XMRV Chronic Fatigue Theory Takes Another Hit
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September 27, 2011 — A new study published in Science last week further discredits a controversial theory that a mouse virus may cause chronic fatigue syndrome (CFS) and asserts that the virus does not endanger the nation's blood supply, as once feared.

The theory surfaced in a study published 2 years ago in Science. Lead author Vincent Lombardi, PhD, from the Whittemore Peterson Institute in Reno, Nevada, and coauthors reported finding the xenotropic murine leukemia virus (MLV)–related virus (XMRV) in white blood cells in 67% of patients with CFS vs 3.7% of healthy control patients. Their research suggested that the debilitating disorder, viewed by some as psychosomatic, might have distinctly somatic origins amenable to a treatment or cure.

The study published last week, which was supported by the National Institutes of Health, part of the US Department of Health and Human Services (HHS), reported that it could neither validate nor confirm the 2009 findings. The National Institutes of Health stated in a press release that the earlier results may have stemmed from laboratory error in the form of contamination or false-positives.

Science also published a partial retraction of the 2009 article by the authors. Two of them had reexamined human DNA samples and determined that they had been contaminated with lab sources of XMRV DNA. The authors retracted 2 figures and 1 table based on the tainted data.

HHS Set Out to Test the Tests for XMRV 

The new study comes on the heels of others that have questioned the validity of the 2009 paper published in that magazine. Weighing in on the subject, HHS set out to study how well tests identify XMRV and the related polytropic murine leukemia viruses (P-MLVs). In addition, it wanted to know the prevalence of these viruses in the blood supply, and their potential to spread through transfusion.

In the new study, 9 laboratories tested identical sets of blood samples drawn from 14 patients with CFS who previously had tested positive for XMRV or P-MLV, 1 patient without CFS who had tested positive for XMRV, and 15 healthy volunteers who had previously tested negative for the viruses. Two laboratories were involved, 1 at the Whittemore Peterson Institute and another at the National Cancer Institute in Frederick, Maryland, that had found an association between XMRV and CFS in the 2009 Lombardi research.

Only the Whittemore and National Cancer Institute labs reported the presence of XMRV in some of the blood samples in the new study. At the same time, they found suspiciously similar rates of XMRV in samples from patients with CFS, as well as in samples from healthy patients who had tested negative before. Furthermore, additional tests on these samples by the 2 labs and others failed to detect XMRV.

"These results indicate that current assays do not reproducibly detect XMRV/MLV in blood samples, and that blood donor screening is not warranted," the authors write. However, they add that they cannot definitively exclude the possibility that levels of bloodstream markers for these viruses "may be at or below the limit of detection of all assays and/or fluctuate over time."

The laboratory work was supported by the National Heart, Lung, and Blood Institute REDS-II Central Laboratory Contract to Blood Systems Research Institute. Coauthor John Coffin, PhD, was a research professor of the American Cancer Society with support from the FM Kirby Foundation. Coauthor Michael Bush, MD, PhD, is a member of the Scientific Advisory Board of Gen-Probe, which provides blood screening assays for pathogen nucleic acids. Gen-Probe has filed patent applications relating to the assays it performed in this article. Coauthor Steven Kleinman, MD, is a paid consultant to Novartis Diagnostics, a distributor of blood donor screening assays, and to Cerus, which makes pathogen inactivation systems for blood components. The Whittemore Peterson Institute has filed patent applications related to methods of testing XMRVs and variants in blood. Abbott Laboratories, which also participated in the study, has filed patent applications relating to detection of XMRV using immunoassays and molecular-based assays. 
