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1. VERSION HISTORY
This 1s the first version.

2. INTRODUCTION

PF-07284890 (also known as ARRY-461) 1s a potent, selective, highly brain-penetrant

small -molecule mhibitor of BRAF V600 mutations that 15 being investigated in participants
with BRAF V600-mutant solid tumors with or without brain involvement. PF-07284890 1s
being developed to address the limited overall efficacy of approved BRAF inhibitors
resulting from disease progression in the bramn. By inhibiting BRAF V600-mutant enzyme 1in
tumor cells both extracramally and intracramally, PF-07284890 has the potential to prolong
the duration of overall disease control compared to approved BRAF inhibitors.

Thus statistical analysis plan (SAP) provides the detailed methodology for summary and
statistical analyses of the data collected mn Study PF 07284890. This document provides
additional details for the planned analyses that are outlined in the protocol. This SAP was
written in reference to amendment #1 of the protocol dated August 3, 2020. Any major
modifications of the endpoints or analyses will be reflected in further amendments to the

protocol and SAP.

2.1. Study Objectives and Endpoints

2.1.1. Primary Objectives

Phase la:

The primary objective for Phase 1a 1s to assess the safety and tolerability of PF-07284890 at
increasing dose levels, to estimate the MTD, and to select the recommended dose for further

study, as both a single agent and in combination with bimmetinib, 1n participants with BRAF
V600-mutated advanced solid tumor malignancies with and without bramn mvolvement.

Phase 1b:

The primary objective for Phase 1b 1s to evaluate anti-tumor efficacy of PF-07284890 at the
recommended dose for further study in combination with bimimetimb 1n participants with
BRAF V600-mutated advanced solid tumor malignancies with and without brain
mvolvement.

2.1.2. Secondary Objectives
Phase 1a:
e To charactenize the single- and multiple-dose PK of PF-07284890 as a single agent

and i combination with bimmmetinib and of bimimetinib 1n combination with
PF-07284890.

e To evaluate preliminary clinical activity of PF-07284890 as a single agent and in
combination with bimmetinib.
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Phase 1b:

To confirm the safety and tolerability of PF-07284890 at the recommended dose for
further study in combination with bimmetimb.

To evaluate single- and multiple-dose PK profiles of PF-07284890 at the
recommended dose for further study in combination with binimetimb and of
binimetinib in combination with PF-07284890.

To assess additional measures of anti-tumor efficacy of PF-07284890 at the
recommended dose for further study in combination with bimmetimb.

To evaluate the effect of repeated adnunistration of PF-07284890 in combination
with bimimetimib on single dose PK of midazolam (Cohort 6 only).

2.1.3. Tertiary/Exploratory Objectives
Phase 1a:

To explore the effect 0_ on PF-(07284890 exposures in participants
treated with PF-07284890 as a single agent and in combination with bimmetinib.

To explore the bramn penetration of PF-07284890 as a single agent and in combination
with binimetimib.

To evaluate fumor and blood-based biomarkers of response and resistance to
PF-07284890 as a single agent and in combination with binimetimb.

To assess the relationship between PF-07284890 concentrations and changes in
QTCcF.

Phase 1b:

To explore the effect Df— on PF-(07284890 exposures in participants
treated with PF-07284890 i combmation with binimetimb.

To explore the brain penetration of PF-07284890 in combination with bimimetimb.

To evaluate fumor and blood-based biomarkers of response and resistance to
PF-07284890 1n combination with bimmetimb.

2.2. Study Design

This 15 a Phase 1a/b, open-label, multicenter, dose-finding study of the safety, PK and
preliminary climical activity of PF-07284890 1n adult participants with selected BRAF
V600-mutant advanced or metastatic solid tumor malignancies and primary brain tumors.
The study will be conducted in 2 parts, 1e, Phase 1a (Dose Escalation) and Phase 1b (Dose
Expansion and a DDI sub-study).
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Participants will have experienced disease progression after prior treatment and have no
acceptable alternative treatment options.

Participants must provide documented evidence of a BRAF V600 mutation in fumor tissue or
blood ) as previously determuned by PCR. or NGS-based laboratory assay in a
CLIA or y certified laboratory at any time prior to Screeming. Local testing 1s

pernutted (see Protocol Section 4.4.2). Participants are required to submut either archival or
newly collected tissue sample (the latter if a biopsy 1s safe to perform; if not, participants
may be eligible as long as they meet other eligibility criteria) and a blood sample prior to
enrollment, which may be used for retrospective analysis of BRAF V600 mutation status but
not to determine eligibility/enrollment.

Enrolled participants may be with or without brain involvement at baseline, with the allowed
extent of and symptoms from intracramal disease determuned by the degree of calculated
BRAF V600E target coverage duning dose escalation, and the specific cohort during dose
expansion (see Protocol Section 5).

Phase 1a Dose Escalation

Approximately 35 participants will be enrolled to determine the MTD and/or recommended
dose for further study of PF-07284890 alone and mn combination with bimmetinib 45 mg
BID. Monotherapy dose escalation will imtiate first.

A participant 1s classified as DLT evaluable 1f he/she experiences a DLT (See Protocol
Section 4.3 3) or 1f he/she otherwise in the absence of a DLT recerves at least 75% of the
planned PF-07284890 doses (and at least 75% of the planned bimimetimib doses if the
participant 1s receiving combination treatment) and has received all scheduled safety
assessments during the DLT observation window (first cycle of treatment, a 21-day cycle).

A BLRM will be used to model the DLT relationship of PF-07284890. Thuis model, along
with the EWOC, will puide the dose escalation of PF-07284890 after the completion of the
DLT observation period of each cohort, until adequate DLT data has accumulated throughout
the monotherapy dose escalation to inform the combination BLRM or until the determination
of MTD/recommended dose for PF-07284890 monotherapy.

Cohorts of 2-4 evaluable participants will be treated at each dose level of PF-07284890 on an
outpatient basis starting from 50 mg QD until the determination of MTD/recommended dose
for further study. A munimum of 6 evaluable participants are expected to be treated at
MTD/recommended dose for further study (1e, 6 participants each for both monotherapy and
combination therapy) in order to evaluate safety, tolerability, PK as well as prelininary
activity of PF-07284890 when given at the MTD/recommended dose for further study (both
alone and in combination with bimimetinib). The actual dose increases between dose levels
will be determuned by BLRM/EWOC, safety and observed PK as described in Protocol
Section 4.3.2. In addition, an alternative schedule (eg, BID, dosing holiday) may be
evaluated depending on safety and observed PK._
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BLRM and EWOC will be used to model the DLT relationship of PF-07284890 in
combination with bimmetimb at the approved dose of 45 mg BID (monotherapy dose
escalation will continue simultaneously). Based on preliminary PK and safety, the
combination dose escalation phase of PF-07284890 with binimetimib may be started prior to
the determunation of the monotherapy PF-07284890 MTD/recommended dose for further
study. The starting dose level for PF-07284890 i the combination dose therapy escalation
will not be higher than previously studied doses m the monotherapy escalation and will
satisfy EWOC criteria. The parameters will be derived from the combiation BLRM by
mncorporating DLT data obtained from the PF-07284890 monotherapy escalation and
historical data for binimetinib (see Protocol Section 9.4.1.1).

For both monotherapy and combination therapy dose escalations, toxicities will only be
considered DLTs 1if they occur within the DLT window of the first cycle (21 days).
However, overall safety, including later cycles, and PK data will be evaluated for the
recommended dose for further study determination.

Phase 1b Dose Expansion and a DDI Sub-Study

After identification of the combination MTD/recommended dose for further study,
approximately 40 participants will be enrolled to each of the Cohorts 1-4 and 20 participants
to Cohort 5 of Phase 1b dose expansion based on tumor type, whether bramn involvement 1s
asymptomatic or symptomatic and measurable or non-measurable, prior treatment history
and a history of or current leptomeningeal metastases. The participants intended for each
cohort are described i Protocol Section 1.2 and Section 5. The dose expansion phase
(Cohorts 1-5) will evaluate efficacy, safety and PK at the recommended dose for further
study in combination with bimmetimb.

In addition, approximately 10 participants will be enrolled to a sub-study (Cohort 6) to
evaluate the effect of PF-07284890 in combination with bimimetimib on CYP3A activity
using midazolam as a probe CYP3A4 substrate.

Treatment with study intervention will continue until either disease progression, participant
refusal, unacceptable toxicity occurs, or up to 2 years, whichever occurs first. Participants
who have disease progression but are deriving clinical benefit may continue if criteria are
met and the participant consents to continue treatment (see Protocol Section 7.1.1).
Participants who complete 2 years on study intervention and demonstrate clinical benefit
with manageable toxicity and are willing to continue receiving the study mtervention will be
given the opportumity to continue treatment upon agreement between investigator and
sponsor, using the same safety assessments as were being performed most recently, but with
efficacy monitored at intervals consistent with clinical practice.

Number of Participants

An expected number of approxumately 175-225 participants will be enrolled to study
mtervention. Refer to Protocol Section 9.2 for sample size determunation.

Note: "Enrolled" means a participant's, or his or her legally authorized representative’s,
agreement to participate in a climcal study following completion of the informed consent
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process. Potential participants who are screened for the purpose of determining eligibility for
the study, but do not participate in the study, are not considered enrolled, unless otherwise
specified by the protocol.

Intervention Groups and Duration

The total duration of the study from the beginning of screening to the safety follow-up visit 1s
approximately 2 years.

Safety Review Committee

This study will use an SRC. The SRC will be comprised of participating mvestigators or
their medically qualified designee(s) who have at least 1 participant enrolled m the study and
the Pfizer medical monitor or designee. The SRC members will have voting nights for dose
escalation decisions. For details, please see October 7, 2020 Protocol Admimistrative
Changes and Clarifications for Study C4471001.

Statistical Methods

Adaptive Bayesian approach: The dose escalation in the Phase 1a of the study will be gmded

by a BLRM analysis of the first 21 days (Cycle 1) of DLT data for PF-07284890. Toxicity 1s
modelled using a logistic regression for the probability of a participant expeniencing a DLT at
the given dose. A simular approach will be used to gmde the combination dose escalation for
the PF-07284890 with bimimetimb_

Assessment of participant risk: After each cohort of participants, the posterior distribution for
the nisk of DLT for new participants at different doses of interest for PF-07284890 will be
evaluated. The posterior distributions will be summarnzed to provide the posterior
probability that the nsk of DLT lies within the following intervals:

Under-dosing: [0, 0.16]
Target dosing: [0.16, 0.33]
Overdosing: [033,1]

The EWOC principle: Dosimng decisions are gimided by the EWOC principal. A dose may
only be used for newly enrolled participants if the nisk of over-dosing at that dose 15 less than
25%.

Prior distributions: MAP prior distribution based on clinical/expert opinion information will
be chosen for the logistic parameters. For details, please see C4471001 Technical
Supplement to Appendix 10.9.

For Phase 1b, the expansion arms will be conducted to assess efficacy as well as safety and
tolerability of PF-07284890 in combination therapy with bimmetinib.

In Phase 1b, the primary endpomt of overall response by RECIST version 1.1 and
intracramal response by mRECIST version 1.1 (RANO for pnmary brain tumors) will be
summarized and listed by expansion cohort and disease type. The secondary endpoimts of
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DCR. (overall and intracramal), PFS (overall and infracramal), OS, DoR. (overall and
mntracramal) and TTR (overall and intracramal) will be summarized (graphically where
appropriate) and listed by expansion cohort and disease type.

AFEs will be graded by the investigator according to the NCI CTCAE version 5.0 and coded
using the MedDRA. The number and percentage of participants who experienced any AE,
SAE, treatment-related AE, and treatment-related SAE will be summanzed according to
worst toxicity grades. The summarnies will present AEs on the entire study period.

2.3. Schema
A diagram of the study design 1s displayed in Figure 1 and Figure 2.
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Figure 1. Study Schema for Phase 1a Dose Escalation (Approximately 35 Participants)

BRAF V600-mutant unresectable/metastatic solid tumor progressed following prior
treatment and no satisfactory alternative treatment options (asvmptomatic brain
metastases/primary brain tumors allowed if <4 cm?)

DL1, ..., DLx (monotherapy)®
* Starting dose PF-07284890 50 mg QD

* BLRM design

* Next dose =up to 2% current dose® \

DLx and higher (monotherapy)® DLx (combination)
* BLRM design s Starting dose PF-07284890 DLx
(monotherapy)

* Next dose = up to 2% current dose®
1 + Binimetinib 45 mg BID

* BLRM design

- T ol W - o A B RV . S

e Monotherapy MTD and/or * Combination MTD and/or
recommended dose for further study recommended dose for further
study

a. Once the trough concentration of PF-07284890 at steady state is =0.168 pg/mL (equal to the fu-adjusted
ICs for inhibition of BRAF VG600E) in at least two-thirds of participants at the same dose level (a level at
which anti-tumeor activity m the brain and systemically may be expected), subsequent participants entering
the study duning dose escalation may have a lesion(s) =4 cm and/or be symptomatic in the bramn as defined
in Protocol Secfion 5.1.

b. Intrapatient dose escalation and/or addition of binimetinib may be allowed after 12 weeks of monotherapy
or disease progression. See Protocol Section 4.3.2 3.

c. Ifno DLTs at the current and all prior dose levels, and if the observed trough concentration at steady state
with the current dose is < the calculated ICs; of PF-07284890 in at least two-thirds of participants, the next
dose will not exceed 3x the current dose level. See Protocol Section 4.3.2.
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Figure 2. Study Schema for Phase 1b Dose Expansion and a DDI Sub-Study
(Approximately 40 Participants Per Cohort for Cohorts 1-4, 20 Participants
for Cohort 5 and 10 Participants for Cohort 6)

BRAF V600-mutant unresectable/metastatic solid tumor progressed following >1 prior

standard treatment and no satisfactory alternative treatment options (prior BRAF or

MEK inhibitor within 6 months of study treatment not permitted for cohorts 1-2)

Cohort 1:# Cohort 2:*

melanoma or NSCLC, no prior BRAF or melanoma or NSCLC, no prior BRAF

MEK inhibitor, asymptomatic® in the brain, or MEK inhibitor, symptomatic® in the

measurable disease® in the brain. brain, with measurable disease® in the
brain.

Cohort 3:* Cohort 4:*

melanoma or NSCLC, prior BRAF inhibitor melanoma or NSCLC, prior BRAF

. required, asymptomatic® in the brain, with inhibitor required, symptomatic® in

measurable® disease in the brain. the brain, with measurable® disease in
the brain.

Cohort 5:# Cohort 6:

any solid tumor; history of or current leptomeningeal DDI (midazolam)

metastases; without disease in the brain; with disease in the sub-study

brain that does not meet the requirements for cohorts 1-4;

without or with prior BRAF inhibitor; asymptomatic® or

symptomatic® in the brain.

PF-07284890 at the recommended dose for further study + binimetinib at 45 mg BID

Each cohort will be analyzed for efficacy as a whole and by tumor type (eg, melanoma, NSCLC).

b. Asymptomatic in the brain is defined as, within 14 days of the start of study: no neurological symptoms due
to brain metastases/primary brain tumor; not requiring initiation of or an increase in steroid dosing to
control neurological symptoms due to brain metastases/primary brain fumor; and not requinng inifiation of
Of an increase in anti-epileptic dosing to control seizure activity due to brain metastases/primary brain
tumor. Symptomatic in the brain is defined as any of the above within 14 days of the start of study
treatment.

¢. For Cohorts 1-4: a measurable lesion nmst be at least 0.5 cm and <4 cm in long axis and evaluable by
mRECIST v1.1; if all disease in the brain was previously irradiated, at least 1 lesion must demonstrate
progression by RECIST v1.1 since irradiation.
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3. ENDPOINTS AND BASELINE VARIABLES: DEFINITIONS AND
CONVENTIONS

3.1. Primary Endpoint(s)
Phase la:

e Incidence of Cycle 1 DLTs.
e MTD/recommended dose determination for further study.

e AFEs as characterized by type, frequency, seventy (as graded by NCI CTCAE version
5.0), timing, seriousness, and relationship to study therapy.

e Laboratory abnormalities as characterized by type, frequency, sevenity (as graded by NCI
CTCAE version 5.0), and timing.

¢ Incidence of dose interruptions, dose modifications and discontinuations due to AEs.
Phase 1b:

e Overall response by RECIST version 1.1 and mntracramal response by mRECIST
version 1.1 (RANO for primary brain tumors).

3.2. Secondary Endpoint(s)
Phase 1a:

e PK parameters of PF-07284890 and bimimetinib:
o Single dose: Cmax, Tmax, AUCs, and as data permit, ., AUCis, CL/F and V2/F.
o Multiple dose (assumung steady state 1s achieved): C.. max, Tes max, AUC:: 1, Css min,
and as data permit, CL../F, V../F, t.and R, (AUC., /AUC.q.).

e Overall response by RECIST version 1.1 and mntracramal response by mRECIST
version 1.1 (RANO for primary brain tumors).
Phase 1b:

e AFEs as characterized by type, frequency, sevenity (as graded by NCI CTCAE version
5.0), timing, seriousness, and relationship to study therapy.

e Laboratory abnormalities as characterized by type, frequency, sevenity (as graded by NCI
CTCAE version 5.0), and timing.

¢ Incidence of dose interruptions, dose modifications and discontinuations due to AEs.
e PK parameters of PF-07284890 and bimimetinib:

o Single dose - Cmax, Tmax, AUCLst, and as data permut, t::, AUCis, CL/F and
VA/F.

o Multiple dose (assuming steady state 1s achieved) - C.. max, Tss max, AUC.. ;,
C.s min, and as data permut, CL../F, V../F, t.; and R, (AUC., ; /AUC.4.).

* DCR (overall and imtracramal).
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# PFS (overall and intracramal), OS, DoR (overall and intracranial) and TTR. (overall and
intracramal).

e PK parameters of CYP3A4 probe substrate midazolam:
0  Cumax, Tmax, AUCst, and as data permut, t:, AUCins, CL/F and V/F.

3.3. Other Endpoint(s)
Phase la:

e PF-07284890 PK parameters (single dose Cmax and AUC; multiple dose Css max,
AUC.. ;) in participants )

e CSF concentrations of PF-07284890 (in participants in whom CSF i1s obtamned as SOC).

e Maximal changes in QTcF estimated using a linear mixed effect model

Phase 1b:

e CSF concentrations of PF-07284890 (in participants in whom CSF i1s obtamned as SOC).

3.4. Baseline Variables

Baseline characteristics will be collected according to Schedule of Activities as specified in
the protocol. For the primary analyses, no baseline vanable will be used for stratification or
as covariates in the statistical analysis. Unless otherwise specified, the baseline value 1s
defined as the value collected at the time closest to, but prior to, starting the study
intervention adnmimstration in the first cycle.

Laboratory baseline will be the last predose measurement taken before the first dose of any
component of the study intervention.

3.5. Safety Endpoints

The on-treatment period will be used for all safety assessments. The on-treatment period 1s
defined as the period that starts with the first dose of study treatment and ends at mimimum
(last dose of study treatment + 30 days, start of new anti-cancer therapy - 1 day).
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3.5.1. Adverse Events

Severity of adverse events will be graded according to Common Termunology Criteria for
Adverse Events (CTCAE) version 5.0. Treatment-emergent AE are defined as AEs with
onset date during the on-treatment period.

For the purpose of dose escalation, any of the following AEs occurring in the DLT
observation period (1e, first cycle of treatment, a 21-day cycle) for DLT-evaluable
participants, that are attributable to the study intervention, will be classified as DLTs.

DLT related AEs can be found in section 4.3 3 of the protocol, while definitions of an AE
and an serious adverse event (SAE) can be found in Appendix 3 of the protocol.

3.5.2. Vital Signs

Vital signs mnclude temperature, systolic and diastolic blood pressure, and pulse rate. Details
on the collection of vital signs can be found in section 8.2 6 of the protocol.

3.5.3. Laboratory Data

Details of the laboratory tests can be found mn Appendix 2 of the protocol.

4. ANALYSIS SETS (POPULATIONS FOR ANALYSIS)

Data for all participants will be assessed to determune 1f participants meet the criteria for
mnclusion m each analysis population prior to unblinding and releasing the database and
classifications will be documented per standard operating procedures.

Table 1. Analysis Sets

Population Description

Full analysis set The full analysis set includes all enrolled participants.
"Enrolled" means a participant's, or their legally authorized
representative’s, agreement to participate in a chinical study
following completion of the informed consent process.
Potential participants who are screened for the purpose of
determiming eligibility for the study, but do not participate in
the study, are not considered enrolled, unless otherwise
specified by the protocol

Safety analysis set The safety analysis set includes all enrolled participants who
recerve at least one dose of study intervention. Unless
otherwise specified the safety analysis set will be the default
analysis set used for all analyses.

Per protocol analysis set The per protocol analysis set mcludes all enrolled participants
(Evaluable for MTD) who had at least one dose of study treatment and either
experienced DLT or do not have major treatment deviations
during the DLT observation period.
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Table 1. Analysis Sets

Population Description
Modified Intent to Treat | The per protocol analysis set includes all enrolled participants
(mITT) who had at least one dose of study treatment and either

experienced DLT or do not have major treatment deviations
during the DLT observation period. To be DLT evaluable, a
participant must have received at least 75% of their planned
doses of each study drug for the first cycle and has received all
scheduled safety assessments during the DLT window.

PK analysis sets The PK concentration population 1s defined as all enrolled
participants who are treated and have at least 1 analyte
concentration.

The PK parameter analysis population 1s defined as all enrolled
participants treated who do not have protocol deviations
mfluencing PK parameter assessment, and have sufficient
mformation to estimate at least 1 of the PK parameters of
mterest. As such, the PK parameter analysis population 1s a
subset of the PK concentration population.

Response Evaluable set | The response evaluable population will include all participants
who received at least one dose of study treatment and had
measurable disease at baseline and at least one post baseline
disease assessment.

The PD/Biomarker analysis population 1s defined as all enrolled
participants with at least 1 of the PD/Biomarkers evaluated at
pre and/or post dose.

PD/Biomarker analysis set

5. GENERAL METHODOLOGY AND CONVENTIONS

5.1. Hypotheses and Decision Rules
There will be no formal hypothesis testing in this study.

5.2. General Methods

The data are summarized by dose level cohort, defined by the imitial dose of the study
intervention adnunistered to participants. DLT rates at the study dose levels will be
presented via mean and medians and a Bayesian credible interval based on the posterior
density from the full probability model. This information will also be used for the dose
escalation decision meetings. Unless otherwise specified, all other summaries will be
presented by dose level cohort and overall Additionally, summary tables will include the
total sample size and number missing/not reported. Lastly, missing data may be imputed
according to section 5.3 and unless otherwise specified missing values that are not imputed
will be excluded from the analysis.
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5.2.1. Analyses for Binary Endpoints

Binary data will be summarized using number of unique patient incidence, and confidence
mnterval for binonual proportions will be presented i1f warranted using Clopper-Pearson exact
method.

Binary endpoints in this study include complete response (CR), partial response (PR), stable
disease (SD), progressive disease (PD), disease control rate (DCR) ,objective response rate
(ORR) based on RECIST v1.1, and intracramal response rate based on mRECIST v
1.1/RANO for primary brain tumors (details are provided in sections 8.1.1 and Appendix 9 in
the protocol). Descriptive statistics along with the corresponding 2-sided 95% confidence
mntervals (CI) usmg Clopper-Pearson exact method will be provided for these endponts 1f the
sample size per cohort permuts.

5.2.2. Analyses for Continuous Endpoints

Continuous data will be summarized with the mean, median, minimum, maximum,
coefficient of vanation, standard deviation, and 2-sided 95% confidence intervals if the

sample size permuts.
5.2.3. Analyses for Categorical Endpoints
Categorical data will be summarized by number of umque patient incidence.

5.2.4. Analyses for Time-to-Event Endpoints

The time-to-event data will be presented for individual patient, by dose level cohort, and
overall when applicable. Time-to-event endpoints will be summarized usmng the Kaplan-
Meier method and estimated survival curves will be displayed graphically when appropnate.
Graphs will describe the number of participants at sk over time. The median, quartiles, and
probabilities of an event at particular points in time will be estimated by the Kaplan-Meier
method, when possible based on the number of observed events. Confidence intervals for
medians and quartiles are based on the Brookmeyer-Crowley method. Confidence intervals
for the estimated probability of an event at a particular time point will be generated using the
Greenwood formula.

5.3. Methods to Manage Missing Data

For the analysis of safety endpoints, the sponsor data standard rules for imputation will be
applied. See Climcal Data Interchange Standards Consortmum (CDISC) and Pfizer data
standard (PDS) Safety Rulebooks for details.

5.3.1. Missing Dates

In compliance with Pfizer standards, if the day of the month 1s missing for any date used in a
calculation, the 1st of the month will be used to replace the missing date unless the
calculation results in a negative time duration (eg, date of onset cannot be prior to day one
date). In this case, the date resulting in 0 time duration will be used. Pfizer standards are
also used if both month and day are missing (Jan 1 unless negative time duration). This
excludes the pharmacokinetic and ECG analyses, which will only use the actual date
collected or 1f date not available deem the data nussing.
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5.3.2. Efficacy Analysis

No mmputation will be performed for tumor assessments that will be used for the binary
efficacy endpoints. Every effort will be made to retrieve data in the CRF, however missing
data will be left as 1s. The reasons for missing fumor assessments will be collected.

For the time-to-event endpoints, the missing data handling method will be censoring.
Censoring rules for time-to-event endpoints are detailed in Appendix 1.

5.3.3. Pharmacokinetics

5.3.3.1. Concentrations Below the Limit of Quantification

In all data presentations (except listings), concentrations below the linit of quantification
(BLQ) will be set to zero. (In listings BLQ values will be reported as “<LLQ", where LLQ
will be replaced with the value for the lower limut of quantification.)

5.3.3.2. Deviations, Missing Concentrations and Anomalous Values

In summary tables and plots of median profiles, statistics will be calculated having set
concentrations to missing if 1 of the following cases 1s true:

1. A concentration has been collected as ND (1.e., not done) or NS (1.e., no sample),

2. A dewiation in sampling time 1s of sufficient concern or a concentration has been
flagged anomalous by the pharmacokineticist.

Note that summary statistics will not be presented at a particular time pomt 1f more than
50% of the data are missing.

An anomalous concentration value 1s one that, after verification of bioanalytical validity,
1s grossly inconsistent with other concentration data from the same indrvidual or from
other participants. For example, a BLQ concentration that 1s between quantifiable values
from the same dose 1s considered as anomalous. Anomalous concentration values may
be excluded from PK analysis at the discretion of the PK analyst.

5.3.4. Pharmacokinetic Parameters
Actual PK sampling times will be used in the derivation of PK parameters.
If a PK parameter cannot be derived from a subject’s concentration data, the parameter will

be coded as NC (1.e, not calculated). (Note that NC values will not be generated beyond the
day that a subject discontinues.)

In summary tables, statistics will be calculated by setting NC values to nussing; and statistics
will be presented for a particular dose with =3 evaluable measurements.

If an individual subject has a known biased estimate of a PK parameter (due for example to
dosing error), this will be footnoted in summary tables and will not be mcluded in the
calculation of summary statistics or statistical analyses.
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5.3.5. Pharmacodynamic Parameters

Missing data for the pharmacodynamic parameters will be treated as such and no imputed
values will be derved.

5.3.6. QTc

For the corrected QT (QTc) analyses, no values will be imputed for missing data.

Further details are given in section 6.6 4.

5.4. Statistical Considerations of COVID-19 Impacted Data

In March 2020, the World Health Orgamization (WHOQ) announced a global pandemic of the
virus SARS-CoV-2 and the resulting disease COVID-19. During the conduct of this tnal, 1f
any participant’s data 1s impacted by this pandemic, the following considerations will be
given m the data analyses:

a)

b)

If a participant dropped out of the study during the DLT evaluation window m
Part 1 due to COVID-19, a replacement participant may be added.

Death caused by COVID-19 1s still considered as an “event™ in the analysis of
PFS and OS. If deemed necessary, a sensitivity analysis may be performed where
COVID-19 driven death 1s censored at the death date.

If a scheduled tumor radiographic scan 1s delayed out of the Schedule of Activity
allowable window, or 1s nussing (1.e. participant skipped a scheduled tumor
radiographic scan) due to any reasons related to the pandemuc, this delay or
missingness does not alter the censoring rules for PFS or TTP as described in
Appendix 1. A censoring reason of “COVID-19" may be added to the PFS or TTP
summary 1f the specific reason of tumor scan delay or nussing can be attributed to
COVID-19. If deemed necessary, a sensitivity analysis may be performed where
participants would be censored at the date of their last scan prior to their COVID-
19 diagnosis.

In the confirmed ORR analysis, as described 1n Section 6.1.5. 1f a response can’t
be confirmed by a subsequent tumor scan because of the pandemic (1e., the
subsequent tumor scan wasn’t performed), then the initial response will be
considered as unconfirmed. No sensitivity analysis will be performed.

Any COVID-19 related symptoms are to be captured as adverse events in the case
report form. Those adverse events will be summarnzed in the same manner as
other adverse events. If a label of COVID-19 can be identified in the mvestigator
provided adverse event term, then a separate AE listing may be provided for just
the COVID-19 related events.

If identifiable, the COVID-19 related data pomts, including nissing data where
the reason of missing 1s identified as COVID-19 related (site closure hence data
could not captured; participants skipped a visit because of concern over the
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pandemuc), protocol deviations dniven by COVID-19, safety events caused by
COVID-19 may be separately listed.

6. ANALYSES AND SUMMARIES
6.1. Primary Endpoint(s)
Phase la:

6.1.1. Dose-Limiting Toxicities (DLTs) and MTD

Amnalysis set: Per protocol analysis set. DLTs will be assessed during the first
treatment cycle (1e, the first 21 days) to mform dose escalation and determune the
MTD/RP2ZD.

Analysis methodology:
Statistical Methods:

The dose escalation will be gmided by a Bayesian analysis of DLT data for PF
07284890. Toxicity 1s modelled using two-parameter logistic regression
(Neuenschwander et al., 2014) for the probability of a participant experiencing a DLT
at the given dose.

After each cohort of participants, the posterior distribution for the nsk of DLT for
new participants at different doses of interest for PF 07284890 will be evaluated. The
posterior distributions will be summanzed to provide the posterior probability that the
true DLT rate lies within the following intervals:

Under-dosing: [0, 0.16]
Targeted dosing: [0.16, 0.33]
Overdosing: [0.33, 1]

The escalation with overdose control (EWOC) principle:

Dosing decisions are guided by the escalation with overdose control principal
(Rogatko, 2007). A dose may only be used for newly enrolled participants 1f the risk
of overdosing (DLT rate > 33%) at that dose 1s less than 25%.

Prior distributions:

Weakly mformative prior distributions based on pre-clinical/expert opinion
information will be chosen for the logistic parameters for prior distribution, see
Appendix 11 (1e, section 10.11) of the protocol.

Starting dose:
The starting dose of PF 07284890 1s 50 mg. For tlus dose the prior nisk of overdosing
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15 2.7%, which satisfies the EWOC cnterion. A full assessment of the prior risk to
participants 1s given i Appendix 11 of the protocol.

The trial will be stopped when the following criteria are met:

e At least 6 participants have been treated at the recommended MTD/RP2D, d'.
Where d’ represents a given dose assessed during dose escalation

e The dose d satisfies one of the following conditions:

e The probability (i) that the true DLT rate 1s within the target toxicity
interval at dose d’ exceeds 50%, 1e, Pr{0.16 = my <0.33)=50%.

e A numimum of 15 participants have been treated in the trial.

A table will be provided that summarizes the number of participants treated and the
number of DLTs observed per dose level.

e Missing data: Missing values will not be imputed.

All enrolled participants i Part 1 should have an indicator variable derived to be
erther 1 (yes) or 0 (no) based on the DLT definitions (provided in Section 4.3 3 of
the protocol) and participant’s safety data during the DLT observation window. If
a participant fails to have a value on the indicator variable because the participant
bemg non-DLT-evaluable, the participant may be replaced.

6.1.2. Adverse Events
e Analysis set: Safety analysis set.
e Analysis set: Safety analysis set

e Analysis methodology:

AFEs will be characterized by type, frequency, seventy (as graded by NCI CTCAE
version 5.0, except CRS, which will be graded by ASTCT critenia (Lee et al ,
2019)) timmg, seriousness, and relationship to study therapy. Further description
1s given in Section 6.6.1. The primary focus will be on TEAEs. TEAES 1s defined
as any AE that occurs during the on-treatment period, defined in Section 3.5. AEs
that occur after the on-treatment period may still be recorded in the clinical
database and will be included in the AE listings, but will not be included in the
on-treatment emergent AE summaries.

See Section 6.6.1 for details on the specific AE summarnies to be provided.

e Missing data: If an AFE start or stop date 1s nussing, imputation will be performed
according to Section 5.3. The imputed dates will be used to determune whether the
AF 15 to be included in the TEAE summary. The nussing AE start or stop dates
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will be listed as 1s in AE listings. When the CTCAE grade 1s missing for an AE,
the AE will be excluded from the CTCAE grade summary table.

6.1.3. Laboratory abnormalities

Analysis methodology:

Laboratory abnormalities will be presented as tables and charactenized by type,
frequency, severity (as graded by NCI CTCAE version 5.0), and timing_ For
laboratory tests without CTCAE grade definitions, results will be categonzed as
normal, abnormal high/low, or not done. The number and percentage of
participants who experienced laboratory test abnormalities will be summarized
according to worst toxicity grade observed for each laboratory assay. Shift tables
of baseline grade to worst post-baseline grade will be provided. Quantitative
summaries for change from baseline and percent change from baseline for the
laboratory tests may be provided, if deemed necessary. These summaries will be
presented for the entire on-freatment period and for the various subgroups of the
study (by dose level for Phase 1a and by expansion cohort for Phase 1b).

Hematology, serology and coagulation lab results can be combined into one
summary output. Separate summaries will be created for chenustry tests.
Urinalysis and pregnancy tests will not be summanized and will only be listed.

Missing data: Missmg lab values will not be imputed.

6.1.4. Incidence of dose interruptions, dose modifications and discontinuations due to

AEs

The Safety Analysis Set will be used. Details of analyses are provided in Section 6.5.3.

Phase 1b:

6.1.5. Tumor Response
e Analysis set: Response Evaluable set

Analysis methodology:

e For treatment response, “start date’ 1s defined as the first date that a participant
recerved the study intervention.

e All tumor assessments are by Investigator

e Infracramal Response Rate

Intracranial response rate as assessed using mRECIST version 1.1. Infracramal
response rate 1s defined as the proportion of patients with brain or CNS
mvolvement who achieved a complete response (CR) or partial response (PR) per
mRECIST version 1.1 (details are provided in sections 8.1.1 and Appendix 12 n
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the protocol). Both confirmed intracramal response rate and unconfirmed
intracramal response rate will be determined based on the confirmed and
unconfirmed CR and PR, according to mRECIST (definitions provided below).

* RANO Response Rate

e Response rate as assessed using Response Assessment in Neuro-Oncology
(RANO). RANO response rate 1s defined as the proportion of glioblastoma
patients who achieved a complete response (CR) or partial response (PR) per
RANO (details are provided i sections 8.1.1 and Appendix 13 in the protocol).

e Exftracramal Response Rate

e Exfracramal response rate 1s defined as the proportion of patients with a BOR of
confirmed CR. or confirmed PR in extracramal lesions by Investigator assessment
per Response Evaluation Criteria in Solid Tumors version 1.1 (RECIST v1.1).

¢ Global Overall Response Rate (ORR)

¢ Global overall response rate (ORR) 1s defined as the proportion of patients with a
BOR of confirmed CR. or confirmed PR by Investigator assessment in intracramial
metastasis and extracramal lesions per mRECIST v1.1 (or RANO for
glioblastomas) and RECIST v1.1, respectively.

e Duration of Response (DOR)

¢ Duration of response 1s defined as the time from start date (whaich 1s the date of
first documentation of PR or CR) to date of first documentation of objective
progression or death. Both confirmed DOR. and unconfirmed DOR. (uDOR) will
be determuned separately for the subset of participants with a confirmed and
unconfirmed objective response of CR or PR (defined below). DOR will be
derived for Intracramal/RANO response rate, extracramal response rate and ORR.

s Disease Control Rate (DCR)

e A participant with a Best Overall Response (BOR) of CR, PR, non-CR/non-PD or
stable disease (SD) 1s defined as having Disease Control (DC). The DC rate 1s
defined as the percentage of participants with DC in the specified analysis set.
The start date for treatment response 1s defined as the first study treatment date.

e Best Overall Response (BOR)

¢ Complete Response (CR): Two objective statuses of CR a mummum of 4 weeks
apart documented before PD.
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Partial Response (PR): Two objective statuses of PR or better (PR followed by
PR or PR followed by CR) a ummum of 4 weeks apart documented before PD,
but not qualifying as CR. Sequences of PR- Stable- PR are considered PRs as
long as the two PR. responses are observed at a mummum of 4 weeks apart.

Stable Disease (SD) (applicable only to patients with measurable disease at
baseline): At least one objective status of stable disease or better documented at
least 6 weeks after start of treatment and before PD but not qualifying as CR or
PR

Non-CR/non-PD (applicable only to patients with non-measurable disease at
baseline): at least one non-CR/non-PD assessment (or better) documented at least
5 weeks after start of treatment and before first documentation of PD (and not

qualifying for CR or PR).

Progressive Disease (PD): Progression documented within 12 weeks after “start
date’ and not qualifying as CR_ PR or SD.

Not Evaluable (NE): All other cases. Note that reasons for NE should be
summarized and the following reasons could be used:

e No adequate baseline assessment
e No evidence of disease at baseline

e No post-baseline assessments due to early death, 1e_, death prior to 6 weeks
after “start date’.

¢ No post-baseline assessments due to other reasons
e All post-baseline assessments have overall response NE
e New anti-cancer therapy started before first post-baseline assessment

s SD of msufficient duration (<5 weeks after “start date’ without further
evaluable tumor assessments)

s PD too late (>>12 weeks after start of treatment)

e Special and rare cases where BOR. 1s NE due to both SD of msufficient
duration (“too early’) and late PD will be classified as ‘SD of msufficient
duration.

Unconfirmed CR (uCR) 1s defined as one objective status of CR documented
before PD.
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Unconfirmed PR (uPR) 1s defined as one objective status of PR documented
before PD but not qualifying as uCR_

Note: An objective status of PR, SD, or Non-CR/Non-PD cannot follow one of CR.
SD can follow PR only in the rare case that tumor mcreases by less than 20% from
the nadir, but enough that a previously documented 30% decrease from baseline no
longer holds. If thus occurs the sequence PR — SD — PR 1s considered a confirmed
PR. A sequence of PR — SD — SD — PD would be a best response of SD if the
window for SD definition has been met.

Patients with a BOR. of “Not Evaluable™ (NE) based on confirmed responses will be
summarized by reason for having unknown status. The following reasons will be used:

No adequate baseline assessment.
No post-baseline assessments due to early death

No post-baseline assessments due to COVID-19 (1e, patients muss tumor
assessment visits due to COVID-19 pandemic).

No post-baseline assessments due to other reasons.
All post-baseline assessments have overall response NE.
New anticancer therapy started before first post-baseline assessment.

SD of msufficient duration (<6 weeks after date of the first dose without further

evaluable tumor assessments).

PD >12weeks after date of the first dose (1e, tumor assessment of PD was =12
weeks after date of the first dose and there was no tumor assessment in between).

Special and rare cases where BOR 1s NE due to both SD of insufficient duration (SD <6
weeks after date of the first dose) and late PD (PD >12 weeks after date of the first dose) will
be classified as “SD of msufficient duration™. A figure for duration of exposure and BOR. in
brain metastasis (confirmed) per mRECIST v1.1 will be created.

A waterfall plot will be created to show the best percentage change from baseline in the sum
of longest diameters of all target brain and extracramial metastases (separately and

combined).

e Tumor response will be presented in the form of participants data listings that include, but
are not limited to: tumor type, actual received day 1 dose, tumor response at each
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assessment, and best overall response. Progression date, death date, date of first response,
last assessment date, and date of last contact will also be listed. Additionally, a graphical
representation (swimmer plot) will be provided to display tumor response overtime and a
waterfall plot displaying the best percentage change in fumor size will be provided.

e Missing data: Data after the study intervention 15 discontinued and rescue will be
excluded; intermediate nussing values (1e, values collected between baseline and the last
study measurement) will not be imputed.

6.2. Secondary Endpoints

Phase la:

6.2.1. Pharmacokinetic Analysis
e Analysis set: PK analysis set

Plasma concentrations of PF-07284890 will be summarized descriptively (n, mean, standard
deviation, coefficient of vanation, median, minimum, maximum, geometric mean and its
associated coefficient of vanation) by dose, cycle, day and nominal time. This summarization
will also be reported for PF-07284890 admimistered alone and coadmimistered with
binimetinib. Plasma concentrations of binimetinib will be summarized descriptively (n,
mean, standard deviation, coefficient of vanation, median, nummum, maximum, geometric
mean and 1ts associated coefficient of varation) by dose of PF-07284890, cycle, day and
nominal time, and again by cycle, day and nonmunal time.

Individual participant plasma concentration-time data of PF-07284890 within a dose interval
after Cycle 1 Day 1 and Cycle 1 Day 14 will be analyzed using noncompartmental methods
to determune smgle- and multiple- dose PK parameters.

Single-dose PK parameters of PF 07284890, where appropriate, to be estimated will include
the maximum plasma concenfration (Cmax), time to maximum plasma concentration (Tmax),
and area under the plasma concentration versus time curve (AUC) from time 0 to the last
sampling time point within the dose interval (AUClast), AUC within the first dose interval
(AUCtau), and if data pernut, AUC from time 0 extrapolated to infimty (AUCinf), termunal
elimination half hife (t1/2), apparent oral plasma clearance (CL/F), and apparent volume of
distribution (Vz/F).

Multiple-dose PK parameters of PF 07284890, where appropnate, to be estimated wall
include steady state Cmax (Cmax ss), time to maximum plasma concentration at steady state
(Tmax ss), AUC within one dose interval at steady state (AUCtau,ss), area under the plasma
concentration versus time curve (AUC) from time 0 to the last sampling time poimnt within the
dose interval at steady state (AUClast ss) mimimum plasma concentration (Cmuin ss), steady-
state CL/F (CLss/F), and 1f data permut, apparent volume of distribution (Vss/F), t1/2, and
accumulation ratio (Rac) for AUCtau and Cmax.

Dose normalized parameters including AUCinf, AUCtau, ss, AUClast, Cmax and Cmax ss
will be generated by dividing the parameter value by the nominal dose level.
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The single dose and steady state (1e, multiple dose) PK parameters described above will be
listed and summarized desmphvely (n, mean, standard deviation, coefficient of varnation,
median, mmmum maximum, geometfric mean and its associated coefficient of vanation) by
dose level, analyte, cycle, CYP2D6 genotype and day.

Dose normalized AUCinf, AUCtau ss, AUClast, Cmax and Cmax ss will be plotted against
dose (using a logarithmic scale) by cycle and day. These plots will include individual
participant values and the geometric means for each dose. PK parameters of AUCmnf,
AUCtau,ss Cmax, and Cmax ss and will be used for an informal dose proportionality analysis
using the power model. All PK parameters and dose levels will be analyzed on the log scale.
A linear mixed model will be used with In(dose) as the fixed effect and patient as random
effect. The 90% confidence interval of the slope will be computed from this model.

For Phase 1b Cohort 6, plasma concentrations of midazolam will be summanzed
desmpt:wely (n, mean, standard dewviation, coefficient of variation, median, minimum,
maximum, geometric mean and its associated coefficient of vanation) by day and nomunal
tume.

Individual participant plasma concentration-time data for mudazolam on Day -7, Cycle 1 Day
1 and Cycle 1 Day 15 will be analyzed using noncompartmental methods to determine
single-dose PK parameters. PK parameters to be estimated will include the plasma Cmax,
Tmax, and AUClast, and if data permut, AUCmf, t¥4, CL/F, and Vz/F. Midazolam PK
parameters will be summarized dESCI‘lPthEl‘_F,F (n, mean, standard deviation, coefficient of
variation, median, numimum, maximum, geometric mean and 1ts associated coefficient of
variation) by day.

If appropnate, a mixed effects model will then be used to analyze natural log-transformed
midazolam AUClast. This model will have a fixed effect term for treatment, with participants
considered random. Compound symmetry will be assumed and estimation will use REML.
The difference in treatment means will be determined along with their associated 90% CI. If
appropnate, midazolam Cmax and AUClast will also be analyzed using a mixed effects
model with a fixed effect of treatment and participant as random. There will be no such
statistical analyses of other parameters (eg, Tmax, CL/F, and t%2).

6.2.2. Tumor Response
Tumor response will be analyzed and reported as decribed in section 6.1.5.

Phase 1b:

6.2.3. Adverse Events
Adverese events will be analyzed and reported as decnibed in section 6.1.2.

6.2.4. Laboratory abnormalities
Laboratory abnormalities will be analyzed and reported as decnibed 1n section 6.1.3.
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6.2.5. Incidence of dose interruptions, dose modifications and discontinuations due to
AEs

The Safety Analysis Set will be used. Details of analyses are provided in Section 6.5.3

6.2.6. Pharmacokinetic Analysis
Pharmacokinetics data will be analyzed and reported as decribed msection 6.2.1.

6.2.7. Disease Control Rate
. Analysis set: Response Evaluable

Disease control rate (DCR) 1s defined as the proportion of patients with a BOR of CR, PR or
SD by Investigator assessment. DCR will be calculated for intracramal and global assessment
(brain metastasis and extracramal lesions).

6.2.8. Progression-free Survival

. Analysis set: Response Evaluable

Progression-free survival (PFS) 1s defined as the time from date of the first dose of study
treatment to the earliest documented disease progression by Investigator assessment, or death
due to any cause, whichever occurs first. If a patient has not had a PFS event at the time of
the analysis cutoff or at the start of any new anticancer therapy, PFS 1s censored at the date of
last adequate tumor assessment.

PFS will be calculated for brain metastasis per mRECIST v1.1 and global assessment
(brainmetastasis and extracranial lesions) as follows:

PFS (months) = (date of event or censoring — date of first dose +1)/30.4375

The algorithm to derive the outcome, event dates and reasons for censoring for PFS will be
the same as that to derive those for the analysis of DOR. (Section 6.2.11). The censoring and
event date options to be considered for PFS analysis are presented i Table 2.

PFS time will be estimated using the same Kaplan-Meier method as described for DOR. in
Section 6.2.11. The PFS rate at 3, 6, 9, 12, 15 and 18 months will be estimated with
corresponding 2-sided 95% Cls.

Frequency (number and percentage) of participants with each event type (PD or death) and
censonng reasons will be presented along with the overall event and censor rates. Reasons
for censoring will be summarized according to the categories in Table 3. In addition, time to
progression/censoring, event, and censoring reasons will be listed.
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Table 2 PFS and DOR Ouicome and Event Dates

Situation Date of Outcome
Progression/Censoring

Mo adeguate baseline assessment * | Date of first dose ® Censored *

PD or death Date of PD or death Event

- after at most one mussing or

madequate postbaseline tumor

assessment, or
- <8 weeks ((£3-day window) after
date of first dose

PD or death Date of last adequate
- after >=2 missing or inadequate | tumor assessment®
postbaseline tumor assessment, or | documenting no PD

No PD prior to new anticancer | Censored
New anticancer therapy given therapy, or missed
prior to PD or death tumor assessments

a This criferion only applies to PFS censoring. If the participant dies <6 weeks after date of first dose and and
did not initiate new anticancer therapy, the death 1s an event with date on death date (6 weeks is 2 times the
length of the first 2 tumor assessment intervals).

b If there are no adequate post-baseline assessments prior to the PD or death, then the fime without adequate

assessment should be measured from the date of first dose; if the criteria is met, the censoring will be on the
date of first dose.

Table3  PFS Censoring Reasons and Hieararchy

Hierarchy | Condition Censoring Reason

1 No adequate baseline assessment No adequate baseline
assessment

2 Start of new anticancer therapy before event | Start of new anticancer
therapy

3 Event after 2 or more missing or mnadequate | Event after nussing or

postbaseline fumor assessment/start date madequate assessments
4 Mo event and [withdrawal of consent date = Withdrawal of consent

date of first dose OR End of study (EOS) =
Subject refused further follow-up]

5 No event and lost to follow-up in any Lost to follow-up
disposition page

6 No event and lost to follow-up in any No adequate post-baseline
disposition page tumor assessment

7 No event and none of the conditions in the Ongoing without an event

prior hierarchy are met
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6.2.9. Overall Survival
. Analysis set: Full Analysis Set

OS will be calculated in months as follows:
OS (months) = (date of death or censoring — date of first dose +1)/30.4375

OS time will be estimated using the same Kaplan-Meier method. The OS rate at 6, 12, 18, 24,
30 and 36 months will be estimated with corresponding 2-sided 95% Cls.

Frequency (number and percentage) of patients with death events and censoring reasons will
be presented by cohort along with the overall event and censor rates. The event and ensoring
reasons are as follows:

e Death:
e Death due to COVID-19.
¢ Ongoing and no death.
e Withdrawal of consent.
e Lost to follow-up.

The OS time or censoring time and the reasons for censoring will also be presented in a
patient listing
6.2.10. Duration of Response

. Analysis set: Response Evaluable
Duration of response (DOR) 1s defined as the time from date of the first radiographic
response (CR or PR) to the earliest documented disease progression or death due to any

cause. DOR. will be calculated for intracramal and global assessment (brain metastasis and
extracramal lesions). Table 2 shows the censoring and event options.

6.2.11. Time to Response
. Analysis set: Response Evaluable

For patients with an objective response, time to response 1s the time from treatment start to
date of first documentation of objective response (PR or CR).

TTR (days) = [first date of OR — date of first dose +1]

Only descriptive statistics will be provided for this endpoint. TTR will be summarized using
simple descriptive statistics (mean, SD, median, nun, max, Q1, Q3).

TTR will be calculated for intracranial and global assessment (brain metastasis and
extracranial lesions).
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6.2.12. PK parameters of CYP3A4 probe substrate midazolam

For Cohort 6, Cmax, Tmax, AUCIst, and as data permit, t:., AUCxws, CL/F and V>/F will be
calculated and reported.

6.3. Tertiary/Exploratory Endpoints

Phase 1a:

6.3.2. CSF concentrations

The concentration of PF-07284890 in CSF, as well as time-matched PK samples, will be
listed for individual subjects. As CSF samples are only obtained when they are needed as part
of standard of care, these data may only be obtained for a small number of patients.
Additionally, the time of the CSF samples relative to drug adninistration will be

mconsistent. Given the challenges, these data will not be summarized.

6.3.3. Biomarker Analyses
e Analysis set: Biomarker analysis set and PK analysis set

PK and biomarker W)? safety endpoint or efficacy data
from this study may be analyzed using modeling approaches and may also be pooled with
data from other studies to investigate any association between PF 07284890 exposure and

biomarkers or significant safety endpoints. The results of these analyses, if performed, may
be reported separately and are detailed in the bSAP.

6.3.4. PK- QTcF relationship
e Analysis set: PK analysis set

Matched PK and ECG data from Phase 1a may be used to investigate any possible
relationship between PF-07284890 exposure (as measured by PK assessments of PF-
07284890 plasma concentration) and QT prolongation. To investigate the possible
relationship between PF-07284890 concentration and change from baseline in QTcF,
hereafter denoted AQTcF, a linear mixed effect model will be used to quantify the
relationship between AQTcF and time-matched plasma concentrations of PF-07284890.
Time-matched PK and triplicate ECG data will be used in the analysis. The model will be of
the form:

AQTcF =a + bx Baseline QTcF + cx Cp
where Cp 1s the loganithm of time-matched plasma concentration of PF-07284890, a 1s the
mntercept, b and c are the slope for Baseline QTcF and Cp, respectively. 90% CI around b and
¢ will be determined. Coadmunistration of bimmetinib will be tested as a covanate.
Additional model structures may be tested as appropriate. The AQTcF at Cmax of the RP2D
will be calculated.
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Phase 1b:

6.3.6. CSF concentrations
CSF concentrations will be analyzed and reported as decribed 1n section 6.3 2.

6.3.7. BiomarkerAnalyses
Biomarkers will be analyzed and reported as decribed in section 6.3 3.

6.4. Subset Analyses

There are no planned subset analyses.

6.5. Baseline and Other Summaries and Analyses

6.5.1. Baseline Summaries

Baseline characteristics such as demographics, prior medication, and pnmary diagnosis will
be tabulated and listed. The Safety Analysis Set will be used.

6.5.2. Study Conduct and Participant Disposition

An accounting of the study participants will be tabulated. The participant dose level cohort
will be listed. The Full Analysis Set will be used.

Participant discontinuation from treatment and study will be tabulated and listed for each
participant separately with their reason for discontinuation. The Safety Analysis Set will be
used.

6.5.3. Study Treatment Exposure
The Safety Analysis Set will be used.

Dose modifications are described in the protocol. The following will be summarized by
treatment dose level and overall:

e Number of subjects;

¢ Median and range of number of treatment cycles started;

e Number (%) of subjects starting a treatment cycle (1, 2, 3._);

e Number (%) of dose mterruptions (mnclude both known and unknown dates). Dose

interruptions 1s defined as as a planned dosing day with 0 mg total dose administered.
Missing doses on unknown dates will be included in the summary. Note: Dose
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interruptions apply to unexpected dose mterruptions and not the one-week treatment
holiday given in each treatment cycle;

Number (%) of dose interruptions related to AEs, defined as “Was the Actual Dose
adjusted from planned?” = “ADVERSE EVENT(S)” and “Latest Action Taken with
Study Treatment:” = “DOSE INTERRUPTED";

Number (%) of subjects with dose reductions. A dose reduction 1s defined as a day
when the actual dose 1s less than the planned dose at enrollment and the acutal dose 1s
greater than 0 mg (1.e_, missed doses are not counted as a reduction);

MNumber (%) of dose reductions related to AEs, defined as “Was the Actual Dose
adjusted from planned?” = “ADVERSE EVENT(S)” and “Latest Action Taken with
Study Treatment:” = “DOSE REDUCED";

Number (%) of participants with dose reductions or mnterruptions for each reason (AE
vs wsufficient climcal response vs Other);

Days on treatment (median, range).
Number of treatment cycles received per subject (median, range);
Number of treatment cycles received before 1st reduction (median, range);

Number of treatment cycles received before 1st interruption (median, range).

The following will be summanzed for cumulative dose by dose level:

Summary statistics (mean, median, standard deviation and range) of cumulative dose
and cumulative percent of adnunistered dose (compared to planned dose);

Actual dose mtensity (mg/day): Defined as cumulative actual dose recerved (mg)
divided by the number of doses scheduled per protocol during treatment period;

Ratio of actual dose intensity to planned dose intensity. Where planned dose mntensity
1s defined as a participant’s planned starting dose.

Listings by subject (ordered by dose level): start date and stop date of dosing period within
each cycle (including records with 0 mg), total daily dose recerved for each dosing period,

any missed doses with unknown dates (yes/no), number of missed doses with unknown dates

¥

reason for any dosing changes, and cycle number relative to the dosing period.

Listings by subject and cycle (ordered by dose level): cycle length, total planned dose, total
actual dose received, percentage of planned dose, dose reduction (yes/no), and dose
interruption (yes/no).
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6.5.4. Concomitant Medications and Nondrug Treatments

Prior, conconutant, and further therapies (drug and non-drug treatments) will be coded by the
World Health Orgamization (WHO) medical dictionary. Listings of prior, concomutant, and
further therapies will be provided separately.

6.6. Safety Summaries and Analyses

All safety analyses will be performed on the Safety Analysis Set.

Summarnes and analyses of safety parameters will include all participants in the safety
analysis set.

AFEs, ECGs, blood pressure (BP), pulse rate, ophthalmic exanminations and safety laboratory
data will be reviewed and summarnized on an ongomg basis during the study to evaluate the
safety of participants. Any climcal laboratory, ECG, BP, and pulse rate abnormalities of
potential clinical concern will be described. Safety data will be presented in tabular and/or
graphical format and summanzed descriptively, where appropnate.

Medical history and physical exanination and neurological examination information, as
applicable, collected during the course of the study will be considered source data and will
not be required to be reported, unless otherwise noted. However, any untoward findings
1dentified on physical/or neurological examinations examinations conducted during the
active collection period will be captured as AEs, if those findings meet the definition of an
AE_ Data collected at screening that are used for inclusion/exclusion criteria, such as
laboratory data, ECGs, and vital signs, will be considered source data, and will not be
required to be reported, unless otherwise noted. Demographic data collected at screening will

be reported.

6.6.1. Adverse Events

AFEs will be graded by the mvestigator according to the CTCAE version 5.0 and coded using
the Medical Dictionary for Regulatory Activities (MedDRA, version 23.1). Adverse event
data will be reported in tables and listings. Summaries of adverse event by system organ
class and preferred terms, toxicity grade, and seriousness and relationship to study treatment
will be presented, as well as summaries of adverse events leading to death and premature
withdrawal from study treatment. The number and percentage of participants who
experienced any AE, SAE, treatment related AE, and treatment related SAE will be
summarized according to worst toxicity grades. The summaries will present AEs across the
entire study period. A table summanzing whether deaths were on (1e., death < 30 Days
From Last Dose of Study Treatment) or off study treatment (1.e_, death > 30 Days From Last
Dose of Study Treatment) will be provided. Additionally, listings of DLTs and deaths will be
provided. Death and SAE mformation will be based on the data captured from the CRF.

6.6.2. Physical Examination

Participants will have a physical examination to include weight, vital signs, assessment of
ECOG performance status and height; height will be measured at baseline only.
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6.6.3. Vital Signs

Vital signs will consist of systolic and diastolic blood pressure, and pulse ratemeasurements.
Cntena for clinically relevant abnormal findings are provided m Appendix 1. Measurements
that meet these criteria will be listed.

6.6.4. Electrocardiograms

The analysis of ECG results will be based on participants in the Safety Analysis Set with
baseline and on-treatment ECG data. Baseline 1s defined as measurements taken at Cycle 1
Day 1 pre-dose (see SoA 1n protocol for details).

Changes from baseline for the ECG parameters QT mterval, heart rate, QTc interval, pulse
rate mterval, and QRS complex will be summanzed by treatment and time_

The number (%) of participants with maximum postdose QTcF values and maximum
increases from baseline in the following categories will be tabulated by treatment cohort:

Safety QTcF Assessment

Degree of Prolongation Mild (msec) Moderate (msec) Severe (msec)
Absolute value =450-480 =480-500 =500
Increase from baseline NA 30-60 =60

In addition, the number of participants with QTcF values >500 msec will be summarized.

Electrocardiogram (ECG) measurements (an average of the triplicate measurements) will be
used for the statistical analysis and all data presentations.

If more than 1 ECG 1s collected at a nomunal time after dose admimistration (for example,
triplicate ECGs), the mean of the replicate measurements will be used to represent a sigle
observation at that time point. If any of the 3 mndividual ECG tracings has a QTcF value
=500 msec, but the mean of the triplicates 1s not >500 msec, the data from the participant’s
mndividual tracing will be described in a safety section of the CSR in order to place the
>500-msec value in appropniate clinical context. However, values from individual tracings
within triplicate measurements that are >500 msec will not be included m the categorical
analysis unless the average from the triplicate measurements 1s also >500 msec. Changes
from baseline will be defined as the change between the postdose QTcF value and the
average of the predose triplicate values on Day 1.

In addition, an attempt will be made to explore and characterize the relationship between
plasma concentration and QT mterval length using a PK/pharmacodynamic modeling
approach. If a PK/pharmacodynamic relationship 1s found, the impact of participant factors
(covanates) on the relationship will be examned.

The analysis of ECG results will be based on participants in the Safety Analysis Set with
baselme and on-treatment ECG data.
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ECG measurements (an average of the triplicate measurements) will be used for the
statistical analysis and all data presentations. Any data obtained from ECGs repeated for
safety reasons after the nonunal time-points will not be averaged along with the preceding
triplicates. Interval measurements from repeated ECGs will be included mn the outher
analysis (categorical analysis) as individual values obtained at unscheduled time points.

QT mtervals will be corrected for heart rate (HR) (QTc) using the standard correction factor
of Fridenicia. Data will be summarized and listed for QT, HR, RR, pulse rate, QRS, QTcF,
time and dose. Descriptive statistics (n, mean, median, standard deviation, mummum, and
maximum) will be used to summarize the absolute corrected QT mterval and changes from
baseline in corrected QT after treatment, by dose and tume point.

6.6.5. Clinical Safety Laboratory Assessments
Safety laboratory tests will be performed as described in the protocol

To determune 1if there are any chinically sigmificant laboratory abnormalities, the
hematological, chinical chemustry and urinalysis safety tests will be assessed agamst the
critenia specified in the sponsor reporting standards. The assessment will take into account
whether each subject’s baseline test result 1s within or outside the laboratory reference range
for the particular laboratory parameter.

The data will be summarized with respect to demographic and baseline characteristics,
efficacy observations and measurements, safety observations and measurements,
pharmacokinetic and biomarker measurements.

7. INTERIM ANALYSES

No formal interim analysis will be conducted for this study. As this 1s an open-label study,
the sponsor may conduct unblinded reviews of the data durning the study for the purpose of
safety assessment, facilitating dose-escalation decisions, facilitating PKmodeling, and/or
supporting climical development.
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9. APPENDICES
Appendix 1. Time to Event Data Analysis Censoring Rules

Table 4 05 Outcome and Event Dates

Situation Date of Death/Censoring Outcome
Alive Date of Last Contact Censored
ath due to any cause Date of Death Event
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Appendix 2. Categorical Classes for ECG and Vital Signs

Clinically Relevant Categories for QTcF

QTcF (msec) max. <450

450< max. <480

480< max. <500 | max. >500

increase from
baseline

QTcF (msec) 30< max. <60 max. =60

Clinically Relevant Categories for Pulse Rate and QRS

Pulse Rate (msec) max. =300

Pulse Rate (msec) increase Baseline =200 and max_ Baseline <200 and max. =50%
from baseline >25% mcrease merease

QRS (msec) max. =200

QRS (msec) increase from Baseline =100 and max. | Baseline <100 and max >50%
baseline >25% mcrease merease

Clinically Relevant Categories for Vital Signs

Systolic BP (mm Hg) min. <90 =160 max.
Systolic BP (mm Hg) change from | max. decrease =30 max. increase =30
baseline

Daastolic BP (mm Hg) min. <50 >100 max.
Daastolic BP (mm Hg) change from | max. decrease =20 max_ increase =20
baseline

Supine pulse rate (bpm) min. <40 max. >120

Measurements that fulfil these criteria are to be listed in the study report.
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Appendix 3. Abbreviations

The following 1s a list of abbreviations that may be used in the SAP.

Abbreviation Term

AE adverse event

ASTCT American society for transplantation and cellular therapy

AUC area under the concentration-time curve

AUCs area under the concentration-time versus time curve from time 0 to
infinity

AUC L area under the concentration-time curve from time 0 to time of last
measurable concentration

AUCqy area under the steady state dose concentration-fime curve over
dosing interval tau

BLQ below the limat of quantification

BLRM Bayesian logistic regression model

BOR. best overall response

BP blood pressure

bpm beats per minute

bSAP biomarker statistical analysis plan

-1 CDISC clinical data interchange standards consortium

CI confidence interval

CL total clearance of drug from eg plasma

Comax maximum observed concentration

COVID corona virus disease

CR complete response

CRF case report form

CRS cytokine release syndrome

CSR clinical study report

CT computed tomography/clinical trial

CTCAE COMmIMon tenlﬂﬂﬁlﬁﬁ criteria for adverse events

DC disease control

DCR disease control rate

DDI drug-drug interaction

DLEM dose level review meeting

DLT dose-limiting toxicity

DOR duration of response

ECG electrocardiogram

EWOC escalation with overdose control

FIH first in human

HR heart rate

ITT intention to treat

LLQ lower limit of quantification

MAP meta-analytic-predictive
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Abbreviation Term
MedDRA medical dictionary for repulatory activities
me mulligrams
mlITT modified-intent-to-treat
mm millimeters
MRI magnetic resonance 1maging
msec millisecond
MTD maximum tolerated dose
NC not calculated
NCI national Cancer Instifute
ND not done
NE not evaluable
NS no sample
NSCLC non-small cell lung cancer
OR overall response
ORR objective response rate
0S overall survival
PD pharmacodynamics(s)/progressive disease
PDS Pfizer data standard
PFS progression-free survival
PK pharmacokinetic(s)
PR partial response
QTc corrected QT
QTcF QTec corrected QT (Fridericia method) using Fridericia’s formula
Rac accumulation ratio based on AUC (observed)
RECIST response evaluation criteria in solid tumors
RP2D recommended Phase 2 dose
SAE serious adverse event
SAP statistical analysis plan
SD stable disease
fi terminal phase half-life
TEAE treatment emergent adverse events
Tmax time fo reach Crax
TTR time to response
WHO world health organmization
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