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Q l Should methotrexate be a first^line 
treatment for rheumatoid arthritis? 
W I L L I A M S. WILKE, M D 
Department of Rheumatic and Immunologic Diseases, Cleveland 
Clinic; associate editor, Cleveland Clink Journal of Medicine 

A. N O T O N L Y M U S T an agent used to 

• treat rheumatoid arthritis be benefi' 
cial in the short term, it must both be rela-
tively safe and maintain its effectiveness 
over the long term. Because methotrexate 
has a rapid onset of action (3 -6 weeks) and 
works better than most other drugs, some 
experts felt, as early as the mid-1980s, that it 
should be considered as a first-line disease-
modifying drug for rheumatoid arthritis.1 

However, in an essay published in 1990, 
Furst2 argued that methotrexate should not 
be the first disease-modifying drug chosen 
because many questions remained to be 
answered, among them: 

• Was methotrexate capable of slowing 
radiographic progression? 

• What was the true frequency and 
impact of long-term liver toxicity? 

• How did methotrexate compare with 
other disease-modifying agents? 

• What drug reactions might occur 
when methotrexate was combined 
with other agents? 

Since that time, these questions have 
been addressed and answered. 

M e t h o t r e x a t e is e f fect ive 
Radiographic studies indicate that methotrex-
ate reduces the frequency of erosions and 
increases the frequency of healing more effec-
tively than other disease-modifying drugs,3'4 

although it does not halt the progression of 
rheumatoid arthritis. 

In addition, its early use may lead to clin-
ical remission. A preliminary, observational, 
retrospective cohort study5 demonstrated a 
higher frequency of remission in 28 patients 
initially given methotrexate than in 55 
matched controls treated initially with other 
disease-modifying drugs. 

M e t h o t r e x a t e is safe 
Recent meta-analyses and comparative stud-
ies have demonstrated that methotrexate is 

not only the most effective but also among the 
safest of existing disease-modifying drugs for 
rheumatoid arthritis.6-9 For example, in one 
series,9 60% of patients continued to take 
methotrexate for 5 years vs fewer than 25% 
for all other disease-modifying drugs. 

The risk of long-term liver toxicity 
appears to be low, with cirrhosis occurring 
in approximately 1 of 1,000 patients treated 
for 5 years.10 This frequency is so low that 
routine liver biopsy is no longer recom-
mended.11 

Recent reviews have also shown the rel-
ative safety and added benefit of methotrex-
ate when it is combined with other disease-
modifying drugs.12.13 The list of drugs that 
can be combined with methotrexate contin-
ues to grow and now includes anti-tumor 
necrosis factor-alpha14 and leflunomide.15 

Precautions 
The long-term safety of methotrexate depends 
on selecting appropriate patients. Do not give 
methotrexate to patients who: 

• Have renal or hepatic impairment 
• Use alcoholic beverages regularly 
• Have primary hematologic diseases 
• Are taking trimethoprim-sulfamethox-

azole long-term 
Prescribe folic acid 1 mg/day for all 

patients receiving methotrexate.16 

Monitor patients for potential adverse 
effects 
obtain 

on a regular basis. In particular, 
a: 

• Complete blood count 
• Serum creatinine level 
• Aspartate aminotransferase (AST) 

level (formerly known as serum glu-
tamic oxaloacetic transaminase— 
S C O T ) 

• Serum albumin level (perhaps). 

Conclusion 
Methotrexate should be used as a first-line 
disease-modifying drug for patients with mod-
erately active rheumatoid arthritis (defined as 
elevated acute-phase reactants and five or 
more swollen joints).12 • 

BRIEF QUESTIONS 
AND ANSWERS 
ON CURRENT 
CLINICAL 
CONTROVERSIES 

Lingering 
doubts about 
methotrexate 
have been 
answered 
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ACE inhibitors 
are not yet 
recommended 
for all diabetic 
patients 

Q l Should all diabetic patients take ACE 
inhibitors, even those without proteinuria? 

A< 
BYRON J. HOOGWERF, M D 
Department of Endocrinology, Cleveland Clinic 

R E C E N T S T U D I E S have shown that 
,.• angiotensin-converting enzyme 

(ACE) inhibitors can slow the progression 
to diabetic nephropathy in patients with 
type 1 or type 2 diabetes with microalbu-
minuria or macroalbuminuria. 

Should we extend this reasoning, and give 
all patients with diabetes ACE inhibitors, 
even if they have no proteinuria? 

I believe it is premature to recommend 
using ACE inhibitors in all patients with 
diabetes mellitus. We do, however, have 
good evidence that A C E inhibitors are 
beneficial in specific groups of diabetic 
patients, eg, those with microalbuminuria 
or frank proteinuria. There is also accumu-
lating evidence of benefit in patients with 
congestive heart failure and myocardial 
infarction. Whether these indications 
should be expanded awaits the results of 
further study. 

Blood pressure and the k idney 
A major principle to protect the kidney from 
the complications of diabetes is to treat high 
blood pressure aggressively, no matter what 
type of antihypertensive drug is used. In early 
studies in patients with type 1 diabetes, 
Parving et al1 and Mogensen2 used antihyper-
tensive drugs such as diuretics, beta-blockers, 
and hydralazine; they demonstrated that low-
ering blood pressure reduces proteinuria and 
slows the decline of renal function. 

Current guidelines suggest that a value 
less than 130/85 mm Hg is a reasonable tar-
get. Whether lower blood pressures will 
accrue greater benefits is not yet firmly estab-
lished. 

ACE inhibitors and renal disease in d iabetes 
Although the primary goal in protecting the 
kidney is to reduce the blood pressure, a pre-
ponderance of current evidence indicates that 
ACE inhibitors protect the kidney better than 
other blood-pressure-lowering medications, 
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