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Target Audience
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and medical students engaged in their dermatology rotation are invited to attend.
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At the conclusion of the 2019/20 series of meetings, the participant should be able to:
1. Explain the principles of dermoscopy and techniques to obtain the best results using this examination tool.
2. Discuss diagnostic methods which employ dermoscopy in a dermatological setting.
3. Discuss a range of dermatological conditions which are identified when utilizing dermoscopy.
Physician Accreditation Statement
This activity is planned and implemented by Indiana Academy of Ophthalmology (IAO) and the Chicago
Dermatological Society. IAO is accredited by the Indiana State Medical Association to provide continuing
education for physicians.
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CME credit will receive a link to an online claim for and an evaluation form. Thank you for your attention to
this important item.
Disclosure of Conflicts of Interest
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in a position to control the content of this activity to disclose any real or apparent conflict of interest they may have
as related to the content of this activity. All identified conflicts of interest are thoroughly vetted by IAO and CDS for
fair balance, scientific objectivity of studies mentioned in the materials or used as the basis for content, and
appropriateness of patient care recommendations. All speakers are asked to follow the "first slide" rule to repeat their
conflict of interest disclosures during their talk. None of the participants in this conference have disclosed any
relevant potential conflicts of interest.
Continued next page

Contact Information
For information about the physician accreditation of this program please contact the CDS administrative office at:
847-680-1666; email: Rich@RichardPaulAssociates.com
Americans with Disabilities Act
In compliance with the Americans with Disabilities Act, we will make every reasonable effort to accommodate your
request. For any special requests, contact CDS at: Rich@RichardPaulAssociates.com
Disclaimer
Participants have an implied responsibility to use the newly acquired information to enhance patient outcomes and
their own professional development. The information presented in this activity is not meant to serve as a guideline
for patient management. Any procedures, medications, or other courses of diagnosis or treatment discussed in this
activity should not be used by clinicians without evaluation of patient conditions and possible contraindications on
dangers in use, review of any applicable manufacturer's product information, and comparison with recommendations
of other authorities.
Dislosure of Unlabeled Use
This educational activity may contain discussion of published and/or investigational uses of agents that are not
indicated by the FDA. The planners of this activity do not recommend the use of any agent outside of the labeled
indications. The opinions expressed in the educational activity are those of the faculty and do not necessarily
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Patient 1:
HISTORY OF PRESENT ILLNESS
A 75-year-old Caucasian male presented to dermatology clinic with two new lesions of concern
on the abdomen that had been present for several months. The lesions have been stable in
size, and the patient denied any associated pain, burning, pruritus, drainage, or bleeding. The
patient was otherwise well.
PAST MEDICAL HISTORY
Umbilical hernia that was surgically repaired in 2016, hypertension, chronic obstructive
pulmonary disease, hyperlipidemia, complex kidney cysts, adrenal hyperplasia, lumbar stenosis,
osteoporosis, allergic rhinitis, gastroesophageal reflux disease, choledocholithiasis treated with
biliary dilations and stents, prediabetes, portal vein thrombosis
MEDICATIONS
Carvedilol, aspirin, pregabalin, montelukast, methadone, omeprazole, simvastatin, alendronate,
albuterol, theophylline, amlodipine, prednisone, meclizine
ALLERGIES
No known allergies
FAMILY HISTORY
No pertinent family history
SOCIAL HISTORY
Previous smoker (quit in 2013), no alcohol use, no illicit drug use
PHYSICAL EXAMINATION
The patient was well-appearing. The periumbilical abdomen had two well-defined 0.5 cm bright,
mammillated, erythematous papules
DERMATOPATHOLOGY
Shave biopsy of the lesions showed epidermal acanthosis with foci of gastrointestinal-like
mucosa (columnar and apocrine) in the dermis and epidermis with some foci opening up to the
epidermis. The gastrointestinal mucosal cells are cytologically bland.
ADDITIONAL STUDIES
A complete metabolic panel was significant for a magnesium of 1.4 (1.7 - 2.2 mg/dL). A
complete blood count, thyroid stimulating hormone, lipid panel, amylase, and lipase were
unremarkable.
DIAGNOSIS
Cutaneous intestinal metaplasia
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TREATMENT AND COURSE
The patient opted to have the remaining lesion removed via shave removal. The patient
reported resolution of the lesions after shave removal without any complications.

Patient 2:
HISTORY OF PRESENT ILLNESS
A 90-year-old Caucasian male presented with a peristomal lesion of several months duration.
The patient reported significant drainage from the lesion and difficulty managing his ostomy
pouch. The patient denied any pain, pruritus, or bleeding. The patient had a biopsy of the lesion
at an outside institution which showed a primary adenocarcinoma, but it was unclear where the
biopsies were taken. Patient presented to Edward Hines VA Hospital for further management
after moving to the area to be closer to family.
PAST MEDICAL HISTORY
Ulcerative colitis resulting in a total colectomy with an end ileostomy approximately 70 years
ago, coronary artery disease with a recent myocardial infarction, type 2 diabetes mellitus,
chronic kidney disease stage 3, peripheral vascular disease
MEDICATIONS
Aspirin, atorvastatin, clopidogrel, hydrochlorothiazide, isosorbide mononitrate, metoprolol
ALLERGIES
No known allergies
FAMILY HISTORY
No pertinent family history
SOCIAL HISTORY
Non-smoker, no alcohol use, no illicit drug use
PHYSICAL EXAMINATION
The patient was well-appearing. The peristomal abdomen had a well-defined, large, moist, red
papillomatous plaque circumferentially around the ileostomy site.
DERMATOPATHOLOGY
Histologic sections from the punch biopsies showed intraepidermal growth of intestinal glandular
tissue and dense reactive chronic inflammation and scattered acute inflammation with
intramucosal neutrophils. There were no dysplastic changes or features of malignancy.
ADDITIONAL STUDIES
A complete blood count showed a decreased red blood cell count at 3.75 (4.20 - 5.80 M/μL),
decreased hemoglobin of 10.7 (13.0 - 17.5 gm/dL), and decreased hematocrit of 34.7 (38.0 54.0%). A complete metabolic panel was significant for an increased creatinine of 1.9 (0.6 - 1.4
mg/dL), calcium of 8.3 (8.9 - 10.3 mg/dL), and magnesium of 2.5 (1.7 - 2.2 mg/dL).
DIAGNOSIS
Cutaneous intestinal metaplasia
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TREATMENT AND COURSE
Due to the patient’s recent myocardial infarction, the patient was not a candidate for surgical
intervention. The patient and family reported that the peristomal lesion led to difficulties in
managing the ostomy pouch due to significant leakage resulting in remarkably decreased wear
time. They wanted a procedure to improve the patient’s quality of life. Palliative curettage and
electrodesiccation of the affected skin was offered to the patient, and he accepted. Silver nitrate
was also applied to a small test area, but the patient did not tolerate the pain for any additional
applications. Approximately three weeks later, the treated tissue started to epithelialize, and he
reported significantly improved wear time of the ostomy pouch and decreased leakage. At follow
up three months later, the patient noticed regrowth of part of the lesion at the medial portion of
the stoma. The patient did endorse some pain at the site of the regrowing mass. The patient
was still able to keep his ostomy bag on for three days at a time. The patient opted for repeat
biopsies of the mass and palliative treatment with curettage and desiccation of the affected skin
for symptomatic relief. One of the biopsies showed adenocarcinoma, and the patient is
scheduled to follow up to discuss further management.
DISCUSSION
Intestinal metaplasia is the development of intestine-like epithelium in abnormal locations,
traditionally the stomach and esophagus where squamous cells transform into columnar
mucosal cells. It is considered a precancerous condition that is attributed to chronic
inflammation. There are a combination of factors that are believed to contribute to chronic
inflammation within the stomach and esophagus including genetics, Helicobacter pylori
infections, diet, and environmental factors. Chronic mucosal inflammation leads to a cascade of
events starting with gastritis and gastric atrophy. Over time, intestinal metaplasia may develop,
then dysplasia, and eventually adenocarcinoma. There is a debate on which stage is the “point
of no return”, but intestinal metaplasia is widely believed to be irreversible.
Symptoms of intestinal metaplasia in the gastrointestinal tract are usually nonspecific and may
include dyspepsia, bloating, and diarrhea. Diagnosis is usually confirmed with a biopsy via
upper endoscopy. These patients are at a higher risk of developing a gastrointestinal
malignancy. Treatment of intestinal metaplasia in the esophagus or stomach includes
eradicating Helicobacter pylori or any other causes of inflammation as well as regular cancer
surveillance.
Cutaneous intestinal metaplasia is rare, but it is likely an underreported entity. At least 70% of
patients with a stoma have skin related issues, most commonly irritant or allergic contact
dermatitis, excess granulation tissue, psoriasis, seborrheic dermatitis, infection, or even
pyoderma gangrenosum in select patients. The etiology for cutaneous intestinal metaplasia is
unknown but there are several theories. Firstly, mechanical pressure and local trauma from
dressings and the stoma itself can lead to ulceration and chronic inflammation that may induce
metaplasia. It is unclear if peristomal overgranulation is related. Another theory is direct seeding
of intestinal mucosal cells into the peristomal skin during surgical procedures. Additionally, bile
salts may also play a role. In the esophagus, bile salts can increase cell migration as well as
damage the epithelium leading to metaplasia; therefore, it is possible that bile salts in feces can
promote intestinal mucosal cells to migrate into the adjacent skin. Finally, it is postulated that
secreted materials from the glands can destroy the epidermis, leading to metaplasia.
There are at least nine reported cases of cutaneous intestinal metaplasia. Almost all of the
patients are over the age of 50 and typically develop the lesions decades after an abdominal
surgical procedure. However, presently, there is one case of primary idiopathic cutaneous
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intestinal metaplasia found on the elbow of a 25-year-old patient with a history of epidermolysis
bullosa simplex but no personal history of any gastrointestinal disorders. Clinical presentation of
intestinal metaplasia ranges from few pink or red discrete papules near a stoma or previous
surgical site to larger plaques surrounding a stoma. Symptoms vary from no symptoms to
burning, tenderness, bleeding, and drainage. Treatments for cutaneous intestinal metaplasia
include surgical stomal revision, electrosurgery, and clinical monitoring. Treatments that were
unsuccessful in individual case reports include topical and intralesional steroids. The rate of
transformation into malignancy is unknown. Nonetheless, destruction of affected tissue if
possible and screening for development of a primary malignancy is recommended.
REFERENCES
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Dermatology. 2016; 56(1):27-28.
Correa P, Piazuelo MB, Wilson KT. Pathology of Gastric Intestinal Metaplasia: Clinical
Implications. American Journal of Gastroenterology. Mar 2010;105(3):493-498.
Correa P. The biological model of gastric cancer. IARC Scientific Publications. 2004;(157):30110.
Fernandez-Flores A, Cassarino D. Primary Idiopathic Cutaneous Intestinal Metaplasia: First
Case. American Journal of Dermatopathology. July 2021. Online ahead of print.
Golubets K, Radu OM, Ho J, et al. Ostomy associated cutaneous colonic metaplasia. Journal of
the American Academy of Dermatology. 2014 Jan;70(1):e18-19.
Iwamoto M, Kawada K, Hida K, et al. Adenocarcinoma arising at a colostomy site with inguinal
lymph node metastasis: report of a case. Japanese Journal of Clinical Oncology.
2015;45(2):217-20.
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HISTORY OF PRESENT ILLNESS
A 37-year-old male patient with a history of juvenile idiopathic arthritis and uveitis presented to
our outpatient dermatology clinic for follow-up of a 3-year history of stasis dermatitis with
lipodermatosclerosis and recurrent ulcerations as well as a 3-month history of an asymptomatic
dermatosis affecting the ventral forearms, chest, back, and abdomen. The patient started
clobetasol 0.05% ointment BID, but his lesions remained asymptomatic and stable without
progression or improvement. Due to lack of improvement with topical steroids, an area on the
upper back was biopsied for histological examination.
His stasis with associated dermatitis and induration had been treated with daily compression
stockings (20-30 mmHg), clobetasol 0.05% ointment BID, mupirocin 2% ointment BID to open
areas, pentoxyfylline 400 mg BID and vitamin C supplementation. Despite patient adherence to
treatment, he continued to have progressive ulceration and pain. The patient was also
evaluated by vascular surgery and underwent right great saphenous vein ablation 8 months
prior.
Patient has been followed by Rheumatology for many years for juvenile idiopathic arthritis
(diagnosed at age 2) with previous treatments including methotrexate and oral corticosteroids.
The patient has been on and off adalimumab for over 10 years. Patient also follows with
ophthalmology for chronic uveitis and chronic iridocyclitis.
PAST MEDICAL HISTORY
Polyarticular juvenile rheumatoid arthritis, chronic iridocyclitis, myopia, uveitis, cataract, iron
deficiency anemia, lipodermatosclerosis, left inguinal hernia, hydrocele, great saphenous vein
ablation
MEDICATIONS
Clobetasol 0.05% ointment BID, difluprednate ophthalmic, ferrous sulfate, Humira 40 mg SQ
q10 days, mupirocin 2% ointment, pentoxifylline 400 mg ER tablet TID, triamcinolone acetonide
0.1% cream BID, Vitamin C supplement
ALLERGIES
No known drug allergies
FAMILY HISTORY
Mother with cataracts, stroke, blindness, hypertension, and juvenile rheumatoid arthritis
SOCIAL HISTORY
Never smoker, social alcohol use
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PHYSICAL EXAMINATION
The patient was well-appearing. On the ventral forearms, chest, back, and abdomen, there were
numerous pink/yellow grouped papules without scale. The left lower leg had slightly indurated
hyperpigmented erythematous plaques. The right lower leg had indurated violaceous plaques
with ulceration medially. Areas of ulceration were surrounded by purpura.
DERMATOPATHOLOGY
Histologic sections from tangential shave biopsy of the upper back showed a superficial portion
of skin with noncaseating, well-formed dermal granulomas with relatively sparse lymphocytic
inflammation and Langhans-type giant cells suggesting granulomatous dermatitis. Periodic Acid
Schiff was negative for fungal organisms. Acid Fast Bacilli stain was negative.
ADDITIONAL STUDIES
A complete metabolic panel demonstrated elevated total protein at 8.8 (6.5-8.3 gm/dL). A
complete blood count demonstrated a low hemoglobin at 11.7 (13.0-17.5 gm/dL), low hematocrit
at 36.0 (38.0-54.0 %), low mean corpuscular volume at 75.6 (82.0-99.0 fl), low mean
corpuscular hemoglobin at 24.6 (27.0-34.0 pg), and high red cell distribution width at 17.9 (1.015.0 %). C-reactive protein was elevated at 78.8 (<8.1 mg/L). Serum protein electrophoresis
demonstrated high protein at 8.5 (6.2-8.0 gm/dL), high Alpha 1 at 0.3 (0.1-0.2 gm/dL), and high
gamma at 2.6 (0.6-1.5 gm/dL). Thyroid stimulating hormone and lactate dehydrogenase were
within normal limits. Ankle Brachial Index was within normal limits bilaterally. Right lower
extremity venous reflux duplex demonstrated no acute deep vein thrombosis but showed
evidence of chronic superficial venous thrombosis of the greater saphenous vein status post
ablation and multiple varicosities.
DIAGNOSIS
Blau syndrome
TREATMENT AND COURSE
Given the patient’s family history and classic triad of symptoms he was referred for genetic
testing, which is currently pending. He continued management of his inflammatory arthritis with
Rheumatology. His adalimumab dosing was increased to 40 mg subcutaneous injection every
10 days instead of every 2 weeks due to worsening joint symptoms. No additional treatment of
asymptomatic skin lesions on the trunk and upper extremities was pursued.
For his lower extremity dermatitis and ulceration, he was continued on daily compression,
clobetasol 0.05% ointment BID to indurated areas until smooth, mupirocin 2% ointment BID to
open areas, pentoxifylline 400 mg BID, and Vitamin C supplementation. Follow-up with vascular
surgery revealed no obvious vascular etiology to explain the right lower extremity wound.
DISCUSSION
Blau syndrome (BS) is a rare, inherited autoinflammatory disorder characterized by a clinical
triad of granulomatous dermatitis, symmetric polyarthritis, and uveitis. It is caused by a gain of
function mutation in the NACHT domain of Nucleotide-binding oligomerization domain 2
(NOD2). NOD2 is an intracellular pathogen recognition receptor which typically recognizes a
bacterial cell wall component muramyl dipeptide (MDP) and, upon binding, activates NF-kB
leading to upregulation of inflammatory cytokines. Mutations due to BS cause ligandindependent activation of NF-kB, predictably resulting in exuberant autoinflammation.
The majority of patients with BS exhibit cutaneous findings of disease at 4 years of age or
younger and this is often the first disease manifestation. However, the rash may sometimes go
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unnoticed or be misdiagnosed as atopic dermatitis or even ichthyosis vulgaris. And, in one
review of 50 cases of BS in Japan, only 63% of patients had skin rash as their first symptom.
Early cutaneous manifestations include pinpoint erythematous to yellow non-confluent grouped
lichenoid papules on the trunk and extremities. They are characteristically asymptomatic.
Additional reported cutaneous manifestations include intractable leg ulcerations, erythema
nodosum, and leukocytoclastic vasculitis.
Patients then typically develop symmetric polyarthritis later in childhood primarily affecting the
wrists, hands, ankles, and elbows. It is classically non-erosive on radiographs but may result in
joint contracture and deformity over time. Ophthalmologic findings encompass a panuveitis with
chronic iridiocyclitis with significant morbidity including blindness. Given the early onset of
arthritic symptoms, accompanying uveitis, and its rarity, BS is often misdiagnosed as systemic
juvenile idiopathic arthritis (sJIA). Several factors may help distinguish BS from sJIA: arthritis in
BS is typically “boggy” with prominent swelling; uveitis in sJIA is typically limited to the anterior
segment, whereas it is a panuveitis in BS; lastly, one study found serum VEGF and S100A12 to
be significantly elevated in sJIA compared to BS. Ultimately, genetic analysis can definitively
distinguish the two.
Extra-triad manifestations of disease are relapsing-remitting or persistent low-grade fever (in
>50% of patients), large vessel vasculitis, pulmonary and systemic hypertension, cranial
neuropathies, normocytic anemia due to chronic inflammation, and glomerulopathy.
Histologic findings include large granulomas with multinucleated giant cells and comma-shaped
bodies in epithelioid cells on electron microscopy. Treatment is most often with anti-Tumor
Necrosis Factor-alpha (TNF-a) medications such as adalimumab and is aimed at preventing
ocular and joint morbidity. High dose steroids may be needed for acute flares and topical ocular
steroids may be needed throughout the disease course. Methotrexate was commonly used as a
steroid-sparing agent prior to the wide availability of biologics and can still be an important
adjunct to biologic treatment. Newer therapies for which only case reports exist include
tocilizumab (IL-6 Receptor inhibitor), anakinra (IL-1 Receptor inhibitor), and canakinumab (IL-1B
inhibitor). Dermatologic manifestations have been successfully treated in two patients with oral
erythromycin, but is anecdotally not effective for ocular or joint disease.
Our patient has a near life-long history of symmetric polyarthritis and chronic panuveitis, which
had previously been treated as sJIA. His more recent history of leg ulcerations and
granulomatous dermatitis as well as a family history of similar findings in his mother, present a
strong case for misdiagnosed BS. This case highlights the importance of considering BS in all
children with a history of arthritis and uveitis, especially those with skin findings.
REFERENCES
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S, Bascherini V, Galeazzi M, Punzi L, Cantarini L. Caveats and truths in genetic, clinical,
autoimmune and autoinflammatory issues in Blau syndrome and early onset
sarcoidosis. Autoimmun Rev. 2014;13(12):1220–1229.
Imayoshi M, Ogata Y, Yamamoto S. A case of sporadic blau syndrome with an uncommon
clinical course. Case Rep Rheumatol. 2018;2018:1–5.
Kamio Y, Kanazawa N, Mine Y, Utani A. Intractable leg ulcers in Blau syndrome. J Dermatol.
2016;43(9):1096–1097.
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HISTORY OF PRESENT ILLNESS
An 84-year-old Caucasian male presented with a pruritic, blistering rash that started in the groin
and buttocks which progressed to involve the trunk, bilateral axilla, forearms, and neck. He
denied any systemic symptoms concerning for infection or malignancy. Six weeks prior to this
eruption, he developed a rash on the bilateral legs with different morphology that was presumed
to be a phototoxic eruption secondary to oral doxycycline. Topical nystatin applied at home prior
to presentation was ineffective. Punch biopsy with H&E and DIF were performed. A culture was
taken from a superficial vesicle.
PAST MEDICAL HISTORY
Rheumatoid arthritis, cardiac amyloid, atrial fibrillation, congestive heart failure, macrocytic
anemia.
MEDICATIONS
Hydroxychloroquine 200mg twice daily, Methotrexate 12.5mg weekly, Folic Acid 1mg daily,
Prednisone 5mg (as needed for RA flares), Pregabalin 100mg three times daily, Torsemide
60mg daily, Spironolactone 50mg daily, Potassium 40meq daily, Simvastatin 40mg daily,
Apixaban 5mg twice daily, Tamsulosin 0.4mg nightly.
ALLERGIES
No known drug allergies
FAMILY HISTORY
No pertinent family history
SOCIAL HISTORY
Nonsmoker and denied alcohol or illicit drug use. Enjoyed sitting in direct sunlight while on his
outdoor patio.
PHYSICAL EXAMINATION
The patient was stable and in no acute distress but appeared uncomfortable. Over the buttocks,
lower back, abdomen, bilateral axilla, chest and extending to the bilateral cervical and nuchal
neck there were scattered, annular, superficial erosions with central serous to yellow crusting
and peripheral vesiculation coalescing into a circinate pattern. Notably, there was no
involvement of the mucous membranes.
DERMATOPATHOLOGY
Histologic sections from punch biopsy of lesional skin on the abdomen showed subcorneal
pustules and mild acantholysis with epidermal neutrophilic infiltrate on H&E. Additionally, there
was a mixed superficial dermal infiltrate of predominantly neutrophils with lymphocytes and
scattered eosinophils. Direct immunofluorescence of perilesional skin revealed intercellular IgA
deposition in the upper parts of the epidermis and focally throughout the epidermis. Staining for
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IgG, IgM, C3 and fibrinogen was non-specific. PAS, GMS and Gram staining were negative for
organisms.
ADDITIONAL STUDIES
A complete blood count demonstrated a decreased hemoglobin at 10.9 (11.5-15.5 g/dL) with an
MCV elevated to 100.9 (80-100 fl). The remainder of the complete blood count, complete
metabolic panel and lipid studies were within normal limits. G-6-PD was within normal limits at
19.3 (5.5-20.5 u/gHb). Urine analysis was unremarkable (notably negative for bilirubin and
protein). Serum protein electrophoresis (SPEP) revealed a slightly elevated alpha1 protein to 0.5
(0.1-0.4 g/dL). Alpha2 and beta were within normal limits at 0.5 (0.4-1.0 g/dL) and 0.6 (0.5-1.0
g/dL) respectively. Gamma decreased to 0.5 (0.6-1.5 gm/dL). Total protein and albumin were
decreased to 5.0 (6.2-8.0 gm/dL) and 2.9 (3.7-4.8 gm/dL) respectively.
Bacterial culture grew methicillin sensitive staphylococcus aureus
DIAGNOSIS
IgA Pemphigus, subcorneal pustular dermatosis (SPD) type
TREATMENT AND COURSE
Our patient was empirically started on cephalexin 500 mg three times daily and ketoconazole
2% cream twice daily while awaiting the biopsy results due to concern for secondary infection of
his erosions. When his skin lesions continued to progress he was transitioned to topical
triamcinolone 0.1% ointment three times daily. Once the diagnosis of IgA pemphigus was made,
multiple treatment options were discussed with the patient given his prior comorbidities including
cardiac amyloid, anemia and rheumatoid arthritis. He elected to start low dose dapsone with
plans to uptitrate as tolerated. No evidence of a monoclonal gammopathy was observed on
serum protein electrophoresis and after completion of the initial workup, he was started on
dapsone 25 mg daily which was increased to 50 mg daily leading to complete clearance of his
skin. After 3 months of therapy his hemoglobin had downtrended to 8.9 gm/dL, but he was
asymptomatic at his follow up visit. Several days after being seen in clinic he began to endorse
dizziness and weakness so the patient dapsone was discontinued. His symptoms resolved and
hemoglobin recovered to pre-treatment baseline. He remains free of disease 9 months after
cessation of dapsone.
DISCUSSION
IgA pemphigus represents a group of autoimmune blistering conditions with overarching
features including a neutrophilic infiltrate, mild acantholysis and deposition of IgA in the
epidermis. First described by Vargas et al in 1979 and later Wallach et al in 1982, numerous
terms have been used to describe this entity including subcorneal pustulosis with IgA,
subcorneal pustular dermatosis and monoclonal IgA, intraepidermal neutrophilic IgA dermatosis,
IgA pemphigus foliaceus, among others. Eventually the simplified term IgA pemphigus gained
prevalence following the discovery of two distinct patterns of epidermal IgA deposition. The
Subcorneal Pustular Dermatosis (SDP) type is favored when IgA deposition is confined to the
upper part of the epidermis, as opposed to the Intraepidermal Neutrophilic Dermatosis (IEN)
type when IgA is deposited diffusely across the entire epidermis. The primary antigen target for
SPD-type is desmocollin 1 (Dsc1), which is an essential component of keratinocyte
desmosomes. Alternative desmosomal proteins have been implicated in the disease
pathophysiology to a lesser degree, therefore it is suspected that epitope spreading may play a
role in disease progression. Although there has been speculation that the IgA antibodies in IENtype target nondesmosomal cell surface proteins present throughout the epidermis, the exact
antigen target is still unknown.
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Classically the rash presents as a subacute eruption of tense bulla or flaccid vesicles that may
develop into pustules. Lesions coalesce into annular or circinate patterns with central crusting
and erosions on an erythematous base. SPD-type typically forms more superficial, subcorneal
pustules while IEN-type has been described as “sunflower-like” plaques with pustules forming
deeper within the epidermis. The condition itself is exceptionally rare with only 137 reported
cases from 26 different countries (roughly one quarter of these coming from Japan) as of 2019.
There is a slight female predominance but age ranges widely from infants to late adulthood. The
trunk and extremities are most frequently involved, followed by intertriginous areas and the
scalp. Mucous membrane involvement is uncommon. Histological examination displays mild
acantholysis with a predominantly neutrophilic infiltrate in the epidermis. The dermal infiltrate is
often mixed with prevalent neutrophils but also lymphocytes and occasional eosinophils.
Hallmark features include subcorneal pustules in SPD-type and suprabasilar pustules in IENtype. Direct immunofluorescence of perilesional skin shows “net-like” intercellular deposition of
IgA that is restricted to the upper epidermis in SPD-type while present diffusely throughout the
epidermis in IEN-type. There have been several reported cases of concomitant IgG and C3
deposition in addition to IgA, which is termed IgA/IgG pemphigus.
Oral dapsone is highly effective for IgA pemphigus and considered the treatment of choice with
a target dose of 100mg daily, although complete clearance has been reported at lower daily
doses. Other effective treatments include oral corticosteroids, isotretinoin, acitretin and
colchicine but are not considered first line therapy. Topical steroids are used in limited skin
disease or concomitantly with systemic medications. Alternative immunosuppressants such as
cyclophosphamide, mycophenolate mofetil, azathioprine, adalimumab, and infliximab have been
reported infrequently or in patients refractory to other medications.
Various malignancies and inflammatory conditions have been associated with IgA pemphigus.
Hematological malignancies are most prevalent, specifically IgA monoclonal gammopathy, IgA
type multiple myeloma, and peripheral T-cell lymphoma. IgA monoclonal gammopathy is the
most common systemic association. Diagnosis typically occurs after onset of IgA pemphigus,
thus routine screening upon initial evaluation of IgA pemphigus is recommended. Other
associated diseases include solid organ malignancy and autoimmune conditions including
ulcerative colitis, Crohn’s disease, Sjogren syndrome, myasthenia gravis and rheumatoid
arthritis. IgA pemphigus represents a rare autoimmune bullous condition with characteristic
intraepidermal IgA deposition that typically responds well to first line therapy with oral dapsone
as was seen in this case. We did not identify an underlying gammopathy or malignancy in our
patient although he did have a history of long-standing rheumatoid arthritis. Given the timeline, it
was also hypothesized that our patient’s exposure to doxycycline and subsequent phototoxic
reaction may have played a role in triggering this eruption.
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HISTORY OF PRESENT ILLNESS
A 17-year-old male presented to Loyola Dermatology at age 9 after immigrating from Iraq for
depigmented patches of the forehead and knees. Both in Iraq and at Loyola, topical therapy
trials including calcitriol, calcipotriene, clobetasol, betamethasone diproprionate, triamcinolone,
fluocinonide, tacrolimus, and pimecrolimus as well as nb-UVB and excimer laser led to
incomplete response. His lesions initially spread to include the lower back and left malleolus but
then stabilized in size.
PAST MEDICAL HISTORY
No other medical conditions
MEDICATIONS
None
ALLERGIES
No known drug allergies.
FAMILY HISTORY
Maternal grandfather and maternal aunt both with vitiligo
SOCIAL HISTORY
Student. Lives with mother, father, and one sibling. Denies smoking, drinking, and recreational
drug use.
PHYSICAL EXAMINATION
The patient was well appearing. Depigmented patches were noted on the left forehead, glabella,
right upper forehead, left medial malleolus, and lower midline back.
DERMATOPATHOLOGY
N/A
ADDITIONAL STUDIES
At the initial visit, normal values were noted for TSH at 3.77 uU/mL (0.5-4.3 uU/mL), free T4 at
1.2 ng/dL (0.8-1.7 ng/dL), anti-thyroid peroxidase antibodies at 0.6 iU/mL (<9.0 iU/mL) and antithyroglobulin antibodies at 2.0 iU/mL (<4.1 iU/mL).
DIAGNOSIS
Vitiligo
TREATMENT AND COURSE
On four occasions over the course of 2.5 years, the patient underwent punch grafting for
depigmented patches of the lower back and forehead with the following technique. After
cleansing with chlorhexidine and anesthetic infiltration with 1% lidocaine with epinephrine, 1 mm
punch grafts scored to the depth of the upper dermis were taken from unaffected skin of
cosmetically inconspicuous areas. These grafts were transferred to the effected vitiliginous skin
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also scored to the level of the upper dermis and secured with dermabond. Grafts were
harvested with the use of toothless bishop clamps and gradle scissors. There was initial partial
repigmentation of each site, which has advanced to over 90% repigmentation of the initial
procedure site, the lower back, at the 1-year mark. This area was complicated by hypertrophic
scarring of the recipient site. The forehead procedures were performed more recently and have
resulted in >50% repigmentation as of his last office visit.
DISCUSSION
Vitiligo is a chronic acquired depigmenting autoimmune condition in genetically predisposed
individuals affecting between 0.5% and 2.0% of the world’s population, resulting in a significant
impact on quality of life. Prevalence is equal among all races and sexes, and 50% develop the
disease before age 20. It is associated with other auto-immune diseases including most
commonly thyroid disease, T1DM, pernicious anemia, RA, Addison’s disease, and GuillaneBarre syndrome.
Pathophysiology is not completely elucidated, but appears to be 2-fold with predisposed
individuals having intrinsic melanocyte defects as well as an autoimmune process. The inciting
event is related to IFNγ over signaling, with resultant activation of JAK/STAT pathways and
CXCL9/10 chemokines. This leads to increased melanocyte activation, oxidative stress, and
activation of the innate immune system by the melanocytes. Melanocyte antigens including
gp100, MART1, tyrosinase, and tyrosinase associated proteins 1 and 2 are then further targeted
by CD8+ cytotoxic T cells, leading to melanocyte depletion in effected skin.
Mainstays of treatment include topical corticosteroids, oral corticosteroids, topical calcineurin
inhibitors, topical vitamin D analogues, immunosuppressives, light therapy, and depigmentation
in cases of high body surface area involvement. Surgical intervention is reserved for those with
poor response to medical therapies and stable disease, which is defined as between 3 months
and 2 years of constant lesion size without signs of inflammation, keobnerization, tricombing, or
confetti macules.
Surgical therapies include mini-punch grafting, epidermal or suction blister grafting, thin skin
grafting, and cellular grafting including cultured or non-cultured melanocyte cell suspensions
and cultured follicular cell suspensions. In a recent meta-analysis comparing surgical
techniques for vitiligo, punch grafting resulted in >90% repigmentation in 45.76 % (95CI 30.6760.85), >75% repigmentation in 56.78% (45.35-68.22), and >50% repigmentation in 71.02%
(62.23-79.80) of patients undergoing the procedure. Thin skin grafting, cultured and noncultured melanocytes suspensions, and blister grafting each resulted in higher repigmentation
rates across all categories when compared to punch grafting. However, of these methods,
punch grafting offers moderate efficacy with the lowest cost, shortest procedure time, greatest
technical ease, and importantly can be safely performed in most office settings without
specialized equipment or training.
To perform, 0.8 to 2.5 mm punch grafts are harvested to the depth of the upper dermis from a
cosmetically inconspicuous area and placed onto recipient sites also punched out to the level of
the upper dermis. Grafts are immobilized with sutures or a non-adherent dressing and an
overlying pressure bandage which is removed in 2 weeks. Post-surgical light therapy, either
PUVA or nbUVB, may be utilized, but has not to date been conclusively shown to make a
significant impact on regimentation. Repigmentation will spread on average 6.5 mm from the
graft sites, beginning around 3 months after the procedure and reaching the highest level of
repigmentation after around 1 year.
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Adverse effects include most commonly a cobblestone appearance, milia, and color mismatch,
with less commonly occurring mottled pigmentation, marginal halos, scarring, and
Koebnerization of the donor site. Some authors suggest that recipient sites be made 1 mm
deeper than graft height or 0.5 mm narrower than graft size to lower the risk of cobblestoning.
Adverse effects have been shown to be significantly reduced using emerging techniques, such
as motorized micropunch grafting. This also decreases the time to treat of larger surface area
lesions.
For stable, medically resistant vitiligo, punch grafting offers a viable treatment option that can be
performed in most community dermatology offices without specialized surgical training or
equipment.
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HISTORY OF PRESENT ILLNESS
A 29-year-old male patient presented to the Loyola dermatology clinic with a rash in his bilateral
inguinal creases for 6 months. He had been following with an outside oncologist for a history of
Langerhans cell histiocytosis who suspected that the rash was fungal. The patient had been
using nystatin powder to the area without improvement. He endorsed pruritus and burning that
worsened with sweat and warm weather. The rash did not spread or involve other areas of the
body. He had no bleeding or discharge from the affected area. He was otherwise well.
PAST MEDICAL HISTORY
Hyperlipidemia
Langerhans cell histiocytosis (LCH)
• Diagnosed with LCH at age 21
• Underwent induction chemotherapy with vinblastine and prednisone
• Maintenance with vinblastine, 6-mercaptopurine, prednisone for 1 year (completed 2014)
• Excellent response without evidence of residual disease
• Colon and bone marrow biopsy negative
• Due to residual diffuse cystic changes leading to worsening pulmonary symptoms,
patient underwent right-sided single lung transplantation in 2018
MEDICATIONS
Nystatin powder BID, Mycophenolate mofetil 1000mg BID, Tacrolimus 3mg qAM and 2mg qPM,
Prednisone 2.5mg BID, Trimethoprim-sulfamethoxazole, Pravastatin, Gabapentin, Folic acid,
Ergocalciferol
ALLERGIES
No known drug allergies
FAMILY HISTORY
No pertinent family history
SOCIAL HISTORY
He previously smoked 3 cigarettes per day but quit in 2014. He denied alcohol or illicit drug use.
PHYSICAL EXAMINATION
The patient was well-appearing. Cutaneous examination revealed well-demarcated, beefy red
plaques in the bilateral inguinal creases. The skin folds themselves were spared. There were no
erosions, scale, weeping, or drainage appreciated.
DERMATOPATHOLOGY
Shave biopsy of the right inguinal crease revealed dermal infiltration of large ovoid cells with
eosinophilic cytoplasm and reniform nuclei. Immunostaining for CD1a and S100 was positive.
ADDITIONAL STUDIES
Complete blood count, complete metabolic panel, and urinalysis were unremarkable.
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DIAGNOSIS
Recurrence of adult-onset Langerhans cell histiocytosis
TREATMENT AND COURSE
Due to the patient’s history of lung transplant, the case was discussed with both oncology and
transplant pulmonology. Systemic therapy was deferred, and the patient was started on
fluocinonide 0.05% solution twice daily to the affected areas. The patient continued to feel well
without any systemic symptoms. Six months later, he was admitted with a headache and nuchal
rigidity. Workup for meningitis was negative, but imaging demonstrated a left infraorbital mass
on imaging. He was also found to have an abnormally enhancing left kidney with perinephric
and peripelvic infiltration concerning for malignancy. These findings are currently being worked
up as an outpatient.
DISCUSSION
Langerhans cell histiocytosis (LCH) is a neoplasm of myeloid origin characterized by a clonal
proliferation of CD1a, S100 and CD207 positive cells. Characteristic Birbeck granules can be
appreciated on electron microscopy. The disease is rare, with an estimated incidence of three to
five cases per one million children, and one to two cases per one million adults. It is named for
its morphological resemblance to skin Langerhans cells, though the LCH cells themselves
originate from the myeloid dendritic cell lineage. The name Langerhans cell histiocytosis has
traditionally comprised multiple diseases, including Letterer-Siwe disease, Hand-SchüllerChristian disease, eosinophilic granuloma, and congenital self-healing reticulohistiocytosis.
The pathogenesis of LCH is poorly understood, though a study in 2010 identified a gain-offunction mutation in BRAF (V600E) in 35 of 61 studied cases of LCH. In another study of 315
patients, the BRAF V600E mutation was found to be associated with a more severe clinical
presentation, a greater likelihood of resistance to initial therapy with vinblastine and prednisone,
and higher reactivation rates.
Clinically, the disease is characterized most frequently by bone and skin involvement, with
lymph nodes, liver, spleen, oral mucosa, lung, and the central nervous system as other potential
sites of involvement, though at lower rates. The skin is involved in 30-40% of LCH cases, and
skin rash is the most common presenting symptom in adults. Skin findings are variable but
typically include erythematous or skin-colored papules and plaques on the scalp or in the
intertriginous areas. These may become scaly, crusted, or petechial. The eruption is often more
tender rather than pruritic, and may be confused with seborrheic dermatitis, eczema, scabies,
varicella, or intertrigo. Diagnosis was previously determined by observation of Birbeck granules
on electron microscopy, though this has now been replaced by immunohistochemical staining of
CD1a, S100, and/or CD207 of biopsy specimens.
The disease is classified into single-system or multisystem LCH. Of note, 40% of cases of skin
LCH have multisystem disease. Thus, patients with skin disease as the presenting symptom
warrant an extensive laboratory and imaging workup, typically including a whole-body PET/CT,
to evaluate the skeletal, hematologic, pulmonary, hepatic, and renal systems.
For treatment of mild disease limited to the skin, current NCCN guidelines recommend clinical
monitoring, topical nitrogen mustard, topical or injected corticosteroids, or PUVA. Imiquimod has
been effective in case reports. For more extensive, refractory, or relapsed skin disease,
systemic therapy with methotrexate, hydroxyurea, or thalidomide should be considered.
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Patients with multisystem disease who are asymptomatic without impending organ dysfunction
may be clinically monitored. Patients who are symptomatic or who have impending organ
dysfunction may require chemotherapy and/or radiotherapy. Vemurafenib may be used in BRAF
V600E mutated disease. A small portion of patients with reactivation of LCH have undergone
treatment with etanercept, cyclosporine, 2-chlorodeoxyadenosine, imatinib mesylate, or bone
marrow transplant. Of note, an increased incidence of solid organ tumors and leukemia have
been seen in patients treated for LCH, thought to be secondary to treatment with chemotherapy,
radiotherapy, or both.
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HISTORY OF PRESENT ILLNESS
A 22-year-old Caucasian female presented to our clinic with periorificial dermatitis. She was
prescribed tacrolimus 0.1% ointment twice daily, and subsequently reported five distinct
episodes of facial flushing after alcohol consumption. She denied burning sensation, pain,
bleeding, discharge, blisters, fever, chills, and lip or tongue swelling.
PAST MEDICAL HISTORY
Asthma, environmental allergies, anxiety, supraventricular tachycardia, migraine headaches
MEDICATIONS
Tacrolimus 0.1% ointment BID, montelukast, albuterol, rizatriptan
ALLERGIES
Latex
FAMILY HISTORY
No pertinent family history
SOCIAL HISTORY
Occasional alcohol use, no recreational drug use, non-smoker/vaper
PHYSICAL EXAMINATION
The patient was well-appearing. On the bilateral alar creases and lower cutaneous lip there
were scattered monomorphic pink papules. Patient-provided photos of the alcohol-induced
reactions that occurred after topical tacrolimus application showed brightly erythematous
patches involving the forehead, bilateral cheeks, and chin.
ADDITIONAL STUDIES
None
DIAGNOSIS
Disulfiram-like reaction to topical tacrolimus
TREATMENT AND COURSE
She had marked improvement of the periorificial dermatitis with the addition of metronidazole
0.75% cream and doxycycline 50mg twice daily. Topical tacrolimus 0.1% ointment was
discontinued. The periorificial dermatitis cleared and she no longer experienced facial flushing
with alcohol consumption.
DISCUSSION
Disulfiram is an oral medication used to treated alcohol use disorders by irreversibly inhibiting
hepatic aldehyde dehydrogenase. When alcohol is consumed, acetaldehyde rapidly
accumulates in the blood. Patients can experience warmth and flushing of the skin, sweating,
nausea, vomiting, and tachycardia. At higher blood alcohol levels, blurred vision, dyspnea, chest
pain, hypotension, arrhythmias, seizures, and syncope can occur.
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There are a number of medications known to cause such disulfiram-like reactions to varying
degrees. Those relevant to dermatology include topical calcineurin inhibitors, cephalosporins,
griseofulvin, isoniazid, oral ketoconazole, oral metronidazole, topical sulfiram, and
sulfonamides.
Around 50% of pateints experience burning with topical tacrolimus application, which improves
with continued use. Disulfiram-like reactions to topical tacrolimus are uncommon, affecting an
estimated 3-7% of users. An open-label study assessing the safety and efficacy of topical
tacrolimus patients defined “alcohol intolerance” as facial flushing or irritation after consumption
of alcoholic beverages. There were 12 cases involving the application site only, 4 cases only
involving areas outside of the application site, and 3 cases involving both treated and nontreated areas. Disulfiram-like reactions have also been reported with topical pimecrolimus
cream, though this is rare.
Typically, facial flushing occurs 5-30 minutes after consumption of alcohol and resolves in under
60 minutes. The mechanism of action is unknown. It has been hypothesized that aldehyde
dehydrogenases expressed by keratinocytes are inhibited by topical calcineurin inhibitors,
causing local accumulation of acetaldhyde in the skin after alcohol consumption, similar to
disulfiram. Alternatively, some have suggested that topical calcineurin inhibitors cause
neuropeptide release with resultant capsaicin-mediated vasodilation enhanced with alcohol use.
One study found that aspirin inhibited facial flushing, suggesting prostaglandins may play a role.
Patients should be counseled about this potential side effect, considering an unexpected
disulfiram-like reaction can be distressing and socially disconcerting. Alternative treatment
options, such as topical steroids for atopic dermatitis or oral doxycycline for periorificial
dermatitis, should be considered. Aspirin 325mg twice daily was shown inhibit flushing in one
small study of two participants. Finally, topical brimonidine 0.33% gel could be used prior to
events to prevent flushing, though rebound erythema has been reported.
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HISTORY OF PRESENT ILLNESS
An 18-year-old Caucasian female initially presented to an outside facility with progressively
worsening bilateral foot and ankle joint pain inhibiting ambulation. The patient received IV
vancomycin and piperacillin-tazobactam for presumed sepsis without improvement. The patient
subsequently developed painful, non-pruritic bulla, initially appearing on her left foot, prompting
transfer to Loyola University Medical Center. She endorsed worsening pain, redness, and
swelling of the bilateral feet and hands. In addition, the patient reported bullae appearing on her
right foot, and brown, purulent fluid draining from the bullae. She endorsed concomitant fevers
of 103F, chills, abdominal pain, weight loss, hematochezia, and arthralgias.
PAST MEDICAL HISTORY
No pertinent past medical history
MEDICATIONS
Inpatient: Enoxaparin, hydrocodone-acetaminophen, pantoprazole
ALLERGIES
No known drug allergies
FAMILY HISTORY
No pertinent family history
SOCIAL HISTORY
Denied alcohol, tobacco, or illicit drug use
PHYSICAL EXAMINATION
The patient was ill-appearing. The left anterolateral, left posterior, and right lateral ankle had
tense bullae with purulent drainage and surrounding ill-defined erythema and edema. The left
dorsal foot, right plantar foot, left dorsal hand, and left wrist had ill-defined, pink, erythematous
plaques with surrounding soft tissue edema and were exquisitely tender. The right ventral
forearm had a pink, erythematous, tender, indurated nodule, and the right hand and fingers
were markedly edematous with an associated tender and erythematous plaque. The oral
mucosa, nail folds and cuticles were unremarkable. A notable expulsion of copious purulent
drainage occurred during the acquisition of a 4mm punch biopsy at the right foot.
DERMATOPATHOLOGY
Histologic sections from the initial punch biopsy demonstrated epidermal, dermal, and
subcutaneous mixed perivascular and interstitial inflammation with neutrophils. Gram, PAS,
GMS, AFB, and Fite special stains were negative for bacterial, fungal, or acid-fast organisms.
ADDITIONAL STUDIES
A complete blood count demonstrated an elevated white blood count of 19.4 (3.5 - 10.5 k/μL),
decreased hemoglobin of 9.2 (11.5 – 15.5 gm/dL), decreased hematocrit of 27.2 (34.0 – 46.5%),
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decreased mean corpuscular volume of 80.5 (82.0-99.0 fl), elevated granulocyte number of 16.0
(1.5-7.0 K/mm3), elevated percent granulocyte of 81%, and elevated platelet count of 810 (150400 k/μL). C Reactive protein was elevated at 287.5 (<8.1 mg/L) and sedimentation rate was
elevated at 102 (0-20 mm). An infectious work up including aerobic, anaerobic, AFB, and fungal
cultures of splenic abscess fluid, pleural fluid, blood, and tissue were unremarkable. Flow
cytometry was negative for a monoclonal B or T-cell population. An extensive rheumatology
work up was only notable for atypical p-ANCA positivity with a 1:40 titer.
IMAGING
CT Chest/Abdomen/Pelvis with intravenous contrast demonstrated splenomegaly with
numerous large fluid collections consistent with splenic abscesses. In addition, a left lower lobe
lung consolidation with a large left pleural effusion was visualized. Magnetic resonance imaging
of bilateral feet (MRI bilateral feet) without intravenous contrast demonstrated multiple, mildly
complex T2 hyperintense collections tracking along tendons concerning for an intraosseous
infectious process. In addition, in the right foot, numerous T2 hyperintense lesions
predominantly at the plantar aspect of the right forefoot were present, possibly reflecting
pyomyositis with numerous abscesses and tenosynovitis. Given her history of hematochezia,
gastroenterology was consulted, and the patient underwent a colonoscopy demonstrating
chronic active colitis without granulomas, histologically favorable for Crohn’s colitis.
DIAGNOSIS
Bullous and subcutaneous Sweet’s syndrome with extracutaneous manifestations
TREATMENT AND COURSE
After diagnosing the patient with Sweet’s syndrome, the patient was started on IV prednisolone
50mg daily for 3 days while inpatient. She had rapid clinical improvement of her abscesses on
her bilateral feet, resolution of her fever, and marked improvement of her inflammatory markers.
The patient was transitioned to oral prednisone 40mg daily for the remainder of her hospital
course. The patient was discharged on topical triamcinolone 0.1% ointment to be applied twice
daily to affected areas and oral prednisone 40mg daily after a 15-day hospital course with close
dermatology, rheumatology, gastroenterology, podiatry, and physical therapy follow up. At her
1-week dermatology follow up, the patient had evidence of fibrin deposition at superficial
ulcerations without soft tissue edema and was counseled to continue topical triamcinolone 0.1%
ointment twice daily to wound edges and start mupirocin 2% ointment daily to the center of
wounds. The patient was initiated on adalimumab 40mg subcutaneous every 2 weeks by
gastroenterology approximately 1 month after discharge. She was tapered off prednisone within
4 months of discharge with repeat colonoscopy demonstrating no active colonic inflammation.
Repeat MRI of the left foot demonstrated interval decrease in surrounding marrow edema
consistent with healing intraosseous inflammation.
DISCUSSION
Sweet’s syndrome, or acute febrile neutrophilic dermatosis, is characterized by painful
erythematous papules or plaques and a generalized inflammatory state. This inflammatory
state, possibly caused by cytokine cascades, manifests as pyrexia, malaise, arthralgias,
myalgias, elevated inflammatory markers, and leukocytosis with prominent neutrophilia in many
patients. Several etiologies for Sweet’s syndrome have been reported including idiopathic,
pregnancy, drug-induced, malignancy, and inflammatory conditions. The disease is classically
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described as affecting 30- to 50-year-old females. However, cases have been reported in ages
as young as 7-weeks-old and in both genders without racial predilection. Our patient’s
presentation meets all 6 (2 major and 4 minor) diagnostic criteria for Sweet’s syndrome not
associated with a medication:
Table 1. Diagnostic criteria of Sweet’s syndrome
Major criteria (2)
Minor criteria (4)
1. Abrupt onset of painful
1. Pyrexia > 38 degrees C (100.4 degrees F)
erythematous plaques or
2. An associated malignancy, infection, or
nodules
inflammatory condition
2. Histopathologic evidence
of a dense neutrophilic
infiltrate without evidence
of leukocytoclastic
vasculitis

3. An excellent clinical response to systemic
corticosteroids
4. Abnormal lab values (3 of the 4) (elevated
sedimentation rate, positive C reactive protein, and
leukocytosis with a neutrophilic predominance)

The additional cutaneous manifestations of subcutaneous edema, erythematous indurated
nodules, and tense bullae seen in our patient are consistent with the subcutaneous and bullous
variants of Sweet’s syndrome reported in literature. Histologically, classical Sweet’s syndrome is
characterized by a mature neutrophilic infiltrate in the upper dermis with associated papillary
dermal edema. However, the subcutaneous variant of Sweet’s syndrome demonstrates
neutrophilic infiltrate that is either exclusively in the subcutis or partially affecting both the
subcutis and dermis, such as our case.
Extracutaneous manifestations of Sweet’s syndrome have been reported including involvement
of bone, central nervous system, eyes, kidneys, intestines, liver, heart, bronchi, lungs, muscles,
and spleen. The involvement can be highly concerning for infectious etiologies but will have a
negative infectious work up. Our patient’s presentation with Crohn’s colitis and extensive
extracutaneous manifestations, including splenic, lung, bone, and muscle involvement, required
a multidisciplinary approach with gastroenterology, rheumatology, podiatry, physical therapy,
pulmonology, and infectious disease to appropriately manage. The subsequently culturenegative splenic abscesses and left pleural effusion initially visualized on CT are consistent with
previous reports of Sweet’s syndrome, including bullous Sweet’s syndrome, and Sweet’s
syndrome associated with Crohn’s disease. In addition, our patient had evidence of high signal
intensities suspicious for myositis and osteomyelitis seen on MRI of her bilateral feet. Although
no culture or infectious work up was performed, the clinical improvement of the patient and
improvement of the intensities on a subsequent MRI without antibiotics suggest sterile myositis
and osteomyelitis, which have been reported as presentations of extracutaneous Sweet’s
syndrome.
Dermatologists should be aware of the cutaneous manifestations of the bullous and
subcutaneous variants of Sweet’s syndrome in order to expedite diagnosis and treatment. In
addition, dermatologists should be mindful of the variety of extracutaneous manifestations of
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Sweet’s syndrome and the multidisciplinary approach necessary to appropriately care for these
patients.
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HISTORY OF PRESENT ILLNESS
A thirty-five-year-old male presented to the outpatient dermatology clinic for evaluation of a rash
on the back and arms for six months duration. The patient endorsed itching and night sweats for
two weeks and fatigue for six months to one year. The patient also endorsed low-grade fever for
one day. The patient tried Aveeno lotion with improvement of dryness but no improvement of
the actual rash. The patient denied any clear triggers for the lesions; they were not rapidly
growing or spreading. The patient reported he is otherwise healthy.
PAST MEDICAL HISTORY
Bronchitis, nephrolithiasis, syphilis previously treated with penicillin G
MEDICATIONS
None
ALLERGIES
No known drug allergies
FAMILY HISTORY
None pertinent
SOCIAL HISTORY
Smoking: Former smoker, quit fifteen years ago
Alcohol: Five drinks a week
Marital Status: Monogamous with male partner x two years
PHYSICAL EXAMINATION
The scalp, back, and bilateral upper and lower extremities had scattered erythematous to
violaceous firm plaques with surrounding faint yellow hue.
DERMATOPATHOLOGY
Punch biopsy of two lesions showed slit-like compressed vessels throughout the dermis.
Immunohistochemical stains showed that the vessels were highlighted by CD31 and that the
endothelial cells show positivity for human herpesvirus 8 (HHV-8)
ADDITIONAL STUDIES
CBC was significant for a WBC of 3.9 (3.5 -10.5 K/uL), Hemoglobin 11.7 (13-17 gm/dL).
Albumin was low at 3.1 (3.6-5.0 gm/dL) and total protein was elevated at 8.7 (6.5-8.3 gm/dL) for
a protein gap of 5.6.

pg. 29

DIAGNOSIS
AIDS-associated Kaposi sarcoma
TREATMENT AND COURSE
Following his dermatology appointment, the patient went to urgent care and was diagnosed with
pneumonia which was treated with azithromycin. He then continued to feel ill and presented to
the ED and was admitted for further workup. His HIV test was positive. He was also diagnosed
with cryptococcal pneumonia, giardia, toxoplasmosis, and syphilis. He was treated with
amphotericin B, fluconazole, vancomycin, cefepime, metronidazole, and penicillin G. CT chest
concerning for visceral involvement of the Kaposi sarcoma, with recurrent exudative pleural
effusions which were treated with repeat thoracenteses. He has since established with oncology
and will be starting doxorubicin for treatment of his Kaposi sarcoma.
DISCUSSION
Kaposi sarcoma (KS) is a malignant neoplasm of lymphatic endothelial origin. There is some
discussion whether the condition is truly neoplastic or hyperplastic. It is triggered by HHV-8.
There are four classic sub-types of KS: classic, African endemic, iatrogenic
immunosuppression, and AIDS-related. The classic subtype is seen predominantly in individuals
of Ashkenazi Jewish and/or Mediterranean/Eastern European descent. It is more common in
males who are above fifty years of age. The African endemic subtype has an incidence in
Africans ranging from 1-10% and accounts for 9% of all cancers in equatorial Africa. It is also
associated with the lymphadenopathic variant in children. The iatrogenic immunosuppression
subtype is seen in individuals on systemic immunosuppressants. Cyclosporine is associated
with a higher incidence and more rapid onset of KS than other immunosuppressants.
Immunosuppression-related KS may regress following cessation of immunosuppressant
therapy. AIDS-related KS is usually seen in patients who are men who have sex with men
(MSM) and 40% of men who have AIDS via homosexual contact develop KS. Occasionally, KS
can be seen in those with HIV who are on chronic antiretroviral therapy and whom do not have
active AIDS.
The classic clinical presentation of KS is the appearance of slowly growing, red to pink-violet
macules on the distal lower extremities that may coalesce into large plaques, nodules or tumors.
Early lesions may regress, while others can evolve. Patients with longstanding KS may develop
oral and gastrointestinal lesions. The African endemic subtype usually presents with more
nodular, florid, infiltrative and lymphadenopathic lesions. These lesions tend to be more
biologically aggressive. The lymphadenopathic type affects children most commonly. The
tumors involve lymph nodes primarily and tend to have a fulminant and fatal course. In AIDSrelated KS, patients generally have a CD4 count less than 200. Presentation can range from a
single lesion to many disseminated lesions with visceral involvement. The lesions range from
faint erythematous macules, papules and plaques to purple-black tumors and nodules. Large
plaques that are constricting can impair function and cause lymphedema. The most common
sites of involvement are the trunk and midface. Tumors can ulcerate and be a source of
infection. Frequently involved sites of visceral involvement include the gastrointestinal tract,
lymph nodes, and lungs. The incidence of KS in the United States in people with HIV from 2000-
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2015 decreased from 109 per 100,000 person years to 47 per 100,000 person years, a -6%
annual percent change. 89% of affected individuals are MSM.
Treatment of KS can be difficult and recurrence rates are high. For AIDS- and HIV-associated
cases anti-retroviral therapies are key. In immunocompetent patients with stable disease,
observation and close follow up can be considered. Solitary lesions can be treated with surgical
excision. For superficial patches and plaques treatment options include cryotherapy, laser
surgery, photodynamic therapy, intralesional vinblastine or vincristine, and topical alitretinoin or
imiquimod. In transplant patients, substituting sirolimus for cyclosporine can lead to resolution.
Radiation therapy or total body electron beam can also be used. Patients with more extensive or
aggressive disease and visceral involvement generally need systemic treatment with
chemotherapy such as doxorubicin, paclitaxel, vincristine, or etoposide. Newer treatment
options include bevacizumab, thalidomide or lenalidomide, bortezomib, and tyrosine kinase
inhibitors.
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HISTORY OF PRESENT ILLNESS
A 57-year-old female patient presented for outpatient follow-up for hair loss of at least 10 years
duration with associated scalp pruritus and burning. The patient was initially treated with
ketoconazole shampoo and clobetasol 0.05% solution 3 years prior for suspected seborrheic
dermatitis without improvement. The patient returned to clinic due to continued hair loss,
predominantly on the vertex scalp and occiput.
PAST MEDICAL HISTORY
PTSD, migraine with aura, chronic low back pain, primary fibromyalgia, hyperlipidemia
MEDICATIONS
Sertraline, prazosin, bupropion, amlodipine, montelukast, atorvastatin, aspirin
ALLERGIES
No known drug allergies
FAMILY HISTORY
No pertinent family history
SOCIAL HISTORY
Non-smoker, no history of illicit drugs
PHYSICAL EXAMINATION
The patient was a well-appearing African American female. On examination of the scalp, there
were few localized areas of scarring hair loss with loss of follicular ostia under trichoscopy as
well as adjacent areas of perifollicular erythema and scaling. The patient’s scalp was
remarkably spongy on palpation, without fluctuance.
DERMATOPATHOLOGY
Two punch biopsies were submitted for vertical and horizontal sectioning in areas of
perifollicular erythema and scaling. Vertical sectioning showed perifollicular fibrosis with
prominent subcutaneous adipose tissue and infiltration of mature adipocytes into the lower to
mid dermis. The epidermis was unremarkable. Horizontal sectioning showed chronic
lymphocytic inflammation, perifollicular fibrosis in the isthmus region with surrounding
lymphocytes appearing to “back away” from the follicles.
ADDITIONAL STUDIES
MRI brain without contrast from 6 months prior for evaluation of the patient’s chronic headaches
revealed a diffusely thickened subcutaneous fat layer on the scalp, most prominent on the
vertex and occiput.
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DIAGNOSIS
Lipedematous scalp with lichen planopilaris
TREATMENT AND COURSE
The patient started clobetasol 0.05% solution twice daily to the affected areas and
hydroxychloroquine 200 mg twice daily for treatment of lichen planopilaris. There is no definitive
treatment for lipedematous scalp. The patient has not yet presented for follow-up.
DISCUSSION
Lipedematous scalp is a condition characterized by the presence of a thickened, boggy,
doughy, or spongy scalp due to a thickened subcutaneous fat layer. When associated with
patchy hair loss, the condition is called lipedematous alopecia. Lipedematous alopecia was first
described by Coskey et al. in 1965, who reported two cases of women with shortened hair and
an increased subcutaneous fat layer on histology. Approximately 50 reports of lipedematous
alopecia are presently cited in the literature.
Lipedematous scalp and lipedematous alopecia most frequently present in adult black women,
but can occur in any race or age cohort. Scalp thickening is often most prominent on the vertex
and occiput but may be diffuse. The thickness of the average human scalp is only 5-8 mm while
lipedematous scalp thickness ranges from 9-19 mm. Increased scalp thickness can be
visualized by ultrasound, x-ray, MRI or head CT. Lipedematous alopecia is a non-scarring hair
loss and can be associated symptoms such as pruritus, pain, or paresthesia of the scalp.
Histopathology classically demonstrates expansion of the subcutaneous fat layer, sometimes
with associated replacement of hair follicles with fibrous tracts without inflammation. Ectatic
lymphatic vessels, dermal edema, perifollicular fibrosis, perifollicular lymphocytic infiltration, and
dermal lymphocytic infiltration can also be seen.
The etiology of this condition is unknown, but several mechanisms have been suggested. It has
been proposed that increased pressure on the hair follicles from the thickened subcutaneous fat
layer results in decreased growth or shortening of the anagen phase. The majority of patients
with lipedematous alopecia are female, suggesting a hormonal etiology, though no hormonal
mechanism has been described. Ectatic lymphatic vessels are often seen on histology
suggesting a role for lymphatic dilatation. Genetics and familial inheritance may also play a part;
a mother and daughter both with lipedematous scalp and two sisters in their twenties with
lipedematous alopecia have been reported in the literature. Lipedematous alopecia has been
reported concurrently with androgenetic alopecia, psoriasis, mucinosis, and discoid lupus
erythematosus. Some authors propose that lipedematous alopecia could represent a late
consequence of discoid lupus erythematosus, though most cases of lipedematous alopecia lack
mucin deposition, a characteristic pathologic feature of DLE. Some hypothesize that
lipedematous alopecia represents a reactive pattern to chronic inflammation, as fatty changes
have been seen in other lesions with chronic injury. Finally, some propose that dysregulation of
leptin, a hormone that is involved with the distribution of adipose tissue, may contribute to the
pathogenesis.
There is no definitive treatment for lipedematous scalp or lipedematous alopecia. Intralesional
and topical steroids have shown little to no improvement per literature review. One study
showed successful treatment with a 10-month course of mycophenolate mofetil 1 gram daily
with marked increase in growth and hair density as well as decreased hypodermic thickening on
follow up ultrasound. Another study showed success with surgical debulking.
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HISTORY OF PRESENT ILLNESS
A 68-year-old man presented with a mass on the posterior scalp. The patient believed the mass
had been present for seven years but was a poor historian. His daughter and wife brought him
in for evaluation due to increased bleeding and malodor in the past week. They report the mass
had grown significantly in the past 6 months. The patient denied pain, tenderness, or numbness.
He denied any recent weight loss or loss of appetite.
PAST MEDICAL HISTORY
Polysubstance (alcohol, cocaine, heroin) abuse complicated by withdrawal episodes,
uncomplicated falls, anemia, and protein-calorie malnutrition for past 15+ years
MEDICATIONS
None
ALLERGIES
No known drug allergies
FAMILY HISTORY
No pertinent family history
SOCIAL HISTORY
He drinks 6-10 12-oz. beers daily, occasionally uses cocaine and heroin, and denies tobacco
use. He is cared for by his wife and daughter.
PHYSICAL EXAMINATION
The patient was well-appearing, alert, and oriented to time, date, location, and purpose. On the
vertex scalp there was a 13 x 12 x 9 cm exophytic, multilobulated, firm mass with areas of
ulceration and active bleeding. The base was soft and mobile. No occipital, cervical,
or supraclavicular lymphadenopathy was appreciated.
IMAGING
CT head with and without contrast was notable for a heterogeneously enhancing pedunculated
mass left of midline vertex with solid and lipomatous components with punctate foci of
calcification. The maximum dimension was 13 cm. There was no apparent osseous invasion or
hyperostosis. There was no evidence of hemorrhage or extra-axial fluid collection. Comparative
imaging from a head CT without contrast from 18 months prior show the maximum dimension at
5 cm at that time.
DERMATOPATHOLOGY
Histologic sections from punch biopsy showed a biphasic tumor composed of groups of poorly
differentiated epithelioid cells with squamous cell features and prominent pleomorphism positive
for AE1/AE3, CK 5/6, P40 and P63, and a second component of spindle cells with liposarcomalike and pleomorphic sarcoma-like areas, positive for CK 5/6 and vimentin and negative for P40
and P63. Other immunohistochemical stains were negative including CD34, ALK1, S100, CD30,
CD68, desmin, and SMA. Ki67 mitotic index was 20%.
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ADDITIONAL STUDIES
No relevant studies
DIAGNOSIS
Primary cutaneous carcinosarcoma
TREATMENT AND COURSE
The patient underwent wide local excision of the mass by ENT with a 1.5 cm margin down to
periosteum and a dermal matrix skin graft was applied. The wound was complicated by
Pseudomonas aeruginosa infection five days post graft placement, which resolved with IV and
PO antibiotics. Negative margins were confirmed. A second dermal skin graft matrix was
applied without complication. The patient suffered no further complications, and no evidence of
recurrence was noted at his last visit three months post-operatively. Further reconstruction was
deferred.
DISCUSSION
Primary cutaneous carcinosarcoma (PCC) is a rare biphasic neoplasm consisting of both
malignant epithelial and mesenchymal components. Carcinosarcoma is most common in the
reproductive and gastrointestinal tracts, lung, breast, and thyroid but is uncommon as a primary
neoplasm of the epidermis. PCC is more common in men and typically presents in the eighth to
ninth decades. Patients often have a history of extensive sun or occupational radiation
exposure, and the tumor favors sun-exposed regions, most often on the face and scalp.
Clinically, PCCs are typically exophytic, with frequent surface ulceration which easily bleeds
with trauma. Patients often present with long-standing lesions that have undergone rapid growth
preceding presentation. In this patient, the lesion grew significantly in the preceding 6 months.
Frequently, PCC is clinically diagnosed as squamous cell carcinoma due to the morphologic
similarity between these tumors. Histopathologically, PCC shows an epithelial component
admixed with a sarcomatous component. The epithelial component is typically a basal or
squamous cell carcinoma but may also consist of adnexal tumors such as porocarcinoma,
proliferating trichilemmal cystic carcinoma and spiradenocarcinoma. The mesenchymal
component of PCC often contains undifferentiated spindle cells with pleomorphic nuclei and
cytoplasm, necrosis, and increased mitotic figures. Immunohistochemistry is useful in diagnosis.
Staining for p63 can highlight cells of epithelial origin, while vimentin, desmin, or alpha-smooth
muscle actin can highlight cells of mesenchymal origin.
Ultraviolet-induced p53 mutations are implicated in tumor formation for both epithelial and
mesenchymal components. PCC is thought to arise from a single clonal origin that differentiate
into distinct epithelial and mesenchymal components. Surgical excision via wide local excision
or Mohs micrographic surgery is the most common treatment modality though radiation therapy
has been employed. The survival rate of PCC is better than visceral carcinosarcomas, partly
due to earlier diagnosis of visible lesions. Adnexal and squamous carcinosarcomas have poorer
survival outcomes than basal carcinosarcoma. After treatment, PCC has a 70% 5-year diseasefree survival rate, while visceral PCC has a 25% 5-year disease-free survival rate and is more
common in younger patients. Local recurrence, lymphatic spread, and metastasis leading to
death from PCC has been reported. Due to limited reports and likely underdiagnosis of PCC,
long-term prognostic data remains unclear.
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