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KETEK® (telithromycin) DEAR HEALTHCARE PROFESSIONAL LETTER
March 2007

IMPORTANT INFORMATION ABOUT KETEK?® {telithromycin)
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Dear Healthcare Professional:

Sanofi-aventis U.S. would like to inform you of important updated information regarding KETEK®
(telithromycin) tablets. The prescribing information has been revised to add a boxed warning
and contraindication for myasthenia gravis patients. In addition, the indications for the
treatment of acute exacerbation of chronic bronchitis (AECB) and acute bacterial sinusitis
(ABS) have been removed from the labeling. These revisions follow discussions with the Food
and Drug Administration (FDA) regarding its decision to follow recommendations of a December
2006 Advisory Committee that the balance of the benefits and risks no longer support continued
marketing of Ketek for these two indications. It is important to note that Ketek continues to be
indicated only for the treatment of community-acquired pneumonia (CAP) of mild to moderate
severity due to Streptococcus pneumoniae, (including muiti-drug resistant isolates [MDRSP*}),
Haemophilus influenzae, Moraxella catarrhalis, Chlamydophila pneumoniae, or Mycoplasma
pneumoniae, for patients 18 years old and older.

Safety information regarding visual disturbances and loss of consciousness, previously in the
precautions section, has been added to the wamings section. In prescribing KETEK, it is
important for healthcare professionals to inform and discuss with patients the four
highlighted toxicities: exacerbation of myasthenia gravis, hepatotoxicity, visual
disturbances, and loss of consciousness.

A Medication Guide has been developed that replaces the Patient Information section of the US
prescribing information for KETEK, to better inform and educate patients. The Medication Guide
must be provided by pharmacists to patients when KETEK® is dispensed. Healthcare professionals
should advise patients to read the medication guide prior to taking KETEK. .

Important changes to the updated KETEK® Prescribing Information include:

IMPORTANT DRUG SAFETY INFORMATION:

1. Add a BOXED WARNING regarding what is now a CONTRAINDICATION for patients with
myasthenia gravis;

2. Include a WARNING concerning visual disturbances and loss of consciousness, including
information previously listed in the PRECAUTIONS section;

3. Include a Medication Guide for patients that replaces the Patient Information section
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IMPORTANT PRESCRIBING INFORMATION:

1. Remove from the labeling recommendations for the use of Ketek in the treatment of acute
exacerbations of chronic bronchitis (AECB) and acute bacterial sinusitis (ABS) in the
INDICATIONS AND USAGE, DOSAGE AND ADMINISTRATION and CLINICAL STUDIES
sections.

These changes have been approved by the US Food and Drug Administration.
The most important changes in the prescribing information relating to the above are as follows:
MYASTHENIA GRAVIS

Clinicians are advised to review carefully the Boxed Warning shown below, which has
been added to the prescribing information.

Ketek is contraindicated in patients with myasthenia gravis. There have been reports of fatal
and life-threatening respiratory failure in patients with myasthenia gravis associated with the use of
Ketek. (See CONTRAINDICATIONS.)

CONTRAINDICATIONS
Added:

“KETEK is contraindicated in patients with myasthenia gravis. Exacerbations of
myasthenia gravis have been reported in patients and sometimes occurred within a
few hours of the first dose of telithromycin. Reports have included fatal and life-
threatening acute respiratory failure with a rapid onset and progression.”

VISUAL DISTURBANCES AND SYNCOPE
WARNINGS

Added 2 new subsections:

“Visual disturbances*”

KETEK may cause visual disturbances particularly in slowing the ability
to accommodate and the ability to release accommodation. Visual
disturbances included blurred vision, difficulty focusing, and diplopia. Most
events were mild to moderate; however, severe cases have been reported.

“Loss of Consciousness*”

There have been post-marketing adverse event reports of transient loss
of consciousness including some cases associated with vagal
syndrome.

*Because of potential visual difficulties or loss of consciousness,
patients should attempt to minimize activities such as driving a motor
vehicle, operating heavy machinery or engaging in other hazardous
activities during treatment with KETEK. If patients experience visual
disorders or loss of consciousness while taking KETEK, patients
should not drive a motor vehicle, operate heavy machinery or engage in
other hazardous activities. (See PRECAUTIONS, Information for

Patients.)”
page 2 of 6
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REMOVED: ACUTE EXACERBATION of CHRONIC BRONCHITIS (AECB) and ACUTE
BACTERIAL SINUSITIS (ABS) INDICATIONS

INDICATIONS AND USAGE

Removed from the indications section acute exacerbation of chronic bronchitis
(AECB) and acute bacterial sinusitis (ABS).

DOSAGE AND ADMINISTRATION

Revised the dosing information to delete references to infection type and to be
specific for the community acquired-pneumonia indication as follows:

“The dose of KETEK tablets is 800 mg (2 tablets of 400 mg) taken orally once every
24 hours, for 7-10 days. KETEK tablets can be administered with or without food.”

We also remind healthcare professionals of the June 2006 labeling changes concerning
hepatotoxicity. The current version of the waming follows.

“WARNINGS

“Acute hepatic failure and severe liver injury, in some cases fatal, have been
reported in patients treated with KETEK. These hepatic reactions included
fulminant hepatitis and hepatic necrosis leading to liver transplant, and were
observed during or immediately after treatment. In some of these cases, liver
injury progressed rapidly and occurred after administration of a few doses of KETEK.

“Physicians and patients should monitor for the appearance of signs or symptoms of
hepatitis, such as fatigue, malaise, anorexia, nausea, jaundice, bilirubinuria, acholic
stools, liver tenderness or hepatomegaly. Patients with signs or symptoms of
hepatitis must be advised to discontinue KETEK and immediately seek medical
evaluation, which should include liver function tests. If clinical hepatitis or
transaminase elevations combined with other systemic symptoms occur, KETEK
should be permanently discontinued.

“Ketek must not be re-administered to patients with a previous history of hepatitis
and/or jaundice associated with the use of KETEK tablets, or any macrolide
antibiotic.

“In addition, less severe hepatic dysfunction associated with increased liver
enzymes, hepatitis and in some cases jaundice was reported with the use of KETEK.
These events associated with less severe forms of liver toxicity were reversible.”

At sanofi-aventis U.S., patient safety is our highest priority and we are committed to ensuring that
healthcare professionals continue to have the information necessary to prescribe KETEK
appropriately. Please carefully review this information and the revised labeling including the
Medication Guide which are enclosed. Contact sanofi-aventis if you have any questions about this
information or the safe and effective use of KETEK.

We also encourage you to report any adverse events experienced by your patients. Call
sanofi-aventis U.S. at 1-800-633-1610 (option #2) to report adverse events occurring in
connection with the use of KETEK. Alternatively, this information may be reported to FDA's
MedWatch Reporting System by phone at 1-800-FDA-1088, by facsimile at 1-800-FDA-0178,

or by mail usirg the Form 3500 at http://www.fda.gov/medwatch/index.html.
page 30f 6
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The revised product information including the Medication Guide will be included in Ketek®
(telithromycin) packages manufactured after February 12, 2007, and is available on the company
and product websites (www.sanofi-aventis.us and www.ketek.com) or by contacting Medical
Information Services at 1-800-633-1610 (option #1) from 9 am to 5 pm (EST) Monday-Friday.

Sincerely,

%M/

Douglas Greene, MD

Senior Vice President US Medical Affairs & Chief Medical Officer
Sanofi-aventis U.S.

Enclosures:  KETEK® (telithromycin) Full Prescribing Information
US.TEL.07.02.022

About Ketek

Ketek is contraindicated in patients with myasthenia gravis. There have been reports of fatal
and life-threatening respiratory failure in patients with myasthenia gravis associated with the use of
Ketek.

KETEK tablets are indicated for the treatment of community-acquired pneumonia (of miid to
moderate severity) due to Streptococcus pneumoniae, (including multi-drug resistant isolates
[MDRSP*)), Haemophilus influenzae, Moraxella catarrhalis, Chlamydophila pneumonlae or
Mycoplasma pneumoniae, for patients 18 years old and above.

*MDRSP, Multi-drug resistant Streptococcus pneumoniae includes isolates known as PRSP
(penicillin-resistant Streptococcus pneumoniae), and are isolates resistant to two or more of the
following antibiotics: penicillin, 2™ generation cephalosporins, e.g., cefuroxime, macrolides,
tetracyclines and trimethoprim/sulfamethoxazole.

To reduce the development of drug-resistant bacteria and maintain the effectiveness of KETEK and
other antibacterial drugs, KETEK should be used only to treat infections that are proven or strongly
suspected to be caused by susceptible bacteria. Whén culture and susceptibility information are
available, they should be considered in selecting or modifying antibacterial therapy. In the absence
of such data, local epidemiology and susceptibility patterns may contribute to the empiric selection of
therapy.

KETEK is contraindicated in patients with myasthenia gravis. Exacerbations of myasthenia
gravis have been reported in patients and sometimes occurred within a few hours of the first dose of
telithromycin. Reports have included fatal and life-threatening acute respiratory failure with a rapid
onset and progression.

KETEK is contraindicated in patients with previous history of hepatitis and/or jaundice associated
with the use of KETEK tablets, or any macrolide antibiotic.

KETEK is contraindicated in patients with a history of hypersensitivity to telithromycin and/or any
components of KETEK tablets, or any macrolide antibiotic.

page 4 of 6
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Concomitant administration of KETEK with cisapride or pimozide is contraindicted.

Acute hepatic failure and severe liver injury, in some cases fatal, have been reported in
patients treated with KETEK. These hepatic reactions included fulminant hepatitis and
hepatic necrosis leading to liver transplant, and were observed during or immediately after
treatment. In some of these cases, liver injury progressed rapidly and occurred after administration
of a few doses of KETEK.

Physicians and patients should monitor for the appearance of signs or symptoms of hepatitis, such
as fatigue, malaise, anorexia, nausea, jaundice, bilirubinuria, acholic stools, liver tenderness or
hepatomegaly. Patients with signs or symptoms of hepatitis must be advised to discontinue
KETEK and immediately seek medical evaluation, which should include liver function tests. If
clinical hepatitis or transaminase elevations combined with other systemic symptoms occur, KETEK
should be permanently discontinued.

Ketek mUst not be re-administered to patients with a previous history of hepatitis and/or jaundice
associated with the use of KETEK tablets, or any macrolide antibiotic.

In addition, less severe hepatic dysfunction associated with increased liver enzymes, hepatitis and in
some cases jaundice was reported with the use of KETEK. These events associated with less
severe forms of liver toxicity were reversible.

Telithromycin has the potential to prolong the QTc interval of the electrocardiogram in some patients.
QTc prolongation may lead to an increased risk for ventricular arrhythmias, including torsades de
pointes. Thus, telithromycin should be avoided in patients with congenital prolongation of the QTc
interval, and in patients with ongoing proarrhythmic conditions such as uncorrected hypokalemia or
hypomagnesemia, clinically significant bradycardia, and in patients receiving Class IA (e.g., quinidine
and procainamide) or Class Il (e.g., dofetilide) antiarrhythmic agents.

Cases of torsades de pointes have been reported post-marketing with KETEK. In clinical trials, no
cardiovascular morbidity or mortality attributable to QTc prolongation occurred with telithromycin
treatment in 4780 patients in clinical trials, including 204 patients having a prolonged QTc¢ at
baseline.

KETEK may cause visual disturbances particularly in slowing the ability to accommodate and
the ability to release accommodation. Visual disturbances included blurred vision, difficulty
focusing, and diplopia. Most events were mild to moderate; however, severe cases have been
reported.

There have been post-marketing adverse event reports of transient loss of consciousness
including some cases_associated with vagal syndrome.

Because of potential visual difficulties or loss of consciousness, patients should attempt to
minimize activities such as driving a motor vehicle, operating heavy machinery or engaging
in other hazardous activities during treatment with KETEK. If patients experience visual
disorders or loss of consciousness while taking KETEK, patients should not drive a motor
vehicle, operate heavy machinery or engage in other hazardous activities.

Clostridium difficile associated diarrhea (CDAD) has been reported with use of nearly all antibacterial

agents, including KETEK, and may range in severity from mild diarrhea to fatal colitis. Treatment
with antibacterial agents alters the normal flora of the colon leading to overgrowth of C. difficile.

page 5of 6
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C. difficile produces toxins A and B which contribute to the development of CDAD. Hypertoxin
producing strains of C. difficile cause increased morbidity and mortality, as these infections can be
refractory to antimicrobial therapy and may require colectomy. CDAD must be considered in all
patients who present with diarrhea following antibiotic use. Careful medical history is necessary
since CDAD has been reported to occur over two months after the administration of antibacterial
agents.

if CDAD is suspected or confirmed, ongoing antibiotic use not directed against C. difficile may need
to be discontinued. Appropriate fluid and electrolyte management, protein supplementation,
antibiotic treatment of C difficile, and surgical evaluation should be instituted as clinically indicated.

Therapy with simvastatin, lovastatin, or atorvastatin should be suspended during the course of
KETEK treatment. Concomitant freatment of KETEK with rifampin, a CYP 3A4 inducer, should be
avoided.

Most adverse events were mild to moderate and included diarrhea, nausea, headache, dizziness,
and vomiting.
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MEDICATION GUIDE
KETEK® (KEE tek) Tablets
(telithromycin)

READ THE MEDICATION GUIDE THAT COMES WITH KETEK BEFORE YOU START TAKING IT. TALK TO
YOUR DOCTOR IF YOU HAVE ANY QUESTIONS ABOUT KETEK. THIS MEDICATION GUIDE DOES NOT
TAKE THE PLACE OF TALKING WITH YOUR DOCTOR ABOUT YOUR MEDICAL CONDITION OR

TREATMENT.
WHAT IS THE MOST IMPORTANT lNFORMATION | SHOULD KNOW ABOUT KETEK?
1. Do nottake KETEK if you have Myasthenia Gravis (a rare disease which causes muscle weakness).

Worsening of myasthenia gravis symptoms including life-threatening breathing problems have
happened in patients with myasthenia gravis after taking KETEK in some cases leading to death.

KETEK can cause other serious side effects, including: _

2. SEVERE LIVER DAMAGE (HEPATOXICITY). SEVERE LIVER DAMAGE, IN SOME CASES LEADING
TO ALIVER TRANSPLANT OR DEATH HAS HAPPENED IN PATIENTS TREATED WITH KETEK.
SEVERE LIVER DAMAGE HAS HAPPENED DURING TREATMENT, EVEN AFTER A FEW DOSES, OR
RIGHT AFTER TREATMENT WITH KETEK HAS ENDED.

Stop KETEK and call your doctor right away if you have signs of liver problems. Do not take another
dose of KETEK unless your doctor tells you to do so.

Signs of liver problems include:

 increased tiredness » light-colored stools
» loss of appetite e dark urine
» yellowing of the skin and/or eyes s itchy skin

» right upper belly pain

Do not take KETEK if you have ever had side effects of the liver while taking KETEK or macrolide antibiotics.
Macrolide@intibiotics include erythromycin, azithromycin (Zithromax®), clarithromycin (Biaxin®) or dirithromycin
(Dynabac™).

3. Vision problems. KETEK may cause blurred vision, trouble focusing, and double vision. You may notice
vision problems if you look quickly from near objects to far objects.

4, Fainting. You may faint especially if you are also having nausea, vomiting, and lightheadedness.

e BE AWARE THAT VISION PROBLEMS AND FAINTING WHILE TAKING KETEK MAY AFFECT YOUR
ABILITY TO DRIVE OR DO DANGEROUS ACTIVITIES. LIMIT DRIVING AND OTHER DANGEROUS
ACTIVITIES.

e |F YOU HAVE VISION PROBLEMS OR FAINT WHILE TAKING KETEK
o DO NOT DRIVE, OPERATE HEAVY MACHINES, OR DO DANGEROUS ACTIVITIES.

o CALL YOUR DOCTOR BEFORE TAKING ANOTHER DOSE OF KETEK IF YOU HAVE VISION
PROBLEMS OR FAINT.

See "What are the possible side effects of KETEK? for other side effects of KETEK.
WHAT 1S KETEK?

KETEK is an antibiotic. KETEK is used to treat adults 18 years of age and older with a lung infection called
“community acquired pneumonia” that is caused by certain bacteria germs.

o KETEK s not for other types of infections caused by bacteria
o KETEK, like other antibiotics, does not kill viruses.
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WHO SHOULD NOT TAKE KETEK?

Do not take KETEK if you:
s have myasthenia gravis

e have had side effects on the liver while taking KETEK or macrolide antibiotics.
¢ have ever had an allergic reaction to KETEK or macrolide antibiotics.
¢ take cisapride (Propulsid®) or pimozide (Orap®).

KETEK may not be right for you. Before taking KETEK, tell your doctor about all of your medical
conditions, including if you:

have myasthenia gravis

have liver problems

have (or have a family history of) a heart problem called “QTc prolongation”
have other heart problems

are pregnant or breastfeeding

Tell your doctor about all of the medicines you take, including prescription and nonprescription medicines,
vitamins, and herbat supplements. KETEK and other medicines may affect or interact with each other,
sometimes causing serious side effects.

You should not take the following cholesterol lowering medicines while taking KETEK:
« simvastatin (Zocor®, Vytorin®)

s Jlovastatin (Mevacor@’)

« atorvastation (Lipitor®)

Know the medicines you take. Keep a list of your medicines with you to show your docior or pharmacist.

Do not take other medicines with KETEK without first checking with your doctor. Your doctor will tell you if you
can take other medicines with KETEK.

HOW SHOULD | TAKE KETEK?

» Take KETEK exactly as your doctor tells you. Skipping doses or not taking all of an antibiotic may:
o make the treatment not work as well
o increase the chance that the bacteria will develop resistance to the antibiotic

e The usual dose is two 400 mg KETEK Tablets taken at the same time once a day for 7 to 10 days. If you
have kidney disease, your doctor may prescribe a iower dose for you.

» Take KETEK with or without food.

e Swallow KETEK tablets whole.

e Call your doctor if you took too much KETEK.

WHAT ARE THE POSSIBLE SIDE EFFECTS OF KETEK?

See “What is the most important information | should know about KETEK?” for worsening of myasthenia gravis
symptoms, and serious liver, vision, and fainting side effects.

Other serious side effects include:

» Pseudomembranous colitis (an intestine infection). Pseudomembranous colitis can happen with most
antibiotics, including KETEK. Call your doctor if you get watery diarrhea, diarrhea that does not go away, or
bloody stools. You may also have stomach cramps and a fever. Pseudomembranous colitis can happen up
to 2 months after you have finished your antibiotic.
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The most common side effects of KETEK are nausea, headache, dizziness, vomiting, and diarrhea.
These are not all of the side effects of KETEK. Ask your doctor or pharmacist for more information.
HOW SHOULD | STORE KETEK?

» Store KETEK tablets at room temperature, 59° to 86°F (15° to 30°C).

» Keep KETEK and all medicines out of the reach of children.

GENERAL INFORMATION ABOUT KETEK

* Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide.

» Do not use KETEK for a condition for which it was not prescribed.

« Do not share KETEK with other people, even if they have the same symptoms that you have. It may harm
them.

This Medication Guide summarizes the most important information about KETEK. If you would like more
information, talk with your doctor. You can ask your doctor or pharmacist for information about KETEK that was
written for healthcare professional. This information is also available on the KETEK website at

www KETEK.com.

What are the ingredients in KETEK?

Active Ingredient: telithromycin
Inactive Ingredients: croscarmellose sodium, hypromellose, magnesium stearate, microcrystalline cellulose,
polyethylene glycol, povidone, red ferric oxide, talc, titanium dioxide, and yellow ferric oxide

Rx Only
Medication Guide as of February 2007
This Medication Guide has been approved by the U.S. Food and Drug Administration.

sanofi-aventis U.S. LLC
Bridgewater, NJ 08807

BIAXIN® (clarithromycin) is a registered trademark of Abbott Laboratories.

ZITHROMAX® (azithromycin) is a registered trademark of Pfizer Inc.

DYNABAC® (dirithromycin) is a registered trademark of Eli Lilly and Company.

PROPULSID® (cisapride) is a registered trademark of Johnson & Johnson.

ORAP® (gimozide) is a registered trademark of Teva Pharmaceuticals USA, Inc.

LIPITOR™ (atorvastatin} is a registered trademark of Pfizer Inc.

ZOCOR® %simvastatin) is a registered frademark of Merck & Co Inc.

VYTORIN ésimvastatin and ezetimibe) is a registered trademark of Merck/Schering Plough Pharmaceuticals.
MEVACOR” (lovastatin) is a registered trademark of Merck & Co Inc..
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KETEK®
(telithromycin) Tablets

Ketek is contraindicated in patients with myasthenia gravis. There have been reports of fatal and life-
threatening respiratory failure in patients with myasthenia gravis associated with the use of Ketek. (See
CONTRAINDICATIONS.)

To reduce the development of drug-resistant bacteria and maintain the effectiveness of KETEK and other
antibacterial drugs, KETEK should be used only to treat infections that are proven or strongly suspected to be
caused by bacteria.

DESCRIPTION

KETEK® tablets contain telithromycin, a semisynthetic antibacterial in the ketolide class for oral administration.
Chemically, telithromycin is designated as Erythromycin, 3-de[(2,6-dideoxy-3-C-methyl-3-O-methyl-a-L-ribo-
hexopyranosyloxyl-11,12-dideoxy-6-O-methyl-3-ox0-12,11-[oxycarbonyl[[4-[4-(3-pyridinyl}-1H-imidazol-1-
yllbutyllimino}}-.

Telithromycin, a ketolide, differs chemically from the macrolide group of antibacterials by the lack of a-L-
cladinose at position 3 of the erythronolide A ring, resulting in a 3-keto function. It is further characterized by a
C11-12 carbamate substituted by an imidazolyl and pyridyl ring through a buty! chain. Iis empirical formula is
C43Hg5N501 0 and its molecular weight is 812.03. Telithromycin is a white to off-white crystalline powder. The

following represents the chemical structure of telithromycin.
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