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ASK YOUR DOCTOR

This book does not substitute for the medical advice and supervision of your personal physician. No medical therapy should be undertaken except under the direction of a physician.

If it has been medically determined that you are suffering from a form of inflammatory arthritis, lupus, or scleroderma, your physician should have the opportunity to read this book, to learn about the infectious etiology of the disease and its treatment with the safe, clinically tested, and proven therapy that it describes.
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Let’s Start with the Proof

During the past several years, hundreds of newspaper and television reports on the successful use of antibiotic therapy for arthritis have repeatedly raised public expectation of a major shift in direction for the treatment of mankind’s most widespread crippling disease. Until very recently, however, those expectations were routinely disappointed in the doctor’s office where they were usually dismissed as premature, inconclusive, or, not infrequently, as quackery.

“THE DISEASE CAN BE SUPPRESSED . . .”

There are now signs that the old pattern of hope and denial is about to end. In mid-November of 1997, unprecedented levels of improvement and remission for arthritis patients treated with a safe, inexpensive antibiotic therapy were verified in a presentation to the American College of Rheumatology. At the ACR Annual Scientific Meeting in Washington, D.C., a Nebraska researcher named James O’Dell, M.D., described to some 4,000 physicians the results of a three-year follow-up study on a small group of patients who had responded positively to such therapy in the initial stages of their illness. “If rheumatoid arthritis is treated early and aggressively,” his report concluded, “the disease can be suppressed, and patients will benefit. . . . [The antibiotic] minocycline may act on an infectious process or trigger . . . that is helping cause or perpetuate rheumatoid arthritis.”
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Lori Fillenwarth, Indianapolis, Ind., had RA for twenty-two years before learning of antibiotic therapy in 1995.

Up to then I’d been given all the usual toxic drugs. The gold injections caused oozing sores in my mouth and lips and a growth on my tongue; the methotrexate damaged my liver; the nitrogen mustard put me into menopause at age 27. Who knows what the cortisone, indocin, plaquenil, Imuran, azulfadine, clinoril, etc. did to me.

Despite the drugs, I steadily went downhill. Nausea kept my weight below 100 pounds. I had replacements of both shoulders, a hip and an elbow, couldn’t wear regular shoes and felt pain in every joint. I used a three-wheel cart to get around my office and a wheelchair elsewhere. My husband carried me on the stairs and to the sofa or car, and often he had to bathe and dress me. My hands were claws that wouldn’t close and I needed narcotics or muscle relaxers to sleep.

Then the miracle happened. I have been praying and taking minocycline since April 1995, reducing the oral cortisone and giving up all other medications. For the first time in twenty years I have no swelling in any joints and am not anemic. I no longer use the wheelchair and I’m no longer exhausted. I can cook, shop, clean house, rake leaves, climb stairs, and take walks with ease and without pain. I sleep well, eat like a horse, have gained five pounds, and am regaining some muscle tone. My doctor is amazed. Joe and I are overjoyed. It’s like beginning a new, second life.

O’Dell had the numbers to prove it, and in short order this newest chapter in the story of a major arthritis breakthrough was sweeping the country.

But would it be believed? And would patients with inflammatory arthritis now be able to receive this therapy?

While Dr. O’Dell’s announcement appeared to offer the best possible news to arthritis sufferers, it created serious political problems for the ACR, where for decades the infectious theory and antibiotic therapy had been dismissed as heresy. Predictably, before this newest study was released to the public, the association issued a statement minimizing the positive results of earlier studies and reiterating their view of RA as an “autoimmune disease.”

This time, however, attempts to contain the damage by tailoring the facts appeared to be of little or no avail. After decades of suppression, the results could no longer be denied and the focus of the media was on a possible infectious cause. An Associated Press wire story reported that the O’Dell study provided enough proof of minocycline’s benefits that the drug, already in use throughout the world as a safe, effective treatment for teenage acne, soon could be widely prescribed for rheumatoid arthritis.

Even before announcement of his results, Dr. O’Dell found himself treading cautiously across a minefield of medical politics that is littered with the reputations of previous advocates of minocycline therapy and the infectious theory. Most notable among his predecessors was the late Dr. Thomas McPherson Brown, former dean of medicine at George Washington University Medical School and director of the Arthritis Institute of the National Hospital. Dr. Brown treated some 10,000 arthritic patients with antibiotics in his fifty-year career, but despite his high success rate with the therapy, he was routinely denied access to research funds and frequently was denounced as a quack. O’Dell’s research now vindicated that therapy, but stopped short of a guarantee that it would gain immediate widespread acceptance. (Brown’s landmark book on his lifetime of research, The Road Back, is included in this volume.)

Dr. O’Dell acknowledged to a news conference at the ACR that his study included a small number of people, and he offered the familiar disclaimer that “more research is necessary.” But if there was any risk that his audience might miss the point of his spectacular results, he immediately added, “However, the dramatic responses seen in our patients are important.”

Although O’Dell’s study was the principal seismic event at that year’s ACR meeting, it wasn’t the only one, and rheumatoid arthritis wasn’t the only form of the disease in the new antibiotic spotlight. Another rheumatologist, Kenneth Brandt, M.D., also reported that an enzyme-inhibiting property of minocycline’s sister, doxycycline, has been proven beneficial in treating osteoarthritis.

Pat Ganger, president of The Road Back Foundation, an antibiotic advocacy group named in honor of Dr. Brown’s pioneering work, said of the new studies, “It is hard to believe the pharmaceutical industry will continue to ignore such an immense marketing opportunity in favor of other therapies that have already been proven to be ineffective and often toxic, simply because they yield much higher profits.”

“SAFE AND EFFECTIVE . . .”

When The Road Back first appeared in 1988, only a handful of doctors offered the safe, inexpensive, simple antibiotic therapy for arthritis, lupus, scleroderma, or other connective tissue diseases described in Dr. Brown’s book. Shortly after publication, and largely because of it, the number grew to several hundred physicians in the United States and abroad. But even as recently as the middle 1990s, some six or seven years after Brown’s death, tens of thousands of other doctors—representing millions of patients—either remained unaware of the treatment or had decided to wait and see.

For those who waited, the answer was expected in the results of a study called MIRA, for Minocycline In Rheumatoid Arthritis. Under the sponsorship of the National Institutes of Health, this major clinical trial of 219 patients was conducted at study centers in New York, Vermont, Alabama, Utah, and Michigan, with the largest such group at Harvard Medical School’s Beth Israel Hospital in Boston.

Patient enrollments in MIRA had begun way back in November of 1991. In a double-blind study, half the participants receive the medicine being tested, and the others get a look-alike placebo that is free of any medical properties, with neither patient nor physician knowing who gets which. The clinical portion of the trial was completed in April 1993 and the double-blind code was broken in May, but security remained so tight for the next several months that not even the physicians at the clinical centers were told how their groups had been divided. More enigmatic—and to some observers more ominous—was the fact that no provision was made for the usual follow-up with study participants after the trial was done.

The shroud on the results of the MIRA study was lifted only slightly the following November when some of the data led off that year’s annual scientific meeting of the American College of Rheumatology in San Antonio. The usual vehicle for announcing medical news is a peer-reviewed journal, and in theory premature release elsewhere can jeopardize such publication. Perhaps for that reason, or perhaps because by then the politics and economics of this therapy had engendered such fierce resistance, tight controls by ACR leadership minimized the consequence of the data offered in San Antonio, and virtually none of the MIRA results found their way into the general press.
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Susan Mauer, Cary, N.C., began antibiotic therapy for systemic lupus in August 1995.

I was able to kick plaquenil with no recurrence of symptoms after taking it for six years. I am deeply grateful to have been off prednisone for quite a while as well. I have none of the symptoms I suffered with the earlier therapies, and none of the side effects.

Today there are no rashes on my body, and I’m looking forward to the future again. I’m working, taking occasional evening classes, making new friends, and finding I have the energy to do things I couldn’t do for years. I’m pain-free all of the time.

Recovery was slow, and it wasn’t real easy. But day by day, little by little, I got better. I got my life back.

Eventually, control of those results would pass to other hands. After the preview in Texas, which was nearly a non-event, another fourteen months would elapse before the study at long last appeared in print. For the few thousand patients who had been helped by minocycline and feared that the results once again would be minimized or suppressed—which could mean future problems in finding a prescribing physician. It was a long, nervous wait. For millions more who know nothing about their disease or its treatment beyond what they hear from the Arthritis Foundation or their rheumatologists, it seems unlikely the time passed any faster just because they were left in the dark.

When the study was published at long last, it was not to an indifferent readership of rheumatologists who for years have comprised the only declining specialty in medicine, but to a constituency some forty times larger, the American College of Physicians, in its prestigious journal, Annals of Internal Medicine. It came out on January 15, 1995, bearing fourteen signatures, including principal investigators at the six study centers, two biostatisticians, and three physicians and research administrators from the National Institutes of Health. That many authors is bound to create the impression of a bandwagon; indeed, the entire MIRA Trial Group, including straphangers, was some five times longer, and all seventy-one of them, with their affiliations, were listed as well.

But probably the most important name was not among those attached to the study itself; it belonged to the guest author of the editorial that introduced it, Harold E. Paulus, M.D., from the UCLA School of Medicine. It was one thing for the MIRA researchers to announce that minocycline had been found to be “safe and effective” in the treatment of rheumatoid arthritis. It remained for Dr. Paulus, who had never allowed himself to be recruited to one side or the other of this highly political and often bitter controversy, to pronounce on the study’s true significance.

He mentioned Tom Brown in the opening paragraph, citing his observational cohort study of ninety-eight patients in 1984 as one of the landmarks in the analysis of minocycline therapy. It set a tone. For a decade, whenever Brown’s study had been cited by anyone else, it was almost inevitably accompanied by some kind of disclaimer about its scientific methodology, or worse by withering skepticism. This time there was no disclaimer, and no put-down. Instead, Dr. Paulus observed dryly that such reports had been “largely discounted because a 1971 double-blind study . . . failed to show any significant benefit from tetracycline therapy.”

UNCORKING THE BOTTLE

Dr. Paulus was referring to the so-called Boston study, a tiny, poorly designed, double-blind trial of very low levels of tetracycline on a handful of RA patients at Massachusetts General Hospital in Boston, which placed a cork in the bottle for the funding of antibiotic research that stayed tightly in place for almost a quarter century. Anyone whose faith in the scientific process remains simple and pure may find that chapter of medical history somewhat challenging, but perhaps the value of the Boston study will be in setting a useful precedent now that it has been proven wrong. If the results from only thirty patients could be embraced so ardently by those intent on proving antibiotic therapy doesn’t work, then it should have been simple enough for those same enthusiasts to move to the other side of the street with flags and flowers now that other studies several times as large—and subject to far greater professional scrutiny—showed that it worked just fine.

Dr. Paulus seemed anxious to encourage such a change of heart. At San Antonio in 1993, the ACR had all but ignored a presentation by Dr. Ferdinand Breedveld and his Dutch colleagues on double-blind placebo-controlled trials in the Netherlands, and that same study got equally scant notice when it beat the MIRA report into print several months before, in 1994. In comparing them in his editorial, Dr. Paulus found the Dutch and MIRA studies “remarkably similar.”

“Separately,” he said, “either trial could be considered an aberration; together they must be taken seriously. Indeed, together they could be submitted to the Food and Drug Administration as the two positive ‘pivotal’ controlled clinical trials . . . for approval of a new drug application.” He said the two studies “provide substantial evidence of the beneficial clinical effect of minocycline in patients with rheumatoid arthritis.”

At least one of the clinicians in the MIRA project had entered the study expecting to confirm the negative Boston results from two decades earlier. “If tetracycline works,” the widely quoted forecast went, “water works.” With publication of the MIRA results, some of the forecaster’s peers entertained themselves with the fancy that the same doctor, now a believer, might be preparing a grant application for clinical trials on H2O.

The Arthritis Foundation was quick to issue its own “News Alert,” with a perfunctory acknowledgment that this type of therapy had been “promoted” by the late Dr. Brown and pointing out (twice, in case readers missed it the first time) that “Minocycline is not approved by the Food and Drug Administration for the treatment of rheumatoid arthritis.”

The Arthritis Foundation was certainly aware that the majority of prescriptions in America are for off-label applications and, even before the studies, FDA approval had never been required for a family doctor to prescribe minocycline for arthritis or anything else. Several months earlier the Arthritis Foundation had sold its name to Johnson & Johnson’s McNeil Consumer Products Company for use on a proprietary line of high-priced aspirin, ibuprofen, and acetaminophen, an ultimately disastrous deal that Consumer Reports described accurately as “swapping credibility for cash.” The Alert on the MIRA study strove for the familiar foundation pretense of impartiality, but to some it sounded more like marketing than medicine, one more chance to torpedo the competition for the sixty-billion-dollar American arthritis pie.

It spoke well for the NIH commitment to keeping the numbers honest that the lead author of the MIRA Study was not a rheumatologist but a prominent biostatistician, Barbara C. Tilley, Ph.D., with Henry Ford Health Systems in Detroit. The convention for the release of studies whose authors are at more than one location is for the lead author to speak for the rest and to issue the principal announcement to the press (although in this case media were referred as well to the physician at whichever of the six study centers was nearest).

“HIGHLY SIGNIFICANT IMPROVEMENTS . . .”

The headline from Detroit read, “Common Antibiotic Found Safe and Effective for Rheumatoid Arthritis”—nearly identical to the headline on the newspaper reports of O’Dell s study of this same therapy four years later. The announcement said the MIRA study was based on two theories. First, the cause of rheumatoid arthritis may be persistent infection with mycoplasma, which is known to respond to tetracycline antibiotics. Second, minocycline blocks the enzyme process that destroys arthritic joints and modifies the inflammatory response.

The MIRA trial involved 219 adults who had rheumatoid arthritis for an average of eight years; each patient had six or more swollen joints and nine or more tender or painful joints. One group of 109 patients was given 100 milligrams of minocycline orally twice a day; the other 110 received a placebo.

“After forty-eight weeks, the study found that 54 percent of the patients taking minocycline had at least a 50 percent improvement in the number of swollen joints [and] 56 percent . . . showed at least a 50 percent improvement in the number of tender joints.”

Dr. Paulus, on the other hand, didn’t consider those subjective results to be anywhere nearly as noteworthy as the changes noted in the laboratory, referring to “highly significant improvement in acute-phase reactants and IgM rheumatoid factor titers, with minimal adverse events.”

While none of the patients showed serious toxicity and “side effects were minimal and infrequent,” seven patients did stop the therapy, most commonly for dizziness. (This is a known problem with minocycline, but apparently not with doxycyline, which Tom Brown would often use as an alternative.) The announcement then went on to compare those side effects with the current standards.

“Methotrexate (an anti-cancer drug), which is the first-line choice of treatment followed by oral gold for patients with rheumatoid arthritis, has many side effects and cannot be taken by all patients. Its side effects may include nausea, vomiting, stomach pain, diarrhea, mouth ulcers, anemia, and liver toxicity.”

Another phenomenon, the so-called placebo effect where patients not receiving the treatment show improvement anyway, has always been a factor in the testing of arthritis drugs, and with MIRA it was even higher than expected. In this case, it was attributed to the fact that patients were encouraged to continue taking stable doses of NSAIDs (nonsteroidal anti-inflammatory drugs) throughout the trial. But although clinical improvement in joint swelling and tenderness began at week twelve for both groups, it leveled off for the placebo group in week twenty-four, while patients on minocycline continued getting better through to the end of the study.
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Kim Lofts, Albany, West Australia, was diagnosed with crippling rheumatoid arthritis in 1988, started antibiotic therapy in 1995, and now works on an oil-drilling platform in the South China Sea:

RA is the “Grand Thief”; it will rob you of self-esteem, dignity, pride, and life’s energy. I’d lost faith in what my rheumatologist had to offer me, which came down to more drugs and no hope. Some days I was battling just to pick up my guitar, let alone play.

Two years after starting antibiotics, I’m in remission. This treatment has given me a new lease on life. I’m doing things I haven’t been able to do in years.

Three days after publication of the MIRA study, an article appeared in the Journal of the American Medical Association on the widespread overuse of antibiotics. Antibiotic abuse, especially for relatively trivial ailments, has been a problem for years, and the JAMA piece focused, with good reason, on antibiotics in the penicillin family, amoxicillin and cephalosporins. For patients suffering with inflammatory forms of arthritis, the timing of the antibiotics article was devastating. While no antibiotic is entirely exempt from the potential for encouraging resistant strains of the diseases they attack, tetracyclines have long been recognized as the one class of antibiotics least subject to that disadvantage. There are several classes of common disease organisms frequently targeted by this antibiotic that have never produced a single recorded instance of a tetracycline-resistant strain. But the JAMA article appeared to make no such distinctions among the various types of antibiotics.

Moreover, rheumatoid arthritis is hardly a trivial or transient affliction, like an earache or sinusitis. Paradoxically, the new use of minocycline for this widespread crippling disease would reverse the very trend the JAMA article cited as being so dangerous: the upswing of newer, more expensive, and potentially more destructive drugs—already in widespread use against RA—that can create worse problems than they ever hope to cure.

During this same period, the possibility of an infectious etiology for rheumatoid arthritis slowly began to accumulate a careful, qualified acceptance in other sectors of the scientific community. More than a year before publication of the MIRA results, a “reappraisal of the evidence that rheumatoid arthritis and several other idiopathic diseases are slow bacterial infections” appeared in Annals of Rheumatic Diseases. Authored by G. A. W. Rook, J. L. Stanford, and P. M. Lydyard, all with University College, London Medical School, it concluded, “The arrival of recombinant DNA technology means that the role of infections in RA . . . will be established or refuted within the next few years. If the infection hypothesis proves correct, the treatment of RA will need to be completely revised, and the consequences for the pharmaceutical industry will be enormous. It could become unethical to use steroids or agents which block prostaglandin synthesis, as we cannot be sure that they do not promote proliferation of the organism and . . . lead to more severe disease. Instead we will need to devise antibiotic regimens and immunotherapeutic protocols.”

Overall, the MIRA study gave fresh impetus to this reappraisal. But if there was still a cloud hanging over the interpretation of its significance, it was in the clinical results for the placebo group. While improvements in swelling and tenderness were some 25 to 30 percent lower than in the group on minocycline, the fact that the values came even that close was, for many observers, a puzzling anticlimax.

POWER, MONEY, HEALTH

It would be difficult to overstate the importance of economics in health care. Simplicity and low cost may appear as virtues to a consumer, especially when, like minocycline or its kin in the tetracycline family, a medicine is backed by decades of safe usage in hundreds of widely varied applications. But appearances deceive: the pharmaceutical industry is not driven by the consumer, but by money.

In America alone, at least 30 million people suffer from some inflammatory form of arthritis or related connective-tissue disease, and their symptoms range from mild discomfort to agonizing incapacity. Old standards for arthritis therapy may or may not deliver short-term relief, but recent research has produced a great deal of evidence that they deliver no long-term benefits whatever. Along the way, some of them create new risks to the patient’s health, and not just by allowing it to deteriorate.

One pharmaceutical firm recently sought government approval to market as an arthritis remedy a drug developed for other purposes—the common genealogy of almost every drug sold in the arthritis marketplace. When the FDA turned down the application on the grounds that the benefits were marginal and the side effects were worse than the disease, the cost of the failed gamble was $100 million. The far more expensive drugs already in wide use for arthritis generate billions of dollars in annual profits, and those profits are seriously challenged by Dr. Brown’s therapy.

After the MIRA trials, even though the battle over antibiotic therapy for rheumatoid arthritis had been joined by giants, it was far from won. With its long-awaited publication, a few strong voices in the front row of the choir were at long last starting to sing Tom Brown’s song, but the dissonance was still far louder than the melody. Most physicians either remained unaware of the MIRA trials or downgraded the result based on what appeared to be its high placebo effect.

THE GORDEN ANALYSIS

Some months after publication of the MIRA study, a medical statistician named Dr. Raymond L. Gorden took a closer look at the numbers. He had recently analyzed the methodology in several clinical trials of chemotherapy for cancer, and had found those studies so flawed “that no conclusions could safely be drawn except that the side effects were very damaging.” Based in part on that experience, he acknowledged that he was skeptical about the “great wave of optimism among both patients and physicians” in the aftermath of such a positive report on a treatment for arthritis.

To Gorden’s surprise, while he could find no fault in any of the conclusions in view of the methods used in the experiment, he did find what he described as a “serious deviation from scientific experimental design” that, although in no way detracting from the general conclusions, actually served to obscure what would have been an even more dramatic contrast between the minocycline and the placebo group in terms of joint swelling and tenderness. That serious deviation would provide the missing key to the MIRA puzzle.

The deviation he found was what the authors of the MIRA study referred to as “violations of protocol.” These violations were possible because the treatment protocol was not simply that one group received minocycline and the other a placebo. Instead, out of concern for the suffering of the patients, the protocol allowed both groups some type of anti-inflammatory drug during the trial. Since those drugs have the effect of reducing joint tenderness and swelling, the very things the study was designed to measure, it was logically necessary to hold such medications at comparable levels in both groups throughout the full forty-eight weeks of the trial.

But that isn’t what happened. The rules were violated 120 times during the course of the study. There were 46 violations among the 109 patients in the minocycline group, and 74 violations among the 110 patients in the placebo group. There were not only more frequent violations in the placebo group (3 out of 4 versus less than half), but 46 of those placebo group violations were for increased doses of anti-inflammatory drugs in contrast to only 19 increased doses in the minocycline group. In fact, the number of minocycline patients who decreased their anti-inflammatories was greater than the number who asked for more, while in the placebo the ratio was 3 to 1 in the other direction.

Gorden also pointed to a similar important difference between the two groups in the number of violations of the rule against intra-joint injections of corticosteroids: in the minocycline group there were only six such violations, in contrast to seventeen in the placebo group.

Clearly, the preponderance of violations was of the kind that would produce better results for the placebo group. Gorden next asked how the minocycline still managed to do better than the placebo despite the handicap.

The answer was that there are two ways to reduce pain and swelling in an arthritic joint. One is simply to suppress the symptoms, and the other is to reduce the cause—analogous to raising the bridge or lowering the river. Minocycline kills mycoplasma, the organism that Dr. Brown had identified as the prime suspect in RA and most other connective tissue disease as the cause of inflammation and pain. As noted, the MIRA study demonstrated that the anti-inflammatory drugs in the placebo group lost their power to further decrease the pain and swelling after the twenty-fourth week, while in the minocycline group those outer signs of the disease continued to decline through the forty-eighth week—even though the use of anti-inflammatories by the minocycline group actually decreased during that same period.

Gorden next asked why the attending physicians violated the protocol more frequently and more toward increases of anti-inflammatories in the placebo group than in the minocycline group. Periodic tests revealed that more placebo patients were showing worsening blood tests along with their increased joint pain and swelling. Also, thirteen in the placebo group as opposed to only two in the minocycline group dropped out because they felt no improvement or experienced an arthritic flareup. Under any of those circumstances, it seemed probable that the physician took pity on the patient and tried to reduce the symptoms by switching anti-inflammatory drugs or increasing the dosage. In other words, doctors in the study were continuing to do what they had been doing with arthritis for the past half-century: treating the symptoms instead of the disease, and then confusing the results.

“Clearly these violations of protocol and the failure to reject them from the analysis had the general effect of obscuring the actual superiority of the minocycline over the placebo,” Gorden concluded. “The MIRA study does not mislead patients or physicians to overoptimistic expectations of the minocycline treatment. The minocycline was successful despite the bias against it in the performance of the experiment. Despite my original skepticism I am convinced that the MIRA study follows a valid design and therefore represents a real breakthrough in the treatment of arthritis and in the theory that the disease is caused by an infection.”

NETHERLANDS, ISRAEL, BRITAIN, FRANCE:
EVIDENCE ACCUMULATES

Although it has been unpopular for the past half-century, the infectious theory of rheumatoid arthritis has been around for a long time. Way back in 1920, the renowned physician Osler saw the disease as “secondary to a focus of infection,” probably in the mouth and throat. Twenty years later that theory provided the initial rationale for Lande and Forestiere’s successful use of gold compounds, which, though extraordinarily toxic, were known anti-microbials. This same assumption of an infectious etiology would eventually justify the use in arthritis of other drugs originally designed to fight malaria.

Significantly, after the death of Dr. Brown in 1989, much of the impetus for continued revival of the infectious theory would come from abroad. The first major landmark was the publication in 1991 of an open dose-finding study of minocycline on ten Dutch patients by a researcher at Leiden University named Ferdinand Breedveld. “Half of the efficacy variables improved significantly after four weeks of therapy,” the authors reported. “At the end of the study all variables were significantly changed compared with their pretreatment values. We conclude minocycline may be beneficial in RA.” Even though the research was performed abroad, the results were published in the United States; it revived a rancorous controversy and instantly positioned Breedveld, a recent fellow at Harvard Medical School under Dr. David Trentham, as one of the leading investigators in antibiotic therapy.

The debate intensified the following year with publication in Journal of Rheumatology of another open study from abroad, this time of eighteen RA patients by a young Israeli rheumatologist named Pnina Langevitz and four colleagues in Tel Aviv. “Statistically significant improvement was noted in almost all variables of disease activity. . . . Of the twelve patients completing the study, 25 percent had complete remission, 25 percent had more than a 50 percent improvement, and the other 50 percent had moderate improvement (greater than 25 percent).” This was the first report since Brown’s of actual remissions on antibiotic therapy. By now the climate in American research was so politicized, almost any research on minocycline was received by all but a few with polite curiosity, aloofness, or open disdain.

But it was an idea whose time was about to come again, and the momentum continued to accumulate. Also in 1993, a Breedveld colleague named Kloppenburg published a report in another American journal on the role of antibiotics as disease modifiers in RA, and a year later the two Leiden researchers reported in the American journal Arthritis and Rheumatism on the results of a far more ambitious study than Breedveld’s first one. In a twenty-six-week randomized trial of eighty patients in the Netherlands with an average disease duration of thirteen years, half received 100 milligrams of minocycline orally twice a day, and the other half were given a placebo. In the minocycline group, the mean number of swollen joints decreased from 8.6 to 7.8, while in the placebo group the results went in the opposite direction, rising from 8.6 to 9.2. Similarly, scores on the Ritchie articular index for arthralgia, or joint pain, declined from 21 to 18 in the group receiving the medicine, and rose from 19 to 21 with those who didn’t. “The efficacy of tetracyclines in arthritis and their limited toxicity, even when long courses are used, prompted consideration of these drugs as a possible new treatment for RA,” they concluded. “The trial was performed on patients with advanced, even intractable RA. Side effects may be considered mild in relation to other established DMARDs [Disease Modifying Anti-Rheumatic Drugs]. . . . Minocycline appears to have beneficial properties in RA, even when laboratory parameters of disease activity are considered.”

In 1995, an editorial on the prime infectious suspect appeared in The Journal of Clinical Pathology, co-authored by two key figures in European rheumatology, Dr. D. Taylor-Robinson of the Imperial College School of Medicine at St. Mary’s in London, and Dr. T. Schaeverbeke of Hospital Pellegrin at the University of Bordeaux. “Mycoplasmas in rheumatoid arthritis and other human arthritides” cited numerous cases of mycoplasma-linked arthritis in rats, swine, goats, and sheep, and described a process remarkably similar to the disease in humans—including the persistence of arthritis even after the suspected trigger could no longer be recovered from the joint tissue of the infected animal. The authors commented on the successful use of polymerase chain reaction (PCR) testing, a new DNA technique for determining the role of mycoplasmas in sexually transmitted diseases, suggesting that such a test would yield important insights to the disease process if applied to patients with RA. “It is clear,” they concluded, “that the issue of the role of mycoplasmas in inflammatory rheumatic disorders of unknown cause, including rheumatoid arthritis, can no longer be ignored.”

[image: Image]

Pat Ganger of Delaware Ohio, diagnosed with scleroderma in 1983, started antibiotic therapy in 1989. She is now president of The Road Back Foundation.

Systemic scleroderma does not reverse on its own, and if I hadn’t read about Dr. Brown’s therapy, I’m sure by now I’d be among the large majority with this disease who die in the first ten years. Instead, I am in complete remission, living a full and normal life, and best of all, giving back to others.

The reference to the possibility of future PCR testing left some of their readers with the strong suspicion that the authors were using their platform to point to the left field wall, just as Babe Ruth had sometimes done before hitting a bases-loaded homer. The suspicion was well-founded. On May 18, 1996, Taylor-Robinson, Schaeverbeke, and three other researchers reported in the British medical journal The Lancet on the results of their search for Mycoplasma fermentans in the joints of patients with RA and other forms of arthritis at Hospital Pellegrin. The infectious agent was discovered in fifteen specimens, each from a different patient, all of whom suffered from an inflammatory form of the disease. Synovial fluid was positive in 14 percent of the RA patients, and synovial tissue was positive in 40 percent, for a combined total of 21 percent of the thirty-eight RA patients in the study. Similarly, it was detected in 20 percent of the patients with spondyloarthropathy and 20 percent of those with psoriatic arthritis, and 13 percent of those with unclassified inflammatory arthritis. None of the fluid or tissue specimens was positive in the patients with reactive arthritis, JRA, osteoarthritis, post-traumatic hydrarthrosis, or gouty arthritis.

M fermentans is one of many forms of mycoplasma suspected to be implicated in arthritis over the past several decades, and the report in The Lancet ended with a proposal that other mycoplasmas and similar micro-organisms, particularly chlamydiae, be subjected to the same PCR examination. Placing such infectious agents at the scene is still a step away from convicting them of the crime. But far more significantly, the use of the new DNA test dramatically refuted the standard dismissal of mycoplasmas as being nothing more than laboratory contaminants.

THE NEBRASKA STUDY: 33 PERCENT REMISSIONS

One other common argument against antibiotics and the infectious theory was the persistent claim, Tom Brown and the overseas studies notwithstanding, that no credible research in the subject had ever reported remissions. Despite its benign profile and proven superiority to other DMARDs, and even despite forecasts in several of the leading journals that “the popularity of antibiotic therapy will probably accelerate” (Rheumatic Disease Clinics of North America), even today only a tiny minority of rheumatologists are willing to break ranks with ancient precedent and actually prescribe them for their patients—and then only as a last line of defense when all else fails.

Which brings us back to Dr. James O’Dell, the rheumatologist from Nebraska. O’Dell’s report to the ACR in the fall of 1997 was actually the result of a three-year follow-up to a placebo-controlled clinical trial he presented as an abstract to the ACR in 1995. The study had treated minocycline as a first line of response, not a last resort, and the original abstract was clear enough about the results: O’Dell had run a multi-center study of forty-six patients with a disease duration of less than a year; 65 percent of those treated with minocycline met the high criterion of 50 percent improvement during the trial, versus a mere 13 percent for the placebo; even more conclusively, one third of the twenty-four Nebraska patients who received the minocycline were reported to have remitted during the study. Even with the reported remissions—or more likely because of them—the abstract attracted the usual response from the ACR: barely a word of the results escaped to the press, and the study was virtually buried.

Journal publication of the results was delayed for another year and a half, so the original study didn’t appear in print until June of 1997, just five months before O’Dell went back to the ACR with the results of his three-year follow-up. Publication of the article attracted scant attention in the popular press that summer, trivial in proportion to its significance. All of that would change by fall, however.

On November 10, the second abstract by O’Dell and his twelve co-authors was released to the public. The ACR disclaimer that accompanied it to the press was redolent with the familiar pattern of revisionism and faint praise: in setting the context, for example, the release described as “modest” the results of the earlier MIRA and Netherlands studies, apparently in the belief that the world would have forgotten by then that those same results previously were described by Paulus and others as “profoundly significant.” Dr. Doyt Conn of the Arthritis Foundation said the earlier studies had in fact discouraged many physicians from using the therapy.

The Associated Press article by medical writer Lauran Neergaard gave a perfunctory nod to the ACR disclaimers, then went right to the heart of the story: “How long improvement lasted was key, because many other treatments either wear off or eventually cause serious side effects. So O’Dell followed his patients for over three years—and 44 percent ultimately improved by a dramatic 75 percent or more.”

In the follow-up, the patients he tracked were the fifteen responders to the minocycline therapy in the initial trial. By the end of the three years, five were still in complete remission. Another five were improved by the extremely high criterion of 75 percent. Two were experiencing efficacy but with some minor side effects. Three were currently on DMARDs or prednisone. All fifteen responders had been followed for a mean of 3.3 years, and all of them flared after minocycline was stopped, some within two weeks, others after as long as two and a half years; thirteen of the fifteen responded to the restarting of the antibiotic.

As he had three years before, O’Dell warned against assuming from the dramatic remission rate that the therapy was a cure, or even that rheumatoid arthritis was now proven to be an infectious disease; he theorized that the minocycline worked at least in part not just as an antibiotic but by blocking the enzymes that destroy cartilage inside joints.

The AP quoted a Minneapolis rheumatologist named Dr. Eric Schned who described O’Dell’s results as “impressive” and said he had begun prescribing “safe and quite gentle” doses of minocycline to his own patients. “I tell them, ‘Look, this could be a very slow medicine in working, but you may have some significant benefit extending a few years out.’ ”

Even the Arthritis Foundation’s spokesman conceded that this time the results with minocycline showed “a very definite improvement”—but only after reminding the reader of the “small” patient base.

In fact, the Nebraska trial was half again as large as the Boston study, which with the aegis of the Arthritis Foundation had been considered more than ample to seal the fate of antibiotic therapy for a generation.

SCLERODERMA: THE HARVARD STUDY

In 1995, The Road Back Foundation funded a pilot study at Beth Israel/Deaconess Hospital, Harvard Medical School, of minocycline in scleroderma. Although not a form of arthritis, scleroderma is in the same family of connective tissue diseases, and offered a potentially dramatic model for the efficacy of minocycline therapy. Because of its systemic nature it is most frequently treated by a rheumatologist and, in the systemic form, is usually fatal. There was no universally accepted treatment for the disease.

Seven years before, when Dr. Brown described in The Road Back the results he achieved with minocycline therapy in scleroderma, one of his readers was Pat Ganger. After her treatment and recovery, Pat founded The Road Back Foundation, and she later shared her story with Dr. Trentham, who was already familiar with similar anecdotal evidence from Brown’s book. Dr. Trentham started some scleroderma patients of his own on the therapy, and was impressed with the results, so when Pat returned with a proposal he welcomed the chance to conduct a trial.

The clinical portion of the study was completed in the spring of 1997, and by mid-November Trentham’s office produced a draft report entitled Minocycline in Early Diffuse Scleroderma: A Pilot Open 12-Month Study in 11 Patients.

The report said that all other medications that might potentially modify scleroderma (whether or not they ever had) were discontinued during the course of the study and required a one-month washout period; such agents included methotrexate, penicillamine, chlorambucil, cyclosporin, cyclophosphidamide, colchicine, and photophoresis.

Skin biopsies were performed on all patients at enrollment. All visits included a complete history, physical examination, complete blood count, electrolytes, urea and creatinine, liver function tests, erythrocyte sedimentation rate (ESR Westergren method), and urinalysis. Serum was also collected at all visits for adhesion molecule assays.

Skin scores were measured at each visit, and a response was not counted as clinically significant unless it showed a decrease of more than 35 percent by the last examination. The researchers used a patient and physician 10-cm visual analog scale to measure global patient status, where 0 cm meant the patient could not be better, and 10 cm could not be worse; a clinically significant response was defined as a decrease of at least 25 percent in twelve months.

All eleven patients in the study had been diagnosed by at least one independent rheumatologist.

At the end of the year, five patients had dropped out of the study, two because of a renal crisis (from the disease, not the drug) just two months after entry, two for non-compliance with the protocol, and one because of death from a pre-existing cancer that was not detected until after the study began. In the two cases of renal crisis, neither was taking angiotension-converting enzyme inhibitors during the study; afterward, one returned to normal while the other required permanent dialysis. One of the two non-compliers stopped minocycline after nine months because she felt it wasn’t working, although her skin score at six months was 60 percent better than at enrollment. The other non-complier quit the study in order to switch over to intravenous minocycline therapy. Three of the dropouts were due to serious intercurrent morbidity.
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Marge Cortegiano, Long Island, N.Y., suffered with lupus, RA, and Sjogrens. After such prior medications as gold, cytoxan, plasmapheresis, and seventeen years of prednisone, she was so weak that her muscles atrophied.

After just a year on antibiotic therapy, I am incredibly grateful for the progress I have made. I am able to drive, do errands, pay my bills, travel, and play with my grandchildren (pictured)—all previously impossible because of the pain and fatigue. I keep trying new things; I just went ice skating for the first time in years to build up my muscles. The minocin has given me a whole new outlook.

Six patients completed the full course of treatment.

In all, nine of the eleven patients in the study (82 percent) experienced significant improvement in skin scores. At the end of one year, four of them had complete resolution of their skin disease and their final skin scores were zero; in three of those four, patient and physician VAS scores had improved to zero as well.

Nothing else ever came close to that kind of result.

The Harvard study will be presented to a peer-reviewed medical forum coincidentally with the publication of this book.

A PATIENT’S NEED TO KNOW

Prescriptions are written by doctors, not by their patients, and until physicians are confronted by educated consumers, there is very little incentive for them to change.

After years of misdirected research and suppression of creative dissent, fundamental new insights are now available to arthritis and its treatment. But just because MIRA therapy repeatedly has been proven effective doesn’t mean physicians will automatically give it to everyone it can help. In some cases, that will depend on how effectively arthritis patients are able to use the power in this new knowledge.

That is the reason for this book.


PART I
WAITING FOR MIRA


CHAPTER 1

Cornerstone

Dr. Thomas McPherson Brown was eighty-two years old when The Road Back was first published in 1988. Joan Lunden on “Good Morning America” introduced him as the author of a book on rheumatoid arthritis that was turning the American medical establishment upside down. Ronald Reagan was in Moscow that morning and the report of the president’s trip had occupied most of the program, so this segment was being squeezed into the final two minutes of the show. It was Dr. Brown’s first appearance on live national television, and as he was being led out to the cameras, one of the studio personnel had advised him in a whisper to keep his answers short and sharp—that his effectiveness in making his case would be measured in fractions of a second. Despite that warning, for a moment Dr. Brown cocked his head quizzically, as though the introduction had caught him by surprise and needed weighing. Then he nodded, smiled somewhat puckishly, and said, “If that’s what the book is doing, that would be a good thing.”

A few yards away in the greenroom (where guests wait before being brought out to the cameras), three of his friends were anxiously watching the monitor. It was only when we all tentatively let out our breaths at the same time that I realized how apprehensive we had been for him. We all knew Dr. Brown was dying, and just minutes before he entered the set he had been seized by a fit of coughing so severe he had become violently ill. It seemed miraculous that he was able to speak at all, much less to recover the poise and humor to defend himself and his theory before an immense, nationwide audience.

There was no question where he found his strength. Tom Brown knew that this was his last major opportunity to explain his book, a labor of love written in what he knew at the start was likely to be the final year of his life. Even his detractors agreed that at the very least The Road Back defined his position as an important medical heretic. It just wasn’t in his character to quit such a long race when he seemed so close to the finish line.

In response to friendly, gentle questioning from anchor Lunden, Dr. Brown described the two central concepts in the book. After the introduction, his answers sounded disarmingly simple. The first was that every inflammatory, or rheumatoid, form of arthritis starts with an infection. The second was that all those rheumatoid forms can be treated effectively with safe, easy, and inexpensive antibiotic therapy. At that time, however, neither Dr. Brown’s infectious theory nor his approach to therapy agreed with accepted views of this ancient disease.

The camera shifted to another, much younger physician, who was introduced as a spokesman for the American Rheumatism Association. Although the second introduction omitted to mention that Thomas McPherson Brown had helped found the ARA several decades earlier, for those who were aware of it there was high drama in the pending confrontation. Just a few weeks before, the ARA had attacked Brown’s book, claiming that his theory and his treatment had already been scientifically disproven and suggesting that they were possibly dangerous.

The confrontation hardly lived up to its prologue. The younger doctor was cordial and spoke to Dr. Brown with respect; his tone seemed more collegial, even supportive, than challenging. The discussion seemed too abstract to engage the average viewer, and the show closed with the ARA spokesman saying that Dr. Brown and he agreed more than they disagreed.

As revolutions go—especially in comparison with what was happening that morning in Moscow—it was a distinct anticlimax. But for the friends who were watching from the greenroom, the end of the program brought a collective sigh of relief. When Dr. Brown returned to us, his administrative assistant, Carla Denton, threw her arms around his shoulders and kissed his cheek, and I saw tears brimming in her eyes. After the rest of us shook his hand and congratulated him on his presentation, I glanced over at the physician from the ARA, who had packed his papers and was about to leave the room alone. “You should have someone to congratulate you as well,” I said, holding out my hand. “I know we’re on opposite sides, but you did a good job.”

He accepted the handshake, “I could have been tougher” he said, then lowered his voice. “But I didn’t expect to find him in this condition.”

Behind him, Dr. Brown was now seating himself slowly on one of the plastic-covered greenroom chairs. His skin was yellow, there was perspiration on his forehead, and his hands were shaking as he sipped at a cup of water that Carla was helping him hold. He looked smaller than ever, and in these past few days, for the first time since I had known him, I realized how fragile he had become. “He was afraid he wasn’t going to be able to see it through,” I said.

The doctor had not released the handshake, and now he grasped my elbow with his other for emphasis: “This isn’t just a cough. Dr. Brown is very, very sick.”

A moment later, the ARA doctor’s taxi arrived and he went his separate way. At almost the same time a limo was brought around to take the rest of us back to the airport. The driver made one stop at a nearby hotel for Carla to check out. Meanwhile, in the car, Dr. Brown’s head tilted slowly forward until his chin rested on his chest, and when I asked him a question he didn’t answer. He stirred at a touch on his arm, but it was clear he was fighting unconsciousness. Carla returned and we debated whether to continue to the airport, but Dr. Brown raised his head and waved the conversation to an end with a small gesture of his hand. He said in a firm voice that he was just resting, and that he wanted to get home.

At LaGuardia, he seemed to be improved, although he still appeared to be unsteady on his feet. He managed to reach the gate to board the plane with helpers on each arm, and I asked one last time if he was going to be all right. He paused to weigh the question, just as he had an hour earlier on television, and then he gave the same tired but clear-eyed smile. “I’ll be fine,” he said “I did what I came for.”

Looking back, that makes a pretty good summary of his life.

ON BEING RIGHT AT THE WRONG TIME

Dr. Brown’s notoriety did not begin with the publication of the book. By the time I met him he had been defending his view of arthritis for the better part of a half century. By 1988, however, the compass that guides scientific research in rheumatology—after decades of pointing in the opposite direction—was slowly and begrudgingly starting to shift back to the infectious theory. For the majority of his professional career, Dr. Brown had been forced to dine on a heretic’s standard fare, which ranged from polite tolerance to open ridicule. But by the time he decided to write the book, a small number of other researchers in the field were, at long last, openly discussing the likelihood that inflammatory arthritis had an infectious etiology, even if there still wasn’t much support for the notion that it could be cured. And many more suspected, at the very least, that up to then they had been looking in the wrong place.

For forty years, that wrong place had been in a never-never land of endocrinology. In retrospect, it is easy enough to see how the research effort had been diverted. In the 1940s, a doctor at the Mayo Clinic made medical history with the isolation of one of the body’s most important steroids, cortisone. Even in the Golden Age of wonder drugs, cortisone seemed nearly miraculous. The hormone suppresses inflammation, and it proved so effective in temporarily relieving the symptoms of the rheumatoid forms of arthritis that some of its advocates began to claim it as a cure.

They were right about the temporary relief, but they couldn’t have been more wrong about the cure. A cure works by attacking causes, while cortisone is limited entirely to the masking of effects. With a painful disorder like arthritis, even short-term relief can be a blessing. But there are limits to the amount of cortisone a body can tolerate, and for how long. In heavy doses, its use eventually has to be terminated or terrible things will happen, including blindness and death. When the steroids are stopped, the symptoms almost always return more viciously than before.

Today most doctors, though not all, know the limits of steroids and use them sparingly to good effect. But the early excitement over cortisone set a pattern of erroneous assumptions and false expectations from which the field of rheumatology has yet to recover. By the time the fallacy became widely recognized, the U.S. government had committed an immense amount of funding for research in symptomatic therapy—not for appropriate short-term relief, but as medicine’s first and often final defense against the disease. The resulting detour to symptomatic relief that began with cortisone eventually became one of the best lighted, most heavily traveled dead-end streets in the history of modern medicine.

Far worse than its cost outright, the commitment to this dead end consumed almost every resource available. Basic research into the older concept of rheumatoid arthritis as an infectious disease was almost completely abandoned in the shift to cortisone. For nearly half a century it eclipsed the infectious theory as the avenue to understanding the basic mechanism of arthritis and to its eventual cure.

The persistence of the folly that led to that long detour owes to more than bad science; it also evolved from a familiar combination of politics and money. All ideas, good or bad, need champions to support them, and the champions who aligned the arthritis-research establishment behind cortisone for half a century set about their advocacy by systematically sweeping the field of opposition. Tom Brown was a champion as well, but he was at a terrific disadvantage: nearly alone in the willingness to defend his theory and treatment, the target of ridicule and political vengeance for his opposition to misuse of cortisone, and handicapped by ethical misgivings about double-blind studies; even when he tried to overcome those misgivings, the NIH peer review system consistently refused to support his research. Good science permits dissent; in fact, dissent is the only road to discovery and change. The most damaging legacy of the cortisone advocates was that during their ascendancy it became extremely dangerous to disagree with the new dogma. For several long decades, except for Thomas McPherson Brown, who was regarded by many as the last nut on the tree, the kind of creative dissent that produces change virtually disappeared.

From a strictly business standpoint, that wasn’t such a bad thing. The most lucrative diseases for the medical community are the ones that can be treated indefinitely without being cured; and each year arthritis medicines produce billions of dollars in profits for pharmaceutical companies. Although not a single one of these drugs was developed specifically to cure arthritis, chronic disease is a $600 billion gold mine in America alone, and arthritis accounts for 10 percent of that treasure.

Most of the drugs were produced initially to fight something else, like cancer or malaria, and the rest are copies that produce parallel effects without violating the original patents. Because the metabolic approach was wrong at its core, the majority of the so-called “arthritis drugs” are aimed at the symptoms with only an occasional nod to the possible cause. Hundreds of millions of public dollars—managed by administrators whose careers almost all began under the patronage or employment of the same pharmaceutical firms whose compounds they were now screening—were spent in testing and passing these new applications.

As a result, there are few areas of medicine with a lower cure rate than rheumatology or, until recently, a drearier record of basic scientific progress. The Arthritis Foundation, the nearest organization to a patient-advocacy group in this field, never tires of warning the public that the cause of rheumatoid arthritis is unknown, that it cannot be cured, and that patients must direct their energies toward learning how to live with their affliction. Whatever its intention, when the most common way of dealing with failure is to shove it all back on the patient and blame a poor attitude, the strategy is bound to make the disease even harder, not easier, for the arthritic.

It’s also harder for the doctor, and rheumatology can be a frustrating, unrewarding choice for physicians whose principal purpose in life is to heal the sick. Although some rheumatologists earn incomes of half a million dollars or more a year, the field is considered to be a low-paying one. Perhaps more important, arthritis specialists lack many of the spiritual rewards found in most fields of medicine, and the specialty is declining. At best, the doctor can hope to hold the line long enough for the patient to go into spontaneous remission; sometimes it happens, more often it doesn’t.

In common with many branches of clinical medicine, rheumatology offers few rewards for innovation. Real cures may be a rarity, but doctors don’t lose malpractice suits if they can prove they followed the traditional path, and there’s substantial risk for the physician who openly departs from established procedure. For forty years, that’s been the basic Catch 22 of the infectious theory, and in particular of antibiotic therapy: the rewards are not for success but for failure, and the only penalty is for advocating basic change.

Today, at long last, the medical perspective on the causes and treatment of inflammatory arthritis has begun to broaden, and the pressure for change can no longer be denied. When Tom Brown and I first met to write the book that would become his legacy, any omens of a coming revolution were still so tentative and vague as to be all but invisible. Since then, however, the horizon gradually brightened, and more recently had been filled with signs and wonders. One of the earliest such wonders came in May of 1992, just three years after Tom Brown’s death and four years after the publication of his book, when enrollment was completed for NIH-backed clinical trials of the efficacy of the antibiotic therapy described in The Road Back.

Dr. Brown might have been uncomfortable that it was a double-blind study, but without a doubt he would have been delighted that there was any study at all. Double-blind meant that half of the subjects would receive the medication being tested—in this case, the tetracycline minocycline—and the other half got a pill that had no medical properties at all. The testing centers were Beth Israel Hospital in Boston, University of Vermont in Burlington, State University of New York in Brooklyn, Henry Ford Hospital in Detroit, University of Utah Medical Center in Salt Lake City, and University of Alabama in Birmingham.

WHAT HAPPENED NEXT

The NIH clinical trials set the stage for a seismic shift in the basic approach to treatment. Even though these changes promised to revolutionize a major branch of medicine, none of them required any amendment to Tom Brown’s view of the disease as he described it in the book from his own research and lifelong clinical experience. (The Road Back is included in this volume.)

Despite the terrible burden of unproven truth that Brown carried with him through his life, his friends, colleagues, and patients never knew him to be bitter. He loved his patients, even—and perhaps especially—the ones he knew he would never see, and right up to the end he suffered his detractors with a Quaker stoicism that frequently impressed his less forbearing co-author as saintly.

Some of that stoicism may have been catching. Even before the MIRA trials, many of Dr. Brown’s patients who had initially viewed the book as their and his final chance to win over the medical community had slowly come to accept the possibility that their hopes might still be fulfilled, but not within their deliverer’s lifetime. It was commonplace to hear at the outset of the book project that if Dr. Brown didn’t live long enough to see this through—including total capitulation by the opposition—then it couldn’t possibly happen after he was gone. A year and a half later, some of those same people recognized that the process was a lot slower than they had hoped, but there was no doubt something had been started and was gathering momentum. Even then, however, no one could know how long it would last or where it was to lead.

One evening in mid-April 1989, I walked out to the office behind my house on Cape Cod and called Tom Brown at the National Hospital. It was a familiar pattern for both of us; the best time to reach him was at the end of evening rounds when his work day was almost over. The difference was that this time he was a patient in that hospital, and we both know there was a good chance the call would be our final conversation. We traded small talk for a moment or two, and then I asked him if he was terribly disappointed that the book had not yet lived up to Joan Lunden’s prophecy of a year before.

There was a pause, and I could picture him cocking his head, clear-eyed as ever, to weigh the question. “I never thought of myself as turning the medical world upside down; if anything, I was trying to set it rightside up,” he said. Despite the fatigue and the difficulty in speaking, his voice was still warmed by the familiar smile. “The way this is turning out, it looks like you’re the one who’ll learn whether I succeeded. But there’s one thing I know I managed to do for the medical world, just because I wouldn’t give up and go away: I’ve succeeded in giving it one terrific, fifty-year pain in the neck. That’s got to be worth something.”

I agreed it was. We were both still laughing when we said good-bye.
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