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Arzneimittel

Wirkstoff Motavizumab

Synonym MEDI-524

Hauptgruppe Impfstoffe

ATC JOSER

Indikation Pravention der durch das Respiratory-Syncytial-Wirus (RSY) hervorgerufenen

schweren Erkrankungen der unteren Atermwege, die Krankenhausaufenthalte
erforderlich machen, bei Kindern mit hohem Risiko filr REW-Erkrankungen:RSY-Infektionen bei

Wirkweise Motavizumab ist ein hurnanisierter monoklonaler IgG1lk-antikérper, der das A-Epitop
des Fusionsproteins des Respiratory Syncytial Wirus (RSWY) bindet. Im WYergleich zu Palivizumab
(SYNAGIS), wirkt Motavizumab potenter.

pharm. AstraZeneca/Medimrmune
Unternehmer

Stadium Phase III

Erstelldatum 03.10,2007

Weitere Infos ich durch Forderung weiterer Daten zu Motavizumab, 28.11.2008
udien zu Motavizurmab
Wy H et al. Imrmunoprophylaxis of RSY infection: advancing from RSY-IGIY to palivizumab and

motavizumab, Curr Top Microbiol Imrmunol 2008;317:103-23,
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AstraZeneca Websites | Search

&

AstraZeneca

Home » Media » Pr rel

MedImmune Receives FDA Complete Response Letter

Home

About us

on Motavizumab

ch

careers AstraZeneca today announced that Medlmmune, its wholly owned biologics business, has
I received a Complete Response Letter (CRL) from the U.S. Food and Drug Administration (FDA)

Responsibility asking for additional infarmation on motavizurnab. The CRL is in connection with the Biclogics

Partnering License Application (BLA) for motavizumab for the prevention of serious respiratory syncytial

virug (RSY) disease, which was submitted on 30 January 2008. Motavizumab is an
investigational monoclonal antibody (WAb).

Wedimmune is confident that it can respond to the outstanding questions and, based on the
company's current understanding, does not foresee a need to conduct further trials. Medlmmune
will continue discussions with the FDA reviewers and, subject to this dialogue, currently expects
to resubmit in the first half of 2009,

& &<< + +

3 9% 3 $

ClinicalTrials.gov

A service of the U.S. National Institutes of Health

List Results Refine Search Resulis by Topic Results on Map Search Details

Found 13 studies with search of: Motavizumab OR MEDI-524

Hide studies that are not seeking new volunteers.

1 Compl I Study of Motavizumab (MEDI-524) and Palivizumab in the Same Respiratory Syncytial Virus (RSV) Season
Conditions:  Respiratory Syncytial Virus Infections;  Chronic Lung Disease
Intervention:  Drug: MEDI-524

2 Active, not MEDI-524 (Motavizumab) for the Prevention of Respiratory Syncytial Virus (RSV) Disease Among Native American Indian Infan
recruiting Condition:  Healthy
Interventions:  Biological: MEDI-524;  Other: Placebo

3 C leted A Study to Evaluate a Single IM Dose of Motavizumab Treatment of Children With RSV {Respirato
Condition:  Healthy
Interventions:  Biological: MEDI-524;  Other: Placebo

4 Recruiting A Study to Evaluate a Single Intravenous Dose of Motavizumab for the Treatment of Children Hospitalized With RSV lliness
Condition:  Respiratory Syncytial Wirus (RSW)
Interventions:  Biological: Motavizumab;  Other: Biologicalaccine: Motavizumab;  Other: Placebo

5 Completed A Study to Fvaluate the Safety, Tolerability, and Immunogenicity of MEDI 524 After Dosing for a Second Season in Children

Condition:  Healthy
Intervention:  Biological: MEDI-624

6 S ded A Phase 3 Trial of the Effect of Motavizumab Prophylaxis on Reduction of Serious Early Childhood Wheezing in Infants
Condition:  ¥Wheezing
Interventions:  Biological: Motavizumab;,  Other: Placebo
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DRUG DEVELOPMENT HISTORY

Date

28 November 2008

28 Oclober 2008

23 September 2008

4 May 2008

4 Fehruary 2008
31 October 2007
31 October 2007
3 Oclober 2007
23 August 2007
19.June 2007

11 May 2007

31 January 2007

Comment

Medimmune receives complete response letter fram the US FDA far motavizumab in Respiratory syncytial virus infections 3

Antimicrobial and pharmacodynamics data from Preclinical trials in Respiratory syneylial virus infections presented atthe 48th Annual Interscience
Conference on Antimicrobial Agents and Chermotharagy and 46th Annual Mesting ofthe Infectious Diseases Society of America (CAACADSA-2008) 15,13,
14

Sales forecasts reviewed by Lehman Brothers

Efficacy & adverse events data from a phage Il frial in MNative American infants for prevention of Respiratory synctial virus infections released
by Wedimmung 11

Prereqistration for Respiratory syncytial virus infections in USA (IM)

Phase-ll clinical trials in Respiratary syncytial virus infections in Europe (IM)

Phase-lll elinical rials in Respiratary syneytial virus infections in lsrael (M)

Phase-lll clinical trials in Respiratory syneytial wirus infections in Lebanon (IM)

Results fram a phase Il clinical trial in Native American infants added to the Viral Infections therapeutic trials section T

Medimrmune has been acquired by AstraZenecs

Results from a phase [l clinical frial in infants at high-risk of RSY infection added to the adverse events section 1
Phase-l clinical frials in Respiratory synevtial virus infections in New Zealand (W)
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‘CENTER FOR DRUG EVALUATION AND RESEARCH

Drug s@ FDH FAQ | Instructions | Glossary | ContactUs | CDER Home

FDA Approved Drug Products Dru FDA Demo | What's New in Dru FDA

Search by Drug Name, Active Ingredient, or Application Number
Enter at least three characters: methylpheniclate]

Advanced Search

Browse by Drug Name

Drug Approval Reports by Month

Disclaimer
CDER Home Pane | COER Site Info | Contact CDER | Wyhat's New @ COER
FDA Home Page | Search FOA Site | FDA A-7 Index | Contact FDA | Privacy | Accessibility | HHS Home Page

FDA/Center for Drug Evaluation and Research
Office of Training and Communications
Division of Information Services

Update Frequency: Daily

& &<< +1+ "
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Approval History
NDA 021514

Note: Not all reviews are available in electronic format from FDA.
Older labels are for historical infermation only, and should not be used for clinical purposes.
Approval dates can only he verified from 1984 to the present.

Click on a column header to re-sort the table:

Letters, Note
Action Supplement Approval Reviews,
Date Number Type Labels,
Patient Package Insert
040672008 aoo Approval L A Label is not available
e on this site.
07 f27 72006 001 Labeling Revision Lahel B
Letter &
05/01/2007 005 Labeling Revision Label e
Letter /L
02/05/2008 003 Labeling Revision Label }»
02/05/2008 006 Labeling Revision Label }»
02/05/2008 o7 Labeling Revision Label e

& &<< +1+ "
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+ Approvable Letter(s) A [note for vision impaired users)

+ Approwval Letter(s) F= [nete for wision wmpaired users)

+ Prmted Labeling A [note for wsion impared users]

+ Mledical Review(s)
[note for wision impaired users)
o Pat 1
o Pat2 b

+ Chemistry Reviewds) 2
[note for wision wmpaired users)

+ Pharmacology Rewnew(s)
[nete for wision impaired users)

+ Statistical Review(s
[note for wision wmpaired users)

+ Chmcal Pharmacology Biopharmaceutics Rewnew(s)
[nete for wision impaired users)
o Pat 1
o Pa 2 F
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Research and Development
Projects

Shire has a total of 21 projects in full development of
which 15 are in phase Il or beyond.

Indication Project PreclinicalPhasePhasePhaseRegistration
oo

Specialty Pharma

ADHD INTUNIV |
AADHD - EU DAYTRAHA -
Adult ADHD -US  DAYTRANA [

AADHD - EU VYVAHSE |

CKD FosrenoL
Diverticulitis LIALDA |

Extended-cycle SEASOHIOUER .

oral

contraceptive

Celiac disease  SPD550 |
Preventionand AVOTERMIN [N
reduction of

scarring
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& service of the 1.3 Hational Library of Tedicine

and the Hational Institutes of Health

www.pubmed.gov

Journals
Advanced Search
Sawe Search

Search | PubMed ~ | for [ONDT9T0

( Limits T Previewndex T History T Cliphoard T Details W

Display | Summary v| show |20 ~|[SonBy  v|[Sendw v

All:5_|_Review

Items 1 - 50f § Qne page.

[J1: Ewvaluation of the novel mitotic modulator Ok 01910 Ma in pancreatic cancer and preclinical development of an ex vivo
predictive assay
Jimeno A, Chan A, Cusatis G, Zhang X, Wheelhouse J, Solamaon A, Chan F, Zhao M, Cosenza 5C, Reddy MR, Rudek MA,
Kulesza P, Donehower RC, Reddy EP, Hidalgo M
Qncogene. 2008 Moy 24, [Epub ahead of print]
PMID: 19023351 [PubMed - as supplied by publisher]
Related Articles

[J2: PFhase | study of OGN 01210.Ma, a novel modulator of the Polo-like kinase 1 pathway, in adult patients with solid fumors.
Jimeno A, LiJ, Messersmith WA, Laheru D, Rudek MA, Maniar M, Hidalga M, Baker 5D, Donehower RC.
J Clin Oncal. 2008 Dec 1;26(34):5504-10. Epub 2008 Oct 27
PMID: 18955447 [Pubhed - in process]
Related Articles
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Clinical
Trials

Portal

meinPortal Suche nach laufenden Studien

Titel: Safety of ON 01910.Na in Patients With Myelodysplasia

Infobox Beschreibung This study will determine the highest dose of the
Status: Rekrutierung lauft experimental drug OM 01310.Ma that can safely be given to patients with the
Sponsor: Mational Heart, ... bone marrow disorder myelodysplasia (MDS) and patients with refractory
Orte: United States, Bethesda AML with frisormy 8. In this disease, the bone marrow can make some blood
(Maryland) cells, but very fewe of these cells are released into the blood for use in the

body. OM 01910.Ma is an experimental drug that inhibits a protein called

I cyclinD1that is important for keeping MODS cells alive. In lahoratory

& &<< + o+

Das IFPMA Klinische Studien Portal bietet iiber seine Suchmaschine Links zu Informationen auf Websites
Dritter.

Register- und Datenbanksammlungen

Clinical StudvResults org
Globale Datenbank aus Studienergebnissen von Ober 60 Unternehmen; Gegrindet von
Pharmaceutical Research and Manufacturers of America (PhRMA).

ClinicalTrisls.qov
Register aus weltweit laufenden Studien van iiber 1200 Unternehmen, sowie Regierungen
und Universitaten; Gegriindet von L5 National Institutes of Health

Current Controlled Trials
Globales Register laufender Studien wvon affentlichen und privaten Organisationen; Gegriindet
vonh Science Navigation Group {biomedizinischer Verlagsunternehmen)

Japan Pharmaceuticsl Infor mation Carter
Japanisches Register laufender Studien von Uher 50 Unternehmen; Gegrindet in
Zusammenarbeit mit Japanese Pharmaceutical Manufacturers Association (JPMA).

Fharmaceutical Industry Clinical Trials database

Renister laufender Studien aus Grosshritannien, die sich in Phase 4 befinden und Phase 3
abieschlossen haben; Verwaltet durch CMR International und gegrindst von Association of the
British Pharmaceutical Industry (8BP[).
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R&D Insight

Revise Search 3 Back to

Results -3 Document

At A Glance Organisations Development Overview Properties Scientific History References
ALX 0081
AT A GLANCE
Alternate names AL-0081
Originator Ablyn
Highest development phase | {Belgiurm)
Active Development - indications  Thromhbosis 1
Class Proteins !

ORGANISATIONS

ORGANISATIONS

& &<< +! +

Mechanism of action

ORIGINATOR
Ablyme

Won willebrand factor inhibitors

Country

Belgium

B " 1 %(;

Alle Rechte liegen beim Autor des Manuskripts.
Auch teilweiser Nachdruck oder andere Nutzung nur
mit Zustimmung des Autors.

Seite 10



Seite 11

1. Deutscher Kongress
fiir patientenorientierte Arzneimittelinformation

[
R =
G <<TH.+/ $25: =

B 5 0" 9 %

R&D Insight

AtAGlance Organisations Development Owverview Properties Scientific History References

ALX 0081

THERAPEUTIC TRIALS  Administration of AL+ 0081 resulted in anti-thrombotic activity, a5 evidenced by a biomarker, at doses of = 2mg in a phase | trial in healthy volunteers
Thromboses ¢ 17 hours, abserved with a 12mg dose ®

DRUG DEVELOPMENT HISTORY

Date Comment

16 December 2008 Ablyr completes a phase | trial in Thrombosis in in Belgium
28 May 2008 Ahlyrx initiates 2 phase b trial for Thromhbogie in the Belgium
19 December 2007 Final adverse events and eflicacy data from a phase | rial in healthy volurieers released by bt
4 July 2007 New profile
5 July 2007 Fhase-| clinical trials in Thrambosis in Balgium (unspecified rooe)

G$25 3 8 ,G <<H7

G$25 3 ,G <<H7 /

G$25 $2 <<H/

& &<< +! +

& =
CD<7E7</D.+/C 3! 0 =

()* * $ * ()*

ON 01910

DRUG DEVELOPMENT HISTORY

Date Comment

28 Oclober 2003 Freclinical trials in Solid turnours in U8A (FO)

28 October 2008 Efiicacy data from & phase | rial in salid tumours released by Oncanova Theraneutics '

Db

3 June 2008 Planmatorineitrondadverse events data from a Phase-| rial in Cancer presented at the 44th Annual Meeting of the American Society of Clinical
Oncology (A5C0-2008) T

18 April 2008 Piase-siermacoRiTENcs and adverse events data presented at the 98th Annual Meeting of the American Association for Cancer Research 3
31 March 2008 Phase-| clinical trials in Acute ryeloid leukaermia in USA (V)
28 February 2008 Phase-| clinical trials in Solid turnours in LSA (W)
30 Septernber 2007 Phase-| clinical trials in Myelodvsplastic syndromes nlISa-ir
7 May 2007 Data presented atthe 96th Annual Mesting of théAmerican Association for Cancer Research (SACR-2007Y added to the adverse events and
v pharmacokinetics sections
19 June 2008 Data presented at the 42nd Annual Meeting of theéAmerican Society of Clinical Oncalogy (A5 0-2006) Pave heen added to the Cancer pharmacodynamics
une
section®
* 3 ? #
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European Medicinas Agency

—

EPARs for authorised medicinal products for human use

Product Overview
Name of the Medicinal
Product

Relistor

Marketing
Authorisation Holder
Wyeth Europa Limited
Huntercombe Lane South
Taplow

Maidenhead

Berks SL6 OPH

United Kingdom

Active Substance
methylnaltrexone bromide
International
Nonproprietary Name
or Commaon Name
methylnaltrexone bromide
Pharmaco-therapeutic
Group

& &<< + + +

Relistor
European Public Assessment Report

Published 11/07/08

BG ES 05 DA DE ET EL EN FR IT LW/ LT HU MT/NL PLIPT RO SK SLFI SV see Glossary of language codes...

4 06686 0069906006000 080656868 Summayiortepublic

S 6 5006608088064 806404440 yauthonisedPresentations

*

Public assessment repar (6)

.

Procedural steps taken and scientific
information after authorisation (2)

Product Information®
03/07/2008 Relistor-H-C-870-00-00
BG ES £ DA DE ET EL EN FRIT LV LT HU MT HL Pl

L PT RO 5K SLFI 8% S=e Glossary of language codes..

000 EEEEE S EEESIPIIEES

(*)This dacumnent includes:

Annex 1 - Summary of product Charadanstl:s
Annex 1A - alder

L+ 72

ble for Batch Release

H-C-870

Glossary

BG = bilgarski
S = i

8 = éeltina

DA = dansk

DE = Dautsch

ET = cesti keel

EL = alliniks

EN = Englich

FR = frangais

1T = italians
= latviesy valoda
= listuviy kalba

ML = Hederlands
PL = polski

PT = portugués
RO = romnénd
5K = sloveniina
5L = slovensiina
F1 = suomi

SV = suenska

EMEA/H/C/870

EUROPAISCHER OFFENTLICHER BEURTEILUNGSBERICHT (EPAR)

RELISTOR

Zusammenfassung des EPAR fiir die Offentlichkeit

de Dok ist eine fc

Das vorlieg

des Europdischen Offentlichen

Beurteilungsberichts (EPAR), in dem ericiutert wird, wie der Ausschuss fiir Humanarzneimittel

(CHMP) die durchgefiihrten Studien beurteilt hat, um zu Empfehlungen beziiglich der Anwendung
des Arzneimittels zu gelangen.
Wenn Sie weitere Informationen iiber Ihre Krankheit oder deren Behandlung bendtigen, lesen Sie

bitte die Pack beil. benfalls By dteil des EPAR) oder wenden Sie sich an IThren Arzt
oder Apotheker. Wenn Sie welrere Informationen bezuglzch der Grundlage der Empfehlungen des
CHMP wiinschen, lesen Sie bitte die wi haftliche Di: ion (ebenfalls Teil des EPAR).

G6 5 = G6 !5 =

G6 15 I = G6 7 5 ! I =

G6 !5 I = G 6 5 5 "ol =

G6 5 = G 6 15 =

]
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BACKGROUND INFORMATION ON THE PROCEDURE.........iieienens 3

Submission 0f the dOSSIET ........oiii s 3
Steps taken for the assessment of the produet ... 3
SCIENTIFIC DISCUSSION OO
TOETOAUCTION ...ttt ettt e 4
QUALITY ASPRETS L.ttt ettt en ettt ettt ettt 5
INOD-CHNICAL ASPECTS ...ttt ettt ettt 7
CLIICAL ASPECLS .ottt ettt et ee e ee et en 13
PRArMACOVIZIIAIICE ...ttt ettt 41
Overall conclusions, benefit/risk assessment and recommendation............ccocecceeerrrnenn 43
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U.S. Department of Health & Human Services.

U.S. Food and Drug Administration
FOA y

Protecting and Promoting Your Health

1. Deutscher Kongress

fiir patientenorientierte Arzneimittelinformation

) www.hhs.gov.

Medical Devices

New Approvals

Information For:

* Mew Drug aspprovals
Safety

p | *Index to Drug-Specific

Biologics, Blood 2 Yaccines

Information
= Reporting Product Problems

Animal & veterinary

= Safety alerts (Medwatch)
® Postmarket Drug Safety

Cosmetics

Information for
RPatients/Providers

Radiation-Emitting Products

» ® Buying Medicines Online

* Consumers
*Healthcare Professionals
Industry Resources

* Guidances
® Prescription Drug User Fees
= More Industry Resources

A-Z Index

Most Popular

» Influenza Wirus \Macocine
¥ Drugs@FDA

* Counterfeit Drugs

Comhbination Products >

More Information on Drugs » » Mammography

& &<< +1+ "
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U.S. Food and Drug Administration
‘CENTER FOR DRUG EVALUATION AND RESEARCH
FOA Home Pare | COER Home Pane | COER Stte Infio | Cortact COER | What's Mew @@ COER

[ coerHome | | Aboutcoe | [ g,

Regulatory I CDER Specific CDER
Guidance Calendar Audiences Archives

O — = T

Natalizumab (marketed as Tysabri) Information

FDA ALERT [8/2008]: The FDA has recently received information from the manufacturer about two new cases of progressive multifocal
leukoencephalopathvAPML) in patients receiving Tysabri monotherapy for multiple sclerosis in Europe. Both patients had received

Tysabrife € than one year. PML, which is usually fatal, is a known risk of Tysabri treatment, but previous cases in patients with
.

dulat

multiple sclerosis were seen in tion with other i

ory therapies. About 39,000 patients have received treatment with
Tysabri worldwide, with about 12,000 patients having been treated for at least one year. No new cases have been seen in the US, where
about 7,500 patients have received the drug for longer than one year and about 3,300 patients have received the dirug for at least one and
a half years.

In the U.S., Tysabriis ilable only to patients with relapsing multiple sclerosis (MS) or Crohn's disease (CD) who are enrolled in the
risk minimization plan called the TOUCH Prescribing Program. Under the TOUCH Prescribing Program, every Tysabri-treated patient is
closely monitored and followed for the occmrence of PML and other serious opportunistic infections.

& &<< +I1+ "
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UNITED STATES
SECURITIES AND EXCHANGE COMMISSION
Washington, D.C. 20549

FORM 8-K

CURRENT REPORT
Pursuant to Section 13 or 15(d) of The Secwities Exchange Act of 1934

Diate of Report (Date of eatliest event reportad): December 15,2008

Biogen Idec Inc.

(Exact nams of registrant as specifisd in its chattes)

Delaware 0-19311 330112644
(State o other jurisdiction (Comnission (IRS Emplayer
of incorperatior) Fle numiber) Identification o
14 Cambridge Center, Cambridge, Massachusetis 02142
(Address of principal executive offices) (Zip Code)

Registrant’s telephone number, including area code (617) 679-2000

© %& ! 's %

" 2SR

1N+ HO'(

Ttem

801 Other Events.

OnDecember 11, 2008, relevant regulatory agencies were notified of a confirmed case of progressive nltifocal
leukoencephalopathy (PML) in a multiple sclerosis (W) patient treated with TY3ABRT in the commercial setting in the
European Union as part of TYGRIS: TYZABRI ® Global Observational Program in Safety — ROW. A dditional

information about this case is et forth below.

+ The diagnosis was made based upon the detection of IC Virus (JCV) DNA in the cerebrospinal fluid (C3F) in the
setting of clinical signs, symptoms and magnetic resonance imaging (MR findings consistent with the diagnosis of

PML.

Background:

— Patient has a history of M3 and prior disease modifyring therapies, including beta-interferons;

— Patient received approximately 26 months of TYSABRI monotherapy,

— Clinical vigilance led to early identification of signs and symptoms of possible PML and clinical evaluation

which inchuded MEI scanning and C3F testing;

— Patient is under the care of patient’s treating physician.
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