Why shouldn’t general
pathologists analyze
skin biopsies?

I read with interest the article in the
March issue by Dr. Gary Fox (“10 derm
mistakes you don’t want to make”), who
makes some excellent points about eval-
uation and diagnosis of skin disorders.!
However, I was greatly concerned about
his comments regarding “Mistake #4—
Assuming that pathology is a perfect sci-
ence.” In his Quick Tip-on page 165, he
makes the recommendation that all skin
biopsies be sent to a dermatopathologist.

With the stroke of a pen, he dismisses
the skills, abilities, knowledge, training,
and experience of the estimated 20,000
board-certified general pathologists in
the United States.

The ability to interpret and diagnose
skin specimens is anintegral part of the
training of the general pathologist, and is
a component of their evaluation for certi-
fication by the American Board of Pathol-
ogy. Many general pathologists have been
providing successful dermatopathology
services to their physician colleagues for
years. Undoubtedly, occasional cases will
require additional expertise, but part of
the training and responsibility of a gen-
eral pathologist is to recognize and refer
such cases appropriately.

Dr. Fox’s argument is a double-edged
sword, especially regarding family practi-
tioners. One could argue from his view-
point that if all skin biopsy interpretations
and differential diagnoses are themselves
so esoteric as to warrant direct referral to
a dermatopathologist, would it not also
be to the patient’s advantage to be seen
initially directly by a dermatologist with
more training and experience in cutane-
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ous disease than by a family practitioner?
Of course not!

Furthermore, pathologists have sub-
specialty certification fellowships available
not only in dermatopathology, but also in
areas such as cytopathology, hematology,
immunopathology, and molecular genetic
pathology—to name a few. Should family
physicians insist that abnormal Pap smears
be read only by subspecialty boarded cy-
topathologists, or peripheral blood smears
reviewed only by subspecialty boarded he-
matopathologists? Of course not!

What must remain the focus in the di-
agnosis of cutaneous lesions is the correct
diagnosis and optimal care of the patient.
These objectives require good clinical
history, adequate biopsy, and perceptive
pathologic interpretation. Challenging or
clinically unusual cases require commu-
nication about the issues and concerns,
which may indeed require specialist re-
ferral. But do not be misled into believing
that your worries are over by following
Dr. Fox’s recommendation to “Send all
‘skin’ to a dermatopathologist.”

I would urge family practitioners to
discuss these issues with their local gen-
eral pathologists. Good communication
will go a lot further than will Dr. Fox’s
specious recommendation.

David A. Wiese, MD, PhD
Flint Clinical Pathologists, PC, Flint, Ml
Dr.davew@comcast.net
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Dr. Fox responds

I welcome Dr. Wiese’s opinion and offer my

own in continuation of the conversation.
For a number of reasons, I would not
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compare family physicians’ assessment of
skin lesions with that of pathologists. For
a lesion with dubious clinical character,
it should not matter who recognizes it as
such. Once such a lesion is recognized,
only one choice remains: Cut it out.

The issue is: Then what? Histopathol-
ogy is considered the “gold standard.” Be-
cause the pathologist’s word will usually be
taken as “gospel,” and may determine sub-
sequent surgery and even life and death, one
wants to assure the most accurate answer.

For “simple, routine” things, there is
no issue.

However, when it comes to clini-
cally questionable melanocytic lesions, a
clinical conundrum I face multiple times
daily, a quote from an editorial by H. Pe-
ter Soyer et al says it all: “The boundary
between benignity and malignancy is not
as sharp as our mental categories would
like it to be. ... Pathologists ... have been
regarded to be more scientific than many
of their colleagues. A mystic perversion
of this assumption prevails among those
clinicians who believe that the patholo-
gist, given only a piece of the patient’s
tissue, has all the other ingredients neces-
sary to produce a statement of absolute
truth at the end of his report. More dan-
gerous to mankind is a pathologist with
the same concept.”!

In my article, I cited references—bol-
stered by experience—that even expert
dermatopathologists exhibit substantial
interobserver variation. Because of the
imprecision, “severely dysplastic nevi”
(severe architectural disorder, severe
melanocytic atypia, or both) are usually
treated similarly to melanoma in situ (full
thickness excision with minimum 5-mm
margins). I like the comfort of convey-
ing to my patients that in such cases, an
expert dermatopathologist (often 2) has
interpreted their slides. In fact, to help
improve diagnostic accuracy in histopa-
thology of melanocytic lesions, it has even
been suggested that dermatopathologists
use ex vivo polarized dermoscopy.?

There are 2 paths to dermatopathol-
ogy, one of which is dermatologists who
subspecialize. When 1 have lesions of
particular interest, I send my dermato-
pathologists dermoscopic photographs,
because these are meaningful to them.
The thought would not cross my mind to
send clinical/dermoscopic photographs
to general pathologists.

Furthermore, dermatologists may
have sufficient knowledge of the pathol-
ogy to review slides themselves and make
judgments. Family physicians are not
likely to have the background to review
slides themselves and are going to be fully
reliant on the pathologist and the report.
My suggestion is to get the best expert
advice when there can be substantial,
clinically important disagreement among
the best of the best.

Clinically, the issue often is not be-
nign/malignant, but “What is it?” A der-
matopathologist is better equipped to
assist in an expanded “skin” differential
diagnosis, in my experience.

I try to avoid skin biopsies when not
necessary. When they are necessary, it is
because I need assistance. I consider my
dermatopathologists full-fledged consul-
tants in my skin practice. For the same
price, in the same time frame, I can have
the expertise of a dermatopathologist for
my skin biopsies. Why should I not avail
myself of that? If I were to daily deal
with kidney, liver, thyroid, brain, bone,
lung, adrenal, pancreas, gut, etc, I would
become friendly with my knowledgeable
and well-trained general pathologist.

Gary N. Fox, MD, Defiance Clinic, Defiance, OH
foxgary@yahoo.com
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DIABETIC DYSLIPIDEMIA COVER STORY

Statin/ezetimibe
mention misses the mark

I have one problem with your otherwise
excellent article, “Diabetic dyslipid-
emia: A practical guide to therapy,”! in
the June issue. In a remark concerning
Vytorin, the authors state: “This combi-
nation has been questioned recently, as
the addition of ezetimibe provided no
improvement in surrogate markers.” I
believe this sentence, which references a
JAMA commentary by Philip Greenland
and Donald Lloyd-Jones,” is inaccurate
and misleading.

I am not here to praise or bury Cae-
sar, but I agree with Drs. Greenland’s
and Lloyd-Jones’ interpretation of the
ENHANCE trial and the lessons to be
learned by the media, research scientists,
and pharmaceutical firms. ENHANCE
found statistically significant benefits in
several cardiovascular surrogate markers
(low-density lipoprotein, total cholester-
ol, and C-reactive protein) from the com-
bination of agents in Vytorin (ezetimibe
and simvastatin); it simply failed to find
a statistical difference in carotid intimal
thickness. The mistake repeated by the
authors was to equate the failure to de-
termine a difference with proof that no
difference exists.

Oliver T. Willard, MD, ABFM
Piedmont Health Group
Greenwood, SC
owillard@phgrp.com
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What about consensus
statements?

The authors of the June cover story on
diabetic dyslipidemia do a nice job of de-
scribing the lipid studies, but draw some
conclusions that several national organi-
zations and authorities in the field do not
support.

I do not agree that data suggesting
low-density lipoprotein (LDL) <70 mg/dL
is controversial. A recent consensus state-
ment by the American Diabetes Associa-
tion and the American College of Cardi-
ology' reviews the existing literature and
recommends LDL <70 mg/dL as a goal
for diabetic patients with 1 additional
risk factor.

Nor do I agree that patients whose
aspartate aminotransferase/alanine ami-
notransferase (AST/ALT) is 3 times the
upper limit of normal (ULN) are not
eligible for lipid-lowering therapy. If all
patients with diabetes had liver biopsies,
most would be found to have fatty liv-
ers—but not all would manifest this con-
dition with elevated liver enzymes. Many
such patients receive lipid-lowering
therapy, with no adverse effect. After an
extensive literature review, the National
Lipid Association (NLA) Statin Safety
Task Force determined that statins are
safe when enzymes are >3 times ULN.
The task force has published extensive
guidelines? that review the subject and
offer helpful recommendations. Among
them is the suggestion that routine moni-
toring of liver enzymes not be done. The
issue is also addressed on the NLA web
site (http://www.lipid.org).

Granted, consensus statements are a
different level of evidence than the stud-
ies the authors cite. In fairness, however,
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consensus statements and the articles that
support them should be included in a re-
view so readers have all the information
they need to make clinical decisions.

Edward Shahady, MD
Diplomate, American Board of Family Medicine
Diplomate, American Board of Clinical Lipidology
Diabetes Master Clinician Program
Florida Academy Family Physicians Foundation
Fernandina Beach, FL
eshahady@att.net
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Some statins are safe
with these drugs

In “Statins and elevated liver tests: What’s
the fuss?”! in the July issue, you empha-
size—in a Fast Track—that cyclosporins
and macrolide antibiotics are relatively
contradicted in statin use. My concern
is that physicians with patients taking
a cyclosporin or a macrolide antibiotic
will completely avoid statin use, even in
patients at high risk for coronary artery
disease. That’s not necessary, however.
There are significant differences in the
pharmacokinetics of various statins, and
some of them can be used safely with
these drugs.

Allow me to clarify:

® Macrolide antibiotics are metabo-
lized through the cytochrome P450-3A4
pathway only. Therefore, only statins
with significant 3A4 pathway involve-
ment (atorvastatin, lovastatin, and sim-
vastatin) are contraindicated in patients
taking macrolides.

e Although all statins interact with
cyclosporin, this interaction is a matter
of degree: The 3 statins cited above inter-
fere with cyclosporin through the cyto-
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chrome P450-3A4 pathway; rosuvastatin
and pravastatin interfere via the hepatic
organic ion transporter system and the
P-glycoprotein efflux pump. The safest
statin for posttransplant patients and
others on long-term cyclosporin therapy
is fluvastatin.?

¢ Pravastatin has no significant cy-
tochrome P450 drug interactions. It is
therefore the preferred statin for pa-
tients with HIV, who often require life-
long multiple drug combinations, many
of which have cytochrome P450-3A4
drug interactions.

It is important for physicians to be
aware of such differences and to realize
that there are statins that patients can
take when they are taking macrolides, cy-
closporins, or azole antifungals and have
high cardiovascular risks.

Frank J. Johnson, Jr, MD, FAAFP

Diplomate, American Board of Clinical Lipidology

Bluefield Family Medicine, Bluefield, VA
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Risk of interrupting
warfarin is not “little”

I take issue with the conclusion of the
POEM entitled “Can you safely interrupt
warfarin for an elective procedure?” in
your May issue.!

The Fast Track excerpt says “Most
patients who stop taking warfarin for 5
or fewer days are at little risk of a throm-
boembolic event.” But the article says the
prevalence of events was 0.54%. There
are 3 problems with characterizing that
number as “little risk”:

1. This percentage probably rep-
resents the low side of the actual risk,
based on previous reports that the risk of
thromboembolic events when withhold-
ing warfarin is about 1%.?

2. One event is not insignificant.

VOL 57, NO 9 / SEPTEMBER 2008

FAST TRACK

There are statin
options for
patients who are
taking macrolides,
cyclosporins, or
azole antifungals
and have high

CV risks.

570b



LETTERS M3

570c

I have several hundred patients in my
practice taking warfarin. If only 100 of
them have a skin biopsy, cataract surgery,
or dental procedure in a given year, then
the practice of withholding warfarin for
these procedures causes 1 thromboem-
bolism a year. Hardly insignificant to the
affected person!

3.You failed to ask what the other
side of the risk equation is. What would
be the consequence of continuing war-
farin during such procedures? My read-
ing of the literature suggests the burden
would be less onerous than 1 thrombo-

embolism every year in my practice.

As a result, we do not routinely with-
hold warfarin for dental procedures, skin
procedures, or cataract surgery.

Douglas R. Morrissey, MD, Cornerstone Family
Health Associates, Lititz, PA
doug777morrissey@hotmail.com
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