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Abstract
Purpura is a hemorrhagic skin or mucosal lesion 
secondary to alterations in vascular integrity, platelets, 
or coagulation. In childhood, the two most common 
causes of purpuric disease are primary immune 
thrombocytopenia (ITP) and IgA vasculitis (IgAV), 
also known as Henoch-Schönlein purpura. ITP is 
an acquired, generally benign autoimmune disorder 
that primarily causes platelet destruction and, 
to a lesser extent, decreased platelet production. 
The diagnosis is one of exclusion, and current 
international guidelines support observation as first-
line management in children without active bleeding. 
Thrombopoietin receptor agonists have become 
established as second-line therapy–ahead of rituximab 
and splenectomy–in chronic pediatric ITP. IgAV is the 
most common vasculitis of childhood, predominantly 
affecting children between 3 and 10 years of age. 
It is characterized by palpable purpura of the lower 
extremities, arthritis/arthralgia, abdominal pain, and, 
in 20-60% of cases, renal involvement. Management 
is supportive in most cases, but nephritis requires 
severity stratification and prolonged follow-up. 
The prognosis of both entities is generally favorable, 
although a proportion of patients with ITP develop 
chronic disease, and IgAV nephritis may progress to 
chronic kidney disease. 

Resumen
La púrpura es una lesión hemorrágica de piel o mucosas 
secundaria a alteraciones de la integridad vascular, de 
las plaquetas o de la coagulación. En la infancia, las 
dos causas más frecuentes de enfermedad purpúrica 
son la trombocitopenia inmune primaria (PTI) y la 
vasculitis por IgA (VIgA) o púrpura de Schönlein-
Henoch. La PTI es un trastorno adquirido autoinmune, 
generalmente benigno, que produce destrucción y, 
en menor medida, disminución de la producción de 
plaquetas. El diagnóstico es de exclusión y las guías 
internacionales vigentes consolidan la observación como 
primera línea en niños sin sangrado activo. Los agonistas 
del receptor de trombopoyetina se han consolidado como 
tratamiento de segunda línea, por delante del rituximab 
y la esplenectomía, en la PTI crónica pediátrica. 
La VIgA es la vasculitis más frecuente en la infancia, 
con predominio entre los 3 y 10 años. Se caracteriza 
por púrpura palpable en miembros inferiores, artritis/
artralgias, dolor abdominal y, en un 20-60 % de los 
casos, afectación renal. El manejo es sintomático 
en la mayoría de los casos, pero la nefritis requiere 
una estratificación por gravedad y un seguimiento 
prolongado. El pronóstico de ambas entidades es 
generalmente favorable, aunque un porcentaje de 
pacientes con PTI se cronifica y la nefritis por VIgA 
puede evolucionar a enfermedad renal crónica. 

Key words:  Purpura;  Immune thrombocytopenia;  IgA vasculitis;  Nephritis;  Pediatrics.

Palabras clave:  Púrpura;  Trombocitopenia inmune;  Vasculitis por IgA;  Nefritis;  Pediatría.

Pediatr Integral 2026; XXX (5): 338 – 347

OBJECTIVES
•	 To guide the etiologic diagnosis in a child with purpura, distinguishing thrombocytopenic causes from vascular causes and coagulation 

disorders.

•	 To understand the diagnostic criteria and up-to-date management of pediatric immune thrombocytopenia, including treatment indications 
and the role of thrombopoietin receptor agonists.

•	 To identify the clinical manifestations of IgA vasculitis and apply the diagnostic criteria of the European League Against Rheumatism (EULAR), 
the Paediatric Rheumatology International Trials Organisation (PRINTO), and the Paediatric Rheumatology European Society (PRES).

•	 To stratify the severity of IgAV nephritis and understand the indications for referral to pediatric nephrology according to the Single Hub and 
Access point for paediatric Rheumatology in Europe (SHARE) and International Pediatric Nephrology Association (IPNA) recommendations.

•	 To establish the criteria for follow-up and referral from primary care for both conditions.
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Introduction

Purpura is a hemorrhagic lesion of the skin 
or mucous membranes secondary to extrava-
sation of erythrocytes, resulting from altera-
tions in vascular integrity or from disorders of 
hemostasis (platelet or coagulation).

P urpura is an elementary dermato-
logic lesion of hemorrhagic type, 
resulting from the extravasation 

of erythrocytes into the skin or mucous 
membranes. It manifests as red-violet 
lesions that, unlike erythematous lesions, 
do not blanch on diascopy (vitropres-
sure). According to their size, they are 
classified as petechiae (< 2-5 mm) and 
ecchymoses (> 5 mm); a hematoma addi-
tionally involves swelling of the surroun-
ding tissue. Although they often result 
from trivial causes such as trauma, their 
appearance may be the first manifesta-
tion of a serious disease, so they always 
require a systematic etiologic evaluation.

Primary hemostasis is the physiolo-
gic mechanism responsible for forming 
the initial platelet plug after vascular 
injury. It depends on the interaction 
of three components: the vascular wall 
(endothelium and subendothelium), 
the platelets, and von Willebrand factor 
(VWF), which acts as a bridge between 
platelets and the exposed subendothe-
lial collagen. Alterations in any of these 
three elements give rise to the so-called 
purpuric diseases, whose characteristic 
clinical expression is mucocutaneous 
bleeding (petechiae, ecchymoses, epis-
taxis, gingival bleeding), in contrast to 
disorders of secondary hemostasis (coa-
gulopathies), which tend to manifest as 
deep bleeding (hemarthrosis, muscle 
hematomas).

Among the most common causes 
of purpura in childhood, three major 
groups can be distinguished (see Algo-
rithm 1 at the end of the article). First, 
the thrombocytopenias, which consti-
tute the most common cause of purpura 
due to a disorder of primary hemostasis. 
Thrombocytopenia may be of central 
origin (impaired production) or periphe-
ral origin (destruction, consumption, or 
sequestration), and congenital or acqui-
red, with the acquired forms being the 
most common. It is important to remem-
ber that, although the normal platelet 
range is above 150,000/µL, spontaneous 
bleeding does not usually appear until 
counts fall below 30,000/µL; the pre-

sence of bleeding manifestations with 
relatively preserved counts should raise 
suspicion of a central component or an 
associated platelet function disorder, 
such as a thrombocytopathy. Second, 
von Willebrand disease, which, although 
it is the most prevalent inherited blee-
ding disorder, more often manifests as 
mucosal bleeding than as frank purpura. 
Finally, the vascular causes, in which the 
integrity or function of the vascular wall 
is compromised by infectious, inflamma-
tory/immune (vasculitis), or structural 
mechanisms (connective tissue diseases, 
scurvy).

Of all these, the two entities that 
most frequently cause purpura in the 
pediatric age group are primary immune 
thrombocytopenia (ITP) and IgA vas-
culitis (IgAV), also known as Henoch-
Schönlein purpura. This article reviews 
the pathophysiology, diagnosis, and 
management of both.

Immune thrombocytopenia

Introduction

Immune thrombocytopenia is an acquired 
autoimmune disorder characterized by acce-
lerated platelet destruction and generally has 
a benign course.

Primary immune thrombocytopenia 
(ITP) is defined as isolated thrombo-
cytopenia (<100,000/µL) in the absence 
of other causes that would account for 
it(1). It is the most common cause of 
acquired thrombocytopenia in child-
hood.

According to the terminology of 
the International Working Group(1), in 
effect since 2009, it is classified as: newly 
diagnosed ITP (up to 3 months’ dura-
tion), persistent ITP (3 to 12 months’ 
duration), and chronic ITP (more than 
12 months’ duration). Severe ITP is 
defined as the presence of active blee-
ding that requires treatment or the addi-
tion of a new therapeutic agent.

Epidemiology

ITP has an incidence of 2-5 cases per 
100,000 children/year(2), with a peak bet-
ween 2 and 5 years of age.

The estimated incidence is 2-5 cases 
per 100,000 children/year. It occurs 
most frequently between 2 and 5 years 
of age. In younger children there is a 

slight male predominance that equalizes 
or reverses in adolescence, where cases 
tend to follow a more chronic course(3,4). 
A history of a viral infection or vaccina-
tion in the 2-4 weeks preceding onset is 
common.

Etiopathogenesis

The main mechanism is the production of 
autoantibodies directed against platelet mem-
brane glycoproteins (GPIIb/IIIa and GPIb/IX), 
with an additional role for cellular immunity 
and inhibition of megakaryopoiesis.

The pathogenesis of ITP involves 
autoantibody-mediated platelet des-
truction (primarily IgG directed aga-
inst the glycoproteins GPIIb/IIIa and 
GPIb/IX) and cytotoxic T lymphocytes 
through direct destruction of platelets 
and megakaryocytes(5,6). Regulatory T 
lymphocytes are decreased and there is 
a Th1/Th2 and Th17/Treg imbalance(5). 
In addition, in some cases there may 
be possible platelet destruction in the 
liver(7).

Likewise, it has been shown that 
autoantibodies, particularly anti-GPIb/
IX, can inhibit platelet production in 
the bone marrow by interfering with 
megakaryocytic maturation. Throm-
bopoietin (TPO) levels are normal or 
slightly elevated but inappropriately 
low for the degree of thrombocytopenia, 
which supports the use of TPO receptor 
agonists as a therapeutic strategy(6).

Clinical features

The typical presentation is a previously 
healthy child between 2 and 5 years of age(8) 
with the abrupt onset of petechiae and ecchy-
moses without other symptoms.

The most common presentation is a 
previously healthy child aged 2-5 years(8) 
who abruptly develops diffuse cutaneous 
petechiae and ecchymoses. The child is 
in good general condition, without hepa-
tosplenomegaly or significant lymphade-
nopathy, and the physical examination is 
normal except for the purpuric lesions.

Mucosal bleeding (epistaxis, gingival 
bleeding, hematuria) is less common and 
generally mild. Severe bleeding (intra-
cranial hemorrhage, massive gastrointes-
tinal bleeding) is rare, with an estimated 
incidence of 0.1-0.5% in pediatric ITP(9). 
Intracranial hemorrhage, the most fea-
red complication, occurs with very low 
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platelet counts (<10,000-20,000/µL) and 
generally when other risk factors coexist. 
It is extremely uncommon for it to occur 
spontaneously, without trauma.

Fatigue has been recognized as a rele-
vant symptom in pediatric ITP, present 
even with relatively normal platelet 
counts. Recent studies have shown that 
fatigue significantly affects the quality 
of life of children and adolescents with 
ITP and should be taken into account in 
therapeutic decision-making, especially 
in chronic ITP(10).

Diagnosis

The diagnosis of ITP is one of exclusion. 
There is no confirmatory diagnostic test.

The diagnosis is based on the pre-
sence of isolated thrombocytopenia 
(<100,000/µL) in a child with a normal 
physical examination (except for the 
hemorrhagic manifestations) and on 
the exclusion of other causes. It is very 
important to obtain a thorough perso-
nal and family history, with emphasis 
on inherited thrombocytopenias and 
autoimmune diseases.

The 2019 American Society of 
Hematology guidelines (ASH 2019)(4) 
and their 2022 update(11) recommend: 
a complete blood count with peripheral 
blood smear as the fundamental test; 
a direct Coombs test; basic chemistry, 
coagulation study, and urinalysis; quan-
tification of immunoglobulins to rule out 
underlying immunodeficiency; and viral 
serologies. Bone marrow aspiration is not 
necessary at diagnosis in the typical pre-
sentation(12).

Antiplatelet antibodies have relati-
vely high specificity but low sensitivity 
(50-60%), so their determination is not 
recommended routinely.

Differential diagnosis

The differential diagnosis includes other 
causes of thrombocytopenia, and special 
attention should be paid to warning signs 
that suggest a more serious etiology.

It is essential to differentiate ITP 
from other causes of thrombocytopenia 
(Table I). The main warning signs are: 
impaired general condition, persistent 
fever, or systemic symptoms; hepatos-
plenomegaly or significant lymphadeno-
pathy; involvement of other hematologic 
cell lines; a family history of thrombo-

cytopenia; macro- or microthrombo-
cytopenia suggestive of a congenital 
disorder; association with microangio-
pathic hemolytic anemia (HUS, TTP); 
and purpura with an atypical distribu-
tion that might suggest child abuse.

In adolescent patients, especia-
lly females, it is important to rule out 
autoimmune diseases such as systemic 
lupus erythematosus (SLE). In patients 
under one year of age, we should con-
sider congenital thrombocytopenias or 
immunodeficiencies.

The mean platelet volume (MPV), 
the immunoglobulin values, or the pre-
sence of symptoms or a family history 
of autoimmune diseases can help in the 
differential diagnosis(13,14). Thus, for 
example, a very small MPV in a male 
patient with a history of dermatitis 

makes it necessary to rule out Wiskott-
Aldrich syndrome.

Treatment

According to the ASH 2019 guidelines and 
the 2018 guidelines of the Spanish Society of 
Pediatric Hematology and Oncology (SEHOP 
ITP 2018), observation is recommended as 
initial management in children with newly 
diagnosed ITP who have no bleeding or blee-
ding limited to the skin.

Newly diagnosed ITP
The initial management of pediatric 

ITP has undergone a paradigm shift 
toward a more conservative approach. 
The ASH 2019 guidelines(4), confir-
med in their 2022 update(11), and the 
SEHOP ITP-2018 protocol(15) recom-
mend observation without treatment 

Table I.  Causes of thrombocytopenia: inherited (according to MPV) and acquired

MPV Inherited

Low MPV
(< 7 fL)

–	Wiskott-Aldrich syndrome (WAS): MPV 3.5-5 fL; eczema and 
immunodeficiency

–	X-linked thrombocytopenia (XLT) (mild form of WAS, low MPV 
without eczema)

Normal 
MPV
(7-11 fL)

–	Congenital amegakaryocytic thrombocytopenia (CAMT)
–	Thrombocytopenia with absent radius (TAR)
–	Familial thrombocytopenias with normal MPV (ANKRD26, ETV6, 

RUNX1)

Elevated 
MPV
(> 11 fL)

–	MYH9-related disorders (May-Hegglin, Fechtner, Epstein, 
Sebastian)

–	Bernard-Soulier syndrome (giant platelets, GPIb/IX/V deficiency)
–	von Willebrand disease type 2B
–	Paris-Trousseau/Jacobsen-type thrombocytopenia (11q deletion)
–	GATA1, TUBB1 and DIAPH1 mutations
–	Gray platelet syndrome (α-granule deficiency)

Acquired

Decreased 
production

–	Acquired bone marrow aplasia
–	Bone marrow hypoplasia/suppression (chemotherapy, 

radiotherapy, drugs)
–	Some myelodysplastic syndromes
–	Vitamin B12 or folic acid deficiency
–	Infections (HIV, EBV, parvovirus)

Increased 
destruction

–	Primary immune thrombocytopenia (ITP)
–	Thrombotic thrombocytopenic purpura (TTP)
–	Hemolytic uremic syndrome (HUS)
–	Hypersplenism / splenic sequestration
–	Sepsis / DIC
–	Infections (viruses, bacteria...)
–	Drug-induced thrombocytopenia (heparin, etc.)

Other –	Neoplasms (leukemia, metastases)
–	Myelofibrosis
–	Storage diseases (Gaucher...)

DIC: disseminated intravascular coagulation;  MPV: mean platelet volume.   
Modified from: Drachman et al.(13) / Collins et al. 2021.
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as f irst-line management in children 
with exclusively cutaneous bleeding, 
without mucosal bleeding or hemo-
rrhagic risk factors, regardless of the 
platelet count.

This recommendation is based on the 
fact that most episodes of childhood ITP 
are self-limited and resolve within a few 
weeks or months, without the need for 
treatment. Evidence accumulated since 
the ASH 2019 guidelines has shown that 
this strategy significantly reduces hospi-
talizations and the use of IVIG without 
increasing serious adverse events(11).

When a decision is made to treat 
(mucosal bleeding, risk factors, active 
bleeding with platelets <30,000/µL), 

the first-line options are: corticosteroids 
(oral prednisone/prednisolone 2 mg/kg/
day for 5-7 days) and IVIG (0.8-1 g/kg 
as a single dose). In life-threatening 
bleeding, one must act urgently, combi-
ning IVIG, IV corticosteroids, platelet 
transfusion (which is not recommended 
routinely except in this situation), and 
hemostatic measures.

Persistent and chronic ITP

Thrombopoietin receptor agonists (eltrom-
bopag and romiplostim) have become esta-
blished as second-line treatment in pediatric 
patients ≥ 1 year of age with ITP of more than 
6 months’ duration, ahead of rituximab and 
splenectomy.

Approximately 20-30% of children 
with ITP develop a persistent or chronic 
form. Management should be individua-
lized, considering the bleeding manifes-
tations, quality of life (including fatigue), 
and the preferences of the patient and 
family(4,16).

Thrombopoietin receptor agonists 
(TPO-RAs) are the preferred second-
line option in children. Eltrombopag 
(oral, dose of 25-50 mg/day, response 
rates of 62-80%) and romiplostim (sub-
cutaneous, dose 1-10 µg/kg/week, 89% 
response) show sustained responses of 
around 50%(17,18) and can delay the use 
of rituximab and splenectomy(15,19). 
In  addition, gradual tapering and 

Table II.  Main drugs in the treatment of pediatric ITP

Drug	 Dose Route / Schedule Onset of 
action

Indication / Comments

First line

Prednisone / 
Prednisolone

2 mg/kg/day 
(max. 120 mg)

Oral, 5-7 days (max. 
2 weeks, no taper)

2-7 days ITP: newly diagnosed with mucosal bleeding. 
Do not use prolonged regimens

Dexamethasone 0.6 mg/kg/day 
(max. 40 mg)

Oral, 4 days 2-4 days Alternative to prednisone. Short course

IVIG 0.8-1 g/kg 
single dose

IV, single dose 24-48 h Preferred if a rapid increase is needed. 
Significant active bleeding

Anti-D Ig 50-75 µg/kg 
single dose

IV, single dose 24-72 h Only Rh+, non-splenectomized, Coombs 
negative. Seldom used. Risk of severe 
hemolysis

Second line (persistent/chronic ITP)

Eltrombopag 25 mg/day (1-5 
years), 50 mg/
day (6-17 years). 
Adjust according 
to response

Oral daily. Approved 
≥1 year (chronic ITP)

1-2 weeks Oral TPO-RA. Response 62-80%. Monitor liver 
function. On an empty stomach (2 h without 
dairy/cations). Monitor for thrombosis in 
patients with possible risk factors

Romiplostim 1 µg/kg/week 
(initial). Titrate 
up to a max. of 
10 µg/kg/week

SC weekly. Approved 
≥1 year (ITP >6 
months)

1-2 weeks SC TPO-RA. Response 89%. Monitor bone 
marrow reticulin

Rituximab 375 mg/m² 
(× 4 doses)

IV weekly × 4. Off-
label use in pediatrics

2-8 weeks Anti-CD20. Initial response 60‑70%, 
only 20-30% sustained. Risk of 
hypogammaglobulinemia. Third line after 
TPO‑RA. Monitor for thrombosis in patients 
with possible risk factors

Life-threatening bleeding

IV methyl-
prednisolone

30 mg/kg 
(max. 1 g)

IV, 2-3 days Hours Combine with IVIG + platelet transfusion + 
tranexamic acid

Platelet 
transfusion

1 U/5-10 kg IV (repeated if there 
is life-threatening 
compromise)

Immediate 
(transient)

ONLY in life-threatening bleeding. Transient 
effect (rapid destruction). Combine with IVIG 
and methylprednisolone

ITP: primary immune thrombocytopenia;  IV: intravenous;  IVIG: intravenous immunoglobulin;  max.: maximum;  SC: subcutaneous;  
TPO-RA: thrombopoietin receptor agonists.  Modified from: Neunert et al.(4) / Monteagudo et al.(15) / GEPTI 2023.
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discontinuation of TPO-RAs can be 
carried out safely in pediatric patients 
with chronic ITP once they have achie-
ved a sustained complete response(20).

TPO-RAs are recommended before 
rituximab because they are non-immu-
nosuppressive, have a good safety pro-
f ile, and have potentially reversible 
effects.

Rituximab, as off-label use, has an 
initial response rate of 60-70% but only 
20-30% in the long term. It is reserved 
for patients who do not respond to TPO-
RAs. In combination with dexametha-
sone, some studies have observed durable 
remissions in specific subgroups (adoles-
cent females with ITP of <24 months’ 
duration)(21).

Splenectomy has been shifted to later 
lines in the treatment algorithm and is 
reserved for severe refractory chronic 
ITP, preferably after >12 months of evo-
lution and >5 years of age (because of 
the risk of sepsis and thrombosis)(15,22). 
Sustained responses of 70-80%.

Other investigational agents: rilza-
brutinib (a BTK inhibitor, phase 2 in 
adults)(23), efgartigimod and rozanoli-
xizumab (FcRn inhibitors). Fostama-
tinib(24) (a Syk inhibitor), approved in 
refractory adults, should not be used 
in the pediatric population because 
of growth-related adverse reactions 
(growth plate dysplasia).

The available treatments are detailed 
in table II (see Algorithm 2 at the end 
of the article).

It is advisable to refer complicated 
refractory chronic patients to speciali-
zed centers.

Course and prognosis

Most children with ITP recover spontaneously. 
Between 20% and 30% develop chronic ITP, 
with a higher risk in adolescents and in those 
with an insidious onset.

Pediatric ITP generally has a favo-
rable prognosis. Between 60% and 70% 
of children recover within the f irst 
6 months. Factors associated with pro-
gression to chronicity include, depen-
ding on the series: age >4 or 10 years, 
female sex, insidious onset, platelet 
count at diagnosis >20,000/µL, and 
ANA positivity(3,25,26). The risk of 
severe bleeding is low (0.1-0.5%), with 
an incidence of intracranial hemorrhage 
of 0.1-0.2%(9).

IgA vasculitis (Henoch-
Schönlein purpura)
Introduction

IgA vasculitis is the most common vasculitis 
in childhood. It is a leukocytoclastic small-
vessel vasculitis mediated by deposits of 
immune complexes containing IgA.

IgA vasculitis (IgAV), formerly called 
Henoch-Schönlein purpura (HSP), is a 
systemic small-vessel vasculitis charac-
terized by the deposition of immune 
complexes containing predominantly 
IgA1 in the vascular wall. It typically 
affects the skin, joints, gastrointestinal 
tract, and kidney.

Epidemiology

The incidence is 3-27 cases per 100,000 
children/year, with a peak between 3 and 10 
years of age, a male predominance (1.5:1), 
and a seasonal pattern (autumn-winter).

It is the most common vasculitis in 
the pediatric age group, with an estima-
ted incidence of 3-27 cases per 100,000 
children per year. The peak incidence 
occurs between 3 and 10 years of age, 
with a slight male predominance (ratio 
1.2-1.8:1) and an autumn-winter seaso-
nal pattern(27).

Etiopathogenesis

The pathogenesis involves the deposition of 
galactose-deficient IgA1 (Gd-IgA1) in the 
small vessels, frequently triggered by upper 
respiratory tract infections.

In most cases there is a preceding 
infectious history. Group A Streptococcus 
pyogenes is the most frequently implicated 
agent, along with Mycoplasma pneumo-
niae, EBV, adenovirus, parvovirus B19 
and, more recently, SARS-CoV-2(28). 
The occurrence of IgAV after vaccina-
tions, including the SARS-CoV-2 vac-
cine, has also been documented.

The centerpiece of the pathogenesis 
is galactose-deficient IgA1 (Gd-IgA1), 
which can form immune complexes 
with anti-Gd-IgA1 antibodies (IgG or 
IgA), is deposited in the vascular walls, 
activates complement (the alternative 
and lectin pathways), and recruits neu-
trophils, producing a leukocytoclastic 
vasculitis(27,29). Genetic susceptibility 
(polymorphisms in HLA, among others) 
and the infectious trigger converge to 

initiate the abnormal immune response, 
mediated by inf lammatory cytokines 
(IL-6, IL-8, TNF-α) and endothelial 
damage. Gd-IgA1 levels are increased 
in most patients and tend to be higher in 
those with renal involvement(30).

Clinical manifestations

The cardinal manifestations are: palpa-
ble purpura (100%), arthritis/arthralgia 
(60‑80%), abdominal pain (50-75%), and 
renal involvement (20-60%).

Cutaneous manifestations
Cutaneous purpura is the manifes-

tation required for diagnosis (see Algo-
rithm 1 at the end of the article). It is 
a palpable, symmetric purpura, predo-
minantly on the lower extremities. The 
lesions appear in successive crops, last 
3-10 days, and recur over the following 
4-6 weeks. They worsen with standing. 
They may be accompanied by subcuta-
neous edema of the scalp, face, dorsum 
of the hands and feet, perineum, and 
scrotum.

Joint manifestations
Arthritis or arthralgia occurs in 

15-20% as the first symptom and in up 
to 80% during the course of the disease. 
It predominates in the large joints of 
the lower extremities (ankles, knees), 
is transient, and is neither erosive nor 
deforming.

Gastrointestinal manifestations
Diffuse colicky abdominal pain 

occurs in 50-75%. Gastrointestinal blee-
ding occurs in 20-30%. Intussusception 
(1-5%) is the most serious complication. 
Abdominal pain may precede the pur-
pura in 10-20% of cases(31).

Renal manifestations

Renal involvement is the main determi-
nant of the long-term prognosis. It occurs 
in 20-60% of patients, generally within the 
first 4-6 weeks.

IgAV nephritis determines the long-
term prognosis(27). It occurs in 20-60% 
of patients, with greater frequency and 
severity in those >8 years of age. Protei-
nuria is the most important prognostic 
marker. The SHARE (Single Hub and 
Access point for pediatric Rheumatology 
in Europe)(32), IPNA 2024 (International 
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Pediatric Nephrology Association)(33), 
and Kidney Disease: Improving Global 
Outcomes (KDIGO) 2025(34) recom-
mendations emphasize that all patients 
with IgA vasculitis should be proactively 
evaluated for renal involvement, both at 
the time of diagnosis and throughout 
follow-up (Table III, Fig. 1).

Other manifestations
Orchitis (2-35%), central nervous 

system involvement (headache, seizu-
res), pulmonary involvement (alveolar 
hemorrhage, exceptional but severe), 
and uveitis(35).

Diagnosis

The diagnosis is clinical and is based on 
the criteria of the 2008 Ankara Consensus 
(EULAR/PRINTO/PRES).

The diagnosis is based on the 
EULAR/PRINTO/PRES criteria(36) 
(Table IV). The mandatory criterion is 
the presence of purpura without throm-
bocytopenia together with at least one 

additional criterion: abdominal pain, 
compatible histopathology, arthritis/
arthralgia, or renal involvement.

The initial workup includes: complete 
blood count, coagulation study, ESR, 
CRP, renal and hepatic profiles, urinaly-
sis, and fecal occult blood. If proteinuria 
is present, the urine protein/creatinine 

ratio should be determined on a first-
morning specimen. In more equivocal 
cases, the autoimmune panel may be 
expanded (ANA, ANCA, immunoglo-
bulins, C3, C4).

Common f indings include leuko-
cytosis with neutrophilia, elevation of 
acute-phase reactants, and elevated IgA 

Table III.  Definition of nephritis 
severity in IgA vasculitis  
(SHARE / IPNA 2024)

Nephritis 
severity

Definition

Mild Normal glomerular 
filtration rate and mild(b) 
or moderate(c) proteinuria

Moderate <50% crescents on renal 
biopsy and impaired 
glomerular filtration 
rate(a) or persistent severe 
proteinuria(d)

Severe >50% crescents on renal 
biopsy and impaired 
glomerular filtration 
rate or persistent severe 
proteinuria

Persistent 
proteinuria

UP/UCr ratio* > 250 mg/
mmol for 4 weeks
UP/UCr ratio > 100 mg/
mmol for 3 months
UP/UCr ratio > 50 mg/
mmol for 6 months

*UP/UCr: urine protein/urine creatinine; (a) 
glomerular filtration rate < 80 mL/min/1.73 
m²; (b) mild proteinuria: UP/UCr < 100 mg/
mmol; (c) moderate proteinuria: UP/UCr 100-
250 mg/mmol; (d) persistent severe proteinuria: 
UP/UCr > 250 mg/mmol for more than 4 weeks. 
Modified from: Ozen et al.(32) / Vivarelli et al.(33).

Diagnosis of IgA vasculitis

Baseline workup

Refer to nephrology

No renal 
involvement

No persistent renal 
involvement

HTN / macroscopic 
hematuria / proteinuria Isolated microscopic 

hematuria

Persistent isolated 
microscopic hematuria

Nephrology 
referral Follow-up

DISCHARGE

Proteinuria or 
deterioration of renal 

function

Annual review by GP: 
BP + SVU dipstick

Annual review by GP: 
BP + SVU dipstick

Figure 1. Follow-up of IgA vasculitis.  
BP: blood pressure;  GP: general pediatrician;   
HTN: arterial hypertension;  SVU: single-voided urine.

Table IV.  Diagnostic criteria for IgA vasculitis (EULAR/PRINTO/PRES, Ankara 2008)

Criteria Definition

Mandatory

Purpura Purpura (frequently palpable) or petechiae with a lower-extremity 
predominance, without thrombocytopenia. In the case of purpura with an 
atypical distribution, demonstration of IgA deposits on biopsy is required

Additional (at least 1 of the 4):

1.Abdominal pain Diffuse colicky abdominal pain of acute onset. May be accompanied by 
intussusception and/or gastrointestinal bleeding 

2.	Histopathology Shows leukocytoclastic vasculitis with predominant IgA deposition or 
proliferative glomerulonephritis with predominant IgA deposition

3.	Arthritis or 
arthralgia

Acute-onset arthritis, defined as joint swelling or joint pain with limitation 
of movement, and/or acute-onset arthralgia, defined as joint pain without 
swelling or limitation of movement

4.	Renal 
involvement

Proteinuria > 0.3 g/24 hours or a urine albumin/creatinine ratio > 30 mmol/mg 
on a morning urine specimen. Hematuria or red cell casts: > 5 red blood cells/
high-power field, or red cell casts in the sediment, or > 2+ on urine dipstick

Modified from: Ruperto et al.(36).
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in half of patients. The basic coagulation 
study will be normal. Thrombocytope-
nia should prompt reconsideration of the 
diagnosis.

Skin biopsy, in an atypical presen-
tation, shows leukocytoclastic vasculi-
tis with predominant IgA deposition. 
Renal biopsy is indicated in severe renal 
involvement(33). Abdominal ultrasound 
is useful for assessing bowel wall thic-
kening and ruling out intussusception.

Differential diagnosis

It should be differentiated from other vascu-
litis, abdominal processes, or renal diseases 
in cases of atypical presentation.

In an atypical cutaneous presentation, 
rule out other vasculitis’s, acute hemo-
rrhagic edema of infancy (Finkelstein-
Seidlmayer), and meningococcemia. 
When abdominal symptoms predomi-
nate, rule out appendicitis, unrelated 
intussusception, and inf lammatory 
bowel disease. If renal involvement pre-
dominates, also consider poststreptococ-

cal glomerulonephritis, lupus nephritis, 
primary IgA nephropathy, and hemolytic 
uremic syndrome (HUS).

Treatment

Treatment is primarily supportive. Nephri-
tis requires a specific, severity-stratified 
approach according to the SHARE and IPNA 
recommendations.

General treatment: relative rest, 
hydration, and acetaminophen as the 
first analgesic option. Nonsteroidal anti-
inf lammatory drugs (NSAIDs) should 
be used with caution if there is active 
renal or gastrointestinal involvement. 
The cutaneous lesions resolve sponta-
neously. Corticosteroids (prednisone 
1-2 mg/kg/day for 1-2 weeks) are useful 
for severe abdominal or joint pain but do 
not prevent recurrences or nephritis(32).

Gastrointestinal treatment: oral 
prednisone (or IV methylprednisolone) 
for severe pain or significant bleeding. 
Intussusception: hydrostatic/pneumatic 
reduction, with surgery if this fails.

Treatment of nephritis (SHARE(32), 
IPNA 2024(33)): stratif ied by severity 
(Table III, Fig. 2). Isolated hematuria: 
follow-up. Mild nephritis: oral predni-
sone. Moderate nephritis: prednisone ± 
methylprednisolone pulses; second line: 
azathioprine, mycophenolate mofetil, or 
IV cyclophosphamide. Severe nephritis: 
IV cyclophosphamide with methyl-
prednisolone pulses and prednisone. 
In patients with persistent proteinuria 
(>3 months’ duration): angiotensin-con-
verting enzyme inhibitors (ACEIs) or 
angiotensin II receptor blockers (ARBs).

Prognosis

In most cases, the disease resolves within a 
few weeks. One third have recurrences and, if 
there is moderate renal involvement at onset, 
up to 15% may develop hypertension or long-
term renal impairment.

IgAV is generally self-limited, resol-
ving in 2-6 weeks, with recurrences in 
up to 33% of children. The prognosis 
depends on renal involvement: >95% 
recover normal renal function, but 1-5% 
may progress to chronic kidney disease. 
Renal follow-up should continue for at 
least 6-12 months, and longer in those 
with nephritis(33).

Role of the Primary Care 
Pediatrician

The primary care pediatrician plays an essen-
tial role in diagnostic suspicion, initial evalua-
tion, and long-term follow-up of both entities.

In ITP: suspect the diagnosis in a child 
with the abrupt onset of petechiae/ecchy-
moses and good general condition; order 
an urgent complete blood count; know 
the warning signs for urgent referral; 
collaborate in the follow-up of chronic 
ITP; and convey to families that observa-
tion is safe and recommended when there 
is no bleeding or only cutaneous bleeding 
and no risk factors. In addition, suspect 
inherited thrombocytopenia in the pre-
sence of extreme MPV values.

In IgAV: recognize the typical pre-
sentation; perform the initial evaluation 
and refer for severe abdominal pain, 
gastrointestinal bleeding, acute scro-
tum, or proteinuria/hematuria; ensure 
renal follow-up for ≥6 months; refer 
to nephrology for persistent proteinu-
ria >4 weeks, gross hematuria >5 days, 

IgAV nephritis

Mild 
nephritis

Moderate 
nephritis

Severe 
nephritis

Pediatric nephrologist
+ renal biopsy

Microscopic 
hematuria without 

proteinuria

Non-persistent 
mild-to-moderate 

proteinuria

Severe proteinuria or 
impaired GFR

Persistent 
proteinuria

Follow-up: GP 
+ BP + SVU

ACEI or ARB if persistent proteinuria

First line:
oral prednisone

First line: oral 
prednisone and/or 

MP pulses

First line: IV 
cyclophosphamide 
+ MP pulses + oral 

prednisone

Second line: 
AZA, MMF + 
MP pulses

Second line: AZA, MMF + 
iv cyclophosphamide

Second line: 
AZA, MMF + 

glucocorticoids

Figure 2. Treatment of IgAV nephritis.  ACEI: angiotensin-converting enzyme inhibitor;  
ARB: angiotensin II receptor blocker;  AZA: azathioprine;  BP: blood pressure;  GFR: glomerular 
filtration rate;  GP: general pediatrics;  MMF: mycophenolate mofetil;  MP: methylprednisolone;  
SVU: single-voided urine.
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deterioration of renal function, hyper-
tension, or nephrotic/nephritic syndrome 
(Fig. 1); and provide information about 
the generally benign and self-limited 
nature of the disease.
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A 6-year-old boy presents to the primary care clinic because of the appearance, over the past 12 hours of multiple pur-
puric lesions on the trunk and extremities. His parents report that the child is well, without fever, active, and with a good 
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and lower extremities, and face. There are no mucosal lesions. No masses are palpable. The remainder of the examination 
is unremarkable.

Laboratory workup: complete blood count: white blood cells 8,200/µL (normal differential); hemoglobin 12.8 g/dL; MCV 
82 fL; platelets 8,000/µL. Peripheral blood smear: scant platelets of normal size and morphology. No schistocytes, blasts, 
or atypia are seen in any cell line. Coagulation: prothrombin time (PT) 12.2 s (INR 1.0); activated partial thromboplastin 
time (aPTT) 30 s; fibrinogen 280 mg/dL. Basic chemistry, renal, and hepatic function: normal. CRP: 0.3 mg/dL.
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Algorithm 1. Diagnosis of purpuras

PURPURA History and physical 
examination

Full blood count, 
smear, PT, and aPTT

Thrombocytopenia?Schistocytes on the smear? Prolonged PT,  aPTT?

Prolonged PT,  aPTT?TTP / HUS
VWD*, trauma / abuse, IgA 

vasculitis, other vascular causes 
and platelet dysfunction

VWD*, ITP, familial 
thrombocytopenia, 

infections, and splenic 
sequestration

VWD*, factor deficiencies, 
liver disease and vitamin K 

deficiency

Sepsis 
and DIC

*Type 2B VWD may present with mild thrombocytopenia.   
VWD may present with a normal or slightly elevated aPTT.

aPTT: activated partial thromboplastin time;  DIC: disseminated 
intravascular coagulation;  HUS: hemolytic uremic syndrome;   
ITP: primary immune thrombocytopenia;  PT: prothrombin time;   
TTP: thrombotic thrombocytopenic purpura;  VWD: von Willebrand disease. 

Yes 

Yes Yes 

Yes 

No

No No

No

Algorithm 2. Treatment of primary immune thrombocytopenia (ITP)

IVIG: intravenous immunoglobulin;   
RA: thrombopoietin receptor agonists;  RF: risk factors; 
TPO-RA: thrombopoietin receptor agonists.

ITP

Newly diagnosed: 
active bleeding and 
< 30,000 platelets 

Persistent / chronic
> 3-12 months

Newly diagnosed: 
mucocutaneous 
bleeding or RF

Newly diagnosed: 
no bleeding 

or exclusively 
cutaneous bleeding

0.8-1 g / kg IVIG Prednisone 2 mg / kg, 
5-7 days

Prednisone and/or
2nd dose of IVIG

Check in 24 h Check in 72 h

Platelets
< 30,000

Platelets 
> 30,000 → 
Observation

Resolves  
→  

Observation

Stable  
→ Continue 
prednisone

7 days

Persists  
→  

IVIG

Bleeding 
persists

Specialized 
center

Continue TPO-RA
gradual withdrawal

Observation                  

Observation

Rituximab or 
other immuno-
suppressants

Individualize according 
to patient and drug

Response?

Response?

Active bleeding 
or RF?

Bleeding 
reappears?

TPO-RA,
preferred 

second line

Consider referral to
Specialized 

No

No

No

Yes

Yes

Yes

Yes
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The most common 
purpuras. Primary immune 
thrombocytopenia and 
IgA vasculitis (Henoch-
Schönlein purpura)
33.	According to the ASH 2019 gui-

delines and the SEHOP ITP-2018 
protocol, what is the RECOM-
MENDED first-line approach in a 
4-year-old child with newly diagno-
sed primary immune thrombocyto-
penia, exclusively cutaneous blee-
ding (petechiae and ecchymoses), 
and a platelet count of 5,000/µL?
a.	 Hospital admission and intrave-

nous immunoglobulin (IVIG).
b.	 Oral prednisone 2 mg/kg/day for 

2 weeks.
c.	 Observation without pharma-

cologic treatment, with instruc-
tions to the parents about war-
ning signs.

d.	 Platelet transfusion.
e.	 Weekly subcutaneous romiplos-

tim.

34.	Which of the following treatments 
is currently considered the PRE-
FERRED second-line therapy in 
pediatric persistent and chronic 
primary immune thrombocytopenia 
according to international guideli-
nes?
a.	 Splenectomy.
b.	 Rituximab.
c.	 Thrombopoietin receptor ago-

nists (eltrombopag or romiplos-
tim).

d.	 Dapsone.
e.	 Cyclosporine A.

35.	What is the mandatory criterion 
for the diagnosis of IgA vascu-
litis according to the EULAR /

PRINTO/PRES criteria (Ankara 
2008)?
a.	 Diffuse colicky abdominal pain.
b.	 Arthritis or arthralgia of large 

joints.
c.	 Purpura (frequently palpable) or 

petechiae with a lower-extremity 
predominance, without throm-
bocytopenia.

d.	 Microscopic hematuria.
e.	 Elevated serum IgA.

36.	Which of the following statements 
about IgA vasculitis nephritis is 
CORRECT?
a.	 It occurs in less than 5% of 

patients.
b.	 The IPNA 2024 recommenda-

tions indicate that persistent pro-
teinuria is the main prognostic 
marker.

c.	 Renal biopsy should be perfor-
med routinely in all patients with 
microscopic hematuria.

d.	 ACE inhibitors are contraindica-
ted in children with proteinuria 
due to IgAV.

e.	 Nephritis always resolves com-
pletely without sequelae.

37.	Which of the following f indings 
in a child with purpura should be 
considered a WARNING SIGN 
that mandates ruling out diagno-
ses alternative to primary immune 
thrombocytopenia?
a.	 Generalized petechiae of abrupt 

onset following an upper respi-
ratory illness.

b.	 Ecchymoses of variable size on 
the lower extremities.

c.	 Hepatosplenomegaly with gene-
ralized lymphadenopathy.

d.	 A platelet count of 3,000/µL.
e.	 Mild anterior epistaxis.

Clinical case

38.	Regarding the clinical case presen-
ted, which of the following data sup-
ports the DIAGNOSIS of primary 
immune thrombocytopenia over 
other causes of thrombocytopenia?
a.	 The platelet count below 10,000/µL.
b.	 The presence of facial petechiae.
c.	 The complete blood count with 

isolated thrombocytopenia, a 
normal smear, and normal coa-
gulation in a child in good gene-
ral condition.

d.	 The history of a preceding upper 
respiratory illness.

e.	 The patient’s age.

39.	If, instead of the usual favorable 
course, the child in the clinical case 
had developed mild mucosal blee-
ding at 72 hours, what would be the 
MOST APPROPRIATE approach?
a.	 Continue home observation.
b.	 Administer prednisone 2 mg/kg 

for 5 days.
c.	 Start subcutaneous romiplostim.
d.	 Platelet transfusion and dis-

charge home.
e.	 Urgently request a bone marrow 

aspiration.

40.	If the child in the clinical case had 
not remitted and the platelet count 
remained below 30,000/µL at 14 
months after diagnosis, with fre-
quent episodes of mucosal bleeding 
despite first-line treatment, what 
would be the MOST APPRO-
PR IATE therapeutic approach 
according to current guidelines?
a.	 Splenectomy.
b.	 Intravenous rituximab.
c.	 Eltrombopag or romiplostim.
d.	 Sustained high-dose corticoste-

roid therapy.
e.	 Periodic platelet transfusions.
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