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Abstract: Nonsteroidal anti-inflammatory drugs
{NSAIDs)} have been available for over a decade.
Their prime usage has been for the alleviation of
pain in rheumatoid arthritis, osteoarthritis, and
other painful musculoskeletal and organic syn-
dromes. Physicians and patients have accepted
that these drugs can cause irritation of the
gastric mucosa and even lead to ulceration and
bleeding. While these effects on the gastric
mucosa are well researched and documented, the

Nonsteroidal anti-inflammatory agents have been
available for several years. They have a wide spec-
trum of usage in terms of symptoms and discase
states. Some are over-the-counter drugs, and it is
not unusual to see these preducts being promoted
on television as well. In the United States, several
million prescriptions are written by physicians
for NSAIDs annually. The list! of the top 200
drugs sold in the United States includes a num-
ber of nonsteroidal anti-inflammatory agents
{Table 1).

In the face of such extensive usage, physicians
encounter numerecus side effects in the patients
consuming them. One significant side effect of al-
most all NSAIDs? is the irritation caused to the
gastric mucosa, resulling in various symptoms
ranging from mild epigastric discomfort to peptic
ulceration, perforation, and hemorrhage. While
the effects of NSAIDs on the gastric mucosa
are well accepted,®” the effects of these agents
on the mucosa of the large bowel are not well
documented.®13

NSAIDs are the “elixir of life” for victims of
severe arthritis and other painful syndromes.
However, the primary care physician, the rheu-
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effects of NSAIDs on the lower bowel are not suffi-
ciently documented, and it is presumed that these
agents do not cause any lower gastrointestinal bleed-
ing. Hence, even in the presence of lower gastro-
intestinal disease, these agents are prescribed by
physicians, Because these agents are capable of
causing serious or life-threatening discase, a brief re-
view of the effects of NSAIDs on the lower gastro-
intestinal tract is presented. {J Am Bd Fam Pract
1989; 2:119-22.)

matologist, the surgeon, and the pathologist can
view these agents with varied responses because
each one of them is exposed to different manifes-
tations or effects of these drugs.

It is true that documentation of these various
manifestations would be difficult 1o substantiate
and reproduce.?121% There arc, however, reporis
referring to the deleterious effects of NSAIDs on
colonic mucosa > 1L131318 The precise inci-
dence of these occurrences is not known!®; how-
ever, estimates are that one episode of gastro-
intestinal hemorrhage occurs for every 6,000
prescriptions written for NSAIDs,'?

A majority of these agents are prescribed for
elderly patients, who may be more susceptible to
side effects in the lower bowetl as a result of con-
suming these potent drugs.?® The frequency of
gastrointestinal complications is high in the eld-
erly, and there is a significantly worse outcome in
patients more than 70 years of age.?®

Reports on the side effects of NSAIDs began
with the use of indomethacin,!?1821-23 There
have been a few studies relating to NSAIDs with
lower gastrointestinal bleeding (LGIB),% ! ulcer-
ation and perforation of colonic ulcers, 124 per.
foration of diverticuli,!” activation/reactivation of
quiescent colitis,®'%2% and perforation and hem-
orrhage of the large bowel.!92227.28 Rechallenge
with the same drugs has reproduced the rectal
bleeding in several of these patients, ®!!

NSAIDs and GI Bleeding
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Table 1. NSAIDs Prescriptions, U.S., 1987

Refills
and New New
Prescriptions Refilis Only Prescriptions

Rank brug Rank Drug Rank  Drug

14 Naprosyn 20 Naprosyn 10  Naprosyn
16 Motrin 22 Motrin 15 Motrin
32 Fekdene 31 Feldene 3] Feldene
44 Clinoril 46  Clinoril 55 Clinorl
&7 Indocin 100 Nalfon 73 Anaprox

97/105 lbuprofen 119/121 {buprofen 88 Ilbuprofen
96  Anaprox 123 Anaprox 93  Dolobid
108 Nalfon 129 Rufen 105  Nalfon
1i2  Dolobid 147  Dolubid

Langman and colleagues'? studied the intake of
NSAIDs in 268 patients hospitalized for large-
bowel perforation or hemorrhage. This group was
compared with age- and sex-matched controls,
Patients with bowel cancer, colitis, or Crohn’s dis-
ease were excluded. In the hospitalized group,
25 patients had small-bowel perforation, 82 had
large-bowel perforation, and 161 had gastrointes-
tinal hemorrhage. The report concluded that the
intake of NSAIDs was twice as frequent in patients
with bleeding or perforation than in their matched
controls.

Ravi and his collecagues® described 4 patients
with NSAIDs-related rectal bleeding. Three were
rechallenged with the same drugs {flufenamic
acid, mefenamic acid, naproxen) after initial with-
drawal and resolution of all symptoms; all 3 pa-
tients developed rectal bleeding again.®

Ulcerations of the distal transverse colon were
observed by Uribe, et al.? in a patiemt with rectal
bleeding who was receiving NSAIDs. When the
drug was discontinued, the bleeding ceased. Subse-
quent colonoscopy showed that the ulcerations had
disappeared, and the mucosa was normal again.

I had a 74-year-old woman patient on long-
term clonidine therapy for hypertension who de-
veloped lower abdominal pain and bloody diar-
rhea 24 hours after ingesting 400 mg ibuprofen
for two doses 6—8 hours apart, On sigmoidos-
copy, the rectum was found filled with burgundy-
colored clots, and the rectal mucosa was diffusely
congested. The drug was discontinued, and the
rectal bieceding stopped in 48 hours. A sigmoidos-
copy after 48 hours showed that the rectal mucosa
appeared normal.

Schwartz’! has suggested that it may be a pre-
sumption that NSAIDs do not cause LGIB and are
considered safe when administered to patients
with lower bowel disease. He described three pa-
tients who developed life-threatening relapse of
large-bowel discase while on NSAIDs. One pa-
tient developed perforation of a sigmoid diverticu-
lum. Ancther had a severe relapse of Crohw’s dis-
case, and the third had a severe hemorrhage from
a right colonic diverticulum.

These histories show that NSAIDs are poten-
tially toxic to the lower gastrointestinal tract
whether previously healthy or diseased. There lin-
gers the dilemma of sorme unresolved questions,
For example, how often do these effects occur in
the lower bowel? What is the risk of NSAIDs for
the lower bowel? What is the mechanism of in-
duction, and what dosages amount to a significant
risk? Whatever the answer,?® there seems to be
sufficient evidence to indicate that NSAIDs may
have deletertous effects on the mucosa of the large
bowel. History of previous lower bowel disease
and the presence of diverticular diseasc in a pa-
tient should mandate caution in the administra-
tion of NSAIDs.

The Dilemma Raised by a Positive
Hemoccult™ in a Patient Taking
NSAIDs

Physicians routinely performn Hemoccult™ tests in
the clinical setting. Much has been written on the
sensitivity, specificity, and applicability of this
screening tool.2** [n reality, however, we find a
variety of clinical dilemmas associated with the
practical uses of the Hemoccult™. There are di-
etary restrictions that need compliance by the pa-
tients,*® and 1the question of false-positives and
false-negatives needs to be considered.#3¢

The patient who is receiving NSAIDs and who
has a positive Hemoceult™ poses a tricky clinical
dilemma. Nonsteroidal anti-inflammatory drugs
have been known to cause gastrointestinal
bleeding.*” Pye and associates®® studied 10,931
paticnts o assess the effects of NSAIDs on the
outcome of the fecal occult blood test. A positive
resnlt was recorded for 455 persons, Of these,
only 50 were taking NSAIDs. The study con-
cluded that a positive test result could not be
attributed to NSAIDs. Regardiess of one’s beliefs
that NSAIDs may or may not cause gastrointesti-
nal bleeding, a positive Hemoccult™ is a defini-
tive screening result that needs to be pursued to

The Journal of the American Board of Family Practice—Vol. 2 No. 2 I April — June 1989

ybuAdoo Ag pa1osiold 1sanb Ag £20z 1udy 6T uo /Bio"wigel mmw/:dny wouij papeojumoq "686T IUdy T uo 6TT 2’2 wiqel/zzTe 0T Se paysiignd 1sul) ;1oeld Wed pjeog wy [

e men e o



http://www.jabfm.org/

rule out other pathology.*®*° A definite positive
Hemoccult™ should mandate one of two ap-
proaches. Colonoscopy is preferable; however,
this procedure may miss up to 9 percent of ad-
enomas smaller than I cm,?74! The other alter-
native is flexible sigmoidoscopy coupled with an
air contrast barium enema. If all these studies
are negative, an upper gastrointestinal series
would be necessary to complete the diagnostic
framework.

In the event that all the above are negative,
and in the absence of any symptoms, a conser-
vative approach and follow-up would be pru-
dent. Withholding NSAlDs for a period of time
and repeating the test may be considered.%
However, if the repeat test is positive, there is
added reason to pursue the diagnostics referred
to above. On the other hand, if the test is nega-
tive, we still are left with the dilemma that the
previously positive test may have been dueto a
bleeding polyp, cancer, angiodysplastic lesion,
or NSAIDs. Hence, physicians need to use their
discretion on an individual basis.
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GLEANINGS FROM A COMMONPLACE BOOK — NP

"Boredom and the restless search for diversion show how much each man hates and tries to escape from himself.”
Lucretius

“The yaung man knaws the rules; the old man the exceptions.”
O.W. Holmes, M.D.

*. . . While vou may, live happy amid joys; live mindful ever of how brief your tirme is.”
Harace

“To flee vice is the beginning of virtue, and 1o have got rid of folly is the beginning of wisdorn,”
Harace

“A man behind the times is apt to speak ill of them, on the principle that nothing looks well from behind.”
O W. Holmes, M0

“A wise physician skilled our wounds to heal
Is more than armies to the public weal.”
Author Unknown
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