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RESUMO

A vasculite leucocitoclastica caracteriza-se por atingir pequenos vasos e ser provocada por complexos imunes, in-
fecoes e farmacos. Complexos imunes IgA ou IgM/IgG podem ser encontrados em imunofluorescéncia direta, su-
gerindo formas especificas desta vasculite. Alguns autores sugerem que a vasculite IgA e a nefropatia IgA sdo duas
manifestacoes clinicas da mesma doenca. Do ponto de vista histolégico, nao € possivel distinguir ambas as entidades.

Os autores apresentam o caso de uma mulher, 50 anos, com diagnéstico de vitiligo e purpura trombocitopénica idio-
patica. Este diagndstico foi realizado dois anos antes do presente caso. A doente apresentou-se na consulta de doen-
cas autoimunes com historia de exantema pruriginoso dos membros inferiores e edema com 3 meses de evolucao.
A bidpsia cutanea foi sugestiva de vasculite leucocitoclastica, com depositos de C3, 1gG (menor quantidade) e IgA.
Foi assumido o diagnodstico de vasculite IgA. Apds algumas semanas, a doente mantinha edema periférico, mas com
agravamento da funcao renal. Pelo que, foi realizada uma biopsia renal, que revelou a presenca de glomerulonefrite
proliferativa endocapilar, com predominio de depdsitos C3 mesangiais, mas igualmente, depositos IgA e IlgM vestigial.
Estes resultados sdo compativeis com uma glomerulonefrite C3. A doente iniciou corticoterapia sistémica com pred-
nisolona 1 mg/kg/dia e ramipril 2,5 mg/dia, com normalizacéo da funcéo renal.

Com este caso, os autores enfatizam a possibilidade de todas estas manifestacoes poderem fazer parte do mesmo
espectro de doenca, bem como, a importancia da ativacdo do complemento na fisiopatologia da doenca. Este caso
constitui uma evidéncia adicional da importancia da ativacao do complemento na patogénese da vasculite IgA. No
entanto, é necesséaria maior evidéncia e investigacao, particularmente para compreender a glomerulonefrite C3, uma
doencarenal rara.
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ABSTRACT

Leucocytoclastic vasculitis refers to a small vessel vasculitis caused by immune complexes, infections and medications.
lgA or 1gM/1gG immune complexes can be found in direct immunofluorescence studies suggesting specific forms of
leucocytoclastic vasculitis. Some authors suggested that IgA vasculitis and IgA nephropathy were two clinical mani-
festations of the same disease. From a histological point of view, it is not possible to distinguish a glomerulonephritis
as part of an IgA vasculitis from an IgA nephropathy.

The authors present a case of a 50-year-old woman diagnosed with vitiligo ad immune thrombocytopenic purpura
(ITP). ITP was diagnosed 2 years before the present case. She presented to the autoimmune diseases” appointment
with a pruriginous rash of the lower extremities over the last 3 months. Skin biopsy was suggestive of leukocytoclastic
vasculitis, revealing deposits of C3, IgG (less intensity) and IgA. IgA vasculitis was then assumed. After a few weeks,
she kept peripheral edema, but an increasing decline in renal function was detected. Therefore, a renal biopsy was
performed, which revealed endocapilar proliferative glomerulonephritis and predominantly C3 mesangial deposits,
with IgA and vestigial IgM. These results were compatible with a C3 glomerulonephritis. The patient was started on
systemic steroid treatment with prednisolone 1 mg/kg/day and ramipril 2.5 mg/day with progressive normalization
of renal function.

With this case, the authors emphasize the possibility that all these manifestations could be part of the same disease
spectrum, but also, the importance of complement activation. So, this case may constitute additional evidence of the
complement activation in pathogenesis of this vasculitis, however, further investigation is need, particularly to under-

stand C3 glomerulonephritis, a rare kidney disease.
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INTRODUCTION

Leucocytoclastic vasculitis refers to a histopathologic
description of common form of small vessel vasculitis,
involving arterioles, capillaries and venues, caused by
immune complexes, infections and medications.™?

Leucocytoclastic vasculitis is characterized by evidence
of neutrophilic infiltration within and around the
vessel wall with signs of leukocytoclasia (disintegration
of neutrophil nuclei into fragments or nuclear dust);
fibrinoid necrosis (fibrindepositionwithinand around the
vessel walls) and signs of damage of the vessel wall and
surrounding tissue (e.g., extravasated red blood cells,
damaged endothelial cells).?

This type of vasculitis may be confined to the skin or ex-
hibit systematic manifestations involving other organs
as the kidney.!

IgA or 1gM/lgG immune complexes can be found in
direct immunofluorescence studies suggesting specific
forms of leucocytoclastic vasculitis.®

The authors describe a case of leukocytoclastic vas-
culitis with evidence of IgA complexes deposition and
glomerulonephritis with C3 and IgA deposition.

CASE REPORT

A 50-year-old woman diagnosed with vitiligo ad immune
thrombocytopenic purpura (ITP). ITP was diagnosed 2
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years before the present case. Clinical presentation in-
cluded menorrhagia and thrombocytopenia (< 10.000
platelets/ul), which resolved within 1 month after treat-
mentwithintravenousimmunoglobulinandalongcourse
of oral corticosteroids. The etiology of ITP was undeter-
mined, including pharmacological, infectious and immu-
nological workup. Initial immunological study was com-
patible with analytical systemic lupus erythematosus
(SLE) [positive anti-nuclear antibody (ANA) 1/160 and
anti-SSA 41 U/mL (N < 10.0 U/mL) and complement
consumption (C3 60.5 mg/dL, N 81.0 - 167.0 mg/dL;
C4 8.4 mg/dL, N 11,0 - 42,0 mg/dL), but with no clini-
cal symptoms and negative anti-SSB, anti-dsDNA,
extractablenuclearantibodies,lupicanticoagulant,beta-2
glicoprotein], but after 3 months all the positive immu-
nological parameters normalized.

She presented to the autoimmune diseases’ appoint-
ment with a pruriginous rash of the lower extremities
over the last 3 months. They appeared and disappeared
spontaneously lasting up to 3 days. She also developed
edema of the lower limbs and dark urine one month
before the appointment. Associated symptoms included
epigastric pain and inflammatory joint pain of the right
elbow and left hip. The month before, she had been
diagnosed with low urinary tract infection and was
treated with amoxicilin-clavulanate. She denied fevers,
chills, chest pain, respiratory, gastrointestinal or urinary
symptoms since then.



Onexamination, the patient was apyretic, normotensive,
without pain or tenderness on the abdominal examina-
tion. She presented bilateral and symmetric edema of
the lower limbs until the knees. Cutaneous examination
revealed a purpuric macular rash of the lower extrem-
ities, mainly over the upper half of thighs and legs. She
had no inflammatory signs or symptoms of the joints.

Laboratory testing revealed normocytic normochromic
anemia (hemoglobin 9.5 g/dL), normal platelet count,
with normal differential cell count and blood smear.
Blood clot factors and coagulation studies were normal.
Erythrocyte sedimentation rate was 18 mm/h and C
reactive protein was 0.53 mg/L (N < 5.0 mg/L). Urine
analysis revealed hematuria (> 50 U/field) with dysmor-
phic erythrocytes, and proteinuria (0.5 g/g creatinine),
with normal renal function (creatinine 0.61 mg/dL).
Hepatic parameters, triglycerides and protein electro-
phoresis were normal. The immunological profile was
negative, including ANAs, antineutrophil cytoplasmic
antibodies (ANCAs), anti-dsDNA, anti-SSA, anti-SSB
and anti-C1q. Fractions C3 and C4 of complement
levels were normal. Immunoglobulin (Ig) G levels were
low (652.0 mg/dL, N: 793-1590 mg/dL) with normal IgM
and IgA. There was no evidence of HIV, hepatitis B or C
infection, CMV or EBV or syphilis.

Skin biopsy was suggestive of leukocytoclastic vasculitis,
revealing deposits of C3, IgG (less intensity) and IgA. IgA
vasculitis was then assumed.

Within a few days, a regression in purpuric lesions was
noted, without recurrence on the following months.
After a few weeks, she kept peripheral edema, but
an increasing decline in renal function was detected,
with serum creatinine reaching up to 1.1 mg/dL, with
persistence of proteinuria (0.5 g/gcreatinine). Therefore,
arenal biopsy was performed, which revealed endocap-
ilar proliferative glomerulonephritis and predominantly
C3mesangial deposits, with IgA and vestigial IgM. These
results were compatible with a C3 glomerulonephritis,
however, the hypothesis of a membranoproliferative
glomerulonephritis by immunocomplex (including IgA
variant) could not be totally excluded.

The patient was started on systemic steroid treatment
with prednisolone 1 mg/kg/day, ramipril 2.5 mg/day
and epoietine 5000 mg/week. There was progressive
normalization of renal function, allowing steroid taper-
ing, and after 6 months, total remission of proteinuria
(0.119 g/g creatinine) and erythrocyturia (5-10/field
without dysmorphicerythrocytes) was almost achieved.

DISCUSSION AND CONCLUSION

C3 glomerulopathy was adopted by expert consensus
in 2013 to define a group of rare kidney diseases driven

by dysregulation of the complement cascade.” It is char-
acterized histopathologically by accumulation of the C3
component of complement in renal tissue.* The rarity of
C3 glomerulopathy makes it difficult to derive precise in-
cidence and prevalence figures.* However, a number of
small cohort studies have generated estimates of limited
reliability.r An optimal treatment for C3 glomerulopathy
has not yet been established. However, some patients
with C3 glomerulopathy seem to respond to mycophe-
nolate mofetil and/or eculizumab. For the majority of
patients, however, new therapies will be required.

lgA vasculitis is a systemic disease that affects small
blood vessels and is characterized by the IgA deposits
in the kidneys, skin, and other organs.® IgA nephropathy,
initially described by Jean Berger in 1968, is the most
frequent primary glomerular disease worldwide.® The di-
agnosis is on the basis of finding IgA dominant or co-dom-
inant immune deposits in the glomeruli.®

Since the first descriptions of IgA nephropathy (Berger’s
disease) and IgA vasculitis (Henoch-Schonlein purpu-
ra), the authors suggested that they were two clinical
manifestations of the same disease. Recent advances in
understanding pathophysiological mechanisms of these
two entities have only reinforced this idea.”

Indeed, IgA vasculitis is characterized by the combination
of cutaneous (palpable purpura), gastrointestinal (colicky
pain, bloody stools) and articular (arthralgia) involve-
ment.® Rarely, this vasculitis could have a neurological,
pulmonary or urological involvement .2 It is most common
in childhood but may occur at any age.® Renal involve-
ment occurs in IgA vasculitis with a prevalence ranging
from 20% to 54% in children and 45% to 85% in adults.”

From a histological point of view, it is not possible to
distinguish a glomerulonephritis as part of an IgA vas-
culitis from an IgA nephropathy.® Renal biopsy shows,
in the two cases: on immunofluorescence, predominant
lgA1 deposits in the mesangium of all glomeruli, with
glomerular deposits of IgG, IgM, C3 and fibrin in variable
proportions; on light microscopy, mesangial hypercel-
lularity with increased mesangial matrix, endocapillary
hypercellularity, segmental glomerular sclerosis, cellular
crescents and tubular atrophy and interstitial fibrosis.®#
Complement component C3 is usually present in the
same distribution as IgA, and the immunodeposits may
contain IgG, I1gM, or both.”

The Kidney Disease Improving Global Outcome (KDIGO)
working group on glomerulonephritis compiled the first
evidence-based guidelines for the treatment of IgA ne-
phropathy and IgA vasculitis in 2012.*° Children and
adults were treated in the same way.!° These guidelines
recommend early treatment with renin-angiotensin
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inhibitor or angiotensin-receptor blocker and subse-
quent initiation of steroids if proteinuria > 1 g/day per-
sists after 3-6 months of conservative management.'©

Complement activation is considered to play an import-
ant role in the pathogenesis of IgA nephropathy, and
various complement proteins have been correlated with
disease progression in IgA nephropathy.!

IgA or 1gM/lgG immune complexes can be found in
direct immunofluorescence studies suggesting specific
forms of leucocytoclastic vasculitis.®

The authors have described a very complex and unusual
case of a patient that developed a leukocytoclastic
vasculitis with deposits of IgA, but also, C3 in skin. A few
weeks, after she showed renal manifestations compati-
ble with a glomerulonephritis with C3 and IgA mesangial
deposits. Although the biopsy was suggestive of C3
glomerulonephritis, the hypothesis of IgA nephropa-
thy can not be totally excluded. In this type of case, the
proportion of C3 deposits was slightly higher. Due to
the uncertainty of the diagnosis and possible association
between both diseases, corticotherapy was chosen.
After this therapy, there was a sustained regression of
renal and skin manifestations.

Analyzing the whole case, for the authors, the most likely
hypothesis of diagnosis is an IgA vasculitis with cutane-
ous leucocytoclastic vasculitis and renal C3 glomerulo-
nephritis. However, there are few similar cases in litera-
ture. The good response to therapy with corticosteroids
is another fact in favor of this diagnosis.

In conclusion, with this case, the authors emphasize the
possibility that all these manifestations could be part of
the same disease spectrum, but also, the importance
of complement activation. So, this case may constitute
additional evidence of the complement activation in
pathogenesis of this vasculitis, however, further investi-
gation is needed, particularly to understand C3 glomer-
ulonephritis, a rare kidney disease.

CONTRIBUICAO AUTORAL/
AUTHORS CONTRIBUTION

MG e AL: Recolha de dados, escrita e revisao
TM: Revisao

MG and AL: Data collection, writing and review
TM: Review

RESPONSABILIDADES ETICAS

CONFLITOS DE INTERESSE: Os autores declaram a ine-
xisténcia de conflitos de interesse na realizacao do pre-
sente trabalho.

FONTES DE FINANCIAMENTO: Nao existiram fontes
externas de financiamento para arealizacdo deste artigo.

360 - GAZETAMEDICA N°4 VOL. 9 - OUTUBRO/DEZEMBRO 2022

CONFIDENCIALIDADE DOS DADOS: Os autores decla-
ram ter seguido os protocolos da sua instituicdo acerca
da publicacdo dos dados de doentes.
CONSENTIMENTO: Consentimento do doente para pu-
blicacdo obtido.

PROVENIENCIA E REVISAO POR PARES: Ndo comissio-

nado; revisdo externa por pares.

ETHICAL DISCLOSURES

CONFLICTS OF INTEREST: The authors have no conflicts
of interest to declare.

FINANCING SUPPORT: This work has not received any
contribution, grant or scholarship.

CONFIDENTIALITY OF DATA: The authors declare that
they have followed the protocols of their work center on
the publication of data from patients.

PATIENT CONSENT: Consent for publication was obtai-
ned.

PROVENANCE AND PEER REVIEW: Not commissioned:;

externally peer reviewed.

REFERENCES

1. Arora A, Wetter DA, Gonzalez-Santiago TM, Davis MD,
Lohse CM. Incidence of leukocytoclastic vasculitis, 1996 to
2010: a population-based study in Olmsted County, Min-
nesota. Mayo Clin Proc. 2014;89:1515-24. doi: 10.1016/j.
mayocp.2014.04.015.

2. Caproni M, Verdelli A. An update on the nomenclature for cu-
taneous vasculitis. Curr Opin Rheumatol. 2019;31:46-52. doi:
10.1097/BOR.0000000000000563.

3. Carlson JA. The histological assessment of cutaneous vas-
culitis. Histopathology. 2010;56:3-23. doi: 10.1111/].1365-
2559.2009.03443 x.

4. Heiderscheit AK, Hauer JJ, Smith RJ. C3 glomerulopathy:
Understanding an ultra-rare complement-mediated renal dis-
ease. Am J Med Genet C Semin Med Genet. 2022 (in press).
doi: 10.1002/ajmg.c.31986.

5. Akhavan SM, Mubarak M, Kellner JS. Predicting renal out-
comes in immunoglobulin A vasculitis nephritis; from ISKDC
classification to Oxford MEST-C classification. J Renal Inj Prev.
2020; 9:e08. doi: 10.15171/jrip.2020.08.

6. Roberts IS. Pathology of IgA nephropathy. Nat Rev Nephrol.
2014;10:445-54. doi: 10.1038/nrneph.2014.92.

7. Pillebout E. IgA Vasculitis and IgA Nephropathy: Same Dis-
ease? J Clin Med. 2021;10:2310. doi: 10.3390/jcm10112310.

8. Ozen S, Pistorio A, lusan SM, Bakkaloglu A, Herlin T, Brik R,
et al. EULAR/PRINTO/PRES criteria for Henoch-Schonlein
purpura, childhood polyarteritis nodosa, childhood Wege-
ner granulomatosis and childhood Takayasu arteritis: Anka-
ra 2008. Part II: Final classification criteria. Ann Rheum Dis.
2010;69:798-806. doi: 10.1136/ard.2009.116657.

9. Jennette JC. The immunohistology of IgA nephropathy.
Am J Kidney Dis. 1988;12:348-52. doi: 10.1016/s0272-
6386(88)80022-2 Kidney disease: improving global out-
comes (KDIGO) glomerulone- phritis work group. KDIGO
clinical practice guideline for glomerulonephritis. Kidney Int.
2012;2:1-143. [accessed Oct 2022] Available at: https://
kdigo.org/wp-content/uploads/2017/02/KDIGO-2012-GN-
Guideline-English.pdf.

10. Chua JS, Zandbergen M, Wolterbeek R, Baelde HJ, van Es LA, de
Fijter JW, Bruijn JA, Bajema IM. Complement-mediated microan-

giopathy inlgAnephropathy and IgAvasculitis with nephritis. Mod
Pathol. 2019;32:1147/-57.doi: 10.1038/541379-019-0259-z.



