
01 March 2026

In this Issue:

Welcome & Opening Message
Alexion: The Role of Complement in IgA Nephropathy
Sobi: Treatment outcomes in complement-driven disease: a triad of
key endpoints
2027 Kyoto Congress Call Out

Dear IPNA members and friends, 
 
It is my pleasure to welcome you to the first edition of the IPNA
Partners Forum Newsletter. This initiative was developed to
strengthen collaboration and promote meaningful exchange between
IPNA and the many partners who share our commitment to improving
kidney health for children around the world.
 
In this inaugural issue, we are pleased to feature two scientific
perspectives that contribute to our evolving understanding of
complement-mediated kidney disease. Alexion shares insights on The
Role of Complement in IgA Nephropathy, highlighting emerging
perspectives on important disease mechanisms. Sobi presents
Treatment Outcomes in Complement-Driven Disease: A Triad of
Key Endpoints, offering thoughtful considerations regarding how
therapeutic impact in the treatment of children with complement-
mediated disorders may be evaluated.
 
We hope this newsletter will serve as a valuable platform for continued
dialogue, shared learning, and collaboration as we work together to
advance care and outcomes for children with kidney disease.
 
With sincere appreciation for your commitment to IPNA and the
children at the center of our mission!

John D Mahan, MD
IPNA Treasurer

Rushana Shroff, MD, FRCPCH, PhD
IPNA President

Alexion

The Role of Complement in IgA Nephropathy
 
Immunoglobulin A Nephropathy (IgAN) is the most common primary
glomerular disease globally, and a leading cause of chronic kidney
disease and kidney failure.1-2 Although predominantly affecting adults,
IgAN may occur in children (median age at diagnosis: 12.1 years) with
variable incidence according to geography, population, urine screening,
and kidney biopsy practices.3,4 Compared to adults, pediatric IgAN
presents more acutely, frequently with synpharyngitic macrohematuria,
and histologically more intense inflammation and less intense chronic
damage.4 Currently, pediatric IgAN care pathways are largely informed
by evidence generated in adults.5

IgAN pathogenesis follows a multi-hit model: production of galactose-
deficient IgA1 (Gd-IgA1), recognition by autoantibodies, immune
complex formation, and deposition in the glomerular mesangium.6
Complement activation is central to disease pathophysiology, as
supported by genetic and proteomic data, and is triggered by
circulating and deposited immune complexes.6-9 The alternative
pathway is most commonly activated, followed by lectin pathway;
classical pathway activation is rare.6,10-12 Regardless of the initiating
pathway, terminal pathway is activated, leading to C5 convertase and
generation of C5a and C5b-9 (membrane attack complex, MAC).6,7

Complement activation leads to glomerular damage and impaired
kidney function. C5a, a potent anaphylatoxin, drives inflammation in the
glomerulus.6 C5b-9 (MAC) insertion on mesangial cells promotes
proinflammatory cytokines, profibrotic factors, extracellular matrix
production, and apoptosis.6 MAC also injures podocytes, triggering
production of proinflammatory cytokines, oxidants, and extracellular
matrix, which disrupts the glomerular filtration barrier and causes
proteinuria and hematuria.6 Complement-driven inflammation and cell
damage lead to further complement activation and amplified cycle of
cellular injury. Additionally, complement activation is implicated in
tubulointerstitial inflammation and fibrosis.6

IgAN is a multifaceted disease with several implicated molecular
pathways. Many aspects of disease pathogenesis still require further
elucidation however, advancements may enable refinement of
diagnostic criteria and guide discovery of biomarkers and effective
disease-specific therapeutic strategies.6,13
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Alexion, AstraZeneca Rare Disease, is focused
on serving patients and families affected by
rare diseases and devastating conditions
through the discovery, development, and
delivery of life-changing medicines. A
pioneering leader in rare disease for more than
three decades, Alexion was the f irst to
translate the complex biology of the
complement system into transformative
medicines, and today it continues to build a
diversif ied pipeline across disease areas with
signif icant unmet need, using an array of
innovative modalities. As part of AstraZeneca,
Alexion is continually expanding its global
geographic footprint to serve more rare
disease patients around the world. It is
headquartered in Boston, US.
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Sobi

Treatment outcomes in complement-driven
disease: a triad of key endpoints
 
C3 glomerulopathy (C3G) and primary immune complex-mediated
membranoproliferative glomerulonephritis (IC-MPGN) are rare,
heterogeneous diseases characterised by dysregulation of the
complement pathway and deposition of complement component C3
and its breakdown products in the glomeruli.1,2 Left untreated, chronic
complement dysregulation and inflammation cause scarring and
irreversible kidney damage.3
 
While complement dysregulation can originate at various levels of the
cascade, C3 is central to disease pathophysiology, and excessive
accumulation of C3 deposits in the glomeruli leads to glomerular
inflammation and scarring.2–4 Animal models of disease demonstrate
that preventing C3 activation halts C3 deposition and prevents C3G
development.5 

 
Until recently, management of C3G and primary IC-MPGN has focused
on supportive care – controlling proteinuria, blood pressure, and
inflammation – without targeting the underlying complement
dysregulation driving the disease.1,6,7 Despite this, approximately 20% of
children progress to kidney failure within 10 years of diagnosis.8 Renal
transplant is non-curative: 55% of paediatric patients experience
disease recurrence within 5 years,9 leading to high rates of allograft loss
compared with other forms of glomerulonephritis.10 
 
In search of disease-modifying treatment, the 2024 Kidney Health
Initiative (KHI) expert panel concluded that a favourable effect on all
three key endpoints (proteinuria reduction, histopathological
improvement, and estimated glomerular filtration rate stabilisation)
demonstrates evidence for effective treatment and may predict
reduced risk of kidney failure long term.11 This expert-led understanding
of treatment outcomes sets a clinically meaningful standard to guide
medical discovery. Sobi is proud to be a committed partner at the
forefront of advancements in rare renal diseases, providing hope for
individuals living with these conditions.
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The IPNA 2027 Congress in Kyoto, Japan, will bring together the
global pediatric nephrology community in a setting that reflects both
tradition and innovation—an ideal environment for advancing our shared
mission to improve kidney health for children worldwide. As one of the
most important international gatherings in pediatric nephrology, the
Congress will provide a unique forum for scientific exchange, education,
and collaboration among clinicians, researchers, trainees, and partners
dedicated to the care of children with kidney disorders.
 
A central strength of the Congress will be the opportunity to deepen
collaboration with industry partners who share our commitment to
improving outcomes for children affected by kidney disease. Meaningful
partnerships between clinicians, scientists, and industry have become
increasingly important as we work to translate scientific discovery into
effective diagnostics, therapeutics, and technologies. By fostering
thoughtful and responsible collaboration, we can accelerate innovation,
support the development of new treatments, and expand access to
care for children across diverse regions of the world.
 
The meeting will also highlight the importance of global partnership—
bringing together expertise from many countries and disciplines to
address the complex challenges faced by children with kidney disease
and their families. Through open dialogue, shared learning, and
collaborative research, we can continue to advance the science and
practice of pediatric nephrology.
 
Together, these efforts hold the promise of shaping a future in which
children with kidney disorders benefit from earlier diagnosis, more
effective therapies, and healthier lives.  Please click here [add link to
more information about the Congress on IPNA website] for more
information to this upcoming eventful Congress!
 

John D Mahan, MD
IPNA Treasurer
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