
HSP nephritis: when to biopsy? 
 
 
 
 

EMEESY Network educational day 2016 

Dr. Louise Oni (nee Watson) 

NIHR Academic Clinical Lecturer in Paediatric Nephrology, 
Alder Hey Children’s Hospital, University of Liverpool 



My background 

Lupus nephritis 
HSP nephritis 

Inflammatory renal 
disease 



Outline 

• Background  

• When to refer to nephrology 

• When would we do a renal biopsy 

• What is the management of HSPN? 

• Future advances 



 
 Henoch Schonlein Purpura (HSP) 

Definition:  

Vasculitis with IgA-1 dominant immune 
deposits affecting small vessels; often 
involving skin, GI tract, arthritis and 

associated with GN that is indistinguishable 
from IgA nephropathy 

 

 

“Immunoglobulin A vasculitis” 



Pathophysiology 

• Systemic small vessel vasculitis 

• Multifactorial 

• Abnormal glycosylated IgA 

IgA Inflammatory cells C3 

Leukocytoclastic vasculitis Endothelial cell necrosis 

Vasodilation 
Blood leaks small vessels 



Most common childhood vasculitis 

Henoch Schonlein 
purpura 

Cutaneous 

PAN  

Micropolyangitis 

Wegener 
Takayasu 

Unclassified 

n=1,347 European children 

Ruperto et al, Ann Rheum Dis, 2010;69:790-7, Watts et al, Semin Arthrit Rheum, 1995;25(1):28-34 

HSP 

• Child: 3-27 cases/ 
100,000  

• Onset in Autumn-
Winter 

• Preceding viral illness 
(URTI) 

Average DGH;  
• Catchment population of 60,000 children 

• ≈ 6-12 cases of HSP/year 

Rare for GP population 
• 1 case for approx. every 36 GP’s 



Typical patient 

Gardner-Medwin et al, Lancet 2002;360:1197-102 

Males>Females 
1.5>1 



• Non-erosive arthritis, arthralgia 

• Abdominal pain, bleeding, intussusception 

• Scrotal involvement 

• Renal involvement 

• Rarely neurological, lung 

 

Presents with a rash 



Diagnosis & monitoring 



EULAR/PReS Classification of childhood 
HSP 

 Ozen et al, Ann Rheum Dis, 2006; 65(7):936-941, Ozen et al, Ann Rheum Dis, 2010; 69(5):798-806  



Disease prognosis 

• 1/3 symptoms 2 weeks 

• 1/3 symptoms 1 month 

• 1/3 recurrence  

 

2 years: 94% complete recovery 

 

• Early morbidity – GI related 

• Late morbidity – renal related 

– Hospital admission related to GI or renal disease 

  Fidan et al, Ren Fail 2016; Okubo et al, Clin Rheumatol 2015 



Renal monitoring 

  6 months follow up: Urine & BP testing HSP nephritis (HSPN) 
Only long term consequence, asymptomatic 



Renal monitoring in primary care 

• Availability of BP cuffs 

– GP practices, 4 mile radius of RMCH, n=95  

– 40 (42%) had cuff suitable for a child; small adult cuff 

• Confidence in interpreting BP 

 

 

 

 Audit of attendance/compliance  

 



Proposed consensus indications for 
renal biopsy in first 6 months  

1. Proteinuria  

o UPCR >200mg/mmol, repeat increasing trend 

o >4 weeks after diagnosis  

o Spot early morning urine protein:creatinine ratio 

2. Nephrotic syndrome  

o Low albumin, oedema, heavy proteinuria 

3. Nephritic syndrome  

o Hypertension, haematuria, renal impairment 

4. Any of; hypertension, macroscopic haematuria only 
if with proteinuria 

Unpublished, National survey of BAPN units, 2013 



Renal histology 

Poor prognostic features 

Long term study 49.3 months. End point: eGFR <60ml/min/m2, >30% 
reduction renal function, ESRF 

– >50% glomeruli containing crescents 

– Endocapillary hypercellularity, tubular atrophy, interstitial 
fibrosis  

Kim et al, Mod Pathol, 2014 

CKD PROGRESSION 
 

15% 
 

15% 
 

37% 
 

70% 



Management & 
prognosis 



General management 

Henoch Schonlein Purpura 

Arthritis/Arthralgia 

Rest, analgesia, 
NSAIDs 

GI bleeding, severe 
abdominal pain 

Corticosteroids  
1mg/kg, max 60mg 

2/52, wean 2/52 
 

2nd line: IVIG 

Abdominal 
involvement 

Discharge if 
urine/BP normal 
after 6 months 

Renal involvement 

Ronkainen J, et al. J Pediatr 2006;149:241–7.Weiss et al, Pediat 2007;120(5): 1079-87.  
Chartapisak et al, Cochrane, 2010 

Nephrology FU:  
(i) Requires biopsy- 

Immunosuppression 
(ii) persistent proteinuria 

-ACEi 
(iii) Persistent haematuria   

Renal biopsy  

Renal monitoring  



Treatment of HSPN 

Cochrane review (2015): no difference in prevention 

• 8 studies, n=746 children  

• Early corticosteroids V’s placebo, total n=379 

• Heparin did reduce kidney disease, 1 study, n=228 

Treatment of severe disease 

• Cyclophosphamide V’s supportive, n=56 

• Cyclosporin+MP V’s MP, n=15 no difference 6.3 years 

• Cyclophosphamide + methylprednisolone, n=12 

• Azathioprine + steroids, n=21 

• MMF v AZA no difference 

• Cochrane: Few RCTs, small numbers, no proven benefit  

1. Tizard et al, unpublished, personal communication; Dudley 2007, Huber 2004, Mollica 2004, Ronkainen 2006.2. Jauhola et al, 2011 3. Flynn et al, 2001 4. Bergstein et al, 1998 
5. Chartapisak W et al. 2009; Eleftheriou, Brogan, Pediatr Rheumatol online, 2016; Zaffanello et al, Ped Neph 2009. 



Suggested treatment:  
 

Severe (renal failure):  
• IV MP, cyclophosphamide +/- PEX 
 
Moderate (proteinuria):  
• IV MP then oral prednisolone or just prednisolone 
• Plus a DMARD 

• AZA/MMF/Cyclophosphamide/Ciclosporin 

 



Biologics and emerging treatments 

Target inflammatory injury pathways 

• Rituximab: HSP case reports beneficial 

IgA1 immune complexes  

• Complement inhibition: Eculizumab 

 C3 deposits with IgA 

• Fostamatinib: ITP, IgA nephropathy P2 trials 

– Inhibitor of spleen tyrosine kinase (Syk), blocks 
IgG receptor signaling in macrophages and B cells 

Kistanguri et al, Hematol Oncol Clin North Am 2013, Pillebout et al, NDT 2011 



Renal prognosis 
• 25–60% will have renal involvement:  

– 76% onset < 4 weeks  

– 97% onset < 3 months 

• Isolated microscopic haematuria is benign.  

• 82% have normal renal function after 23yr.  

• 1.6-3% of all UK childhood ESRF 

 

• Mixed nephritic and nephrotic syndrome 20% 
progress to ESRF  

– 44–50% develop hypertension or CKD.  

 

 

Mir et al 2007, Shenoy et al, 2007, Butani et al, 2007. UK Renal Registry 2005 



The future 



HSPN 

HSP diagnosis Diagnosis; EULAR/Pres criteria 

Renal monitoring 

Renal 
involvement 

ESRF 

Renal histology ISKDC classification 

? 

? 

? 

Lots of uncertainty…. 

Treatment 

When to biopsy  



P<0.01 

Renal outcome 
 

Normal outcome 
 

Some high risk groups… 
 

 
 
 

Watson et al, PlosONE, 2012 

Older children more likely to 
develop HSP nephritis 



Challenges… 

Lack of 
evidence 

Not an adult disease 

Presents to numerous centres 

Majority excellent outcome 

Self-limiting course 

One-off episode 

Multi-systemic disease 

Trials difficult 

No standardised management 

No animal models 



The future… 

• Stratify patients 

• Better disease biomarkers  

• Clinical trials: early intervention 

• Listen to our patients & lead adult colleagues   

 

‘Watch and wait’ 

‘Predict, pre-empt and prevent’ 



Patient information 



Summary 
• HSP common childhood vasculitis 

– Rare for primary care 

• Majority self limiting disease, excellent outcome 

 

• Monitoring for HSPN is essential 

• Renal biopsy: proteinuria, nephrotic/nephritic  

• Histology guides immunosuppression  

 

• Future…can only improve! 
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