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Case 1 (Hsiao)

Clinical History: 
A 70-year-old man noted progressively enlarged erythematous and eczematous macules over the scrotum, and bilateral axillae.  

Histologic Features: 

· Intraepidermal extension of tumor cells with vesicular nuclei, prominent nucleoli and abundant pale, clear, basophilic, or amphophilic cytoplasm. 

· The cancer cells grow as solitary units, solid nest or gland-like structures and tend to be located within the lower part of the epidermis. 

· The basal layer of the epidermis surrounding the nests mimicking a peripheral myoepithelial layer. 

Histochemical and Immunohistochemical Features: 

· Mucicarmine positive in some of the tumor cells. 

· The cancer cells are positive to CK7 

Diagnosis: Triple extramammary Paget’s disease

Differential Diagnosis: 

· Secondary EMPD 

· VIN or ASIN 

· Melanoma

· Toker’s cell hyperplasia 

· Pagetoid dyskeratosis 

· Koilocytosis in HPV related lesion

· Clear cell papulosis

Discussion:

EMPD accounts for 1% neoplasm in the anogenital area and usually occurs in the vulva of female in West countries but is more common in the scrotum of man in Asia countries. In some patients, the genital lesions are associated with uni- or bilateral axillary involvement (so-called “triple EMPD”). Such triple EMPD has a striking male predominance. EMPD occurring outside the anogenital areas such as buttock, chest wall, face, abdomen etc are named as ectopic EMPD. Axillary EMPD has a female predominance and frequently associated with underlying carcinoma. The facts suggest that some of these cases may be examples of MPD with carcinoma in the axillary tail of the mammary gland or accessory breast.  

Case 2 (Hsiao)

Clinical History: 
A 89-year-old man noted a dermal tumor of 5 cm in his right axilla for years. 
Histological Features:
· Can not be differentiated from mucinous carcinoma of the breast.

· Monomorphous tumor cells with round to oval vesicular nuclei lying in pools of extracellular mucin separated by thin fibrous septa.

Histochemical and Immunohistochemical Features: 

· CK7+/CK20-

· Some tumors show neuroendocrine differentiation and express chromogranin and synaptophysin

Diagnosis: Primary mucinous carcinoma of the skin
Differential Diagnosis:

· Metastatic mucinous carcinoma from the breast, colon, and appendix

Discussion:

Two types of mucinous carcinoma were reported, the pure type and the mixed type.  The pure form has extracellular mucin > 90% of the tumor. In mixed form, invasive ductal component is usually present associated with mucinous component. Two-thirds of cases have an in situ component (solid, papillary, micropapillary and cribriform) and the presence of in situ lesion indicates a primary cutaneous adnexal malignancy but the absence of in situ component does not automatically imply a metastatic cancer. Location of the tumor on the chest wall and axilla indicate a mammary origin. No difference in the outcome between pure and mixed types. Full clinical investigation is the gold standard in establishing the origin.

Case 3 (Hsiao)

Clinical History: 
A 84-year-old man noted a progressively enlarged pinkish nodule on his right axilla for 6 months. 
Histologic Features: 

· Non-encapsulated tumor usually involves the dermis and subcutis.

· The tumor usually has an in situ and invasive components. 

· The in situ component may present as solid, cribriform and micropapillary structures with or without comedo-necrosis. Apocrine decapitation secretion is often seen in the in situ lesions. 

Histochemical and Immunohistochemical Features: 

· CK, CK7, GCDFP-15 and CEA are usually positive.

· Over half of the cases are AR positive.

Diagnosis: Apocrine adenocarcinoma
Differential Diagnosis: 

· Cribriform carcinoma 

· Metastatic breast cancer or thyroid follicular carcinoma.

Discussion:

To diagnose an apocrine adenocarcinoma of the skin must fulfill the following features:

· Unequivocal signs of apocrine secretion in the form of decapitation secretion and/or presence of typical zymogen granules in the cytoplasm of the tumor cells. 

· Lack the microscopic features of other well-defined lesions including digital papillary adenocarcinoma, syringocystadenocarcinoma papilliferum and hidroadenocarcinoma papilliferum.

· Not associated with a preexisting well-defined benign neoplasm such as apocrine mixed tumor, cylindroma, spiradenoma etc. 

· Not associated with a specific glandular origin such as anogenital mammary-like glands, Moll’s glands, or ceruminous glands.

· Axilla is the most commonly involved sites

Case 4 (Hsiao)

Clinical History: 
A 87-year-old man noted a pinkish nodule of 0.7 cm in diameter on his left cheek for years and the lesion enlarged rapidly in recent few months. 
Histologic Features: 

· Similar to the solid papillary carcinoma of the breast

· Well-circumscribed multinodular tumors with solid or partially cystic nodules, frequent showing areas of papillary architecture.

· The nuclei were bland with diffusely stippled chromatin and inconspicuous nucleoli.

· Intracytoplasmic and extracellular mucin were usually present and frequently coexists (50%) with invasive mucinous carcinoma. 

Histochemical and Immunohistochemical Features: 

· All tumors were positive for CD57/CD56 or NSE and at least one of the two neuroendocrine markers (synaptophysin and chromogranin A)

· Negative for: CK20, S-100.

Diagnosis: Endocrine Mucin-Producing Sweat Gland Carcinoma
Differential Diagnosis: 

· Apocrine Hidrocystoma

· Apocrine carcinoma

· Apocrine adenoma:

· Hidradenoma with mucinous metplasia

Correct diagnosis: Endocrine Mucin-producing Sweat Gland Carcinoma

Discussion:

Endocrine Mucin-producing Sweat Gland Carcinoma is a low-grade adnexal sweat gland carcinoma with neuroendocrine differentiation, solid, papillary, and cystic growth pattern, and predilection to the eyelid. The rare skin adnexal carcinoma has the same histological and immunohistochemical characters as the solid papillary carcinoma of the breast and frequently associated with invasive mucinous carcinoma. 

Case 5 (Hsiao)

Clinical History: 
A 54-year-old female had a red nodule on her suprapubic region for 6 months. 
Histologic Features: 

· A circumscribed but unencapsulated proliferations of bland, eosinophilic cells arranged in microcysts, tubules and follicles in the superficial dermis and associated with adnexal structures.  

· The tubule, follicles and cysts usually contain characteristic intraluminal eosinophilic secretions.

Histochemical and Immunohistochemical Features: 

· The tumor cells are diffusely positive for S-100 protein, mammaglobin and STAT5a.

Molecular Features:

· All cases have ETV6-NTRK3 gene fusion

Diagnosis: Secretory Carcinoma of the Skin

Differential Diagnosis: 

· Cribriform carcinoma 

· Metastatic breast cancer or thyroid follicular carcinoma.

Discussion:

Secretory Carcinoma of the skin is a recently described sweat gland carcinoma with the same histochemical, immunohistochemical and molecular characters as the secretory carcinoma of the breast. Characteristic ETV6-NTRK3 fusion gene must be confirmed by FISH or RT-PCR to confirm the diagnosis.  

Case 6 (Wang)
Clinical Features: 
A 35-year-old man noted a slow-growing nodule on the left lower leg over the prior 3 months.
	Histological Features:
	


· Prominent spindle cells in myxoid stroma, with lobules of lipomatous component
· The spindle cells are small with scant cytoplasm; no mitoses

· Dense collagen bundles with focal storiform growth pattern in some area

· No “chicken wire” vascular pattern

· No pleomorphism; no lipoblasts

· CD34: diffuse positive; EMA, claudin-1 only focally positive; S100, SMA, desmin, CD163, CDK4, and MDM-2: negative. 

Differential Diagnosis:

· Perineurioma with fat component (lipomatous perineurioma), atypical lipomatous tumor, spindle cell liposarcoma, myxoid liposarcoma

Correct diagnosis: Spindle cell lipoma
Discussion:


Spindle cell lipomas classically occur as subcutaneous masses in the upper trunk/neck of men in the 4th to 5th decades, and are composed of mature fat, CD34-positive spindled cells, ropey collagen, myxoid matrix, and blood vessels. 

Although expected sites of spindle cell lipoma are the posterior neck, shoulder region, and upper back, it may also arise in the lower extremity. Differentiation from atypical lipomatous tumor and spindle cell liposarcoma includes absence of nuclear atypism, and negative CDK4 and MDM-2. Differentiation from lipomatous perineurioma includes diffuse CD34 positivity rather than EMA positivity.  
References: 

1. Zamecnik, M. Perineurioma with adipocytes (lipomatous perineurioma) Am J Dermatopathol 2003; 25: 171-173.

2. Gotto T, Motoi N, Motoi T, et al. Spindle cell lipoma of the knee: A case report. Journal of Orthopaedic Science 2004; 9: 85-89.
3. Dumus M, Yapici AK, Yavan I, et al. Spindle cell lipoma of the dorsal parts of foot. Turk Plastik, Rekonstruktif ve Estetik Cerrahi Dergisi 2016; 24:145-147.
Case 7 (Wang)
Clinical Features: 
A 65-year-old female presented with skin rashes on the right shin for unknown period of time. Her medical history includes diabetes, recurrent oral ulcers and long-term proteinuria.
	Histologic Features:
	


· Horizontally arranged degenerated collagen fibers in the whole thickness of dermis and subcutaneous tissue.
· Layers of granulomas composed of epithelioid histiocytes, lymphocytes, and multinucleated giant cells are present.

· No mucin deposition is found

· The PAS and acid fast stains reveal no specific micro-organism

Differential Diagnosis:

· Granuloma annulare, leprosy, sarcoidosis, annular elastolytic giant cell granuloma, necrobiotic xanthogranuloma

Correct diagnosis: Necrobiosis lipoidica

Discussion:


Necrobiosis lipoidica (NL) occurs mostly on bilateral shins. Female to male ratio is 3:1. Early lesions manifest as reddish papules which expand to atrophic brownish plaques with peripheral erythematous to violaceous rims. Ulceration is found in 30%.     Histologically it is characterized by horizontally arranged palisaded granulomas with degenerated collagen fibers (necrobiosis). Plasma cells and multinucleated giant cells are typically abundant. Differentiation from granuloma annulare include horizontal (layered) arranged granulomas rather than patchy; and lack of mucin. Special stains include PAS and acid fat (Fite) stains are usually necessary to exclude infectious granulomas. Only 0.03% of diabetics have NL, but 22% of NL patients have or will develop dibetes/glucose intolerance.  
References: 

1. Yen PS, Wang KH, Chen WY, et al. The many faces of necrobiosis lipoidica: a report of three cases with histologic variations. Dermatol Sinica 2011; 29: 67-71.
2. Alikhan Ali, Hocker TLH. Review of Dermatology. Chap. 3.6, P.135.
Case 8 (Wang)
Clinical Features: 
A 58-year-old man presented with skin rash on his right arm for a year. His medical history includes arrhythmia and had received two ablation surgery four years and 10 years prior to the visit
	Histologic Features:
	


· Mild perivascular lymphocyte infiltration, 
· Telangiectasia, extravasated red blood cells and fibrin deposition in the blood vessel, 

· Some atypical stromal cells with nuclear enlargement and abundant cytoplasm in the dermis 

· Mildly sclerosing collagen with absence of adnexal structures.

Differential Diagnosis:

· Morphea, Kaposi’s sarcoma

Correct diagnosis: Fluoroscopy-induced chronic radiation dermatitis
Discussion:


Chronic radiation dermatitis may develop months to years after initial exposure. Clinically, atrophic indurated plaques with overlying telangiectasia, pigment alterations, or sclerosis may be seen. Ulceration or even malignancy has been reported. Microscopically, there is epidermal hyperplasia or atrophy often with atypical keratinocytes and dermal fibrosis. Adnexal structures are usually absent. Large atypical fibroblasts may also be identified and are signs of radiation damage. In contrast to subacute radiation dermatitis, interface dermatitis or “satellite necrosis” within the epidermis is lacking. Careful history-taking and index of suspicion are important for dermatologist and dermatopathologists. Coronary artery stenting and arrythmia ablation are among the often-neglected histories by patients or physicians.
References: 

1. Pruitt LG, Whitney Rogers PA-C, Byarlay JA, Googe PB. Subacute radiation dermatitis after fluoroscopy. J Cutan Pathol 2016; 10 Nov.

2. Hymes SR, Strom EA, Fife C. Radiation dermatitis: clinical presentation, pathophysiology, and treatment. J Am Acad Dermatol. 2006;54(1):28–46.
Case 9 (Wang)
Clinical Features: 
A 76-year-old man presented with violaceous patches and blisters on his knees. There were history of urinary tract infection under the antibiotics therapy and consciousness change due to upper gastrointestinal bleeding and hepatic encepaholopathy.
	Histologic Features:
	


· Sweat gland coil necrosis. 
· Subepidermal blister with epidermal necrosis

· Mimimal to mild inflammatiory cell infiltration. RBC extravasation

· No microorganism found in HE, PAS, or gram stains.

Differential Diagnosis:

· Neutrophilic eccrine hidradenitis, leukocytoclastic vaculitis, purpura fulminans

Correct diagnosis: Coma blister
Discussion:


The histologic feature of subepidermal blister and eccrine sweat gland coil necrosis but no epidermal necrosis, first described in 1969 by Leavell, has been considered characteristic as the earliest micromorphologic changes found in coma blisters. It was initially described in a patient with barbiturate poisoning. The causes of coma have been expanded and included drug intoxication, diabetic ketoacidosis, chronic alcoholic patients, and post-operation. Although the role of immunofluorescence studies in the biopsy specimen is not well established, there are studies that show deposits of Igs and/or complement in non-drug-induced coma blisters.
References: 

1. Leavell UW. Sweat gland necrosis in barbiturate poisoning. Arch Dermatol 1969; 100: 218–21
2. Mohregan DR, Daoud M, Rogers III RS. Coma blisters in a patient with diabetic ketoacidosis. J Am Acad Dermatol 1992; 27: 269-270.
3. Reiley CD, Harrington CI. Positive immunofluorescence in bullous lesions in drug-induced coma. Br J Dermatol. 1983;109:720–724.
Case 10 (Wang)
Clinical Features: A 32-year-old female who is 33 weeks pregnancy presents with widespread pustules with erythematous bases for 5 days. Skin biopsy is performed and the DIF is negative.
	Histologic Features:
	


· Subcorneal pustular formation with brisk neutrophilic infiltrate in the subcorneal space
· Spongiosis and exocystosis of neutrophils in the adjacent epidermis (Kogoj's spongiform pustules)

· Superficial perivascular and interstitial neutrophils, eosinophils and lymphocytes infiltration. 

· PAS and AFS (-)

· DIF (-) 

Differential Diagnosis:

· Bacterial Impetigo, acute generalized exanthemic pustulosis, subcorneal pustular dermatosis, IgA pemphigus

Correct diagnosis: Pustular psoriasis of pregnancy (impetigo gestationis)

Discussion:


Hebra introduced the term “impetigo herpetiformis” in 1872. The dermatosis is considered a rare pustular disease triggered by hormones in pregnancy. The histopathology is similar to that of generalized pustular psoriasis. The spongiform pustules contain neutrophils that have migrated from the papillary dermis into the epidermis. As the pustule enlarges, the epidermal cells within the pustule undergo cytolysis. In the papillary dermis, there are infiltrates of lymphocytes and neutrophils. Unlike pustular psoriasis, it occurs primarily in pregnancy where there is a risk of hypocalcemia and low serum level of vitamin D. In addition, pregnant women with impetigo herpetiformis do not usually have a personal or family history of psoriasis. Differentiation from pemphigoid gestationis and IgA pemphigus can be made by DIF. Subcorneal pustular dermatosis shows absence of spongiosis.
References: 

1. Oumeish OY, Parish J. Impetigo herpetiformis. Clinics in Dermatology 2006; 24: 101-104. 
Case 11 (Gao)
Clinical Features: 
A 48 y/o female with diabetes mellitus, hypothyroidism, numbness & painful sensation of four limbs. One erythematous nodule on her anterior chest wall.
	Histologic Features:
	


· Dilated vascular spaces (sinusoidal) in the superficial dermis containing aggregates of capillaries, resembling renal glomeruli.
· Around the capillaries there are large cells which stain positively with endothelial markers.
· Some PAS positive hyaline globules may be present. These globules stain positively for immunoglobulins.
· Immunohistochemistry:
                                       CD31      CD34       UEA- 1   CD68  
Capillary type endothelium:       
 +              +             +             -  
Sinusoidal endothelium:             
 +              -              -             +
· No pleomorphism, no atypical mitoses.

Differential Diagnosis:

· Tufted angioma

· Kaposi’s sarcoma

Correct diagnosis: Glomeruloid hemangioma with POEMS syndrome

Discussion:


Vascular lesions in POEMS syndrome (Polyneuropathy, Organomegaly, Endocrinopathy, M protein and Skin changes) could be cherry angioma (most common), lobular, glomeruloid hemangioma or combined.1  Glomeruloid hemangioma is highly specific for POEMS syndrome (only rare reported cases without the syndrome so far).2,3 

Microscopically a typical case of glomeruloid hemangioma is characterized by dilated vascular spaces (sinusoidal) in the superficial dermis containing aggregates of capillaries, resembling renal glomeruli.

The most common skin changes include hyperpigmentation, skin thickening, sclerodermoid changes, and hypertrichosis. Other skin changes, including whitening of the proximal nail (Terry nails), peripheral edema, hyperhidrosis, clubbing of the fingers, Raynaud phenomenon, and angiomas, have been observed. 

References: 

1. Dispenzieri A, Kyle RA, Lacy MQ, Rajkumar SV, Thermeau TM, et al. POEMS syndrome: definitions and long-term outcome. Blood 2003;101:2496-506.

2. Julie AP, Julie ED, Jeffrey BR, Vilma CF, Jeffery PC. Glomeruloid hemangioma leading to a diagnosis of POEMS syndrome. J Am Acad Dermatol 2006;55:149-52.

3. Velez D, Delgado-Jimenez Y, Fraga J. Solitary glomeruloid hemangioma without POEMS syndrome. J Cutan Pathol. 2005;32:449-52.

4. Jyoti Gupta, Rajat Kandhari, V Ramesh, and Avninder Singh. Glomeruloid Hemangioma in Normal Individuals. 2013;58(2):160.
Case 12 (Gao)
Clinical Features: 
A 52 y/o female with a subcutaneous mass over her left chest wall.
	Histologic Features:
	


· Small cutaneous encapsulated nodule with abundant capillaries.
· Mature adipocytes accounted only for a minimal portion (<10%) and were usually prominent in the peripheral areas. The cellular areas were composed of proliferative capillaries that abutted each other in an angiomatous pattern. 

· Besides the well-formed vessels, a variable amount of short spindle cells were present between the vascular channels. Some of the spindle cells showed mild nuclear atypia, but mitotic figures were scant.

· Intravascular fibrin microthrombi were noted both in the hypo- and hypercellular areas.
Differential Diagnosis:

· capillary hemangioma, 

· Kaposi sarcoma,

· spindle cell hemangioma, 

· spindle cell lipoma

Correct diagnosis: Cellular angiolipoma

Discussion:


Cellular angiolipoma is rare subtype of angiolipoma,accounting for less than 5% of all angilipomas. The proliferative vessels associated with a variable amount of interstitial spindle cells in a cellular angiolipoma may lead to diagnostic challenges.      

The differential diagnosis includes a variety of mesenchymal lesions with similar features, such as capillary hemangioma, Kaposi sarcoma, spindle cell hemangioma, and spindle cell lipoma. Capillary hemangioma is also composed of small-caliber vessels lined by mature endothelium. However, the tumor usually shows a lobular growth architecture. A large feeder vessel may be present within or at the periphery of the lobules. Mature adipose tissue and intravascular fibrin microthrombi are absent. Kaposi sarcoma may bear a resemblance to cellular angiolipoma because of its rich vascularity and spindle cells. In contrast to cellular angiolipoma, Kaposi sarcoma is a locally aggressive endothelial tumor that usually presents with erythematous to violaceous cutaneous lesions on the lower extremities. The tumor is characterized by irregular blood vessels with extravascular erythrocytes. More cellular lesions contain intersecting fascicles of spindle cells with numerous slit-like spaces. The spindle cells show nuclear atypia with many mitoses and are positive for HHV8. Spindle cell hemangioma is a benign vascular tumor composed of spindle cells and cavernous vessels. Large intravascular thrombi may be found in cavernous spaces, sometimes associated with papillary endothelial hyperplasia. Round epithelioid cells with prominent vacuoles, frequently present in the cellular areas of spindle cell hemangioma, are not features of cellular angiolipoma. Spindle cell lipoma typically occurs in the posterior neck and shoulder area, and occurrence in the lower extremity is extremely rare. Spindle cell lipoma is composed of a mixture of spindle cells and mature fat cells. The spindle cells are arranged in short fascicles and associated with birefringent collagen bundles. Unlike cellular angiolipoma, small-caliber vessels are not conspicuous in spindle cell lipoma.

References: 

1. Fletcher CDM, Bridge JA, Hogendoom P, Mertens F, eds. WHO Classification of Tumours: Pathology and Genetics of Tumours of Soft Tissue and Bone. 4th Edition. Lyon, France: IARC Press; 2013.
2. Yu GH, Fishman SJ, Brooks JS. Cellular angiolipoma of the breast. Mod Pathol. 1993;6:497–499.
3. Kryvenko ON, Chitale DA, VanEgmond EM, et al. Angiolipoma of the female breast: clinicomorphological correlation of 52 cases. Int J Surg Pathol. 2011;19:35–43.

Case 13 (Gao)
Clinical Features: 
A 57-year-old female suffered from gradual abdominal pain and fullness and abdominal CT images disclosed a mass lesion over pancreatic tail and multiple nodules over R’t lobe of liver. She also sustained generalized skin erythema, which focally progressed to flaccid bullae for 10 months.
	Histologic Features:
	


· Confluent parakeratosis;

· Pallor (intracellular edema) of the superficial epidermis with focal dyskeratosis;

· May produce intraepidermal bulla or ulcer in acute phase

· Superficial perivascular lymphocytic inflammation

Differential Diagnosis:

· Infection: bacteria, fungus, bugs, herpes…

· Perforating dermatoses: Usually hyperkeratosis or keratotic plug over peri-ulcer or in the ulcer; Usually neutrophils in subjacent dermis; Transepidermal elimination of stromal elements

· Subacute spongiotic dermatitis: Intercellular edema

Correct diagnosis: Necrolytic migratory erythema
Discussion:


The finding of NME was once considered pathognomonic for glucagonoma syndrome. However, publications have reported that neither glucagonoma nor hyperglucagonemia is necessary for NME. Pseudoglucagonoma syndrome refers to NME in the absence of a glucagon-secreting tumor. NME may relate to glucagon-induced hypoalbuminemia (because albumin functions as a carrier of zinc and essential fatty acids). Other theories indicated that zinc-dependent delta-6 desaturation of linoleic acid or poor hepatic breakdown of glucagon may contribute to an excessive prostaglandin-mediated inflammatory response in the epidermis. This theory may help to explain the distribution of the cutaneous eruption, which is more prominent in areas of increased friction and pressure. 

Diabetes mellitus usually develops in the hyperglucagonemic state of glucagonoma syndrome. Because glucagon is glycogenolytic and gluconeogenic, an excess of glucagon relative to insulin elevates serum glucose levels. Therefore, the onset of diabetes occurs when insulin production fails to match glucagon production. This can be seen when either glucagon levels are very high and insulin production continues normally or insulin production is impaired and glucagon is only mildly elevated. Patient factors, such as preexisting insulin resistance, pancreatic tumor burden, and hormonal milieu (eg, tumor-derived somatostatin, other endocrine products secreted by the tumor), also modulate glucose tolerance. 

The NME rash of the glucagonoma syndrome has a characteristic distribution. It usually is widespread, but major sites of involvement are the perioral and perigenital regions along with the fingers, legs, and feet. It also may occur in areas of cutaneous trauma. The basic process in the skin seems to be one of superficial epidermal necrosis, fragile blister formation, crusting, and healing with hyperpigmentation. Skin biopsies usually show small bullae containing acantholytic epidermal cells as well as neutrophils and lymphocytes. The adjacent epidermis usually is intact, and the dermis contains a lymphocytic perivascular infiltrate. 

Different stages of the cutaneous lesions may be present simultaneously. Biopsy examination of a fresh skin lesion may be the most valuable aid in suggesting the diagnosis of glucagonoma syndrome, but repeated biopsy samples may be necessary to raise this possibility. A painful glossitis manifested by an erythematous, mildly atrophic tongue has been associated with the cutaneous lesions. 

Two other features of the syndrome are noteworthy: First, an alarmingly high rate of thromboembolic complications occurs in patients with glucagonomas, and many patients succumb to pulmonary embolism. Unexplained thromboembolic disease should alert one to the possibility of glucagonoma. Second, depression and other psychiatric disturbances including depression are common, but these may relate in part to the chronic dermatosis. 

Several metabolic disorders are associated with cutaneous lesions closely resembling the NME of the glucagonoma syndrome: acrodermatitis enteropathica, zinc deficiency induced by hyperalimentation, essential fatty acid deficiency, the dermatosis of protein calorie malnutrition of kwashiorkor, and pellagra resulting from niacin deficiency. Cutaneous manifestations associated with malabsorptive states often are nonspecific, affecting approximately 20% of patients with steatorrhea. Improvement in the rash associated with the glucagonoma syndrome: amino acid repletion as well as administration of carbohydrate; administration of zinc; removal of a glucagon-producing tumor (even if the rash has been present for several years). In addition, in those patients who do not undergo curative resection but are treated with chemotherapeutic agents, dermatitis improves as the glucagon levels decrease . 

References: 
1. Mignogna MD, Fortuna G, Satriano AR. "Small-cell lung cancer and necrolytic migratory erythema". The New England Journal of Medicine. 2008;359 (25): 2731–2.
2. van Beek AP, de Haas ER, van Vloten WA, Lips CJ, Roijers JF, Canninga-van Dijk MR. The glucagonoma syndrome and necrolytic migratory erythema: a clinical review. Eur. J. Endocrinol. 2004;151 (5): 531–7.
3. Kheir SM, Omura EF, Grizzle WE, Herrera GA, Lee I. "Histologic variation in the skin lesions of the glucagonoma syndrome". The American Journal of Surgical Pathology. 1986; 10 (7): 445–53.
Case 14 (Gao)
Clinical Features: 
A 73 years old male with an ulcerative skin lesion over scalp.
	Histologic Features:
	


· C. neoformans grows as a yeast (unicellular) and replicates by budding.

· In human 37℃ condition, the cells produce a characteristic polysaccharide capsule ( mucicarmine (+)

· (+): PAS, alcian blue, methenamine silver.
Differential Diagnosis:

· Histoplasma infection

· Coccidioides infection

· Blastomycosis

· Candida infection 

Correct diagnosis: Primary cutaneous cryptococcosis
Discussion:


C. neoformans has been recovered from soil contaminated with avian excreta, especially pigeon droppings, and from decaying wood, fruits, vegetables, and dust. Four serotypes have been identified: serotype A (also recently called C. neoformans var. grubii): worldwide distribution; serotypes B and C (corresponding to C. neoformans var. gattii): limited to tropical and subtropical areas; serotype D (corresponding to C. neoformans var. neoformans): mostly in Europe. 

Immunosuppression is not necessary for cryptococcal infection and that skin manifestations can give clues to meningitis. Cryptococcus may be able to use the energy of radiation (primary beta radiation) for "radiotrophic" growth.

Favoring primary cutaneous infection: 

· a solitary lesion,

· history of trauma and direct inoculation 

· lesions on uncovered parts, 

· a history of primary inoculation, 

· regional lymph node involvement. 

Favoring secondary cutaneous infection: 

· presence of systemic involvement, 

· lesions on covered parts, 

· multicentric skin involvement, 

· deep dermal or subcutaneous lesions. 
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Case 15 (Gao)
Clinical Features: 
A 36-year-old female with a brown to pink nodule of R’t arm for years.
	Histologic Features:
	


· Symmetric with inverted wedge shape, infiltration of dermis by relatively bland epithelioid and spindle cells.

· Slight atypia with relatively uniform and delicate nucleoli. 

· Dermal fibrosis encircles tumor cells and simulates invasion. 

· No obvious mitosis nor necrosis.

Differential Diagnosis:

· Epithelioid cell histiocytoma (ECH), 

· Desmoplastic melanoma,

· Reticulohistiocytoma, 

Correct diagnosis: Desmoplastic Spitz nevus

Discussion:


Desmoplastic Spitz nevus was more common in women and younger patients (mean age: 28.2 years) whereas the mean age of patients with desmoplastic melanoma was significantly higher (mean age: 75 years). From a histopathological point of view, symmetry, circumscription, melanocytic maturation and involvement of adnexal structure were significantly more frequent in desmoplastic Spitz nevi. The presence of melanocytic junctional nests associated with discohesive cells, variations in size and shape of the nests, lentiginous melanocytic proliferation, actinic elastosis, pagetoid spread, dermal mitosis, perineural involvement and brisk inflammatory infiltrate were significantly more frequent in desmoplastic melanoma. 

   In contrast to ECH, desmoplastic Spitz nevus generally lacks an overlying hyperplastic epidermis and the epithelioid cells usually lie singly in a dense, eosinophilic, collagenous stroma. In addition, desmoplastic Spitz nevus shows diffuse immunoreactivity with S-100.

	Dx
	Age/Site

 (preferred)
	Epidermal changes
	Atypia/

Ki-67*/P16
	Mitosis/

Necrosis
	Lesion border

	Desmoplastic Spitz
	Young adulthood;

Extremities
	Rare intraepidermal component
	Not uncommon, but slight/

Occasional in superficial/+
	Rare/

None
	Well-circumscribed; superficial

	Desmoplastic melanoma
	Elder;

Head & neck 

& limbs
	Common intraepidermal component
	Common/

Variable in superficial & deep/--
	Variable/

Occasional
	Ill-defined; with deep invasion

	Epithelioid cell histiocytoma
	All age;

Trunk & extremities
	Usually hyperplasia
	No to slight/

Low/NA
	Rare/

None
	Well-circumscribed ; superficial
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Case 16 (Yang)

Clinical Features: 
A 39-year-old woman suffered from several indurated papules without tenderness or itching on left forearm for two months.
Histologic Features:
· There are small nodules of tumor cells with central necrosis in the dermis.

· The tumor cells show epithelioid morphology with eosinophilic cytoplasm and   mild nuclear pleomorphism as well as increased mitotic activity.

· Tumor cells are stained positive for cytokeratin, EMA, vimentin, CD34, but negative for S100, CD31, and INI1.

Differential Diagnosis:

· Granuloma annulare, necrotic metastatic carcinoma, malignant melanoma, epithelioid sarcoma, epithelioid hemangioendothelioma

Correct diagnosis: Epithelioid sarcoma

Discussion:

    Epithelioid sarcoma (ES) is a malignant mesenchymal tumor which shows predominantly epithelial but also mesenchymal differentiation.  It usually grows slowly with peak incidence of young male adults on the distal extremities. Histologically, classic ES consists of multiple nodules of polygonal, epithelioid cells with eosinophilic cytoplasm and peripheral spindling accompanied by central necrosis with minimal pleomorphism and occasional mitosis in the dermis and subcutis.  With the frequent central necrosis, the tumor mimics benign necrobiotic granulomatous lesions at lower power examination.  Tumor cells are positive for cytokeratin, EMA, vimentin and CD34 (in 50% of cases) but negative for S100, CD31, FLI1.  Loss of INI1 expression is found in 80-90% of cases.  Clinically, the tumor has high recurrence rate and up to 50% of ES show distant metastasis.  In contrast to the classic ES, the proximal ES (larger with pleomorphic nuclei, prominent nucleoli and rhabdoid morphology) runs more aggressive clinical behavior.   
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Case 17 (Yang)

Clinical Features: 
A 35-year-old man had the history of alcoholic hepatitis status post treatment. He suffered from multiple erythematous crusted papules and plaques on the trunk, four limbs, and face for three weeks.
Histologic Features:
· There are perivascular inflammatory cells infiltration composed of neutrophils with nuclear dusts, lymphocytes and abundant histiocytes in the dermis. 

· Abundant organisms are present in the cytoplasm of histiocytes.  Extracellular organisms are also seen. 

· Oval and elongated yeasts are identified with PAS and GMS stains. 

· There is central septum formation in the multiplying yeasts.  

Differential diagnosis:

· Histoplasmosis,leishmaniasis, penicilliosis, lepromatous leprosy, cryptococcosis

Correct diagnosis: Penicilliosis

Discussion:

    Penicilliosis is caused by Penicillium marneffei, which is a dimorphic fungus growing as a mycelium at room temperature but appearing as yeast in the human body.  Penicilliosis is endemic in the Southeast Asia and South of China and usually found in patients with HIV infection.  Multiple skin-colored or erythematous papules with central ulceration or umbilication are the most common clinical presentation.  Histologically, an anergic host response with abundant infected macrophages accompanied by various degrees of necrosis is found in patients with poor immunity whereas suppurative granulomatous inflammation is observed in immunocompetent patients.  The yeasts (2-4 microns) are seen most clearly under GMS stain, and a distinct finding is that the yeasts divide by binary fission (transverse septum).  These characteristics can be used to differentiate it from Histoplasma infection, which exhibits narrow-necked unequal budding with a clear halo (pseudocapsule) in histopathology, and from Leishmania infection which exhibits kinetoplasts distinctly seen under Giemsa staining.  
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Case 18 (Yang)

Clinical Features: 
A 8-year-old male child had a lower lip tumor noted for months.
Histologic Features:

· Ill-defined multinodular, fascicular arrangement of ovoid to spindle cells with a dense sclerotic stroma.

· The tumor cells show pale, eosinophilic and vacuolated cytoplasm and vesicular nuclei.

· The tumor cells are positive for CD10, NSE, Mitf and smooth muscle actin (SMA).

· The tumor cells are negative for S100, HMB45, CD34, EMA, demin, D2-40 and factor XIIIa.

Differential Diagnosis:

· Pilar leiomyoma, dermatofibroma, perineurioma, desmoplastic cellular neurothekeoma, schwannoma

Correct diagnosis: Desmoplastic cellular neurothekeoma

Discussion:

    Cellular neurothekeoma usually occurs on the head, neck and upper limbs of children and young adults, with slight female predilection.  It is a dermal-based poorly circumscribed tumor with multinodular, fascicular growth pattern composed of spindled or epithelioid cells with frequent extension to superficial subcutis.  Nuclear atypia and increased mitotic figures can be present.  There is a sclerotic and hyalinized stroma in the desmoplastic variant, which separates and encompasses the tumor cells.  It shows positive expression of NKI-C3, S100A6, CD10, Mitf, Collagen IV, NSE, and SMA but generally lacks expression of S-100, GFAP, HMB45, MART-1, CD34, EMA, and desmin.
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Case 19 (Yang)
Clinical Features:
A 39-year-old woman had a tumor over right index finger.
Histologic Features:

· There is a well-circumscribed tumor in the dermis. 

· There are epithelioid or short, plump spindle cells arranged predominantly in trabecular, corded or whorled pattern intermixed between collagen bundles with focal myxoid background.

· Multinucleation of the tumor cells is occasionally seen.

· Tumor cells are positive for EMA, Glut-1 but negative for CD34, cytokeratin and S100. 

Differential Diagnosis:

· Epithelioid fibrous histiocytoma, perineurioma, schwannoma, sclerotic fibroma, 

· solitary circumscribed (palisaded encapsulated) neuroma

Correct diagnosis: Perineurioma

Discussion:

Perineurioma is a benign peripheral nerve sheath tumor originated from 

perineurium.  Tumors can be classified as intraneural, cutaneous, soft tissue and sclerosing perineurioma.  Histologically, cutaneous perineurioma is a well-circumscribed tumor composed of bland spindle cells arranged in fascicles, storiform, whorled to concentrically stratified pattern.  The background stroma could be collagenous, myxoid or a combination of these.  Tumor cells may occasionally have prominent epithelioid morphology mimicking melanocytic tumor or epithelioid fibrous histiocytoma.  Soft tissue perineuriomas have similar histologic findings to those seen in the cutaneous counterpart.  Sclerosing perineurioma consists of epithelioid and spindle cells in corded, trabecular, and whorled pattern with markedly sclerotic stroma.  Perineuriomas are diffusely positive for EMA but negative for S100.  The tumor cells also show variable positivity for Claudin-1, GLut-1, Collagen IV and CD34. 
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Case 20 (Yang)

Clinical Features: A 58-year-old women had a facial tumor near the left upper eyelid area.
Histologic Features:

· Atypical, pleomorphic keratinocytes show nuclear atypia, dyskeratosis, and loss of polarity in the lower part of epidermis.

· There are atypical spindle cells proliferation with storiform growth pattern in the dermis and subcutis.

· The spindle cells have fusiform pleomorhic, hyperchromatic nuclei and brisk mitotic activity.

· Tumor cells are positive for cytokeratin, CK5/6, HMWCK (34betaE12), smooth muscle actin but negative for S100, Mitf, and desmin.  

Differential Diagnosis:
· Spindle cell squamous cell carcinoma (SCC), malignant melanoma, leiomyosarcoma, atypical fibroxanthoma, cellular fibrous histiocytoma

Correct diagnosis: Spindle cell squamous cell carcinoma

Discussion:

    The uncommon spindle cell variants of SCC are actinically related and occur more commonly on the sun-exposed surface of elderly such as head, neck, and upper limbs.  It may be associated with previous radiotherapy or trauma.  Histologically, it could be almost composed of atypical spindle cells proliferation in a whorled pattern or may have a combination of traditional SCC.  In the absence of epidermal connection or more typical squamous differentiation, it is difficult to differentiate from other malignant spindle cell neoplasms.  The presence of actinic keratosis in the epidermis is a helpful diagnostic hint.  Tumor cells of spindle cell SCC are positive for cytokeratin, HMWCK, CK5/6.  In addition, it can stain positive for mesenchymal markers such as smooth actin and vimentin. 
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Case 21 (Chin)
Clinical Features: 
A 62-year-old woman noted a longitudinal melanonychia of her right 5th toenail for months.

	Histologic Features:
	


· The nail plate is thickening.
· Blood clots and serous droplets accumulate in the nail plate.

· Nail matrix and nail bed reveal psoriasiform hyperplasia and hypergranulosis.

· Matrical melanocytes show mild hyperplasia.

· Fungal hyphae and spores are present in the nail plate.

Differential Diagnosis:

· Subungual melanoma (in situ), nail matrix nevus, melanotic macule of the nail unit, subungual hematoma, psoriatic nail, onychomycosis (fungal melanonychia). 
Correct diagnosis: onychomycosis (fungal melanonychia)

Discussion:


Longitudinal nail biopsies are usually not performed in onychomycosis, except when another diagnosis such as psoriasis or lichen planus is clinically suspected. The histology is often psoriasiform with hyperplasia of the nail bed epithelium and exocytosis of neutrophils. Spongiosis is frequently present. The subungual keratin and nail plate may be thickened or thinned. They contain parakeratotic foci with neutrophil mounds. PAS staining reveals the correct diagnosis.
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Case 22 (Chin)
Clinical Features: 
A 71-year-old man received hemorrhoidectomy. Two foci of unusual findings are noted in this specimen.
	Histologic Features:
	


· Suprabasal keratinocytes appear vacuolated and typically contain distinct eosinophilic intracytoplasmic inclusions.
· The cell borders are ill defined and intraepidermal blister formation may be present.

· There is massive orthohyperkeratosis, papillomatosis, and acanthosis. 

· The granular cell layer is prominent and contains coarse and irregular keratoyhaline granules.

Differential Diagnosis:

· Viral infection: condyloma acuminatum, molluscum contagiosum; acantholytic and/or dyskeratotic lesions: warty dyskeratoma, familial dyskeratotic comedone, acantholytic acanthoma, acantholytic dyskeratotic acanthoma, focal acantholytic dyskeratosis
Correct diagnosis: Incidental epidermolytic hyperkeratosis

Discussion:


Epidermolytic hyperkeratosis is a histopathologic pattern that is seen in many conditions including ichthyosis bullosa of Siemens, epidermal nevus, epidermolytic keratoderma, epidermolytic acanthoma, and epidermolytic leukoplakia. It may also represent an incidental finding in seborrheic keratosis, actinic keratosis, in situ squamous cell carcinoma, invasive squamous cell carcinoma, melanocytic nevi, and epidermal and pilar cysts. Epidermolytic hyperkeratosis may also be seen in normal and particularly actinically damaged skin. In such incidental lesions, the changes are limited to the epidermis overlying just one or two dermal papillae in contrast to the much more extensive involvement of the other conditions mentioned above. Therefore, accurate clinical information is necessary to avoid diagnostic confusion.
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Case 23 (Chin)
Clinical Features: 
A 60-year-old woman noted several asymptomatic whitish patches on the abdomen for 4-5 years.
	Histologic Features:
	


· Fully developed lesions show a thinned epidermis with interface change, a wide band of hyalinization in the upper dermis and a lymphohistiocytic infiltrate below the hyalinized area.
· Marked hyperkeratosis, often associated with follicular plugging on hair-bearing skin, is frequently seen.

· Telangiectasia is common and purpura may be an additional feature..

· Subepidermal edema is sometimes present.

Differential Diagnosis:

· Morphea, lichen planus, chronic graft versus host disease, mycosis fungoides.
Correct diagnosis: Extragenital lichen sclerosus et atrophicus

Discussion:


Extragenital lichen sclerosus can occur in any location on the skin and infrequently appears in the oral cavity. Concomitant vulvar or penile lichen sclerosus may or may not be present. Conjunctival lesions do not occur.

Clinical findings consistent with genital or extragenital lichen sclerosus may occur in patients with morphea. It is unclear whether the appearance of lesions consistent with lichen sclerosus represents the simultaneous occurrence of two separate disorders or the development of clinical findings that simply resemble lichen sclerosus in lesions of morphea.

The histological changes are identical irrespective of the site involved.
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Case 24 (Chin)
Clinical Features: 
A 81-year-old man noted a slowly growing tumor on the left 4th toe for many years.
	Histologic Features:
	


· Superficial lesion but frequently extending into subcutaneous tissue.
· Moderate cellularity with spindled and stellate cells.

· Usually a mixture of myxoid stroma and areas of dense hyaline collagen.

· Minimal atypia.

· Mitotic figures rare.

Differential Diagnosis:

· Myxoid neurofibroma, superficial angiomyxoma, myxoid dermatofibrosarcoma protuberans, low grade fibromyxoid sarcoma, myxofibrosarcoma.

Correct diagnosis: Superficial acral fibromyxoma

Discussion:


Superficial acral fibromyxoma is a distinct clinicopathologic entity, recognized by Fetsch et al. in 2001. The lesion presents as a solitary, slow growing, and painless tumor. Erosion of the underlying bone is sometimes present.

Microscopic examination reveals a moderately circumscribed, nonencapsulated tumor situated in the dermis, which may also extend into the subcutis. The neoplasm consists of a moderately cellular proliferation of stellate and spindle-shaped fibroblast-like cells embedded in a myxocollagenous stroma. Tumor cells are CD34(+) and CD99(+), but S100(-). 

It has a benign behavior but may persist or recur if inadequately excised. Therefore, complete excision and close follow-up are advised.
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Case 25 (Chin)
Clinical Features: 
A two-week-old girl noted right leg rash 2 days after birth.
	Histologic Features:
	


· Spongiotic and interface dermatitis with frequent eosinophils.
· Individual or aggregated dyskeratotic keratinocytes.

· Whorls of dyskeratotic keratinocytes.

Differential Diagnosis:

· Erythema toxicum neonatorum, neonatal lupus erythematosus, Langerhans cell histiocytosis, Ofuji’s disease (eosinophilic folliculitis), contact dermatitis, arthropod bite reaction, bullous pemphigoid.

Correct diagnosis: Incontinentia pigmenti (vesicular stage)

Discussion:


Incontinentia pigmenti, or Bloch-Sulzberger syndrome, is a rare X-linked dominant genodermatosis that affects mostly female patients and is usually lethal for males in utero. It is a multisystem disorder, primarily of ectodermal origin, accompanied by dental, ocular, and central nervous system disorders such as seizures, spastic paralysis, microcephaly, and mental retardation.

The skin lesions may occur in 4 classically successive diagnostic stages: erythema, then vesicles and pustules (stage 1); verrucous lesions (stage 2); linear hyperpigmentation (stage 3); and pallor and scarring (stage 4).

It is due to a mutation in the IKK-gamma gene as part of the NEMO complex localized to the Xq28 region. 

Multidisciplinary follow-up is needed, particularly during the first year of life, to detect possible ophthalmologic and neurological complications.
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Case 26 (Jhuang)
Clinical history: 
A 48-year-old male has one skin-colored nodule on the right cheek.

Histological features:

· Cords and tubules confined to dermis.

· Numerous horn cysts in fibrotic stroma.

· Tubules of two-layered epithelium.

· Calcification often present

Diagnosis: Desmoplastic trichoepithelioma (DTE)

Differential Diagnosis:

· Syringoma.

· Microcystic adnexal carcinoma (MAC)

· Morpheaform basal cell carcinoma.

· Metastatic breast carcinoma.

Discussion:

Desmoplastic trichoepithelioma is a harmless (benign) facial skin lesion. It is an uncommon form of trichoepithelioma. 

Desmoplastic trichoepithelioma is diagnosed on excisional skin biopsy. Small incomplete biopsies, like incisional biopsy or shave biopsy, may cause uncertainty. Main important differential diagnosis, such as Morpheaform/sclerosing basal cell carcinoma or microcystic adnexal carcinoma may appear similar in small specimens. Re-sampling or re-excision may be necessary for definitive diagnosis in uncertain cases.

Case 27 (Jhuang)
Clinical history: 
A 75-year-old female has many scattered excoriated reddish skin lesions and blisters on the lower legs for several weeks. 

Histological features:

· Mild irregular acanthosis and focal eosinophilic spongiosis.

· Mounding parakeratosis and thick hyperkeratosis.

· The stratum corneum contains large clear spaces with concentric eosinophilic structures or mites (furrow).

· Papillary dermal fibrosis.
· Focal vacuolar change.
· Superficial and perivascular (nodular) lymphocytic infiltration with many eosinophils.

Diagnosis: Scabies.
Differential Diagnosis: 

· Chronic eczematous dermatitis (Allergic contact dermatitis).

· Arthropod bite reaction.

· Bullous pemphigoid.

· Leukocytoclastic vasculitis.
· Guttae (eruptive) psoriasis.

· Herpes virus infection.
Discussion:


Scabies infection is a pruritic communicable disease caused by infestation by the human scabies mite, Scarcoptes scabiei var hominis. The itch results from sensitization to the mite or its products and subsequent cell-mediated immune response. The mite is usually transmitted by close personal contact or, less commonly, by fomites. Typically, a patient is infested with only 10 to 15 adult mites, making demonstration and diagnosis occasionally difficult and needing incisional biopsy. The standard diagnostic technique consists of mites' identification by microscopic examination of scales obtained by skin scraping. This is a time-consuming and risk-associated procedure, that is also not suitable to a busy practice. In recent years, some advanced and noninvasive techniques such as dermatoscopy, videomicroscopes and optical coherence tomography have demonstrated improved efficacy in the diagnosis of scabies and they are non-invasive. In another crusted scabies (Norwegian scabies), mites are much more numerous and involvement of the face is common.

Case 28 (Jhuang)
Clinical history: 
An 80-year-old male has several progressive irregular brownish to reddish lesions on the lower limbs and dorsal feet for several months. 

Histological features:

· Lymphocytic capillaritis characterized by mild superficial perivascular lymphocytic infiltrates.
· Red blood cell extravasation.
· Hemosidophages.

· No prominent epidermal changes except focal mild vacuolar degeneration.

Histochemical and Immunohistochemical Features: 

· Prussian blue stain will stain the hemosiderin bright blue.

Diagnosis: Pigmented purpuric dermatosis (PPD)

Differential diagnosis:

· Atrophie blanche.

· Gyrate erythema.

· Leukocytoclastic vasculitis.

· Pityriasis rosea.

· Guttate psoriasis.

Discussion:


The presence of discrete or circumscribed purpuric macules, papules, patches, or plaques (particularly on the lower extremity) with petechiae and yellow-brown pigmentation suggests the possibility of pigmented purpuric dermatoses (PPDs). The diagnosis is usually made through inspection and recognition of classic clinical features.

A skin biopsy is useful when the diagnosis remains uncertain clinically. Biopsies may help to distinguish PPD from disorders in the differential diagnosis, such as cutaneous vasculitis (stasis dermatitis, cutaneous leukocytoclastic vasculitis, traumatic purpura, Mycosis fungoides, eczematous dermatitis or Kaposi's sarcoma)

Case 29 (Jhuang)
Clinical history: 
An 86-year-old male has one coin-sized enlarging annular scaly plaque on his right inner thigh for several months. 

Histological features:

· Band-like lymphocytic infiltrate (lichenoid infiltrate) with vacuolar alteration of the basal layer.

· Hyperkeratosis, hypergranulosis, parakeratosis, spongiosis, irregular acanthosis, and apoptotic keratinocytes.

· Colloid or Civatte bodies (containing IgM by DIF).

· Saw-toothing of basal layer.

· Usually no eosinophils.

· No deep dermal infiltrates.

· No thickening of basement membrane or increased dermal mucin.

Histochemical and Immunohistochemical Features: 

· The majority of lymphocytes within the infiltrate are also CD3 and CD4 positive, consistent with T-helper/inducer phenotype.

· Direct immunofluorescence (DIF): shaggy fibrin deposition along the basement membrane zone and immunoglobulin and complement deposition within the colloid bodies along the basal layer and within the papillary dermis. (diagnostic).

Diagnosis: Hypertrophic lichen planus.
Differential diagnosis:

· Lichenoid (actinic) keratosis. 

· Discoid lupus erythematosus.

· Lichenoid graft-versus-host disease.

· Mycosis fungoides (cutaneous T cell lymphoma).

Discussion:


Lichen planus is a form of chronic cytotoxic dermatitis that classically consists of pruritic, pink to purple, polygonal papules. This disorder is uncommon and often affects middle-aged adults. It presents as crops of flat-topped papules, often in linear configuration. Coalescence of individual papules may result in plaques, mimicking psoriasis or other chronic dermatitis. Lesions also involve the buccal mucosa or genital mucosa and this can be painful. Typical hypergranulosis may not be seen in mucosal sites. Nail involvement is also seen and cause nail deformity. The clinical course varies from short to chronic although most cases resolve within 12 months. 

Case 30 (Jhuang)
Clinical history: 
A 34-year-old female has two reddish eroded and crusted lesions on the left ear.

Histological features:

· Hyperkeratosis/parakeratosis and lymphocytic infiltrate.

· Follicular plugging.

· Thinned epidermis wit loss of rete ridges.

· Vacuolar change at dermoepidermal junction.

· Thickened basement membrane.

· Pigment incontinence.

· Periadnexal and perivascular lymphocytic infiltrate.

Histochemical and Immunohistochemical Features: 

· Alcian blue (PH 2.4) or Colloid iron stains diffuse dermal mucin deposition.

· Direct immunofluorescence (DIF): continuous granular band of immunoglobulin (IgG, IgM and IgA) and complement in the region of the affected basement membrane (Lupus band test). 

Diagnosis: Discoid lupus erythematosus.
Differential diagnosis:

· Lichen sclerosus et atrophicus.

· Inflammatory linear verrucous epidermal nevus.

· Pityriasis rubra pilaris.

· Actinic keratosis.

· Dermatophytosis (Tinea).

Discussion:


The cutaneous lesions of lupus erythematosus span a spectrum of disease: discoid (chronic cutaneous) lupus, subacute cutaneous lupus, and acute lupus (usually systemic). About one third of discoid lupus erythematous is associated with systemic lupus erythematosus. Most patients have photodistribution of skin lesions and frequently have circulating antinuclear antibodies.


Characteristic DIF features are diagnostic. However, the presence or absence of immunoglobulins in lupus depends one many factors (the type of lesion, duration, biopsy site (sun exposed or not) and topical or systemic treatment. 


New lesions are frequently negative, whereas lesions present for more than 3 months are likely to be positive. The presence of a positive lupus band test in clinically normal, non-sun exposed skin is strongly suggestive of systemic disease.
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