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Neuropsychiatric Events

There have been postmarketing reports (mostly from Japan) of self-injury and
delirium with the use of TAMIFLU in patients with influenza. The reports were
primarily among pediatric patients. The relative contribution of the drug to these
events is not known. Patients with influenza should be closely monitored for signs

of abnormal behavior throughout the treatment period.
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November 13, 2006
IMPORTANT PRESCRIBING INFORMATION

Dear Healthcare Professional:

Roche Laboratories Inc. would like to advise you of a recent update to the TAMIFLU® (oseltamivir phosphate)
package insert. The revision to the product label is a result of information about adverse events reported
during postmarketing clinical use of TAMIFLU. '

The revised PRECAUTIONS section of the TAMIFLU Capsules and Oral Suspension package insert now
includes the following information and guidance under a new Neuropsychiatric Events subheading:

Neuropsychiatric Events

There have been postmarketing reports (mostly from Japan) of self-injury and delirium with the use of
TAMIFLU in patients with influenza. The reports were primarily among pediatric patients. The relative
contribution of the drug to these events is not known. Patients with influenza should be closely moni-
tored for signs of abnormal behavior throughout the treatment period.

In addition, the following statement has been added to the TAMIFLU Patient Information, in the What are the
possible side effects of TAMIFLU? section:

People with the flu, particularly children, may be at an increased risk of self-injury and confusion
shortly after taking TAMIFLU and should be closely monitored for signs of unusual behavior.

A healthcare professional should be contacted immediately if the patient taking TAMIFLU shows
any signs of unusual behavior.

TAMIFLU is indicated for the treatment of uncomplicated acute illness due to influenza infection in patients

1 year and older who have been symptomatic for no more than 2 days. TAMIFLU is indicated for the prophylaxis
of influenza in patients 1 year and older. TAMIFLU is not a substitute for early vaccination on an annual basis as
recommended by the Centers for Disease Control's Immunization Practices Advisory Committee. Please see
page 2 of this letter for other important TAMIFLU safety information.

We encourage you to become familiar with these label revisions. If you have any questions or require additional
information concerning TAMIFLU, please contact the Roche Pharmaceuticals Service Center at 1-800-526-6367.
An updated package insert is enclosed for your information. In addition, healthcare professionals can access
the revised TAMIFLU complete product information at http://www.rocheusa.com/products/tamiflu/pi.pdf.

Roche Laboratories will continue to monitor the safety of TAMIFLU through established reporting mechanisms
and notify regulatory authorities of any serious adverse events for evaluation. We will continue to provide you
with the most current product information for TAMIFLU moving forward. You can assist us in monitoring the
safety of TAMIFLU by reporting adverse reactions to us at 1-800-526-6367, by FAX at 1-800-532-393], or to FDA
at www.fda.gov/medwatch, or by mail to MedWatch, HF-2, Food and Drug Administration, 5600 Fishers Lane,
Rockville, MD 20851.

Roche Laboratories Inc. 340 Kingsland Street
Nutley, New Jersey 07110-1199
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Safety Information
There is no evidence for efficacy against any illness caused by agents other than influenza types A and B.

Treatment efficacy in subjects with chronic cardiac and/or respiratory disease has not been established. No differ-
ence in the incidence of complications was observed between the treatment and placebo groups in this population.

No information is available regarding treatment of influenza in patients at imminent risk of requiring hospitalization.
Efficacy of Tamiflu has not been established in immunocompromised patients.
Safety and efficacy of repeated treatment of prophylaxis courses have not been studied.

There have been postmarketing reports (mostly from Japan) of self-injury and delirium with the use of TAMIFLU in
patients with influenza. The reports were primarily among pediatric patients. The relative contribution of the drug to
these events is not known. Patients with influenza should be closely monitored for signs of abnormal behavior
throughout the treatment period. '

In postmarketing experience, rare cases of anaphylaxis and serious skin reactions, including toxic epidermal
necrolysis, Stevens-Johnson syndrome and erythema multiforme, have been reported with TAMIFLU.

In treatment studies in adult patients, the most frequently reported adverse events (incidence > 1%) were nausea
and vomiting. Other events reported numerically more frequently in patients taking TAMIFLU compared with placebo
were bronchitis, insomnia and vertigo. In treatment studies in patients 1 to 12 years old, the most frequently reported
adverse event (incidence > 1%) was vomiting (15%). Other events reported more frequently in patients taking
TAMIFLU compared with placebo included abdominal pain (5% vs 4%), epistaxis (3% vs 3%), ear disorder (2% vs 1%)
and conjunctivitis (1% vs < 1%).

In prophylaxis studies in adult patients, adverse events were similar to those seen in the treatment studies.

Events reported more frequently in patients taking TAMIFLU compared with placebo (incidence > 1%) were nausea
(7% vs 3%), vomiting (2% vs 1%), diarrhea (3% vs 29%), abdominal pain (2% vs 1%), dizziness (1% vs 1%), headache
(18% vs 18%) and insomnia (1% vs 1%). In household prophylaxis trial that included patients 1 to 12 years old,
adverse events were consistent with those observed in pediatric treatment studies, with Gl events being the most
frequently observed.

The concurrent use of TAMIFLU with live attenuated influenza vaccine (LAIV) intranasal has not been evaluated.
However, because of the potential for interference between these products, LAIV should not be administered within
2 weeks before or 48 hours after administration of TAMIFLU, unless medically indicated. The concern about possible
interference arises from the potential for antiviral drugs to inhibit replication of live vaccine virus. Trivalent inactivated
influenza vaccine can be administered at any time relative to use of TAMIFLU.

Vaccination is considered the first line of defense against influenza.

Sincerely,

Dominick lacuzio, Ph.D.

Medical Director, Roche Laboratories Inc.

Enclosures:
+ Complete Product Information for TAMIFLU® (oseltamivir phosphate) Capsules and for Oral Suspension.
» TAMIFLU® (oseltamivir phosphate) Patient Information
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European Medicines Agency
Press office

London, 17 November 2006
Doc. Ref. EMEA/460883/2006
. PRESS RELEASE
Meeting highlights from the Committee for Medicinal Products for Human Use,
13-16 November 2006

Initial marketing authorisation applications

The Committee for Medicinal Products for Human Use (CHMP) gave positive opinions on initial
marketing authorisation applications, including one opinion for a medicinal product that is intended
for the treatment of patients suffering from rare diseases:

= Exforge, Dafiro, Copalia and Imprida (amlodipin besylate/valsartan), from Novartis Europharm
Ltd, are intended for the treatment of essential hypertension. EMEA review time for Exforge was
173 days and 80 days for Dafiro, Copalia and Imprida.

s Inovelon (rufinamide), from Eisai Ltd, is intended for the treatment of seizures associated with
Lennox-Gastaut syndrome, one of the most severe forms of childhood epilepsy. EMEA review
time was 208 days. Inovelon is the 34th orphan medicinal product to receive a positive CHMP
opinion.

* Lucentis (ranibizumab), from Novartis Europharm Ltd, for the treatment of neovascular (wet)
age-related macular degeneration (AMD), which causes damage to the retina by abnormal blood
vessels growing and leaking into the eye. EMEA review time was 195 days.

The Committee adopted a negative opinion for Mycograb (efungumab), from NeuTec Pharma Plc.
Mycograb, an orphan medicinal product, was intended to be used for the treatment of invasive
candidiasis, in combination with amphotericin B (including lipid-associated formulations). EMEA
review time was 207 days.

A separate question and answer document explaining the grounds for the negative opinion can be
found here.

Extensions of indication

The Committee gave positive opinions for applications for extensions of indication, adding new
treatment options for the following previously approved medicines:

» Keppra (levetiracetam), from UCB S.A,, to include the treatment of primary generalised tonic-
clonic seizures as adjunctive therapy in adults and adolescents from 12 years of age with
idiopathic generalised . epilepsy. Keppra was first granted a marketing authorisation in the
European Union on 29 September 2000 and is currently indicated to treat partial onset seizures
and myoclonic seizures in patients with epilepsy.

» Neupro (rotigotine), from Schwarz BioSciences GmbH, to include the treatment of the signs and
symptoms of advanced-stage idiopathic Parkinson’s disease in combination with levodopa.
Neupro was first granted a marketing authorisation in the European Union on 15 February 2006
and is currently indicated to treat signs and symptoms of early stage idiopathic Parkinson’s
disease.

‘Informed consent’ applications

The Agency adopted positive opinions for a number of medicinal products for which ‘informed
consent’ applications were submitted. This type of application requires that reference is made to an
authorised medicinal product and that the marketing authorisation holder of this reference product has
given consent to the use of the dossier in the application procedure.

* Insulin Human Winthrop (insulin human), from Sanofi-Aventis Deutschland GmbH, is
recommended for the treatment of diabetes mellitus where treatment with insulin is required. The

7 Westferry Circus, Canary Wharf, London, E14 4HB, UK
Tel. (44-20) 74 18 84 00 Fax (44-20) 74 18 84 09
E-mail: mail@emea.europa.eu  hitp://www.emea.europa.eu
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reference product for this application is Insuman, also from Sanofi-Aventis Deutschland GmbH.
EMEA review time was 110 days.

* Irbesartan Hydrochlorothiazide BMS (irbesartan/hydrochloride), from Bristol-Myers Squibb
Pharma EEIG, is intended for the treatment of essential hypertension in patients whose blood
pressure is not adequately controlled on Irbesartan or Hydrochlorothiazide alone. The reference
product for this application is Karvezide, also from Bristol-Myers Squibb Pharma EEIG. EMEA
review time was 50 days.

* Irbesartan Hydrochlorothiazide Winthrop (irbesartan/hydrochloride), from Sanofi Pharma
Bristol-Myers Squibb SNC, is recommended for the treatment of essential hypertension in patients
whose blood pressure is not adequately controlled on Irbesartan or Hydrochlorothiazide alone. The
reference product for this application is CoAprovel, also from Sanofi Pharma Bristol-Myers
Squibb SNC. EMEA review time was 50 days.

s Irbesartan BMS (irbesartan), from Bristol-Myers Squibb Pharma EEIG, is recommended for
treatment of essential hypertension and treatment of renal disease in patients with hypertension
and type 2 diabetes mellitus as part of an anti-hypertensive regimen. The reference product for this
application is Karvea, also from Bristol-Myers Squibb Pharma EEIG. EMEA review time was 50
days.

* Irbesartan Winthrop (irbesartan), from Sanofi Pharma Bristol-Myers Squibb SNC, is
recommended for the treatment of essential hypertension and treatment of renal disease in patients
with hypertension and type 2 diabetes mellitus as part of an anti-hypertensive regimen. The
reference product for this application is Aprovel, also from Sanofi Pharma Bristol-Myers Squibb
SNC. EMEA review time was 50 days.

New contraindications

The Committee recommended to add a contraindication for Ketek and Levviax (telithromycin), from
Aventis Pharma S.A., saying that Ketek or Levviax must not be used in patients with previous history
of hepatitis and/or jaundice associated with the use of telithromycin. Ketek and Levviax were first
granted marketing authorisation on 9 July 2001 and are currently authorised for a number of
respiratory-tract infections.

Summaries of opinions, including more detailed information on the new indications or
contraindications for all products mentioned above are available and can be found here.

Referral procedures concluded

The Committee concluded two referral procedures, one for Ciprofloxacin Nycomed 2mg/ml solution
for infusion (ciprofloxacin), from Nycomed Danmark APS, and one for Ciprofloxacine Kabi
(ciprofloxacin hydrogen sulphate), from Fresenius Kabi Nederland B.V. The Committee

recommended the harmonisation of the dosing recommendation for the treatment of complicated
urinary tract infections, and of the maximum daily dose for adults in approved indications, across the
European Union. The procedures were initiated under Article 29 of Directive 2001/83/EC as amended
because of disagreement in the context of the mutual recognition procedure.

Re-examination application withdrawn

The Committee was informed by Les Laboratoires Servier of their decision to withdraw the
application for re-examination of the negative opinion for Valdoxan and Thymanax (agomelatine),
adopted by the Committee on 27 July 2006.

A question and answer document explaining the grounds for the negative opinion and the next steps in
the procedure can be found here.

EMEA/460883/2006 0.19, CURRENT Page 2/3
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Update on Tamiflu

Following recent media interest, the CHMP reaffirmed its position of |5 Decemnber 2005 that there is
no new safety signal relating to psychiatric disorders while taking Tamiflu and therefore no need to change
the current prescribing advice to doctors in the EU. o

The Agency has been aware of incidents of psychiatric disorders associated with the use of Tamiflu
since its approval. No causal relationship has been identified between use of Tamiflu and these
incidents. The Agency has required Roche to follow closely all reports of such behaviour since the
launch of Tamiflu in Europe in February 2003.

Tamiflu, from Roche, was approved in the European Union in June 2002 and is currently indicated for |
prevention and treatment of influenza in adults and children aged one year or above.

A more detailed CHMP meeting report will be published shortly.
--ENDS--
Media enquiries only to:

Martin Harvey Allchurch or Monika Benstetter
Tel. (44-20) 74 18 84 27, E-mail: press@emea.europa.cu
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