XMRV and CFS

by Michelle Lapuk

It was a late evening in early October, 2009 when, surfing the internet, I came across a news bulletin that a major breakthrough on Chronic Fatigue Syndrome was going to be released in the Journal of Science the next morning.  Thinking it was going to be some garbage about cognitive therapy, or some other story that was in the long run not going to help me, I was very pessimistic.  My own curious nature got the best of me and I started to try to see what the fuss was about.  It turns out this is a very exciting time in the history of a very misunderstood disease.  I read the October 8, 2009 Journal of Science article that a research team had found a virus that was for the most part previously undetected.  I first thought, “Here we go again. What is the big deal?”  I have been sick with CFS for more than 20 years, and so many viruses have been implicated and suspected that I was very, very cautious.  My  phone began to ring with questions.  Was this yet another red herring?  I would first like to state that I am not a doctor, and the medical specifics are foggy to me at best.  I do not know how a mouse virus jumped to humans.  I do think that this time we may have a true scientific breakthrough.

The October Science article is different from many other findings found (and not published) because it has some very respected and influential researchers and institutions behind it.  [See abstract… *1]
I was so happy to see the hard work of Dr. Daniel Peterson in Nevada had finally paid off.  He is the CFS researcher who had tried for so many years to try to convince the Centers for Disease Control that an outbreak of CFS had occurred in Nevada decades ago.  When I saw the National Cancer Institute and the Cleveland Clinic also had researchers involved, I was doubly excited.  I knew that these names would bring the media and the attention.  The Connecticut CFIDS & FM Association would like to thank all the researchers involved for their tireless work on our behalf.  Before I get into the specifics of the study, I would like to say that the study was funded in part with private research from the Whittemore family.  These are parents of a young woman who was stricken with the illness when she was a child.  She is still sick and now in her early thirties.  They were frustrated and wanted to make a difference, and they did.

Before we get into specifics of the published study, we need to examine what XMRV is.  It stands for xenotropic murine leukemia virus-related virus. Isn’t that a mouthful? For the remainder of the article I will refer to it as XMRV.  It is a retrovirus found in human immune cells. It was found in blood samples.  It belongs to a group of viruses called Gammaretrovirins.  Retroviruses belong to the retroviridae family of viruses.   The genetic material of retroviruses consists of ribonucleic acid (RNA) instead of Deoxyribonucleic acid (DNA).  Retroviruses can lead to certain types of cancers in both humans and animals as well as a range of viral infections.  A retrovirus replicates as part of the host cell’s DNA.  The bottom line here is that once you have a retrovirus you have it.  You can quiet it and calm it down, but you can’t eradicate it.  Before we discuss AIDS and cancer and more on retroviruses, let us look at what they found.

 

So we now know that researchers found XMRV in CFS patients.  They found it in 67% of CFS patients and only 3.7 % of healthy controls.  Since the publication of the Science article, XMRV has been found in an even higher percentage of the patients studied. Using antibody testing,  95% of patients test positive.  Post-published studies look even more promising.  Remember that it is a retrovirus and once you have it you have it.  In some people it is not active.  Perhaps their immune system has found a way to keep it in check.  The scientists analyzed the blood from 218 healthy controls and only 8 had the virus.  The study participants lived in various parts of the United States.  Why the healthy controls are not sick could have many answers, but it must be noted that they harbor a hidden infection.  Even though 4 percent of the healthy controls tested positive, according to the Science article XMRV is even more strongly implicated in CFS than in prostate cancer.  The virus was first found in cancerous prostate tissue.  So if you at the study, the CFS group is significantly and statisticaolly 54 times more likely to be infected with XMRV than your average person on the street.  I am pointing these numbers out to show that these are really concrete findings.  The next step will be that other labs will have to replicate the findings.  The depression argument should be over.  No matter if it is the cause or a reaction to a screwed up immune system, there is true biological evidence here.  Critics have already started criticizing the research because the age and sex and duration of illness are not defined.  This information should not be relevant in the discovery of a new virus.

There are many things I really liked about the study.  Unlike some of the flawed CDC studies where they just called people on the phone, these patients ALL had a physician diagnose them with CFS.  The researchers also used the CDC and Canadian consensus criteria for CFS in every case.  They had money, and because they were not governmentally funded they moved at a much quicker pace.  They did not have to wait for that next grant to come in!  I liked that it appears that they studied people who actually have Chronic Fatigue Syndrome.  My pet peeve is that many people don’t distinguish the difference between chronic fatigue and Chronic Fatigue Syndrome.  Let’s face it, it is not being just tired.  I want researchers to study the correct folks.  (In a related note I was watching The Dr. Oz show on television the other day and they had a women who was exhausted from working full time and caring for 4 children. She may have been exhausted, but she did not have CFS.)

 

So how is XMRV transmitted?  I would first like to tell people not to panic. It is not like now that they have found this virus you need to kick your husband out of bed. It is transmitted through body fluids, blood and semen, but not by air. For argument’s sake, let us assume I have XMRV;  then it is unknown why my boyfriend of more than a decade does not have it.  It is believed to be passed on through mother’s breast milk. This is all so new, and it is unknown if it is transmitted any more or less easily than other known retroviruses.  People ask me all the time if I would give blood.  My boyfriend’s brother happens to work for the Red Cross.  I would not give blood before the XMRV findings, and certainly would not give blood now.  I would not wish this hell of a disease on my worst enemy.  Recent literature has indicated that since the Science paper publication, the National Cancer Institute has met behind closed doors to discuss the ramifications of giving blood with these new findings.  The National Cancer Institute even has info up on their web site.  Many CFS patients also have low blood volume and giving blood with low blood volume is foolish and can be dangerous!

 
The new findings don’t mean you are going to get cancer and they certainly DO NOT mean you have HIV (AIDS.)  XMRV is a human retrovirus and is similar but not closely related to HIV.  It was first identified by Dr. Robert Silverman in prostate cancer tissue in men.  They had a specific genetic defect in their antiviral defense pathway RNASE-L. There are only 3 known infectious human retroviruses: HIV (AIDS), HTLV-1 and 2 and now XMRV.  HIV causes AIDS and HTLV 1 and 2 cause T cell leukemia and T cell lymphoma.  XMRV is a Gammaretrovirus.  These have been found in gibbons, cats and koalas, but XMRV is the first Gammaretrovirus to be found in humans, according to Dr. Silverman.

Back in 1991, a CFS researcher named Elaine Defrietas discovered a virus very different to this one.  She was working at the Wistar Institute in Philadelphia, and her career was squashed by politics and her findings dismissed.  There is no connection here.  Her findings were most closely related to HTLV-2.  There is nothing similar here in any way.  

As I stated earlier, this is all so new.  It is too early to determine if XMRV is the cause of CFS.  It really could be a viable candidate.  It could explain why so many systems are affected.  Or is it really just an opportunistic infection?  One thing is sure, that we are sick and our immune systems are dysfunctional.  Does the XMRV turn on all the other viruses in our system?  It is sort of like the chicken or the egg argument.  It is too early to determine cause, but enough evidence now does exist to call us sick.  Does the virus surface because our immune system is unbalanced, or is our immune system so unbalanced because of the virus?  Perhaps there is some kind of piggyback system at work and you need a combination of XMRV and maybe one of the Herpes viruses to set off some abnormality?  XMRV may hold out hope for other illnesses too.  A few Fibromyalgia samples and about 30 autism patients tested at WPI were positive for XMRV.  I know that the Connecticut CFIDS & FM Association has many Fibromyalgia patients and these findings will also be of great interest to you.  If you only have FM, you most certainly can get tested.  You may not qualify for a CFS research study, but you can get tested and find out if you have the virus.  Much more testing in these areas is needed.  I must admit I hope CFS has this one all to its own.  I so don’t want to hear the critics say that if it is present in other diseases then CFS is not real.  It must be noted that all these groups (illnesses) can be infected with a virus and have immune dysfunction too.  I think these findings do give us hope that someday there will be a vaccine to prevent others from getting CFS and XMRV.

One interesting point here is that XMRV was found in prostate cancer tissue.  CFS is often referred to as a women’s disease.  I don’t think that I need to tell you that I don’t have a prostate!  I hope these finding will lead to some inclusion of more men in CFS research and help bring home the point that ANYONE can get CFS.  It is time to lose the yuppy, lazy housewife moniker for good!  CFS has been linked to so many viruses, especially herpes viruses such as Epstein Barr virus, cytomegalovirus and HHV6.  XMRV may turn these viruses on and may help explain so many of the symptoms and the waxing and waning that occur in CFS.

 

CFS has decimated my life.  When all the media hoopla came out about XMRV and the link to cancer and that it is a serious retrovirus, some friends asked me if I was scared and sad. I thought how happy I was to be told I may be so sick. Most people would be so upset at the news they may have a virus, but with CFS, to validate and legitimize our suffering is so thrilling.  Will being positive for XMRV increase my risk of cancer?  Who knows?  Will I fret about the possibility, hell no!  I started this journey with a bad bout with Mononucleosis and strep throat and I always believed a virus was at work here.  After so many years of working with the Connecticut CFIDS & FM Association and hearing the same stories over and over again, I believed that the similarities in all those stories could not be mere coincidence.

Should you be tested? I can’t answer that for you. There are currently several ways to test for XMRV.  You can have it done by DNA by PCR; they can detect viral proteins and antibodies to the XMRV envelope.  If you wait, the testing process may be made simpler  .All of these tests are differently priced.  I would first like to say that you can’t get this test done at your local lab without the correct test kit.  Do not even try to go to your local Quest lab.  This is research, and they will not have a code or even know what you are talking about.  Also, be very careful about internet scams.  There are several online sites that say they offer the test.  As an example, a group out of South Carolina called Cooperative Diagnostics is offering the test with no doctor prescription.  Be careful.  I am not sure if they are even licensed.  No matter which version of the test you get, it is not going to be cheap.  They tend to range between $350 and $650 and are NOT covered by insurance.  I do believe the testing may be beneficial in obtaining and retaining disability insurance.

Prior to testing, you might want to talk to your doctor if you are currently taking any retroviral drugs, including anti-herpes drugs.  Your doctor may be able to tell you if you should stop the medication prior to testing.  A well-versed CFS doctor can also tell you if it is best to have the XMRV test during a relapse or at any time.

 

Your local doctor can order the test through Viral Immune Pathology Diagnostics (VIPDX) labs [see… *2]     VIP labs has several different test kits including the pcr test for the XMRV.  Your physician has to sign off on it, go to a local lab and have the test done and then ship it overnight back to VIP labs.  VIP has a phone line and they will explain the different tests and costs.  The number is 775-351-1890.  They answer the phones M-F, 11am-7pm, Central standard time.  You can also email your request to info@vipdx.com their mailing address is VIP DX 5625 Fox Avenue, suite 369  Reno, Nevada 89506.  Their fax is 775-351-1890.  You can also go to redlabsusa.com for the info.

I am lucky enough to go to a great CFS specialist (Dr. Susan Levine in New York City) and she will also be getting the XMRV tests from VIP DX beginning around mid November. I know that many Connecticut CFIDS & FM Association members are patients of Dr. Levine, and I wanted to provide going to her for the testing as yet another option.

The exciting possibilities of these findings are that hopefully shortly there will be treatment options for the virus.  I have already had patients call me asking if they should start taking antiviral drugs such as AZT used in HIV.  For heavens sake have some patience.  The WPI institute is working on possible drug trials and possible antiviral drug protocols.  Understand that side effects of antiviral medications can be serious and sometimes permanent.  This month New York magazine has just published an interesting article on AIDS patients and what long term antiviral use has done to their bodies.  It is a very interesting read.  Don’t start taking antivirals with a blind eye.  Antiretrovirals can be far more toxic than antiherpes virals tried in CFS in the past.  Many CFS patients have tried low dose Naltrexone (used in HIV) and the Immunostimulant drug Ampligen (in trials) with mixed results.  It is thought that XMRV leads to immune dysfunction by damaging an antiviral pathway called RNASE-L.  Ampligen is proposed to treat the RNASE-L pathway disregulation.   WPI ( Wittemore Peterson Institute) [see…*3] is already busy looking at approved retrovirals so hopefully the CFS community will have its own drug cocktail like the AIDS community now has.

One of the lead investigators in the study, Dr. Judy Mikovitz, has said that “if an individual gets the immune system modulated to control and silence the virus, then one can get well. The goal is to keep the virus quiet.”  Non nucleoside reverse transcriptase inhibitors may be tried.  When a retrovirus infects a cell they use reverse transcriptase to turn their RNA 
into DNA.  Drugs such as Intelerence, Rescriptor, Sustiva and Viramune may inhibit the virus from turning RNA into DNA. The cell would still be infected, but the replication is reduced.  These drugs won’t kill the retrovirus, but remember, we are trying to quiet it!  The drug Isentris may stop the XMRV from getting into our cells.  The drug Bortezomib is a proteasome inhibitor.  It is used in cancer and HIV and it can stop cells from dividing.  I know this is all very technical and medical, but I wanted to show you that there are many FDA approved medications that may have potential with XMRV.

This is a very exciting time with a lot of hope for our CFS community.  The national media attention has been terrific.  The local media attention has not been quite as evident.  This is where we need your help.  If your local primary care physician does not know about XMRV and CFS, give him/her this article or any good published information.  Go online and print out the Journal of Science paper or any of the publications listed below. [See…*4]  Help us spread the word.  Call your local newspaper, TV or radio station and tell them about XMRV.  Give them our 800 number and we will provide the media contact:  CT CFIDS & FM Association, 1-800-952-2037.  There have been numerous articles in the New York Times, The Wall Street Journal and other very influential publications, but no coverage in The Hartford Courant and The New Haven Register.  Media can be very competitive. Tell them they missed the boat.  You can’t expect your local doctor to even know about the recent findings if they don’t read about it.

I am not sure if this is the big game changer. Boy how much I want it to be!  I am hopeful and excited.  I hear the folks at WPI have already started changing the name from Chronic Fatigue Syndrome to (XAND) XMRV Associated neurological disease.  It has a nice ring to it.  All I know is that if 1 to 4 million  people have CFS, then there are a heck of a lot of sick patients out there.  These findings will most certainly bring needed research and interest.  I know it is just a first paper, and the findings will have to be reproduced, but let’s hope some non-biased researchers give it a shot.  I am not sure current skeptics will ever admit they were on the wrong tract.  I think an apology is too much to ask for.  I know the insurance companies will still fight not to pay for our care, but these findings do bring hope and credibility.  There is great potential for support from the drug companies to come up with a viable drug to counteract XMRV.  Even if the findings are just another piece to a very complex puzzle, at least we have a new piece.

#    #    #
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[*1]  ABSTRACT:
Originally published in Science Express on 8 October 2009 Science 23 October 2009: Vol. 326. no. 5952, pp. 585 - 589 DOI: 10.1126/science.1179052
Detection of an Infectious Retrovirus, XMRV, in Blood Cells of Patients with Chronic Fatigue Syndrome

Vincent C. Lombardi,1,* Francis W. Ruscetti,2,* Jaydip Das Gupta,3 Max A. Pfost,1 Kathryn S. Hagen,1 Daniel L. Peterson,1 Sandra K. Ruscetti,4 Rachel K. Bagni,5 Cari Petrow-Sadowski,6 Bert Gold,2 Michael Dean,2 Robert H. Silverman,3 Judy A. Mikovits1,

Chronic fatigue syndrome (CFS) is a debilitating disease of unknown etiology that is estimated to affect 17 million people worldwide. Studying peripheral blood mononuclear cells (PBMCs) from CFS patients, we identified DNA from a human gammaretrovirus, xenotropic murine leukemia virus–related virus (XMRV), in 68 of 101 patients (67%) as compared to 8 of 218 (3.7%) healthy controls. Cell culture experiments revealed that patient-derived XMRV is infectious and that both cell-associated and cell-free transmission of the virus are possible. Secondary viral infections were established in uninfected primary lymphocytes and indicator cell lines after their exposure to activated PBMCs, B cells, T cells, or plasma derived from CFS patients. These findings raise the possibility that XMRV may be a contributing factor in the pathogenesis of CFS.

1 Whittemore Peterson Institute, Reno, NV 89557, USA. 2 Laboratory of Experimental Immunology, National Cancer Institute–Frederick, Frederick, MD 21701, USA. 3 Department of Cancer Biology, The Lerner Research Institute, The Cleveland Clinic Foundation, Cleveland, OH 44195, USA. 4 Laboratory of Cancer Prevention, National Cancer Institute–Frederick, Frederick, MD 21701, USA. 5 Advanced Technology Program, National Cancer Institute–Frederick, Frederick, MD 21701, USA. 6 Basic Research Program, Scientific Applications International Corporation, National Cancer Institute–Frederick, Frederick, MD 21701, USA
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[*2]   VIP LABS
XAND by PCR for XMRV active infection: Test Code XAND ($400)

XAND1 by virus culture for XMRV latent infection: Test Code XND1 ($500)

XAND2 by PCR for XMRV active infection and virus culture for latent infection: Test Code XND2 ($650)

We are accepting XAND tests on Tuesdays and Fridays only due to the incubation period required for proper analysis. Therefore, you must have your blood drawn on Monday or Thursday and ship immediately back to us by priority overnight FedEx for receipt by us on Tuesday or Friday.

*Net proceeds from tests dedicated to further WPI research.*

----------------------------------------------------------------------------------------------------------------------------

[*3]   Here is some info on the Whittemore Peterson Institute: 

 Administrative Offices: 
  6600 N Wingfield Pkwy Sparks, 

  NV 89436 

  (775) 348-2335 

  info@wpinstitute.org

  Research Center: 
  ARF RM320/MS199 

  University of Nevada, Reno 

  1664 N. Virginia St. 

  Reno, NV 89557

  Media Inquiries: 
  Frankie Vigil, 

  APR Direct line: 775-336-4555 

  Cell: 775-287-5924 

  frankie.vigil@rrpartners.com
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[*4]      XMRV in the Media
Does a Virus Cause Chronic Fatigue? ABC News, October 19, 2009

Consortium of Researchers Discover Retroviral Link to Chronic Fatigue Syndrome (NIH/National Cancer Institute Press Release, October 8, 2009)

Whittemore Peterson Institute Scientists Discover Significant link between XMRV and ME/CFS (WPI Press Release; October 8, 2009) [PDF]

Virus Linked To Chronic Fatigue Syndrome (NPR, October 8, 2009)

Virus Found in Many With Chronic Fatigue Syndrome (NYTimes.com, October 8, 2009)

ME virus discovery raises hopes (BBC NEWS | Health, October 9, 2009)

Retrovirus Might Be Culprit In Chronic Fatigue Syndrome (Science News, October 8, 2009)

Chronic fatigue caused by retrovirus, say scientists (Mail Online, October 10, 2009)

'Most cases of chronic fatigue syndrome linked to virus' (Telegraph, October 9, 2009)

Retrovirus May Be at Root of Chronic Fatigue Syndrome (US News and World Report, October 8, 2009)

Retrovirus Linked to Chronic Fatigue Syndrome (WebMD, October 8, 2009)

Study isolates virus in chronic fatigue sufferers (Reuters, October 8, 2009)

Chronic fatigue linked with virus (The Australian, October 10, 2009
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Disclaimer:  The CT CFIDS & FM Association, Inc. does not dispense medical advice and the views here are those of the author.

