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1. Introduction

This is a prospective Phase 2 single arm, open-label, multi-institutional study to determine
the efficacy and safety profile of nab-sirolimus administered by intravenous (IV) infusion
in patients with functional or non-functional, well-differentiated, locally advanced
unresectable or metastatic NETs of the Gl tract, lung, or pancreas.

The study will enroll up to 21 efficacy evaluable patients at approximately 3 centers in the
United States (US) according to the protocol (Version 2). If a patient discontinues the
study before post baseline radiographic assessment, he/she will be replaced.

The study is terminated early due to low observed response. Total 12 out of 21 planned
patients are treated by the time of early stopping.

A cycle will consist of 21 days. Patients will receive nab-sirolimus by IV infusion over 30
minutes (+10 minutes window allowed, ie, 30- to 40 minutes infusion) on Days 1 and 8 of
every 21-day cycle. Nab-Sirolimus will be administered at 100 mg/m?. Patients will be
monitored for at least 2 hours following completion of the first infusion, and as clinically
indicated for each subsequent infusion. Three sequential dose reductions for the
management of AEs are allowed: 75, 56, and 45 mg/m?Z.

The study is expected to take approximately 12 to 18 months from first patient enrolled to
last patient follow-up, including approximately 6 months of enrollment period (from first to
last patient in), allowing a minimum of 6 months of treatment for all enrolled patients, a
28-day screening, and a 28-day (4 week) safety follow-up after the last dose.

Patients will be assessed for response by investigator using computed tomography (CT)
or magnetic resonance imaging (MRI) scan with contrast using RECIST v1.1.

Patients will continue treatment until PD, or unacceptable toxicity, or until in the opinion
of the Investigator the patient is no longer benefiting from therapy, or at patient discretion.

The study will be conducted in compliance with the International Council for
Harmonization (ICH) of Technical Requirements for Registration of Pharmaceuticals for
Human Use/Good Clinical Practice (GCP) and applicable regulatory requirements.

This Statistical Analysis Plan (SAP) describes the methods, conduct, and content of
statistical analyses for all prespecified endpoints in the protocol in detail. Any deviations
from this SAP will be documented in the clinical study report.

2. Study Objectives and endpoints
2.1. Objectives

2.1.1. Primary Objectives

e To evaluate the efficacy of nab-sirolimus in patients with well-differentiated, and
locally advanced unresectable or metastatic NETs of the gastrointestinal (Gl)
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2.1.2.

2.1.3.

tract, lung, or pancreas who have measurable disease per Response Evaluation
Criteria in Solid Tumors Version v1.1 (RECIST v1.1).
Secondary Objectives

To evaluate clinical benefit as defined by the duration of response (DOR), disease
control rate (DCR), time to response (TTR), and progression-free survival (PFS)
via Investigator assessment, and overall survival (OS) of nab-sirolimus.

To describe the safety and tolerability of nab-sirolimus.

Exploratory Objectives

To measure Chromogranin A levels and evaluate correlation with response to
treatment and disease progression.

To evaluate baseline molecular biomarkers and genomics and the association
between genomic alterations and clinical outcome, as well as genomic changes
during and/or after treatment.

2.2. Endpoints

2.21.

2.2.2.

2.2.3.

Primary Endpoint

Overall Response Rate (ORR), defined as the proportion of patients with best
overall response (BOR) of confirmed partial response (PR) or complete response
(CR) from the time of study treatment initiation until progression of disease (PD)
as determined by the Investigator using RECIST v1.1.)

Secondary Endpoints

DOR: Determined for patients with BOR of confirmed CR or PR defined as time
from scan first showing response by RECIST v1.1 to PD or death.

DCR: BOR of confirmed CR or PR (either of any duration) or stable disease (SD)
=12 weeks following study treatment initiation

TTR: Time from first dose of study drug to initial measurement of CR or PR, where
CR or PR is subsequently confirmed according to RECIST v1.1.

PFS: Number of months from study treatment initiation to the date of disease
progression (by IRR) or death due to any cause

OS: Number of months from study treatment initiation to the date of death due to
any cause

Incidence and severity of treatment-emergent and treatment-related adverse
events (AEs) as assessed by the National Cancer Institute Common Terminology
Criteria for Adverse Events (NCI CTCAE) v5.0

Exploratory Endpoints
Chromogranin A (CgA) levels
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e Tumor Sequencing for mutations: From baseline tumor tissue (archival or fresh
biopsy, if available) and blood (peripheral blood mononuclear cells, [PBMCs]):

o To understand the concomitant alterations and allele frequency at baseline
via a standardized method (secondary confirmation) (using next generation
sequencing [NGS]).

o To evaluate the association between mutational profile and clinical
outcome.

e To evaluate the expression of pS6 and other relevant markers via
immunohistochemistry.

3. Overall Study Design
3.1. Study Design

NET-202 is a prospective Phase 2 single arm, open-label, multi-institutional study to
determine the efficacy and safety profile of nab-sirolimus administered by intravenous
(IV) infusion in patients with functional or non-functional, well-differentiated, locally
advanced unresectable or metastatic NETs of the Gl tract, lung, or pancreas.

The study will enroll up to 21 efficacy evaluable patients at approximately 3 centers in the
US. If a patient discontinues the study before post baseline radiographic assessment,
he/she will be replaced.

A cycle will consist of 21 days. Patients will receive nab-sirolimus by IV infusion over 30
minutes (+10 minutes window allowed, ie, 30- to 40-minute infusion) on Days 1 and 8 of
every 21-day cycle. nab-Sirolimus will be administered at 100 mg/m?. Patients will be
monitored for at least 2 hours following completion of the first infusion, and as clinically
indicated for each subsequent infusion. Three sequential dose reductions for the
management of AEs are allowed: 75, 56, and 45 mg/m2.

Patients will be assessed for response using computed tomography (CT) or magnetic
resonance imaging (MRI) scan with contrast using RECIST v1.1.

Patients will continue treatment until PD, or unacceptable toxicity, or until in the opinion
of the Investigator the patient is no longer benefiting from therapy, or at patient discretion.

The study will be conducted in compliance with the International Council for
Harmonization (ICH) of Technical Requirements for Registration of Pharmaceuticals for
Human Use/Good Clinical Practice (GCP) and applicable regulatory requirements.

3.2. Study Duration

The study will enroll patients at approximately 3 sites in the US and is expected to take
approximately 12 to 18 months from first patient enrolled to last patient follow-up,
including approximately 6 months of enroliment period (from first to last patient in),
allowing a minimum of 6 months of treatment for all enrolled patients, a 28-day screening,
and a 28-day (4 week) safety follow-up after the last dose.
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3.3. End of Study, End of Treatment, End of Treatment Visit, Follow-up
Period

e End of Treatment (EOT) for a patient is defined as the date of the last dose of nab-
sirolimus.

The End of Treatment Visit (EOT Visit) for a patient is a safety follow-up visit; safety
assessments and procedures are performed 28 to 35 days after the last dose of
nab-sirolimus.

e End of Study (EOS) for a patient is defined as the date of last follow-up.

The EOS for NET-202 is defined as either the date of the last visit of the last patient
to complete the study, or the date of receipt of the last data point from the last
patient that is required for primary, secondary, and/or exploratory analysis, as pre
specified in the protocol.

The final patient’s last visit for the study will be defined as whichever of the
following occurs last:

o When the last patient on study has completed their 28-day Safety follow-
up visit, or

o When the last patient on study has documented toxicities to nab-
sirolimus and the toxicity has resolved, returned to baseline or is
deemed irreversible after the Safety follow-up visit or

o When the last patient discontinues the follow-up phase.

e The Follow-up period begins after the EOT Visit. All patients that discontinue the study
drug and have not withdrawn full consent to participate in the study will continue in the
follow-up phase for survival and initiation of new therapy, including surgery or
anticancer therapy. If, after nab-sirolimus treatment, a patient is able to undergo surgical
resection of his/her primary tumor with curative intent, documentation on outcome and
disease-free or stable disease status should be followed and documented. Follow-up will
continue approximately every 12 weeks (£3 weeks), until death, withdrawal of consent,
or the study closes, whichever is the earliest. This evaluation may be made by record
review and/or telephone contact.

4. Dose Delay / Adjustments/ Modifications

Doses will be reduced for hematologic and non-hematologic toxicities, as clinically indicated.
Up to 3 sequential dose reductions are permitted (75, 56, 45 mg/m?). Dose
modifications/discontinuations (refer to general guidelines in the protocol) are to be made
according to the highest-grade toxicity, or when the toxicity grades are the same, follow the
guideline that is most conservative. Toxicities will be graded using the NCI CTCAE Version 5.0.

Guidelines for dose modifications and interruptions for management of common toxicities
associated with the study treatment(s) are provided in section 6.2.1 of the protocol.

Details on dosage Adjustments, Delays, Rules for Withholding or Restarting, Permanent
Discontinuation are also provided in section 6.2.1 of the protocol.
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5. General Considerations

The primary analysis to address all study objectives will be conducted when all patients
have had the opportunity to be treated for at least 6 months or withdrawal within 6 months
from the start of study treatment due to any reasons. The timing of the primary analysis
will also consider whether the majority (at least 80% patients) of the patients with a
response have been followed for at least 6 months from the onset of response (ie, when
response was first recorded).

All primary, secondary, and safety analyses will be conducted at the time of the primary
analysis, except for the biomarkers in exploratory analyses which may be analyzed at a
later date.

Patients who are still active at the time of the primary analysis may continue on study
until disease progression or medication intolerance is observed.

Safety data will be using the data collected up to the time of data lock for each primary
analysis.

The following reporting conventions will apply to the analysis and presentation of
summaries:

e A clinical study report (CSR) will be generated when the primary analysis has
been completed. The CSR will be updated once the last data point is collected
from the last patient that is required for primary, secondary, and/or exploratory
analysis, as pre-specified in the protocol.

e Continuous variables will be summarized by the non-missing sample size (n),
mean, standard deviation, median, first and third quartiles, minimum and
maximum. Minimum and maximum will be presented to the same precision as
the raw data. Mean and median will be presented with one more decimal place
and standard deviation to 2 more decimal places than the original collected
value.

e Categorical variables will be summarized by the n and percent in each category
and percentage will be presented to 1 decimal place.

e Point estimates for efficacy endpoint incidences will be accompanied by a 2-
sided 95% exact binomial Cl and presented to 1 decimal place.

e Statistical summaries described in this plan will be produced using SAS®
software version 9.4 or higher.

¢ Time-to-event endpoints will be summarized descriptively using the Kaplan-Meier
(KM) method. KM quartiles (when estimable) along with the 95% 2-sided Cls
(Error! Reference source not found.) with estimates presented to 1 decimal
place. The number of patients censored and the number of events will also be
provided. KM estimates will also be presented graphically.

e The day of the first dose of any study drug will be defined as Day 1.
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e Unless noted otherwise, baseline value will be defined as the last non-missing
value prior to or on the start of study treatment on Day 1 of Cycle 1.

¢ Any summarization by visit, will be conducted using the scheduled visit unless
otherwise noted.

e The start date of each treatment cycle will be calculated based on study drug
exposure records for each patient. The start date of the first cycle will be the
earliest date the patient receives any study drug. Once the start dates, (eg, S,
S2, Ss...) are calculated, the end date of each cycle is calculated as the day
before the start date of the following cycle, ie, Ei= Si+1-1. The cycle number for
each date of interest, eg, adverse event (AE) will be calculated based on event
start date and the cycle window start and end dates. If an event date is on or
after Siand before Si+1, the corresponding cycle number will be i.

¢ No adjustments for multiplicity are planned for the analysis of the efficacy
endpoints.

e No imputation is required if a date is completely missing.

5.1. Incomplete Dates

Where dates are used to classify medications (eg, prior versus concomitant
medications) or events (eg, treatment emergent adverse events), the following
conventions will be used:

When the start date and the stop date are both incomplete, impute the start date first.

Incomplete start date: If the stop date is complete and the imputed start date is after the
stop date, then the start date will be imputed as the stop date.

Missing day and month

e |If the year of the incomplete start date is the same as the year of the date of the
first dose of study drug, then the day and month of the date of the first dose of
study drug will be assigned to the missing fields

e |If the year of the incomplete start date is before the year of the date of the first
dose of study drug, then 01 Januarywill be assigned to the missing fields

e If the year of the incomplete start date is after the year of the date of the first
dose of study drug, then 01 January will be assigned to the missing fields.

Missing month only

The day will be treated as missing and both month and day will be replaced according to
the above procedure.

Missing day only
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e If the month and year of the incomplete start date are the same as the month and
year of the date of the first dose of study drug, then the day of the date of the first
dose of study drug will be assigned to the missing day

o |If either the year is before the year of the date of the first dose of study drug or if
both years are the same but the month is before the month of the date of the first
dose of study drug, then the first day of the month will be assigned to the missing
day

o |If either the year is after the year of the date of the first dose of study drug or if
both years are the same but the month is after the month of the date of the first
dose of study drug, then the first day of the month will be assigned to the missing
day.

Incomplete stop date: if only the day of the stop date is missing, impute last day of the
month; if both day and month are missing, impute December 31 of the year. If the imputed
stop date is before the start date (imputed or non-imputed start date), then the imputed
stop date will be equal to the start date. If the imputed stop date is after the last known
date on study then imputed stop date will be equal to last known date. If medication is
classified as “PRIOR CANCER SYSTEMIC MEDICATION” and imputed stop date is after
first dose date then imputed stop date will be equal to first dose date.

5.2. Sample Size

Sample size calculation based on Simon's 2-stage design will be used for this study. In
the first stage, 12 efficacy evaluable patients will be accrued. If there are 0 responses in
these 12 patients, the study may be terminated. Otherwise, 9 additional efficacy
evaluable patients will be accrued for a total of 21 patients. The null hypothesis of 4%
ORR will be rejected if 3 or more responses are observed in 21 efficacy evaluable
patients. This sample size yields a type | error rate of 5% and power of 80% when true
ORR is 20% for this study.

If a patient discontinues the study before post baseline radiographic assessment,
he/she will be replaced.

5.3. Randomization, Stratification, and Blinding
Not Applicable.

5.4. Analysis Set

5.4.1. All Enrolled

The All Enrolled set includes all patients who signed an inform consent form and meet
eligibility criteria. Disposition will be summarized based on All Enrolled population.
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5.4.2. Full Analysis Set

The Full Analysis Set includes all enrolled patients who receive at least 1 dose of nab-
sirolimus. The Analyses of safety endpoints will be performed on the Full Analysis Set.

5.4.3. Efficacy Evaluable Set

The Efficacy Evaluable Set includes all enrolled patients who receive at least one dose
of nab-sirolimus and have at least one post baseline radiographic assessment for tumor
evaluation. Primary analyses of efficacy endpoints will be performed on the Efficacy
Evaluable Set.

5.4.4. Per-protocol Analysis Set

The Per-protocol Analysis Set includes all enrolled patients with measurable tumor per
RECIST v1.1 at baseline with at least 1 post treatment scan, and who do not have any
prospectively defined major protocol violation. A sensitivity analysis of the primary,
secondary efficacy and safety endpoints may be performed on the Per-protocol Analysis
Set.

6. Patients Disposition

6.1. Disposition

Patient disposition will be summarized for all patients screened which includes the
number and percentage of patients for the following categories: patients signed
informed consent and screened , patients enrolled, patients who discontinued study
before treatment, patients received study treatment, patients completed study
treatment, patients who discontinued study treatment, patients who completed the
study, patients discontinued from the study.

The reasons for discontinuation of enroliment before study treatment, study treatment,
and study participation, or follow up in each Arm will also be summarized. Patient
disposition data will be presented in a listing.

The following events are considered sufficient reasons for discontinuing a patient from
the study medication:

AE(s) (that are intolerable)

Disease progression

Physician decision

Withdrawal of consent from treatment

Death

Lost to follow-up

Protocol violation

Surgery for locally advanced disease, with curative intent
Pregnancy

Other (to be specified on the eCRF)
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The following events are considered sufficient reasons for discontinuing a patient from
the study:

Withdrawal of consent from study

Death

Lost to follow-up

Protocol violation

Begin new anticancer therapy, other than surgical resection
Other (to be specified on the eCRF)

6.2. Protocol Deviations

Protocol deviations (including violations) will be tracked by the clinical team on an
ongoing basis. CSR reportable protocol deviations are defined prior to the start of study
enrollment according to clinical assessment as the subset of deviations which are
considered to have potential significant impact on patient efficacy or safety outcome.

All protocol deviations will be assessed and reviewed. Any exclusion of enrolled patients
from the Per-protocol Analysis Set must be made prior to the database lock.

Patients with CSR reportable protocol deviations will be tabulated. All protocol
deviations will be listed.

7. Demographics and Baseline Characteristics

7.1. Demographics and Baseline Characteristics

A summary of demographics and baseline information will be presented. The
demographic characteristics consist of age, sex, race, and ethnicity. The baseline
characteristics include the following but are not limited to:

Height (cm)

Weight (kg)

Body mass index (BMI, kg/m?)

Body surface area (BSA, m?)

Eastern Cooperative Oncology Group (ECOG) Performance Status or Lansky
play-performance scale

Number of prior lines of therapies for metastatic disease
Time from Initial Diagnosis to Informed Consent (months)
Disease stage at initial diagnosis

Current disease stage

Tumor type

Patient demographic and baseline characteristics will also be presented in a listing.

7.2. Medical History

Medical history will be coded using the Medical Dictionary for Regulatory Activities
(MedDRA). The number and percentage of patients with any medical history will be
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summarized for each system organ class and preferred term. Percentages will be
calculated based on number of patients in the Full Analysis Set.

Patient medical history data including specific details will also be presented in a listing.

7.3. Inclusion and Exclusion Criteria

Inclusion and exclusion criteria deviations noted in the eCRF will be presented for all
enrolled patients in a data listing.

8. Treatments and Medications

8.1. Prior and Concomitant Medications and Blood Transfusion

Prior and concomitant medications and blood transfusion are to be collected from the
time of enrollment through the EOT Visit.

Medication name including indication, dose, frequency, route, start date and stop date
will be recorded on each patient’s eCRF(s) for prior and concomitant medication. Blood
transfusion type, reason for transfusion and units transfused will be recorded in the
eCRF(s).

Prior or concomitant medications (CMs) will be coded using WHO Drug dictionary. The
latest version of the WHO Drug will be used during the course of the study.

Prior and Concomitant medications will be summarized. All prior and concomitant
medications, blood transfusions will be presented in listing(s).

8.2. Prior and Post-Treatment Cancer Therapy, Radiation Therapy, and
Cancer Surgery

Prior treatment (i.e. before first dose of study medication) and post treatment (i.e. after EOT
visit) cancer systemic therapy, cancer radiation therapy, and cancer surgery data will be collected
on the eCRF(s) for each patient in this study.

Prior cancer systemic therapy, cancer radiation therapy, and cancer surgery will be summarized.
Post-treatment data might be summarized if the data warrants a meaningful summary. All
collected data will be listed.

8.3. Study Treatments

Treatment cycles are 21 days in duration. Patients will receive nab-sirolimus 100 mg/m?
(IV infusion over 30 minutes (+10 mins window) allowed, ie, 30 to 40 mins infusion]) on
Days 1 and 8 of every 21-day cycle. Monitor patients for at least 2 hours following
completion of the first infusion, and as clinically indicated for each subsequent infusion.
All patients will continue treatment until PD, or unacceptable toxicity, or until in the
opinion of the Investigator the patient is no longer benefiting from therapy, or at patient
discretion. Three sequential dose reduction levels are allowed: 75, 56, and 45 mg/m?.
Supportive care per the institution’s normal standard of care including concomitant
medications can be provided at the investigator’s discretion.
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8.3.1. Extent of Exposure

Duration of exposure is defined as the total number of days a patient is exposed to any
study drug and will be presented as the total number of days from the first dose date
(Day 1) to the last dose date (date of last dose minus the date of first dose + 1) as
recorded on the CRF. If the last dose date is missing, or if a patient is lost to follow-up,
but the drug accountability log confirms that the patient has taken study drug, the visit
date following the last completed drug accountability log will be used.

Because dose reductions may occur during the study, the exposure to study drug will
also be characterized by cumulative dose, which is defined as the cumulative mg/m?
administered to patients during the study.

Dose intensity during the treatment is defined as the cumulative dose divided by the
duration of treatment. Dose intensity will be calculated as [cumulative dose in
mg/m?]/[duration of treatment].

Percentage of protocol dose (%) taken is defined as 100*sum of dose taken in study
/sum of planned dose in study.

The duration of exposure, cumulative dose, Number of cycles with nab-sirolimus
administered, and dose intensity will be summarized for all patients in the Full Analysis
Set and will be presented in a table by summary statistics. The duration of exposure will
then be classified by the number of cycles received with the number and percentage of
patients in each cycle presented. Percentages will be computed from the number of
patients in the Full Analysis Set.

The number and percentage of patients receiving each dose and the number of cycles
administered at each dose, number and percentage of patients with at least one
interruption, dose reduction, or rate reduction, and number of interrupted infusions will
also be provided.

Drug exposure will also be presented in a listing.

9. Efficacy Analysis
Efficacy will be assessed by investigator using RECIST v1.1.

9.1. Timing of analysis at the end of Stage 1, at Primary Efficacy
Analysis, and final analysis

This study uses Simon's 2-stage design. In the first stage, 12 efficacy evaluable patients
will be accrued. By the end of this study Stage, after all 12 patients are followed up for
at least 6 months or discontinue treatment for any reason prior to completing 6 months
of treatment, analysis on efficacy will be performed. If there are 0 responses in these 12
patients, the study may be terminated. The study will continue to Stage 2 by enrolling 9
more patients if any responses are observed in Stage 1.

The primary efficacy analysis to address all study objectives will be conducted when all
patients have had the opportunity to be treated for at least 6 months. The timing of the
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primary analysis will also consider whether the majority (at least 80%) of the patients
with a response have been followed for at least 6 months from the onset of response (ie,
when response was first recorded). All analyses will be conducted at the time of the
primary analysis, with the exception of the biomarkers which may be analyzed at a later
date.

Final analysis will be performed at the end of study (EOS), defined in Section 3.1 after
final database lock.

9.2. Primary Efficacy Endpoint

The primary endpoint will be ORR as measured by patients’ BOR of confirmed objective
response of PR or CR during the study from the time of study drug initiation. This is
determined by investigator using RECIST v1.1.

ORR is defined as the proportion of patients whose BOR is a confirmed objective PR or
CR per RECIST 1.1. If an initial observation of objective response (CR or PR) is made,
a confirmation scan should be done at 6 weeks (+7 days) after initial observation.

All patients in the Efficacy Evaluable set will be included in the denominator.
Patients with BOR ‘NE’ will be summarized by reason for having unknown status.

Tumor assessments will be performed at screening and then every 6 weeks (+7 days)
after Cycle 1 Day 1 for the first 12 weeks and then every 12 weeks thereafter (7 days)
with a final assessment at the end of treatment visit.

ORR will be presented along with exact 95% Cls.

9.3. Secondary Endpoints

Secondary efficacy endpoints will be conducted using the Efficacy Evaluable Set and
will include DOR, DCR, TTR, PFS, and OS.

9.3.1. Duration of Response

DOR will be determined only for patients with BOR of confirmed CR or PR. DOR is
defined as the time from when criteria of response of PR or CR is first met (not
confirmation) until the first observation of disease progression per RECIST v1.1 or
death due to any cause, whichever comes first. Patients without either of these events
will be censored at their last evaluable tumor assessment. Patients who are off
treatment and being followed for survival only will be censored at the time of their last
scan since their subsequent disease status will be unknown.

The analysis of DOR will be conducted on the Efficacy Evaluable Set and estimated
using KM methods. Median DOR and 25% and 75% quartiles will be presented along
with 95% Cls. In addition, KM estimates with 95% Cls at 3, 6, 9 and 12 months will be
presented for the main analysis. These timepoints will be extended for the final analysis
to account for patients with >12 months of follow-up. KM curves will be constructed and
presented. Numbers of patients at risk will also be displayed at monthly intervals below
the time axis and censored observations will be marked by notches on the curves.
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9.3.2. Disease control rate

DCR will be defined for patients with BOR of confirmed CR or PR (either of any
duration) or stable disease (SD) =212 weeks following study drug initiation.

9.3.3. Time to Response (TTR)

TTR is defined as time from first dose of study drug to initial measurement of CR or PR
after first study drug, where CR or PR is subsequently confirmed according to RECIST
v1.1.

9.3.4. Progression-free Survival and Overall Survival

PFS will be assessed based on the number of months from initiation of study drug to the
date of disease progression or death due to any cause. If a patient has not progressed
or died by the data cutoff date, the PFS time will be censored at the time of the last
evaluable tumor assessment. Patients who are off treatment and being followed for
survival only will be censored at the time of their last scan since their subsequent
disease status will be unknown.

OS will be assessed based on the number of months from initiation of study drug to the
date of death due to any cause. If a patient is lost to follow-up before the data cutoff
date or still alive by the data cutoff date the OS time will be censored at the last contact
date.

The analysis for PFS and OS will be conducted on the Efficacy Evaluable Set and use
the method specified in reporting convention specified in Section 5.

9.4. Exploratory Endpoints

The following exploratory endpoints will be analyzed:

e Chromogranin A (CgA) level and its correlation with response to treatment and
disease progression

e The expression of pS6 and other relevant markers via immunohistochemistry and
their correlation with response to treatment and disease progression

e Baseline molecular biomarkers and genomics and the association between
genomic alterations and clinical outcome

The analysis of above endpoints including results of biomarker and genomic analyses
may be analyzed separately by the assay/tumor biopsy vendor and is outside the scope
of this SAP.

Summary statistics and presence/absence of biomarkers may be cross tabulated with
patients’ tumor response and PFS if appropriate.
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9.5. Other Analyses

A sensitivity analysis on primary and secondary efficacy endpoints such as ORR, DOR,
etc. may also be conducted using the Per-protocol Set.

e Gender (male and female)
e Age at enrollment (<65 vs 265 and <75 vs 275 years)
e ECOG Performance Status at baseline (0 vs 1) or Lansky 70-80 vs 90-100

Subgroup analysis on other parameters not listed above may also be performed if data
permits and appropriate.

10. Safety Analysis

Safety analyses will be based on the Full Analysis Set. Unless otherwise specified,
summary tables will include all safety assessments collected from the first
administration of study drug up to 28 days after the last dose of any study drug. All
safety data will be listed and those collected later than 28 days after the last dose of
study drug will be flagged in the listings.

10.1. Adverse Events

Adverse events will be analyzed in terms of treatment-emergent AEs (TEAEs) which are
defined as any AEs that begin or worsen on or after the start of study drug through 28
days after the last study drug, as well as those serious adverse events (SAEs) made
known to the investigator at any time thereafter that are suspected of being related to
investigational product. All AEs will be coded using the most recent version of Medical
Dictionary for Regulatory Affairs® (MedDRA). MedDRA version will be footnoted in the
tables and listings. Severity will be graded by the study personnel based on NCI
National Cancer Institute Common Terminology Criteria for Adverse Events (CTCAE)
Version 5.0.

Any adverse events recorded on the eCRF with completely missing AE onset and end
dates or with completed missing onset date, the end date is on or after the first dose of
study drug will also considered as TEAEs.

If a patient experiences the same AE more than once with different toxicity grades, then
the event with the highest grade will be tabulated in “by grade” tables. If a patient
experiences multiple AEs under the same preferred term (system organ class), then the
patient will be counted only once for that preferred term (system organ class).

Summarizations of TEAESs per person-year of exposure are carried out in exposure-
adjusted event rates, which is defined as number of events occurred per treatment
exposure year.

The following categories of TEAEs will be summarized by system organ class and
preferred term:

e TEAEs
e Treatment-emergent related AEs (TERAES)
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« TEAESs by intensity (severity grade)

» Treatment-emergent serious AEs (TESAE)

« Treatment-emergent related serious AEs (TERSAE)

+ Treatment-emergent adverse event of special interest (AESI)
+ TEAEs leading to study treatment discontinuation

+ TEAEs leading to death

Separate listings will be provided for TEAEs, TESAEs, TE AESI, TEAEs leading to study
treatment discontinuation, and TEAEs leading to death.

For safety reporting, any clinically significant findings after first dose of study drug will be
evaluated by the investigator and will be recorded in the eCRF as AEs (i.e., PE, MR,
laboratory, etc).

For the purpose of inclusion in TEAE summaries, incomplete AE onset and end dates will
be imputed as outlined in section 5.1.
10.1.1. Incidence of Adverse Events

Summaries of the number and percentage of patients with at least one TEAE will be
provided. The number of patients will be presented by system organ class (SOC) and
PT.

The most common TEAEs (occurring in 210% of patients) will also be summarized by
SOC and PT. Summaries of TEAEs will be presented in descending order from the
SOC with the highest incidence to the SOC with the lowest incidence. If the incidence
for any two or more SOCs is equal, the SOCs will be presented in alphabetical order.
Within each SOC, the PTs will be presented order of descending occurrence.

10.1.2. Relationship of Adverse Events to Study Drug
According to the NCI guidance, related/unrelated AEs are classified as below:
Table 1. NCI Guidance to Define Related/Unrelated Adverse Events

RELATIONSHIP ATTRIBUTION DESCRIPTION
Unrelated to investigational Unrelated The AE is clearly NOT
agent/intervention related to the intervention
Unlikely The AE is doubtfully related
to the intervention
Related to investigational Possible The AE may be related to
agent/intervention the intervention
Probable The AE is likely related to

the intervention
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Definite The AE is clearly related to
the

A summary of TERAESs will be presented. The investigator will provide an assessment
of the relationship of the event to the study drug. In summarization of TERAEsS, if a
patient reports multiple occurrences of the same TEAE, only the most closely related
occurrence will be presented. TEAEs with missing relationship or a relationship other
than “Not Related” will be presented in the summary as “Related” but will be presented
in the data listing with a missing relationship or the actual relationship respectively.
Percentages will be calculated based on the number of patients in the Full Analysis set.

The TERAE data will be categorized and presented by SOC, PT in a manner similar to
that described in Section 10.1.1.

10.1.3. Severity of Adverse Event

A summary of TEAEs by severity will be presented. Severity will be graded according to
the NCI CTCAE Version 5.0 criteria. The possible severities are “Grade 1 Mild,” “Grade
2 Moderate,” “Grade 3 Severe”, “Grade 4 Life-threating” and “Grade 5 Death”. In the
summarization of TEAE severity, if a patient reported multiple occurrences of the same
TEAE, only the most severe occurrence will be presented. TEAEs with missing severity
will be summarized as “Grade 3 Severe” but will be presented in the data listing with a
missing severity.

The TEAE severity data will be categorized and presented by SOC, PT, and relationship
in a manner similar to that described in Section 10.1.1.

10.1.4. Serious Adverse Events

The seriousness of an AE will be assessed by the Investigator independently from the
severity of the AE. A participant is counted once if a patient reported more than one
event.

The TE SAE data will be categorized and presented by SOC, PT, and relationship in a
manner similar to that described in Section 10.1.1.

10.1.5. Adverse Events of Special Interest

An AE of special interest (serious or nonserious) is one of scientific and medical
concern specific to the Sponsor’s product or program, for which ongoing monitoring and
rapid communication by the Investigator to the Sponsor may be appropriate. Such
events may require further investigation in order to characterize or understand them.

Pneumonitis is considered an AE of special interest and will be monitored. Pneumonitis
of any grade should be reported, irrespective of seriousness, in the same expedited
manner as an SAE.

The TEAE AESI data will be listed.
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10.1.6. Adverse Events Leading to Treatment Discontinuation

TEAEs with a study drug action taken of “Drug Withdrawn” will be summarized as
TEAES leading to treatment discontinuation. A patient is counted once if the patient
reported more than one event.

TEAES leading to treatment discontinuation will be categorized and presented by SOC,
PT, and relationship in a manner similar to that described in Section 10.1.1.

10.1.7. Adverse Events Leading to Death

A summary of AEs in the database where the answer to “Outcome” is “Fatal” or “Death”
is marked as “Yes” will be summarized. Percentages will be calculated out of the
number of patients in the Full Analysis set.

TEAES leading to death will be categorized and presented by SOC, PT, and relationship
in a manner similar to that described in Section 10.1.1.

10.1.8. Overall Death

A summary of patient deaths along with the primary reasons will be presented. A patient
listing on death will also be provided.

10.2. Clinical Laboratory Evaluations

Observed values and changes from baseline will be summarized for protocol defined
clinical laboratory parameters at each scheduled visit using International System of
Units (SI) for each laboratory parameter. Changes from baseline to each scheduled
post-baseline visit will also be presented using box plots separately for each parameter
at each scheduled visit.

All relevant clinical laboratory tests will be graded according to the NCI CTCAE 5.0
criteria. Grade shifts will be presented by comparing the results from baseline to worst
post-baseline grade for each laboratory parameter. The number and percentage of
patients with grade 3 or higher laboratory toxicities will be summarized.

A plot of median plus quartile values over time will be provided for each laboratory
parameter.

Both Sl units and the local units provided by the central or local laboratories will be
presented in the listings.

Blood and urine samples that will be collected for clinical safety laboratory parameters
(chemistry, coagulation [if applicable], hematology, urinalysis, serology, and pregnancy
testing) are listed in the table below.
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Table 2. Analyte Listing

Chemistry Hematology Other Labs

Sodium WBC Pregnancy test

Potassium RBC Sirolimus PK (central lab)

Bicarbonate Hemoglobin TSH

Chloride Hematocrit HIV Ab

Total protein Platelets HBYV sAg

Albumin Differential: HBV cAb

Calcium -Neutrophils HCV Ab

Magnesium - Total Cholesterol
Lymphocytes

Phosphorus -Monocytes HDL

Glucose -Eosinophils LDL

BUN -Basophils Triglyceride

Creatinine

Total bilirubin

Alkaline phosphatase

AST (SGOT)

ALT (SGPT)

Amylase

Lipase

Summarization will take place separately for Hematology, Chemistry, and “Other Labs”

parameters.

Listings of all clinical laboratory data from central laboratory with abnormal flags will be
provided by patients and parameters. Listings will also be provided for collected local

laboratory data.

10.3. Vital Sign Measurements

Evaluation of vital signs includes height (only at screening), weight, temperature,
systolic blood pressure (SBP), diastolic blood pressure (DBP), pulse rate, and
respiratory rate at scheduled visits.

Vital sign measurements will be listed by scheduled visit for each patient. Descriptive
statistics for vital signs (except height), both observed values and changes from
baseline, will be summarized over time.

10.4. Physical Examination

Abnormal physical exam results will be recorded as adverse events. Abnormal results
will be included in AE listings and will be listed by body system, and preferred terms for

each patient.

11. Pharmacokinetics

Not applicable.

08 October 2025 V1.0

Confidential

Page 23 of 26



Aadi Bioscience, Inc. Statistical Analysis Plan
nab-sirolimus NET-202

12. References

Brookmeyer R. and Crowley J (1982). "A confidence interval for the median survival
time." Biometrics 38: 29-41.

Wagner AJ, et al. (2021) nab-Sirolimus for Patients with Malignant Perivascular
Epithelioid Cell Tumors. J Clin Oncol 39:3660-3670.

NET-202 Protocol V2.0

08 October 2025 V1.0 Confidential Page 24 of 26



9T JO 6T 93ed

[ENUSPLUO)

0'TA §20T 12903190 80

uno 18j8leld ‘lenualeyia ‘090

laued Ansiway [eoluljo

sjuawissassy Alojeloqe] [e90]

X

X

w Buisog snwijolis-qgeu

,uoneoipaw

Apn}s Jo asop Jse| Joye sAep gz [nun Jussuo) pawloju| Jo Bulubis wod) Builels snonuiuo)

SJUBAT 9SIOAPY

X

snje)s [BAIAING

y9ldwes poojq :uaxyiewolg

X

((ysal} 1o ‘|eAlyole) sanssi) Juswileal}-ald Jaylewolg

X

1189 Aoueubaid

X

(SdX 10 H0ODT) snjejs souewWIOHSd

uoneolipaw Apnis
1O 9s0p }se| 8y}
Jaye sAep gz Ilun

y uonenjeang
$8INP820.d / UONEDIPSA JUBHWOOUOD /IOl

6 UONJEINJ[ED VSd

x

subig |eyn

=

s }WBIaAN pue jybleH

uoneujwexg |eaisAyd

AI0)SIH [BeoIpaN

solydesbowaq

X | X [X]|X

1U9sSu0) pauwlou|

SJUBWISSASSY [eIBUDD

s Polied
dn-mojjo4

p NSIA (LO3)
juswjeal] jo pug

8 feq

» L Reg

(pouad juawyeal])
91949 3se ybnouyy | 91949

(1- 03 8z- Aeq)
q Bulusaliog

. Juswissassy

SJUBWISSOSSY JO d|Npayoss | xipuaddy




97 30 97 98ed [EUAPLUO)) 0'TA $TOT 1990190 80

‘uolssaiboid aseasip uey} Joyjo UOSEa. B 0} JusW)eal} SnuuodSsIp oym sjuaijed asoyy 1o} Ajuo pawliopad

g p|Noys ueds JSIA 1O "UOIIBAISSAO [BI}Ul J8}e (388M | ) Se8m 9 suop 8g piNOYS UEIS UOIBWIIUOD B (Hd 10 ¥D) apew sI ¥yO JO uoiieAIasqo [enul ue j| “Apnis ayj Jnoybnouyy pasn aq

PINOYS 1SEBJJU0D YIM UBDS YN 10 1 D) Alljepow awes ay| 018 ‘G YoM\ ‘9 YoM ‘T2 Mo ‘2L YO9M ‘9 YeaA uo Buisop snwijolis-geu ul sAejap Jo ssajpiebal ajnpayds uo anuiuod pjinoys sueog ‘d
010 90 ‘P ‘2D ‘Ba ‘Z 919AD yum Buiue)s 81040 pasaquinu uans Aians Jo | Aeq uo uaye) ale spidi Buiseq o

(poyeDIpUl AllEDIUIO 4I 1 PUB €1) HSL "U

‘uoisnjul Jusnbasgns yoes 1o}

pajeoipul Ajjeajulo se pue ‘uoisnjul sl 8y} jo uona|dwod Buimo||o} sinoy g }Ses| je 1o} sjuaijed Jojuoly “paje|dwod sjuswssasse asopald e Jaye pawiopad si Buisop pue 6w 0Oz S! 9SOp WNWIXB|A "W
"Z°L°0L uonoag aas ‘uoneolpaw Apnis Jo asop Ise| Jaye sAep gz |llun Juasuo) pawioju] Jo Bulubis wolj Builels ‘Ajlsnonuiuod passasse a( (M STY |

‘uoissalbold aseasip 10 ] OF 1B pue ‘(¥oem | F) ueds yoam-z| A1oAs Ylim pue g1 YoapA ‘9 o9 A 18 ‘L Aeq | 91940 0} Joud pa1oa)|oo aq |im sajdwes poolg :(s|as| [yBD] uluueibowouy)) Joxiewolg -y
"ajdwes anss|} Jown) ay} yym papiwgns aq o} si Jodas ABojoyied [eaibuns ay] "s|gejieAe ji ‘papiwigns aq |jim aidwes Jown) e ‘pawlopad si Asdoiq e ji ‘uoissalboid aseasip

Jo 8w} 8y} Iy "Apnis uo pamojje ag ||IM anssI} JNOYIM sjuaijed ‘papuswilIodal si 8NssI} JO UOIIO8||0D S|IYAA “Papuswwoal ale saisdoiq ysaly ‘buiusalos woly sieak g< sajdwes anssiy yym sjuaned

104 "9|qissod Ji ‘pa129||02 aq pinoys Asdoiq ysauy ‘|gejieAe Jou s| anssi) [eAlydUe J| ((saplis 0z 01 dn) sisAjeue Jaylewolq Aiojelojdxa 1o} sjuaiied pajjolud ||e wol) pajda|od 8g pinoys anssiy aulaseq [
‘sauljapinb jeuonnysul Jad se pajesipul Ajjeoiuljo se pue (Aj[eoo] auop aq ued) UsiA 1 03F e pawiopad aq [|im 18} Aoueubaid suln “(uonelisiuiwpe uoledipaw Apnjs Joj palinbal

s)nsal aAiebau) uonelisiuiwpe uonesipaw Apnjs isli 0} Joud Buiusalos je Ajiqibie jusied ssasse 0} pawiopad aq jsnw }sa} Aoueubaid Y- g wnias y “Ajuo |eiuajod Bulieaqpiyo jo sejewsy Jo I
"JuasuU09 pawojul jo Buiubis ay) Joye sainpadsoid Jo suoiesipaw Aue ;Juejwoouo) ‘Buiusalos 0y Joud sAep gz auop sainpadoid pue usxe} SUONEDJIPaW ||B pJodal old 'y

‘9sop [enjoe Bw 00z

1e ‘al ‘zw g 1e ysg de) 'sajoko Juanbasqns ul 9%,01< Aq sabueyo jyblem ayj §i Ajuo pajenojesal aq o} (| Aeq | 9]19AD uo ATNO Pale|ndje) "Spoyiaw plepue)s [euonnyiisul 0} buipioooe pajenojed ysg b
‘UsIA Bulusaiog 1e Ajuo ybiey 4

"JoBJU0D duoyda|a) Jo/pue malAal piodal Ag apew g

Aew uonenjeas siy| "Adelay} Jeouedfjue pue [eAIAINS 10} 8Seyd dn-mojj04 8y} Ul anuniuod [jIm Apnis ay} ul 8yedionied 0} JUSSUOD |N} UMBIPYHM JOU SABY PUE UOIIBDIpaW Apn)s anuiuoodsip oym sjuaijed
IV "NSIA 103 wouy ‘papaau i Ajuanbauy aiow Jo (s)eem ¢ F) syeam g| Alans JISIA 1O 8y} Jaye joejuod auoyds|a} Aq pawiopad aq ued Adeisy) Joduedijue Jo Uoljeliul pue [eAIAINS 10} dn-mojjo4 8
*SNWI|0JIS-CBU JO 9SOP }Se| 8y} Joje (SAep /+) S}2am 1 }ses| Je Jnd20 SNl JISIA Juswieal] Jo pug -

'L Aeq@ | 919AD jo sAep ¢ uiyum pawiopad ale suoiienjeas Buluaalos yI pajiwo ag ued suoneneas | Aeq -

"asIMmIBy]o paioads ssajun | Aeq | 8j9AD o} Joud sAep gz= paulejqo aqg 0} suonenjers Bulusalog

"ajep JIsIA pauueld a8y} Jo SAep € UIYJIM JND20 }SNW SHSIA ‘palioads asimIayjo ssajun -

auowuoy Bunenwis-ploJAyl = HS ‘uabiue aoeuns = Bys ‘asuodsal |eiled = Hd ‘o1el asuodsal aA30alqo = YO ‘Buibewi aoueuosal onaubew = YA ‘Sn1e}S 9ouewIouad Aysjouley] = SdH ‘Shiia
Aouaidiyepounwiwl uewny = AJH ‘SnJIA O sipeday = ADH ‘SnJIA g siiieday= AgH ‘Juawieal] jo pug = | OF ‘dnoi ABojoouQ aaiesadoo) uisise] = 90D ‘Aydesbowo) Jeindwod = | ‘esuodsal
a)9|dwo9 = Y9I ‘Junod poojq a1e|dwod = Og) (| Aeq | 894D = 1AL D ‘Apogiue 8109 = qyo ‘eale adeuns Apoq = ySg ‘uidosjopeuob djuoloyd uewny eaq = HIY- g ‘Apogiue = qy :suoneinaiqqy

T O 0T

Jayealay} (shep
/F) S)eam g| Alans uay) pue
n 1SEJJUOD Y}IM UBDS |YIN/L
X 11D Jeye (Syjuow €) syeaM Z| X ‘ Ho
1841} 4oy (sAep /F) syeem g Alen]
sjuawissassy Aoeolyyg pue Huibew
o X X o SpIdi Bunse4
X qv AOH ‘av2 AgH ‘Bvs AgH ‘av AIH
X X v uonouny pioJAy |
» Polad p HSIA (103) g Aeq - | Req (1- 03 8z- Aeq) v JUsISSASSY
dn-mojjo4 | juawjeau] jo pug . Bulusaliog
(pouad juawieal])
91949 ise ybnolyy | 91949




