Pfizer's Selzentry (Maraviroc) Tablets, Novel Treatment for HIV, Approved by FDA

NEW YORK--(BUSINESS WIRE)--Aug 6, 2007 - Pfizer Inc announced today that the U.S. Food and Drug Administration (FDA) has approved SelzentryTM (maraviroc) tablets, the first in a new class of oral HIV medicines in more than 10 years. Selzentry blocks viral entry into white blood cells, significantly reducing viral load and increasing T-cell counts in treatment-experienced patients infected with a specific type of HIV. 

"There is a profound need for new medicines to treat HIV. In the United States, thousands of patients living with HIV are running out of effective medications that can control their virus," said Dr. Joseph Feczko, Pfizer's chief medical officer. "The approval of Selzentry for treatment-experienced patients is a significant breakthrough, and we continue its development in a spectrum of other patients living with HIV/AIDS." 

	





The FDA granted accelerated approval to Selzentry for combination antiretroviral treatment of adults infected with only CCR5-tropic HIV-1 detectable, who have evidence of viral replication and have HIV-1 strains resistant to multiple antiretroviral agents. A diagnostic test confirms whether a patient is infected with CCR5-tropic HIV-1, which is also known as "R5 virus." 

An accelerated approval allows for earlier approval of drugs that provide a meaningful therapeutic advantage over existing treatment for serious or life-threatening diseases. This approval is based on 24-week data. Longer-term data will be required before the FDA can consider traditional approval for Selzentry. 

Selzentry is the first in a class of drugs known as CCR5 antagonists, which block the CCR5 co-receptor, the virus' predominant entry route into T-cells. Selzentry stops the R5 virus on the outside surface of the cells before it enters, rather than fighting the virus inside as do all other classes of oral HIV medicines. 

Selzentry is expected to be available in the U.S. by the middle of September. 

Pfizer is currently submitting marketing applications around the world and recently received a positive opinion from the CHMP in the EU. Pfizer intends to commercialize the product with the name Celsentri outside of the U.S. 

Pfizer has established a multi-national expanded access program (EAP), a clinical study that provides Selzentry in countries where it is not yet commercially available to patients who have limited treatment options due to resistance or intolerance to existing therapies. 

Pfizer's Ongoing Commitment to HIV/AIDS 

Pfizer scientists discovered Selzentry in 1997. Selzentry's clinical program initiated the first combined phase 2b/3 trial design in HIV to efficiently characterize its clinical profile and submit data to regulatory authorities as quickly as possible. 

Pfizer is committed to bringing meaningful improvement to the lives of people living with HIV/AIDS and those at risk around the world. This commitment is embodied in Pfizer's products, partnerships, pipeline and philanthropy. 

Current initiatives include the Southern HIV/AIDS Prevention Initiative, the building of the Infectious Disease Institute in Kampala, Uganda, the Pfizer Global Health Fellows Program and the Diflucan Partnership Program. 

Most recently in April 2007, Pfizer launched ConnectHIV, a three year initiative that will provide $7.5 million in grants and capacity building to twenty community-based AIDS Service Organizations in communities of greatest need in the U.S. ConnectHIV grantee organizations were chosen based on a demonstrated commitment to comprehensive approaches to improving HIV prevention efforts in underserved populations. 

Data Supporting Selzentry Approval 

The FDA approval of Selzentry is based on 24-week data from the ongoing double-blind, controlled MOTIVATE clinical trials. In the MOTIVATE trials, approximately twice as many patients receiving Selzentry combined with an optimized background therapy (OBT) achieved undetectable viral load at 24 weeks compared with those receiving OBT alone. 

In the trials, patients receiving Selzentry with OBT also experienced significantly greater viral load reductions and increases in CD4 cell counts compared with those receiving OBT alone. 

Patients in the MOTIVATE trials were highly treatment-experienced, with 69.7% receiving Selzentry and OBT and 66% receiving OBT alone having two or fewer active drugs in their optimized background regimen. 

Patients receiving Selzentry in the studies had a rate of discontinuation due to adverse events (3.8%) which was similar to the group receiving OBT plus placebo (3.8%). The most common adverse reactions (greater than8% incidence and greater than placebo) are cough, pyrexia (fever), upper respiratory tract infections, rash, musculoskeletal symptoms, abdominal pain, and dizziness. 

Important Safety Information 

Selzentry does not cure HIV infection or AIDS, and does not prevent passing HIV to others. 

Although there was no overall increase in serious liver function test abnormalities in patients treated with Selzentry, hepatotoxicity has been reported with Selzentry use. Evidence of a systemic allergic reaction (e.g., pruritic rash, eosinophilia or elevated IgE) prior to the development of hepatotoxicity may occur. Patients with signs or symptoms of hepatitis or allergic reaction following use of Selzentry should be evaluated immediately. 

The safety and efficacy of Selzentry have not been specifically studied in patients with significant underlying liver disorders. However, caution should be used when administering Selzentry to patients with pre-existing liver dysfunction or who are co-infected with viral hepatitis B or C. 

In clinical studies, more cardiovascular events, including myocardial ischemia and/or infarction, were observed in patients who received Selzentry as compared to placebo. Selzentry should be used with caution in patients at increased risk for cardiovascular events. 

Caution should be used when administering Selzentry in patients with a history of postural hypotension or who receive concomitant medication known to lower blood pressure. Patients should be advised that if they experience dizziness while receiving Selzentry, they should avoid driving or operating machinery. 

Immune reconstitution syndrome has been reported in patients treated with combination antiretroviral therapy. 

Selzentry antagonizes the CCR5 co-receptor located on some immune cells, and therefore could potentially increase the risk of developing infections and malignancy. 

For full prescribing information for Selzentry, including boxed warning, or for more information on these and other Pfizer initiatives, go to www.pfizer.com. 

To preview and request free broadcast-standard video about this announcement digitally or by tape please log onto www.thenewsmarket.com/pfizer. 
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Pfizer to Launch New HIV Treatment Selzentry in Mid-September

Pfizer will launch its first-in-class HIV treatment Selzentry in mid-September, the company announced. 

The FDA approved Selzentry (maraviroc), a CCR5 co-receptor antagonist, Aug. 6 for the treatment of adults infected with detectable CCR5-tropic HIV-1 when there is evidence of viral replication and HIV-1 strains resistant to multiple antiretroviral agents. 

The approval follows the issuance of an FDA approvable letter for the drug in June and a positive opinion from the European Medicines Agency’s Committee for Medicinal Products for Human Use last month. 

Although the approved indication recommends use only for patients with detectable CCR5-tropic HIV-1 who have previously received HIV medications, approximately 50 to 60 percent have circulating CCR5-tropic HIV-1, according to the FDA. 

Physician labeling for Selzentry carries a black box warning for hepatotoxicity, or chemically induced liver failure. In addition, the warnings and precautions section of the labeling states that cardiovascular adverse events, including postural hypotension and myocardial ischemia and/or infarction, occurred during clinical trials, although generally only in subjects with cardiac disease or risk factors. 

The approval is a victory for firms looking to develop CCR5 antagonists, as safety issues have plagued their development. GlaxoSmithKline (GSK) halted development of its CCR5 antagonist aplaviroc in 2005 because of cases of severe hepatotoxicity observed in Phase II and III trials.


Pfizer's Selzentry treatment for HIV approved by FDA

7th August 2007

By Staff Writer

Pfizer has reported that the FDA has approved its Selzentry treatment for HIV, the first in a new class of oral HIV medicines in 10 years.

Selzentry (maraviroc) blocks viral entry into white blood cells, significantly reducing viral load and increasing T-cell counts in treatment-experienced patients infected with a specific type of HIV.

[image: image1.png]


[image: image2.png]


[image: image3.png]5




[image: image4.wmf]

 HYPERLINK "http://ad.doubleclick.net/click%3Bh=v8/35b3/3/0/%2a/y%3B100862727%3B0-0%3B0%3B16830892%3B4307-300/250%3B20914358/20932251/1%3B%3B%7Efdr%3D101284277%3B0-0%3B0%3B9660581%3B4252-336/280%3B20945451/20963344/1%3B%3B%7Esscs%3D%3fhttp:/www.hp.com/uk/provenandreliant" \t "_blank" 

 HYPERLINK "http://ad.doubleclick.net/jump/cbr.general/general;ac=general;site=cbr;sz=336x280;tile=2;ord=444317042?" \t "_blank" 
[image: image6.png]




Advertisement
The FDA granted accelerated approval to Selzentry for combination antiretroviral treatment of adults infected with only CCR5-tropic HIV-1 detectable, who have evidence of viral replication and have HIV-1 strains resistant to multiple antiretroviral agents. A diagnostic test confirms whether a patient is infected with CCR5-tropic HIV-1, which is also known as 'R5 virus.'

An accelerated approval allows for earlier approval of drugs that provide a meaningful therapeutic advantage over existing treatment for serious or life-threatening diseases. This approval is based on 24-week data. Longer-term data will be required before the FDA can consider traditional approval for Selzentry.

Selzentry is expected to be available in the US by the middle of September.

Pfizer is currently submitting marketing applications around the world and recently received a positive opinion from the CHMP in the EU. Pfizer intends to commercialize the product with the name Celsentri 

	Selzentry or Celsentri (maraviroc, UK-427,857)
en español 
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Selzentry belongs to a class of anti-HIV drugs called Entry Inhibitors (including Fusion Inhibitors). For a description of the life-cycle of the AIDS virus, and the targets of each class of drugs, click here. 

Selzentry is being developed by Pfizer. They have a useful web site that includes the latest news & research reports on this and other drugs in development: click here. 


Our quick-reference chart allows you to compare all the currently available anti-HIV drugs, including dosing, side effects, & dietary restrictions.




Treatment News
Search for recent news and archived stories about Selzentry. 


Have more questions? Then post a question or comment in our Community Forums.


Check My Meds allows you to take the preventive step of determining whether the drugs you are taking interact with each other, or interact with a certain food, and cause a bad reaction in your body.




Our Lessons: Check out our informative Lessons covering various topics to help you make treatment decisions.
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A tree for site navigation will open here if you enable JavaScript in your browser. 
Recommended Reading List:

For a list of great books about living with HIV and making informed treatment decisions, along with easy links to buy them from Amazon.com, click here.


For a list of magazines, including POZ, the nation's leading magazine covering HIV and AIDS, click here.


	Pronunciation(s): sell-ZEN-tree; sell-SEN-tree; mah-RAV-er-rock

What is Selzentry? 
· Selzentry is a CCR5-blocking entry inhibitor manufactured by Pfizer. It was approved by the U.S. Food and Drug Administration (FDA) in August 2007. Selzentry is approved for HIV-positive people who have HIV strains that are resistant to multiple antiretroviral drugs. It is not yet approved for people with drug-sensitive HIV strains, such as those starting antiretroviral therapy for the first time.
  
· In countries other than the U.S., maraviroc will be approved and sold under the brand name Celsentri.
  

· Selzentry binds to a protein on the membrane of CD4 cells (T-cells) called CCR5. Once it does this, HIV cannot successfully attach itself to the surface of CD4 cells, and is thus prevented from infecting healthy cells.
  

· Selzentry must be combined with other HIV drugs.
  

What is already known about Selzentry? 
· Selzentry is available in 150 mg and 300 mg tablets and must be taken twice a day. Because of interactions with other medications, including some used to treat HIV, the dose will need to be carefully determined by your healthcare provider. See "What about drug interactions?" below for more information.
  
· Selzentry holds promise for HIV-positive patients who no longer respond to other HIV drugs. Because Selzentry targets HIV differently than most currently available antiretrovirals, chances are that many people living with the virus—regardless of which drugs have failed them in the past—will likely benefit from using Selzentry. Two large clinical trials have determined that Selzentry, when combined with other drugs, is effective for patients whose virus has adapted to other HIV drugs used in the past. However, Selzentry worked best when it was combined with at least two other drugs that the virus was sensitive to (patients who used Selzentry in combination with drugs that their virus was highly resistant to did not experience decreases in their viral load for very long). For this reason, it is best to use drug-resistance testing to determine which drugs your virus is sensitive to; the results will show which antiretrovirals are best to combine with Selzentry.
  

· Selzentry is not yet approved for people with HIV that have no, or limited, resistance to other available antiretroviral drugs. This includes HIV-positive people beginning treatment for the first time. Preliminary data from a study evaluating the drug in patients new to HIV treatment suggest that Selzentry is somewhat inferior to standard-of-care Sustiva (efavirenz). However, moderate CD4 count and side-effect benefits were found to be associated with the drug, compared to Sustiva.
  

· Selzentry will only be effective at reducing viral load in people with HIV that uses the CCR5 receptor. It will not be effective against virus that uses another CD4 cell coreceptor, called CXCR4 (and the drug will have a limited effect against HIV with that uses both receptors). Because CXCR4-"tropic" and "dual-tropic" HIV is more common in people who have been infected with HIV for several years—the people who are most likely going to be using Selzentry—a laboratory test called a tropism assay is necessary before Selzentry can be used, to determine if treatment with the drug will be useful.
  

· Resistance concerns are twofold: 1) mutations in HIV's gp120 protein can cause resistance to the drug (but not necessarily to other entry inhibitors); and 2) while taking a CCR5 inhibitor, it is possible that CXCR4-tropic virus will emerge and not be affected by the presence of Selzentry or any other CCR5-blocking entry inhibitor. More data from studies of Selzentry are needed to better understand the risk and impact of resistance-causing mutations and the emergence of CXCR4-tropic HIV while on treatment.
  

What about drug interactions? 
· Selzentry is broken down (metabolized) by the liver, like many medications used to treat HIV and AIDS. This means that Selzentry can interact with other medications. While it is not expected that the drug will lower or raise the levels of any other medications in the body, studies have shown that other drugs can affect levels of Selzentry in the body.
  
· At the time of Selzentry's approval in August 2007, there were no known "contraindications," meaning that there are no known medications that must be avoided while taking Selzentry.
  

· Anticonvulsants, such as Tegretol (carbamazepine), Luminal (phenobarbital), and Dilantin (phenytoin), can decrease the amount of Selzentry in the bloodstream. If these medications are used, the maximum Selzentry dose (two 300 mg twice daily) may be necessary.
  

· Other HIV drugs can interact with Selzentry. Some HIV medications are "CYP3A inhibitors," meaning that they slow the ability of certain enzymes that are responsible for metabolizing, or breaking down, Selzentry in the body. Some HIV medications are "CYP3A inducers," meaning that they can speed up the metabolism of Selzentry in the body. Still others do not have a significant effect on CYP3A enzymes. The dose of Selzentry will need to be adjusted, depending on which HIV medications are being used:
  

· CYP3A inhibitors: If Selzentry is combined with protease inhibitors (with the exception of Aptivus [tipranavir] plus Norvir [ritonavir]) or Rescriptor (delavirdine), the correct dose is one 150 mg tablet twice a day. 

· CYP3A Inducers: If Selzentry is combined with Sustiva and other medications—without CYP3A inhibitors—the correct dose is 600 mg (two 300 mg tablets) twice a day. 

· Other Antiretrovirals: If Selzentry is combined with Aptivus/Norvir, Viramune (nevirapine), Fuzeon (enfuvirtide), or any nucleoside reverse transcriptase inhibitors—without CYP3A inhibitors—the correct dose is one 300 mg tablet twice a day.
  

· Selzentry can interact with some medications used to treat TB, MAC, and other bacterial infections. Rifadin (rifampin) can decrease Selzentry levels, meaning that the Selzentry dose (provided that CYP3A inhibitors are not being used as well) should be 600 mg (two 300 mg tablets) twice a day. Biaxin (clarithromycin) increases Selzentry levels, requiring a Selzentry dose of one 150 mg tablet twice a day.
  

· Selzentry can interact with some medications used to treat thrush (candidiasis) and other fungal infections. Nizoral (ketoconazole) and Sporanox (itraconazole) can increase Selzentry levels in the bloodstream. If these medications are used, the Selzentry dose should be one 150 mg tablet twice a day.
  

· Other medications, including those known to have a strong inhibitory effect on CYP3A enzymes, can interact with Selzentry and may require dosing adjustments. Tell your doctors and pharmacists about all medicines you take. This includes those you buy over-the-counter and herbal or natural remedies. Bring all your medicines when you see a doctor, or make a list of their names, how much you take, and how often you take them. Your doctor can then tell you if you need to change the dosages of any of your medications.
  

What is known about side effects? 
· The most common side effects associated with Selzentry therapy in clinical trials involving treatment-experienced patients were cough, fever, colds, rash, muscle and joint pain, stomach pain, and dizziness.
  
· Although there hasn't been an overall increase in serious liver problems in patients treated with Selzentry in clinical trials, liver toxicity has been seen in some patients using the drug. Certain allergy-like signs and symptoms—for example, rash, an increase in the number of eosinophils (a type of white blood cell) or elevated IgE antibodies—prior to the development of liver toxicity may occur. If these signs or symptoms occur while taking Selzentry, patients should be evaluated immediately.
  

· In clinical trials, more cardiovascular events, including heart attacks, were seen in patients receiving Selzentry as compared to placebo. In turn, the manufacturer and the FDA are recommending that the drug be used with caution in patients at increased risk for cardiovascular events.
  

· Because Selzentry blocks the CCR5 coreceptor located on some immune system cells, there is a theoretical risk of developing infections and cancers.
  

Who should not take Selzentry? 
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Selzentry is classified by the FDA as a pregnancy category B drug. Pregnancy category B means that animal studies have failed to demonstrate a risk to the fetus, but that there have been no adequate and well-controlled studies in pregnant women. HIV-positive women who become pregnant should discuss the benefits and possible side effects of anti-HIV treatment to help protect their babies from HIV (see our lesson called Pregnancy & HIV).
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It is not known whether Selzentry passes into breast milk and what effect it may have on a nursing baby. To prevent transmission of the virus to uninfected babies, it is recommended that HIV-positive mothers not breast-feed.
  

Where can I learn more about clinical trials of Selzentry?  
· If you would like to find out if you are eligible for any clinical trials that include Selzentry, there is an interactive web site run by ACRIA, the AIDS Community Research Initiative of America.
  
· Another useful service for finding clinical trials is AIDSinfo.nih.gov, a site run by the U.S. National Institutes of Health. NIH has "health information specialists" you can talk to at their toll-free number at 800.HIV.0440 (800.448.0440). 
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