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INTRODUCTION

Pemphigoid gestationis (herpes gestationis) is a rare 
devastating autoimmune bullous dermatoses occurring 
in approximately one in 50,000 pregnancies [1-3]. It 
usually presents during the second or third trimester, 
but it may be present at any stage of pregnancy or the 
puerperium [3]. Classically, pemphigoid gestationis 
(PG) is characterized by pruritic, urticarial plaques 
and tense vesicles and blisters within the lesions [4]. 
The periumbilical site is usually the first area involved. 
Pruritus is a prominent symptom associated with the 
onset of disease [3]. Blister formation is due to a complex 
mechanism involving Th2 lymphocytes, cytokines and 
polymorphonuclear cells [5]. In routine histological 
examination a subepidermal vesicle detected [6].

The purpose of this study was to demonstrate the 
demographic data, clinicopathologic features and 
therapeutic outcome of the patients with PG in 
Moroccan population.

MATERIALS AND METHODS

We present a monocentric prospective study 
conducted in the dermatology department of 
Hassan II University Hospital in Fez over a period 
of five years, from January 2010 to December 2015. 
Demographic data, clinical manifestation including 
the time of disease onset, site of lesions, and frequency 
in multigravida and primigravida and treatment 
modalities were analyzed.

Ethics Statement

All procedures followed were in accordance with the 
ethical standards of the responsible committee on 
human experimentation (institutional and national) 
and with the Helsinki Declaration of 1975, as revised 
in 2008.

Informed consent was obtained from all patients for 
being included in the study.

ABSTRACT

Introduction: Pemphigoid gestationis (PG) is a rare autoimmune skin disorder that occurs during pregnancy. 
Materials and Methods: Prospective study including all cases of PG diagnosed between 2010 and 2015. Results: We 
reported 16 patients: 12 multiparous and 4 primiparous, the average age was 30.43 years. The onset of the disease 
was done in 43.75% of cases at 3 trimester, and 25% of the 2 trimester with three cases of early post partum and post 
abortum cases. All patients had urticarial papules, vesicule were found in 85.7%. The beginning was done in peri-
umbilical 62.5%. Histology objectified in all cases a sub epidermal detachment, and the IFD performed in 8 cases, 
objectified in 6 patients a linear deposit of C3 along the dermoepidermal junction. All patients were treated with 
Bethametasone at 30 g/d with a progressive degression over several months. Concerning the fetal prognosis we found 
two cases of prematurity, and one case of fetal death. One patient had a choriocarcinoma complicated molar pregnancy.
Conclusion: All our patients evolved well under topical corticosteroids of very strong class, even with extensive lesions, 
so suggesting their first-line use, avoiding the recourse to the oral corticotherapy.

Key words: Autoimmune bullous dermatosis; Pregnancy; Topical steroids
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RESULTS

On this 5-year period from 2010 to 2015, we collected 
16 cases of PG. These are summarized in the Table 1.

Sixteen patients with PG were diagnosed in our 
department between January 2010 and December 2015. 
The patients age ranged from 17 to 49 years (mean 
30,43 years).

Twelve out of the 16 cases were multigravida and 4 cases 
were primigravida.

The onset of the disease was reported in the third 
trimester of pregnancy in 43,75% and in the second 
trimester of pregnancy in 25% but three patients had 
a flare up of disease during the postpartum and one 
out of cases in postabortum period.

The main complaint of the patients was itching. The 
lesions started from abdomen especially periumblical 
area in eleven cases, lower extremities in two patients 
and upper extremities in three cases.

Mucosal involvement was not seen but facial lesions 
detected in two patients.

The clinical appearance of the lesions was urticarial 
plaques and vesicules in 85.7% and target lesions and 
pustules in 37.5% (Fig. 1).

Histological examination revealed subepidermal 
blistering with inflammatory lymphohistiocytic and 
eosinophilic infiltrations in all cases (Fig. 2).

Direct immunofluorescence released in 8 cases and 
showed a linear deposition of the third component of 
the complement along the basement membrane zone 
in six cases. (Fig. 3).

One patient was discovered as having hypercalcimia 
secondary to primary hyperparathyroidism.

All patients were treated with bethametasone at 30 g/day 
with a progressive degression over several months. No 
exacerbation postpartum was observed, with only one 
case of recurrence during subsequent pregnancy.

Table 1: Summary table of 16 observations
case Age Obstetric 

history
The onset 

of the 
disease

site of the 
onset

Histopathology DIF Treatment Newborn

1 17 MG 3T Periumbilical Subepidermal bulla, lymphohistiocytic and eosinophilic 
infiltrations

C3 TS Healthy 

2 27 MG After delivery Periumbilical Subepidermal bulla, lymphohistiocytic and eosinophilic 
infiltrations

C3 TS Healthy

3 37 MG 1T Limbs Subepidermal bulla, lymphohistiocytic and eosinophilic 
infiltrations

Negative TS Healthy

4 32 MG 2T Periumbilical Subepidermal bulla, lymphohistiocytic and eosinophilic 
infiltrations

C3 TS fetal death in 
utero

5 28 MG 2 Limbs Subepidermal bulla, lymphohistiocytic and eosinophilic 
infiltrations

C3 TS UN

6 32 MG Post‑aborum Periumbilical Subepidermal bulla, lymphohistiocytic and eosinophilic 
infiltrations

C3 TS UN

7 24 PG 3T Periumbilical Subepidermal bulla, lymphohistiocytic and eosinophilic 
infiltrations

ND TS Choriocarcinoma

8 30 MG 2T Periumbilical Subepidermal bulla, lymphohistiocytic and eosinophilic 
infiltrations

Negative TS fetal death in 
utero

9 33 MG 3T Periumbilical Subepidermal bulla, lymphohistiocytic and eosinophilic 
infiltrations

C3 TS Healthy

10 42 MG 3 Periumbilical Subepidermal bulla, lymphohistiocytic and eosinophilic 
infiltrations

Negative TS UN

11 49 MG After delivery Limbs Subepidermal bulla, lymphohistiocytic and eosinophilic 
infiltrations

ND TS Healthy

12 36 MG 2T Periumbilical Subepidermal bulla, lymphohistiocytic and eosinophilic 
infiltrations

ND TS Premature twins 

13 26 MG After delivery Limbs Subepidermal bulla, lymphohistiocytic and eosinophilic 
infiltrations

ND TS Healthy 

14 26 PG 3T Limbs Subepidermal bulla, lymphohistiocytic and eosinophilic 
infiltrations

ND TS Premature

15 25 PG 3T Periumbilical Subepidermal bulla, lymphohistiocytic and eosinophilic 
infiltrations

ND TS Healthy

16 30 MG 2T Periumbilical Subepidermal bulla, lymphohistiocytic and eosinophilic 
infiltrations

ND TS UN

DIF: Direct immunofluorescence, MG: Multigravidae, PG: Primigravidae, 2T: Second trimester, 3T: Third trimester, ND: Not done, TS: Topical steroid, UN: Unknown
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Concerning the fetal prognosis we found two cases of 
prematurity, and one case of fetal death. One patient 
had a choriocarcinoma complicated molar pregnancy.

DISCUSSION

Pemphigoid gestationis (PG) is intensely pruritic and 
a rare autoimmune vesiculobullous dermatosis of 

pregnancy closely related to the pemphigoid group of 
blistering disorders, with an incidence of 1:50,000 to 
60,000 pregnancies [7-9]. Synonyms for PG include 
herpes gestationis, dermatitis multiformis gestationis, 
and gestational pemphigoid. The dermatosis was 
originally named “herpes gestationis” by Milton in 
1872 [8]. On the basis of the morphologic herpetiform 
feature of the blisters; however, the name was revised 
to PG, because PG is not related to or associated with 
any active or prior herpes virus infection [7].

The onset of symptoms is usually during the second 
trimester of pregnancy. However, an earlier or later 
start may be observed. The cases of PG in postpartum 
were also observed [10]. In our study, the disease most 
commonly started in the third trimester of pregnancy. 
PG usually begins with intense itchy erythematous 
urticarial papules and plaques surrounding the 
umbilicus. The lesions quickly spread to the abdomen, 
back, chest and extremities, mucosal surfaces, palms, 
and soles of the feet with habitual respect of the 
face [11,12]. In our series we noticed the involvement 
of the face in two cases.

Results of routine laboratory test are usually within 
normal reference ranges. Only the blood eosinophilia is 
suggestive [7]. In our series one patient was discovered 
as having hypercalcimia secondary to primary 
hyperparathyroidism.

Microscopically, the presence of a subepidermal bulla 
with a prominent eosinophilic infiltrate may be highly 
suggestive of PG. Other histologic findings included 
dermal edema, mild perivascular inflammation with 
eosinophils, focal spongiosis, and epidermal ulceration. 
The histopathologic features of PG may vary greatly 
depending on the timing of the biopsy and the nature 
of the primary lesion [13-15]. Therefore, in many 
PG patients, nondiagnostic histologic findings are 
expected. Confirmation of the diagnosis depends on 
additional laboratory studies [16,17].

The diagnosis must be confirmed by direct 
immunofluorescence examination of a snap-frozen 
perilesional skin biopsy reveals the linear accumulation 
of complement C3 in the basement membrane zone 
at the interface of the epidermis and dermis. Linear 
IgG positivity is also detected in about 25-50% of the 
samples, but it is not a criterion for the diagnosis [18-20].

Evolution is cyclical with lesions disappear within 
weeks or months after delivery and recurrence in 

Figure 1: Pemphigoid gestationis (Plaques and blisters) involving the 
abdomen in 2nd trimeste.

Figure 2: Case of pemphigoid gestationisshows subepidermal blister.

Figure 3: Linear positivity of C3 in basement membrane.
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subsequent pregnancies, or sometimes minima during 
menstruation, during ovulation or during the combined 
hormonal outlet [21]. Exacerbation in immediate 
postpartum period is noted in 50 to 75 percent. 
100 cases in the literature [22,23] and occurs in 
12 to 48 first hours after birth. It was not found in our 
series. Recurrence is the rule in subsequent pregnancies 
with more severe and early lesions. However, cases of 
subsequent pregnancies free of PG outbreaks have been 
reported [10].

The risk of preterm birth and fetal growth restriction 
is greater in PG pregnancies compared to normal 
population [24,25]. The pregnancy risks of PG are 
thought to be associated with mild placental failure 
caused by BP180 antibodies [25,26]. In addition 
to accumulation of C3 complement and IgG, mild 
villitis and collections of immature fibrotic villi 
have been observed in histologic examinations 
of PG placentas [27]. Antibody concentrations 
do not as such correlate with the occurrence of 
pregnancy complications, and no association has 
been demonstrated between cortisone treatment 
and PG pregnancy complications [25]. No follow-up 
guidelines for pregnancies complicated by PG have 
been published, most likely due to the rarity of the 
condition.

Treatment with corticosteroids is effective in most 
cases and seems not to have side effects on the fetus. 
Severe forms most often require systemic corticosteroid 
therapy at a dose of 0.5 to 1 mg/kg/day [10].

Pauci bullous forms and/or little extended usually 
respond to topical steroids based on very strong activity 
dermocorticoids class I [28].

The dapsone may have beneficial effects in combination 
with corticosteroid treatment and can be prescribed 
during pregnancy at a dose of 100 to 200 mg/d. [10]

From our study, we particularly emphasize the 
efficiency of class I corticosteroids in the treatment of 
PG. We believe that, as in bullous pemphigoid [29] 
class I topical corticosteroids could be used as first-
line to reduce the side effects of corticosteroids while 
maintaining excellent efficiency.

Finally, we emphasize the fact that the pregnancy of 
a woman reached with PG should be considered an 
at-risk pregnancy: obstetric ultrasounds must be of 
good quality to detect intrauterine growth retardation, 

the patient should be followed in center capable of 
managing premature labor and the newborn should be 
cared for in a neonatal department.

CONCLUSION

PG is a rare skin disorder in pregnancy. The severe 
itching and blistering caused by the disease can be 
quite debilitating. The diagnosis of PG is made in a 
specialized care setting at a dermatology department. 
Since PG is associated with a risk of prematurity and 
fetal growth restriction, pregnancy monitoring by an 
obstetrician is recommended. Mothers with PG should 
be informed of the natural course of the disease, good 
fetal prognosis, the possibility of relapses after delivery, 
and the risk of relapses in subsequent pregnancies and 
with hormonal contraception.
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INTRODUCTION

The US Department of Housing and Urban 
Development estimates over half a million individuals 
are homeless in the United States [1]. Individuals 
experiencing homelessness face many threats to their 
health, and skin-related issues are among the most 
common health-care complaints in this population [2]. 
Lack of stable housing puts individuals at risk for skin 
problems associated with exposure to the elements, 
difficulties with personal hygiene and access to bathing, 
and crowded conditions. Co-morbid substance use and 
mental illness also negatively impact skin health [3], 
and together with stigma and distrust of the health 
care system, may lead to delays in seeking care [4]. One 
study conducted in a cohort of homeless individuals 
found that nearly 60% had not seen a physician in the 
past five years [5]. Dermatologic diseases often have 
psychological and functional consequences [6] and may 
further marginalize an already vulnerable individual.

While there is extensive literature supporting the 
negative impact dermatologic conditions have 
on quality of life [7], and the negative impact of 
homelessness on general health [8], few studies have 
assessed the prevalence of skin disease in homeless 
populations. A 1999 survey of 142 homeless men 
in a Boston shelter who volunteered for a free skin 
examination identified tinea pedis, pitted keratolysis 
of the feet, traumatic injuries, toenail onychomycosis, 
acne vulgaris, and seborrheic dermatitis as the most 
common skin conditions [9]. However, the authors 
noted that a majority of sheltered homeless individuals 
had normal exam findings, which they attributed to care 
provided by the shelter. A 2005 cross-sectional study 
of skin infections in a French shelter found bacterial 
infections secondary to pruritus and scratching, body-
lice infestations, folliculitis, tinea pedis, scabies, and 
impetigo more frequently in the homeless population 
when compared with a housed control population [10]. 
A 2012 retrospective review of charts from 82 patients 

ABSTRACT

This study aimed to survey the range of skin disorders diagnosed at a San Francisco clinic based in a temporary homeless 
shelter. We retrospectively reviewed 254 charts documenting encounters from 2011-2015 and collected demographic 
and historical data, along with skin disease morphology and location, clinical diagnosis, and recommended therapies. 
Of 254 charts reviewed, 136 (53.3%) recorded a dermatologic complaint. Diagnostic categories from most to least 
prevalent were inflammatory dermatoses, superficial fungal infections, wounds and trauma, infestations, bacterial 
infections, neoplasms, and viral infections. The most prevalent body location of the skin complaint was the lower 
extremity. The high prevalence of dermatologic disease underscores the importance of expanding dermatologic care 
for unhoused individuals. Many of the cutaneous diseases were preventable or treatable with low-cost interventions. 
The frequency of skin conditions affecting the lower extremity suggests that a foot and leg exam should be routine in 
clinical encounters with homeless patients.
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(22 homeless) seen in a referral-based, volunteer-run 
dermatology clinic in Venice, California, noted a higher 
rate of malignant and pre-malignant neoplasms among 
homeless compared with housed individuals. This 
small study found no statistically significant difference 
in infectious and non-infectious dermatoses when 
comparing housed and homeless patients [11].

In summary, little work has been done to determine 
the prevalence of skin disease in sheltered homeless 
populations. We sought to add to the literature by 
surveying symptomatic skin disease in a sample of 
homeless persons seeking medical care at a shelter-based 
clinic in San Francisco.

METHODS

We performed a retrospective chart review of patients 
seen at the University of California, (UCSF) Student-
Run Clinic at the Multi Service Center (MSC)-South 
Homeless Shelter in San Francisco. Two types of 
clinics conducted at the shelter were included in this 
study. A general medicine clinic is held two evenings 
each week throughout the year, and a dermatology 
clinic is held on a different evening every other week. 
Approximately 10-12 adult patients are seen during 
each clinic. Either an internal medicine or family 
medicine resident or attending physician supervises the 
general medicine clinic. Either a dermatology resident 
or attending physician supervises the dermatology 
clinic. Medical students walk through the shelter and 
actively recruit patients for both the dermatology 
clinic and general medicine clinic. Shelter residents are 
selected for the dermatology clinic by medical students 
inquiring, “Would you like to see a skin doctor?” All 
care providers at the clinic are volunteers.

Progress notes are written by medical students, attested 
by a licensed physician, and stored in a locked file 
cabinet. Admixed notes from both the general clinic 
and the dermatology clinic are filed by patient name in 
alphabetical order. The notes are not labeled by clinic 
type; thus notes from both the general medicine and 
dermatology clinics were reviewed.

Patient encounters from 2011-2015 were evaluated 
for inclusion in the study. All notes with dermatologic 
diagnoses from patients with last names beginning with 
the letters “A” and “B” were assessed in order to estimate 
the frequency of skin diagnoses in the progress notes. 
Subsequently, every tenth note from patients with 
names starting with letters “C” to “Z,” was evaluated. 

If the tenth note did not have a skin related complaint, 
then another group of ten notes was counted until a 
note with a dermatologic diagnosis was found.

Patients were included in the study if the following 
conditions were met in the encounter note: a 
dermatologic complaint or diagnosis was documented, 
and age, gender, and date of service were recorded. 
Patients with more than one encounter for a single 
occurrence of a diagnosis were only included once in the 
survey. If the patient presented later with an additional 
complaint, then this counted as a second encounter and 
diagnosis. Additional data collected from the charts 
when available included: ethnicity, chief complaint, 
illicit drug use, history of present illness, past 
medical history, lesion morphology and location, and 
treatments/interventions. Each patient included in 
the study was assigned a unique patient identification 
number, which was marked on their charts. The key 
linking ID to patient name was stored in accordance 
with Health Insurance Portability and Accountability 
Act (HIPAA) regulations, and was destroyed at the end 
of the study. Due to the high number of patients lost 
to follow-up, and the high number of patients with 
outdated or missing contact information, it was not 
practical to obtain informed consent from patients, 
and patients were not contacted for follow-up. After 
collection, these data were evaluated to determine the 
most common diagnoses. The study was approved by 
the Committee for Human Research at UCSF.

RESULTS

Dermatologic Diagnoses

Of the 423 charts reviewed, 169 charts were associated 
with clinic visits solely for placement or reading of 
tuberculin skin tests and were excluded from the 
study. The remaining 254 charts were evaluated for 
inclusion. Over half of the 254 remaining charts were 
associated with visits to the clinic for dermatological 
complaints or visits resulting in dermatologic diagnoses 
(n=136, 53.5%). Some patients included had multiple 
encounters for different skin-related complaints, 
resulting in 136 dermatology diagnoses in a total of 
100 patients.

Demographics

Ages ranged from 19 to 78, with the mean patient age 
being 48.7 years. Of the 100 patients, 74 identified 
as male, 25 identified as female, and one patient 
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identified as male to female transgender. A significant 
number of notes did not document ethnicity (n=43). 
Of the encounters with ethnicity recorded, the most 
common was “White” (n=26) and “Black” (n=17), 
and the least common was “Native American” (n=2) 
and “Asian” (n=2).

Dermatologic Diagnoses and Location

We grouped diagnoses into the following etiologic 
classes: inflammatory dermatoses (n=36), superficial 
fungal infections (n=34), wounds and trauma 
(n=26), infestations (n=19), bacterial infections 
(n=18), neoplasms (n=6), and viral infections (n=3). 
Miscellaneous conditions (n=20) were used to 
categorize diagnoses not included in other etiologic 
classes. Tinea pedis (n=22) was the most common 
diagnosis. Other common diagnoses were xerosis (12), 
lichen simplex chronicus (9), abscesses (n=9), 
lacerations (8) and arthropod bites (7). No premalignant 
or malignant neoplasms were diagnosed in the patient 
cohort (Table 1). The most common body site for any 
diagnosis was the lower extremity (n=49, 47.1%). The 
second most common site was the upper extremity 
(Table 2).

Interventions

Topical steroids were the most commonly administered 
medications followed by topical antifungals and 
emollients. Personal care items including socks, 
bandages, and sunscreen were also frequently dispensed. 
Oral antibiotics and analgesics were least frequently 
used (Table 3).

CONCLUSIONS

Our data agree with the existing literature that 
dermatologic care is an important dimension of 
healthcare for underserved and unhoused populations. 
More than half of patients receiving medical care in 
our homeless clinic had dermatologic complaints or 
diagnoses. Similar to previous studies, our study suggests 
that infections, particularly superficial fungal infections, 
are very common, as are inflammatory dermatoses and 
wounds/trauma. Compared to the study by Grossberg 
et al. from southern California, where actinic keratosis 
and skin cancers made up 25% of the diagnoses; no 
skin cancers were identified in the charts we surveyed. 
There are several possible reasons for this finding. 

Table 1: Diagnoses grouped by etiologic class. Some subjects received multiple diagnoses

Etiologic class # of cases (%) Diagnoses 
Inflammatory dermatoses 36 (22.2) Lichen simplex chronicus (9) Contact dermatitis (3)

Psoriasis (7) Actinic prurigo (1)
Atopic dermatitis (5) Cystic acne (1)
Dermatitis, unspecified (4) Hidradenitits suppurativa (1)
Seborrheic dermatitis (4) Opiate‑induced pruritis (1)

Superficial fungal infections 34 (21.0) Tinea pedis (22) Tinea barbae (1)
Onychomycosis (8) Tinea cruris (1)
Cutaneous candidiasis (2)  

Wounds and trauma 26 (16.0) Lacerations (8) Anogenital fissure (2)
Surgical wounds (4) Callus (1)
Abrasions (3) Diabetic ulcer (1)
Blisters (3) Nail hematoma (1)
Ulcer, unspecified (3)  

Miscellaneous 20 (12.3) Xerosis (12) Edema (1)
Nail dystrophism (2) Lymphadenopathy (1)
Painful rash, unspecified (2) Sunburn (1)
Blistering rash, unspecified (1)  

Infestations 19 (11.7) Arthropod bite (7) Pediculosis capitis (2)
Scabies (5) Bed bugs (1)
Pediculosis corporis (3) Pediculosis pubis (1)

Bacterial infections 18 (11.1) Abscess (9) Folliculitis (2)
Cellulitis (6) Soft tissue infection, 

unspecified (1)
Neoplasms 6 (3.7) Unspecified (2) Intradermal nevus (1)

Angiofibroma (1) Lipoma (1)
Cherry angioma (1)  

Viral Infections 3 (1.9) Herpes labialis (1) Plantar warts (1)
Herpes zoster (1)  

Total 162   
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First, over half of patients with an ethnicity recorded 
were not identified as Caucasian, compared with 27% 
of the homeless patients in the southern California 
study [11]. Skin cancer is less prevalent in darker-
skinned populations, although it is a frequently missed 
diagnosis [12]. Additionally, most patient encounters in 
our study included complaints of acute pain or pruritus 
(n=118, 86.7%), which indicates that patients most 
often seek medical treatment at the clinic for relief of 
discomfort. Actinic keratosis and early-stage skin cancers 
are frequently asymptomatic and therefore patients 
may not request evaluation. The southern California 
study included only patients who were referred to the 
dermatology clinic, and thus these referrals may have led 
to a bias in the number of skin cancers detected [11].

Dermatologic complaints of the lower extremity were 
common in this study. These findings are consistent 
with other published studies: for example, unhoused 
injured patients presenting to the ED most commonly 
have lower extremity injuries, whereas housed injured 
patients presenting to the ED most commonly have 
upper extremity injuries [13]. In particular, tinea 
pedis and chronic wounds were common diagnoses. 
Homeless individuals often have ill-fitting shoes, 
difficulty performing foot and nail hygiene, and spend 
disproportionate time sitting, standing or walking, with 
resulting venous stasis. This combined with common 
comorbidities in the homeless such as neuropathy 
secondary to alcohol or diabetes and ischemia from 
arteriosclerosis may predispose to infections and poor 
wound healing [14,15].

There are several limitations to this study. First, 
homeless populations in different parts of the country 
face differing climate conditions, local infections, 
and may have differing ethnic and sociodemographic 
elements, limiting generalizability. A second limitation 
is that all diagnoses were made visually at the clinic. 
Due to limited resources, biopsies, KOH microscopy 
for tinea, bacterial and fungal culture, and other 
simple diagnostic tools were not available. This 
could have resulted in some misclassification of the 
dermatologic conditions seen, particularly during 
clinics without a dermatologist present. Third, and 
perhaps the largest limitation of our study, is that it 
was done retrospectively, and exams were complaint-
focused, rather than full-body skin exams. Full skin 
exams are rarely conducted at the clinic, due in part 
to the relative lack of privacy at the homeless shelter. 
Therefore, additional diagnoses may have been missed, 
particularly actinic keratosis and skin cancers, which 
may not be associated with pain, itch, or functional 
impairment. Finally, the prevalence of skin diagnoses 
in our population may be artificially high, as the 
twice-a-month dermatology clinic providers actively 
seek out patients with skin complaints from among 
the homeless shelter clients.

By understanding skin diseases common in this 
population, shelter-based clinics can better serve 
unhoused individuals by focusing resources on services 
that more closely meet their needs. In fact, simple and 
inexpensive interventions for dermatologic problems 
based on prevalence data from homeless populations 

Table 2: Distribution of the six most frequent diagnostic categories by body site, excluding arthropod bites.  Some patients had primary lesions 
distributed over multiple locations

Diagnosis Lower extremity (n=49) Upper extremity (n=25) Trunk (n=11) Head (n=11) Other (n=8)
Injuries (n=21) 7 6 1 4 3
Chronic wounds (n=8) 6 1 0 0 1
Cellulitis (n=7) 4 3 0 0 0
Abscesses (n=9) 5 4 0 0 0
Dermatitis (n=15) 2 1 7 4 1
Fungal infections (n=44) 25 10 3 3 3

Table 3: Medications and personal care items dispensed

Intervention Units dispensed (n) Specific medications/items
Steroids (topical) 31 1% Hydrocortisone (n=15), 0.1% triamcinolone (n=15), taclonex (n=1)
Antifungals (topical) 30 Clotrimazole (n=19), tolnaftate (n=10), nystatin (n=1)
Emollients 16 Lotion (n=10), absorbase (n=3), calamine lotion (n=2), zinc cream (n=1)
Personal care items 12 Socks (n=8), bandaids (n=3), sunscreen (n=1)
Anti parasitics (topical) 9 Permethrin cream 
Antibiotics (topical) 8 Triple antibiotic cream
Antihistamines (oral) 8 Diphenhydramine
Antibiotics (oral) 6 Doxycycline (n=4), cephalexin (n=2)
Analgesia 5 Ibuprofen (n=2), acetaminophen (n=3)
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may be used to broadly improve the quality and 
availability of dermatologic services designed to reach 
these patients. Providers caring for the homeless may 
use this study as a guide in selecting dermatologic 
medications and supplies to offer at shelters and 
homeless clinics. In addition, given the high prevalence 
of skin disorders affecting the lower extremity, foot 
care should be a focus of health programs for these 
individuals, and shoes should be removed and lower 
extremities examined at every medical visit.
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ABSTRACT

Background: Severe forms of psoriasis can be life-threatening for patients. Our objective was to determine the 
epidemiological, clinical, therapeutic aspects and outcome of severe forms of psoriasis. Methodology: A 18 years 
retrospective study conducted in the department of Dermatology at Le Dantec hospital listed all the severe forms of 
psoriasis. Results: We have collected 102 cases of severe forms. The sex ratio was 1.55 and the average age of 47 years. 
The family histories of psoriasis were reported in 5 patients. Arterial hypertension was noted in 10 patients, diabetes 
in 4 patients and obesity in 6 patients. Smoking and alcoholism were found respectively in 10 cases and 7 cases. The 
average duration of the lesions was 2 years. Phytotherapy was reported in 62 patients (62%). Pruritus was present in 
86 patients (84%). The clinical forms of psoriasis were: erythroderma in 76 cases (74.5%), psoriatic arthritis in 14 cases 
(13.7%) and a pustular form in 12 cases (11%). HIV serology was positive in 12 patients. All patients had received 
a treatment with topical corticosteroids and emollients. Methotrexate was initiated in 57 patients and retinoids in 
27 cases. The outcome was favorable in 67 patients (65%). We recorded 6 deaths (6%). Conclusion: The large use of 
oral phytotherapy medicines and inappropriate treatment precipitated or speeded up the occurrence of severe forms 
of psoriasis among our patients.

Key words: Psoriasis; Severe forms; Black skin; Senegal
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RÉSUMÉ

Introduction: Le psoriasis comporte des formes graves qui peuvent engager le pronostic vital. Notre objectif était 
de déterminer les aspects épidémiologiques, cliniques, thérapeutiques et évolutifs des formes graves de psoriasis. 
Méthodologie: Une étude rétrospective d’une durée de 18 ans réalisée au service de Dermatologie de l’hôpital le 
Dantec recensait toutes les formes graves de psoriasis. Résultats: Nous avons colligé 102 cas de formes graves. Le sex-
ratio était de 1.55 et l’âge moyen de 47 ans. Les antécédents de psoriasis familiaux étaient rapportés chez 5 malades. 
L’hypertension artérielle était notée chez 10 malades, le diabète chez 4 malades et l’obésité chez 6 malades. Le tabagisme 
et l’éthylisme étaient retrouvés respectivement dans 10 cas et 7 cas. La durée d’évolution moyenne des lésions était de 
2 ans. Une phytothérapie était rapportée chez 62 patients (62%). Le prurit était présent chez 86 malades (84%). Les 
formes cliniques de psoriasis étaient; une érythrodermie dans 76 cas (74,5%), une forme arthropathique dans 14 cas 
(13,7%) et une forme pustuleuse dans 12 cas (11%). La sérologie VIH était positive chez 12 malades. Tous les malades 
avaient reçu un traitement par dermocorticoïdes et émollients. Le méthotrexate était instauré chez 57 malades et 
les rétinoïdes dans 27 cas. L’évolution était favorable chez 67 malades (65%). Nous avions enregistré 6 décès (6%).
Conclusion: La large utilisation de la phytothérapie orale et les traitements intempestifs et inappropriés ont précipité 
à la survenue de formes graves de psoriasis chez nos malades.

Mots clés: Psoriasis; Formes graves; Peaux pigmentées; Sénégal
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INTRODUCTION

Considéré comme une maladie inflammatoire 
généralement bénigne à grand impact psychosocial, 
le psoriasis comporte certaines formes graves 
notamment la forme érythrodermique, arthropathique 
et pustuleuse. Ces dernières peuvent engager le 
pronostic vital de par leurs complications infectieuses, 
hydro électrolytiques [1]. En outre, l’association avec 
le syndrome métabolique et l’infection à VIH peuvent 
aggraver ce pronostic. En Afrique sub saharienne, les 
études portant exclusivement sur les formes graves 
de psoriasis sont rares. L’objectif de notre étude était 

de déterminer le profil épidémiologique, clinique, 
thérapeutique et évolutif des formes graves de psoriasis 
à la Clinique dermatologique de l’hôpital Aristide Le 
Dantec.

MATERIALS AND METHODS

Une étude rétrospective d’une durée de 18 ans 
(1997-2014) était réalisée au service de Dermatologie 
de l’hôpital le Dantec de Dakar qui constitue l’un des 
services de référence en Dermatologie au Sénégal. Les 
données épidémiologiques, cliniques, thérapeutiques et 
évolutives ont été recueillies à l’aide d’un questionnaire. 
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Le diagnostic de psoriasis érythrodermique était basé 
sur des lésions érythémato-squameuses à squames 
épaisses avec un érythème vif sur peau pigmentée, 
confirmé ou non par l’histopathologie cutanée. Pour 
la forme pustuleuse de Von Zombusch, il s’agit de 
lésions pustuleuses disséminées disposées en lac avec 
une confirmation histologique. Enfin pour le psoriasis 
arthropathique, le diagnostic reposait sur les critères de 
Vasey et espinoza [2].

Etaient considérées comme psoriasis graves les formes 
érythrodermique, arthropathique et pustuleuse de 
Von Zombuch. Etaient exclus tous les malades dont 
les dossiers sont incomplets. La recherche de co-
morbidité a été réalisée chez certains patients à savoir 
un syndrome métabolique et une sérologie rétrovirale. 
Nous avons inclus tous les malades présentant une 
forme grave durant cette période d’étude. Les données 
statistiques étaient saisies et analysées par le logiciel 
EPI-Info version 6.0. Les tests de chi deux étaient 
utilisés pour comparer les proportions avec un seuil de 
significativité de p < 0,05.

RESULTS

Nous avons colligé 120 cas de formes graves mais 
seuls 102 dossiers étaient exploitables. Le nombre 
total de psoriasis toutes formes confondues était 
de 327 cas soit une fréquence de 31%. Tous les 
malades étaient de phototype VI et ils étaient tous 
hospitalisés. Ils se répartissaient en 62 hommes pour 
40 femmes soit un sex-ratio de 1.55. L’âge moyen était 
de 47 ans avec des extrêmes de 10 ans et 80 ans. Les 
antécédents de psoriasis familiaux étaient rapportés 
chez 5 malades. L’hypertension artérielle était notée 
chez 10 malades, le diabète chez 4 malades et l’obésité 
chez 6 malades. Le tabagisme et l’éthylisme étaient 
retrouvés respectivement dans 10 cas et 7 cas. La 
pratique de la dépigmentation par les dermocorticoïdes 
était rapportée chez 10 malades. La durée d’évolution 
moyenne des lésions était de 2 ans avec des extrêmes 
de 15 jours à 10 ans. Le psoriasis grave était inaugural 
chez 10 malades. Une phytothérapie orale et locale 
à base de plante traditionnelle était rapportée chez 
62 patients soit une fréquence de 62%. Les traitements 
entrepris avant la consultation chez le dermatologue 
étaient la pénicilline G retard (Extencilline) dans 
20 cas (19%), la corticothérapie par voie générale dans 
15 cas et le cotrimoxazole dans 4 cas. Le prurit était 
présent chez 86 malades soit une fréquence de 84% et 
il existait une association statistiquement significative 

entre l’existence d’un prurit et la prise de médicaments 
traditionnels (p: 0,025 odd ratio: 2,55 IC 95%). Les 
formes cliniques de psoriasis étaient les suivantes: une 
érythrodermie (Fig. 1) dans 76 cas (74,5%), une forme 
arthropathique (Fig. 2a and b) dans 14 cas (13,7%) et 
une forme pustuleuse (Fig. 3a and b) dans 12 cas (11%). 
Quant à la forme arthropathique, l’atteinte articulaire 
précédait les manifestations dermatologiques dans 
11cas avec un délai moyen de 3 ans. L’histopathologie 
cutanée réalisée dans 22 cas, était contributive au 
diagnostic de psoriasis. A la biologie une élévation 
des lipides était notée chez 7 malades. Les facteurs 
rhumatoïdes réalisés chez 6 malades sont négatifs. La 
sérologie VIH était positive chez 12 malades dont 9 cas 
de formes érythrodermiques (11%), 2 cas de formes 
arthropathique (14%) et 1 cas de forme pustuleuse. 

Figure 1: Psoriasis érythrodermique (collection HALD).

Figure 2: (a and b) Psoriasis arthropathique (collection HALD).

a b

Figure 3: (a and b) Psoriasis pustuleux (collection HALD).

a b
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Le profil VIH type 1 était prédominant, noté dans 11 
cas et tous les malades avaient un taux de CD4 initial 
inférieur à 350/mm3.

Concernant la forme arthropathique, la radiographie 
des mains réalisée dans 5 cas, avait objectivé une 
déminéralisation en bande des métaphyses et un 
pincement des inters phalangiens distaux chez 
3 patients malades. 0n notait des ostéophytes 
vertébraux chez un malade.

Tous les malades avaient reçu un traitement par 
dermocorticoïdes et émollients. Les antihistaminiques 
étaient prescrits chez tous les malades présentant un 
prurit. Le méthotrexate était institué chez 57 malades 
(55%) et les rétinoïdes dans 27 cas (26%). Un 
traitement antirétroviral était prescrit chez tous les 
malades présentant une forme associée à l’infection 
par le VIH. L’évolution était favorable chez 67 malades 
(65%) avec un blanchiment quasi complet des lésions 
après un délai moyen de 8 mois. Une récidive était 
rapportée chez 12 malades et 27 malades étaient perdus 
de vue. Nous avions enregistré 6 décès (6%) suite aux 
complications infectieuses.

DISCUSSION

Cette étude nous a permis de préciser les aspects 
épidémiologiques, cliniques, thérapeutiques et 
évolutifs du psoriasis sur peaux pigmentées à la 
Clinique dermatologique de l’hôpital Aristide Le 
Dantec. Sur le plan épidémiologique, les formes graves 
de psoriasis étaient fréquentes puisque représentaient 
31% des psoriasis toute forme confondue. Cette 
fréquence élevée, pourrait être expliquée d’une part par 
l’utilisation inappropriée de certaines thérapeutiques 
telles que la pénicilline retard ou la corticothérapie orale 
dont ses effets délétères sur le psoriasis sont clairement 
établis [3]. D’autre part la forte utilisation des 
plantes médicinales traditionnelles chez nos malades 
constituerait des facteurs déclenchant ou précipitant 
l’évolution vers une forme grave de psoriasis [4]. 
En cas de phytothérapie locale, le mécanisme de 
frottement de la peau pourrait induire un phénomène 
de kobner et une aggravation des lésions. Le psoriasis 
survenait plus sur les adultes relativement jeunes avec 
une prédominance masculine. Cette dernière était 
déjà rapportée par une étude antérieurement faite au 
Maroc par Jilal et al [5]. Une des raisons qui pourrait 
expliquer cette faible prévalence chez les femmes dans 
notre contexte, serait l’utilisation de la corticothérapie 

locale à visée cosmétique qui par son effet favorable sur 
le psoriasis peut constituer un biais de sélection [6].

Le psoriasis est classiquement une dermatose peu 
prurigineuse [7]. Cependant chez nos patients; une 
fréquence accrue prurit était retrouvé dans 84%. Dans 
notre contexte, nous avons retrouvé une association 
statistiquement significative entre l’existence d’un 
prurit et la prise de médicaments traditionnels (p: 0,025 
odd ratio: 2,55 IC 95%). La présence du prurit pourrait 
témoigner de l’existence d’une toxidermie associée.

Sur le plan clinique, la forme érythrodermique était 
dominante puisque représentant les 2/3 de nos malades. 
D’ailleurs l’étude de Jilal [5] portant sur 160 cas de 
psoriasis graves, avait rapporté une fréquence élevée 
de la forme érythrodermique dans 53%. Cette dernière 
peut poser un problème de diagnostic différentiel avec 
les autres causes d’érythrodermie mais l’importance des 
squames épaisses et de l’érythème par son caractère vif 
sur peau pigmentée oriente le plus vers le diagnostic 
de psoriasis sans recourir parfois à l’histopathologie 
cutanée.

Pour le psoriasis arthropathique, sa prévalence dans 
la population générale n’est pas connue en Afrique 
subsaharienne [8]. Il se signale habituellement par 
une atteinte articulaire périphérique, l’atteinte axiale 
est souvent discrète et il associe très souvent à une 
rétrovirose [9]. Dans notre série, 14% des cas psoriasis 
arthropathiques s’associaient à l’infection par le VIH. 
En Afrique subsaharienne la plus grande série de 
rhumatisme psoriasique était rapportée par Njobvu 
et al. [10] en Zambie; 20 cas (74%) associés à l’infection 
par le VIH sur les 27 malades diagnostiqués de psoriasis 
arthropathique.

Quant à la forme pustuleuse de Von Zombusch, 
elle est plus rare et que tous les malades avaient eu 
recours à la phytothérapie orale que nous considérons 
comme facteur favorisant de l’évolution vers la forme 
pustuleuse. Elle se discute surtout avec les toxidermies 
type pustulose exanthématique aigue généralisé.

Par ailleurs, le psoriasis a été la circonstance de 
découverte de l’infection VIH chez tous nos malades 
avec immunodépression sévère attestée par un taux 
de CD4 bas inférieur à 350/mm3. Peut-on évoquer 
un lien de causalité en l’immunodépression avancée 
et la survenue de lésions de psoriasis chez les sujets 
génétiquement prédisposés ? En tout état de cause, 
il est licite devant toute forme grave de psoriasis 
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survenant de novo chez un adulte de réaliser une 
sérologie rétrovirale.

Sur le plan thérapeutique les traitements locaux 
étaient largement utilisés. Le méthotrexate a été le 
traitement de fond le plus utilisé chez nos malades. 
Sa large utilisation s’expliquerait par le coût abordable 
du traitement, sa facilité d’administration, par ses 
résultats satisfaisants et ses effets secondaires moindres. 
Les rétinoïdes n’étaient utilisés que dans 26% de nos 
malades. Ils étaient prescrits en majorité chez les sujets 
jeunes présentant des formes rebelles aux traitements 
locaux dans l’optique d’éviter l’hypofertilité induite 
par le méthotrexate [11].

L’utilisation des rétinoïdes est limitée dans notre 
contexte essentiellement par le coût du traitement, de 
la difficulté d’instituer une contraception et surtout 
ses impacts quant à l’élévation du bilan lipidique [12].

Dans notre série, tous les malades associant psoriasis 
et infection par le VIH étaient blanchis dans un délai 
moyen de 6 mois après mise en route du traitement 
antirétroviral. En effet; la diminution de la charge virale 
induite par le traitement antirétroviral s’accompagne 
d’une baisse du TNFα dont le rôle est bien établi 
au cours du psoriasis. En outre l’étude de Kaplan 
MH et al montrait que la zidovudine a un effet 
antiprolifératif [13] donc bénéfique pour la maladie 
psoriasis.

L’évolution était favorable dans la majorité des cas et 
les perdus de vue étaient non négligeables. En effet 
le problème de l’éducation thérapeutique se pose 
donc avec acuité surtout dans notre contexte de sous 
médicalisation avec une accessibilité limitée aux 
thérapeutiques. Souvent négligée, elle est primordiale 
dans la prise en charge et relève du médecin ou de 
l’assistante sociale quant à l’information et au soutien 
du patient dans l’observance du traitement. Ceci 
permettrait de diminuer le découragement des patients 
devant le caractère récidivant de la maladie. Les formes 
graves de psoriasis peuvent engager le pronostic vital 
comme l’atteste les 6 cas (6%) de décès survenus dans 
un tableau septicémique notés chez nos malades. Une 

plus faible proportion de 2,5% était rapportée dans 
l’étude de Jilal et al [5].

CONCLUSION

La large utilisation de la phytothérapie orale et les 
traitements intempestifs et inappropriés ont précipité 
à la survenue de formes graves de psoriasis chez nos 
malades. L’érythrodermie rarement inaugurale, était 
largement majoritaire. L’utilisation de thérapeutique 
non agressive a permis une évolution favorable dans 
la majorité des cas.
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INTRODUCTION

Ashy dermatosis, first described by Ramirez in 1957 [1], 
is an idiopathic acquired macular hyperpigmentation 
disorder. The descriptive term “ashy or los cenicientos” 
was used because of the ashy blue-grey color of the 
lesions. The sites commonly affected include face, neck, 
trunk and upper limbs but any region of the body can 
be affected [2]. Convit, Kerdel-Vegas and Rodriguez 
in their case series reported the presence of raised 
erythematous borders in the early stages and proposed 
the term “erythema dyschromicum perstans (EDP)” [3]. 
Other authors however have noted that EDP can occur 
without marginal erythema [4,5]. Bhutani and his 

colleagues described similar hyperpigmented macules 
over the flexures and photoexposed areas in 40 Indian 
patients, about a third of whom had associated 
features of lichen planus on clinical evaluation and 
histopathological examination [6]. These entities were 
subsequently labeled as “lichen planus pigmentosus 
(LPP)”.

MATERIALS AND METHODS

A comprehensive literature search was conducted 
in PUBMED, PUBMED CENTRAL, SCOPUS, 
MEDLINE, and GOOGLE SCHOLAR databases using 
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the keywords ashy dermatosis, erythema dyschromicum 
perstans, lichen planus pigmentosus, acquired 
hyperpigmentation and facial melanosis. All the articles 
published irrespective of the date of publication were 
accessed. The photographs displayed were taken by 
the author from the patients visiting the outpatient 
department of the Department of Dermatology at the 
Institute of Medicine, Tribhuvan University Teaching 
Hospital, Kathmandu, Nepal.

Ethics Statement

The photographs displayed in this review article were 
taken and illustrated after obtaining verbal consent 
from the patients. Attempts have been made to ensure 
that the photographs do not reveal the identity of the 
participants.

RESULTS

Epidemiology

The exact incidence and prevalence of these acquired 
macular hyperpigmentary disorders is unknown. Onset 
can occur at any age but the mean age of occurrence is 
usually in the 2nd decade of life [7,8]. The condition is 
most common in Asia and Central and South America, 
as the majority of the published cases have been from 
those regions [7-9]. Silverberg and colleagues reported 
that most of the prepubertal patients suffering from 
Ashy dermatosis were Caucasians (52%) and Hispanics 
(36%) [10]. There have been two case reports of 
Indian children with this condition [11,12]. The 
condition affects both the sexes but is more common 
in women [7-9].

Aetiology and Associations

The exact cause of ashy dermatosis is unknown. 
However, it has been reported in association with the 
ingestion of ammonium nitrate and barium sulfate. 
The reported associated infections and infestations 
include hepatitis C virus infection, HIV infection and 
whipworm infestation [7-9].

Pathophysiology

The pathophysiology of ashy dermatosis or erythema 
dyschromicum perstans is currently unknown. An 
association with contrast agents, viral infections 
and worm infestations have been reported [7-9]. 
It has been hypothesized that an immunological 

response to  these agents  may lead to the 
hyperpigmentation [13]. Furthermore, Numata 
and his colleagues have hypothesized that a weaker 
immune response leads to ashy dermatosis while a 
stronger response can cause erythema dyschromicum 
perstans [13].

Genetics
Only one study has showed that the presence of HLA-
DR4 *0407 is a risk factor in Mexican mestizos [14].

Pathology
There are no pathognomonic findings in the histology 
of the lesions [2]. The most common finding in the 
epidermis is vacuolar degeneration of basal cells leading 
to pigmentary incontinence and accumulation of 
melanophages in the papillary dermis [9]. The dermal 
changes include oedema of the papillary dermis and an 
infiltrate of lymphocytes and histiocytes [15]. Vasquez-
Ochoa et al. in their study, demonstrated predominance 
of CD8+ T lymphocytes and ICAM-1+ keratinocytes 
in the infiltrate [16]. An interesting point to note is the 
absence of vacuolization of basal cells and decreased 
infiltrate in inactive lesions [17].

On direct immunofluorescence, there is colloid staining 
of IgM and C4 along with deposition of fibrinogen at 
the dermoepidermal junction [18].

Clinical Features

The condition usually starts in young adults between 
the first and second decades of life [12]. The initial 
presentation is that of slowly increasing asymptomatic 
macules measuring 0.5 cm – 2 cm with varying shades 
of gray [12]. They typically start in the trunk (Fig. 1) 
and then spread to involve the face and extremities 
(Fig. 2a and b) [12]. However, most of the cases seen 
in our hospital have predominant involvement of the 
face, neck (Fig. 3a) and upper trunk with absence 
of involvement of the extremities. The lesions also 
tend to follow a photodistribution with relative 
sparing of the neck creases (Fig. 3b and c). Some 
authors [7,12] have described presence of an elevated 
erythematous palpable border measuring 1-2 mm in 
width surrounding the lesions in the early phase. Most 
authors [12,19] agree that border eventually disappears 
with a few months. The initial erythematous border 
may not be present in all the cases and are especially 
difficult to appreciate in patients with Fitzpatrick skin 
types IV, V [12]. There is sparing of palms, soles, scalp, 
nails, and mucous membranes.
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Differential Diagnoses

The main conditions simulating ashy dermatosis 
and erythema dyschromicum perstans are lichen 
planus pigmentosus, idiopathic eruptive macular 
pigmentation and Riehl’s melanosis.

The other differentials are the pigmented macules of 
the late pinta, post-inflammatory hyperpigmentation, 

multiple fixed drug eruption, haemochromatosis, 
Addison’s disease, melasma, leprosy and confluent and 
reticulated papillomatosis of Gougerot and Carteaud [2].

Erythema dyschromicum perstans and ashy 
dermatosis
The only significant difference between erythema 
dyschromicum perstans and ashy dermatosis has 
been the presence of a palpable erythematous border 
measuring 1-2 mm in width in the early stages of the 
former [12,19]. However, the border can be difficult 
to discern in darker skinned populations [12]. 
A descriptive term such as macular pigmentation of 
uncertain aetiology should be used to describe the 
two conditions, which have similar clinical picture, 
histology and prognosis [20].

Lichen planus pigmentosus
The differential generating the most controversy is 
lichen planus pigmentosus. In this condition, there 
are hyperpigmented brown macules over the exposed 
areas [2], which can be associated with pruritus [21,22] 
and with frequent remissions and exacerbations. 
Both ashy dermatosis and lichen planus pigmentosus 
are characterized by presence of pigment laden 
macrophages in the papillary dermis and vacuolar 
degeneration of the basal cells in the epidermis. Max-
Joseph spaces, resulting from liquefactive degeneration 
of the basal layer with separation from underlying 
lamina propria, can observed in cases of lichen planus 
pigmentosus but are absent in ashy dermatosis. 
A band-like infiltrate present in lichen planus is absent 
in erythema dyschromicum perstans. However, the 
subpopulations of lymphocytes and keratinocytes 
are similar in both the conditions [2]. As a result, 
some authors still dispute whether the conditions are 
clinically and histopathologically distinct from one 
another [16,23].

Idiopathic eruptive macular pigmentation
Idiopathic eruptive macular pigmentation as the 
name suggests is a rare condition characterized by 
eruption of brownish, non-confluent, asymptomatic 
macules involving the trunk, neck and proximal 
extremities in children and adolescents [24]. The two 
main differences between this condition and ashy 
dermatosis are frequent resolution and basal layer 
hyperpigmentation without degeneration in the latter.

Riehl’s melanosis
Riehl’s melanosis, a pigmented contact dermatitis 
to cosmetics or textiles [25,26] is characterized by 

Figure 1: Multiple gray macules on the trunk.

Figure 2: (a) Gray macules of ashy dermatosis on left axilla. (b) Similar 
lesions on the right axilla of same patient.

ba

Figure 3: (a) Involvement of the cheeks and neck. (b) Sparing of neck 
folds. (c) Involvement of neck, and upper trunk while sparing the folds.

cba
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reticular pigmentation, often with satellite perifollicular 
pigmented macules. It occurs at the site of contact, 
can be preceded by erythema and pruritus and patients 
usually demonstrate positivity to allergic patch tests [27].

Approach to diagnosis
A n  a l g o r i t h m  d e v i s e d  b y  C h a n d r a n  a n d 
Kumarasinghe [20] can be used to make an approach to 
diagnosis in these conditions. The salient features are:

Lichen planus pigmentosus: Past or current evidence 
of lichen planus, with supportive histological 
features including band-like infiltrates, basal layer 
hyperpigmentation and presence or absence of vacuolar 
degeneration of basal cells [20].

Ashy dermatosis: Large macules (> 5 cm) or 
combination of small (< 5 cm) and large macules 
with grayish tinge and absence of erythematous border.

Erythema dyschromicum perstans: Large macules 
(> 5 cm) or combination of small (< 5 cm) and 
large macules with grayish tinge and presence of 
erythematous border.

Idiopathic eruptive macular pigmentation: Small 
(< 5cm) brown macules resolving in few months.

Riehl’s melanosis: Persistent small brown macules 
(<5 cm) that may be accompanied by erythema and 
pruritus and are usually caused by cosmetics and 
clothing.

Prognosis

Although the initial erythematous phase in 
erythematous dyschromicum perstans tend to subside 
after several months, the residual hyperpigmentation 
persists and may gradually increase in size [3].

Treatment Options

Randomized controlled trials for the treatment of ashy 
dermatosis have not been performed till date [28]. 
There are no consistently effective treatment options 
for these conditions.

Topical agents
Cosmetics and camouflage creams
These creams while not bringing any change to the 
lesions appear to improve the appearance of the 
lesions by decreasing the contrast with the surrounding 
uninvolved skin.

Narrow band ultraviolet therapy
Tlougan and colleagues [28] advocate the use 
of narrow band ultraviolet therapy. However, the 
recommendation is based on a single case without any 
mention of the dose, duration of the treatment and 
degree of improvement using an outcome measure.

Tacrolimus ointment
Mahajan and colleagues [29] report that in two 
patients with erythema dyschromicum perstans, topical 
tacrolimus 0.1% ointment applied twice daily to the 
affected areas resulted in significant improvement 
after 3 weeks. Controlled trials are recommended to 
ascertain whether the benefit is statistically significant.

Fractionated laser
Non-ablative 1550 nm fractional laser therapy was not 
considered to be effective for the treatment of erythema 
dyschromicum perstans [30]. Moreover, the therapy 
resulted in postinflammatory hyperpigmentation 
secondary to laser burns.

Systemic agents
Clofazimine
Two studies were conducted in the last 20 years, 
assessing the efficacy of clofazimine for erythema 
dyschromicum perstans. The patients were given 
tablet clofazimine 100mg daily for 3 months [31,32]. 
The response rates varied from 66% to 87%. The 
side effects noted were discolourations of the skin, 
cornea and body fluids along with gastrointestinal 
intolerance. One of the reasons for not using 
clofazimine more often could be the drug resulting 
in greater dyspigmentation compared to the original 
condition.

Dapsone
Dapsone, another antibiotic and anti-inflammatory 
agent, was used by Kontochristopoulos et al. in 
1998 [33]. They have reported that two patients 
with erythema dyschromicum perstans responded 
remarkably well to oral dapsone therapy at 100mg per 
day for three months. Subsequently, Bahadir et al. 
used oral dapsone therapy in one case of erythema 
dyschromicum perstans with excellent results [21]. 
However, dapsone is associated with haemolysis and 
fatal dapsone hypersensitivity syndrome and should be 
used only with caution in controlled settings.

Vitamin A
Bhutani gave Vitamin A capsules to 140 patients with 
lichen planus pigmentosus at dosages of 100,000 units 
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per day for 15 days followed by rest for 15 days. Due 
to the large number of patients lost to follow up, it is 
difficult to ascertain the exact benefit of this agent 
in the treatment of lichen planus pigmentosus. The 
authors do mention that nine out of 12 patients showed 
good to excellent response after 10 or more courses of 
the drug [34].

DISCUSSION

Acquired macular hyperpigmentary disorders have 
confused and confounded dermatologists for many 
years. The lack of a clear aetiology and pathophysiology 
has only added to the confusion.

However, clinical and histopathological evaluation 
has provided a base from which the macular 
hyperpigmentary disorders can then be differentiated. 
Presence of bluish-gray macules with the presence of an 
erythematous border in the initial stages can be labeled 
as erythema dyschromicum perstans while its absence 
signifies ashy dermatosis. Similarly, the presence of 
lichen planus lesions in other body sites, past history of 
lichen planus, presence of basal cell layer pigmentation 
with or without vacuolization, leads to a diagnosis of 
lichen planus pigmentosus [35,36].

Riehl’s melanosis is characterized by presence of 
persistent brown small macules less than 5 cm in 
size in the areas previously in contact with cosmetics 
or clothes. When there is presence of similar lesions 
that usually resolve on their own, the clinician can 
confidently albeit retrospectively, label the diagnosis 
as idiopathic eruptive macular pigmentation.

The treatment options for the conditions are rather 
limited and more often than not frustrating for the 
patients as well as dermatologists. While clofazimine 
and dapsone have been tried in the past, they are only 
useful in the initial inflammatory phase and carry a 
burden of unwanted side effects that can be more 
distressing than the original symptoms.

The three options showing promising results are narrow 
band ultraviolet therapy, topical tacrolimus ointment 
and oral vitamin A capsules. There is paucity of studies 
advocating the use of these agents but there is plenty 
of room for large scale studies to be conducted to 
determine the efficacy and safety of these agents in 
the treatment of ashy dermatosis and lichen planus 
pigmentosus.

CONCLUSION

An approach to diagnosis for the acquired macular 
pigmentary disorders of unknown significance can 
be made using the algorithm devised by Chandran 
and Kumarasinghe [20]. This allows the clinician to 
make a confident diagnosis by excluding the other two 
simulatory conditions, idiopathic eruptive macular 
pigmentation and Riehl’s melanosis. The promising 
therapeutic agents based on the isolated case reports 
include narrow band ultraviolet therapy and topical 
application of 0.1% tacrolimus ointment. The author 
recommends large blinded controlled trials to truly 
assess the efficacy and safety of these agents in the 
treatment of these conditions.
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INTRODUCTION

Melanocytic nevi may undergo various changes of 
the clinical presentation, e.g. shape, thickness, size, 
color, texture. Some nevi develop halo-like changes 
surrounding the primary pigmented lesion. Here we 
will discuss three types of melanocytic nevi with a 
halo.

Sutton Nevus

The most common and well known is nevus Sutton 
or halo nevus first described in medical journals 
in 1916, where a hypopigmented area develops 
around a pre-existing melanocytic nevus. Halo nevi 
undergo specific sequelae: In Stage I the nevus 
remains brown, in stage II its pigment can disappear 
leading to a pink-colored papule. In stage III the 
central papule disappears, leading to a circular 
area of depigmentation. Eventually, in stage IV the 
depigmented area may show repigmentation [1]. The 
loss of color is the result of a cytotoxic T-cell attack 
against melanocytes and can lead to a complete 

disappearance of the mole [2]. Halo nevi are more 
common in vitiligo. About one quarter of children 
with vitiligo also have halo nevi [3].

A similar phenomenon has been observed in melanoma 
during treatment with check point inhibitors [4].

Meyerson Nevus

Another phenomenon is the Meyerson nevus, a 
pruritic halo-like dermatitis around moles. The skin 
shows lichenification, sometimes redness or scaling 
(Figs. 1 and 2). In the initial description of 1971, the 
suspected cause was pityriasis rosea but the concept 
has been changed nowadays to an eczematous reaction 
of unknown cause. Meyerson nevus is caused by an 
inflammatory infiltrate surrounding a preexistent 
mole predominated by CD4+ T-lymphocytes, 
that miss other markers of T helper cells such 
as BCL-6 or CD10. This peculiar nevus type is 
symptomatic by pruritic sensations. Histopathological 
evaluation reveals a spongiotic dermatitis resembling 
eczema [2-5].

ABSTRACT

Melanocytic nevi uncommonly develop halo-like phenomena. In this short review, we will discuss the major three types. 
Sutton nevus – more common in vitiligo – is characterized by loss of pigmentation around moles. Mimics of Sutton 
nevus have occasionally been reported in melanoma, although Sutton nevus itself is benign. Meyerson nevus is a pruritic 
lesion with a central mole surrounded by an eczematous halo. It is not necessarily associated with atopic dermatitis. 
The Wollina-Schaarschmidt phenomenon describes the halo-like skin free of psoriasis in patients with psoriasis.

Key words: Melanocytic nevi; Sutton nevus; Meyerson nevus; Wollina-Schaarschmidt phenomenon; Psoriasis; 
Melanoma
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Meyerson nevus in children and adolescents is rarely 
reported in the medical literature although it can be 
observed from time to time in the outpatient clinic. 
It may spontaneously regress and is not dependent on 
atopic disposition. Symptomatic relief is easily achieved 
by topical corticosteroids, recurrence after cessation of 
treatment is uncommon [6,7]. We would recommend 
treatment since scratching may lead to morphologic 
changes in the nevus component and unnecessary surgery.

In adults, Meyerson nevus is uncommon. A pruritic 
melanocytic lesion can be suspicious for melanoma, 
although Meyerson phenomenon has only rarely been 
observed with early melanomas [8,9]. Dermoscopy 
may be used for a more detailed evaluation. In any 
case suspicious for malignancy, complete excision 
of the lesion including the halo, is recommended in 
adults [10].

Wollina-Schaarschmidt Phenomenon

Another halo-like phenomenon had been observed 
among patients with psoriasis – the Wollina-
Schaarschmidt phenomenon described in 1990. In a 
study on 76 psoriasis patients, we found melanocytic 
nevi within psoriatic lesions in 7%, and in perilesional 
areas of about 2 cm in 13% of the patients. Under 
magnification (operating microscope), we failed to 
detect any signs of psoriasis in both the epidermis 
covering the nevi and the adjacent epidermis. 
Histopathologically, the adjacent epidermis was 
free of psoriasis. Using unfixed frozen sections in 
histochemistry, we studied the lectin binding of FITC-
labeled ConA and UEA I in 5 nevi. The epidermal 
reaction was comparable to that of psoriatic lesions. In 
contrast to psoriatic lesions, there was no staining of 
the spinous layer with a polyclonal antiserum against 
calmodulin. We suggested possible ‘protective’ factors 
of melanocytic nevi against psoriasis [11,12].

CONCLUSIONS

Halo-like features may occur around benign melanocytic 
nevi. They have different etiologies. Dermatologists 
should be familiar with these lesions and their 
melanoma mimics.

REFERENCES

1. Sotiriadis D, Lazaridou E, Patsatsi A, Kastanis A, Trigoni A, 
Devliotou-Panagiotidou	D.	Does	halo	nevus	without	halo	exist?	J	
Eur Acad Dermatol Venereol. 2006;20:1394-6.

2.	 Fernandez-Flores	A,	Saeb-Lima	M.	The	inflammatory	infiltrate	of 	
melanocytic nevus. Rom J Morphol Embryol. 2014;55:1277-85.

3.	 Cohen	BE,	Mu	EW,	Orlow	SJ.	Comparison	of 	childhood	vitiligo	
presenting with or without associated halo nevi. Pediatr Dermatol. 
2016;33:44-8.

4.	 Harvey	NT,	Millward	M,	Macgregor	K,	Bucat	RP,	Wood	BA.	
Cutaneous metastatic melanoma resembling a halo nevus, in the 
setting of  PD-1 inhibition. Am J Dermatopathol. 2016;38:e159-62.

5.	 Meyerson	LB.	A	 peculiar	 papulosquamous	 eruption	 involving	
pigmented nevi. Arch Dermatol. 1971;103:510-12.

6.	 Rolland	S,	Kokta	V,	Marcoux	D.	Meyerson	phenomenon	in	children:	
observation	in	five	cases	of 	congenital	melanocytic	nevi.	Pediatr	
Dermatol. 2009;26:292-7.

7. Schepis C, Siragusa M. The Meyerson phenomenon in a teenager. 
Dermatol Online J. 2008;14:28.

8.	 Sezer	E,	Özturk	Durmaz	E,	Çetin	E,	Şahin	S.	Meyerson	phenomenon	
as a component of  melanoma in situ. Acta Dermatovenerol Croat. 
2016;24:81-2.

9.	 Rodins	K,	Byrom	L,	Muir	 J.	Early	melanoma	with	halo	eczema	
(Meyerson’s phenomenon). Australas J Dermatol. 2011;52:70-3.

10.	 Ferneiny	M,	Pansé	I,	Schartz	N,	Battistella	M,	Verola	O,	Morel	P,	
et al. [Disseminated perinaevic Meyerson phenomenon revealing 
melanoma] (French). Ann Dermatol Venereol. 2012;139:137-41.

Figure 1: Typical Meyerson nevus with lichenoid pruritic halo in a girl 
of 15 months.

Figure 2: Clinical atypical Meyerson nevus with redness on the ear 
helix in a 27‑year‑old woman. Most of her moles were red.



www.odermatol.com

© Our Dermatol Online 2.2017 151

11.	 Wollina	U,	Schaarschmidt	H,	Henkel	U,	Roth	H,	Barta	U,	Hipler	C.	
[A combination of  psoriasis vulgaris and nevus cell nevus--clinical, 
histopathologic	and	histochemical	findings]	(German).	Z	Hautkr.	
1990;65:381-2,385-7.

12. Wollina U. Calmodulin in human skin--localizations and 
interpretations. Arch Dermatol Res. 1993;285:310-1.

Copyright by Uwe Wollina. This is an open-access article distributed under 
the terms of the Creative Commons Attribution License, which permits 
unrestricted use, distribution, and reproduction in any medium, provided 
the original author and source are credited.
Source of Support: Nil, Conflict of Interest: None declared. 



© Our Dermatol Online 2.2017 152

How to cite this article: Martini L. The tale of the apewoman who craved to become a siren: A natural way to combat radically hirsutism. Our Dermatol Online. 
2017;8(2):152-155.
Submission: 05.05.2016; Acceptance: 17.08.2016
DOI: 10.7241/ourd.20172.41

The tale of the apewoman who craved to become a 
siren: A natural way to combat radically hirsutism
Lorenzo Martini

University of Siena, Department of Histology and Embryology, Via A. Moro 2, 53100 Siena, Italy

Corresponding author: Lorenzo Martini, M.Sc., E-mail:  martinil163@libero.it

INTRODUCTION

The idea of conceiving a natural remedy apt to defeat 
radically hirsutism in woman (and even in man) 
was borne out of an amusing fact: an ape woman 
belonging to a travelling circus asked me to help her 
to avoid the continuous re-growth of her hair on all 
her body, since their chiefs had decided to transform 
her in a siren, a sort of sylph-acrobat for the next 
seasons of shows.

She had tried to avoid her hair re-growth by employing 
all types of drastic depilatories and by rubbing strongly 
with pumice, but all these experiences resulted bootless.

She had even discovered that in fifties workers in 
firms producing polymers of chloroprene, handling 
continuously the monomers and dimers of chloroprene, 
tended all to become bald irrevocably, and so she 
attempted to evoke a full baldness by rubbing bags 
and cuts of soft polypropylene onto her body hair, 
previously wetted by strong alkaline treatment (the 
same method our local housekeepers use to pickle 
olives) and effectively she beheld that after two weeks 

she was completely glabrous, albeit her epidermis 
became coriaceous and harsh, and consequently she 
was forced to spend an avalanche of money for treating 
her skin with lotions containing allantoin and synthetic 
moisturizers.

She chewed seeds of Mimosa pudica (containing 
leucenin or leucenol) and loss all hair, nevertheless her 
hair regrew stronger and coarser after having stopped 
the ingestion of seeds of Mimosa (since they are slightly 
poisonous too).

She tried even to swallow coumarins (both natural and 
synthetic, like warfarin) as she had read in an ancient 
text that after seven weeks from the suspension from 
taking these drugs, she would have had all the body 
completely glabrous.

And indeed she obtained only that her INR became so 
high (more than >4), so that her wounds needed weeks 
to heal definitively.

Now, We had discovered antecedently that there is a 
Brazilian fruit that gives an oil (and the fruit is similar 

ABSTRACT

Purpose of this odd study is to determine if it really exists a way to combat definitively hirsutism, a disease that creates 
social and anthropological problems in women and men. Excessive and periodical epilations or depilations are not 
suggestible at all, since hair risks to become more and more harsh and coarse, skin too coriaceous and too often even 
hair ingrowth may occur. We have had the fortune to try to treat an ape woman who decided to become completely and 
indeciduously glabrous, for sake of her job, and thanks to an old Brazilian Formulary for Apothecaries, I discovered that 
there is a strange fruit from South America that when rubbed on epilated skin, avoids the hair re-growth, periennally.
We have scrutinized which are the chemical constituents of this fruit and I have had the chance to prepare a natural 
orpiment that can loose the problem of hirsutism.

Key words: Hirsutism; Monkeypot; K5 and K14 keratins; Immunofluorescence assays; BSA-PBS
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to an almond) that when rubbed onto skin, leaves it 
glabrous and completely hairless.

The fruit is the Lecithys pisonis yclept coco de mono 
(the Anglo- Saxons call it monkeypott) and this almond 
contains a mix of triterpenes (8α- and β-amyrin, 
uvaol and erythrodiol, ursolic and oleanolic acids and 
3β-friedelinol).

Legend has it that the trivial name monkeypott derives 
from an ancient local proverb: “a wise old monkey 
doesn’t stick its hand into a pot” of Lecithys pisonis, 
obviously, because of its oral toxicity.

Some Brazilian AA [1] retain that that the chief 
antimitotic activity (with regards to the piliferous bulb) 
is due to the combinaison of ursolic and oleanolic acids, 
and thus all plants that contain these two terpenes 
should be interesting to treat hirsutism as well.

Except Cherry laurel leaves Prunus laurocerasus L, that 
is considered a bane in cosmetic items, the following 
herbs present a huge amount of ursolic acid:

Holy Basil, Ocimum sanctum L., Bilberry Vaccinum 
myrtillus L., Devil’s Claw Harpagophytum procumbens, 
Elder Flowers (European Variety) Sambucus nigra L., 
Peppermint leaves Mentha piperita L., Periwinkle 
Vinca minor L., Lavender Lavandula augustifolia 
Mill. Oregano Origanum vulgare L., Thyme Thymus 
vulgaris L., Hawthorn Crataegus laevigata.

In addiction, there are other herbs which contain 
highest amount of oleanolic acid.

Except  Prosopi s  g landulosa ,  Phordendron 
juniperinum, Hyptis capitata, which are not 
retrievable on the common market, and moreover 
Phytolacca Americana (cause of its elevated internal 
and moreover topical toxicity) all these others do 
contain oleanolic acid:

Sygizium spp. (Sygizium aromaticum, idest clove), 
Garlic, Olea europaea, Rosa woodsii, (idest Wood rose 
or palissandre (the essential oil derived from leaves).

So it has been easy to prepare a mildly alcoholic lotion 
(it could be appealed “orpiment”) made of all these 
essential oils and tinctures.

The woman had to depilate her entire body by a strong 
wax made with colophon (pix graeca) and yellow 

beeswax (75.25) as suggested from Cosmeticologists 
since immemorial times as the best way to remove 
superfluous hair in woman’s and man’s body.

Now, it is mandatory to insert a slight digression, that 
can come in handy to dermatologists as well.

Effectively Waxing is the most popular hair removal 
technique till date. Waxing or hair removal is not 
something new. A silky, smooth and hairless body was 
a standard of beauty, youth and innocence for women 
in Egypt. The wife of divine Pharaoh set an example 
and then the trend was followed by every woman in 
Egypt. They used a sticky emulsion made up of honey 
and oil. Later on Greeks followed the trend. The best 
proof are Greek sculptures of women – so shiny and 
smooth. Romans also followed suit and girls began 
hair removal with the help of “tweezers”and also 
depilatory cream.

Nowadays even electric epilators exist that promise 
too often the missing regrowth after manifolds uses, 
howbeit many are the sources that declare the following 
pro and contra of epilatory waxes when elected versus 
electric epilators, like these.

Advantages of Waxing

It’s a very effective method of hair removal in large 
amount at one time.

Waxing can make hairless skin last up to two months.

Disadvantages of Waxing

Although waxing is by far the best method of hair 
removal, it can irritate the skin, causing redness and 
bumps for those with sensitive skin and moreover the 
process of waxing can be messy and sticky.

Disadavantages of Electric Epilators

Using an epilator can be painful the first few times.

Some people may experience problems with missed or 
ingrown hairs as well.

For this reason, complete epilation by electric devices, 
both in women and men, I deem, is regrettable cause 
of the occurrence of ingrown hairs, that represents a 
serious concern not only for beauticians but even for 
dermatologists: hirsutism may become paradoxical.
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MATERIALS AND METHODS

As we introduced in the antefact, the ape-woman 
underwent a complete epilation by using a 
rosin: beeswax epilatory and instead of waiting the 
2 months forecasted for a modest re-growth, I have 
preferred to have an immunofluorescent test made 
on histological samples where some hair follicle 
were collected, by other colleagues of mine, who had 
chosen to remain incognito, after only two weeks of 
experimentations.

Before to explain the experiment made by my colleagues 
histologists, it is useful to declare that Keratins are 
especially abundant in stratified squamous epithelial 
tissues, where they compose the major differentiation-
specific products of these cells.

For instance, type I keratins (K9-K19) are relatively 
small, and acidic, whereas type II keratins (K1-KS) 
are larger and more basic [1-7]. In epithelial tissues, 
keratins are differentially expressed as specific pairs of 
type I and type II proteins, both of which are essential 
for filament formation [8,9]. In epidermis, tongue, 
cornea and esophagus, and hair follicle in general, K5 
and K14 are the pair expressed in the basal, mitotically 
active layer, and this pair has been considered to be a 
biochemical marker of stratified squamous epithelia 
and index of safe condition for tissue regeneration or 
hair growing, as in our case [5].

In the hair follicle, the programs of differentiation and 
patterns of keratin expression are far more complex 
than in other stratified squamous epithelia [5,10-13].

Surrounding the hair shaft are two sheaths, an outer 
(ORS) and an inner ORS) root sheath. Most of the 
ORS originates from one to two layers of cells on the 
surface of the mid-region of the hair bulb [14]. At the 
beginning of each hair cycle, these progenitor ORS 
cells divide rapidly and give rise to a population of self-
propagating cells that extend along the outer surface of 
the ORS to approximately half way up the follicle [14].

ORS cells in this lower region seem to migrate 
both upwards and inwards as they differentiate. In 
contrast, cells of the upper portion of the ORS migrate 
predominantly inwards as they differentiate.

The pathways of differentiation leading to the 
production of the hair are characteristic of other 
stratified squamous epithelia in that unique sets of 

keratins are produced by the fully differentiated cells 
of these structures [5,13]. Despite major differences in 
the behavior of the mitotically active epithelial cells of 
the hair follicle, it has been assumed widely that these 
cells are similar in their biochemistry to basal epidermal 
cells, those presenting the major percentage of K5 and 
K14 keratins.

Several lines of recent evidence suggest that levels of 
K5 and K14 in mitotically active cells may correlate 
with their relative degree of differentiation: An 
increase in expression of K14 was found to accompany 
commitment of embryonic basal cells to differentiate 
into basal epidermal cells and thus to the hair growth, 
and a reduction in expression of KI4 seemed to be 
associated with misleading hair growth or definitive 
missing hair genesis [15].

The investigation upon the degree of K5 and K14 
keratin expression on hair follicle appears to be the best 
way to evaluate the definitive condition of baldness 
or situation of dramatic evidence of no-re-growth of 
hair as well.

Achieving to evaluate the degree of expressions of 
K5 and K14 keratins is the goal in order to put in 
evidence the presence or the absence of K5 and 
K14 keratins expressions in hair bulb, and so several 
methods are available for this purpose. Presently the 
best investigation is reputed to be the BSA and PBS-
Immunofluorescence assay (by FM, Fluorescence 
Microscopy), directly on the histological sample of 
the hair follicle.

Immunofluorescence (IF) is a powerful method 
for visualizing intracellular processes, conditions 
and structures. IF preparations, as aforesaid, can be 
analyzed by a simple fluorescence microscope.

The centerpiece of an IF experiment is a combination 
of two different components: a specific antibody, which 
is used to form an immune complex to mark the desired 
molecules – for hair samples BSA and PPS (Bovine serum 
albumine and phosphate buffer saline) are welcome – to 
stratify in the slide to put in the fluorescent microscope 
and then a fluorochrome, which is coupled to the 
immune complex and therefore the target structures 
during microscopy may be easily visualized.

To examine the pattern of K14 expression in the specific 
case of the ape woman that became glabrous after total 
epilation and after two weeks of experimentation (idest 
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applying the natural lotion I prepared for her) at the 
level of fluorescent microscopy, I let my colleagues 
stain the sections of the hair with the mix BSA-PBS 
(the antibody that links to the 15 amino acid residues 
of the carboxy terminus of human KI4) and use 
and Immunogold as fluorochrome to determine the 
degree of K5 and K14 expressions and make all the 
measurements by F.M. (fluorescent microscope).

RESULTS

Results show infallibly that after two weeks of 
application of my natural “orpiment” the K5 and K14 
expressions were finally ceased so it can be specifically 
confirmed the definitive hair re-growth cessation.

DISCUSSION

Beauticians and aetheticians surely could object that 
applying a remedy capable to inhibit hair re-growth, 
they could close up their shop, but this is a case of 
severe manifestation of hirsutism ribellis and for this 
We suppose the lotion could be appreciated even by 
dermatologists and aesthetical surgeons.

CONCLUSIONS

The ape woman underwent a complete epilation (that 
was supposed to inhibit hair re-growth for 8 weeks), 
but she decided to follow my suggestions and so 
experimented the natural orpiment with the herbal 
extracts.

She used to spread the lotion onto all the areas of her 
body and after two weeks We have stated (thanks to 
the help by histologists) that the hair re-growth is 
definitively exorcised.
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INTRODUCTION

Four are the chief aesthetical manifestations occurring 
and therefore valuable to be studied in the interesting 
and ignored and disregarded field of the geriatric 
dermatology [1-4].

Xerosis which occurs most often on the hands and all 
throughout the entire trunk. The appearance of xerotic 
skin is like a pattern of cracked pottery. These cracks or 
fissures are present owing to the progressive epidermal 
water loss (TEWL).

Pruritus: the characteristic patterns of pruritus in 
elderly include scratching and inflammation. The 
condition is often associated with other underlying 
diseases. Itching is reputed to be induced by the 
effect of histamine and is mediated exclusively by the 
peripheral nervous system.

Eczematous Dermatitis: Asteatotic eczema, nummular 
eczema, seborrheic dermatitis, gravitational eczema, 

and autoeczematization eczema fall under the category 
of eczematous dermatitis in the elderly.

Purpura: that can be defined as any of a group of 
conditions characterized by ecchymoses or other small 
hemorrhages in the skin, mucous membranes, or serosal 
surfaces. Purpura may be caused by decreased platelet 
counts (thrombocytopenia), platelet abnormalities, 
vascular defects, trauma, or drug reactions.35 Elderly 
persons are especially susceptible to hemorrhage into 
the skin.

Two are the seats where malaises and dysfunctions 
currently appear in old people: epidermis and derma.

And finally,  two are the physiopathological 
metamorphoses which occur in epidermis and other 
two in dermal regions:

As far as epidermis is concerned a decrease of 14% 
of melanocytes is observed per decade, and as far 
as Langerhans cells are concerned it is undeniable 

ABSTRACT

I have been formulating cosmetics for thirty years and We am deeply conscious that Senescence is an irreversible 
physiological phenomenon and the unique way to escape decline is prevention (by using drastic moisturizers since 
early age or the camouflage in elderly or just before male climacteric or menopause), as famous Empresses did in 
XVI and XVII century. Purpose of this odd study is to disclaim a revolutionary method to investigate upon the 
“hedonic response” only septuagenarians and octogenarians, living in luxury a rest home, may display after having 
used natural cosmetics with the clear advertising that they are only remedies apt to let them feel younger, attractive 
and active. The volunteers were invited to respond to simplest questionnaire about satisfaction, according to the 
Peyram’s hedonic test.

Key words: Xerosis; Pruritus; Senescent skin; Eczematous dermatitis; Purpura; Peyram’s hedonic test
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that their density and responsiveness decline 
progressively.

It is noticeable a -1% dermal collagen collapse per year, 
and moreover (especially in female) collagen is calcified 
by Calcium ions originating from ostheoporosis, that 
include a severe Calcium loss from bones [5-17].

All the photo-inducted diseases are to be neglected in 
this paper, since the Author studied only old women 
living in a luxury rest home for old age persons, which 
are not supposed to stay too long exposed to sun 
rays: only one hour in the afternoon drinking fresh 
beverages under palms and beeches, so that they 
cannot manifest actinic keratoses, telangectasias and 
pigmentary disorders.

My attention was focused only on the black spots every 
beldam cannot hid.

In effect aim of my research has been to fit out 
a sensorial hedonic questionnaire to old ladies 
(16 individuals from 76 to 91 y) who live together in a 
rest house in a lovely and calm champaign.

They had solely to respond to a series of questions 
(twelve questions) about the satisfaction after having 
used creams and alcohol-free lotions containing certain 
peculiar plants with diverse functions and attitudes 
apt to struggle the aforesaid manifestations, typical 
of elderly.

The experimentation lasted 7 days.

Questions were extremely simple and reasonable, like:
 How do You feel today?
 Do You feel your skin oiled?
 Do You feel a sensation of a silky or velvety skin?
 How many times do You need to scratch your trunk? 

and so on.

I retained no approval of the study by the Local 
Ethical Committee was required and therefore I 
have thought that it is utterly superfluous to find 
out an approval number and the corresponding date 
to provide to the Editor, even because all the treated 
individuals, had previously accepted voluntarily to 
try the suggested cosmetic items, by herbs that are 
all included in INCI.

To try to defeat the four chief aesthetical manifestations 
occurring in geriatric dermatology, four are the type of 

plants that contain manifold principles that synergically 
contribute to the full resolution of the problem.

First of all: Anti-inflammatory remedies are required for 
combat eczematous dermatitis: and they are represented 
by all kinds of plants containing antioxidants and 
polyphenols, catechins and anthocyanines (turmeric, 
green tea, white willow bark, maritime pine).

Herbs containing high percentages of saponines 
and sapogenines are required to fight xerosis and 
hyperkeratosis as well. (Dioscorea villosa (Wild 
Yam), Panax ginseng (Chinese or Korean Ginseng), 
Glycyrrhiza glabra (Licorice), Smilax sp. (Sarpsarilla)
Convallaria majalis (Lily of the Valley)

Plants containing anesthetic principles (Mandrak, 
Lobelia, Pau d’Arco,Caraway) are useful to combat 
pruritus.

Abstringent herbs containing gallates, tannins (Barley 
Grass (Oryza sativa leaf extract, CAS

68553-81-1, Boneset (Eupatorium cannabinum extract, 
CAS 84625-34-3, Catauba (Erythroxylum catauba bark 
extract), Chanca Piedra (Saxifraga sarmentosa extract), 
Eleutero root, and all plants belonging to Cyclopia 
spp. especially Cyclopia Genistoides leaf extract, CAS 
85940-31-4) and others containing immunostimulants 
are excellent to struggle purpura. (Achillea millefolium 
(Yarrow), Aesculus hippocastanum (Horeschesnut), 
Capsella bursa-pastoris (Shepard’s Purse), Hamamelis 
virginicus (Witch Hazel).

Ointments must be always prepared as ancient 
Pharmacopoeias prescribed, using all animal greases 
(seal, reindeer, shark, pig, ox or sheet) and amongst 
those the ones which present the major percentage of 
ω-6 acids.

Paladins of the Organic Cosmetology are thus prayed 
to put definitively off the diatribe about the animals’ 
sacrifice to obtain certain greases and fats, whenever, 
they are prayed to shrink whichever automotive 
machine (forecasted for the production of manifold 
consumer good,) that all use animal greases as main 
lubricants low cost, according to Rule CE 1069/2009, 
and Rule UE 142/2011.

All this, because these greases and animal fats are 
utterly diachysic bio-principles with regards to injured 
and senescent skin.
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MATERIALS AND METHODS

The 16 volunteers were classified as follows: Four 
ladies suffering from xerosis (A,B,C,D), four ladies 
suffering from pruritus (E,F,G,H), four ladies suffering 
from eczematous dermatitis (I,L,M,N) and finally four 
ladies suffering from purpura (O,P,Q,R) and all they 
were prayed to spread the following products four one 
week and to answer to the Peyram’s questions twice 
a day.
1. An ointment made of glycolic extracts of Dioscorea 

villosa, Panax ginseng, Glycyrrhiza glabra, Sarpsarilla 
and Convallaria majalis (Lily of the Valley) for the 
4 ladies suffering from xerosis.

2. An ointment made of glycolic extracts of Mandrak 
(Mandragora officinarum root extract, CAS 
90063-85-7, Pau d’Arco (Tabebuia impetiginosa 
bark extract, CAS 90063-85-7, Caraway (Carum 
carvi fruit extract, CAS 85940-31-4  for the 4 ladies 
suffering from pruritus.

3. An ointment made of glycolic extracts turmeric, 
green tea, white willow bark, maritime pine for the 
4 ladies suffering from eczematous dermatosis.

4. An alcohol-free lotion containing all the tinctures of 
all the aforesaid abstringent and immunostimulant 
herbs for the 4 ladies suffering from purpura.

The most widely used scale for measuring food and/
or cosmetic acceptability is the 9-point hedonic 
scale David Peryam and colleagues developed at the 
Quartermaster Food, Cosmetic and Toiletries and 
Container Institute of the U.S. Armed Forces, for the 
purpose of measuring the preferences of soldiers. The 
scale was quickly adopted by the food industry, and 
now is used not just for measuring the acceptability of 
foods and beverages, but also of personal care products, 
household products, and cosmetics.

The hedonic scale was the result of extensive research 
conducted at the Quartermaster and at the University 
of Chicago.

The Peryam’s Point Hedonic Scale foresees the 
following nine responses:
9-Like Extremely
8-Like Very Much
7-Like Moderately
6-Like Slightly
5-Neither Like nor Dislike
4-Dislike Slightly
3-Dislike Moderately

2-Dislike Very Much
1-Dislike Extremely.

RESULTS

Each day we obtained two responses corresponding to 
the relative number of the scale.

The numerical differences were calculated as integer 
numbers, and this ought to correspond to the statistical 
part of all the experiment made in the rest home, and 
fortunately it has been fully possible to draw Table I 
where all the values are scored.

The higher is the value, the major is the feeling of 
satisfaction.

DISCUSSIONS

Somebody could object that the psychological approach 
to the experiment is important to evaluate the real 
degree of satisfaction: abandoned beldams could be 
exaggerate their appreciations on the donated products, 
since they feel, in that precise circumstance, important 
and loved for one entire week, as it were a joke.

The old ladies have always responded seriously and 
conscientiously to the Peyram’s questionnaires.

CONCLUSION

The scores are sufficiently clear to show that there 
cannot be any doubt about the fact that too often 

Table 1: Peyram's scores representing the single degee of each 
volunteer's satisfation
Subject-case Peryam’s score (degree 

of final satisfaction)
A 7
B 5
C 6
D 8
E 6
F 8
G 6
H 7
I 5
L 7
M 9
N 7
O 6
P 8
Q 7
R 9
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the lacquered World of Cosmetic lavishes illusions, 
howbeit they sometimes are not fake or misleading.
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INTRODUCTION

Bullous pemphigoid (BP) is an acquired autoimmune 
blistering disorder occurring in the elderly individuals 
more than 70 years of age [1]. It is also reported in 
young age and during infancy and childhood [2]. The 
incidence in people older than 80 years is 150-180 per 
million per year [1]. BP is the most common bullous 
disease in Western Europe than in India [2].

Heat shock proteins (HSP) are a family of proteins that 
are produced by cells in response to exposure to stressful 
conditions. They were first described in relation to heat 
shock [3]. Hence the name. But are now known to also 
be expressed during other stresses including exposure to 
cold [4], UV light [5], and during wound healing or tissue 
remodelling. The heat shock proteins are also referred to 
as stress proteins and their up regulation is sometimes 
described more generally as part of the stress response [6].

CASE REPORT

A 21 year old lactating female, married since one year 
presented to us with an abrupt onset of fluid filled 

vesicles and bulla over the abdomen and limbs since 
3 days associated with itching with few erosions. She 
presented with history suggestive of wheal formation 
and severe itching prior to the development of lesions. 
No history of spontaneous rupture of lesions, peripheral 
extension, mucosal lesions or history suggestive of 
healing with milia formation. No history of prior drug 
intake, or any constitutional symptoms, systemic 
involvement in the patient. Patient gave history of 
personal stress following her delivery. She’s a known 
case of hypothyroidism and is on continuous treatment 
with T. Eltroxin 25mcg for 4 years.Two years back, 
patient had similar episodes following stressful events 
and was on treatment with systemic corticosteroids. 
No flare up of the disease was seen in these two years. 
Elective LSCS done on 23-09-2015, delivered a healthy 
girl baby weighing 2.5 kg.

Cutaneous examination revealed multiple tense 
vesicles and bullae with clear filled fluid over an 
erythematous base predominantly over the flexural 
aspects of upper limb, medial aspects of thighs and 
few over the trunk and abdomen interspersed with 
few erosions and crusting (Figs. 1 and 2). Oral cavity 

ABSTRACT

Bullous pemphigoid (BP) is an acquired autoimmune blistering disease occurring in the elderly more than 70 years of age 
though may occur during young age and childhood. BP is categorized by the development of urticarial plaques surmounted 
by sub epidermal blisters, and the deposition of immunoglobulin and complement at the basement membrane zone 
(BMZ) of the skin. BP is associated with other diseases, such as diabetes mellitus, thyroid disorders, rheumatoid arthritis 
and malignancies. Heat shock proteins (HSP) are a family of proteins that are produced by cells in response to exposure to 
stressful conditions. Heat shock protein 90 (HSP90) inhibitors potentially target for the autoimmune disease and chronic 
inflammatory diseases. We present a case of 21 year old lactating female, a known case of hyperthyroidism with an abrupt 
onset of fluid filled vesicles and bullae over the abdomen and limbs since 3 days associated with itching. She had similar 
episodes before and was diagnosed and treated for BP. She had a flare up of the disease due to the personal stress in the patient 
as Heat shock proteins plays an important role in the pathophysiology of BP. Following treatment upon continuous follow 
ups, there were no flare up of the disease. Here in this patient, apart from hypothyroidism, stress also acts as a trigger in BP.
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and genital examination were normal. Nikolsky’s sign 
was negative and Bullae spreading sign was positive. 
Elsewhere the skin was normal. Her baby was healthy 
and did not show any skin lesions. A differential 
diagnosis of bullous pemphigoid was considered.

Laboratory investigations were done; complete 
blood analysis revealed an eosinophil count of 9.8%. 
Histopathological investigation of a fresh intact bullae 
showed sub epidermal cleft with mixed infiltrate of 
eosinophils and neutrophils (Fig. 3). Based on the 
clinical and histopathology finding a diagnosis of BP 
was confirmed.

Pediatrician advice was sought regarding the baby’s 
condition which was normal and suggested to continue 
breast feeding as steroids are under category B which 
will not be harmful to the baby. General physician 
advised to continue T. Eltroxin 25mcg for the patient’s 
hypothyroid status.

Patient was treated with oral prednisolone 1mg per kg 
body weight, to which she had a dramatic response. 
Patient improved symptomatically and was discharged 
after two weeks. She has been under regular follow up 
for past 8 months and asymptomatic till now.

DISCUSSION

BP is an increasingly common immunobullous disease 
of the elderly, and, due to the late age of onset, is rarely 
seen in women of fertile age [7]. Mucous membrane 
involvement may be seen in 10%-30% of patients [2]. 
The term BP was coined by Lever in 1953 [8]. Women 
and men are equally afflicted.

The etiology of BP is idiopathic. Genetic susceptibility 
shows a strong association with HLA-DQB1*0301 [9]. 
Precipitating factors include influenza vaccination, 
UV light, radiotherapy for breast cancer, thermal 
and electric burns, percutaneous endoscopic 
gastrostomy, amputation stump, incisional hernia 
scar, and injection or an adhesive dressing [10]. Certain 
infections like cytomegalovirus, Ebstein-Barr virus, 
HHV-6, HHV-8, hepatitis B and C viruses, Helicobacter 
Pylori and Toxoplasma Gondii [2,9] and certain drugs 
like furosemide, enalapril, phenacitin, ibuprofen, sulfa 
pyridine also induces BP [10]. Stress also plays as a 
trigger in the manifestation of BP [11].

The pathogenesis of BP is characterized by tissue-
bound and circulating IgG autoantibodies against 

two components of the hemi desmosome of stratified 
epithelia, BP 230 kD (BPAg1) and BP 180 kD 

Figure 1: Clinical picture showing tense vesicles and bullae with 
crusting with surrounding areas of hyperpigmentation on the medial 
aspect of the left thigh.

Figure 2: Clinical picture showing vesicles and bullae with crusting 
on the left upper limb.

Figure 3: Histopathology showing sub epidermal cleft with mixed 
infilterate of eosinophils and neutrophils.
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(BPAg2) [2]. BP manifests as tense blisters on urticarial 
base more commonly in the lower abdomen, thighs and 
forearms although they may occur anywhere. Pruritus 
is present and may be persist for several months. The 
blister ruptures to leave erosions which heal rapidly 
with post inflammatory hyperpigmentation.

Histopathology shows sub epidermal clefts and dermal 
inflammatory infiltrate composed predominantly of 
eosinophil and neutrophils [1].

BP is associated with other diseases, such as diabetes 
mellitus, thyroid disorders, rheumatoid arthritis, 
pemphigus foliaceus, dermatomyositis, ulcerative 
colitis, multiple autoimmune diseases, myasthenia 
gravis and malignancies [10]. As per the 2012 BAD 
guidelines, both systemic and topical corticosteroids 
and anti-inflammatory antibiotics are given for mild 
and moderate cases. In cases of severity, steroid sparing 
agents like azathioprine, methotrexate, dapsone, MMF 
and chlorambucil are given [12].

In 2001 Gee BC et al described BP in two patients 
that have differed in the disease behaviour during 
pregnancy [7]. This patient had her first episode 2 years 
before pregnancy, she was totally asymptomatic during 
pregnancy, now the patient had a flare up 3 months 
after pregnancy.

Heat-shock proteins are named according to their 
molecular weight [13]. Heat shock protein 90 
(HSP90) is involved in conformational and structural 
maturation of signalling molecules and transcription 
factors in immune reaction. HSP90 inhibitors induce 
immune modulation via anti-inflammatory effect, 
regulating humoral and cellular immune responses. 
Therefore, HSP90 inhibitors potentially useful target 
for the autoimmune disease and chronic inflammatory 
diseases. In 2015, studies performed by Stephan Tukaj 
et al provide an important insight that Hsp90 were 
highly expressed in the epidermis of BP patients, but 
its serum levels were decreased and inversely associated 
with autoantibodies against BP180 NC16A. It may be 
speculated that anti-BP180 NC16A autoantibodies 
indirectly lead to an enhanced intracellular expression 
of Hsp90 by generation of an inflammatory response 
comprising soluble pro-inflammatory mediators 
(cytokines and ROS) and simultaneously cause a direct 
inhibition of its cellular release [14,15].

In the above discussed case, patient had her first episode 
2 years before pregnancy due to the stressful events, she 

was totally asymptomatic during pregnancy, now the 
patient had a flare up 3 months after pregnancy. She 
gave a history of personal stress after delivery following 
which she developed a flare up of the disease. Due 
to the stress and hypothyroidism in this patient, she 
developed BP during the postpartum and not during 
pregnancy because of the maintained guarded therapy 
during her initial episode. Upon follow up visits, there 
were no flare up of the disease as the stress reduced 
and the thyroid levels were maintained.

CONCLUSION

BP is the most common autoimmune blistering disorder 
occurring in the elderly individuals more than 70 years 
of age. As per the literature, BP among young people 
is more severe and more active than the usual form in 
the elderly. Autoantibodies to stress proteins like Hsp90 
also plays an important role in the pathogenesis of BP.
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ABSTRACT

Cryptococcosis is an opportunistic fungal infection caused by Cryptococcus neoformans. Encapsulated yeast worldwide 
distribution, related to pigeon droppings, its main entrance is inhaled. Asymptomatic in immunocompetent, but 
produces exceptionally pneumonitis and a skin primoinfection. In immunocompromised individuals, it spreads 
through the blood mainly affecting the central nervous system, skin and bones. We report the case of a 23-year-old 
woman, veterinary student, chronic insufficient kidney by diffuse glomerulosclerosis of unknown etiology for 2 years, 
Hypertension and anemia of chronic diseases treated with prednisone, cyclophosphamide boluses monthly, and tri-
weekly hemodialysis; with violet-erythematous nodules on legs and right arm, showing oval birefringent structures, 
intracytoplasmic PAS positive, yeast, encapsulated, surrounded by a clear halo around a core biopsy of hypodermis, and 
skin culture positive for Cryptococcus neoformans. Treatment was established with fluconazole 400 mg/d for two weeks, 
then 200mg/d as crops, with a resolution of skin lesions. Not detected until 12 months of follow-up by Cryptococcus 
neoformans invasion in other organs.

Key words: Paniculitis; Cryptococus neoformans; Cryptococcosis
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INTRODUCCION

La criptococosis es una nfección micótica oportunista 
causada por el Cryptococcus neoformans (CN), levadura 
encapsulada de distribución mundial, relacionada con 
los excrementos de palomas y murciélagos, frutas, 
vegetales y tierra.

Su principal puerta de entrada es inhalatoria y en personas 
inmunocompetentes produce neumonitis asintomática 
con resolución espontánea y excepcionalmente una 
primoinfección cutánea.

En individuos inmunodeprimidos, la infección se 
disemina por vía hematógena afectando a otros órganos, 
principalmente al sistema nervioso central, la piel y los 
huesos, sin olvidar que cualquier órgano o tejido es 
susceptible de dicha invasión.

El sistema nervioso central es, tras los pulmones, 
el segundo órgano afectado en frecuencia, las 
manifestaciones clínicas son variables y dependen del 
perfil del paciente [1].

CASO CLINICO

Mujer de 23 años de edad, veterinaria, procedente de 
medio rural de Paraguay que consulta por manchas 
rojas en piernas y brazos.

Antecedentes Patológicos Personales 

Insuficiencia renal crónica por glomeruloesclerosis 
difusa de etiología no filiada desde hace 2 años, HTA y 
anemia de las enfermedades crónicas en tratamiento con 
prednisona 15 mg/d, bolos mensuales de ciclofosfamida, 
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RESUMEN

La criptococosis es una infección micótica oportunista causada por Cryptococcus neoformans, levadura encapsulada 
de distribución mundial, relacionada con excrementos de palomas. Su principal puerta de entrada es inhalatoria. En 
inmunocompetentes produce neumonitis asintomática y excepcionalmente una primoinfección cutánea; en individuos 
inmunodeprimidos, se disemina por vía hematógena afectando principalmente al sistema nervioso central, piel y huesos. 
Presentamos el caso de una mujer de 23 años, estudiante de veterinaria, insuficiente renal crónica por glomeruloesclerosis 
difusa de etiología no filiada desde hace 2 años, HTA y anemia de las enfermedades crónicas en tratamiento con 
prednisona, bolos mensuales de ciclofosfamida y hemodiálisis trisemanal, con nódulos eritematovioláceos en piernas y 
brazo derecho, observándose estructuras birrefringentes ovaladas, intracitoplasmáticas, PAS positivas, levaduriformes, 
encapsuladas, rodeadas de un halo claro alrededor de un núcleo redondeado en la biopsia de la hipodermis y con cultivo 
de piel positivo para Cryptococcus neoformans. Se instauró tratamiento con fluconazol 400 mg/día dos semanas, luego 
200mg/d según cultivos con resolución de lesiones cutáneas, no detectándose hasta los 12 meses de seguimiento 
invasión por Cryptococus neoformans de otros órganos.
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hemodiálisis trisemanal, alfametildopa, furosemida, y 
eritropoyetina.

Antecedentes De La Enfermedad Actual

Tres semanas de evolución de manchas rojas en piernas 
y brazos, que aumentan de tamaño, se endurecen y 
oscurecen, y manchas oscuras en ambos tobillos. Presenta 
fiebre de 39°C y deposiciones diarreicas. Consulta con 
facultativo y recibe tratamiento con ciprofloxacina con 
lo que mejora el cuadro gastrointestinal, pero ante la 
persistencia del cuadro cutáneo es hospitalizada en 
Servicio de Medicina Interna de nuestro hospital, desde 
donde se solicita la evaluación por Dermatología. Niega 
traumatismos, relación con fármacos, y otras lesiones 
en piel previamente.

Al Examen Físico 

Nódulos redondeados eritemato-violáceos, de 1 a 
3 cm, bordes regulares, limites netos, en cara interna 
de tercio inferior de piernas y cara interna de brazo 
derecho. Placa hipercrómica ovalada infiltrada, 
indurada al tacto, de 3 x 8 cm, bordes regulares, límites 
difusos, en cara externa de muslo izquierdo. Múltiples 
máculas hipercrómicas de entre 1-3 cm de diámetro, 
redondeadas, bordes regulares, límites netos, de aspecto 
residual, localizadas en tobillos (Figs. 1 y 2).

Auxiliares Del Diagnóstico

Hb: 7.48 mg/dl Hto: 22.5 g% Plaquetas: 160.000/mm3

GB: 12.800/mm3 N: 86%, L: 9%, M: 5%
Glucosa: 104 mg/dl Urea: 75 mg/dl Cr: 4.46 mg/dl
Factor Reumatoide: Neg ANA: Negativo Anti DNA: Negativo
Anca‑P: Negativo Anca‑C: Negativo Anti‑CCP: Negativo
HIV, VDRL: No R Hepatitis B y C: No R Citomegalovirus IgG: Neg
Toxoplasma Ig G:  
Positivo

Toxoplasma IgM:  
Negativo

Hemocultivos:  
Negativos

Se procede a toma de muestra para Histopatología y 
Cultivos de Piel.

En espera de los resultados, la paciente desarrolla 
alteraciones de conducta, por lo que se realizan estudios 
imagenológicos, nuevos hemocultivos, y punción 
lumbar.

LCR: Límpido Tinta China LCR: Negativo RMN de Cráneo: Normal
Pandy Negativo Cultivo de LCR: Negativo Rx de Torax: Normal
Glc: 42 mg/dl Hemocultivos: Negativos
Prot: 30 mg/dl
Leuc: 75/mm3

62% PMN; 38% MN

Histopatología

Epidermis y dermis superficial sin alteraciones. Dermis 
media con escaso infiltrado celular perivascular 
inespecífico. Dermis profunda e hipodermis con denso 
infiltrado celular linfo macrofágico. Necrosis licuefactiva 
tisular con abundantes células inflamatorias entre ellas 
linfocitos, macrófagos y células gigantes. Estructuras 
redondeadas birrefringentes, traslúcidas. PAS positivas, 
levaduriformes, encapsuladas, con halo claro alrededor 
de núcleo redondeado (Figs. 3 y 4).

Diagnóstico Histopatológico

Criptococosis cutánea.

Cultivo De Piel

Positivo para Cryptococcus neoformans.

Tratamiento y Evolución

Fluconazol 400 mg/día IV por dos semanas con mejoría 
de lesiones cutáneas, luego Fluconazol 200 mg/día 

Figure 1: (Clínica) Placa hipercrómica ovalada infiltrada, indurada al 
tacto, de 3 x 8 cm, bordes regulares, límites difusos, en cara externa 
de muslo izquierdo.

Figure 2: (Clínica) Múltiples máculas hipercrómicas de 1‑3 cm de 
diámetro, redondeadas, bordes regulares, límites netos, de aspecto 
residual, localizadas en tobillos. Nódulos redondeados eritemato‑
violáceos, de 1 a 3 cm, en cara interna de tercio inferior de piernas y 
cara interna de brazo derecho.
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VO, según nuevo cultivo de piel. En caso de presentar 
empeoramiento o inestabilidad hemodinámica iniciar 
Anfotericina B.

La paciente fue dada de alta con mejoría de las lesiones 
en piel, lúcida, con el plan de continuar Fluconazol 
por un mes y posteriormente realizar nuevo cultivo de 
piel para valorar continuación del tratamiento (Fig. 5).

Segundo cultivo de piel (al mes): No se observan 
microorganismos.

Al tercer mes presentó disminución brusca de la 
agudeza visual y se confirmó endoftalmitis izquierda 
por Aspergillus sp, por lo que recibió Anfotericina B, 
y se realizó enucleación del ojo afecto. La paciente 
fue sometida a transplante renal de donante vivo, con 
óptima evolución a los 4 meses de seguimiento. Luego 
de 12 meses de seguimiento no se detectaron otros 
órganos con invasión por Cryptococcus neoformans.

COMENTARIOS

La criptococosis es una infección oportunista causada 
por Cryptococcus neoformans, un hongo encapsulado, 
que se encuentra en excrementos de aves y murciélagos, 
frutas, vegetales y en la tierra. La principal puerta de 
entrada del agente infeccioso es la vía respiratoria. En 
los pacientes inmunocompetentes, habitualmente la 
infección se limita a esta localización, desarrollando, 
en algún caso, una sintomatología y una traducción 
radiológica escasa con resolución espontánea [1-3].

En los pacientes con inmunosupresión celular, VIH, 
leucemia o linfoma, trasplantados y pacientes tratados 
durante un largo periodo de tiempo con esteroides y/o 
inmunosupresores) la infección puede diseminarse 
por vía hematógena y afectar a otros órganos, 
principalmente el sistema nervioso central (SNC) y 
la piel [2].

Las lesiones cutáneas secundarias aparecen entre 
el 10 y el 20% de los casos, entidad conocida como 
criptococosis cutánea secundaria (CCS).

La criptococosis cutánea primaria (CCP) suele afectar a 
pacientes inmunodeprimidos, tras inoculación directa. 
Su diagnóstico se basa en la identificación de C. 
neoformans en una biopsia o cultivo de la lesión cutánea, 
asociada a criterios clínicos (la existencia de un síndrome 
chancriforme) o histológicos (lesiones confinadas a la 

Figure 3: (Histopatología Izq) Epidermis y dermis superficial sin 
alteraciones. (Centro) Dermis profunda e hipodermis con denso 
infiltrado celular linfo-macrofágico. Necrosis licuefactiva tisular con 
abundantes células inflamatorias. (Der) Infiltrado denso a mayor 
aumento con linfocitos, macrófagos y células gigantes. Estructuras 
redondeadas birrefringentes, traslúcidas.

Figure 4: (Histopatología) (Coloración especial de PAS) Dermis 
profunda e hipodermis con necrosis tisular y denso infiltrado celular 
linfo‑macrofágico, células gigantes, estructuras birrefringentes 
ovaladas, intracitoplasmáticas, PAS positivas, levaduriformes, 
encapsuladas, con halo claro alrededor de núcleo redondeado.

Figure 5: (Evolución) Resolución de lesiones cutáneas al mes de 
control. Máculas hipercrómicas residuales.

piel y el tejido celular subcutáneo), ambos con ausencia 
de diseminación, considerando que la linfadenopatía 
regional no se considera criterio de diseminación [2].

La piel puede afectarse en la Criptococosis diseminada, 
o en la forma cutánea primaria y es el tercer órgano en 
frecuencia. En la Criptococosis diseminada se afecta 
en el 10-20% de los pacientes, y pueden aparecer 
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lesiones en cualquier parte del cuerpo, sobre todo 
cabeza y cuello [4]. Las manifestaciones cutáneas 
pueden aparecer meses antes de la afectación de otros 
órganos, éstas lesiones no son específicas, y pueden 
ser manifestación de una diseminación generalizada; 
pápulas, vesículas, pústulas, nódulos subcutáneos que 
pueden llegar a ulcerarse, úlceras, celulitis, simulando 
molluscum contagiosum (siendo la forma predominante 
en pacientes afectos de sida). Muy raramente se han 
descrito casos de vasculitis necrotizante, casos similares 
a herpes, pioderma gangrenoso y carcinoma basocelular, 
nódulos en las extremidades, en el tronco o incluso en 
el ala nasal, pero no hemos encontrado en la literatura 
manifestaciones cutáneas que simulen un eritema 
nodoso, tal y como se ve en nuestro caso [4,5].

El diagnóstico clínico de ambas formas de criptococosis 
es difícil debido a la inespecificidad de su presentación, 
por lo que el estudio histopatológico de la piel es 
importante, ya que tanto el examen convencional con 
hematoxilina y eosina, así como las tinciones especiales 
de PAS, plata metenamina y mucicarmín permiten 
visualizar las esporas hacen sospechar la infección 
fúngica por cryptococo, sin embargo, el diagnóstico 
definitivo será microbiológico mediante el cultivo de 
la muestra seleccionada [4].

El pronóstico es pobre, por su estrecha asociación con la 
inmunosupresión, y está influenciado por la realización 
de un diagnóstico precoz y por la instauración rápida 
de un tratamiento eficaz.

Debe recordarse que los corticoides, fármacos de 
uso muy habitual en la práctica diaria, son potentes 
inmunosupresores del sistema inmune humoral y celular, y 
provocan una mayor predisposición a padecer infecciones 
por microorganismos oportunistas, circunstancia que 
obliga a estar atentos ante cualquier síntoma y/o signo, 
por banal que parezca en los pacientes que los reciben.

El tratamiento de la Criptococosis se resume en la 
Tabla 1.

Actualmente se cuenta con limitada información 
sobre la utilidad de los nuevos triazoles, voriconazol y 
posaconazol para el tratamiento de la criptococosis [6].

CONCLUSION

Ante la aparición de lesiones en piel en un paciente 
inmunodeprimido debe plantearse la posibilidad de 
una infección micótica, aunque las manifestaciones 
cutáneas sean inespecíficas. El estudio histopatológico 
de las lesiones cutáneas puede permitir el diagnóstico 
precoz de algunas micosis profundas, en particular en 
pacientes de riesgo, mientras se esperan los resultados 
del cultivo. La celulitis, como la primera manifestación 
clínica de la infección criptococócica, tal y como ocurrió 
en nuestra paciente, es inhabitual, generalmente 
se limita a pacientes inmunodeprimidos y al igual 
que otras infecciones necrotizantes cursan con alta 
mortalidad (80%).

Tabla 1: Tratamiento de la Criptococosis. Modificado de Tello M, Gutiérrez E, y col
Criptococosis Fármaco Dosis Tiempo
Formas Leves
Sin Compromiso del SNC

Fluconazol 400 mg/d VO 6-12 semanas

Itraconazol* 400 mg/d VO 6-12 semanas

Formas severas
Compromiso del SNC
VIH +

Inducción Anfotericina B+5-Fluocitosina" 0,7 mg/kg/d EV
100 mg/kg EV

2 semanas

Mantenimiento Fluconazol 400-800 mg/d VO 8 semanas
Fluconazol 200 mg/d VO Permanentemente

Formas severas
Compromiso del SNC
VIH ‑

Alternativas° Anfotericina B+5-fluocitosina" 4‑6 semanas

Inducción Anfotericina B+Fluconazol 0,7 mg/kg/d EV
800 mg/día VO

2 semanas

Mantenimiento Fluconazol 400-800 mg/día 
VO

8-10 semanasˆ

*Menos efectivo, "La combinación ayuda a más rápida negativización del LCR, °En caso de no contar con 5‑Fluocitosina, ˆHasta la negativización del LCR
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La importancia de conocer las manifestaciones cutáneas 
de esta infección se basa en que dichas lesiones pueden 
preceder incluso hasta dos años la afectación por 
Cryptococus neoformas de otros órganos o sistemas, de 
curso insidioso y oligosintomático, como la afectación 
pulmonar o neurológica, éstas manifestaciones pueden 
preceder.

La fácil accesibilidad para realizar una biopsia cutánea, 
mínimamente invasiva y con gran rentabilidad 
diagnóstica, permite obtener muestras para el cultivo 
microbiológico y para el estudio histopatológico, 
en muchas ocasiones imprescindibles debido a la 
inespecificidad y al polimorfismo clínico.

Esta infección debe considerarse en el diagnóstico 
diferencial de la celulitis/hipodermitis necrotizante 
en pacientes inmunodeprimidos, la afectación de 
la piel como la primera manifestación clínica de la 
infección criptococócica diseminada es rara, siendo 
de mal pronóstico por lo que debe realizarse un precoz 
diagnóstico y tratamiento.
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INTRODUCTION

Reactive perforating collagenosis (RPC) is a rare skin 
disorder characterized by transepidermal elimination 
(TEE) of altered collagen through the epidermis [1-3]. 
Two distinct forms of RPC are known: the rare inherited 
form that starts in early childhood, usually precipitated 
by environmental cold or trauma; and the commonly 
acquired form that occurs in adulthood [2,4]. To 
the best of my knowledge, less than 50 cases of the 
inherited form of RPC are reported in the literature [5]. 
We herein report a rare case of inherited form of RPC 
in a 13 year old child, with history of similar lesions in 
his elder brother.

CASE REPORT

A 13 year old boy came to our outpatient department 
presenting with complaints of multiple, mildly pruritic, 
hyperpigmented papular and nodular lesions on face, 
extensor aspect of upper and lower limbs since his infancy. 
There was history of exacerbation and spontaneous 
remission but specific aggravating or relieving factors 
could not be found. During infancy, lesions started 
developing as skin coloured papules which followed the 
typical course of evolution progressing with increase in 

pigmentation and size of the lesions and later showing 
central umbilication and keratotic plug formation in 
each lesion. There were tendency in some lesions to heal 
spontaneously within 2 months of development leaving 
behind residual hyperpigmentation. Oozing, vesiculation 
or crusting were absent in most of the lesions. There was 
history of similar complaints in his 18 years old elder 
brother since his early childhood. History of parental 
consanguinity was present suggesting the possibility of 
autosomal recessive mode of inheritance in this familial 
case because none of the parents were affected with this 
disorder.

Local cutaneous examination demonstrated multiple, 
hyperpigmented, well defined, discrete, hyperkeratotic 
papulonodular lesions over face (on forehead and 
cheeks), both elbows, wrists, dorsa of hands, anterior 
aspect of both legs and feet (Figs. 1-4). The characteristic 
adherent central keratotic plugs were seen in most of 
the lesions because lesions were in different stages of 
evolution. Koebnerization due to scratching were also 
noted in some of the lesions. No hair structure was 
seen within any of the invaginations. Examination 
of nails, hair, teeth, and mucosa were normal and 
general physical and systemic examination was not 
remarkable. All routine laboratory parameters including 

ABSTRACT

Reactive perforating collagenosis is a rare disorder of transepidermal elimination in which genetically altered collagen 
is extruded out through the epidermis. This disease usually starts as asymptomatic or pruritic umbilicated papules 
on extensor aspects of extremities and face, and the lesions become more conspicuous with age. It has two forms: 
acquired and inherited form, of which inherited form is extremely rare. Here, we document a case of inherited form 
of reactive perforating collagenosis in a 13 year old boy having multiple asymptomatic hyperpigmented umbilicated 
papules with a central keratotic plug distributed chiefly over face and extensor aspect of upper and lower extremities 
since his infancy, with history of similar lesions in his 18 year old elder brother.
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urine analysis for albumin and microscopy were within 
normal limits.

To come arrive at a conclusive diagnosis of specific 
perforating dermatosis, a punch biopsy sample was 
taken from the classical lesion over wrist and sent for 
histopathological evaluation (HPE).

HPE revealed epidermal invaginations filled up with 
orthokeratotic corneocytes, pyknotic neutrophils, and 
basophilic necrotic debris suggestive of altered collagen 
bundles. The invagination in its center showed break 
in continuity of epithelium. The dermis beneath 
the invagination had moderately dense infiltrate 
of lymphocytes and neutrophils. The epidermis 
around invagination showed moderate psoriasiform 
hyperplasia, acanthosis, mild spongiosis and focal 
parakeratosis (Fig. 5).

Based on clinical and histopathological features, a 
diagnosis of reactive perforating collagenosis was made. 
For management emollient, tretinoin cream and oral 
antihistaminics were given as first line of treatment 
and patient was advised to follow up on monthly basis.

Prior to the study, patient gave written consent to the 
examination and biopsy after having been informed 
about the procedure.

DISCUSSION

Perforating dermatoses are a group of uncommon 
skin disorders characterized by transepidermal 
elimination of altered collagen and/or elastin through 
the epidermis. These include four disease entity: 
Kyrle’s disease, perforating folliculitis, EPS and RPC. 
RPC is a rare type of perforating disorder which 
was first described by Mehregan et al. in 1967 [6] 
The underlying defect is most likely to be a genetic 
abnormality of the collagen leading to its extrusion 

Figure 1: Hyperpigmented, hyperkeratotic nodular lesions on forehead 
with central crusting.

Figure 2: Lesions in different stages of evolution showing typical well 
defined hyperkeratotic papule with central adherent keratotic plug and 
healed residual hyperpigmented area in surrounding skin.

Figure 3: Papules with sign of koebnerization on left wrist due to 
scratching.

Figure 4: Fully evolved lesion clearly revealing central depression due 
to transepidermal elimination of necrotic debris.
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as a result of necrolysis of the overlying epidermis. 
RPC exists in two forms; the common acquired form 
occuring in adults and rare inherited form seen in 
children. The acquired form is more common and 
usually manifest after second decade of life. It is 
often referred to as acquired perforating dermatosis 
mostly associated with diabetes mellitus, chronic 
renal failure, hypothyroidism, hyperparathyroidism, 
Hodgkin’s disease, neurodermatitis, IgA nephropathy, 
periampullary carcinoma with jaundice, hepatocellular 
carcinoma and HIV [7]. The inherited form is rare, 
usually starts in infancy or early childhood and has a 
slight male preponderance. The mode of inheritance 
may be autosomal recessive or dominant with a positive 
family history in about two third cases [4,8].

The clinical manifestation is similar in both acquired 
and inherited forms except pruritus which is often 
more troublesome in acquired RPC. Morphologically, 
lesions in both forms consist of erythematous or more 
commonly hyperpigmented umbilicated papules and 
nodules with a central keratotic plug distributed over 
extensor surfaces of upper and lower extremities [9]. The 
lesions may regress spontaneously within 2-3 months 
leaving a hypopigmented or hyperpigmented area [10]. 
In inherited and acquired RPC, physical trauma in 
the form of scratching and cold has been suggested as 
predisposing factors in inducing the degeneration of 
collagen with thinning of epidermis [4].

In genetically predisposed individuals in inherited RPC, 
these predisposing factors eventually result in early 
initiation of collagen damage and degeneration. [9] 

The transepidermal elimination of damaged collagen 
is facilitated by the upward movement of proliferating 
keratinocytes which form a vertically oriented 
channel through which elimination take place [9]. 
Overexpression of TGF-ß3 and extracellular matrix 
proteins like fibronectin have been held responsible to 
stimulate such increased keratinocytic proliferation and 
upward migration resulting in the perforation through 
epidermis [11].

Histopathological features of classical fully evolved 
lesions of RPC are very distinctive which shows a cup-
shaped invagination of the epidermis, which is lined by 
acanthotic epidermis on the sides. At the base of the 
invagination, there are vertically oriented perforating 
bundles of degenerated collagen intermingled with the 
attenuated layer of keratinocytes [8,12].

Within the invagination, there are densely packed 
basophilic debris and degenerated collagen bundles. 
Beneath the base of the invagination, dense infiltration 
of lymphocytes and neutrophils may be found [12].

There are few clinical conditions which may pose 
some difficulty in the clinical diagnosis of RPC, 
they are: Kyrle’s disease, EPS, Perforating folliculitis, 
perforating granuloma annulare (GA), molluscum 
contagiosum and papular urticaria [10]. The latter 
three can be ruled out on the basis of characteristic 
clinical presentation but to differentiate from first three 
perforating dermatosis, histopathological evaluation is 
usually required. Kyrle’s disease can easily be ruled out 
on HPE by the absence of dyskeratotic keratinocytes 
& dermal granulomatous lymphocytic infiltration and 
presence of altered collagen bundles at the base of 
invagination [13].

In Perforating folliculitis, the epidermal invagination 
is seen in relation to a vellus hair unlike in RPC. 
Elastosis perforans serpiginosa is characterized by the 
presence of thickened elastic fibres around epidermal 
invaginations, which can be confirmed on Verhoeff-
van Geison staining unlike in RPC [13]. Hence 
histopathological diagnosis may be aided by specific 
staining for collagen or elastin by Masson’s trichrome 
and Verhoeff-van Geison stain respectively.

Many treatment modalities have been tried with 
variable success rates. Fortunately, lesions can regress 
over the time without any treatment but inherited form 
may not resolve spontaneously so long term therapy is 
usually needed. The treatment options include topical 

Figure 5: Epidermal invaginations filled up with orthokeratotic 
corneocytes & basophilic altered collagen bundles.The epidermis 
around invagination showed moderate psoriasiform hyperplasia 
with acanthosis and mild spongiosis. Moderately dense lymphocytic 
infiltration in dermis (H & E, X 40).
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retinoids, topical corticosteroids, intralesional steroids, 
PUVA, NBUVB, cryotherapy, allopurinol, doxycycline, 
methotrexate [14,15].

CONCLUSION

Inherited RPC is a rare disorder which may not resolve 
spontaneously leading to the persistence of the lesions 
and moreover it may progress over the time resulting 
in significant cosmetic problems with or without 
pruritus. Therefore in the view of such challenges with 
this disorder, proper case reporting should be done to 
allow further research and therapeutic trials to find out 
better treatment options.

Consent

The examination of the patient was conducted 
according to the Declaration of Helsinki principles.
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INTRODUCTION

Vitiligo is an acquired loss of skin pigment of unknown 
etiology. Loss of melanocyte is demonstrated in 
the skin but the cause of loss of melanocyte is not 
known. Vitiligo affects about 0.4%-2%, of the general 
population [1]. The prevalence of vitiligo does not vary 
with gender nor race of affected patients [2]. Vitiligo 
poses a serious concern and reduces the quality of life 
because of increased contrast in the black skin and the 
myth associated with it [3].

One of the theories proposed to explain the etiology 
of vitiligo is the genetic theory with several genes 
described in association with vitiligo. We present a 
case of familial vitiligo in a mother and child with a 
probable tendency for genetic anticipation.

CASE REPORT

Case 1

We report a 34-year-old Nigerian woman, who presented 
to our clinic on account of depigmented patches on the 
dorsum of the right foot. It started as a small macule 
and has increased progressively over 18 months to its 
present size (Figs. 1 and 2). There is no involvement of 

any other part of the body. There is no history suggesting 
any associated autoimmune disease. No history of 
emotional stress, or exposure to the industrial chemical 
in the patient. No other member of the family had 
vitiligo except the daughter. The results of laboratory 
investigations including complete blood count, blood 
sugar, and serum chemistry were within normal limit.

Case 2

The 3-years-old daughter of the patient (Case 1) 
developed depigmented patches on the dorsum of the 
foot about the same time with the mother. However, 
more areas were involved in the depigmentation 
including both feet (Figs. 2 and 3). No other part 
of the body was involved and there were no clinical 
findings suggesting autoimmune disease. The result 
of laboratory investigation were all normal.

Assessment of familial vitiligo was made and occurrence 
at the same time and in similar site in both the mother 
and the daughter was noted.

DISCUSSION

Familial vitiligo is frequently reported in the 
literature [4], and this has lent credence to the genetic 

ABSTRACT

Vitiligo is an acquired loss of skin pigment of unknown etiology. It frequently occurs in familial clusters thereby favoring 
the genetic theory for its pathogenesis. Several genes have been described in association with vitiligo and it is often 
thought to be polygenic with variable expressivity. We present two cases of familial vitiligo occurring in a mother and 
her child with a more severe presentation in the child. These cases of familial vitiligo portray the genetic theory with 
associated features suggesting genetic anticipation.

Key words: Vitiligo; Genetic anticipation; Genetic theory
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theory of the pathogenesis of vitiligo. Transmissibility is 
thought to be polygenic with variable expressivity. The 
genes involved in the pathogenesis of vitiligo includes 
those associated with biosynthesis of melanin, response 
to oxidative stress and autoimmunity [5]. Genetically 

primed reduction in pro-opiomelanocortin peptides 
and α-MSH, as well as reduced expression of other 
genes involved in the melanocortin system (POMC, 
ASIP, MC1R, MC2R, MC3R, MC4R, MC5R) and 
melanogenesis (TRPI, DCT) has been described in 
association with vitiligo [6].

Bradley et al, in their work, suggested an association 
between catalase gene (CAT) and vitiligo [7]. 
Association between HLA system and vitiligo has 
been described with variable and inconsistent 
findings. Additionally, IFN-γ, TNF-α and IL-10 and 
their receptors have been shown to be associated with 
vitiligo [8].

A number of factors have been described in associated 
with the onset of vitiligo.These factors as shown by 
Behl et al include malnutrition, emotional trauma 
such as loss of Job, a death of a close relative, etc, 
and recurrent infections. Systemic antibiotic, topical 
chemical agent such as adhesive binds and wearing of 
rubber footwears were also associated with the onset 
of vitiligo. These factors were probably thought to be 
associated with vitiligo, by disturbing the immune 
balance and initiating autoimmune response [4].

The occurrence of vitiligo in the mother and her 
daughter as shown in our case strongly suggest familial 
predisposition. This may not be uncommon as it has 
been frequently reported in the literature [2]. However, 
the onset of vitiligo in the child at a younger age of 
3 years in contrast to the mother in whom the onset 
was 34 years, and the increasing severity of the lesions 
in the child suggests a phenomenon akin to genetic 
anticipation. Genetic anticipation is a phenomenon 
whereby genetic diseases present earlier and with 
increased severity in succeeding generation. These are 
commonly reported in association with neurological 
diseases such as Huntington’s disease, myotonic 
dystrophy, spinocerebellar ataxia and Friedreich ataxia. 
It has also been demonstrated in association with 
Behçet’s disease by Fresko et al [9].

The occurrence of vitiligo lesions on the similar site 
(dorsum of the foot) was noted in the mother as well 
as the child. The similar location in both mother and 
child may actually be coincidental but it’s a food for 
thought. Environmental factors, as well as shared traits 
may have played a role.

While we consider the possibility of genetic anticipation, 
in these patients, we also gave consideration to the 

Figure 1: Vitiligo on dorsal surface of mother’s right foot and ankle.

Figure 2: Vitiligo on dorsal surface of the feet in mother and child.

Figure 3: Vitiligo on dorsal surface of child’s feet and ankle.
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concurrent onset of the lesions in both the mother and 
the daughter. Since the onset of disease in both parent 
and offspring may not necessarily occur concurrently 
in genetic anticipation, we thought of the likelihood 
of two genetically predisposed individuals (mother and 
daughter) being exposed to triggers since they share the 
same environment. Although suspected, we did not 
identify any triggers in these patients. Several factors 
including malnutrition, emotional trauma, infections, 
antibiotics and topical chemical agents have described 
in association with the onset of vitiligo [4].

CONCLUSION

The cause of vitiligo remains unknown though familial 
predispositions being one of the proposed hypotheses 
for the etiology. While the genetic predisposition is 
thought to be polygenic, our cases also suggest the 
likelihood of genetic anticipation. We do recommend 
further study on the likelihood of genetic anticipation 
in familial vitiligo.
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INTRODUCTION

Erythema multiforme (EM), originally named by 
Hebra as erythema exudativum multiforme, is an 
acute self limiting mucocutaneous condition which 
is usually diagnosed on the basis of its characteristic 
clinical features like target shaped papules with a 
tendency for facial and acral involvement. The most 
common precipitating factors include viral infections 
and drugs [1]. EM induced by contact allergy is a rare 
entity. Here we report a case of EM induced by contact 
allergy to p-Paraphenylenediamine (PPD), a common 
colorant present in hair-dyes.

CASE REPORT

A 40 year old female presented in the outpatient of our 
department with a clinical presentation of erythema, 
edema and erosive dermatitis of face involving scalp 
margins, forehead, nape of neck, arms and hands 
involving both dorsal and palmar aspects. Lesions were 
associated with severe itching and burning sensation. 
Significant preauricular and cervical lymphadenopathy 
was also found on examination. Patient gave history of 
application of hair-dye 3 days prior to onset of lesions. 
On further probing, patient gave history of application 

of hair-dye twice previously about 1 year back. The first 
application was uneventful but the next application 
was followed by itching and erythema at the sites of 
application within 1 day. This time the patient was 
managed with topical potent corticosteroids and oral 
antihistamines. On examination the lesions were 
targetoid at most places with a few interspersed atypical 
targetoid lesions which were characteristic of EM 
(Fig. 1). Mucosae were not involved. No evidence of 
preceding Herpes infection was found and IgG and IgM 
for HSV 1 and 2 were also negative. No history of any 
drug intake prior to onset of eruption was found. These 
lesions resolved with application of topical potent 
corticosteroids with residual hyperpigmentation. As 
there was no precipitating factor for onset of EM, 
contact allergy to PPD in hair-dye was suspected to be 
the causative factor for EM lesions.

After the clearance of lesions, the patient was patch 
tested with 1% PPD in petrolatum base. The patch was 
applied on the back and was removed at 48 hours and 
was found to be 3+ positive with erythema, induration 
and vesiculation which confirmed the sensitization to 
PPD (Fig. 2). From the history, clinical examination 
and patch testing, a diagnosis of contact allergy induced 
EM was made.

ABSTRACT

Erythema multiforme (EM) is an acute, self limited skin disease characterized by the sudden eruption of symmetrical 
lesions in typical targetoid fashion usually confined to face and extremities. The most commonly implicated factors 
include infections like herpes simplex, mycoplasma, drugs like antibiotics and anticonvulsants and vaccinations. Contact 
dermatitis induced EM is a rarely reported entity. Herein we present a case of a 40 year old female who presented with 
EM due to contact sensitivity to p-Paraphenylenediamine (PPD), a common coloring agent in hair-dyes and a potent 
sensitizer. Till date, there have been only a few case reports of PPD induced EM.

Key words: Allergic contact dermatitis; Erythema multiforme; Hair dye; Paraphenylenediamine; Patch test
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DISCUSSION

EM is an acute self limiting condition, usually localized 
to face and extremities, seen mostly in young adults 
and characterized by characteristic target lesions. 
The commonest precipitating factors for EM include 
infections like Herpes, Mycoplasma and drugs [1]. 
Numerous allergens have been implicated in causing 
EM following contact dermatitis which includes 
chemicals like colophony, fragrances, epoxy resin, PPD, 
drugs like acetaminophen, antibiotics, metals like 
nickel and plant allergens like rubber and poison ivy [2].

EM due to contact dermatitis arises usually during 
acute contact dermatitis or may appear after clearance 
of primary lesions. The pathogenic mechanism for 
EM following contact dermatitis is not fully known. 
It has been hypothesized that contact allergens may 
reach skin at distant sites from the site of application 

by travelling in peripheral mononuclear cells via the 
blood stream [3]. It is followed by a type III allergic 
reaction leading to deposition of immune complexes 
in the cutaneous microvasculature which leads to the 
cutaneous lesions. Another possible hypothesis is the 
type IV hypersensitivity reaction which has been proven 
by the presence of cytotoxic T-cells in the lesions.

PPD is a major coloring agent in hair dyes and is 
implicated as the most common agent causing allergic 
contact dermatitis to hair dyes. Along with hair dyes, 
PPD is also present in textile dyes, leather dyes, 
fur dyes, photocopiers and black rubbers. Hair dye 
dermatitis can present as irritant dermatitis, allergic 
contact dermatitis or photocontact dermatitis [4]. 
Other common presentations include airborne contact 
dermatitis, photocontact dermatitis, periorbital 
eczema, hand eczema, lichenoid lesions and lichen 
planus pigmentosus like pigmentary changes. EM 
like allergic contact dermatitis with hair dye is a rarely 
reported condition [5].

CONCLUSION

EM following hair dye dermatitis has been infrequently 
reported in the literature. This case was reported for 
the rarity of occurrence of such clinical presentation.
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Figure 1: Erythema multiforme like lesions over the nape of neck 
and palms.

Figure 2: Patch test showing 3+ contact sensitivity to PPD.
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What’s Known: Erythema multiforme minor is rarely 
associated with arthritis.

INTRODUCTION

Erythema multiforme (EM) is an acute, immune-
mediated, self-limited mucocutaneous condition 
characterized by distinctive target lesions with concentric 
colour variations [1-3]. It is believed to be the result of 
a type four hypersensitivity reaction, occuring as a 
consequence to an underlying trigger. It can occur as 
a single episode or the lesions can recur in the form 
of multiple episodes, with a highly variable interval 
between these episodes [2]. In those patients where 
EM has a remitting –relapsing course, over months or 
years, the condition is known as recurrent erythema 
multiforme [1]. This causes significant distress to 
the patient, necessitating a thorough search for the 
underlying trigger. Erythema multiforme can have 
association with a variety of diseases [4]. Here we report 
a rare association between EM and polyarthritis in a 
male patient.

CASE REPORT

A 25 years old male patient, reported to our 
dermatology OPD with the complaints of red, raised 
lesions over the joints of both hands, feet, elbows, 
knees and ankles with pain and swelling of the small 
joints of hand. These lesions had been appearing for 
the last 3 years, with a remitting and relapsing course. 
As per the patient, the lesions had first appeared over 
the joints of his hands nearly 3 years ago and were 
associated with pain and swelling of these joints. 
The eruption was preceeded by fever and the patient 
had associated constitutional symptoms also. The 
episode lasted for a few days at that time. This was 
followed by a period of remission, lasting for a few 
weeks. Soon the patient developed fresh lesions over 
his hand joints again, followed by the joints of feet, 
elbows and knees. These lesions had the same course 
as above but the extent was widespread with severe 
pain, swelling and limited movements of the affected 
joints of hands, feet, elbows and knees. Multiple 
such episodes following the same course, occurred 

ABSTRACT

Erythema multiforme (EM) is an acute, immune-mediated, self-limiting mucocutaneous condition characterized 
by distinctive target lesions. The etiology is diverse and numerous diseases have been associated with EM. However, 
arthritis has been rarely reported with it. We report a rare association between EM, localized mainly over the joints, 
and polyarthritis in a male patient, who responded successfully to oral acyclovir.
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over the subsequent three years, with periods of 
remission in between. An interesting finding was the 
exacerbation of lesions during cold weather with a 
history of recurrent oral herpes often preceeding the 
cutaneous eruption. There was no significant drug 
intake prior to the appearance of lesions. Moreover 
the joint involvement had started with the cutaneous 
eruption and was not present before 3 years. There was 
no history of morning stiffness or any other significant 
complaint in the history.

On examination, the general physical examination 
was found to be unremarkable. The cutaneous 
examination revealed multiple erythematous to 
violaceous crusted papules, erosions, pustules and 
atypical target lesions distributed over the arms, 
forearms (extensor surfaces), hands (including 
dorsa of both hands, dorsal and palmar surfaces 
of fingers especially over metacarpophalangeal, 
proximal and distal interphalangeal joints), knees, 
lower legs, dorsa of both feet (predominantly over 
the metatarsophalangeal and interphalangeal joints 
of feet) (Figs 1 - 3). The interphalangeal joints of 

left thumb and index finger along with the joints 
of knee, elbow, feet were erythematous and swollen, 
tender, with reduced range of movements. The surface 
temperature was also raised. No mucosal lesion was 
present.

The routine haematological investigations were 
within normal limits including ASO titre and 
C- reactive protein. Serum anti- nuclear antibody, 
rheumatoid factor and anti- CCP (anti- citrullinated 
peptide) levels were also done, which were all 
negative. Serum IgG and IgM anti-HSV 1 were 
positive. X-rays of the affected joints revealed mild 
soft tissue edema. A histopathological examination of 
the cutaneous lesions was performed and the features 
were consistent with the diagnosis of erythema 
multiforme (Fig. 4).

Following this, the patient was put on oral acyclovir 
400mg tid. The cutaneous lesions as well as the arthritis 
resolved within a period of two weeks (Fig. 5). The 
patient was put on suppressive therapy for herpes 
simplex for six months and was free of lesions for this 
period and next six months.

Figure 1: Atypical target lesions on the hands involving mainly the 
joints.

Figure 2: Inflammed left proximal interphalingeal joint of index finger 
and thumb.

Figure 3: Target lesions on palmar aspect of hands.

Figure 4: Involvement of knee joints.
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DISCUSSION

First described by Ferdinand von Hebra in 1866, erythema 
multiforme is an acute, mucocutaneous disorder 
considered to be a hypersensitivity reaction associated 
with certain infections and medications [2,5]. It is 
characterized by acrally distributed, distinct targetoid 
lesions with concentric color variation, sometimes 
accompanied by oral, genital, or ocular mucosal erosions 
or a combination of these [6]. The etiology is diverse 
with a huge list of causative agents reported in literature. 
The main causes include infections, medication 
use, malignancy, autoimmune disease, radiation, 
immunization, and menstruation  [2]. In addition, 
numerous other agents have been incriminated and 
numerous disease associations reported.

Viral infection, especially by herpes simplex virus is 
believed to be one of the most common etiological 
agents for EM with studies reporting a 70% causality 
of EM due to this virus alone [7,8]. A distinct term has 
been coined for such cases where the virus is responsible 
for recurrent episodes of EM, namely herpes- associated 
EM (HAEM) [9].

Even though numerous diseases, both immunological 
and non- immunological have been associated with 
EM, arthritis has been rarely associated with it. 
Contrary to the arthralgias seen in most of the EM 
patients, our patient had features of arthritis with no 
evidence of any connective tissue disorder. Although 
herpes group of viruses is most commonly attributed 
etiological agent of connective tissue disorders like SLE 
and RA, but studies show no statistical significance of 

HSV 1 and 2 serology in these patients and the healthy 
controls [10,11].

In our patient, the remitting and relapsing course of the 
disease, history of orolabial herpes often preceding the 
eruption and constitutional symptoms, all favoured the 
viral etiology of erythema multiforme. However the 
preponderance of lesions over the joints of upper and 
lower limbs with associated features of arthritis in the 
hand joints was a unique association.

Recurrent EM has been treated successfully with a number 
of drugs, including oral antiviral drugs [12]. A similar case 
was reported wherein the recurrent cutaneous lesions of 
erythema multiforme and polyarthritis responded to oral 
acyclovir [13]. The resolution of the cutaneous lesions as 
well as the arthritis with anti-viral drugs could be due to 
the common pathogenesis of the two conditions which 
would require further studies.

What’s new: Recurrent erythema multiforme minor 
was associated with polyarthritis repeatedly in the same 
joints, that too responded to oral antiviral therapy.

Consent

The examination of the patient was conducted 
according to the Declaration of Helsinki principles.
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INTRODUCTION

Granuloma faciale (GF) is an uncommon inflammatory 
dermatosis that is characterized by one or several 
asymptomatic brown red nodules or plaques on the face 
and polymorphous dense dermal infiltrates with vascular 
damage [1,2]. GF is known to be extremely resistant to 
treatment, although some cases may resolve spontaneously. 
Various treatments have been attempted, including topical 
or intralesional or systemic corticosteroids, dapsone, 
antimalarials, colchicine, topical tacrolimus, topical 
psoralen in combination with ultraviolet A (PUVA), and 
argon and CO2 laser and surgical procedures [2-4]; however, 
none of these have been found to be reliably efficacious. 
Although GF is also known to take a long time to heal, few 
studies have reported the chronology of GF. The longest 
observation period of the GF cases reported in the literature 
was no more than 8 years [5]. Here we describe a case of 
GF in which the eruptions were carefully observed over 
the course of 14 years before finally resolving.

CASE REPORT

A 55-year-old woman presented with a 5-year history 
of erythematous plaques on the face in 2001. Physical 

examination revealed three infiltrated brownish 
plaques of up to 3 cm in diameter, one on the forehead 
and two on the left cheek (Fig. 1a). The laboratory 
results were normal. A biopsy specimen from a plaque 
on the cheek revealed dense mixed inflammatory 
perivascular infiltrates (Fig. 1b). The infiltrating cells 
consisted of eosinophils, neutrophils and plasma cells 
in the dermis. There was nuclear dust around the 
postcapillary vessels, and extravasation of erythrocytes 
were presented. Fibrinoid necrosis of the vessels was 
absent (Fig. 1c). The epidermis was unaffected and was 
separated from the affected dermis by a ‘grenz zone’ of 
normal dermal collagen. Direct immunofluorescence 
demonstrated the presence of C3 deposits around 
small dermal blood vessels (not shown). Based on the 
clinical findings and histological examinations, she 
was diagnosed with GF. Oral dapsone (50 mg/day) was 
administered as the initial therapy, followed by the 
additional local injection of triamcinolone acetonide. 
As this combination therapy showed insufficient 
effect, an alternative combination therapy of oral 
prednisolone (PSL) (20 mg/day), dapsone (50 mg/day) 
and topical tacrolimus was introduced. Eight months 
after the initiation of this treatment, the lesions became 
moderately flat.

ABSTRACT

Granuloma faciale (GF) is an uncommon inflammatory dermatosis that is characterized by one or several asymptomatic brown 
red nodules or plaques usually occurring on the face. GF is known to be extremely resistant to treatment. Various treatments 
have been attempted, including topical or intralesional or systemic corticosteroids, dapsone, antimalarials, colchicine, topical 
tacrolimus, and topical psoralen; however, none of these have been found to be reliably efficacious. We tried numerous 
combinations and rotations of therapeutic modalities for GF over a long time. We described a case of GF in which the eruptions 
were carefully observed over the course of 14 years before finally resolving. Our experience suggests that continuous and careful 
follow-up, and trials of combinations and rotations of therapeutic modalities are essential for treating GF.
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The second biopsy specimen taken at this point 
revealed sparse inflammatory infiltrates and mild 
fibrosis in the dermis (Figs. 2a and b). The PSL was 
gradually tapered, and the oral dapsone and topical 
tacrolimus were also discontinued. After we stopped 
administering the medication, the lesion relapsed and 
protruded gradually over the course of 6 months. CO2 
laser monotherapy was tried four times, to no effect. 
From 2004 to 2008, local injection of triamcinolone 
acetonide (every one or two months) was reintroduced. 
Although this agent showed poor efficacy in 2001, it 
showed favorable results on this occasion. After the 
reintroduction of this treatment, the lesions showed 
remarkable improvement, leaving slight telangiectasia. 
The remission persisted for five years without 
treatment. In 2013, an additional plaque developed 

on the upper side of the existing left cheek lesion. We 
introduced the combined therapy of topical tacrolimus 
and triamcinolone acetonide local injection. Although 
both agents had previously shown efficacy, this 
combination therapy showed no effect. We abandoned 
this treatment and introduced cryotherapy using liquid 
nitrogen in 2014. Four months after the initiation of 
cryotherapy, the lesions improved markedly, leaving 
slight peripheral scarring (Fig. 2c). The patient is 
cosmetically satisfied with the results, as makeup can 
cover the lesion. No exacerbation has been observed 
for ten months without treatment.

DISCUSSION

GF is a benign condition with serious cosmetic 
implications. Treatment is challenging, as GF is usually 
resistant to various modalities [1]. Diagnosis of GF is 
confirmed by its characteristic clinical appearance and 
histologic evaluation of the lesion. The most frequent 
histopathological features of GF are the presence of 
a grenz zone and mixed inflammatory infiltrates of 
neutrophils, eosinophils, lymphocytes and plasma 
cells. Evidence of vasculitis is often present. Direct 
immunofluorescence may demonstrate the presence 
of IgG, IgM, IgA and C3 in the basement membrane 
zone and around the walls of blood vessels [1,5]. This 
disease is often characterized by chronicity, recurrence, 
and the onset of new lesions. Previously, 13 cases of 
GF treated with combination therapies were reported, 
such as parallel usage of cryotherapy with intralesional 
corticosteroid, intralesional corticosteroid with topical 
tacrolimus, and intralesional corticosteroid with 5-FU 
injection [6-10]. All cases achieved remission by these 
combination therapies. We tried several monotherapies 
and combination therapies: Oral dapsone, oral dapsone 
with local injection of triamcinolone acetonide, 
oral PSL with oral dapsone and topical tacrolimus, 
CO2 laser, topical tacrolimus with local injection 
of triamcinolone acetonide, and cryotherapy. The 
efficacy of these treatments varied widely over time, 
and sometimes it confused the therapeutic planning.

CONCLUSION

To our knowledge, this report describes the longest 
treatment and follow-up of recalcitrant GF ever 
described. The present case saw repeated exacerbation 
and improvement over a long time. During the disease 
course, we frequently faced difficulty because of the 
recurrence-prone nature of GF and the unreliable 

Figure 1: (a) Brownish plaques up to 3 cm in diameter on the forehead 
and the left cheek, seen in 2001. (b) A biopsy specimen from the cheek 
lesion reveals dense mixed inflammatory perivascular infiltrates, which 
are separated from the epidermis and pilosebaceous appendages by a 
grenz zone (H&E stain; original magnification x 40). (c) The infiltrating 
cells consist mainly of lymphocytes, eosinophils, neutrophils and 
plasma cells. Nuclear dust and extravasation of erythrocytes are also 
found (H&E stain; original magnification x 400).

a

b
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Figure 2: (a and b) The second biopsy specimen reveals sparse 
inflammatory infiltrates and mild fibrosis in the dermis (H&E stain; 
original magnification x40 (a), x 400 (b). (c) In 2013, an additional 
plaque (dotted arrow) develops on the upper side of the existing 
lesion (solid arrow). After the initiation of the cryotherapy, the existing 
left cheek lesions of GF markedly improves, leaving slight peripheral 
scarring.
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effects of the therapeutic modalities. Our experience 
suggests that continuous and careful follow-up, and 
trials of combinations and rotations of therapeutic 
modalities are essential for treating GF.
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INTRODUCTION

Nonsyndromic, isolated or simple anonycia is a rare 
entity which could be inherited by an autosomal 
dominant (AD) pattern with partial nail involvement 
or autosomal recessive (AR) pattern with severe nail 
involvement in an otherwise healthy person [1]. It 
is one of the rarest anomalies of the nails. Acquired 
anonychia and congenital syndromic anonychia which 
is associated with other abnormalities are more common 
than congenital nonsyndromic type [2].

CASE REPORT

We report an Iranian 24-year-old man with anonychia 
(absence of nails) since birth. He had no finger nails 
and toenails except on the little toes. Nail folds, 
nail beds and distal phalanges were normal and the 
affected fingers were felt soft at their ends but he 
had no complaint of dysfunction (Figs. 1a and 1b). In 
physical examinations there were normal hairs, oral 
mucosa, tongue, teeth and head circumference. There 
was no icthyosis, palmoplantar keratoderma, skin 

pigmentation, dyshidrosis or mental retardation. For 
evaluation of ribs and distal phalanges radiographic 
imaging of the chest, hands and feet were done which 
revealed no abnormality (Fig. 2). He was born via normal 
vaginal delivery at term following an uncomplicated 
pregnancy without taking any medication.

His parents and brother had normal nail plates but 
there were some affected persons in the second and 
third degree relatives which have been presented in 
the pedigree of the family (Fig. 3). This pedigree chart 
has been designed based on the information collected 
by our patient and we did not visit every single one, so 
information regarding other cousins and their children 
were not complete and our patient was not in touch with 
them anymore. Marriages in the families with affected 
children were consanguineous. These types of marriages 
are common in Iran especially in small towns.

DISCUSSION

Anonychia could be acquired or congenital. Common 
etiologies for acquired anonychia including trauma, 

ABSTRACT

Isolated congenital anonychia is a rare disorder which is presented by absence of fingernails and toenails since birth without 
other ectodermal and mesodermal abnormalities. Herein we present a 24-year-old man with anonychia in the hands and 
feet except in little toenails. Our patient had no abnormality in hair, teeth, skull, oral mucosa or intelligence. He was 
born from unaffected parents who were second degree relatives. He had no affected siblings but there were some affected 
persons in the second and third degree relatives so he was diagnosed as a simple autosomal recessive congenital anonychia.
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pemphigus, lichen planus, epidermolysis bullosa and 
Stevens-Johnson syndrome [2,3].

Congenital  anonychia could be syndromic, 
nonsyndromic or due to administration of a drug 
(phenytoin and warfarin) or viral infection during 
pregnancy [3,4]. Embriopathic nail diseases are 
hereditary but fetopathic disorders are nonhereditary 
and occur due to mechanical or vascular impairment 
in uterus [5].

Syndromic anonychia would be associated with other 
malformations including skeletal or neurological 
abnormalities, ectodermal dysplasia (dyshidrosis, 
skin pigmentation, hair and teeth abnormalities) and 
most of them would be inherited in an AD pattern. 
Nonsyndromic or simple anonychia is an isolated 
disorder without any other complications with an AD 
or AR inheritance pattern or sporadic mutation [3-5]. 
Both types of congenital anonychia could be presented 
by total or partial anonychia [4].

Our case was an AR nonsyndromic type of near total 
anonychia because he had unaffected parents, mixed 
sexes involvement in his pedigree of the family and 
history of multiple consanguineous marriages among 
second and third degree relatives. R-spondin gene 
mutation on chromosome 20 in exon 3 has been 
incriminated in AR simple anonychia [6]; also fragility 
on the long arm of the chromosome 10 has been 
reported [7]. Unfortunately we did not make genetic 
investigations for him due to lack of appropriate 
laboratory methods. We recommended his family to 
avoid consanguineous marriage to decrease incidence 
of disease.

In literature review there were rare case reports of total 
or near total simple anonychia with AR inheritance 
pattern especially in Iran, Saudi Arabia, Turkey, India 
and Kazakhstan probably due to consanguineous 
marriages [1-4,6,8-11]. We reported this case because 
of rare presentation but we guess it is not an extremely 
rare disorder and probably some of these cases have 
been unreported as it has been shown in our patient 
pedigree.
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Figure 2: Normal distal phalanges on bilateral hands X-ray.

Figure 3: Pedigree of the family has been drawn. At least thirteen 
affected persons in this pedigree have been detected. Marked represent 
our patient. (Affected male: black quadrangle, affected female: black 
circle, consanguineous marriage: double horizontal lines.

Figure 1: (a) Total absence of all finger nails, (b) Near total absence 
of toenails, nail plates on the little toes were normal.
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ABSTRACT

Genital herpes is the most common cause of ulcers in sexually transmitted diseases (STDs). It is presented as a single 
or multiple, painful injury, accompanied by bilateral, also painful, lymphadenopathy. In immunocompromised patients, 
such as those affected by HIV, Herpes Simplex Virus (HSV) infections have a variety of clinical manifestations; they 
may be located, scattered or atypical. In addition, lesions may be more extensive and persistent than HIV-negative 
patients. We present two cases of immunocompromised patients with perianal herpetic ulcers, one HIV carrier, and 
the other with leukopenia caused by visceral Leishmaniasis.
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RESUMEN

El herpes genital es la causa más frecuente de úlceras dentro de las enfermedades de transmisión sexual (ETS). Se 
presenta como una lesión única o múltiple, dolorosa, acompañada de adenopatías bilaterales también dolorosas. En 
pacientes inmunodeprimidos, como por ejemplo en los afectados por el VIH, las infecciones por el Virus del Herpes 
Simple (VHS) presentan una gran variedad de manifestaciones clínicas pudiendo éstas, ser localizadas, diseminadas 
o atípicas. Además, las lesiones pueden ser más extensas y persistentes que en VIH negativos. Presentamos dos casos 
de pacientes inmunodeprimidos con úlceras herpéticas perianales, uno portador del VIH, y otro con leucopenia por 
Leishmaniasis visceral.
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INTRODUCCIÓN

El Herpes genital es provocado por un virus ADN, 
VHS tipos 1 y 2; puede cursar de manera crónica con 
recidivas hasta en un 40% de los pacientes. El tipo de 
herpes implicado en el 90% de estos casos, es el tipo 2, 
y sólo un 10% el tipo 1, en muy raras ocasiones puede 
encontrarse el virus de la varicela zoster [1].

La gravedad de la infección por herpes aumenta 
en presencia de inmunosupresión. Ulceraciones 
necróticas pueden aparecer en sitios inusuales y 
pueden producirse lesiones más extensas y crónicas 
en los pacientes inmunosuprimidos. Las lesiones 
asintomáticas perianales ocasionadas por VHS 
se observan con mayor frecuencia en individuos 
seropositivos al VIH [2].

Rodríguez y col., refieren que el 64% de los pacientes 
que tienen úlceras anales inespecíficas presentan el 
virus del herpes simple; y que en el 6 al 30% de los 
hombres que tienen sexo con hombres (HSH), que 

padecen patología anal, coexiste el virus del herpes 
simple [1].

La transmisión del Herpes genital y perianal, es por 
implantación directa, es altamente contagioso y 
los síntomas aparecen de 4 a 21 días posteriores a 
la inoculación. Entre las lesiones más frecuentes se 
encuentran eritema y vesículas, las cuales se acompañan 
de dolor perianal, sensación urente, prurito en un 50 a 
85% de los casos, linfadenopatía inguinal, e inclusive 
rectorragia. La radiculopatía puede encontrarse en un 
50% y los signos neurológicos pueden persistir posterior 
a la infección aguda [1].

Las lesiones herpéticas ulceradas ayudan a la transmisión 
sexual del VIH. Las manifestaciones atípicas de 
herpes tales como úlceras hemorrágicas profundas 
dolorosas, placa verrugosa con ulceración, placas 
verrugosas hiperqueratósicas, eritema multiforme, 
erupción eritematosa generalizada y exantema pápulo 
vesiculoso, se presentan en las personas afectadas por 
el VIH. La localización más frecuente de ulceración 
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es la región perianal. La diseminación viral subclínica 
es significativamente más común en pacientes con 
VIH [2].

El diagnóstico es clínico, y en los casos dudosos y 
atípicos, se apoya en el test de Tzanck, la histopatología, 
la inmunofluorescencia y el cultivo de las lesiones 
vesiculares.

El tratamiento es con antivirales tales como el Aciclovir, 
el Valaciclovir y el Fanciclovir [1].

CASOS CLÍNICOS

Caso 1 

Mujer, 41 años, soltera, procedente de medio urbano 
del Paraguay, con diagnóstico de SIDA estadio C3, 
con recuento de linfocitos CD4 de 106 cél/mm3, 
toxoplasmosis cerebral, candidiasis oral, diarrea 
crónica, en tratamiento con Zidovudina, Lamivudina, 
Efavirenz, Sulfadiazina, Pirimetadina y Fluconazol, 
con cuadro de 1 mes de evolución de granos rojos 
en región perianal, dolorosos, que luego presentan 
contenido líquido. Aumentan de tamaño y se 
ulceran. Examen físico: Placas eritematosas con halo 
hiperpigmentado y centro ulcerado, bordes irregulares, 
límites netos, fondo fibrinoso, de 2-4 cm de diámetro 
en región interglútea y tercio superointerno de muslo 
izquierdo (Fig. 1).

Caso 2 

Varón, 59 años, casado, procedente de medio 
urbano del Paraguay, con lesiones a repetición en 
piel de la región perianal, de 2 años de evolución, 
que se inician como granos rojos no dolorosas, que 
aumentan de tamaño, secretan líquido transparente 
y curan espontáneamente, reapareciendo luego de 
6 a 8 semanas. El cuadro actual es de 2 semanas de 
evolución. Al momento de la evaluación dermatológica, 
el paciente se encontraba internado, con diagnóstico 
de Leishmaniosis Visceral en tratamiento con 
Antimoniato de Meglumina en su día 19. Examen 
físico: Ulceras de 1 a 2 cm de diámetro de bordes 
regulares y límites netos, fondo granulomatoso, 
rodeadas de halo hiperpigmentado de aprox 3 cm 
de diámetro que asientan en región perianal y línea 
interglútea (Fig. 2). Laboratorio: anemia moderada, 
plaquetopenia y leucopenia de 1.200células/mm3. 
VDRL y ELISA para HIV no reactivos.

Histopatología

Ambos casos compartían los mismos hallazgos 
histopatológicos consistentes en ulceración epidérmica 
y presencia de células acantolíticas eosinofílicas, 
balonizadas y células multinucleadas con núcleos 
en vidrio esmerilado (cromatina periférica y claridad 
central). Infiltrado de neutrófilos en dermis (Fig. 3).

Diagnóstico Final

en ambos casos Úlcera por Herpes Virus.

Tratamiento 

Aciclovir vía oral 800 mg tres veces al día por 10 días 

Figura 1: Clínica. Caso 1. Placas eritematosas de 2‑4 cm de diámetro 
con halo hiperpigmentado y centro ulcerado, bordes irregulares, límites 
netos, fondo fibrinoso, en región interglútea y tercio superointerno de 
muslo izquierdo.

Figura 2: Clínica. Caso 2. Ulceras de 1 a 2 cm de diámetro de bordes 
regulares y límites netos, fondo granulomatoso, rodeadas de halo 
hiperpigmentado de 3 cm de diámetro que asientan en región perianal 
y línea interglutea.
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en el caso 1 y por 7 días en el caso 2. Curaciones de 
la úlcera con suero fisiológico y aplicación de crema 
de Lidocaina y Sulfadiazina de Plata. Ambos casos 
presentaron buena evolución.

DISCUSIÓN

El herpes genital es la ETS más común en los individuos 
seropositivos al VIH [2]; además de ser la causa de 
lesión ulcerada genital más frecuente dentro de las ETS 
en la población general [3].

Existe reactivación subclínica de VHS en pacientes con 
infección por VIH; menos de 10% de las reactivaciones 
presentan síntomas [4]. Se refiere que la infección 
aguda y las recurrencias por VHS, principalmente 
el tipo 2, pueden estimular la replicación del VIH 
[5,6], y se asocian a un aumento de dos a cuatro 
veces del riesgo de transmisión del VIH. Ambos virus 
se encuentran involucrados en un círculo vicioso, en 
donde el VIH-1 facilita la adquisición y reactivación del 
herpes virus, y éste facilita la adquisición y replicación 
del VIH [5,7].

Los VHS se transmiten a través del contacto de las 
membranas mucosas, asociándose comúnmente a 
enfermedad labial en el tipo 1 y anogenital en el tipo 
2, aunque el número de casos de infección cruzada 
ha ido en aumento, secundario a la exposición sexual 
orogenital. En el paciente inmunocompetente las 
lesiones cutáneas se presentan en genitales externos, 
región perianal, cavidad oral y labios; son localizadas 
y están conformadas por lesiones que inician como 

vesículas pequeñas, dolorosas, agrupadas, con base 
eritematosa, que posteriormente se ulceran y resuelven 
en dos semanas sin tratamiento [5,8].

En los pacientes con deterioro en su sistema 
inmunológico, tal como son nuestros casos, las lesiones 
herpéticas ocurren con mayor frecuencia, son atípicas 
y poseen menor probabilidad de autolimitarse en 
comparación con las lesiones presentadas en pacientes 
inmunocompetentes [8]. En nuestro caso del paciente 
HIV negativo, con úlceras herpéticas perianales, el factor 
de inmunosupresión estaba dado por la leucopenia 
secundaria a la Leishmaniasis visceral, lo que nos 
demuestra que cualquier paciente inmunodeprimido 
es susceptible de padecer este tipo de lesiones y no sólo 
los casos vinculados al VIH.

El diagnóstico se realiza mediante la histopatología, en 
donde se observan las células gigantes multinucleadas 
características. Existen otros métodos diagnósticos 
directos, entre los que se encuentran el aislamiento viral 
mediante cultivo (método de elección para distinguir entre 
herpes virus tipo 1 o 2), la detección del antígeno viral 
mediante inmunofluorescencia directa, la microscopía 
electrónica (no distingue el tipo de herpes) y la detección 
del ADN viral mediante técnicas de hibridación [5,9].

Entre los diagnósticos diferenciales de las úlceras 
perianales se encuentran patologías infecciosas, 
inflamatorias y neoplásicas [1,2,10-13]. Los principales 
diagnósticos diferenciales de Úlceras Perianales se 
muestran en la Tabla 1.

El tratamiento del virus del herpes simple tipo 1 y 2 es 
combinado, local y sistémico. Se recomienda el uso de 
secantes tópicos y antisépticos locales, como el sulfato de 
cobre, para prevenir diseminación y sobreinfecciones [5].

Los antivirales recomendados son: Aciclovir VO 400 a 
800 mg/8 Hs durante 7 a 10 días; Valaciclovir VO 1 g/12 
Hs en casos de infecciones recurrentes, y Famciclovir 
VO 500 mg/12 Hs durante 7-10 días [14].

En el caso de pacientes inmunosuprimidos con 
enfermedad severa, complicaciones o afectación del 
sistema nervioso central se recomienda: Aciclovir IV, 5 
a 10 mg/kg/8 Hs durante 2 a 7 días hasta que se observe 
mejoría clínica, seguido de Aciclovir VO al hasta 
completar 10 días de tratamiento [5,10,14].

La respuesta a Aciclovir es excelente, salvo en algunos 
pacientes con muy bajo recuento de CD4 (<50 

Figura 3 y 4: Histopatología. Células acantolíticas eosinofílicas, 
balonizadas y células multinucleadas con núcleos en vidrio esmerilado 
(cromatina periférica y claridad central). Infiltrado de neutrófilos en 
dermis (HE 40X).
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células/mm3); en tales casos, la tasa de recurrencia es 
muy alta y se requiere tratamiento con dosis más altas 
y por períodos más largos [1].

En nuestros pacientes, hemos obtenido excelente 
respuesta con Aciclovir VO a razón de 800 mg/8 horas 
por 10 y 7 días respectivamente.

Tabla 1: Diagnósticos diferenciales de úlceras perianales
Entidad Etiología Clínica Histopatología Diagnóstico
Herpes virus Herpes simple 

virus tipo 1 y 2
Eritema y vesículas Úlceras 
necróticas y hemorrágicas 
dolorosas Placa verrugosa con 
ulceración Placa verrugosa 
hiperqueratósica

Células balonizadas y acantolíticas
Células multinucleadas con núcleos en 
vidrio esmerilado

Clínica
Test de tzanck, histopatología, IFI
Cultivo de las vesículas
PCR

Citomegalovirus Citomegalovirus Pápulas, vesículas, ampollas y 
úlceras mucocutáneas

Células grandes con inclusiones 
intracitoplasmáticas o intranucleares 
basofílicas (owls eyes), que afectan 
células endoteliales o periendoteliales

Clínica, histopatología, PCR, 
cultivo

Micobacteriosis Mycobacterium 
avium 
intracellulare

Placas verrugosas
Úlceras
Fístulas

Granulomas supurativos. Variable 
presencia de BAAR

Clínica,
Histopatología con tinción Ziehl 
Neelsen
PCR
Cultivo

Tuberculosis 
orificial

Mycobacterium 
tuberculosis

Úlceras dolorosas Granulomas caseificantes y numerosos 
BAAR

Clínica
Histopatología con tinción Ziehl 
Neelsen
Frotis para BAAR de orina y 
expectoración
PCR

Sífilis Treponema 
pallidum

Chancro
Pápula
Úlcera

Inespecífico: Infiltrado linfohistiocitario 
con abundantes células plasmáticas 
perivasculares

Clínica
Microscopía de campo oscuro
Pruebas no treponémicas: VDRL 
o RPR
Pruebas treponémicas: FTA‑abs, 
MHS‑TP, TPPA

Chancroide o 
chancro blando

Haemophilus 
ducrey

Dolor, úlceras, abscesos con 
supuración y ganglios regionales

Inespecífico. Presenta tres zonas: una 
necrótica superficial, una media de 
neo vascularización, y otra profunda 
con infiltrado linfocitario y de células 
plasmáticas

Clínica y
Cultivo para gram negativos y 
aerobios

Clamidia Chlamydia 
trachomatis

Úlceras, dolor, tenesmo Abscesos crípticos, granulomas y 
células gigantes

Clínica, cultivo e histopatología

Amebiasis Entamoeba 
histolytica

Eritema, edema y úlceras 
perianales

Ulceración epidérmica y presencia de 
trofozoitos de Entamoeba histolytica

Clínica y coproparasitológico 
donde se observan quistes de 
Entamoeba histolytica

Enfermedad de 
crohn

Inflamatoria Fisura, fístula absceso
Úlcera con repliegue epitelial 
semejante a “la oreja de elefante”

Infiltrado granulomatoso constituido por 
células epitelioides y células gigantes 
de tipo Langhans, sin caseificación 
central, rodeado de linfocitos y 
plasmocitos

Clínica
Histopatología y
Endoscopía

Pioderma 
gangrenoso

Inflamatoria
Dermatosis 
neutrofílica

Úlceras necrotizantes Variable según la etapa evolutiva
Granulomas supurativos, histiocitos, 
macrófagos, células multinucleadas
Edema dérmico papilar, espongiosis, 
abscesos neutrofílicos epidérmicos

Correlación de hallazgos clínicos e 
histopatológicos
Exclusión de otras entidades

Carcninoma 
espínocelular 
in situ (Enfermedad 
de bowen)

Neoplasia. 
Se ha visto 
asociado 
con virus del 
papiloma 
humano 16 y 18

Prurito, ardor, hiperpigmentación, 
ulceración

Pérdida de la polaridad epidérmica, 
afectación de todo el espesor 
epidérmico por queratinocitos atípicos, 
pleomórficos e hipercromáticos. 
Lámina Basal intacta

Clínico e histopatológico

Linfoma cutáneo T Neoplasia Fístulas, abscesos y úlceras Proliferación celular de células 
linfoides, epidermotropismo, linfocitos 
cerebriformes, mitosis, índice de 
proliferación elevado

Clínica, histopatología, 
inmunohistoquímica

IFI: Inmunofluorescencia Indirecta, PCR: Reacción en Cadena de la Polimerasa, BAAR: Bacilos ácido-alcohol resistente, VDRL: Venereal Disease Research 
Laboratory, RPR: Rapid Plasma Reagin, FTA-abs: absorción de anticuerpos fluorescentes treponémicos, MHA-TP: Microhemaglutinación de anticuerpos contra 
Treponema pallidum, TPPA: ensayo de aglutinación de partículas del T. pallidum, Re M.L., Cuevas M., Barboza G., Di Martino B, Rodríguez M., Knopfelmacher 
O., Bolla L. Cátedra de Dermatología. Hospital de Clínicas. Facultad de Ciencias Médicas. Universidad Nacional de Asunción‑Paraguay.
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El tratamiento se complica frecuentemente por la 
resistencia a los antivirales dependientes de la timidina 
quinasa (TK), incluyendo Aciclovir, Valaciclovir y 
Famciclovir. El cultivo del virus sigue siendo una 
herramienta esencial para las pruebas de sensibilidad 
a los medicamentos antivirales. Las alternativas 
terapéuticas incluyen antivirales no TK-dependientes, 
tales como el Foscarnet o Cidofovir, que se dirigen 
directamente a la polimerasa del ADN viral [4].

CONCLUSION

Las úlceras perianales, sobre todo en los pacientes 
inmunocomprometidos son de origen muy variado. 
El Herpes genital es la lesión ulcerada más frecuente 
dentro de las Enfermedades de Transmisión Sexual. El 
diagnóstico se basa en la clínica, serología y la biopsia 
con el estudio anatomopatológico.
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INTRODUCTION

Painful bruising syndrome (PBS) is also known 
as Gardner-Diamond syndrome, auto erythrocyte 
sensitization syndrome or psychogenic purpura. It is a 
rare autoimmune vasculopathy characterized by painful 
ecchymotic lesions which mostly recur after emotional 
stress [1,2]. This syndrome is frequently observed 
in young women with psychiatric disorders [2]. PBS 
occurring in a psychiatrically normal person has rarely 
been reported. We report here a case of this condition 
in a woman with no psychiatric disorders.

CASE REPORT

A 29-year-old female patient presented with complaints 
of painful bruising over the lower extremities of 
three years duration. Lesions occurred at intervals 
of 8 weeks. There was no preceding or concurrent 
history of trauma, infection, psychiatric illness or 
bleeding from natural orifices. She had a personal 

history of a severe rheumatoid arthritis diagnosed in 
2007. She was treated initially with methotrexate and 
corticosteroids, then associated with tocilizumab since 
2 years. The patient reported that her lesions increased 
with stress and regressed spontaneously. Lesions were 
nonpruritic and disappeared in a week or so, leaving a 
bruiselike discoloration. On physical examination, her 
vital signs were stable. Dermatological examination 
revealed multiple erythematous, nonedematous and 
ecchymotic macules over the legs (Fig. 1). Mucosa 
showed no evidence of purpuric lesions. General, 
systemic and psychiatric examinations were normal. 
Skin biopsy showed dermal extravasation of red 
blood cells (RBC) around blood vessels without 
lymphohistiocytic infiltrate (Fig. 2). Complete blood 
count, prothrombin time and liver function tests were 
normal. An intracutaneous sensitivity test was done. 
0. 5ml of the patient’s own blood as a source of RBCs 
was taken and injected into her forearm. After 24 hours, 
a rounded area of ecchymosis of diameter 6 cm was 
seen in the area of injection, confirming the diagnosis 
of PBS.

ABSTRACT

Painful bruising syndrome or Gardner-Diamond syndrome is characterized by an auto erythrocyte sensitization syndrome. 
We report, here a new case of painful bruising syndrome in a woman with no psychiatric disorders. A 29-year-old 
female patient presented with complaints of painful bruising over the lower extremities of three years duration. She 
had a personal history of a severe rheumatoid arthritis. Dermatological examination revealed multiple erythematous, 
nonedematous and ecchymotic macules over the legs. A psychiatric examination was normal. Complete blood count, 
prothrombin time and liver function tests were normal. Intracutaneous sensitivity test confirmed Painful bruising 
syndrome.
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DISCUSSION

Painful bruising syndrome was first described by 
Gardner and Diamond in 1955 [3]. It is a rare syndrome 
characterized by spontaneous, painful inflammatory 
ecchymoses which commonly affect women [4,5].

The etiological mechanism is not fully known. Gardner 
and Diamond believed that the syndrome was due to 
auto sensitization [3]. Recently, it has been suggested 
that PBS is caused by a dysfunction of neurotransmitters 
in the neuro-immuno-cutaneous system [6].

Many psychiatric disorders including mood and 
personality disorders may be observed [2]. PBS has been 
rarely reported in a psychiatrically normal person [1]. In 
the presented case, the patient experienced chronic stress 
due to the severity of her disease. Nevertheless, psychiatric 
examination hadn’t revealed any psychological disorder.

Bruises are frequently located on the extremities [2]. 
There is usually a prodrome of warmth and pain at 

the bruising site, or systemic symptoms such as a 
headache, nausea, paresthesia, syncope, blurred vision, 
arthralgia, myalgia [2-5]. Mucosal bleedings may 
be observed [2]. Our patient hadn’t any associated 
symptoms.

PBS may progress with recurrent attacks, as it is in 
our case. The intervals between attacks are variable 
(months or years). Painful ecchymoses usually improve 
in two weeks [2].

Skin biopsy shows extravasated red blood cells 
but no evidence of vasculitis [3]. Responses to 
the intra-cutaneous injection of erythrocytes are 
variable [3-4]. Gardner and Diamond first described 
cases with painful ecchymoses reproducible after 
injection of their own RBCs [3] similarly to our 
patient’s case.

Many treatments have been tried, but the psychological 
treatment seems to be the most efficient [7].

CONCLUSION

PBS is a rare disease which is difficult to diagnose. 
It is frequently observed in young adult women with 
psychiatric disorders; however, it may occur in a 
psychiatrically normal person.
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Figure 1: Multiple ecchymotic macules over the legs.

Figure 2: Dermal extravasation of red blood cells around blood vessels 
without lymphohistiocytic infiltrate (HE:G x100).
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INTRODUCTION

Cutis verticis gyrata is a rare disorder of the scalp, 
characterized by the formation of furrows and folds 
resembling the surface of the brain [1]. Though it is 
mainly seen on the scalp, it can also be located on the 
neck, legs, buttocks, scrotum or back [2]. It can be 
classified into primary and secondary types. The former 
can be either essential or non-essential depending on 
the presence of associations like cerebral palsy, epilepsy, 
seizure, mental retardation and the latter is caused by 
a wide variety of underlying conditions. Cerebriform 
intradermal nevus, a rare condition of the scalp is one 
such cause of cutis verticis gyrate [3,4].

CASE REPORT

A 28-year-old female presented to our Dermatology 
outpatient department with a swelling/mass on 
one-half of the scalp which was present since birth 
and was gradually progressive. It was associated 
with occasional mild itching. The patient also 
gave the history of hair loss/alopecia in the area 
of swelling since birth. She was born out of a non-

consanguineous marriage with an uneventful birth 
history. The family history was insignificant and 
her elder sister was normal. There was no history 
of epilepsy or mental retardation. On cutaneous 
examination, there was a 25x15cm mass, which 
was confined to left half of the scalp involving left 
temporal and left occipital regions and a part of it 
was extending to upper half of left cheek abutting the 
left eye (Fig. 1). It was non-tender and soft to firm in 
consistency. There were deep folds in the lowermost 
part of the swelling in parietal and occipital regions. 
There were mild scaling and atrophy of skin along 
with alopecia over the swelling. The skin over the 
swelling was not pinchable.

Routine blood investigations were normal. 
Ophthalmological examination was normal. CT 
scan of the head showed no bony or intracranial 
abnormalities. Histopathological examination of 
punch biopsy specimens revealed nests of nevus 
cells containing varying amounts of melanin in the 
papillary and reticular dermis without any cellular 
atypia (Figs. 2 and 3). The diagnosis was consistent 
with Cerebriform intradermal nevus.

ABSTRACT

Cutis verticis gyrata is a rare skin condition characterized by convoluted folds and furrows formed from thickened skin 
resembling a cerebriform pattern. The condition is usually but not exclusively limited to the scalp. It may present in 
either primary form with or without any associations or in secondary forms with a wide variety of causes. Cerebriform 
intradermal nevus is one such rare cause of this unusual condition. We present a case of cerebriform intradermal nevus 
involving scalp and the upper half of left cheek which had both cerebriform appearances as well as the smooth surface.

Key words: Cutis verticis gyrata; Intradermal; Nevus; Scalp
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DISCUSSION

Cutis verticis gyrata is an abnormality of the scalp 
characterized by the formation of furrows and folds 

resembling the surface of the brain. It is classified 
as primary and secondary types. The primary form is 
further classified as essential and non-essential types. 
The primary essential form has no other associations 
with it whereas the primary non-essential type is often 
associated with seizure, mental retardation, cataracts 
and optic atrophy. The secondary form is caused due 
to underlying diseases like acromegaly, amyloidosis, 
cylindroma, focal mucinosis, myxedema, melanocytic 
nevi, neurofibroma, pachydermoperiostosis, tuberous 
sclerosis, turner syndrome and so on [5]. Cerebriform 
intradermal nevus is one such rare cause of secondary 
cutis verticis gyrata which confers a convoluted 
appearance.

It is a nodular nevus cerebriform on its surface and 
is present in the dermis on histopathology [6,7]. 
Hammond and Ransom first described a Cerebriform 
nevus resembling cutis verticis gyrata in 1937 [8]. 
Presenting at birth or early life, it is attributed that 
females are more likely to develop this condition [7]. 
It can be either asymptomatic or can be associated 
with progressive alopecia, pruritus, tenderness, 
burning, bleeding and fetid odor [9,10]. Our patient 
was female and had mild occasional itching and also 
alopecia confined to the nevus since birth. Unlike the 
reports in the literature [6,11,12], our patient had 
limited convolutions with a major part of the surface 
of the scalp being plain. And its extension on the 
face involving half of the upper cheek was unusual in 
this case. Although there is varied opinion regarding 
the relation of giant melanocytic naevus with the 
cerebral intradermal nevus, the possibility of giant 
melanocytic naevus in our case was ruled out by the 
absence of hairy and junctional activity [7,13]. Our 
patient was normal in intellect and she did not have 
any other abnormalities. But it is important to know 
that cerebriform intradermal nevus is associated with 
the risk of malignant melanoma [14,15]. The life-time 
incidence of melanoma arising in a giant nevus or in 
smaller nevi is 6.3% and 12% [9].

CONCLUSION

Cerebriform intradermal nevus is one of the rare causes 
of Cutis verticis gyrata. Apart from its cerebriform 
appearance, the major part of the surface of scalp was 
smooth and also it had an extension over the face. 
Since it carries the risk of malignant melanoma, there 
lies the importance of early diagnosis, regular follow-up 
and management of this rare condition.

Figure 1: Mass having both convoluted and smooth surface involving 
left half of the scalp.

Figure 2: Skin biopsy involving nests of naevus cells surrounded by 
thick collagen bundles in the dermis (H&E: X10).

Figure 3: Skin biopsy showing melanin pigment and naevus cells 
(H&E: X40).
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INTRODUCTION

Rowell syndrome is a condition in which lupus 
erythematosus is associated with erythema multiformae-
like target lesions. The presence of targetoid lesions in 
patients with lupus erythematosus was first described 
by Scholtz in 1992 [1]. Rowell syndrome was first 
described by Rowell et al. in 1963 in a study of 120 
patients with discoid lupus erythematosus (DLE) out 
of which four patients had erythema multiformae-
like target lesions. The syndrome included lupus 
erythematosus with erythema multiformae-like 
targetoid lesions, the presence of ANA positivity in a 
speckled pattern, rheumatoid factor (RF) positivity 
and precipitating antibody to a saline extract of human 
tissue (anti-SJT) [2]. Zeitouni et al. in 2000 introduced 
major and minor criteria for the diagnosis of Rowell 
syndrome. According to Zeitouni et al., the presence of 
all three major criteria and one minor criteria is required 
for the diagnosis of Rowell syndrome [3]. 

The three major criteria are:
• Acute, subacute or discoid lupus erythematosus
• Presence of erythema multiformae-like target 

lesions
• Positivity of ANA in a speckled pattern.

The minor criteria are:
• Chilblains
• Anti-Ro or anti-La positivity
• Positive rheumatoid factor.

There have been around 35 cases of Rowell syndrome 
described in the literature [4]. Lupus erythematosus 
can be induced by drugs, with procainamide and 
hydralazine being the most common culprit agents. 
Isoniazid, which is one of the anti-tubercular drugs, is 
also known to induce lupus erythematosus [5].

We describe Rowell’s syndrome in a middle-aged lady. 

CASE REPORT

A 40 years old lady presented to our emergency with 
the complaints of 
• Redness and swelling of face for 7 days
• Erosions and hemorrhagic crusting of  lips for 5 days
• Painful superficial erosions and ulcers on oral cavity 

for 5 days.

The lady had been diagnosed with pulmonary 
tuberculosis two months back based on history of 
fever and cough for one month, suggestive chest x-ray, 
sputum acid-fast bacillus stain and Mantoux test 

ABSTRACT

Rowell syndrome is a condition in which lupus erythematosus is associated with erythema multiformae-like target lesions. 
The authors describe the condition in a middle-aged woman with drug induced lupus erythematosus and erythema 
multiformae-like targetoid lesions who initially improved with systemic steroids and antimalarial but succumbed to 
pulmonary embolism.

Key words: Rowell’s; Erythema multiformae-like lesions; Drug induced lupus; Pulmonary embolism
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findings two months back and was subsequently put 
on tablet isoniazid 300 mg once daily, tablet rifampin 
450 mg once daily, tablet pyrazinamide 1500 mg once 
daily and tablet ethambutol 1200 mg once daily for two 
months. There was no history of a sore throat, joint or 
muscle pain, pain abdomen, and chilblains.  Her bowel 
and bladder habits were normal. 

Her physical examination revealed swelling of her face 
including perioral and periorbital regions. There were 
erosions on her lips (Fig. 1).

There were multiple discrete erythematous targetoid 
lesions (Figs. 2 and 3) and non-blanchable purpura on 
her back and extremities including palms and soles 
(Figs. 3-5). 

There were no other significant findings on cutaneous 
and systemic examination. 

The differentials that had been considered at the time 
of diagnosis were:
• Stevens-Johnson syndrome secondary to anti-

tubercular therapy
• Drug reaction, eosinophilia and systemic symptoms 

(DRESS) secondary to anti-tubercular therapy
• Ant i - tubercu la r  therapy  induced lupus 

erythematosus
• Erythema multiformae major.

Her investigation reports revealed the following:
• Haemoglobin - 10 g/dL (reference value: 12-14 g/dL)
• Total count  - 11,580/mm3 (reference value: 4,000-

11,000/mm3)

Figure 1: A 40‑year‑old lady with swelling of her lips. 

Figure 2: Multiple discrete purpura and erythematous target-like 
lesions on the back.

Figure 3: Target-like lesion on the left palm.

Figure 4: Discrete purpuras on the right palm.

Figure 5: Purpura on her left forearm
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• Differential count – 86% neutrophils, 10% 
lymphocytes and 4% eosinophils

• Platelets – 65,000/ mm3 (reference value: 1,50,000-
4,50,000/ mm3)

• ESR – 56 mm in 1st hour
• Peripheral blood smear – normocytic normochromic 

anaemia with poikilocytosis and anisocytosis
• Urea – 7.9 mmol/mL, Creatinine – 95 μmol/L  
• Na+ - 141 mEq/L, K+ - 4.1 mEq/L
• Serology nonreactive for HIV, HBsAg and VDRL
• ECG – sinus rhythm
• Chest X-ray – patchy infiltration with well-defined 

margins on right upper lobe
• ANA positive in a speckled pattern
• DsDNA – 225 IU/mL (positive if > 80 IU/mL)
• Rheumatoid factor – positive
• Anticardiolipin antibody – positive
• Anti-Ro and anti-La antibodies were not performed 

as these investigations are not available in the 
hospital and the patient could not afford the 
investigation (all the investigations that were 
available in the hospital were provided free of cost)

• Prothrombin time – 17 seconds (Reference value: 
12 seconds)

• INR - 1
• Activated partial thromboplastin time – 47 seconds 

(Reference value: < 30 seconds)
• Routine urine microscopic examination – albumin 

3+
• 24 hours urinary protein – 2.53 g/day.

Her diagnosis was revised as all three major criteria 
and one minor criterion (rheumatoid factor positivity) 
of Rowell syndrome was fulfilled. She also had renal 
involvement demonstrated by 24-hour urinary protein 
loss of 2.53 g/day. 

She was subsequently admitted to medical intensive 
care unit, her antitubercular medications were stopped 
and she was started on 
• Injection hydrocortisone 200 mg IV BD
• Tablet hydroxychloroquine sulfate  200 mg PO BD
• Nasogastric tube placement for enteral feeding
• Removal of hemorrhagic crusts on lips with saline 

soaked gauze 
• Chlorhexidine and lignocaine gel for oral ulcers.

Her condition improved dramatically in the first 
few days with the decrease in facial swelling and oral 
lesions. However, on the eighth day of admission, the 
patient expired suddenly. Her fibrinogen degradation 

products were 36 mg/dL (Reference value: < 10 mg/dL) 
and D-dimer level was 1.7 mg/L (Reference value: 
< 0.5 mg/L). She had not required ventilation and her 
saturation was above 95% in the preceding days. Her 
cause of death was suspected to be acute shortness of 
breath secondary to pulmonary embolism. She had 
not complained of chest pain, frothing from mouth 
before death. On auscultation of her chest, there were 
no abnormalities detected. She had not been put on 
anti-coagulant therapy. Her skin biopsy, which had been 
planned, could not be carried out.

DISCUSSION

Our patient fulfilled all the three major criteria of 
Rowell’s syndrome proposed by Zeitouni [3] and one 
minor criterion, positivity for RA factor. Her lupus 
erythematosus was presumed to have been induced 
by anti-tubercular therapy, as she did not manifest 
any signs and symptoms of lupus erythematosus prior 
to antitubercular therapy. Our patient’s condition was 
finally diagnosed as Rowell’s syndrome secondary to 
anti-tubercular therapy.

Although Rowell’s syndrome commonly afflicts middle-
aged women, studies have revealed the condition to be 
present in other groups as well [6,7]. The treatment 
regimens, which have shown promising results, 
include prednisolone, azathioprine, antimalarials and 
ciclosporin [8,9]. 

Our patient who had been put on injection 
hydrocortisone and tablet hydroxychloroquine sulfate 
had initially shown a dramatic improvement of her 
symptoms. However, she succumbed to death within a 
few days to shortness of breath secondary to suspected 
pulmonary embolism. Although her autopsy was not 
performed, her cause of death was suspected to be 
pulmonary embolism because of raised fibrinogen 
degradation products, elevated D-dimer levels, and 
cardiolipin antibody positivity. She did not have 
hypothermia (< 35°C) or fever above 38°C. There was 
no drop in her arterial oxygen saturation in the last three 
days prior to her death. Her arterial blood gas analysis 
showed results within the normal limit. There was no 
evidence of frothing from her mouth on inspection and 
no abnormalities detected on auscultation of her chest. 
Based on these findings and inherent increased risk of 
pulmonary embolism in lupus erythematosus [10,11], 
her cause of death was suspected to be a pulmonary 
embolism.
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CONCLUSION

We recommend monitoring bleeding and clotting 
parameters in all patients with Rowell’s syndrome 
and lupus erythematosus and initiating anticoagulant 
therapy to prevent thromboembolism.
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INTRODUCTION

Elephantiasis is a symptom of many diseases 
characterized by thickening of the skin and underlying 
tissues [1]. The term “elephantiasis” was first used by 
Celsus (30 BC–50 AD) to describe bizarrely enlarged 
elephant-like lower limb due to lymphatic obstruction. 
It was also known as satyriasis, sarcocele or leontiasis. 
Subsequently, the term was used to describe the similar 
growth of the arm, chest, breast, penis, scrotum or 
vulva [2-3].

Genital elephantiasis usually affects young and 
productive individuals. Chronic lymphedema is 
disabling with physical and psychological morbidity 
and complications, including impaired hygiene, 
sexual disfunction, problems with walking, urinary 
incontinence and immobility. The majority of cases are 
due to filarial parasites Wucheria bancrofti, less often 
due to bacterial sexually transmitted infections, such 
as lymphogranuloma venerum and donovanosis. The 
other, rare causes include leishmaniasis, tuberculosis, 
pelvic and abdominal or haematological malignancy 
as well as its therapy, continuous ambulatory 
peritoneal dialysis or dermatological diseases, most 

commonly lichen simplex chronicus and hidradenitis 
suppurativa [3-7].

An estimated 120 million people in Southeast Asia and 
Africa are infected with lymphatic filariasis. Of these, 
25 million men have genital disease and 15 million 
women have lymphedema or elephantiasis of the leg. 
One-third of infected people live in India, one third 
in Africa, and the remainder in South-Asia, the Pacific 
and the Americas [8]. Filarial elephantiasis of vulva is 
uncommon and comprises 1-2 % of the total cases of 
filarial elephantiasis [9].

Cellulitis and erysipelas of penis are uncommon clinical 
conditions, most often seen in young individuals and 
presented with local and systemic symptoms that 
progress rapidly. It needs to be differentiated from 
sexually transmitted infections.

CASE REPORT

We report a case of 33-year-old male who was aware 
of redness and swelling of the penis and scrotum with 
reccuring fever for 2 months prior to a consultation at 
our department. In October 2014 patient underwent 

ABSTRACT

Genital elephantiasis is characterized by massive growth of genitals as a result of chronic lymphedema caused by 
numerous infectious and noninfectiuos triggers. In most cases it occurs in filarial endemic zones and is rarely encountered 
in developed nations. Herein, we report a case of 33-year-old previously healthy patient who presented with rapid 
penoscrostal enlargement and systemic signs due to probable streptococcal contagion after a surgical treatment of 
phimosis subsequently complicated with chronic penoscrotal lymphedema. Genital elephantiasis is usually irreversible 
with systemic therapy alone and frequently requires surgical procedures following the acute stage of the disease.

Key words: Penoscrotal elephantiasis; Penile elephantiasis; Penile cellulitis

Case Report

How to cite this article: Jędrowiak A, Oszukowska M, Żuchowska A, Tabara K, Szewczyk A, Kuchciak-Brancewicz M, Kaszuba A. Penoscrotal elephantiasis: 
Case report. Our Dermatol Online. 2017;8(2):204-206.
Submission: 05.07.2016; Acceptance: 11.09.2016
DOI:10.7241/ourd.20172.55



www.odermatol.com

© Our Dermatol Online 2.2017 205

urological surgery for phimosis (Schloffer technic]. 
Several hours before the operation patient had fellatio 
performed without condom by his wife who was 
suffering from strep throat at that time. Two days 
later patient presented with paraphimosis, severe 
pain, redness, swelling of penis and scrotum and fever 
up to 39°C. The patient was treated firstly at Urology 
Department where prepuce was restored to its original 
postion, surgical penoscrotal and suprapubical drainage 
was performed. He was also administred of broad-
spectrum antimicrobial agents and hyperbaric oxygen 
therapy but it all proved to be ineffective. Subsequently, 
the patient visited our department (Figs. 1 and 2). On 
examination, body temperature was normal, the penis 
and scrotum were massively edematous and enlarged, 
the skin was erythematous and tender. No vesicles or 
pustules were seen and there was no discharge. Inguinal 
lymph nodes were enlarged. There was no history of 
diabetes mellitus and the patient was not taking any 
regular medications. During last year patient travelled 
several times to Asia. His blood test revealed an elevated 
C-reactive protein (103 mg/dl). Laboratory studies did 
not reveal evidence of a systemic disease (complete 
blood count, erythrocyte sedimentation rate, RPR, 
HIV, Chlamydia trachomatis, Neisseria gonorrhoeae, 
microfilariae in blood smear, fungal and bacterial 
cultures, chest X-ray, abdominal ultrasonography were 
normal). The clinical history and absence of other 
etiologies suggested diagnosis of erysipelas complicated 
with elephantiasis. The patient was administered 
of intramuscular penicillin, oral levofloxacin and 
suspensory.

In our patient only a slight progress was monitored after 
a month of therapy (Figs. 3a and 3b). Penoscrotal edema 
reduced inconciderably, penis and scrotum remained 
erythematous. Most cases of erysipelas usually response 
to antibiotic therapy rapidly. In our patient penile 
cellulitis was complicated with chronic lymphedema 
which worsened the response to treatment.

DISCUSSION

Penile cellulitis is rare clinical condition, mainly 
encountered in sexually active uncircumcised young 
men. Streptococcus agalactiae (the Lancefield group B 
beta haemolytic streptococcus) is the usual causative 
organism, although less virulent organisms can rarely 
trigger the disease, especially in immunocompromised 
patients [10]. Streptococcus pyogenes (the Lancefield 
group A beta hemolytic streptococcus) is known as a 

cause of pharyngitis, erysipelas and impetigo. However, 
cases of severe balanitis due to S. pyogenes aguired 
during fellatio performed by commercial sex workers 
have been reported [11-13].

Group B beta-haemolytic streptococci are known to 
colonise the throat and lower female genital tract; 
prevalence is 4% to 18% [14]. Other causative organisms 

Figure 1: A month after surgery of phimosis‑ penosctrotal elephantiasis 
with surgical incision of penis.

Figure 2: A month after surgery of phimosis‑ surgical incision of penis.

Figure 3: (a and b) After a month of therapy.
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include Staphylococcus, Chlamydia trachomatis, 
Escherichia coli, Klebsiella pneumoniae, Bacteroides 
spp., Candida and anaerobic streptococci. Other host 
factors such as alcoholism, trauma (including surgery), 
intracavernosal injection for erectile dysfunction penile 
prosthesis and immunosuppression may predispose to 
penile cellulitis [10].

Cellulitis of the penis usually presents with penile 
swelling and pain, and may be associated with 
discharge, urinary symptoms, fever and inguinal 
lymphadenopathy. Sexually transmitted infection 
should be ruled out and purulent discharge, if present, 
sent for Gram staining and culture. Abscess should be 
excluded by imaging studies [10].

Gupta et al. reported erysipelas as a frequent 
complication in patients with genital elephantiasis due 
to impaired defense mechanism of the skin related to 
chronic lymphatic obstruction and compromised blood 
supply. Contrarily postinflammatory changes from 
recurrent or prolonged streptococcal lymphangitis and 
cellulitis leads to permanent obstruction of lymphatic 
channels, which escalates fibrogenesis. These processes 
lead to destruction of lymph nodes and subsequently 
to lymphedema or elephantiasis. Such patients benefit 
from long term penicillin therapy and vaccination 
against streptococci [3,15].

The objectives of treatment are to reduce edema, restore 
shape and normal sexual and urinary function, and 
prevent inflammatory episodes, for example recurrent 
cellulitis [16]. Surgery is the only effective option for a 
group of patients in whom the disorder is disabling and 
persistent. Operations fall into two categories: bypass 
procedures and reduction procedures [3].

Although our patient improved partially, the potential 
for complete resolution remains poor.

CONCLUSION

Cellulitis of the penis is an uncommon condition, seen 
rarely as an acute case in urology. Both with penoscrotal 
elephantiasis are still a diagnostic and therapeutic 
challenges. Although the majority of worldwide genital 
lymphoedemas are of infectious origin, in industrialized 
countries genital elephantiasis is usually attributed 
to surgery, irradiation or malignancies. Since people 
are travelling all over the world broad spectrum of 
causative organisms should be considered in case 

of penile cellulitis. Administration of appropriate 
antibiotics resolves the local and systemic symptoms 
and avoids complications. Genital elephantiasis may 
become a major burden to affected people thus the 
importance of thorough clinical examination can not 
be overestimated.

Consent

The examination of the patient was conducted 
according to the Declaration of Helsinki principles.
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INTRODUCTION

Pityriasis versicolor (PV) is a common disorder known 
by various names like PV, Dermatomycosis perforatia, 
Tinea flava, Liver spots or Achromia parasitica. 
Pityriasis versicolor is a superficial mycosis, affecting the 
superficial layer of statum corneum. It is characterized 
by hypopigmented, hyperpigmented, leucodermal 
or erythematous scaly macules or patches primarily 
on trunk and proximal extremities. It is caused by 
Malassezia furfur which was first recognized as a fungal 
disease in 1846 by Eichstedt and demonstrated in the 
scales of Tinea versicolor by Robin in 1853 [1].Here we 
present a case of PV in which the lesions were localized 
only to the upper limbs and hypopigmentation was so 
marked that they closely resembled vitiligo.

CASE HISTORY

A 25 year old male, shopkeeper by profession presented 
with asymptomatic almost depigmented patches on 
both upper limbs since 6 months. On examination, 
bilaterally symmetrical depigmented patches of size 
7cmX31cm with well defined irregular margins were 
present on flexor aspect of bilateral upper limbs (Fig. 1). 
Depigmented to hypopigmented macules and patches 
of size ranging from 0.5cmX0.5cm to 1cmX1cm were 

present on dorsum of both hands (Fig. 2). Some of 
the macules were coalesceing to form patches with 
polycyclic margins. These lesions were not associated 
with any obvious scaling, however mild scaling could be 
observed on scraping the lesions. Hair, nails and mucus 
membranes were normal. Based on clinical findings 
differential diagnosis of Vitiligo and PV was kept. On 
Wood’s lamp examination the yellow hue of the lesions 
indicated the lesions to be of PV.

KOH examination revealed hyphae and spores giving 
the characteristic ‘spaghetti and meat ball’ appearance 
thus confirming the diagnosis of PV. The patient was 
not willing for biopsy. All other investigations like 
Hb, TLC, DLC, FBS, Renal and liver function tests 
were within normal limits. The patient was put on 
Fluconazole 400mg stat and miconazole cream for 
local application. The lesions started improving after 
2 weeks of follow up.

DISCUSSION

In 1951,Gordon isolated and characterized the organism 
M.furfur renamed it Pityrosporum orbiculare [1,2]. But 
now it has been recognized and accepted that M. furfur 
is the correct name and other are synonyms. M. furfur 
is a component of the normal skin flora in more than 

ABSTRACT

Pityriasis versicolor is a superficial mycosis affecting the skin. It is caused by malassezia species of fungi. Common 
sites of involvement are chest, neck and shoulders. We report a rare case of pityriasis versicolor affecting both arms 
and dorsum of both hands but sparing the commonly involved sites and masquerading vitiligo.
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90% of adults living in tropical areas. It was thought 
to be the sole causative agent of PV. But recently 
genetic analysis have indicated 12 separate species 
of lipophilic yeasts to be the causative agents of PV, 
which are M. sympodialis, M. globosa, M. restricta, 
M. slooffiae, M. furfur, M. obtuse, and the recently 
described M. dermatis, M. japonica, M. yamotoensis, 
M. nana, M. caprae and M. equine.

Etiopathogenesis involves the conversion of yeast form to 
its mycelial form due to certain predisposing factors. These 
factors can be classified as exogenous and endogenous. 
The exogenous factors include heat and moisture (wearing 
synthetic garments in humid environment), occlusion 
and altered PH range. On the other hand, endogenous 
factors incriminated are seborrheic dermatitis, Cushings 
syndrome, immunosuppressive treatment, malnutrition, 

hyperhidrosis and rarely hereditary factors [3]. PV is 
most prevalent in early adulthood when the sebaceous 
glands are active and in individuals who sweat more. The 
most common site of involvement being chest, neck, 
shoulder abdomen and sometimes face [1]. However in 
tropical country like India with high humidity and high 
temperature uncommon sites like forearms can also 
be involved. Various other atypical presentations have 
been reported like atrophying Pityriasis Versicolor [4], 
involvement of face and lower limbs.

The colour of the lesions varies from white to brown. 
The pathogenesis of these pigmentary variations has 
not been clearly established. Hyperpigmentation has 
been explained by the abnormally large melanosomes, a 
thick stratum corneum and a hyperemic inflammatory 
response [1]. While hypopigmentation has been 
explained by the damage to melanocytes and by 
inhibition of tyrosinase enzyme by dicarboxylic acids 
produced by Malassezia furfur; by reduction in number, 
size, and aggregation of melanosomes in melanocytes 
and surrounding keratinocytes; and by blocking the 
ultraviolet light by lipid like material accumulation 
in stratum corneum. The depigmentation in PV may 
vary from hypopigmentation to depigmentation thus 
making Vitiligo, Pityriais alba, seborrhoeic dermatitis 
and indeterminate leprosy close differentials. As in 
our case the complete loss of pigment, asymptomatic 
lesions, minimal scaling, and atypical site of lesions 
i.e forearms and dorsa of hands made vitiligo also a 
likely diagnosis. However high clinical suspicion and 
yellowish hue on woods lamp helped us to think on 
the lines of PV which was confirmed by examining skin 
scrapings, giving the characteristic ‘spaghetti and meat 
ball’ appearance.

There are numerous ways of treating PV topically as well 
as systemically. Selenium sulfide shampoo is considered 
to be the conventional first-line therapy at this time. 
However, selenium sulfide can be irritating to the skin, 
often resulting in local discomfort and pruritus [5]. 
Other topical therapies include propylene glycol, 
ketoconazole shampoo, zinc pyrithione shampoo, 
ciclopirox olamine, bifonazole, terbinafine solution, 
salicylic acid and sulfur soap baths, tioconazole, 
clotrimazole, griseofulvin, and benzoyl peroxide. Oral 
treatment in the form of oral fluconazole, a bistriazole 
with broad spectrum of activity, offer an effective and 
easily administered treatment [6].

However the hypopigmentation may persist even after 
effective treatment of PV, so tacrolimus is being used to 

Figure 1: Bilaterally symmetrical depigmented patches of size 
7cmX31cm with well defined irregular margins were present on flexor 
aspect of bilateral upper limbs.

Figure 2: Depigmented to hypopigmented macules and patches of 
size ranging from 0.5cmX0.5cm to 1cmx1cm present on dorsum of 
both hands.
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treat the residual hypopigmentation [7]. Besides all the 
therapies it is advisable to counsel and treat the patient 
for hyperhydrosis and other predisposing factors. As in 
tropical countries like ours synthetic garments, which 
are less likely to absorb sweat could be the precipitating 
factor in humid environment or rainy season.

The case is being reported for its atypical presentation

Consent

The examination of the patient was conducted 
according to the Declaration of Helsinki principles.

REFERENCES

1. Hussein AAA. Clinical and Pigmentary Variation of  Pityriasis 
Versicolor	in	Al-Muthana	Government’s	Patients.	Med	J	Babylon.	
2014;7:383-8.

2. Akaberi	AA,	Amini	SS,	Hajihosseini	H.	An	Unusual	Form	of 	Tinea	
Versicolor: A Case Report. Iran J Dermatol. 2009;12:S30-1.

3.	 Hay	RJ	Ashbee	HR.	Mycology	In:	Burns	T,	Breathnach	S,	Cox	N,	
Griffiths	C	(eds.)	Rook’s	Textbook	of 	Dermatology.	8th	ed.	Wiley-
Blackwell;	2010.p36.10

4. Cullingham K, Hull PR. Atrophying pityriasis versicolor. CMAJ. 
2014;10:186.

5.	 Hull	CA,	 Johnson	 SM.	A	Double-Blind	Comparative	 Study	 of 	
Sodium	Sulfacetamide	Lotion	10%	Versus	Selenium	Sulfide	Lotion	
2.5%	in	the	Treatment	of 	Pityriasis	(Tinea)	Versicolor	Cheryl	A.	
Cutis. 2004;73:425-9.

6. Sankara	Rao	IV,	Rajashekhar	N.	Oral	fluconazole	in	tinea	versicolor.	
Indian J Dermatol Venereol Leprol. 1997;63:166-7.

7.	 Last-Sugita	T,	Tajima	M,	Ito	T,	Saito	M,	Tsuboi	R,	Nishikawa	A.	
Antifungal Activities of  Tacrolimus and Azole Agents against the 
Eleven Currently Accepted Malassezia Species. J Clin Microbiol. 
2005:43;2824-9.

Copyright by Tejinder Kaur, et al. This is an open access article distributed 
under the terms of the Creative Commons Attribution License, which 
permits unrestricted use, distribution, and reproduction in any medium, 
provided the original author and source are credited.
Source of Support: Nil, Conflict of Interest: None declared. 



© Our Dermatol Online 2.2017 210

Acne fulminans in the course of oral isotretinoin 
treatment� Presentation of cases
Magdalena Kręgiel, Anna Żuchowska, Katarzyna Tomaszewska,  
Agnieszka Wojciechowska, Anna Jędrowiak, Katarzyna Tabara, Wojciech Bienias, 
Joanna Krzysiek, Andrzej Kaszuba, Ewa Trznadel-Grodzka

Department of Dermatology, Pediatric Dermatology and Oncology, Medical University of Lodz, ul. Kniaziewicza 1/5, 91-347 
Lodz, Poland

Corresponding author: Magdalena Kręgiel, MD, E-mail: magdalenakregiell@gmail.com

INTRODUCTION

Isotretinoin, being the most effective drug exerting 
an effect on all pathogenic factors of acne vulgaris, is 
more and more commonly applied in dermatological 
outpatient care. Since 1971, that is the time when 
Bollag and Geiger started their first clinical tests, 
isotretinoin has been widely administered, which 
confirms its safety. Isotretinoin applied orally, which 
is commonly considered a gold standard in treating 
severe cases of acne, can bring lots of benefits but 
unfortunately can also result in a series of undesirable 
side-effects, mostly of mucocutaneous type [1]. In 
98% of patients cheilitis and skin dryness can be 
found while 20-65% of them manifest conjunctivitis 
and marginal blepharitis, contact lens intolerance, 
erythema and itching of the skin, eczema as well 
as nasal and anal bleeding. Moreover, isotretinoin 
reduces salivation, which results in an increased risk of 
caries. Night vision and colour perception deficiencies 
as well as headaches, myalgia and ostealgia, mood 
changes and aggressive behavior are also reported [2]. 
25% of patients demonstrate higher triglyceride and 

cholesterol as well as an increased HDL/LDL ratio. In 
15% of patients, thus quite often, the aminotransferase 
level (AST/ALT) is also elevated. Such disturbances 
are however temporary and they usually cease after the 
completion of the treatment. Isotretinoin, just like all 
other retinoids, shows strong teratogenic influence on 
the foetus.

From the clinical point of view the most essential 
problem is significant exacerbation of clinical condition 
in 5-8% of patients during the first 6 to  8 weeks of 
therapy. Literature reports single cases in which the 
commencement of oral isotretinoin treatment is 
associated with the occurrence of: agranulocytosis, 
sacroiliac arthritis and demyelinating peripheral 
neuropathy [3,4], demyelinating lesions within the 
cerebellum which causes tinnitus and syncopy, foci of 
cerebral ischemia resulting in facial hemiparesis, Sweet’s 
syndrome, enteritis and pyoderma gangrenosum. 
Isotretinoin can also cause generalized facial edema 
as well as affect the patient’s psyche by worsening 
depression symptoms or releasing panic attacks. 
However, the most serious undesirable dermatological 

ABSTRACT

Isotretinoin is considered a gold standard in treating severe cases of acne. It brings lots of benefits but on the other 
hand can cause series of undesirable side-effects. I present 2 cases of patients suffering from acne fulminans in the 
course of treatment with oral isotretinoin. Acne fulminans is a very severe systemic disease and its course is difficult to 
foresee. The most important is rapid diagnosis and implementation of treatment. Systemic corticosteroids combined 
with isotretinoin or high doses of antibiotics are the most effective. The alternative methods are: dapsone, infliximab.
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effect is the potential occurrence of pseudo-acne 
fulminans symptoms.

The name Acne fulminans (AF) was first introduced 
in 1975 by Plewig and Kligman to illustrate the 
sudden course of illness [5]. Pathogenesis of AF 
remains unclear despite intensive research. Results 
which have been received so far indicate that 
immunological factors (hipergammaglobulinemia, 
haematuria, circulating immune complexes) might 
substantially contribute to the occurrence of the 
disease. AF develops de novo or can be induced by 
an ongoing inflammatory process – as progression of 
acne vulgaris.

Cases of drug-induced AF are extremely rare. There are 
some reports in medical literature about AF developing 
in boys treated with high doses of testosterone and 
in young males using anabolic steroids along with B 
vitamins.

Acne fulminans mostly affects white boys under 
16, diagnosed with mild to moderate acne vulgaris. 
AF is characterized with a sudden onset and a very 
rapidly progressing severe course. Inflammatory 
lump eruptions and cystic skin abscesses leading to 
hemorrhagic necrosis are accompanied by general 
symptoms. Fever, weakness, muscle and joint pains as 
well as weight loss are the main signs of AF. Increased 
inflammatory markers like ESR, CRP as well as 
anemia, abnormalities in laboratory liver tests results, 
proteinuria or haematocyturia [6] can be observed. 
Additionally, cases of sterile osteomyelitis with 
osteolysis located mainly in the sternoclavicular joint, 
sacroiliac joint and long bones can be observed quite 
often. In 10% of patients spine hyperostosis occurs. In 
the event of bone pains, infections or cancer should be 
ruled out first. The final diagnosis has to be based on 
biopsy results [7,8].

Some cases of erythema nodosum or pyoderma 
gangrenosum in the course of AF have been reported [9].

Skin lesions, characteristic for AF, tend to leave scars, 
which leads to permanent scarring. Such patients feel 
socially excluded. For this reason, it is highly important 
to make an early diagnosis so that effective treatment 
can be implemented. However, in some cases of 
rapid exacerbation of acne, induced by isotretinoin 
administration, systemic symptoms may not occur. 
Such symptoms are recognized as “pseudo-acne 
fulminans” or “acne fulminans sine fulminans” [9,10].

CASE REPORT

Case 1

A female patient treated in a District Dermatological 
Outpatient Clinic for acne vulgaris for the last 4 years 
and psoriasis since she was 4-years-old.

Benign lesions are effectively controlled with standard, 
topical treatment and have remained in remission 
for the last 5 years. The patient’s father suffers from 
psoriasis and her mother used to have severe acne 
vulgaris with tendency to scarring. The patient’s 
20 year-old sister also developed AF in the early stage 
of treatment with isotretinoin.

The 19 year-old female patient, 60 kg body weight, 
suffering from acne papulous of the face, forehead, 
nose and chin areas for the last 4 years, started her 
therapy with conventional, topical application of 
adapalene, tretinoin, benzoyl peroxide, antibiotics 
and zinc preparations. Since the topical treatment 
remained ineffective, the patient was administered a 
systemic therapy with lymecycline. Initially, the daily 
dose was 0.6 g and later it was reduced to 0.3 g. The 
patient was next administered 0.2 g doxycycline and 
0.5 g azithromycin per day for 3 days and then once a 
week. The total period of the combined oral antibiotic 
treatment and topical treatment lasted above 8 months 
and did not result in any clinical improvement. Thus, 
oral isotretinoin treatment with a daily dose of 30 mg 
(0.5 mg/kg bw) was initiated. After 10 days of the 
therapy disease symptoms rapidly exacerbated. The 
disease manifested with numerous, extensive, papular 
lesions, inflammatory nodules, pimples infiltrated at 
the base, necrotic ulcers with gelatinous substance 
and layers of yellowish crust formations, covering the 
whole facial area, except for the eyelids. The eruptions 
demonstrated a tendency to scarring. Edemas in the 
root of the nose and inter-eyebrow area were observed 
(Figs.1a– 1c). The above symptoms were accompanied 
with 38.5 °C fever and muscular pains of big joints and 
the spine. The above conditions resulted in the patient 
being referred to further hospital treatment in the 
Department of Dermatology, Paediatric Dermatology 
and Oncological Dermatology in the Bieganski Hospital 
in Lodz.

The patient was administered diprophos (1 ampoule 
im.), dexamethasone 1mg/day, tetracycline 1.5g/day 
and topical astringents and disinfectants (1% tannin 
compress + sulphur pulp with detreomycin). Essential 
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laboratory parameters remained normal, except 
for WBC leukocytosis: 13,000/mm³, CRP: 21 mg/l. 
Radiological examinations excluded osteomyelitis of 
sternoclavicular bones. After 7 days of treatment general 
symptoms ceased, the local condition slightly improved 
and facial edema lessened. Yet, new inflammatory 
papules continued to appear. After 14 days of therapy 
tetracycline was replaced with azithromycin applied at 
daily doses of 0.5g.

Other recommendations were followed as before. After 
the first 3 weeks, intensive purulent lesions started to 
disappear gradually. Also, papulopustular eruptions got 
absorbed (Fig. 1d). Finally, the four-month treatment 
brought about a significant improvement. However, 
some atrophic or hypertrophic brown scars remained.

Case 2

A 15-year-old male patient with a history of moderate 
papulopustular acne, affecting the face, back and 
neckline area, suffering for 3 years, was treated with oral 
isotretinoin. No systemic or topical treatment had ever 
been administered before. Both the patient’s parents 
suffered from acne vulgaris in their youth; his siblings, 
aged 10 and 12, had negative disease records.

The male patient, 50 kg body weight, treated in an 
outpatient clinic, with oral isotretinoin, at daily doses of 
30 mg (0.6 mg per kilogram of bw). Laboratory follow-up 
examinations, carried out in week 4 of treatment 
showed no abnormalities and no general disorders were 
noted. However, in the second week of isotretinoin 
application, a sudden and severe exacerbation of acne 
occurred. After another 6 weeks the patient’s condition 
was continually deteriorating. He reported weakness, 
a feeling of fatigue, periodical joint and muscle pains 
and the body temperature was 38°C. The face, neckline 
and back skin area was covered with extensive, painful 
pustules and inflammatory lumps that broke, which 
led to a formation of hemorrhagic and necrotic lesions 
and gelatinous ulcerations with folded margins. Some 
of the lesions were covered with layers of brown and 
yellow crusts (Figs. 2a and 2b). Moreover, the patient 
reported pain and edema in the left lower limb. 
A physical examination of the anterior, medial and 
lateral surface of his left shin revealed some visibly 
separated, painful and acutely inflamed lumps, 5 to 
8 cm in diameter (Fig. 3). The patient was therefore 
referred to further treatment in the Department of 
Dermatology, Paediatric Dermatology and Oncological 
Dermatology in the Bieganski Hospital in Lodz. The 

Figure 3: Erythema nodosum developed in the first phase of acne 
fulminans.

Figure 1: (a‑d) Case 1.  A‑C: 19‑year‑old girl presenting acne fulminans. 
D: Case 1. After the first 3 weeks of treatment.
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Figure 2: (a‑b) Case2. 15‑year‑old boy presenting Acne fulminans.
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following abnormalities were observed in laboratory 
tests: WBC 17,000/mm³; ESR 25 mm/h; CRP 35 mg/l. 
Isotretinoin treatment was discontinued. Instead, the 
patient was administered dexamthasone 1 mg daily 
p.o., omeprazole 40 mg daily p.o., rovamycine 6 mln 
I.U. p.o, biodacinum 0.5g daily iv. (for 10 days and 
then tetracyclium 1.5g daily p.o.). The patient was 
also ordered topical treatment of acne lesions with 2% 
gentian violet water solution combined with 0.08 % 
gentamycine ointment. The patient’s shank was treated 
topically with gentamycine-hydrocortisone cream 
along with compresses of 2% water-alcohol solution 
of ichthyol.

Soon there was a visible improvement in the patient’s 
clinical condition. In the first phase general symptoms 
ceased: fever as well as joint and muscle pains. Ulcerative 
lesions on the trunk and eruptions on the shank 
gradually started to clear. Currently, on day 10 of hospital 
treatment, the patient reported an improvement of his 
general condition. In further outpatient treatment 
the patient will be still administered tetracycline and 
dexamethasone 0.5 mg per day. However, the doses will 
be gradually diminished.

DISCUSSION

Acne fulminans is the most dangerous complication of 
acne vulgaris treated with oral isotretinoin. Predisposing 
factors for the occurrence of AF include: male sex, age 
13 - 16, numerous blackheads on the face and trunk as 
well as at least two inflammatory nodules in the facial 
area [11,12].

Some authors recommend using lower doses of 
isotretinoin (0.2-0.3 mg per kg of bw) in the initial phase 
of treatment to reduce the risk of acne exacerbation 
or AF occurrence. Alternatively, they also recommend 
treating a patient with systemic antibiotics before 
application of isotretinoin.

Patients from a group with a high risk of developing AF 
(young males 13-16 years old) seem to cause the greatest 
therapeutic problems. Acne fulminans is supposed to 
be prevented with methods such as mechanical clearage 
of blackheads, systemic antibiotic or steroid therapy, 
carried out before or on commencement of isotretinoin 
administration.

The patient presented in Case 2 was in a risk group 
due to his age, sex, location and exacerbation of 
lesions. In spite of standard oral isotretinoin treatment 

with a dose of 0.6 mg/kg of bw (recommended dose 
is 0.5-1.0 mg of bw) [13-16], the patient developed 
AF. An analysis of the case leads to a conclusion, 
that before implementing isotretinoin treatment, 
all possible precautions should be taken. They 
must include: careful consideration of possible 
risks and, in cases of prior positive medical history, 
implementation of an antibiotic therapy in order to 
reduce inflammation.

Some dermatologists avoid isotretinoin treatment in 
boys under 17 even if they are affected by acne lesions 
which are antibiotic-resistant since they fear that 
such patients might develop AF. This management 
method seems logical and reasonable. It is hard to 
state if this very patient would have avoided AF if 
earlier conventional treatment of acne vulgaris had 
been employed because none of preventive methods 
was introduced. The patient also developed erythema 
nodosum in the first phase of AF. Such cases have 
been rarely described in professional literature. The 
etiology of erythema nodosum is strongly related 
to bacterial infections, especially streptococcus, 
sarcoidosis, tuberculosis, inflammatory bowel diseases, 
immunological disorders and hypersensitivity to 
pregnancy hormones.

Some sources also quotes relationships between AF 
and rheumatological diseases, mycoses, ongoing 
neoplasms and applied drugs, such as, antibiotics 
or contraceptives [17]. Erythema nodosum is 
also explained as a result of an influence of 
immune complexes, occurring in the course of 
AF therapy [9,13]. The etiopathogenesis of acne 
fulminans and erythema nodosum still remains not 
precisely or fully explained.

Contrary to the patient mentioned above, the patient 
presented in Case 1, cannot be included in a AF 
risk group. The female sex, aged 19, prior numerous 
antibiotic therapies were not predisposing factors 
for development of AF. This case however makes us 
carefully manage cases of acne vulgaris qualified for 
standard oral isotretinoin treatment. In this patient the 
medical history for detecting AF before introducing 
isotretinoin appeared negative because both the sisters 
were administered isotretinoin simultaneously, which 
triggered AF symptoms [14]. The fact that both the 
sisters developed AF might be a ground for drawing 
a conclusion that there are genetic predispositions 
for AF development. In 1992 Wong et al. described a 
genetic occurrence of AF in sisters, in whom the disease 
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was accompanied by severe joint symptoms [18]. 
A case of twins treated with oral isotretinoin can also 
confirm an important role of genetic factors in AF 
development.

One of them developed severe eruptive pyogenic 
granulomas, the other one – fully symptomatic AF.

Current studies show no relation between acne 
fulminans and psoriasis. Prognosis in the course of 
AF is good. However, extensive and disfiguring scars 
seem to be greatest problem, which can be solved 
by commencement of effective treatment, followed 
by constant monitoring of the patient. Systemic 
glucocorticosteroids (GCS) seem to bring greatest 
benefits, e.g. prednisone applied at a daily dose of 
0.5-1.0 mg/kg of bw. According to guidelines of the 
National Dermatological Society on acne vulgaris, the 
most effective and quickest results can be achieved 
after re-administration of isotretinoin in 2 and 4 weeks 
of the therapy, with a dose of 0.5mg/kg of bw, followed 
by a gradual reduction of GCS doses. An alternative 
approach might be a combined therapy of systemic 
GCS and antibiotics [15-16], as it was performed in 
the two patients presented above.

Optional treatment presented in medical literature 
involves: dapson, initially applied at a dose of 50 mg per 
day, then at doses of 100-150 mg per day [6] as well as 
a biological drug infliximab (anti-TNF-α Ig), which is 
considered “the last resort drug” if standard treatment 
appears to be ineffective [19].

Acne fulminans in the course of treatment with oral 
isotretinoin is a very severe systemic disease and 
its course is difficult to foresee [20]. Currently, as 
isotretinoin therapy is a golden standard in treatment 
of severe acne vulgaris, we can expect an increased 
incidence of AF in the future. We should point out risk 
factors and genetic predispositions for development of 
this disease.

Consent

The examination of the patient was conducted 
according to the Declaration of Helsinki principles.
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INTRODUCTION

The combination of at least three autoimmune diseases 
in the same patient has defined as multiple autoimmune 
syndrome (MAS). Abnormalities of T cell-mediated 
immunity and humoral immunity have been described 
previously and the literature reports overlap syndromes 
in various combinations; however, the coexistence 
of three four or even five autoimmune diseases is 
extremely rare [1,2]. Disorders of an autoimmune 
nature are known to occur with increased frequency in 
patients with another autoimmune disease. 20 percent 
of patients with autoimmune diseases have a tendency 
to develop additional autoimmune disorders [3].

Aims of this case presentation were to investigate the 
22 years old patient with Lupus erythematosus for three 
years and autoimune thyroiditis for one year,regardind 
other possible autoimmune conditions and to establish 
a treatment to control the diseases.

CASE PRESENTATION

A 22 year old patient with Lupus erythematosus for 
three years and autoimune thyroiditis for one year 
was referred to our dermatology department. Some 
circular hairless patches on the beard appeared about 
three months ago and white depigmented disseminated 
areas started one month ago (Figs. 1 and 2). The 

ABSTRACT

The combination of at least three autoimmune diseases in the same patient has defined as multiple autoimmune 
syndrome (MAS). Abnormalities of T cell-mediated immunity and humoral immunity have been described previously 
in the literature. Aims of work were to investigate the 22 years old patient with lupus erythematosus for three years 
and autoimune thyroiditis for one year, regardind other possible autoimmune conditions and to establish a treatment 
to control the diseases. The clinical exam revealed some circular hairless patches on the beard appeared about three 
months ago and white depigmented disseminated areas started one month ago and the laboratory investigations were 
performed. The modified laboratory findings were: total IgE 530 UI/mL, Anti-SSA (anti-RO) antibodies> 200 IU/mL, 
SSB negative, Antinuclear antibodies (ANA) positive and fine speckled, Lupus anticoagulant testing positive, Anti-
thyroid peroxidase antibodies 951 UI/ml,TSH 4,7 μUI/mL. The diagnosis of multiple autoimmune syndrome(MAS) 
type 3 including Lupus erythematosus, autoimune Thyroiditis, Alopecia Areata and Vitiligo was established. Endocrine 
autoimmunities are associated with autoantibodies that react to specific antigens, whereas patients with collagen diseases 
synthesize immunoglobulins that recognize nonorgan-specific cellular targets, such as nucleoproteins and nucleic acids. 
Cellular autoimmunity is important in the pathogenesis MAS. The existence of one autoimmune disorder helps lead 
to the discovery of other autoimmune conditions.

Key words: Lupus erythematosus; Autoimune thyroiditis; Alopecia areata; Vitiligo; Multiple autoimmune 
syndrome type 3
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modified laboratory findings were: total IgE 530 UI/mL, 
Anti-SSA (anti-RO) antibodies> 200 IU/mL, SSB 
negative, Antinuclear antibodies (ANA) positive and 
fine speckled, Lupus anticoagulant testing positive, 
Anti-thyroid peroxidase antibodies 951 UI/ml, TSH 
4,7 μUI/mL (one year ago TSH was 19,9 μUI/mL but 
after sodium levothyroxine 50 mg daily decreased). 
The diagnosis of multiple autoimmune syndrome 
(MAS) type 3 including Lupus erythematosus, 
autoimune Thyroiditis, Alopecia Areata and Vitiligo 
was established [4]. Because Alopecia Areata and 
Vitiligo appeard despite the fact that patient was on 
Prednisone 30 mg/day we reccomended a higher dose 
40 mg/day and for the dermatologic conditions-Vitiligo 
and Alopecia Areata, tacrolimus ointment 0,1%, and 
a mild topical steroid-hydrocortisone butyrate 0.1% 
cream After 1 month the first white hairs were visible 

clinically and by dermoscopy but vitiligo did not 
improve.

DISCUSSIONS

Endocrine autoimmunities are associated with 
autoantibodies that react to specific antigens, 
whereas patients with collagen diseases synthesize 
immunoglobulins that recognize nonorgan-specific 
cellular targets, such as nucleoproteins and nucleic 
acids.Cellular autoimmunity is important in the 
pathogenesis MAS. Histologic examination of the 
affected tissues has demonstrated similar results, 
that is, mononuclear infiltrate composed mainly 
of lymphocytes, macrophages, natural killer (NK) 
cells, and plasma cells [5]. The existence of one 
autoimmune disorder helps lead to the discovery of 
other autoimmune conditions.

CONCLUSIONS

To our knowledge there are no previous citations in 
the medical literature about the association between 
Lupus erythematosus, autoimune Thyroiditis, Alopecia 
Areata and Vitiligo so this case presentation could 
be the first one reported with this conditions. Our 
experience is limited to this case and the challenge is 
to control the progression of the diseases in a team with 
the reumatologist and the endocrinologist regarding 
the corticotherapy dosage,thyroid management and 
combined with an efficient topical treatment.
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Figure 1: Alopecia Areata and Vitiligo patches on the face.

Figure 2: Dermoscopy of a patch of Alopecia Areata and Vitiligo.
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Orf virus is a zoonotic parapoxvirus, principally 
associated with small ruminants (e.g., sheep and goats). 
Human Orf infections appear as ulcerative skin lesions 
after contact with an infected animal or contaminated 
fomite.

A 52-year-old man consulted our dermatology 
department for nodular lesion localized on the first 
finger of his left hand. The lesion started 15 days ago, 
a few days after the slaughter of a lamb on the occasion 
of the feast of Eid-el-Kebir. Physical examination 
revealed a shiny, red, dome-shaped, 1 cm in diameter 
and painless tumor (Fig. 1). General examination 
was otherwise unremarkable. Laboratory assessments 
(blood count, platelets, erythrocyte sedimentation 
rate, C-reactive protein) were normal. Routine 
bacterial cultures were negative. The lesion healed 
spontaneously within 2 months. Thus, given the clinical 
appearance of the lesion and the clinical course, the 
diagnosis of orf was made.
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Clinical Image

Figure 1: A shiny, red, dome-shaped, 1 cm in diameter and painless 
tumor of the first finger of the left hand.
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Lichen nitidus (LN) is a rare chronic inflammatory 
disease of unknown etiology. It predominantly affects 
children and young adults. Its clinical manifestation 
typically corresponds to erythematous or flesh-colored, 
asymptomatic or little pruritic mini papules, often 
located in the trunk, genitalia, and extremities. The 
linear arrangement of this dermatosis seems rare. To 
our knowledge, only 2 cases of linear lichen nitidus have 
been reported in the literature [1,2]. Our case hence 
corresponds to the third linear LN case.

This was a 23-year-old girl with no notable medical 
history, who consulted for papular discreetly pruritic 
lesions of the right hand extending to the forearm. The 
cutaneous examination revealed multiple erythematous 
millimeters, brilliant mini papules, taking a linear 
arrangement (Fig. 1). The rest of the integument, the 
mucous membranes, and the skin appendages were 

Clinical Image

Figure 1: Erythematous millimeters, brilliant mini papules, taking a 
linear arrangement in the right hand.

Figure 2: Lichenoid infiltrates of widened dermal papillae (H&E x100).

unharmed. The histological examination of a biopsy 
specimen showed a focally acanthotic epidermis 
with ortho-hyperkeratosis and a dense inflammatory 
infiltrate occupying the widened dermal papillae 
(Fig. 2). The papillary infiltrate was granulomatous 
comprising lymphocytes, histiocytes and giant cells 
with the presence of some apoptotic bodies (Fig. 3). 
In our case, the diagnosis strongly suspected of typical 
skin lesions was confirmed by the histological study.

Figure 3: Granulomatous infiltrate comprising lymphocytes, histiocytes 
and giant cells with the presence of some apoptotic bodies on top right 
(H&E x200).
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INTRODUCTION

Systemic Sclerosis is a multi system, multistage 
connective tissue disease characterized by vasculopathy, 
fibrosis and degenerative changes in the skin and 
internal organs and production of autoantibodies [1]. 
This disease may involve one or many internal organs 
including heart,lungs,gastrointestinal tract. The 
spectrum of manifestations and prognosis of Systemic 
Sclerosis (SSc) is variable. Early identification of SSc 
patients is of great importance to delay the development 
of complications and to screen patients for severe organ 
involvement. In the last two decades,there has been 
a better understanding of the natural course of the 
disease and a remarkable progress in the diagnostic 
tests for Systemic sclerosis [2].

The diagnostic criteria for SSc are lacking,although 
there are several classification and subset classification 
criteria proposed for SSc which aid in diagnosis [3]. 
The Classification criteria are standardised criteria 
which help in differentiating patients with the disease 
in question from those without the disease. The basic 
utilization of classification criteria is for clinical trials 
and research studies but since they closely mimic the 
diagnostic criteria, they can be used as a basic tool in 

identifying patients in early stages of Systemic Sclerosis. 
The patients classified as having SSc are a subset of 
patients being diagnosed as having SSc, with diagnosis 
being more sensitive [4]. The classification criteria 
serve as important guidelines for differentiating SSc 
from various overlapping diseases on the basis of clinical 
and serological parameters. In this article, an attempt 
has been made to review the history of classification and 
subsetting of SSc with special emphasis on the recently 
proposed EULAR classification criteria.

In 1978, the first classification of SSc was proposed 
by Barnett [5], according to which there were three 
subsets: Type I, with skin changes involving only 
the fingers; Type II, with sclerosis limited to the 
forearms; and Type III, with diffuse skin involvement. 
A couple of years, after this attempt by Barnett, 
the first standard classification criteria for Systemic 
Sclerosis were developed by the American College of 
Rheumatology (ACR) in 1980 [6]. The ACR criteria 
have the advantage of being well researched and 
validated in a large population of patients along with 
92% sensitivity and 96% specificity [7]. These are often 
used to diagnose patients of SSc [3]. According to these 
criteria, patient should have either one major or two 
out of three minor criteria.

ABSTRACT

Systemic sclerosis (SSc) is a rare connective tissue disease of obscure etiology with heterogenous manifestations. In 
order to understand this disease and improve patient prognosis, various classification criteria have been proposed over 
time but as these criteria lack sensitivity and specificity, early identification of patients is still a difficult task. The 
improved understanding of disease pathogenesis has led to reanalysis and updating of existing classification criteria 
for SSc. Researchers are emphasising on the importance of nail fold capillaroscopy and SSc related auto antibodies 
as significant criteria for early diagnosis of SSc. These newer classification criteria need to be extensively used and 
validated before they gain universal acceptance.
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1. Major criteria: Scleroderma proximal to the digits, 
affecting limbs,face,neck or trunk

2. Minor criteria: At least two minor criteria out of the 
three:
a. sclerodactyly
b. digital pitted scarring
c. bilateral basal pulmonary fibrosis

Drawbacks of ACR criteria:
1. The ACR criteria do not deal with the heterogeneity 

of SSc [5]
2. These criteria were developed by using patients 

with long standing disease so chances of missing 
early Systemic Sclerosis is high [8]

3. These criteria are insufficient to diagnose cases with 
limited form of SSc [2]

4. The characteristic nail fold changes of SSc, which 
are an important early feature in SSc, are not 
included in these criteria [9]

5. The diagnostic tests for autoantibodies which aid 
early diagnosis, have improved over the years [9].

6. Less sensitivity [7].

The second classification criteria were proposed by 
LeRoy in 1988 [10]. The main highlight of these 
criteria was that it differentiated the two main subsets 

of Systemic Sclerosis: Diffuse form of SSc (dcSSc) 
and Limited Cutaneous form of SSc (lcSSc.). The 
LeRoy classification is shown in Table 1 [6]. The 
main advantage of this classification is its ease of use 
in everyday practice and wide acceptance [7]. The 
drawback is that this classification is highly exclusive. 
There is an unsettling dilemma of whether the diffuse 
and limited forms are different diseases or represent 
different phenotypes of the same disease [5]. Another 
major drawback is that patients with early disease, 
without or with minimal skin changes and no internal 
organ involvement, do not fit in this classification [3].

The LeRoy classification was revised and a modified 
classification was proposed by LeRoy & Medsger 
in 2001 [5]. Table 2 shows the LeRoy & Medsger 
classification [10]. This classification differentiated 
Early SSc using nail fold capillaroscopy and SSc related 
autoantibodies and included an additional early or 
limited form of scleroderma, lSSc, to supplement 
the previously recognized lcSSc and dcSSc forms [5]. 
According to LeRoy and Medsger, adding nailfold 
capillary findings and anticentromere serology,improved 
the sensitivity of ARA classification, highlighting the 
key role played by these two features [9]. Despite its 

Table 1: LeRoy’s classification of systemic sclerosis
Diffuse cutaneous systemic sclerosis Limited cutaneous systemic sclerosis
Short interval (<1 year) between onset of raynaud’s phenomenon and the 
development of skin changes.

Long history of raynaud’s phenomenon

Truncal and peripheral skin involvement Limited skin involvement
Tendon friction rubs
Lung, renal, diffuse gastrointestinal and myocardial involvement Late onset pulmonary hypertension, calcinosis, telangiectasies
Scl‑70 positive Anticentromere antibody positive
Capillary drop out visible in nail folds Dilated nail fold capillaries visible in nail folds

Table 2: LeRoy and Medsger classification criteria
Limited SSc (lSSc) Limited cutaneous SSc Diffuse cutaneous SSc
Raynaud’s phenomenon objectively documented by : Criteria for lSSc Criteria for lSSc

1. Direct observation of any of the two : Plus Plus
a. Pallor (well demarcated whitening of acral skin) Distal cutaneous Proximal cutaneous
b. Cyanosis (dusky blueness which disappears on rewarming) Changes Changes
c. Suffusion (well demarcated redness)
or

2. Direct measurement of response to cold by:
a. Abnormal widefield nailfold capillaroscopy
b. Nielsen test or equivalent
plus any one:

SSc‑type nailfold capillary pattern
or
SSc selective autoantibodies
If Raynaud’s Phenomenon is subjective only:
both SSc capillary pattern and SSc selective autoantibodies 
(in titre > 1:100) are required to define lSSc

SSc: Systemic sclerosis; ISSc: Limited cutaneous form of systemic sclerosis
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advantages, this classification has not been validated [3]. 
The confusion in differentiating the two forms lSSc and 
lcSSc is another drawback of this classification [5].

In 2004, Maricq and Valter proposed a further set of 
classification criteria of SSc as shown in Table 3 [5]. 
This classification tries to subclassify the disease and 
incorporates new diagnostic technologies. The main 
drawback is that it has not been validated externally 
nor has it been tested in control population [7]. These 
criteria are quite complex and are not easy to apply 
making their wide acceptance difficult [5].

The need for revised criteria for SSc arose because of 
various reasons [8]:
1. The mere absence of cutaneous involvement does 

not exclude the diagnosis of SSc as it is a multiorgan 
disease with variable internal organ manifestations.

2. The immunological and vascular changes occur 

early in disease but are not given significance in the 
previous classifications.

3. Since 1980, significant advances have occurred in 
the understanding of disease pathogenesis, resulting 
in need for newer criteria.

4. No classification criteria so far has received universal 
acceptance.

The revised SSc classification criteria should satisfy the 
following requirements [7]:
1. They should include the complete spectrum of SSc 

and should apply to patients that are early as well 
as late in the disease process.

2. They should include vascular, immunologic, and 
fibrotic manifestations.

3. They should be feasible in daily clinical practice 
and clinical studies.

4. They should be as close as possible to items used 
for diagnosis in clinical practice.

5. They should be more sensitive and specific than 
the previous criteria.

The newest criteria which has been proposed in 2013 
is the ACR/EULAR classification. This classification 
includes one definitive criteria which is sufficient to make 
diagnosis of SSc and seven criteria with point system 
which are used if definitive criteria is not fulfilled. The 
total score is determined by adding the maximum weight 
(score) in each category. Patients with a total score of 
9 are classified as having definite SSc. The ACR/EULAR 
2013 criteria are shown in Table 4 and the definitions of 
items/sub-items for these criteria are given in Table 5 [4].

Advantages of ACR/EULAR criteria [3]:
1. These have greater sensitivity and specificity than 

the previous criteria. Sensitivity and specificity in 
the validation sample for EULAR criteria is 0.91 and 

Table 4: ACR EULAR classification criteria
Item Subitem Weight/Score
Skin thickening of the fingers of both hands extending proximal to MCP joints 
(sufficient criteria)

‑ 9 

Skin thickening of the fingers
(only count the higher score)

Puffy fingers 2

Sclerodactyly of fingers 
(distal to the MCP joints, proximal to the PIP joints

4

Fingertip lesions (only count the higher score) Digital tip ulcers 2
Fingertip pitting scars 3

Telangiectasia ‑ 2
Abnormal nailfold capillaries ‑ 2
Pulmonary arterial hypertension and/or interstitial lung disease ‑ 2
Raynaud’s phenomenon ‑ 3
SSc‑related auto‑antibodies
(anticentromere, anti‑topoisomerase I, anti‑RNA polymerase III) 

‑ 3

Add to maximum weight in each category to calculate the total score. Patients having a total score of 9 or more are being classified as having definitive systemic 
sclerosis

Table 3: The Maricq–Valter subset classification
Type Characteristics
I Diffuse skin involvement proximal to elbows/knees; includes trunk
II Intermediate skin involvement proximal to MCP/MTP, distal to 

elbows/knees; trunk not involved
III Digital sclerodactyly only: meets ACR minor criteria, but excludes 

those without skin involvement
IV ‘Scleroderma’ sine scleroderma: capillary pattern or pitting scars 

and visceral involvement; no anticentromere antibodies; no 
telangiectasias

V UCTD with scleroderma features; no anticentromere antibodies; 
no telangiectasias

VI CREST, no skin involvement, or sclerodactyly only; 
telangiectasias are required with one or more other CREST 
feature; or anticentromere antibodies is required with any two or 
more CREST features

VII Belongs to II and III respectively and includes CREST features
VIII Belongs to II and III respectively but has no CREST features

UCTD: Undifferentiated connective tissue disease; ACA: Anticentromere 
antibodies; MCP/MTP: Metacarpophalangeal/metatarsophalangeal, 
CREST: Calcinosis, Raynaud’s phenomenon, oesophagus dysfunction, 
sclerodactyly and telangiectasias
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0.92 in comparison to 0.75 and 0.72 for the 1980 
ACR classification criteria.

2. These criteria perform well even in patients with 
early SSc (less than 3 years).

3. These criteria combine the significant points of 
previous all classifications along with new criteria.

4. These criteria include newer advances in the diagnostic 
techniques like specific serum autoantibodies.

5. The present classification does not require any 
computing device, hence can be easily used in 
individual subjects.

6. ACR/EULAR criteria have an advantage as it uses 
two standards for testing and validation of the 
proposed system.

CONCLUSION

To facilitate early diagnosis in SSc, improving patient 
care and prognosis, there is need for a validated and well 
accepted set of classification criteria for SSc. There is 
still lack of an incontrovertible test or criteria for SSc. 
Till that time, the classification criteria for SSc remains 
an evolving issue, needing more scientific research.
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Table 5: Defination of items in ACR EULAR classification
Item Definition
Skin thickening Skin thickening or hardening not due to scarring after injury, trauma, etc.
Puffy fingers Swollen digits—a diffuse, usually nonpitting increase in soft tissue mass of the digits extending beyond the normal 

confines of the joint capsule. Normal digits are tapered distally with the tissues following the contours of the digital bone 
and joint structures. Swelling of the digits obliterates
these contours. Not due to other causes such as inflammatory dactylitis

Fingertip ulcers or pitting scars Ulcers or scars distal to or at the proximal interphalangeal joint not thought to be due to trauma
Digital pitting scars are depressed areas at digital tips as a result of ischemia, rather than trauma or exogenous causes

Telangiectasia Telangiectasiae are visible macular dilated superficial blood vessels, which collapse upon pressure and fill slowly 
when pressure is released. Telangiectasiae in a scleroderma-like pattern are round and well demarcated and found on 
hands, lips, inside of the mouth, and/or are large mat-like
telangiectasiae. Distinguishable from rapidly filling spider
angiomas with central arteriole and from
dilated superficial vessels

Abnormal nailfold capillary pattern Enlarged capillaries and/or capillary loss with or without pericapillary hemorrhages at the nailfold
Consistent with systemic sclerosis May also be seen on the cuticle
Pulmonary arterial hypertension Pulmonary arterial hypertension diagnosed by right‑sided heart catheterization according to standard

definitions
Interstitial lung disease Pulmonary fibrosis seen on high-resolution computed tomography or chest radiography, most

pronounced in the basilar portions of the lungs, or occurrence of “Velcro” crackles on auscultation, not due to another 
cause such as congestive heart failure

Raynaud’s phenomenon Self-reported or reported by a physician, with at least a 2-phase color change in finger (s) and often toe (s) consisting 
of pallor, cyanosis, and/or reactive hyperemia in response to cold exposure or emotion; usually one phase is pallor

SSc‑related autoantibodies Anticentromere antibody or centromere pattern seen on antinuclear antibody testing, anti– topoisomerase I 
antibody (also known as anti–Scl-70 antibody), or anti–RNA polymerase III antibody. Positive according to local 
laboratory standards
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INTRODUCTION

Patch testing is a well-established method of diagnosing 
contact allergy wherein patients with a history and 
clinical picture of contact dermatitis are re-exposed to 
the suspected allergens under controlled conditions to 
verify the diagnosis [1]. The results of first innovative 
patch-testing technique were presented by the 
German dermatologist, Josef Jadassohn (1863-1936)
in 1895. The safety and efficacy of this diagnostic 
tool have stood the test of time, and is still the gold 
standard for the diagnosis of allergic contact dermatitis 
(ACD). Since its discovery, much effort has gone into 
understanding the chemical and toxicological aspects 
of test allergens, in standardization and optimization 
of allergens, vehicles, and concentrations of patch-test 
materials, in procedures of its application, as well as in 
reading and scoring of test reactions-all contributing to 
the development of an accurate, reliable, and safe test 
with a high reproducibility of its results. There have 
also been advances in the field in many areas including 
our basic understanding of type IV hypersensitivity 
reactions, emerging contact allergens, irritant contact 
dermatitis (ICD), systemic contact dermatitis (SCD), 
patch testing in children, occupational dermatitis, and 
reactions to biomedical devices. Improved diagnosis 
and management of contact dermatitis and availability 
of more comprehensive databases of causative contact 
allergens enable physicians to manage allergic contact 
dermatitis (ACD) by advising the patients to avoid the 

allergens he/she is sensitized to and providing a list of 
safe products that do not contain these allergens. This 
contribution is a review of recent literature pertaining 
to improving patch testing technology.

INDICATIONS FOR PATCH TESTING

Indications for patch testing may include:
•	 Persistent	 eczematous	 eruptions	 when	 contact	

allergy is suspected
•	 Any	chronic	dermatitis,	especially	when	involving	

the hands, feet, face, or eyelids
•	 Eczematous	 dermatitis	 in	 individuals	 involved	

in high-risk occupations for contact dermatitis 
(e.g., healthcare workers, dental assistants, 
cosmetologists, machinists, or rubber and plastic 
workers)

•	 Dermatitis	of	unknown	etiology
•	 Worsening	of	a	previously	stable	dermatitis.

Patch testing also may be indicated when ACD is 
suspected as a complication of:
•	 Atopic	dermatitis
•	 Stasis	dermatitis
•	 Seborrheic	dermatitis
•	 Nummular	eczema
•	 Asteatotic	eczema
•	 Psoriasis.

ABSTRACT

Patch test is used worldwide for diagnosis of contact dermatitis. Patch test was introduced in late nineteenth century and 
since then has improved considerably. The methodology is simple but it requires adequate training for the results to be 
correctly interpreted and used. Despite having been used for over a century, it needs improvement from time to time.

Key words: Patch test, allergens, allergic contact dermatitis
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SELECTION OF ALLERGENS

Various studies have identified more than 4350 chemicals 
as contact allergens with varying potential to cause 
ACD. However, a high proportion of ACD is caused by 
a relatively small number of allergens commonly found 
in the environment.

STANDARD SERIES OF ALLERGENS

Standard or screening series of contact allergens, 
which are designed to include the most common 
sensitizers responsible for ACD in a given region, 
are recommended as the initial battery for patients 
undergoing patch testing. The standard series are 
revised on a regular basis, as new allergens are identified 
as a cause of ACD.

There are several standard series throughout the 
world	 including	 the	 European	 standard	 series	 of	
approximately 35 allergens (determined by consensus 
of	 the	European	Society	of	Contact	Dermatitis	 and	
the	European	Environmental	and	Contact	Dermatitis	
Research Group).

Supplemental series of patch tests suitable for specific 
exposures, including workplace exposures, are also 
available to complement the standard series (eg, 
hairdressers, dental, or cosmetic series). The patient’s 
clinical presentation and history help to determine 
whether testing with supplemental series and/or 
products provided by the patient is necessary [2].

PROCEDURE OF PATCH TEST

Patch testing is usually performed on the back. The 
outer aspect of the upper arms is an alternative.  Potent 
topical corticosteroids applied to the test site or 
oral corticosteroids ideally should be discontinued 
at least two weeks before patch testing [3,4]. Oral 
antihistamines may be continued during patch testing, 
as they have minimal if any effect on the mechanisms 
of delayed hypersensitivity. Patients should avoid 
irradiation from both artificial and natural (sunlight) 
sources of ultraviolet (UV) radiation before patch 
testing as it can reduce the number of antigen-
presenting cells in the skin and the intensity of patch 
test reactions.

The most commonly accepted technique for patch 
testing involves the application of test allergens under 

occlusion onto the skin of the upper back for two 
days. Allergens are applied in standard amounts to 
aluminum or synthetic material chambers mounted 
on non-occlusive tape strips. The patches typically are 
left in place for a period of two days (48 hours), which 
allows adequate penetration of the allergen into the 
skin. To reduce the number of false positive readings, 
the initial evaluation is generally performed between 
15 and 60 minutes after the patches are removed, when 
the transient erythema has resolved.

A second reading is critically important to distinguish 
irritant reactions (which fade) from true allergic 
reactions (which persist) and to identify allergic 
reactions that do not appear at the time of patch 
removal [5]. The time of the second reading varies 
among different patch testing centers but generally is 
on day four or five.

Correct reading and interpretation of patch test 
reactions require the skills of a trained clinician and 
is done according to the scoring system developed by 
The International Contact Dermatitis Research and 
has	been	 accepted	by	 the	North	American	Contact	
Dermatitis Group [6].

To further refine patch testing, the following aspects 
might be addressed.

STABILITY OF ALLERGENS

Knowledge about allergen stability available is minimum. 
This may result in applying commercial allergens 
without knowing how long they are biologically active. 
This information deserves to be open source, either on 
the allergen package insert or on the Internet. Bruze 
and colleagues determined an inadequate stability of 
isocyanates, which are widely used in industry and are 
causative agents of ACD and asthma. This may result 
in misdiagnosis of ACD from isocyanates on the basis 
of unstable allergens.

TRUE ALLERGEN IDENTIFICATION

We	often	 assume	 that	we	 know	what	 chemical	 is	
causing	a	positive	patch-test	 reaction.	When	patch-
testing with para-phenylenediamine (PPD) yields a 
positive result, one is not sure whether the patient 
is allergic to PPD or to the metabolic or degradation 
product on the skin after contact with PPD [7].
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Even	when	an	allergen	is	identified	(as	in	the	case	of	
PPD in hair dye), it’s processing in the body and the 
critical immunogenic steps involved are not known [8]. 
furthermore, in the case of hair dye, allergens other than 
PPD may be overlooked. Knowledge about a structure 
of allergen, processing, and recognition by the body may 
allow structural modifications of common allergens 
to allow their use without inducing allergic reactions.

Since numerous allergens are present in natural 
products, chemical identification of the antigen 
causing ACD becomes difficult.

A clearer view of the chemical mechanisms of allergens 
and better definition of chemical structure is needed 
to know whether the true culprit is the allergen itself, 
a cross-contaminant, or a skin metabolite [8].

NEW T.R.U.E-TYPE TESTS

The	Thin-Layer	Rapid	Use	Epicutaneous	(T.R.U.E.)	
Test (Allerderm, Petaluma, CA) is commonly used 
by the American dermatologists for its simplicity of 
application [9]. A more efficient, economical and 
convenient patch test (with predosed standardized 
allergens)which is commercially available and can 
be easily applied to the patient without technical 
assistance is needed.

SERIAL DILUTIONS OF ALLERGENS

Most patients are tested with one patch-test 
concentration. Fragrance mix I may because irritation 
and may result in dermatitis without an actual allergy 
present. On the other hand, nickel is tested at 2,500 
to 5,000 parts per million (ppm) whereas some 
individuals may react to as little as 1 ppm.So testing 
with serial dilutions helps to identify individuals who 
can develop dermatitis even after exposure to a minimal 
concentration	of	allergen.	Not	everyone	reacts	to	the	
same concentration of a substance; some may react 
only to higher concentrations, while some may react 
to very low concentrations.

IRRITANT POTENTIAL OF ALLERGENS

Many allergens are irritants as well, resulting in false 
positive patch tests due to lack of true allergic response. 
Examples	 include	 formaldehyde,	wool	wax	 alcohol	
(lanolin), paraben mix, and carbamate. Occlusion also 
enhances the irritancy potential of some allergens. 

Future patch-test design should be able to identify 
methods of demonstrating true allergic reactions 
without false positives, which can be achieved by 
advances in dermato- pharmacokinetics.

PATCH-TEST READING

The international standard for reading patch test results 
is 48 hours although it may be accurately performed 
and read within 24-hour [10]. A shorter applicable time 
will be more convenient, hence needs to be discussed.
Various studies in animals and humans have shown that 
chemicals may need only 30 minutes of application for 
percutaneous penetration [11].

PATCH-TEST BANKS

National,	regional,	and	international	patch-test	banks	
could distribute uncommon allergens to dermatologists 
for a flat annual fee and could also record response data 
to determine the frequency of sensitivity to rare or new 
allergens (thus serving as an early warning system) [12].

FALSE-NEGATIVE RESULTS

Some patients are intolerant to a substance in a manner 
suggestive of ACD but patch test is negative which can 
be explained by compound allergy. The false-negative 
result could also be due to low concentration or to an 
inappropriate vehicle [13]. A systematic investigation 
needs to carry out to determine the maximal nonirritant 
concentration of allergen to avoid false negativity.

SPECIAL SERIES

Besides the standard series of allergen available, an 
evidence-based approach needs to be followed to 
add new and rare antigens to formulate special series.
Thus, positive results may not correlate with clinical 
relevance [14].

INTRADERMAL TESTING

Intradermal injection of an allergen is an old technique 
that is rarely used today [15]. There are cases in which 
patch testing yields negative results but intradermal 
injection yields positive reactions. Thus the use of 
this technique needs reconsideration in a systematic 
manner.
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CONTACT ALLERGY VERSUS 
EXTRACUTANEOUS CLINICAL DISEASE

We	need	to	expand	our	knowledge	of	extracutaneous	
cell-mediated immunity as some reactions may 
not be expressed in the skin but may cause other 
immunological reactions [16,17].

CLINICAL RELEVANCE OF POSITIVE 
PATCH-TEST REACTIONS

Patch-test results may signify an immunologic 
response, but this may have little or no clinical 
significance	 [18,19].	 Enhanced	 quantitative	
understanding of clinical relevance would allow 
determining the probability of a true clinical allergy, 
given a positive patch test result.

SKIN BIOENGINEERING

Many instruments used to measure skin functions 
eg, transepidermal water loss, conductance, and 
capacitance will help us in making a more definitive 
approach to ACD and help in differentiating it from 
irritant dermatitis. These bioengineering instruments 
will provide efficient measurements and qualitative 
assessments of patch-test results.

IN VITRO DIAGNOSTIC METHODS

An in vitro test for cell-mediated immunity is possible 
and could be accomplished experimentally, perhaps 
by peptide reactivity measurements [20]. This will 
enable patients to give a small amount of blood for an 
accurate diagnosis.

USING RIBONUCLEIC ACID FOR 
DIAGNOSIS OF ACD

Ribonucleic	acid	(RNA)	obtained	from	tape	stripping	
or skin washes could be used to diagnose ACD. In 
molecular	biology,	RNA	assays	from	skin	cells	can	be	
performed quickly with kits. This could result in a 
diagnosis	of	ID	and	ACD	on	the	basis	of	RNA	[21].

Once the genetic code of a patient with ID or 
ACD is determined, therapy can be optimized with 
pharmaco- epigenetics (a new field in pharmacology), 
which can help in finding inter-individual differences 
in drug response [22].

WORLD WIDE WEB

The	World	Wide	Web	can	help	 in	 increasing	ACD	
knowledge refinement and management. It should 
focus on international allergen alternatives for health 
care workers and patients. It can help in bringing 
together contact dermatitis groups for collaboration 
in ACD management. Furthermore, groups should 
continue to work together to correct discrepancies.

To conclude, the points highlighted in this article 
will help in improvising over the conventional patch 
testing which in turn will be more beneficial to the 
patients.
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Sir,

Cutaneous T cell lymphoma (CTCL) is a rare group 
of lymphoproliferative disorders characterized by 
localization of T lymphocytes to the skin. The most 
common subtype of CTCL is mycosis fungoides 
(MF) [1].

An 29-year-old polish women visited our outpatient 
clinic in 2011. The clinical picture at that time was 
very much similar to atopic dermatitis. Predominant 
symptoms were mild to moderate lichenisatio, most 
evident on extremities near the joints and in the 
neck. Itching was not present. Further examination 
revealed enlarged lymph nodes in all accessible 
locations. Therefore,  the patient was administered 
with a HIV examination and topical treatment with 
1% hydrocortisone ointment on the eucerine base. 
She was told to come back after a few weeks with 
the results. However, due to the fact that the patient 
worked in another country, she was not able to continue 
the treatment. She appeared for a  second visit in June 
2016. The result of HIV test turned out to be negative. 
She experienced subjectively the feeling of discomfort 
and weakness which she described as “permanent flu 
condition” and severe itching. The clinical picture 
was very different than that on the first visit. The 
lymph nodes became even more palpable or even 
visible without palpation (Fig. 1). According to the 
patient, lesions started to develop rapidly few months 
before the second visit. Clinically, there was exfoliative 
dermatitis (Figs. 2 and 3) involving about 50% of the 
skin surface with skin locally thickened and swollen 
(on arms) and hyperpignemted. She was referred to a 
dermatological clinic with an initial diagnosis of MF 
as casus pro diagnosi.

Mycosis fungoides (MF) is the most common 
subtype of primary cutaneous T-cell lymphomas 
(CTCL), defined by skin-only involvement without 
extracutaneous spread at the time of presentation 
with an overall incidence of 10.2 cases per million 
person-years [1]. The peak age at presentation is 
in excess of 55 to 60 years [2,3]. There is a male 
predominance in almost all studies on CTCLs and MF, 
with a male:female ratio of 1.3:1 to 2:1 [4,5]. Mycosis 
fungoides is a disease mainly seen in older patients. We 
describe an 29-year-old woman with initial diagnosis of 
MF as casus pro diagnosi.

MF typically presents as skin patches and/or plaques, 
which can progress to skin tumours, with subsequent 
involvement of lymphnodes, peripheral blood, and 
visceral organs [6]. Less than one-third of patients 
develop advanced disease involving lymph nodes, blood, 
and visceral organs. Currently, many clinicopathologic 
variants of mycosis fungoides have been described [6]. 
Folliculotropic MF is important to recognize because 
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Figure 1: Axillary area with palpable lymph node (arrow).
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it may imply a worse prognosis, with 5-year survival 
rates of approximately 60% to 70%, and may require 
more intensive treatment [3]. Demographic features 
including African-American race, male gender, and 
age have been found to be risk factors for cutaneous 
T cell lymphoma (CTCL), while the extent of 
skin involvement, overall disease stage, and age are 
prognostic indicators [7]. The above mentioned 

case should be differentiated with Sezary syndrome, 
other T-cell lymphoma with large skin involvement 
(usually erythroderma). The latter one however often 
includes eye anomalies, palmoplantar keratosis and nail 
atrophy neither of which was present in this patient. 
MF is characterized by a long-term disease course, 
slow progression and favourable prognosis, in which it 
resembles indolent nodal non-Hodgkin’s lymphomas. 
Clinically, in the early stages, MF manifests with itchy 
patches and plaques that strongly assimilate benign 
dermatoses, i.e., eczema, psoriasis vulgaris or lichen 
planus, and therefore represents a diagnostic challenge 
for dermatologists and pathologists.
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Figure 3: Neck area with swollen lymph nodes and  exfoliative dermatitis.

Copyright by Katarzyna Borowska, et al. This is an open-access article 
distributed under the terms of the Creative Commons Attribution License, 
which permits unrestricted use, distribution, and reproduction in any 
medium, provided the original author and source are credited.
Source of Support: Nil, Conflict of Interest: None declared. 

Figure 2:  Exfoliative dermatitis of upper extremities with notable 
hyperpigmentation.
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Sir,

We report a 69 year-old man who presented with a 
5-year history of pigmented lesion on the tip of the nose. 
Physical examination revealed a 2 cm, hyperpigmented 
lesion of the nose. The cervical and abdominal 
ultrasonographies were normal. A surgical resection of 
the tumor was performed. Grossly, the tumor was flat, 
black or dark brown, and measured 1.5 cm of diameter. 
Histological examination showed a confluent growth 
of melanocytes along dermo-epidermal junction with 
involvement of adnexal structures (Fig. 1). Some 
isolated or nested cells infiltrated papillary dermis 
and were surrounded by inflammatory and fibrous 
stroma (Fig. 2). The derm presented a significant solar 
elastosis and the epidermis was atrophic. These features 
confirmed the diagnosis of Dubreuilh’s melanosis. At 
3 years of follow-up, the patient was asymptomatic and 
there was no recurrence.

The patient’s informed consent was obtained.

Prior to the study, patient gave written consent to the 
examination and biopsy after having been informed 
about the procedure.

Lentigo maligna (LM) is a premalignant melanocytic 
neoplasm occurring on the sun-exposed skin of the 
old patient (>60 ans) [1]. It’s a subtype of melanoma 
in situ, and it has a female preponderance. Lentigo 
maligna melanoma (LMM) is one of the four main 
subtypes of invasive melanoma and represents 5-15% 
of cases [2]. Clinically, it‘s a pigmented macula that 
is dark brown, tan, or black, located on the face or on 
the scalp [3]. The clinical differential diagnoses are a 
simple solar lentigo, a pigmented actinic keratosis and 
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Figure 1: Confluent growth of melanocytes along dermo-epidermal 
junction with involvement of adnexal structures.

Figure 2: Some isolated or nested cells infiltrated papillary dermis and 
were surrounded by inflammatory and fibrous stroma.
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seborrheic keratosis. Histological image of LM is that 
of a melanoma in situ. LMM shows a dermal infiltrate 
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of atypical melanocytes [4]. Immunohistochemistry, 
the melanocytes are positive for Melan-A antigen and 
HMB45. Furthermore, epidemiological and molecular 
studies differentiate two lanes of carcinogenesis for 
melanoma: A way for the young adults, with many nevi 
and having an intense and intermittent sun exposure, 
and a second, like the LMM, older individuals who 
are chronically exposed to sun. Molecular analyzes 
seem to support this duality by highlighting the 
BRAF mutations in the first group melanoma [5]. 
Surgical excision is the treatment of choice to obtain 
clinical and histologic clearance. The recurrence 
rate after micrographic surgery is about 4-5% and 
7-10% after conventional surgery (cryotherapy and 
radiotherapy) [1]. A 5 millimeter cutaneous margin 
must be resected around this lesion. LM prognosis 
is excellent as an in situ (100%) but LMM prognosis 
depends on tumor thickness (Breslow index).

CONCLUSION

LM and LMM differ from other types of melanoma, 
by their clinical, histological features, carcinogenesis, 
evolution and require appropriate care.

Consent

The examination of the patient was conducted 
according to the Declaration of Helsinki principles. 
Written informed consent was obtained from the 
patient for publication of this article.
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Sir,

A 39-year-old Caucasian male presented with a 5-year 
history of thickened toenail. The patient admitted that 
he used topical isoconazole nitrate twice daily for two 
months, without any improvement. The past medical 
history was unremarkable. The physical examination 
revealed subungual hyperkeratosis and onycholysis on 
the lateral side of the first toenail, onychoschizia of the 
second and fourth toenails, subungual hyperkeratosis 
of the fifth toenail. Our initial diagnosis was distal 
lateral subungual onychomycosis (Fig. 1). Therefore, 
we performed mycological culture of nail clippings 
of the first toenail using Sabouraud′s dextrose agar. 
Aspergillus niger was isolated (Fig. 2).

Black pigmentation may be observed in the nails due 
to conidia of Aspergillus niger [1]. It is a diagnostic clue 
for onychomycosis due to Aspergillus niger, however, 
we didn’t observe any pigmentation in our patients 
toenail.

The serum levels of aspartate aminotransferase, 
alanine aminotransferase and creatinine were all 
within normal limits. The patient was treated with 
oral terbinafine 250 mg daily and topical amarolfine 
5% lacquer once weekly for the last two months. 
Satisfactory clinical improvement was achieved. 
Antifungal therapy was continued and regular follow 
up was recommended.

Onychomycosis is the fungal infection of the nail. 
The causative agent of onychomycosis is usually a 
dermatophyte which is called tinea unguium. However, 
nondermatophyte molds like Aspergillus, Acremonium, 
Scopulariopsis and Fusarium are responsible for 2% 

to 12% of the patients with onychomycosis [1,2]. 
Having a family member with onychomycosis, 

Letter to the Editor

Figure 1: Subungual hyperkeratosis and onycholysis on the lateral 
side of the first toenail, onychoschizia of the second toenail, subungual 
hyperkeratosis of the fourth and fifth toenails. There is no pigmentation 
or discoloration of the toenail.

Figure 2: The mycological culture of the nail clippings of the first toenail 
revealed Aspergillus niger on Sabouraud′s dextrose agar.
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occlusive footwear, diabetes mellitus, hemodialysis, 
peripheral vascular disease, psoriasis, hyperhidrosis are 
the risk factors for onychomycosis [2]. Onychomycosis 
due to nondermatophytic mold  is often resistant to 
treatment [1].

Aspergillus species have been reported as causative 
agents in 2.6% to 6.1% of the patients with 
onychomycosis [1]. In recent years, it has been 
suggested that Aspergillus species are identified more 
commonly as causative agents of onychomycosis. 
Nouripour-Sisakht et al. investigated 463 patients 
with onychomycosis. The causative agent was 
nondermatophyte molds in 154 (33.2%) patients. 
Moreover, Aspergillus species were identified in 
135 (87.8%) cases of nondermatophyte molds. 
Aspergillus niger was detected as causative agent 
in only 4 (2.6%) patients [3]. Wijesuriya et al. 
investigated 255 diabetic patients with onychomycosis. 
They isolated Aspergillus species in 180 (71%) patients. 
Furthermore, Aspergillus niger was the causative agent 
in 76% of these patients [4].

Increased incidence of onychomycosis caused by 
Aspergillus niger should be kept in mind and Aspergillus 
niger should be considered in differential diagnosis of 
treatment resistant onychomycosis.
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Sir,

Dermatomyositis (DM) is an inflammatory muscle 
disease with an associated increased risk of malignancy [1]. 
We report a patient with amyopathic DM and an 
adenocarcinoma of the uterus.

A 65-year-old Asian woman presented with a heliotrope 
rash, red marks, pain and swelling of the face, neck and 
upper chest with an accompanying periorbital swelling 
(Fig. 1). The patient fully moved her neck and did not 
complain of muscle pain or reduced strength. Past 
medical history was unrevealing, she was not taking any 
medications, and there was no family history of allergy or 
muscle, skin, and connective tissue disorders. Physical 
examination was otherwise normal with no weakness 
in any muscle groups. Blood muscle enzyme levels 
and the other laboratory findings were within normal 
limits and an autoimmune screening was negative. 
A clinical diagnosis of DM was done. We considered 
the possibility of a paraneoplastic syndrome so we 
performed a total-body computed tomography that 
revealed an intrauterine 4 x 5 cm contrast-enhanced 
mass. Histopathological examination confirmed it was 
an endometrial adenocarcinoma. Surgical resection 
was planned, however the patient did not consent to 
surgery and was lost to follow-up.

This woman presented with de novo onset of cutaneous 
changes pathognomonic of DM, no clinical evidence 
of proximal motor weakness, and normal blood levels 
of skeletal muscle enzymes. Taken altogether, these 
findings suggest the amyopathic pattern of DM, i.e. a 
subtype of DM that represents an estimated 20% of all 
DM cases and has cutaneous manifestations such as 
Gottron’s sign, heliotrope rash, and poikiloderma that 

overlap with those of classic DM but lacks any clinical 
or laboratory findings consistent with the involvement 
of skeletal muscles [2]. In our case, the outbreak of 
the uncommon amyopathic subtype of DM was the 
obscure presentation that led to the diagnosis of a 
common malignancy, i.e., an adenocarcinoma of the 
uterus.

This is the first report of the association of amyopathic 
DM with an adenocarcinoma of the uterus. Studies 
have consistently demonstrated a DM-associated 
risk of malignancy, especially in the elderly and 
within three years of the first DM diagnosis [1]. 
Patients with DM including the amyopathic sybtype 
in association with and as a non-metastatic effect of 
ovarian cancer or other solid tumors of the female 
reproductive tract have been described but very 
rarely with either a carcinoma or a sarcoma of the 
uterus [3,4]. It is unclear if amyopathic DM patients 
have as a comparable risk of an associated malignancy 
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Figure 1: A heliotrope rash, red marks, and swelling of the neck and 
upper chest consistent with the clinical diagnosis of dermatomyositis.
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as those with classic DM. A recent review has found 
79 reported cases of amyopathic DM associated with 
solid tumors or hematologic malignancies with three 
patients having more than one malignancy. Similar to 
classic DM, ovarian and nasopharyngeal cancers were 
common in amyopathic DM [5]. However, in contrast 
to lung cancer, which is the most frequent malignancy 
associated with classic DM, breast cancer was the most 
common type of malignancy reported in patients with 
amyopathic DM [5]. Features such as photosensitivity 
and periungueal erythema seem to predict the lowest 
probability of an associated malignancy in amyopathic 
DM patients [6].

The mechanistic relationship underlying the association 
of DM including the amyopathic subtype with a 
malignancy of the female reproductive tract is poorly 
understood. Cross-reactivity of skeletal muscle-specific 
autoantigens and autoantigens of breast, lung and 
liver cancer cells has been demonstrated [7]. The 
over-expression of the transcriptional intermediary 
factor 1γ in tumor cells has been shown to trigger 
the development of anti-p155/140 autoantibody and 
the resultant occurrence of DM in a patient with an 
endometrial carcinoma [8].

Screening for a malignancy of the uterus could be 
advised in older women presenting with de novo onset 
of amyopathic DM.
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Sir,

A 58-year-old Japanese male visited the Department 
of Dermatology of Fukushima Medical University 
Hospital, complaining of itchy eruptions on his 
trunk and lower legs. The skin rash had previously 
been treated with topical antihistamine cream, but 
without improvement. He had a past history of 
diabetic nephropathy and has been received peritoneal 
dialysis for 9 months. The patient’s family history 
was noncontributory. Physical examination revealed 
a number of papulonodular eruptions on the trunk 
and hyperpigmented, keratotic, and firm papules and 
nodules on the lower parts of thighs and upper parts of 
shins (Fig. 1a and 1b). Skin biopsy taken from the left 
leg showed epidermal hyperkeratosis and deposition 
of amorphous eosinophilic substance in the papillary 
dermis, which was evident on Congo-red and ant-
cytokeratin antibody 34βE12 staining (Fig. 2a-c). 
Immunohistochemical staining of the β2-microglobulin 
was negative. The clinical and histological findings 
confirmed lichen amyloidosis. We conducted half-side 
test by topical corticosteroid and moisturizing agent, 
in which the former was more effective. He achieved 
mild remission of symptoms in a period of one month.

Patients with chronic renal failure commonly exhibit 
cutaneous manifestations, such as pruritus, dry skin, 
hyperpigmentation, acquired perforating dermatosis, 
nephrogenic systemic fibrosis, calciphylaxis, porphyria 
cutanea tarda, and pseudoporphyria [1]. Furthermore, 
if dialysis is introduced, dialysis-related amyloidosis 
sometimes occurs during long-term course. In dialysis-
related amyloidosis, skin manifestations often present 
with cutaneous or subcutaneous nodules [2]. Bilateral 
subcutaneous masses are seen on the buttocks, 
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Figure 1: (a and b) Multiple, light brown papules appear and aggregate 
lower parts of thighs and upper parts of shins.

which are sometimes painful on sitting. Extensive 
deposition of β2-microglobulin amyloid is seen in the 
dermis to subcutis, occasionally associated with local 
calcification. Beta2-microglobulin, which is not readily 
removed by hemodialysis deposits as amyloidosis. 
A previous report suggested that massive dermal and 
subcutaneous amyloid nodules on the buttocks of a 
patient on hemodialysis [3]. By contrast, in our case, 
we could not find nodular lesions on the buttocks.

Lichen amyloidosis frequently occurs on the extensor 
surfaces of the lower legs, and on the forearms and back. 
Lichen amyloidosis has been reported in associated with 
several skin disorders such as atopic dermatitis, lichen 
planus, C-type hepatitis, and mycosis fungoides [4,5]. 
However, lichen amyloidosis associated with chronic 
renal failure has not been reported, and to our 
knowledge, this is the first case of lichen amyloidosis 
in a patient with chronic renal failure.
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The patient complained of itching on the trunk and 
extremities, and he noticed frequent scratching. Thus, 
amyloid deposition on the lower legs may be induced 
by epidermal minor trauma induced by repetitive 
scratching.
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The underlying cause of amyloid deposition is unknown. 
In our case, systemic amyloidosis was excluded by detail 
investigation. Several immunohistochemical studies 
have demonstrated reactivity between anti-keratin 
antibody and cutaneous amyloid deposits in lichen 
amyloidosis. Amyloid deposits may be derived from 
degenerated epithelial keratinocytes [6], possibly 
through filamentous degeneration or apoptosis [7]. In 
the present case, amyloid materials were also stained 
positive for 34βE12, suggesting that the origin of 
amyloid is degenerating epidermal keratinocytes 
which may represent precursors of cutaneous amyloid. 

Figure 2: (a) Biopsy specimen showing dermal papillary deposits of 
eosinophilic materials (a), which were positively stained by Congo 
red (b) and ant-cytokeratin antibody 34βE12 (c). (original magnification; 
a:×100, b:×100, c:×200).
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Sir,

A 65-year-old Caucasian male presented with a 
6x4x3 cm mass on the scrotal skin. The patient 
admitted that the lesion had been present for about ten 
years and it increased in size gradually. The past medical 
history was unremarkable. Physical examination 
revealed a hyperpigmented, erythematous, polypoid 
mass hanging from the left scrotal skin with a peduncle. 
The lesion was soft and nontender to palpation. In 
addition, there was a hyperkeratotic, skin colored, small 
papule on the left scrotum above the giant polypoid 
mass measuring 2x3x4 mm in size (Fig. 1). The patient 
stated that the small lesion appeared for about two 
months ago. Both of the lesions were removed surgically 
under local anesthesia to reach a definitive diagnosis 
(Figs. 2a and 2b). Histopathological examination of the 
polypoid mass and the small papule revealed a skin tag 
and verruca anogenitalis, respectively.

A skin tag, also known as acrochordon or fibroepithelial 
polyp, is a common benign mesenchymal tumor. It 
usually presents as a small, pedunculated polyp in 
intertriginous areas such as neck, axilla, groin and face. 
Rarely, skin tags may appear in the respiratory tract, 
orophyarynx, female and male genitalia [1,2]. Skin tags 
affect 46% of the general population. Moreover, they are 
usually seen in elderly women during perimenopausal 
and postmenopausal period [2]. Genetic predisposition, 
obesity, impaired glucose tolerance, diabetes mellitus 
and hyperlipidemia may be the causative factors [1-3]. 
Furthermore, human papilloma virus (HPV) infection 
may play role in the etiology of skin tags [3].

Giant skin tags are rare, and a few giant skin tag 
cases have been reported previously to the best of 

our knowledge. Ghosh et al. reported four cases with 
giant skin tags on unusual localizations including 
nipple (3x2.5 cm), eyelid (0.5x2 cm) and right thigh 
(2.5x2.5 cm) [2]. Yan et al. reported a 62-year-old patient 
with a giant skin tag measuring 7x5x3 cm on penis 
with verrucous appearance [1]. Ilango et al. described 
a giant skin tag measuring 12x8 cm on the back with 
variable pigmentation [4]. Colak et al. presented a 
female with a giant skin tag measuring 18x9x3 cm on 
the perineum [5]. Canalizo-Almedia et al. reported 
two patients with giant skin tags on their labia majora 
measuring 15 cm and 30 cm in diameter [3].

The diagnosis of a skin tag is usually made by its clinical 
features [3]. Buschke-Lowenstein tumor, pedunculated 
seborrheic keratosis  and neurofibromatosis 
should be included in the differential diagnosis. 
Electrocauterization and cryotherapy are the treatment 
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Figure 1: A hyperpigmented, erythematous, polypoid mass measuring 
6x4x3 cm in size and a hyperkeratotic, skin colored, small papule on 
the left scrotal skin (white arrows).
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options. Surgical removal is recommended for large 
lesions, however recurrence may occur [1,2].

In conclusion, giant skin tags have been reported on 
labium majus, penis and perineum previously. However, 
a 6x4x3 cm giant skin tag on the scrotal skin is the first 

case report in the English medical literature to the best 
of our knowledge. Moreover, the patient had both a 
giant skin tag and verruca anogenitalis on the scrotal 
skin. These findings support that HPV infection may 
play role in the etiology of skin tags.
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Figure 2: a) A polypoid mass hanging from the left scrotal skin with 
a peduncle and a hyperkeratotic, small papule above the giant lesion 
(white arrows) b) The specimen after surgical excision.
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Sir,

The porokeratoses, first described by Mibelli and 
Respighi in 1893, are a group of disorders of abnormal 
epidermal keratinization characterized by keratotic 
lesions with an atrophic center and a prominent 
peripheral ridge, with a typical histological hallmark, 
the cornoid lamella. Classically, five clinical variants are 
recognized: classic porokeratosis of Mibelli, disseminated 
superficial actinic porokeratosis (DSAP), disseminated 
superficial porokeratosis, porokeratosis palmaris et 
plantaris disseminata, and linear porokeratosis. Apart 
from these five clinical variants, a number of atypical 
forms such as facial porokeratosis, giant porokeratosis, 
punched-out porokeratosis, hypertrophic verrucous 
porokeratosis and reticulate porokeratosis also have been 
reported in literature [1]. We report a case of DSAP over 
the face of a 40-year old female.

A 40-year old female presented to us with a history of 
gradually progressive, asymptomatic eruption over her 
face for the last six years. The patient was otherwise 
well, with no systemic complaints. She denied any 
history of skin cancer, radiation, or heavy sun exposure 
or any changes in the lesions with sun exposure, but 
gave history of similar lesions in her sister.

Cutaneous examination revealed multiple, superficial, 
annular, hyperpigmented, atrophic plaques, 1 to 5 mm 
in diameter with a slightly raised peripheral border over 
the cheeks (Fig. 1). A skin biopsy of the lesions was 
performed which revealed the presence of well-formed 
cornoid lamellae with dyskeratotic cells at their base, 
confirming the diagnosis of porokeratosis (Fig. 2).

The patient was started on once daily application of 
tretinoin 0.1% gel along with sunscreens, and after 
eight weeks of therapy, there was mild improvement 
in the symptoms.

DSAP is the most common variant of porokeratosis. 
Its onset is usually in the third or fourth decade of life 
and involves the sun-exposed skin, but paradoxically, 
the face is involved in only 15% of cases [2]. DSAP 
is inherited as an autosomal dominant condition, 
with reduced penetrance at younger ages. Several 
mutations have been identified in the SSH1 gene 
on chromosome 12, which encodes a phosphatase 
that plays a vital role in actin dynamics. Although 
the specific etiology is unknown, porokeratosis are 
thought to originate from clonal proliferation of 

Letter to the Editor

Figure 1: Annular hyperpigmented atrophic plaques with slightly raised 
peripheral border over the face.

Figure 2: Histopathology showing a characteristic cornoid lamella 
(H&E 40X).
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abnormal keratinocytes and the risk factors include 
family history, light colored skin, ultraviolet or 
ionizing radiation exposure, internal malignancies, 
and immunosuppression [3]. Lesions are typically 
asymptomatic but some patients may experience 
pain, pruritus, or cosmetic concerns. Clinically, the 
characteristic lesion is a crateriform horny papule 
that gradually extends to form a circinate plaque 
with a distinct ridge like border and atrophic center, 
which is histopathologically characterized by cornoid 
lamella [2].

Several treatment modalities have been described 
which include keratolytic agents, topical 5-flourouracil, 
topical and oral retinoids, topical imiquimod, 
cryotherapy, photodynamic therapy, carbon dioxide 
laser ablation, dermabrasion, diclofenac sodium 3% gel 
and excision [4]. Education regarding sun protection 
and regular checks for malignant conditions is needed 
in patients with DSAP as all of the clinical variants 
of porokeratosis have the potential for malignant 

transformation with an overall incidence of 7.5% to 
11% [3,5].
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