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IgA vasculitis (IgAV) is an autoimmune disease that affects the small vessels of the skin, joints, gastro-
intestinal (Gl) tract, and kidneys. In the long term, IgAV associated with nephritis (IgAV-N) can progress to
kidney failure. Evidence-based clinical studies of IgAV-N are few, leading to huge variations in treatment
approaches and suboptimal outcomes. The wealth of emerging efficacious treatments for IgA nephrology
brings new opportunities to this disease. The aim of this report is to describe the proceedings of a
multiprofessional collaborative workshop convened to identify the barriers to developing high quality
evidence for patients with IgAV-N. A multiprofessional group consisting of 53 attendees from 13 coun-
tries met. The meeting was represented by a variety of professional backgrounds, including lay at-
tendees, with different levels of expertise (32% professors and 19% midcareer doctors). Using predefined
aims, key themes were extracted, and an action plan developed. Consensus was obtained that there is
sufficient similarity between adults and children in terms of the organs involved, pathophysiology, his-
tological features, and likely response to treatment. Important differences included the greater sponta-
neous improvement in children and worse kidney outcomes in some populations. It was agreed that
patients at greatest risk of kidney failure should be the primary focus of initial clinical trials. Important
considerations included the following: diagnostic classification for adult onset IgAV, observational data,
evidence of scientific similarity to IgA nephropathy (IgAN), an age-inclusive approach to trial design,
systemic disease secondary end points, and the inclusion of patient-reported outcomes. This manuscript
communicates an expert-informed pathway to high-quality evidence for IgAV-N.
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be triggered by the stimulation of the immune system
through acute infection or vaccinations; and mostly in
adults, it may be secondary to malignancy, liver dis-
ease, or drug induced.’

INTRODUCTION

gAYV is a small vessel autoimmune vasculitis that is

mediated by perivascular deposition of immune
complexes containing galactose-deficient-IgAl.
Although IgAV is a rare disease, it is the most common
form of vasculitis seen in the pediatric population with
an incidence of about 150 to 200 cases per million pop-
ulation and a leading cause for a pediatric nephrologist
to conduct a kidney biopsy."” In adults, it is far less
common with an incidence of about 1 case per million
population and there remains major gaps in identifying
the true incidence of adult onset IgAV, with studies

Histologically, IgAV is identified as a small vessel
leukocytoclastic vasculitis and the disease typically
involves 4 organs. These organs include the skin,
particularly the postcapillary venules; the joints; the
GI tract; and the kidneys. In most patients, the striking
lower limb cutaneous skin vasculitis is the initial
symptom, and this prompts a medical review leading
to a diagnosis. In the short term, skin manifestations,

skewed toward those with major organ involvement
when compared with childhood onset cohorts.” For
children, there are internationally recognized
EULAR/PRINTO/PReS classification criteria’ and the
European IgAV study group are currently developing
adult consensus criteria. The etiology of this disease is
multifactorial and geographical variation plus environ-
mental triggers have been described.” Polygenic risk
variants are also reported, such as those implicated
with human leucocyte antigen, cytokine mediator
pathways, and the complement pathway.’ IgAV can
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joint pain, and GI involvement predominate; however,
a third of patients will subsequently develop nephritis
(known as IgAV-N) occurring days, weeks, or months
after the initial presentation.” Particularly in children,
the disease is a monophasic illness, that can sponta-
neously remit with no long-term sequalae and a posi-
tive outcome. Spontaneous remission in cases of
biopsy-proven IgAV-N is less common and the con-
dition in adolescents and adults may be more persis-
tent.”” In the long term, kidney involvement
contributes the most to morbidity, with nephritis
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observed in about 30% of patients during the acute
phase.”'” Limited observational data demonstrates that
the kidney outcomes are not benign with about 20% of
patients with biopsy-proven IgAV-N having signifi-
cant levels of proteinuria 10 years after disease onset.""
The kidney outcomes correlate with age, with 1% to
3% of all children presenting with IgAV being at risk
of kidney failure and this increases to 24% in the
elderly.'” Failure to achieve complete remission of
proteinuria, like other forms of glomerulonephritis, is
associated with chronic kidney disease progression.'’
Furthermore, some patients may relapse in adulthood,
or evolve into IgAN with single organ involvement of
only the kidney; indeed, IgAN and IgAV-N cannot be
distinguished from each other on kidney biopsy.
Approximately 12% of patients with IgAV-N can
develop recurrence of IgA-related disease in kidney
transplant, emphasizing the importance of early
intervention to prevent the journey to chronic kidney
disease.'”

Patients with IgAV-N at high risk of kidney disease
progression have been characterized. In a study eval-
uating the clinical features and kidney biopsy findings
of 262 children and 99 adults, the high risk patients
(defined as a risk of =30% decline in estimated
glomerular filtration rate or developing end-stage
kidney failure) had more noncutaneous manifesta-
tions, a lower estimated glomerular filtration rate at the
time of kidney biopsy, were aged = 18 years, or had

, placebo-controlled trial o
noch Schonlein Purpura

Pillebout et al., Addition of

histological presence of endocapillary hyper-
cellularity."” Similar findings have been reported in
meta-analysis studies.'’ Although defining high risk
may be achievable, there remains a lack of objective
measure to quantify overall disease activity because
the Birmingham vasculitis activity score, and its pe-
diatric equivalent, have limited validation in this
specific form of vasculitis.'*"’

For the management of nephritis, multicenter cohort
studies report the frequent use of broad-spectrum
immunosuppression, predominantly the use of corti-
costeroids and mycophenolate mofetil; however, cal-
cineurin inhibitors and B-cell depletion have been used
in both children and adults."”'*"? Previous clinical
trials have been small and heterogenous (Figure 1);
however, there is perhaps a trend toward more tar-
geted therapies, and an open label clinical trial in 54
adults with biopsy-proven IgAV-N demonstrated no
benefit from the addition of cyclophosphamide to
corticosteroids on improving Birmingham vasculitis
activity score scores.”’ As a result, Cochrane reviews
have repeatedly been unable to support evidence-
based recommendations for IgAV,”" which have led
to expert consensus-based approaches, including the
European Single Hub and Access Point for Paediatric
Rheumatology initiative.”” In patients with suspected
active nephritis, the indications for when to perform a
kidney biopsy have been aligned in the International
Pediatric Nephrology Association guidelines and the

Zhang et al_Effect and safety evaluation of
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Wang et al A randomized controlied trial on the
effect of dietary guidance on the treatment of

Figure 1. A timeline illustrating the clinical trials that have been conducted in patients with IgA vasculitis since 1990. CKD, chronic kidney
disease; eGFR, estimated glomerular filtration rate; IgAV, IgA vasculitis.
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Kidney Diseases: Improving Global Outcomes glomer-
ular diseases executive summary.”” **

There is a major unmet need for evidence-based
treatments in IgAV-N and it is the leading cause of
morbidity. Considering the recognition that the disease
pathogenesis of IgAV-N shares major similarities with
IgAN,” such as the involvement of circulating
galactose-deficient IgAl and histological classification
scores validated for IgAN perform relatively well in
IgAV-N,"”**?” this may provide the opportunity to
reposition treatments because of the wealth of active
clinical trials in IgAN.”® Furthermore, the visible rash
seen in patients with IgAV may eventually provide a
window of opportunity to intervene early, a situation
not seen in many other forms of glomerulonephritis;
meaning complete prevention of chronic kidney dis-
ease may even be feasible. Because of the complexities
of conducting clinical trials in rare, clinically hetero-
geneous diseases, especially those predominating in
children, changing the treatment paradigm for kidney
disease secondary to IgAV requires a highly collabo-
rative and age-inclusive approach.

Aim

The aim of this paper was to report the outcome of an
international multiprofessional collaborative workshop
to develop a pathway to drive high-quality clinical
trials for patients with IgAV-N.

Methodology
Objectives
The objectives of the event were as follows:

1. To determine the similarities between pediatric and
adult-onset disease.

2. To explore treatments in other glomerular or
vasculitic conditions that could be evaluated in
IgAV-N.

3. To agree on the subgroup of patients with IgAV-N
at high risk of progression to kidney failure.

4. To determine whether extrapolation, bridging bio-
markers, or novel trial designs could be considered.

5. To discuss inclusive trial designs to capture all ages
of patients who experience this disease.

6. To identify suitable outcome measures for treatment
efficacy.

Participants

Participants were invited to attend through existing
international networks that included vasculitis net-
works (UK Ireland Vasculitis Society; European IgA
Vasculitis Group (i.e., EUGAVAS study group); Pediat-
ric Rheumatology European Society vasculitis working
party, Australia and New Zealand Vasculitis Society,
glomerulonephritis groups (UK Glomerulonephritis
Clinical Studies Group), pediatric groups (British

4

L Oni et al.: Pathway to IgAV-N Trial

Association for Paediatric Nephrology, European Pae-
diatric Nephrology Association Glomerular Diseases
Working Group, Paediatric Rheumatology European
Society) and IgA nephropathy collaborations (Interna-
tional IgA Nephropathy Research Network, European
Academy of Dermatology and Venereology, Task Force
vasculitis and vasculopathy). Expressions of interest
were open for a period of 3 months and then places were
confirmed. Of the confirmed attendees, 12 participants,
representing diverse personal and professional charac-
teristics, were invited to present short summaries
aligned with their area of expertise as part of the agenda.
Patients were represented by specialist charity partners.
All participants received reimbursement for travel, ac-
commodation, and subsidence. Colleagues who were
unable to attend the event in person were encouraged to
engage and contribute before and after the event using
email correspondence or virtual meetings.

Setting

The group of multiprofessional experts convened on
February 13 and 14, 2025 at Alder Hey Children’s NHS
Foundation Trust Hospital in Liverpool, UK.

Agenda

The agenda was divided into 2 sections with brief
evidence-based presentations, interspersed with dis-
cussion. The agenda covered the natural history of the
disease in both children and adults to inform similar-
ities and opportunities to intervene during the disease
course. The study population, interventions, compar-
ators, primary and secondary outcomes, adaptations
required to be age inclusive, feasibility, and power
were discussed. Biobanking and additional exploratory
studies were included together with the importance of
patient-reported outcome measures. The event agenda
concluded with exploring funding opportunities and
confirmation of action points.

Data Extraction

Using the aims and objectives within the framework of
the agenda, key themes were extracted from the event,
an action plan of critical evidence gaps was developed
and proposed clinical trial ideas were generated.

Funding and Approvals

The meeting was funded as part of the LifeArc-KRUK
Translational Centre for Rare Kidney Disease project
(LifeArc is a charity registered in England and Wales
under no. 1015243 and in Scotland under no.
SC037861; grant no. 10749) in addition to a voluntary
donation provided as an independent educational grant
from CSL Vifor. No formal approvals were required for
this project.

Kidney International Reports (2026) 11, 103729



L Oni et al.: Pathway to IgAV-N Trial

RESULTS

Participants and Introduction

The 2-day event included 53 attendees, representing
13 countries across 5 continents. A total of 39 partic-
ipants (74%) attended from the host country, UK and
14 (26%) were from other countries. The countries
represented included UK, Ireland, USA, Canada,
Australia, Turkey, France, Italy, Germany, The
Netherlands, Spain, Belgium, Croatia, Romania,
Hungary, Saudi Arabia, and Brazil. The professions
represented included pediatric nephrology consul-
tants, pediatric rheumatology consultants, pediatric
vasculitis consultants, adult nephrology consultants,
pediatric trainees, nephrology trainees, histopatholo-
gists, immunologists, industry colleagues, trialists,
scientists, a dermatologist, a patient-reported outcome
measurement expert, an operational manager, an
administrator, and a statistician. The participants were
of varying stages of their professional careers with 17
professors and 10 midcareer doctors.

Patient Involvement

Patient representatives stated, “It is shocking that
nothing has changed in 20 years” and their engagement
as patient partners was highlighted. The inclusion of
patient-reported outcome measures to capture the
burden of symptoms relevant to this disease was
included in the discussion, using the selection of
patient-reported outcome measures validated to regu-
latory standards, such as symptomatic edema™ and
those capturing vasculitic features.”” Notably, the need
for parent- or caregiver-reported measures to capture
symptom and functional impacts among young children
will be needed to ensure this group is captured. Patient
involvement is imperative to drive the importance of
evidence in this disease because the current narrative
emphasizes that this disease is fully self-resolving and
only occurs in children. A patient-led awareness
campaign may help to change this perception.

Childhood and Adult-onset IgAV Disease

The threshold where professionals would regard the
degree of similarity in the disease and the expected
response to treatment between 2 groups (children and
adults) was discussed. There is no specific threshold
for sufficient similarity; however, 70% is often
considered adequate when using modified Delphi
techniques.’’ The experts felt that there was sufficient
similarity related to the organs involved; and specif-
ically, skin manifestations across the pediatric and
adult populations. The group agreed that the patho-
physiology, and therefore the mechanisms of action of
treatments, are likely to be sufficiently similar for all
ages, while appreciating that diagnosis in adults may

Kidney International Reports (2026) 11, 103729
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be more challenging in the absence of consensus clas-
sification criteria. The histopathological features in
IgAV-N across children and adults were believed to be
sufficiently similar.'> However, additional clinical
features, the disease course, and kidney failure out-
comes were not deemed to be sufficiently similar be-
tween the age groups, and these elements would need
to be considered when designing a trial.

IgAV-N and Other Glomerulonephritides

The kidney histology in patients with IgAV-N when
compared with the histology of IgAN were deemed to
be highly similar. It was noted that endocapillary
hypercellularity is the most important histologic
feature with regard to «clinical outcomes in
IgAV—N.lS’31 Therefore, the Oxford MEST-C classifi-
cation, developed and validated for IgAN in adults and
children, appears the most suitable for histological
scoring in IgAV-N when compared with the Interna-
tional Study of Kidney Diseases in Children classifica-
tion, which does not include endocapillary
hypercellularity.”’ The use of the Oxford MEST-C
scoring system in this condition has the added
benefit of providing consistency with trial protocols in
IgAN. Glomerular deposits of complement C3 and their
colocalization with IgA were recognized to correlate
with disease severity in both IgAN and IgAV-N.”’
Therefore, drugs targeting complement pathways and
especially the alternative pathway, were felt to be
promising because of the biological similarities and
proven efficacy in other forms of glomerulonephritis.
Patients going into spontaneous remission was
expressed as a trial design challenge. Screening pa-
tients from the time of diagnosis and ensuring =2
consecutive elevated urine proteinuria measurements
before entry may be a feasible screening method to
exclude those who may naturally remit early. It was
also recognized that fewer patients remit by the time
they undergo a kidney biopsy and using this high-risk
group to begin to accelerate trials in this disease may
be the most successful option. Enriching the natural
history data to better describe IgAV-N would inform
the precise population and guide clinical trial design,
and hopefully act as an incentive to support industry
collaborations, as was demonstrated by the impactful
long-term data obtained in IgAN.”” Observational data
so far suggests that the current standard-of-care for
immunosuppressive treatments is most frequently
corticosteroids and mycophenolate mofetil.'® Other
considerations included establishing the long-term cost
implications of IgAV-N, which largely affects younger
individuals and how chronic kidney disease progres-
sion is costly over the life course. A formal health
economic analysis would justify the treatment costs
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Table 1. A list of potential pipeline therapeutic agents from the literature that could be considered in IgAV-N, grouped according to mechanism

of action

Agent

Targeting B-cell pathways
Rituximab

Obinutuzumab

Sibeprenlimab
Zigakibart
Atacicept

Telitacicept

Povetacicept

Bortezomib

Daratumumab

Targeting complement pathways
Avacopan

Pegcetacoplan

Iptacopan

Cemdisiran
Ravulizumab
Sefaxersen (IONIS -FB-LRx)

Narsoplimab
Targeting other pathways
Sparsentan

Afrasentan

Tocilizumab
Targeted release budesonide

Therapeutic subclass

Depletes CD20 cells, chimeric
formulation

Depletes CD20 cells, fully
humanized formulation

Inhibits APRIL
Inhibits APRIL

Recombinant fusion profein binds
BAFF and APRIL

Inhibits BAFF and APRIL

Inhibits BAFF and APRIL

Depletes plasma B cells
Targets CD38

Complement 5a receptor inhibifor
Complement 3 factor inhibitor
Complement factor B inhibifor

Complement 5 factor inhibitor

Terminal pathway activation,
complement 5 factor inhibitor

Antisense oligonucleotide inhibitor
of complement factor B.

MASP-2 inhibitor

Dual endothelin and angiotensin
receptor antagonist
Selective endothelin A receptor
inhibitor
IL-6 receptor blocker
Glucocorticoid that specifically
fargets the gut associafed
lymphoid tissue of the small
infestine.

Supporting comments and evidence in IgAV, IgAN or other forms of vasculitis

Case series in IgAv' %2839
RIGA frial underway in adults with IgAV.
AAV induction and mainfenance.*®

Deeper B-cell depletion than rituximab, evaluated in several diseases including lupus nephritis,*'
membranous nephropathy,*” ANCA-associated vasculitis*® and childhood nephrotic syndrome.**

ENVISION phase 2 frial with VISIONARY phase 3 frial in IgAN awaiting completion.*®
BEYOND phase 3 frial in IgAN awaiting outcome.*®

ORIGIN Phase 2b frial in IgAN reduced proteinuria with a positive open label extension study and phase
3 awaiting completion.*”-*® PIONEER frial is underway and includes adults and adolescents with a
range of glomerular diseases including IgAV-N.*°

Phase 2 frial clinically meaningful reduction in proteinuria in IgAN. Awaiting phase 3 trial results® and
pediatric study is underway.®’

Awaiting phase 1/ 2 frial results in IgAN, membranous nephropathy, lupus nephritis and antineutrophil
cytoplasmic autoantibody (ANCA)-associated vasculitis.>? RAINER phase 3 frial in IgAN awaiting
completion.

Case sfudies in IgAV and IgAN®%5%
Trials conducted in multiple glomerular diseases with early promising results.>®

Completed pilot phase 2 in IgAN®® and successful frial in ANCA vasculitis.?”
Phase 2 frial in C3 glomerulopathy and phase 3 findings awaited®®

Reduction in profeinuria seen in the phase 3
APPLAUSE-IgAN trial®® and phase 3 trials in C3 glomerulopathy have successfully met end points.%6!

Complefed phase 2 trial in IgAN with reduction in profeinuria.®?

Phase 2 clinical SANCTUARY Study demonstrates early sustained improvements in profeinuria in IgAN.%*
ICAN Phase 3 trial awaiting completion includes patients with IgAN and inactive IgAV-N. Pediatric IgAN
study underway.®*

Early phase frials positive with progression to phase 2 and 3 (IMAGINATION) trials underway for IgAN.®

ARTERMIS-IgAN phase 3 frial terminated at inferim analysis due to lack of efficacy in IgAN.

PROTECT frial in IgAN demonstrated efficacy,®® phase 2 pediafric study on glomerular proteinuria
(EPPIK) underway and includes patients with IgAV.

ALIGN frial in IgAN is underway®’

Case report in IgAV,%® used in other types of theumatological conditions.

Trials in IgAN show reduction of proteinuria as add-on fo standard of care.® Formulation not suitable for
pediatric Gl fract and uncertain origin of Gd-IgA in IgAV.

Gd-lgA; galactose-deficient-IgA1; IgAN, IgA nephropathy; IgAV, IgA vasculitis; IgAV-N, IgAV associated with nepbhritis.

and help secure successful implementation of treat-
ments into clinical care following evidence generation.

Defining the Population at High Risk of Kidney
Progression Because of IgAV

The working group agreed that gaining evidence to
guide the management of nephritis was a priority for
patients with this condition, with active nephritis
being defined by increased proteinuria, with or
without impaired kidney function and/or biopsy-
proven inflammation. In terms of other organ
involvement, GI involvement was felt to be the sec-
ond priority, followed by cutaneous involvement,
then joint involvement, which is often self-limiting.
With regard to early markers of kidney disease, iso-
lated microscopic hematuria was felt to be of un-
known significance. Reducing the variability on when

to perform a kidney biopsy was highlighted, with
attendees suggesting that a wurine protein-to-
creatinine ratio value ranging between 100 and 500
mg/mmol Cr would be suitable inclusion criterion.
The recent International Pediatric Nephrology
Association  guidelines, which outline kidney
biopsy indications with a urine protein-to-creatinine
ratio > 200 mg/mmol Cr and/or a reduced estimated
glomerular filtration rate < 90 ml/min per 1.73 m>
attributable to active disease, moderate proteinuria of
100 to 200 mg/mmol Cr if present for > 2 weeks and
urine protein-to-creatinine ratio is 20 to 100 mg/mmol
Cr for 4 to 12 weeks, if there has been no improve-
ment after renin angiotensin-aldosterone system in-
hibition, may act as a suitable benchmark.”*
Attendees acknowledged that disease scoring using
the Birmingham vasculitis activity score and pediatric
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Table 2. A summary of the key priorities to support progression toward high quality clinical trials for IgAV-N

Key components

Enhancing dafa and aligning clinical care
Observational cohort data
Disease specific scoring tool to objectively phenotype patients.

Define the cost of managing patients with IgAV.
Align clinical care

Improving the scientific understanding
Demonstrafe biological similarity with IgAN.

Understand and compare the sites of production of galactose-deficient
IgA1 (Gd-IgAT) in IgAN and IgAV in adults and children.

Evaluate whether Gd-IgAT or other markers such as complement
pathway products relate to disease activity

Pathological classification

Progression to clinical frials

Strengthen industry partnerships

Suitable agents
Securing funding for a clinical trial

Regulatory approved end points and frial design
People

Patient engagement

Determine the most appropriate patient-centered outcomes and end
points

Engaged expert community

Actions

To enrich the published literature using established registries from multiple sources.

To define and undertake the methodology to improve and achieve validation of a disease specific vasculitis
acfivity scoring fool for IgAV.

Develop the methodology to conduct a formal health economic analysis of this condition.
Promote the use of infernationally agreed clinical practice guidelines.

Use multiomic fechniques to evaluate the granular defails between the diseases, for example spatial
franscriptomics and proteomics of the kidney biopsy tissue.
Conduct mechanistic studies fo determine the origin of Gd-IgAT and its connection with potential triggers
such as epipharynx-kidney axis.

Evaluate complement deposition in biopsy fissue and complement components in urine and correlate these
with histologic (e.g., Oxford M, E, C scores) and clinical (e.g., proteinuria, hematuria, eGFR slope) markers
of disease activity and progression.

Work with international networks (e.g., Renal Pathology Society, International IgA Nephropathy Network
Research Group, IPNA, KDIGO) to establish a formal stafement on the best practice in reporting and
classifying the kidney histological features in this disease.

Invest in events relafed fo this condition to develop a positive research environment for collaboration.
Create criteria fo select potential agents fo evaluate in this condition.
Experts fo design frial protocols and seek country specific funding opportunities using a mirrored approach to
avoid duplication.
To design a draft frial protocol using expert input and establish international regulatory approval particularly
for the end point selection.

To work with patient associations to highlight the lack of progress in improving this disease, the poor
outcomes reporfed, and aduli-onset disease fo enhance the need for evidence. Encourage couniry specific
patient association groups fo unite internationally.

In partnership with patients and parents/caregivers fo elicit the most important symptoms and functional
impacts of IgAV in a life course approach that may be addressed with freatment in clinical research and use
the results to identify or develop appropriate patient- or observer-reported outcome measures.

Invite attendees fo form an infernational clinical trial working group for the acceleration of IgAV evidence.

eGFR, estimated glomerular filtration rate; Gd-lgA1, galactose-deficient-IgA1; IgAV, IgA vasculitis; IgAV-N, IgAV associated with nephritis; KDIGO, Kidney Disease: Improving Global

Outcomes.

equivalent has previously formed part of composite
outcome measure in trials for other forms of vasculitis
that have aided drug licensing approvals and could be
considered. There was recognition of the need to
validate these tools, or adjust them to be more disease-
specific, because the validation of Birmingham vascu-
litis activity score (version 3) only included 10 adults
with IgAV (3.2%)’" and only 1 child (1.6%) was
included in the validation of the pediatric equivalent
despite it being the most common form of vasculitis in
children."” Preliminary creation of a disease-specific
scoring tool “The IgA-VAS,” to support better phe-
notyping and/or objectively measure outcomes, was
presented and this would require further refinement
and validation in a fully representative cohort. This
could be achieved by forming an international expert
consensus panel and validation patient cohorts to
mature the preliminary tool.
Extrapolation, Bridging Biomarkers, Scientific
Markers, and Novel Trial Designs

Overall, a phase 2 proof of concept study would ensure
feasibility of conducting trials in this population to
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prepare for confirmatory phase 3 clinical trials. This
may be best achieved by using the current regulatory
approved end points for nephrology trials, including
proteinuria reduction and change in estimated
glomerular filtration rate as primary outcome mea-
sures. A protocol would require safety and drug
kinetics that are relevant for all ages. Generating
label-enabling data were reported to be an incentive
for industry partners.

Novel trial designs, including the use of Bayesian
approaches to incorporate external data were dis-
cussed. A multiarm platform trial design, that consists
of a master protocol where multiple trial interventions
can be evaluated more efficiently, was seen as a su-
perior way to establish a perpetual framework to
evaluate treatments within a shorter time frame and to
enable evaluation of the wealth of treatments
evolving for IgAN.” The trial templates and pro-
gression of evidence used for other rare kidney dis-
eases, such as C3 glomerulopathy and IgAN, could
provide rich learning; and exemplars integrating ge-
netic stratification are emerging.%'37 Consideration of
how to define and manage a disease flare during a trial

7



MEETING REPORT

would need to be included. The group felt that
combining adult patients with IgAV-N into IgAN
studies, perhaps using an umbrella design, was
beginning to be used in a few studies; however, there
were concerns about recruitment numbers for adults
with IgAV-N and whether it may hinder the progress
being made in IgAN. In contrast, in the pediatric
population, where many of the agents have not yet
been evaluated in children with IgAN, it was felt that
there could be an opportunity to merge IgAN and
IgAV-N although this would need further
consideration.

Considerations to Ensure Feasibility of a Clinical
Trial in IgAV

The group agreed that the medications needed to be in
a suitable formulation for administration to patients of
all ages. This means that some agents, such as the
targeted-release formulation of budesonide (nefecon),
may not be appropriate for evaluation across all ages
because they are modelled on the size of an adult GI
tract. It was felt that regulators would need to be
satisfied that the 2 diseases, IgAV-N and IgAN, were
sufficiently scientifically similar to justify the evalua-
tion of similar treatments. Ongoing research to explore
the biological similarities is therefore encouraged and a
subsequent survey after this event has demonstrated
that 76.5% of the Renal Pathology Society members
would prefer to report a kidney biopsy for IgAV-N
using the Oxford MEST-C classification. Potential
future therapeutic agents were discussed, and these are
presented in detail in Table 1.38769
collective desires to investigate novel biomarkers,
such as galactose-deficient IgA or B-cell repertoire, to
better stratify patients as exploratory components in a
trial.

There were

Conclusion

Despite major recent advances in other forms of
glomerulonephritis, particularly IgAN, IgAV-N is a
highly neglected rare disease in terms of evidence-
based therapeutic options. This manuscript reports
the proceedings of a multiprofessional, collaborative
workshop of international experts to develop collec-
tive solutions toward generating high-quality evidence
for patients with IgAV-N. The global attendees each
brought a unique perspective and a shared vision of
creating a pipeline of age-inclusive, high-quality clin-
ical trials starting with feasible phase 2 studies to
facilitate progression into confirmatory phase 3
studies. The key action points generated from the
meeting are outlined in Table 2; and through collab-
orative efforts, they are being completed to achieve

L Oni et al.: Pathway to IgAV-N Trial

this ambition. Overall, there was an overwhelming
desire to change the paradigm for this condition, and
this manuscript serves as a benchmark toward estab-
lishing a comprehensive path to generating high-
quality evidence for patients with IgAV-N.
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