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Patients with rheumatic disease are

turning to complementary and

alternative therapies in growing

numbers. Many of these therapies

have a long history of apparent safety

and efficacy but have not been         

adequately tested in controlled trials.

To add physicians in guiding patients

decision, the most frequently used

products and oracices 

are reviewed.                       

For thousands of years, herbs and other products from the natural world have been used in treating rheumatic disease. Some of those in current use have an ancient heritage, whereas others have arisen from discoveries and cultural trends in more recent centuries

All therapies referred to as complementary or alternative were initially distinguished by their place outside the mainstrean of American medicine-i.e., they were not taught in medical schools or available in hospitals. That has been changing in recent years, however. The majority of medical schools in the United States now offer elective courses in alternative therapies, and there is growing interest among physicians and patients in applying at least some of what has been learned in general practice ( see “Medicinal Herbes: A Primer for Primary Care” byS.K. Hadley and J.J. Petry, HP, June 15, 1999).

Patterns of Usage

PREVALENCE. The pioneering work of David M. Eisenberg and colleagues at Harvard in the early 1990s demonstrated just how widespread the use of such therapies is in the United States. Of 1,530 adults surveyed, more than a third said that they had used herbs or some other nontraditional therapy in the preceding year.

A follow-up survey confirmed these findings and provided evidence of a continuing upward trend. From 1990 to 1997, the number of respondents saying that they had used a nontraditional therapy in the preceding year increased from 34% to 42%.

USER PROFILE. Among the first questions  asked by the investigators was who is using these therapies, what are they using, and why. The demographic data indicated that most users were educated upper income whites 25 to 49 years of age. The most interesting finding, however, was that the majority sought treatment for back pain (35,9% in 1990; 47,6% in 1997), arthritis ( 17,5%; 26,7%), or musculoskeletal pain (22,3%; 23,6%). This generally parallels what has been found in other industrialized countries. Of more than 1,200 Dutch rheumatology patients surveyed in 1990, 43% used alternative therapies their disease. Approximately the same result was obtained in a 1992 survey of 314 Australian rheumatology patients (Table 1).

Most patient with rheumatic disease use alternative medicine as a supplement rather than a replacement for standard medical care. Those with chronic conditions say that they do so because their medications do not provide complete relief. Regardless   diagnosis, the frequency of use correlates with the severity of pain.

CHOICE OF THERAPY. In some cases, the therapy chosen varies in different parts of the United States. Many patients, for example, use topical preparations for arthritis. Depending on the region surveyed, the choice maybe kerosene, tupertine, motor oil, a silicon lubricant, dimethyl sulfoxide, pepper, or an alcohol extract of marijuana leaves.

A few therapies seem to be universal. Wearing copper bracelets and other special jewelry to relieve arthritis symptoms, a practice dating from 1500 B.C., is prevalent  in all parts of the country. Copper dissolves in human sweat, but whether it is absorbed by the skin remains speculative. Considering the scant evidence on the metal´s systemic absorption and anti-inflammatory effects in laboratory rats, one can safely say that nothing has been learned in the past 3,500 years that would explain the longevity of the belief in copper´s powers.

Other popular remedies, including glucosamine and chondroitin sulfate, dietary manipulation, vitamins, certain herbal preparations, and acupuncture, have been the subject of concerted efforts to document the health benefits claimed and to determine the mechanisms by which they might possibly prevent, inhibit, or reverse rheumatic disease. The results of some of the clinical investigations will be discussed in more detail.

Glucosamine and 

Chondroitin

Two of the complex building blocks of normal connective tissue, glucosamine sulfate and chondroitin sulfate, have been used for osteoarthritis pain relief for decades in Europe. Their increasing use in the United States followed publication of a best-seller ( The Arthritis Cure by Theodasakis, Fox, and Adderly) and congressional passage of the Dietary Supplement and Health Education Act in the 1990s. This legislation permitted over-the-counter sale of many herbal and other preparations as dietary supplements, exempting them from the efficacy and safety documentation required of prescription medications. 

Glucosamine is a constituent of glycoproteins, proteoglycans, and glycosaminoglycans. It is involved in a rate-limiting step of proteoglycan synthesis and is known to be reduced in osteoarthritic cartilage. The therapeutic potential of this aminomonosaccharide was suggested by in vitro experiments demonstrating that its addition to chondrocytes stimulated proteoglycan production. There are no pharmacokinetic data showing that orally administered glucosamine sulfate is actually incorporated into cartilage, either normal or osteoarthritic, but is found in plasma proteins within hours of administration, and a single dose persists in the human body for days.

Glucosamine sulfate may also have anti-inflammatory effects. In vitro studies suggest that it inhibits cellular production of inflammatory mediators,      a reduction in inflammation has been demonstrated in a rat adjuvant arthritis model.
Clinical trials of glucosamine sulfate have generally been small and of short duration. The few randomized, double-blind placebo-controlled trials all suggested benefit in terms of pain relief. Some subjects also showed in tenderness, welling, and functional status. In some cases, in too several weeks for symptoms to be alleviated, but the benefits lasted for several weeks after discontinuation of therapy. The magnitude of  improvements was comparable to that obtained with nonsteroidal anti-inflammatory age its, and side effects were comparable to those obtained whit placebo.

Radiographic data from a recently completed three-year multicenter trial in Europe suggest that glucosamine slows osteoarthritis progression (Figure 1). A similarly large multicenter trial, funded by the National Institutes of Health, will soon be underway in the United States to further study glucosamine´s role in osteoarthritis treatment.

Chondroitin sulfate is available in over-the-counter for immolations with and without glucosamine and various vitamins and minerals. Little experimental or clinical data are available on chondroitin monotherapy however, and none on the combinations. Meta-analysis of results from several small clinical trials showed positive trends for analgesic effects in patients with osteorthritis of the knee and hip, longer-term studies involving more subjects will be needed to clarify the place of chondroitin sulfate in the clinical armamentarium.

Diet

For many patients dietary interventions have the appeal on being readily accessible and seemingly controllable. Medical history is rich with descriptions of how foods or drinks contribute to the onset and perpetuation of gout. The early literature contains scattered reports linking certain foods to arthritis flares was well, but recent systematic studies indicate that most of the findings are unreliable. Clinical symptoms in arthritis patients other than those with gout are rarely correlated with ingestion of specific food or drinks. 

Fasting, on the other hand, may have short-term antirheumatic efficacy. In a Scandinavian study by Sköldstam and colleagues, patients with rheumatoid arthritis who fasted for seven to 10 days appeared to have less pain, stiffness, evidence of inflammation on physical examination and laboratory testing, and fewer medication requirements than controls (Figure 2). The mechanism remains obscure but could be related to reduced immunologic activity the less food ingested, the less challenge to the immune system.

Rheumatoid arthritis patients may also obtain benefit from fish oil, fish oil fatty acid derivatives, and certain plant oil supplements. Eicosapentaenoic acid and docosahexaenoic acid preparations from cold-water fish are widely available in capsule form in health food stores and other retail outlets.   

Incorporation of these long-chain fatty acids into cell membranes suppresses production of arachidonic acid-derived prostaglandins and leukotrienes. Plant oils

from borage (Borago officinalis), evening primrose (Oenothera biennis), and flaxseed (Linum usitatissimum) appear to act similarly.

The anti-inflammatory properties of some of these marine and botanic lipids have been confirmed in animal models of rheumatic disease. In controlled clinical trials, however, patients with rheumatoid arthritis have shown only modest improvements in pain, stiffness, tenderness, and swelling . The optimal use of these agents thus remains to be refined. Considerations include the diseases or subsets of diseases that might respond, the categories or components of the oils that should be used, dosage, and potential interactions, with other anti-inflammatory agents.

Vitamins

Use of vitamins supplements is of considerable interest among patients for improvement of arthritis symptoms and for health  promotion generally. Until recently, however, little research was specifically aimed at elucidating  the role of vitamins in treating rheumatic disease.

Analysis of data from the Framingham Study brought new in light into benefits of vitamin D. Results of food frequency questionnaires and serologic means frements from patients with established osteoarthritis indicated that those with the lowest intake and serum levels of 25-hydroxyvitamin D3 were thru   times more likely than those with the highest intake and serum levels of the vitamin to experience progression of their disease (Table 2). There was no preventive effect of vitamin D in those who did not have osteoarthritis at the outset.

Analysis of food-frequency questionnaires in another subset of the Framingham population showed that hight vitamin C intake was associated with a threefold reduction in osteoarthritis progression in participants in the middle and highest tertiles of reported intake compared to those in the lowest tertile. A positive but weaker association was demonstrated for B-carotene. No association was found for vitamins E, B1, B6, niacin, or folate.

Herbal Preparations

A large number of herbal preparations are devoted to arthritis treatment-some from folk tradition, others with less clear origins. The array of ingredients in these preparations can be quite impressive. Some have shown some efficacy in animals and other standard models of inflammation, but much work remains to be done before their clinical utility can be assessed.

WILLOW BARK. Willow bark tea has been used since antiquity for treatment of pain, fever, and gout. The powdered bark remains a popular ingredient in over-the-counter antirheumatic preparations because of its salicin content, a source of salicylic acid. Its efficacy in relieving pain in osteoarthritis of the knee and hip has been demonstrated a randomized, double - blind, placebo - controlled trial. Although willow bark products are generally though to be less effective and to cause fewer adverse reactions than nonsteroidal  anti-inflammatory agents, no head-to-head comparisons have been made.

     DEVIL’S CLAW. A handful of well-designed but small studies have shown that osteoarthritis pain can be significantly alleviated with the iridoid glycoside harpagoside, the presumed active ingredient in devil’s claw (Harpagophytum procumbens) remedies. In double-blind trials conducted in France, subjects taking     to 2.4 gm/day of a powdered Harpagophytum extract, containing 0.3 to 0.7 gm of harpagoside for one to two months showed a reduction in pain       and an increase in mobility. Short-term tolerability was high, but long-term efficacy and side effects remain unknown.

     FEVERFEWS. Another traditional arthritis remedy that has long been used in Europe and North America is evernew (Tanacetum parthenium). As its name implies, it is believed to have antipyretic as well as anti-inflammatory activity. However, in the single clinical trial conducted thus far, 41 women with rheumatoid arthritis were treated for six weeks with a powdered extract of T.parthenium leaves, and none showed any improvement in pain, stiffness, or number of swollen or tender joints.

     CHINESE THUNDER GOD VINE. The herbal remedy know as Chinese thunder god vine (Tripterygium wilfordii) is more promising. Its roots, leaves, and flowers were used in Chinese medicines in the 1500s, but it fell from favor (perhaps because of toxicity) and for the next for centuries was used only as an agricultural insecticide. Medical interest was revived during the Cultural Revolution, when urban physicians who had been moved to the countryside became more familiar with traditional herbal practices. Since then, Chinese publications have documented the commercial development and use of Tripterygium derivatives for a host of rheumatologic disorders, including rheumatoid arthritis, systemic lupus erythematosus, Henoch-Schönlein purpura, Sweet syndrome, scleroderma, Behçet´s disease, and psoriatic arthritis.

     Pharmacologic, toxicologic, and chemical analysis of the plant suggest that its therapeutic activity derives from diterpenoid components with epoxide structures. T2, a chloroform-methanol extract, and EA, an ethyl acetate extract of Tripterygium roots, have a number of anti-inflammatory and immuno-suppressive effects. Studies conducted in vivo as well as in vitro have demonstrated that the active ingredients in these extracts, triptolide and tripdiolide, inhibit production of cytokines (interleukin 2 and -interferon) and other inflammatory mediators  (prostaglandin E2 and nitric oxide). The mechanism of action may include suppression of inflammatory mediator gene transcription. In animal models, diterpenoids appear to be as immunosuppressive as azathioprine and steroids.

     Most of the information about medical uses of Triterygium comes from uncontrolled clinical trials  and retrospective studies. Some of these, however, include detailed observations of patients treated for up to a decade. In the only prospective, randomized, double-blind study of T2´s effects on rheumatoid arthritis conducted thus far, 70 patients were treated in a crossover designs for 12 weeks, of active drug and four weeks of placebo or 12 of placebo and four of active drug. Significant improvements were seen in joint tenderness score and physicians´and  patients´global assessments of clinical status.

     The laboratory findings in these cases were well correlated with previous data obtained in vitro and in animal models. In actively treated patients, erythrocyte sedimentation rates levels of C- reactive protein and rheumatoid factor decreaned. Considerable toxicity was also documented, however. Up to a third of patients had gastrointestinal side effects, and many of the women experienced amenorrhea. Other studies have suggested that in permenopausal women taking Tripterygium, amenorrhea may be irreversible and that men taking such medications may experience azoospermia. Treatment-reated deaths have also occurred as a result of miocardial, renal failure, and hypotensive episodes related to severe gastrointestinal side effects.

Acupuncture

Unlike Triptrygium therapy, acupuncture has gained wide acceptance in the United States. Used for more than 2,000 years in China, the practice is customarily described as redressing  of chi , or energy.Needles are placed along the pathways, or meridians, to redirect the flow of  chi through the body. Western explanation of acupuncture´s efficacy in pain control are based or experimental data indicating that peripheral simulation of high-threshold, small-diameter nerve blocks the transmission of pain signals to high in the brain.

Arthritis patients use acupuncture primarily for its analgesic effects, but supporting clinical trials have been surprisingly few. Research efforts have been hampered by the question of appropriate controls. Some studies have used to treatment as a control, whereas others have used needle placement in nonmeridianal locations. Results have been difficult to interpret, particulary in the latter case because even sham acupuncture can have analgesic effects.

In one study of acupuncture´s use as an analgesic in osteoarthritis patients knee replacement, subjects who received the treatment reported diminution of pain. Untreated patients, by contrast, reported increasing pain as the time of surgery neared. Acupuncture´s  effects have also been demonstrated in animal models and in a few small, brief trials of patients with osteoarthritis in various other parts on the body.

After a 1998 consensus conference review of available data, the National Institutes of Health concluded that acupuncture is promising for control of postoperative pain and chemotherapy-associated nausea and vomiting. The NIH also approved its use as primary or adjunctive therapy for such disorders as tennis elbow, fibromyalgia, myofascial pain, osteoarthritis, low back pain and carpal tunnel syndrome.

Management Concerns

The current level of interest in complementary and alternative therapies raises a number of management questions that have not yet been satisfactorily answered. Space patients with rheumatic disease typically continue to receive traditional medical care, adverse drug interactions and other such issues are a major concern. The American College of Rheumatology has taken the position that therapies that have been proven safe and effective by proper scientific review can be appropriately integrated into a patient´s medical regiment but that unvalidated therapies should be used with caution.

Without some guidance, patients are unlikely to know which therapies have or have not been validated. Physicians guidelines for advising patients regarding the use of alternative therapies have been published by Eisenberg and also by Michael Cirigliano and Anthony Sun. The most important point emplasized is that physicians should ask patients whether they use such therapies and, if so, what types (Table 3). It as frequently been noted that patients say that the main reason they do not disclose their use of alternative medicine is that their physicians do not ask.

When a giver therapy is requested, the physician should review the symptoms the patient wishes to alleviate and discuss the expectations and reasons for warning that therapy. To the extent that it is available, information on safety and efficacy should be supplied. Both the PDR for Herbal Medicines and The Review of Natural Products provide comprehensive references.

The physician should be able to identify appropriately licensed and certified providers. Many states require licensure of acupuncturists, chiropractors, and physical therapists, some of whom provide massage therapy. The patient should also be assisted in preparing key questions to ask on the initial visit. As in any referral, the response to treatment should be assessed and the entire process documented in the patient´s medical record.

