EXTRACORPOREAL NEPHROLOGY GROUP [ECNG]

LUPUS RENAL FLARE

DR VILESH VALSALAN

CONSULTANT NEPHROLOGIST AND TRANSPLANT PHYSICIAN
ACADEMIC CORDINATOR - ECNG



INTRODUCTION

30-50% patients relapse .Every flare causes nephron loss. Repeated flares

increase CKD.

Combining anti —ds DNA ,C3,C4 and anti —C1q improves prediction of

proliferative renal flares.
Higher activity index on repeat renal biopsy is indicative of future renal flare .

Elevated urinary biomarkers [MCP-1 CD 163,adiponectinPFR , aVCAM-1] predicts

future renal flares despite clinical remission.

Renal biopsy indicated diagnostic uncertainty, unexplained deterioration ,when

need of escalation of immunosuppression.



Test for ANA by immunofluorescence
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Apply the EULAR/ACR 2019 criteria using the attribution algorithm
(best combination of sensitivity and specificity)
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Clinical SLE *

Within each domain, only the highest weighted criterion is counted

Clinical domains
Constitutional
Fever
Hematologic
Leukopenia
Thrombocytoparns
Autoimmune hemolysis
Neuropsychialric
Delrium
Psychasis
Seizure
Mucocutsneous
Non-scarring slopeca
Oral uicars
SCLE ORDLE
ACLE
Immunology domains
Complement proteins
Low C3 OR low C4
Low C3 AND low C4 4
SLE-specific antibodles
AntdsDNA OR antiSmantbody 6
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Serosal

Pleural or penicardial effusion

Acule paricanditis
Musculosheletal

Joint involvement
Renal

Profeinuria »0.5¢/24n

Renal blopsy Class |l or V LN

Ranal blopsy Class Il or IV LN

Clinical score: 039

Antiphospholipld antibodies
Anti-cardiolpin antibodies OR
Anti-82GP1 antbodies OR
Lupus anbcoagulant

Immunological score: 0-12

Total EULAR/ACR 2019 score: 0 (minimum) to 51 (maximum)

* Consider also non-criteria features (eg, Raynaud's,
myocarditis, atypical rashes)

* A negative ANA test cannot rule out SLE diagnosis
* Upto 20% of patients may be negative (true or false negative) at
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DIAGNOSTIC ALGORITHM

Fanouriakis A, Tziolos N, Bertsias G, et al
Update on the diagnosis and management of systemic lupus erythematosus
Annals of the Rheumatic Diseases 2021;80:14-25.

various stages of the disease



Lupus Nephritis

diagnostic kidney biopsy

flares risk stratification

RISK FACTORS

r
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baseline risk factors

modifiable risk factors

* young age (<30 years)

* male sex

* African-American race

+ delay in initiation of treatment
» anti-RNP

« anti-Ro/SSA

* proteinuria >2 g/24hr

« serum Cr =1.5 me/d]

* hemoglobin <27%
* activity index =10

+ tubular atrophy and interstitial
fibrosis

* Extra-renal lupus activity

* Renal response

* Lupus serology

+ Choice of treatment

+ Duration of treatment

+ Use of HCQ

* Adherence to treatment

+ Residual histological activity

Banos A, Bertsias G. Curr Rheumatol Rep. 2023;25:183-191



TREATMENT

KDIGO Lupus Nephritis Work Group. Kidney Int. 2024,;105(1S):51-569



MAINTAINENECE THERAPY

Prednisone tapered down
to <5-7.5 mg/d

First choice If mycophenolic acid analogs

or azathioprine
not tolerated

Mycophenolic acid analogs: Azathioprine Tacrolimus trough approximately 4-6 ng/ml
mycophenolate mofetil 1-2 g/d or o mg/kg/d ¥ (5-7.4 nmol/l) or cyclosporine A trough
mycophenolic acid 720-1440 mg/d approximately 60-100 ng/ml (50-83 nmol/l)
or mizoribine 3 mg/kg/d

KDIGO Lupus Nephritis Work Group. Kidney Int. 2024,;105(1S):51-569



Recurrent Flare vs. Refractory Disease: A Critical Distinction
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Recurrent Flare

Definition: Re-emergence of
clinical/histological activity after a period
of documented remission.

Action: Re-induce based on prior
response, switch drug classes, or add
novel agents.
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Refractory Disease
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- Definition: Failure to achieve significant

response despite adequate duration and
dose of therapy.

L. The Trap: Before calling it refractory,
you MUST rule out:
1. Medication non-adherence.
2. Sub-therapeutic drug levels.
3. Chronic irreversible damage (scarring
mimicking active disease).

Action: Biopsy essential. If chronic damage,
STOP escalating immunosuppression.
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REFRACTORY LN - TREATMENT

Criteria for complete or partial remission not met after 6 to 12 months of NEWER TREATMENT
induction therapy OPTIONS:
2§
Assess adherence to therapy (mycophenolate levels if no MMF/prescription .
refill monitoring) e CART cells expanded in

Review prescribed therapy to ensure this follows guideline directed dosages : ;
Repeat renal biopsy to exclude other renal lesions and to assess for chronicity VIVO, led to dee P de p| etion

or significant persisting glomerular or interstitial inflammation of B cells, improvement of

j—

.le clinical symptoms and
Refractory lupus nephritis normalization of laboratory
@ parameters including
= seroconversion of anti-
double-stranded DNA

antibodies.

Switch between MMF and CYC or vice versa

=
3

Consider:

RTX as additional or alternative therapy or
Combined CNI multitarget therapy or

Prolonged courses of intravenous pulsed CYS or
Entolment in clinical trials

* Chen YE, et al. Value of a complete or partial remission in severe lupus
nephritis. Clin J Am Soc Nephrol. 2008;3:46-53.



Master Treatment Algorithm: Suspected LN Flare

&

Start: Confirmed rising proteinuria / active sediment.

!

Checkpoint: Adherence verified? Supportive care maximized?

‘ If Yes

Decision: Biopsy (Yes/No based on criteria)

Branch 1: Mild / Proteinuric / Class V

'

Maximize RAASI/SGLT2i

!

Add CNI (Voclosporin) or MMF

Branch 2: Severe / Nephritic / Class lll/IV

¥

Check prior therapy

If prior MMF -> Switch to CYC
or Belimumab + standard care.

If prior CYC -> Switch to
MMEF or novel combination.

Refractory Loop: If failing, evaluate for chronicity vs
alternative targeted agents (Anti-CD20).




Effect of Belimumab on Preventing de novo

Renal Lupus

" Nephritis-naive
- SLE patients

Data from five phase
Il clinical trials of
belimumab in SLE

Evaluation of

Efficacy of
Belimumab in
preventing

de novo renal
flares

Renal flare
triggers in
nephritis-naive
SLE patients

KI REPORTS

Kidney International Reports

Flares

N: 1844
Duration: 52 Wks

Placebo

d

SLE: Systemic lupus erythematosus

Parodis | et al , 2023

Visual abstract by
Dr Vali PS, MD DM

W @DrPVali
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INTERNATIONAL SOCIETY
OF NEPHROLOGY

RESULTS

1.4% developed a de novo renal flare

Association with de novo renal flares

v Asian Anti-dsDNA ' © Prednisone
“ooorngin levels dose
(P=0.001) (P=0.008) P=0001)

Hazard of de novo renal flare

3 Low dose IV .. Subcutaneous A Labelled
Belimumab ™ Belimumab IV dose
3-fold lower hazard Lower hazard No clear protection
(P=0.004) (P=0.003) (P=0127)

Conclusion: We corroborated the substantial vulnerability of the Asian SLE
population to renal affliction. Add-on low-dose IV belimumab (1 mg/kg) and SC
belimumab appeared protective against renal flares in nephritis-naive SLE
patients. The approved IV dose (10 mg/kg) yielded no clear protection.
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