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NSAID: 'Nuff Said on the Issue of Toxicity
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What am I missing? How nonsteroidal anti-inflammatory drugs (NSAIDs) have essentially obtained a
free pass, largely escaping the wrath that has come down upon chiropractors for performing cervical
adjustments, is beyond what one customarily calls "rational." Against the approximately one death in 3

million manipulations associated in a literature review by the RAND Corporation,' we have the oft-
cited 16,500 annual morality rate attributed to NSAID use as reported by Wolfe in nothing less than

The New England Journal of Medicine.” That is slightly larger than the number of individuals fatally
dispatched by infamous Boston mobster Whitey Bulger. I would bet the ranch that if the number of
deaths associated with spinal manipulation came within an order of magnitude of the NSAID death
rate, we would have heard about spinal manipulation death rates in headlines even larger than those
attributed to Mr. Bulger. Clearly, we have not.

But the story goes far deeper. Dabbs and Lauretti, in 1995, assessed comparative risk-of-death rates
from neck manipulation and the use of NSAIDs from the literature, concluding that the latter was 160

times greater than the former.> And this particular estimate was based upon the most catastrophic

estimate of death rates attributable to cervical manipulation from Dvorak,* which put the figure at one
death per 400,000 manipulations - or 7.5 times higher than the RAND estimate. Using the RAND
figure for cervical manipulations would thus mean that the risk of dying from NSAIDs is actually 1,200
times greater.

At about the same time, other reports appeared which detailed the toxicity of NSAIDs in at least three

areas: gastrointestinal: GI bleeding, ulceration and perforation;’ renal: reduced glomerular filtration
rate, possibly leading to glomerulonephritis, interstitial nephritis, papillary necrosis, or acute tubular

nephrosis;”” and hepatic: hepatitis and other damage.*’


http://en.wikipedia.org/wiki/Non-steroidal_anti-inflammatory_drug
http://www.journals.elsevierhealth.com/periodicals/ymmt

More recently, researchers at the Baylor College of Medicine employed miniature cameras swallowed
in small capsules to document the fact that NSAIDs (Advil or Motrin), when regularly taken, lead to
small-bowel erosions in 62 percent of users as compared to 5 percent of non-users. Similar small-
intestine damage was associated with regular NSAID use in 40 arthritis patients, severe damage

associated with higher dosages.’ Suffice it to say that the length of the reference list linking serious GI
damage and ulcer-related deaths in patients taking NSAIDs rivals the rap sheet of the above-named

Whitey Bulger.*"*
It gets even worse. More recently, NSAID use has been associated with cardiac disease. In a case-

control analysis of the British General Practice Research Database, Fisher and co-investigators
concluded that the risk of acute myocardial infarction may be significantly elevated several weeks

after cessation of NSAID therapy." Regarding rofecoxib use, between 88,000-140,000 excess cases of
severe coronary heart disease might have resulted from the use of this drug, rather than other

NSAIDs, in the United States since its launch in 1999.*
In a separate study to see whether naproxen or Celebrex could forestall or prevent the development of
Alzheimer's disease in older adults, it was found that 70 patients in the study had suffered from heart

attacks or stroke, representing a 50 percent increase over the placebo rate.”’ These findings were so
compelling that Vioxx (rofecoxib) was removed from the market on Sept. 30, 2004, by Merck Sharpe &

Dohme, followed by the suspension of marketing of valdecoxib by Pfizer on April 7, 2005.*

For those still questioning whether the association of vascular or upper GI events with NSAIDs is real,



the hammer just dropped at the end of May with the publication of meta-analyses of some 280 trials of
NSAIDs vs. a placebo and 474 additional trials of one NSAID vs. another, yielding elevations of all risk

ratios with coxib, ibuprofen, diclofenac and naproxen."’

But it doesn't stop there. Congestive heart failure in the elderly has commonly been linked to the
recent use of NSAIDs,* the estimated annual risk of first hospital admission being 500 per 100,000 -

the same as for major gastrointestinal tract bleeding and ulcer perforation in New South Wales."

Moving to the opposite end of the age spectrum, NSAIDs have been shown to be strongly associated
with persistent pulmonary hypertension in the newborn, with at least one NSAID found in the

meconium of the lung.” Dropping even farther back in the chronology of fetal development, we find in
a Danish case-control study that NSAIDs have been significantly associated with the risk of
miscarriage, the risk increasing sharply with the proximity of taking the drug prior to the abortive

event.”®

In the widely disseminated low back pain guidelines circulated by what was then the Agency for
Health Care Policy and Research, NSAID medications and spinal manipulation were given equal

quality ratings as to their effectiveness.” In light of the numerous and troubling NSAID side effects
discussed here, it would appear that the choice of two types of interventions for at least back pain
should be narrowed to one, catalyzed by the fact that only recently a randomized, controlled trial
conducted in Bremen, Germany, demonstrated the superiority of spinal manipulation over NSAIDs in

managing acute, uncomplicated mechanical low-back pain.”

And there you have it - or, in the words of a popular Australian idiom, "And Bob's your uncle." Which is
why I often think of the expression, "'Nuff said," whenever I see the acronym NSAID.
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