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Peginterferon Alfa-2a Alone, Lamivudine Alone, and the Two in Combination in Patients with HBeAg-Negative Chronic Hepatitis B

Patrick Marcellin, George K.K. Lau, Ferruccio Bonino, et. al. for the Peginterferon Alfa-2a HBeAg-Negative Chronic Hepatitis B Study Group.  New England Journal of Medicine. 2004 Sept 16;351(12):1206-1217

ABSTRACT 

Background.  Available treatments for hepatitis B e antigen (HBeAg)–negative chronic hepatitis B are associated with poor sustained responses. As a result, nucleoside and nucleotide analogues are typically continued indefinitely, a strategy associated with the risk of resistance and unknown long-term safety implications. 

Methods.  We compared the efficacy and safety of peginterferon alfa-2a (180 µg once weekly) plus placebo, peginterferon alfa-2a plus lamivudine (100 mg daily), and lamivudine alone in 177, 179, and 181 patients with HBeAg-negative chronic hepatitis B, respectively. Patients were treated for 48 weeks and followed for an additional 24 weeks. 

Results.  After 24 weeks of follow-up, the percentage of patients with normalization of alanine aminotransferase levels or hepatitis B virus (HBV) DNA levels below 20,000 copies per milliliter was significantly higher with peginterferon alfa-2a monotherapy (59 percent and 43 percent, respectively) and peginterferon alfa-2a plus lamivudine (60 percent and 44 percent) than with lamivudine monotherapy (44 percent, P=0.004 and P=0.003, respectively; and 29 percent, P=0.007 and P=0.003, respectively). Rates of sustained suppression of HBV DNA to below 400 copies per milliliter were 19 percent with peginterferon alfa-2a monotherapy, 20 percent with combination therapy, and 7 percent with lamivudine alone (P<0.001 for both comparisons with lamivudine alone). Loss of hepatitis B surface antigen occurred in 12 patients in the peginterferon groups, as compared with 0 patients in the group given lamivudine alone. Adverse events, including pyrexia, fatigue, myalgia, and headache, were less frequent with lamivudine monotherapy than with peginterferon alfa-2a monotherapy or combination therapy. 

Conclusions.  Patients with HBeAg-negative chronic hepatitis B had significantly higher rates of response, sustained for 24 weeks after the cessation of therapy, with peginterferon alfa-2a than with lamivudine. The addition of lamivudine to peginterferon alfa-2a did not improve post-therapy response rates. 

Ophthalmic Complications in HIV-HCV Co-infected Patients on Anti-HCV Therapy

(VA Author)

Michael Rigsby, MD, Director, HIV and Hepatitis C Program Office, Public Health Strategic Health Care Group, Veterans Health Administration

A recent article in the journal AIDS1 described an unexpectedly high rate of ophthalmic complications in occurring in a group of 23 patients co-infected with HIV and hepatitis C virus (HCV) who were undergoing treatment with peginterferon alpha 2b and ribavirin.  Patients in this open-label clinical trial underwent eye examinations, including visual acuity testing, visual field testing, color vision testing and indirect ophthalmoscopy at the start of therapy and every three months thereafter.  Initial exams were normal in all the patients, but 8 of the 23 developed ophthalmic abnormalities during treatment.  These included cotton wool spots (six patients), cataracts (two patients) and decrease in color vision (two patients).  Most abnormalities developed between 9 and 24 weeks after starting therapy.   The two patients who had decreases in color vision, a sign of potential optic nerve damage, regained normal color vision after stopping peginterferon and ribavirin.  

Optic neuropathy and retinal abnormalities have been previously described with interferon therapy, but these are felt to occur infrequently.  Little is known about the incidence of these complications with pegylated interferon use or among co-infected patients.  This report suggests that in this patient population, ocular complications during therapy with peginterferon and ribavirin may be much more common than previously suspected.  Many of these abnormalities would not have been detected without careful serial examinations, and their clinical significance cannot be completely determined from this relatively small study.  Until further information is available, clinicians should carefully monitor co-infected patients being treated with peginterferon and ribavirin for signs or symptoms of ophthalmologic complications and should inform patients that any changes in visual acuity or color perception should be reported promptly to their treaters.  

Michael Rigsby, MD

1  Farel C, Suzman DL, McLaughlin M, et al.  Serious ophthalmic pathology compromising vision in HCV/HIV co-infected patients treated with peginterferon alpha-2b and ribavirin.  AIDS 2004. 18: 1805-1809.

Peginterferon Alfa-2b and Ribavirin for the Treatment of Chronic Hepatitis C in Blacks and Non-Hispanic Whites (Correction)

New England Journal of Medicine. 2004 Sept 16;351(12):1268

On page 2266, in the right-hand column, lines 7 and 8 should have read "1000 mg of ribavirin (Rebetol, Schering-Plough) orally daily," rather than "twice daily," as printed. The Web version of the article has been corrected. 

Strong Association of Hepatitis C Virus (HCV) Infection and Thrombocytopenia: Implications from a Survey of a Community with Hyperendemic HCV Infection 

Chong-Shan Wang, Wei-Jen Yao, Shan-Tair Wang, et. al. Clinical Infectious Diseases. 2004;39:790-796
  

Background. The role of hepatitis C virus (HCV) infection in thrombocytopenia (defined as a platelet count of <100,000 platelets/
Methods.  A community-wide survey of subjects [image: image1.png]


40 years old who had undergone a preventive health examination between April 1997 and July 2000 in A-Lein Township, Kaohsiung County, Taiwan. Serum blood platelet counts and HBV surface antigen (HBsAg) and antibody to HCV (anti-HCV) levels were measured. Abdominal sonography was performed on viral hepatitis[image: image2.png]


positive participants. 

Results.  Among the 1690 subjects, 70% were seronegative, 17.4% were anti-HCV positive, 9.2% were HBsAg positive, and 3.4% were coinfected with HCV and HBV. The mean platelet count in subjects with anti-HCV (180,000 platelets/[image: image3.png]


L) was lower than in those with HBsAg (201,000 platelets/[image: image4.png]


L) and in those without anti-HCV and HBsAg (234,000 platelets/[image: image5.png]


L) (P < .001). The prevalence of thrombocytopenia was 1.3% among seronegative subjects, 1.9% among HBsAg-positive subjects, 5.2% among coinfected subjects, and 10.2% among anti-HCV[image: image6.png]


positive subjects. Multiple logistic regression analysis revealed that anti-HCV positivity (odds ratio, 6.0; 95% confidence interval, 3.2[image: image7.png]


11.2), an alanine aminotransferase level of [image: image8.png]


40 U/L, and age of [image: image9.png]


65 years were significantly associated with thrombocytopenia. The prevalence of thrombocytopenia among anti-HCV[image: image10.png]


positive subjects increased as the severity of liver disease increased, but, in HBsAg-positive subjects, thrombocytopenia presented only in those with advanced liver disease. 

Conclusions.  HCV infection is strongly associated with thrombocytopenia, which is correlated with hepatocellular damage and hepatic fibrosis. It is advisable to further check the hepatic condition of the patient, especially for HCV infection, if thrombocytopenia is present.

Clearance of Hepatitis C Virus after Newly Acquired Infection in Injection Drug Users 

Marianne Jauncey, Joanne M. Micallef, Stuart Gilmour, et. al. The Journal of Infectious Diseases. 2004;190:1270-1274

A retrospective cohort of injection drug users with newly acquired hepatitis C virus (HCV) infection was established to examine viral clearance. Newly acquired HCV infection was defined by anti-HCV antibody seroconversion within a 2-year interval. Stored serum samples were tested for HCV RNA, with viral clearance defined as [image: image11.png]


2 consecutive negative HCV RNA test results after infection. Ninety-nine cases of HCV infection were identified; 57 had [image: image12.png]


2 HCV RNA test results after infection. Viral clearance occurred in 24 (42%) cases, with Kaplan-Meier estimated probabilities of 23%, 38%, and 40% at 6, 12, and 24 months, respectively.


A Randomized, Double-Blind, Parallel-Group, Dose-Response Study of Micafungin Compared with Fluconazole for the Treatment of Esophageal Candidiasis in HIV-Positive Patients 

N. de Wet, A. Llanos-Cuentas, J. Suleiman, et. al. Clinical Infectious Diseases. 2004;39:842-849


Background.  Severely immunocompromised individuals are highly susceptible to Candida infection of the esophagus. This randomized, double-blind study assessed the dose-response relationship of the new echinocandin antifungal, micafungin, compared with that of standard fluconazole treatment. 

Methods.  A total of 245 patients (age, [image: image13.png]


18 years) with a prior diagnosis of acquired immunodeficiency syndrome/human immunodeficiency virus (HIV) infection and esophageal candidiasis, confirmed by endoscopy and culture, were randomized to receive micafungin (50, 100, or 150 mg per day) or fluconazole (200 mg per day). Both agents were administered once per day by a 1-h intravenous infusion for 14[image: image14.png]


21 days. The primary efficacy end point was endoscopic cure rate, defined as endoscopy grade of 0 at the end of therapy. 

Results.  The endoscopic cure rate (grade 0) was dose-dependent with 50, 100, and 150 mg of micafungin per day at 68.8%, 77.4%, and 89.8%, respectively. Symptoms improved or resolved rapidly (3[image: image15.png]


7 days of treatment in the majority of patients). The endoscopic cure rate for 100 and 150 mg of micafungin per day (83.5%) was comparable to that for 200 mg of fluconazole per day (86.7%; 95% confidence interval for the difference in endoscopic cure rate, -14.0% to 7.7%). The overall safety and tolerability was acceptable, with no important differences between micafungin (all doses) and fluconazole. 

Conclusions.  The dose-response findings demonstrate a greater efficacy with micafungin at 100 and 150 mg per day than at 50 mg per day. This study also indicates that the efficacy of micafungin (at dosages of 100 and 150 mg per day) was comparable to that of fluconazole, suggesting that micafungin represents a valuable new treatment option for esophageal candidiasis in HIV-positive patients

Delayed Progression to Death and to AIDS in a Hong Kong Cohort of Patients with Advanced HIV Type 1 Disease During the Era of Highly Active Antiretroviral Therapy 

Ka Hing Wong, Kenny Chi Wai Chan, and Shui Shan Lee.  Clinical Infectious Diseases. 2004;39:853-860


Background.  The magnitude of the impact of highly active antiretroviral therapy (HAART) since its introduction in non-Western countries is not entirely clear. We studied disease progression among adult patients with advanced human immunodeficiency virus type 1 (HIV-1) infection in the pre-HAART (i.e., 1996 and earlier) and HAART eras in Hong Kong. 

Methods.  The cohort of patients seen at the Integrated Treatment Center (Hong Kong) from 1984 through mid-2003 was retrospectively examined with respect to 3 clinical end points: death after the diagnosis of acquired immunodeficiency syndrome (AIDS), progression to AIDS after achieving a CD4 cell count of <200 cells/[image: image16.png]


L, and death after achieving a CD4 cell count of <200 cells/[image: image17.png]


L. 

Results.  A total of 581 patients with advanced HIV-1 disease had AIDS and/or a CD4 cell count of <200 cells/[image: image18.png]


L. The incidences of death after AIDS (52.3% vs. 13.6%), AIDS progression after a CD4 cell count of <200 cells/[image: image19.png]


L (47.7% vs. 20.9%), and death after a CD4 cell count of <200 cells/[image: image20.png]


L (38.8% vs. 7.0%) were significantly higher among patients in the pre-HAART era than among those in the HAART era (P < .001 for all). On the basis of life-table analysis, the probabilities of death after AIDS (P < .0001), AIDS after a CD4 cell count of <200 cells/[image: image21.png]


L (P = .0063), and death after a CD4 cell count of <200 cells/[image: image22.png]


L (P < .0001) diminished in the HAART era, compared with the pre-HAART era. Median survival after AIDS increased from 29.8 months during the pre-HAART era to >70 months during the HAART era (P < .001). Compared with patients in the pre-HAART era, adjusted hazard ratios of clinical events were 0.15 (95% confidence interval [CI], 0.08[image: image23.png]


0.26) for death after AIDS, 0.38 (95% CI, 0.24[image: image24.png]


0.60) for AIDS after a CD4 cell count of <200 cells/[image: image25.png]


L, and 0.25 (95% CI, 0.15[image: image26.png]


0.40) for death after a CD4 cell count of <200 cells/[image: image27.png]


L for patients in the HAART era. 

Conclusions.  The clinical outcome of patients with advanced HIV-1 disease in Hong Kong significantly improved during the HAART era. Our findings of extended durations of survival and AIDS-free status may be relevant to the expected health impacts associated with increased access to HAART in non-Western countries.

Prolonged Survival of an HIV-Infected Patient with Multidrug-Resistant Mycobacterium bovis Infection Treated with Surgical Resection 

Ramos, A. Noblejas, T. Martín, et. al. Clinical Infectious Diseases. 2004;39:e53-e55

We describe a case of multidrug-resistant tuberculosis due to Mycobacterium bovis in a human immunodeficiency virus[image: image28.png]


infected woman with good immunologic status. The patient presented with a hard mass measuring 10 cm in diameter on the lower left ribs and a lung nodule measuring 3 cm in diameter in the left superior lobe. No adequate pharmacological treatment was available. Both lesions were surgically resected. The patient has remained asymptomatic (without fever, cough, lymphadenopathy, or cutaneous masses) for 20 months, after discharge from the hospital.


Differential Virulence of Mycobacterium avium Strains Isolated from HIV-Infected Patients with Disseminated M. avium Complex Disease 

Kiyofumi Ohkusu, Luiz E. Bermudez, Kevin A. Nash, et.al. The Journal of Infectious Diseases. 2004;190:1347-1354

The role that colonization with Mycobacterium avium plays in the development of disseminated disease is unclear. In this study, we determined whether all M. avium strains isolated from the portals of M. avium infection are capable of crossing the mucosal border and causing infection. The patients in this study were enrolled in AIDS Clinical Trial Group protocol 341. The patients were divided into 3 groups; 2 groups differed in their immunological and clinical risk for M. avium disease. A third group (n = 22 patients) had culture-documented disseminated M. avium complex disease at the time of entry in the study. Eight of 22 patients had M. avium isolated from both a colonized site and blood or bone marrow specimens. All 8 patients had distinct M. avium strains; 2 patients had a polyclonal infection. The virulence properties of 13 strains were determined, including invasion of gastrointestinal cells and replication in macrophages. There were significant differences in the virulence properties, and these differences may provide insight into the interplay between microbial pathogenesis and host defense.

Long-Term Efficacy and Safety of Protease Inhibitor Switching to Nevirapine in HIV-Infected Patients with Undetectable Virus Load 

Paloma Gil, Miguel de Górgolas, Vicente Estrada, et. al. Clinical Infectious Diseases. 2004;39:1024-1029

Background.  Simplified highly active antiretroviral therapy (HAART) regimens are becoming widely used, particularly as a result of the side effects of and difficult compliance with protease inhibitor (PI) therapy. However, the long-term efficacy of HAART has not been properly assessed. 

Methods.  We performed a prospective study of 110 patients infected with human immunodeficiency virus type 1 (HIV-1) with undetectable virus load who discontinued PI therapy and initiated therapy with nevirapine without changing nucleoside analogues. Reasons for switching were treatment simplification (45%), lipodystrophy (24%), renal problems (23%), and dyslipidemia (8%). HIV-1 load, CD4 cell count, and fasting biochemistry profiles were performed at the time of switching (baseline) and every 3[image: image29.png]


4 months thereafter. The aim of the study was to evaluate the long-term efficacy and safety of this combination. 

Results.  Sixty-eight patients (61.8%) had a duration of follow-up of 3 years. The mean increase in the CD4 cell count after 3 years was 90 cells/[image: image30.png]


L (13.8% from baseline). Virus loads remained undetectable in all patients but 9 (8.2%). Triglyceride levels dramatically improved at 12 months (a 75% decrease; P < .02) and remained statistically significant over time (P < .04). The same occurred with serum cholesterol levels: there was an initial reduction of 25% (P < .02) and at the end of the follow-up period (P < .015). However, at the long-term evaluation, complete normalization of mean serum cholesterol and triglyceride levels could not be achieved. Sixteen patients (14.5%) had to stop therapy as a result of nevirapine-associated side effects. 

Conclusions.  The switching of a PI to nevirapine is a safe and well-tolerated option for maintaining long-term virological suppression and immunological control. Three years after starting nevirapine therapy, rates of hypercholesterolemia and hypertriglyceridemia improved, although normal cholesterol and triglyceride values were not achieved.


