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[bookmark: _Ref135021613][bookmark: _Ref135021621][bookmark: _Toc92201341]INTRODUCTION
This is an open-label, multi-center Phase 1a/1b study of intravenous PSB202 in patients with relapsed indolent/follicular non-Hodgkin’s lymphoma (NHL), chronic lymphocytic leukemia (CLL), and waldenström macroglobulinemia (WM) who have failed or are intolerant to standard of care therapy.
This Statistical Analysis Plan (SAP) describes the detailed statistical methodology for analyzing study data to support the final clinical study report (CSR). 
The analyses described in this SAP are based upon the following study documents:
· [bookmark: _GoBack]Study Protocol, Version 1.0 (21 Jan, 2021)
· [bookmark: _Hlk85629981]electronic Case Report Form (eCRF), Version 2.0 (06 Sep, 2021)
[bookmark: _Toc92201342]STUDY OBJECTIVES
[bookmark: _Toc92201343]Primary Objective (Phase 1a)
To determine the maximum tolerated dose (MTD)/recommended Phase 1b dose (RP1bD) of PSB202 by intravenous (i.v.) injection in patients with previously treated chronic lymphocytic leukemia/small lymphocytic lymphoma (CLL/SLL), selected B-cell NHL, and WM.
[bookmark: _Toc92201344]Secondary Objectives (Phase 1a)
· To determine the safety profile and tolerability of PSB202 including acute and chronic toxicities, and presence or absence of treatment-emergent anti-drug-antibodies (ADA).
· To characterize the pharmacokinetics (PK) and pharmacodynamic properties of PSB202.
· To assess the preliminary anti-tumor activity of PSB202 based on overall response rate (ORR) according to International Workshop Guidelines for CLL/SLL (International Workshop Guidelines for CLL/SLL [IWCLL] 2018, [Hallek, Cheson et al. 2018]) and WM (International Workshop Guidelines for WM [IWWM]8, [Leblond, Kastritis et al. 2016]), Lugano Treatment Response Criteria for Mantle Cell Lymphoma (MCL), Marginal Zone Lymphoma (MZL), MALT-lymphoma, and other NHL (Lugano 2014, [Cheson, Fisher et al. 2014]), or other criteria as appropriate to tumor type, as assessed by the Investigator.
[bookmark: _Toc92201345] Primary Objective (Phase 1b)
To assess evidence of anti-tumor activity of PSB202 based on ORR as assessed by the Investigator, in guidance of and following protocol-referenced international standards. An Independent Review Committee (IRC) may review the Investigators’ assessments.
[bookmark: _Toc92201346]Secondary Objectives (Phase 1b)
· To assess the preliminary anti-tumor activity of PSB202 by determining:
o ORR as assessed by Central Review for this secondary objective
o Best overall response (BOR) as assessed by Investigator and IRC
o Duration of response (DOR) as assessed by Investigator and IRC
o Progression-free survival (PFS) as assessed by Investigator and IRC
o End of Treatment Response (ETR)  as assessed by Investigator and IRC
o Overall survival (OS) 
· To determine the safety profile and tolerability of PSB202.
· To characterize the PK/pharmacodynamic properties to produce evidence of biological impact for PSB202.
[bookmark: _Toc92201347]Exploratory Objective (Phase 1a)
· To explore the relationship between PK and drug effects, including efficacy and safety.
[bookmark: _Toc92201348]Exploratory Objective (Phase 1b)
· To evaluate minimal residual disease (MRD), assessed in the peripheral blood and/or bone marrow, by molecular assays including next-generation sequencing (NGS), allele-specific oligonucleotide polymerase chain reaction (PCR) and/or flow cytometry, in patients meeting response criteria for complete response (CR).
· In follicular lymphoma (FL) patients: in responding patients, to characterize reversion of peripheral blood BCL-2 rearrangement.
[bookmark: _Toc92201349]INVESTIGATIONAL PLAN
[bookmark: _Toc92201350]Overall Study Design and Plan
[bookmark: _Toc92201351]Study Design
This is an open-label, multi-center Phase 1a/1b study of PSB202 by i.v. infusion in patients with CLL/SLL and NHL who have failed or are intolerant to standard of care and require systemic therapy based on disease-specific criteria.
This study includes 2 parts: Phase 1a (dose escalation) and Phase 1b (dose expansion).
In Phase 1a, the patients will be enrolled using an accelerated titration design in the first 3 dose (likely sub-therapeutic) levels, with a standard 3 + 3 design thereafter. The starting dose of PSB202 in i.v. administration is 12 mg.
Once the MTD and/or RP1bD is identified, the patients will be enrolled to 1 of 3 Phase 1b dose expansion cohorts depending on tumor histology, tumor genotype, and prior treatment history. One cycle length will be 21 days.
Phase 1a and Phase1b will enroll patients with histologically confirmed (by local pathology) previously treated CLL/SLL, WM or NHL who meet eligibility criteria as applicable. 
Both Phase 1a and Phase 1b will consist of a screening period, a treatment period, an End of Treatment (EOT) visit, a Safety Follow-up (SFU) visit, and Long-Term Follow-up (LTFU) of up to 2 years from any patients start of study date. Ongoing safety and disease assessments (for patients without progressive disease [PD]), disease status, survival, and subsequent anti-cancer therapy(ies) will be assessed during LTFU.

[bookmark: _Toc92201352]General Treatment Procedures
The patients will receive the assigned PSB202 dose on Cycle 1 Day 1 (C1D1) in accordance with the cohort assignment. The starting dose of PSB202 is 12 mg administered by i.v. infusion. An additional and identical loading dose will be provided on C1D8 and C1D15. PSB202 will be administered only on Day 1 of subsequent cycles. In Phase 1a and Phase 1b, cycle length is 21 days. The dose limiting toxicity (DLT) period during Phase 1a comprises 28 days, i.e., the DLT period extends into Cycle 2 to include the C2D1 dose with 7 days of Cycle 2 Follow-up.
Individual patients will continue PSB202 dosing until PD, unacceptable toxicity, or other reason for treatment discontinuation, as outlined in Protocol Section 6.4. All treated patients will undergo an SFU visit between 3 and 5 weeks after the last dose of study drug (i.e., 21 days after the last dose of study drug [+14 days]).
After treatment discontinuation, all patients will enter the LTFU period of the study. Patients who discontinue study treatment for reasons other than PD, withdrawal of consent, or initiation of a new anti‑cancer therapy(ies), will also be assessed for progression of disease during LTFU until PD, withdrawal of consent, or initiation of a new anti‑cancer therapy(ies). Once PD is confirmed, patients will be followed for survival status by telephone.
[bookmark: _Toc92201353]Phase 1a 
Phase 1a will enroll the patients with histologically confirmed CLL/SLL, NHL, or WM who have failed or are intolerant to standard of care.
Dose escalation will follow an accelerated titration design with single-patient dosing in the first 3 cohorts. The occurrence of ≥1 Grade 2 or higher adverse event (AE) in any of the single-patient cohorts during the first cycle of study drug, that cannot be reasonably attributed to the patient’s underlying disease, other medical condition or concomitant medications, will result in a switch to a 3+3 dose escalation regime for the current and subsequent dose levels. 
The starting dose of PSB202 is 12 mg i.v. The DLT period will be 28 days, commencing with the first dose of PSB202. Cycle length will be 21 days.
[bookmark: TAB_1]During Phase 1a, after completion of the 28-day DLT period, intra-patient dose escalation may be permitted by the Sponsor, provided that the patient is tolerating their current dose with no ≥ Grade 2 AE, and the dose level to which the patient will be escalated has a DLT rate < 33% and declared safe by the SRC.
[bookmark: _Toc72141128][bookmark: _Toc72172120][bookmark: _Toc72141129][bookmark: _Toc72172121][bookmark: _Toc72141130][bookmark: _Toc72172122][bookmark: _Toc72172123][bookmark: _Toc72141132][bookmark: _Toc72172124][bookmark: _Toc92201354]Phase 1b
Once the MTD or RP1bD is identified, approximately20 patients with CLL/SLL, various indolent NHL histologies, or WM will be enrolled to 1 of 3 Phase 1b dose expansion cohorts (determined locally).
Cohorts 1 through 3:
· Cohort 1: FL, progressed during or within 6 months after at least 2 prior regimens, at least one of which contained rituximab (R) (single-agent R or R-chemo)
· Cohort 2: CLL/SLL failed and progressed after 2 or more prior lines of therapy.
· Cohort 3: WM, marginal zone lymphoma (MZL), mantle cell lymphoma (MCL) failed at least 2 prior regimens. The patients with MCL must have received an alkylating agent.
Successfully accruing cohorts may be expanded with up to 20 additional patients guided by the principles of a Simon’s Two-stage design. Cohort expansion is conditioned on patients initially enrolled in the cohort to have shown a response rate higher than the Simon’s 2-stage futility proportion (see Section 4.12).
[bookmark: _Toc92201355]Study Endpoints 
[bookmark: _Toc92201356] Primary Endpoint (Phase 1a)
· Dose Limiting Toxicities (DLT)
[bookmark: _Toc92201357][bookmark: _Toc146452052]Secondary Endpoints (Phase 1a)
· Safety assessed using incidence of AEs, serious adverse events (SAEs), changes in hematology and blood chemistry values, ADA, physical examinations, vital signs, and ECGs
· Plasma concentration of PSB202 (PSB102 and PSB107), as well as their corresponding PK parameters including, but not limited to AUC0-t, Cmax, Tmax, T1/2, and degree of accumulation
· Pharmacodynamic marker: CD19 + B-cells by flow cytometry
· ORR by Investigator and IRC
· ETR by Investigator and IRC
[bookmark: _Toc92201358]Exploratory Endpoints (Phase 1a)
· Differences in efficacy and safety based on PSB202 PK parameters. 
[bookmark: _Toc92201359]Primary Endpoint (Phase 1b; for each cohort)
· ORR by Investigator 
[bookmark: _Toc92201360]Secondary Endpoints (Phase 1b; for each cohort)
· ORR (by Central Review), BOR, DOR, PFS, (by Investigator and IRC)
· ETR
· OS
· AEs and SAEs, changes in hematology and blood chemistry values, assessments of physical examinations, vital signs, and ECGs 
· Plasma concentration of PSB102/PSB107 and PK parameters  
· ADA
[bookmark: _Toc92201362]STATISTICAL METHODS
[bookmark: _Toc92201363]Data Quality Assurance
All tables, figures and data listings to be included in the report will be independently checked for consistency, integrity and in accordance with standard Parexel procedures.
[bookmark: _Toc92201364]General Presentation Considerations
[bookmark: _Hlk85568769]Continuous data will be summarized in terms of the mean, standard deviation (STD), median, minimum, maximum, and number of observations, unless otherwise stated. 
Continuous data that are expected to be skewed will be presented in terms of the maximum, upper quartile, median, lower quartile, minimum and number of observations. The minimum and maximum will be reported to the same number of decimal places as the raw data recorded in the database. The mean, median, lower quartile and upper quartile will be reported to one more decimal place than the raw data recorded in the database. The STD will be reported to 2 more decimal places than the raw data recorded in the database. In general, the maximum number of decimal places reported shall be 4 for any summary statistic.
[bookmark: _Hlk85568790]Categorical data will be summarized in terms of the number of patients providing data at the relevant time point (n), frequency counts and percentages. Any planned collapsing of categories will be detailed in the SAP text and the data displays.  
Percentages will be presented to one decimal place. Percentages will not be presented for zero counts.  Percentages will be calculated using n as the denominator.  If sample sizes are small, the data displays will show the percentages, but any textual report will describe frequencies only. Change from baseline in categorical data will be summarized using shift tables where appropriate. 
P-values greater than or equal to 0.001, in general, will be presented to three decimal places.  P-values less than 0.001 will be presented as “< 0.001”.
Confidence intervals (CIs) will be presented to one additional decimal place compared to the original data.
Unless otherwise stated, summaries will be presented by initial dose level (Phase 1a) and by cohort (Phase 1b) respectively. Data from Phase 1a patients that meet entry and treatment criteria for Phase 1b may be included in Phase 1b.
Unless otherwise specified, ‘Baseline’ assessments are defined as the last available assessments performed prior to the first dose of the study treatment.
For assessments on the day of first dose where time is not captured, a nominal pre-dose indicator, if available, will serve as evidence that the assessment occurred prior to first dose. Assessments on the day of first dose where neither time nor a nominal pre-dose indicator are captured will be considered prior to first dose if such procedures are required by the protocol to be conducted before first dose.
Study Day will be calculated relative to the date of the first dose of study drug, as follows, and will be displayed in some of the patient listings.
· [bookmark: _Hlk69743509]Study Day = Assessment Date – Date of the first dose of study drug for visit (or event) prior to first dose.
· Study Day = Assessment Date – Date of the first dose of study drug + 1 for visit (or event) at or after first dose.
[bookmark: _Toc72141138][bookmark: _Toc72172130][bookmark: _Toc72141139][bookmark: _Toc72172131][bookmark: _Toc72141140][bookmark: _Toc72172132][bookmark: _Toc72141141][bookmark: _Toc72172133][bookmark: _Toc72141142][bookmark: _Toc72172134][bookmark: _Toc72141143][bookmark: _Toc72172135][bookmark: _Toc72141144][bookmark: _Toc72172136][bookmark: _Toc72141145][bookmark: _Toc72172137][bookmark: _Toc72141146][bookmark: _Toc72172138][bookmark: _Toc72141147][bookmark: _Toc72172139][bookmark: _Toc72141148][bookmark: _Toc72172140][bookmark: _Toc92201365]Software
All report outputs will be produced using SAS® version 9.4 or a later version in a secure and validated environment. 
PK analyses will be produced using Phoenix® WinNonLin (WNL) version 8.2 or a later version in a secure and validated environment. 
All report outputs will be provided to the Sponsor in both RTF and PDF format.  
[bookmark: _Toc92201366]Study Patients
[bookmark: _Toc134424702][bookmark: _Toc92201367]Disposition of Patients
A clear accounting of the disposition of all patients who enter the study will be provided, from screening to study completion.
The following summaries will be provided:
· A summary of the number of patients screened, and the number and percentage of eligible patients, screen failure patients, patients who discontinued the study prior to receiving any dose of study drug (including reasons for discontinuation), patients who received at least one dose of study drug, using All Screened Patients
· A summary of number and percentage of patients who completed treatment, using Safety Population (SP)
· A summary of number and percentage of patients who discontinued treatment (including reasons for discontinuation), using SP
· A summary of number and percentage of patients who completed study, using SP
· A summary of number and percentage of patients who discontinued study (including reasons for discontinuation), using SP
By-patient listings of patient disposition will be generated, consisting the date of informed consent, the dates of withdrawal/study completion, primary reasons of treatment discontinuation and study discontinuation, start/end date of treatment. 
[bookmark: _Toc290473018][bookmark: _Toc290473176][bookmark: _Toc290642583][bookmark: _Toc290473019][bookmark: _Toc290473177][bookmark: _Toc290642584][bookmark: _Toc134424703][bookmark: _Ref135022959][bookmark: _Ref135022994][bookmark: _Toc92201368]Protocol Deviations
Major protocol deviations are defined as those deviations from the protocol likely to have an impact on the perceived efficacy and/or safety of study treatments.
Major protocol deviations and any action to be taken regarding the exclusion of patients or affected data from specific analyses are defined in the project-specific Protocol Deviation Specification.
Major protocol deviations related to COVID-19 will be summarized separately.
The following summaries will be provided:
· A summary of the number and percentage of patients with at least a major protocol deviation by type of deviation and by dose level/cohort and overall, using SP
· A summary of the number and percentage of patients with a major COVID-19 protocol deviation by type of deviation and by dose level/cohort and overall, using SP
A by-patient listing of major/minor protocol deviations will be provided using SP.
[bookmark: _Toc134424704][bookmark: _Toc92201369]Analysis Sets
Analysis populations will be defined for efficacy, safety and PK/pharmacodynamic data analysis. Analysis populations defined in this trial include: Full Analysis Set (FAS), SP, DLT Evaluable Set (DLTES), Pharmacokinetic Analysis Set (PKS), and Pharmacodynamic analysis Set (PDS). They will be derived logically based on the defined criteria and the result of protocol deviation review process, in which all potential protocol deviations will be assessed for the impacts to data analysis and will be judged how to handle the data. 
Upon database release, protocol deviation and analysis set outputs will be produced and will be sent to Sponsor (Qilu) for review. An analysis set classification meeting will be arranged to discuss the outputs and to decide which patients and/or patient data will be excluded from certain analyses. Decisions made regarding the exclusion of patients and/or patient data from analyses will be made prior to final database lock and will be documented and approved by Sponsor (Qilu).  
The analysis populations will be summarized as follows:
· A summary of the number and percentage of patients included in each analysis population by dose level/cohort and overall using SP
A by-patient listing of analysis population details will be provided. This listing will be presented by dose level/cohort and will include: center, patient identifier, inclusion/exclusion flag for each population and reason for exclusion from each population.
[bookmark: _Safety_Population_(SP)][bookmark: _Toc92201370][bookmark: _Ref73033571]Safety Population 
[bookmark: _Toc46300430]The SP will be used primarily for the analysis of safety data and will consist of all enrolled patients who receive 1 or more doses of PSB202, including patients considered to have inadequate drug exposure and therefore are replaced for the determination of the MTD. In Phase 1b, the SP will also include all patients enrolled in Phase 1a treated at the dose level ultimately chosen as the RP1B dose who receive 1 or more doses of PSB202.
[bookmark: _Toc92201371]Full Analysis Set
The FAS will be used primarily for the analysis of tumor response and other efficacy-related data. The FAS will include all patients enrolled who meet the following criteria: 
· [bookmark: _Hlk86763596]Measurable disease at baseline as assessed using IWCLL, IWWM or Lugano criteria, as appropriate to tumor type
· Receive at least 1 dose of study drug
In Phase 1b, the FAS will also include patients who enrolled in Phase 1a treated at the dose level ultimately chosen as the RP1B dose who meet the FAS criteria.
[bookmark: _Toc92201372]DLT Evaluable Set 
The DLTES will be used primarily for the analysis of DLT data. The DLTES will include SP patients who meet the criteria for DLT evaluability (e.g., finish the 28‑day DLT period and received at least 3 of 4 planned doses).
[bookmark: _Toc46300432][bookmark: _Toc92201373]Pharmacokinetic Analysis Set
The PKS will be used primarily for the analysis of PK-related data. The PKS will include all patients who have at least one sample providing evaluable PK data after the study drug administration at the scheduled PK time points and have no major protocol deviation that could significantly impact PK assessment. 
[bookmark: _Toc92201374]Pharmacodynamic Analysis Set
The PDS will be used primarily for the analysis of CD19 + B-cell data. The PDS will include all patients who have at least one sample providing evaluable CD19 + B cell data after the study drug administration at the scheduled time points and have no major protocol deviation that could significantly impact the pharmacodynamic assessment. 
[bookmark: _Toc92201375]Demographics and Baseline Characteristics
Demographic and baseline characteristics will be summarized by dose level/cohort using SP: 
The following summaries will be provided:
· A summary of demographic variables by dose level/cohort and overall
· A summary of disease factors by dose level/cohort and overall 
Demographic variables include:
· Age (years)
· [bookmark: _Hlk73520629]Sex
· Race
· Baseline height (cm)
· Baseline weight (kg)
· Baseline Body Mass Index (BMI): calculated weight (kg)/[height (m)]2
[bookmark: _Hlk81920299]Disease factors include:
· Diagnosis classification
· CD20 +/CD37 + Confirmed
· B symptom
· Stage at study entry 
· Current Rai Stage (CLL only)
· Current Binet Stage (CLL only)
· Ann Arbor stage (For FL and MZL only)
· X/E Symptom (WM, MCL, MZL, FL, Other Indolent NHL)
· Follicular Lymphoma International Prognostic Index (FLIPI) (For FL only)
· International Prognostic Index (IPI) (For MZL only)
· Mantle Cell Lymphoma International Prognostic Index (MIPI) (For MCL only)
· Eastern Cooperative Oncology Group (ECOG) performance status
· Bone marrow involvement
· Liver enlargement
· Spleen enlargement
By-patient listings of demographic data, disease factors (as summarized above) will be provided using SP.
[bookmark: _Toc92201376]Medical History, Anti-Cancer Therapy History 
Medical history and prior anti-cancer surgical therapy will be coded using Medical Dictionary for Regulatory Activities (MedDRA) version 24.0 or higher. Summaries will be tabulated by system organ class (SOC) and preferred term (PT) for each dose level/cohort and overall. SOC will be presented in descending order of patient frequency based on the overall group; PT will be sorted within each SOC in descending order of patient frequency based on the overall group, then alphabetically if tied. If a patient have multiple conditions with the same PT and SOC, the patient will be counted only once under the same PT and SOC. Prior systemic anti‑cancer therapy will be coded using the World Health Organization (WHO) Drug dictionary version dated Mar 2021 or above and be summarized same as prior and concomitant medications.
The following summaries will be provided using SP:
· [bookmark: _Hlk81928140]A summary of the number and percentage of patients with any medical history by SOC/PT and by dose level/cohort and overall
· [bookmark: _Hlk81929588][bookmark: _Hlk85553920][bookmark: _Hlk81929320][bookmark: _Hlk81929239]A summary of regimen of prior systemic anti-cancer therapy and best response of prior systemic anti-cancer therapy and prior anti-cancer radiotherapy
· A Summary of the number and percentage of patients with any prior anti-cancer surgical therapy by SOC/PT and by dose level/cohort and overall
· A Summary of the number and percentage of patients with any prior anti-cancer radiotherapy by procedure, type of radiotherapy and by dose level/cohort and overall
· A Summary of the number and percentage of patients with any prior systemic anti-cancer therapy by ATC/PT and by dose level/cohort and overall
By-patient listings of medical history, prior anti-cancer surgical therapy, prior anti-cancer radiotherapy, prior systemic anti-cancer therapy will be provided.
[bookmark: _Toc72141161][bookmark: _Toc72172153][bookmark: _Toc92201377][bookmark: _Hlk520220785]Prior and Concomitant Medications/Procedures and Other Treatments
Prior and concomitant medications will be coded using the WHO Drug dictionary version dated Mar 2021 or above. Summaries will be tabulated by anatomical therapeutic chemical (ATC) level 2 drug class and PT for each dose level/cohort and overall. If a patient takes multiple medication with the same ATC class and PT, the patient will be counted only once under the same ATC class and PT. ATC term will be presented in descending order based on the patient frequency in overall. PT will be sorted within each ATC term in descending order based on the patient frequency in overall, then alphabetically if tied. 
Prior and concomitant procedures will be coded using MedDRA version 24.0 or higher and be summarized same as medical history.
Medications/Procedures start and stop dates will be compared to the date of first dose of study drug to allow medications/procedures to be classified as either Prior only, both Prior and Concomitant, or Concomitant only.  Medications/procedures starting after the completion/withdrawal date will be listed but will not be classified or summarized.
Medications/Procedures that start and stop prior to the date of first dose of study drug will be classified as Prior only.  If a medication/procedure starts before the date of first dose of study drug and stops on or after the date of first dose of study drug, then the medication/procedure will be classified as both Prior and Concomitant.  Medications/Procedures will be classified as Concomitant only if they have a start date on or after the date of first dose of study drug.
[bookmark: _Hlk87373589]If medications/procedures start and/or stop dates are missing or partial, the dates will be compared as far as possible with the date of first dose of study drug. Medications/Procedures will be assumed to be Concomitant only, unless there is clear evidence (through comparison of partial dates) to suggest that the medications/procedures started prior to the first dose of study drug.  If there is clear evidence to suggest that the medications/procedures started prior to the first dose of study drug, the medications/procedures will be assumed to be both Prior and Concomitant, unless there is clear evidence to suggest that the medications/procedures stopped prior to the first dose of study drug.  If there is clear evidence to suggest that medications/procedures stopped prior to the first dose of study drug, the medications/procedures will be assumed to be Prior only.
The following summaries will be provided using SP:
· A summary of the number and percentage of patients with prior only medication by ATC/PT and by dose level/cohort and overall
· [bookmark: _Hlk69941580][bookmark: _Hlk69941698]A summary of the number and percentage of patients with concomitant medication (including both Prior and Concomitant, and Concomitant only) by ATC/PT level and by dose level/cohort and overall
· A summary of the number and percentage of patients with prior only procedure by SOC/PT and by dose level/cohort and overall
· A summary of the number and percentage of patients with concomitant procedure (including both Prior and Concomitant, and Concomitant only) by SOC/PT and by dose level/cohort and overall
· A summary of the number and percentage of patients with any new anti-cancer therapy since last contact by dose level/cohort and overall
By-patient listings of prior and concomitant medications/procedures will be provided for the SP.
A by-patient listing of new anti-cancer therapies since last contact will be provided for the SP.
[bookmark: _Toc242759173][bookmark: _Toc242850699][bookmark: _Toc242759174][bookmark: _Toc242850700][bookmark: _Toc92201378]Treatment Exposure/Compliance
[bookmark: _Toc92201379]Treatment Exposure 
Duration of treatment exposure is defined as:
· Total treatment duration (day) = date of last dose − date of first dose + 1, regardless of any intermittent interruptions. 
Exposure will also be measured by the number of treatment cycles received.  A cycle will be counted if treatment is started even if the full dose is not delivered.
The following summaries will be provided using SP:
· A summary of the duration of exposure to treatment as continuous data by dose level/cohort
· A summary of treatment cycles received by dose level/cohort
· A summary of actual cumulative total dose by dose level/cohort
· A summary of infusion interruptions, infusion aborted and dose reduction by dose level/cohort
By-patient listing of exposure data should be provided including planned dose, actual dose, start/end date and time, time for infusion (hours), action taken during the infusion, reason for infusion interruption/aborted, dose adjustment and reason for dose adjustment.
[bookmark: _Toc92201380]Compliance 
Treatment compliance will be addressed by considering relative dose intensity (RDI). RDI is the percentage of the actual dose delivered relative to the intended dose up to treatment discontinuation. RDI will be defined as:
RDI (%) = 100 ×d/D, 
where: d is the actual cumulative dose delivered up to the last day of dosing, and D is the planned cumulative dose up to the last day of dosing.
The following summaries will be provided, using SP:
· A summary of the treatment compliance measured by RDI by dose level/cohort 
· A summary of the number and percentage of compliance in category < 80%, 80-120%, > 120%
A by-patient listing of treatment compliance data should be provided.
[bookmark: _Toc92201381]Efficacy Evaluation
[bookmark: _Toc92201382]Analysis and Data Conventions
No formal testing of hypotheses has been planned in this study. 
[bookmark: _Toc92201383]Multi-center Studies
No adjustments for center will be performed.
[bookmark: _Toc92201384]Adjustments for Covariates
No adjustments for covariates will be performed.
[bookmark: _Toc92201385]Handling of Dropouts or Missing Data
Summary statistics will be based on non-missing values unless otherwise specified. 
[bookmark: _Toc92201386]Multiple Comparisons/Multiplicity
No interim analyses are planned.  Hence no adjustments for multiplicity are required.
[bookmark: _Toc92201387]Interim Analyses
No interim analyses are planned.
[bookmark: _Toc92201388]Examination of Subgroups
No formal statistical analysis will be performed within subgroup.
[bookmark: _Toc92201389]Primary Efficacy Variable(s) 
[bookmark: _Toc92201390]Overall Response Rate 
In Phase 1b the primary variable for the assessment of efficacy is the ORR by Investigator and IRC.
[bookmark: OLE_LINK1]ORR will be assessed using IWCLL, IWWM or Lugano criteria, as appropriate to tumor type. The estimate of the ORR will be calculated based on the maximum likelihood estimator (i.e., crude proportion of patients with best overall response (BOR) of PR/PRi or better, based on IWCLL, IWWM or Lugano criteria as determined by IRC and by the treating Investigator). The estimates of the ORR will be accompanied by a 2-sided 95% CI. Summaries will be produced that present the number and percentage of with BOR of PR/PRi or better.
In Phase 1b, BOR is a second efficacy variable, please refer to Section 4.10.3.2 for definition of BOR. 
[bookmark: _Ref73025836][bookmark: _Toc92201391]Secondary Efficacy Variables
[bookmark: _Toc92201392] End of Treatment Response
In both Phase 1a and Phase 1b, ETR is a secondary efficacy endpoint.
ETR is defined as the last response evaluation completed while on study drug (i.e. not including Long-Term follow-up after cessation of study drug). The study drug period is defined as period starting from the date of first dose of study drug to the date of end of treatment). ETR will be summarized by number and percentage of patients by each response category and by dose level/cohort. No formal statistical analyses are planned for ETR.
[bookmark: _BOR][bookmark: _Toc92201393]Best Overall Response
In Phase 1b, BOR is defined as the best response based on IWCLL, IWWM or Lugano criteria, as determined by IRC and the treating Investigator a patient has had from the date of the first dose of study drug to the earlier of documented PD or death from any cause. Patients who discontinue study treatment without a response or documented PD, receive a subsequent anti-cancer therapy and then respond will not be included as responders (i.e. the visit contributing to a response must be prior to subsequent therapy for the patient to be considered as a responder). 
Categorization of BOR will be based on criteria as appropriate to tumor type using the following response categories shown in Table 1, Table 2 and Table 3. The degree of response is sorted in descending order. 
[bookmark: table_1]Table 1 Response categories using IWCLL
	Category
	Abbreviation

	Complete Response
	CR

	CR with Incomplete Bone Marrow Recovery
	CRi

	Partial Response
	PR

	Partial Response with Lymphocytosis
	PRi

	Stable Disease
	SD

	Progressive Disease
	PD

	Not Evaluable
	NE


[bookmark: table_2]Table 2 Response categories using IWWM
	Category
	Abbreviation

	Complete Response
	CR

	Very Good Partial Response
	VGPR

	Partial Response
	PR

	Minor Response
	MR

	Stable Disease
	SD

	Progressive Disease
	PD

	Not Evaluable
	NE


[bookmark: table_3]Table 3 Response categories using Lugano
	PET-CT Based
	CT Based

	Category
	Abbreviation
	Category
	Abbreviation

	Complete Metabolic Response
	CMR
	Complete Radiologic Response
	CRR

	Partial Metabolic Response
	PMR
	Partial Remission
	PR

	No Metabolic Response 
	NMR
	Stable Disease
	SD

	Progressive Metabolic Disease
	PMD
	Progressive Disease
	PD

	Not Evaluable
	NE
	Not Evaluable
	NE


BOR will be summarized by number and percentage of patients by each response category and by cohort.  No formal statistical analyses are planned for BOR.
[bookmark: _Toc92201394]Duration of Response
[bookmark: _Toc92201395]In Phase 1b, DOR will be calculated for patients who achieve a response of PR/PRi or better, based on IWCLL, IWWM or Lugano criteria as determined by IRC and by the treating Investigator. For such patients, DOR is defined as the number of months from the start date of the first documented response (PR/PRi or better) to the earlier of documented PD or death from any cause. 
Progression-free Survival
In Phase 1b, PFS will be derived for each patient as the number of months from the date of the first dose of study drug to the earlier of documented PD, based on IWCLL, IWWM or Lugano criteria as determined by IRC and by the treating Investigator or death due to any cause. .
[bookmark: _Toc92201396]Overall Survival
In Phase 1b, OS will be derived for each patient as the number of months from the date of the first dose of study drug to the date of death, irrespective of cause. Patients who are alive or lost to follow up as of a data analysis cutoff date will be right-censored. The censoring date will be determined from the last date the patient was known to be alive or data analysis cutoff date, whichever occurs first. The unit of DOR, PFS and OS will use month, which equal Duration in Days/30.4375. DOR, PFS, and OS will be summarized descriptively using the Kaplan-Meier method with 95% CIs calculated using Greenwood’s formula by cohort. Median follow-up for each endpoint will be estimated according to the Kaplan-Meier estimate of potential follow-up (Schemper and Smith 1996). For patients who meet one or more of the following conditions, DOR and PFS will be right censored as appropriate:
· Patients with no baseline or post-baseline disease assessments will be censored on the date of first dose unless death occurred prior to the first planned post-baseline assessment (in which case the death will be considered a PFS event). 
· Patients who initiate subsequent anti-cancer therapy in the absence of documented PD will be censored at the time of last response of progression free on or before the start of subsequent anti-cancer therapy.
· Patients who die or have PD after missing 2 or more consecutively scheduled disease assessment visits will be censored at the time of last response of progression free before the consecutively missing visits. 
· Patients who are last known to be alive and without documented PD on or before the data cut-off date will be censored at the time of last response of progression free before data cut-off date.
[bookmark: _Hlk85555895]Waterfall plots will be used to depict graphically the maximum decrease from baseline in the sum of longest diameters and the sum of the product of the perpendicular diameters for multiple lesions (SPD) of target lesions. Product of the perpendicular diameters (mm2) will be calculated as: Longest diameter (mm) × Shortest diameter(mm).
Spider plots will be used to present the percentage change from baseline in the sum of longest diameters and SPD of target lesions for each best overall response category and for each patient.
Swimmer plots will be used to present the tumor response pattern for each patient.
By-patient listings of all above all efficacy variables including ETR, BOR, DOR, PFS and OS and all lesion data will be provided using FAS. 
[bookmark: _Toc92201397]Pharmacokinetics
[bookmark: _Toc72141177][bookmark: _Toc72172169][bookmark: _Toc72141178][bookmark: _Toc72172170][bookmark: _Toc92201398]Pharmacokinetic Concentrations
Pharmacokinetic concentration data for PSB202 will be listed by dose level/cohort, analyte (PSB102 and PSB107) and patient. Listings will include actual sampling times relative to dose administration. Plasma concentrations below the lower limit of quantification (LLOQ) will be presented as below the limit of quantification (BLQ) in the listings. Missing samples will be reported as no sample (NS) and excluded from analysis. Plasma concentrations for PSB202 will be summarized by dose level/cohort and nominal time point.  The following descriptive statistics will be presented for plasma concentrations obtained at each nominal time point: n,  nBLQ, arithmetic mean, STD, coefficient of variation (CV%), geometric mean, geometric CV% (calculated as: gCV% =SQRT(es²-1)*100; where s is the standard deviation of the log-transformed values), median, minimum, and maximum values.
The following rules will be followed with regards to the number of decimal places and presentation of data in the tables and listings of concentration data: 
· Source data shall be used in all observed PK concentrations without prior rounding 
· The mean, standard deviation (STD), geometric mean, and median will be tabulated to one more significant digit compared to the source data, but with a maximum of 4 significant digits. 
· Minimum and maximum values will be tabulated to the same precision as the source data, but with a maximum of 4 significant digits. 
· Geometric coefficient of variation (CV) % and CV% will be presented to one decimal place. 
[bookmark: _Toc72141180][bookmark: _Toc72172172][bookmark: _Toc72141181][bookmark: _Toc72172173][bookmark: _Toc72141182][bookmark: _Toc72172174][bookmark: _Toc72141183][bookmark: _Toc72172175][bookmark: _Toc72141184][bookmark: _Toc72172176][bookmark: _Toc72141185][bookmark: _Toc72172177][bookmark: _Toc72141186][bookmark: _Toc72172178][bookmark: _Toc72141187][bookmark: _Toc72172179][bookmark: _Toc72141188][bookmark: _Toc72172180][bookmark: _Toc72141189][bookmark: _Toc72172181][bookmark: _Toc72141190][bookmark: _Toc72172182][bookmark: _Toc72141191][bookmark: _Toc72172183][bookmark: _Toc456205510][bookmark: _Toc92201399]Handling of Values Below the Limit of Quantification
For graphs of individual and arithmetic means all BLQ concentrations will be substituted by zeros.   
All concentrations BLQ or missing data will be labeled as such in the concentration data listings. 
Values that are BLQ will be substituted with zero for the calculation of descriptive statistics of concentration by time point.  
[bookmark: _Toc72141193][bookmark: _Toc72172185][bookmark: _Toc72141194][bookmark: _Toc72172186][bookmark: _Toc72141195][bookmark: _Toc72172187][bookmark: _Toc72141196][bookmark: _Toc72172188][bookmark: _Toc72141197][bookmark: _Toc72172189][bookmark: _Toc456205511][bookmark: _Toc92201400]Pharmacokinetic Parameters
Pharmacokinetic parameters will be calculated by non-compartmental analysis methods from the concentration-time data using Phoenix® WinNonlin® Version 8.2 or higher following these guidelines:
· Actual sampling times relative to dosing rather than nominal times will be used in the calculation of all derived pharmacokinetic parameters.
· There will be no imputation of missing data. 
· For C1D1, all BLQ values pre-dose and in the absorption phase prior to the first quantifiable concentration will be substituted by zeros. For subsequent dosing days not separated by a washout, BLQ values pre-dose, in the absorption phase, and between evaluable concentrations will be substituted by LLOQ/2, before the calculation of the PK parameters. Terminal BLQ values will be disregarded.
Pharmacokinetic parameters will be estimated according to the following guidelines:
· Cmax will be obtained directly from the concentration-time data.
· tmax is the time at which Cmax is observed.
· λZ will be estimated at terminal phase by linear regression after log-transformation of the concentrations:
Only those data points that are judged to describe the terminal log-linear decline will be used in the regression. 
A minimum number of 3 data points in the terminal phase will be used in calculating λz with the line of regression starting at any post-Cmax data point (Cmax should not be part of the regression slope) and including Clast, tlast.
The adjusted correlation coefficient (R2 adjusted) in general should be greater than 0.90. Any value less than 0.90 may be used at the PK Scientist’s best knowledge and judgment.
An appropriate number of decimal places should be used for λz to enable the reported value of t½ to be calculated.
· t1/2 will be calculated as ln2/λZ.
· AUC is calculated as follows:
The linear trapezoidal method will be employed for all incremental trapezoids arising from increasing concentrations and the logarithmic trapezoidal method will be used for those arising from decreasing concentrations.

AUC(0-t)=.


AUC(0-inf) =＋= AUC(0-t)＋Ct/λz.
Ct is last observed quantifiable concentration.
· %AUCex will be calculated as (1－[AUC(0-t)/AUC(0-inf)]) × 100.
· CL will be calculated as dose/AUC(0-inf), parent drug only.
· Vz will be calculated as CL/λZ
· Cmax,d3 following the 3rd dose will be obtained directly from the concentration-time data.
· Ctrough,d3 following the 3rd dose will be obtained directly from the concentration-time data.
· tmax,d3 time at which Cmax,ss occurs following the 3rd dose.
Pharmacokinetic parameters will be listed by patient and summarized by dose level/cohort. Descriptive statistics for calculated PK parameters will include: n, arithmetic mean, STD, CV%, geometric mean, geometric CV%, median, minimum and maximum values. For tmax, only median, minimum and maximum values will be presented. No descriptive statistics will be determined when fewer than three individual PK parameters are available.
The following rules will be followed with regards to the number of decimal places and presentation of data in the tables and listings for PK parameters: 
· Individual PK parameters will be presented to four significant digits, with the exception of tmax, which will be presented to two decimal places. 
· Parameters derived directly from source data (e.g., Cmax,) shall be reported with the same precision as the source data (if this is not four significant digits). 
· The mean, geometric mean, median and STD values will be reported to four significant digits, all other descriptive statistics will be reported to three significant digits except for CV% which will be presented to one decimal place. 
· For tmax the minimum and maximum will be presented to 2 decimals places and all other descriptive statistics will be presented to three decimal places. 
· Estimates and CIs in the form of percentages will be presented to 2 decimal places. 
[bookmark: _Toc72141199][bookmark: _Toc72172191][bookmark: _Toc72141200][bookmark: _Toc72172192][bookmark: _Toc72141201][bookmark: _Toc72172193][bookmark: _Toc72141202][bookmark: _Toc72172194][bookmark: _Toc72141203][bookmark: _Toc72172195][bookmark: _Toc72141204][bookmark: _Toc72172196][bookmark: _Toc72141205][bookmark: _Toc72172197][bookmark: _Toc72141206][bookmark: _Toc72172198][bookmark: _Toc72141207][bookmark: _Toc72172199][bookmark: _Toc72141208][bookmark: _Toc72172200][bookmark: _Toc72141209][bookmark: _Toc72172201][bookmark: _Toc72141210][bookmark: _Toc72172202][bookmark: _Toc72141211][bookmark: _Toc72172203][bookmark: _Toc72141212][bookmark: _Toc72172204][bookmark: _Toc72141213][bookmark: _Toc72172205][bookmark: _Toc72141214][bookmark: _Toc72172206][bookmark: _Toc72141215][bookmark: _Toc72172207][bookmark: _Toc72141216][bookmark: _Toc72172208][bookmark: _Toc72141217][bookmark: _Toc72172209][bookmark: _Toc72141218][bookmark: _Toc72172210][bookmark: _Toc72141219][bookmark: _Toc72172211][bookmark: _Toc72141220][bookmark: _Toc72172212][bookmark: _Toc72141221][bookmark: _Toc72172213][bookmark: _Toc72141222][bookmark: _Toc72172214][bookmark: _Toc72141223][bookmark: _Toc72172215][bookmark: _Toc72141224][bookmark: _Toc72172216][bookmark: _Toc72141225][bookmark: _Toc72172217][bookmark: _Toc72141226][bookmark: _Toc72172218][bookmark: _Toc72141227][bookmark: _Toc72172219][bookmark: _Toc72141228][bookmark: _Toc72172220][bookmark: _Toc72141229][bookmark: _Toc72172221][bookmark: _Toc72141230][bookmark: _Toc72172222][bookmark: _Toc72141231][bookmark: _Toc72172223][bookmark: _Toc72141232][bookmark: _Toc72172224][bookmark: _Toc72141233][bookmark: _Toc72172225][bookmark: _Toc72141234][bookmark: _Toc72172226][bookmark: _Toc72141235][bookmark: _Toc72172227][bookmark: _Toc72141236][bookmark: _Toc72172228][bookmark: _Toc72141237][bookmark: _Toc72172229][bookmark: _Toc72141238][bookmark: _Toc72172230][bookmark: _Toc72141239][bookmark: _Toc72172231][bookmark: _Toc72141240][bookmark: _Toc72172232][bookmark: _Toc72141241][bookmark: _Toc72172233][bookmark: _Toc72141242][bookmark: _Toc72172234][bookmark: _Toc72141243][bookmark: _Toc72172235][bookmark: _Toc72141244][bookmark: _Toc72172236][bookmark: _Toc72141245][bookmark: _Toc72172237][bookmark: _Toc72141246][bookmark: _Toc72172238][bookmark: _Toc72141247][bookmark: _Toc72172239][bookmark: _Toc72141248][bookmark: _Toc72172240][bookmark: _Toc72141249][bookmark: _Toc72172241][bookmark: _Toc72141250][bookmark: _Toc72172242][bookmark: _Toc72141251][bookmark: _Toc72172243][bookmark: _Toc72141252][bookmark: _Toc72172244][bookmark: _Toc72141253][bookmark: _Toc72172245][bookmark: _Toc72141254][bookmark: _Toc72172246][bookmark: _Toc72141255][bookmark: _Toc72172247][bookmark: _Toc72141256][bookmark: _Toc72172248][bookmark: _Toc72141257][bookmark: _Toc72172249][bookmark: _Toc92201401]Pharmacokinetic Analysis
[bookmark: _Toc420992752]Assessment of Dose Proportionality (if applicable)
Dose proportionality will be assessed for Cmax, AUC(0‑t), and AUC(0‑inf) based on data from Phase 1a.
Individual PK parameters will be used to perform a least-squares linear regression analysis, using the formula log_pkvar=A  log_dose + B, where ‘log_pkvar’ represents the natural log transformed Cmax, AUC(0‑t) or AUC(0‑inf) and ‘log_dose’ represents the natural log transformed dose. An estimate of the slope of the regression line and corresponding 95% CI will be obtained.
The following SAS code will be used: 
PROC REG DATA = pkparam alpha = 0.05;
MODEL log_pkvar = log_dose/CLB;
RUN;
For each of the parameters Cmax, AUC(0‑t), and AUC(0‑inf) a plot of the log-transformed concentration against the log-transformed dose will be constructed including the fitted line from the linear regression and the line of unity.
[bookmark: _Toc92201402]Pharmacodynamic variable
In Phase 1a, Pharmacodynamic analysis will be conducted by means of measuring CD19 + B‑cell depletion by flow cytometry, pre-dosing and at follow-up time points coincident with ADA sampling.
A summary of CD19 + B-cell by dose level and by visit will be provided, using PDS.
By-patient listing of CD19 + B-cell data will be provided. 
[bookmark: _Toc92201407]Safety Evaluation
All safety summaries and analyses will be based upon the SP as defined in Section 4.5.1.
The following safety related assessments will be performed:
· DLTs
· AEs and SAEs
· 12-lead ECG
· Physical examinations
· Vital signs
· Eastern Cooperative Oncology Group performance status (ECOG PS)
· Clinical laboratory tests 
· Pregnancy test
[bookmark: _Toc49119914][bookmark: _Toc64911610][bookmark: _Toc92201408]Dose limiting toxicity
A DLT is defined as any of the treatment-emergent adverse events (TEAEs) listed below, as defined by the National Cancer Institute’s Common Terminology Criteria for Adverse Events, version 5.0 (NCI CTCAE v5.0), and for hematologic adverse events (AEs) in CLL patients, IWCLL criteria for hematologic toxicity, occurring during the first 28 days of study drug, and the AE is not reasonably attributed to the patient’s underlying disease, other medical condition or concomitant medications. The DLT definitions are:
1) Any ≥ Grade 3 non-hematologic toxicity except for:
· Grade 3 aspartate aminotransferase (AST), alanine aminotransferase (ALT) and/or total bilirubin elevation. However, any combination of laboratory and clinical findings consistent with Hy’s Law criteria for drug-induced liver injury will always be considered a DLT.
· First occurrence of Grade 3 electrolyte abnormalities and/or creatinine clearance decrease resolving to Grade 2 (or baseline if baseline is ≥ Grade 2) within 48 hours with supportive treatment.
· Grade 3 infusion reaction (rigors, chills, muscle spasms etc.) resolved within 24 hours of onset
· Grade 3 fatigue, nausea, vomiting, or diarrhea as long as it does not necessitate hospitalization, TPN, or tube feeding.
· Grade 3 infection responding to appropriate antibiotic/anti-viral therapy.
2) Any ≥ Grade 3 hematologic toxicity will be considered a DLT except for:
· Grade 3 neutropenia without fever
· Grade 4 neutropenia without fever lasting 10 days or less
· Grade 3/4 thrombocytopenia that does not result in bleeding. Grade 4 thrombocytopenia lasting ≥ 7 days is a DLT.
· Grade 3/4 lymphopenia/lymphocytosis
· Grade 3/4 white blood cell (WBC) decreased
3) Grade 5 (fatal) toxicity
4) Grade 3 or 4 cytokine release syndrome
5) Any toxicity, regardless of the NCI CTCAE v5.0 grade, resulting in discontinuation, dose reduction or treatment with less than 75% of planned doses (i.e., receipt of less than 3 of 4 doses planned during the DLT-period), will be reviewed by the SRC, and will be considered a DLT if the SRC determines the toxicity cannot be attributed to the patient’s underlying disease, other medical condition or concomitant medications. 
Multiple concurrent AEs leading to DLT will be considered a single DLT. 
A summary of number and percentage of patients with any DLT by dose level will be provided using DLTES. The observed DLT rate in each dose cohort will be calculated by the crude proportion of patients who experience DLT. The estimate of the DLT rate will be accompanied by a 2-sided 95% exact binomial CI.
[bookmark: _Toc134424707]A by-patient listing of all DLTs data will be provided for the DLTES.
[bookmark: _Adverse_Events][bookmark: _Toc92201409]Adverse Events
All AEs that occur from the time informed consent is signed until the SFU are to be recorded on the appropriate eCRF (events that occur prior to consent are considered medical history). 
The reported AE term will be coded using the MedDRA Version 24.0 or higher and will be graded according to the NCI CTCAE v5.0.
A TEAE is defined as an AE that starts on or after the first administration of study drug. Where dates are missing or partially missing, AEs will be assumed to be treatment-emergent, unless there is clear evidence (through comparison of partial dates) to suggest that the AE started prior to the first administration of study drug.  
[bookmark: _Hlk85564807]For Phase 1a, if a patient experiences any intra-patient dose escalation, AEs of the same patient may be grouped into different dose levels based on the onset dates of AEs following the rules provided below.
· Initial dose level: AEs starts on or after the date of informed consent and before the first intra-patient dose escalation.
· Current dose level: AEs starts on or after the current intra-patient dose escalation and before the next intra-patient dose escalation.
· Lowest possible dose level: where dates are missing or partially missing, AEs will be assumed to be grouped into the lowest possible dose level. 
The following summaries will be provided using SP:
· An overview of any AEs, TEAEs, TEAEs by severity grade, TEAEs by relationship to study drug, TEAEs by relationship to underlying disease, other medical conditions or concomitant medications, TEAEs leading to study drug abortion/interruption or dose reduction, TEAEs leading to study drug discontinuation, All SAEs, SAEs by relationship to study drug , SAEs by relationship to underlying disease, other medical conditions or concomitant medications, SAEs leading to study drug abortion/interruption or dose reduction by dose level/cohort and overall.
· A summary of the number and percentage of patients with any TEAE by SOC/PT and by dose level/cohort and overall
· A summary of the number and percentage of patients with any TEAE by SOC/PT, severity and by dose level/cohort and overall
· A summary of the number and percentage of patients with any TEAE by SOC/PT, relationship to study drug and by dose level/cohort and overall
· A summary of the number and percentage of patients with any TEAE by SOC/PT, relationship to underlying disease, other medical conditions or concomitant medications and by dose level/cohort and overall
Adverse event summaries will be ordered in terms of decreasing frequency for SOC, PT within SOC, in the overall group, and then alphabetically for SOC, and PT within SOC.
For each patient and each AE, the worst severity recorded will be attributed and used in the by-severity summaries.  Similarly, the worst causality (most related to treatment) will be attributed and used in the by-causality summaries. AE reported any one of “Definitely Related”, “Probably Related” and “Possibly Related” will be treated as related AE. If severity or causality is missing, a conservative approach for AE assessment (taking into account the worst case) will be followed.
A by-patient listing of all AEs (including non-treatment-emergent events) will be provided.  This listing will be presented by dose level/cohort and will include: center, patient identifier, age, sex, race, AE (SOC, PT, and verbatim term), date of onset, date of resolution, AE ongoing, severity, seriousness, action taken, outcome, causality and discontinuation from study due to AE. 
[bookmark: _Toc134424708][bookmark: _Toc92201410][bookmark: _Hlk85189965]Deaths, Serious Adverse Events, and Other Significant Adverse Events
The following summaries will be provided using SP:
· [bookmark: _Hlk82598694][bookmark: _Hlk85565815][bookmark: _Hlk82598879][bookmark: _Hlk82598973]A summary of the number and percentage of patients with any TEAE leading to study drug abortion/interruption or dose reduction by SOC/PT and by dose level/cohort and overall
· A summary of the number and percentage of patients with any TEAE leading to study drug discontinued by SOC/PT and by dose level/cohort and overall
· A summary of the number and percentage of patients with any TEAE leading to death by SOC/PT and dose level/cohort and overall
· A summary of the number and percentage of patients with any SAE by SOC/PT and by dose level/cohort and overall
· A summary of the number and percentage of patients with any SAE by SOC/PT, relationship to study drug and by dose level/cohort and overall
· A summary of the number and percentage of patients with any SAE by SOC/PT, relationship to underlying disease, other medical conditions or concomitant medications and by dose level/cohort and overall
· A summary of the number and percentage of patients reporting a SAE leading to study drug abortion/interruption or dose reduction by SOC/PT and by dose level/cohort and overall
The following by-patient listings will be provided using SP:
· [bookmark: _Hlk85189718]A by-patient listing of TEAEs leading to study drug abortion/interruption or dose reduction
· A by-patient listing of TEAEs leading to study drug discontinuation
· A by-patient listing of all deaths that occur within 21 days of treatment discontinuation 
· A by-patient listing of SAEs 
· A by-patient listing of SAEs leading to study drug abortion/interruption or dose reduction
Listings should follow the format described for AEs in Section 14.11.2.
[bookmark: _Toc134424709][bookmark: _Toc92201411]Clinical Laboratory Evaluation
[bookmark: OLE_LINK165][bookmark: OLE_LINK166]The laboratory procedures include hematology, serum chemistries, B2 microglobulin, urinalysis, coagulation, pregnancy testing, serologies, and immunology. The below table presents all parameters in the procedures.
Table 4 Laboratory Safety Variables
	Laboratory Test Items 
	Laboratory Test Contents 

	Hematology
	hemoglobin, hematocrit, RBC count, percent or absolute WBC count differential (neutrophils, bands, lymphocytes, eosinophils, basophils, and monocytes), platelet count, lymphocyte subsets (T-cell, B-cell, NK cell subsets, absolute B-cell count)

	Serum chemistries
	Sodium, potassium, chloride, bicarbonate, glucose, BUN/urea, creatinine, calcium, magnesium, phosphorus, total protein, albumin, total bilirubin, direct bilirubin, ALT, AST, alkaline phosphatase, uric acid/urate, LDH, estimated GFR

	B2 microglobulin
	β 2 microglobulin

	Coagulation function 
	PT, aPTT, INR 

	Urinalysis
	color, appearance, specific gravity, pH, glucose, bilirubin, ketones, occult blood, protein, leukocytes, nitrites, urobilinogen

	Pregnancy testing
	Pregnancy Testing

	Serologies
	HIV, CMV, HBsAg, HBsAb, HBcAb, HCV antibody, HEV, hepatitis B DNA,  hepatitis C RNA, Treponema Pallidum (TP) antibody - China only

	Immunology
	M-protein, Serum Immunofixation, Serum FLC, Serum viscosity, Cold agglutinins, Anti-myelin, Ganglioside M1, Sulfatide IgM, Cryoglobulins, Amyloid


RBC = red blood cell count, WBC = white blood cell count, BUN = blood urea nitrogen, ALT = alanine aminotransferase, AST = aspartate aminotransferase, LDH = lactate dehydrogenase,  GFR = glomerular filtration rate, PT = prothrombin time,  aPTT  =  activated partial thromboplastin time, INR = international normalized ratio, HIV = human immunodeficiency virus, CMV = cytomegalovirus, HBsAg = hepatitis B surface antigen, , HBsAb = hepatitis B surface antibody, HBcAb  = hepatitis B core antibody,  HCV = hepatitis C virus, RNA = ribonucleic acid,  HEV = hepatitis E virus, DNA =  deoxyribonucleic acid, TP = treponema Pallidum
Quantitative laboratory measurements reported as ‘< X’, i.e. below the lower limit of quantification (BLQ), or ‘> X’, i.e. above the upper limit of quantification (ULQ), will be converted to X for the purpose of quantitative summaries, but will be presented as recorded, i.e. as ‘< X’ or ‘> X’ in the listings.
All values outside the clinical reference ranges will be flagged in the data listings. The abnormal values will be flagged with ‘L’ for values below the lower limit of the clinical reference range and ‘H’ for values above the upper limit of the clinical reference range and included in the listings.
Laboratory values will be assigned toxicity grades when available using the NCI CTCAE, v 5.0 (see Section 6.2). For CLL patients, hematologic toxicity will be assessed by the grading scale for hematologic toxicity in CLL studies in the IWCLL guidelines.
The following summaries will be provided for all continuous laboratory assessments using SP:
· A summary of absolute value and change from baseline for each laboratory parameter by dose level/cohort and by visit
· A summary of minimum post-baseline value and change from baseline for each laboratory parameter by dose level/cohort
· A summary of maximum post-baseline value and change from baseline for each laboratory parameter by dose level/cohort
· A summary of average post-baseline value and change from baseline for each laboratory parameter by dose level/cohort
· A summary of last post-baseline value and change from baseline for each laboratory parameter by dose level/cohort
The following summaries will be provided for all categorical laboratory assessments using SP:
· A summary of number and percentage of patients with each categorical result, by laboratory parameter, by dose level/cohort and visit
· Directional shift table for toxicity grade at baseline and maximum toxicity grade at post-baseline visits, by laboratory parameter, dose level/cohort 
· Directional shift table for maximum increase and/or decrease from baseline to post-baseline visits, by laboratory parameter, dose level/cohort 
By-patient listings of all laboratory data should be provided by dose level/cohort, with abnormal values highlighted.  Laboratory reference ranges should also be listed if applicable. 
[bookmark: _Toc134424710][bookmark: _Toc92201412]Vital Signs, Physical Findings and Other Observations Related to Safety
Vital signs, physical examinations, 12-lead ECG and ECOG performance status will be performed as shown in the Schedule of Assessments (Section 6.1).
The Investigator will assess whether the values outside the clinical reference range are clinically significant and these will be reported as abnormal not clinically significant (NCS) or abnormal clinically significant (CS). Clinically significant values will be recorded by the Investigator as AEs.
Vital Signs
The following vital signs measurements will be obtained:
· Heart Rate (HR) [beats/min]
· Respiratory Rate (breaths/min)
· Temperature (°C)
· Systolic blood pressure (SBP) [mmHg]
· Diastolic blood pressure (DBP) [mmHg]
The following summaries will be provided using SP:
· A summary of absolute value and change from baseline for each vital sign parameter by dose level/cohort and by visit
· A summary of minimum post-baseline value and change from baseline for each vital sign parameter by dose level/cohort
· A summary of maximum post-baseline value and change from baseline for each vital sign parameter by dose level/cohort
· A summary of average post-baseline value and change from baseline for each vital sign parameter by dose level/cohort
· A summary of last post-baseline value and change from baseline for each vital sign parameter by dose level/cohort
· A summary of change from the pre-dose value for each vital sign parameter by dose level/cohort and by visit
For Phase 1a, if a patient experiences any intra-patient dose escalation, the change from pre-dose value should be grouped into the new dose level rather than the initial dose level. The Wilcoxon signed rank test may be used to assist in the identification of any systematic changes.
A by-patient listing of vital signs data will be provided. 
ECG
The average value of triplicate ECGs assessment at a given visit will be used for all ECG analysis.
The following ECG parameters will be recorded:
· Heart Rate (HR) [beats/min]
· PR Interval (msec)
· PR Segment (msec)
· QT Interval (msec)
· QTC interval (msec)
· QTcF (msec)
The ECG will be evaluated by the Investigator as ‘Normal’, ‘Abnormal, NCS’ or ‘Abnormal, CS’.
The following summaries will be provided using SP:
· A summary of absolute value and change from baseline for each ECG parameter by dose level/cohort
· Shift tables presenting the number and percentage of patients experiencing normal, abnormal NCS or abnormal CS at baseline and at post-baseline time points by dose level/cohort
A by-patient listing of 12-lead ECG data will be provided. 
Physical Examination
The physical examination results will be evaluated by the Investigator as ‘Normal’, ‘Abnormal, NCS’ or ‘Abnormal, CS’.
The following summaries will be provided using SP:
· A summary of the number and percentage of patients with normal, abnormal NCS or abnormal CS values, by body system, by dose level/cohort and visit
A by-patient listing of physical examinations data will be provided. 
ECOG Performance Status
The following summaries will be provided using SP:
· [bookmark: OLE_LINK193][bookmark: OLE_LINK194]A summary of the number and percentage of the ECOG performance status (Grade 0, 1, 2, 3, 4, and 5) by dose level/cohort and visit
A by-patient listing of ECOG performance status will be provided.
[bookmark: _Toc72172258][bookmark: _Toc92201413]Immunogenicity Analysis
Anti-drug antibodies will be tested before the study drug administration at each visit outlined in the schedule of assessments for patients. ADA samples will also be collected at the time of any ≥ grade 3 infusion-related events and 30 days after the event. ADA titer will be reported at each ADA positive visit. Titer fold-increase will be provided only for patients who has positive ADA at baseline and is defined as: ADA titer at current visit / ADA titer at baseline. Onset of ADA (days) is defined as: date of first positive ADA – date of first dose +1. Duration of immunogenicity response (days) is defined as: date of immunogenicity response free status after the last positive ADA sample - date of onset of ADA +1. In case the patient will not provide any negative result after last dose, the duration will be calculated using the date of last contact.
Patients will be grouped into following groups:
· ADA Never Positive: patients without any positive ADA at any timepoint.
· ADA Ever Positive: patients with at least one positive ADA at any timepoint.
· Treatment-induced ADA: patients with at least one post-baseline positive ADA who had negative ADA at baseline.
Presence of neutralizing antibodies (NAb) will be assessed (once assessment is available) only in patients with treatment-emergent ADA. The following summaries will be provided using SP:
· The number and percentage of patients with at least one positive NAb by dose level/cohort 
· The number and percentage of patients with NAb results (positive, negative, inconclusive) by dose level and by visit.
A by-patient listing of immunogenicity assessments will be provided by study visit.
[bookmark: _Toc290473044][bookmark: _Toc290473202][bookmark: _Toc290642609][bookmark: _Toc290473045][bookmark: _Toc290473203][bookmark: _Toc290642610][bookmark: _Determination_of_Sample][bookmark: _Ref72947065][bookmark: _Toc92201414]Determination of Sample Size
[bookmark: _Toc92201415]Phase 1a – Dose Escalation
One to 6 patients will be enrolled in each dose cohort based on an accelerated titration design. Each patient will participate in only a single dose cohort for the purpose of DLT evaluation. One patient will be initially enrolled in Cohorts 1 to 3. If any patient in a single-patient cohort exhibits a DLT during Cycle 1 that cannot reasonably be attributed to underlying disease, other medical conditions, or concomitant medications, the cohort will be expanded to 3 patients and from that point forward the study will follow a 3 + 3 design. Starting with Cohort 4 (300 mg), the study will become a traditional 3 + 3 design with 3 or 6 patients treated at this- and subsequent‑dose levels depending on the incidence of DLTs. If no DLTs occur in a cohort of 3 patients, a new cohort of 3 patients will be treated at the next higher dose level. If 1 of 3 patients in a cohort experiences a DLT, that cohort will be expanded to 6 patients. If only 1 of the 6 patients has a DLT, then the next cohort of 3 patients will be treated at the next higher dose level. If 2 or more DLTs occur within a cohort, then that dose level will be above the MTD (the highest dose where no more than 1 of 6 patients has experienced a DLT), and new patients will be enrolled at the previous lower (tolerated) dose level until that cohort has 6 patients. The MTD is the highest dose studied where ≤ 1 in 6 patients experience a DLT.
During the dose escalation phase, approximately 25 to 32 patients are estimated to be needed to define the MTD/RP1bD of PSB202. Dose cohorts previously declared safe by the SRC may be expanded with an additional approximately 5 patients to further investigate the tolerability, PK, and biological activity of PSB202. At the presumed RP1b dose, the cohort will remain open until at least 6 patients with CLL/SLL and another 6 patients with iNHL/WM are evaluable for DLT. As such, the aim is to be able to evaluate this final dose for safety independently for the iNHL/WM and CLL/SLL populations, i.e., at least 6 patients will be enrolled in each of these two disease clusters. Phase 1a concludes when a RP1b dose is established and confirmed safe in 6 CLL/SLL patients and 6 patients iNHL/WM patients. At Sponsor discretion, these cohorts may remain open for backfill once the SEC declares the dose level safe, but not with more than 5 backfill patients for each of the two above mentioned disease clusters. The total number of patients to be enrolled in the dose escalation phase is dependent upon the observed safety profile, which will determine the number of patients per dose cohort, as well as the number of dose escalations required to achieve the MTD.
[bookmark: _Toc92201416]Phase 1b – Dose Expansion
Patients with R/R B-cell malignancies have overall response rates to 2nd generation CD20 + directed therapy and irreversible BTK inhibitors of 42.6%-90.5% in CLL (Byrd, Brown et al. 2014, Byrd, Harrington et al. 2016), 68% in MCL (Wang, Rule et al. 2013), 90.5% in WM (Treon, Tripsas et al. 2015) and 48% in MZL (Noy, de Vos et al. 2017). In addition, patients with relapsed-refractory disease after CD20 + directed antibody therapy and/or prior irreversible BTK inhibitors will have been more extensively pre-treated and may as a result have more treatment-refractory disease and worse performance status then newly diagnosed patients. Therefore, a clinically relevant response rate in patients with prior CD20+ directed antibody therapy and/or BTK inhibitor treatment is ~30% or more. For the 1b Expansion Cohorts, the treatment effect will be considered clinically meaningful if there are at least 4 responders out of 20 patients in a cohort. This event will occur with probability 0.893 (true positive rate) if the true ORR is 30%, and 0.133 (false positive rate) if the true ORR is 10%. The treatment will be considered ineffective if the true ORR is 10% or less.
Table 5 provides guidance for interpretation of the treatment effect for each cohort based on
the observed ORR.
[bookmark: TAB_5]Table 5 Event Probabilities for a Range of True Response Rates
	N = 20 per Cohort
	True Response Rate

	Number of
Responders
	0.05
	0.1
	0.15
	0.2
	0.3
	0.4
	0.5
	0.6

	≥ 1
	0.642
	0.878
	0.961
	0.988
	0.999
	1.000
	1.000
	1.000

	≥ 2
	0.264
	0.608
	0.824
	0.931
	0.992
	0.999
	1.000
	1.000

	≥ 3
	0.075
	0.323
	0.595
	0.794
	0.965
	0.996
	1.000
	1.000

	≥ 4
	0.016
	0.133
	0.352
	0.589
	0.893
	0.984
	0.999
	1.000

	≥ 5
	0.003
	0.043
	0.170
	0.370
	0.762
	0.949
	0.994
	1.000

	≥ 6
	<0.001
	0.011
	0.067
	0.196
	0.584
	0.874
	0.979
	0.998


Abbreviations: N-number of patients. 

[bookmark: _Toc242759194][bookmark: _Toc242850720][bookmark: _Toc92201417]Changes in the Conduct of the Study or Planned Analysis
N/A
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[bookmark: _Ref73096594][bookmark: _Toc92201420]Schedule of Assessments
[bookmark: _Ref448412363][bookmark: _Toc454481525]Table A	Schedule of Assessments
	Evaluation
	Screening
	Cycle 1
	Cycles 2 through 9
	Cycles 10 and Higher
	Intra-patient
Dose Escalation
	EOT
	SFU

	Visit Window
	(Day -28 to Day 0) 
	Day 1 ± 2 Days
	Day 2
± 2 Day
	Day 8 ± 2 Day
	Day 15 ± 2 Day
	± 3 Days
	Day 1 ± 3 Days
	Day 8 ± 3 Days
	± 7 days of last dose or decision to terminate treatment
	28 days (± 7 days) after EOT

	Informed consent
	X
	—
	 
	—
	—
	—
	—
	—
	—
	—
	—

	Medical, surgical,
malignancy history1
	X
	—
	 
	—
	—
	—
	—
	—
	—
	—
	—

	Pathology/molecular
report(s) confirming
histologic diagnosis and relevant biomarkers2
	X
	—
	 
	—
	—
	—
	—
	—
	—
	—
	—

	Confirmation of archived nodal/tumor tissue or fresh biopsy3
	X
	—
	 
	—
	—
	—
	—
	—
	—
	—
	—

	Bone marrow aspirate and biopsy3,4
	X
	—
	 
	—
	—
	—
	—
	—
	—
	—
	—

	Peripheral blood/CD19+5
	X
	—
	X
	—
	X
	—
	—
	—
	—
	X
	—

	Serum or urine pregnancy
test (if applicable)6
	X
	X
	 
	—
	—
	Day 1 each cycle
	—
	—
	—
	—

	Physical examination and ECOG7
	X
	X
	 
	X
	X
	Day 1 each cycle
	X
	X
	X
	X

	Vital signs8
	X
	X
	X
	X
	X
	Day 1 each cycle
	X
	X
	X
	X

	12-lead ECG9
	X
	X
	 
	X
	—
	Day 1 Cycles 2 through 6 then as clinically indicated
	X
	X
	X
	X

	SPEP, serum
immunofixation, serum FLC, quantitative
immunoglobulins10
	X
	X
	 
	—
	—
	±7 days of each radiologic disease assessment
	—
	—
	X
	—

	B2 microglobin11
	X
	—
	 
	—
	—
	 
	—
	—
	—
	—

	Serum viscosity, cold
agglutinins, anti-myelin, ganglioside M1, sulfatide IgM, cryoglobulins, amyloid12
	X
	—
	 
	—
	—
	—
	—
	—
	—
	—
	—

	HIV, CMV, HEV,
hepatitis B/C serologies, Covid-1913
	X
	—
	 
	—
	—
	—
	—
	—
	—
	—
	—

	Hematology14
	X
	X
	 
	X
	X
	Day 1 each cycle
	X
	X
	X
	X

	Serum chemistries15
	X
	X
	 
	X
	X
	Day 1 each cycle
	X
	X
	X
	X

	Coagulation panel16
	 
	 
	 
	 
	 
	As clinically indicated
	 
	 
	 
	 

	Urinalysis17
	X
	X
	 
	—
	—
	Day 1 every 2nd cycle
	—
	—
	X
	—

	Blood samples for PK18
	—
	X
	X
	X
	X
	Day 1 Cycles 3 and 6
	X
	—
	—
	—

	Anti-drug antibodies19
	X
	 
	 
	 
	X
	Day 1 Cycles 2, 3 and 4 then D1 every other cycle
	 
	 
	X
	 

	Blood for MRD20
	X
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 

	Disease assessment21
	X
	—
	 
	—
	—
	Every 8 weeks beginning with C3 (±7 days)
	Every 12 weeks (±14 days) beginning at Week 40
	—
	—
	X
	—

	Survival status
	—
	—
	 
	—
	—
	—
	—
	—
	—
	X
	X

	PSB202 administration22
	—
	X
	 
	X
	X
	X
	X
	 
	 
	 
	 

	Concomitant medication23
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 

	Adverse events24
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 


CMV = cytomegalovirus; ECG = electrocardiogram; ECOG = Eastern Cooperative Oncology Group; EOT = End of Treatment; HCV = hepatitis C virus; HEV = hepatitis E virus; HIV = human immunodeficiency virus; IgM = immunoglobulin M; MRD = minimal residual disease; PK = pharmacokinetics; SFU = safety follow - up

1All conditions ongoing and relevant past surgical and medical history should be collected. Cancer history should be collected regarding disease under study as well as any history of other malignancy on the appropriate eCRF.
2Refer to Appendix F in protocol for guidance regarding confirmation of histological diagnosis and relevant biomarkers per disease type. For all patients, anonymized/redacted report(s) to be submitted to Sponsor or designee during Screening /prior to enrollment. Additional information is provided in protocol Section 7.6.
3Refer to Appendix F in protocol for guidance regarding requirements for sample submission based on histology. If a specific sample is unavailable, contact the Sponsor for additional guidance. Sample requirements for SLL and WM include: (1) bone marrow aspirate and biopsy obtained after most recent treatment; (2) fresh peripheral blood sample. Tissue requirements for MZL include: (1) archived nodal/tissue sample; (2) bone marrow aspirate and biopsy obtained after most recent treatment (splenic MZL subtype); (3) fresh peripheral blood sample. For other NHL, sample requirements include: (1) archived nodal/tissue sample; (2) bone marrow aspirate and biopsy obtained after most recent treatment; (3) fresh peripheral blood sample. If bone marrow biopsy and aspiration was done within 90 days of screening and samples are available, these do not need to be repeated. For MZL and other NHL, if archived nodal/tissue sample is not available or inadequate, a fresh sample should be obtained if biopsy is safe to perform. Provision of select samples may be waved with documented Sponsor approval.
4Bone marrow aspirate and biopsy is required to confirm CR for WM, CLL patients and for other NHL patients (e.g., FL, transformed FL/CLL) if performed at baseline and known to be positive for disease involvement. Refer to Appendix F in protocol for guidance regarding sample requirements per histology. Additional information is provided in protocol Section 7.7.
5 Peripheral blood for pharmacodynamic and biomarker analysis (Phase 1a only); CD19+ sampling time point match ADA-sampling points, See also Laboratory Manual. Flow cytometry may be performed locally of local lab capacity is available. If not, Sponsor representative will arrange transport to a reference lab. See for further instructions the Laboratory Manual.
6All women who are not postmenopausal (and 2 years of non-therapy-induced amenorrhea) or surgically sterile will have a serum pregnancy test at screening within 7 days before Cycle 1 Day 1. In addition, for women of childbearing potential, a serum or urine pregnancy test must be performed prior to Day 1 of each subsequent cycle of study treatment (laboratory samples may be obtained up to 72 hours before start of study treatment administration on Day 1 of the treatment cycle). Additional information is provided in Section 7.1.9.7 in protocol.
7Physical examination including neurological exam and review of relevant systems at Screening, body weight, and height. Symptom-directed physical examinations, including measurement of weight may be performed at other time points. Additional information is provided in Section 7.1.5 in protocol.
8Systolic and diastolic blood pressure, heart rate, respiratory rate, and body temperature. For vital signs assessed at PK time points, vital signs should be conducted at C1D1 pre-dose (as close to dosing as possible is preferred) and post-dose PK - draw time points (±15 minutes), C1D2 (pre-dose PK-draw only, ±15 minutes), and immediately prior to discharge (±30 minutes). For vital signs assessed for intra-patient dose escalation, vital signs should be taken on Day 1 of the patient’s new dose pre-dose (up to 4 hours pre-dose, as close to dosing as possible is preferred) and 2 hours (±15 minutes) post-dose. A single vital sign recording is done on D8 of the new dose level.
9Triplicate ECGs should be performed during Screening and during Cycle 1 at the following time points: pre-dose (up to 4 hours pre-dose), Cycle 1 Day 1 at 2 and at 4 hours post-dose (±10 minutes), and Cycle 1 Day 8 at 2 and at 4 hours post-dose (±10 minutes). In addition, triplicate ECGs should be obtained at 2 hours post-dose (±10 minutes) on Day 1 of Cycles 2 through 6. Additional ECGs may be performed if clinically indicated. For intra-patient dose escalation, triplicate ECGs should be performed pre-dose (up to 4 hours pre-dose) on Day 1 of the patient’s new dose, and at 2 and at 4 hours post-dose (triplicate, ±10 minutes) on Days 1 and 8 of the patient’s new dose.
10For all WM patients and other patients if present at baseline or clinically indicated in the opinion of the Investigator.
11In addition to local assessment (Phase 1a), during Phase 1b, a blood sample for central assessment of beta-2 microglobulin at baseline should be collected for specific disease histologies. Collection guidelines are provided in Appendix F in protocol.
12Collect for WM patients if clinically indicated.
13Hepatitis B surface antigen (HBsAg) and antibody along with hepatitis B core antibody should be obtained. An additional sample should be obtained for evaluation of the hepatitis B DNA titer if the HBsAg is positive. Hepatitis C antibody should be obtained. An additional sample should be obtained for evaluation of hepatitis C RNA titer if the antibody test is positive. Additional information is provided in Section 7.1.9.7 in protocol.
14Hematology includes hemoglobin, hematocrit, RBC count, WBC count, platelet count, percent or absolute WBC count differential (neutrophils, bands, lymphocytes, eosinophils, basophils, and monocytes) and lymphocyte subsets (T, B, NK cells). Flow cytometry is required during Phase 1a only, and only during protocol specified pharmacodynamic time points-see also Footnote 5 and the Laboratory Manual. In addition, in Phase 1b only, blood samples for central assessment of hematology parameters should be collected for specific disease histologies. Collection guidelines are provided in Appendix F in protocol.
15Serum chemistry includes sodium, potassium, chloride, bicarbonate, glucose, BUN/urea, creatinine, calcium, magnesium, phosphorus, total bilirubin, direct bilirubin, total protein, albumin, ALT, AST, alkaline phosphatase, LDH, uric acid/urate. Collection guidelines are provided in Appendix F in protocol.
16Coagulation panel includes aPTT and PT (INR).
17Urinalysis includes color, appearance, specific gravity, pH, glucose, bilirubin, ketones, occult blood, protein, leukocytes, nitrites, and urobilinogen.
18During the Phase 1a part of the study: Blood samples for PK should be collected on C1D1, C1D2, C1D8, and C1D15; 3 samples are collected on days that study drug is dosed, and just one PK sample on C1D2, ~ 24 hours (+/- 3 hours) post C1D1 dosing. Samples are collected resp within 30 min pre-dose, < 15 min post end-of-dosing and at 2 hours (+/- 15 min) post end-of-dosing. On C3D1 and C6D1, just one PK-sample is collected within 30 min pre-dose. For the Phase 1b part of the study, sparse PK will be performed, and a C1D2 PK-sampling visit is NOT required during Phase 1b. In Phase 1b, on C1D1 and C1D15 samples will be drawn pre-dose and immediately after end-of-infusion (EOI). A single sample will be drawn pre-dose on C2D1, C4D1, C6D1 and C8D1. Refer to Section 7.2 in protocol for further guidance on PK-sampling.
19For patients in the Ia part of the study, obtain samples for the assessment of anti-drug antibodies at screening (or in the event that the screening sample is missed, prior to dosing at Cycle 1), pre-dosing on C1D15, and prior to dosing for Cycles 2, 3 and 4, then every 2 cycles beginning at Cycle 6, and at end of treatment. Neutralizing antibodies (NAb) will be assessed (once assessment is available) only in patients with treatment-emergent ADA. Additionally, ADA samples will be collected at the time of a ≥ Grade 3 infusion-related event, and 30 days after the event.
20Peripheral blood sample for MRD analysis in CLL patients at Screening (or in the event the Screening MRD-sample is missed, on C1D1 prior to dosing), then, only in patients with CR/Cri, 8 weeks (±1 week) after CR/CRi and then every 12 weeks (± 4 weeks) until MRD negative, then assess MRD in bone marrow.
21Refer to Appendix C, Appendix D and Appendix E in protocol for specific disease assessment guidelines. In addition, Investigators may conduct an initial tumor evaluation on Cycle 3 Day 1 (±7 days) and a confirmatory tumor evaluation a minimum of 4 weeks (i.e., 28 days) after the first tumor evaluation that shows a CR or PR by disease-specific criteria, if consistent with local regulatory authority requirements.
22Includes PSB202 dosing, in Cycle 1 at D1, D8 and D15 (loading doses), then Q3 weeks (D1 of each 3-week cycle) until EOT. In the event of intra-patient dose-escalation in a Phase 1a patient, the new (higher) dose is administered in standard 3-week cycles only, i.e. no additional D8 and D15 loading doses are provided at the higher dose level.
23Concomitant, ongoing medication(s) plus those administered within 14 days prior to the planned start of treatment.
24AEs and SAEs should be recorded from the time that written informed consent has been obtained through the SFU Visit.


[bookmark: _NCI_CTCAE,_v][bookmark: _Toc92201421]NCI CTCAE, v 5.0 Grade for Selected Laboratory Parameters
	Parameter
	Direction
	Grade 1   
	Grade 2   
	Grade 3   
	Grade 4   
	Grade 5   

	Hemoglobin 
	Decreased
	<LLN - 10.0 g/dL; 
<LLN - 6.2 mmol/L; 
<LLN - 100 g/L
	
<10.0 - 8.0 g/dL;
<6.2 - 4.9 mmol/L; <100 - 80g/L
	<8.0 g/dL; 
<4.9 mmol/L;
<80 g/L; transfusion indicated
	Life-threatening consequences; urgent intervention indicated
	Death

	
	Increased
	Increase in >0 - 2 g/dL
	Increase in >2 - 4 g/dL
	Increase in >4 g/dL
	 -
	 -

	White blood cell 
	Decreased
	<LLN - 3000/mm3; <LLN - 3.0 x 10e9 /L
	<3000 - 2000/mm3; <3.0 - 2.0 x 10e9 /L
	<2000 - 1000/mm3; <2.0 - 1.0 x 10e9 /L
	<1000/mm3; <1.0 x 10e9 /L
	 -

	
	Increased
	 -
	 -
	>100,000/mm3
	Clinical manifestations of leucostasis; urgent intervention indicated
	Death

	Platelet count 
	Decreased
	<LLN - 75,000/mm3; <LLN - 75.0 x 10e9 /L
	<75,000 - 50,000/mm3; <75.0 - 50.0 x 10e9 /L
	<50,000 - 25,000/mm3; <50.0 - 25.0 x 10e9 /L
	<25,000/mm3; <25.0 x 10e9 /L
	 -

	Neutrophil count 
	Decreased
	<LLN - 1500/mm3; <LLN - 1.5 x 10e9 /L
	<1500 - 1000/mm3; <1.5 - 1.0 x 10e9 /L
	<1000 - 500/mm3; <1.0 - 0.5 x 10e9 /L
	<500/mm3; <0.5 x 10e9 /L
	 -

	Lymphocyte count 
	Decreased
	<LLN - 800/mm3; <LLN - 0.8 x 10e9/L
	<800 - 500/mm3; <0.8 - 0.5 x 10e9 /L
	<500 - 200/mm3; <0.5 - 0.2 x 10e9 /L
	<200/mm3; <0.2 x 10e9 /L
	 -

	
	Increased
	 -
	>4000/mm3 - 20,000/mm3
	>20,000/mm3
	 -
	 -

	Eosinophil
	Increased
	>ULN and >Baseline
	 -
	Steroids initiated
	 -
	 -

	Sodium
	Decreased
	<LLN - 130 mmol/L
	125-129 mmol/L and asymptomatic
	125-129 mmol/L symptomatic; 120-124 mmol/L regardless of symptoms
	<120 mmol/L; life-threatening consequences
	Death

	
	Increased
	>ULN - 150 mmol/L
	>150 - 155 mmol/L; intervention initiated
	>155 - 160 mmol/L; hospitalization indicated
	>160 mmol/L; life-threatening consequences
	Death

	Potassium
	Decreased
	<LLN - 3.0 mmol/L
	Symptomatic with <LLN - 3.0 mmol/L; intervention indicated
	<3.0 - 2.5 mmol/L; hospitalization indicated
	<2.5 mmol/L; life-threatening consequences
	Death

	
	Increased
	>ULN - 5.5 mmol/L
	>5.5 - 6.0 mmol/L; intervention initiated
	>6.0 - 7.0 mmol/L; hospitalization indicated
	>7.0 mmol/L; life-threatening consequences
	Death

	Bicarbonate
	Decreased
	<LLN and no intervention initiated
	 -
	 -
	 -
	 -

	Glucose
	Decreased
	<LLN - 55 mg/dL; <LLN - 3.0 mmol/L
	<55 - 40 mg/dL; <3.0 - 2.2 mmol/L
	<40 - 30 mg/dL; <2.2 - 1.7 mmol/L
	<30 mg/dL; <1.7 mmol/L; life-threatening consequences; seizures
	Death

	Creatinine
	Increased
	>ULN - 1.5 × ULN
	>1.5 - 3.0 × baseline; >1.5 - 3.0 × ULN
	>3.0 × baseline; >3.0 - 6.0 × ULN
	>6.0 × ULN
	 -

	Calcium
	Decreased
	Corrected serum calcium of <LLN - 8.0 mg/dL; <LLN - 2.0 mmol/L; Ionized calcium <LLN - 1.0 mmol/L
	Corrected serum calcium of <8.0 - 7.0 mg/dL; <2.0 - 1.75 mmol/L; Ionized calcium <1.0 - 0.9 mmol/L; symptomatic
	Corrected serum calcium of <7.0 - 6.0 mg/dL; <1.75 - 1.5 mmol/L; Ionized calcium <0.9 - 0.8 mmol/L; hospitalization indicated
	Corrected serum calcium of <6.0 mg/dL; <1.5 mmol/L; Ionized calcium <0.8 mmol/L; life-threatening consequences
	Death

	
	Increased
	Corrected serum calcium of >ULN - 11.5 mg/dL; >ULN - 2.9 mmol/L; Ionized calcium >ULN - 1.5 mmol/L
	Corrected serum calcium of >11.5 - 12.5 mg/dL; >2.9 - 3.1 mmol/L; Ionized calcium >1.5 - 1.6 mmol/L; symptomatic
	Corrected serum calcium of >12.5 - 13.5 mg/dL; >3.1 - 3.4 mmol/L; Ionized calcium >1.6 - 1.8 mmol/L; hospitalization indicated
	Corrected serum calcium of >13.5 mg/dL; >3.4 mmol/L; Ionized calcium >1.8 mmol/L; life-threatening consequences
	Death

	Magnesium
	Decreased
	<LLN - 1.2 mg/dL; <LLN - 0.5 mmol/L
	<1.2 - 0.9 mg/dL;
<0.5 - 0.4 mmol/L
	<0.9 - 0.7 mg/dL; 
<0.4 - 0.3 mmol/L
	<0.7 mg/dL; 
<0.3 mmol/L; 
life-threatening consequences
	Death

	
	Increased
	>ULN - 3.0 mg/dL; >ULN - 1.23 mmol/L
	 -
	>3.0 - 8.0 mg/dL; 
>1.23 - 3.30 mmol/L
	>8.0 mg/dL; 
>3.30 mmol/L; 
life-threatening consequences
	Death

	Albumin
	Decreased
	<LLN - 3 g/dL; <LLN - 30 g/L
	<3 - 2 g/dL; 
<30 - 20 g/L
	<2 g/dL; 
<20 g/L
	Life-threatening consequences; urgent intervention indicated
	Death

	Total Bilirubin
	Increased
	>ULN - 1.5 × ULN if baseline was normal; > 1.0 - 1.5 × baseline if baseline was abnormal
	>1.5 - 3.0 × ULN if baseline was normal; >1.5 - 3.0 × baseline if baseline was abnormal
	>3.0 - 10.0 × ULN if baseline was normal; >3.0 - 10.0 × baseline if baseline was abnormal
	>10.0 × ULN if baseline was normal; >10.0 × baseline if baseline was abnormal
	 -

	ALT (Alanine Aminotransferase)
	Increased
	>ULN - 3.0 × ULN if baseline was normal; 1.5 - 3.0 × baseline if baseline was abnormal
	>3.0 - 5.0 × ULN if baseline was normal; >3.0 - 5.0 × baseline if baseline was abnormal
	>5.0 - 20.0 × ULN if baseline was normal; >5.0 - 20.0 × baseline if baseline was abnormal
	>20.0 × ULN if baseline was normal; >20.0 × baseline if baseline was abnormal
	 -

	AST (Aspartate Aminotransferase)
	Increased
	>ULN - 3.0 × ULN if baseline was normal; 1.5 - 3.0 x baseline if baseline was abnormal
	>3.0 - 5.0 × ULN if baseline was normal; >3.0 - 5.0 x baseline if baseline was abnormal
	>5.0 - 20.0 × ULN if baseline was normal; >5.0 - 20.0 x baseline if baseline was abnormal
	>20.0 × ULN if baseline was normal; 
>20.0 x baseline if baseline was abnormal
	 -

	ALP (Alkaline Phosphatase)
	Increased
	>ULN - 2.5 × ULN if baseline was normal; 2.0 - 2.5 × baseline if baseline was abnormal
	>2.5 - 5.0 × ULN if baseline was normal; >2.5 - 5.0 × baseline if baseline was abnormal
	>5.0 - 20.0 × ULN if baseline was normal; >5.0 - 20.0 × baseline if baseline was abnormal
	>20.0 × ULN if baseline was normal; >20.0 × baseline if baseline was abnormal
	 -

	Uric Acid
	Increased
	>ULN without physiologic consequences
	 -
	>ULN with physiologic consequences
	Life-threatening consequences
	Death

	LDH (Lactate Dehydrogenase)
	Increased
	>ULN
	 -
	 -
	 -
	 -

	Estimated Glomerular Filtration Rate (GFR)
	Decreased
	<LLN - 60 ml/min/1.73 m2 
	59 - 30 ml/min/1.73 m2
	29 - 15 ml/min/1.73 m2
	<15 ml/min/1.73 m2
	Death

	INR
	Increased
	>1.2 - 1.5; >1 - 1.5 × baseline if on anticoagulation
	>1.5 - 2.5; >1.5 - 2.5 × baseline if on anticoagulation
	>2.5; >2.5 × baseline if on anticoagulation
	 -
	 -

	aPTT (Activated Partial Thromboplastin Time)
	Increased
	>ULN - 1.5 × ULN
	>1.5 - 2.5 × ULN
	>2.5 × ULN
	 -
	 -

	Glucose (Urine)
	Increased
	Present
	
	
	
	

	Protein (Urine)
	Increased
	1+ proteinuria; ≥ULN - <1.0 g/24 hrs
	2+ and 3+ proteinuria; 1.0 - <3.5 g/24 hrs
	4+ proteinuria; >=3.5 g/24 hrs
	
	


BL = Baseline, LLN = Lower limit of normal range, ULN = Upper limit of normal range.


[bookmark: _Toc92201422]Grading Scale for Hematologic Toxicity in CLL
	Grade1
	Decrease in platelets2 or Hb3 (nadir) from pretreatment value
	Absolute neutrophil count /μL4 (nadir)

	0
	No change to 10%
	≥ 2000

	1
	11%-24%
	≥ 1500 and < 2000

	2
	25%-49%
	≥ 1000 and < 1500

	3
	50%-74%
	≥ 500 and < 1000

	4
	≥ 75%
	< 500


1. Grades: 1, mild; 2, moderate; 3, severe; 4, life-threatening; 5, fatal. Death occurring as a result of toxicity at any level of decrease from pretreatment will be reported as Grade 5.
2. Platelet counts must be below normal levels for Grades 1 to 4. If, at any level of decrease, the platelet count is < 20 x 109/L (20,000/μL), this will be considered Grade 4 toxicity, unless a severe or life-threatening decrease in the initial platelet count (eg, < 20 x 10^9/L [20,000/μL]) was present pretreatment, in which case the patient is not evaluable for toxicity referable to platelet counts.
3. Hemoglobin (Hb) levels must be below normal levels for Grades 1 to 4. Baseline and subsequent Hb determinations must be performed before any given transfusions. The use of erythropoietin is irrelevant for the grading of toxicity, but should be documented.
4. If the absolute neutrophil count (ANC) reaches < 1 x 10^9/L (1000/μL), it should be judged to be Grade 3 toxicity. Other decreases in the white blood cell count, or in circulating neutrophils, are not to be considered because a decrease in the white blood cell count is a desired therapeutic endpoint. A gradual decrease in granulocytes is not a reliable index in CLL for stepwise grading of toxicity. If the ANC was < 1 x 109/L (1000/μL) before therapy, the patient is not evaluable for toxicity referable to the ANC. The use of growth factors such as granulocyte colony-stimulating factor (G-CSF) is not relevant to the grading of toxicity, but should be documented.
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