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By Leon Kircik, MD

atients with psoriasis now have
P hope: Several biologic therapies

are either currenﬂy dpproved or
are being developed for the manage-
ment of chronic, moderate-to-severe
psoriasis. Clinical studies have
demonstrated the overall safety and
efficacy of three therapies—efalizum-
ab (Raptiva®), alefacept (Amevive®),
and etanercept (Enbrel®)—all of
which have received FDA approval
for the treatment of patients with
chronic, moderate-to-severe plaque
psoriasis. In addition, Enbrel is FDA-
approved for the treatment of patients
with psoriatic arthritis. Two other
agents, infliximab (Remicade®) and
adalimumab (Humira®), are in late-
stage clinical studies for chronic,
moderate-to-severe plaque psoriasis;
however, these agents are currenﬂy
FDA-approved for use in patients with
psoriatic arthritis.

These five therapies can be divid-
ed into two classes according to their
mechanism of action. Raptiva and
Amevive are called T-cell modulators
because they affect the activity of T
cells, which are key components in
the pathogenesis of psoriasis. Raptiva
binds to the CD11a subunit of lym-
phocyte function—associated antigen
(LFA)-1 and inhibits binding to inter-
cellular adhesion molecule (ICAM)-T1,
blocking activation, reactivation, and
trafficking of T cells. Amevive pre-
vents the interaction between LFA-3
and the memory effector T-cell anti-
gen CD2, thereby inhibiting T-cell

Continued on page 6




Management Series:

By Phillip M. Williford, MD

ne of the intriguing aspects of der-

matology is the frequency of

patients arriving in our waiting
rooms with rare disease. The canvas of
practice is highlighted with common disease
presenting in uncommon ways, and rare
disease presenting without warning. It is
important for dermatologists to welcome the
opportunity to enjoy the intellectual chal-
lenge of offering expert advice to those
patients who can most benefit from knowl-
edgeable and caring physicians possessing
familiarity with unusual presentations of dis-
ease. In the next couple of issues, we will
focus on cutaneous cancers that are not the
focus of weekend media reports or late-
night television. They are all tumors, howev-
er, that the average dermatologist will see
during his or her practice career, so under-
standing the current state of know|edge—
and in some cases the absence of knowl-
edge—limiting our informed therapies is
important. In this issue, a review of salient
data driving diagnosis and therapeutic
options for porocarcinoma and sebaceous
carcinoma will be shared, with attention to
avoiding snares that sometimes entrap us in
our efforts to care for our patients.

Porocarcinoma, dlso known as malig-
nant eccrine poroma, malignant hidroacan-
thoma simplex, poroepithelioma, and
eccrine porocarcinoma, is a malignant
adnexal neoplasm arising out of the
intraepidermal portion of the eccrine duct
coil (acrosyringium). It tends to be seen in
patients older than 50 years of age, with the
average patient age of 68 and the youngest
reported patient, 12. Despite the eccrine
derivation, few cases have been reported on
plantar or palmar surfaces, where eccrine
glands achieve their highest density. The
majority of tumors arise on the lower
extremity, with approximately 50% of cases

on the foot, |eg, or thigh, followed in fre-
quency by the head and face. Caucasians
represent most of the world’s cases, though
this may simply reflect publication bias.
Males and females are equally affected. No
precipitating exposures, including radiation
exposure, are known tfo increase incidence.
Controversy exists regarding the likelihood
of evolution from benign poromas, with
some experts predicting a significant num-
ber of cancers arising from nonmalignant
poromas, and others noting an infrequent
conversion from benign sources.

Clinically, they present in a nondescript
fashion with single keratotic, erythematous,
or amelanotic papules. The broad clinical
differential generated by this presentation
makes primary clinical diagnosis uncom-
mon, with diagnosis generally made after
biopsy. Most tumors are present a number of
years before diagnosis due to the nonde-
script and often benign clinical presentation.
The histology is generally diagnostic by
hemotoxylin and eosin-stained sections,
and accurately implies  biology.
Microscopically, the tumor demonstrates
poromatous and basaloid cells in nests
with cytologic atypia, small clefts, and ductal
differentiation. Tumors extending greater
than 7 mm into the dermis and demonstrat-
ing more than 14 mitotic figures per high-
power field are more likely to recur and
result in nodal or widespread invasion.
Epidermotrophism also has been associated
with poor prognosis. Immunohistochemistry
can be useful. Tumors generally stain positive
for carcinoembryonic antigen (CEA), epithe-
lial membrane antigen (EMA), and cytoker-
afin 7, and negative for S-100 protein. A
particularly virulent presentation with epider-
motrophism and multiple widespread nod-
ules representing in-transit metastases exists,
with mortality in that presentation approach-
ing 68%. Most English-language reports
suggest mortality in the 20% range, although
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Japanese litera- -
ture reports mortality

in the range of 50% for

all cases.

Treatment of porocarcinoma has not been
subjected to well-designed clinical trials. The
literature reports treatments including electro-
cautery, radiation, excisional surgery, and
Mohs micrographic surgery. Wide excision
of well-defined tumors without negative histo-
logic parameters have cures in the 85%
range. Some authors report that Mohs micro-
graphic surgery gives better control of local
disease, with recurrent tumors and tumors
presenting with epidermotrophic histology.



Despite claims for efficacy, the literature does
not support radiation as a single therapeutic
modality, and the role of adjuvant radiation is
anecdotal only. Chemotherapeutic trials for
metastatic disease demonstrate limited suc-
cess, with porocarcinoma reported to be
refractory to 5-fluorouracil, cytarabine, cis-
platin, and leucov-

orin.  Other

studies report

palliation of

disease

or complete

responses with continuous infusion 5-fluor-

ouracil or interleukin-2 and interferon alpha.

Small studies support the use of isotretinoin at

1-2 mg/kg over prolonged periods as a
modifying influence.

Sebaceous carcinoma is a rare tumor aris-
ing in ocular and extraocular sites from seba-
ceous glands. Ocular adnexal structures have
five types of sebaceous glands, including
glands of Zeis that lubricate eyelid cilia, meibo-

mian glands that lack follicular association, and
glands associated with the caruncle, eyebrow,
and fine eyelash follicles. Despite the propensi-
ty of these tumors fo arise on the head and
neck, there is no causative association with
uliraviolet light. lonizing radiation has been
associated with increased risk in the Japanese
literature and in case series of survivors of
refinoblastoma treated with radiation therapy.
An infriguing causative association with thi-
azide diurefics has been suggested in some
case series, with the mechanism suggesfing that
ingested thiazide diuretics exposed to gastric
secrefions produce carcinogenic nitrosamines.
Muir-Torre syndrome has been associated with
sebaceous carcinoma, and each patient diag-
nosed with this neoplasm needs to be referred
for an appropriate evaluation fo include sur-
veillance for breast, prostate, testicular, uterine,
and colon cancers. Imaging studies need to
include chest radiograph and mam-
mography; colonoscopy should be
encouraged, as well as potential
endometrial biopsies. Urinary fract
tumors may also occur, but less fre-
quently.

The dlinical presentation is often
banal with chalazion-like features. The
clinical separation of the malignant
neoplasm from a chalazion may be

impossible, though chalazia are more
likely to be painful and well defined. Any
persistent and atypical chalazion raises
the specter of sebaceous carcinoma,
and biopsy should be considered.

While shave biopsies can be diag-

nostic, persistent lesions should

undergo full thickness biopsy to

better ascertain pathology. The

literature suggests that delay in

diagnosis is common due fo lack

of clinical suspicion and due to ini-

tial incorrect pathology, with biop-

sies inferpreted as basal cell carcino-

mas or squamous cell carcinomas.

The utility of special stains such as Oil red

O and Sudan IV is controversial. Best per-

formed on fresh tissue, these can be useful in

differentiating those tumors with poorly differ-

entiated features by routine hemotoxylin and

eosin. Immunohistochemistry generally shows

EMA positivity and human milk fat globule-1

positivity, and negative cytokeratins and S-100
protein.

should

include a complete history and physical

Once diagnosed, work-up
exam to include the screening concerns
noted above for Muir-Torre syndrome, as
well as targeted studies prior to surgery that
may include sentinel node biopsies (though
data for this are limited), and orbital imag-
ining if concern for extension into the orbit
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exists. Controversy exists as to whether rou-
tine frozen margin control or Mohs micro-
graphic surgery are adequate means of
removal compared to permanent sections.
There is literature documenting efficacy with
both routine frozen sections and Mohs
micrographic surgery, although others note
a 25% positivity on subsequent permanent
sections with routine frozen sections. The
tumor is noted to have a potential for epi-
dermotrophism, best termed pagetoid
spread, that can make margin control diffi-
cult. While there is debate as to whether
conjunctival involvement with pagetoid
spread demands orbital exenteration for
cure, most experts would suggest exentera-
tion for disease that involves the orbit. The
role of conjunctival biopsies for mapping is
supported by some advocates, but well-
designed studies assessing the importance
of this technique are lacking. Historical mor-
tality figures for ocular disease are in the
24% range; however, recent series are in the
10% range. Extraocular disease is believed
to carry less mortality risk, but that assertion
is questioned by some authors. The role for
adjuvant radiation has advocates and s
believed to be helpful, but is unsupported by
good, well-designed Topical

chemotherapy for conjunctival disease with

studies.

mitomycin-C may spare orbital exenteration
but it is ineffective if there is stromal inva-
sion. Early diagnosis and aggressive surgi-
cal extirpation remain the most effective
therapeutic inferventions.

Porocarcinoma is an adnexal neoplasm,
generally presenting on the lower leg of mid-
dle-aged to elderly patients as nondescript
keratotic papules. Management includes
wide excision versus Mohs micrographic sur-
gery, with limited data to support radiation
therapy except as adjuvant modality. The
management of sebaceous carcinoma
requires a high index of suspicion in patients
presenting with what clinically appears to be
banal eyelid lesions. A multispeciality, coor-
dinated  approach

matopathologist, Mohs micrographic sur-

involving a der-

geon, and oculoplastic surgeon may lend
itself to optimum case management. @ @®

Dr. Williford is an Associate
Professor of Dermatology,

Wake  Forest  University
School of Medicine, Winston-
Salem, NC.

The opinions expressed in this article are
those of the author and are not necessarily
those of Genentech, Inc.
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activation. Enbrel, Remicade, and Humira
work through a different mechanism of
action: They target the cytokine tumor
necrosis factor-alpha (TNF-a), which trig-
gers the inﬂdmmdtory response and cell-
mediated immune responses key to the
pathogenesis of psoriasis. Because these
agents inhibit TNF-o activity, they are
called TNF antagonists.

Although a significant percentage of
patients respond well to each of these
agents, the response of individual patients
will vary, and no patient is guaranteed to
respond to any specific agent. Some
patients respond well when first treated
with biologics, but then they reach a
plateau and do not achieve complete
clearance. Other patients cannot maintain
clearing over time while receiving a bio-
logic. Under such circumstances, it might
be necessary to switch patients from one
type of therapy to another because of lack
of response, change in response, disease
progression, or contraindications.

Up to 25% of patients using a TNF
antagonist do not achieve a clinical
response (measured by a 50% improve-
ment from baseline on the Psoriasis Area
and Severity Index [PASI 50]) in 12 or 24
weeks of treatment.!2 In addition, recent
data indicate that an initial treatment
response fo the TNF antagonists may
erode with |ong-term use.3" For excmp|e,
at 10 weeks 80% of patients treated with
Remicade in a phase 3 trial achieved a
75% improvement from baseline in PASI
(PASI 75), but only 61% of patients
showed this response by 50 weeks.! A
similar reduction in efficacy was observed
in patients receiving weekly treatment with
Humira in a phase 3 trial: 80% and 64%
of patients had achieved PASI 75 at 12
weeks and 60 weeks, respectively.# Recent
presentations of Enbrel data at the 2006
meeting of the American Academy of
Dermatology showed a similar trend: 63%
and 51% of patients receiving Enbrel 50
mg twice weekly in o phase 3 trial
achieved PASI 75 at 48 weeks and 96
weeks, respectively.5:6

When patients with psoriasis do not
respond adequately to TNF antagonist
activity, it is important to consider switch-
ing to a treatment with a different mecha-
nism of action, such as Raptiva. A recent
presentation of six case reports illustrates
the efficacy of Raptiva in patients who

responded inadequately to anti-TNF thera-
py.” These inadequate responders, whose
responses plateaued at 8% affected body
surface area or worsened despite treat-
ment with Enbrel, were switched to treat-
ment with Raptiva. These patients had his-
tories of psoriasis ranging from 5 to 41
years and achieved clearance of their dis-
ease after switching to Raptiva.

Safety considerations may restrict the
treatment choices available to patients
with psoriasis. Raptiva has been shown to
be safe and effective for up to 3 years in
patients with chronic, moderate-to-severe
plaque psoriasis.8 The most serious
adverse reactions observed during treat-
ment with Raptiva were serious infections,
malignancies, immune-mediated thrombo-
cytopenia, immune-mediated hemolytic
anemia, arthritis events, and psoriasis
worsening and variants. Serious infections
and immune-mediated thrombocytopenia
have been reported during postmarketing
surveillance. Physicians should follow
patients for signs and symptoms of throm-
bocytopenia; platelet monitoring is recom-
mended. Acellular, live, and live-attenuat-
ed vaccines should not be administered
during Raptiva treatment. The most com-
mon adverse reactions associated with
Raptiva were a symptom complex that
included headache, chills, fever, nausea,
and myalgia within 48 hours following the
first two injections. These events were
largely mild to moderate when a first dose
of 0.7 mg/kg was given. Less than 1% of
patients discontinued Raptiva treatment
because of these adverse events.”

The use of TNF antagonists is contraindi-
cated for patients with congestive heart fail-
ure. TNF antagonists are not recommended
when a patient has a positive tuberculosis
test. These and other warnings are listed in
the prescribing information for these
agents.'912 Use of TNF antagonists has
been associated with rare cases of demyeli-
nating disease’® and induction of anti-
nuclear antibodies; discontinuation of use is
recommended in such cases.’12 These
safety issues may preclude the use of the
TNF antagonists in certain patients. Raptiva
can be considered as a therapeutic option
for these patients.

Because Raptiva’s mechanism of action
differs from that of the TNF antagonists,
patients who are refractory to or ineligible
for treatment with the TNF antagonists may

benefit from switching to a psoriasis thera-
py that acts through T-cell modulation.
Raptiva may be an effective alternative for
patients who inadequately respond to treat-
ment with TNF antagonist therapies. @ @@

Dr. Kircik is an Associate
Clinical
Dermatology at Indiana
University Medical Center,
and is the Medical Director
of Derm Research, PLLC
and Physicians Skin Care, PLLC in
Louisville, KY.

Professor  of

The opinions expressed in this article are
those of the author and are not necessarily
those of Genentech, Inc.
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Prescribe RAPTIVA as a first-line biologic therapy for moderate to severe
plaque psoriasis involving the hands and feet

RAPTIVA™ [efalizumab) Is indicated for the treatment of adult patients (18 years or alder) with chronic

modorate to severe plague psoriasis who are candidates for systemic therapy or phototherapy

IFPCETAKT TREATRENT CONSIDERATIONS
Tha most sernes adversa eactions oisenvedd dunng fresmment with RAPTIVA were seniods infections, makgnandes, mmune-medated thrambociopen,
immune mediated hameigic anemia, anhrtls events, and proniasis worsening amil yarants Serious infections and immunemetiated thrombontopenia
Faate been seporad during post-marketing sunedlanoe. Physidans shouf fohow patierds for sigrns ard smptoms of teombocitopenia; platelket menitoning
is recpmimended. Acellbar, e, and live-altenuzied wacoines shauld rod be admirestered doring RARTIVA teatment, The most comman acherse reactons
assooated with RAPTIVE were 8 sympsom oompdex; that included headace, chills, tever nauses, and myelgia wiihim 42 hours fofiowing the frst 2 infections
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