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Figure 1: Enumerate the differential diagnosis in this case.
Courtesy: Rajiv Gandhi Medical College, Thane

The differentials in this case include lupus miliaris
disseminatus faciei, acne, granulomatous rosacea and
sarcoidosis.

What are the synonyms for lupus miliaris disseminatus
faciei?

The other terminologies are acne agminata, acnitis,
Lewandowsky's rosaceiform eruption and facial
idiopathic granulomas with regressive evolution.

How does lupus miliaris disseminatus faciei differ from

its clinical mimickers?

*  Lupus miliaris disseminatus faciei is characterized
by the presence of reddish-brown symmetrical
papulo-nodules which may show evidence of
central necrosis. The lesions characteristically
involve the eyelids, especially the lower eyelid

° In contrast to acne, there are no comedones
and the lesions are not consistently related to
the hair follicles. In contrast to lupus miliaris
disseminatus faciei, acne has polymorphous
lesions with comedones, inflammatory lesions,
scars and pigmentary disturbances

e In lupus vulgaris, there 1is cutaneous
hypersensitivity to tuberculin and isolation of
mycobacterial DNA through polymerase chain
reaction is possible, unlike lupus miliaris
disseminatus faciei. Lupus vulgaris responds to
antituberculous treatment while lupus miliaris
disseminatus faciei does not
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e  Granulomatous rosacea has a background of
erythema and telangiectasia and can have
extra-facial lesions; these are uncommon in
lupus miliaris disseminatus faciei

*  Sarcoidosis can have associated systemic
involvement while lupus miliaris disseminatus
faciei does not

*  Sudden eruption of dome-shaped papules and
nodules in a leprosy patient with resistance to
dapsone having characteristic epidermal Grenz
zone and dermal spindle-shaped histiocytes
characterizes histoid leprosy, whereas lupus
miliaris disseminatus faciei shows perifollicular
epithelioid cell granulomas with Langhans giant
cells and occasionally caseation necrosis.

What are the idiopathic facial granulomatous eruptions
and what are their differentiating features?

The salient differentiating features of idiopathic
facial granulomatous eruptions are outlined in
Table 1.

THERAPEUTIC PARADOX

What is a “therapeutic paradox?”

A “paradox” is defined as a “seemingly absurd or
contradictory statement or proposition which when
investigated may prove to be well founded or true.”

When a drug is given for the treatment of a particular
condition, paradoxically, it is also responsible for the
causation/exacerbation of the condition; this is called
as a “therapeutic paradox.”

Enumerate

dermatology

*  Tumor necrosis factor alpha inhibitor-induced
psoriasis

some “therapeutic paradoxes” in
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Table 1: Salient features of idiopathic facial granulomatous eruptions

Salient features Granulomatous rosacea

Lupus miliaris disseminatus facei Granulomatous

Sarcoidosis
perioral dermatitis

Age

Race and sex

20-50 years Young adults

but both sexes can be affected

Cutaneous Dull red-brown papules on a

lesions background of erythema and
thickened skin

Facial sites Central and lateral areas

Vascular features Less than in rosacea Absent
Extra-facial Uncommon Rare
involvement

Eye affection Blepharitis, conjunctivitis Absent
Systemic disease Not seen Not seen

Spontaneous Not noted Usual (12-24 months)
resolution With pitted scars
Histopathology Large granulomas in the Early lesions show perivascular

superficial and mid dermis
that include a large central
empty space, surrounded
by a layer of neutrophils
and numerous peripheral
histiocytes and lymphocytes

Usually seen in white women, Usually seen in men

Dull reddish-brown papules,
central necrosis can be seen

Central area, particularly on and
around the eyelids

and periappendageal
lymphomononuclear cell infiltration.
Fully developed lesions have rupture in the superficial
of hair follicle and perifollicular
epithelioid cell granulomas with
Langhans type of giant cells
Demodex mites and sometimes Central caseation necrosis is seen

Prepubertal children

Seen in black people of Both sexes affected but
both sexes. Other races mostly in women. Black
have also been affected races are more prone

Young to middle aged

Multiple, discrete, tiny
yellow-brown papules

Micropapules, papules,
nodules and plaques

Around eyes, nose
and the mouth

Mild Absent
May occur Usual

Mimics many patterns

Uveitis, episcleritis,
scleritis, chorioretinitis

Rarely blepharitis

Not seen Usual

Usual (some months Seen in acute disease

to 3 years)

Spongiotic epidermis Naked granulomas

with non-caseating without inflammatory
granulomatous infiltrate  cells within and around
the granulomas and
dermis and perifollicular may be associated with
areas composed systemic involvement
of lymphocytes,

macrophages and

remnants of mites may be seen in 20-100% of the cases while in old giant cells

No caseation seen

lesions there is perifollicular fibrosis

Adapted from Makkar R, Ramesh V. On the diagnosis of facial granulomatous dermatoses of obscure origin. Int J Dermatol 2005;44:606-9

Isotretinoin-induced acne fulminans
Cetirizine-induced urticaria
Chloroquine-induced lichenoid drug eruption
Chloroquine-induced photosensitivity

Topical calcineurin inhibitor-induced rosacea
D-penicillamine-induced pseudoscleroderma
Potassium iodide for erythema nodosum
Clofazimine in erythema dyschromicum
perstans

Allergic contact dermatitis due to steroid moiety
Antileprosy treatment as a trigger for reactions
in leprosy

Antiretroviral therapy and the immunological
boost responsible for immune reconstitution
inflammatory syndrome
Intense pulsed light or
hypertrichosis

Q-switched laser-induced darkening of tattoos.

laser-induced

Enumerate some paradoxes in clinical dermatology

Allergic contact dermatitis due to toslyamide
and formaldehyde induced resins in nail lacquer
may occur on any part accessible to the nails,
but dermatitis is not seen in the periungual area

Oral exposure to nickel (through tap water/
dental braces) may induce tolerance and
reduced severity of the disease

The “photo-hardening” effect of psoralen
and ultraviolet A is utilized in treatment of
photosensitive dermatoses

Paraben and lanolin responsible for contact
dermatitis produce false negative results on
patch tests

Vitamin B12 deficiency causes cutaneous
hyperpigmentation but depigmentation of hair
Development of leukoderma in melanoma
may be seen in advanced stage of the disease
with metastasis. Leukoderma indicates T-cell
mediated immunological response against the
target antigens present on both melanoma cells
as well as normal melanocytes resulting in
melanoma regression and vitiligo

Itching is a consistent symptom in lichen planus,
but paradoxically excoriations are conspicuously
absent as the patient rubs rather than scratches
to gain relief and hence the pathognomonic
lesion morphology and Wickham’s striae are
preserved (Brocq’s phenomenon)
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Trichoscopy Crossword

Identify the condition based on the Trichoscopic clues provided
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Figure 2: Crossword puzzle (identify the condition based on the
trichoscopic clues)

e In cases of co-infection of leprosy and
human immunodeficiency virus, the clinical,
immunological and pathological features are same
even in progressive human immunodeficiency
virus disease and granuloma formation remains
well preserved even with declining T-cell mediated
immunity — the so-called “granuloma paradox.”

Adapted from and for further reading: Adya KA,
Inamdar AC, Palit A. Paradoxes in dermatology. Indian
Dermatol Online ] 2013;4:133-42.

TRICHOSCOPY CROSSWORD

Identify the condition and solve the crossword puzzle
[Figure 2] based on the trichoscopic clues [Box 1].
Answers to the crossword puzzle are provided in
Figure 3 on page 118.

LESER-TRELAT SIGN
What is sign of Leser-Trelat?

The sign of Leser-Trelat is characterized by the sudden
eruption of numerous seborrheic keratoses, often with

Box 1: Clues to crossword puzzle

Across

2. “Three-dimensional” soap bubbles imposed over dark
dystrophic hair is specific for this disorder

3. Comma hair + corkscrew hair + Morse code-like hair are seen
in this condition

4. Tufted hair/dolly hair are seen in this condition

5. Peripilar casts and scales + target “blue-gray dots” are seen in
early phase of this disorder

7. Yellow dots are the most common and most sensitive feature
of this disorder

9. Floppy sock appearance of hair is seen in this syndrome
10. Tiger tail banding is seen in this condition
11. Bamboo appearance of hair is seen in this hair shaft defect

12. Decreased hair density + no perifollicular halo is seen in this
condition

13. Peripilar sign with a brown halo is specific finding seen in the
early stages of this condition

14. Flame-like hair and perifollicular erythema and hemorrhage
are seen in this condition

Down

1. Crawling snake appearance of the hair is seen in this
syndrome

2. Large arborizing vessels with large follicular hyperkeratotic
yellow dots are seen in this condition

6. Nodules on hair shaft with golf-tee-like ends are seen in this
syndrome

8. Regularly bended ribbon sign is seen in this condition

associated pruritus, or a rapid increase in their size
within weeks or months. It is considered a marker of
internal malignancy.

Enumerate the conditions wherein the sign of
Leser-Trelat is found.
This sign has been described with various

malignancies such as stomach cancer, gastrointestinal
adenocarcinoma, lymphoma, leukemia, mycosis
fungoides, Sezary syndrome, breast carcinoma, lung
carcinoma, prostate carcinoma, laryngeal carcinoma
and sarcomas (neurofibrosarcoma). The sign has been
also reported in non-malignant situations as in heart
transplant recipients, erythrodermic pityriasis rubra
pilaris and human immunodeficiency virus infection;
it can also occur in normal persons.

KASABACH-MERRITT SYNDROME

What is Kasabach-Merritt syndrome or Kasabach-
Merritt phenomenon?

Kasabach—-Merritt phenomenon is characterized by
a rapidly enlarging vascular tumor associated with
thrombocytopenia, = microangiopathic  hemolytic
anemia and a consumptive coagulopathy:.
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Which are the tumors associated with Kasabach-Merritt
phenomenon?

Infantile hemangiomas, tufted angiomas, kaposiform
hemangioendotheliomas, hemangiopericytomas and
angiosarcomascanbeassociated with Kasabach—-Merritt
phenomenon. The location of these vascular tumors
may be cutaneous, intrathoracic (mediastinal),
abdominal (retroperitoneal or intrahepatic), pelvic or
skeletal.

When  should one Kasabach-Merritt
phenomenon?

Kasabach-Merritt phenomenon should be suspected
in case of a rapidly enlarging vascular tumor
associated with sudden appearance of ecchymoses
which may extend beyond the margins of the
tumor. There is a woody texture and the overlying
inflammation may appear cellulitic. There is a
bleeding diathesis that may manifest with hematuria,
epistaxis and prolonged bleeding at sites of trauma.
There is thrombocytopenia and activation of
the fibrinolytic system. Due to the disseminated
intravascular coagulation, there is consumption
of clotting factors, low fibrinogen levels, elevated
D-dimers, elevated prothrombin time and activated
partial thromboplastin time.

suspect

What are the treatment options in Kasabach-Merritt
phenomenon?

The treatment options depend on the severity of the
coagulation defect, the site of tumor and the presence
or absence of the physical effects of compression of
surrounding tissues.

Initial conservative management with regular
monitoring of platelets, clotting studies, fibrinogen
and D-dimers should be done. Platelet transfusions
and systemic corticosteroids should initially be
used. Tumor reduction can be done with cytotoxic
therapy, interferons. Surgical treatment (with
pre-embolization) and radiotherapy can be considered
in difficult cases.

EOSINOPHILIC FASCIITIS

What is the synonym of eosinophilic fasciitis?

This scleroderma-like syndrome is also termed as
Shulman’s syndrome. It is an uncommon connective
tissue disease that may mimic and overlap with other
sclerosing disorders such as morphea and lichen
sclerosus.

Viva questions

Enumerate the factors in

fasciitis?

Eosinophilic fasciitis is triggered by various factors:

*  Strenuous exercise and trauma are responsible
in at least 66% of cases which are hypothesized
to induce the antigenicity of the fascia and
subcutis

e Arthropod bites, borreliosis and Mycoplasma
arginini infection may be other triggers

o Drugs such as simvastatin, atorvastatin, ramipril
and phenytoin may be responsible; ingestion of
L-tryptophan may contribute to the eosinophilia
-myalgia syndrome

*  Neoplasia, autoimmune thyroiditis, eosinophilic
colitis, hypercalcemia and amegakaryocytic
thrombocytopenic purpura may be other factors
associated with disease onset.

trigger eosinophilic

Describe the salient features of eosinophilic fasciitis
The characteristic clinical, histological and
investigative findings include:

Clinical

Sudden-onset erythema, edema in the early phase
and symmetrical woody induration of the distal
extremities later are characteristic. There is a
limitation of movement of the feet and hands.
Occasionally, the face or abdomen can be affected
and there may be superficial blistering and
hemorrhage.

Histology

There is dermal sclerosis with inflammation and
fibrosis extending to the subcutaneous tissue
and deep fascia. The fascia is thickened and infiltrated
with lymphocytes, plasma cells, histiocytes and
eosinophils. Immunoglobulin G and C3 deposits can
be demonstrated in the deep fascia. The inflammatory
infiltrate consists of macrophages and predominantly
CD8+ T-cells with eosinophils.

Investigations

Blood eosinophilia (up to 30%) is the predominant
feature in most patients. Erythrocyte sedimentation
rate may be elevated. There may be hyperglobulinemia,
rarely, aplastic anemia and thrombocytopenia may be
seen. Magnetic resonance imaging shows thickened
deep fasciae on T1-weighted sequences and relatively
increased signal intensity greater than that of muscle
on fat-suppressed or fat-saturated T2-weighted
sequences.
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What are the overlapping and differentiating features of
eosinophilic fasciitis and scleroderma?

The differentiation of eosinophilic fasciitis from
deep morphea or overlapping cases with morphea
or scleroderma may be problematic. Overlapping
features of eosinophilic fasciitis and deep morphea are
involvement of subcutaneous tissue, fascia, muscles,
eosinophilia and positive antinuclear antibody and
association with systemic sclerosis.

The features favoring the diagnosis of eosinophilic
fasciitis are venous furrowing, prayer sign, the
absence of sclerodactyly and Raynaud’s phenomenon,
prominent eosinophilia, hypergammaglobulinemia
and the absence of nailfold capillary changes.

What are the treatment options?

Corticosteroids are the mainstay of treatment. Adjuvant
modalities include hydroxychloroquine, methotrexate,
cyclosporine and psoralen and ultraviolet A.

PHOTODYNAMIC THERAPY

What is the mechanism of photodynamic therapy?
Photodynamic therapy involves treatment with
5-aminolevulenic acid and various sources of light.
There is absorption of 5-aminolevulenic acid by the
rapidly proliferating epidermal and dermal cells
and it is metabolized to the active photosensitizer,
protoporphyrin IX, via the heme biosynthesis
pathway. When protoporphyrin IX is activated by
light, photodynamic reactions occur that lead to cell
necrosis, apoptosis and remodulation.

What are the uses of topical photodynamic therapy in
dermatology?

Topical photodynamic therapy with 5-aminolevulinic
acid is a promising therapeutic modality for
proliferative diseases such as actinic keratosis,
Bowen’s disease, in situ squamous cell carcinoma
and superficial basal cell carcinoma. It has also been
used in recalcitrant warts and warts in difficult to
treat sites such as urethral condyloma acuminata.
Photodynamic therapy is also being used in acne and
as a photorejuvenation therapy.

LEOPARD SYNDROME

What are the various clinical types of lentiginosis?
The term lentiginosis is used when there are numerous
or extensive lentigenes, or they have a characteristic

Viva questions

clinical pattern. The various clinical types are:
*  Generalized lentiginosis

*  Eruptive lentiginosis

*  Zosteriform lentiginosis

*  Centrofacial lentiginosis

e LEOPARD syndrome (lentigines,
electrocardiographic =~ abnormalities,  ocular
hypertelorism, pulmonary stenosis,

abnormalities of genitalia, retardation of growth
and deafness of sensorineural type)

*  Peutz-Jeghers syndrome (periorificial lentigines,
intestinal polyposis and soft-tissue malignancy)

*  Cronkhite-Canada syndrome (generalized
gastrointestinal polyposis, cutaneous
hyperpigmentation, hair loss and nail atrophy)

e Carney complex or LAMB syndrome (lentigines,
atrial myxomas, mucocutaneous myxomas and
blue nevi).
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Figure 3: Answer key to crossword puzzle
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