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2004/2005 WEB NEWS ARCHIVE

December 15, 2005:  The results of a large European study suggest that mother-to-child transmission of hepatitis C virus (HCV) occurs significantly more often among girls than among boys.  

December 14, 2005:  SciClone announces that Phase 3 clinical trial results Treatment with ZADAXIN and pegylated interferon alpha did not demonstrate a statistically significant benefit compared to treatment with pegylated interferon alone in sustained viral response (SVR) or histologic improvement.  For more information, click here...

December 6, 2005:  Glaxo Smithkline, a multi-national pharmaceutical concern has donated 345,000 doses of Hepatitis-A vaccine for the earthquake survivors.  For more information, click here...

December 6, 2005:  Teva Pharmaceutical Industries Ltd. has announced that the US Food and Drug Administration (FDA) has granted final approval for the company's abbreviated new drug application (ANDA) for Ribavirin tablets, 200 mg.  For more information, click here...

December 2, 2005:  Scientists at the University of Texas Medical Branch at Galveston have identified a key biochemical connection between the hepatitis C virus and liver cancer.  The molecular mechanism is similar to the one that links the human papilloma virus (HPV), the cause of genital warts and cervical cancer.
December 2, 2005: PEDS is a multi-center antiviral treatment trial for children with chronic hepatitis C, ages 5-18 years.  The purpose of the trial is to determine if pegylated interferon alone will be as effective as pegylated interferon with ribavirin.  For more information, click here...
 
November 28, 2005:  Valeant Pharmaceuticals International announced that it has signed a definitive agreement to acquire the United States and Canadian rights to the hepatitis C drug Infergen from Intermune, Inc.  For more information, click here...
November 17, 2005:  Weight Based Dosing of Rebetol:  Giving Rebetol (ribavirin) based on the weight of a chronic hepatitis C (HCV) patient, rather than a flat dose, resulted in better viral control and fewer relapses.  For more information, click here...
November 16, 2005:  Five Year Hepsera Data Shows Continued Efficacy for Hepatitis B:  In the longest-term Hepsera trial to date, Gilead Sciences Inc. reported that five-year treatment with its oral hepatitis B drug continues to demonstrate a regression in liver fibrosis.  For more information, click here...
November 16, 2005:  Final Results of Community-Based WIN-R Study Also Demonstrate Efficacy of Shorter, More Tolerable 24-Week Regimen in Patients With Genotype 2 or 3 Virus:  Final results of the WIN-R trial,(1) the largest hepatitis C study conducted in U.S. patients, showed that weight-based REBETOL® in combination therapy with PEG-INTRON® achieved significantly higher rates of sustained virologic response (SVR), and lower rates of relapse compared to the combination therapy using a flat dose of ribavirin.   For more information, click here...


November 14, 2005:  Roche Announces Expansion of First Major Study to Examine Efficacy of Pegasys(R) in Hepatitis C Treatment in Latinos:  Roche has increased the number of trial sites to 60 (up from 45) throughout the United States and Puerto Rico. When recruitment is complete, the study will enroll a total of 540 patients -- 270 Latinos and 270 non-Latino Caucasians. For more information, visit details of the clinical trial by clicking here...

November 14, 2005:  InterMune Announces Clinical Data Presented at AASLD That Support Phase III DIRECT Trial for HCV:  Early data
suggests that daily 15 microgram dosing of Infergen(R) in combination with
ribavirin may be a viable treatment option for pegylated interferon plus
ribavirin non-responders and relapsers, and encouraged further study.  For more information, click here...
 
November 11, 2005, Vertex Pharmaceuticals Inc.:  Clinical data confirms that VX-950, an investigational oral hepatitis C protease inhibitor developed by Vertex Pharmaceuticals Incorporated, was well-tolerated and possessed potent antiviral activity in a 14-day study in patients with hepatitis C virus (HCV) infection.  For more information, click here...
November 11, 2005, Idenix Pharmaceuticals: Valopicitabine combined with pegylated interferon demonstrated significantly greater viral suppression after 12 weeks of treatment compared to retreatment with ribavirin plus pegylated interferon in chronic hepatitis C, genotype 1 patients who were non- responders to previous therapy.  For more information, click here...
October 12, 2005, Omaha, Nebraska:  A Fremont couple has been awarded $685,000 in the first lawsuit to be tried in connection with a hepatitis C outbreak that involved 99 patients.
August 15, 2005, Foster City, CA:  Gilead and Achillion announces initiation of Phase I clinical trial evaluation of GS 9132 for the treatment of hepatitis C.

August 15, 2005, New York (Reuters):  FDA cuts Merck hepatitis A approved age.

August 11, 2005, AIDSMap News:  HIV-positive children who do not have severe immunosuppression or HIV-related symptoms respond well to vaccination against hepatitis A virus, according to a Brazilian study published in the August 15th edition of Clinicial Infectious Diseases.

August 8, 2005, Tustin, CA:  Peregrine Pharmaceuticals, Inc. announces Phase I anti-viral study of Tarvacin for the treatment of hepatitis C.

August 4, 2005, Redwood City, CA:  Genelabs Drug Discovery Team Advances Compounds Against the Hepatitis C Virus in Preclinical Development.

August 4, 2005, Knoxville, TN:  Regional health officials have said we will likely see a dozen or more new cases of Hepatitis-A before the outbreak subsides.

July 29, 2005, FDA:  The Food and Drug Administration issues a draft document on improving testing of whole blood and blood-component samples and improving product and donor management in HIV and Hepatitis research.  Comments on the draft are due by October 25, 2005.  Contact Nathaniel Geary 301/827-6210, Federal Register, 7/27pp43439-40.

July 29, 2005, FDA:  The Food and Drug Administration releases a guidance for pharmaceutical research field on the maximum recommended starting dose to give adults in clinical trials of medicines.  FDA issues the guidance after publishing a draft in January 2003 and considering comments since then.  The guidance represents FDA's latest opinion on estimating maximum safe starting dosages in initial clinical trials.  The agency continues to accept comments on the guidance, reference docket #2002D-0492.  Contact Lois Freed 301/594-2647, Federal Register, 7/22p42346.

July 25, 2005, Nutley, NJ: New England Journal of Medicine Article Supports PEGASYS(R) as a First-Line Therapy in Chronic Hepatitis B.

July 25, 2005, Foster City, CA: (BUSINESS WIRE)--Gilead Sciences, Inc. (Nasdaq: GILD - News)  announced last week that it has begun enrolling patients in its Phase III clinical program evaluating the oral antiviral drug tenofovir disoproxil fumarate (tenofovir DF) for the treatment of chronic hepatitis B.

July 22, 2005, DELKENHEIM, Germany, PRNewswire-FirstCall/ -- Abbott and Celera Diagnostics, a joint venture between the Applied Biosystems Group and Celera Genomics Group of Applera Corporation, today announced that Abbott has received CE Mark certification for a real-time PCR (polymerase chain reaction) test for monitoring hepatitis C (HCV) viral load in patients, allowing the test to be marketed in the European Union. This test is not available or approved for use in the United States. 

July 22, 2005, New York:  The glitterati of the city's competitive public relations community banded together Thursday for a noon rally to support one of their own--Shari Kurzrok, 31, who lies dying of fulminant liver failure in NYU Medical Center.

July 21, 2005, INNSBRUCK, Austria: Bone loss is common both before and after surgery in patients who are candidates for liver transplantation, but it may be prevented with use of the oral bisphosphonate Fosamax (alendronate).
July 21, 2005, Houston, Texas: A molecular pathway by which the hepatitis B virus leads to liver cancer has been mapped by researchers here, who say they have developed an approach to stop this process.

July 20, 2005 Gothenburg, Sweden:  Prognostic markers for drug-induced liver disease identified.

July 12, 2005, Brisbane, CA: InterMune Inc., of Brisbane, Calif., completed patient enrollment in its Phase III trial of daily Infergen in combination with ribavirin to treat patients chronically infected with hepatitis C virus who have failed to respond to a previous course of therapy with pegylated interferon alfa-2 plus ribavirin. Results should be available in the first half of 2007.

July 12, 2005, Atlanta, GA: Hepatitis A rates have declined to historic lows in both the U.S. and Israel following implementation of widespread vaccination programs.
July 10, 2005 MedNewsToday:  Article search on the use of acetaminophen and liver disease finds good news for patients needing an analgesic.
July 8, 2005: Los Angeles, CA:  Cedars Sinai live donor liver transplant program receives UNOS designation.

June 29, 2005, Hong Kong:  Evidence Backs New Treatments for Hepatitis B

June 28, 2005, Toronto, Canada:  Asymptomatic Autoimmune Hepatitis - can it go untreated safely?

June 23, 2005, San Giovanni Rotondo, Italy:  A 12-week course of treatment for chronic hepatitis C is as effective as 24 weeks in certain cases and has fewer side effects, say Italian researchers.

June 9, 2005, Moscow:  350 people reported to have Hepatitis A linked to beverages consumed in Russia.
June 2, 2005, Paris, France:  Obstructive sleep apnea may increase the risk of elevated liver enzymes and steatohepatitis, irrespective of a patient’s body mass index or age, researchers reported in the journal Hepatology. 
June 1, 2005, Rockville, MD:  Human Genome Sciences Initiates Phase 2b Clinical Trial of Albuferon(TM) in Combination With Ribavirin in Treatment-Naive Patients With Chronic Hepatitis C
May 31, 2005 Cambridge, Mass: Idenix Pharmaceuticals,Inc., a biopharmaceutical company engaged in the discovery, development and commercialization of drugs for the treatment of human viral and other infectious diseases, today announced that it has completed enrollment of its phase IIb clinical trial of valopicitabine (NM283) with more than 170 treatment refractory hepatitis C genotype 1 patients. 

May 13, 2005, Nutley, NJ:  The Food and Drug Administration (FDA) has approved the use of Pegasys for the treatment of chronic hepatitis B.

April 18, 2005, Costa Mesa, CA:  Valeant Pharmaceuticals presents final analyses of its Phase II clinical trial data on Viramidine at the EASL conference.
April 6, 2005, Redwood City, CA:  Maxygen, Inc.(Nasdaq: MAXY) announced that it has earned a significant milestone in its collaboration with Roche to develop improved interferon alpha protein therapeutics to treat hepatitis C virus (HCV) and hepatitis B virus (HBV) infections.

April 1, 2005 MONROEVILLE, Pa:  About 200 patients who underwent colonoscopy at a Pittsburgh-area hospital over a four-month span are being urged to undergo hepatitis and HIV testing because the colonoscopes were not properly cleaned.
April 1, 2005, Intermune Hepatology Announcement:  DIRECT is a randomized, open-label, phase III investigational research study that will evaluate the safety and efficacy of daily administration of subcutaneous interferon alfacon-1 plus ribavirin versus no treatment in HCV patients who have not responded to previous combination therapy with pegylated interferon alfa plus ribavirin. 

March 30, 2005, WASHINGTON: Almost 27,000 patients received organ and tissue transplants in 2004, nearly an 11% jump from 2003 and setting a national record

March 29, 2005, Princeton, NJ:  Bristol-Myers Squibb Company (NYSE: BMY) announced today that the U.S. Food and Drug Administration (FDA) approved BARACLUDE(TM) (entecavir).  BARACLUDE is indicated for the treatment of chronic hepatitis B infection in adults with evidence of active viral replication and either evidence of persistent elevations in serum aminotransferases (ALT or AST) or histologically active disease.  BARACLUDE is an oral antiviral therapy specifically designed to block the replication of hepatitis B virus (HBV) in the body by interfering with the virus's ability to infect cells. The drug will be available in the United States as early as April 8, 2005. 

March 21, 2005, Nutley, NJ:  Roche announces new study to evaluate Pegasys and Copegus to treat hepatitis C in liver transplant patients.  Hepatitis C is the leading cause of liver transplantation in the United States.  For more information about this trial and to locate a study site, patients can call 1-800-351-5537.

March 21, 2005 HERB ALERT!  Noni, a common herbal remedy, causes liver injury.
March 17, 2005, Ft. Washington, PA:  Studies showed that patients with liver disease are able to metabolize acetaminophen appropriately. For complete information, check with your doctor.
March 16, 2005, London, England: Former member of the Beach Boys, David Marks, is today calling on the public to 'face their past' as part of a government campaign to raise awareness of hepatitis C.

March 16, 2005, Washington (Business Wire): Senator Kay Bailey Hutchison (R-TX) and Representative Heather A. Wilson (R-NM) sponsor the reintroduction of The Hepatitis C Epidemic Control and Prevention Act (S-521, HR-1290) into both Houses of the 109th Congress. 

March 16, 2005, Zurich (AFX): Roche Holding AG (Virt-X: ROG.VX - news)'s diagnostics unit says the US Food and Drug Administration approved its COBAS AmpliScreen HIV-1 and hepatitis C (HCV) tests to screen cadaveric organ and tissue donations.

March 14, 2005, Exton, PA: VioPharma, Inc. scrap further development of an experimental treatment for Hepatitis C it was developing with Wyeth Pharmaceuticals.

March 11, 2005, Princeton, N.J.: Bristol-Meyers Squibb announces that the FDA is recommending approval of Entecavir for the treatment of chronic hepatitis B.

March 8, 2005, Abbott Park, Ill:  Abbott announced the availability of a fully automated Hepatitis C (HCV) test in the United States with results within 23 minutes.
March 1, 2005, MedPage Today: Patients who were vaccinated (against Hepatitis B virus) 10 to 15 years ago, especially those who were vaccinated as children, may not be adequately protected. 

February 25, 2005, Nutley, N.J.: Roche announces approval of Pegasys combination as the only FDA-approved option against a leading cause of death in people with HIV.

February 16, 2005, Rockville, MD: Human Genome Sciences, Inc. announces preliminary data demonstrates sufficient antiviral activity with Albuferon in hepatitis C patients to support larger Phase 2b Study in combination with ribavirin in treatment-naive patients.

February 9, 2005, Department of Veterans Affairs: Alcohol and hepatitis C are certainly the two primary causes of cirrhosis and liver transplantation in the United States and Europe.

February 9, 2005, State Pharmaceutical Assistance Programs, USA: At least 39 states have established or authorized some type of program to provide pharmaceutical coverage or assistance, primarily to low-income elderly or persons with disabilities who do not qualify for Medicaid. Most programs utilize state funds to subsidize a portion of the costs, usually for a defined population that meets enrollment criteria, but an increasing number use discounts or bulk purchasing approaches.

February 7, 2005, San Diego, CA: Metabasis Therapeutics, Inc. writes article on Hepdirect prodrugs to fight chronic liver diseases such as hepatitis B, hepatitis C, and primary liver cancer.

February 7, 2005, Switzerland: The European Commission has approved Pegasys in combination with ribavirin for the treatment of chronic hepatitis C in clinically stable patients co-infecteed with HIV. Pegasys becomes the first and only hepatitis C treatment indicated for patients suffering from both HIV and HCV.

February 1, 2005: Washington: The government is adding viruses for the first time to its list of known or suspected causes of cancer, including hepatitis B and C. 

January 31, 2005, Loma Linda Medical Center, CA: Marine returning home from Iraq suffers from a liver virus requiring a transplant. Doctors expect him to make a full recovery. 

January 24, 2005, Newsday, Inc: Thinking about that Tattoo? Sanitary conditions are crucial because you could contract an infection or blood-borne disease, such as hepatitis C, if a tattooist reuses needles or doesn't properly sterilize and handle them. Locals health officials last week linked contaminated equipment used for tattoos and body piercing to a rise in hepatitis C infections.  

December 2004, Bethesda, MD: The National Institutes of Health as developed an Action Plan for Liver Disease Research. The goal of the Plan is to advance research on liver and biliary diseases with the aim of decreasing the burden of liver and biliary diseases in the United States.

December 15, 2004, Washington DC: For much of her life, 18-year-old Erika Stein has watched her father struggle with hepatitis C, as traditional treatments left him tired and moody and failed to fight off the virus attacking his liver.  

New NIDDK Branch Focuses on Liver Disease
December 9, 2004

A New Liver Disease Branch at the National Institute of Diabetes and Digestive and Kidney Diseases (NIDDK) will focus research efforts on the critical areas of hepatitis B and hepatitis C, clinical liver disease, liver and biliary diseases and liver transplantation.

Heading the new branch is Dr. Jay Hoofnagle, former director of the NIDDK's Divsision of Digestive Diseases and Nutrition (DDN) and one of the world's leading authorities in the field of liver disease.

This is not just a shuffling of the deck chairs," says Dr. Hoofnagle, noting that the new branch is the result of "strong interest" from Congress and the lay community in raising the status of liver disease with the Institute. The new branch will function within the DDN division, but with its own branch chief, staff, and an exclusive focus on the liver and liver disease. "This will give the liver research its own home at the NIH," Dr. Hoofnagle says. Dr. Stephen James, former deputy director of the DDN, is now the division’s director.

Thirty years ago, 75 percent of chronic liver disease was believed due to alcohol and 99 percent was considered untreatable. "We now know that alcohol actually represents a minority of cases – about 20 percent – and there are many forms of the disease that are now treatable or preventable," says Dr. Hoofnagle, whose own research at NIH with interferon during the 1980s resulted in the first cure of hepatitis C-infected individuals. "We still see the original patients from those studies, and they haven’t had any evidence of residual liver disease or virus," he notes.

While the incidence of alcoholic liver disease is declining, hepatitis C-related liver disease is up, due to increased use of injection drugs and multiple sexual partners. "The lifestyle that came in the 1960s was bad on the liver," says Dr. Hoofnagle.

With more than 3 million Americans infected with the virus, one third of whom will develop cirrhosis, many eventually requiring liver transplantation, hepatitis C will be a primary focus of the new branch, which will fund extramural efforts at research centers across the country.  Optimal treatment with new, long-acting pegylated interferon (PEG interferon alpha) and the antiviral drug ribavirin has resulted in eradication of the virus in 50 percent of patients, according to Dr. Hoofnagle.  "Hepatitis C is the big issue," he says.  "There's marvelous research going on--better understanding of the virus, new insights into how it harms the liver, and recently, better antivirals, protease inhibitors, helicase inhibitors, and cytokines, like interferon.  There's a light at the end of this tunnel."

Hepatitis B is also coming under control, he says. There are currently three licensed treatments – interferon, lamivudine (Epivir), adefovir (Hepsera). "There are also a handful of drugs pending and combination therapy being tested," says Hoofnagle. "I think hepatitis B will be a fully treatable disease in the next 5 to 10 years."

Liver transplantation is extremely successful; long-term survival is possible and some patients are able to stop all of their immunosuppressive medications. However, there are not enough livers available for all the people who need them. "Several thousand people die on the transplant list a year," says Dr. Hoofnagle. "We need to find more donors and other sources of livers."

The solutions to these pressing clinical issues are most likely to come from basic research, including studies of how the liver is formed, how stem cells differentiate into adult liver cells, how the liver functions, how to overcome liver transplantation rejection, and how to engineer artificial livers or how to prepare animal livers that can be used in humans, says Dr. Hoofnagle.



Peginterferon and Ribavirin Combination Appears Promising for Those with HIV and HCV
Since the introduction of highly active combination drug therapy for HIV, liver failure attributable to infection with the hepatitis C virus (HCV) has become a leading cause of death among those infected with the virus that causes AIDS. Now a multi-center study has found that the newest treatment for patients infected with HCV alone also helps those infected with both pathogens by significantly improving the clearance of HCV from the bloodstream. The report appears in the July 29 New England Journal of Medicine.

"Hepatitis C has become the new opportunistic infection among HIV-infected patients," says Raymond Chung, MD, director of the Center for Liver Disorders in the Gastrointestinal Unit at Massachusetts General Hospital (MGH), who led the study. "About 25 percent of those with HIV are coinfected with HCV, largely because these viruses share modes of transmission. The problem is immense and growing. (Note: Dr. Raymond Chung was the recipient of HFI’s Career Development Research Award in 2000)  
Chung notes that what had been the standard treatment for those infected with HCV only – interferon and ribavirin – was not effective for patients also infected with HIV. In those with both viruses, control of HCV levels in the blood was diminished and side effects were more pronounced, leading many patients to stop therapy. Recently, the FDA has approved a treatment for HCV-only infection using a chemically modified form of interferon, which keeps the drug active in the body for a longer period of time. The current study was designed to investigate whether this new approach could safely improve treatment success in those infected with both viruses. 

Researchers at 21 centers around the U.S. enrolled patients infected with both HCV and HIV who had not previously received interferon treatment. The 133 enrolled patients were randomized to receive either the newer drug peginterferon and ribavirin or the previous standard treatment of interferon and ribavirin. Halfway through the 48-week study period, blood tests were taken to see whether HCV blood levels had dropped in response to therapy. Participants who did not show a viral response had liver biopsies to determine whether the treatment had reduced liver damage. Those who exhibited either viral clearance or improved liver biopsy findings continued with the experimental treatment, while those with no response discontinued therapy. 

At the end of the study period, about 40 percent of those receiving peginterferon had cleared HCV from their bloodstream, compared with only 12 percent of the interferon group. Follow-up blood tests were taken 24 weeks after the study period, and again those in the peginterferon group fared significantly better, with 27 percent showing sustained clearance of HCV compared to 12 percent in the interferon group. The number of participants who discontinued treatment because of side effects was low, at a level similar to that seen in patients with HCV only, and no participants showed progression of HIV symptoms or adverse drug interactions with their anti-HIV drugs. 

"This is really a foot in the door, a promise that we will be able to help many of these patients without adversely affecting control of their HIV disease," says Chung, an assistant professor of Medicine at Harvard Medical School. "Even among those who failed to clear HCV from their blood, over one third of those receiving treatment were found to have improved liver biopsies, which suggests that maintenance therapy with peginterferon at doses that do not clear virus could still help prevent the progression of liver disease." 

The study, supported by grants from the National Institute of Allergy and Infectious Diseases, was conducted through the AIDS Clinical Trial Group. Chung's co-authors are Gregory Robbins, MD, and Atul Bhan, MD, of the MGH; Janet Andersen, ScD, and Tun Liu, Harvard School of Public Health; Paul Volberding, MD, and Marion Peters, MD, University of California at San Francisco; Kenneth Sherman, MD, PhD, University of Cincinnati; Margaret Koziel, Beth Israel Deaconess Medical Center; Beverly Alston, MD, National Institute of Allergy and Infectious Diseases; Dodi Colquhoun, Frontier Science Technology and Research Foundation; Tom Nevin, Social and Scientific Systems; George Harb, MD, Roche Laboratories; and Charles van der Horst, MD, University of North Carolina at Chapel Hill.
AASLD Press Release: The number of persons in the United States who have been infected with the hepatitis C virus (HCV) has previously been underestimated by approximately one million. For more information, click here...

AASLD Press Release:  Sustained Virologic Response Achieved with Interferon Therapy Reduces Liver-Related Mortality and the Risk of Liver Cancer.  For more information, click here... 

AASLD Press Release:  Researchers in Japan have determined that body mass index (BMI) influences the clinical course of chronic hepatitis C and the development of hepatocellular carcinoma (liver cancer). For more information, click here...


HCV-796 Phase1b Results:  ViroPharma Incorporated announced preliminary results from a Phase 1b proof of concept study with HCV-796, an orally dosed hepatitis C (HCV) viral polymerase inhibitor with the potential to interfere with the replication of hepatitis C virus.  For more information, visit details by clicking here...
FDA Issues a Drug Alert:  Duloxetine, a treatment of major depressive disorders or for pain related to diabetic peripheral neuropathy poses a risk of further liver damage in patients with preexisting liver disease who take this medication (Cymbalta), according to an alert from the FDA. For more information, visit details by clicking here...


More Education Needed on Hepatitis B:  One in three Asian-Americans surveyed in a recent poll reported they had lost a family member due to complications of chronic hepatitis B.  However, about one in five respondents indicated they were not aware of the risks associated with the hepatitis B virus.  For more information, visit details of the survey by clicking here...

Albuferon Phase 2b Clinical Trial Underway:  Human Genome Sciences Completes Patient Enrollment in a Phase 2b Clinical Trial of Albuferon for patients with Chronic Hepatitis C.  For more information, click here...
Expanded Indication for Havrix:  FDA Approves the Expanded Use of Havrix for the Prevention of Hepatitis A in Children Aged 12 months and older.  This may help to further reduce the incidence of hepatitis A in the United States, particularly among young children who frequently transmit the disease.  For more information, click here...

Expanded Indication for VAQTA:  FDA Approved the expanded use of VAQTA, a hgepatitis A vaccine for use in children 12 months of age and older.  For more information, click here...
Shorter Course of Peg-Intron and Ribavirin for Certain Genotype 1 Patients Approved in Europe:  Schering Plough Corporation announced approval of revised dosing allowing for a 24-week course of Peg-Intron and Rebetol combination among a subgroup of patients with chronic hepatitis C genotype 1 infection.  For more information, click here...
 November 30, 2005:  4AZA Bioscience NV today announced that the company has entered into a licensing agreement with Gilead Sciences of Foster City, California to research and develop compounds for the potential treatment of hepatitis C virus (HCV) infection. 
For more information, click here...

wo Young Scientists Receive HFIs Research Awards — 
Focus on Hepatitis B and C
The Board of Directors approved research applications from two young research scientists to expand the understanding of the epidemiology of hepatitis B and  C. Scott Fung, MD, FRCP, who is a Research Fellow in Internal Medicine at the University of Michigan Medical Center, will be conducting his research under the supervision of Dr. Anna Lok, world renowned hepatologist.

The focus of Dr. Fung’s research is to differentiate patients with E-chronic hepatitis B from inactive HBsAg carriers. This study will help identify active carriers of hepatitis B previously misclassified as inactive carriers who may benefit from antiviral therapy reducing the risk of cirrhosis and end-stage liver disease.

Doctoral student at Harvard School of Public Health, Robert Suruki, also the recipient of HFIs Career Development Research Award will examine the correlation between baseline levels of markers for immunity and the progression of hepatitis C to more severe disease. The potential benefit for early identification of subjects that may have an increased chance for more severe disease has great public health importance.

The purpose of HFI’s Career Development Awards is to provide funds to support research projects in hepatitis epidemiology, health promotion and outcomes research and to encourage young investigators to continue research in the field of viral hepatitis.



'Self-recovery' from Hep C infection linked to genes that suppress action of killer immune cells
In a study to be published in Science online Aug. 6, researchers at Johns Hopkins have found that genes involved in suppressing the body's defensive "killer" immune cells are a potential key factor in spontaneous recovery from hepatitis C. The viral infection of the liver can lead to cirrhosis, cancer and even death. This genetic factor was found in people assumed to be exposed to a low dose of virus at the time of infection. "Our findings may help explain why some of the 20 percent of people infected with hepatitis C manage to recover on their own, while the remaining 80 percent remain infected and may need treatment," said one of the study's lead authors, infectious disease specialist Chloe Thio, M.D., assistant professor of medicine at The Johns Hopkins University School of Medicine.

In determining how some patients self-recover, the scientists hope one day to develop a vaccine and improve therapies for hepatitis C.

"Hepatitis C infection is a serious disease with few treatments, and it takes a heavy toll among disadvantaged Americans, including those who have weakened immune systems and are HIV positive," said Thio. "Our results were surprising in that self-recovery is not so much a function of speeding up the body's immune system to attack the hepatitis C virus as it is about taking the foot off the brakes so the body's killer immune cells can take off."

Using a DNA analysis of the blood from more than 1,000 patients infected with hepatitis C, of whom 350 recovered on their own without therapy, the researchers were able to determine what genetic characteristics were more common in those who self-recovered than in those who did not.

They found that the genes for a key protein, a receptor called KIR2DL3, in combination with genes for its key ligand, or attaching molecule called HLA, were more common in patients who self-recovered from hepatitis C. This combination was active only in those patients who were homozygous for this KIR2DL3-HLA, meaning two copies of the gene, one from each parent, were required for self-recovery to happen. Among those who received a presumed low viral dose, two copies of the KIR2DL3-HLA receptor-ligand combination were found in 20 percent who self-recovered from their infection, while it was present in just 10 percent who did not self-recover.

An important function of the KIR receptors is suppressing the action of the body's killer immune cells, serving as a chemical signal to not attack otherwise healthy cells. Conversely, when the KIR receptors are not suppressing the immune system, the killer immune cells can be activated and turned on to rid unwanted cells from the body, such as bacteria and viruses like hepatitis.

The researchers focused their efforts on the genes involved with killer immune cells because earlier studies in animals had shown that natural killer cells were more active in those who self-recovered from hepatitis C infection than in those who did not.

"It remains to be explained how these genes and viral dose at the time of infection interact in determining self-recovery from hepatitis C," added Thio. "It can only be hypothesized at this point that high-dose infections possibly overwhelm the body's killer immune system, whereas low-dose infections do not." 

"This study puts the spotlight on activating or not activating the inhibitory signals of the innate immune response," said a senior study author and infectious disease specialist David Thomas, M.D., professor of medicine at Hopkins. "Whether it is possible to manipulate these very specific signals to promote recovery from hepatitis C remains to be seen. In the meantime, this finding is an important step forward in our understanding of hepatitis C recovery." 

Funding for this multinational study was provided by the National Institutes of Health, the Centers for Disease Control, Hope Charity and the Medical Research Council, National Health Service, United Kingdom. 

Other investigators in this research, led by Mary Carrington at the National Cancer Institute, were Salim Khakoo, Collin Brooks and William Rosenberg, Southhampton University, U.K.; Maureen Martin, Xiaojian Gao, Jie Cheng, James Goedert, and Stephen O'Brien, also from the National Cancer Institute; David Vlahov, New York Academy of Medicine; Margaret Hilgartner, New York Presbyterian Hospital-Cornell Medical Center; Steven Cox and Ann-Margaret Little, The Royal Free Hospital, London, U.K.; Graeme Alexander, University of Cambridge, U.K.; Matthew Cramp, Derriford Hospital, Plymouth, U.K.; and Jacquie Astemborski, also from Hopkins. 

Hepatitis C is the leading cause of liver disease in the United States and the most serious form of hepatic infection. It affects more than 4 million people in the United States, with an estimated 10,000 to 12,000 deaths each year. Hepatitis C is transmitted by contact with blood and other body fluids of an infected person, through sexual activities, injection drug use, sharing of personal care items or direct contact.



Kudos for HFIs Training of Drug Abuse Counselors
A three hour liver wellness training workshop for 37 Chicago substance abuse counselors revealed participant’s gaps in basic knowledge about the liver and its affect on daily quality of life. A hepatitis and liver wellness knowledge assessment survey was conducted prior to and after the session.

Following the training session presented  by Thelma King Thiel, CEO of HFI, Dr. David G. Ostrow, MD, PhD, an addictionologist commented, “Your inspirational advice and videos were all rated highly by the participants and, in particular, they appreciated your cultural sensitivity.”

Eighty-nine percent of attendees reported that the effectiveness of Ms. Thiel’s liver wellness approach and communication techniques was extremely relevant or very relevant to their clinical practice. Ninety-seven percent of participants reported that they learned something new about the liver from the workshop. Sixty- six percent of participants were unaware that the liver functions to provide energy and many life preserving activities essential to daily living. The counselors reported that they were most impressed to learn that viral hepatitis is both easily transmitted and easily prevented. Seventy- nine percent of the counselors indicated that the information presented caused them concern that they or a loved one could have unknowingly been exposed to viral hepatitis. Eighty-seven percent expressed interest in a hepatitis B vaccination for themselves or their family members to protect them form contracting this highly infectious virus.

Counselors indicated that all of the information presented at the workshop would be helpful to them in dealing with their clients. When asked if they would share the information that they learned at the workshop, one hundred percent of the workshop participants said “yes”. For information about HFI’s Train-the-Trainer program call 800-891-0707.



Transplant Bill Passes the Senate
The U.S. Senate approved The Donation and Recovery Improvement Act (S.573) authorizing $25 million to be appropriated for carrying out a variety of provisions including: - $5 million for reimbursement of travel and subsistence expenses incurred by living donors; - $3 million for funding to hospitals to hire in-house organ procurement coordinators; - $15 million in grants for developing public awareness programs and demonstration projects to increase organ donation; - $2 million in support of studies on increasing organ donation, and improving the recovery, preservation and transportation of organs. The bill approved by the House Subcommittee on Health, chaired by Representative Michael Bilirakis (R-FL), must be passed by the House and signed into law by President Bush. 


Wisconsin May Provide Tax Deduction for Live Organ Donors
The Wisconsin Assembly voted this month to allow a live organ donor to take up to a $10,000 tax deduction for donation-related travel and lost wage expenses from their state income tax. The bill must now be voted on by the State Senate when it reconvenes in January. Wisconsin would become the first state in the US to provide live organ donors with a $10,000 tax deduction possibility. 


HFI's Train the Trainer Hits New Targets


HCV Not Transmitted by Kissing
There have been over a dozen articles in the last few years which have demonstrated HCV RNA in saliva. None of these studies has found that saliva plays a role in HCV transmission. That HCV RNA can be found in saliva is to be expected. One can find HBV, HAV, HIV and other viruses in saliva as well, despite the fact that these viruses are not transmitted by kissing. In general, concentrations of the virus are much lower than they are in blood.


Info on Herbs and Supplements
WellnessLetter.com is a reliable guide to more than 90 supplements. This guide is updated and expanded every month according to the UC Berkeley Wellness Letter.


Update on Transplant Info One Click Away
The United Network for Organ Sharing (UNOS) has upgraded its site to provide information to patients and their families, and transplant candidates. Click on www.transplantliving.org 


Duke University and Johns Hopkins to Compare HCV Treatments 
Researchers from Duke University Medical Center and Johns Hopkins University School of Medicine will compare two treatment regimens in 2880 hepatitis C patients with one of two available pegylated interferon treatment-pegylated interferon alfa-2b(trade name PEG-INTRON, manufactured by Schering Plough Corp.) and pegylated interferon alfa-2a (trade name PEGASYS, manufactured by Hoffman-LaRoche, Inc.) Both treatments will be administered in combination with ribavirin. The trial named IDEAL is sponsored by Schering Plough Research Institute. (Individualized Dosing Efficacy vs. flat dosing to Assess optimal pegylated interferon therapy). This is the fist time these two treatments have been compared in a head-to-head manner. Information learned will directly impact the treatment of our hepatitis C patients. The trail will enroll patients from 100 sites throughout the United States and will give patients and their doctors important information they need to have about treating this desease. Dosing is one of the primary differences between the two treatments in the study, said the researchers. Pegylated interferon alfa-2a is administered in the same dose to all patients, while the dose of Pegylated interferon alfa-2b is calculated based on each individual patient's weight. The goal of the trial is to determine which treatment results in a "sustained viral response"- and undetectable level of virus in a patient's blood 24 weeks. 


Key to hepatitis virus persistence found 
Scientists at two Texas universities have discovered how hepatitis C virus thwarts immune system efforts to eliminate it. The finding, published online today in ScienceExpress, could lead to more effective treatments for liver disease caused by hepatitis C virus, says author Michael Gale, Jr., Ph.D., of University of Texas Southwestern Medical Center at Dallas. Dr. Gale and coauthor Stanley Lemon, M.D., of University of Texas Medical Branch at Galveston, are grantees of the National Institute of Allergy and Infectious Diseases (NIAID). 
"Persistent hepatitis C virus (HCV) infection is a major cause of liver disease worldwide and is the leading reason for liver transplants in this country," notes NIAID Director Anthony S. Fauci, M.D. "The most prevalent form of HCV in the United States is, unfortunately, the least responsive to available treatments. Moreover, African Americans are even less responsive to therapy than Caucasians," he adds. 
The immune system has many ways to detect and fight off invading microbes, and microbes have just as many ways to elude and disarm immune system components. Through a series of experiments on cells grown in the laboratory, Drs. Gale and Lemon defined the strategy HCV uses to evade the host's immune response. As HCV begins to replicate in its human host, it manufactures enzymes, called proteases, which it requires to transform viral proteins into their functional forms. The Texas investigators determined that one viral protease, NS3/4A, specifically inhibits a key immune system molecule, interferon regulatory factor-3 (IRF-3). IRF-3 orchestrates a range of antiviral responses. Without this master switch, antiviral responses never begin, and HCV can gain a foothold and persist in its host. 
Next, the scientists searched for ways to reverse the IRF-3 blockade. They applied a protease inhibitor to human cells containing modified HCV. This prevented the virus from making functional NS3/4A and restored the cells' IRF-3 pathway. Follow-up studies have shown that once restored, the immune response reduced viral levels to nearly undetectable levels within days, according to Dr. Gale. 
The identification of this viral protease-regulated control of IRF-3 opens new avenues in both clinical and basic research on hepatitis C, notes Dr.Gale. Until now, scientists had not considered the possibility that inhibiting this protease did anything more than halt viral replication. "Now that we know NS3/4A inhibition essentially restores the host's immune response to the virus, we can assess hepatitis drug candidates for this ability as well," Dr. Gale says. 
NS3/4A will be a valuable tool in further dissecting the roles of viral proteases and their host cell targets, says Dr. Gale. For example, the scientists plan to use NS3/4A to hunt for the still unknown host cell enzyme responsible for activating IRF-3. Conceivably, Dr. Gale explains, future therapeutic approaches to viral disease could involve boosting the activity of any key host enzymes that are found. 
"Understanding the tricks that the hepatitis C virus employs to impair the immune system represents an important advance with potential implications for successful cure of those suffering from liver disease," says Leslye Johnson, Ph.D., chief of NIAID's enteric and hepatic diseases branch. 
### NIAID is a component of the National Institutes of Health (NIH), which is an agency of the Department of Health and Human Services. NIAID supports basic and applied research to prevent, diagnose, and treat infectious and immune-mediated illnesses, including HIV/AIDS and other sexually transmitted diseases, illness from potential agents of bioterrorism, tuberculosis, malaria, autoimmune disorders, asthma and allergies. Reference: E, et al. Regulation of interferon regulatory factor-3 by the hepatitis C virus serine protease. Science, April 17, 2003. 


Technicality is holding up lower-priced generic Ribavirin and other drugs.
M Peterson. The New York Times. January 3, 2003 
Label issues are delaying generic drugs. When the patent on Rebetol, a drug used to treat hepatitis C, expired in June, patients hoped that they would be able to buy a generic form of the medicine to help lower the $20,000 cost of treatment. They are still waiting. The company that wants to sell a lower-price generic version of Rebetol says that government approval is being held up by a technicality that is proving to be quicksand for many generic medicines a dispute about the drug's label. 
The manufacturer [of generic ribavirin], Three Rivers Pharmaceuticals, filed an application withthe Food and Drug Administration 17 months ago to make ribavirin, the generic name for Rebetol, which Schering-Plough sells for about $10 a capsule. While Three Rivers will not say how much it plans to charge, patient advocates say they expect ribavirin to sell for about half that price. 

Paul F. Fagan, general counsel at Three Rivers, said that regulators have told the company that the delay stems from one sentence on the drug's label. 
The label that the F.D.A. is focused on is not the one on the outside of the bottle or jar, but rather pages of information that physicians rely on. The label includes detailed instructions on how the medicine should be used, as well as information on its adverse side effects and results from clinical trials. 
Under federal law, labels on generic drugs must be nearly identical to those of the brand name product they replicate. Regulators appear to fear that Schering could sue the government, Mr. Fagan said, if they let Three Rivers copy the sentence, which refers readers to the label of another Schering product, Peg-Intron, that is prescribed in combination with ribavirin. 

Patient advocates say the high cost of Rebetol is causing many people with hepatitis C to go untreated. More than four million Americans are infected with hepatitis C, and many of them are H.I.V.-positive. 

"Rebetol is $10 a capsule for a drug that we believe costs 10 cents to make," said Brian D. Klein, the co-founder of the Hepatitis C Action and Advocacy Coalition.
An F.D.A. spokeswoman said the agency did not comment on pending applications. 
The government's approval of ribavirin would not immediately allow the sale of the lower-cost drug because of litigation between Three Rivers and Schering-Plough. But the lack of F.D.A. approval is slowing the litigation, Mr. Fagan said.

Experts say that the experience of Three Rivers is not unique. Steven Lieberman, a patent lawyer at Rothwell, Figg, Ernst & Manbeck in Washington, said that drug companies are increasingly trying to block lower-cost competition by taking advantage of federal laws requiring generic and brand name drugs to have the same labeling. 

The labeling issues have become a minefield for the F.D.A., said Mr. Lieberman, who represents the makers of both generic and brand name drugs. Regulators know, he said, "whatever move they make, they are likely to be sued by one side or the other." 

In one case last year, Bristol-Myers Squibb argued that federal laws prohibited the F.D.A. from approving a generic form of its diabetes drug Glucophage because of a recent addition to the medicine's label about its use by children. The move by Bristol-Myers outraged members of Congress, who passed a law that included language aimed at closing that loophole. But drug companies continue to find other ways to use their labels to forestall competition. 



Roche Dramatically Reduces Cost of New Combination Therapy for Millions of Americans Chronically Infected with Hepatitis C Copegus™, Used in Combination with Pegasys(R), Rolls Ribavirin Cost Per Milligram Back 43 Percent to 1998 Price. 
NEW YORK, Jan. 13, 2003 PRNewswire 
Roche today announced that Copegus™ (ribavirin, USP), the medication used in combination with Pegasys(R) (peginterferon alfa-2a) for the treatment of chronic hepatitis C, is being introduced with a list price or wholesale acquisition cost that is 43 percent less per milligram than the other available brand of ribavirin.Ý Copegus will be available in U.S. pharmacies beginning the week of January 13. The list price or wholesale acquisition cost for Copegus is $5.06 per 200mg tablet. 

Pegasys and Copegus combination therapy was approved by the U.S. Food and Drug Administration (F.D.A.) on December 3, 2002, for adults who have compensated liver disease and have not previously been treated with interferon alpha.Ý An estimated 2.7 million Americans are chronically infected with hepatitis C. 

"Roche is very proud of the steps the company has taken to drastically reduce the cost of combination therapy for the millions of Americans chronically infected with hepatitis C," said George B. Abercrombie, Roche President and Chief Executive Officer. "With Pegasys and Copegus, physicians and patients can have confidence knowing that this therapy is backed by an unprecedented development program--the most extensive ever conducted in hepatitis C." 

A Visible Difference in Price 
Roche has rolled back the list price or wholesale acquisition cost of Copegus to that of branded ribavirin in August 1998.*Ý For patients prescribed 1200mg of ribavirin per day, there is a list price or wholesale acquisition cost savings with Copegus of approximately $7,600 for 48 weeks of therapy. 

Backed By Most Extensive Development Program 
Pegasys is backed by the most extensive development program ever undertaken in hepatitis C.Ý As part of its clinical development program, Roche conducted five pivotal studies (three for the Pegasys monotherapy indication and two for the Pegasys and Copegus combination therapy indication).Ý Included was a study to evaluate Pegasys monotherapy in patients with cirrhosis and a study to evaluate shorter durations of therapy and lower doses of Copegus for patients with certain genotypes (strains) of the hepatitis C virus. As a result of the combination therapy study, the following dosing regimens are recommended for Pegasys and Copegus combination therapy: 
· Genotype 1 and 4:Ý 48 week duration with 180mcg Pegasys weekly and 1000 - 1200mg of Copegus daily
· Genotype 2 and 3:Ý 24 week duration with 180mcg Pegasys weekly and 800mg Copegus daily Pegasys is available as a premixed solution and administered as a subcutaneous injection once a week.Ý Copegus is available as a 200mg tablet, and is administered orally two times a day as a split dose.
Please see attached Facts About Pegasys in Combination with Copegus. 
About Roche 
Hoffmann-La Roche Inc. (Roche), based in Nutley, N.J., is the U.S. prescription drug unit of the Roche Group, a leading research-based health care enterprise that ranks among the world's leaders in pharmaceuticals and diagnostics. 

Roche discovers, develops, manufactures and markets numerous important prescription drugs that enhance people's health, well-being and quality of life.Ý Among the company's areas of therapeutic interest are: dermatology; genitourinary disease; infectious diseases, including influenza; inflammation, including arthritis and osteoporosis; metabolic diseases, including obesity and diabetes; neurology; oncology; transplantation; vascular diseases; and virology, including HIV/AIDS and hepatitis C. 

In August 1998, branded ribavirin (Rebetol) was only available in combination with Intron A, packaged as Rebetron.Ý To extrapolate the August 1998 price of branded ribavirin, the following calculation was performed on a comparable 1200mg pack: 1998 Rebetron price ($1,200 for 4 weeks of treatment with 1200mg daily ribavirin and Intron A 3 times per week) minus the 1998 Intron A price ($349.30 for 4 weeks of treatment with Intron A 3 times per week) = $850.70 for 4 weeks of treatment with 1200mg per day of branded ribavirin.Ý Pricing is based on published wholesale acquisition costs by First Data Bank in August 1998.Ý The current price of Rebetol was obtained from First Data Bank on January 6, 2003. 

Facts About Pegasys in Combination with Copegus 

Indication Ý
Pegasys, a pegylated interferon, in combination with Copegus is indicated for the treatment of adults with chronic hepatitis C who have compensated liver disease and have not previously been treated with interferon alpha.Ý Patients in whom efficacy was demonstrated included patients with compensated liver disease and histological evidence of cirrhosis (Child-Pugh class A). Ý

Dosing and Administration
Pegasys, a premixed solution, is dosed at 180mcg as a subcutaneous injection once a week.Ý Copegus, available as a 200mg tablet, is administered at 800 to 1200mg taken twice daily as a split dose.Ý The two products are sold separately.

Combination Therapy Clinical Studies

The two combination therapy pivotal study findings: 
Study 5, including 1,284 patients receiving medication, showed that patients with certain genotypes (strains) of the hepatitis C virus should be treated with different dosing regimens of Pegasys and Copegus.Ý The treatment regimens and resulting sustained virological response rates for these groups treated with Pegasys and Copegus therapy were:
· Genotype 1:Ý 48 week duration with 1000 - 1200mg Copegus:Ý 51 percent 
· Genotype non-1:Ý 24 week duration with 800mg Copegus:Ý 82 percent Ý
Study 4, published in the September 26, 2002 New England Journal of Medicine, including 1,121 patients receiving medication, showed that Pegasys and Copegus combination therapy is a more effective treatment for chronic hepatitis C than interferon alfa-2b and ribavirin.Ý The sustained virological response rate in the Pegasys and Copegus treated patients was 53 percent compared to 44 percent in the interferon alfa- 2b and ribavirin group.Ý Sustained virological response refers to a patient's continued undetectable serum hepatitis C RNA levels 24 weeks after finishing a course of treatment. Ý

The Future — Special Populations, HIV/HCV Co-infection Ý
Pegasys and Copegus studies are underway to evaluate the therapy for the treatment of African-Americans, who have a substantially higher prevalence of hepatitis C infection and typically have lower response rates to hepatitis C therapy than Caucasian Americans. Ý

Trials also are being conducted to evaluate Pegasys and Copegus treatment in patients co-infected with hepatitis C and HIV and in patients with hepatitis C who failed to achieve a sustained virological response to standard interferon and ribavirin. Ý

Adverse Events Ý
Alpha interferons, including Pegasys, may cause or aggravate fatal or life-threatening neuropsychiatric, autoimmune, ischemic, and infectious disorders.Ý Patients should be monitored closely with periodic clinical and laboratory evaluations.Ý Therapy should be withdrawn in patients with persistently severe or worsening signs or symptoms of these conditions.Ý In many, but not all cases, these disorders resolve after stopping Pegasys therapy (see CONTRAINDICATIONS, WARNINGS, PRECAUTIONS and ADVERSE EVENTS in complete product information). Ý

USE with RibavirinÝ 
Ribavirin, including Copegus may cause birth defects and/or death of the fetus.Ý Extreme care must be taken to avoid pregnancy in female patients and in female partners of male patients. Ribavirin causes hemolytic anemia.Ý The anemia associated with ribavirin therapy may result in worsening of cardiac disease. Ribavirin is genotoxic, mutagenic, and should be considered a potential carcinogen (see CONTRAINDICATIONS, WARNINGS, PRECAUTIONS and ADVERSE EVENTS in complete product information). Ý

Pegasys is contraindicated in patients with hypersensitivity to Pegasys or any of its components, autoimmune hepatitis, and decompensated hepatic disease (Child-Pugh class B and C) before or during treatment with Pegasys.Ý Pegasys is also contraindicated in neonates and infants because it contains benzyl alcohol.Ý Benzyl alcohol has been reported to be associated with an increased incidence of neurological and other complications in neonates and infants, which are sometimes fatal. Pegasys and Copegus therapy is additionally contraindicated in patients with a hypersensitivity to Copegus or any of its components, women who are pregnant, men whose female partners are pregnant, and patients with hemoglobinopathies (eg, thalassemia major, sickle-cell anemia). Ý

COPEGUS THERAPY SHOULD NOT BE STARTED UNLESS A REPORT OF A NEGATIVE PREGNANCY TEST HAS BEEN OBTAINED IMMEDIATELY PRIOR TO INITIATION OF THERAPY.Ý Women of childbearing potential and men must use two forms of effective contraception during treatment and during the six months after treatment has concluded.Ý Routine monthly pregnancy test must be performed during this time.Ý If pregnancy should occur during treatment or during six months post-therapy, the patient must be advised of the significant teratogenic risk of Copegus therapy to the fetus.Ý To monitor maternal-fetal outcomes of pregnant women exposed to Copegus, the Copegus Pregnancy Registry has been established.Ý Physicians and patients are strongly encouraged to register by calling 1-800-526-6367. Ý

The most common adverse events reported for Pegasys and Copegus combination therapy, observed in clinical trials (n=451), were fatigue/asthenia (65%), headache (43%), pyrexia (41%), myalgia (40%), irritability/anxiety/nervousness (33%), insomnia (30%), alopecia (28%), neutropenia (27%), nausea/vomiting (25%), rigors (25%), anorexia (24%), injection site reaction (23%), arthralgia (22%), depression (20%), pruritus (19%) and dermatitis (16%). Ý

Serious adverse events include neuropsychiatric disorders (suicidal ideation and suicide attempt), serious and severe bacterial infections, bone marrow toxicity (cytopenia and rarely, aplastic anemia), cardiovascular disorders (hypertension, arrhythmias and myocardial infarction), hypersensitivity (including anaphylaxis), endocrine disorders (including thyroid disorders and diabetes mellitus), autoimmune disorders (including psoriasis and lupus), pulmonary disorders (dyspnea, pneumonia, bronchiolitis obliterans, interstitial pneumonitis and sarcoidosis), colitis (ulcerative and hemorrhagic/ischemiccolitis), pancreatitis, and opthalmologic disorders (decrease or loss of vision, retinopathy including macular edema and retinal thrombosis/hemorrhages, optic neuritis and papilledema). Ý

The complete package inserts for Pegasys and Copegus are available at http://www.pegasys.com, or by calling 1-877-PEGASYS. Ý
Additional information, please visit http://www.NUMEDX.com 

For more information on the Roche pharmaceuticals business in the United States, visit the company's website at: http://www.rocheusa.com. 


FDA Approves Pegasys® (peginterferon alfa-2a) in Combination with Copegus™ (ribavirin) for the Treatment of Hepatitis C.
New treatment offers dosing regimen based on hepatitis C virus strain.
NUTLEY, N.J. (December 3, 2002) – Roche announced today that the U.S. Food and Drug Administration (FDA) has approved combination therapy with Pegasys® (peginterferon alfa-2a), a pegylated interferon, and Copegus™ (ribavirin) for the treatment of adults with chronic hepatitis C who have compensated liver disease and have not previously been treated with interferon alpha. Patients in whom efficacy was demonstrated included patients with compensated liver disease and histological evidence of cirrhosis (Child-Pugh class A).

Pegasys and Copegus combination therapy was granted priority review designation by the FDA. Pegasys was approved as monotherapy for the treatment of adults with chronic hepatitis C on October 16, 2002. Currently, 2.7 million Americans are chronically infected with hepatitis C.

“Roche has taken a leadership role in advancing hepatitis C therapy by researching approaches to reduce the duration of treatment with Pegasys and Copegus and the dose of Copegus therapy for certain patients,” said George B. Abercrombie, President & Chief Executive Officer - Hoffmann-La Roche Inc. “Today, Roche can proudly offer Americans with hepatitis C a new treatment choice —Pegasys and Copegus combination therapy.”

“Different genotypes of the hepatitis C virus need to be approached differently. Certain genotypes of the hepatitis C virus are easier to treat while others are stubborn and more difficult to treat,” said Pegasys investigator, David Bernstein, MD, Director of Hepatology at North Shore University Hospital, Manhasset, NY. “With Pegasys combination therapy, we can now tailor the dose and duration of a patient’s therapy to the genotype of the virus.” 

Pivotal Studies
Pegasys and Copegus combination therapy was granted approval based on the results of two pivotal Phase III clinical trials that demonstrate it is an effective treatment for patients with chronic hepatitis C. 

The pivotal study completed most recently evaluated the effects of the duration (24 weeks compared to 48 weeks) of Pegasys 180mcg as a subcutaneous injection once weekly and Copegus treatment (24 weeks compared to 48 weeks) and the daily dose of Copegus (800mg compared to 1000 for patients weighing less than 75kg and 1200 for patients equal to or more than 75kg) in patients with chronic hepatitis C. The number of patients who received medication in the study was 1,284. 

The study showed that patients with strains of the hepatitis C virus known as genotype non-1 (predominantly 2 and 3) achieved similar sustained virological response rates when treated with a 24 week regimen of Pegasys and 800mg Copegus compared to a 48 week regimen of Pegasys and 1000-1200 Copegus. Genotype non-1 (predominantly 2 and 3) patients who were treated with the 24-week lower Copegus dose regimen experienced fewer side effects. Sustained virological response refers to a patient’s continued undetectable serum hepatitis C RNA levels 24 weeks after finishing a course of treatment.

Genotype 1 patients who were treated with the 48 week regimen of Pegasys and 1000-1200 Copegus had higher sustained virological response rates compared to those treated with the 24 week lower Copegus dose regimen. 
Sustained virological response rates for these groups treated with Pegasys and Copegus therapy were: 
· Genotype 1: 48 week duration with 1000 – 1200mg Copegus: 51 percent
· Genotype non-1: 24 week duration with 800mg Copegus: 82 percent
The other pivotal study was published in the September 26, 2002 New England Journal of Medicine and showed that Pegasys 180mcg and Copegus 1000 – 1200mg combination therapy is a more effective treatment for chronic hepatitis C than interferon alfa-2b 3 MIU as a subcutaneous injection three times a week and 1000 – 1200mg ribavirin. The sustained virological response rate in the Pegasys and Copegus treated patients was 53 percent compared to 44 percent in the interferon alfa-2b and ribavirin group. The number of patients who received medication in the study was 1,121. 

In both studies, virus genotype was clearly the strongest predictor of whether or not a patient achieved a sustained virological response. 
Pegasys, a premixed solution, is dosed at 180mcg as a subcutaneous injection once a week. Copegus, available as a 200mg tablet, is administered at 800 to 1200mg taken twice daily as a split dose. Pegasys is currently available at pharmacies. Copegus will be available in early 2003. The two products will be sold separately.

About Pegasys
Pegasys is supported by the most extensive development program ever undertaken for a hepatitis C treatment. Pegasys has been studied in a variety of patient populations, including those with the most difficult to treat form of the disease – patients with genotype 1 and with cirrhosis (scarring of the liver).

Pegasys is made when interferon alfa-2a undergoes the process of pegylation in which one or more chains of polyethylene glycol, also known as PEG, are attached to another molecule. 

In Pegasys, a large, branched, mobile PEG is bound to the interferon alfa-2a molecule and provides a selectively protective barrier. Pharmacokinetic behavior of the end product depends on the length of the PEG and the nature of the link between the PEG and the protein. The high molecular weight (40 kilodalton) branched PEG in Pegasys has been shown to provide sustainedpegylated interferon alfa–2a exposure at clinically effective levels over the one-week dosing period. 
Pegasys has been approved for use in more than 50 countries, including all European Union countries. 

Pegasys and Copegus Adverse Events
Alpha interferons, including Pegasys, may cause or aggravate fatal or life-threatening neuropsychiatric, autoimmune, ischemic, and infectious disorders. Patients should be monitored closely with periodic clinical and laboratory evaluations. Patients with persistently severe or worsening signs or symptoms of these conditions should be withdrawn from therapy. In many, but not all cases, these disorders resolve after stopping Pegasys therapy.

Copegus may cause birth defects. Extreme care must be taken to avoid pregnancy in female patients and in female partners of male patients taking Pegasys and Copegus combination therapy. Ribavirin causes hemolytic anemia. The anemia associated with ribavirin therapy may result in worsening of cardiac disease. Ribavirin is genotoxic, mutagenic, and should be considered a potential carcinogen. 

Pegasys is contraindicated in patients with hypersensitivity to Pegasys or any of its components, autoimmune hepatitis, and decompensated hepatic disease prior to or during treatment with Pegasys. Pegasys is also contraindicated in neonates and infants because it contains benzyl alcohol. Benzyl alcohol has been reported to be associated with an increased incidence of neurological and other complications in neonates and infants, which are sometimes fatal. Pegasys and Copegus therapy is additionally contraindicated in women who are pregnant, men whose female partners are pregnant, patients with hemoglobinopathies (eg, thalassemia major, sickle-cell anemia), autoimmune hepatitis and patients with hepatic decompensation (Child-Pugh class B and C) before or during treatment.

The most common adverse events reported for Pegasys and Copegus combination therapy, observed in clinical studies to date (n=451), were fatigue/asthenia (65%), headache (43%), pyrexia (41%), myalgia (40%), irritability/anxiety/nervousness (33%), insomnia (30%), alopecia (28%), neutropenia (27%), nausea/vomiting (25%), rigors (25%), anorexia (24%), injection site reaction (23%), arthralgia (22%), depression (20%), pruritus (19%) and dermatitis (16%). 
Serious adverse events include neuropsychiatric disorders (suicidal ideation and suicide attempt), serious and severe bacterial infections, bone marrow toxicity (cytopenia and rarely, aplastic anemia), cardiovascular disorders (hypertension, arrhythmias and myocardial infarction), hypersensitivity (including anaphylaxis), endocrine disorders (including thyroid disorders and diabetes mellitus), autoimmune disorders (including psoriasis and lupus), pulmonary disorders (dyspnea, pneumonia, brochiolitis obliterans, interstitial pneumonitis and sarcoidosis), colitis (ulcerative and hemorrhagic/ischemiccolitis), pancreatitis, and opthalmologic disorders (decrease or loss of vision, retinopathy including macular edema and retinal thrombosis/hemorrhages, optic neuritis and papilledema).

The complete package inserts for Pegasys and Copegus are available at www.pegasys.com, or by calling 1-877-PEGASYS.

About Hepatitis C
Hepatitis C, a blood-borne infectious disease of the liver, the leading cause of cirrhosis and liver cancer and the number one reason for liver transplants in the U.S., is transmitted through body fluids, primarily blood or blood products, and by sharing needles. In many patients, the mode of transmission is unknown. Unfortunately, most people infected with hepatitis C are unaware of it because it may take years for symptoms to develop. Hepatitis C chronically infects an estimated 170 million people worldwide (three percent of the world’s population), with as many as 180,000 new cases occurring each year. It is estimated that less than 30 percent of all cases are diagnosed. If left untreated, hepatitis C can be fatal for some patients.

About Roche
Roche Molecular Diagnostics, a business unit of the Roche Group, manufactures the COBAS AMPLICOR™ HCV Test, v2.0 test for the detection of hepatitis C virus in clinical specimens.

Hoffmann-La Roche Inc. (Roche), based in Nutley, N.J., is the U.S. prescription drug unit of the Roche Group, a leading research-based health care enterprise that ranks among the world’s leaders in pharmaceuticals and diagnostics. Roche discovers, develops, manufactures and markets numerous important prescription drugs that enhance people's health, well-being and quality of life. Among the company’s areas of therapeutic interest are: dermatology; genitourinary disease; infectious 
diseases, including influenza; inflammation, including arthritis and osteoporosis; metabolic diseases, including obesity and diabetes; neurology; oncology; transplantation; vascular diseases; and virology, including HIV/AIDS and hepatitis C.
For more information on the Roche pharmaceuticals business in the United States, visit the company’s website at: http://www.rocheusa.com. 



Montgomery County Schools Support New Attack on Substance Abuse 
HFI News Release, Silver Spring, MD: November 6, 2002
A unique approach to motivate 11 to 17 years old children to avoid risk behaviors involving drugs and alcohol has been adopted by all Montgomery County Middle and High Schools. Russell Henke, Coordinator of Health Education for the largest county in Maryland, welcomed having appealing, non-threatening and memorable materials promoting liver wellness to encourage children to avoid liver damaging activities and to adopt healthier lifestyles. 

“It is easy to promote prevention when you have materials that are as well done as these,” said Mr. Henke after viewing videos and educational materials developed by the Hepatitis Foundation International (HFI) in collaboration with The Centers for Disease Control and Prevention. “These upbeat and positive communication techniques will help our teachers motivate their students to avoid liver damaging activities and to take responsibility for their own health behaviors.”

“Extensive evaluations of the ‘liver wellness approach’ prove that once aware of a few vitally important liver functions and the impact that a damaged liver can have on their health and well being, ” says Thelma King Thiel, CEO of HFI, “individuals are motivated to modify their behaviors to protect this miraculous organ.”

The liver, the largest organ in the body, is a non-complaining organ, giving little or no warning of trouble until the damage is far advanced. Over the years, the liver has been the “missing link” in the majority of school curricula. Most people report that the liver acts as a filter and are unaware that it serves as the body’s internal power plant performing over 5,000 life preserving functions. The majority of the 2.7 million Americans currently infected by the hepatitis C virus that attacks the liver, had no signs of their infection for many years and were unaware of their previous risk of exposure to this virus. According to the Centers for Disease Control and Prevention, 68% of new cases of hepatitis C are related to injecting drug use. Other opportunities for exposure to hepatitis C and other blood borne pathogens include: the use of contaminated instruments used for body piercing, tattooing, and other invasive procedures. 
“This program is filling a tremendous void in our efforts to help children take responsibility for their own health care, avoiding liver damaging activities and adopting healthier lifestyle behaviors,” says Cheryl Lowe, Guidance Counselor at Springbrook High School in Silver Spring, MD.

The economic burden of substance abuse to our nation is estimated in the billions; the tragic consequences of drug abuse, including binge drinking, are causing untold human suffering and destroying many lives. Dr. Harold Margolis, a pediatrician and Director of the Division of Viral Hepatitis and the Centers for Disease Control and Prevention says, "To prevent all forms of viral hepatitis we must begin by identifying persons at risk for infection and then providing them with accurate, useful information on preventive measures. It is especially important to start this process with children. The messages contained in HFI’s video Respect Yourself - Protect Yourself - Teens Talk to Teens About Liver Wellness accomplish both of these objectives by providing solid information in an entertaining and professional manner. This approach has been very effective in reaching young audiences for whom they are targeted.”

The Hepatitis Foundation International is advocating health education beginning in elementary schools to provide children with basic information to build their self-esteem and help them avoid the hazards of substance abuse.
Partners in Liver Wellness Program.
Corporate America is currently spending billions annually on employee heathcare costs and lost productivity directly related to liver wellness issues such as hepatitis and substance abuse. This problem is compounded by the fact that there are no programs in place designed to address this healthcare issue on the corporate level. Consequently, management is forced to incorporate ineffectual traditional soluctions such as pre employment substance screening that fail to address the needs of both existing employees and corporate healthcare cost concerns.
Click here to find out how you can help and join the Partners Program. 


Combo Vaccine May Protect Short Notice Travelers 
A new study out of Munich, Germany indicates that the new combination hepatitis A and B vaccination, TWINRIX, offers protection against both virus in as little as 2 months after the first dose of the three-dose series. This is good news for travelers leaving on short notice for regions with a high prevalence of these viruses. This combo vaccine has a comparable efficacy as single agent vaccines, and is suitable for an accelerated vaccination schedule. 


Hepatitis Foundation International Presses Capitol Hill on Health Ed
Hepatitis C has hit the headlines identifying the devastating impact on the lives of celebrities, healthcare workers, and especially prisoners and injection drug users. An estimated 2.7 million Americans are currently infected by the hepatitis C virus called the "Silent Killer" because it gives no warning for decades. Ignorance is the companion of hepatitis viruses.

"Most people who are currently infected were unaware of the risks they were taking that exposed them to this infectious disease and its serious consequences", says Thelma King Thiel, CEO of the Hepatitis Foundation International (HFI). By the time children learn about AIDS, hepatitis, alcohol and drug abuse, many have already participated in risky behaviors including binge drinking, having unprotected sex, body piercing, and tattooing.

"Early elementary school education is the only way we can insure that all children receive information about taking responsibility for their own healthcare," says Thiel. Information about hepatitis and the liver have been absent in most school curricula over the years. Thus, parents as well as teachers are not prepared to arm children with sufficient information to know what activities to avoid, or why and how to protect themselves.

Congressional leaders joined officials from the Centers for Disease Control and Prevention the National Institutes of Health, and health care providers dealing with children in homeless shelters, and detention centers for a Legislative Breakfast Briefing titled "Early Education — The Missing Link in Prevention Hepatitis and Substance Abuse." Hosted by HFI and the National Association of School Nurses, the Briefing took place in the Dirksen Senate Office Building, Room G — 11 at 8:00 AM on Tuesday, May 7, 2002.

The goal of the Briefing was to highlight the need to provide preventive health education in elementary schools and to be carried on throughout the educational system. HFI is pressing for collaboration of health organizations, the Department of Health and Human Services, The Centers for Disease Control and Prevention, and the U.S. Congress to meet this challenge.


Obesity – New Risk Factor In Liver Transplantation 
A retrospective study of 20,000 patients reveals that obesity is a significant factor affecting patient and graft survival after liver transplantation. Researchers from the Ochsner clinic in New Orleans, Louisiana and at the Johns Hopkins University School of Medicine in Baltimore, Maryland caution that obesity groups have a higher prevalence of cirrhosis and diabetes, and a higher mortality rate associated with cardiovascular events. Overweight patients should lose weight prior to undergoing liver transplantation. 


HIV May Increase Sexual Transmission of Hepatitis C 
Transmission of hepatitis C is not believed to occur sexually in most cases. However, Italian researchers at the Second University of Naples Institute of Infectious Diseases warn that coinfection with HIV may enhance the sexual transmission risk of hepatitis C. In this study, HIV patients were three times more likely to test positive for hepatitis C. Additionally, 18.7% of patients with steady, HIV positive partners also tested positive for HCV, as opposed to a two percent rate in control groups. 


Hepatitis A Viremia Prolonged by HIV Coinfection 
Researchers in the US and Japan have looked at the course of hepatitis A in HIV positive patients, and have found that the duration of hepatitis was more than two times as long for coinfected patients. Additionally, some coinfected patients experienced persistent viremia even after resolution of symptoms and restoration of normal liver enzyme levels. 
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