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COX-2 Options Restricted, CAM May Gain Ground

BY PATRICE WENDLING

Chicago Bureau

CHICAGO The withdrawal of rofe-
coxib and valdecoxib from the market
may give an even greater number of
arthritis patients the impetus to try non-
pharmacologic therapies, Sharon L. Ko-
lasinski, M.D., said at a symposium spon-
sored by the American College of
Rheumatology.

Already, roughly half of adults in the

United States have tried complementary
and alternative medicines (CAM), and pa-
tients with rheumatoid arthritis (RA) are
among the highest users, said Kolasinski,
assistant professor of medicine and chief
of clinical services at the University of
Pennsylvania School of Medicine,
Philadelphia.

This trend isn’t all bad as some alterna-
tive therapies can help reduce pain and
keep the arthritis patient active, she said.

“Nonpharmacologic therapies are an

important part of what our patients are ac-
tually choosing to use whether we suggest
it or not,” said Dr. Kolasinski.

“The evidence suggests that mind-body
interventions can be of considerable ben-
efit including coping with chronic pain,
and perhaps we should consider them
more often.”

There is a substantial body of evi-
dence-based research supporting the use
of mind-body interventions such as
meditation, cognitive behavioral therapy,
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Trexall™ (methotrexate tablets, USP)
Rx only

WARNINGS:

METHOTREXATE SHOULD BE USED ONLY BY PHYSICIANS WHOSE KNOWLEDGE AND EXPERIENCE INCLUDE THE USE OF

ANTIMETABOLITE THERA

BECAUSE OF THE POSS\BIUTV OF SERIOUS TOXIC REACTIONS (WHICH CAN BE FATAL):
METHOTREXATE SHOULD BE USED ONLY IN LIFE THREATENING NEOPLASTIC DISEASES, OR IN PATIENTS WITH PSORIASIS OR
RHEUMATOID ARTHRITIS WITH SEVERE, RECALCITRANT, DISABLING DISEASE WHICH IS NOT ADEQUATELY RESPONSIVE TO
OTHER FORMS OF THERAPY.
[H)PE{IETU#A?Q?EEABRETEN REPORTED WITH THE USE OF METHOTREXATE IN THE TREATMENT OF MALIGNANCY, PSORIASIS, AND
PATIENTS SHOULD BE CLOSELY MONITORED FOR BONE MARROW, LIVER, LUNG AND KIDNEY TOXICITIES. (See PRECAUTIONS.)
PAE(%HES SGIOULD EEV\NFORMED BY THEIR PHYSICIAN OF THE RISKS INVOLVED AND BE UNDER A PHYSICIAN'S CARE

1.Methotrexate has been reported to cause fetal death and/or congenital anomalies. Therefore, it is not recommended for womenof child-
bearing potential unless there is clear medical evidence that the benefits can be expected to outweigh the considered risks. Pregnant
women with psoriasis or rheumatoid arthritis should not receive methotrexate. (See CONTRAINDICATIONS.)

2 Methotrexate elimination is reduced in patients with impaired renal function, ascites, or pleural eﬁusmns Such patients require espe-

somatic cells and human bone marrow cells, the clinical significance remains uncertain. Non-Hodgkin's lymphoma and other tumors have been

reported in patients receiving low-dose oral methotrexate. However, there have been instances of malignant lymphoma arising during treatment

with low-dose oral methotrexate, which have regressed completely following withdrawal of methotrexate, without requiring active anti-lymphoma

treatment. Benefits should be we\ghed against the potential risks before using methotrexate alone or in combination with other drugs, especial-

ly in pediatric pat\enls or young adults. Methotrexate causes embryotoxicity, abortion, and fetal defects in humans. It has also been reported to

E’ause o fertilty, and menstrual in humans, during and for a short period after cessation of therapy.

regnan

Psorg\asws axd rheumatoid arthritis: Methotrexate is in Pregnancy Category X. See CONTRAINDICATIONS.

Nursing Mothers:

See CONTRAINDICATIONS,

Pediatric Use:

ISa{jely and effectiveness in pediatric patients have been

oid arthrit

Published nl\mcal studies evaluating the use of methotrexate in children and adolescents (i.e., patients 2 to 16 years of age) with JRA demon-

strated safety comparable to that observed in adults with theumatoid arthritis. (See CLINICAL PHARMACOLOGY, ADVERSE REACTIONS and

DOSAGE AND ADMIN\STRATION )

Organ System Toxici

Gastrointestinal: If vomllmg diarrhea, or stomatitis occur, which may result in should be

ery occurs. Methotrexate should be used with extreme caution in the presence of peptic ulcer disease or ulcerative colitis.
can suppress hema and cause anemia, aplastic anemia, leukopenia, and/or thrombocytopenia. In patients

only in cancer and in polyarticular-course juvenile rheuma-

until recov-

with and the drug should ‘be used with caution, ifatall. In controlled c\mé:a\ trials in rheuma-
towd arthritis (n 128) \et{kopema (WBC'<3000/mmd) was seen in 2 patients, thrombocytopenia (platelets <100,000/mm?3) in 6 patients, and
2 pati

cially careful monitoring for toxicity, and require dose reduction or, in some cases,

3.Unexpectedly severe (sometimes fatal) bone marrow suppression, aplastic anemia and gastrmmeslma\ toxicity have been reported with
concomitant administration of methotrexate (usually in high dosage) along with some nonsteroidal anti-inflammatory drugs (NSAIDs).
(See PRECAUTIONS, Drug Interactions.)

4 Methotrexate causes hepalotuxmny fibrosis and cirrhosis, but generally only after prolonged use. Acutely, liver enzyme elevations are
frequently seen. These are usually transient and asymptomatic, and also do not appear predictive of subsequent hepatic disease. Liver
biopsy after sustained use often shows histologic changes, and fibrosis and cirrhosis have been reported; these latter lesions may not
be preceded by symptoms or abnormal liver function tests in the psoriasis population. For this reason, periodic liver biopsiesare usu-
ally recommended for psoriatic patients who are under long-term treatment. Persistent abnormalities in liver function tests may pre-
cede appearance of fibrosis or cirrthosis in the rheumatoid arthritis population. (See PRECAUTIONS, Organ System Toxicity, Hepatic.)

5.Methotrexate-induced lung disease is a potentially dangerous lesion, which may occur acutely at any time during therapy and which
has been reported at doses as low as 7.5 mg/week. It is not always (ully reversible. Pulmonary symptoms (especially a dry, nonpro-
ductive cough) may require interruption of treatment and careful investigation.

6.Diarrhea and ulcerative stomatitis require interruption of therapy; otherwise, hemorrhagic enteritis and death from intestinal perforation
may 0Ceur.

7 Malignant lymphomas, which may regress following withdrawal of methotrexate, may occur in patients receiving low-dose methotrex-
ate and, thus, may not require cytotoxic treatment. Discontinue methotrexate firstand, if the lymphoma does not regress, appropriate
{reatment should be instituted.

8 Like other cytotoxic drugs, methotrexate may induce “tumor lysis syndrome” in patients with rapidly growing tumors. Appropriate sup-
portive and pharmacologic measures may prevent or alleviate this complication.

9.Severe, occasionally fatal, skin reactions have been reported following single or multiple doses of methotrexate. Reactions have
occurred within days of oral, intramuscular, or intrathecal Recovery has been reported with
discontinuation of therapy. (See PRECAUTIONS, Organ System Toxicity, Skin.)

10 Potentially fatal opportunistic infections, especially Pneumocysils carinii pneumonia, may occur with methotrexate therapy.

given with may increase the risk of soft tissue necrosis and osteonecrosis.
INDICATIONS AND USAGE:
Neoplastic Diseases:
Tre‘xall“" (methotrexate tablets) are indicated in the treatment of gestational chori

destruens and

Methotrexate is used alone or in combination with other anticancer agents in the treatment of breast cancer, epidermoid cancers of the head
and neck, advanced mycosis fungoides, T cell and lung cancer, sguamuus cell and small cell types.
Methotrexale is also used in combination with other chemotherapeutic agents in the treatment of advance stage non-Hodgkin's

In psoriasis and rheumatoid arthritis, methotrexate should be stopped immediately if there is a significant drop in blood counts. In the treatment
of neoplastic diseases, methotrexate ‘should be continued only if the potential benefit warrants the risk of severe myelosuppression. Patients with
profound %ﬂanu\ocylmpema and fever should be evaluated immediately and usually require parenteral broad-spectrum antibiotic theray

Hepatic: Methotrexate has the potential for acute (elevated transaminases) and chronic (fibrosis and cirrhosis) hepatotoxicity. Chronic toxici-
ty is potentially fatal; it generally has occurred after prolonged use (generally two years or more) and after a total dose of at least 1.5 grams. In
studies in psoriatic patients, hepatotoxicity appeared to be a function of total cumulative dose and appeared to be enhanced by alcoholism, obe-
sity, diabetes and advanced age. An accurate incidence rate has not been the rate of ion and ility of lesions is not
known. Special caution is indicated in the presence of preestllng liver damage or impaired hepatic function

In psoriasis, liver function tests, including serum albumin, should be performed periodically prior to dosing but are often normal in the face of
developing fibrosis or cirthosis. These lesions may be detectable only by biopsy. The usual recommendation is to obtain a liver biopsy at 1)
pretherapy or shortly after initiation of therapy (2-4 months), 2) a total cumulative dose of 1.5 grams, and 3) after each additional 1.0t 1.5
grams. Moderate fibrosis or any cirrhosis normally leads to discontinuation of the drug; mild fibrosis normally suggests a repeat biopsy in 6
months. Milder hlsto\og\c findings such as fatty change and low grade portal inflammation are relatively common pretherapy. Although these
mild changes are usually not a reason to avoid or discontinue methotrexate therapy, the drug should be used with caution

In theumatoid arthritis, age at first use of methotrexate and duration of therapy have been reported as risk factors for hepatotoxicity; other risk
factors, similar to those observed in psoriasis, may be present in rheumatoid arthritis but have not been confirmed to date. Persistent abnor-
malities in liver function tests may precede appearance of fibrosis or cirrhosis in this population. There is a combined reported experience in
217 rheumatoid arthritis patients with liver biopsies both before and during treatment (after a cumulative dose of at least 1.5 g) and in 714
patients with a biopsy only during treatment. There are 64 (7%) cases of fibrosis and 1 (0.1%) case of cirrhosis. Of the 64 cases of fibrosis,
60 were deemed mild. The reticulin stain is more sensitive for early fibrosis and its use may increase these figures. It is unknown whether even
longer use will increase these risks.

Liver function tests should be performed at baseline and at 4-8 week intervals in patients receiving methotrexate for rheumatoid arthritis.
Pretreatment liver biopsy should be performed for patients with a history of excessive alcohol consumption, persistently abnormal baseline
liver function test values or chronic hepatitis B or C infection. During therapy, liver biopsy should be performed if there are persistent liver func-
tion test abnormalities or there is a decrease in serum albumin below the normal range (in the setting of well controlled rheumatoid arthritis).

If the results of a liver biopsy show mild changes (Roenigk grades I, II, Iila), methotrexate may be continued and the patient monitored as per
recommendations  listed above. Methotrexate  should  be  discontinued  in any patient who displays per-
sislgnll\%babml)\r/r)na\ liver function tests and refuses liver biopsy or in any patient whose liver biopsy shows moderate to severe changes (Roenigk
grade lllb or

Infection or Immunologic States: Methotrexate should be used with extreme caution in the presence of active infection, and is usually cor-
traindicated in patients with overt or laboratory evidence of may be ineffective when given during

meallTM (methotrexate tablets) are indicated in the symptomatic control of severe, recalcitrant, disabling psoriasis that is not adequately respon-
sive to other forms of therapy, but only when the diagnasis has been established, as by biopsy and/or after dermatologic consulta-
tion. It is important to ensure that a psoriasis “flare” is not due to an undiagnosed concomitant disease affecting immune responses.
Rheumatoid Arlhrms mcludmu Polyarticular-Course Juvenile

Rheumatoid Arthrit

Trexall™ (methotrexate tablets) are indicated in the management of selected adults with severe, active, rheumatoid arthritis (ARC criteria), or
children with active polyarticular-course juvenile rheumatoid arthritis, who have had an msuﬁ\cwemlherapeunc response to, or are intolerant of,
an adequate trial of first-line therapy including full dose non-: -steroidal anti- inflammatory agents (NSAIDS).

Aspirin, NSAIDs, and/or low dose steroids may be continued, although the possibility of increased toxicity with concomitant use of NSAIDs
including sahnylates has not been fully explored (see PRECAUTIONS, Drug Interactions). Steroids may be reduced gradually in patients who
respond to methotrexate. Combined use of methotrexate with gold, pemcnlamme hydroxychloroquine, sulfasalazine, or cytotoxic agents, has
not been studied and m: sy increase the incidence of adverse effects. Rest and physiotherapy as indicated should be continued
CONTRAINDICATION

Methotrexate can cause fetal death or teratogenic effects when administered to a pregnant woman. Methotrexate is contraindicated in pregnant
women with psoriasis or rheumatoid arthritis and should be used in the treatment of neoplastic diseases only when the potential benefit out-
weighs the risk to the fetus. Women of childbearing potential should not be started on methotrexate until pregnancy is excluded and should be
fully counseled on the serious risk to the fetus (see PRECAUTIONS) should they become pregnant while undergoing treatment. Pregnancy
should be avoided if either partner is receiving methotrexate; during and for a minimum of three months after therapy for male patients, and
during and for at least one ovulatory cycle after therapy for female patients. (See Boxed WARNINGS.)

Because of the potential for serious adverse reactions from methotrexate in breast fed infants, it is contraindicated in nursing mothers.
Patl\ﬁnlts wwlth psoriasis or rheumatoid arthritis with alcoholism, alcoholic liver disease or other chronic liver disease should not receive
methotrexate.

Patiﬁnls with psoriasis or rheumatoid arthritis who have overt or laboratory evidence of immunodeficiency syndromes should not receive
methotrexate.

Patients with psoriasis or rheumatoid arthritis who have preexisting blood dyscrasias, such as bone marrow hypoplasia, leukopenia, thrombo-
cytopenia or significant anemia, should not receive methotrexate.

Patients with a known hypersensmvny o methotrexate should not receive the drug.

WARNINGS: SEE BOXED WARNINGS

PRECAUTIONS:

General:

Methotrexate has the potential for serious toxicity. (See Boxed WARNINGS.) Toxic effects may be related in frequency and severity to dose or fre-
quency of adminisiration but have been seen at all doses. Because they can ocour at any time during therapy, it is necessary to follow patients
on methotrexate closely. Most adverse reactions are reversible if detected early. When such reactions do occur, the drug should be reduced in
dosage or discontinued and ap; éoropnate corrective measures should be taken. If necessary, this could include the use of leucovorin calcium
and/or acute, intermittent hemodialysis with a high-flux dialyzer. (See OVERDOSAGE.) If methotrexate therapy is reinstituted, it should be carried
out with caution, with adequate consideration of further need for the drug and with increased alertness as to possible recurrence of toxicity.

The clinical pharmamlogy of methotrexate has not been well studied in older individuals. Due to diminished hepatic and renal function as well
as decreased folate stores in this population, relatively low doses should be considered, and these patients should be closely monitored for
early signs of toxicity.

Information for Patients:

Patients should be informed of the early signs and symptoms of toxicity, of the need to see their physician promptly if they occur, and the need
for close follow-up, including periodic Taboratory tests to monitor toxicity.

Both the physician and pharmacist should emphasize to the patient that the recommended dose is taken weekly in rheumatoid arthritis and psori-
asis, and that mistaken daily use of the recommended dose has led to fatal toxicity. Prescriptions should not be written or refilled on a PRN basis.
Patients should be informed of the potential benefit and risk in the use of methotrexate. The risk of effects on reproductionshould be discussed
with both male and female patients taking methotrexate.

Laboratory Tests:

f( with live virus vaccines is generally not recommended. There have been reports of disseminated vaccinia
infections after smallpox immunization in patients receiving methotrexate therapy. Hypogammaglobulinemia has been reported rarely.
Potentially fatal opportunistic infections, especially Pneumocystis carinii pneumonia, may occur with methotrexate therapy. When a patient
presents with pulmonary symptoms, the possibility of F carinii should be

Neurologic: There have been reports of followin; o to patients who have had
craniospinal irradiation. Serious neurotoxicity, frequently manifested as generalized or focal seizures, has been reported with unexpectedly
increased fre uency among pediatric patients with acute blastic leukemia who were treated with mlermedlate dosg intraverous methotrex-
ate (1 gm/m<). Symptomatic Eal\ents were commonly noted to have and/or on diagnostic
imaging studies.Chronic leu oencephalopathy has also been reported in patients who received repeated doses of high-dose methotrexate with
leucovorin rescue even without cranial irradiation. Discontinuation of methotrexate does not always result in complete recovery.

A transient acute neurologic syndrome has been observed in patients treated with high dosage regimens. Mamtestalmns of this stroke-like
encephalopathy may include confusion, hemiparesis, transient blindness, seizures and coma. The exact cause is unknown

Pulmonary: Pulmonary symptoms (espemal\y adry nonp cough) ora occurring during methotrexate ther-
apy may be indicative of a potentially dangerous lesion and require interruption of treatment and careful investigation. Although clinically vari-
able, the typical patient with methotrexate induced lung disease presents with fever, cough, dyspnea, hypoxemia, and an infilirate on chest X-
ray; nfection needs to be excluded. This lesion can occur at all dosages.

Renal: High doses of methotrexate used in the treatment of osteosarcoma may cause renal damage leading to acute renal failure. Nephrotoxicity
is due primarily to the precip of and 7- in the renal tubules. Close attention to renal function including
adequate hydration, urine ini. and of serum and creatinine levels are essential for safe administration.
Skin: Severe, occasionally fatal, dermalo\oglc reactions, mcludmg toxic epidermal necrolysis, Stevens-Johnson syndrome, exfoliative dermati-
tis, skin necrosis, and erylhema multiforme, have been reported in children and adults, within days of oral, intramuscular, intravenous, or
intrathecal methotrexate administration. Reactions were noted ater single or multiple, low, intermediate or high doses of methotrexate in
patients with neoplastic and non-neoplastic diseases.

Other Precautions: Methotrexate should be used with extreme caution in the presence of debility.

Methotrexate exits slowly from third-space compartments (e.g., pleural effusions or ascites). This results in a prolonged terminal plasma half-
life and unexpected toxicity. In patients with significant third-space accumulations, it is advisable to evacuate the fluid before treatment and to
monitor plasma methotrexate levels.

Lesions of psoriasis may be aggravated by concomitant exposure to ultraviolet radiation. Radiation dermatitis and sunburn may be “recalled”
by the use of methotrexale

ADVERSE

IN GENERAL, THE INCIDENCE AND SEVERITY OF ACUTE SIDE EFFECTS ARE RELATED TO DOSE AND FREQUENCY OF
ADMINISTRATION. THE MOST SERIOUS REACTIONS ARE DISCUSSED ABOVE UNDER ORGAN SYSTEM TOXICITY IN THE
PRECAUTION SECTION. THAT SECTION SHOULD ALSO BE CONSULTED WHEN LOOKING FOR INFORMATION ABOUT
ADVERSE REACTIONS WITH METHOTREXATE.

The most frequently reported adverse reactions include ulcerative stomatitis, leukopenia, nausea, and abdominal distress. Other frequently
reported adverse effects are malaise, undue fatigue, chills and fever, dizziness and decreased resistance to infection

Other adverse reactions that have been reported with methotrexate are listed below by organ system. In the oncology setting, cocomitant treat-
ment and the underlying disease make specific attribution of a reaction to methotrexate difficult.

Alimentary System: Gingivitis, pharyngitis, stomatitis, anorexia, nausea, vomiting, diarrhea, hematemesis, melena, gastrointestinal ulcera-
tion and bleeding, enteritis, pancreatitis.

Blood and Lymphatic System Disorders: Suppressed hematopoiesis causing anemia, aplastic anemia, leukopenia and/or thrombocytope-
nia. Hypogammaglobulinemia has been reported rarely.

Cardiovascular: Pericarditis, pericardial effusion, hypotension, and thromboembolic events (including arterial thrombosis, cerebral thrombo-
sis, deep vein thrombosis, retinal vein thrombosis, thrombophlebitis, and pulmonary embolus).

Central Nervous System Headaches, drowsiness, blurred vision, fransient blindness, speech impairment including dysarthria and aphasia,
hemiparesis, paresis and convulsions have also occurred following administration of methotrexate Following low doses, there have been occa-
sional reports of transient subtle cognitive dysfunction, mood alteration, unusual cranial sensation: ypathy, or

Infection: There have been case reports of fatal istic infections in patients receiving methotrexate therapy for neoplastic
and non-neoplastic diseases. Pneumocyslls carinii pneumonia was the most common infection. Other reported infections included sepsis,

Patients undergoing methotrexate therapy should be closely monitored so that toxic effects are detected promptly. Baseline should
include a complete blood count with differential and platelel counts, hepanc enzymes, renal function tests, and a chest X-ray. During therapy
of rheumatoid arthritis and psoriasis, at least monthly, renal function and liver
function every 1 to 2 months. More frequent monllormg is usuaHy md\caled durmg anlmeop\asllctherapy During initial or changing doses,
or during periods of increased risk of elevated blood le may also be indicated.
Transient liver function test abnormalities are observed frequently aﬁer methmrexale admmlslrallon and are usually not cause for modification
of methotrexate therapy. Persistent liver function test abnormalities, and/or depression of serum albumin may be indicators ofserious liver tox-
icity and require evaluation. (See PRECAUTIONS, Organ System Toxmly Hepatic.)
A relationship between abnormal liver function tests and fibrosis or cirrhosis of the liver has not been established for patients with psoriasis.
Persistent abnormalities in liver function tests may precede appearance of fibrosis or cirrhosis in the rheumatoid arthritis population.
Pulmonary function tests may be useful if methotrexate-induced lung disease is suspected, especially if baseline measurements are available.
Drug Interactions:
Concomitant administration of some NSAIDs with high dose methotrexate therapy has been reported to elevate and prolong serum methotrex-
ate levels, resulting in deaths from severe hematologic and gastrointestinal toxiciy.
Caution should be used when NSAIDs and salicylates are with lower doses of
reported to reduce the tubular secretion of methotrexate in an animal model and may enhance its toxicity.
Despite the potential studies of in patients with id arthritis have usually included concurrent use of constant
dosage regimens of NSAIDs, without apﬁarem problems. It should be appreciated, however, that the doses used in rheumatoid arthritis (7.5 to
15 mg/week) are somewhat fower than those used in psoriasis and that larger doses could lead to unexpected toxicity.
Methotrexate is partially bound to serum albumin, and toxicity may be increased because of displacement by certain drugs, suchas salicylates,
Renal tubular transport is also by e of with this drug

These drugs have been

should be carefully monitored

Oral antibiotics such as i and broad spectrum antibiotics, may decrease intestinal absorption of
methotrexate or interfere with the enlemhepallc cwmu\almn by inhibiting bowel flora and suppressmg metabohsm of the drug by baclena
Penicillins may reduce the renal clearance of methotrexate; increased serum d gas-
trointestinal toxicity have been observed with high and low dose methotrexate. Use of metholrexate with pemmHms should be carefully monitored.
The potential for increased icity when is i with other agents has not been evaluated. However,
hepatotoxicity has been reported in such cases. Therefore, patients receiving concomitant therapy with methotrexate and other potential hepa-
totoxins (e.g., azathioprine, retinoids, sulfasalazine) should be closely monitored for possible increased risk of hepatotoxicity.

Methotrexate may decrease the clearance of theophylline; theophylline levels should be monitored when used concurrently with methotrexate.
Vitamin preparations containing folic acid or its derivatives may decrease responses to systemically administered methotrexate. Preliminary
animal and human studies have shown that small quantities of intravenously administered leucovorin enter the CSF primarily as 5-methylte-
trahydrofolate and, in humans, remain 1-3 orders of magnitude lower than the usual methotrexate concentrations following intrathecal admin-
istration. However, high doses of leucovorin may reduce the efficacy of intrathecally administered methotrexate.

Folate deficiency states may increase methotrexate toxicity.

Trimethoprim/sulfamethoxazole has been reported rarely to increase bone marrow suppression in patients receiving methotrexate, probably by
an additive antifolate effect.

Carcinogenesis, Mutagenesis, and Impairment of Fertility:

No controlled human data exist regarding the risk of neoplasia with methotrexate. Methotrexate has been evaluated in a number of animal stud-
ies for carcinogenic potential with inconclusive results. Although there is evidence that methotrexate causes chromosomal damage to animal

nocardiosi Herpes zoster, H. simplex hepatitis, and disseminated H. simplex.

Musculoskeletal System: Slress fracture.

Ophthalmic: Conjunctivitis, serious visual changes of unknown etiolos

Pulmonary System: Respiratory fibrosis, respiratory failure, interstital pneumonitis deaths have been reported, and chronic interstitial

obstructive pulmonary disease has occasmnal\y occurred.

Skin: Erythematous rashes, pruritus, urticaria, photosensitivity, pigmentary changes, alopecia,

ifwhema multiforme, toxic eplderma\ nenm\ysws Stevens-Johnson syndrome, skin necrosis, skin ulceration, and e>do\|alwe dermalms .
lrogenital System Severe nephropathy or renal failure, azotemia, cystitis, hematuria; defective oogenesis or spermatogenesis, transient

oligospermia, menstrual dysfunction, vaginal discharge, and gynecomasha infertility, abortion, fetal defects.

Other rarer reactions related to or atiributed to the use of methotrexate such as nodulosis, vasculits, arthralgia/myalgia, oss of libido/impo-

tence, diabetes, osteoporosis, sudden death, reversible lymphomas, tumor lysis syndrome, soft tissue necrosis and osteonecrosis.

Anaphylactmd reactions have been reported.

Adverse Reactions in Double-Blind Rheumatoid Arthritis Studies:

The approximate incidences of attributed (i.e., placebo rate adverse reactions in 12 to 18 week double-blind studies

of patients (n=128) with rheumatoid arthritis treated with low-dose oral (7.5 to 15 mg/week) pulse methotrexate, are listed below. Virtually all

of these patients were on concomitant nonsteroidal anti-inflammatory drugs and some were also taking low dosages of corticosteroids. Hepatic

histology was not examined in these short-term studies. (See PRECAUTIONS;

Incidence greater than 10%: Elevated liver function tests 15%, nausea/vomiting 10%.

Incidence 3% to 10%: Stomatitis, thrombocytopenia, (platelet count less than 100, OOO/mm ).

Incidence 1% to 3%: Rash/prurllus/dermamls diarrhea, alopecia, leukopenia (WBC less than 3000/mm3) pancytopenia, dizziness.

Two other controlled trials of patients (n 680) with Rheumatoid Arthritis on 7.5 mg - 15 mg/wk oral doses showed an incidence of interstitial

pneumonitis of 1%. (see PRECAUTIONS)

Other less common reactions included decreased hematocrit, headache, upper respiratory infection, anorexia, arthralgias, chest pain, cough-

ing, dysuria, eye discomfort, epistaxis, fever, infection, sweating, tinnitus, and vaginal discharge.

Adverse Reactions in Psoriasis:

There are no recent placebo-controlled trials in patients with psoriasis. There are two literature reports (Roenigk, 1969 and Nyfors, 1978)

describing large series (n=204, 248) of psoriasis patients treated with methotrexate. Dosages ranged up to 25 mg per week and treatment was

administered for up to four years. With the exception of alopecia, photosensitivity, and “burning of skin lesions” (each 3% and 10%), the

adverse reaction rates in these reports were very similar to those in the rheumatoid arthritis studies.

Rarely, painful plaque erosions may appear (Pearce, HP and Wilson, BB: Am Acad Dermatol 35:835-838, 1996).

Adverse Reactions in JRA Studies:

The appraximate mcwdences of adverse reactions reported in pediatric patients with JRA treated with oral, weekly doses of methotrexate (5 to

20 mg/m</wk or 0.1 to 0.65 mg/kg/wk) were as follows (virtually all patients were receiving y

and some also were taking low doses of corticasteroids); elevated liver function tests, 14%; gaslromlestmal react\ons (e 0., nausea, vommng

diarrhea), 11%; stomatitis, 2%; Igukopenia, 2%; headache, 1.2%; alopecia, 0.5%, d|zzmes§ 2%; and rash, 0.2%. Although there is experi-

egce with du\sing UF 030 mg/rn wkin JRA, the pubhshed data for doses above 20 mg/mé/wk are too Jimited to provide reliable estimates of

adverse reaction rates.
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and biofeedback. Additionally, tai chi,
yoga, and acupuncture may be appro-
priate adjunctive therapies in some pa-
tients.

Dr. Kolasinski said the evidence does
not support the use of magnetic bracelets
or mattress pads, although copper
bracelets are a common sight in many
rheumatologists’ offices.

An intriguing study of 20 RA patients
demonstrated an American College of
Rheumatology (ACR) 20 response in half
of the patients practicing tai chi, and no
similar response in patients enrolled in a
stretching and wellness education pro-
gram for 12 weeks.

Dr. Kolasinski and colleagues at the uni-
versity found that 8 weekly sessions of
yoga significantly improved Western On-
tario and McMaster University Os-
teoarthritis Index (WOMAC) pain and dis-
ability scores in seven women with OA.
Stiffness  also
improved, how-
ever, not signif-
icantly, she said.

A follow-up

‘The evidence
suggests that
mind-body

i . gait study to de-
interventions can .. mine if the
be of effects  were

merely due to
increased per-
sonal attention,
showed  that
walking speed
increased after
yoga (Os-
teoarthritis and
Cartilage
2003;11:544).
The results sug-
gest that the
regimen may be appropriate for patients
with valgus knee deformities, however, it
may not be for those with varus deformi-
ties, she said.

There are few data on the value of
acupuncture in RA, but a definitive study
in patients with knee osteoarthritis (OA)
concluded that acupuncture is a reason-
able adjunctive therapy for pain relief, par-
ticularly for patients without other op-
tions.

Relative to a sham control group, sig-
nificant improvements in WOMAC pain
and function scores were reported in 570
knee OA patients who previously had been
treated with high-dose drug therapy and
who had received 23 acupuncture sessions
over 26 weeks (Ann. Intern. Med.
2004;141:901-10).

In particular, WOMAC function scores
were nearly 3 points better in the true
acupuncture group compared with func-
tion scores in the sham group.

Differences between the groups were
not significant, however, in WOMAC mea-
sures of pain or global assessment, ac-
cording to the investigators who were
based at the University of Maryland
School of Medicine, Baltimore.

High dropout rates are common in
nonpharmacologic therapy trials, sug-
gesting that physicians may want to pro-
pose a variety of adjunctive therapies to
help keep arthritis patients physically ac-
tive, she said. [ |

considerable
benefit including
coping with
chronic pain, and
perhaps we
should consider
them more often.’
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