ISA NEPHROPATHY

As many as 13 out of every 1 million people in the United States are
diagnosed annually with IgA nephropathy.!

5
Presentation can include but Up to 40% of patients with
is not limited to>*: IgA nephropathy progress to
e Microscopic to gross hematuria kidney failure 10 to 20 years
e Varying levels of proteinuria after diagnosis.® vy
e Presence or absence of
hypertension -

Patients with a high risk of progression in
IgA nephropathy have persistent proteinuria
>0.75 to 1 ¢/day despite 23 months of
optimized supportive care.®

IMPACT ON PATIENTS

For patients with IA nephropathy,
life outside your office can be more
challenging than imagined.

‘ You may look well on the outside.
Inside, you feel as if you are filled
with lead. Even getting out of bed to
get a drink of water can be difficult

on a bad day.’ ,,

Patient quote from an externally led focus
group held by National Kidney Foundation
with 94 patients with IgA nephropathy or
caregivers on behalf of patients.

In patients with IgA nephropathy, additional
strategies are needed to help achieve a comprehensive
and personalized approach to the management
Y of their disease™'®
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IN ISA NEPHROPATHY

THE COMPLEMENT SYSTEM!:

MULTI-HIT HYPOTHESIS ALTERNATIVE PATHOPHYSIOLOGY

of ISA NEPHROPATHY®¢ OF C3G13-2
3

HIT 1: increase in galactose-deficient _ GENETIC OR ACQUIRED
igA1 antibodies FactorBisa ABNORMALITIES of complement

key component |
of alternative regulatory proteins

HIT 2: induction of autoantibody C3b pathway activation??

production

FACTORB
UNCONTROLLED ACTIVATION

HIT 3: Autoantibodies and antibodies of the alternative pathway: the primary

bind to form immune complexes driver of disease

Amplification loop

powers cyclical Factor D is an
activity throughout the enzyme that

complement system?3# facilitates
HIT 4: Immune complex deposition in oroduction of C3 DEPOSITION in the glomerular

the mesangium activates the complement C3 convertase!3 mesangium and along capillary walls
system via the alternative pathway (or, less

often, the lectin pathway) FACTORD

C3b DISRUPTED KIDNEY FUNCTION:
c3 iInflammation, generation of the MAC,
CONVERTASE and release of inflammatory mediators

THE COMPLEMENT SYSTEM

cS
CONVERTASE

cS

3
MAC DEPOSITION

KIDNEY INFLAMMATION AND KIDNEY DAMAGE??

C3G, complement 3 glomerulopathy; MAC, membrane attack complex.
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COMPLEMENT 3
GLOMERULOPATHY

C3G can be challenging to Approximately 50% of
diagnose and distinguish patients progress to kidney
from other more common failure within 10 years of
glomerulonephritis.®**%*>* diagnosis.”****°

EXPERT BIOPSY ANALYSIS

Timely analysis by an expert pathologist
is essential to confirmatory diagnosis
and early intervention.?>2628

In biopsy, C3 accumulation appears as?>2°:

intensity of C3 staining =2 orders of

maghnitude vs other immunoreactants IMMUNOFLUORESCENCE
C3-DOMINANT STAINING

no to IOW presence Of immunoglobulin Image Credit: Martin B, Smith RJH. C3 Glomerulopathy.
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