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Symptomatic dermographism

in Thai patients

Wassana Leelakitsap MD,

Kanokvalai Kulthanan MD.

ABSTRACT:

LEELAKITSAP W, KULTHANAN K. SYMPTOMATIC DERMOGRAPHISM IN THAI
PATIENTS. THAI J DERMATOL 2003; 19: 60-65.

DEPARTMENT OF DERMATOLOGY, SIRIRAJ HOSPITAL, MAHIDOL UNIVERSITY, BANGKOK,
THAILAND.

Background : Symptomatic dermographism (SD) is a type of physical urticaria in which the patient has
hyperreactivity to a stroke or scratch applied to the skin which produces an itchy wheal. There is no data concerning

the incidence of symptomatic dermographism in the Thai population.

Materials and methods : We retrospectively reviewed the medical records of patients attending the
urticaria clinic of the Department of Dermatology, Siriraj hospital, Mahidol University, during the period January
2000 - December 2001. Demographic data, causative agents, aggravating factors, the natural course of the

phenomenon and treatment were analyzed.

Results : Twelve cases were diagnosed with SD. All were women, with an age range from 12 to 61 years
(meant SE=36.914.42 years). A possible cause was found in 1 out of 12 cases (8.3%). This was carcinoma of the
sigmoid colon. Other co-incidental findings in other patients were a positive personal history of atopy in 4 cases
(33.3%) and a positive family history of atopy in 4 cases (33.3%), dental caries in 2 cases (16.6%), dyspepsia in 2

cases (16.6%), one each case (8.3%) of diabetes mellitus, myoma uteri, and eosinophilia. Our patients responded
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well to H, antihistamines, which were second and third generation antihistamines in the majority of cases. Clinical
improvement was seen in 3-6 months. Some needed the addition of doxepin, a tricyclic antidepressant. The average

duration of the disease was 55.6 months.

Conclusions : The prevalence of SD in Thai patients presenting to our dermatology clinic was low when
compared with other studies. Most patients had no associated conditions, and responded to the usual regimen for

treatment of urticaria. A geographically-based study is furthur recommened.

Keywords: symptomatic dermographism, urticaria
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Urticaria is a common skin condition. Physical
factors constitute an important cause especially in
cases who have chronic urticaria. Dermographism,
also known as dermatographism, or skin writing, is a
type of physical urticaria referring to the ability of
the skin to produce a linear wheal with a scratch
pressure of 4,900 gm per square crntimeter . It is the
most common cause of physical urticaria.The

prevalence of dermographism in a healthy population

Table 1. Details of the patients studied

is 4% to 5% Among these, only a small
percentage exhibit dermographism accompanied by
moderate pruritus called symptomatic
dermographism (SD)™.

The purpose of this study was to investigate the
prevalence, possible causes or associated findings,
response to treatment and the course of the disease in

a retrospective review of cases presenting to a

hospitalized based clinic with urticaria.

Patient No. Age (yrs) Possible cause Associated findings Course (months)
1 25 = - 42
2 12 = - 16
3 12 S c 5
4 34 ¥ FAH, Eosinophilia i
5 35 2 FAH, AH, dyspepsia 16
6 61 = FAH, DM 21
7 33 = AH, dental caries, dyspepsia 183
8 53 CA sigmoid colon FAH, AH 4
9 51 = Dental caries =
10 44 - A 5
11 46 - AH, myoma uteri 300
12 37 - - =

FAH=Positive family history of atopy, AH=personal atopic history

Materials and Methods
Patients
We retrospectively reviewed the case records of

patients attending the urticaria clinic of the

Department of Dermatology, Siriraj Hospital,
Mahidol University, during the year 2000-2001. The
diagnosis of SD was based on a history of itching

and the formation of a wheal in response to a stroke.
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This was confirmed on physical examination by
stroking firmly in a line on the skin of the volar
aspect of the forearm using a blunt object. A positive
result showed a linear wheal with a flare. The
transient wheal appears rapidly and usually fades
within 30 minutes. Demographic data, causative
agents, aggravating factors, natural course and
treatment were analyzed using SPSS version 10.0 for
windows using the 95% confidence level.
Results

Of the 400 patients diagnosed with urticaria, 352
cases were diagnosed as having chronic urticaria.
Twelve patients met the criteria for a diagnosis of
symptomatic dermographism. All of them had
chronic urticaria. All were female, with an age range
of 12 to 61 years (meant SE=36.914.4 years). No
patients had other co-existing causes of physical
urticaria i.e. cold, solar, cholinergic, adrenergic or
pressure urticaria. Table 1 shows the details of the
patients studied. A possible cause of SD was found
in 1 out of 12 cases (8.3%). This was the patient who
had been diagnosed with carcinoma of the sigmoid
colon (well differentiated adenocarcinoma) at the
same time as SD. After chemotherapy, her SD
subsided and she needed a lower dose and frequency
of dosage of antihistamine. A positive personal
history of atopy was found in 4 cases (33.3%), and a
positive family history of atopy was also found in 4
cases (33.3%). Two npatients (16.6%) had co-

incidental dental caries. Two patients (16.6%) had a

past history of mild dyspepsia but no further
investigations for Helicobactor pylori had been
performed. One patient (8.3%) had eosinophilia
(total eosinophil count >500 cell/ cu.mm.) but stool
examination was negative for parasites. One patient
had underlying diabetes mellitus and another had
myoma uteri.

Our patients responded well to H, antihistamines,
which were mostly second generation. Some needed
the addition of doxepin, a tricyclic antidepressant.
The average duration of the disease was 55.6 months
(ranged 4-300 months) (meant SD = 59.90 +
100.24 months) and median = 16 months.

Discussion

Some patients with acute urticaria have a
transient dermographic response that may continue
for some time after spontaneous whealing subsides.
Of all patients with chronic urticaria, 8 to 15% are
reported to have dermographism7. Some of these
have coexisting chronic idiopathic urticaria. Of our
400 cases of urticaria, 352 cases were diagnosed as
having chronic urticaria. All patients with SD were
diagnosed as having chronic urticaria. The
prevalence of isolated SD was 3% in this population.
However, the prevalence of dermographism in our
patients with chronic urticaria who had spontaneous
whealing related to other etiologies was 59.1%. In
general, most patients with dermographism are
healthy. However, attacks of whealing and

subsequent pruritus may be related to stress and
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reduce itching in some patients with severe
symptomatic dermographism.l7

The average duration of the disease in our cases
was 55.6 months. Our study is consistent with other
studies, i.e. SD lasts for up to 2 years or more.'

In summary, the prevalence of SD in Thai
patients presenting to our dermatology clinic was low
when compared with other studies. Most patients had
no associated conditions, and responded to the usual
regimen for treatment of urticaria. A geographically-

based study is furthur recommened.
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Hydroquinone

Porntip Puvabanditsin MD.

ABSTRACTS:
PUVABANDITSIN P. HYDROQUINONE. THAI J DERMATOL 2003; 19: 66-76.

DIVISION OF DERMATOLOGY, DEPARTMENT OF MEDICINE, FACULTY OF MEDICINE,
CHULALONGKORN UNIVERSITY, BANGKOK, THAILAND.

Hydroquinone widely used in industry is a contact allergen. Few workers also develope contact leukoderma.
Hydroquinone is also a popular skin bleaching preparation but after prolong used the other side effects, ochronosis and
pigmented colloid milium were found. This article reviews the lists of depigmented chemicals in animal and man models.
The details of the epidemiology, clinical pattern and histopathology of the out-break of exogeneous ochronosis in Africa

were also presented.

Key words: Hydroquinone, ochronosis, pigmented colloid milium, leukoderma, depigmented agents
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(p-ethoxyphenol)
p-tert-Butylphenol
p-tert-Butylcatechol
p-Isopropylcatechol
p-Methylcatechol
p-Octylphenol
p-Nonylphenol
p-Phenylphenol
p-tert-Amylphenol
p-Cresol
Mercaptoamines, such as
N-(2-mercaptoethyl) -dimethylamine
hydrochloride( MEDA)
B-Mercaptoethylamine hydrochloride (MEA)
Physostigmine (eserine)
Diisopropyl fluorophosphate
N,N',N"-triethylenethiophosphoramide
(Thio-TEPA)
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A1319% 2 Severity of ochronosis™’

Grade Descriprion Subjects

No. %

1 Faint macular sooty pigmentation 35 51:5

2 Distinct macular stippling/small papules 24 353

3 Dark deposits and papules 7 103

4 Colloid milia (I mm and greater) 2 29

5 Keloid-like nodules/cysts 0 0.0
Total 68 100.0
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Grover’s Disease : A Case Report and

Literature Review

Panida Pongnonthachai MD,
Kanokvalai Kulthanan MD,

Punkae Mahaisavariya MD.

ABSTRACT:

PONGNONTHACHAI P, KULTHANAN K, MAHAISAVARIYA P. GROVER'S DISEASE : A CASE
REPORT AND LITERATURE REVIEW THAI J DERMAOL 2003; 19: 77-83.

DEPARTMENT OF DERMATOLOGY, SIRIRAJ HOSPITAL, MAHIDOL UNIVERSIT Y, BANGKOK,
THAILAND.

Grover's disease or transient acantholytic dermatosis (TAD) is a recurrent, transient or persistent skin condition
of unknown cause. It is currently classified as a non-familial, non-immune mediated acantholytic disorder. We

report a healthy old man with Grover's disease initially diagnosed as eczema. Both clinical assessment and skin

biopsy are needed to obtain a diagnosis of this rare disease.
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Introduction

Grover’s disease or transient acantholytic
dermatosis (TAD) is a recurrent, transient or
persistent acantholytic skin condition of unknown
cause first described by Ralph W Grover in 1970". 1t
is currently classified as a non-familial, non-immune-
mediated acantholytic disorder’ Most cases have
occured in white men over 40, with a male to female
ratio of 3:1°,

The eruption usually begins with a few, discrete,
erythematous, edematous, acneiform, red-brown, or
flesh-colored papules, papulovesicles or keratotic
papulesa. The individual lesions may resemble
Darier’s disease, eczema, tiny seborrheic keratosis,
or even small basal cell carcinoma. Their sizes

usually ranges from 1 to 3 mm in diameter but they

may be as large as 1 cm’. The eruptions begin
primarily on the trunk around the clavicles, anterior
chest wall, and upper back and then become
disseminated. The palms and soles are usually
spared‘. The scalp and mucous membrane are rarely
affected. Four histologic variants have been
described: a Darier-like variant, Hailey-Hailey
disease-like variant, pemphigus-like variant, and a
spongiosis acantholytic variant’

Pruritus of variable intensity occurs in most
patients. Paroxyms of severe pruritus may precede
the onset of the eruption.

We report a case of Grover’s disease and review

the literatures.
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A case report

A healthy 67-year-old man presented to our
department in February 2002 because of a one-month
history of widespread itchy eruptions. The pruritus
was neither exacerbated by warmth nor sweating .He
had no underlying diseases and had no history of
previous medication. After scabies was excluded by
skin scraping, his condition was initially diagnosed
as eczema. He was treated with topical corticosteroid
and oral antihistamine but the condition did not
improve. Physical examination revealed numerous
discrete minute erythematous papules, papulovesicles
and brownish keratotic papules mainly on the trunk,
shoulders and upper extremities (Figure 1). The
scalp, palms, soles and genitalia were not involved.
The rest of the clinical examinadon was
unremarkable. Routine laboratory findings were all
within normal limits. Skin biopsy from two different
lesions on the back (erythematous papule and
brownish keratotic papule) showed thrée histologic
variants. The keratotic papule showed a Darier-like
histologic picture and the erythematous papule
showed Hailey-Hailey disease-like features in one
focus and pemphigus vulgaris-like in another focus
(figure 2). The clinical and histopathologic features
were consistent with Grover’s disease. He was
initially treated with prednisolone 30 mg daily for 2
months with clearing of all skin lesions'and promt

relief of itchy symptoms within 1month.The dose of

prednisolone was then tapered to a maintenance dose

at 10 mg daily until the time reported.

Figure 1. Numerous discrete minute
erythematous papules, papulovesicles and
brownish keratotic papules mainly on the

trunk

Figure 2. Histopathplogy showed suprabasal

clefting, focal dyskeratotic acantholysis
beneath the area of focal parakeratosis,
superficial lymphocytic perivascular and

interstitial infiltration.

Discussion
After careful investigation, our patient had no

associated diseases. Conditions reported to be
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associated with the development of Grover’s disease are shown in the table 1.

Table 1. Conditions associated with the development of Grover’s disease

Condition Reference
Local physical factors (Heat, UV, ionizing radiation) 15-17
Excessive sweating and fever 15
Skin irritation/inflammation 2
Cutaneous infection /Infestation (Sarcoptes scabiei , M furfur , Demodex folliculorum) 1,18
Non infective skin disease (asteatotic eczema, allergic contact dermatitis, atopic dermatitis, bullous 13,20
pemphigoid, lichen planus, parapsoriasis, pemphigus foliaceus, psoriasis, pyoderma gangrenosum,
seborrheic dermatitis,.pityriasis rubra pilaris)
Medication (Sulphadoxine-pyrimethamine or Fansidar, recombinant human interleukin-4,2- 5,6,21
chlorodeoxyadenosine, Rabivirin,Depenicillamine)
Systemic disease (Thymoma,benign monoclonal gammopathy , glomerulonephritis, chronic gastritis, 14,19
rheumatoid arthritis, pregnancy, HIV, poliomyelitis, carcinoid syndrome, PSS)
Solid malignancy (Genitourinary tract tumor, adenocarcinoma of the stomach, lung, prostate, colon, 14,15
breast, larynx and ovarian carcinoma)
Haematologic malignancy 2
(Acute myelocytic leukemia, chronic myelocytic leukemia, acute lymyhocytic leukemia, chronic
lymphocytic leukemia, multiple myeloma, myelodysplastic syndrome, peripheral T cell lymphoma)
Table 2. Histologic patterns of acantholysis in Grover’s disease
Pattern Number of patients %
Pemphigus vulgaris-like 40 56
Darier’s disease-like 16 22
Spongiosis 12 17
Pemphigus foliaceus 2 3
Hailey-Hailey disease-like 2 3

(Adapted from Mark D.P. Davis, M.B.C.P.I, Annette M: Clinicopathology review of 72 cases. Mayo clinic Proc, March 1999, Vol 74)
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Solid tumors, especially those of genitourinary
tract origin and hematologic malignancies
particularly acute myelogenous leukemia have been
reported previously e However, it is controversy to
conclude that Grover’s disease is a paraneoplastic
phenomenon because the number of cases of
Grover’s disease associated with neoplasms is still
low. Furthermore the age incidence of Grover’s
disease and malignancy is in the same range so that
some authors consider these two conditions as
coincidental ﬁndingss.

Grover’s disease has been associated with
various skin diseases especially asteatotic eczema,
atopic dermatitis and allergic contact dermatitis>”.
Other associations with cutaneous disorders except
bullous pemphigoid appear to be a coincidence”"’.
Many medical conditions have been reported to be
associated with Grover’s disease, but their
significance is not clear.

The frequency of histologic patterns in Grover’s
disease has been reported by Davis et al (Table 2).
The distinct histologic patterns of acantholysis are:
Hailey-Hailey disease-like, pemphigus vulgaris-like,
pemphigus foliaceus-like, Darier’s disease-like, and
spongiotic patternss. One pattern predominated in
some cases, but more frequently, two or more
patterns were detected in a single biopsy specimenz's.
No clinical significance associated with these various

histologic patterns.

Electron microscopy has recently demonstrated
that the dissolution of desmosomal attachment
plaques causes the acantholysis in this disease.

Immunohistochemistry studies have confirmed
the involvement of both intracellular desmosomal
protein (Desmoplakin I and II and plakoglobin) and
the intercellular transmembrane desmosomal
glycoprotein (Desmoglein) in the acantholytic
process' . Hashimoto et al publish a series of 3
patients with Grover’s disease associated with
sweating due to fever and / or being bed ridden. In
these patients, immunohistochemistry using anti
CEA and eccrine gland-specific IKH-4 monoclonal
antibodies and ultrastructural studies showed an
association of the acantholysis with eccrine duct
outflow tracts and showed ultrastructural distortion
of acrosyringia. They suggested that leakage of the
content of acrosyringia might be the pathogenic
mechanism of the subset of Grover’s disease with
fever, sweating and being bed-ridden'".

In general, the results of both direct and indirect
immunofluorescence studies have been negativez.
However, when they were positive, the findings were
not consistent.

The results of all routine laboratory studies
including complete blood counts, serum multiphasic
chemistry panels, and urinalysis were within normal
limits’.

Evaluating the effectiveness of treatment on

Grover’s disease is difficult because the disease often
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resolves spontaneouslyz’x'u. Patients should be
advised to avoid strenuous exercise and excessive
exposure to the sun’. Emollient bath oils instead of
soap may relieve pruritus and slow the formation of
new lesions.

A high potency or superpotent topical steroid
may suffice when the number of lesions is limited”.
Others reported treatment have been tretinoin cream
M, calciprotriol ointment 2, 12% lactic acid lotion,
10% urea ointment and zinc oxide ointment.”

Systemic therapy is indicated when the eruption
is severely pruritic and extensive and persists despite
less aggressive therapy.

Oral vitamin A, 50,000 IU should be
administered three times per day for 2 weeks and
then reduced to 50,000 IU daily for a maximum of
12 weeks’. Isotretinoin, 40 mg daily should be
admistered for 2 to 12 weeks™'®. If improvement
occurs, the dosage should be tapered to 10 mg daily
over the next month. Etretinate has also been used
successfully in dosages ranging from 25 to 50 mg per

dayz.

Systemic corticosteroids such as triamcinolone
16 mg daily and then taper off to maintenance dose
of 2-4 mg daily may be required to suppress
inflammation and releive itching. Methotrexate, 25 to
50 mg per week may be effective in some refactory
cases’. PUVA may be effective in some cases’.

A variety of antihistamines have been used as

adjuvant therapy for Grover’s disease. Hydroxyzine

has been useful in a few cases’. Cetirizine may be
helpful because of its effect on the migration of
eosinophilsz. However, antihistamines were usually
of limited value in controlling pruritus. They also
were unable to prevent the development of new
lesions. Our patient was treated initially with topical
corticosteroids and oral antihistamines but the
condition did not improve but responded well to
prednisolone 30 mg daily as a previous reportedz.

Grover’s disease generally has a self-limited
course. However, older patients are more likely to
have extensive eruptions of longer duration’.

In summary, we report a healthy old man with
Grover’s disease initially diagnosed as eczema.
Clinical assessment and skin biopsy are needed to

obtain the diagnosis of this rare disease.
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Rat-bite fever presenting with rash and

septic arthritis

Rajyani Kanechorn Na Ayuthaya MD,
Nucha Niumpradit MD.

ABSTRACT:

KANECHORN NA AYUTHAYA R, NIUMPRADIT N. RAT-BITE FEVER PRESENTING WITH
RASH AND SEPTIC ARTHRITIS. THAI J DERMATOL 2003; 19: 85-90.

DEPARTMENT OF DERMATOLOGY, PHRAMONGKUTKLAO HOSPITAL, BANGKOK,
THAILAND.

Rat-bite fever is an uncommon disease known for its endemicity to occur worldwide. Although most patients
tend to develop mild symptoms with improvement from conventional antibiotics, it can possess complications. We
report a complicated case of rat bite-fever involving a 61-year old woman who presents with fever, petechial rash, and
septic arthritis following a rat bite. Initially, multiple antibiotics were administered with ineffectiveness. As a
consequence, invasive procedures such as arthrotomy and joint debridement were done and prolonged antibiotic was
administered until clinical resolution. Since many cases may not have a history of rat bite and may present with fever,
rashes, and arthritis it is essential to distinguish it from other diseases. Here we will provide details on the etiology,

clinical manifestations, diagnosis, and management to aid prompt detection and treatment of the disease.

Key words: rat-bite fever, Haverhill fever, sodoku fever
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Introduction

Rat-bite fever is an uncommon zoonotic disease as
a result of bites or contact by secretions or feces from
rats, rodents, squirrels, weasels, or animals that prey on

> The infection is attributable to either

them."
Streptobacillus moniliformis or Spirillum minus, which
are anaerobic, nonmotile, pleomorphic gram-negative
bacilli and gram-negative spirochetes, respectively.
Although it exists worldwide, the former is more
common in Europe and America, while the latter is
encountered more often in Asia.” The true incidence
remains unknown but in regard to the increase in

population density, humans are more frequently exposed

to animals carrying the disease, which encompasses

three distinct clinical disorders, namely rat-bite fever
(“sodoku”), streptobacillary rat-bite fever, and Haverhill
fever. Rat-bite fever can easily be recognized by
clinicians, identified in the laboratory, and treated with
appropriate  antibiotics if suspected. Therefore,
physicians should consider rat-bite fever when a patient
presents with fever, rashes, especially of the palms and
soles, arthritis, and has a history of rodent exposure. We
report a case of complicated rat-bite fever with typical
history and clinical presentation, but lack of laboratory
confirmation.

A case report

A 61-year-old female retired nurse from Thailand

was referred to our hospital due to a history of fever
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with myalgia and arthritis of both knees, wrists, and
fingers for 4 days after a rodent bite at her right
thumb. Initially she took erythromycin and ibuprofen,
and was prescribed rabies vaccination and tetanus
toxoid. Three days later she began experiencing fever
with chills and myalgia. The following day our patient
developed additional symptoms of symmetrical
polyarthritis involving the wrists, knees, fingers, and
ankles, mimicking rheumatoid arthritis. She had
concurrent petechial rashes over her face, palms and
soles (figures I and IT) and was eventually admitted to
a nearby hospital. Investigations for infectious causes
and rheumatoid arthritis were perforened. Antipyretics
and 4 mg of dexamethasone every 6 hours were
administered. For four consecutive days, her condition
deteriorated so she was referred to our hospital. She
has underlying dyslipidemia and has been on
gemfibrozil for 5 years. In spite of that, she has been
healthy and there has been neither history of other

medications or food allergies.

Figure I

Figure II

Clinical examination revealed a fully conscious
febrile female with petechial rashes on her face, palms
and both feet. She also had joint erythema, swelling
and tenderness of both knees, wrists and both distal
and proximal interphalangeal joints. A pansystolic
murmur unaccompanied by respiratory symptoms was
identified on auscultation while other findings were
unremarkable.

The laboratory results were as follows; hematocrit
36%, WBC 10,000 cell/mm’, PMN 89%,
lymphocytes 17%, monocytes 3%, platelets 124,000
cells/mm’, ESR 93 mm/hr and normal coagulograms.
Serum biochemistry, liver function tests, VDRL, ANA
profile, rheumatoid factor, LE test, chest radiographs
and electrocardiogram were within normal limits.
Initial septic work-up including Widal tests,
hemocultures, urine cultures and anti HIV were
negative.

Skin biopsy was done on the right palm on the

third day of admission. The results demonstrated a
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superficial perivascular infiltration of lymphocytes
and extravasation of red blood cells without vasculitis.

Transesophageal echocardiography ruled out
endocarditis and therapy was initiated with 1.2 gm
intravenously every 6 holurs of amoxicillin/clavulanic
acid plus doxycycline 200mg/day, which resulted in
no improvements of symptoms. Septic work-up was
repeated and joint aspiration was performed. Cultures
did not foster any organism growth, however, synovial
fluid analysis confirmed mfection, with WBC counts
of over 64,000 cells/mm?, all of which were
neutrophils. Since the outcome, accompanied by
abnormal joint X-rays, contributed to septic arthritis,
antibiotics were switched to ceftriaxone 1lgm
intravenously twice daily and 3 million units of
penicillin G every 4 hours.

A week passed without recovery except for the
absence of rash. Synovial cultures still produced no
growth albeit our patient was still suffering from fever
and arthritis. Accordingly, arthrotomy and joint
debridement were conducted along with synovial
tissue  collection intended for  pathological
examination and cultures. But due to technical
problems in handling of specimens, only the
pathological result disclosing a severe acute and
chronic synovitis was produced. Under clinical
suspicion of rat-bite fever, ceftriaxone and penicillin
G were administered continuously for 4 weeks. The
patient responded satisfactorily and was soon

discharged upon recovery.

Discussion

Rat bite fever is a zoonotic worldwide febrile illness
acquired by direct contact with infected rodents or their
contaminants. Nasopharyngeal carriage rates in
laboratory rats range from. 10%-100%, whereas those in
the wild range from 50%-100%."" Moreover, rat-bite
fever has also been associated with bites, scratches, and

licks of mice, squirrels, gerbils and other animals, for

-instance dogs and cats that prey on them ", Ingestion of

food or water contaminated with rat feces are also
capable of bacteremia ( Haverhill fever ). Diagnosis can
be difficult in cases without history of susceptible
animal contact and specific laboratory confirmation so
these cases are often not reported and the exact
incidence of this disease remains unknown. Physicians
should include rat-bite fever in their differential
diagnosis when encountering a patient suffering from
fever, rash, and arthritis, with or without a history of
rodent exposure.

The onset of symptoms usually follows rodent
exposure by 10 days (usually 2-3 days) if the infection is
due to Streptobacillus moniliformis. The patient will
experience high fever and chills followed by headache,
vomiting, myalgia and marked muscle tendemess.
Within 2-4 days of fever, ninety percent of the patients
will develop rashes which can appear morbilliform,
pustular or petechial, confined to the palms and soles,
and twenty percent of the patients will desquamate while
resolving.s'm’8 Concomitantly in full-blown infection,

over fifty percent of patients experience arthritis with or
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without joints effusions. Any joint can be affected, but
the most commonly involved is the knee.’ Joint pain
usually subsides within 3 weeks of antibiotics. While all
symptoms tend to resolve, relapses are common and
complications such as endocarditis, pneumonia, joint
destruction, abscess formation, or even death may
occur."”’

On the other hand, if the disease source is from
Spirillum minus, the incubation period is 1-4 weeks but
the onset of symptoms would be earlier. In contrast to
the aforementioned agent, local reaction from the bite
wound is more striking and arthralgia is rare.” The site
of trauma is characterized by induration and tenderness,
which can eventually ulcerate into a chancre-like lesion
with prominent lymphadenopathy and lymphangitis.2
The skin rashes appear as large reddish-brown macules
that can be either generalized or localized. In rat bite
fever there is usually leukocytosis, with or without
thrombocytopenia or coagulopathy, and a 25% false
positive VDRL.! Gram staining of the blood, abscess or
joint fluid will support diagnosis in the absence of a
rodent bite. Unfortunately, Spirillium minus cannot be
cultured. Hence it must be detected by darkfield
examination of clinical materials or serological tests. In
the absence of a history of rodent exposure, the clinical
diagnosis of rat-bite fever as in this case, would be
problematic. The differential diagnosis in rat-bite fever
includes autoimmune diseases, e.g. rheumatoid arthritis,

vasculitis, and infections such as Rocky Mountain

Spotted-Fever, meningo-coccemia, or Coxsackie virus
infection.”

Penicillin is usually considered the drug of
choice, although penicillin resistant strains have been
reported.l For example, Streptobacillus moniliformis,
one of the agents responsible for rat-bite fever, also
manifests the L-form, the cell wall deficient variants
which are resistant to penicillin.3 Ampicillin,
tetracycline and second and third generation
cephalosporins are alternative agents.u There are also
reports of successful treatments from erythromycin9
and a combination of penicillin and chloramphenical.7
However complications comparable to our patient and
two others, a 14-year-old boy from the United
Kingdom, who acquired septic arthritis after being
bitten by a rat,’and a 12-year-old boy in America with
septic arthritis of the hip3 can ensue. In both patients,
treatment was successful with arthrotomy, drainage
and joint larvage while on intravenous penicillin and
ceftriaxone respectively. Our patient tolerated the
same operation but was delivered both antibiotics until
resolution.

In our case, the clinical course correlates with that of
rat bite fever although septic work up achieved negative
results. There have been many factors contributing to
our fruitless yield. First, the patient has been partially
treated with antibiotics prior to specimen collection.
Second, the slow growth rate, the fastidious growth
requirements of the organism and inappropriate

transport media during the acute phase of illness could
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have impeded its growth.l For instance, S. moniliformis
would require media enriched with blood, serum or
ascitic fluid for growth.l The addition of even small
amounts of the anticoagulant present in blood culture
tubes (sodium polyanethol sulfonate) can interfere with
its growth. Here the culture media tubes contained this
substance, which hampers S. moniliformis’ germination.
Moreover, the bacteria possess variable positivity of
gram stains and their structures are inconsistent.'
Furthermore, even with the appropriate media, the
organisms themselves might not grow. Even when
arthritis is involved, the joint fluid is typically sterile.
Likewise identification of the organisms from culture
requires a reference laboratory to perform subcultures
and biochemical tests.’ Serological test is not available
in Thailand so alerting the bacteriology laboratory to
this diagnostic possibility before obtaining cultures will
aid greatly in the diagnosis.

In conclusion, rat-bite fever can be a fulminating
illness with a 13% mortality rate in the absence of
proper medications.”** As the human population

incessantly increases, so does exposure to animals,
11,

enabling man vulnerable to rare zoonotic diseases."’
Therefore in highly suspected cases, thorough
investigations, proper drug administration and patient
care are crucial for cure and prevention of devastating

consequences.
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Negative patch test results: what to do?

Chuchai Tanglertsampan MD.

Division of Dermatology, Phramongkutklao Hospital, Bangkok, Thailand.
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CME Patient I

Varavee Tantibhaedhyangkul MD,

Natta Rajatanavin MD.

Division of Dermatology, Department of Medicine, Ramathibodi hospital, Mahidol University,

History

A 34-year-old woman presented with pruritus
on both ears for 4-5 years. She has never noticed
any skin lesion but the doctor noted multiple
pruritic papules on her ears as well as on several
area on her body.
Physical examination shown as figure LI
Self assessment : Question 1-4
1. From the above clinical presentation, your

differential diagnosis includes all of the followings

except.
A. SLE
B. seborrheic dermatitis
C. transient acantholytic dermatosis
D. Darier-White disease
E. confluent and reticulate papillomatosis of

Gougerot and Cateaud syndrome
Skin examination:
Skin: multiple discrete pruritic hyperkeratotic
papules on face, neck, periauricular area, back, and
upper chest.

Palms: multiple pits.

Bangkok, Thailand.

Figure I

Figure II
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Figure I1I

Figure IV

Nails: multiple longitudinal red and white
bands, V-shaped nicks.

Mucous membrane: normal
2. Nail examination (Figure III) and skin biopsy
showed histopathologic feature in figure IV, the

most likely diagnosis is

A. SLE

B. seborrheic dermatitis

C. transient acantholytic dermatosis

D. Darier-White disease

E. confluent and reticulate papillomatosis of

Gougerot and Cateaud Syndrome

3.  Which of the following chromosome carried
this abnormal gene?

Chromosome 6

Chromosome 8

Chromosome 12

Chromosome 14

BB QR

Chromosome 18

4. How does this disease transmit?
AD

AR

X link recessive

X link dominant

m o 0w

Mutation
Discussion

Darier-White disease is an autosomal
dominant isorder with abnormal keratinization of
the epidermis, nails, and mucous membranes.
However, many cases appear to occur as new
mutations. Recently, ATP2A2, the defective gene
which encodes the sarco/endoplasmic reticulum
Ca(2+) ATPase isoform 2, was identified on the
long arm of chromosome 12 within the region
12p23-24.1. The pathogenesis is unknown. The
onset is usually in the first and second decades of
life. Skin lesions appear as multiple, discrete,
scaling, rough, crusted, pruritic papules, which are
skin-colored or yellow-brown, on seborrheic areas.
The palms and soles may show punctuate or
filiform keratoses or minute pits. Lesions of the

mucous membranes are uncommon, but
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cobblestone papules on mucosa may be found. The
nails are usually abnormal and may be dry and
brittle. Three characteristic nail changes are seen

1) broad, white longitudinal bands

2) broad, slightly  translucent  red
longitudinal bands.

3) a sandwich of red and white longitudinal
bands often with a v-shaped nick at the free margin
of the nail.

Patients with Darier’s disease appear to have

an increased susceptibility to herpes simplex

infections and an increased incidence of chronic

pyogenic infection.
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CME Patient 11

Panorn Chalermaamrichai MD,

Natta Rajatanavin MD.

Division of Dermatology, Department of Medicine, Ramathibodi hospital, Mahidol University,
Bangkok, Thailand.

A 62-year-old woman with multiple myeloma Renal involvement.

presented with multiple painful hemorrhagic bullae Cardiovascular involvement.

distributed on her neck, inframammary area and Pulmonary involvement.

Mg 0w

groins for 3 days (Figure LILIII). She was fatique

Rheumatologic involvement.

and developed dyspnea at the same time.

1. The differential diagnosis include all except

A. dermatitis herpetiformis.

B. bullous lupus erythematosus.
C. pemphigus vulgaris.

D. bullous pemphigoid.

gram negative septicemia.

2. Skin Biopsy was done and shown in figure
IV,V the diagnosis is Figure I
dermatitis herpetiformis

bullous lupus erythematosus.

pemphigus vulgaris.

bullous amyloidosis.

m o 0w »

gram negative septicemia.
3. Which of the following associated condition is

indicated the poorest prognosis in this patient?

A. Hematologic involvement.

Figure IT
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Figure I1I

4. The most common cause of death is
anemia.

infection.

bleeding disorder.

congestive heart failure.

A

pulmonary fibrosis.
Discussion

Amyloidosis is a well-recognized
consequence of multiple myeloma (MM)
characterized by extracellular Congo red-positive
fibrillary protein deposits containing light-chain
fragments. Of patients with MM, 5% to 7% have
clinically overt organ dysfunction secondary to
amyloidosis. Among patients with amyloid light
chain (AL) amyloidosis, 13% have MM. Clinical
skin involvement occurs in 25% of patients with
AL amyloidosis.

Systemic amyloidosis is subdivided into
immunocyte dyscrasia with amyloidosis (AL-fibril
type), reactive systemic amyloidosis (protein-A-

derived or AA-fibril), and familial systemic

amyloidosis. Primary systemic amyloidosis is
defined as Altype, secondary systemic
amyloidosis is defined as AA type, and various
other proteins such as transthyretin (Pre-albumin),
Bz-microglobulin, and  familial  associated

amyloidogenic proteins also cause amyloidosis.

Figure IV

Figure V

The Third International Symposium
classified amyloidosis into 5 groups (table I) :
primary (AL) amyloidosis (coexistent multiple
myeloma or no known association), secondary

(such as chronic infection or rheumatoid arthritis),
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localized, familial, and senile amyloidosis (Table

I). Secondary amyloidosis usually does not

Table I Classification of amyloidosis: Amyloid type

Primary systemic amyloidosis (AL)
Secondary amyloidosis (AA)
Localized amyloidosis

Familial amyloidosis (eg, transthyretin)

Senile systemic amyloidosis

Clinical skin involvement occurs in 25% of
patients with AL amyloidosis.  Petechiae,
ecchymosis, papules, plaques, nodules, tumors,
bullae, alopecia and scleroderma-like thickening
of the skin are seen. Purpura and ecchymosis are
the presenting signs in 16% of patients with AL
amyloidosis. The ecchymotic lesions usually
involve the face and neck particularly the upper
eyelids. Cutaneous hemorrhage can be elicited by
gentle stretching of the skin. Purpura may be
multifactorial and result from infiltration of blood
vessels by amyloid, acquired factor X deficiency,
lower levels of vitamin K-dependent clotting
factor, increased antithrombin activity, and
increased fibrinolysis. Waxy papules, plaques
occasionally nodules on the face, lesion in the
buccal mucosa or intertriginous areas are also seen.
Oral involvement may include firm induration of

the tongue and macroglossia indentation of the

produce clinical skin findings, although amyloid is

deposited microscopically.

tongue by the dentition, enlargement of
submandibular structures, and increased bleeding
tendency. The declining prevalence  of
macroglossia most likely reflects earlier diagnosis
of the disease. Currently, it is seen in
approximately 9% of patients with AL
amyloidosis.

The diagnosis of amyloidosis depends on the
demonstration of amyloid deposits in tissue. A
punch biopsy specimen from skin reveals faintly
eosinophilic amorphous masses of amyloid
deposited in the dermis and subcutaneous tissue
and occacionally in the lamina propria of the sweat
glands and around blood vessels. The PAS stain is
sensitive but lacks specificity. The metachromatic
stains such as methyl violet and crystal violet
produce typical color changes in amyloid tissue.
Congo red is specific in that it produces a

characteristic apple-green birefringence when
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viewed with a polarized light source. Yields of
47% and 95% have been obtained with biopsy
specimens from skin in patients with AL
amyloidosis. Bone marrow biopsy specimens
usually show amyloid deposits in 50% of patients,
provide an estimate of the degree of plasmacytosis
and clonality of plasma cells, and establish or
exclude the diagnosis of multiple myeloma. Thus
bone marrow biopsy is important in the work-up of
patients with suspected AL amyloidosis. If the
results of skin and bone marrow examinatiort are
negative, the next diagnostic step should be
aspiration of abdominal subcutaneous fat. This,
compared with rectal biopsy, is simple, less
invasive, less expensive, and about as sensitive
(72% to 80%). Rectal mucosa biopsy, including
the submucosa, is needed occasionally, and
positive results are obtained in more than 70% of

patients.

In a series of 474 patients, average survival
after diagnosis of AL amyloidosis was 13.2
months. Survival varied greatly among the various
syndromes. Prognosis was worse if the patient
presented with congestive heart failure. The
following factors have a negative influence on
survival: the presence of congestive heart failure,
urinary light chain, hepatomegaly, and significant
weight loss. Increased levels of Bz- microglobulin
and the plasma cell labeling index are markers of

survival disadvantage.
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