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FDA List Serve - Sustiva Labeling Revisions

Sustiva labeling has been revised to include safety and efficacy data representing 168 weeks of treatment from Study 006 ( efavirenz + lamivudine + zidovudine vs indinavir + lamivudine + zidovudine vs efavirenz + indinavir) and other available data. 

The following changes appear in the revised labeling:

· The Microbiology section was updated to include resistance information from clinical studies and cross-resistance data. 

· The Clinical Pharmacology section was updated to include pharmacokinetic data on the interaction between efavirenz and atazanavir/ritonavir and efavirenz and voriconazole 

· The Description of Clinical Studies section was updated to efficacy data through 168 weeks of therapy from study 006. Study 006 was a randomized, open-label trial, compared SUSTIVA (600 mg once daily) + zidovudine (300 mg twice daily) + lamivudine (150 mg twice daily) vs indinavir (800 mg every 8 hours) + zidovudine (300 mg twice daily) + lamivudine (150 mg twice daily) vs SUSTIVA (600 mg once daily) + indinavir (1000 mg every 8 hours). At week 168, the proportion of subjects who achieved and maintained HIV RNA < 400 copies/mL (and < 50 copies/mL) was the following

SUSTIVA + zidovudine + lamivudine = 48% (43%)

Indinavir + zidovudine + lamivudine = 29% (23%)

SUSTIVA + indinavir = 40% (31%)

· The Contraindications section was updated to include the following: 

· SUSTIVA should not be administered concurrently with voriconazole because SUSTIVA significantly decreases voriconazole plasma concentrations

· The Warnings - Psychiatric Symptoms and Nervous System subsections were updated as follows:

Psychiatric Symptoms: Serious psychiatric adverse experiences have been reported in patients treated with SUSTIVA. In controlled trials of 1008 patients treated with regimens containing SUSTIVA for a mean of 2.1 years and 635 patients treated with control regimens for a mean of 1.5 years, the frequency of specific serious psychiatric events among patients who received SUSTIVA or control regimens, respectively, were: severe depression (2.4%, 0.9%), suicidal ideation (0.7%, 0.3%), nonfatal suicide attempts (0.5%, 0), aggressive behavior (0.4%, 0.5%), paranoid reactions (0.4%, 0.3%), and manic reactions (0.2%, 0.3%). When psychiatric symptoms similar to those noted above were combined and evaluated as a group in a multifactorial analysis of data from Study 006, treatment with efavirenz was associated with an increase in the occurrence of these selected psychiatric symptoms. Other factors associated with an increase in the occurrence of these psychiatric symptoms were history of injection drug use, psychiatric history, and receipt of psychiatric medication at study entry; similar associations were observed in both the SUSTIVA and control treatment groups. In Study 006, onset of new serious psychiatric symptoms occurred throughout the study for both SUSTIVA-treated and control-treated patients. One percent of SUSTIVA-treated patients discontinued or interrupted treatment because of one or more of these selected psychiatric symptoms. There have also been occasional postmarketing reports of death by suicide, delusions, and psychosis-like behavior, although a causal relationship to the use of SUSTIVA cannot be determined from these reports. Patients with serious psychiatric adverse experiences should seek immediate medical evaluation to assess the possibility that the symptoms may be related to the use of SUSTIVA, and if so, to determine whether the risks of continued therapy outweigh the benefits.

Nervous System Symptoms: Analysis of long-term data from Study 006 (median follow-up 180 weeks, 102 weeks, and 76 weeks for patients treated with SUSTIVA + zidovudine + lamivudine, SUSTIVA + indinavir, and indinavir + zidovudine + lamivudine, respectively) showed that, beyond 24 weeks of therapy, the incidences of new-onset nervous system symptoms among SUSTIVA-treated patients were generally similar to those in the indinavir-containing control arm.

· The Precautions section was updated to include information on Immune Reconstitution Syndrome and update Table 5: Drugs That Should Not Be Coadministered with SUSTIVA and the Established Drug Interaction Table as follows: 

· Immune Reconstitution Syndrome: Immune reconstitution syndrome has been reported in patients treated with combination antiretroviral therapy, including SUSTIVA. During the initial phase of combination antiretroviral treatment, patients whose immune system responds may develop an inflammatory response to indolent or residual opportunistic infections (such as Mycobacterium avium infection, cytomegalovirus, Pneumocystis carinii pneumonia, or tuberculosis), which may necessitate further evaluation and treatment. 

· Voriconazole was added to Table 5: Drugs That Should Not Be Coadministered with SUSTIVA 

· The Established Drug Interaction table includes the following information regarding atazanavir 

· When coadministered with SUSTIVA in treatment-naive patients, the recommended dose of atazanavir is 300 mg with ritonavir 100 mg and SUSTIVA 600 mg (all once daily). Dosing recommendations for SUSTIVA and atazanavir in treatment-experienced patients have not been established.

· The Adverse Reactions section was updated to include the 168 week safety data (adverse reactions and laboratory abnormalities) from study 006 

· Table 9: Selected Grade 3 and 4 laboratory abnormality table was also updated to include triglyceride data > 751 mg/dL from studies 006 and ACTG 364 

· The Liver Enzymes and Lipids subsection were revised to include the following information from study 006

· Liver function tests should be monitored in patients with a history of hepatitis B and/or C. In the long-term data set from Study 006, 137 patients treated with SUSTIVA-containing regimens (median duration of therapy, 68 weeks) and 84 treated with a control regimen (median duration, 56 weeks) were seropositive at screening for hepatitis B (surface antigen positive) and/or C (hepatitis C antibody positive). Among these co-infected patients, elevations in AST to greater than five times ULN developed in 13% of patients in the SUSTIVA arms and 7% of those in the control arm, and elevations in ALT to greater than five times ULN developed in 20% of patients in the SUSTIVA arms and 7% of patients in the control arm. Among co-infected patients, 3% of those treated with SUSTIVA-containing regimens and 2% in the control arm discontinued from the study because of liver or biliary system disorders 

· Lipids: Increases from baseline in total cholesterol of 10-20% have been observed in some uninfected volunteers receiving SUSTIVA. In patients treated with SUSTIVA + zidovudine + lamivudine, increases from baseline in nonfasting total cholesterol and HDL of approximately 20% and 25%, respectively, were observed. In patients treated with SUSTIVA + indinavir, increases from baseline in nonfasting cholesterol and HDL of approximately 40% and 35%, respectively, were observed. Nonfasting total cholesterol levels > 240 mg/dL and > 300 mg/dL were reported in 34% and 9%, respectively, of patients treated with SUSTIVA + zidovudine + lamivudine, 54% and 20%, respectively, of patients treated with SUSTIVA + indinavir, and 28% and 4%, respectively, of patients treated with indinavir + zidovudine + lamivudine. The effects of SUSTIVA on triglycerides and LDL were not well characterized since samples were taken from nonfasting patients. The clinical significance of these findings is unknown.


The complete revised label will be available soon on the "Drugs@FDA" http://www.accessdata.fda.gov/scripts/cder/drugsatfda/website at 
 

Richard Klein                                                   
Office of Special Health Issues                          
Food and Drug Administration                           
 

Kimberly Struble
Division of Antiviral Drug Products
Food and Drug Administration
Creating a Culture of Quality: The Remarkable Transformation of the Department of Veterans Affairs Health Care System 

Sheldon Greenfield and Sherrie H. Kaplan. 2004 August 17;141(4):316-318


For decades, fairly or unfairly, the Department of Veterans Affairs (VA) health care system had a suboptimal image in the quality of care it provided and in the evaluation of that care. About 10 years ago, the VA leadership began a major national reorganization that has transformed the VA health care system. What was largely an inpatient, subspecialty-based system became a "full-service," integrated delivery system committed to a new model of health promotion, disease prevention, and coordination of care. The VA's transformation was 2-part. First, it implemented a sweeping overhaul of service delivery. Second, it created a "culture of quality," committed to the systematic, rigorous evaluation of care. Others have documented the first part of the transformation (1, 2). We focus on whether these efforts actually improved care, as carefully studied by Kerr and colleagues in this issue (3), and whether the lessons learned from the VA may apply to care provided to the general U.S. health care population. 
The "culture of quality" depended on the successful implementation of several innovations: a uniform data collection system facilitated by nationwide implementation of an electronic medical record system, systematic application of quality standards, and externally monitored local area networks to monitor quality. The VA also committed resources to advancing the science of quality-of-care evaluation. The quality of care at the VA improved (as documented by Kerr and colleagues). The caliber of VA research on quality of care has also improved. Both can be linked to the development of specific programs: the VA Health Services Research and Development (VA HSR&D) program; the VA Quality Enhancement Research Initiative (QUERI); the HSR&D Centers of Excellence, Resource Centers, Research Enhancement Award Program, and Targeted Research Enhancement Program; and the Translating Research into Improved Patient Care initiatives, specifically the Translating Research into Action for Diabetes (TRIAD) study (4, 5). 
Kerr and colleagues are the first to compare care for chronic disease in the VA to care for similar patients in commercial or Medicare managed care settings. The authors designed the research to anticipate the criticisms that would undermine most comparisons of the VA with commercially insured health care. Protocols for disease identification, sampling procedures and resultant inclusion rates, and performance measures were similar. Comparisons restricted to simliar data sources (that is, electronic medical records) produced equivalent results and addressed the potential confounding of a comparison of quality of care by differences in quality of data recording. Comparison of the men in both delivery systems produced similar results. Kerr and colleagues measured case mix (by race, education, income, diabetes severity, and other comorbid conditions) uniformly across systems and used these measures to adjust for differences other than sex between the VA and commercially insured patient populations. The authors used hierarchical modeling and sensitivity analyses to ensure that the study results were due to differences between the VA and the private sector systems and were not driven by specific sites within those systems. 
Because of their rigorous attention to methods, Kerr and colleagues convincingly demonstrate that the VA has succeeded in producing diabetes care similar to or possibly better than that of commercially insured, private sector care. Their study highlights 2 broader major contemporary themes—one methodologic and one substantive—in chronic disease care in the United States. The methodologic approach used by Kerr and colleagues underscores the importance of standardized, equivalent, and uniformly collected measurements in making comparisons across health care systems. Their approach builds on the generative work, discussed later, of the coalitions and collaborative groups that developed a diabetes-specific set of rigorous, empirically sound, patient-level quality-of-care measures and specified how to apply these measures across a health care system. 
That work began in the early 1990s when several organizations collaborated to construct a set of evidence-based measures to evaluate the quality of diabetes care (6). Participants were the National Institute of Diabetes and Digestive and Kidney Diseases; the American Diabetes Association; the National Committee for Quality Assurance; the Centers for Medicare & Medicaid Services (formerly the Health Care Financing Administration); the American College of Physicians; the American Academy of Family Practice; the American Medical Association; the American Association of Clinical Endocrinologists; the Endocrine Society; Veterans Administration; the Centers for Disease Control and Prevention; the Agency for Healthcare Research and Quality; and the Joint Commission on Accreditation of Healthcare Organizations. The Diabetes Quality Improvement Project (6), now the National Diabetes Quality Improvement Alliance (the "Alliance") (7), created consensus-based process and outcome measures for evaluating diabetes care. The Alliance also created detailed data collection specifications for each diabetes quality measure and is continuing to update its work so that diabetes quality measures will reflect state-of-the-art standards of care. These specifications are critical for comparisons such as those made by Kerr and colleagues. 
Recent methodologic advances in assessing differences between practice settings underscore the importance of adjusting for differences within practice groups (such as clinical sites within the VA) when measuring differences between groups (such as care in the VA vs. commercial health plans). While Kerr and colleagues adjusted for differences between practice sites within the VA, adjustment for differences between practitioners within each site is equally important (8). If most patients are sampled from a single practitioner or a small group of practitioners, then the care provided could be misattributed to the site or system in which care was provided. Researchers must evaluate the potential for confounding of practitioner with the site or system, since hierarchical modeling cannot account for such confounding. Unlike the VA, in which the variation in care among providers is small compared with the variation between VA sites (9), the variation among clinicians in commercially insured care is relatively large. The VA seems to have succeeded in making care relatively homogeneous across providers within sites. No equivalent hierarchical organizational structure exists for solo and small group practice settings. Without this stimulus for homogeneous care, there is substantial variation between providers within sites, as we and others have observed (8). To ensure that efforts to engineer improvements in care aim at the correct target or targets (system vs. provider), we must understand why and by how much care varies across settings and systems in commercially insured care. 
The substantive theme highlighted by Kerr and colleagues is that major systemwide initiatives can substantially improve both the quality of care and its evaluation. Whether commercially insured care can follow suit is unknown. Integrated or organized health care systems can better implement changes that lead to improved quality, such as those described by the chronic care model (10). These include creating patient registries, employing nurses and other personnel to ensure patient follow-up, implementing training programs to enhance patient participation in care (11-13), using electronic medical record systems, conducting systemwide evaluation and feedback, and working with community organizations to effect behavior change (14). Other organized health care systems have also used similar "practice re-engineering" to make notable improvements in quality of care (15). 
The progress made by the VA, other closed health care systems, and the quality assessment community reflects a steady evolution toward optimal management of chronic diseases. In these settings, determined leadership, focused interventions to improve care and programs to advance evaluation science, systematically applied uniform performance standards, and incentives to improve care produced measurable and meaningful benefits for patients. Can the broader, less organized U.S. health care delivery system learn from the experience of these organizations? Extending these "mega-system" quality improvement programs into the microenvironments of solo and small group practices, where most chronic disease care in the United States occurs, is a more serious challenge. We must identify the appropriate ad-mix of feasible quality interventions that can improve quality in solo or small group practices. We must also find economical, feasible methods to assess and report quality of care in these settings. The Diabetes Physician Recognition Program (8, 16) and the Heart/Stroke Recognition Program (17) may be models for developing these methods. Meeting these challenges will bring us closer to the goal that John Eisenberg so eloquently advocated (18)—to translate scientific research into the everyday practice of medicine in ways that improve and support quality care for all patients in every U.S. health care setting. 
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