research

Publication Staff

Joel L. Shapiro
Publisher

Glenn S. Shapiro
Associate Publisher

Katherine Zsoldos
Senior Editor

:Danuta T. Arcyz
.Production Manager

Naomi F. Westheim ‘Gilbert Velazquez
Copy Editor Creative/ Art Director
Change of Address

POSTMASTER: Send changes of address to Advances
In Therapy®, Health Communications Inc., 20 High-
land Avenue, Suite 6, Metuchen, NJ 08840-1949.

Copyright Notice

Autharization to photocopy items for internal or per-
sonal use is granted by Health Communications Inc.,
publishers of Advances In Therapy®, provided that the
base fee is paid directly to Copyright Clearance Center,
222 Rosewood Drive, Danvers, MA 01923, USA. For
those organizations that have been granted a photo-
copy license by CCC, a scparate system of payment
has been arranged.

The articles in this publication are the opinions of the
authors; the journal assumes no responsibility for any
of the statements or data presented herein,

Editorial Style
See Information for Contributors in this issue or write
to the journal for details.

Subscription Rates

$60 for one year (six issues); for airmail delivery outside
the continental U.S. add $50. Subscriptions may begin
at any time. Most back issues are available. Complete
volumes available except for Volume 5.

Editorial Office

Correspondence and inquiries regarding the journal
should be addressed to: Health Communications Inc.,
20 Highland Avenue, Suite 6, Metuchen, NJ 08840-
1949; telephone (908) 548-9130; facsimile (908) 548-8555.

Support

Advances In Therapy® carries no product advertising
matter. Subsidization is based on subscriptions and
assistance in support of publication costs. Quotations
for reprint orders will be furnished promptly.

Find authenticated court documents Without@%rﬁgfb;lgictdlagge%arapn%ggn% of 13



https://www.docketalarm.com/

FEo1gs

Advances
In Therapy

November/December 1995 Volume 12 No. 6

CONTENTS

S. H. Mandy:
Chest and Back Acne: A Retrospective Review 321

S. M. H. Qadri, Y. Ueno, P. Domenico, B. A. Cunha:
Activity of Ticarcillin/Clavulanic Acid Against
Gram-Negative Nosocomial Isolates 333

M. A. Drouin, W. H. Yang, F. Horak,

P. H. van de Heyning, G. H. Kunkel,

C. I. Backhouse, M. R. Danzig;

Adding Loratadine to Topical Nasal Steroid Therapy

Improves Moderately Severe Seasonal Allergic

Rhinoconjunctivitis 340

B. Wiita, J. G. Young, L. J. Downey:

Esterified Estrogens or Estrogen Plus Androgen:

Effective Postmenopausal Hormone-Replacement

Therapy 350

A.H. Agha, J. B. Roy, D. J. Culkin, K. Lyon:

The Impact of 5-Alpha-Reductase Inhibitors on the

Number of Prostatectomies for Benign Prostatic

Hyperplasia 361

Index 367

HCi
HEALTH
COMMUNI-
&ATIONS

DOCKET

A R M Find authenticated court documents without@%lﬁgfbégictdlaggéarar&ggn% of 13



https://www.docketalarm.com/

Advances
In Therapy®

Volume 12 No. 6
November/December 1995

Adding Loratadine to Topical
Nasal Steroid Therapy
Improves Moderately

Severe Seasonal Allergic
Rhinoconjunctivitis

Michel A. Drouin, M.D. -

William H. Yang, M.D.

Section of Allergy and Clinical
Immunology

Ottawa Civic Hospital

University of Ottawa

Ottawa, Canada

Friedrich Horak, M.D.

HNO University Clinic

University of Vienna

Vienna, Austria

Paul H. van de Heyning, M.D.

Department of ENT and Head
and Neck Surgery

University Clinic of Antwerp

Antwerp, Belgium

Gert H. Kunkel, M.D.

Department of Clinical Immunology
and Asthma O.P.D.

University Clinic Charlottenburg of
the Free University of Berlin

Berlin, Germany

Charles I. Backhouse, M.D.

The Medical Centre

East Horsley, Surrey, England

Melvyn R. Danzig, Ph.D.

Schering-Plough Research Institute

Kenilworth, New Jersey

ABSTRACT

This study assessed the efficacy of adding the nonsedating selective H; anti-
histamine loratadine to topical intranasal beclomethasone dipropionate (BDP)

I
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to treat patients with seasonal allergic rhinoconjunctivitis (SAR). In a double-blind, ran-
domized, parallel-group trial, 154 patients, ages 18 to 65, with moderately symptomatic
SAR were treated with intranasal BDP (100 pg in each nostril twice daily) combined with
10 mg of loratadine or placebo for 7 days. Four nasal and four non-nasal symptoms were
evaluated following 3 and 7:days of treatment, and patients recorded daily symptoms and
possible adverse effects in a diary. BDP alone improved the symptoms of SAR; however,
BDP plus loratadine provided further improvement. Patients treated with BDP plus
loratadine achieved significantly greater (P<.05) relief of both nasal and non-nasal symp-
toms than those treated with BDP plus placebo. No differences were noted in the
incidence or type of adverse effects in the two treatment groups. Loratadine plus topical
intranasal BDP controls SAR more effectively than does BDP alone, without any increase
in adverse effects.

Keywords: | antihistamine; topical corticosteroid; loratadine; beclomethasone
dipropionate; allergic rhinitis

INTRODUCTION

Current pharmacologic management of rhinitis provides less than complete
relief of symptoms and may be associated with variable degrees of adverse effects.!
Because many of the drugs currently available affect different components of the
allergic response, combinations of drugs with complementary effects can maximize
therapeutic efficacy.

Loratadine is an orally effective and long-acting antihistamine.? It has a high
selectivity for peripheral histamine H, receptors and a low affinity for central
nervous system H;, cholinergic, or alpha-adrenergic receptors in vitro or in vivo.3*
Loratadine does not readily cross the blood-brain barrier and has an incidence of
sedation equal to that of placebo.’ Loratadine is rapidly absorbed, with peak
concentrations in serum reached within 2 hours, an effect consistent with its rapid
onset of action.® Loratadine relieves most of the symptoms related to SAR? and is as
effective as terfenadine,”® astemizole,’®!! and cetirizine.?

The nasal response to allergen challenge can be divided into an early reaction
(occurring within minutes of allergen exposure) and a late-phase reaction
(occurring 4 to 10 hours after allergen challenge in about half of patients). A
rechallenge reaction may occur with a second exposure to allergen 10 hours after
the first challenge, resulting in increased symptoms and associated physiologic
effects.!® Systemic corticosteroids reduce symptoms and mediator release in the late
and rechallenge phases of the process but have little effect on the early phase.
Intranasally applied steroids are effective in all three phases of the response,
however.l"* Studies on their mode of action have shown that they reduce the
number of eosinophils, the presence of eosinophil cationic protein, and the number
of mast-cell progenitors in the nasal mucosa.!

Topical steroids, including BDP, flunisolide, budesonide, triamcinolone acetonide,
fluticasone propionate, and mometasone furoate, are efficacious agents for all the
nasal symptoms of SAR.! H-receptor antagonists relieve the ocular symptoms that
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