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1) Title

Efficacy of chimeric monoclonal anti-CD20 antibodies (Rituximab Biosimilar) in the treatment of childhood
steroid-dependent nephrotic syndrome and development of cell biomarkers predicting outcome. The RTX 4
trial.

2) Trial Registration
Intended registry:
Eudact: 2018-001042-33
Protocol code: RTX4

3) Protocol Version
Version N. 2, February 8", 2019

4) Funding
The Institute Giannina Gaslini (trial sponsor) will provide logistic and financial support to the trial through
grants from the ministry of health (‘Ricerca finalizzata- Italian researcher abroad’ PE-2016-02361576).

5) Roles and responsibilities
5a) Names, dffiliations, and roles of protocol contributors:
Dr. Gian Marco Ghiggeri MD; Division of Nephrology, Dialysis, Transplantation, Giannina Gaslini Children’s
Hospital, Via Gerolamo Gaslini 5, Genoa, 16148, Italy. Study concept and design.
Dr. Emma Francesco MD; Division of Nephrology and Urology, Ospedale Pediatrico Bambino Gesu, Roma.
Study design, recruitment and clinical trials.
Dr. Francesca Lugani MD, PhD, Division of Nephrology, Dialysis, Transplantation, Giannina Gaslini Children’s
Hospital, Via Gerolamo Gaslini 5, Genoa, 16148, Italy. Recruitment, clinical trials, database.
Gianluca Caridi, PhD, Division of Nephrology, Dialysis, Transplantation, Giannina Gaslini Children’s Hospital,
Via Gerolamo Gaslini 5, Genoa, 16148, Italy. Methodologies, molecular and cellular studies.
Dr. Pietro Ravani, MD, PhD, Department of Medicine and Institute of Public Health, University of Calgary,
Alberta, Canada. Study design, statistical analysis, randomization.
5b) Name and contact information for the trial sponsor
Name: Istituto Giannina Gaslini IRCCS, Scientific Direction
Contact: Via G. Gaslini 5, 16148 Genoa, Italy. Phone +39 010 56362461; email direzionescientifica@gaslini
5c) Role of study sponsor and funders, if any, in study design
The study sponsor had no role in the study design and protocol development of this study. The sponsor will
not have any role in the collection, analysis or interpretation of the data, or in the writing of report for
publication. The researchers have complete independence from the sources of funding in all aspects of this
study
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5d) Composition, roles, and responsibilities of the coordinating centre, steering committee, endpoint
adjudication committee, data management team, and other individuals or groups overseeing the
trial

The steering committee includes the principal investigator (Gian Marco Ghiggeri), the Co-Pl (Francesca
Lugani) and Drs. Francesco Emma and Pietro Ravani, as well PhD Gianluca Caridi. External members
will serve as data-safety and monitoring board (Giovanni Candiano PhD and Alba Carrea PhD and
Antonella Trivelli MD with expertise in methodology and clinical management). We have appointed a
blinded End-Point Adjudication Committee (EPAC) to ensure an ongoing review of all of the relevant
data relating to each subject and to establish whether or not an end-point has occurred (Drs. Giorgio
Piaggio and Enrico Verrina). The data manager is Francesca Lugani, MD, PhD.

6) Introduction

6a) Background

Idiopathic nephrotic syndrome (NS) is characterized by proteinuria and hypoalbuminemia associated with
dyslipidemia and hypercoagulability. Oral corticosteroids are the cornerstone of therapy and induce disease
remission in approximately 90% of cases (1). However, up to 85% of patients relapse and many develop
steroid dependence (SDNS), requiring prolonged dose of steroids to maintain remission. Clinical practice
guidelines (KDIGO) suggest using low-dose prednisone to maintain remission in SDNS (ev. 2C-D) and
Mycophenolate Mofetil (MMF) or calcineurin inhibitors (CNI) as corticosteroid-sparing agents for children
who develop steroid adverse effects (ev.1B)(1). Given the toxicity of all these drugs (steroids, CNI and
MMF), there is a need to investigate alternative options. Recent evidence support the use of chimeric anti-
CD20 monoclonal antibodies in simple SDNS (2) and in patients dependent to a multi-drug approach (3-4).
Between 2013 and 2015 we carried out a randomized clinical trial comparing the efficacy of RTX with the
new humanized anti-CD20 antibodies Ofatumumab (OFA2) (5). At that time, OFA was in phase llI clinical
trials for the treatment of chronic lymphocytic leukemia and for rheumatic disorders (6-7) and it was under
evaluation in severe forms of NS unresponsive to drugs (OFA1) (8-9). Both OFA1 and OFA2 failed to prove
superiority of Ofatumumab over RTX in both SDNS and in resistant forms (personal observation, see Fig 1).
In the meantime, consolidated results on 400 treatments also showed comparable side-effect profiles of
both drugs (10). Finally, starting from June 2018, a new biosimilar RTX is available reducing by 50% the
economic balance of the treatment.

6b) Rationale

Nephrotic syndrome is considered a disease caused by an interplay of immunological stimuli with adaptive
immunity(CD80/CD40) as trigger and Treg in the mid between co-stimulatory molecules and effectors (11).
Blocking CD20 maturation is also beneficial in patients with NS suggesting a main role of these cells in
regulating the system (12). In the last five years, the anti-CD20 mAb Rituximab has emerged as an effective
therapy for idiopathic NS especially in children (8), first for the treatment of difficult cases, i.e. as steroid
sparing drug in children with a multidrug dependence(2,3) and only recently in patients with simple steroid
dependence (4). When used early in the course of SDNS (in children maintained in remission with high-dose
steroids alone), a single infusion of Rituximab allows remission off-therapy for one year in 80% of cases (8).
In 2015, a new anti-CD20 mAb (Ofatumumab, OFA) has been licensed for human use. It is a completely
humanized antibody that was supposed to be more effective in treating NS than RTX and also to reduce the
risk of infusion reactions. This drug was proposed also to treat forms of NS resistant to Rituximab (8).
Contrary to any expectation, RTX was not inferior to OFA in treating multidrug-dependent (personal
observations) and resistant NS (9) nor the later showed a limited side-effect profile to justify its use in
clinical settings (see below). Therefore, the objective is now to discover whether RTX is better than, the
MMF benchmark proposed by KDIGO, and also to seek for less expensive formulation of RTX now available
as biosimilars of the original formula.Preliminary data:
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Our current proposal is based on most recent progress showing non inferiority of RTX versus OFA in
treating NS. Actually, the humanized anti-CD20 mAb OFA was developed based on the idea that the
chimeric structure of RTX may limit its efficacy. Two randomized controlled phase 2 trials in patients with
rheumatoid arthritis non responsive to methotrexate showed safety of OFA and demonstrated clinical
benefits only utilizing doses of OFA double than RTX (1,500 vs 650 mg 1,73 m2) (6,7). Recent results in two
small series of children with steroid resistance who did not respond to Rituximab therapy indicated that the
new anti-CD20 OFA may induce disease remission (9,10) but the beneficial effect seems to be limited to
patients with normal renal function and it is dose-dependent (10). The advantage, in this case, was
obtained when OFA was given in very high amount (i.e. 8 gr in 4 administrations) that represent 12 times
the median dose of RTX. We considered that these doses are too high and go behind the safety profile of
the drug (10). Based on these concerns, two randomized clinical trials (OFA1 and OFA2) have been designed
in 2015 at our Institutions (Clinical Trials.gov NCT02394119 and NCT02394106), one comparing RTX and
OFA in multidrug dependent NS and the other seeking on a blind basis and effect of OFA at the usual dose
of 1,500 mg 1,73 m2 versus placebo in more severe forms of NS resistant to all drugs. The results clearly
indicate no superiority of OFA in the former case (OFA2) and the second failed to show improvement of
proteinuria (see attachment 2).

A second important evolution reached in 2018 was the demonstration, obtained after having performed
400 treatments, that the safety profile of RTX and OFA are similar (10) meaning that the humanized
structure does not determine any significant clinical advantage as concerns side effects.

Finally, some of us have investigated B cell subset reconstitution following Rituximab and have identified
reappearance of memory B cells as an early accurate predictor of relapse In this application we propose the
RTX4 trial to compare the efficacy of biosimilar RTX vs. MMF in patients with SDNS. The analysis of
lymphocyte subset reconstitution following anti-CD20 infusion and the identification of predictors of
clinical outcome are two ancillary aims of the project.

Fig 1 to support preliminary data
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Figure 1. Kaplan Meir analysis comparing the outcome in respect of proteinuria, of 140 children affected

by multidrug dependent nephrotic syndrome and randomized to OFA or RTX treatments. On the y axis

it is reported the percent of pts still in relapse, the time in months it is reported on the x axis. RTX was given
e.v. at 375 mg m2, OFA was given at 1,500 mg 1,73 m2.
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6c) Expected benefits

Nephrotic syndrome dependent on steroids has been historically treated with MMF and/or with CNI. In last
few years, we introduced the anti-CD20 mAb Rituximab and obtained remission for 12-24 months following
a single infusion (8). However, more infusions may be necessary in more complex children. Biosimilar RTX
has been recently made available and represents a potential candidate for treating patients presenting
dependence to drugs. Ofatumumab is easy to handle, has resolvable side effects at infusion and may have
advantages over classical MMF and CNI in terms of long-term side effects (i.e. gastro-intestinal for MMF
and nephrotoxicity for CNI). Innovation is considerable also in consideration that RTX is infused once a year
and does not require a daily administration which reduces compliance in the long-term.

Finally, costs should be remarkably reduced. If we compare one infusion of RTX per year versus one year of
daily MMF the costs are 1280 €/year (full price) for RTX and 1800 €/year for MMF.

7) Aims:

7a)Specific Aim 1:

Primary: to test whether Rituximab is able to achieve and maintain drug-free disease remission in patients
with steroid-dependent nephrotic syndrome at 12 months. This outcome will be compared to MMF, the
drug recommended by Clinical Practice Guidelines (KDIGO) as benchmark of the treatment. The objective of
the proposal is therefore to test whether Rituximab is superior to MMF in maintaining oral drug-free
disease remission (complete or partial remission) for 12months in patients with SDNS.

Secondary: to reduce the risk of relapse in a longer follow-up of 24 months in the same group of patients.
Tertiary: to compare the economic balance between biosimilar RTX and MMF.

7b) Specific Aim 2:

To confirm a low clincal the occurrence of side-effects in the short (30 days), mid (90 days) and long-term
periods (2 years).

7c) Specific Aim 3:

To analyze B and T cell lymphocyte subsets pre and post-therapy with Rituximab in order to study
reconstitution of immune competence in these patients versus patients treated with MMF and to identify
biomarkers of response to Rituximab and predictors of disease relapse.

8) Experimental Design

8a) Experimental Aim 1:

The RTX4 trial is an open-label, two-parallel-arm, controlled and randomized clinical trial testing the
superiority of RTX over MMF in maintaining steroid free disease remission in patients with SDNS. Eligible
participants are children and young adults (age between 3 and 24 years) with nephrotic syndrome who are
dependent on prednisone 0.3-1mg/Kg/day and have received prednisone for at least six months before
enrolment. Previous treatment with MMF will be allowed. All participants will enter a 45 days run-in
period, during which children treated with steroids alone will start MMF 1,200 mg/1,73 sqm orally in 2 daily
doses and will taper steroids after 15 days by 0.3 mg/kg per week until complete withdrawal. Patients
already receiving MMF alone will continue the treatment. During the same period, instruction on urine
collection and dipstick readings will be carefully reviewed and compliance assessed. After run-in period,
children will be randomized to either the intervention arm (Rituximab, 375mg/m?) or the comparator arm
(continuing or starting MMF). In the intervention arm, 1 month after infusion MMF will be decreased by
50% and withdrawn within 2 additional weeks, whereas MMF will be maintained in the comparator. All
patients will be followed for up to 24 months. In case of relapses during this period (see outcome section
for definition) patients will be treated with oral prednisone (60 mg/sqm day). Following remission, steroids
will be maintained at the initial dose for 7 days and then tapered off by 0.3 mg/kg per week until complete
withdrawal in patients of the MMF arm. Patients of the intervention arm will instead be treated with
another infusion of RTX (same dose) immediately following steroid-induced remission. After infusion of
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RTX, steroids will be maintained at the initial dose for 7 days and then tapered off by 0.3 mg/kg per week
until complete withdrawal. In this way relapsed patients in both arms will receive the same cumulative
dose of prednisone. In case following relapse of proteinuria patients fail to respond to prednisone (they will
terminate the study and be considered as treatment failure). The study allows drop-in from one arm to the
other after 3 relapses (i.e., investigators will be allowed to use RTX in the comparator arm and vice versa
MMF in intervention arm). The economic balance will be calculated on the basis of RTX doses needed to
maintain remittance.

8b) Experimental Aim 2:

Participants will be randomized in a 1:1 ratio to the comparator or the intervention arm. A distant site, with
no clinical involvement in the trial will generate the randomization list using permuted blocks of size 2, 4,
and 6. Assignments will be stratified by age at recruitment >= 9 years vs. < 9 years). This choice is motivated
by the need to maximize the likelihood of balancing factors potentially affecting the effects of the
intervention on outcomes, which are associated with age (disease duration, age at onset, relapse history
and disease severity). Assignments will be notified electronically after obtaining signed consent (and assent
for participants capable of assenting). The staff members responsible for recruitment will request
randomization. Each patient will be given a unique study number, sent by email to the staff member
requiring randomization. One of the project leaders not involved in patient care (dr. P. Ravani) is
responsible for generation of the randomization lists and communication of the assighnments.

8c) Experimental Aim 3:

Mononuclear cells (PBMCs) will be characterized by flow cytometry according to the following cell panels:
Panel 1- CD3 PerCP-Cy5.5, CD4 BV421, CD8 BV510, CD56PE, TCR gamma-delta FITC, CD161 APC for the
quantification of CD3, CD4, CD8, NK and gamma-delta subpopulations; Panel 2 for Tregs: CD4 BV421, CD25
PE, CD127 FITC, CD39; Panel 3 for B cells: CD19 PE-Cy7, CD20 FITC, CD80 PE, CD86 APC; Panel 4 for memory
B cells: CD19Cychrome, CD24 PE, CD38 PE-Cy7, CD27 FITC, IgM-APC, IgD-APC-Cy7. Samples for cell analysis
will be obtained at the start of run-in (-45 days), at time 0 and after 3, 12 and 24 months; the same analysis
will be performed in case of relapse. In parallel, total 1gG, IgA and IgM levels will be assessed to evaluate
the effect of B cell depletion on antibody production.

9) Metodologies and statistical analysis:

Interventions will be administered during an in-patient setting at the Nephrology Units of the Giannina
Gaslini Children’s Hospital, Genoa and Bambin GesUu Hospital, Rome. Follow up visits will be performed at
the nephrology outpatient clinics of Giannina Gaslini Children’s Hospital and Bambin Gesu Hospital or, in
case of impossibility to reach these centres, by another nephrologist identified on the basis of geographical
reason.

Cell studies: Mononuclear cells (PBMCs) will be obtained from EDTA-peripheral blood by density
centrifugation using Histopaque 1077; immunofluorescence and flow cytometry will be performed by
accepted techniques using BD Fortessa Instrument equipped with Kaluza Software (Beckman Coulter).
Power analysis: we estimated that a sample of 160 participants (80 assigned to RTX and 80 to MMF) will
have a power of 80% to detect as significant at the two-sided p value of 0.05 a reduction in the risk of
relapse at two years from 0.5 to 0.25 (hazard ratio 0.5). We made these calculations assuming a rate of
withdrawal of 5% (which overestimates what we found in our previous studies).Statistical analysis: We will
use standard methods to describe sample characteristics by randomized intervention, using mean and
standard deviation, median and range, and frequencies as appropriate. We will describe and compare
survival times from randomization (time zero) to event occurrence (relapse) using the Kaplan-Meier
method and log-rank test; we will estimate the hazard ratio using Cox regression. Consistent with the
sample size estimation based on independent proportions, we will use logistic regression for primary
outcome comparison (risk of relapse at 24 months). We will use parametric survival models to estimate the
average time to relapse considering repeated events over follow-up as we have done in the past.
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10) Eligibility criteria:

Inclusion criteria:

To be eligible for inclusion into this study, participants will have to fulfil the following criteria:

- Age between 3 and 24 years

- Prednison dependent steroid syndrome 0.3-1mg/Kg/day and receive prednisone for at least six months
before enrolment. Steroid dependence is defined by two consecutive relapse during corticosteroid therapy
or within 14 days of ceasing therapy.

- Ability to provide consent and assent: parents’/guardian’s written informed consent, and child’s assent
given before any study-related procedure not part of the subject’'s normal medical care, with the
understanding that consent may be withdrawn by the subject any time without prejudice to his or her
future medical care.

Exclusion criteria:

Children will be excluded if any of the following criteria apply:

-Positivity to autoimmunity tests (ANA, nDNA, ANCA)

-Reduction of C3 levels.

-eGFR<90/ml/min/1,73 m2 valuated according to revised Bedside Schwartz Formula for patients between 2
and 17 years and with CKD-EPI Creatinine 2009 Equation for 18 years old patients.

-Pregnancy

-Neoplasm

-Infections: previous or actual HBV (with HBeAb positivity) or HCV infection

-CD20 B lymphocytes count <2,5%

-Treatment with Rituximab or cyclophosphamide in the last 6 months

11) Interventions

11a) Interventions for each group

Active Intervention and cointervention

-Drug Name: Rituximab biosimilar monoclonal anti-CD20 antibody

-Why: Anti-body/antigen interaction results in cell apoptosis and reduced CD20 positive cell related
activities (of note CD20 is mostly represented on B cells but also in Th17 cells)

-Materials: oral cetirizine, IV methylprednisolone, oral paracetamol prior to RTX infusion — to reduce
common reactions; RTX IV infusion.

-Procedures: methylprednisolone 2 mg/kg infused in 30’ IV diluted in 100 ml of normal saline (NaCl 0,9%);
oral paracetamol 15 mg/kg ; oral cetirizine 0,2 mg/kg prior to RTX infusion.

-Who provides: Gaslini Institute

-Who delivers: registered nurse

-How: RTX IV : for dosage between 100 and 250 mg Rituximab will be diluted in 100 ml of normal saline and
administered at 2 ml/h for the first 30’; 3 ml/h for the second 30’; 6 ml/h for the third 30’; 15 ml/h until the
end. For dosage between 260 and 500 mg Rituximab will be diluted in 250 ml of normal saline and
administered at 6 ml/h for the first 30’; 9 ml/h for the second 30’; 18 ml/h for the third 30’; 36 ml/h until
the end. For dosage between 510 and 1000 mg Rituximab will be diluted in 500 ml of normal saline and
administered at 9 ml/h for the first 30’; thereafter, the infusion rate can be doubled every 30 minutes up to
a maximum of 72 ml/h.

-Where: in Hospital

-When and how much: once; diluted in 1000 ml of normal saline.

-Tailoring: 375 mgm?2

-How well: expert nurse would assist administration

Istituto di Ricovero e Cura a Carattere Scientifico “GIANNINA GASLINI”
Via Gerolamo Gaslini, 5 16147 Genova — Italia
tel. + 39 010 5636 1 | www.gaslini.org

Versione n.2 del 08/02/2019



Satituts Gannina Gusline iy )

Comparator
-Drug Name: Mycophenolate Mofetil (MMF)

-Why: selective and reversible inhibition of inosine monophosphate dehydrogenase with inhibition that
particularly affects lymphocytes since they rely almost exclusively de novo purine synthesis

-Materials: MMF

-Procedures: MMF 1,200 mg/1,73 sqm orally divided in 2 daily doses

11b) Criteria for discontinuing or modifying allocated interventions for a given trial participant

The Investigator may withdraw a participant from the study at any time if this is considered to be in the
subject’s best interest.

Withdrawal is mandatory in the following situations:

- Serious hypersensitivity or allergic reaction during infusion.

- Investigator’s or child’s or parents’/legal tutor’s request.

11c) Strategies to improve adherence to intervention protocols, and any procedures for monitoring
adherence

RTX will be administered during hospitalization the protocol and does not provide strategies to improve
adherence to therapy.

11d) Relevant concomitant care and interventions that are permitted or prohibited during the trial

Any medications other than those excluded by the protocol, that are considered necessary for the subject
and will not interfere with the study medication, may be given at the discretion of the Investigator.

The Investigator will record all concomitant medications taken by the subject during the study from the
date of signature of informed consent, in the appropriate section of the CRF.

12)Expected outcomes:

The first expected result of the project is the demonstration that a single infusion of RTX is more likely than
MMF to maintain remission of NS for 12-24 months in children with primary SDNS. A second result of the
study will be based on the side-effects that RTX may induce, that we expect to be of low clinical impact. A
third expected result is the identification of biomarkers of response to RTX and evaluation of immune
competence in patients treated with RTX vs. patients treated with MMF. Taken together, these results
should move us forward in obtaining a personalized approach to the treatment of SDNS identifying the
optimal children to treat with anti-CD20 mAb.

13) Risk analysis, possible problems and solutions:

There are potential clinical risks linked with the infusion of RTX. Although side effects have been already
described, in most cases they resolved with minimal interventions (11). Other concerns may include the
feasibility of multi-center collaboration. However, Genoa and Rome have a track record of previous
networking, including in clinical trials. We consider that this network would allow an easy recruitment of
160 patients in two years, considering an estimate of 125-150/year new diagnoses of idiopathic NS in Italy
and almost 1200-1500 prevalent cases. The two units of the study (Genoa and Rome) are the major referral
centers in Italy for this clinical condition.

14) Participant timeline
See last page for time schedule of enrolment, interventions assessments, and visits for participants (Table
1).

15) Subjects completion or withdrawal

Subjects will be informed that they have the right to withdraw from the study at any time, without
prejudice to their medical care, and that they are not obliged to state their reasons. Any withdrawal must
be fully documented in the CRF and source documents, and should be followed up by the Investigator.
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A subject will be considered a “completer” when she/he has completed all study procedures and
assessments up to the Month-12 visit (primary endpoint) and Moth-24 visit (secondary endpoint).

The Investigator may withdraw a subject at any time if this is considered to be in the subject’s best interest.
Withdrawal is mandatory in the following situations:

- Pregnancy.

- Significant worsening of renal function.

- Onset of malignancy.

- Serious hypersensitivity or allergic reaction.

- Any other serious adverse event.

- Serious intercurrent illness.

- Administrative reasons, or

- Investigator’s or subject’s or parents’/legal tutor’s request.

16)Methods: Assignment of interventions

Participants will be randomized in a 1:1 ratio to the comparator or the intervention arm.

A distant site with no clinical involvement in the trial will generate the randomization list using

permuted blocks of size 2, 4, and 6. Assignments will be stratified by age at recruitment >= 9 years vs. <9
years). This choice is motivated by the need to maximize the likelihood of balancing factors potentially
affecting the effects of the intervention on outcomes, which are associated with age (disease duration, age
at onset, relapse history and disease severity).

Assignments will be notified electronically after obtaining signed consent (and assent for participants
capable of assenting). One of the project leads not involved in patient care (Dr. P. Ravani) will generate the
randomization lists.

17)Methods: Data collection, management, and analysis

17a) Data collection methods

17a.1) Plans for assessment and collection of outcome, baseline, and other trial data

Study visits will occur at baseline, after 1 month and every three/six months thereafter, unless
complications or relapses will occur. Determination of 24 hours proteinuria at baseline and after 6, 12 and
24 months will be performed at a central laboratory (in order to assess the primary and secondary
outcome). Dipstick for proteinuria determination will be evaluated daily. In case of dipstick positivity, the
presence of proteinuria will be confirmed with 24-hour urine collection.

Complete blood count, kidney function, plasma proteins, immunoglobulins lipid status (cholesterol and
triglycerides), albumin and lymphocyte subpopulations (for CD 20 lymphocytes B count) will be obtained at
1, 3, 6, 12, 18 and 24 months during protocol visits.

17a.2) Plans to promote participant retention and complete follow-up

Study coordinators will maintain on-going contact with the children, their families, and the family physician
to collect clinical data including blood pressure and potential adverse events

17a.3) Data management

The Investigator or designee will be responsible for recording study data in the paper CRF and entering
study data in the electronic (e-)CRF prepared by the study coordinating centre. It is the Investigator’s
responsibility to ensure the accuracy of the data entered in the paper/e-CRFs.

The data will be entered into a validated database. Coordinating center data management at the G. Gaslini
Institute, Genoa, will be responsible for data processing, in accordance with G. Gaslini’s data management
procedures. Database lock will occur once quality assurance procedures have been completed.

17b) Statistical methods

17b.1) Statistical methods for analysing primary and secondary outcomes \We will use standard statistical
methods to summarize the sample characteristics overall and by arm assignment, using statistics for
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guantitative and qualitative data as appropriate. We will use logistic regression to compare the risk of
relapse at 12 months with a two-sided P value of <0.05 as level of statistical significance.

17b.2) Methods for any additional analyses

We will repeat the comparison at 6 months. We will use survival methods that we applied already in
studies of SDNS (Ravani et al. Rituximab is a safe and effective long-term treatment for children with
steroid and calcineurin inhibitor-dependent idiopathic nephrotic syndrome. Kidney Int 2013; 84:1025-33) to
assess the risk of repeated relapses and estimate the average time to relapse by treatment group.

17b.3) Definition of analysis population relating to protocol non-adherence and any statistical methods
to handle missing data

We will use an intention-to-treat approach, whereby participants will be analysed as randomized regardless
of protocol adherence. Missing data will be replaced in a way that reflects the worse case scenario: missing
data in the placebo group will be defined as success and missing data in the active intervention will be
unsuccessful.

18) Methods: Monitoring

18a) Composition of data monitoring committee

An independent data and safety monitoring board will review safety data once half the participants had
been enrolled and again at the end of the study.

18b) Description of any interim analyses and stopping guidelines

We have no plans for interim analyses or pre-specified stopping rules. The DSMB will decide if the study is
safe when 50% of the participants will be enrolled (without comparisons).

The Sponsor may temporarily or permanently discontinue the study for safety, ethical, compliance or other
reasons. If the study is suspended or discontinued, the Investigator will be responsible for promptly
informing the IRB/IEC. Where required by local regulations, the Sponsor will be responsible for informing
the IRB/IEC of study or site discontinuation. In such cases, all study data and unused Investigational
Medicinal Products must be returned to the Sponsor.

19) Harms

19a) Definitions

An adverse event (AE) is defined as any untoward medical occurrence in the form of signs, symptoms,
abnormal laboratory findings, or diseases that emerges or worsens relative to baseline (i.e. present at the
initial study visit) during a clinical study with an IMP, regardless of causal relationship and even if no
Investigational Medicinal Product has been administered.

AEs may include the following types of occurrences:

- Suspected adverse drug reactions

- Other medical experiences, regardless of their relationship with the IMP, such as injury, surgery,
accidents, extensions of symptoms or apparently unrelated illnesses, and significant abnormalities in
clinical laboratory values, psychological testing or physical examination findings - Reactions from IMP
overdose, abuse, withdrawal, sensitivity, toxicity or failure of the IMP’s expected pharmacological action
Those medical conditions related to the disease under study whose changes during the study are consistent
with natural disease progression, or which are attributable to a lack of clinical efficacy of the investigational
medicinal product, are NOT considered as AEs and should not be recorded in the CRF. All other medical
conditions which are present at baseline should not be considered as AEs unless a worsening has occurred.
In cases of surgical or diagnostic procedures, the condition/illness leading to such a procedure is considered
as the AE rather than the procedure itself.

In case of a fatality, the cause of death is considered as the AE, and the death is its “outcome".

19b) Severity

Investigators need to assess the severity of adverse events using the following definitions:
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Mild: The subject is aware of the event or symptom, but the event or symptom is easily tolerated.
Moderate: The subject experiences sufficient discomfort to interfere with or reduce his or her usual level of
activity.

Severe: Significant impairment of functioning: the subject is unable to carry out usual activities.

19c) Causality

Investigators also need to assess the relationship of AEs to the investigational product using the following
definitions:

Probable: A causal relationship is clinically/biologically highly plausible and there is a plausible time
sequence between onset of the AE and administration of the investigational product and there is a
reasonable response on withdrawal.

Possible: A causal relationship is clinically/biologically plausible and there is a plausible time sequence
between onset of the AE and administration of the investigational product.

Unlikely: A causal relationship is improbable and another documented cause of the AE is most plausible.
Unrelated: A causal relationship can be definitively excluded and another documented cause of the AE is
most plausible.

19d.1) Eliciting Adverse Events

Data on adverse events will be obtained at scheduled or unscheduled study visits, based on information
spontaneously provided by the subject and/or through questioning of the subject. Adverse event data may
also be obtained from subject diary cards, but information thus collected must be reviewed and assessed
medically before it is transcribed to the CRF.

To elicit adverse events, questioning at each study visit should begin with simple non-leading questions. For
example:

- How have you felt since your last visit?

- Have you had any health problems since you were here last?

If a subject is seen by a physician not involved with the study in relation to an adverse event, the
Investigator should make every effort to contact the treating physician in a timely manner in order to
obtain all information necessary to appropriate reporting of the event.

19d.1.1) Recording of Adverse Events in the CRF

As the quality and precision of acquired AE data are critical, Investigators should use the adverse event
definitions provided in the above sections and should observe the following guidelines when completing
the AE pages of the CRF:

- Whenever possible, recognized medical terms should be used to describe AEs rather than colloquialisms
(for example, ‘influenza’ rather than ‘flu’), and abbreviations should be avoided.

- Adverse events should be described using a specific clinical diagnosis, if this is available, rather than a list
of component signs or symptoms (for example, ‘congestive heart failure’ rather than ‘dyspnoea, rales and
cyanosis.’)

- However, signs and symptoms that are not linked (as "co-manifestations”) to an identified disease or
syndrome, or for which an overall diagnosis is not available, should be reported as individual AEs.

- Provisional diagnosis (e.g. “suspected asthma”) are acceptable but should be followed up to a definite
diagnosis if finally available.

- Adverse events occurring secondary to other events (e.g. sequelae or complications) should be identified
by the primary cause. A primary AE, if clearly identifiable, generally represents the most accurate clinical
term to record in the CRF. The Investigator should be invited to provide his/her opinion of which is the
primary AE, or “Reporter’s highlighted term”.

Additional guidance can be found in the CRF Completion and Monitoring documents provided by the
Sponsor.

19d.2) Reporting of Adverse Events
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The Investigator/Reporter must notify the Principal Investigator on behalf of the study sponsor IRCCS G.
Gaslini within 24 hours of awareness of a new SAE or of new information on a previously reported SAE
(=follow-up).

To do so, the Investigator/Reporter must complete a SAE report following specific instructions (SAE report
Completion Instruction) and using preferably the electronic template, and send it directly to the Principal
Investigator by electronic mail or facsimile, using the dedicated e-mail address and facsimile numbers
specified below

e-mail: gmarcoghiggeri@gaslini.org

fax: +39010 395214

For any new SAE, the following minimum information is required as initial notification:

e Clear identification of the Investigator/Reporter with full contact information

¢ Subject identification details (study number, site number, initials, date of birth),

¢ IMP administration details (dose and dates)

¢ Diagnosis of the event with the description (or a brief description of signs/symptoms/clinical course if the
diagnosis is not available) and the date of onset,

¢ Reason(s) for considering the event serious, and,

¢ Relationship of the event with the Investigational Medicinal Product or with the trial procedure (e.g., the
causality according to the Investigator). In addition, the Investigator/Reporter must respond to any request
for follow-up information or questions the Sponsor may have regarding the AE within the same timelines as
for initial reports.

19d.3) Serious adverse events

Any serious adverse event requires expedited reporting to the Sponsor safety department, regardless of its
relationship to the Investigational Medicinal Product. It includes the SUSAR (Suspected Unexpected Serious
Adverse Event).

A serious adverse event (SAE) is defined as an AE that at any dose:

- Results in death

i.e. the AE causes or contributes to the death.

- Is life-threatening

i.e. the AE places the subject at immediate risk of death; the definition does not apply to an AE that
hypothetically might cause death if it were more severe.

- Requires or prolongs inpatient hospitalization

i.e. the AE requires at least a 24-hour inpatient hospitalization or prolongs a hospitalization beyond the
expected length of stay. Hospital admissions for IMP administration, for surgery planned before study
entry, for social reasons or for normal disease management (including treatment adjustment) are not to be
considered as SAE according to this criterion.

- Is a congenital anomaly or birth defect

i.e. an adverse outcome in a child or foetus of a subject exposed to the Investigational Medicinal Product
before conception or during pregnancy.

- Results in persistent or significant disability or incapacity

i.e. the AE resulted in a substantial disruption of the subject’s ability to conduct normal activities.

- Is a medically important condition

Such an event may not be immediately life-threatening or result in death or hospitalization but it is clearly
of major clinical significance. The AE may jeopardize the subject or require intervention to prevent a serious
outcome.

19d.4) Reporting to the institutional review board/independent ethics committee

The Investigator will comply with any applicable requirements related to the reporting of SAEs involving
his/her subjects to the Institutional Review Board/Independent Ethics Committee (IRB/IEC) that approved
the study. In particular, all deaths will be promptly reported to the IRB/IEC that approved the study.
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In accordance with ICH GCP guidelines, the Sponsor will inform the Investigator of “findings that could
affect adversely the safety of subjects, impact the conduct of the trial or alter the IRB/IEC's
approval/favorable opinion to continue the trial.” In particular and in line with respective regulations and
the Sponsor policy, the Sponsor will inform the Investigator of adverse events that are both serious and
unexpected (i.e. unlisted as per the RTX Pharmaceutical Company Core Safety Information) and are
considered to be possibly or probably related to the administered product by the Investigator/Reporter.
The Investigator will keep copies of these safety reports in the Investigator file. National regulations with
regards to Safety reports notifications to Investigators will be taken into account.

Unless clearly defined otherwise by national or site-specific regulations, and are duly documented, the
responsible Investigator will promptly notify the concerned IRB/IEC of any safety reports provided by the
Sponsor and provide copies of all related correspondence to the Sponsor. Only when specifically required
by regulations, will the Sponsor provide appropriate Safety reports directly to the concerned IRB/IEC and
maintain records of these notifications.

Data on adverse events will be obtained at scheduled or unscheduled study visits, based on information
spontaneously provided by the subject and/or through questioning of the subject. Adverse event data may
also be obtained from subject diary cards, but information thus collected must be reviewed and assessed
medically before it is transcribed to the CRF.

To elicit adverse events, questioning at each study visit should begin with simple non-leading questions. For
example:

- How have you felt since your last visit?

- Have you had any health problems since you were here last?

If a subject is seen by a physician not involved with the study in relation to an adverse event, the
Investigator will make every effort to contact the treating physician in a timely manner in order to obtain all
information necessary to appropriate reporting of the event

The Investigator/Reporter will notify the Principal Investigator on behalf of the study sponsor IRCCS G.
Gaslini within 24 hours of awareness of a new SAE or of new information on a previously reported SAE
(=follow-up).

To do so, the Investigator/Reporter must complete a SAE report following specific instructions (SAE report
Completion Instruction) and using preferably the electronic template, and send it directly to the Principal
Investigator by electronic mail or facsimile, using the dedicated e-mail address and facsimile numbers
specified below

e-mail: gmarcoghiggeri@gaslini.org

fax: +39010 395214

For any new SAE, the following minimum information is required as initial notification:

e Clear identification of the Investigator/Reporter with full contact information

¢ Subject identification details (study number, site number, initials, date of birth),

¢ IMP administration details (dose and dates)

« Diagnosis of the event with the description (or a brief description of signs/symptoms/clinical course if the
diagnosis is not available) and the date of onset,

¢ Reason(s) for considering the event serious

¢ Relationship of the event with the Investigational drug

20) Auditing

The Investigator or his/her delegate will ensure that paper- and e-CRFs are completed in a timely manner
and must allow a study monitor periodical access to paper and e-CRFs, subject records and all study-related
materials, including IMP. The frequency of monitoring visits will be determined by factors such as the
design of the study, the frequency of subject visits and the site enrolment rate. In order to verify that the
study is conducted in accordance with ICH GCP, regulatory requirements, and the study protocol and that
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the data are authentic, accurate and complete, the study monitor will review e-CRFs and other study
documents and will conduct source data verification according to the Study Monitoring Plan.

Upon study completion, the study monitor will visit the site to conduct a Study Termination Visit. This will
involve collection of any outstanding documentation.

21) Description of the complementary and synergy research team:

Our team is composed by two clinical units operating at the two major italian pediatric hospitals (IRCCS
Gaslini, Genova and IRCCS Ospedale Bambin Gesl, Roma) and includes both clinical teams and research
personnel expert in molecular genetics and cell biology. Recruitment of patients and coordination of the
study are the tasks of the two team-leaders (GM. Ghiggeri, F. Emma) and their coworkers while basic
studies aimed at characterizing the cell target of anti-CD20 will be done by the other participants (Gaslini: F.
Lugani, and G. Caridi, OPGB: M. Vivarelli). The external collaboration with Pediatric Nephrology of
University of Padua (L. Murer) will further enhance the team strengths. All participants have already
collaborated with success in preceding clinical trials and share almost all the basic considerations on the
therapeutic strategies that are topics of the present project. Clinical and research synergies are in this sense
complete; cell biology know-how is in particular complimentary to the clinical resources and represent a
major strength of the group. The University of Calgary, Canada, (a center of excellence in clinical
epidemiology) will be responsible for the randomization procedures and for any work related to data
analysis. Once again, the Pl of this project (GM. Ghiggeri) and the PI of the foreign unit (P. Ravani) had
strong collaboration ties as demonstrated by several clinical trials already completed and published in this
field of research.

Interventions will be administered during hospitalization in the Nephrology Unit of the Giannina Gaslini
Children’s Hospital, Genoa and in the Nephrology Unit of Ospedale Bambino Gesu, Rome. Follow up visits
will be performed at the nephrology outpatient clinics of Giannina Gaslini Children’s hospital and of
Ospedale Bambino Gesu.

22) Training and tutorial activities:

Two types of training courses will be organized to implement the quality of the group: a first course has cell
biology as topic and it is devoted to train our lab personnel to the use of new flow- cytometry techniques. A
second course will focus on biostatistics and in particular is aimed to train medical personnel to a proper
use of statistics and statistical facilities(computerized data base, analysis programs, etc.) in randomized
clinical trial. All of these will be carried out utilizing internal facilities and will be addressed to the medical,
lab and nursing staff.

23) Timeline/ Deliverables/Payable Milestones

The study is divided into two successive steps:

a- recruitment and treatment of patients that will be concluded within 12-18 months;

b- clinical follow-up with programmed visits and laboratory tests during the 12-24 months that follow drug
infusion.

. A first deliverable is the consolidation of RTX as treatment of choice of SDNS; this would complete and
hopefully conclude a long series of studies on therapy of NS that started almost 50 years ago with steroids
and continued with CNI and more recently with MMF. Definition of clinical effects of RTX in terms of length
of remission out of therapy compared to classical approaches (MMF) that are of current use. A second
deliverable is the definition of cell targets of RTX that should improve our understanding of mechanisms
implicated in NS and produce some evolution in the area of biomarkers of drug sensitivity of NS. Clinical
effects and laboratory results should be available in a part of patients at 18 months and be completed by
the end of the study in all.
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24) Milestones 18 month-36 month

18 month

Recruitment, randomization and treatment should be completed within 18 months and for those patients
treated at the beginning, results should already be available by this time. We also expect to have
completed many laboratory tests for several patients within the first 18 months. Conceptual feed-backs
from these studies are expected that could change the cell biology and molecular approaches of the second
part of the project.

36 month

The hard 36 month milestone is the conclusive result on clinical outcome of patients allocated in the two
different treatments (RTX vs MMF). Considering that allocation and treatment are expected to be
concluded in the first 18months, almost all patients would have been concluded the 24 month follow-up at
this point. Laboratory deliverable would be conclusive at 36 month and new experimental approaches
based on results deriving from the preliminary part would hopefully be available.

25) Equipment and resources available:

The two nephrology units that propose the project (Istituto G. Gaslini and Ospedale Bambino Gesu) are
structurally and functionally equipped with all facilities necessary to evaluate, treat and follow patients
allocated in the two arms of the study. Twenty beds for recovery are available overall and there is the
possibility to follow patients on a out-door base. The capacity of the two units is to follow 1200
patients/year in recovery and almost 5.000 patients out-door. Besides specialized medical and nurse
personnel, the two units are equipped with secretary facilities, spaces for recovery of data sets, meetings
and discussions. Centralized pharmacy service equipped with sterile rooms for preparation of drug
solutions are available at both nephrology departments. Bio-statistical approaches are centralized at the
foreign unit (dry lab of Dr Ravani and his team). The laboratory part will be carried out inside the two
nephrology units, where the following cell facilities are available: a Genoa- cell separation apparatus
(Laminar flood hood Steril-VBH Class Il Tecnomed); Centrifuge (Eppendorf5810R); microscope for cell
cultures (Olympus CK2); Flow Cytometer LSR-Fortessa X20 (Becton Dickinson) equipped with three lasers
(Red, Violet, Blue for simultaneous determination of 14 different fluorochromes). These instruments are
located at the Cell and Tissue Culture Section of Rosanna Gusmano Laboratory, Department of Pediatrics
and at the Core Facility Laboratory, Department of Translational Medicine G.Gaslini Institute. Ospedale
Bambino GesU's Research Laboratories are located in a 5,000 sgm meters research facility, fully equipped
with high-tech systems, supporting genomics, metagenomics, metabolomics, proteomics, microarray
technology, cytogenetic and FISH applications, cytofluorimetry and cell sorting, cell and molecular biology:
fast real time gPCR systems, also with array technology to provide flexible solutions for high-throughput
gene expression, miRNA, or genotyping analysis. In particular for FACS analysis, flow cell analysers, also
with laser technology, enabled complex multicolour analysis with up to 18 simultaneous colours; flow cell
sorter with 6 laser wavelengths and 20 detector positions to measure up to 18 colours simultaneously.

26) Translational relevance and impact for the National Health System (SSN)

After years of use of cyclophosphamide and cyclosporine for the treatments of choice of steroid-dependent
nephrotic syndrome, anti-CD20 antibodies are emerging as innovative approach in cases with mid
dependence In this study we are proposing to utilize a fully humanized anti-CD20 antibody that has been
already tested with success in other forms of nephrotic syndrome. Considering low impact of side effects, a
simple handling during drug infusion and comparable costs with Rituximab has emerged as the potential
treatment of choice in this disease. Comparison with MMF is the crucial point of this project. In this case
comparative costs for RTX are markedly reduced: hypothesizing one infusion of RTX (500mg/1.73m2) per
12 months the cost is 1280 E/year (full price) compared to MMF 1200mg/1,73m2 day that, for a theoretical
dose of 750 mg corresponds to 1800 E/year.
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27) Research ethics approval

Before initiation of the study, written approval of the protocol, Informed Consent Form and any
information presented to potential subjects must be obtained from the appropriate Institutional Review
Board (IRB) or Independent Ethics Committee (IEC).

28) Protocol amendments

If any amendments to the protocol occur during the study, written approval must be obtained prior to its
implementation. The Investigator is responsible for ensuring that these actions occur. Where required by
local regulations, the Sponsor is responsible for ensuring IRB/IEC approval of the study.

29) Consent or assent

Before a pediatric subject can participate in the study, her or his parents/legal tutor must give written
informed consent and the subject provide her/his assent as appropriate for the age.

The informed consent process will be in accordance with ICH GCP, the Declaration of Helsinki and local
regulatory requirements.

Parents/tutor and minor subject Informed Consent/Assent Forms will be based on a master document
provided by the G. Gaslini Institute for submission to the Independent Ethics Committee (IEC)

30) Confidentiality

The Investigator will ensure that the subjects’ anonymity is maintained. On the paper- and e-CRFs or other
documents submitted to the principal Investigator, subjects should not be identified by their names, but by
their assigned identification number and initials. If subject names are included on copies of documents
submitted to the principal Investigator, the names (except for initials) must be obliterated and the assigned
subject numbers added to the documents.

The Investigator should keep a separate log of subjects’ identification numbers, names, addresses,
telephone numbers and hospital numbers (if applicable). Documents not for submission to the principal
Investigator, such as signed Informed Consent /Assent Forms, should be maintained in strict confidence by
the Investigator.

31) Declaration of interests
There are no financial or other competing interests for principal investigator to disclose.

32) Dissemination policy

32a) Plans for investigators and sponsor to communicate trial results

The completed study will be summarized in a final report that accurately and completely presents the study
objectives, methods, results, limitations of the study, and interpretation of findings.

The first publication will be an in extenso publication of the results of the validation of the project.

The Authors of this study protocol will inform the contributing investigators in advance about any plans to
publish or present data from this randomized controlled clinical trial. Any publications and presentations of
the results (abstract in journals or newspapers, oral presentations, etc.), either in whole or in part, by
Investigators or their representatives will require pre-submission review by the Authors of this study
protocol.

32b) Authorship eligibility guidelines and any intended use of professional writers
Gian Marco Ghiggeri will write the main report.
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Tablel.

Visit schedule 1 2|13(4|5|/6|7|8
-45
(sj:_sin 0|1]3|6|12]18]24
Months Start)
Relevant medical History X X
Inclusion and Exclusion Criteria X X
Project Illustration X
Informed consent X
Randomization X
Physical Examination & Vital Signs X X | X [ x| x| x| x|X
Dosage on 24-Hours Urine Collection X X | X | X[ X]|X]| X ]|X
Haematology and Biochemistry (Complete blood count,
kidney function, plasma proteins, immunoglobulins,
lipid status -cholesterol and triglycerides-, albumin, X XX XXX X X
lynphocyte subpopulations -for CD20 lynphocytes B
count-)
HBV Sierology X
Investigational Medicinal Product (IMP)administration X
Instruction about immunosuppressive drugs tapering X
Adverse Events data records X | X [ x| x| x| x|X
Drug use/dose records X X | x| x| x| x| x|x
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Appendice relativa al parere su un emendamento sostanziale
Modulo da utilizzare per la gestione transitoria a seguito delfa sospensione dei sistemi
informativi dell’0Os8C a partire dal 1.1.2013

MODULO DI COMUNICAZIONE AL RICHIEDENTE E AD AIFA DELLA DECISIONE
DEL COMITATO ETICO RELATIVA ALL'EMENDAMENTO SOSTANZIALE

Da inviare al Richiedente e all'ATIFA a cura del Comitato Etico che esprime il parere unico.

Da inviare soto al Richiedente a cura del Comitato Etico collaboratore.

AI'AIFA non devono essere inviati i pareri del Comitato etico satellite e i parert del Comitato etico
coordinatore espressi su materie esclusive del Comitato etico: informazioni ai partecipanti, strutture e

personate, questioni finanziarie.
009-11/03/2019 (166/2018)

A. IDENTIFICAZIONE DELLA SPERIMENTAZIONE

A.1 Numero EudraCT: 2018-001042-33

A.2 Titolo completo della sperimentazione:
“Efficacy of chimeric anti-CD20 antibedies (Rituximab Biosimilar) in the
treatment of childhood steroid dependent nephrotic syndrome and development
of cell biomarkers predicting outcome. The RTX 4 trial.”

A.3 Codice, versione e data del protocolio del promotore
Codice: RTX4
Versione: RTX4 n. em.1

Data: 08/02/2019

B. IDENTYFICAZIONE DEL COMITATO ETICO (CE)
{costituito ai sensi del DM 8 febbraio 2013)

B.1 Denominazione del CE: Comitalo Etico Regione Liguria

B.2 Nome e cegnome del Presidente: Avy. Paolo Gianatti

B.3 Indirizzo del CE: ¢/o Largo Rosanna Benzi, 10 16132 Genova (GE)
B.4 Numero di telefono: 010 555 4212 /4213 /4214 /4215 /4216 /4217
B.5 MNumero di fax: 010 555 6326

B.6 E-mail: comitato.etico@hsanmartino.it

Indicare il Comitato Etico coerdinatore dello studio, se diverso da quanto
specificato nelia sezione B:

C. IDENTIFICAZIONE DELLO SPERIMENTATORE

C.1 Nome: GianMarco C.2 Cognome: Ghiggeri
C.3 Centro clinico: IRCCS G. Gaslini

C.4 Indirizzo dei centro clinico: Large G. Gastini, &

C.5 Reparto: U.0.C. di Nefrologia
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Appendice relativa al parere su un emendamento sostanziale
Modulo da utilizzare per la gestione transitoria a seguito della sospensione dei sistemi
informativi dell’OsSC a partire dal 1.1.2013

D. DOCUMENTAZIONE ESAMINATA
(Legenda: NA, Non Applicabile)

D. 1 Data di ricezione della domanda: 01/03/19

D. 2 Domanda di emendamento (Appendice 9) X
Specificare codice, versione/ e data dell’'emendamento:

“RTX4 n. em. 1 del 08/02/2019"

D. 3 Moduio delia domanda iniziale (Appendice 5), se X SI oNA
modificato dall’'emendamento

E. DECISIONE DEL COMITATO ETICO

E.1 Parere favorevole
E.2 Parere non favorevole O
E.3 Sperimentazione da condurre presso
E.3.1 Stessa struttura o
E.3.2 Altra struttura dettagli in sezione C X

F. ASPETTI PARTICOLARI DELL'EMENDAMENTO CONSIDERATI DAL CE NEL
PROCESSO DI VALUTAZIONE (testo libero)

Documentazione esaminata:

Si veda elenco documenti presenti in Appendice 9 e Modulo - Dati integrativi alla
richiesta di parere- allegati al presente Parere.

Il comitato Etico si riserva di acquisire eventuali considerazioni di AIFA

G. MOTIVAZIONI DEL CE CHE HANNO DETERMINATO IL RIFIUTO
DELL'EMENDAMENTO

G.1 Protocollo o

G.2 Informazione dei soggetti e procedure per il consenso
informato

G.3 Aspetti etici

5

G.4 Dati clinici
G.5 Dati di farmacologia non clinica e tossicologica
G.6 Dati di qualitd del medicinale sperimentale

G.7 Copertura assicurativa insufficiente

O o o o g oo

G.8 Altro, specificare:
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Appendice relativa al parere su un emendamento sostanziale
Modulo da utilizzare per la gestione transitoria a sequito della sospensione dei sistemi
informativi defl’OsSC a partire dal 1.1.2013

H. DESCRIZIONE DELLE MOTIVAZIONI DEL CE CHE HANNO DETERMINATC ..
RIFIUTO DELL'EMENDAMENTO (testo libero)

I. SEDUTA DEL COMITATO ETICO

I.1 Data della seduta: 11/03/2019

1.2 Numero del Registro dei pareri del Comitato etico: 009-11/03/2019
(166/2018)

1.3 Componenti del CE presenti e qualifiche:
Si veda Foglio Firme allegato al Parere

1.3.1 Sostituti permanenti che hanno partecipato alla seduta in vece
dei membri ex officio:

I.4 Consulenti esterni presenti e qualifiche (ove applicabile):

I.5 Compenenti del CE presenti che non hanno partecipato alla votazion:
(ove applicabile):

L. FIRMA DEL PRESIDENTE DEL COMITATO ETICO

.1 Ii Comitato Etico ha espresso il parere sullfemendamento sostanziale
verificata la sussistenza del numero legale, essendo presenti membri
n. 4{ sun. 16.

Si allega al presente parere copia del modulo di domanda (appendice 9) nella forma

prescritta,

L.2 Nome e Cognome: Avv. Paolo Gianatti

L.3 Data: 11/03/2019

L.4 Firma:

P
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Comitato
Etico
Regionale

Verbhale Riunions N. 04/2019

Seduta di Comitato Etico Regionale della Liguria del 11/03/2019
Ospedale Policlinlco San Mariino - IRCGS, Sala delle Ceramiche, Genova

Ora inizio: 15:00

Oratermine: 47 20O

COMPONENT! oggs:glj\rom AIFIN! DEL (D.Glﬂtg;g"” - BRERRIE
Prof. SOBRERO ALBERTO a cL M\W ( b
Prof. SERRATI CARLO {Soshiulo Presidents) {2 CL ,,,e" l%@
D, PARODI LIONELLO a ot e N
Dr. STELLINI GIUSEPPE FABIO b MMB =
Di. FISCELLA MARIO c PED /
Dr. GATTORNO MARCO c PED Shell o4\
Br.ssa LANTIERI FRANCESCA d BIOSTAT Q_/ ‘.,‘ \ Ao~ L
Prol. ROBHIANG LUIGI e FARMA % /ﬁy v
Dr.$sa REBESCO BARBARA { FARMA SSR 4 . W
Avv. GIANATYI PAOLO (Presidernile) 8 LEG V \ I~
Prof.ssa CILIBERTI ROSAGEMMA h BIOET 3 *
Dr. ZANINI MILKO i PROF SAN
Dr.ssa FREDD] LILIANA i VoL
Dr. GHIGLIOTTI GIORGIO m DIsP w ey mq/\
CTETMIELIIENS |1 [ A%
Ing. SPADA GINO n NG
13¢. GALLO FABRIZIO o DIET Y P
Prof. PATRONITI NIGOLO ANTONING p NUOVE PROC %Afnjéé
Dr.ssa GHIORZO PACLA q GEN /7 / ((ﬂ,k_J
GOMPONENTI IN RELAZIONE ALLA Qualllica L
STRUTTURA COINVOLTA NELLO STUDIO Hattara 90‘;‘,;2‘}';;;‘“" o.M,

Di. ORSATTIMARCO

Sosliluto permanonte Dir, San. Ash

Dr.ssa BUSCAGLIA SANDRA

Sosliluto permanente Die, Sap. Asi2

Ayv. DEPETRO GIDVANNA

Sosliluto parmanenie Dir. San. Asls

Br. CARDINALE FRANCESCO

Sostioto parmanente Dir. San. Asi4

Dr.ssa MORUZZO MIRCA

Soshlulo permanente Dir. Sap. Asls

Dr. ROLLANDI GIAN ANDREA

Sostifuio permanente Dir. San.
E.Q.0sp. Galliera

Prof. MINETT! GARLO

Dir. Scieni. IRCCS 1st. Gaslini

Or.ssa CHIOZZA 8 BEATRICE

Seslitulo parmanenle Dir, San.
IRCCS Ist Gaslini

Or. FLEGQ GADDO

Dir. San. Osp. Evangelico
internazionale

Dr. PIERRE MAURC

Dir. San. ICLAS, Rapallo

Prof. UCGELLI ANTONIO

£ir. Scient. IRCCS Poliglinico S
Mariino

Drssa MARTELLI FRANCA

Dit. San. IRCCS Policlinico §.
Martino




Appendlce 9 Appendlce o

Modulo da & par la { fa a segulto de!la sospensione dei sistemi Module da utild { Horia a seguito della saspenslone del sistemf
Inforemativi de!l'o;sc aparire dat 1,5,2013 ; Inrormallvi dell'0sS5C a partire dal 1.1,2013
HMODULO DI DOMANDA DI AUTORIZZAZIONE ALL'ATFA E DI PARERE AL :
COMETATO ETICO PER UN EMENDAMENTO SOSTANZIALE AD UNA ! A. TOENTIFICAZIONE DELLA SPERIMENYAZIONE (quando Femendamento riguarda
SPERIMENTAZIONE CLINICA DEI MEDICINALI AD USO UMARQ pitr di una sperimentazione, fipetere questo modulo)
AL L'emendamento sostanzlale riguarda pia di una sl RoX

sperimentazione che utilizza lo stesso IMP? ¢
FParte rservata el AIFA ¢ al Comitato EHco:

Data di ricezione della presente 0 Oblezion! motivate / parere negative: A.1.1 Se s, dpetere le inforrnazionl da A.2 3 A4
domanda: : A.2 NUmero EudraCT: 2018-001042-33
ata: I A.3 Titolo completo della spagl tazi Emcacy of chlmerlc antl-CD20
atar . antfbadies { Rituximab Blosimilar) In the treat t of childhood stereld-
: dependant nephrotic synd and develop of cell blomarkers prediciing

outcome. The RTX 4 trial,
A4 Codice, verstona e data del protocolio del promatore

£ata di avvio delfa procedura: KAu!oﬁzzazione / parere favorevole
Codice: RTX4

Versione: RTX4 . em. 1

Data;(.& 0.3 ’3 | Data: 08/02/2019

Hatar

1= 5i vesda ancha fa serione 3.7 della fnea guida CF-1 &2t 30.3.2010 "Detzied guidante for the request for
" N " authorisalion of a ciinical thal o1 2 medicinga! product for buman usa to the competert Bhontes, notfication of
Numero di protocollo o equivalente, O Ritre delfa domanda df emendamento Substantial amandmants and Gaciarazion of the s of the trisi-,

attribuito alla pratca ip entrafa:
008- 14 [%[18
B. IDEMYIFICAZIONE DEL PROMOTORE RESPONSABILE DELLA DOMANDA

f‘( 66 /?,Ol 3 i B.1 PROMOTORE

B.1.1 Epte: IRCCS 6. Gaslinl

Da compiiare a cura del richledente.

B.1.2 Nome & ¢ della p di riferis GianMarco Ghlgger
iDOMANDA DI AUTORIZZAZIONE ALL'ALEA: o I B.1.3 Indirfzzo: Via G. Gastink 5
: B.1.4 Numero di telefono: +39-010-5636-3523

H [a]
1DOHANDA DI PARERE AL COMITATO ETICO i B.1.5 Nurtero di fax: +39010 395214

B.1.6 E-maH: GMarcoGhiggeri@gastini,org

B.2 RAPPRESEHTANTE LEGALE ® DEL PROMOTORE NELLA UE AT FINI DELLA
PRESENTE SPERIMENTAZIONE [se diverso dal promotore)

B.2.1 Ente:

B.2.2 Nome della parsona di riferimento:
§.2.3 Indirizzo:

B.2.4 Numero di telefono:

B,2,5 Humevo di fax:
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Appendice 9 Appandice &
Modulo da utilizzare per Ia gestione transitorla a seguito detla sospeasione del sistemi Modulo da i 2 segulto della sospensione del slstemi
informativi deH'058C a partire dal 1.1.2013 In{orrnalTvi dell'0s8E a partire dal 1.1.2013

IB.Z.G E-mail: D, IDENTIFICAZIONE DELL'EMENDAMENTO

’z'fg,fm previsto dal’articalo 20 ¢4 D.vo n. 211/2003. D.1 Codice deli’"emendamento sostanziale:

D.1.1 Codice, verslone e data dell'emendamente assegnati daf prematore:
RTX4 n. em. 1 del 08/02/2019

.2 Tipe di emendamento sostanxiale:

8.3 TIPD DI PROMOTORE
B.3.1 Commerdale D B.3.Z Non commercialz X

£.2.1 Emendamento al documenti allegatt al CTA form Iniziale Six Ho O
{eppendice 5)

{!nd.'tare | documenti modificall a seguito defi'emendamento

C. IDENTIFICAZIONE DEL RICHIEDENYE H fe. Non indica li documentl che sono stat!
H aggiomati e trasmessi nell'vitima versigne contestualmente

alfemendamento sostanzlale la cui modifica tultavia non rientra nei
x C.1Promotore critert delfemendamento sostanziale)
- . - Leltera df trasmissfone AIFA data 08/02/2G19
1 C.2 Individuo o Organizzazione 2 dal prometore a pr fa - Lettera i trasmissione CER dota 08/02/2019
domanda: - Dichiarazione no profit data 08/02/2019
C.3 Dati anagrafici - Domanda autorizzazione AIFA data 08/02/2619
- Protacollo versione 2 del 8/02/2019
C.3.1 Ente: i - Sinoss! versione 2 del 8/02/2019
e . - Scheda tecnlca Rixathen
€.3.2 Neme e cognome della persona di riferimentor - Benefit and Risk assessment data 08/02/2019
S - Valutazionf etiche data 08/02/2019
€.3.3 Indirizze: - Consenso genitore versione 2 de! 8/02/2019
C.2.4 Numere i telefono: - Consenso magglorenne versione 2 del 8/02/2019
£.3.5 Numero di fax - Assenso adofescente versione 2 del 8/02/201%5
i - Assenso preadolescente versione 2 del 08/62/2049
C.3.6 E-mail; - Leltera medico curante versione 3 del 08/02/2019
- Consenso datl persanalf genitore versione 2 del 08/02/2019
- G dati p me versione 2 del 0870272019

- Assenso datf personah adofescente versfone 2 del 08/02/2019
- Assenso galf personali preadolescente versione 1 del 08/02/2019
- Consenso matenale blologlco genifore versione 2 del 08/02/2015
- Consenso matedaie blologlce magglorenne versione 2 del
0B/02/2019
- Assensg materiale bivlogico adelescente versione 2 del
0870272019
- Assensa materale biofogico preadolescente versione 2 del
08/02/2019
- Modulob CERLIguria_Sperim_NoProfit def 06/02/3619
- Module 3 CERUguria_CINT det G8/02/2019

B.2.1.t Informazioni relative al protocolic Slx Ho {1
0.2.1.2 Informazionl relative alt'TMP Six No O
Bn.2.1.3 Informazioai relative alVinvestigator Brochure &0 No x
D.2.1.4 Informaziont relative al soggett * sioD  MNox
D.2.1.6 Altro &0 Nox

0.2.1.6.1 Se altro, specificara:

9,22 d to ad altrl o i o infor if sig No x
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Appendice 9

A ndice 9
Hadulo da util per ba 1! b g a segulto dalla sospenslone del slsteml : Madulo da utilizzare per 12 gestiona transitoria a segulto delfa sospensione del sisteml
Informativi dell'0sSC a partiee dat 1.4.2013 . Informativi dell’05SC & partive dal 1.1,2013
[.2.2.1 Cambio def promatore SiG  NeO : D.4.5.2 Mancanza di efficacia st Hold
©.2.2.2 Cambio del rappresentante {egale 80 No O i D.4.5.3 Qualita dell'iMP si0 NoQ
i
£.2.2.3 Altro sig  NeR : D.4.5.4 Allro, specificare:
£.2.2.3.1 Se altre, specificare: D.4.6 Dascrivere brevemente (tesio libere)
D.2.3 Misure urgentl di sleurezza, sospensfone temporanea e ripresa della H »  Giustificazione detla sospensiene temporanea:
sperimentazione :
D.2.3.1 Uemendamento Higuarda prevalentemente misure sio Ho x +  Trattamento propnsloperl pazient In terapla al momento della sospensione
urgenti di sicure2za gld Introdotte © ternporanea detla sperimentazione:
0.2.3.2 Pemendamento serve a (omunlcere una sospensione sio Nox . 1 Valutazione delle conseguenze della sospensiona temporanea
temporanea della sperimentaziene * i sullintespratazione dei risuitati e sul rapporto rischiofbeneficio complessive
B2, 3 3 'emendamento serve a richledere !a ripresa df una sig N dell TMP:
tazi o x
fsl preced sospesa ®
0.3 Motly] dell sost Note:
F-te infermapon restive 8l SoggRth parteopanti 2l spermenteniond SOnY Cogetto di viluterone del solo
D.3.1 Sleurezza, dintti, benessere o integrith dei soggelti Six Wo O :o‘:;m.:‘:t"me nan usa;::-z?;sem f‘i“éﬁ
partecipanti alla sperimentazione e ::da ; gg_: e ; &2 Wwdﬂ oL
D.3.2 faterpretazione della documentazione scientifica / valore o o+ : e rlad ”‘“‘fdirf:‘!';;"“ s T centro Geo e s avastion frarmire smo ot G
della sperimentazione : wahAazione del certaly Bl & non vannd bratmesse SYAIFA; Tagaiuks & un Centio [ Sparimeniitors B
D.3.3 Modifiche apportate alfa qualith del medicinale six NoO ‘ e Tt e s =t o b statn oo te epproata fu
sperimentale (IMP) & & vada 12 seriora 3, 106eelnaaqudaﬂ'i
D.3.4 Modifiche nefi'esecuzione o nella gestione deila
sperimentazione sio No x
D.3.5 Camblo o aggiunta di uno sperimentatere / centro clinkco (se sl completare
la sezione £ 7
D.3.5.1 Sperimentatore del centra dove opera i comitate o) No x
elico responsabile det parere unice
0.3.5.2 Centro dove opera lo sperimentatore coordinatere si0 Ho x
P.3.5.3 Sperimentatore prindipale di eentro collaboratore sin No x
D.3.5.4 Centro ollabpratore sio Ho X
B.3.6 Altd cast sio Ho x
D.3.6.1 Se si, spedificare: E. DESCRIZIONE DI CIASCUN EHENDAMENTO SOSTANZIALE * (testo libero}
s :
D.4 Informaziond sulla sospenstone temporanea della sperimentazione : Precedents & nuova formulazions del testo {quest‘ultima con fe modifiche
D.4.1 Data della sospensiona temporanea: evidenziate in modalita revistone):
Background:
D.4.2 Larruelamento & stato Interrotto sig No x ta sindrome nefrosica Idicpatica (NS} & caratter: da protelnuriz e ipoalbuminemia
associate a distipidemia e ipercoagulabititd. 1 certisenici crall sono afla base della teragfal
D.4.3 i trattamento & stato intecrotto sig Nox e determinano remissione dalla malattia In circa 1l 90% del casi, Comunque, drca F§5%
del pezlenti redldivane e moitl sviluppano una sterold dipend {SDNS) che richlede
D.4.4 Numero del pazienti in trattamento al momeate defla sospensione un utilizze protungatoe ¢i prednisone per If mantenimento della remissione, Le guidetines
temporanea; detla pratica dinica (KDIGO) suggerdscono di utilizzare basse desl di cortisone per
D.4,5 Glustificazlone delia sospensione temp della sp ipne mantenere la remissione In pazienti con SDNS e Micofenclate Mofetile {MMF} o inibitori
H delie caldneurine (CHI) come farmad risparmiatost di steroldi per | bambinl che
0.4.5.1 Sleurezza si0 Noe O sviluppino eventl avverst, Questi farmad {steroldi, CNI e MHF) hanna effetti collateral
di riffevo e presentano tossicitd, Studi recentl supp Fuse del & un
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Appendlce o Appendica 9
Maodulo da I pet la Ia 2 seguito detla sospensione dei sisteml| Modulo da utilizzaze per la gestione iransitoria a segulto della sospensione del sistemi
Informativi deﬂ'o;sc a partire dal £.1.2013 Informativl dell'0s5C a partire dat 1.1.2013
anticorpe monecionale (mAb) anti CD-20, nella SONS, ma j benefid possono essere i Un aitro endpoint secondario sard fa vatutazione delle popolaziont cellular drootanti
transitort nelle forme severe che richiedone CNI o MMF In assocfazione con gli steroldi. H come Blomarkers o predittort detla risposta al krattamento con anti CD20. Gli endpoints
Ui nuove mAb, Ofatumumab, completamente umanizzate con una magglor capacitd di di sicurezza saranna costituiti ¢alla frequenza e datla severita di eventuali eventi avversi
eliminare celiule B, pud essere migliore del Rituximab In queste forme i SDNS. ¢ dalle alterazieal det contrett ematechimidi.
Disegno dello studio: Materdali ¢ Metodi:
Tria} dinlco randomizzate, conlrollate, in aperto, con due bracct parallell, che sl propone t- Criteri df Indluslon:
di testzre V'efficacia della terapla con Ofatumumab verse MMF nel mantenimento dellz Per poter essere arruolabill neffo studlo, | pazienti devranno soddisfare § sequenti criteri:
remlssione di malaltia, in parient affetti da SN steroldo dipendenti, -Etd compresa tra 3 ¢ 24 snnl
1 pazieatl arruglabifi entreranno fn un period di run-in di 45 giormni, durante il quale st - Sindrome nefrosica steroldo dipendente 0.3-1 mg/kg/die & assunzione di terapla
provveders a; steroldes per almeno set mesl precedeat all’amruclamento,
-fernire accurate indicazionl suli'esecuzione della raccoita urine @ delfa fettura degll stlck La corticodipendenza & definita come [3 presenza di due recdive consecutive in corso di
urinari; terapia sterofdea o entro 14 glomni dalla sua sospensione,
-testare [a comphiance del pazienti e delle 1oro famiglie; -Capacitd di fornfre un consenso/asseaso: fl consenso informato del genitore/tutore e
- Iniziare, nel caso In cul nor lo stiano gt assumendo, MMF £,200 mgf1,73 sqm e Vassenso def bambino devono essere ottenuti prima di Intraprendere qualstast procedure|
progressiva diminuzione dellp steroide dopo L5 glomi di 0.3 myg/kg per settimana sino defio studio che non sia parte della normale assistenza det paziente e con la
2lla sospensfone, Pazienti gid in Eerapla con MMF continueranno 12 loro terapla, : & che tale ¢ possa essere ritirato i qualslasi momento, senza che
At termine del peroda di run-In, | pazient verranno randomizzati nel bracdo di ctd compam ua pregivdizio In merite al trattamento futuro del soggetto
ntervente (Ofatumumab]) o In quello di confronto {MMF). L'assegnazione at due braccd 2-Criteri di esclusiona;
dello studio verrd stratificata in base ali'etd dinsergenza di mafattia {(»= 9 e < 9 annl) 1 pazient saranne esclust daffo studic nel caso st verifichl uno del sequentt criter:
per massimizzare fa probabllitd di bilanciaze quei fattori che potenzialimente potrebbero -Positivitd a test auteimmunl {ANA, ds DNA, ANCA}
gl effetti det tratt: to sull'outcome elinieo & che sono associatt con I'etd dei livelli p tici della componente C3 del H to,
{durata &i malattia, etd alkesordis, numere di recidive e severitd & malattia). -Filtrato {estimated gk lar filtration rate, eGFR) < o0 miymin/1.73 m2
Dopo 1infusione del farmacs dei bracds di intervente, Ja terapla con MMF steroidea caleelato secondo Ja Formula di Schwartz per | pazienti di etd compresatra 2 e 17 annl
verrd mantenuta alla dose ¢! partenza per 3G glomi ¢ in sequito ridotta det 50% e & secondo "equazione CKD-EPE Creatinine 2009 per | pazlenti di 18 anal,
sospesa dopo altre due settimane. -Gravidanza
Tutli | pazienti saranno seguiti al follaw up per 24 mesl. ; -Neoplasle -Infezionl; infezione pregressa o aftuale da HBV {con positivita per anticerpl
Terapia di salvatagglo: In caso dl redddive (defintte come un repporto { anti H8e} o KOV,
protelnurfafcreatinfnusia -urinary Protelnura Creatininuria Ratlo, uPCR- 22000 mg/g - -Conta del Hnfociti 8 CO20 positivi <2,5%
=200 mg/mmel- 0 come la presenza di positivita dello stick urinado = 3+ per 3 glornt -Trattamento con Rituximab o dclefosfamide neglf ultiml & mest.
consecutivi} durante o studle, | pazieatl verranno trattatl con predalsone per os al Trattamento!
dosagalo di 60 mg/m?2 per ottenere una remissione di malaitia, Alavvenuta remisslone Fanmaco e cointerveato:
i pazienti venranao trattatl con un‘altra infusione df Ofatumumab, se eppartenenti al -Korme del fasmraco: Cfatumuomab {anticorpe monodlenale aatd-CH20 completamente
bracgio interventistico In base alla randomizzazione iniziale, Dopo 1a seconda o umanizzato]
successiva infusione, 1a terapla steroldea verrd mantenuta alla dose di partenza per 7 cetirizina e metiprednisol ev, paracetamalo per o5 somministratd prima
glomi & n segulio ridotta di 0,3 maskg/settimana, fino allz completa sospensione. dell ‘infustene di Ofatumumab per rldnme gll effem collaterali; Ofatumumab ev.
EPazieati non responsivi allo steroide con successive redidive di saranno esdusi dallo -Procedure: p. dicatione con: K 2mgfkg Infuse ev In 3¢ dilulte in
studio. ko studio consente il passaggio da un braccio all‘altro dopo tre recidive. 100 mi di snluzmne fisiologica {NaCl G, 9%) paracetamolo per 0s 15 mofkg; cetltizing
Ohlettivi: 0,4 ma/kg ev In infusione Jenta dfuito In 5 mil di soluzione fisiologica (NaCl §,9%). A
Primario: testare se Of; 18b sia superiore a MMF nel mantenimento di una seguire Infusfone di Ofaturnumeb 1500 mofL,73 g ditsito In 1080 m! di scluztone
iss! di malattia (completa o parzlale) senza Futilizzo di farmaci per o5 a 12 mest fisiologica Infuso ev ad una velocita inziale di £2 mifh per | priml 30", raddogplabile in
nel bambinl affstti da INS dipendente da terapia steroidea. {sequite ogni 30° fing ad una velocitd massima di 260 mi/h.
Secondario: testare se Ofatumumab sla superiore a MMF nella riduzione del rischio di Confronto:
redidiva in un periodo di follow up &i 24 mesi nel bambind affettl da INS dipendente da -Kome del farmaco: Micofenolato Mofetile (MMF).
terapia stercidea. Follow up:
L'oecorrenza di effettt collaterali {es. eventt avversl derlvantl dafutilizzo del farmaco in Le visite dello studlo avverranna all'arruclamento, 2 tempo zere {Inteso come data dell”
acuto e a lungo termine) e Vanalist del pattern del finfocdii B e T pre € post terspla con evenivale Infusione), ad un mease dallinfusione ed In seguito ogni 3/6 mest, salvo
Ofstumumad costituiscone deghi ulterior oblettivi i queste studio, complicazioni. I! dosaggio della proteinuria su raccolta urine delle 24 ore ai tempo zaro ¢
Endpoints: a6, 12 e 24 mest verra effettuata presso il faboratorio centrafe del centro, in modo da
L’endpoint primarie sara il rischio di reddiva a 12 mesl, senza Ja somministrazione di verificare Foutcome primaric & secondario. Lo stick per fa protelnuda verra effettuato
steroide, La recidiva ¢ definita come un rapporte protelauda/creatininuda (urinary ogni glome. In caso di positivith deilo stick, la presenza df protelnuria verrd confermata
Protelnuria Creatirlnuria Ratio, uPCR} 22000 myfg (=200 mg/mmel) o come [a | su raccoita vrine delle 24 ore. Ad 1, 3, 6, 12, 18 e 24 mest di distanza dallinfuslone det
presenza di positivitd deflo stick udnario = 3+ per 3 glornl consecutivl. {KDIGQ Clinical H farmaco verra eseguite un prelievo per emocromo citometeico con formula teucotitania,
Practice Guideline for Glomerutonephritis, Kidney Intesnationa! Supplement, 2082 2, H funzione renale, proteine plasmatiche, desaggio immunoglobuline, lipidegramma
163-171), {cotesterslo e trigliceridi), albumina e settopopolazieni linfoditarie {con conta del linfodti
La remissione comnpietd & definita da un rapporto proteinuriafcreatininurfa (UPCR) <200 B €020 positivi). T suddettf esamifcontrolli dinld verranho eseguitl presso 11 nostro
ma/g (<20mg/mmel) per 3 giomi consecutivi (KDIGO Clinlcal Practice Guideline for €eniro, o, In base ad eventuall problemi fogisticd, presso un ¢entro nefrologico di
Giomer itis, Kidnay ional Supplement, 2012 2, 163-171). rifedmento delia regione di appastenenza. Tali controlil costitulrebbero comungue parte
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del regolare follow up di pazlent affetti da INS.
Benefici e rischi poteaziall:
{ risultati &i guesto studic p bbero infl it ta dei pazientt affetti da
SO-INS. Infatti, in questi pazienti, Ofatumumab potrebbe consentire Ia sospensions a
iungo teanine dello sterolde, evitando | suof effett] cotlatersti, Il migfioramento della
qualitd di vita, la riduzione del tasso di ospedalizzazione e deli'vtilizzo di risorse sanitariey
costitulscono un beneficio economico atteso.
1 potenziati rischl gt questo trial sono correlati alla seppresslone dei tinfociti 8 CD20
positivl,
Analist statistica:
In questo studio arruoleremo 160 pazienti, cen un potere pari 2ll'B0% di [dentificare
come significativa una riduzione del rischio di recidiva a due annl da 0.5 a 0.25 (hazard
ratio 0.5} ad un two-sided p-value dello 0.05. Questo camplone tiene conte di una
proporzicne tra grop-out e drop-in def 5%.
Useremo metodi statisticl standard per riassumere le carattesistiche del camplone
generate e secondu il brardo di assegnazlone. usando analisi statistiche per gatl

ivi, come una reg ne legistica per
confrontare |} rischio di reudwa a 12 mesi con un two-sided P value statisticamente
significative <0.05.
Concluslonl:
In questo progetto proponiama df confrontare Ofatumumab con 1l MMF che rappresenta
lo standard di riferimento per il trattamento della SDNS. Inoltre ¢ proponfamao dt
identificare blomarkers di seasibilitd 2lkOfatumumab per permettere un future approccio
personalizzate nella terapia della NS,
1l risultato di guesto studto poirebbe apportare un significative miglioramento nella
gestione delle NS resisient! alla terapia, una malattia per cut non esiste una terapia
efficace ad 0ggl, potrebbe Inollre apportare un miglioramente defla qualits della vita dei
pazienti e delfe toro famighe & ridurre # di izzazionl e potrebbe Inoltre
ridurre V'ulilizzo di risorse del sisterma sanitado nazlonale

Background:
1a sindrome nefrosica idiopatica {NS) & caratterizzata da protelnuria ¢ ipoatbuminemia
associate a dislipldemia e Ipercoaguiabllitd. T cortisonlct orall sono alla base della terapts
e determinano remissione dalla malattia in circa i 90% del casl. Comunque, tirca ¥85%
dei pazienti reddivano e molti sviluppano una sterold dipendenza (SDNS) che richiede
un utilizzo prok di grednl. per Hl manten! della remissione. Le guidelines
della pratica dinlca (KDIGO) suggersceno di utilizzare basse dost 4l cortisone per
mantenere la remissione in pazient! con SDNS e Micofenolate Mofetile {MMF} o inibited
delte catcineurine {CNI) come farmaci risparmiatori di steroldi per | bambint che
svilupping eventi avversi, Quasti farmadl (steroldi, CNE € MMF} haano effetti collaterali
di rillevo @ presentano tessicitd. Studi recentl suppostano 'uso def Rituximab {R¥2), un
anticorpe monocionale (mAb) antd CD-20, nella SDNS, incitre, dal qiycno 2018 &
1 unnupvoe farmaco BT diosipntare che consente < sidurre 1 cash det
N, A b e e st re—transteareleferre soverecheaeh

; : P b Ofar
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Disegno dello studio:
Trial dinice randomizzato, controfiate, in aperto, con due bracd paralleli, che sl propone
di testare Vefficacla della terapla con ©faturpmat-RTX verso MMF nel mantentmento
delia remisslone di malattia, in pazienti affett da SN sterolde dipendenti,
1 pazienti arruolabili entreraano In un peried di run-in i 45 glomi, duraate # quate st
provvedera at
-fornire accurate indlcazient sull'esacuzione della raccolta urng e della lettura degli stick:
urinari;
-testare la compliance dei pazienti e delle loro famiglie;
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- iniziare, nel case in cul non lo stiano g assumende, MMF 1,200 mg/f1,73 sqm e
progressiva diminuzigne dello sterolde depo 15 giorat di 0.3 ma/fkg per seftimana sino
alla sospenstone. Pazienti gid in {erapia con MMF continueranno fa loro terapia,

Al termine del perisds di run-In, § pazienti verranno randomizzati nel bracdio di
atervento (SateromabRTN) o In quello di confronto (MMF). L'assegnazione ai due
bracel dello stucio verrd stratificata in base all'etd dinsorgenza d malattia {(>=9e < 9
anni} per massimizzare fa probabilitd di Bllandare quel fatteri che potenzialmente
potrebbers Influenzare gll effetti del trastamento sulkFoutcome clnlco e ¢he seno
associadl con Vetd (durata di malattia, etd all'esordia, numero di zecidive e severit di
mafattia}.

Dopo {infustona del farmaco del bracclo di intervento, [a terapia con MHF stercldea
vera mantenuta alla dose di partenza per 30 glomi e in sequito ridotta del 50% ¢
sospesa dopo aitre due settimane.

Tutti & pazienti saranno sequitt al follow up per 24 mesi,

Terapla di salvatagglo: I caso di recidive (definite come un rapporto
proteinuriafcreatininuria -yrinasy Proteinusia Creatininuda Ratio, UPCR- 22000 ma/g -
2200 mg/mmot- o come 13 presenza di positivitd deilo stick vrinasio 2 3+ per 2 glorni
consecutivi) durante lo stuglo, | pazienti verranno trattati con prednisone per o5 al
dosagglo €1 60 mofm2 per ottenere una remlssione di malatifa. All'ayvenuta remissione
i pazienti verranno trattati con un‘attra Infusione di Ofaturnsmab1X, se appartenenti at
wraccio Interventistico in base aila rendomizzazione infzfale. Dopo Ia seconda o
successiva infusione, [a terapia steroldea verrd mantenuta alla dose di partenza per 7
giorni e in seguito ridotta di 0,3 mg/kg/setimana, fino alta completa sospensione,
Pazientl non responsivi alle sterolde con successive reddive di saranno esdusi dallo
studio. Lo studio consente il passagglo da un bracclo all'altro dapa tre recidiva.
Ghiettivi:

Primario: testare consclitare cie RT:’aw wlumonnab sla superiore a MMF nel

to ¢l una ¢ | ma! atha {completa o parzlale) seaza Futilizzo dl
farmaci per os a 12 mesl nei bamblnl affettl da INS dipendente da terapla steroldea.
Secondario: testare se Gfatururab-RIX sla superlore 8 MMF nella riduzione del rschis
di reddiva in un periodo di foltow up di 24 mest nel bamblnl affetti da INS dipendente dz
teragia steroldea.

Terzinoio; compaiare |.costo ra MMF e RTY biosinuface,
L'occorrenza dl effetti collaterati {es. eventi avvers] derivanti dati'utitizzo det farmaco in
acuto e a lungo termine} e I'anatisi det pattein det linfociti B e T pre e post terapla con

{Ofatamumaty RTY costituiscono degli viterion oblettivl di questo studlo.

Endpolnts:
L'endpeint primario sard # rschip di recidiva a 12 mest, senza Ja somministrazione di
sterolde, La recidiva & definlta come un rapporto protelnuria/creatininara (urinary
Protelnuria Creatininuria Ratlo, uPCR) 22000 mg/g {2200 ma/mmal) o come a
presenza di positivith dello stick urinario 2 3+ per 3 glorni consecutlvl {KDIGO Clinlcal
Practice Guldeline for Glo toney , Kidney Intermnati Suppl 0122,
163-£71).
La remisslone complet & definita da un rapporio protelnuria/creatininuria {uPCR} <200
mgfg (¢20mglmmol) per 3 glaml consecutuvf {KDIGOD Clinicat Practice Guidetine for

i Kidney ional Suppf t, 2082 2, 163-571).
Un aliro endpolnt secondarie sard la valutazione delle popolaziont cetlylan dreotanti
cema blomarkers o preditter dallz fisposta al trattamento con anti CD20. Gli endpoints
di sicurezza saranno costitulti dalfa frequenza € dalfa severita di eventuall eventl avversi
e dalle alterazionl det controlli ematochimicl.
Materiali e Matodi:
1- Criteri di Inclusion:
Per poter essere amuotablii nelfo studio, | pazienti dovranno soddisfare | segueati criteri:
-Etd compresa tra 3 & 24 aanl
- Sindrome nefrosica steroldo dipendeate 0.3-1 mg/kg/die e assunzione di terapla
steroldea per almena sel mesl precedent ali'airvolamento.
La corticodipendenza & definita come ta presenza di due reddive conseculive in corso di
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terapia steroldea o entro 14 giom% dal!a sua sospensione

-Capacita di fornire un cor / L HE to del genitore/tutore e
I'assenso del bambino devono esseve ottenun prima di lntrapreﬂdere qualsiasl procedurc
delffo studio che non sia parte della nenmale assistenza del paziente e con fa
consapevoiezza che tale consenso possa essere ritirato in qualsiast momento, senza che
cib comporti un pregiudizio In merite at tr o future de!

2-Criteri di escluslone:

1 pazienti saranno esdust dalfo studie nel caso si verifichl uno del seguenti criter:
-Positivitd a test auteimmuni {ANA, ds DNA, ANCA)

-Rlduzlone dat InvelPi p%asmaud della comp te C3 del

Filtrato gl glc filtration rate, eGFR} < 90 miymin/1.73 m2
calcolato secondo 1z Formula df Schwartz per | pazientl di eth compresa tra 2 & £7 annl
£ secondo I'equazione CKD-EPI Creatinine 2009 per i pazienti di 18 anni.

-Gravidanza

-Neoplasie -Infezioni: infezione pregressa o attuale da BBV {con positivitd per anticorpt
antt HBe) ¢ HCV,

-Conta dei linfociti B CO20 pasitivi <2,5%

-Trattamento con Rituximab o diclefosfamide neglt wtimi 6 mesi,

Trattamento:

Farmaco e cointervento:

-Nome del farmace: Gfattrmumab-Riturimab liesim
CD20 cerppictatnenteurrenzzatethanenco).
|-Materiali: cetirizina e metilprednisolone ev, paracetamolo per os somministrati prima
deliFnfusione di Ofaiumumah per ddurme gli effetti collaterall; Ofatumumab ev.
~Procedure: dicazlone ¢on: fone 2mafkg Infuse ev in 30° diluito in
100 mi di soluzione fislologlca {NaCF 0,9%); paracetamolo per os 15 mg/kg; cetirizing
0,4 mg/kg ev in Infusione lenta diluite in 5 ml di sofuzione fisiologica (Nact 0,0%). A
segu1ne Infusione df ATX per dosangi tra 100 e 250 mg il 5 dituito in 108 )
di s3lina ¢ somministrato a 2 imbh peri pnmit 30°; 3 ml]h perlse (30 6 mi/hperi
30°.15 enlf fino alla fine. Per dosagyi tia ) LZ&D £ 500 my Riu: imab verra diluito in

¢ {anticorpe monoclonale ant-

2757'DA | i salina @ scmrninistrato a 6 mb/h ger i pon 30% 2. mi/h per | secondi 307 18
mifh per 30°; 36 mlh fing alla fine, Per dosaggi tra 0 g Rituximab

sara diluite.in EUD ml dx sahna 2 SO inistrata a @ ml/h perd Dﬁ'm! 30

(‘ nﬂgh ‘"‘u. 1

rfuse ovad m?a*{efo—lia—m(ﬂe{i( 12 mUh pari-pHim: 3"', £ e 5 i oG
FHY fine ed-ura—velocid massima gi 200-mifh,

Confronto:

-Nome del farmaceo: Micofenolata Mofetile (MMF).

Follow up:

Le visite detlo studio avverranno all'arruolamento, al tempo zero (intese come data dell’
eventuale Infusione), ad un mese daliinfustone ed In sequite ognl 3/& mesi, salvo
complicazionl, 1t dosagglo della proteinuria su raccolta urine delle 24 ore 2! tempo zero ¢
a6, 12 e 24 mesi verra effeltvata presse 1l 1zboratorio centrale del centro, In mado da
verificare Feutcome primario e sacondario. Lo stick per la protelniria vered effettuato
ogni giome, In caso di positivitd dello stick, Ja presenza di proteinuria verra cenfermata
sy raccolta urine delie 24 ore. Ad 1, 3, 6, 12, 18 e 24 mesi di distanza da!linfuslone del
farnaco verrd esegulio un prelievo per emocromo citometrico con formula leucocitaria,
fupzione renale, proteine plasmatiche, dosaggio immunoglobuline, ligidogramma

{co e sottopopolazioni linfocitarie {¢on conta det linfocith
8C0D0 posni\n) 1 suddem esamlfcontrolll dinld verranno eseguitl presso il nostro
centrg, o, in base ad eventuall problemi logistici, presse un centro nefrologlco di
riferimento delia regione di appartenenza. Tall controili costitulrebbero comunque parte
det regolare follow up ¢f padenti affetti da 1S,

Benefici e rischl potenziali:

1 risuttati di queste studio potrebbero Influenzare | trattamento dei pazienti affetti da
SD-1N5. Infatti, in questl pazlantl, ©faterwiman- K X potrebbe consentire 1a sospensione
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a lungo termine dello sterofde, evitando | suof effetti coliaterzli. 11 miglioramento della
qualité dl vita, Ia Aduzlone del tasso di sspedalizzazione e delf'utilizzo di risorse sanftarie

<o atteso.
i potenzlaﬂ ﬁschl 4t guesto trial sono correlati alfa soppressione del finfoditi 8 CO0
positivi.
Anaflst statistica:

In questo studio arruotereme 160 pazientt, con un potere pari a¥'80% di ldentificare
come significativa vna riduzione del rischio di reddiva a due annl da 0.5 a 0.25 {hazard
ratia 9.5} ad un two-slded p-vafue dello 0.05. Questo campliona tlene conto di una
progorziane tra drop-out e drop-in del 5%.

Useremo metodi statistic standard per rlassumere le caratteristiche del camplone
generale e secondo il bracclo di assegrazione, usando analist statisdche per daté
guantitativl & guatitativi, come appropriato. Useremo una regressione logistica per
confrontare I rischie di recidiva a 12 mesl con un two-sided P value statisticamente
signiicative <0.65.

Conclusionl; .

1n questo pregetto propeniame di cenfrontare Gfatamanmeh-RTL con il MMF che
reppresenta [o standard df riferimento per | uattamenlo della SDNS. Incitre ¢
prapeniame di identificare di 3 all'of per per un
future approccio personatizzato nella terspla della NS,

1l risultato di queste studio potrebbe apportare un significative miglicramento nelfa
gestione delle NS resistenti alla terapia, una malattia per cul non esiste ura terapla
efficace ad oggl, potrebbe Incltre apportare un migtisramento della nualit2 detla vita dat
pazienti e delle loro famighte e Adumre it numero di ospedalizzaziont e potrebbe Inoltre
ridurre Futitizzo dl risorse gel sistema sanitario nazionate

Nuova formulazione dal testo:

Backgreund:

La sindrome nefrosica 3 (NS) & ¢ i da proteinuria e Ipsalbuminemia
associate a disfipldemia e ipercoaguiability, I cortisonidd orall sono alla base della
terapla e datta malattia In dsca it 909% del casi, Comunque,
circa '85% del pazienti recddivano e melti sviluppano una sterofd dipendenza {SDNS)
the richiede un ulilizzo profungate di predni perita i to della remissione,

Le guldelines dela pratica dinfca {KDIGO]} suggeriscono gl utilizzare basse dost di
cortisone per mantenere la remissione In pazienti con SBNS e Micofenolato Mofetite
(MMF} o Intbitori delle calcineurine {CNI) come farmad risparmiator di sterotéd peri
bambini che sviluppino eventl avversi, Questi farmad (steroidi, CHE @ MMF) hanne
effetti collaterali i rillevo e presentanoe tossicitd, Studi recentt supportane 1'uso det
Rituximab {RTX}, un anticorpo monodonale {mAb) antl CD-20nella SONS, inoltre, dal
giugno 2018 & dispoaiblie un nwovo farmaco RTX blosimilare che consente di ridurre {
costi del trattamento. Disegno detla studio:

Trial dinfco randomizzato, controt!ato, in aperto, con due bracct paralleli, che si
propone di testare l'efficacia della terapfa con REX verse MMF nel maatenimento defla
remissione df malattia, in pazient affetti da SN steroldo dipeadenti.

1 pazienti arruolabili entreranno In un periode di run-in di 45 glorni, durante if guale si
pravvederd a:

-fornire accurate Iadicazion sull'esecurione dela raccolta usine ¢ della lettura degh
stick urinari;

~testare la compliance det pazienti e delle loro famiglie;

- tniziare, nel caso in cul nen fo stiana gid assumendo, MMF 1,200 ma/1,73 sqm e
progressive dimlnuzione dello sterolde dopo 15 glomi di 0.3 mg/ka per settimana sino
alla sospensfene. Pazient gid In terapia con MMF continueranno 13 foro terapla,

Al termine def periodo di run-In, i pazienti of i nel braccio di
Intesrvento {RTX) o in quello di confronto {MMF}). L'asset i ai due bracci deflo
studlo verrd steatificata In base all'eld dinsorgenza di malattia {>= 9 e < 9 anni) per
masstmizzare la probabilitd di bilandlare quet fatteri che potenzialmente potrebbero

1 nz; \ | g8 amento sullfoutcome clinico e che sono associati i
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{durata 4 malattia, etd all'esordio, numero di recidive e severitd di mataitia).

Dopo Vinfuslone del farmaco del braccio di intervento, a terapia con MMF steroidea
yerra mantenuta alla dose di partenza per 30 gioml e in seguito ridotia del 5% e
sospesa dopo altre due settimane,

Tustt i pazienti saranno sequiti al follow up per 24 mesi.

Terapia di s2lvataggloe: in taso di recidive {defiaite come ¥R Rpporto
prateinuniafereatininuria -urinary Proteinunia Creatinlauria Ratio, uPCR- 22000 ma/g -
=200 mg/mmol- o come fa presenza di positivitd dello stick urinardo = 3+ per 3 giemi
consecutivi} dusante o studio, t pazienti verranno trattati con prednisene per os al
dosaggio di 60 mg/m2 per ottenere una remissione df malat¥a, All'avvenuta remissione
| pazientl verranno trattatl con un‘altra Infusione di RTX, se appartenenti al braccio
Interventistico in base alla rendomizzazione Iniziale, Dopo la seconda © successiva
infuslone, a terapla steroldea verrd mantenuta alia dose di partenza per 7 gfoml e In
seguito ridotta di 0,3 mg/kg/setlimana, fine alla completa sospensione,

pazient non responsivi allo sterofde con ive recigive di saranno esclusi dalle
studio. Lo stugio censenta il passacglo da un bracdo all’altro dopo tre recidive.
Obiettivi:

Primario; consolidare che RTX sia superiore a MMF nel mantenimento di yna remissione
di matattia {completa o parziale} senza Futilizzo di farmact per os a 12 mesi nel
bambinl afettt da INS dipendente da terapia steroldi

Secondario; testare se REX sia superiore a MMF nella riduzione del rischio di recidiva in
un peripdo di foliow up di 24 mesi nei bambinl affetti da INS dipendente da terapla
steroidea.

Terziario: comparare Il tosto tra BMF e RTX biosimilare.

L'occorrenza di effetti colfateratt {es. eventi avversi derivantl gati'utilizze del farmaca In
acuto & a lungo termine) e Yanalist del pattern del #infecitt B e ¥ pre e post terapfa con
RTX costitulscana degll ulterort oblettivi di questo studie.

Endpoints:

Lendpoint primario sar I rischlo 81 recidiva a 12 mest, senza 1a somministraione dl
sterolde, La redidiva & definita come un rapporto preteinurizfereatinlnuda {usinary
Protelnuria Creatinlnuria Ratle, uPCR) 22000 mofg {200 mg/mmol) o come fa
{presenza di positivitd dello stick urinario 2 3+ per 3 gloml consecutivl. (KDIGO Clinleal
Practice Guldeline for Gl lonephrits, Kigney Intermational Supplement, 2012 2,
163-171).

ta remisstona complete & definita da un rapp pi a {uPCR) <200
mg/g {<20mg/mmal) per 3 gloml consecutivi (KDIGO c![nh:a! Practice Guideline for
Glemerulonephritis, Kidney Internativnal Supplemeni, 2012 2, 163-171}.

Un altro eadpoint secandario sard 1a valulazione delle popolazionl celfulari ¢reolanti
come blomarkers o predittori delfa risposta al trattamento con anti CO20. GIf endpoints
di slcurezza saranno costituith dalla frequenza e dalfa severitd di eventuali event
avversi e dalle alterazioni det controlli ematochimid.

Matedali e Metodi:

1- Criter di inclustone:

Per poter essere arruolabili nells studio, i pazient! dovranro soddisfare [ seguenti
criteri;

-Etd compresa tra 3 e 24 anni

- Sindreme nefrosica steroido dipendente 0,31 mg/kgfdie e assunzione di terapia
steroidea per almeao set mesi precedent allanuolamente,

La corticodipendenza & definita come la presenza di due recidive consecutive in corse di
terapla steroldea o entro 14 glorni dalla sua sospensione.

~Capacitd di fornive un consensofassenso: il consenso informateo del genitoreftutore e
’agsenso del bambiro devano essere ottenutl prima di intraprendere qualstasi
procedurs dello studio che non sta parte della normale assistenza del paziente e confa
censapevofezza che tale consense possa essere ritirate in qualsiast memento, senza
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-Posmwté a test autoimmuni (ANA, 5 DNA, ANCA)

det livelli p ict delia (omponenle €3 del complementa,
-Fitrato glomarulare (esurnated glemerular filtratios rate, eGFR) < 50 ml/min/t.73 m2
calcolato secondo fa Formula di Schwartz per | pazienti di etd compresa tra 2 e 17 anni
e secondo 'equazione CKD-EPI Creatinine 2009 per | pazienti di 18 anni.
-Gravidanza
-Neoplasle -Infezioni: Infezione pregressa o altuate da BBY {con positivit per anticarpl
anti HBe) o HCW.
-Conta det linfocitd B CD20 positivi <2,5%
~Trattamento cen Rituximab o dclofosfamide neght ultiml 6 mest.
Trattamente:
Faimaeo e cofatervente:
-Nome del farmace: Rituximab blosimilare {anticorpo monocionale anti-C029
chimerico).
-Meteriati: cetirizina & metifprednisolone ev, paracetamolo per os semministrati pima
dettinfusione di RTX per ridurne gli effetdl collaterall; RTX ev.
-Procedure: premedicazione con: metilprednlsoione 2mgfkg irfuso ev In 30° diluita
EOC mi di soluzione fisiofegica {NaCl 0,59%); paracetamolo per 05 15 mo/kg; cetidzina
0,4 ma/kg ev in infuslone lenta dilvito in 5 ml di sofuzione fislologica {Nati 0,9%}. A
seguire Infusione di RTX per dosaggl tra 100 e 250 mg Rituximab verra diiuita in 100
mi gi salina & sommialstrato a 2 mijh per | priml 30°; 3 mi/h per i second: 30°; & mifh
per1terzi 30 15 mY fino 2!la fine, Per dosaggt tea | 260 e 500 mg Rifuximab verra
diluito In 250 mi dI safina e semministrato 3 6 mi/h per | pAmi 307 9 mifh per | secondi
307 18 mith per } terzl 30°; 36 mifh fing alla fing, Per dosaggl tra 510 e 1000 mg
Rituximab sara diluite In 500 mi ¢i salina e somministrato a @ mifh per | primi 30,
successivamente Finfusione pud essese raddopplata agni 30 minutl fins 2d un massimo
di 72 mifh. Confrento:
-Nome del farmace: Micofenolato Mofetile {MMF}.
Follow up:
La visite dello studio avverranng all'2truclamento, al tempo zero {Inteso come data
dell* eventuale Infusione), ad un mese dallinfuslone ed In seguito ognt 3/6 mesl, salvo
complicazionl. It dosagglo detta protelnuria su raccolta urine delie 24 ore al tempo zere
e a6, 12 e 24 mesl verrd effettuata presso it laboraterio cantrzie del centro, in modo
da verificare I'outcome primario e secondasdo. Lo stick per [a protelnuria verrd
effettuato ognt glorno. In caso di positivitd dello stick, fa presenza di protelnuria verrd
confermata su raccolta urine delfe 24 ore. Ad 1, 3, 6, 12, 18 e 24 mesi ¢f distanza
dallinfusione del farmace verrd esequito un prelievo per emocreme citometrice con
formula leucoditaria, funzione renafe, pretelne plasmatiche, deszggio immunogliobutine,
ipidogramma (colesterolo e triglicerids), albumina e sottopopelaziont linfecitarie (con
conta det Erfocitt B €020 positivi), I suddettd esaml/controlli dinid vemranno eseguiti
presso H nostro centro, o, In base ad eventuali problemt loglistid, presso un centro
nefrologice di rifeimento della reglone di appartenenza. Tali controlli costituirebbero
comungue parte det regolare follow up di pazienti affetti da INS.
Benefid e rischi potenziali:
1 risultat di questo studio potrebbero influenzare §l trattamento dei pazienti affetti da
SD-INS. Irfattl, in quesH pazienti, RTX potrebbe consentire 1a sospensione 3 lungo
termine dello sterolde, evitande | suct effetti cotlateralt. Il miglioramento defla qualitd di
vita, fa fduzione del tasso di ospedalizzazione e dell'vtifizzo di Fisorse sanHade
<ostitulscone un benafclo economico atteso.
1 potenziall rischi di questo trial sono comrefatt alla soppressione del linfodti B CD20
positivi.
Analisl statistica:
In gquesto studio arruoleremo 160 pazient, con un potere pari all'80% di Identificare
ceme significativa una riduzione del rischlo di recidiva a due ann! da 0.5 a 0.25 {hazard

che cid comportd ua pre dizio In merito al future def ratio 0.5} ad un two-sided p-value dello 0.05. Questo camplone tiene conta di una
2-Criteri di esdusione: proporzione tra drop-out e drop-in del 5%.
I pazient| saranng esclusi dallo studio nel ¢aso st vedficht ung det sequenti crite. Usereme metodi statistict standard per dassumere le coratteristiche det camplone
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kgenerale & secendo il bracdo di assegnazione, usando anallst statistiche per dati
Equantitativi e qualitativi, come appropriato. Useremo una regressione logistica per
confrontare if rischio di redidiva a 12 mesi con un two-sided P value statisticamente
slgnifcativo <0.05.

Condclusiont:

In questo progetto propentamo di confrontare RTX <on H HMMF che rappresenta to
standard di riferimente per it trattamenm della SDNS. inoltre o proponiarna di
identificare bicmarkers di Ibilitd all'of: b per p ud future
approcdo persenalizzato nella terapia della NS.

1l risuitato di questo studio potrebbe apportare un significative miglioramento nella
gestione delle NS resistent alla terapia, una malatiia per cut non esiste una terapla
efficace ad 0ggl, potrebbe Incitre apportare un miglioramento della qualita deila vita del
pazienti e delle {oro famiglie e ridurre i numero di ospedalizzazioni e potrebbe inoftre
ridurre Futifizze d! risorse del sistema sanitario nazionale.

< 1/ sp fonl tvazlonl dell’ d 1¢ iate:

13 richlesta di emendameatn sostanziale riguarda: la modifica del farmaco utifizzato
perla sperimentazione deffa terapia per ia sindrome nefrosica steroldo dipendente
SNSD, Invece delt’anticorpo monodonale umanizzato anti CO20 Ofatumumab (OFA) st
propone Putitizze di anticorpo monocfonale chimerco Rituximab biosimilare (RTX}, Tale
modifica & relativa alie ruove Informazion! ottenute dal compimento deglt stugdi
comparativl in alto €I OFA e RTX che dimostrano (dati confidenziali) fa non inferioritd di
R/TX nella terapla dells SHSD e IF magglor impatte di side effects allinfuslone di GFA
(elevata inddenza df fenoment bronchiolitid)} mentre [a tollerzbilitd a fungo termine di
entrambi | farmaci sembra paragonabile; Inoltre [a recente Introduzione sul mercato di
un blosimilaze det RTX conseate uaa spesa par ad almeno it 50% In meno rispstto ad
OFA ed infine, ma dedsivo per il progetto, & che it farmaco OFA & stato ritirato dal
commerdia da fine 2018. Slamo stati informati da Novartis (sttwale proprietaria datla
tinea di produzione & OFA) che & ¢14 stata inoltrata ad EMA 1a richiesta di ritiro di AIC.
Non di & possibile splegare tale rchiesta se non per ragionl di mercato /o per strategle
jaziendali (Sandoz produttrice di Rixathon-Rituximab blosimitare- fa parte det gruppo
Novartis} ma certamente la dedsione non appare ad oggi modificablfe, Non d
risuitana, peraftro, dati di safely se non quanto riferito sopra riguarde gli eplsedi

bronchiotitid, che abbiano consighate il ritire di OFA. Vedi protocollo sezipne 6.

Hote:
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F. CAMBIO / AGGIUNTA SPERIMENTATORE / CENYRO CLINICO (ave appiicabife,
compilare la serione Ft o F2)

F.1 Fornire | dettaglt dello sperimentatora coordinatore 2 del centro
clinico

F.l.t home;
F.L.2 Cognome:
F.1.3 Quatifica:

F.1.4 indirfzze det centro clinico:
F.1.5 Comitate etice di riferimente:
F.1.6 Nome & cognome dei precedente sperimentatore codrdinatore:
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F.2 Fornire 1 dettagli dello sperimentatore principala e del centro clinico
collaboratore

F.2.1 Nome:

F.2.2  Cognome;

F.2.3  Qualifica:

F.2.4  Indirizzo del centro <linico:

F.2.5  Nome e cognome del precedeate sperimentatore:

G, LISTA DEI DOCUMENTE ALLEGATI ALLA DOMANDA DI EMENDAMENTO

S prega di presentare softanto | documents pertinenti efo, se def ¢sso, di fare predsi
riferimenti al documenti gid presentati.

Fare predisi riferimenti a eventuall modifiche di pagine distinte e presentare i testi
vacehi e quelii modificatl,

Barrare lafa casellafe appropriata/e.

G.1 Letters di preseniazione

x
G.2 Estratte dat documento emendato In accordo alla sezione 3.7.c della n
linea gulda CF-1 {s& non specificato nella sezlone E ¢i queste modulo)

G.3 Nuova versione completa del documento *®

x

G.4 Informazion! 2 supporto

G.5 Se modfficatt dali'emendamento: file in formato xml agglornate

creato tramite il sito FudraCT: htps:/feudral ema.europa.ews (da x
inviare solo ad AIFA) e copla deli'Appendice 5 aggiomata, conle

moedifiche evidenziate (da inviare ad AIFA e al Comitalo etico}

G.6 Eventuall commentl su qualsiast nuovo aspette deli'emendamento =]
G.7 Specificare dala e versiene det document allegali {testo libero):

®

- Domanda auterizzazione AIFA data 08/02/201%
- Protocotlo versione 2 del 8/02/2019
- Sinosst verslone 2 det 8/02/2019

- Scheda tecnica Rixathon

Agensis Hafaas def Farmao - GiSC Pagina 18 41 17
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- Scheda tecnica Myfenac

- Beneht and Risk assessment data 08/02/2019

- Valutazioni etiche data 08/02/2019

- Elenco centri pariecipanti data 85/02/2018

- Coasenso genitore versiona 2 del 8/02/2019

- Consensa magglorenne verstone 2 del 8/02/2019

- Assenso adolescente verstone 2 del 8/02/2019

- Assenso preadolescente versione 2 del 08/02/2019

- Lettera medico curante versione 3 def 08/02/2019

- Consenso datl personali genitore versione Z del 08/02/2019

- Consenso datl personati magpiorenne versione 2 del 08/02/2019
- Assenso da personall adofescente versione 2 def 08/02/2019

- Assenso dati personali preadelescente versione | del (Bf02/2819
+ Consenso materiale blologlco genitore versione 2 del 08/02/201%
- Consenso materfale blolopico magglorenne versione 2 detf 08/02/201%

- Assenso materiale biologico adolescente versione 2 cel 08/02/201%

- ASSenso i biologico p ente 1 2 del §8/02/2019
+ Modulo6 CERLIguria_Sperim_NoProfit del 68/02/2019

- Curriculum vitae breve

- Moduto 3 CERiiguria_CINT del D8/02/2019

G.B Supp: lettronice capla della documentazione & x
dell’Appendice 9

Hote:
10- 5t vecsa Ia azione 3.7.c deda lmea guica CT-5.
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H. FIRMA DEL RICHIEDENTE

H.1 1l satloscritto attesta / attesta per conte del promatore ches

+ felnfi 1 nebfa p domanda sono ssatle;
+ {2 documentazions In allegato su supporto efettronico & completa e
f alla Tone su supports cartaceo;

* 1a sperimentazions sard effeltuata in conformitd ai protocolio, aifa
normativa vigente ed atle Horme di buona pratica ¢linlea;
* laproposta df emendamento & raglonevole.

H.2 Richledente che Ingltra la domanda
H.2.1 OData: 08/02/2019
H.2.2 firma: 5@/
H.2.3 Nome: Stefania

H.2.4 Cognome: Gamba

Agenzla Mafizce det Farmacn - G558 Piiina 18 &1 18
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