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Abbreviation

Definition

MED Maximum effective dose

MedDRA Medical Dictionary for Regulatory Activities

MTD Maximum tolerated dose

NE Not evaluable

NIT NeolmmuneTech

NTL Non-target lesion

OR Objective response

ORR Objective response rate

0os Overall survival

PD (evaluating Progressive disease

response)

PD Pharmacodynamics

PD-1 Programmed cell death protein 1

PD-L1 Programmed death-ligand 1

PFS Progression Free Survival

PK Pharmacokinetic

PPP Per-Protocol Population

PR Partial response

PT Preferred term

RP2D Recommended Phase 2 dose

SAP Statistical Analysis Plan

SD Stable disease

S0C System organ class

Tmax Time to maximum plasma concentration

TGF-B Transforming growth factor B

TME Tumor microenvironment

WHO World Health Organization
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Cytel

Statistical Analysis Plan Template

Sponsor: NeolmmuneTech, Inc.

Protocol: NIT-106 (ION-02)

Document Version No.: 1.0 Document Date: 20Nov2023
2.5. Efficacy, Pharmacokinetic, and Safety Variables

2.5.1. Efficacy Variables

® Objective Response Rate (ORR) defined as the percentage of patients who have at least one
confirmed partial response (PR) or complete response (CR) according to Response
Evaluation Criteria in Solid Tumors (RECIST) v.1.1

e Disease Control Rate (DCR) defined as the percentage of patients with a response of CR, PR
or stable disease (SD) according to RECIST v.1.1

e Progression Free Survival (PFS) defined as the time from the first study treatment to the
first occurrence of progression, as measured by RECIST v1.1 or death from any cause,
whichever occurs first

e Overall survival (OS) defined as the time from first study treatment to death from any
cause.

® Duration of stable disease (DOSD) defined as the time from the first occurrence of stable
disease or better (PR or CR or SD) to the time of the first documented disease progression
or death from any cause, whichever occurs first per RECIST v1.1

2.5.2. Pharmacokinetics and Pharmacodynamics Variables
To evaluate the pharmacokinetics of NT-17 administered in combination with atezolizumab:

e Serum concentration of NT-17 will be used to estimate the following parameters: Area under
the concentration time-curve (AUC), Maximum serum concentration (Cmax), Minimum serum
concentration (Cmin), Clearance (CL) to be completed by Third Party Vendor.

To evaluate the immunogenicity of NT-17, the following endpoint will be analyzed:

® Incidence of anti-drug antibody (ADA) to NT-17 during the study relative to prevalence of ADA at
baseline, defined as ADA titer relative to baseline to Day 1 of each cycle.

To evaluate the effect of the investigational treatment combination on the tumor microenvironment,
based upon baseline and post-baseline tumor biopsy, the following endpoints will be assessed, but are
outside of the scope of this plan:

& Number, distribution, and phenotype of tumor-infiltrating cells

e Expression of Interferon y (IFNy) and associated inflammatory gene expression in the
tumor microenvironment
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e Changes in tumor microenvironment that correlate with response or provide
information on potential actionable causes for lack of clinical benefit

Potential correlation with PK, pharmacodynamics (PD), safety, and efficacy parameters can be explored
but are outside of the scope of this plan.

2.5.3. Safety Variables
To confirm the safety and tolerability of the following safety variables:

e Adverse Events (AE) incidence, nature, and severity of AEs graded according to NCI CTCAE
v5.0

¢ Clinical Laboratory Assessments (CBC and serum chemistry)
® Physical Examinations

s \Vital signs

e Electrocardiograms (ECG)

e Eastern Cooperative Oncology Group (ECOG) Performance Status
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3. PATIENT POPULATIONS
3.1. Population Definitions

The following patient populations will be evaluated and used for presentation and analysis of the data:
3.1.1. Safety Population

The Safety Population will include all patients who receive at least 1 dose of the investigational
regimen. The Safety Population will be the primary set for the analysis of safety and non-efficacy data.

3.1.2. Efficacy Population

The efficacy analysis will be conducted on all patients who received at least one cycle of study
treatment and have at least one evaluable post baseline tumor assessment.

The efficacy population will be used for all efficacy analysis.
3.1.3. Pharmacokinetic (PK) Population

The PK Population will include all patients who receive at least 1 dose of the investigational regimen
and have at least 1 non-missing PK sample available for analysis.

The PK Population will be used for the PK analysis.

3.2. Protocol Violations

Violations of the protocol will be collected and reported. The sponsor, or designee, will be responsible
for producing the final protocol violation file (formatted as a Microsoft Excel file), in collaboration with

Cytel.

All protocol violations will be presented in the data listings.
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4, STATISTICAL METHODS
4.1. Sample Size Justification

During the dose escalation phase (Phase 1b), a 3+3 design will be used for identifying the MTD and/or
the RP2D. The following design will be used:

Number of Patients with Dose- Escalation Decision Rule

Limiting Toxicity (DLT) at a Given

Dose Level

Ooutof3 Enroll 3 patients at the next dose level.
1outof3 Enroll at least 3 more patients at this dose level.

- If 0 of these 3 additional patients experience a DLT
(totaling 1/6), enroll at the next dose level.

- If 21 of these 3 additional patients experiences DLT
(totaling 22/6 at the dose level), the dose escalation
is stopped, and the next lower dose level will be
declared the MTD. In the case this happens at the
120 pg/kg dose level, a lower dose of 60 pg/kg will
be tested, and the same 3+ 3 design followed.

22 outof 3 Dose escalation will be stopped. The next lower dose
level will be declared the MTD. Three (3) additional
patients will be entered at the next lower dose level if
only 3 patients were treated previously at that dose. In
the case this happens at the 120 pg/kg dose level, a
lower dose of 60 pg/kg will be tested, and the same 3+3
design followed.

Based on the available data (Section 2.2 of the protocol), the average historical ORR for the patients in
this study would be 45.25% in Arm | and less than 5% in Arm Il. With a total of 24 patients treated at
the RP2D in Phase 2a of the study in Arm |, the 95% confidence interval for an observed ORR of 17/24
or higher would exclude 45.25%. With a total of 36 patients treated at the RP2D in Phase 2a of the
study in Arm Il, the 95% confidence interval for an observed ORR of 6/36 or higher would exclude 5%.
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Approximately 84 patients will be enrolled in this study; up to approximately 24 patients in the Phase
1b and approximately 60 patients in the Phase 2a of the study. The expected accrual is 4 patients per
month total at approximately 8 ION sites.

4.2. General Statistical Methods and Data Handling

4.2.1. General Methods

All output will be incorporated into RTF or PDFs, sorted and labeled according to the International
Conference on Harmonisation (ICH) recommendations, and formatted to the appropriate page size(s).

Phase 1b/dose escalation will be presented by dose levels 120 pg/kg, 360 pg/kg, 840 pg/kg, 1200 pg/kg
and Total. Phase 2a/dose expansion will be summarized under the 1200 pg/kg dose. Efficacy analysis
will analyze two groups of pooled data. The first group will pool 120 pg/kg, 360 pg/kg, and 840 pg/kg
doses levels of Phase 1b; and the second group will pool the 1200 pg/kg dose level from both phases.

For categorical variables, summary tabulations of the number and percentage within each category
(with a category for missing data) of the parameter will be presented.

Continuous variables will be summarized using mean, standard deviation, median, inter-quartile range
(IQR) and range; 95% confidence intervals will be presented where appropriate.

4.2.2. Computing Environment

All descriptive statistical analyses will be performed using SAS statistical software (Version 9.4), unless
otherwise noted. Medical history and adverse events will be coding using MedDRA version ‘MedDRA
v22.0 - Mar 2019’. Concomitant medications will be coded using World Health Organization (WHO)
Drug version ‘B3 WHO Drug Global — Mar 2020’.

4.2.3. Methods of Pooling Data

Not applicable to the present study.

4.2.4. Adjustments for Covariates

No formal statistical analysis that adjusts for possible covariate effects is planned.
4.2,5. Multiple Comparisons/Multiplicity

Multiplicity is not of concern for this study since no p-values will be reported.
4.2.6. Subpopulations

No analyses of subpopulations of patients are planned.

4.2.7. Withdrawals, Dropouts, Loss to Follow-up

Not applicable to this analysis.
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4.2.8. Missing, Unused, and Spurious Data

In general, there will be no imputation of missing data points. All data recorded on the CRF will be
included in data listings that will accompany the CSR.

4,2.9. Definition of Baseline

The baseline will be the last measurement obtained prior to the drug delivery on Cycle 1 Day 1 (C1/D1).
When no measurements are available on C1/D1, data obtained at screening will be regarded as the
baseline measurement.

4,2.10. Study Day

Study day is defined as (study date — C1/D1 date + 1) for post-baseline dates, (study date — C1/D1 date)
otherwise. C1/D1 is the actual start date for the first dose of any study treatment.

4.2.11. Years and Months
For any calculations, Years will be 365.25 days and Months will be 30.4375 (or 365.25/12).
4.2.12. Imputation of Partial Dates

Partial Diagnosis dates will be imputed to the earliest Day of the month or year.

Stop date imputation will hot be applied to ongoing AEs or concomitant medications.

Missing or partial dates for AEs and prior/concomitant medications will be imputed as follows:
= Start Date

— If only the day is missing and the month and year are the same as the month and year of
the first dose date of any treatment, then the day will be imputed with the day of the
first dose date. Otherwise, the day will be imputed with the first day of the event month.

— If both the day and month are missing and the year is the same as the year of the first
dose date of any treatment, then they will be imputed with the month and day of the
first dose date. Otherwise, they will be imputed with the date of January 1st of event
year.

= If the start date is completely missing, the date will be imputed with the first dose date
of any treatment.

= If the stop date is complete and the imputed start date is after the stop date, then the
imputed start date will be set to the stop date.

= Stop Date
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= If only the day is missing and the month and year are the same as the month and year of
the study discontinuation date, then the day will be imputed with the day of the study
discontinuation date. Otherwise, the day will be imputed with the last day of the event
month.

— If both the day and month are missing and the year is the same as the year of the study
discontinuation, then they will be imputed with the month and day of the study
discontinuation date. Otherwise, they will be imputed with the date of December 31st.

= If the stop date is completely missing, then it will be imputed with the study
discontinuation date.

= Ifthe imputed stop date is greater than the last contact date, then the imputed stop date
will be set to last contact date.

4.2.13. Dose-Limiting Toxicity

Dose-limiting toxicity is defined as any AE occurring within the first 21 days (i.e., C1/D1 through Day
21), that is considered to be at least possibly related to the combination study treatment (atezolizumab
and NT-17), and that meets at least one of the non-hematologic or hematologic criteria (Appendix A).

4.3. Interim Analyses

An interim analysis is not planned for this study.

4.4, Patient Disposition

Patient disposition will be tabulated, including the number of patients who: were screened, enrolled,
received study treatment, discontinued treatment and the primary reason for discontinuation,
withdrew from the study and the primary reasons for withdrawal, and completed 60- and 90-day
follow-up visits.

A by-patient listing of study completion information, including the reason for study withdrawal, if
applicable, will be presented.

4.5, Demographic and Baseline Characteristics

A summary of demographic characteristics will be provided by dose group, including summaries of age,
sex, race, ethnicity, weight, diagnosis of disease, duration of diagnosis, metastatic site, and ECOG
performance status. This summary will be based on the Safety Population by phase 1b and 2a and dose
level.

CRS-B5-TP-000005 V 1.0

Page 28 of 36

Client / Cytel Confidential: This is a controlled document and shall not be changed, saved, copied or reproduced by any
unauthorized person.



Cytel

Statistical Analysis Plan Template

Sponsor: NeolmmuneTech, Inc.
Protocol: NIT-106 (ION-02)
Document Version No.: 1.0 Document Date: 20Nov2023

A by-patient listing of demographic and baseline data will also be provided.

4.6. Medical History

Medical history will be included in a by-patient listing.

4.7. Study Treatment

Dose intensities will be summarized based on the Safety Population, with phases 1b and 2a presented
separately by dose level/arm. Patients who have completed each cycle will be summarized.

The dose intensity of NT-17 and atezolizumab is defined as:

Total actual dose received /duration of treatment(months); where treatment duration is last
dose date - first dose date + 1

Dose intensity will be summarized overall for each product.

Study treatment data will be included in a by-patient listing.

4.8. Efficacy Evaluation

All Efficacy analysis will be assessed using the Efficacy Population, unless specified otherwise.

Time to event data will be summarized using Kaplan-Meier Methodology using 25th, 50th (median),
and 75th percentiles with associated 2-sided 95% confidence intervals, as well as percent of censored
observations. The survival curves will be generated using the Kaplan-Meier method. The rate at 3, 6, 9,
12, 18 and 24 months will be calculated for PFS and OS.

4.8.1. Objective Response Rate and Disease Control Rate

ORR is defined as the percentage of patients who have at least one confirmed partial response (PR) or
complete response (CR) according to RECIST v1.1 as determined by the investigator.

DCR is defined as percentage of patients with a response of CR, PR or Stable Disease (SD) according to
RECIST v1.1.

The best overall response (BOR) is the best response recorded from the start of the treatment until
disease progression/recurrence. Patients without baseline or post-baseline assessments will be
considered Not Evaluable (NE).

The number and percentage of patients in each BOR category (CR, PR, SD, PD, NE), and ORR and DCR
will be presented.

Listings of tumor assessments and responses assessment will be provided.
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4.8.2. Progression Free Survival

PFS is defined as the time from C1/D1 to the first occurrence of progression or death from any cause,
whichever occurs first, per RECIST v1.1 and irRC as determined by the investigator. PFS (in months) is
calculated as (death or censor date — date of C1/D1 + 1) / 30.4375.

Rules for progression or censoring are described in Table 4-1. Patients who are not known to have
progressed prior to analysis cut-off date will be censored at the date of last adequate tumor
assessment or clinical cut-off, whichever comes first.

Table 1 PFS analyses and censoring rules.

Situation Date of Progression or Censoring Outcome
Incomplete or no baseline tumor C1/D1 date Censored
assessment
Documented progression (per RECIST 1) | Earliest date on which radiological Progressed
progression is documented
Death Date of death Progressed
No progression Date of last adequate tumor Censored
assessment with no documented
progression
Treatment discontinuation Date of Treatment discontinuation Progressed

A summary of the number and percentage of patients experiencing a PFS event, and the type of event
(progression or death) will be provided along with median PFS. A Kaplan-Meier plot of PFS will be
presented by pool dose.

4.8.3. Overall survival

0S is defined as the time from C1/D1 to death from any cause, for patients who do not die before the
end of the study or were lost to follow up, their OS will be censored on the last study follow-up date the
patient is reported to be alive. OS (in months) is calculated as (death or censor date — date of C1/D1 +
1) / 30.4375.

Rules for selecting date of last contact are described in Table 4-2. Patients who are not known to have
died prior to data cut-off will be censored at the date of last contact or clinical cut-off, whichever comes
first.

Table 2 Rules for the last contact date for OS analysis

Source Data Conditions
Date of C1/D1 No condition
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Off study date

Only if patient status is reported to be alive

Start/end dates of concomitant medications

Non-missing verbatim term

Start/end dates from drug administration

Non-missing dose

Off treatment date

No condition

Tumor assessment (RECIST) date

Evaluation is marked as done.

Lab assessment date

Non-missing parameter value

Vital signs date

Non-missing parameter value

ECOG performance status date

Non-missing ECOG performance status

Start/end dates of adverse events

Non-missing verbatim term

Physical examination

At least 1 non-missing parameter value

A summary of the number and percentage of patients experiencing a death event will be provided

along with median OS.

A Kaplan-Meier plot of OS will be presented by pool dose.

4.8.4. Duration of Stable Disease (DoSD)

The duration of stable disease is measured from the time measurement criteria are met for CR or PR or

SD (whichever is first recorded) until the first date th

at recurrent or progressive disease is objectively

documented or death, per RECIST v1.1 as determined by the investigator. Patients will be censored as
PFS. DoSD (in months) is calculated as (event or censor date — first stable disease date + 1) / 30.4375.

DoSD analysis will be summarized based on Efficacy Population patients who had stable disease (CR or
PR or SD). A summary of the number and percentage of patients experiencing an event, and the type of
event (progression or death) will be provided along with median DoSD and Kaplan-Meier estimates.

A Kaplan-Meier plot of DoSD will be presented by pooled dose.
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4.9, Pharmacokinetic Evaluations (NT-17 serum concentrations)

Pharmacokinetic analyses will be conducted on participants in the PK Analysis Set.

Individual plasma concentration summary statistics will be computed using all available PK data.
Individual concentration data will be listed for each participant and summarized by nominal sampling
time point and visit as applicable with descriptive statistics (Mean, Std Dev, %CV, Min, Median, Max,
and Geo Mean).

4,10. ADA/Immunogenicity Evaluations

Analysis of ADA data will be based on the Safety Analysis Set.

The ADA status will be defined using the baseline and postbaseline results. Anti-drug antibody negative
is defined as negative results at all time points. Anti-drug antibody positive is defined as a positive
result at any time point, including baseline.

The number and percentage of subjects with negative and positive ADA results will be tabulated by
dose and phase.

All ADA results will be presented in a data listing, by date for unscheduled or repeated values.

NAb (neutralizing anti-drug antibody) data will be summarized and reported as number and percentage
of subjects with NAb positive results per dose level by visit.

All NAb data will be listed by subject, visit and dose level.
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4.11. Safety Analyses

Safety analyses will be conducted using the Safety Population.
4.11.1. Adverse Events

Adverse events will be coded using the Medical Dictionary for Regulatory Activities (MedDRA) and
displayed in tables and listings using System Organ Class (SOC) and Preferred Term (PT). AE severity will
be graded according to the CTCAE v5.0.

Analyses of adverse events will be performed for those events that are considered treatment
emergent, where a treatment emergent adverse event (TEAE) is defined as any adverse event with an
onset date on or after the administration of study treatment through the end of the study (defined as
30 days after the last dose of study treatment) or any event that was present at baseline but worsened
in intensity or was subsequently considered drug-related by the investigator through the end of the
study.

The number and percentage of patients with any TEAE will be reported, TEAEs with CTCAE Grade 3 or
Higher, TEAEs assessed by the Investigator as related to treatment (definite, probable, or possible
relationship), Treatment-related TEAE with Grade 3 or Higher, TEAEs leading to NT-17/atezo Interrupted
(also Dose Reduced and Withdrawn), Adverse Events of Special Interest (AESI; as designated by the
CRF), Serious TEAEs, Serious Treatment-related TEAE, and TEAEs leading to Death; summarized by SOC
and PT. In these tabulations, each patient will contribute only once in each category regardless of the
number of events.

No formal hypothesis-testing analysis of adverse events incidence rates will be performed.
All adverse events occurring on study will be listed in by-patient listings.
By-patient listings also will be provided for the following: patient deaths and serious adverse events.

4.11.2. Laboratory Data

A listing of all laboratory data will be generated; normal ranges and CTCAE grades will be included. A
subset listing will be presented for all hotable abnormal laboratory values.

Complete Blood Count (CBC) parameters include: White Blood Cells (WBC), Red Blood Cells (RBC),
Hemoglobin, Hematocrit, Platelets, Absolute Neutrophil Count (ANC), Absolute Lymphocyte Count
(ALC), Absolute Eosinophil Count, Absolute Basophil Count, Absolute Monocyte Count, Neutrophils,
Lymphocytes, Eosinophils, Basophils and Monocytes.

Serum Chemistry parameters include: Albumin, Alkaline Phosphatase, Bilirubin, Bicarbonate, Blood
Urea Nitrogen (BUN), Calcium, Chloride, Creatinine, Glucose (Non Fasting), Lactate Dehydrogenase
(LDH), Phosphorus, Potassium, Total Protein, Aspartate Aminotransferase (AST or SGOT), Alanine
Aminotransferase (ALT or SGPT), Sodium, Lipase, Amylase, TSH.
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4.11.3. Vital Signs and Physical Examinations

The value and change from baseline at each time point will be summarized for vital signs, including
systolic and diastolic blood pressure, heart rate, respiratory rate, and temperature.

By-patient listings of vital sign measurements will be presented in data listings.

All physical examination findings will be presented in a data listing.

4.11.4. Electrocardiogram

All ECG data for each patient will be provided in data listings.

4.11.5. ECOG Performance Status

ECOG data will be listed.

4.11.6. Prior and Concomitant Medications

Prior medications will be defined as all medications taken before the administration of study treatment.

Concomitant medications will be defined as all medications taken on or after the administration of
study treatment or within 30 days after the last administration date.

Concomitant medications will be coded using the WHO Drug dictionary. Results will be tabulated by
Anatomic Therapeutic Class (ATC) and preferred term.

The use of concomitant medications will be included in by-patient data listing.
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5. CHANGES TO PLANNED ANALYSES

Due to the premature closure of the study the following changes are made in comparison to the
protocol:

e AEs leading to withdrawal and DLTs will not be listed separately.
e Laboratory values will only be listed.

e irRC (iRECIST) will not be summarized.

e Efficacy summaries will be performed on Efficacy Population only.
e All phases will be summarized within the same table.

e Duration of Stable Disease will replace Duration of Response analysis, due to limited patient
responses.
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