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From Anngen to Iurgered Thm apy l !
Move beyond “primary vs secondary” MN - Integrate clinical parameters with anti-PLAZ2R titre/kinetics.
An antigen-based classification guides evaluation and prognosis. Stratify risk to decide timing and intensity of therapy.
ANTIGEN ASSOCIATIONS / NOTES
PLAZR + Classic primary MN LOW RISK + Proteinuria <3.5 g/day
(~70-80%) = Strong association with malignancy Low risk of progression * Normal albumin
» Titres correlate with disease activity * Stable eGFR
* Low / negative anti-PLAZR
THSD7A * More common in females : * Proteinuria 3.5-8 g/day
(-5-10%) * Often malignancy associated g. MODERATE RISK + Albumin 2.5-3.0 g/dL
Intermediate risk » Stable or slowly | eGFR
NELL1 H;';? " * Frequently malignancy associated _ * Rising or persistent anti-PLA2R
(=3-5%) 9%+ May occur with PLA2R i | .
HIGH RIS * Proteinuria >8 g/day
EXT1/EXT2 » Genetic associations : I igh ri v i oy S
- e ; DH] High risk of progression « GFR | or declining
e e « High and persistent anti-PLA2R
?"th::spcnm * Antigen discc?vvery islevrtlving VERY HlGH RlSK « Nephrotic syndrome + eGFR <60
NT:.GL.HTRAI,I B Comprehe.‘nswe testing in Very high risk of « Rapid eGFR decline
NCAM1, etc. HNCHgii BN kidney failure * Very high / rising anti-PLAZR
Q Know the antigen — Look for the association — O Treat the patient, the risk and the antibody -
A Guide the evaluation not proteinuria alone.

RESISTANT MEMBRANOUS NEPHROPATHY o EVOLVING B CELL THERAPIES - OBINUTUZUMAB

Differentiate persistent proteinuria from true immunological resistance. A type-ll anti-CD20 monoclonal antibody with potent B-cell depletion.
[ Immunologir al Proteinuria may take Clinical . _ Stronger direct
s 6 - 18 months (or more) Ropanss Obinutuzumab 7 Becellkiling EVIDENCE SO FAR
(anti-PLAZR ) | to decline (proteinuria ) (Anti-CD20) "=- (ADCC & CDC) 008 muliibnine Sihast
——— Q P, & (refractory MN)

. Macrophage

() TRUE IMMUNOLOGICAL RESPONSE (3 TRUE RESISTANCE

& ke | | DS

compared to Overall clinical
 Anti-PLAZR falls to low / negative o Persistent high / rising anti-PLAZR rituximab response
« Even if proteinuria persists despite adequate therapy _ \
. . k of i ical i
« Continue therapy / observe W ohmrmmlogm il “1 Effective in 82 1 %
* Remission likely with time * Consider chenge / intenaification A rituximab-resistant / g ¥ £
of therapy ” refractory MN Achieved anti-PLA2R

< 2 RU/mL
Monitor anti-PLAZR titres at baseline and serially -

The antibody is the best early marker of response. E kol i:gg:x:;rg::::::::tﬁ b

TAKE-HOME MESSAGES

Identify the antigen Stratify the risk 57 Monitor the antibody Address true resistance Evolving therapies

-
It refines diagnosis and d Use proteinuria, albumin, /-] Immunological remission LI Lok at the antibody, ll\ B-cell targeted options like
guides search for eGFR trend and E] .l precedes clinical remission - not,mme Obinutuzumab are expanding
associated conditions. anti-PLAZR titre/kinetics. be patient, be precise. our armamentarum.

e.::r. Antigen-driven approach « Risk-adapted therapy « Early immunological targets « Better outcomes

“Understanding the antigen. Measuring the antibody. Treating the patient.” )))




