Care for Patients Coinfected with HIV-HCV: 
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Expert information regarding the best care for HIV-HCV coinfected patients is lacking and few trials have addressed the unique treatment and management requirements of this population. In an effort to build a standard of care that incorporates the latest study results for this group of patients, an international group of clinicians and researchers have formulated new consensus guidelines. The guidelines appear in the current issue of AIDS (January 2, 2004). Following are excerpts from this document:


Introduction
Liver disease caused by chronic hepatitis C virus (HCV) infection is now a leading cause of morbidity and mortality among HIV-infected patients in the developed world, where classic opportunistic complications of severe immunodeficiency have declined dramatically as a result of the widespread use of potent antiretroviral therapies. 
Over the past few years, several consensus reports have addressed the issue of viral hepatitis and HIV infection, most recently in 2002 at the National Institutes of Health (NIH Consensus Development Conference Statement: management of hepatitis C. Gastroenterology 2002, 123: 2082-2099). The current guidelines grew out of a series of meetings in the HCV-HIV International Panel. Nine experts if the field of HIV and viral hepatitis discussed a total of nine questions. In February 2003, a final consensus was reached and appears in the current issue of AIDS (January 2, 2004). 
What is the Influence of HCV on HIV Disease Progression and Response to Antiretroviral Therapy?
Panel Recommendation

[image: image1]HCV might act as a co-factor for HIV disease progression by several mechanisms. First, unspecific immune stimulation driven by chronic HCV infection might enhance HIV replication. Second, the infection of immune cells by HCV could favour CD4 T-cell depletion and partly blunt the immune recovery that follows successful antiretroviral therapy. Third, HCV could compromise the benefit of antiretroviral drugs as a result of a higher incidence of liver toxicity and treatment discontinuation. However, a negative impact of HCV on HIV disease progression has not been recognized in some large clinical-epidemiological studies. 
Who Are Candidates for Anti-HCV Treatment?
Background
Patients with previous liver decompensation (ascites, gastrointestinal bleeding, hepatic encephalopathy, etc.) should not be treated, given the higher risk of serious side-effects using the current drugs, pegylated interferon (peg-IFN) and ribavirin. These patients should be assessed for liver transplantation. However, patients with compensated cirrhosis (Child-Pugh class A) must be treated.
Individuals with a previous history of severe neuropsychiatric disorders should not be treated, because IFN can exacerbate these conditions. Individuals currently engaged in a heavy alcohol intake or illegal drug addiction practices should delay treatment, whereas all efforts should be devoted to put them into detoxification programmes. Patients on methadone are acceptable candidates for anti-HCV therapy. Up to one third of patients may need adjustments in methadone dosage. Ideally, a multidisciplinary team, including experts in addiction medicine, psychologists/psychiatrists and infectologists should take care of these patients.
Following recent National Institutes of Health Consensus Conference Recommendations, individuals with repeated normal liver enzymes might benefit from current anti-HCV therapy, particularly those infected with HCV genotypes 2 or 3. However, more data on liver damage in this subgroup of HCV-HIV- co-infected patients are needed to balance the cost-benefit of anti-HCV therapy in them.
In drug-naive individuals with HCV-HIV-co-infection, chronic hepatitis C should be treated first if the CD4 cell count does not require the initiation of antiretroviral therapy. However, in patients with CD4 cell counts greater than 350 cells/µl but high plasma HIV-RNA levels (i.e. above 50 000 copies/ml), it is not clear whether the suppression of HIV replication should be done at first, deferring anti-HCV therapy to the moment when undetectable HIV viraemia is attained. In these patients, a possible greater efficacy of anti-HCV therapy then should be balanced with a higher risk of interactions between antiretroviral agents and anti-HCV drugs.

Panel Recommendation
[image: image2]All HIV-infected individuals should be screened for HCV antibodies. Those with positive HCV serology should be tested for HCV-RNA. Individuals with positive HCV-RNA should be considered as candidates for anti-HCV treatment. 
A plasma HCV load and genotyping should be requested before initiating therapy. Treatment should be provided to patients with repeated elevated alanine aminotransferase levels, CD4 cell counts greater than 350 cells/µl, relatively low plasma HIV-RNA levels (i.e. less than 50 000 copies/ml), no active consumption of illegal drugs or high alcohol intake, and no previous severe neuropsychiatric conditions.
Treatment in patients with normal alanine aminotransferase levels should be carried out in the context of study protocols or when a liver biopsy has proved the presence of clinically significant fibrosis, i.e. F2 or above. Treatment in patients with CD4 cell counts below 350 cells/µl should be prescribed cautiously. The treatment of choice is the combination of peg-IFN plus ribavirin. 
What is the Role of Pre-treatment Liver Biopsy? 
Background
Liver histology allows the staging of HCV hepatic damage and predicts in the short-mid term who will develop cirrhosis. At the same time, it may rule out other causes of liver damage, such as haemochromatosis, alcohol-related steatosis, Wilson disease, autoimmune hepatitis, etc., although these conditions may also be recognized by other non-invasive means.

The value of liver biopsy before prescribing anti-HCV therapy is under debate. This controversy may be less justified in HCV-HIV-co-infected patients, in whom the rate of significant liver fibrosis is much higher than in HCV-monoinfected individuals. A priori, anti-HCV therapy will be almost always justified considering the extent of histological damage in HIV-HCV-co-infected patients. 

Moreover, nearly half of HCV-HIV-co-infected patients may show unexpected cirrhosis or pre-cirrhosis. The main predictor of advanced fibrosis stages seems to be the estimated duration of HCV infection. On average, nearly half of patients will have cirrhosis 25 years after the first HCV exposure.
If we consider that the mean age of HCV-HIV-co-infected patients is currently 40 years, and that most are former intravenous drug users who began to exchange needles when they were on average 20 years old, it should be expected that many of them will currently show significant liver fibrosis. Therefore, if not treated, a rapid increase in liver complications among HIV-infected individuals should occur over the next decade. 

Those who defend performing a liver biopsy before treating chronic hepatitis C in HIV-co-infected patients argue that the side-effects, the risk of interactions with antiretroviral drugs and the relatively low efficacy of current anti-HCV therapy in this population are major limitations that only justify prescribing the medication for those who really need it histologically. 

However, given that liver damage is a dynamic process and fibrosis progression rate is accelerated in HCV-HIV-co-infected patients, supporters of this point of view should be reminded that if treatment is not offered to patients with a lack of or only minimal fibrosis, liver biopsy should be repeated at 2-3 year intervals. However, this option will face opposition from many patients and may increase the costs significantly. Accordingly, a recent analysis has pointed out the cost-effectiveness of therapy in co-infected individuals.

Panel Recommendation

[image: image3]The role of liver biopsy for treatment decision purposes is controversial in HIV-HCV-co-infected patients. The patients' reluctance to accept it or other difficulties should not defer the prescription of anti-HCV therapy once it is considered appropriate, given the faster progression to end-stage liver disease in co-infected patients. When the histological information is available for patients with HCV genotypes 1 or 4, treatment could be deferred if there is no fibrosis (F0), or in patients with F1 willing to accept a second follow-up liver biopsy. In patients with normal transaminase levels, liver biopsy should be performed before prescribing therapy. 
How to Treat Chronic HCV in HIV Patients?
Background
Available data from interim analysis of large ongoing clinical trials and from a few studies already completed show that response rates to anti-HCV therapy are lower in HIV-co-infected patients, even using the new peg-IFN formulations with ribavirin. Overall, sustained response rates are in the range of 20-35%, which is approximately half the responses seen in HIV-negative individuals. It should be noted that both early virological responses and end-of-treatment responses are equally much lower in HIV-HCV-co-infected patients. Moreover, relapses also seem to be more frequent.
Panel Recommendation

[image: image4]The overall response to anti-HCV therapy is lower in patients co-infected with HIV. Sustained response rates of 40-60% are seen in patients with HCV genotypes 2 or 3, but lower than 25% in those with HCV genotypes 1 or 4. Both early virological responses and relapses are less and more frequent, respectively, in co-infected patients compared with HCV-monoinfected individuals. 
The benefit of extending therapy (more than 6 months for HCV genotypes 2 or 3; and more than 12 months for HCV genotypes 1 or 4) in early virological responders should be examined in clinical trials. Moreover, treatment adherence should be considered a critical factor for the attainment of response and must be encouraged actively over the whole treatment period. 
How to Monitor the Response to Anti-HCV Therapy in HIV Patients?
Panel Recommendation

[image: image5]Early virological response to anti-HCV therapy predicts the chance of sustained response in HIV-co-infected patients as it does in HCV-monoinfected individuals. Moreover, the use of an early timepoint for treatment decision-making seems to be equally appropriate in co-infected patients. Only patients showing a decline in serum HCV-RNA levels greater than 2 logs at 12 weeks on therapy will have chance of reaching a sustained response. Therefore, treatment might be discontinued in the rest. This is of particular relevance, given the concern about the risk of toxicity derived from interactions between anti-HCV therapy and antiretroviral drugs. 
How to Manage the Adverse Effects of Anti-HCV Therapy in HIV Patients?
Background 
The side-effects of anti-HCV medications are common, and may be grouped into five main categories: influenza-like symptoms (headache, fever, asthenia, myalgias, decreased appetite); haematological abnormalities (mainly anaemia); neuropsychiatric disorders (depression, irritability, insomnia); gastrointestinal symptoms (nausea, diarrhoea); and inflammation at injection sites. In addition, other adverse events may develop more rarely, such as alopecia and thyroid dysfunction. 
Overall, they lead to treatment discontinuation in approximately 15% of HCV-monoinfected patients, and to dose reductions of either peg-IFN or ribavirin in another 20-25%. Higher treatment discontinuation rates have been recorded in some studies conducted in HIV-co-infected individuals. The lack of expertise in the management of HCV treatment-related side-effects by the doctors in charge as well as insufficient information given to patients may both have contributed to explain the high drop-out rates. These aspects should therefore be properly addressed in the future.
The haematological abnormalities may be caused either by peg-IFN or ribavirin. Anaemia caused by ribavirin is typically mild and caused by extravascular haemolysis, and is accompanied by an increase in reticulocytes. Although ribavirin dose reductions may allow the incidence of anaemia to be reduced, the usefulness of recombinant erythropoietin has been highlighted in these patients. 
Supplements of folinic acid are advisable. Otherwise, the dose of ribavirin should be reduced to half when the haemoglobin level drops below 10 g/dl, and it should be discontinued if it falls below 8.5 g/dl. However, ribavirin exposure seems crucial for attaining a higher sustained response rate, particularly in patients carrying HCV genotype 1; therefore any effort to keep patients on adequate doses of the drug (i.e. using recombinant erythropoietin) should be favoured.
Leukopenia, especially neutropenia and less frequently lymphocytopenia, may develop with peg-IFN. In particular, patients should be informed in advance of the risk of decreases in their CD4 cell counts. In most instances they affect the absolute CD4 cell number but not the percentage of these cells. Moreover, it reverses after discontinuing IFN therapy. With respect to neutropenia, the use of therapeutic growth factors, such as granulocyte colony-stimulating factor may be considered and eventually preferred over reducing peg-IFN doses, particularly in patients with HCV genotype 1.
Panel Recommendation

[image: image6]Anti-HCV therapy causes fever, malaise, asthenia, depression, etc. in the majority of cases. Patients should be informed in advance about these side-effects and how to prevent and manage them (paracetamol for influenza-like symptoms, etc). The treatment of depression should be considered as soon as symptoms begin to develop. Peg-IFN may produce significant CD4 T-cell declines and neutropenia, which are reversible after discontinuing it. Ribavirin may cause anaemia within the first 12 weeks of therapy. Doctors should improve their expertise in the management of these side effects, trying to keep patients on therapy as long as no serious toxicities develop. 
How to Avoid the Toxicity Caused by Interactions Between Anti-HIV Drugs and Anti-HCV Therapy?
Panel Recommendation

[image: image7]Interactions between antiretroviral drugs and ribavirin may be harmful. Given the higher risk of pancreatitis and lactic acidosis in all treated patients as well as of liver decompensation in cirrhotic individuals, didanosine should be avoided when taking ribavirin. On the other hand, zidovudine should be used with caution when ribavirin is given, because both may produce anaemia. Patients should be advised of the possibility of experiencing severe weight loss, mimicking a rapid progression of lipoatrophy, probably as a result of a potentiation of mitochondrial damage in the subcutaneous fat tissue taking ribavirin and some nucleoside analogues. 
What Anti-HIV Drugs Are Associated with Hepatotoxicity?
Panel Recommendation

[image: image8]Liver enzyme elevations after beginning antiretroviral therapy are more frequent in patients with underlying chronic hepatitis B and C. Therefore, drugs with more hepatotoxic profiles (i.e. nevirapine, ritonavir) should be used cautiously in co-infected patients. Treatment should be discontinued in patients with symptoms or grade 4 increases in aminotransferase levels. 
In certain cases, immune reconstitution phenomena may lead to increases in transaminase levels after starting potent anti-HIV therapy. The close monitoring of these patients during the first weeks may enable them to remain on therapy, because they experience a progressive resolution of liver abnormalities without discontinuing treatment. 
Who Are Candidates and What is the Prognosis for HIV-HCV Coinfected Patients Requiring Liver Transplantation?
Background
HIV-infected patients with end-stage liver disease develop classic complications of decompensated cirrhosis, including ascites, jaundice, gastrointestinal bleeding, spontaneous peritonitis and encephalopathy. The only treatment available at this stage is orthotopic liver transplantation (OLT). 
Panel Recommendation

[image: image9]All HIV-infected patients with end-stage liver disease as a result of HCV should be considered as candidates for liver transplantation as long as they do not have advanced HIV disease. In those with severe immunodeficiency (< 100 CD4 cells/µl), the control of HIV replication and immune restoration should be prioritized. 
The evaluation and the pre and postoperative medical management of HIV-positive candidates for OLT must include an interdisciplinary team composed of a hepatologist, infectologist, surgeons, psychologists, social workers and members of alcohol, heroine and cocaine detoxification programmes. 
HIV-positive candidates should have CD4 cell counts greater than 100 cells/µl and plasma HIV-RNA levels below 200 copies/ml, or the chance of becoming undetectable using optional drugs for successful treatment after transplantation. Moreover, they should have abstained from the consumption of alcohol and illegal drugs for at least 6 months. 
Patients with a good immunological response to HAART but a previous history of AIDS-related opportunistic infections or neoplasms (including Kaposi's sarcoma, cervical carcinomas and anal squamous carcinomas) deserve special attention, given the potentially higher risk of relapses of those conditions using immunosuppressors. 
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