I Letters to the Editor

Letters to the Editor are welcomed. They
may report new clinical or laboratory
observations and new developments in
medical care or may contain comments
on recent contents of the Journal. They
will be published, if found suitable, as
space permits. Like other material sub-
mitted for publication, letters must be
typewritten, double-spaced, and must not
exceed two typewritten pages in length.
No more than five references and one
figure or table may be used. See “Infor-
mation for Authors” for format of ref-
erences, tables, and figures. Editing, pos-
sible abridgment, and acceptance remain
the prerogative of the Editors.

Vitamin D Levels in
Patients Seen in the
Diabetes Unit of an
Academic Medical
Center

To the Editor: Although several stud-
ies have looked at vitamin D status in
patients with diabetes, there is a paucity
of data from practices specializing pre-
dominantly in diabetes. We assessed
25-hydroxyvitamin (OH) D levels in
133 patients (116 with type 2 and 17
with type 1 diabetes) seen in an outpa-
tient diabetes unit of an academic med-
ical center. Patients who had advanced
congestive heart failure (New York
Heart Association stage III and IV), ac-
tive malignancy, stage 5 kidney disease,
known vitamin D deficiency, or de-
rangements of calcium-parathyroid me-
tabolism were excluded. The group in-
cluded 52 men and 81 women (89
Caucasian, 39 African American, and 5
Asian) with an average age of 54 years.
Mean serum calcium was 9.45 mg/dL
(reference range 8.6 to 10.2), average gly-
cosylated hemoglobin (HbAlc) was
6.9%, mean serum creatinine was 1.06
mg/dL (reference range 0.5 to 1.3), and
the majority (38/133, or 71.4%) had es-
timated glomerular filtration rate (eGFR)
values greater than 60 mL/min. Follow-
ing a recently proposed classification,' 68
patients (51.1%) were “deficient” (=20

ng/mL), 32 patients (24%) were “rela-
tively insufficient” (21-29 ng/mL), and
only 33 patients (24.8%) qualified as hav-
ing “sufficient” 25 (OH) vitamin D levels
(=30 ng/mL).

Our results show that the preva-
lence of vitamin D insufficiency in pa-
tients with diabetes seen in a specialty
referral center is extremely high (75.2%).
More than half of the subjects in our
series were clearly deficient, whereas
only one-fourth had levels considered
optimal. Women, African Americans,
younger patients, and those with poorer
glycemic control had lower levels. Vi-
tamin D status may be inversely related
to insulin sensitivity,! but evidence re-
garding diabetes risk is unclear.>*> Con-
versely, hyperglycemia may predispose
to low vitamin D, or there may be as-
sociated factors common to both con-
ditions (e.g. suboptimal nutritional sta-
tus, older age, and lack of exposure to
sunlight). Hypovitaminosis D may play
a part in diabetic microvascular dis-
ease,’ and replacement may alleviate
symptoms such as neuropathic pain.’
Studies exploring possible causes and
correlates like degree of glycemic con-
trol, dietary intake, geographical fac-
tors, living conditions (e.g. housebound
or institutional care), etc., are needed.
Pending confirmatory data, consider-
ation may be given to recommendations
for screening for vitamin D deficiency
in the diabetic population and evaluat-
ing the impact of different supplemen-
tation regimens on clinical outcomes.
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Olanzapine-Induced
Rabbit Syndrome

To the Editor: Rabbit syndrome (RS)
is a distinct antipsychotic-induced ex-
trapyramidal syndrome characterized
by fine, rhythmic, and rapid movements
of the perioral muscles along a vertical
axis at a frequency of about 5 Hz, mim-
icking the chewing actions of a rabbit.'
Although the exact prevalence of RS is
unknown, it has been reported to occur
in 4.4% of patients exposed to neuro-
leptics.?

A 35-year-old male with schizoaf-
fective disorder presented with a nine
month history of suspiciousness, exces-
sive talking, irritability, and intermit-
tent aggression. He had four previous
schizoaffective episodes which had im-
proved with typical antipsychotics
without any adverse effects. He was
treated with haloperidol up to 20 mg
per day without improvement, but de-
veloped severe drug-induced Parkin-
sonism. Olanzapine 15 mg per day was
started, along with trihexyphenidyl 4
mg per day, with improvement in his
psychotic and Parkinsonian symptoms.
But 15 days after starting olanzapine,
he developed twitching movements of
his upper lips, specifically on the right
side, which was gradually replaced by
rapid, rhythmic perioral movements in-
volving both upper and lower lips in
the vertical plane with a frequency of
4-5 Hz. These movements increased
while doing motor tasks such as counting
fingers. On the abnormal involuntary
movement scale (AIMS), the abnormal
lip movements were of moderate sever-
ity, and fine tremors of outstretched
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hands and tongue were also noted. A
diagnosis of olanzapine-induced rabbit
syndrome was considered, and olanza-
pine was decreased to 12.5 mg per day.
There was no worsening of psychopa-
thology, but a gradual reduction in the
frequency of perioral tremor occurrence
was observed after 5 weeks and at the
time of discharge from the hospital.

Rabbit syndrome has been reported
to occur mostly with typical antipsy-
chotics. Less frequently it is associated
with atypical agents such as risperi-
done, olanzapine, aripiprazole, and clo-
zapine. It has been seen as a late-ap-
pearing adverse effect, unlike our case
which appeared after two weeks. There
has been only one previous report in
which olanzapine has been implicated
as a cause of RS.* Interestingly, olan-
zapine has helped in another patient
with RS.> The explanation that super-
sensitivity of dopamine receptors as the
underlying mechanism of RS> may be
too simplistic, and the actual patho-
physiology may vary between individ-
uals. One possible strategy is dose re-
duction, which may be tried before
switching antipsychotics or adding an-
ticholinergic agents.
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Further Indications for
Capsule Endoscopy

To the Editor: In their excellent re-
view from the April 2008 issue of the
Southern Medical Journal, Sachdev and
Ismail' briefly allude to the possibility
of a role for capsule endoscopy in the
follow up of celiac disease. In the latter
context, capsule endoscopy has proven
useful in the evaluation of patients with
known celiac disease who have ongo-
ing symptoms or alarm symptoms in
spite of compliance with a gluten-free
diet. In a prospective study of 47 such
patients, the indications for capsule en-
doscopy included abdominal pain, can-
cer surveillance, blood in the stool, or
persistent iron deficiency. At capsule
endoscopy, ulceration was diagnosed in
21 patients, and there were isolated in-
stances of adenocarcinoma, polyps,
strictures, and intussusception. Nodu-
larity was documented in six other pa-
tients and a submucosal mass in one
other patient.> Consequently, for the
purpose of diagnosing complications of
celiac disease, capsule endoscopy has
now been elevated to the status of a
grade C recommendation.”® In view of
the occasional association of celiac dis-
ease and inflammatory bowel disease,”
an additional indication might be the
use of capsule endoscopy to establish
or refute the coexistence of small bowel
Crohn disease in patients with known
celiac disease. The indications for cap-
sule endoscopy enumerated by the au-
thors' and others® ought to apply not
only to adults but arguably also to chil-
dren, given the high prevalence of ce-
liac disease and Crohn disease in the
pediatric age group. In a study enroll-
ing 87 children aged 18 months to 18
years, 77 were able to swallow the cap-
sule. Nineteen of these were aged 7-10,
and 58 were aged 11-18. Only 3 pa-
tients in the age group 7-18 were un-
able to swallow the capsule, but all 7 of
their counterparts aged <7 failed to
swallow the capsule. In that study, one
of the principal advantages conferred
by capsule endoscopy was to establish
the real extent and severity of small

bowel involvement in 12 out of 22 pa-
tients with known Crohn disease. As a
result, these patients had their medical
treatment “increased or redesigned.” In
10 other patients, Crohn disease was
suspected but not proven prior to cap-
sule endoscopy. By identifying Crohn
disease, capsule endoscopy enabled a
definitive diagnosis in five of those pa-

tients.’
Oscar M. P. Jolobe, MRCP
Manchester Medical Society

C/o John Rylands University Library
Manchester, United Kingdom
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Hypersensitivity to
Furosemide

To the Editor: “Drug eruptions are
probably the most frequent of all mani-
festations of drug sensitivity.”' They
range from mild, short-lived maculopap-
ular rashes that subside, despite continu-
ation of the medication, to severe forms
such as Stevens-Johnson syndrome and
toxic epidermal necrolysis (TEN). In fact,
“cutaneous drug eruptions occur in 2-3%
of all hospitalized patients.”

Furosemide has been found to pro-
duce cutaneous reactions in fewer than
5% of patients.” These reactions can
range from eczematous and psoriasis-like
to bullous.* In addition, furosemide—and
other drugs with sulfthydryl moieties—
have been found to produce other side
effects in the pattern of a graft-versus-
host disease.”
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In our patient, the only side effect
was the plaqulous skin lesions which re-
sulted in discomfort from itching and
feelings of self consciousness related to
her skin continuously desquamating (Fig
1). Her self consciousness added to de-
pression about being ill and led to a self-
induced social isolation. Since she was
admitted to rehab with a diagnosis of pso-
riasis and multiple allergies (though not
to furosemide or sulfonamides), it was
presumed that she had severe psoriasis.
She was treated with pimecrolimus, coal
tar shampoo, and ammonium lactate, with
minimal transient relief. It was therefore
presumed that her psoriasis was resistant
to standard treatment.

A dermatologist described her
skin as generalized, disseminated,
symmetric, and plaqulous. After a re-
view of her extensive list of allergies,
it was determined—although no anti-
biotics were among her hypersensi-
tivities—that the patient was likely

hypersensitive to furosemide. The
recommendation was made to discon-
tinue furosemide and start bumet-
anide. Upon looking for any previous
reports of substituting bumetanide for fu-
rosemide—even though bumetanide was
also a sulfonamide loop diuretic, like fu-
rosemide—there were only two previ-
ously documented cases, in which there
was no cross-allergy between the two
drugs.>® In one of those cases, after 29
days, the patient was accidentally put on
furosemide again; at which point his skin
had a cutaneous eruption within three
hours of exposure to the drug. As soon as
he was put back on bumetanide, his skin
again cleared up.®

Upon one day without furosemide,
our patient’s skin quit itching and was
less erythematous (Fig 2). There was also
a decrease in desquamation overnight.
She felt much better about herself and
was much happier to be around people as
well.

Fig. 2 The patient’s palm one day after replacing furosemide with bumetanide.
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Could Sertraline Afford
Protection Against
Atherosclerosis? A
Medical Hypothesis

To the Editor: The local oxidation of
low density lipoprotein (LDL) within ath-
erosclerotic lesions is widely believed to
be of importance in the pathogenesis of
atherosclerosis.' The oxidized LDL pro-
motes adhesion of monocytes to endothe-
lial cells,” causes an increase in the pro-
duction of metalloproteinase that would
probably destabilize the fibrous caps over
advanced lesions,” and induces apoptosis in
cells.* Macrophages transform into foam
cells by incorporating oxidized LDL using
several kinds of scavenger receptors.”
Recently, Wen and Leake® showed
that LDL oxidation occurs not within
the interstitial fluid of atherosclerotic
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lesions but within lysosomes in macro-
phages in atherosclerotic lesions. The
initial oxidation in the lysosomes may
be of aggregated LDL, but the oxida-
tion may continue as the LDL particles
are degraded by the lysosomal lipases
and proteases. The release of oxidized
lipids from the lysosomes into the rest
of the cell, the engorgement of the ly-
sosomes partly attributable to ceroid, or
the inactivation of lysosomal enzymes
by oxidized LDL’ may possibly lead to
the alteration of cell function in an
atherogenic manner.

Increasing the pH of lysosomes
may inhibit the oxidation of LDL within
these organelles, as LDL oxidation can
be promoted by acidic pH.* Weak bases
in their nonionized state permeate mem-
branes and accumulate in the acidic in-
terior of lysosomes where they are pro-
tonated and thus become unable to
diffuse back into the cytosol. In such a
way, they increase the pH of lysosomes
and can interfere with the process of
oxidation of LDL in the lysosomes.’

In previous studies it has been dem-
onstrated that among the antidepres-
sants, sertraline shows the highest de-
gree of accumulating and increasing the
pH of the acidic interior of lysosomes.'°
Given this strong lysosomotropic prop-
erty, it can be hypothesized that sertra-
line may inhibit LDL oxidation within
lysosomes in macrophages in athero-
sclerotic lesions and therefore reduce
the risk of atherosclerosis. Further stud-
ies are needed to survey this antiathero-
sclerotic effect.
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Perforated Stercoral Ulcer
of the Sigmoid Colon

To the Editor: Stercoral ulcer forma-
tion and perforation of the colon is a
rare condition affecting patients with
severe chronic constipation. There may
be an underestimation of the incidence,
since many stercoral ulcer-related colon
perforations may be incorrectly identified
as spontaneous, idiopathic, or secondary
colonic perforations related to diverticu-
litis, ischemia, etc. We present here two
cases and a brief review of the literature.

In the first case, an 84-year-old fe-
male presented after experiencing ab-

dominal pain for 2 to 3 days and severe
constipation for 2 to 3 months. On exam-
ination she was hemodynamically stable
and in no acute distress. Her abdominal
examination did not reveal peritoneal
signs. Within 24 hours she deteriorated,
with increasing abdominal pain and re-
spiratory distress. Overnight she devel-
oped peritoneal signs and hypotension.
Urgent surgical exploration revealed fe-
cal peritonitis secondary to sigmoid per-
foration. A large amount of scybala was
seen in the pelvis and inside the colon. A
perforation site was seen at the antimes-
enteric side of the sigmoid colon. A sig-
moid colectomy with colostomy was per-
formed. Pathology showed transmural
inflammation consistent with perforation
and no malignancy.

In the second case, a 41-year-old fe-
male presented with new onset abdomi-
nal pain for 2 days. She had experienced
constipation for 1 to 2 months. The pa-
tient was in considerable discomfort. She
was tachycardic, and had peritoneal signs.
She was taken to the operating room
where she underwent abdominal explo-
ration. Fecal peritonitis was encoun-
tered. Several hard stools were seen in
the pelvis as well as inside the colon. A
perforation site was seen at the antimes-
enteric side of the sigmoid colon. Pa-
thology showed transmural acute inflam-
mation, consistent with perforation. No
malignancy was identified.

Both cases revealed a sigmoid
perforation meeting criteria set in the
literature." Both patients presented
with abdominal pain rapidly evolving
to peritonitis. Both patients had long-
standing constipation, and the large
bowel contained rock-hard fecal ma-
terial. No primary obstructive, inflam-
matory or vascular disease of the co-
lon was identified. Both patients were
treated with a Hartmann staged pro-
cedure. Perforations appeared as sin-
gle lesions that seemed to have been
punched out. Both perforations were
located at the antimesenteric border
of the bowel wall. Both specimens
showed transmural necrosis.

Severe chronic constipation is con-
sidered the main causative factor in the
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development of stercoral ulcer forma-
tion and perforation of the colon.
Chronic constipation leads to the for-
mation of rock-hard feces that may be
present for months and may calcify
(scybala). They exert a constant pres-
sure on the bowel wall and lead to pres-
sure necrosis of the mucosa and subse-
quently the entire bowel wall." The
most commonly affected site is the an-
timesenteric side of the colonic wall,
where the blood supply of the bowel
wall is the lowest and is highly depen-
dent on capillary perfusion. The in-
creased intraluminal pressure may ex-
ceed the capillary perfusion pressure
and lead to focal ischemia. The sigmoid
is particularly involved.'

Abdominal x-rays show marked
fecal loading in most instances. Cal-
cified feces (scybala) are rare (up to
20%) but are a strong index of sterc-
oral ulcer. Free air will be present in
the majority of patients with perfo-
rated colon. The combination of free
air and a history of substantial con-
stipation should raise the suspicion of
stercoral ulcer perforation.

In terms of managing the perfo-
rated stercoral ulcer, resection of the
involved segment and exteriorization of
the colon is probably the best option to
avoid anastomotic leakage. Other ther-
apeutic approaches such as primary re-
pair of the ulcer or simple exterioriza-
tion of the colon without resection have
been previously refuted in the litera-
ture.' > Controversy still surrounds the
best way to manage the stercoral ulcer
that has not yet perforated in patients
with chronic severe constipation, abdom-
inal pain, and radiographic evidence of
scybala. These patients should probably
be managed conservatively with a high
fiber diet, stool softeners, laxatives,
plenty of hydration, and enemas.
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Cyanoacrylate-Related
Pulmonary Embolism
Following Percutaneous
Varicocele Embolization

To the Editor: As an effective means of
varicocele treatment, percutaneous embo-
lization has been shown to be equal to
surgical spermatic vein ligation. It is also
associated with less postprocedure dis-
comfort. Cyanoacrylates are the main lig-
uid adhesives used in endovascular pro-
cedures and have an important role in
managing vascular abnormalities.'

We report a case of a symptomatic
pulmonary embolus of enbucrilat, an

Letters to the Editor

n-butyl cyanoacrylate, (Histoacryl®, Braun,
Tuttlingen, Germany) after percutaneous
embolization of a varicocele: a 36-year-
old male with a history of recurrent var-
icocele underwent percutaneous embo-
lization of the left spermatic vein. After
right femoral vein catheterization, a co-
axial catheter was passed via the left
renal vein and left internal spermatic
vein to the level of the inguinal liga-
ment. A mix of 0.5 mL of enbucrilat
and 2.5 mL of ethiodized oil (Lipi-
odol® Ultra-Fluide, Guerbet, France),
was injected. The patient almost im-
mediately experienced a dry cough,
sinus tachycardia, chest discomfort,
tachypnea, and mild dyspnea. These
symptoms persisted for a few hours.
On immediate chest x-ray, multiple
small opacities were seen in both lung
fields (Fig.). Echocardiography showed
mild elevation of right ventricular sys-
tolic pressure (RVSP) at 34 mm Hg.
Treatment was conservative; the pa-
tient was discharged after 3 days. Three
months later he was asymptomatic; his
RVSP was normal.

Because of their low viscosity, cya-
noacrylates are easy to deliver through
microcatheters. Their lack of radio-opac-
ity and their rapid polymerization when
in contact with blood can make precise,
safe occlusion difficult to achieve. Mod-
ifications to address these problems in-

Fig. Chest x-ray. Multiple small opacities in both lungs (white arrows).

Southern Medical Journal * Volume 101, Number 10, October 2008

1073



Letters to the Editor

clude the addition of powdered metals
and iodized oils. lodized oils not only
opacify the agent, but also slow the po-
lymerization time. The lungs typically fil-
ter most emboli; systemic embolization is
possible through an arteriovenous mal-
formation in the lungs or through an atrial
septal defect.”

Glue embolism should be sus-
pected when cough, tachycardia, pleu-
ritic chest pain, dyspnea or hypoxia
occur after percutaneous embolization
with cyanoacrylate. Chest radiogra-
phy or noncontrast-enhanced com-
puted tomography will substantiate
the diagnosis of glue-related pulmo-
nary emboli. Emboli are seen as scat-
tered radio-opaque material in the
lung fields. These are likely to be
missed on computed tomographic pul-
monary angiography, if the bone win-
dows are not reviewed carefully. It is
important to differentiate glue emboli
from conventional thromboemboli, as
glue emboli require only symptom-
atic care.’

The deposition of cyanoacrylate
within a vessel results in an acute in-
flammatory reaction in the wall and
vsurrounding tissues. This progresses
to a chronic and granulomatous pro-
cess with foreign body giant cells and
fibrosis. Although the occlusion created
by the glue may be permanent, recanali-
zation has also been observed.

Information about cyanoacrylates
is especially important because of the
recent approval of n-butyl cyanoacry-
late by the United States Food and
Drug Administration.> As cyanoacry-
late vascular procedures are per-
formed more frequently, glue embo-
lization will become more common.
A high index of suspicion and the
proper selection and interpretation of
diagnostic imaging are necessary to
make this diagnosis.
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Carisoprodol Should be
Taken Off the Market

To the Editor: In an editorial in the
February edition of the Southern Med-
ical Journal, Reeves and Burke' advo-
cate that carisoprodol (Soma® Meda
Pharmaceuticals, Inc; Somerset, NJ)
should become a controlled substance.
During the last few years, three other
papers have been published by Am-
erican researchers addressing the pos-
sible abuse of this centrally acting
muscle relaxant.” * The research pa-
per accurately points to the abuse po-
tential of carisoprodol® and the in-
creasing extent of this problem,*?
arguing that carisoprodol should be a
controlled substance.'> We follow
this research and debate with interest.
For several years and on several oc-
casions these researchers, along with
other US data, have provided us with
valuable information in our own re-
search into this field. We would there-
fore like to offer a comment on these
valuable publications.

We have recently published a phar-
macoepidemiological paper from Nor-
way that addresses the problem of car-
isoprodol abuse in a broader and
unbiased manner.’ The paper demon-
strates, by the use of a complete and
national prescription database, that the
abuse of carisoprodol is not a marginal
or rare problem confined to the occa-
sional case report or case series but,
rather, a phenomenon that affects many
users of the drug. As Reeves and Burke'
report in their editorial, there might also
be additional illegal imports that will
be unregistered—even in national pre-
scription databases.

The abuse of carisoprodol is but
one of the problems with this drug. A
major topic may be the narrow thera-
peutic index of the drug with high re-
ports on toxicity.’ Furthermore, be-
cause carisoprodol holds the potential
for traffic-related impairment,® users of
carisoprodol have an increased risk of
being involved in traffic accidents.” On
the basis of these three problematic as-
pects of carisoprodol and the perceived
marginal therapeutic advantages of
the drug, the Norwegian Medicines
Agency has gone even further than
the suggestions of Reeves and Burke
and revoked the market authorization
for carisoprodol in Norway (effective
May 1, 2008).'° The European Medi-
cines Agency has supported this and
issued a recommendation for the with-
drawal of the drug from all European
Union member states. The interested
reader can find a comprehensive review
of the literature and the process of tak-
ing the drug off the European market in
a newly published article in the Norwe-
gian Journal of Epidemiology.'" An un-
derstanding of how this process has pro-
ceeded in Europe might help US
authorities in their efforts concerning
this problematic drug.

Jorgen G. Bramness, MD, PhD

Svetlana Skurtveit, MSc, PhD

Division of Pharmacoepidemiology
Norwegian Institute of Public Health
Oslo, Norway
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| am the ghost of Shadwell Stair,

Along the wharves by the water-house,

And through the cavernous slaughter-house,
I am the shadow that walks there.

Yet | have flesh both firm and cool,

And eyes tumultuous as the gems

Of moons and lamps in the full Thames
When dusk sails wavering down the pool.

Shuddering the purple street-arc burns
Where | watch always; from the banks
Dolorously the shipping clanks

And after me a strange tide turns.

I walk till the stars of London wane
And dawn creeps up the Shadwell Stair.
But when the crowing syrens blare

| with another ghost am lain.

—Wilfred Owen
Shadwell Stair
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