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Aims and scope , .

Expert Opinion on Drug Metabolism & Toxicology is a MEDLINE-indexed, peer—revue\{ved,
international journal publishing review articles on all aspects of ADME-Tox. Each article

is structured to incorporate the author’s own expert opinion on the scope for future
development.

The Editors welcome: 3

e Reviews covering metabolic, pharmacokinetic and toxicological issues relqting t.o specific A
drugs, drug-drug interactions, drug classes or their use in specific populations; ISSL'IQS relating
to enzymes involved in the metabolism, disposition and excretion of drug;; technlque‘s ‘
involved in the study of drug metabolism and toxicology; novel technologies for obtaining
ADME-Tox data

Drug Evaluations reviewing the clinical, toxicological and pharmacokinetic data on a
particular drug

The audience consists of scientists and managers in the pharmaceutical
industry, pharmacologists, clinical toxicologists and related professionals.

Editorial policy

Articles published in Expert Opinion on Drug Metabolism & Toxicology are commissioned by
the Commissioning Editor in collaboration with the Editorial Board. Authors who wish to
contribute should contact the Commissioning Editor. All reviews, drug evaluations and
technology evaluations are subject to anonymous peer-review.

Editorial boards

The Editorial Board is composed of international experts from the academic and industry
sectors. The Board is responsible for selecting authors and topics for review to ensure
comprehensive coverage of the ADME-Tox field.

Citations

Expert Opinion on Metabolism & Toxicology is indexed by:
* Medline and Index Medicus

o EMBASE/Excerpta Medica

o Chemical Abstracts (CODEN: EODMBQ)

o ISI Alerting Services®™ (2012 Impact Factor 2.944)

Copyright

Conditions of sale - Expert Opinion on Drug Metabolism & Toxicology may be circulated only to
those members of staff who are employed at the site at which the subscription is taken out.
Readers are reminded that, under internationally agreed copyright legislation, photocopying of
copyright materials is prohibited other than on a limited basis for personal use. This means that
making copies of any article published in Expert Opinion on Drug Metabolism & Toxicology is

a breach of the law and can lead to prosecution.

Whilst every effort is made by the publishers and the advisory board to ensure that no
inaccurate or misleading data, opinions or statements appear in this journal, they wish to make
it clear that the data and opinions appearing herein are the responsibility of the contributor
concerned. Accordingly, the publishers, advisory board, editors and their respective employees,
officers and agents accept no liability whatsoever for the consequences of any inaccurate or

misleading data, opinions or statements. Approved product information should always be
reviewed prior to prescribing.

2014 © Informa UK, Ltd. ISSN 1742-5255

Argentum Pharm. v. Research Corp. Techs., IPR2016-00204
RCT EX. 2104 - 3/14

[A)OCKET

LARM

Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

D
A

2014 Subscription Rates

Institutional Rates (Single Site)

£ $ €

Expert Opinion Journals

Expert Opinion on Biological Therapy 2496 5000 3306
Expert Opinion on Drug Delivery 2290 4567 3021
Expert Opinion on Drug Discovery 3486 6979 4611
Expert Opinion on Drug Metabolism & Toxicology 2022 4031 2666
Expert Opinion on Drug Safety 1957 3921 2582
Expert Opinion on Emerging Drugs 1454 2904 1921
Expert Opinion on Investigational Drugs 3812 7625 5027
Expert Opinion on Orphan Drugs 3745 5992 4494
Expert Opinion on Pharmacotherapy 3452 6912 4562
Expert Opinion on Therapeutic Patents 4582 9157 6052
Expert Opinion on Therapeutic Targets 2725 5466 3608
Expert Opinion Online Collections

Expert Opinion on Cardiovascular Disease 3745 5992 4494
Expert Opinion on Haematology 3745 5992 4494
Expert Opinion on Infection 3745 5992 4494
Expert Opinion on Musculoskeletal Disorders 2140 3424 2568
Expert Opinion on Neurology 3745 5992 4494
Expert Opinion on Oncology 4280 6848 5136
Expert Opinion on Psychiatry 2140 3424 2568
Expert Opinion on Respiratory Disease 2140 3424 2568

Expert Opinion collections are online-only products that group together articles published from across the Expert Opinion series by

therapy area.

All of the above prices are for a single site subscription in online format only. if you have any questions on further format options,
pricing for multiple purchases, multi-site licenses and corporate rates please contact subscriptions@informa.com.

PAYMENT DETAILS

e Subscribers in North America pay in US Dollars.

e Japanese subscribers make payment in Yen via the exclusive Japanese agent, Technomics, Inc.:
Technomics, Inc., Ohku Bldg Kyobashi 7F, 1-16-10 Kyobashi Chuo-Ku, Tokyo 104-0031, Japan

Tel: +-81 (03) 3538 2531; Fax: +81 (03) 3538 2537
e Korean subscribers make payment via the exclusive agent, Pharma Koreana Ltd:

Pharma Koreana Ltd, SL Kangnam, PO Box 99, Seoul 135-600, Korea

Tel: +82 (02) 554 9591; Fax: +82 (02) 557 1290

REPRINTS AND SPECIAL PROJECTS

We offer a speedy reprint service for bulk purchase of articles published in the Exp
shipments anywhere in the world within 3 weeks of order placement. Reprints can
colour covers to provide you with well-presented, professional pieces of literature. Alternatively, !
the final presentation of the reprint, which can be arranged upon request. As well as standard English-language reprints, we can
provide a full and accurate translation service into any language of your choice. Our Reprints Coordinator will be happy to discuss

the options available to you.

For reprint and supplement enquiries, please contact: Toby Harrison, Tel: +44 (0)

PROMOTIONAL OPPORTUNITIES
Advertising: journals@informa.com

ert Opinion journals, and we are able to deliver
be supplied in standard journal format or with gloss
you may have special requirements for

20 7017 4029; E-mail: toby.harrison@informa.com

Argentum Pharm. v. Research Corp. Techs., IPR2016-00204
RCT EX. 2104 - 4/14

OCKET

LARM

Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

EXPERT
OPINION

Introduction
Introduction to the compound

Conclusion

W

Expert opinion

informa

healthcare

Drug Evaluation

Lacosamide for the treatment
of epilepsy

Stefano de Biase, Gian Luigi Gigli, Mariarosaria Valente &
Giovanni Metlino'
TS, Maria della Misericordia” University Hospital, Department of Neurosciences, Udine, Iraly

Introduction: Epilepsy is one of the most common neurological disorders.
Despite the development of new antiepileptic drugs (AEDs), ~ 30% of epilepsy
patients experience recurrent seizures and even more experience side effects.
Therefore, there is still need for new AEDs with enhanced effectiveness
and tolerability.

Areas covered: The article is based on a search using PubMed, including
articles published between 1999 and 2013. It is focused on the pharmacoki-
netic, pharmacologicai and clinical data of lacosamide (LCM) for the
treatment of epilepsy.

Expert opinion: Along with favorable tolerability and pharmacokinetic pro-
files, LCM has been demonstrated to significantly reduce seizure frequency
in patients with partial-onset seizures when prescribed as adjunctive treat-
ment at doses of 200 and 400 mg/day. LCM has a unique mechanism of action,
selectively enhancing slow inactivation of voltage-gated sodium channels. Its
mechanism of action could be exploited to reduce the percentage of pharma-
coresistant patients. Alithough LCM is not FDA approved for treatment of sta-
tus epilepticus, it has demonstrated promising preliminary results. Large
prospective studies are needed to verify these. In addition, the results of
ongoing trials will help to confirm if LCM could be used as a monotherapy
regimen in the treatment of partial-onset seizures and generalized
tonic-clonic seizures.

Keywords: absorption, distribution, elimination, lacosamide, partial-onset scizures,

pharmacokinetic, status epilepticus, toxicology

FExpert Opin. Drug Metab. Toxicol. (2014) 10(3):459-468

1. Introduction

Epilepsy is a condition defined by the occurrence of at least two unprovoked
epilepric seizures, which is the clinical manifestation of an abnormal and excessive
discharge of a set of neurons in the brain [11. Epilepsy affects up to 2% of the pop-
ulation worldwide, with annual incidence rates of ~ 40 — 70/100,000/year [21. The
prevalence is estimated as 5 - 10/1000, excluding cpilepsy in remission, febrile con-
vulsions and single seizures [31. Overall prevalence and incidence of epilepsy tend to
be lower in developed regions (USA and Europe) in comparison with developing
regions (Latin America and Africa). Increased prevalence and incidence may be
related to factors such as low socioeconomic status, limited access to healthcare
and environmental exposures. In developing countries, prevalence of epilepsy gener-
ally peaks in adolescence and early adulthood. On the other hand, in developed
countries, incidence and prevalence is higher among the elderly (4].

Seizures can be classified as being generalized (with synchronized discharges
involving both hemispheres from onset to termination) or partial (paroxysmal
discharge localized to part of the cerebral cortex).

10.1517/17425255.2014.883378 © 2014 Informa UK, Ltd. ISSN 1742-5255, e-ISSN 1744-7607 459
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