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5. Methods

Randomization

Once full eligibility was confirmed, patients were randomly assigned, in a 1:1 ratio, to receive
NIAT plus rituximab or NIAT only for 6 months (Figure 1) by the investigator. Patients were
assigned to groups centrally through computer-generated block randomisation (size 4)
prepared by URCEST. Data assessors were blinded to treatment allocation and SAEs were

monitored by an independent organization.

Role of the funding source

The funder was the French Ministry of health (PHRC, AOM10089), and the sponsor was
Assistance Publique —Hopitaux de Paris. Hoffmann-La Roche provided rituximab for the
study. The funders of the study had no role in study design, data analysis, data interpretation
or writing the report. The corresponding author had full access to all the data in the study and
had final responsibility for the decision to submit for publication.

Anti-PLA2R autoantibody (PLA2R-Ab) evaluation

After sampling, all sera were immediately aliquoted, frozen and stored at —20° C. They were
thawed only at the time of ELISA measurements. Previously unfrozen samples were never
used for the tests. After thawing, all serum samples were tested for the presence of anti-
PLA2R total IgG antibodies using the quantitative ELISA test commercialized by
Eurolmmune AG (Lubeck, Germany). In brief, sera diluted to 1:100 were incubated with
PLAZ2R already coated microplates and detected by incubation with antihuman IgG HRP
conjugate. The final concentrations for each sample were calculated from the calibration
curve extinction values plotted against the concentration for each calibrator. ELISA cut-off
values were established according to manufacturers’ protocol and the results were considered
as negative for <14 RU/ml and positive for > 14 RU/ml. The coefficients of variation (CV)
were assessed by using 3 selected serum samples covering the measuring range. The intra-
assay and inter-assay CVs were based on 20 measurements for each serum in one set or on
threefold replica in ten sets, respectively. In our laboratory, the calculated intra and inter-
assay CVs are <4% and <9%, respectively. Up to five freeze/thaw cycles were found not to
affect PLA2R-Ab binding by ELISA. All sera at the various time points were assessed in
triplicates at the same time in the same ELISA run to allow optimal comparisons of antibody
titre.



6. Table S1: Lipids, body weight and need for diuretics at baseline and during follow-up

in the 2 treatment groups.

NIAT-rituximab

NIAT group
Characteristics group (N=38) P Value
(N=37)

Triglycerides—mmol/L

Baseline 1.9[1.3;3.0] 2.2[1.6;3.1]

3 months 1.9[1.1;3.1] 2.1[1.6;3.0] 0.3315

6 months 1.9[1.3;2.5] 1.8[1.4;2.6] 0.7682
LDL cholesterol-—mmol/L

Baseline 4.4[3.3;5.9] 53[3.4;6.9]

3 months 4.0[3.4;5.5] 491[3.6;7.2] 0.1835

6 months 3.5[2.7;4.5] 3.5[2.9;5.2] 0.6851
Total cholesterol—mmol/L

Baseline 7.1[5.5;8.7] 7.5[6.2;9.5]

3 months 6.6 [5.6 ; 8.2] 7.4 [5.8;10.5] 0.1894

6 months 59[4.9;6.9] 6.2[5.4;7.0] 0.4752
Body weight--kg

Baseline 76.0 (70.0; 85.0) 76.5 (67.0 ; 85.0)

3 months 76.6 (72.0 ; 84.0) 76 (65.0 ; 86.0) 0.8574

6 months 78.0 (72.0 ; 84.0) 77.4 (67.0; 85.0) 0.9490
Diuretics

Baseline 32 (86.5) 32 (84.2)

3 months 31 (83.8) 30 (78.9) 0.5910

6 months 31 (83.8) 29 (76.3) 0.4189




7. Table S2: Prognosis factors of KDIGO remission at 6 months (end of RCT)

Complete or Partial remission (n=21/75)

Characteristics Univariate Multivariate

Odds ratio P-value Odds ratio P-value

95% CI) (95% CI)

(
Treatment (NIAT-rituximab vs. 2.0(0.7;5.7) 0.1781 2.1(0.7; 6.4) 0.2128
NIAT)
Age 1.0(1.0;1.0) 0.7861 1.0(1.0;1.1) 0.2845
Female gender 0.6 (0.2; 2.0) 0.4243 0.6 (0.2;2.3) 0.4814
Proteinuria 1.0(1.0; 1.0) 0.8046 1.0 (1.0; 1.0) 0.8358
Serum albumin 0.7 (0.2 ; 2.0) 0.4691 0.7(0.2:2.2) 0.4964
Serum creatinine 0.9(0.8;1.1) 0.3480 0.9(0.8:1.1) 0.1753
PLAZ2R-ADb at baseline < 275.5 4.1(1.1;15.7) 0.0378 4.3(1.1:17.3) 0.0424

RU/mL




8. Table S3: Prognosis factors of KDIGO remission without modification of treatment assigned at randomization.

Complete or Partial remission (n=37/75)

Characteristics

Univariate

Multivariate

OR (95% CI) P-value OR (95% CI) P-value
Treatment (NIAT-Rituximab vs. 3.5(1.7-9.2) 0.009 41(1.4;12.2) 0.0095
NIAT)
Age 1.0 (1.0-1.0) 0.7914 1.0 (1.0; 1.1) 0.6377
Female gender 0.7(0.3-1.9) 0.5007 1.0(0.3;3.1) 0.9906
Proteinuria 1.0(1.0-1.0) 0.2508 1.0 (1.0 ; 1.0) 0.2758
Serum albumin 1.2 (0.5-3.1) 0.6856 1.3 (0.4 ; 3.9) 0.6262
Serum creatinine 1.0(0.9-1.1) 0.8778 1.0(0.9;1.1) 0.5060
PLA2R-Ab at baseline < 275.5 3.8 (1.4-10.9) 0.0110 3.5(1.1;10.7) 0.0296

RU/mL




