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Abstract

A 46-year-old female patient presented at the emergency department of a Municipal University Hospital with necrotic
lesions in lower limbs associated with wasting syndrome. She was diagnosed with leukocytoclastic vasculitis after
physical examination and history-taking in a fast and cost-effective manner, using an algorithm specifically for primary
vasculitis, enabling early and appropriate treatment. The good clinical outcome demonstrates the need to quickly
make a definitive diagnosis and start treatment.
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Resumo

Paciente do sexo feminino, 46 anos de idade, procurou o pronto socorro do Hospital Municipal Universitario
apresentando lesdes necroticas em membros inferiores associadas a sindrome consumptiva. Apds anamnese e exame
fisico, obteve-se o diagnostico de vasculite leucocitoclastica de modo imediato e econdmico por meio da utilizagdo
de algoritmo especifico de vasculites primarias, permitindo inicio precoce da terapéutica adequada. A boa evolugéo
do quadro clinico ratificou a necessidade de se obter diagndstico definitivo e inicio rapido da terapéutica.
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INTRODUCTION

Cutaneous leukocytoclastic vasculitis (CLV), also
known as hypersensitivity vasculitis, is a vasculitis of
small vessels that primarily involves the venules and
has pathophysiology associated with deposition of
immune complexes and characteristic histopathological
findings.!

Although involvement is limited to the skin in
countless cases, systemic involvement occurs in
around 50% of cases, with wasting syndrome and
damage to kidneys, joints, lungs, muscles, the heart,
gastrointestinal organs, and neurological systems.>*

In the majority of cases, etiology is idiopathic,
but in some cases it is described as secondary to
medications, infections, lymphoproliferative disorders,
cancer, connective tissue diseases, and inflammatory
diseases.>®

Initially, the lesions appear as localized erythema
and macular purpura or urticarial papules which
progress to palpable purpura, generally symmetrical
and on lower limbs. Rarely, the facial, palmar, and
plantar regions and mucosas may be affected.

The lesions can proceed to formation of vesicles,
nodules, ulcers, or necrosis measuring from 1 mm to 4 cm
and can be asymptomatic or painful.®

Differential diagnosis must rule out many different
entities, because of the nonspecific and complex clinical
presentation, making investigation difficult, slow,
and expensive. Use of a systematic workup process
is very important to hasten the start of treatment,
improving prognosis.!’

Diagnosis is confirmed by histopathology, with
findings of inflammatory infiltrate and fragmentation
of the nuclei of neutrophils in the vascular walls,
which is known as karyorrhexis and is related to
fibrinoid necrosis.**

This report describes a case of CLV in which a
systematic algorithm was used for diagnostic investigation,
enabling early treatment with good results.”

CASE DESCRIPTION

E.H.F, a 46-year-old woman, sought urgent
medical care complaining of high intensity pain, low
temperature, hyperemia, and paresthesia in both feet,
with onset 3 months previously. She also described
deterioration of visual acuity, migratory polyarthralgia,
and weight loss of 12 kg over the previous 2 years.
She also reported history of Hashimoto’s thyroiditis
and pulmonary tuberculosis, treated 21 years earlier.

On physical examination, both of the patient’s
lower limbs were cyanotic with blisters (as shown
in Figure 1A), but pedal pulses were present and
symmetrical. In view of the weight loss associated

Leukocytoclastic vasculitis

with cutaneous lesions described above, a diagnostic
hypothesis was ventured of primary small vessel
vasculitis.

The Bezerra algorithm was consulted (illustrated
in Figure 2), observing that ANCA P, ANCA C,
cryoglobulins, and IgA were all negative, suggesting
a diagnosis of CLV.”

After definition of this diagnosis, on 29 September,
2017, amputations were performed of both halluxes
and the distal phalanx of the 2nd, 3rd, and 4th toes
of the right foot, ordering pathology of the tissues
amputated from the feet, which confirmed the diagnosis
of CLV, by “fragmentation of neutrophil nuclei”.

Figure 1. (A) Physical examination on 27 September, 2017;
(B) physical examination on 29 December, 2018; (C) physical
examination on 29 December, 2018; (D) physical examination on
26 February, 2019; (E) physical examination on 26 February, 2019.
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Figure 2. The Bezerra algorithm.”

Treatment was initiated with methylprednisolone,
20 mg every 6 h for 3 days, cilostazol 100 mg
every 12 h, and cyclophosphamide monthly, in a
single 750 mg dose. Figures 1B and 1C illustrate the
patient’s clinical status after 3 months’ treatment, with
surgical wounds healed; during which time she had
partially recovered the ability to walk. After 6 months
of treatment and clinical follow-up, the patient had
completely recovered the ability to walk.

Figures 1D and 1E illustrate the anatomic appearance
of the lesions after stabilization of clinical status.
Currently, after 19 months, the patient is in outpatients
follow-up at the vascular surgery service and the
rheumatology service, taking prednisone 20 mg a day,
cilostazol 100 mg every 12 h, and cyclophosphamide
in a single 750 mg dose once a month.

DISCUSSION

The pathogenic mechanism of CLV is deposition
of immune complexes, generally IgG and IgM
immunoglobulins, which activate the complement
cascade, with production of factors chemotactic for
leukocytes and expression of adhesion molecules.?’

As aresult, neutrophils migrate to the area, releasing
enzymes and reactive oxygen species to eliminate
antigens. However, the reactive inflammatory process
is intense and damages the vessel walls, increasing the
permeability of these vessels, with leakage of fluids and
red blood cells. This process also damages neutrophil
cells, which releases inflammatory substances.*>%°
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Epidemiologically, there is no uniform pattern
of either the prevalence or the incidence of this
condition or the other primary vasculitides reported
in published studies.!

Tai et al. observed a prevalence of 73.2% of
patients with CLV in a sample of 93 patients." In a
study by Blanco et al., with 303 patients, 27.7% had
CLV."”? Jokar and Mirfeizi cataloged 721 patients,
finding CLV in 8.2% deles." Clinically, the painful
symptoms associated with cutaneous manifestations
play an imperative role in formulation of a diagnostic
hypothesis.

In a study by Sais et al., cutaneous eruptions
were observed in 41.4% of patients. Arthralgia was
the most common complaint, seen in 36.7% of the
patients.' In cases limited to cutaneous involvement,
the duration of the disease is generally short if
appropriate treatment is instituted. Purpural lesions can
recede in 3 to 4 weeks.'® Although it is self-limiting
in the majority of cases, CLV can relapse months or
years later.

Supplementary tests such as blood counts,
angiotomography, inflammatory activity tests,
colonoscopy, serum complement levels, serology,
ANF, rheumatoid factor, antiphospholipid antibodies,
and urine analysis are expensive and nonspecific
and are only of utility for assessing organ function.
In addition to their low specificity and high cost, these
tests can also delay definitive diagnosis.”!¢

The American College of Rheumatology consensus
bases diagnosis of CLV on the following criteria:
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— Patient over the age of 16 years at disease onset;

— Use of medication and its correlation with onset
of the disease;

— Palpable purpura;
— Maculopapular Exanthema;

— Histopathological study encompassing arterioles
and venules with presence of perivascular or
extravascular granulocytes.

Presence of three of the five items listed has
specificity of 83.9% and sensitivity of 71%.%!7

Use of the algorithm mentioned above was of
fundamental importance to making a rapid and
economically feasible diagnosis.”

Cutaneous biopsy may be indispensable to diagnosis
of this disease. In addition to assessing the caliber
of the vessels involved, pathology will also evaluate
the possibility of other diagnostic hypotheses such
as perivasculitis, embolic phenomena, and other
non-inflammatory vasculopathies that simulate
vasculitis.

Microscopic analysis should be performed during
the initial phase of the inflammatory process, since
older lesions may no longer show the characteristics
typical of leukocytoclasia.'®!

Histopathological examination will reveal an
angiocentric inflammatory process, associated with
leukocytoclasia, characterized by fragmentation of
neutrophil nuclei, edema of endothelial cells, leakage
of red blood cells, and fibrinoid necrosis. It may be
possible to observe the presence of immunoglobulins
in these lesions using immunofluorescence, but they
are present in low quantities in vascular lesions
and their value for routine testing is debatable.’*
Unfortunately, this case report is limited by not having
photographic images of the slide examined.

The standard treatment currently employed to
achieve remission is prednisone 1 mg/kg/day with
cyclophosphamide 2 mg/kg/day; generally maintained
for 6 months. Rituximab is not available at our service,
but some other services use it to treat this disease.”!

The countless publications on vasculitis in the
literature are unanimous on the high complexity of
etiologic investigation, causing excessive delays,
elevated costs and delayed treatment.'”’

The case of CLV described here illustrates how
treatment success is dependent on rapid diagnostic
investigation and early treatment. In this context, it is
evident how important it is to employ our algorithm
to avoid delaying institution of immunosuppressant
therapy.

Leukocytoclastic vasculitis
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Resumo

Paciente do sexo feminino, 46 anos de idade, procurou o pronto socorro do Hospital Municipal Universitario
apresentando lesdes necréticas em membros inferiores associadas a sindrome consumptiva. Apds anamnese e exame
fisico, obteve-se o diagnostico de vasculite leucocitoclastica de modo imediato e econémico por meio da utilizagéo
de algoritmo especifico de vasculites primérias, permitindo inicio precoce da terapéutica adequada. A boa evolugdo
do quadro clinico ratificou a necessidade de se obter diagnostico definitivo e inicio rapido da terapéutica.
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Abstract

A 46-year-old female patient presented at the emergency department of a Municipal University Hospital with necrotic
lesions in lower limbs associated with wasting syndrome. She was diagnosed with leukocytoclastic vasculitis after
physical examination and history-taking in a fast and cost-effective manner, using an algorithm specifically for primary
vasculitis, enabling early and appropriate treatment. The good clinical outcome demonstrates the need to quickly
make a definitive diagnosis and start treatment.
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INTRODUCAO

A vasculite leucocitoclastica cutanea (VLC),
conhecida também como vasculite de hipersensibilidade,
¢ uma vasculite de pequenos vasos que acomete
principalmente as vénulas, cuja fisiopatologia esta
associada a deposi¢do de imunocomplexos, com
analise histopatologica caracteristica'.

Embora, em iniimeros casos, 0 acometimento seja
restrito ao territdrio cutineo, o envolvimento sistémico
ocorre em cerca de 50% dos casos, com sindrome
consumptiva associada a comprometimento renal,
articular, pulmonar, muscular, cardiaco, gastrointestinal
ou neuroldgico*.

Majoritariamente, tem etiologia idiopatica, porém,
em alguns casos, ¢ descrita como secundaria a
medicamentos, infecgdes, disturbios linfoproliferativos,
neoplasias, doengas do tecido conjuntivo e doencas
inflamatorias®>.

A principio, as lesdes surgem na forma de eritemas
localizados e de purpuras maculares ou papulas
urticariformes que progridem para purpuras palpaveis,
geralmente simétricas em membros inferiores. Raramente
acomete as regides facial, palmar, plantar e mucosas.

Essas lesoes podem evoluir para a formagao de
vesiculas, nodulos, Gilceras ou necrose de | mma4 cm,
sendo tanto assintomaticas como dolorosas®.

Em virtude da inespecificidade e complexidade do
quadro clinico, ha uma ampla variedade de diagnosticos
diferenciais, tornando a investigac¢ao dificil, lenta e
onerosa. A utilizagdo de um processo sistematico na
rotina propedéutica ¢ de fundamental importancia,
a fim de abreviar o inicio da terapéutica, permitindo
melhor progndstico'.

O diagndstico ¢ confirmado pelo exame histopatologico,
onde se observa infiltrado inflamatério com fragmentacao
dos nucleos de neutréfilos localizados na parede
vascular denominado cariorrexe e associado a necrose
fibrinoide™®.

O relato de caso em questdo refere-se a VLC,
no qual houve aplica¢ao de algoritmo sistematico
na investigacao diagnostica, permitindo tratamento
precoce com boa evolugdo’.

DESCRICAO DO CASO

E.H.F, sexo feminino, 46 anos de idade, procurou o
servigo médico de urgéncia com queixa de dor de forte
intensidade associado a diminuigdo da temperatura,
hiperemia e parestesia em ambos os pés ha 3 meses.
Referia diminui¢do da acuidade visual, poliartralgia
migratoria e perda ponderal de 12 kg nos tltimos 2 anos.
Relatou antecedentes de tireoidite de Hashimoto e
tuberculose pulmonar tratada ha 21 anos.

Vasculite leucocitoclastica

Ao exame fisico, a paciente apresentava ambos o0s
membros com cianose fixa e flictenas, porém com pulsos
pediosos presentes e simétricos conforme ilustrado na
Figura 1A. Em virtude da perda ponderal associada
as lesdes cutaneas ja descritas, foi feita hipdtese
diagnostica de vasculite primaria de pequenos vasos.

Optou-se por aplicar o Algoritmo de Bezerra,
descrito na Figura 2, em que se observou P-ANCA,
C-ANCA, crioglobulinas e IgA negativos, sugerindo
hipétese diagnostica de VLC'.

Apo6s a definicdo diagnostica, em 29/09/2017,
foi realizada amputacao de halux bilateral e falange
distal de 2°, 3° e 4° pododactilos direito ¢ solicitado
exame anatomo patolégico do tecido amputado em

Figura 1. (A) Exame fisico em 27/09/2017; (B) exame fisico em
29/12/2018; (C) exame fisico em 29/12/2018; (D) exame fisico
em 26/02/2019; (E) exame fisico em 26/02/2019.
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Figura 2. Algoritmo de Bezerra’.

pés que confirmou o diagnostico de VLC, por meio
da “fragmentacdo de nucleos de neutrofilos”.

Iniciado tratamento com metilprednisolona, 20 mg de
6 em 6 h, por 3 dias, cilostazol 100 mgde 12em 12 h
e ciclofosfamida 750 mg mensal em dose Unica.
As Figuras 1B e 1C apresentam o estado clinico
apos 3 meses de tratamento com feridas operatorias
cicatrizadas; periodo no qual houve recuperagio
parcial da deambulag@o. Com 6 meses de tratamento
e seguimento clinico, a paciente retomou a marcha
em sua totalidade.

AsFiguras 1D e 1E denotam a imagem anatomica das
lesdes apos estabilizagao do quadro clinico. Atualmente,
apos 19 meses, a paciente estd em acompanhamento
ambulatorial no servico de cirurgia vascular e no servigo
de reumatologia, em uso de prednisona 20 mg ao dia,
cilostazol 100 mg de 12 em 12 h e ciclofosfamida
750 mg mensal em dose Unica.

DISCUSSAO

Na VLC, a deposicao de imunocomplexos constitui
seu mecanismo patogénico, geralmente envolvendo
imunoglobulinas IgG e IgM, que geram a ativagdo
da cascata do complemento, com producao de fatores
quimiotaticos para leucdcitos e expressdo de moléculas
de adesao®’.

Dessa maneira, os neutréfilos migram para a
regido, liberando enzimas e derivados reativos do
oxigénio para eliminar antigenos. No entanto, o

ANCAP

Vasculite leucocitoclastica

Takayasu Artheritis
Giant Cell Artheritis

Kawasaki Disease

Polyartheritis Nodosa
ANCAC Wegener’s Granulomatosis

Churg-Strauss

Microscopic Polyangiitis

Henoch Schénlein

Cryoglobulins

Cryoglobulinemic
Vasculitis

Leukocytoclastic
Vasculitis

Cutaneous
Vasculitides

Behcet’s Disease

processo inflamatorio reacional € intenso e causa lesao
na parede vascular, aumentando a permeabilidade
desses vasos, com saida de fluidos e extravasamento
de hemacias. Esse processo também lesa as células
neutrofilicas, com subsequente liberacdo de substancias
inflamatorias**3.

Epidemiologicamente, ndo ha um padrao homogéneo
tanto na prevaléncia quanto na incidéncia dessa
afeccdo junto as demais vasculites primarias nos
estudos ja publicados!®.

Tai et al. obtiveram uma prevaléncia de 73,2% de
pacientes com a presenga de VLC em um universo
de 93 pacientes!!. No estudo de Blanco et al.,
envolvendo 303 pacientes, foram evidenciados 27,7%
de VLC'2 Jokar e Mirfeizi catalogaram 721 pacientes,
encontrando VLC em 8,2% deles’*. Clinicamente, os
sintomas algicos associados as manifestagdes cutaneas
representam um papel imperativo na formulagao da
hipotese diagndstica.

No estudo de Sais et al., a erupgdo cutanea foi
encontrada em 41,4% dos pacientes. Artralgia foi
a queixa mais frequente, presente em 36,7% dos
pacientes'. Em casos limitados ao acometimento
cutaneo, a duracdo da doenga geralmente ¢ breve se
houver terapéutica adequada. As lesdes purptricas
podem reduzir em 3 a 4 semanas'®. Apesar de
autolimitada na maioria das situagdes, a VLC pode
recidivar durante meses ou anos.

Exames complementares, como hemograma,
angiotomografia, provas de atividade inflamatoria,
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colonoscopia, niveis de complemento sérico, sorologias,
FAN, fator reumatoide, anticorpos antifosfolipides ¢
analise da urina sdo onerosos, nao especificos e apenas
auxiliam na avaliagdo das fungdes organicas. Além
da baixa especificidade e alto custo, esses exames
podem retardar o diagnostico definitivo’'®.

O diagndstico de VLC ¢ preconizado pelo Colégio
Americano de Reumatologia por meio dos seguintes
critérios:

— Idade do paciente superior a 16 anos no surgimento
da doenga;

— Uso de medicamento ¢ sua correlacdo com o
inicio da doenga;

— Purpura palpavel;
— Exantema maculopapular;

— Estudo histopatologico englobando a avaliagdo
da arteriola e da vénula, denotando a presenca
de granulécitos peri ou extravasculares.

A presenga de trés dos cinco itens citados pode
apresentar uma especificidade de 83,9% e sensibilidade
de 71%""".

A utilizagdo do algoritmo citado anteriormente
foi de fundamental importancia na obtengdo de um
diagndstico rapido e economicamente viavel’.

A bidpsia cutanea pode ser imprescindivel para o
diagnostico dessa doenca. Além de avaliar o calibre do
vaso acometido, a analise anatomo patologica pesquisa
outras hipoteses como perivasculite, fendmenos
embolicos e outras vasculopatias ndo inflamatorias
que simulam vasculite.

A analise microscopica deve ser realizada na fase
inicial do processo inflamatoério, ja que lesdes antigas
podem ndo apresentar as caracteristicas tipicas da
leucocitoclasia'®!?.

No exame histopatoldgico; observa-se processo
inflamatorio angiocéntrico, associado a leucocitoclasia,
caracterizado por fragmentacdo de nucleos de neutrofilos,
edema de células endoteliais, extravasamento de
hemacias e necrose fibrinoide. Nessas lesoes, pode
ser observada a presenca de imunoglobulinas por
meio da imunofluorescéncia, porém a presenca delas
¢ escassa nas lesOes vasculares, e seu valor como
exame de rotina ¢ ainda discutivel>*?°. Infelizmente,
este relato de caso teve a limitacao de ndo possuir as
imagens fotograficas da lamina em estudo.

O tratamento padrao atualmente empregado para
remissdo ¢ prednisona 1 mg/kg/dia com ciclofosfamida
2 mg/kg/dia; geralmente mantido por 6 meses. Apesar
de ndo disponivel em nosso servigo, o tratamento
com rituximab ja ¢ utilizado em alguns servigos no
tratamento da doenga?'.

Vasculite leucocitoclastica

Em intmeras publica¢des sobre vasculites, a
literatura ¢ consensual na elevada complexidade da
investigagdo etiologica, ocasionando demora excessiva,
elevado custo e retardo no inicio do tratamento!”’.

O caso de VLC relatado denota que o sucesso
terapéutico depende de uma investigagdo diagnostica
rapida com tratamento precoce. Dentro desse
contexto, fica evidente a importancia do uso do nosso
algoritmo para nado retardar o inicio da terapéutica
imunossupressora.
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