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LIST OF ABBREVIATIONS

AE Adverse event
BID Twice daily
ATC Anatomical Therapeutic Chemical
BMI Body Mass Index
CI Confidence interval
CR Complete response
CRF Case report form
CSR Clinical study report
CTCAE Common Terminology Criteria for Adverse Events
CxDy Cycle x Day y
DLT Dose limiting toxicity
DOR Duration of response
ECG Electrocardiogram
ECOG Eastern Cooperative Oncology Group
GIST Gastrointestinal stromal tumor
MedDRA Medical Dictionary for Regulatory Activities
MTD Maximum tolerated dose
NE Not evaluable
ORR Overall Response Rate
PD Progressive disease
PFS Progression-free survival
PK Pharmacokinetic
PR Partial Response
QD Once a day
QTcF Heart-rate-corrected QT interval (Fridericia’s formula)
RECIST Response Evaluation Criteria In Solid Tumors
RP2D Recommended phase 2 dose
SAE Serious adverse event
SD Stable disease
TEAE Treatment-emergent adverse event
TKI Tyrosine Kinase Inhibitor
WHO World Health Organization
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DEFINITIONS

Adverse Event (AE) An adverse event (AE) is any untoward medical

occurrence in a patient administered a pharmaceutical
product, which does not necessarily have a causal
relationship with the treatment. An AE can be any
unfavorable and unintended sign (e.g., including an
abnormal laboratory finding), symptom, or disease
temporally associated with the use of the study drug,
whether or not it is considered to be study drug related.
This includes any newly occurring event or previous
condition that has increased in severity or frequency
since the administration of study drug.

Dose Limiting Dose Limiting Toxicities (DLTs) are defined as AEs

Toxicity (DLT) occurring during the first 28 days of study drug
administration that are classified as possibly or probably
related to the study drug, and meet one of the Common
Terminology Criteria for Adverse Events (CTCAE)
v4.03 criteria listed in Section 3.1 of the SAP.

Safety Population The Safety Population will include all patients treated
with at least one dose of study drug.

Efficacy Evaluable The Efficacy Evaluable Population will include all

Population patients who have taken at least 1 dose of study drug and
have had at least 1 post-baseline tumor assessment or
discontinue study medication due to disease progression

or death.
Pharmacokinetic (PK) All patients who have adequate pharmacokinetic (PK)
Population data.
Serious AE (SAE) A serious AE (SAE) is an AE occurring at any dose that:

results in death; is a life-threatening experience; requires
inpatient hospitalization longer than 24 hours or
prolongation of an existing hospitalization; results in a
persistent or significant disability/incapacity; is a
congenital anomaly or birth defect, or is an important
medical event.

Treatment-emergent AE A treatment-emergent AE (TEAE) is an AE that started
(TEAE) or worsened in severity on or after the date of the initial
dose of study drug.
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1. INTRODUCTION

This document outlines the statistical methods to be implemented during the analyses of data
collected within the scope of Plexxikon Protocol Number PLX121-01 “A Phase 1b and 2a Study
to Assess Safety, Pharmacokinetics, Pharmacodynamics, and Preliminary Efficacy of PLX9486
as a Single Agent and in Combination with PLX3397 or Sunitinib (Sutent®) in Patients with
Advanced Solid Tumors and Patients with Locally Advanced, Unresectable, or Metastatic
Gastrointestinal Stromal Tumor (GIST) Who Have Been Previously Treated with Imatinib
Mesylate/KIT-Directed Tyrosine Kinase Inhibitor (TKI) Therapy” Amendment 7 dated 23 July,
2019.

This study is designed in 7 parts. Part 1 will establish the maximum tolerated dose/recommended
Phase 2 dose of PL.X9486 in patients with advanced solid tumors (including GIST) as well as
evaluate the efficacy of PLX9486 in solid tumors. Parts will assess safety, tolerability, and
efficacy of PLX9486 as a single agent or in combination with PLX3397 or sunitinib in patients
advanced solid tumors (including GIST) or patients with advanced solid tumors/advanced solid
tumor with KIT mutations.

The purpose of this analysis plan is to provide specific guidelines from which the analysis of Part
1, Part 2b and Part 2¢ will proceed [ NN . < cions

from these guidelines will be documented in the clinical study report (CSR).

Details of the pharmacokinetic (PK) statistical analysis plan will be outlined in a separate
document and a formal PK report will be written for inclusion in the final study report.

2. STUDY OBJECTIVES
2.1 Part1 (Dose-Evaluation Cohort) Objectives

2.1.1 Primary Objectives
The primary objectives of Part 1 of this study are:

e To evaluate safety and pharmacokinetics (PK) of orally administered PLX9486 as single
and as multiple doses

e To establish the maximum tolerated dose/recommended Phase 2 dose (MTD/RP2D) in
patients with advanced solid tumors (including GIST).

2.1.2 Secondary Objectives

The secondary objective of Part 1 of this study is to evaluate the efficacy of PLX9486 in solid
tumors as measured by Overall Response Rate (ORR) using Response Evaluation Criteria in
Solid Tumors (RECIST) v1.1 criteria, Duration of Response (DOR), and Progression-Free
Survival (PFS).

Page 7
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2.1.3 Exploratory Objectives

The exploratory objective of Part 1 of this study is to assess biomarkers in peripheral blood,
archival tumor tissue, and available tumor biopsies.

2.2 Part 2 (Extension Cohorts: Parts 2b and 2e) Objectives

2.2.1 Primary Objectives
The primary objectives of Part 2b and Part 2e of this study are:

e Part 2b: To assess the safety and tolerability of the combination of PLX9486 and
PLX3397 and to establish an RP2D of PLX9486 in combination with PLX3397 in
patients with advanced solid tumors (including GIST).

e Part 2e: To assess the safety and tolerability of the combination of PLX9486 and
sunitinib and to establish an RP2D of PLX9486 in combination with sunitinib in patients
with advanced solid tumors (including GIST)

2.2.2 Secondary Objectives
The secondary objectives of Part 2b and Part 2e are:

e To determine the pharmacokinetics (PK) of PLX9486 as a single agent and in
combination with PLX3397 (Part 2b) or sunitinib (Part 2e).

e To estimate the following: ORR (using RECIST 1.1), clinical benefit rate (CBR), Overall
Survival (OS) and 12-month OS rate, PFS and 6-month PFS rate, and DOR.

2.2.3 Exploratory Objectives

The exploratory objective of Part 2 of this study is to assess biomarkers in peripheral blood and
in archival tumor tissue.

3. STUDY DESIGN AND PLAN

This Phase 1b and 2a, open-label, multicenter study includes a dose-evaluation portion (Part 1) in
which the safety profile and RP2D of PLX9486 as a single oral agent, administered daily in
28-day dosing cycles will be evaluated in patients with solid tumors (including GIST), followed
by signal-seeking expansion cohorts (Part 2, consisting of Part. 2b, 2¢ andi as
described in the protocol). This document covers the analysis plan for Part 1 Dose Escalation of
PLX9486, Part 2b and Part 2¢ only that were planned in the protocol as follows:

Part 1 (dose escalation) will enroll approximately 30 solid tumor patients in a standard “3+3”
design. Additional patients may be required depending on the number of cohorts and evaluable
patients needed.

Part 2b will be the open-label, sequential cohort dose-finding study of PLX9486 combined with
PLX3397 in up to approximately 30 patients with solid tumors (including GIST) in a 3+3 design.
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Part 2e will be the open-label, sequential cohort dose-finding study of PLX9486 combined with
sunitinib in up to approximately 30 patients with solid tumors (including GIST) in a 3+3 design.

Figure 1 provides an overview of the study design.

Figure 1: Overview of Study PLX121-01

Phase 1 Single-agent PLX9486
Standard 3+3 Dosc Escalation
MTD/RP2D Single Agent Determined
2b: PLX9486 + PLX3397 Combination Phasc |: Ze: PLX9486 + Sunitinib Combination Phasc |
Standard 3+3 Dosc Escalation Standard 3+3 Desc Escalation:
Determine MTD/RP2D Determine MTD/RP2ZD

In the absence of Grade >2 toxicity that is considered “possibly” or “probably” related to the
study agent or dose-limiting toxicity (DLT) and in conjunction with review of the
pharmacokinetic data, dose escalation in each study part (Part 1, 2b and 2e) is planned to occur
as shown in the table below.

PLX9486 Administration in Part 1: Initial and Potential Dose- escalation Cohorts

Cohort Number PLX9486 Dose Level (mg/day)? Number and Unit Strength

4 1000 20 x 50 mg
5 500 (BID) 10 x 50 mg (BID)
6 1500 30x 50 mg
7 2000 40 x 50 mg

2Dosing interval/frequency will be QD unless otherwise specified (e.g., BID dosing).

PLX9486 and PLLX3397 Administration in Part 2b: Initial and Potential Dose-escalation
Cohorts

Cohort
Number PLX9486 Dose Level (mg/day)* PLX3397 Dose Level (mg/day)
. 600
0,
1 Approximately 50% of Part 1 RP2D (200 mg in AM and 400 mg in PM)

Page 9
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. 600
2 Approximately 100% of Part 1 RP2D

(200 mg in AM and 400 mg in PM)
400 mg QD (Cycles 1 and 2)
600 mg QD (Cycle 3 +)°

4+ TBD® TBD®
RP2D = recommended phase 2 dose; TBD = to be determined

2 PLX9486 administered once-daily (QD) or for higher total daily doses, as split doses (e.g., twice-daily [BID]).
b

3 100% of Part 1 RP2D

At the discretion of the investigator and in the absence of clinically significant drug-related toxicity
(Section 9.3 in the protocol) during Cycles 1 and 2.

¢ Based on a review of the data by the Study Committee.

PLX9486 and Sunitinib Administration in Part 2e: Initial and Potential Dose-escalation
Cohorts

Cohort Number PLX9486 Dose Level (mg/day)? Sunitinib Dose Level (mg/day)
1 Approximately 50% of Part 1 RP2D 25
2 100% of Part 1 RP2D 25
3 100% of Part 1 RP2D 37.5

RP2D = recommended phase 2 dose
2 Dosing interval/frequency will be QD unless otherwise specified (e.g., BID dosing).

Patients who are considered in dose-escalation decisions are not allowed dose reductions during
the DLT assessment window. Patients who withdraw from the study prior to completing Cycle 1
for any reason other than a DLT will be replaced. A patient who experiences a DLT may remain
in the trial and continue receiving study drug at a lower dose per the investigator’s decision in
consultation with the Medical Monitor. Further dose escalation and de-escalation rules can be
found in the protocol Section 9.2.

The screening period for the study will be 21 days with the exception of tumor burden
assessment [i.e., CT scan], which may be performed within 28 days of dosing. The treatment
period will occur in 28-day (+ 7 days) cycles until patient discontinuation or withdrawal or study
termination. Patients will be monitored throughout the study for adverse reactions to the drug
formulation and/or study procedures. Safety and tolerability assessments will include physical
examinations, vital signs, 12-lead electrocardiograms (ECGs), ECOG score, adverse events
(AEs), hematology, complete chemistry panel, coagulation, and urinalysis.

An end of study visit must occur >30 days after the last dose of PLX9486 and prior to starting
any new anti-cancer therapy. A post-study follow-up contact by phone by site staff will be
conducted every 3 months during Year 1, then every 6 months thereafter to obtain information
on any new anti-cancer therapy received, response, and survival status.

For more information on scheduled assessments and procedures, see Trial Flow Charts (Table 1,
Table 3, and Table 6 in the protocol).

3.1 Dose Limiting Toxicities

For Part 1, 2b and 2e, in the absence of a DLT, patients must complete the first cycle of
treatment (28 days) in order to be considered evaluable for DLT. Patients who discontinue for
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any reason other than a DLT or Grade >2 toxicity and have received less than 21 of 28 days of
dosing will not be considered evaluable for DLT and will be replaced; however, their data will
be reviewed by the study committee and a decision will be made based on their review.

Dose Limiting Toxicities (DLTs) are defined as AEs occurring during the first 28 days of study
drug administration (Cycle 1) that are classified as possibly or probably related to the study drug,
and meet one of the following Common Terminology Criteria for Adverse Events (CTCAE)
v4.03 criteria.

Hematologic Toxicities

e (Grade 4 neutropenia lasting >7 days
e Grade > 3 neutropenia with fever
e Grade 4 thrombocytopenia

e Grade > 3 thrombocytopenia lasting more than 7 days or associated with clinically
significant bleeding

e QGrade 4 anemia

Other Toxicities

Any > Grade 3 (AE or laboratory) toxicity despite adequate supportive care except for the
following.

e (Grade > 3 nausea, vomiting, or diarrhea that resolves to Grade < 2 within 72 hours,
with or without medical intervention or prophylaxis because this would not be
considered treatment-limiting in an oncology population

e Grade 3 fatigue that resolves to < Grade 2 within 14 days because this would not be
considered treatment-limiting in an oncology population

e Grade > 3 asymptomatic changes in alkaline phosphatase, hypomagnesemia,
hyperglycemia, or hypophosphatemia that are felt by the investigator to be clinically
insignificant

e (Grade 3 asymptomatic increases in transaminases (AST, ALT) confirmed upon repeat
testing which resolves to <Grade 2 within <5 days

Any other Grade > 3 toxicity (except those noted above) for which either the Principal
Investigator or Sponsor deems further dose escalation inappropriate

Dose escalation will continue unless there are dose-limiting toxicities in >2 of at least 6 patients
(i.e., 33%) in one cohort within the first 28 days. In the absence of a DLT, patients must
complete the first cycle of treatment (28 days) in order to be considered evaluable for DLT.
Patients who discontinue for any reason other than a DLT or Grade >2 toxicity and have received
less than 21 of 28 days of dosing will not be considered evaluable for DLT and will be replaced.
Further dose escalation or de-escalation may be considered depending upon safety and PK
findings and discussion between the Sponsor and the investigators. If no DLT is observed, the
recommended dose for further evaluation may be established based on toxicity, PK, and
convenience of dosing in approximately 3-6 patients treated at that dose.
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3.2 Schedule of Events

The Schedules of Events can be found in the corresponding Trial Flow Charts in the protocol
(Table 1 for Part 1, Table 3 for Part 2b, and Table 6 for Part 2¢).

4. DETERMINATION OF SAMPLE SIZE
The sample sizes of the different parts of the study are based on clinical rather than statistical
considerations. The dose escalation cohorts (Part 1 and Parts 2b and 2¢) follow a typical 3 + 3

design.

The following table shows the probability of escalating to the next higher dose—after either 3 or
6 patients—given the true DLT incidence rate.

True Incidence of DLTs 10% 20% 30% 40% 50% 60% 70%
Probability of Escalating Dose 0.91 0.71 0.49 0.31 0.17 0.08 0.03

From the table we see that, when the likelihood of a DLT is low (e.g., if the true DLT incidence
rate is 10% or less), the probability of escalating to the next higher dose is high (> 90%),
However, when the likelihood of a DLT is high (e.g., if the true DLT incidence rate is 60% or
higher), the probability (or risk) of escalating to the next higher dose is low (< 10%).

5. GENERAL ANALYSIS CONSIDERATIONS

5.1 Data Summaries

The statistical analyses will be reported using summary tables, figures, and data listings. The
International Conference on Harmonisation numbering convention will be used for all tables,
listings, and figures. All statistical testing will be two-sided and will be performed at the 0.05
significance level. All confidence intervals (CIs) will be constructed at the two-sided, 95%
confidence level. If there is intra-patient dose escalation, summary for these patients will be
presented under their original cohorts.

Continuous variables will be summarized with means, standard deviations, medians, minimums,
and maximums. Categorical variables will be summarized by counts and by percentages of
patients in corresponding categories. Time-to-event variables will be summarized using the
Kaplan-Meier method. All summary tables will be presented by study part, dose cohorts, and
overall. Baseline summaries will also include a total summary column.

Individual patient data obtained from the case report forms (CRFs), PK data, and
pharmacodynamics data, will be presented by cohort, patient, and time point (if applicable) in
data listings. Data from all assessments, whether scheduled or unscheduled, will be included in
the listing. Listings will present the dates in their original format (without any imputation).

Some patients in Part 1b were given a low dose of PLX9486 at study day -10 for use in the PK
analysis. For the purposes of safety analyses this dose will be considered the date of first dose.
For the purposes of efficacy analyses the date of first dose will be considered C1D1.
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The analyses described in this plan are considered a priori, in that they are defined prior to
database lock. Post-hoc analyses will be identified in the CSR.

All analyses and tabulations will be performed using SAS® v9.4 on a SAS server platform.
Tables and listings will be presented in rich text format. Upon completion, all SAS programs will
be validated by an independent programmer. In addition, all program output will undergo two
independent statistical reviews, one of which is a senior level statistical review. The validation
process will be used to confirm that statistically valid methods have been implemented and that
all data manipulations and calculations are accurate. Checks will be made to ensure accuracy,
consistency with this plan, consistency within tables, and consistency between tables and
corresponding data listings. Upon completion of validation and quality review procedures, all
documentation will be collected and filed by the project statistician or designee.

5.2 Data Handling

5.2.1 Baseline Values

Unless otherwise specified, the baseline value is defined as the last non-missing value obtained
prior to the first dose of any study drug (PLX9486 for Part 1, PLX9486 or PLX3397 for Part 2b,
and PLX9486 or sunitinib for Part 2¢). Post-baseline values are defined as values obtained after
the first dose of any study drug. Change from baseline is defined as a post-baseline value minus
the baseline value.

Baseline weight is defined as the value obtained at Cycle 1 Day 1 (C1D1), if this value is
missing the last value obtained before the date and time of the first dose of any study drug will
be used.

5.2.2 Conventions

Percentages are routinely based on the total category count excluding missing values if not
otherwise mentioned. Percentages showing a rate relative to the total number of patients in this
group are given in special tables (e.g., AE tables). Table footnotes will specify the basis for
percentages.

The precision of the original measurements will be maintained in summaries and listings, when
possible. Generally, means, medians and standard deviations will be presented with an increased
level of precision; means and medians will be presented to one more decimal place than the raw
data, and the standard deviations will be presented to two more decimal places than the raw data.

Summaries of continuous variables that have some values recorded using approximate values
(e.g. <or >) will use imputed values. That is, approximate values will be imputed using the
closest exact value for that measurement. Listings will present the data in the original format.

For tables where rounding is required, rounding will be done to the nearest round-off unit. For
example, if the round-off unit is the ones place (i.e., integers), values > XX.5 will be rounded up
to XX+1 while values < XX.5 will be rounded down to XX.
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Conventions for handling partial dates for AEs and prior and concomitant medications are given
in Appendix 1.

Listings will present the dates in their original format (without any imputation). In listings,
durations of AEs and concomitant medications will not be derived using imputed dates but,
rather, be set to missing when an event has a partially or completely missing start date or end
date.

For frequency counts of categorical variables, categories whose counts are zero will be displayed
for the sake of completeness. For example, if none of the patients discontinue due to “lost to
follow-up,” this reason will be included in the table with a count of 0. Categories with zero
counts will not have zero percentages displayed.

6. ANALYSIS POPULATIONS

The Efficacy Evaluable population will include all patients who have taken at least one dose of
study drug and have had at least one post-baseline tumor assessment or discontinue study
medication early due to disease progression or death.

The Safety population will include all patients treated with at least one dose of any study drug.

The PK and PD analysis populations will consist of all patients who have adequate PK and PD
data.

7. STUDY POPULATION

7.1 Patient Disposition

Patient disposition information will be summarized by study part, dose cohort and overall.
Summaries will include the number of enrolled patients, the number of patients in each analysis
population, and the primary reason for discontinuation.

7.2 Demographic and Baseline Characteristics

Demographic variables include age, gender, ethnicity, and race.

Descriptive statistics will be presented for age. Frequency counts and percentages will be
presented for gender, ethnicity, and race. Demographic and baseline characteristics will be
summarized by study part and overall. All demographic and baseline characteristics will be
presented in a data listing.

7.3 Medical History

The number and percentage of patients will be summarized by study part, dose cohort and
overall for each body system.

Primary Cancer History and Prior Treatment for Primary Malignancy will be listed.
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7.4 Concomitant Medications (and Procedures)

Verbatim terms on CRFs will be mapped to Anatomical Therapeutic Chemical (ATC) class and
Generic Drug Names using the World Health Organization (WHO) Drug Dictionary Enhanced
B2 format, March 1, 2015 release.

Prior medications are those that begin prior to the administration of study drug which have a stop
date prior to the date of first dose. Concomitant medications are those which are taken at any
time between the date of first dose and the date of last dose of any study medication. See
Appendix 1 for handling of partial dates for medications. In cases where it is not possible to
determine if a medication is concomitant, the medication will be classified as concomitant.

Prior and concomitant medications will be summarized separately, by WHO ATC class and
generic drug name for the Safety Population. Summaries will be presented for each study part,
dose cohort, and overall. The number and percentage of patients using each medication will be
presented. Patients may have more than one medication per ATC class and generic drug name.
At each level of patient summarization, a patient is counted once if he/she reported one or more
medications at that level. Each summary will be ordered by descending order of incidence of
ATC class and generic drug name within each ATC class.

7.5 Protocol Deviations
A listing of protocol deviations will be provided.
8. EFFICACY ANALYSES

Several efficacy variables will be derived based on the collected data and will be summarized.
All efficacy summaries (or analyses) will be based on Efficacy Evaluable population. This study
will utilize the definition of tumor response as described in RECIST 1.1.

8.1 Tumor Response
8.1.1 Overall Timepoint Response

The investigator’s assessment of a patient’s target lesion response, non-target lesion response,
and appearance of new lesions (collected from the CRF) will be used to determine the overall
tumor response at each time point as shown in Table 1 (for patients with target lesions (with or
without non-target lesions)) and Table 2 (for patients with non-target lesions only).

The possible overall tumor responses at a time point, from best to worst, are as follows.

e Complete Response (CR)
e Partial Response (PR)
e Stable Disease (SD)

e Progressive Disease (PD)

If no assessment was done or a response cannot be determined, overall timepoint response is
designated as Not Evaluable (NE).
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Table 1. Time Point Response: Patients with Target (+/- Non-Target) Disease

Overall
(Time point)
Target Lesion Non-Target Lesions New Lesions Response
CR CR No CR
CR Non-CR/non-PD No PR
CR Not evaluated No PR
PR Non-PD or not all evaluated No PR
SD Non-PD or not all evaluated No SD
Not all evaluated |Non-PD No NE
PD Any Yes or No PD
Any PD Yes or No PD
Any Any Yes PD

Table 2. Time Point Response: Patients with Non-Target Disease Only

Non-Target Lesions New Lesions Overall Response
CR No CR
Non-CR/Non-PD No Non-CR/non-PD!!
Not all evaluated No NE

Unequivocal PD Yes or No PD

Any Yes PD

CR = Complete Response; PR = Partial Response; SD = Stable Disease; PD = Progressive Disease;

NE = Not Evaluable.

Note: ‘Non-CR/non-PD’ is preferred over ‘stable disease’ for non-target disease since SD is
increasingly used as endpoint for assessment of efficacy in some trials so to assign this category
when no lesions can be measured is not advised.

The date of the assessment of tumor response for a time point is the earliest date of target, non-
target or new lesion assessment dates. If all of these dates are missing, the date of tumor response
assessment is used.

8.1.2 Best Response

The best responses for pairs of time point responses (when confirmation of CR and PR are
required) are determined as shown in Table 3. Table 3 is an extended version of the
corresponding RECIST table. The additional discussion provided here clarify how Best
Responses for individual pairs of Overall Time Point Responses, i.e., paired by sequential time
points, are determined. The Best Responses will then be used to determine Best Overall
Response (Section 8.1.3).

In Table 3, the first and subsequent time points referenced in the column headers refer to an
arbitrary pair of sequential time points. Also, as indicated in the table and in the table notes,
special rules may apply when the first time point of the pair is the very first (post-treatment)
assessment time point or when there is only one assessment.
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Table 3. Best Response When Confirmation of CR and PR are Required

Overall Overall
Response Response
First Subsequent
Time Point | Time Point Best Response for the Pair

1 |CR CR CR (if minimum criteria for CR duration is met), otherwise
Best Response = NE.

2 |CR PR If the first time point is truly CR, any worsening at a subsequent
time point—even disease meeting the PR criteria—makes the
disease PD at that subsequent time point. Then Best Response =
SD provided minimum criteria for SD duration is met at the first
time point; otherwise Best Response = PD.

However, sometimes ‘CR’ may still be claimed when subsequent
scans suggest small lesions that were likely present and in fact, the
patient had PR, not CR, at the first time point. Under these
circumstances, the original CR should be changed to PR; see Row
6 for Best Response criteria.

3 |CR SD Best Response = SD provided minimum criteria for SD duration is
met by the second time point; otherwise Best Response = PD.

4 |CR,PR,SD |PD Best Response = SD provided minimum criteria for SD duration is
met at the first time point; otherwise Best Response = PD.

5 |CR, PR NE Best Response = SD provided minimum criteria for SD duration is
met at the first time point; otherwise Best Response = NE.

6 PR CR, PR Best Response = PR provided minimum criteria for PR duration is
met; otherwise, Best Response = SD provided minimum criteria
for SD duration is met by the second time point; otherwise
Best Response = NE.

7 |PR SD Best Response = SD provided minimum criteria for SD duration is
met by the second time point; otherwise Best Response = NE.

8 |SD SD, CR, PR Best Response = SD provided minimum criteria for SD duration is
met by the second time point; otherwise Best Response = NE.

9 |SD NE Best Response = SD provided minimum criteria for SD duration is
met at the first time point; otherwise Best Response = NE.

10{SD PD Best Response = SD provided minimum criteria for SD duration is
met at the first time point; otherwise Best Response =PD.

11|PD CR, PR, SD, Best Response = PD.

PD, NE

12|{NE CR, PR, SD, NE |Best Response = NE.

13|NE PD Best Response = PD.

14|CR, PR, SD |No 2™ visit Best Response = SD provided minimum criteria for SD duration is
met at first time point; otherwise Best Response = NE.

15|PD No 2™ visit Best Response = PD.

16|NE No 2™ visit Best Response = NE.

CR = complete response, PR = partial response, SD = stable disease, PD = progressive disease,
NE = not evaluable.

Plexxikon Inc.
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Note: If response = SD, CR, or PR at the initial post-treatment assessment then, in meeting the
minimum criteria for SD duration (only SD, not CR or PR), duration is measured from the
treatment start date rather than the date of the assessment.

Note: In some situations, it may be necessary to check across more than two sequential time points in
order to determine whether or not a minimum duration criteria has been met. The same logic as
used for the pairs of time points should be applied. For example, for the triplet SD CR SD,
duration is calculated from the first assessment date (or from the treatment start date if these are
the initial assessments) to the third assessment date, if needed, to determine whether the minimum
criteria for SD duration has been met.

Per the RECIST guidance and as indicated in the first table note, for patients with SD at the first
time point: in determining whether the minimum criteria for SD duration is met, duration is
measured from the treatment start date to that first assessment date. Then, if the duration meets
the minimum interval requirement for SD, Best Response = SD, otherwise Best Response =
NE. Further, as indicated in the note, this same rule is also applied to patients with a response
better than SD at the first time point.

In some situations, it may be necessary to check across more than two sequential time points in
order to determine whether or not a minimum duration criteria has been met. The same logic as
used for the pairs of time points should be applied. For example, note the following examples.

e For the triplet SD CR/PR/SD SD, duration is calculated from the first assessment date (or
from the treatment start date if these are the initial assessments) to the third assessment
date, if needed, to determine whether the minimum criteria for SD duration has been met.
If it is met, then Best Response = SD. Otherwise, Best Response = NE.

e For the triplet CR NE CR, if the minimum criteria for CR duration is met for the interval
between the two CR assessments, then Best Response = CR. Otherwise
Best Response = NE.

e For the triplet PR NE PR, if the minimum interval criteria for PR is met for the interval
between the two PR assessments, then Best Response = PR. Otherwise
Best Response = NE.

e For the triplet SD NE SD, Best Response = NE.

The minimum interval for confirmation of CR and PR is 4 weeks—the minimum of the range
suggested in RECIST. The minimum interval for duration of SD is 8 weeks (i.e. 49 days taking
visit window of +/-7 days into consideration).

8.1.3 Best Overall Response

A Best Response is determined for each sequential pair of post-treatment time points (and in
some cases, triplets of sequential time points) as indicated in the previous section, Section 8.1.2.
Then, the Best Overall Response for a patient (when confirmation of CR and PR are required) is
the best of these Best Responses.

8.2 Efficacy Variables

The efficacy variables for Part 1, Part 2b, and Part 2e are as follows.

e Response to treatment according to RECIST version 1.1.
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e Best Overall Response is the best of the best responses (with confirmation), as detailed in
the previous section

e ORR, defined as the number of patients who have a Best Overall Response of CR or PR
divided by the total number of patients in the efficacy evaluable population.

e Progression-free Survival (PFS), defined as the number of days from the first day of
treatment (C1D1) to the first documented PI assessment using RECIST criteria of disease
progression/relapse or date of death prior to discontinuing treatment of PLX9486,
whichever occurs first. The date of disease progression is earliest overall timepoint
response of PI assessed PD as defined in Section 8.1.1. Patients without an assessment of
disease progression/relapse who discontinue PLX9486 or discontinue from the study and
indicate progressive disease or clinical progression as the primary reason for ending
PLX9486 or study discontinuation will be counted as having progressed on their last dose
date (if primary reason for ending treatment is progressive disease or clinical progression
or death) or on their study exit date (if the primary reason for study exit is progressive
disease or clinical progression or death). Patients who discontinue from the trial without
having a post-baseline scan will be censored at study day 2. If disease
progression/relapse/death does not occur and the patient does not discontinue PLX9486
due to clinical progression, PFS is censored as of the date of patient’s last imaging exam
of target or non-target lesions. See Figure 1 for a decision flowchart.

e 6-month PFS rate, defined as the number of patients with PFS of at least 180 days
divided by the total number of patients in the efficacy evaluable population.

e DOR is calculated for every patient with a response to therapy and is defined as the
number of days from the date of first response (PR or CR confirmed at least 28 days
later) to the date of first documented disease progression/relapse or death, whichever
occurs first. For the date of disease progression and the date censored, the same rules
described as above for PFS are used.

e Clinical Benefit Rate: Patients are considered to experience clinical benefit if they have a
Best Overall Response of SD that lasted for at least 16 weeks, or confirmed Best Overall
Response of PR or CR. The Clinical Benefit Rate (CBR) is defined as the number of
patients who have CBR divided by the total number of patients in the efficacy evaluable
population.

e Overall Survival (OS), defined as the number of days from the first day of treatment
(C1D1) until the date of death. If a patient is lost to follow-up, OS is censored at the date
of last contact. Date of last contact is the latest dates among the visit dates recorded in the
following CRF forms: Hematology, Chemistry, Coagulation, Urinalysis, Vital Signs,
ECQG, Physical Exam, Tumor Assessments (Target, Non-Target), and study drug dosing
logs (PLX9486, PX3397, Sunitinib), Study Exit Status, Phone Interview where patient
status is recorded as alive.

e 12-month OS rate, defined as the number of patients alive at 12 months (365 days)
divided by the total number of patients in the efficacy evaluable population.

e Biomarkers in peripheral blood, in archival tumor tissue and in available tumor biopsies

Biomarker descriptive statistics is not in the scope of this SAP, except for the summary of tumor
markers.
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Figure 1 — PFS Decision Flowchart
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PFS = Progression free survival; PI = Primary investigator; PD = Progressive disease.

Red boxes indicate PFS decision events. Magenta boxes indicate censored decision events.

2 For events using a minimum date, the minimum of the dates of PD, withdrawal from PLX9486, and the death date if they exist is used as the
date of the event.
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8.3 Adjustments for Covariates
No adjustments for covariates are planned.
8.4 Handling of Dropouts or Missing Data

No imputations will be made for missing values except as noted in considering a NE response for
determining timepoint response and Best Overall Response.

8.5 Interim Analysis and Data Monitoring

There are no planned interim analyses.

8.6 Examination of Subgroups

There are no planned subgroup efficacy analyses.

8.7 Multiple Comparison/Multiplicity

No adjustments for multiplicity or multiple testing will be made.

8.8 Multicenter Studies

There are no analyses planned to compare differences in response by site.

8.9 Methods of Efficacy Analysis

Patients’ target lesion response, non-target lesion response, and appearance of new lesions at
each time point, the overall tumor response at each time point and the Best Overall Response
will be shown in listings. The target lesion assessment listing will also include change and
percent change from baseline of the sum of the longest diameter from the target lesions. Nadir
(the smallest sum of longest diameters of target lesions recorded since treatment started), change
from nadir and the percent change from nadir will also be provided in this listing.

The number and percent of patients in each category of best overall response (CR, PR, SD, PD,
and NE) will be summarized along with the ORR and CBR. Exact two-sided binomial 95%
confidence intervals (Cls) will be provided for each category response and the ORR and CBR. 6-
month PFS rate and 12-month OS rates will be summarized by dose cohorts and overall and the
two-sided, exact binomial 95% confidence interval for these rates will be provided.

OS, PFS and DOR (in days) will be estimated using Kaplan-Meier method. The number and
percentages of patients who progressed or died and who did not, will be summarized by cohort
and overall. The Kaplan-Meier estimate of the 25", median and 75" percentiles and their two-
sided 95% confidence intervals will be presented by study part, dose cohort and overall. Range
of DOR and PFS for all patients and for patients who progressed or died will also be presented
by study part, dose cohort and overall.

Cox proportional hazards regression may be used to perform exploratory post-hoc analyses to
investigate the contributions of various factors to OS, PFS and DOR.
Page 21

Plexxikon Inc. CONFIDENTIAL



16.1.9 Documentation of Statistical Methods

PLX9486 Clinical Study Report PLX121-01
Plexxikon Inc. Statistical Analysis Plan
PLX121-01 01Jul2020

A figure of PFS by Study Part and Cohort will also be provided.
9. PHARMACOKINETIC ANALYSES

A separate formal PK report will be written for inclusion in the final study report. Synteract is
not responsible for PK analysis.

10. PHARMACODYNAMIC ANALYSES

Exploratory PD parameters will be analyzed appropriately (if samples are available). No formal
statistical analysis of pharmacodynamics endpoints will be performed.

The exploratory PD endpoints of Part 1, Part 2b, and Part 2e of this study includes biomarkers
in peripheral blood, in archival tumor tissue, and in available tumor biopsies. Patients with
collected tumor marker sample will be listed by cohort and patient and display the collection date,
collection time, test type, and result (in units).

Synteract is not responsible for PD analysis.

11. SAFETY ANALYSES

All safety analyses will be based on the safety population and summarized for each dose
escalation cohort Safety variables to be assessed will include AEs, laboratory test results
(hematology, serum chemistry, and urinalysis), ECGs, weight, and vital signs.

11.1 Extent of Exposure

Summary of duration for each study drug and total dose taken (mg) will be summarized by study
part, cohort, and overall. Duration of treatment for each study drug (PLX9486, PLX3397 and
sunitinib) is defined as the last dose date of that study drug minus the first dose date of that study
drug plus 1. The overall duration of treatment is defined as the last dose date of any study drug
(PLX9486, PLLX3397, sunitinib) minus the first dose date of any study drug (PLX9486,
PLX3397, sunitinib) plus 1.

Drug administration and accountability will be presented in data listings.
11.2 Adverse Events

An adverse event (AE) is any untoward medical occurrence in a patient administered a
pharmaceutical product, which does not necessarily have a causal relationship with the treatment.
An AE can be any unfavorable and unintended sign (e.g., including an abnormal laboratory
finding), symptom, or disease temporally associated with the use of the study drug, whether or
not it is considered to be study drug related. This includes any newly occurring event or previous
condition that has increased in severity or frequency since the administration of study drug. An
AE includes, but is not limited to, the following:

e Any clinically significant worsening of a preexisting condition.
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e An AE occurring from overdose (i.e., a dose higher than that indicated in the protocol) of
a test article, whether accidental or intentional.

e An AE occurring from abuse (e.g., use for nonclinical reasons) of a study drug.
e An AE that has been associated with the discontinuation of the use of a study drug.

A serious adverse event (SAE) is an AE that:

e Results in death.
o Is life-threatening.

e Requires inpatient hospitalization longer than 24 hours or prolongation of existing
hospitalization (see clarification in the protocol on planned hospitalizations). An
emergency room visit without hospitalization is not considered a hospitalization.

e Results in persistent or significant disability or incapacity. Disability is defined as a
substantial disruption of a person’s ability to conduct normal life functions.

e Is a congenital anomaly or birth defect.

e [s an important medical event. An important medical event is an event that may not result
in death, be life-threatening, or require hospitalization but may be considered an SAE
when, based upon appropriate medical judgment, it may jeopardize the patient and may
require medical or surgical intervention to prevent one of the outcomes listed in the
definitions for SAEs.

All AE summaries will be restricted to TEAEs, which are defined as those AEs that occurred on
or after dosing, and those existing AEs that worsened during the study. Furthermore, an AE is
not considered treatment emergent if it is not treatment related and its onset is more than 28 days
after the last dose of study drug. If it cannot be determined whether the AE is treatment emergent
due to a partial onset date then it will be counted as such. See Appendix 1 for handling of partial
dates for AEs. Verbatim terms on case report forms will be mapped to preferred terms and
system organ classes using the Medical Dictionary for Regulatory Activities (MedDRA) v18.0.

Each AE summary will be displayed by cohort and overall. Summaries that are displayed by
system organ class and preferred terms will be ordered by descending order of incidence of
system organ class and preferred term within each system organ class. Summaries of the
following types will be presented.

Summaries of treatment-related TEAEs include all events reported as "Possibly Related" or
"Probably Related" to any of Study Treatment (PLX9486, PLX3397, and sunitinib). At each
level of patient summarization, a patient is classified according to the closest relationship if the
patient reported one or more events. AEs with a missing relationship are not included.

For summaries of TEAEs by highest severity, at each level of patient summarization a patient is
classified according to the highest severity if the patient reported one or more events. AEs with

missing severity are not included.

Summary tables will be produced for the following:
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e Overall Summary of TEAEs, including summaries of total number of TEAEs, number of
patients with at least one TEAE, number of patients with at least one treatment-emergent
SAE, number of patients with at least one related TEAE, number of patients with at least
one treatment-emergent related SAE, and number of patients with at least one TEAE
leading to permanent withdrawal of study product (any of PLX9486, PLX3397, and
sunitinib) or discontinuation from the study.

e Patient incidence of TEAEs by MedDRA system organ class and preferred term.

e Patient incidence of TEAESs by preferred term and highest severity grade orderd by
descending order of the overall count of TEAEs

e Patient incidence of treatment-related TEAEs by preferred term and highest severity

grade.

e Patient incidence of PLX9486-Related TEAEs by preferred term (Safety Population) and
highest severity grade.

e Patient incidence of PLX3397-Related TEAEs by preferred term (Safety Population) and
highest severity grade.

e Patient incidence of Sunitinib-Related TEAEs by preferred term (Safety Population) and
highest severity grade.

AEs leading to permanent withdrawal of study drug or discontinuation from the study are
defined as those having an action of “Drug Withdrawn” for any of study drugs (PLX9486,
PLX3397, and sunitinib), or primary AEs associated with records from the CRF forms ‘End of
Treatment’ or ‘Study Exit Status’ where the reason for end of treatment or for study exit is
‘Adverse Event’. Listings of all AEs, SAEs, AEs leading to changes in study treatment, AEs
leading to death, and dose limiting toxicity will be provided. Summary listing of deaths will also
be provided.

11.3 Clinical Laboratory Evaluation

Laboratory results (hematology and coagulation tests, serum chemistry) will be summarized by
study part, cohort and overall using descriptive statistics at baseline and at each scheduled post-
baseline time point. Changes from baseline of laboratory results will also be summarized by
study part, cohort and overall.

Select laboratory analytes will be graded according to National Cancer Institute CTCAE as
shown in Appendix 2. The worst scheduled post-baseline CTCAE grade for each analyte will be
summarized by study part, cohort and overall in shift tables to assess changes from baseline for
applicable hematology and coagulation analytes (WBC, hemoglobin, lymphocytes, platelets,
ANC, aPTT and INR) and applicable chemistry analytes (ALT, AST, alkaline phosphatase,
direct bilirubin, total bilirubin, creatinine and phosphorus). In the hematology shift table, the
following analytes will have a shift table for high and low grading: WBC, hemoglobin, and
lymphocytes. Laboratory results (hematology, serum chemistry, urinalysis, and coagulation tests)
will be presented in data listings. Abnormal values will be flagged as high or low relative to the
local lab normal ranges, where applicable. Values that are deemed as abnormal, clinically
significant (as collected on the CRF) will also be flagged. CTCAE v4.03 grades are included in
these listings where applicable. In addition, listings of hematology results and chemistry results
with CTCAE grade 3 or higher will be provided.
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11.4 Vital Signs

The baseline value is defined as the last non-missing value obtained before the date and time of
the first dose of any study drug or on pre-dose timepoint of the first dose date of any study drug.

Vital signs (heart rate, respiratory rate, blood pressure, temperature and weight) will be
summarized by cohort using descriptive statistics at baseline and at each scheduled post-baseline
time point. Changes from baseline will also be summarized.

A listing of vital signs will be provided.
11.5 Physical Examination
Physical examination findings will be included in a data listing only.

11.6 Electrocardiogram

The ECG data analysis will be conducted based on methodology recommended in the
International Conference on Harmonization E14 guidance, The Clinical Evaluation of QT/QTc
Interval Prolongation and Proarrhythmic Potential for Non-antiarrhymic Drugs [2].

To compensate for the effect of heart rate on QT interval, heart rate corrections will be computed
for each observed QT interval using Fridericia’s correction (QTcF) and will be included in the
data listings. QT is the unadjusted QT interval in milliseconds and RR is the RR interval in
milliseconds. The RR interval will be calculated from heart rate using the following formula:

¢ RR (milliseconds) = 60*1000 / [heart rate in beats per minute]
Then, the definitions of the heart-rate corrected QT intervals (in milliseconds) are:
e QTcF = QT/[(RR/1000)"] or, equivalently, QT / [(60/heart rate) /%]

where, again, heart rate is in beats per minute.

Triplicate ECG measurements are collected. The average value of the ECG triplicates for ECG
parameters (heart rate, pulse rate, RR, QRS, QT, and QTcF) will be summarized using
descriptive statistics at baseline and at each scheduled post-baseline time point. Changes from
baseline of the average values of the ECG triplicates will also be summarized. The derived RR
and QTcF will be used in this summary. A one-sided upper 95% CI will be included for each
change from baseline time point for QTcF.

The derived RR and QTcF values and the collected values in the eCRF for other ECG parameters
will be displayed in a data listing. In addition, change from baseline in the derived QTcF will
also be included in this listing. Outlier QTc values are those that meet at least one of the
following criteria: (1) QTcF > 450 msec (for males) or > 470 msec (for females) or (2) increase
from baseline in QTcF >30 msec. A summary of the number and percentage of patients who
experience outlier QTc values will be summarized by cohort. The individual patient QTc data
meeting the outlier criteria described above flagged in the data listing.
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11.7 Eastern Cooperative Oncology Group (ECOG)

Eastern Cooperative Oncology Group (ECOG) performance data will be summarized using a
shift table to assess changes from baseline for each cohort. ECOG data will be presented in a
patient listing for all patients.

11.8 Other Collected Samples

Other selected disease related samples which were collected will be slisted including circulating
DNA samples, tumor marker samples, archival tumor tissue collection, and optional paired
tumor biopsy collection

8. CHANGES TO PROTOCOL-SPECIFIED ANALYSES

The Efficacy Evaluable population will include patients that discontinued treatment due to
disease progression or died prior to having a post-baseline assessment.

Analyses for the exploratory objective to assess tumor response in the Part 2 cohorts by Choi’s
criteria will not be conducted.

PK and PD analyses (including the specification of window timing of PK and PD measurements)
are not covered in this document.

The RR value derived from heart rate will be used in any derivations (eg, in the derivation of
QTCcF) rather than the value collected on the eCRF. Further, the derived QTcB and QTcF values
rather than the QTcB and QTcF values collected in the eCRF will be used for all analyses.
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APPENDIX 1: PARTIAL DATE CONVENTIONS
Imputed dates will NOT be presented in the listings.

Algorithm for Treatment Emergence of Adverse Events

Start Date Stop Date Action

If start date < study med start date, then not TEAE;

If start date > study med start date and (start date < (study med
Known Known/Partial/Missing | end date + 28) or related), then TEAE.

Partial, but known components
show that it cannot be on or

after study med start date Known/Partial/Missing | Not TEAE
Partial, could be on or after If stop date < study med start date, then not TEAE;
study med start date Known 1f stop date > study med start date, then TEAE.

Impute stop date as latest possible date (i.e. last day of month if
day is unknown or 31 December if day and month are
unknown), then:

If stop date < study med start date, then not TEAE,;

Partial If stop date > study med start date, then TEAE.

Missing Assumed TEAE

If stop date < study med start date, then not TEAE;
Missing Known If stop date > study med start date, then TEAE.

Impute stop date as latest possible date (i.e. last day of month if
day is unknown or 31 December if day and month are
unknown), then:

If stop date < study med start date, then not TEAE;

Partial If stop date > study med start date, then TEAE.
Missing Assumed TEAE
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Algorithm for Prior/Concomitant Medications

Start
Date Stop Date Action

If start date < study med start date, then assign as prior;
If start date > study med start date and start date < end of treatment (latest last dose of
Known | Known/Partial/Missing | any study medication), then assign as concomitant

Impute start date as earliest possible date (i.e. first day of month if day is unknown or
1st January if day and month are unknown), then:

If start date < study med start date, then assign as prior;

If start date > study med start date and start date < end of treatment, then assign as
Partial Known/Partial/Missing | concomitant

If stop date < study med start date, then assign as prior;
Missing | Known If stop date > study med start date, then assign as concomitant

Impute stop date as latest possible date (i.e. last day of month if day is unknown or 31
December if day and month are unknown), then:
If stop date < study med start date, then assign as prior;

Partial If stop date > study med start date, then assign as concomitant
Missing Assign as concomitant
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APPENDIX 2: CTCAE TOXICITY GRADES FOR LABORATORY ANALYTES

CTCAE Toxicity Grades: Hematology and Coagulation

Standard Toxicity Grades
Analyte Unit Directional Change (CTCAE v4.03)
Hemoglobin!! g/dL Decrease Grade 1: <LLN-10.0 g/dL
Grade 2: <10.0-8.0 g/dL
Grade 3: <8.0
Grade 4: Not defined
Increase Grade 1: > ULN — (2+ULN) g/dL

Grade 2: > (2+ULN) — (4+ULN) g/dL
Grade 3: >4+ULN g/dL
Grade 4: Not defined

ANC x107N9/L Decrease Grade 1: <LLN - 1.5x10"9/L
Grade 2: <1.5-1.0x10"9/L
Grade 3: <1.0-0.5x10"9/L
Grade 4: <0.5 x10"9/L

Platelets x1079/L Decrease Grade 1: <LLN -75.0x10"9/L
Grade 2: <75.0-50.0 x10"9/L
Grade 3: <50.0-25.0 x10"9/L
Grade 4: <25.0 x10"9/L

WBC x10"9/L Decrease Grade 1: <LLN -3.0x10"9/L

Grade 2: <3.0-2.0x10"9/L
Grade 3: <2.0-1.0x10"9/L
Grade 4: <1.0x10"9/L

Increase Grade 1: Not defined
Grade 2: Not defined
Grade 3: >100 x10"9/L
Grade 4: Not defined

Lymphocytes x10"9/L Decrease Grade 1: <LLN-0.8 x10"9/L

Grade 2: <0.8-0.5x10"9/L
Grade 3: <0.5-0.2 x10"9/L
Grade 4: <0.2 x10"9/L

x1079/L Increase Grade 1: Not defined
Grade 2: >4.0 —20.0 x10"9/L
Grade 3: >20.0 x10"9/L
Grade 4: Not defined

aPTT sec Increase Grade 1: >ULN - 1.5 x ULN
Grade 2: >1.5-2.5x ULN
Grade 3: >2.5 x ULN
Grade 4: Not defined

INR No units Increase Grade 1: >ULN - 1.5 x ULN
Grade 2: >1.5-2.5x ULN
Grade 3: >2.5 x ULN
Grade 4: Not defined

LLN=lower limit of normal; ULN=upper limit of normal. The LLN and ULN for each analyte will be determined from the
normal range of each local laboratory.
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Standard Toxicity Grades
Analyte Unit Directional Change (CTCAE v4.03)

1 For increased hemoglobin results, if the baseline value is above the ULN, the baseline value will be used instead of the
ULN to assess grades 1, 2, and 3.
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CTCAE Toxicity Grades: Serum Chemistry

Standard Directional Toxicity Grades
Analyte Unit Change (CTCAE v4.03)
Albumin g/dL Decrease Grade 1: <LLN-3.0 g/dL

Grade 2: <3.0-2.0 g/dL
Grade 3: <2.0 g/dL
Grade 4: Not defined

Alkaline Phosphatase U/L Increase Grade 1: > ULN -2.5x ULN
Grade 2: >2.5-5.0 x ULN
Grade 3: >5.0—-20.0 x ULN
Grade 4: >20.0 x ULN

ALT (SGPT) U/L Increase Grade 1: > ULN -3.0x ULN
Grade 2: >3.0-5.0x ULN
Grade 3: >5.0-20.0 x ULN
Grade 4: >20.0 x ULN

AST (SGOT) U/L Increase Grade 1: >ULN - 3.0 x ULN
Grade 2: >3.0-5.0x ULN
Grade 3: >5.0-20.0 x ULN
Grade 4: >20.0 x ULN

Calcium mg/dL Decrease Grade 1: <LLN — 8.0 mg/dL
Grade 2: <8.0-7.0 mg/dL
Grade 3: <7.0-6.0 mg/dL
Grade 4: < 6.0 mg/dL
Increase Grade 1: >ULN —11.5 mg/dL
Grade 2: >11.5—-12.5 mg/dL
Grade 3: >12.5—13.5 mg/dL
Grade 4: >13.5 mg/dL

Creatinine mg/dL Increase Grade 1: > ULN - 1.5x ULN
Grade 2: >1.5-3.0 x ULN
Grade 3: >3.0-6.0 x ULN
Grade 4: > 6.0 x ULN

Creatine
Phosphokinase (CPK) U/L Increase Grade 1: >ULN - 2.5 x ULN
Grade 2: >2.5 x ULN - 5 x ULN
Grade 3: >5x ULN - 10 x ULN
Grade 4: >10 x ULN

Direct Bilirubin mg/dL Increase Grade 1: > ULN - 1.5 x ULN
Grade 2: >1.5-3.0 x ULN
Grade 3: >3.0-10.0 x ULN
Grade 4: >10.0 x ULN

Total Bilirubin mg/dL Increase Grade 1: > ULN- 1.5 x ULN
Grade 2: >1.5-3.0x ULN
Grade 3: >3.0-10.0 x ULN
Grade 4: >10.0 x ULN

Glucose mg/dL Decrease Grade 1: <LLN - 55 mg/dL
Grade 2: <55 -40 mg/dL
Grade 3: <40 —30 mg/dL
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Analyte

Standard
Unit

Directional
Change

Toxicity Grades
(CTCAE v4.03)

Magnesium

Phosphorus

Potassium

Sodium

Uric Acid

mg/dL

mg/dL

mmol/L

mmol/L

mmol/L

mg/dL

Increase

Decrease

Increase

Decrease

Decrease

Increase

Decrease

Increase

Increase

Grade 4:
Grade 1:
Grade 2:
Grade 3:
Grade 4:

Grade 1:
Grade 2:
Grade 3:
Grade 4:
Grade 1:
Grade 2:
Grade 3:
Grade 4:

Grade 1:
Grade 2:
Grade 3:
Grade 4:

Grade 1:
Grade 2:
Grade 3:
Grade 4:
Grade 1:
Grade 2:
Grade 3:
Grade 4:

Grade 1:
Grade 2:
Grade 3:
Grade 4:
Grade 1:
Grade 2:
Grade 3:
Grade 4:

Grade 1:
Grade 2:
Grade 3:
Grade 4:

<30 mg/dL

> ULN - 160 mg/dL
> 160 — 250 mg/dL
> 250 — 500 mg/dL
> 500 mg/dL

<LLN - 1.2 mg/dL
<1.2 - 0.9 mg/dL
<0.9 - 0.7 mg/dL
<0.7 mg/dL;
>ULN - 3.0 mg/dL
Not defined

>3.0 - 8.0 mg/dL
>8.0 mg/dL

<LLN -2.5 mg/dL
<2.5-2.0 mg/dL
<2.0-1.0 mg/dL
< 1.0 mg/dL

<LLN - 3.0 mmol/L
Not defined
<3.0-2.5 mmol/L
< 2.5 mmol/L
>ULN - 5.5 mmol/L
>5.5-6.0 mmol/L
> 6.0 — 7.0 mmol/L
> 7.0 mmol/L

<LLN — 130 mmol/L
Not defined

<130 - 120 mmol/L
< 120 mmol/L

> ULN — 150 mmol/L
> 150 — 155 mmol/L
> 155 — 160 mmol/L
> 160 mmol/L

>ULN - 10 mg/dL
Not defined
Not defined
>10 mg/dL

Plexxikon Inc.
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Appendix A: List of Tables, Figures, and Listings

List of Tables
ICH Heading Table Number | Table Description
14.1 Demographics
14.1.1 Summary of Patient Disposition (All Patients)
14.1.2 Summary of Demographic and Baseline Characteristics (Safety Population)
14.1.3 Summary of Medical History (Safety Population)
14.1.4 Summary of Prior Medications (Safety Population)
14.1.5 Summary of Concomitant Medications (Safety Population)
14.2 Efficacy
14.2.1 Best Overall Tumor Response (Efficacy Evaluable Population)
14.2.2 Duration of Response (Efficacy Evaluable Population)
14.2.3 Progression-Free Survival (Efficacy Evaluable Population)
14.2.4 Overall Survival (Efficacy Evaluable Population)
143 Safety
14.3.1 Adverse Events
14.3.1.1 Overall Summary of Treatment-Emergent Adverse Events (Safety Population)
Summary of Treatment-Emergent Adverse Events by System Organ Class, Preferred Term
14.3.1.2 .
(Safety Population)
143.13 Summary of Trf:atment—Emergcnt Adverse Events by System Organ Class and Severity Grade
T (Safety Population)
Summary of Any Drug-Related Treatment-Emergent Adverse Events by Preferred Term and
14.3.1.4.1 . .
Severity Grade (Safety Population)
Summary of PLX9486-Related Treatment-Emergent Adverse Events by Preferred Term and
143.14.2 . .
Severity Grade (Safety Population)
Summary of Treatment-Emergent Adverse Events by System Organ Class, Preferred Term and
14.3.1.4.3 -
Relatedness (Safety Population)
14.3.2 Listings of Deaths, Other Serious and Significant Adverse Events
14.3.2.1 Summary Listing of Deaths
14.3.2.2 Summary Listing of Serious Adverse Events (Safety Population)
Other Safety Laboratory
143.4.1.1 Summary of Hematology and Coagulation by Cycle and Day (Safety Population)
143.4.1.2 Summary of Hematology and Coagulation - CTCAE Shift from Baseline (Safety Population)
143.4.2.1 Summary of Serum Chemistry by Cycle and Day (Safety Population)
143.4.2.2 Summary of Serum Chemistry - CTCAE Shift from Baseline (Safety Population)
Exposure
14.3.5.1 Summary of PLX9486 Exposure (Safety Population)
14.3.5.2 Summary of PLX3397 Exposure (Safety Population)
14.3.5.3 Summary of Sunitinib Exposure (Safety Population)
Other Data
14.3.6 Summary of Vital Signs (Safety Population)
14.3.7.1 Summary of Electrocardiogram (Safety Population)
14.3.7.2 Summary of Electrocardiogram — Abnormal QTcF Results (Safety Population)
14.3.8 Summary of ECOG — Shift from Baseline (Safety Population)
List of Figures
ICH Heading | Table Number | Table Description
14.2.1 Progression-Free Survival by Study Part — Study Part 1 (Efficacy Evaluable Population)
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}-ﬁel:ding Iﬁﬁ:;‘;%r Listing Description CRF Form(s)
16.2 PATIENT DATA LISTINGS
16.2.1 Discontinued patients
16.2.1.1 Patient Disposition Study Exit Status, End of Treatment,
Demographics
16.2.2 Demographics and Baseline Characteristics
16.2.2.1 Demographics and Baseline Characteristics Demographics, Vital Signs
16.2.2.2 Medical History Medical History
16.2.2.3.1 Primary Cancer History — Study Part 1 Primary Cancer History
16.2.23.2 Primary Cancer History — Study Part 2 Primary Cancer History — Part 2
16.2.2.4 Prior Treatment for Primary Malignancy Prior Treatment for Primary Malignancy
16.2.2.5 Prior and Concomitant Medications Concomitant Medications
16.2.2.6 Major Protocol Deviations
16.2.3 Study Drug Exposure
16.2.3.1.1 PLX9486 Dosing Log PLX9486 Study Drug Dosing Log
16.2.3.1.2 PLX3397 Dosing Log PLX3397 Study Drug Dosing Log
16.2.3.1.3 Sunitinib Dosing Log Sunitinib Study Drug Dosing Log
16.2.3.2 Study Drug Accountability Drug Accountability
16.2.3.3.1 PLX9486 and Overall Exposure Derived
16.2.3.3.2 PLX3397 Exposure Derived
16.2.3.3.3 Sunitinib Exposure Derived
16.2.4 Individual efficacy response data
16.2.4.1 Tumor Assessment (Target Lesions) Tumor Evaluation - Target Lesions
16.2.4.2 Tumor Assessment (Non-Target Lesions) $3$2£ EXZ}EZESE ) ggg;zgz i:z;gg: Baseline;
16.2.4.3 Tumor Assessment (New Lesions) Tumor Evaluation - New Lesions
16.2.4.4 Tumor Resp onse Assessment (Target and Tumor Response Assessment
Non-Target Lesions)
16245 Derived Efficacy Endpoints Based on Tumor Derived
Response
16.2.5 Adverse Events Listings
16.2.5.1 Adverse Events Adverse Events
16252 Adverse Events Leading Changes in Study Adverse Events; Study Exit Status; End of
T Treatment Treatment
16.2.5.3 Dose Limiting Toxicity Dose Limiting Toxicity
16.2.5.4 Adverse Events Leading to Death Adverse Events; Death Detail
16.2.6 Individual Laboratory Measurements
16.2.6.1.1 Hematology Hematology
16.2.6.1.2 Hematology — Other Tests Hematology
16.2.6.1.3 H.ematology Laboratory Results - Grade 3 or Hematology
Higher
16.2.6.2.1 Chemistry Chemistry
16.2.6.2.2 Chemistry — Other Tests Chemistry
16.2.6.2.3 Chemistry Laboratory Results - Grade 3 or Chemistry
Higher
16.2.6.3.1 Urinalysis Urinalysis
16.2.6.3.2 Urinalysis — Other Tests Urinalysis
16.2.6.4.1 Coagulation Coagulation
16.2.6.4.2 Coagulation — Other Tests Coagulation
16.2.7 Other Data
16.2.7.1 Vital Signs Vital Signs
16.2.7.2 Physical Examination Physical Examination
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12-Lead ECG, Pre and Post Dose 12-Lead ECG,
Post Dose 12-Lead ECG, 12-Lead ECG - 3

16.2.7.3.1 12-Lead Electrocardiogram Recordings, 12-Lead ECG (Pre/3hr Post Dose), 12-
Lead ECG (Pre/Post Dose), 12-Lead ECG
(Pre/3&6hr Post Dose) 3 Recordings
12-Lead ECG, Pre and Post Dose 12-Lead ECG,

. . . . Post Dose 12-Lead ECG, 12-Lead ECG - 3

162.7.3.2 Sﬁf}zgcmlogram - Patients with Outlier QTc | . dings, 12-Lead ECG (Pre/3hr Post Dose), 12-
Lead ECG (Pre/Post Dose), 12-Lead ECG
(Pre/3&6hr Post Dose) 3 Recordings

16.2.7.4 ECOG Performance Status Assessment Physical Examination

16.2.7.5 Echocardiogram/MUGA Scan Echocardiogram/MUGA Scan

16.2.7.6 Thyroid Stimulating Hormone (TSH) Level Thyroid Stimulating Hormone (TSH) Level

16.2.7.7 Pregnancy Test Pregnancy Test

16.2.7.8.1 Circulating DNA Circulating DNA

16.2.7.8.2 Tumor Markers Tumor Markers

16.2.7.8.3 Archival Tumor Tissue Collection Archival Tumor Tissue Collection

16.2.7.8.4 Optional Paired Tumor Biopsy Optional Paired Tumor Biopsy
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