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Ryan White Comprehensive AIDS Resources Emergency (CARE) Act:  Frequently Asked Questions for VA HIV Health Care Providers

A FAQ for VA HIV health care providers about the Ryan White Comprehensive AIDS Resources Emergency Act has been prepared by James Morrill, MA.Ed., National HIV/HCV Program Coordinator, Public Health Strategic Health Care Group, VACO.  This document provides information on the purpose of the Act; the intent of the Act; who is eligible to receive HIV care via Ryan White funded services; the eligibility of veterans to receive funding for care;  the relationship between local VAMC facilities and Care Act Grantees; where to find information about the Act; accessing Act funds in individual states; and, contacts for those who have questions about VA HIV care.  This document is located on the Public Health Strategic Health Care Group Intranet web site at http://vaww.vhaco.va.gov/phshcg/.

Announcement:  Hepatitis C Training Program 2004

Minneapolis Veterans Affairs Medical Center


Based on intensive evaluation of our 2003 programs we have determined that our 2-day program has provided positive long-term impacts on the development and continuity of integrated care for veterans with hepatitis C.  The next preceptorship, March 15th – 16th, will include a series of presentations and training sessions addressing practical management of a Hepatitis Clinic and methods used for screening, evaluation and health care delivery.  We will use focused techniques and exercises for covering the special characteristics and needs of veteans with hepatitis C.  If you feel this program would be useful to you please see the attached announcement and registration form.  Attendance is limited and will be based on demonstration of interest and need.
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The Vulnerability of Middle-Aged and Elderly Patients to Hepatitis C Virus Infection in a High-Prevalence Hospital-Based Hemodialysis Setting
Saxena AK, Panhotra BR. J Am Geriatr Soc. 2004 Feb; 52(2): 242-6.

OBJECTIVES: To determine the relationship between advancing age and the risk of acquiring hepatitis C virus (HCV) infection, through evaluation and statistical comparison of seroprevalence and seroconversion rates in different age groups of patients on long-term hemodialysis (HD). DESIGN: Retrospective cohort study. SETTING: Hemodialysis facility of King Fahad Hospital and Tertiary Care Center, Al-Hasa region of the eastern province of Saudi Arabia. PARTICIPANTS: One hundred ninety-eight patients with end-stage renal disease enrolled for long-term HD therapy from September 1995 to September 2000. MEASUREMENTS: HCV seroprevalence and seroconversion rates. RESULTS:  The overall HCV seroprevalence of 43.4% (86/198) and seroconversion rate of 8.6% per year were recorded. Patients aged 55 to 64 had the highest anti-HCV prevalence (55.3% (26/47)) and annual seroconversion rates (11.0%). Those aged 65 to 74 had the next-highest prevalence (48.9% (24/49)) and seroconversion rate (9.7%), and patients aged 15 to 24 had the lowest prevalence (12.5% (1/8)) and seroconversion rate (2.5%) (reference group). CONCLUSION: Significantly higher annual seroconversion rates in those aged 55 to 64 and 65 to 74 during a shorter dialysis period (35.6 and 32.7 vs 58.0 months), suggest the greater susceptibility of the middle-aged and elderly patients to acquisition of HCV infection than the younger (15-24 years) group. This could be attributed to the combined effect of immunosuppression associated with advancing age, uremia, and undernutrition, but multicenter molecular follow-up studies with larger sample sizes would be needed to corroborate these findings and plan appropriate strategies for these high-risk groups.
Aspects of Immune Nonspecific and CD19+ Cell Changes in Alcoholic Liver Disease with or without Chronic Hepatitis C Virus Infection
Mos L, Plecedila A. Rom J Gastroenterol. 2003 Dec; 12(4): 267-272.

BACKGROUND AND AIM: The incidence of hepatitis C infection is high in alcoholics. The aim of our study was to evaluate the immune nonspecific cell and the humoral mediated disorders in alcoholic liver disease (ALD) associated or not with chronic hepatitis C. MATERIAL AND METHODS: We selected 20 heavy drinkers (intake - over 80g ethanol/day for more than 10 years) with (8 patients) and without (12 patients) chronic viral C hepatitis. Besides the diagnostic tests including liver biopsy, hemoleucogram (leukocyte formula), serum iron level, protein electrophoresis were performed in all patients, as well as cryoglobulins, rheumatoid factor (RF), immunoglobulins, antinuclear autoantibodies and circulating immune complexes. The circulating B cells with positive CD19 markers (LyB CD19+) were evaluated by flow cytometry. RESULTS: All patients had reversible neutropenia and thrombocytopenia. The values of LyB CD19+ were low in all patients. All patients had similar IgG levels. The RF, cryoglobulins and autoantibodies were absent in the group of patients with ALD and HCV infection. CONCLUSION: The values of LyB are low in ALD with or without HCV infection. The markers of autoimmunity (RF) or of B cell proliferation (cryoglobulins) were absent in patients with ALD and HCV infection. Although HCV is a lymphotrophic virus, the presence of HCV had no permissive effect on the proliferation of LyB in ALD, probably due to the depressive effect of chronic alcohol intake on LyB.

Efficacy of Early Retreatment with Interferon Beta for Relapse in Patients with Genotype Ib Chronic Hepatitis C
Nomura H, Sou S, Nagahama T, Hayashi J, Kashiwagi S, Ishibashi H. Hepatol Res. 2004 Jan; 28(1): 36-40.

BACKGROUND: Interferon (IFN) retreatment for hepatitis C virus (HCV) relapsers has been effective under some conditions. We conducted a randomized, controlled trial of IFN beta retreatment for HCV relapsers after IFN alpha. PATIENTS AND METHODS: We gave IFN beta 6MIU therapy to 43 patients who had relapse of HCV after the 24 weeks IFN alpha monotherapy. The 43 patients were randomly assigned to two groups: Group A started retreatment within 4 weeks after relapse; and Group B started retreatment 24 weeks or more after relapse. RESULTS: Nine patients showed sustained virological response (SR) to the retreatment. All of these patients were in a low viral load subgroup. The SR rate in Group A (8/22, 36%) was significantly higher than in Group B (1/21, 5%) (P=0.0128). Among patients with lower viral load, the SR rate in Group A (8/10, 80%) was also significantly higher than in Group B (1/8, 13%) (P=0.0076). CONCLUSION: The retreatment with IFN beta is effective for patients with HCV low viral load, and the sooner after the relapse the retreatment is started, the better the clinical results will be.

Transplantation of Kidneys from HCV-positive Donors: A Safe Strategy?
Fabrizi F, Bunnapradist S, Lunghi G, Martin P. J Nephrol. 2003 Sep-Oct; 16(5): 617-25.

Hepatitis C Virus (HCV) infection is the most important cause of liver disease after renal transplantation (RT). The impact of HCV on patient and graft survival after RT remains controversial; however, the great majority of studies with large size and adequate follow-up have shown the detrimental impact of HCV on long-term patient and graft survival after RT. The use of kidneys from anti-HCV positive donors could help decrease the continuing disparity between the number of patients on the transplant waiting list and the number of patients receiving a transplant each year. Single-center experiences have suggested transplanting kidneys from anti-HCV positive donors only in anti-HCV positive dialysis patients. Such practice has not demonstrated any adverse effect on the short-term patient survival; the waiting times for RT were shortened. A better alternative seems to be a policy of transplanting kidneys from anti-HCV positive donors only in HCV RNA positive recipients. This requires HCV RNA testing of all anti-HCV positive dialysis patients awaiting RT. Matching donors and recipients for HCV genotype has been suggested; however, the assessment of donor HCV genotype is currently hampered by time constraints. Recent evidence based on large data base demonstrated that RT recipients of HCV-positive donors are at independent increased risk of mortality; unadjusted 3-year patient survival was 85% versus 93% (P=0.01) in all recipients of donor HCV-positive and HCV-negative kidneys, respectively. This was observed in all recipient subgroups including elderly and HCV-positive recipients. In the near future, rapid nucleic acid testing (NAT) of donors and recipients will allow the assessment of the HCV viremic status in order to maximize organ use. With appropriate informed consent, use of a renal graft from an HCV positive donor may be offered to an HCV infected recipient. Additional studies are needed to clarify the link between donor HCV-positive kidneys and patient mortality.


Intravenous Immunoglobulin Plus Interferon-alpha in Autoimmune Hepatitis C
Malaguarnera M, Guccione N, Musumeci S, Brogna A, Motta M, Di Fazio I. BioDrugs. 2004; 18(1): 63-70.

BACKGROUND: Hepatitis C virus (HCV) may be associated with a variety of autoimmune phenomena causing a therapeutic dilemma for treatment with interferon-alpha (IFNalpha), which stimulates autoimmune symptoms, or with corticosteroids, which may lead to an increasing of viral load. To evaluate the possible role of intravenous immunoglobulins (IVIg) in the response of patients treated with IFNalpha, we administered IVIg plus IFNalpha and compared the results with a group of patients treated with IFNalpha alone. METHODS: Forty-two patients affected by chronic hepatitis C with probable autoimmune disease were eligible for this open-label, randomised study. All patients tested positively for anti-nuclear antibodies, anti-smooth muscle antibodies, anti-liver/kidney microsomal antibodies and anti-mitochondrial antibodies. Patients were randomly assigned to one of two groups: group A received IVIg at a dosage of 400 mg/kg each day for 5 days, and then 3 MUI of leucocyte IFNalpha three times a week, while group B received physiological solution followed by the administration of leucocyte IFNalpha three times a week at the same dosage for 6 months.Complete biochemical response was defined as a sustained normalisation of alanine aminotransferase levels, and complete virological response was defined as complete clearance of virus throughout the entire 6-month follow-up period. Immunological response was measured in terms of Autoimmune Hepatitis (AIH) score, while histological response was based on a reduction in histological activity index (HAI) score. RESULTS: Compared with patients receiving IFNalpha alone, a higher percentage of patients who received IFNalpha plus IVIg showed complete virological and histological responses (p = 0.04). More patients in the combination therapy group achieved biochemical and immunological responses, although the differences between the groups were not statistically significant at all time points. CONCLUSIONS: Exogenously added Ig might modulate the immune network at various points. We propose that the immunomodulating action of IVIg acts synergistically with IFNalpha, achieving a better response to IFN treatment in patients with chronic HCV associated with autoimmunity. Data obtained from this preliminary study indicate a positive prospective for the clinical use of gamma globulins in patients with a high probability of autoimmune disorders associated with HCV infection.
Virus Dynamics and Immune Responses During Treatment in Patients Coinfected With Hepatitis C and HIV
Talal AH, Shata MT, Markatou M, Dorante G, Chadburn A, Koch R, Neumann AU, Ribeiro RM, Perelson AS. J Acquir Immune Defic Syndr. 2004 Feb 1; 35(2): 131-7.

SUMMARY: Mathematical modeling of the biological effect of interferon on virus decay permits the quantification of the efficacy (epsilon) of blocking virion production in different patient populations. The viral dynamic and immunologic responses of hepatitis C virus (HCV) infection to daily interferon therapy were characterized in twelve patients co-infected with human immunodeficiency virus (HIV). Three out of the twelve patients (25%) achieved an early viral response, a two-log reduction in HCV RNA by week 12. The mean epsilon of IFN-alpha in blocking HCV and HIV production were 72% and 74%, respectively. For HCV epsilon was highest (97%) in the one patient who had a sustained viral response, while it was reduced in the other two patients (68% and 77%). Baseline HCV RNA and the number of CD3+CD56+16+ cells were inversely related (r = -0.89, p = 0.03), and baseline HCV-specific immune responses were significantly higher in the three patients with 2-log viral load reductions. These data suggest that: 1) interferon efficacy at blocking virion production is correlated with treatment outcome in HIV/HCV co-infected patients, 2) that immunodeficient patients can respond to standard IFN-alpha, 3) that both innate and adaptive immune responses may be important determinants of HCV RNA decline in response to interferon.


Psychomotor Slowing in Hepatitis C and HIV Infection
Von Giesen HJ, Heintges T, Abbasi-Boroudjeni N, Kucukkoylu S, Koller H, Haslinger BA, Oette M, Arendt G. J Acquir Immune Defic Syndr. 2004 Feb 1; 35(2): 131-7.

SUMMARY:  BACKGROUND: Both HIV and hepatitis C virus (HCV) may enter the central nervous system and cause cognitive and/or motor dysfunction. There are limited data on cognition and no data on motor performance in HIV/HCV-coinfected patients. OBJECTIVE: To provide data on cognition and motor performance in HIV/HCV infected patients. METHODS: We compared 43 HIV-seropositive but HCV-seronegative patients, 43 HIV/HCV-coinfected patients, and 44 HIV-negative but HCV-positive patients, all of whom went through neuropsychologic testing and electrophysiologic assessment of basal ganglia-mediated motor function. RESULTS: No significant differences could be found among the groups with regard to premorbid verbal and actual nonverbal intelligence, attention, and memory; the HIV dementia scale; and all somatic and most psychiatric complaints. Affective disorders were less frequent in HIV-negative but HCV-positive patients. This group also scored lower for depression. For all 3 groups, significant pathologic slowing of most rapid alternating movements (right hand) compared with those of HIV/HCV-negative controls as well as significantly prolonged contraction times (both hands) could be diagnosed. Simple reaction times were significantly prolonged only in HIV/HCV-coinfected patients. CONCLUSIONS:  Although clinically asymptomatic, both HIV-positive and HCV-positive patients may show affective disturbances and significant psychomotor slowing. A potential predictive value for the further course of infection, which is well established in HIV-positive patients, remains to be investigated in HCV-positive or HIV/HCV-coinfected patients.


Dementia: Brain Damage Found in HIV Patients on Antiretroviral Therapy
AIDS Weekly (12.08.03)

Researchers from the San Francisco Veterans Affairs Medical Center (SFVAMC) used a combination of MRI brain imaging, electrical brain activity recording and behavioral tests to compare the brains of HIV-positive people on antiretroviral (ARV) therapy with the brains of healthy subjects. They found significant damage in the brains of HIV-positive patients whose 

viral load was effectively suppressed by ARV therapy.

"The results of our study raise the concern of brain injury in HIV subjects who are on treatment, even among those who are virally suppressed," noted study senior investigator Michael 

Weiner, PhD, who is affiliated with SFVAMC and the University of California-San Francisco. "What we don't know is whether or not these changes occurred some time ago, prior to effective 

treatment, or whether these changes represent ongoing injury."

Symptoms of HIV brain damage may include depression, memory loss, slow mental and physical response time and sluggish limb movement. Such symptoms can progress to a severe disorder, HIV dementia, that afflicted some 20 percent of HIV patients before the advent of ARV therapy. Dementia patients may experience severe memory loss and cognitive impairment, tremors, hyperactive reflexes, immobility and loss of speech.

The research team compared 39 HIV-positive people who had been taking ARV drugs for at least 3 months with 39 uninfected control subjects. The HIV-positive group was subdivided into a virally suppressed group whose 16 members had no detectable virus in their blood, and a viremic group whose 23 members had substantial virus in blood samples. Participants ranged in age from 25-57 years old. All had from 12-20 years of education, and no one with a history of substance abuse or psychiatric or neurological disorders was included.

The biggest difference the investigators found come from contingent negative variation (CNV) brainwave recordings, which charted the magnitude of brainwaves during a computer task 

performance test. While CNV activity among HIV-negative participants surged shortly after the appearance of the first image, it remained nearly flat among both groups of HIV-positive subjects. Lack of CNV response generally indicates damage or destruction to brain cells of the basal ganglia, part of the brain that coordinates motor behavior and one of two areas where HIV tends to concentrate.

Testing reaction time, the study found that among controls, the stronger their CNV activity, the faster their response time. Despite their flat CNV activity, HIV-positive participants had equally good response time, suggesting that their brains may have compensated by creating other pathways than the normal neurological linkages.

The investigators found reduced caudate nuclei - a substructure of the basal ganglia - in HIV-positive patients, as well as smaller volume of the thalamus, which serves as a relay 

station for sensory information.

On several behavioral tests, there were no differences among the three groups. However, viremic HIV patients scored significantly lower than virally suppressed participants and the 

controls on three tests.

Although it is not known whether any or all of the damage occurred before patients started ARV therapy, even minor damage should serve as a warning, said Linda Chao, PhD, the study's lead author. Weiner said follow-up studies are needed to assess HIV patients over a longer time period to determine whether injury is ongoing.

The study, "Abnormal Contingent Negative Variation in HIV Patients Receiving Antiretroviral Therapy," appeared in Neuroreport (2003;14(16):2111-5).

HIV Infection Augments Drug Abuse-Related Neurotoxicity

AIDS Weekly (12.22.03)

Recent research from Spain shows that "HIV can directly infect the [central nervous system] and, as a result of such infection, neuropsychological alterations with cognitive, behavioral and motor manifestations can be developed." E. Vasquez-Justo and coauthors at the 

University of Santiago de Compostela sought "to determine whether seropositivity is associated with a poor neuropsychological performance in patients with a history of intravenous drug consumption (n=90)."

The scientists carried out "an extensive neuropsychological evaluation and compared their performance with that of two seronegative control groups, one comprised of subjects with no history of drug abuse (n=22), which allowed us to obtain a reference of normal neuropsychological performance, and the other of seronegative subjects with a history of drug abuse (n=48), which allowed us to differentiate whether the performance of the seropositive subjects derives from their history of drug abuse," they explained.

"The results reveal that HIV infection in drug users is associated with deficits in attention, verbal and visual memory, verbal skills, concept formation and reasoning, visual-constructive skills, manual dexterity and perceptive-motor speed, which cannot be attributed to a 

history of drug abuse," the report stated.

However, the authors noted, the seronegative drug users also showed some of the same changes, suggesting that being HIV-positive is not only associated with a decrease "in performance in these tasks, but also adds to the alterations seen in seronegative subjects as a 

consequence of drug abuse," the investigators concluded.

The study, "Neuropsychological Performance in HIV/AIDS Intravenous Drug Users," appeared in the Journal of Clinical and Experimental Neuropsychology (2003;25(6):852-865).

HIV Prevention: 'Survival Sex' and Substance Abuse May Hinder HIV Prevention Efforts

AIDS Weekly (12.29.03)

Interviews with 256 people attending a New York City HIV clinic revealed that 41 percent engaged in unprotected sex after learning they were HIV-positive. Lead author Dr. Joseph P. McGowan of the Bronx-Lebanon Hospital Center in New York said HIV-positive women may be more likely to have unprotected sex due to trading sex for drugs or money, or a "lack of empowerment or low self-esteem. For example, does the woman have the ability to say no if the man doesn't use a condom?" The study reported that highly active antiretroviral therapy (HAART) patients were more likely to have unprotected sex, perhaps believing that HAART decreased their chances of transmitting HIV. In fact, HAART may reduce the risk of HIV transmission, but it does not eliminate it, and patients could pass on a drug-resistant strain of the virus.

McGowan and colleagues concluded that ongoing risk-reduction counseling and substance abuse treatment for HIV patients need to be part of the solution. "I think what we need to do is make a safe-sex counseling message an ongoing part of clinical care," he said, "not 

counseling once a year. We need to do it much more often in a proactive way." He noted that monotonous warnings can lead to "fatigue" and cited a need to develop motivational interviewing skills and techniques to engage patients and encourage them to set achievable goals. "Prevention 

and treatment have to go hand in hand," he said.

The article, "Risk Behavior for Transmission of Human Immunodeficiency Virus (HIV) Among HIV-Seropositive Individuals in an Urban Setting," appears in Clinical Infectious Diseases (2004;38:122-127).

_1136276535.unknown

_1136276554.unknown

