Supplementary Material

Methods
Study Participants

Eligible patients must have a mean urine protein:creatinine ratio (UPCR) 21000 mg/g and a body mass
index <40 kg/m?2. Patients treated with corticosteroids or receiving treatment with angiotensin-
converting enzyme inhibitors, angiotensin receptor blockers, finerenone, aldosterone synthase
inhibitors, or sodium-glucose cotransporter-2 inhibitors should be on a stable dose for >4 weeks prior
to screening, with no plans to alter the dose during the study. In addition, concomitant use of
calcineurin inhibitors, cytotoxic agents, or CD20 monoclonal antibodies (within five half-lives before
screening); metformin, dofetilide, dabigatran, or digoxin (within five half-lives before screening); or
strong inhibitors or inducers of CYP3A (within 1 week or five half-lives before screening) are not

permitted in this study.

This trial will be conducted in compliance with the approved protocol and the ethical
principles laid down in the Declaration of Helsinki, and in accordance with the International
Conference on Harmonization Good Clinical Practice Guideline, relevant Boehringer Ingelheim (BI)
standard operating procedures, EU regulation 536/2014, and local regulations. All patients will be

required to provide signed, dated, freely written informed consent prior to admission to the study.

Treatment

Patientswill enter a <30-day screening period prior to receiving the first dose of study drug. Following
the 12-weektreatment period, patients will enter a follow-up period with visits at 7 and 30 days after

the end of treatment.

The doses in this trial were in part selected based on Phase | safety data demonstrating that
treatment for 14 days waswell toleratedin healthy volunteers (NCT04102462). Patients with primary

focal segmental glomerulosclerosis are likely to have slightly higher exposure to Bl 764198 than



healthy volunteers, due to their abnormal kidney function. Pharmacokinetics (PK) of Phase | data
demonstrated an increase in area under the concentration-time curve (AUC) and maximum plasma
concentration (Ca) in patients with moderate and severe abnormal kidney function after single
doses of medium dose Bl 764198 (NCT04176536). Based on data from these Phase | studies and
preclinical assessments to demonstrate pharmacological effects in a mouse unilateral ureteral
obstruction model (targeting >IC90), the therapeutic dose of BI 764198 is estimated to be between
the low and medium dose. However, as target engagement is unable to be assessed in humans and
due to the uncertainty of a demonstrable pharmacodynamics (PD) solely based on in vitro dose
estimations, a high dose will also be assessed in this study. This high dose may be valuable to
determine whether transient receptor potential cation channel, subfamily C, member 6 (TRPC6)

inhibition induces a clinically meaningful UPCR response.

Decentralized Clinical Trial (DCT) Model

Informed consent and electronic trial data will be collected via a web-based platform (Science 37°),
and visits will be conducted by mobile research nurses (MRNs). Remote visits and trial procedures,
except eye examinations, will be conducted by MRNs, with oversight from the site investigator and
staff. This option will be presented to patients prior to or at the time of informed consent, or patients

can complete the screening visit at the study site and subsequently switch to the DCT model.

Endpoints and Assessments

PD endpoints are urinary biomarkers reflecting podocyte health (podocin [MRNA]: creatinine ratio
[UPodCR], nephrin [mRNA]: creatinine ratio [UnephCR], and podocin [MRNA]:nephrin [MRNA] ratio
[UPNR]) and drug target modulation (TRPC6 mRNA, nuclear factor of activated T-cells [NFAT] mRNA,

and downstream markers of the calcineurin-NFAT pathway). The PK of Bl 764198 are being assessed,



with parameters including Ca, time to maximum concentration, and AUC from t1 to t2 at steady

state at Week 12.

Urine samples (24-hour) will be collected at screening, Day 4, and Weeks 12 and 13 to
measure UPCR and urinary protein excretion. Spot urine samples will be collected at baseline (Visit 2),
Day 4, and Weeks 4, 8, 12, and 13 for UPCR and urinary albumin:creatinine ratio calculations, and
exploratory biomarker evaluation. At screening, first morning void urine samples will be collected to
obtain the UPCR measurementsrequiredto determine trial eligibility. Serum samples will be collected
at screening, baseline (Visit 2), Day 4, and Weeks 2, 4, 6, 8,10, 12, and 13 to measure creatinine levels
and determine estimated glomerular filtration rate (eGFR). Supplementary Table 1 summarizes the

assessment of endpoints and timings for the study visits.

Randomization and Blinding

Patients, investigators, and all study personnel (except the trial pharmacometrician, pharmacokinetic
programmer, andtrial bioanalyst) will remain blinded to the randomized treatment assignments until
study completion, according to the sponsor’s standard operating procedures (SOPs). As needed,
additional safety, efficacy, PK, and PD analyses may be performed during the trial by the clinical trial
and project team, for which the database will be unblinded. Emergency unblinding will be available
when the identity of the treatment must be known to the investigator to provide appropriate medical

treatment, or otherwise ensure the safety of a trial participant.

Statistical Analysis

If ~40%, 30%, and 20% of patients in the high, medium, and low dose groups, respectively, reach a
>25% reduction in UPCR after 12 weeks, compared with ~9% of patients receiving placebo, the
proposed sample size provides a 73.4% probability for a difference of 225% in responder rates

between at least one treatment group and placebo.



The dose—response relationship, based on the reduction in log of UPCR, may be investigated
using a graphical approach. All secondary and other endpoints (except PK) will be assessed via
descriptive statistics. An unblinded, exploratory analysis of PK, PD, and biomarker data will be

performed during the trial.

Data Management and Trial Monitoring

A safety review committee, including a cardiologist, an ophthalmologist, a global pharmacovigilance
member, and other trial team members, will be established by the sponsor to review individual and
aggregated safety data at regularintervals. The primary objective of this committee will be to monitor
the safety and tolerability of Bl 764198. An independent data monitoring committee will not be
established to monitor this trial; data management will be conducted in accordance with BI's SOPs

and industry standards.

The investigator/institution will allow trial-related monitoring, audits, institutional review
board/independent ethics committee review, and regulatory inspections. Direct access will be
provided to all source documents/data, including progress notes and copies of laboratory and medical

test results for review by the clinical research associate, auditor, and regulatory inspector.
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Supplementary Table 1. Study endpoints and assessments

Trial period Sc;r:rei;l;r:g Randomized treatment Follow-up
Visit 1 2 3 4 5 EoT | FU1l | EoS
Study day -30 1 4 29 | 57 85 92 | 115
Study week 0 1 4 8 12 13

Time window for visits (days) 0 +3 +3 +3 +3 +2 +3
Enrollment

Informed consent X

Demographics X

Medical history X X

Review of inclusion/exclusion criteria X X

Intervention

BI 764198

Assessments

Bodyweight X X X X X
Concomitant therapy X X X X X X X X
Vital signs X X X X X X X

Physical examination X X X

Resting 12-lead ECG X X X X X X X

Safety laboratory sampling X X X X X X X
Pregnancy testing X X X X X X

Eye examinations X X X
First morning void X

Spot urine X X X X X X
24-hour urine collection XXP X X X




Biomarker sampling (blood, urine) X X X X X

Pharmacogenomics X

PK sampling (blood) X X X X X X
Randomization and dispense trial X

medication

Dispense/review of medication diary X X X X X

Medication administration during
study visit

Adverse events X X X X X X X X

Return trial medication/

compliance check

ECG, electrocardiogram; EoS, end of study; EoT, end of treatment; FU1, follow-up 1; PK, pharmacokinetics.

Phonecalls will be carried out at Weeks 2, 6,and 10 (Days 15, 43,and 71, respectively) to assess adverse events

and concomitant therapy use.

aScreening period may be shorter than 30 days.

bTwo separate 24-hour urine samples will be collected on separate days prior to Visit 2.




