Research Advisory Committee on Gulf War Veterans Illnesses

April 12, 2002

Meeting Minutes

Committee Members: James Binns, Jr., Chairman; Nicola Cherry, M.D., Ph.D.; Beatrice A. Golomb, M.D., Ph. D.; Joel C. Graves; Robert W. Haley, M.D.; Marguerite Knox; William J. Meggs, M.D., Ph.D., Jack Melling, Ph.D.; Pierre Pellier, M.D.; Stephen L. Robinson; Steve Smithson; Lea Steele, Ph.D

Also Present:  Laura O’Shea

Presentation by Dr. Golomb:

The presentation related to a paper she is submitting showing that acetylcholinesterase inhibitors (AChE inhibitors) satisfy the criteria for causality as a causative factor in Gulf War illness.  The inhibitors include pyridostigmine bromide, a nerve agent pretreatment pill given to Gulf War troops.  It includes nerve agents, for people who were exposed at Khamisiyah; and it includes two major classes of pesticides: organophophates and carbamate pesticides that some service persons were exposed to during the Gulf.  Acetylcholine (ACh) is a signaling chemical involved in memory, muscle function, sleep function, pain regulation, gastrointestinal function, skin cell migration and adhesion.  Acetylcholinesterase inhibitors block the enzyme, acetylcholinesterase (AChE), that regulates the action of this nerve signaling chemical.  If people have a large exposure to AChE inhibiting chemicals,  this can trigger excess unregulated signaling that causes muscle contractions and gland secretions.  At high levels of exposure, it can cause respiratory failure and even death.    Long lasting effects of AChE inhibitors can occur:  exposure to these chemicals can lead to permanent or long-term dysregulation of ACh, leading to altered regulation in the areas ACh regulates, such as muscle function, cognition, pain, and sleep, providing a possible explanation for illness in Gulf War veterans.  Dr. Golomb remarked on a study of seamen who were in a ship when there was an accidental release of malathion, an AChE inhibitor.    Exposed seamen exhibited the same broad spectrum of symptoms as Gulf War veterans.  Substances that boost acetylcholine activity are often the same substances used to treat the symptoms of Gulf War syndrome such as memory loss and weakness, and represent a possible subject of study in investigating potential treatments for ill Gulf War veterans.  

The committee discussed that the incidence of sleep disturbances and sleep apnea in Gulf War veterans.  It was noted that a lack of sleep affects pain and other symptoms reported by Gulf War veterans.  Dr. Golomb discussed the possibility that  supplementing patients with coenzyme Q10 might be considered for study, as in other settings it has been reported to improve pain, weakness and fatigue.  Dr. Golomb noted that a lack of Q10 can also cause respiratory dysfunction due to muscle weakness or problems in mitochondrial respiration.  Vitamin therapy was discussed.  It was noted that sleep apnea studies are expensive and complex.  It was noted that exercise may have benefits for Gulf War veterans.  A slow, graduated exercise program is recommended for those veterans with chronic fatigue syndrome so that symptoms will not worsen.  Nutrition, saline nasal irrigation and massage were noted as low cost methods of controlling symptoms in certain patients.  A study at the University of Maryland School of Medicine was mentioned where acupuncture was used as a treatment for fibromyalgia. A treatment called Nambudrapods was also suggested as a method of treating Gulf War veterans for chemical sensitivity.  Dr. Golomb concluded her presentation.

Dr. Haley described a trial study done with five different drugs to treat Gulf War Syndrome.  The results were not very promising, but the study was done without adjustments to doses of the medication for various patients.

It was noted that often, veterans are treated with various drugs to alleviate symptoms rather than cure a disease or address the root cause of the illness.  Dr. Haley described a study that he had proposed that never received funding that would treat individual veterans with various drugs for specific symptoms related to Gulf War Syndrome.  The goal was to measure the change in quality of life after using the drugs.  A discussion ensued about the benefits of orthodox medicine and those of alternative treatments.  

It was noted with a lack of proven treatments, doctors often do not know which drugs to prescribe for Gulf War veterans.  The committee discussed the possibility of the FDA approving PB for nerve agent pretreatment, and a botulism vaccination; both were considered "investigational new drugs" at the time of the Gulf War.   

Mr. Robinson noted that it is not only important to treat these veterans, but to follow up and determine whether or not the treatment was effective.  

Dr. Melling noted that there is a conflict of interest at VA because they are trying to treat his condition and make a determination as to whether or not he is eligible for compensation simultaneously.  It was noted that this situation may be less objective and it is not beneficial to the veteran.  He also noted that there is a tendency to diagnose a condition when a veteran is treated.  Therefore, sometimes veterans who have undiagnosed illnesses end up getting improperly diagnosed.  

Presentation by Veteran Joel Graves:

Mr. Graves pointed out that in order for studies to be standardized, the veterans who are studied must be divided into groups according to how close they were to actual combat exposure.  He noted that many studies group all veterans together.  Because combat veterans are the smallest percentage of Gulf War veterans, the noncombat veteran results were what the studies reflected.  Grouping veterans in this manner has led to conclusions that the health complaints of Gulf War veterans are similar to those of the general military population.  Grouping veterans by combat unit is also an important distinction because it would divide veterans by type and level of exposure based on assignment and location during the Gulf War.  Future research should focus on studying specific exposure groups and specific units.  He also suggested implementing official registries for all future wars to aid in evaluating post-war-related illnesses, including setting up a registry for the veterans in Afghanistan.  

Mr. Robinson suggested that DOD data be merged with VA data so that location during the war and exposure can be matched to clinical treatments.  

Dr. Steele noted that surveys must also be stratified by combat and non-combat.  

Mr. Robinson noted that the DOD data is not organized so that they can be manipulated to stratify veterans by unit who are affected or ill.  The database is designed to show individual veteran records only.  He noted that it is very difficult to identify trends without the DOD and VA databases being married up.  There is a need to include the National Survey of Veterans information in a large database along with all other data collected about GW veterans.  

There was discussion about the nebulous nature of the term “Gulf War Syndrome” and it was noted that perhaps a different designation should be used that indicates a particular illness.  Doctors tend to see “multi-symptom” illnesses as pathological conditions and the name for these conditions should reflect the fact that these veterans are ill.  

Dr. Haley suggested that the group categorize all of the research that has been done as far as topic, dollar amount designated, and research questions addressed to avoid overlap.

It was noted that the Secretary of Veterans Affairs is officially designated as the coordinator of all government research on Gulf War illnesses by law.  

It was stated that although many outside experts were willing to answer questions and give opinions, there had not been an agreement that they would endorse the committee’s findings.


Dr. Golomb led the discussion following the lunch break.  For epidemiological  purposes, follow-up to determine which treatments have worked is imperative.  Dr. Golomb suggested that a broad nationally based survey was necessary to focus on what treatments are effective and how these veterans are faring.  The survey would also cover what the veterans’ symptoms are and what exposures they believe they experienced.  
Dr. Golomb urged that studies be done examining potential objective markers, and their relationships to both exposures and outcomes. The rationale is that such study may both lead to definitive determination of causes and mechanisms, which may assist with development of treatments; and may help to identify distinct illness syndromes that may have different causes, natural history, and response to treatment. Such study may be critical to defining groups in whom certain treatments may be effective; and to conducting studies in a way that can best detect effectiveness of certain treatments, by targeting study to those for whom that treatment may be relevant.  
Ideas for studies included: measuring the effects of exposure in animals; testing veterans prior to deployment and following up after they are deployed; a randomized trial of the long-term health outcomes with anthrax vaccine; a study of squalene antibodies versus health looking at ill and well Gulf War veterans.

Dr. Meggs recommended that the committee suggest that the VA use the NIH model that combines intramural and extramural research with outside investigators initiating research proposals and have an open peer review process.  The importance of stratification among patients by exposure, illnesses and symptoms, etc.  was mentioned. Emphasis should be placed on investigating autonomic dysfunction by pursuing MR spectroscopy.  

Mr. Robinson recommended assisting veterans immediately with treatments that could be helpful such as hyperbaric chamber or acupuncture.  He stated that the veterans should make their own recommendations to the committee including possible political barriers.

Dr. Cherry suggested that the databases be combined so that it can be determined if the current information can be properly stratified.  Rather than completing a new survey, determine whether or not existing survey data could be used.  Older surveys would show baseline health for the Gulf War veteran population so that current health could be compared.  Using completed surveys avoids duplication of effort.  It was also noted that Dr. Haley’s study on cholinesterase is of interest.  The importance of building a website was again noted to gather veteran input on symptoms and effective treatments.  It was suggested that the VA data on medication and treatment be reviewed to see if it can be used for follow-up studies to determine whether or not veteran health improved with treatment.  

Dr. Melling recommended that the committee clarify its use of the industry model approach that was presented by Chairman Binns.  He noted the importance of creating a business plan for the activities of the committee that gets reviewed regularly to determine progress.  He suggested that they examine a treatment being used in the United Kingdom for people with allergic conditions where it is postulated that the person has a TH1, TH2 imbalance.  He also stated that an immunological evaluation of the people with illness was important.  

Mr. Smithson noted that treatment and getting well is of the utmost importance to veterans.  He also stated that receipt of compensation for Gulf War illness is based on proving causation for presumptive conditions.  Therefore, research must focus on proving causation. There is a need to look at veterans who were deployed and determine what types of illnesses are most often determined to be service-connected.   Researchers must stratify those who were deployed by area of deployment and major service-connected conditions and compare them to non-deployed  veterans who are service-connected.  

Dr. Pellier noted the need to ensure that the proposed initiatives met the final objectives of the committee and would provide an adequate return on investment.  He stated perhaps the committee should look at existing drugs to determine how they could be better used for treatment.  Long-term, he suggested looking at a new therapy following the lead neurodegeneration.  He stated that there should be a focus on improving health care delivery. He opined that the committee did not presently have adequate information to determine what studies to pursue.  

Dr. Steele suggested that the data be married up and if legal, released to public parties who are interested for review.  She also stated that assessing available treatments that may be promising is important. Questions regarding treatment be added to the VA National Survey.  A protocol should be used to determine what treatments are effective.   

Dr. Haley recommended that the committee gain a thorough understanding of the illness based on existing resources before collecting new data.  He also stressed the need to pull the data together in a useful manner.  He stated that focusing on treatments and refining treatment ideas as well as concentrating on the delivery of quality healthcare are essential. 

Chairman Binns summarized the committee’s suggestions as merging the databases, focus on treatments and a survey of treatments.

Research funding was discussed.  It was noted that funding should not be controlled by DOD.     Funding must be properly managed.  It was suggested that particular research should be performed by competitive contractors.

Mr. Robinson noted that veterans groups support independent research on Gulf War illnesses.

Chairman Binns suggested that a coordinated research effort among agency officials be negotiated at top levels.  He also stated that competitive research and peer review within VA research would make sense.   
  

It was noted that peer review can be biased when it is accomplished by insiders.  The importance of gaining the buy-in of the veteran community and the Secretary of Veterans Affairs was also noted.  

Public Attendee Nichols suggested that if new surveys were completed, that they were done by unit.  The committee should devise a collection and storage system for the data so that it is open for public input and can be tracked.  She encouraged the invitation of experts to participate in sharing input regularly and presenting findings at future meetings

Public Attendee Hammack raised concerns that education is lacking on Gulf War illness in VA facilities.  She suggested that a Gulf War Health Advisory Booklet was not readily available to VA employees.  She indicated that survey questions should be made available to veterans at VA facility libraries.  Clinical practice guidelines are not adequate.  Invite input for the VA public relations newsletter on Gulf War Illnesses.  Ensure that the committee advertises in the DOD newsletter.  Attend hearings in the House and Senate Armed Services Committees to encourage data merging.  Prepare military personnel and educate them about toxic hazards to increase protection of future soldiers.  

Public Attendee Eddington recommended a report by the Institute of Medicine covering proper methods of conducting research.  The report is entitled “The National Center for Deployment Health Research” and it is available on the NAS web site.  The report suggests a research model that includes a governing board consisting of representatives from DoD, HHS and VA, at least six independent scientists and voting representatives from the veteran community. The research model used by Congressionally directed medical research programs was also recommended.  These research programs include patient advocates on the peer review panels. The importance of lay leadership on the panels was emphasized.  

Chairman Binns commended the committee on its efforts and the meeting was adjourned.   

