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Pipeline
Phase III Clinical Trials
Lauriad® (miconazole) for Treatment of Oropharyngeal Candidiasis1,2

BioAlliance Pharma announced on September 6, 2005, that it has received approval from the U.S. Food and Drug Administration
(FDA) to conduct a pivotal Phase III clinical trial of its antifungal agent, Lauriad, as part of an Investigational New Drug
Application (IND). Lauriad is a once-daily, extended-release buccal tablet being evaluated for first-line local treatment for
oropharyngeal candidiasis. Oropharyngeal candidiasis is an oral fungus that often occurs in patients who are immunocompromised,
such as those undergoing cancer therapy or transplants, and those with HIV or diabetes mellitus. BioAlliance Pharma plans to
begin the Phase III trial in the fourth quarter of 2005.

In May 2005, BioAlliance Pharma presented results from a randomized Phase III trial of Lauriad at the Annual Meeting of the
American Society of Clinical Oncology (ASCO). The trial included 306 patients with head and neck cancer suffering from
oropharyngeal candidiasis following radiotherapy. After 14 days of therapy, the trial showed the efficacy of once daily Lauriad 50
mg was not inferior to miconazole gel 500 mg given in four divided doses. These results occurred with 10 times less medication
and on a more convenient dosing schedule than the miconazole oral gel comparator.

Product Description

Recent New Drug Application (NDA) Submissions3*

Management of breakthrough pain in patients
with cancer who are already receiving and who

are tolerant to opioid therapy for their underlying
persistent pain

September 6, 2005

If approved, this product is expected to be
available as 100 mcg, 200 mcg, 400 mcg,

600 mcg, and 800 mcg tablets and
classified as a Schedule II 

controlled substance.

Indication(s)
Submission

Date

Oral - effervescent
buccal tablet

Route of
Administration

Comments

OraVescent fentanyl

Manufactured by Cephalon, Inc.

Product Description

Recent Supplemental New Drug Application (sNDA) Submissions3*

Treatment of severe Alzheimer’s disease August 31, 2005 This product is already approved for treatment of mild
to moderate dementia of the Alzheimer’s type.

Indication(s)
Submission

Date

Oral - tablets

Route of
Administration

Comments

Aricept® (donepezil)

Manufactured by Eisai Inc.
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Product Description

Recent New Drug Application (NDA) Approvals3*

Adjunct to diet and exercise to improve
glycemic control in patients with type 2
diabetes who are already treated with a

combination of pioglitazone and metformin
or whose diabetes is not adequately

controlled with metformin alone, or for those
patients who have initially responded to
pioglitazone alone and require additional

glycemic control

Treatment of insomnia, characterized by
difficulties with sleep onset and/or sleep
maintenance (as measured by wake time

after sleep onset)

August 29, 2005

August 30, 2005

September 6, 2005

Indication(s)
Approval

Date
Comments

Ambien CR™

(zolpidem)

6.25 mg, 12.5 mg

Manufactured by 
Sanofi-Synthelabo Inc.

ACTOplus met™

(pioglitazone; metformin)

15 mg/500 mg,
15 mg/850 mg

Manufactured by 
Takeda Pharmaceutical

Company Limited

Increlex™

(mecasermin)

10 mg/mL 

Manufactured by Tercica, Inc.

Long-term treatment of growth failure in
children with severe primary IGF-1

deficiency (Primary IGFD) or with growth
hormone (GH) gene deletion who have
developed neutralizing antibodies to GH

This product combines two
currently available diabetes
medications in one tablet.

This product is a 
Schedule IV 

controlled substance.

This product was approved
through the FDA’s Priority

Review process.

October
2005

Third quarter
2005

Third quarter
2005

Anticipated
Launch Date

Oral - tablets

Injection - subcutaneous

Oral - extended-release
tablets

Route of
Administration

Generic Product
Description

First Generic Product Approvals/Launches3*

Rocephin® September 2005

This product is available in frozen,
premixed, single-dose plastic

containers. It has been available in an
injectable vial since July 2005.

Reference Brand

Intravenous solution,
1 g/50 mL and 

2 g/50 mL

Dosage Form,
Strength(s)

August 23, 2005

Final 
Approved Date

Anticipated
Launch Date† Comments

ceftriaxone

Manufactured by Baxter
Healthcare Corporation

Allegra® September 2005

This product is launching “at risk”
which means it is launching prior to a
final legal decision on the legitimacy of
the Allegra patents, with limited supply

and subject to change.

Tablets,
30 mg, 60 mg,
and 180 mg

September 1, 2005

fexofenadine

Manufactured by Barr
Pharmaceuticals, Inc. and Teva
Pharmaceutical Industries Ltd.

* Adapted from RxPipeline Services, for more information contact: pipeline@caremark.com<mailto:pipeline@caremark.com>
† This anticipated launch date may not reflect the date of availability for this medication. Due to circumstances beyond Caremark’s control, information related to prospective medication launch dates is subject to change without 

notice. This information should not be solely relied upon for decision-making purposes.

 



News
Medication Safety
Information regarding select medication safety issues can be found on the Caremark
Web site at: www.caremark.com>For Health Professionals>Drug Safety Alerts

Updated Cardiotoxicity Information for Herceptin®
(trastuzumab)4

On August 31, 2005, the FDA released a MedWatch Safety
Alert notifying healthcare professionals of updated cardiotoxicity
information for Herceptin. When used alone, Herceptin is
indicated for the treatment of patients with metastatic breast
cancer whose tumors overexpress the HER2 protein and who
have received one or more chemotherapy regimens. It is also
indicated in combination with paclitaxel for patients with this
type of breast cancer who have not received chemotherapy.
The updated cardiotoxicity information was obtained from a
randomized, Phase III trial called the National Surgical
Adjuvant Breast and Bowel Project (NSABP). The trial included
2043 women with operable, HER2 overexpression breast cancer.
The purpose of the study was to characterize the cardiotoxicity
associated with Herceptin and evaluate the value of serial cardiac
monitoring in predicting cardiotoxicity, as well as aiding in its
early identification. In the trial, Herceptin was discontinued
before the completion of one year of therapy due to an
asymptomatic decrease in left ventricular ejection fraction in
18.6% of patients and symptomatic cardiac dysfunction or other
forms of cardiac toxicity in 4.3% of patients. A statistically
significant increase in the three-year cumulative incidence of
New York Heart Association (NYHA) Class III and IV heart
failure and cardiac death was also observed in Herceptin-treated
patients compared with patients in the control group. There
were no cardiac deaths observed in Herceptin-treated patients
compared with one cardiac death in the control group.

Healthcare News
New Vaccine Available for 2005/2006 Influenza (Flu) Season5-7

On August 31, 2005, the FDA and GlaxoSmithKline announced
the approval of Fluarix™ (Influenza Virus Vaccine) to immunize
adults 18 years of age and older against the specific flu virus
strains contained in the vaccine. Due to the FDA’s accelerated
approval process, Fluarix will be available for this year’s flu
season. The FDA based the accelerated approval on the safety
and effectiveness data from four clinical studies involving
approximately 1200 adults, as well as postmarketing data from
other countries where Fluarix is already approved. According
to GlaxoSmithKline, Fluarix has been in use outside the
United States since 1992, with more than 150 million doses
distributed worldwide.

About 36,000 deaths and 200,000 hospitalizations occur each
year as a result of the flu and its complications. On average,
people with the flu miss nearly three days of work per episode.
The cost of the flu to the U.S. economy is estimated to be
between $71 billion and $167 billion each year. According to
the Centers for Disease Control and Prevention (CDC),
vaccination is the best protection against the flu and can prevent
many illnesses and deaths.

Islet Transplantation Study Lessens Concerns About Severe
Hypoglycemia8,9

Type 1 diabetes, which affects nearly one million Americans,
develops when the body’s immune system attacks and destroys
the cells in the pancreas which make insulin. Transplantation
of islets (groups of insulin-producing cells) are transferred
from a donor to a person with type 1 diabetes. If the
transplantation is successful, the islets will begin producing
insulin. Researchers are hopeful that islet transplantation will
help people with type 1 diabetes live without daily insulin
injections.

On September 6, 2005, the Collaborative Islet Transplant
Registry (CITR) released its second annual report which
presented information on the safety and efficacy of islet
transplantation. The report provided an analysis of outcomes
for 138 patients who received islet transplantation at 19 medical
centers in the United States and Canada. Episodes of low
blood sugar, or hypoglycemia, were greatly reduced in people
who received an islet transplant. One year after the
transplantation, 58% of recipients no longer required daily
insulin injections. Those recipients who still needed insulin
injections had a 69% reduction in the amount of insulin they
needed to control their blood sugar levels. The islet
transplantation was unsuccessful in 19 recipients.

The CITR is funded by the National Institute of Diabetes
and Digestive and Kidney Diseases (NIDDK), part of the
National Institutes of Health (NIH).

Clinical Guidelines
American Heart Association/American Stroke Association
Release New Stroke Rehab Guidelines10,11

The September 2005 issue of Stroke includes new guidelines
for the Management of Adult Stroke Rehabilitation Care. The
guidelines, which are endorsed by the American Heart
Association (AHA) and the American Stroke Association
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(ASA), emphasize the importance of starting rehabilitation as
soon as the diagnosis of stroke is established and life-threatening
complications are under control. This way, the chances of
disability may be minimized. The recommendations presented
in the guidelines include treating depression and other emotional
disorders, preventing deep vein clots and additional strokes,
evaluating cognitive and communication skills, creating a
comprehensive and individualized treatment plan, and involving
survivors, caregivers, and family members in the multidisciplinary
rehabilitation team. 

About 700,000 Americans will have a stroke this year. It is the
third leading cause of death and the most common cause of
severe, long-term disability in the United States. It is estimated
that the cost of stroke will be more than $56 billion in 2005.

American Urological Association Updates Guidelines for
Erectile Dysfunction12

The Erectile Dysfunction Clinical Guideline Panel, appointed
by the American Urological Association Practice Guidelines
Committee, has recently published updated guidelines on the
management of erectile dysfunction (ED). The previous
guidelines were published in 1996. Since then, new treatments
for ED have been approved by the FDA, and the quality and
availability of outcomes research have greatly improved. The
updated guidelines emphasize that the most appropriate
treatment option for a patient should be chosen according to
the preferences and expectations of the patient and his partner,
as well as the experience and judgment of the physician. The
initial evaluation for ED should include gathering a sexual,
medical, and psychological history in addition to conducting
laboratory tests to identify contraindications to treatment options
and comorbid conditions that may predispose the patient to
ED. Currently available therapies for the treatment of ED
include oral phosphodiesterase type 5 (PDE5) inhibitors
(Cialis® [tadalafil], Levitra® [vardenafil], Viagra® [sildenafil]),
intra-urethral alprostadil, intracavernous vasoactive injections,
vacuum constriction devices, and penile prosthesis implantation.
A stepwise approach to treatment should be used, and the
degree of invasiveness and risk should be balanced against the
likelihood the treatment will be effective. The updated guidelines
can be obtained by visiting the American Urological Association’s
Web site at http://www.auanet.org/guidelines/edmgmt.cfm.
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