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CHAPTER
1

“Friendly Fire”: The Body Against Itself





It started when I was about thirty-eight or forty. I remember having really bad pains in my joints, just for a few days, with a rash on my cheeks—I’m pretty sure it was what they call the butterfly rash—and a little fever. I did go to the doctor, but the tests didn’t show anything. And then it all went away—until it came back, about five years later.
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I was in my last year of high school. My hands hurt. It was weird, but all of a sudden my hands hurt. Not that much—but they kept hurting. My family doctor—that was in Pennsylvania—said it was mild rheumatoid arthritis. I didn’t really think much more about it, just took some aspirin when it got really uncomfortable. It didn’t really keep me from doing anything. And it never did get any worse.


Then, ten years later, I was married and I’d moved to just outside of Boston, and I got pregnant. There were a lot of complications, like thrombophlebitis and pulmonary emboli, and my obstetrician said, “I think you have a collagen disease.” My baby was fine, and I felt pretty good after she was born, but my doctor warned me that I should never get pregnant again.


And I didn’t. But then a few years later, I started feeling horribly tired all the time and getting these weird blisters on the roof of my mouth, and my obstetrician, who was now my gynecologist, said, “Why don’t you see a rheumatologist?”






[image: i_Image3]




Looking back, I may have had a problem for years before it was diagnosed. I had a lot of things wrong from time to time, but I never connected them. The first thing I remember was that my feet started hurting. And there were changes in my menstrual patterns. My gynecologist said maybe it was early menopause—but I was only thirty-six!


Then everything went back to normal—until I started getting wrist pains, which I figured had something to do with working at the computer; my husband, Charlie, and I are partners, graphic designers. Then the foot pain came back, and then pain in my fingers. Then, my hair started to get thin, and I thought, well, I was forty by now, and my mother’s hair has been thin for years, and I figured I was getting older. I decided that also accounted for the fact that the skin on my face was sort of dry and reddish. I was also tiring very easily.


I didn’t put any of this together, and neither did my doctor. He just said that women my age often started getting aches and pains. About feeling tired, he said, “You’re no spring chicken.” And then it was November, a very busy time for us because clients are doing holiday promotions. And we had friends coming from out of town for Thanksgiving.


Now, I am not the kind of person who normally lets anyone help out in the kitchen—but the pain in my fingers and wrists was so bad, I really needed help picking up pots and pans, and I was grateful for it. And there was one other thing: I was having to go to the bathroom ridiculously often, and I finally realized why: My mouth was terribly dry all the time, and I’d gotten into the habit of keeping water, or juice, or a soft drink next to me all the time—next to my computer, and next to the bed at night—and I was drinking all these extra fluids, so of course I was having frequent urination.


I’d also developed terrible gum problems. On my next visit to the dentist, he found some ulcers in my mouth—which I hadn’t even been aware of, because they didn’t hurt. I told him about my talk with my internist and about some of my other problems. He said, “I think you may have lupus.”
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I had slept with exactly one person, and I was diagnosed as having syphilis in a routine screening test. In fact, I was treated for syphilis. I know now that was probably a false-positive test. Every once in a while, over the next ten years, I’d run low-grade fevers and feel kind of draggy, but my internist would say, “Oh, it’s just a virus; don’t worry about it.”


Once, when I was around twenty-four or twenty-five—I was still living in L.A., where I grew up; that was before I moved to Oregon—one evening I was sitting in a movie theater, and my knees started to hurt. Later that night, I woke up and I couldn’t move a single one of my joints; I had to call my parents to come across town and take me out of my apartment. I took a lot of aspirin, and it went away in about three days. Then it happened again a few days later. I’d been taking a sulfa drug for a bladder infection, and I finally realized I was allergic to it.


After that, I was perfectly fine, for about five years—and then all the other symptoms set in.
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Actually, I’m pretty sure it started maybe twenty years ago, when I was in my early thirties. I was dead tired all the time, and running a fever nearly every day. My internist kept saying he suspected lupus, and he put me in the hospital for tests. At first, everything came back negative. One of the specialists suggested it was all in my mind, that I was concerned about aging. Aging? At thirty-one or thirty-two? Finally, although they never did come up with a diagnosis, they found enough abnormal results to prove it wasn’t psychosomatic. That was a relief, but it would have been a lot easier on me to know what it was. I was sick—even the specialists finally agreed with that—but I came out with no diagnosis. My rheumatologist says now that it wasn’t their fault, that the testing just wasn’t as sophisticated then.
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At first I had only one symptom. I was working at a landscaping firm—a job I really loved—and one day, I had this rash—just a rash, no fever or anything else, and I hadn’t been bitten or stung. It wouldn’t go away, and I finally saw a dermatologist. He said I’d probably developed an allergy to the sun, and if I could manage to do most of my work in the shade, a high-SPF sunscreen would probably do the trick. It didn’t. I went to see a different dermatologist.


This guy took one look at me and said, “Do you have lupus?” I said, “What?” I’d never heard of lupus. Then he asked me if I had any joint pains. And, well, I did; I just hadn’t thought much about it. He sent me to a rheumatologist. The rheumatologist did blood tests, and he concluded that yes, I had lupus.


So I went to my local library and looked it up. I took out an old medical book—very old, but it was the only one they had that mentioned lupus. It compared lupus to tuberculosis and said the life expectancy was three to seven years. I was very young, and I was very scared. Of course I know better now; it’s been more inconvenient than life-threatening. But that book was very, very scary.
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It must have been, let’s see, eight years ago now. Age, mid-thirties. I’d just gotten my real-estate license a few months before that, and I was doing pretty well; this part of Florida was really growing. I had a bout of joint pain. My internist referred me to a rheumatolo-gist, who did some tests, but they didn’t seem to tell much, and the arthritis—that’s what it was, but that just means inflammation, it doesn’t tell you why—went away by itself.


I don’t really know whether it had any connection with lupus. And I didn’t have any other problems for maybe four and a half or five years. Then, in the winter, a couple of years ago, I had symptoms of Raynaud’s; of course I didn’t know what to call it, then, but my fingers would get cold and turn white. I was talking to a cousin who happens to be a doctor, and I mentioned it, and he said, you ought to see a rheumatologist.


So I went back to the same specialist I’d seen before, and that was lucky because she’d done tests—which didn’t show anything at all—when I saw her about the arthritis. But now, it was really helpful that she had a record of those. She called them “baseline values,” and she explained to me that there’s a range of normal values for these things, and mine might be different from somebody else’s, so it was great that she had a record of mine and not just some average figures. The new tests were positive, and they showed I have lupus. My doctor says that she isn’t sure, but the arthritis a few years back could have been a kind of precursor of lupus, although she didn’t feel I had lupus then.




Rash. Fever. Joint pains. Fatigue. Blood clots. Respiratory problems. Fatigue. Thinning hair. Falsely positive tests for infection. Fatigue. All are symptoms of lupus—or, possibly, not.


There are as many pictures, as many personal experiences, of lupus as there are people who have had it. Lupus is much like the elephant in an old folk tale. Having heard of elephants but never having seen one, a curious monarch directed his wisest advisors to go forth, find and examine the exotic beast, and return and describe it. Unfortunately, all of the sages were blind. Depending on what part of the elephant was encountered—leg, tusk, trunk, or tail—the animal was likened to a tree trunk, a spear, a serpent, or a rope.


The first experience with lupus is often recognized only in retrospect—seen at the time as something else or, often, simply an enigma. Only when lupus is finally suspected and diagnosed may it be clear that events that took place months or even years earlier were actually—or, at least, possibly—signs and symptoms of lupus.


Lupus—its full medical name is systemic lupus erythematosus—is a mysterious illness. Although various aspects of it were described as far back as the 1840s, and it was recognized as a systemic disease well over a century ago, the cause is still unknown and a cure still elusive. Lupus is not transmissible from one individual to another; in no case has contagion even been suspected. In the vast majority of patients, it does not prove fatal. The illness might be viewed as, essentially, the opposite of AIDS, in which the immune system fails to fight off infectious agents—they cause what are often called “opportunistic infections”—that take advantage of the body’s vulnerability.


Lupus is very different. In lupus, the body’s defenses don’t falter or flag. Rather, they become hyperactive, fiercely assaulting an individual’s own tissues as if those tissues were offending intruders, foreign agents that must be destroyed or expelled. In the military, that sort of situation is known as “friendly fire”—an attack intended to destroy the enemy but inadvertently, tragically, through some mistaken transmission of signals, misdirected at our own forces.


The immune system is the body’s military, its defense force—and in lupus and certain other conditions, that defense force is misdirecting its fire to attack its own kind, its own “side.” In medical terms, it is as if one has developed immunity to oneself, and lupus is therefore classed as an autoimmune disease (the prefix “auto-” means “self ”); indeed, it is considered the prototype, the prime example, of such diseases. Lupus is a battle of the body against itself.


There are quite a few autoimmune conditions. Some involve a single organ or system; diabetes mellitus, Graves’ disease, and psoriasis affect respectively the pancreas, the thyroid gland, and the skin (sometimes the joints as well). In lupus, the targeted tissues may include the skin, joints, or vital organs, and evidence of lupus activity may range from a bothersome rash to critical kidney dysfunction. Lupus spans the gamut from a persistent nuisance to a threat to life—in different people, or in the same person at different times.


There is as yet neither prevention nor cure, nothing that will vanquish the disease. Although there may be periods of remission when little or no treatment is needed, lupus is chronic, a lifelong presence. But there are many effective ways of dealing with its manifestations, both its minor annoyances and its major complications.


It has been estimated that at least 1,400,000 to 2,000,000 Americans suffer from lupus. There is no official tally for lupus, such as those published by the Centers for Disease Control and Prevention for tuberculosis, AIDS, measles, and other diseases for which reporting to public health authorities is mandated. The cited estimates of lupus prevalence are undoubtedly low. They are based on a survey commissioned by the Lupus Foundation of America, with results reported in 1994, and they reflect diagnosed cases only. The true total is doubtless considerably higher.


Prior to that survey, published estimates—generally based on physician surveys—were even lower. One reason for the probable underestimates in such surveys was the practice of not counting those patients whose symptoms were limited to the skin. Until recently, it was held that such cases constituted a completely distinct disease, known as “discoid lupus,” named for the characteristic skin lesions, which are raised and roughly disk-shaped. It’s now recognized that discoid lupus is simply a part of the lupus spectrum.


Another reason for low prevalence estimates is that many cases never enter the database. Many instances of the disease, due to the nature of its manifestations, may simply escape medical attention entirely. In general, estimates of noncontagious, nonreportable disease prevalence rely on some sort of official records such as hospital discharge logs, emergency-room visits, and reasons noted for school absences. It is thus possible to estimate numbers of heart attacks, broken legs, and children suffering from severe asthma, for example, with reasonable accuracy.


Most people with lupus, most of the time, continue to go about their daily lives. They’re predominantly adults and, like most, often report to their jobs even when they’re not feeling quite up to par; or they may avail themselves of allotted “sick days” or “personal leave days,” without reporting the reason. They may be self-employed. They may be college students or homemakers and therefore not counted in the “work force.” Unless their symptoms become life-threatening, they don’t appear in emergency rooms, and thus, they don’t become statistics.


Through the 1980s or so, many of the generally accepted estimates of lupus prevalence relied chiefly on hospitalization data. Research conducted in the early 1990s, however, revealed that fewer than half of lupus patients are likely to be hospitalized within any ten-year period (in the experience of many physicians, the proportion is significantly lower, perhaps 10 or 15 percent). In short, most lupus patients simply aren’t enumerated anywhere. Thus, an assumption that hospitalized lupus patients represent a high proportion of the total number of lupus patients is likely to lead to gross underestimates of that total.


Although lupus has been diagnosed in both small children and senior citizens, the concentration of cases (at the time of diagnosis) occurs during the period from the teen years through the forties, with a mean onset age of twenty-nine or thirty. During these years of highest incidence, the female-to-male ratio is at least nine to one (after the mid-fifties, it drops to around two to one). No one is sure why this sex difference exists.


Lupus, as every lupus patient knows, is a frustrating experience. Your physician cannot explain its cause, predict its course, or promise a cure. This bafflement, this inability of medicine to clarify the nature and outcome of lupus has led, as many medical mysteries do, to speculation, to theories, to a continuing search for solutions. It has also led, at times, to the spreading of outrageous misinformation.


Until the 1970s, lupus was little known to the public or even to writers of popular home health guides, and many books published before that time dismissed lupus as “rare,” or as “a disease of the skin.” Still older books, possibly confusing what we now call lupus with other diseases, characterized it as invariably deadly, frightening a great many recently diagnosed patients who encountered these very old works in libraries. And there have been many other misunderstandings over the years, with confused journalists describing lupus as everything from a familial curse to a sexually transmitted scourge.


It’s true that a few well-known Americans have died of complications of lupus. The best-known was probably the gifted novelist and short-story writer Flannery O’Connor, who died in 1964. More recently, in 1997, the veteran broadcast journalist Charles Kuralt succumbed to the disease, as did actor John Wayne’s eldest son, Michael, who, according to news reports, died of lupus-related heart failure in 2003 at the age of sixty-eight.


Lupus is in fact not often fatal. Many examinations of survival rates in lupus patients have been published over the years—and a significant difference has emerged over those years. A summary published in 1955 showed a five-year survival rate of only 50 percent. By the 1990s, both the five- and ten-year survival rates were in the mid-90 percent range, and the twenty-year figure was over 85 percent. As one might expect, the tremendous jump in these survival rates is rather deceptive, for reasons similar to the distortions in the early prevalence estimates.


Treatment of lupus has indeed advanced tremendously in the past half-century, and the outlook for the patient is far rosier now than it was earlier. But diagnosis has also come a long way. The 1955 survival rate of only 50 percent was doubtless based on only a fraction of those who actually had lupus—that is, only those patients who were hospitalized—and those certainly represented the most serious and complicated cases. Thus, since the total number of people with lupus was significantly underestimated, published mortality rates—calculated as a proportion of that presumed total—appeared much higher than they actually were.


Even today, many cases of lupus escape diagnosis, so the most recently published survival rates are probably on the low side, as well. That is, since the true total is doubtless higher than estimated on the basis of surveys, those who die of the disease likely constitute an even smaller proportion of all lupus patients than is estimated.


Today, although lupus can be neither prevented nor cured, there is much that can be done, by both patient and physician. If a crisis does occur, your physician can now summon sophisticated diagnostic and therapeutic technology to your aid, and the efficacy of that technology is steadily increasing. Chances are, however, such a crisis will not occur; as we’ve said, only a small minority of lupus patients are ever sick enough to require hospitalization.


The vast majority of those with lupus never face a major crisis; they simply cope, on a day-to-day basis, with what may seem at times to be a succession of minor crises. Some of that coping can be aided by your physician, who can prescribe and suggest ways to ease discomfort and to deal with the disease’s vexingly unforeseeable course. Some is best done by you.


There is now a greater understanding of lupus and its physical and emotional impact. There is new thinking, and there are new therapies—not only medical treatment but additional steps a patient can successfully take to relieve and to prevent problems.


This book shares that information, along with the latest from the medical research front. We hope that if you have lupus, or someone you care about has lupus, you’ll gain new insight into, and appreciation of, living with lupus.



A NOTE ON NAMES


Some readers may be puzzled by the name of the disease. Why is it called “lupus”? Before we go on to explore the various facets of living with lupus in the twenty-first century, a brief explanation, as well as comment on some persistent confusion, is in order.


Lupus is the Latin word for “wolf.” It was first used medically in the mid-nineteenth century to denote a completely different condition, a “malignant ulceration often destroying the nose, face, &c” (the definition in the first US medical dictionary).1 Someone probably thought the damage caused by the disease resembled the result of an attack by a ravenous wolf.


The full medical term for that disease, which is totally unrelated to the condition now called lupus, was lupus vulgaris (the latter Latin word simply means “common” or “ordinary”). A variant form of the disease, characterized by very large, reddish nodules, was labeled lupus tumidus or lupus hypertrophicus. All of those terms are now obsolete, and the modern name for the disease is cutaneous (affecting the skin) tuberculosis. This form of TB results in extensive ulceration and tissue destruction and affects the face, especially around the nose and cheeks and sometimes the chin, more often than other sites. The cause is the same bacterium that typically targets the lungs but may occasionally attack other parts of the body. In the 1850s, its infectious cause was unknown; the tuberculosis bacillus, Mycobacterium tuberculosis,  wasn’t identified until 1882.


Some years earlier, in the 1840s, the Viennese physician Ferdinand von Hebra had described a distinctive rash—“mainly on the face, on the cheeks and nose in a distribution not dissimilar to a butterfly.” This is, of course, the now-famous “butterfly rash,” which is probably the best-known characteristic of lupus, although it appears in only about half of cases. Dr. Hebra’s description was the first in the medical literature of the condition we now know as lupus.


Clearly, this was not the destructive affliction then known as lupus vulgaris, although it seemed to affect the same area. Since it was a different condition, a different name was needed. In 1851, the French dermatologist Pierre Cazenave combined the Latin word already in use with a new Greek-rooted French one and introduced the term lupus erythemateux, “lupus characterized by redness.” The second word was soon Latinized to erythematosus. Later, after it had been conclusively demonstrated that the condition affects various parts of the body, “disseminated” was added up front. Still later, that was changed to “systemic,” and the full medical term became systemic lupus ery-thematosus, or SLE. Now, patients and physicians alike refer to the disease simply as “lupus.”



NOTES


1. C. H. Cleaveland, M.D., Pronouncing Medical Lexicon, Containing the  Correct Pronunciation and Definition of Most of the Terms Used by Speakers and  Writers of Medicine and the Collateral Sciences (Cincinnati: Longley Brothers), 1857.




















CHAPTER
2

The Difficult Diagnosis



How does a physician arrive at the conclusion that a patient is suffering from lupus? The diagnosis isn’t an easy one, especially for a physician who is inexperienced. Many people visit three, four, or more doctors before lupus is either confirmed or eliminated from consideration.


The diagnosis should be made by a specialist, a rheumatologist, for a number of reasons, including familiarity with the spectrum of the disease (and related ills with which it can be easily confused) and awareness of the latest scientific information in the field. A primary-care physician, a general internist or family physician, or another physician or dentist who suspects the possibility of lupus will generally refer the patient to such a specialist. Unfortunately, some practitioners fail to suspect that possibility.




The first doctor I saw said I was just tired and depressed; I don’t know if he thought the fatigue caused the depression or vice versa, but he was sure that I wasn’t sick. It was four more doctors and three more years before I found out what I actually had.





In a patient survey conducted by the American Autoimmune Related Diseases Association and reported in 2002, the majority of those with serious autoimmune diseases were found to have had significant problems in arriving at a diagnosis. Many were told that their symptoms were merely “in their heads” or that they were simply suffering from “stress.” No fewer than 45 percent had in fact been labeled hypochondriacs.


Certainly, if you suspect that you may have lupus or another similar condition, your concerns should not be dismissed—nor should you accept such a dismissal. You should persist and insist on thorough investigation by a qualified specialist. That specialist is a rheumatologist;  rheumatology is a subspecialty of internal medicine.


Arriving at a diagnosis, even for the experienced rheumatologist, is still not a simple matter. A strep infection can be identified by the presence of bacteria in a test-tube culture; the diagnosis of diabetes can be made by measuring insulin responses. No such simple test exists for lupus. Rather, the physician will arrive at a conclusion—and be aware that it may be tentative—based on the following:




	 The patient’s complaints. Lupus may begin with any one or more of a vast spectrum of symptoms, including—but not limited to—fever, fatigue, stomach upset, hair loss, rashes, and assorted aches and pains. Of course, all of these can be symptoms of many other conditions as well: allergic reactions, infections, and hormonal imbalances, to name just a few. There is, in particular, a great potential for overlap and confusion with other conditions in the “family” of which lupus is a part, generally known as the connective-tissue diseases—prominently, rheumatoid arthritis, progressive systemic sclerosis (scleroderma), myositis, and dermatomyositis.

Sorting out the possibilities, a process known in medicine as differential diagnosis, is the challenge the physician faces. Depending on the individual patient’s signs and symptoms, the physician may need to perform a number of tests and other procedures to eliminate other diseases and disorders.


Of course, an experienced physician’s first concern is the possibility of an acute condition that requires immediate action, whether or not that condition is associated with lupus. So the first considerations will be such possibilities—malignancies, serious infections, dysfunctions of major organs. Once they have been deemed unlikely, and lupus or another connective-tissue disease is strongly suspected, further exploration will be in order.




	 Established diagnostic criteria. For each of the connective-tissue disorders, a set of descriptive guidelines have been developed by the Diagnostic and Therapeutic Criteria Committee of the American College of Rheumatology (ACR)—not a “college” in the generally understood sense but the professional organization of those physicians specializing in the treatment of the various forms of arthritis as well as other disorders involving autoimmune reactions.

Patients (and physicians, too) must understand that these criteria do not represent a “test” that must be passed before someone can be said to have lupus. Rather, they serve a dual purpose. Primarily, they provide commonality of language; if physicians are to talk about treatment, explore causes, conduct trials of medications, and so forth, they must agree on a description of the disease they’re discussing. Second, they provide confirmatory support for the practicing physician, a kind of diagnostic yardstick.




	 “Unofficial” factors. The physician’s own knowledge and experience frequently suggest other significant factors, beyond the “official” criteria.The ACR criteria are based on surveys of leading rheumatolo-gists in the United States and Canada. They were established in the early 1980s, replacing tentative criteria proposed a decade earlier, and were revised in the late 1990s. The list may be further revised in the future, as more reliable, sensitive, and, especially, more specific diagnostic tests are developed and reaffirmed.









Before we go on to describe both the ACR criteria and other diagnostic determinants, a brief explanation is needed of two of the terms above, which have been used here in a particular medical sense.



SENSITIVITY AND SPECIFICITY

Diagnostic testing relies on two concepts, sensitivity and specificity.  The first term refers to whether a test is likely to miss many cases of the disease or disorder for which the patient is being tested. The second refers to whether the test is helpful in narrowing the diagnosis to the condition being tested for.


Let’s say, for example, that 95 percent of those with a condition we’ll call “Dreaded Disease” have factor X in their blood. An accurate test for factor X would be positive in nineteen out of twenty people with Dreaded Disease, “missing” only one in twenty cases; it would be highly sensitive and thus useful for screening large populations.


If factor X is also found in 40 percent of perfectly healthy people, however, or in 40 percent of those with an entirely different disease, a positive result would not really be very helpful in pinpointing true cases of Dreaded Disease. Thus, a test for factor X would be low in specificity and thus not very useful for an individual patient’s diagnosis. 


Or, let’s say there’s another clue, called factor Y, that is found in 50 percent of those with Dreaded Disease but in only 1 percent of people who don’t have the disease. An accurate test for factor Y could not be called sensitive, since in random screening it would miss half the cases of the disease—all those cases occurring in people with the disease but without factor Y. On the other hand, it would be far more specific than the test for factor X: A positive test for factor Y would mean 99-to-1 odds that the patient has Dreaded Disease.


Ideally, an accurate diagnostic test for a particular disease would be based on a characteristic found in all people with the disease and in no one without it. It would be 100 percent sensitive and 100 percent specific: A negative test would be guaranteed assurance that the patient doesn’t have the disease (since the test wouldn’t miss any cases), and a positive test would tell the physician the patient definitely has the disease (and not some other disease, or no disease at all). No such test yet exists for lupus, for the simple reason that it would rely on testing for a factor both unique to lupus and present in all cases of the disease. No such factor has yet been found.


Therefore, a combination of scientific knowledge, experience, and judgment are needed for diagnosis.



THE ACR DIAGNOSTIC CRITERIA

Of the American College of Rheumatology’s current criteria for lupus, four are considered necessary to confirm the diagnosis without question, but the four needn’t be present simultaneously. Some of the criteria are symptoms experienced by the patient or observable by both patient and physician; others must be determined by blood tests or other procedures.


Remember that this list, first drawn up more than three decades ago and already twice revised, is subject to future revision. Remember, too, that the criteria have been established chiefly to provide a common-ground basis for discussing the disease, not as a “test” the patient must pass. Many patients who unquestionably have lupus—perhaps half of all those who do—will never fully meet the ACR research-oriented criteria.



	 Butterfly rash. A reddish eruption across the bridge of the nose and winging out over the cheekbones, in a sort of butterfly configuration. As noted in Chapter 1, it was this characteristic rash that gave the disease its name. It is often cited as a classic symptom of lupus—probably more due to its picturesque name than its prevalence. The rash isn’t necessarily itchy or particularly painful, although it may burn slightly on exposure to the sun; it usually goes away and leaves no residual marking.



I was the one who suspected I had lupus, after I’d read about it. But when I went to see the doctor who took care of me then and said, “Do you think maybe I might have lupus?” he said, “You can’t possibly have lupus. You don’t have the butterfly rash, and all those with lupus have the rash.”





Some physicians are clearly unacquainted with the relatively low incidence of the butterfly rash, especially as an early symptom of lupus. It’s an initial symptom in fewer than one in twenty cases of lupus, and only 40 to 60 percent of lupus patients (reported surveys have varied) will ever have it.




	 Discoid lesions. Reddish, raised patches, anywhere on the body, sometimes referred to as discoid lupus erythematosus (DLE), which used to be classified as a disease distinct from systemic lupus erythematosus (SLE). DLE is now considered to be a part of the lupus spectrum, even if it is the only firm evidence of the disease. The lesions are roughly disk-shaped, thick, and scaly, and they may leave scars after healing.This kind of skin lesion occurs in about 15 percent of lupus patients, and in only 5 to 10 percent of those who have it does the disease affect other parts of the body. Some observers believe that one of the reasons for past low estimates of lupus prevalence is that DLE cases had, by and large, been omitted.




	 Photosensitivity of the skin, with a rash specifically following exposure to sunlight or, often, fluorescent lights. This is often the very first symptom. Although only about one-third of those with lupus are light-sensitive, the reaction should suggest the possibility of lupus to any physician, especially if exposure correlates not only with skin manifestations but with other symptoms as well.


	 Ulcerative sores, often (but not necessarily) painless, in the mouth or throat, and occasionally in the vagina. Sometimes, the patient is unaware of the oral lesions, and it’s a dentist who notes them, perhaps during a routine checkup. When they first arise, they may be blister-like in appearance. About one in eight lupus patients has such sores at some time.


	 Arthritis—joint inflammation, characterized by pain on motion, stiffness, tenderness, and swelling—in two or more peripheral joints. (Peripheral joints are those of the hands, arms, feet, and legs.) Joint aches, which are much like those of rheumatoid arthritis, are among the first symptoms in three of four cases of lupus, and at least 90 percent of patients will have arthralgia (joint pain) or arthritis sooner or later; its severity may vary considerably. The earliest arthritis symptom (in both lupus and rheumatoid arthritis) is usually morning stiffness of the fingers and wrists.

Joint pains, despite their prevalence in lupus patients, constitute a very nonspecific symptom. Not only are joint aches preeminent symptoms of such related ills as rheumatoid arthritis and osteoarthritis; they also can be—and often are—due to injury or to simple physical stress. They can also accompany a variety of acute infections, including rubella, Lyme disease, and ordinary influenza. In a 2001 survey of adults in the United States, fully one-third of all respondents—a proportion representing nearly 70 million people—reported that they’d suffered from joint pain.


Rheumatoid arthritis, the chief feature of which is joint pain and inflammation, is the disease most commonly confused with lupus when the patient’s chief complaint focuses on joint discomfort. Some of the laboratory tests, however, may be helpful in distinguishing between them, as may the particular joints involved and how they are affected; X rays can sometimes help to reveal crucial differences. In general, in lupus, as contrasted with rheumatoid arthritis, any actual deformities in the joints are almost always confined to the hands and wrists, and erosion of the bone does not occur. At times, symptomatic confusion and inconclusive laboratory tests will result in a tentative diagnosis of “rhupus”—which simply means that it’s not yet possible to affix a definite label.





	 Chest/heart problems. Evidence of either pleurisy (pleuritis; inflammation of the pleura, the membrane lining the chest cavity) or pericarditis (inflammation of the pericardium, the outer membrane surrounding the heart). The patient has usually complained of chest pain, and the physician will order a chest X ray and electrocardiogram (ECG) to investigate.Various studies have shown that one-third to approximately 45 percent of those with lupus have pleurisy at one time or another, though not necessarily initially, and about 25 percent will experience pericarditis.




	 Renal (kidney) disorder. Kidney problems may be suggested by persistent proteinuria, the presence of certain proteins in the urine, or by discovery in the urine of elements known as cellular casts, which are fragments of red cells. Urinalysis is a standard part of the differential diagnosis, since it can also reveal additional conditions such as diabetes and urinary tract infections.Perhaps half of all lupus patients will have some degree of kidney involvement at some time. Reported figures have ranged, in various studies, from 40 to 75 percent, but most have been in the lower part of that range.




	 Signs of neurologic disorder. Seizures and/or psychosis, occurring without any explanation. There are many other causes, including toxic drugs, injury, and metabolic derangement; infection is also a possible cause of sudden seizures. If there are such symptoms, diagnosis may require an electroencephalogram (EEG) and a lumbar puncture (“spinal tap”) to obtain a sample of the cerebrospinal fluid that bathes the brain and flows down through the spinal canal, as well as other investigative procedures. Such disorders affect a small but significant proportion of those with lupus, perhaps 15 percent.


	 Hematologic (blood) abnormalities. These may include hemolytic anemia (caused by too-rapid destruction of red blood cells), leukopenia (a deficit in white cells), or thrombocytopenia (a deficit in thrombocytes or platelets, the clotting cells); a symptom of the last may be “bruises” in the absence of injury, caused by spontaneous bleeding of small vessels in the skin, or the persistent refusal of an injury to heal properly. A complete blood count (CBC) is, of course, a basic diagnostic procedure. Just about all lupus patients will have some hematologic departure from the norm at some point, though not necessarily at the time of diagnosis.


	
 Immunologic disruption, suggested by any of these three findings in blood tests:



	
(1) Evidence of the antiphospholipid antibody syndrome (APS; in Great Britain, also known as Hughes syndrome), signaled by the presence of antibodies to a particular group of substances found in cell membranes, based on one of the following:





	
(a) A false-positive reaction to the standard test for syphilis, persisting for at least six months and confirmed as false by the use of alternative testing methods.1 This occurs in about 20 percent of those with lupus.


	
(b) A positive test for lupus anticoagulant; this occurs in about 10 percent of those with lupus. A test for this antiphospholipid antibody is called the PTT, for partial thromboplastin time. Despite the word “anticoagulant,” which seems to suggest that it prevents blood clotting, it’s actually associated with an increased risk of the formation of dangerously obstructive blood clots.


	
(c) An abnormal level of anticardiolipin antibodies (ACL); this is found, at one time or another, in perhaps one-third to one-half of lupus patients. Cardiolipin is a substance found in cells lining blood vessels.
The antiphospholipid antibody syndrome affects perhaps 1–2 percent of the general population but a far higher percentage of lupus patients—so, while it is not by itself diagnostic of lupus, its presence is suggestive of something amiss immunologically. APS is a special concern in relation to pregnancy and is discussed in detail in Chapter 6.








	
(2) An abnormally heightened level of anti-DNA, an antibody to DNA (deoxyribonucleic acid), particularly double-stranded DNA (dsDNA) or “native” DNA, the kind found within the nucleus of all human cells; this antibody is often called “anti-dsDNA.” Anti-dsDNA is found in at least 50 percent of lupus patients at some time. Some researchers believe that the antibody to native DNA may be unique to lupus, making this assay a highly specific one, though not particularly sensitive. (See the earlier explanation of sensitivity and specificity.)DNA with another molecular structure, known as single-stranded DNA (ssDNA), is also found in the bloodstream as a result of the breakdown of old or damaged cells. Most lupus patients also have anti-ssDNA, but so do those with rheumatoid arthritis and other connective-tissue disorders; anti-ssDNA may be found, as well, in perfectly healthy people.




	
(3) The presence of anti-Sm, another antibody. “Sm” is not a medical abbreviation but stands for the name of the patient in whom it was first identified; it is a nuclear protein. Anti- Sm has been found in fewer than half of lupus patients (the reported range is 30 to 40 percent), but, like anti-dsDNA, it may be unique to lupus—a finding with low sensitivity but high specificity.








	 High levels of antinuclear antibodies (ANA), antibodies that act indiscriminately against material from cell nuclei. They don’t actually invade cells but, rather, apparently react to a variety of proteins that may be released when cells have been destroyed.High ANA levels are suggestive of lupus, though not exclusive to lupus; they’re also found in a number of other conditions, including rheumatoid arthritis, liver disease, and some infections, as well as in those taking certain medications. The proportions of positive results vary, however—from at least 90 percent (and perhaps very close to 100 percent) of lupus patients to about 30 percent of people with rheumatoid arthritis and varying proportions of those with other connective-tissue disorders and other diseases. They are also found in a small percentage of healthy elderly people. ANA testing is thus highly sensitive, but not specific.









The last two ACR criteria involve antibodies. You may be more familiar with the word in connection with infectious diseases, where antibodies are viewed as highly desirable. They are developed by the body in response to infection or to a vaccination in which infectious agents are deliberately introduced to evoke the manufacture of antibodies. Thereafter, those antibodies stand guard, ready to defend the body against that particular disease-causing agent. A substance that provokes the body’s immune system to produce antibodies is called an antigen, since it stimulates production of an “anti” substance; antigens are usually composed of protein.


But in lupus, and in the other connective-tissue disorders, tissues of the patient’s own body are somehow perceived as foreign invaders, like bacteria or viruses, and they act as antigens. ANA and the other antibodies mentioned in the diagnostic criteria, unlike our antibodies against polio, measles, or the flu, have been produced to do battle with the stuff of the body’s own cells. They are autoantibodies, hence the characterization of lupus and the others as autoimmune disorders—conditions in which the body is primed to protect itself against itself.


Why should these substances from the patient’s own body act as antigens? No one knows. But the antibody-provoking substances are not intact tissues and organs. Rather, they consist of cellular fragments that have somehow been released and have set off this autore-active frenzy.


All cells die eventually; the body is constantly renewing and replacing itself, efficiently disposing of old, worn-out cellular material, with no disruption in the smooth running of the body as a whole. This normal process of preprogrammed cell death is called apoptosis  (the name of this routine process is from two Greek roots meaning roughly “falling away”). Scientists exploring the origins of autoimmune disease now suspect that something may go awry during this normal ongoing process, something that triggers the abnormal autore-active activity.



OTHER SIGNS, SYMPTOMS, AND TESTS

Although they are not currently on the list of official criteria, there are a number of other signs, symptoms, and test results that, if present with others, will lead an experienced specialist to consider the possibility that a patient may have lupus. Some are considered more significant than others. Among them are the following (the first three were formerly included in the official ACR diagnostic criteria but were later dropped):




	 Hair loss. Rapidly occurring, unexplained loss of hair from the scalp. There are many possible causes of hair loss, ranging from mechanical stress to allergies and infections, and the physician will look for such alternative explanations. About a quarter of all lupus patients experience some degree of hair loss.
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