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Difficulty Swallowing and Lack of Receipt of Highly Active Antiretroviral Therapy Predict Acute Weight Loss in Human Immunodeficiency Virus Disease 
Denise L. Jacobson, Ioana Bica, Tamsin A. Knox, et. al.  Clinical Infectious Diseases. 2003;37:1349-1356


In human immunodeficiency virus (HIV) disease, symptoms of underlying illness may promote weight loss through decreased caloric intake, increased metabolic needs, or nutrient malabsorption. We evaluated disease symptoms as predictors of acute weight loss (i.e., loss of 
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5% of weight). HIV-infected men and women (n = 415) were telephoned every 5 weeks to obtain information about weight and recent symptoms. Weight change between each pair of consecutive calls (telephone intervals, 2814) was calculated. Acute weight loss occurred across 4.5% of intervals and among 24% of individuals. Patients reported 1 symptom before 58% of telephone intervals. The most common symptoms or symptom complexes before intervals were diarrhea (21% of patients), anorexia (17%), upper respiratory symptoms (16%), skin symptoms (12%), and abdominal pain (12%). Trouble swallowing (6%) and oral symptoms (7%) were less common. Risk of acute weight loss was significantly increased when oral symptoms or trouble swallowing were present, and it was decreased when highly active antiretroviral therapy (HAART) was used or when diarrhea was not present. Even when HAART is being administered, clinicians should remain vigilant regarding weight loss, oral symptoms, and trouble swallowing.
Diverse HIV-1 Subtypes and Clinical, Laboratory and Behavioral Factors in a Recently Infected US Military Cohort 

Stephanie K. Brodine ; Monica J. Starkey ; Richard A. Shaffer ; et. al. AIDS 2003; 17(17):2521-2527 

Objective: 

To describe the demographics, risk behaviors, and HIV-1 subtypes in a large cohort of recently HIV-infected military personnel.

Design: 

Descriptive, cross-sectional study.

Methods: 

US military personnel with recent HIV seroconversion from six medical referral centers were enrolled with a self-administered questionnaire, CD4 cell counts, syphilis and hepatitis B serologies, plasma viral RNA levels, and HIV-1 subtype nucleic acid sequencing.

Results: 

Between February 1997 and May 2000, 520 patients were enrolled. Most [488 (94.3%)] were infected with HIV-1 subtype B. The most prevalent non-B subtype was a circulating recombinant form (CRF01_AE) [17 (61%)]; however, two pure subtypes (C and D), as well as CRF02_AG, CRF09_cpx and a BE recombinant were identified. The likely area of HIV-1 acquisition was the United States for 70% of the volunteers. At least three non-B subtype infections (two subtype C, one subtype CRF01_AE) were apparently acquired domestically. Risk behaviors and comorbid sexually transmitted diseases were reported during the seroconversion period. Volunteers with non-B subtype HIV infection were more likely to report heterosexual contacts [92% vs. 39%; odds ratio (OR), 10.0], including contacts with commercial sex workers (41% vs. 13%; OR, 4.9). The Roche Amplicor version 1.0 assay was less sensitive for non-B subtype infections than the Roche Amplicor version 1.5 assay.

Conclusion: 

There is a high prevalence and diversity of non-B HIV subtypes in this large cohort. Efficient diagnosis of acute primary HIV-1 infection was identified as a goal for prevention programs. Modifiable risk behaviors and target populations for intervention were identified.

Mortality Risk for Patients with Cytomegalovirus Retinitis and Acquired Immune Deficiency Syndrome 
John H. Kempen, Douglas A. Jabs, Laura A. Wilson, et. al. Clinical Infectious Diseases. 2003;37:1365-1373

We prospectively followed up 589 patients to evaluate the relationship of anti-cytomegalovirus (CMV) treatment and immune reconstitution in response to highly active antiretroviral therapy (HAART) on the mortality risk of patients with CMV retinitis and acquired immune deficiency syndrome. The use of HAART was associated with an 81% lower mortality rate (95% confidence interval [CI], 74%-86%); it was 96% lower (95% CI, 92%-8%) for those who developed immune recovery and 49% lower (95% CI, 30-63%) for those who did not. Using time-updated multivariate analysis, current systemic anti-CMV treatment was independently associated with a 28% lower mortality rate (95% CI, 8%-43%). On the basis of these results, for patients who continue to have profound immunodeficiency despite HAART, the continued use of HAART and systemic anti-CMV therapy is predicted to reduce the risk of mortality by 65%, over and above the benefits of Pneumocystis carinii and Mycobacterium avium prophylaxis.

Six-Year Follow-up of HIV-1-Infected Adults in a Clinical Trial of Antiretroviral Therapy with Indinavir, Zidovudine, And Lamivudine 

Roy M. Gulick ; Anne Meibohm ; Diane Havlir c; Joseph J. Eron d; Audrey Mosley ; Jeffrey A. Chodakewitz ; Robin Isaacs ; Charles Gonzalez ; Deborah McMahon ; Douglas D. Richman (University of California at San Diego and VA San Diego Healthcare System, San Diego, California) ; Michael Robertson ; John W. Mellors. AIDS 2003; 17(16):2345-2349 

Objective: 

To assess virological and immunological responses and toxicity in subjects receiving combination antiretroviral therapy.

Design: 

Six-year follow-up of a single arm of a randomized study of combination antiretroviral therapy.

Methods: 

HIV-infected, zidovudine-experienced patients originally randomized to receive indinavir, zidovudine, and lamivudine had HIV RNA levels and CD4 cell counts assessed over 6 years. Information was collected by questionnaire from subjects who discontinued the study regimen before 6 years. Both on-study and post-study responses were assessed.

Results: 

Of 33 subjects, 16 (48%) discontinued before 6 years of follow-up. After 6 years, 16 (53%) and 14 (47%) of 30 contributing subjects had HIV RNA levels < 500 and < 50 copies/ml, respectively, and the median increase in CD4 cell count from baseline for 28 contributing subjects was 268 × 106 cells/l. Treatment-limiting nephrolithiasis occurred in four subjects. Of the 16 subjects who discontinued the study, 12 had post-study questionnaire data available and seven had HIV RNA < 500 copies/ml on a post-study regimen. In an exploratory analysis combining both on-study and post-study data at approximately 6 years, 26 (79%) and 19 (58%) of 33 had HIV RNA levels < 500 and < 50 copies/ml, respectively, and the median increase in CD4 cell count from baseline was 344 × 106 cells/l.

Conclusions: 

Antiretroviral therapy with indinavir, zidovudine, and lamivudine suppressed HIV viremia and produced continued CD4 cell increases in a majority of subjects for 6 years. Most subjects who discontinued study medications had HIV RNA levels suppressed on post-study therapy. Though based on a small group, this study demonstrates the durable effects of antiretroviral therapy. 
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Multistate Evaluation of Invasive Pneumococcal Diseases in Adults with Human Immunodeficiency Virus Infection: Serotype and Antimicrobial Resistance Patterns in the United States

A.M. Fry; R.R. Facklam; C.G. Whitney; B.D. Plikaytis; A. Schuchat. Journal of Infectious Diseases (09.01.03)

Invasive pneumococcal disease (IPD) due to Streptococcus pneumoniae is one of the major opportunistic infections among persons with HIV worldwide. In the United States, the incidence of IPD among HIV/AIDS patients is 46 times higher than among other adults. HIV/AIDS patients often take long-term antimicrobial agents as prophylaxis for opportunistic infections. Studies suggest that prophylaxis with trimethoprim-sulfamethoxazole (TMP-SMZ) can prevent bacterial infections and pneumonia from Pneumocystis carinii in AIDS patients. However, long-term use of antimicrobials could "select for antimicrobial-resistant microorganisms and predispose patients to infection with drug-resistant organisms, such as drug-resistant S. pneumoniae," according to the researchers.

The current study used population-based surveillance data from the Active Bacterial Core surveillance of the Emerging Infection Program Network from 1998-1999 to compare the 

characteristics of IPD among patients with HIV/AIDS ages 18-64 and other adults, including those with no underlying disease and non-HIV-immunocompromising conditions. The investigators compared demographic factors, serotypes causing disease, and antimicrobial 

susceptibilities. Their purpose was to gain insight into why persons with HIV/AIDS are at higher risk for IPD and to improve strategies for IPD's prevention among HIV/AIDS patients.

The researchers analyzed data on 2,346 persons, 416 (28 percent) of whom had HIV/AIDS. Fifteen percent (284) had an immunocompromising condition other than HIV/AIDS, 598 (31 percent) had a chronic disease, and 1,048 (54 percent) had no underlying disease. Pneumococcal conditions among HIV/AIDS patients were different from those occurring in adults with no underlying disease. Cases in the HIV/AIDS group occurred in patients who were younger, more likely to be male, and more often, African American. Adults with HIV/AIDS were more likely to be admitted to a hospital with pneumonia and less likely to have meningitis. The researchers found no difference in the frequency of TMP-SMZ-, penicillin- or erythromycin-nonsusceptible isolates between the two groups.

Researchers found serotype 4 to be a common serotype causing invasive disease. Using serotype 4 as a referent, they found infections with serotypes 6A, 6B, 9N, 9V, 18C, 19A, 19F and 23F were significantly more common among adults with HIV/AIDS than in adults with no underlying disease. Serotype distribution among adults with other immunocompromising conditions was similar to that in the HIV/AIDS group. 

In summary, the authors found that HIV/AIDS, immunocompromising conditions other than HIV/AIDS and black race were independent risk factors for infection with these serotypes. 

"HIV/AIDS was not an independent risk factor for TMP-SMZ nonsusceptibility. Vulnerability to certain serotypes among adults with HIV/AIDS may have implications in prevention strategies," they concluded.

Study Finds Three-Drug AIDS Combo Is Superior

Linda A. Johnson. Associated Press (12.11.03)

In the biggest head-to-head comparison of AIDS medications to date, scientists tested several combinations of six HIV medicines and found one combination was superior. They found that the combination of efavirenz, lamivudine and zidovudine (AZT) works better and longer, is easier to take, and suppresses the virus more quickly in patients undergoing initial HIV therapy.

The findings, published in two papers in today's New England Journal of Medicine, confirm what many AIDS specialists already believed. Preliminary findings from the research were reported over the summer at an AIDS conference. The findings prompted a change in Health and Human Services guidelines for initial HIV treatment and doctors' prescribing habits.

"It confirms what physicians have suspected for a long time," said Jose M. Zuniga, president of the International Association of Physicians in AIDS Care. "It's important to 

question and re-examine from time to time what become established standards of care on the off chance we're wrong."

One of the studies, "Comparison of Sequential Three-Drug Regimens as Initial Therapy for HIV-1 Infection" (2003;349(24):2293-2303), followed 620 subjects from hospitals and clinics in the United States and Italy for a median of 2.3 years. The researchers found that for patients taking the zidovudine/lamivudine/efavirenz combination therapy, treatment failure (defined as a rise in virus level, drop in CD4 cells, or toxic side effects) occurred in 10 percent of patients versus treatment failure in 30-40 percent of patients taking other three-drug combinations.

The second study, "Comparison of Four-Drug Regimens and Pairs of Sequential Three-Drug Regimens as Initial Therapy for HIV-1 Infection" (2003;349(24):2304-2315), compared the 620 patients on three-drug therapy with 360 others taking four-drug therapy, and found that four drugs were no better than the zidovudine/lamivudine/efavirenz combination.

The scientists specifically warned against starting new patients on drug combinations including didanosine (Videx) and stavudine (Zerit), because they are less potent and have more toxic effects.

According to study co-chair Dr. Gregory K. Robbins, another advantage of the zidovudine/lamivudine/efavirenz combination is that it allows doctors to preserve powerful protease inhibitors for later use. However, Dr. Paul R. Skolnik, in an editorial, cautioned that the best regimen for any given patient may differ with the individual's circumstances.

The National Institute of Allergy and Infectious Diseases funded the research. Many of the lead authors have served as consultants to or have financial interests in companies 

manufacturing AIDS drugs.

Researchers Discover the Mouth's Defenses Against AIDS

Health & Medicine Week (11.24.03)

Researchers at Case Western Reserve University and the Cleveland Clinic have discovered a way the mouth may prevent contracting HIV. Since the lining of the mouth is constantly under attack by a barrage of bacteria that live and grow there, the mouth lining has an innate defense line of peptides - known as human beta-defensins 2 and 3 (hBD2 and hBD3) - that may prevent humans from getting sick and may promote quick healing from food abrasions or accidental bites to the tongue and mouth.

"It is the unique properties of the good bugs found in the mouth that are inducing the expression of hBD2 and 3," said Aaron Weinberg, director of research at the Case School of Dentistry, and co-author of a study that suggests small peptides produced by cells lining the oral cavity bind directly to HIV viral particles and can even regulate important receptors the virus uses to infect human cells.

The study, "Human Epithelial Beta-Defensins 2 and 3 Inhibit HIV-1 Replication," appeared in AIDS (2003;17(16):P.F39). Weinberg, a dentist and microbiologist at CSD, became curious because he knew HIV is rarely contracted through the mouth. He noted that hBD2 increased by almost 80-fold in the presence of HIV introduced to a monolayer of human oral epithelial cells in the lab, and maintained their response rate for 72 hours - long after the virus could be expected to live in the mouth.

Guidelines for Infection Control in Dental Health-Care Settings—2003

MMWR Recommendations and Reports, 2003;52(RR17):1-61

http://www.cdc.gov/mmwr/preview/mmwrhtml/rr5217a1.htm
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