Case in Point

A Case of Severe Melanosis Coli
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A 51-year-old woman with a history of chronic constipation presented
with a severe case of melanosis coli, developed secondary to the use
of anthroquinone laxatives sold as herbal supplements.

elanosis coli is a brown-

ish discoloration of the

colon mucosa, caused

by the accumulation of
pigment in macrophages within the
lamina propria. First described in
the early 19th century, the pigment
was initially thought to be melanin,
but it was later found to be lipofus-
cin deposited in macrophages within
the lamina propria as a result of
apoptosis.'?

Animal and human studies have
shown an association between m.
coli and the chronic use of anthra-
quinone laxatives, such as cascara
sagrada, aloe, senna, rthubarb, and
frangula.’* The discoloration often
appears within 4 months of use and
is observed in up to 70% of chronic
users of implicated laxatives. The
condition is widely regarded as be-
nign and reversible, and the pigment
generally disappears within 1 year of
stopping laxatives.’ Earlier concerns
about a possible relationship between
m. coli and the development of co-
lonic neoplasia have not been sub-
stantiated in prospective studies.®

Dr. Alebouyeh is a gastroenterology fellow,
Dr. Khoury is a pathologist, and Dr. Antaki is a
gastroenterologist, all at the John D. Dingell VAMC
in Detroit, Michigan.

CASE REPORT

The patient was a 51-year-old woman
with a history of chronic constipation
who was scheduled for colonoscopy
because of recent changes in bowel
habits and bloating. She reported not
using any medications, expressing
lack of faith in modern pharmaceu-
tical medications. Her colonoscopy
5 years ago was reported as normal.

The results of the colonoscopy
showed diffuse staining of the entire
colonic mucosa, with a very dark
discoloration (Figures 1 and 2). The
mucosa of the terminal ileum was
normal (Figure 3). Histopathologic
analysis of the colonic biopsies con-
firmed the presence of severe mela-
nosis (Figure 4).

The patient reported having used
an herbal preparation that was sold
on several websites and was mar-
keted as “promoting regular, healthy,
and complete bowel movements.”
Among the ingredients for this “in-
testinal formula” are aloe, senna, and
cascara.

DISCUSSION

Melanosis coli has been associated
with the chronic use of anthroqui-
none laxatives. These include sev-
eral plants, such as aloe, cascara, and
senna. Aloe plants are members of

the lily family, of which the aloe vera
plant is the most common. Cascara
sagrada is the common name of the
California buckthorn (Rhamnus
purshianus), a shrub that grows in
the Pacific Northwest. The bark of
the cascara sagrada shrub and juice
from the leaves of aloe plants have
been used for medicinal purposes.
Folk medicine has historically used
both as laxatives.

On November 5, 2002, the U.S.
Food and Drug Administration
(FDA) issued a final ruling stating
that aloe and cascara sagrada can-
not be labeled or sold as stimulant
laxatives in over-the-counter (OTC)
drug products due to a lack of re-
search on safety and efficacy.” All
OTC medications containing these
ingredients have not been avail-
able since then. Research about the
efficacy and safety of senna was
submitted to the FDA, and senna-
containing products were allowed to
stay in the OTC category.

Herbal supplements are regulated
by the FDA under the category of di-
etary supplements. The regulations
covering these are different from
those covering conventional foods
and drug products (both prescrip-
tion and OTC). Under the Dietary
Supplement Health and Education
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Act of 1994, the dietary supplement
manufacturer is responsible for en-
suring that a dietary supplement is
safe before it is marketed. The FDA is
responsible for taking action against
any unsafe dietary supplement prod-
uct only after it reaches the market.”

In summary, we have described
a case of severe m. coli that devel-
oped secondary to the use of an-
throquinone laxatives, sold as herbal
supplements with a goal of optimiz-
ing colon health. Fortunately, there
seems to be no association between
colorectal cancer and m. coli, and
this condition is benign and revers-
ible. However, there are many other
herbal supplements containing in-
gredients that can be potentially
harmful, such as ephedra, which was
widely available in the U.S. until it
was eventually banned by the FDA
in December 2003 due to its risk of
cardiovascular adverse effects (AEs).®

This case illustrates the risk as-
sociated with the current situation
in the U.S., where medications ex-
tracted from plants might not be
allowed to be marketed as medica-
tions; however, they can be widely
sold as dietary supplements while
keeping all their medicinal proper-
ties and AFEs. The authors strongly
encourage patients to be aware of
these potential risks. @
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Figure 2. Melanosis in the colon.

Figure 3. Normal terminal ileum.

agencies. This article may discuss un-
labeled or investigational use of certain
drugs. Please review complete prescrib-
ing information for specific drugs or
drug combinations—including indica-
tions, contraindications, warnings, and
adverse effects—Dbefore administering
pharmacologic therapy to patients.

REFERENCES

1. Ghadially FN, Walley VM. Pigments of the gastro-
intestinal tract: A comparison of light microscopic
and electron microscopic findings. Ultrastruct
Pathol. 1995;19(4):213-219.

2. Benavides SR, Morgante PE, Monserrat AJ, Zarate
J, Porta EA. The pigment of melanosis coli: A
lectin histochemical study. Gastrointest Endosc.
1997;46(2):131-138.

3. Walker NI, Bennett RE, Axelsen RA. Melanosis
coli: A consequence of anthraquinone-induced
apoptosis of colonic epithelial cells. Am J Pathol.
1988;131(3):465-476.

4. Mengs U, Rudolph RL. Light and electron-micro-
scopic changes in the colon of the guinea pig after
treatment with anthranoid and non-anthranoid laxa-
tives. Pharmacology. 1993;47 (suppl 1):172-177.

S8 i)
Figure 4 (A and B). Hematoxylin
and eosin (H&E) staining. A, Mag-
nification X40. B, Magnification
X200.

5. Speare GS. Melanosis coli: Experimental observa-
tions of its production and elimination in twenty-
three cases. Am J Surg. 1951;82(5):631-637.

6. Nusko G, Schneider B, Schneider 1, Wittekind C,
Hahn EG. Anthranoid laxative use is not a risk fac-
tor for colorectal neoplasia: Results of a prospective
case control study. Gut. 2000;46(5):651-655.

7. Food and Drug Administration, HHS. Sta-
tus of certain over-the-counter drug category II
and III active ingredients. Final rule. Fed Regist.
2002;67(90):31125-31127.

20 - FEDERAL PRACTITIONER - JULY 2013



