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1. Introduction

This statistical analysis plan (SAP) is based on MEK-NF-201 protocol amendment 4, dated
17T May 2022 The SAP contains a complete and detailed specification of the statistical analyses.

11 Rationale

MEK-NF-201 is an open-abel, multi-center, Phase 2b study being conducted to detemmine the
efficacy and safety of mirdametinib (PD-0325901) in participants = 2 years old with symptomatic,
inoperable, neurofibromatosis type 1 (NF1}-associated plexiform neurofibromas (PNs).

A Phase 2 study with mirdametinib was previously conducted in participants with NF1-associated
PNs (Weiss, 2021). This Phase 2, opendabel study evaluated 19 participants (range 16 to

39 years) with symptomatic or progressing PNs. Quantitative radiographic response in a target PN
after administration of mirdametinib at a dose 2 mg/m? twice daily (BID) (maximum dose of 4 mg
BID on an intermittent (3 weeks on/1 week off) dosing schedule in 28-day cycles was assessed.
Overall, mirdametinib was well tolerated; no participants discontinued treatment because of a
doselimiting toxicity (OLT). One participant developed two treatment-related Grade 3 adverse
events (AEs) (back and abdominal pain) simultaneously duning Cycle 1; the pain resolved upon
holding the drug and did not recur at the protocol-mandated reduced dose. There were no

Grade 4 or 5 AEs. Five participants (26.3%) required dose reductions while on study: for Grade 3
abdominal andfor back pain (as described above), Grade 1 rash (n = 2), Grade 2 nausea (n = 1),
and Grade 2 fatigue (n = 1). This study demonstrated activity of mirdametinib in participants with a
PN with eight participants (42.1%; 95% confidence interval [Cl]: 20%, 67%) responding to
mirdametinib as defined by a = 20% reduction of the target PN after 1 year of therapy,

Analysis of phamacokinetic (PK) and pharmacodynamic (PD) data from samples collected dunng
Study MEK-NF-201 is descnbed in a separate PK/PD Analysis Plan which documents the
integrated PK/PD analyses for mirdametinib.

2. Study Overview

21 Study Objectives

Table 1: Study Objectives and Endpoints
Primary

o evaluate the confirmed complete and partial f)bjecti\re response rate at the end of the
response (CR + PR) rate of mirdametinib using Treatment Phase (defined as PN decrease
volumetric magnetic resonance imaging (MRI) 2 20% compared to baseline in consecutive
analysis, as assessed by a blinded independent scans 2-6 months apart) using centrally read
central review (BICR), in participants with an MRI volumetric analysis.
inoperable NF1 associated PN that is causing
significant morbidity.
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Secondary

To evaluate the safety and tolerability of mirdametimib
in participants with NF1 and symptomatic inoperable
PN as measured by the incidence of adverse events
(AEs)

Safety endpoints will include incidence of
treatment-emergent adverse events, changes
in laboratory parameters, vital signs, physical
examination findings, and electrocardiograms
(ECGs); Incidence of treatment-emergent
adverse events will also be assessed by dose
formulation.

Tolerability will be assessed according to
toxicities graded by Mational Cancer Institute
(NCI) Common Terminology Crntena for

Adverse Events (CTCAE) Version (v) 5.0;

To determine the duration of response (DoR)

Duration of response for participants whose
best overall confirmed response is complete
response (CR) or partial response (PR) using
centrally read MRI volumetnc analysis

To evaluate the effect of mirdametinib on quality of ife
as measured by patient-reported outcomes (PROs)

Change from baseline in quality of life (Qol)
assessed by the age-specific Pediatric Quality
of Life Inventory

The number of participants with a meaningful

score change as denved from the anchor
analysis.

lo evaluate the eifect of mirdametinb on pain as
measured by PROs

Change from baseline in pain assessed using
the Numenc Rating Scale-11 and Pain
Interference Index (PIl)

The number of participants with a meaningful
score change as denved from the anchor
analysis.

Exploratory

To evaluate the effect of mirdametinib on physical
functioning as measured by PROs

Change from baseline in physical function
status (Patient-Reported Outcomes

Measurement Information System [PROMIS] =
Physical Function/Mobility/Upper Extremity

Scale) in the Treatment Phase

o evaluate baseline functional impaiments
secondary to PN, and the effect of mirdametinib on
functional outcomes depending on PN location

Change in localized strength (dynamometer
and Medical Research Council Muscle Scale),
range of motion, and endurance (6- minute
walk test) of PN associated functional
impaiment in the Treatment Phase

To evaluate time to progression (TTP)

Time to progressive disease using centrally
read MRl volumetnc analysis

To evaluate progression free survival (PFS)

Time to progressive disease or death using
centrally read MRI volumetnc analysis
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o assess [IF and PFS of midametinb versus TIP and PFS using MRI volumetnc analysis
historical controls compared against historical control data

To evaluate the effect of mirdametinib on PN (-]hange from baseline in PN-associated
associated disfigurement disfigurement using standardized photography

To comelate MRI responses with phamacodynamic | Change in levels of pERK and other applicable
(PD) biomarkers in PN biopsies obtained pre- and biomarkers in fumor biopsies at baseline and
post-treatment with mirdametinib Cycle 24 | Early Termination (ET) as detailed
in a separate analysis plan

To assess self-reported overall seventy of symptoms | PGIC and PGIS scores throughout the

and status Treatment Phase

To evaluate the acceptability of the dispersible tablet | Pediatnc Ural Medicines Acceptability

formulation of mirdametinib Questionnaire scores recorded as selfreport
and by caregiver.

To evaluate volumeinc change over ime In the target | Change from baseline in target tumor volume
PN by centrally read MRI volumetric analysis
Best volumetric percentage change from
baseline as well as the time to the best
volumetnc percentage change from baseline

To evaluate the disease control rate of mirdametinib | Disease control rate using centrally read MRI
using volumetnc MRI analysis volumetnc analysis

To evaluate time to response Time to response for participants whose best
overall confirmed response is complete

response (CR) or partial response (PR) using
centrally read MRI volumetnc analysis

2.2 Study Design

MEK-NF-201 is a multi-center, open-abel, single-amm, longitudinal, uncontrolled, Phase 2b study
to evaluate the efficacy, safety, and tolerability of mirdametinib in participants = 2 years of age
with an inoperable NF1-associated PN that is causing significant morbidity.

This study will consist of two phases: the Treatment Phase and the optional Long -Term Follow-Up
(LTFU) Phase. Approximately 100 participants will be enrolled and stratified by age
(approximately 50 participants 2 to 17 years of age and 50 participants = 18 years of age). The
first five participants enmolled in the pediatnc cohort must be 9 to 17 years of age at the time of
signing informed consent/assent. After the first 5 participants have enrolled in the pediatric cohort,
enrollment into this cohort will be paused, and only after Data Monitoring Committee (DMC)
evaluation of at least 2 cycles of cumulative safety data for these 5 participants will the pediatric
cohort be re-opened and potentially expanded down to 2 years of age. Note the adult cohort will
not be affected by this special procedure; participants = 18 years of age will be enrolled
continuously from the outset.
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Participants will be screened for up to 45 days prior to the first dose of study treatment
{mirdametinib) and eligibility will be based on the inclusion and exclusion critena listed in Sections
5.1 and 5.2 of the protocol, respectively. Study treatment will then be administered orally at a dose
of 2 mg/m? BID with a maximum dose of 4 mg BID. Dosing in the Treatment Phase will be on a
28-day cycle with a 3 week on/1 week off schedule for up to 24 Cycles. Eligible participants will
take their first dose of study treatment following all pre-dose assessments on Cycle 1 Day 1. All

participants will remain in the Treatment Phase of the study until radiographic disease progression
(confimed by central review), they discontinue study treatment for any other reason, the study is
stopped by the sponsor for any reason, or the participant has completed the study through

Cycle 24.
Participants who complete Cycle 24 of the Treatment Phase and did not meet withdrawal cntena
detailed in the protocol are eligible to participate in the LTFU Phase. Eligible participants will

continue taking the last dose assigned in the Treatment Phase (approximately 2 mg/m? BID
[maximum dose of 4 mg BID]) of mirdametinib, on an intermittent (3 weeks on/1 week off) dosing
schedule in 28-day cycles. Participants will remain in the LTFU Phase until a withdrawal cntenion

is met as described in Section 7 of the protocol or mirdametinib is commercially available.

A participant is considered to have completed the Treatment Phase if he/she has completed the
Cycle 24 visit (End of Treatment Phase) or has entered the LTFU Phase.

The treatment group labels that will be used in all outputs are presented in Table 2.
Table 2: Study Treatments

Actual Treatment Treatment |Label
PD-0325901 (approximately 2 mg/m2BID} | Mirdametinib

Table 3 and Table 4 present the visit labels that will be used in all outputs for the Treatment and
LTFU Phases, respectively.

Table 3: Study Visits — Treatment Phase

[ Visit Visit Label
Screening Screening
Cycle 1 —Week 1 (Baseline,_study visit day 1) 101
Cycle 1 - Week 3 (Cycle Day 15) CiD15
Cycle 2 —Week 7 (Cycle Day 15) C2D15
Cycle 3 —Week 11 (Cycle Day 15) C3D15
Cycle 4 =Week 15 (Cycle Day 15} CAD15
Cycle 5 —Week 19 (Cycle Day 15) C5D15
Cycle 6 — Week 23 (Cycle Day 15) CED15
Cycle 7 =Week 27 (Cycle Day 15} CiD15
Cycle 9 —Week 35 (Cycle Day 15) CaD15
Cycle 11 —Week 43 (Cycle Day 15) C11D15
Cycle 13 =Week 51 (Cycle Day 15} C13D15
Cycle 15 —Week 53 (Cycle Day 15) C15D15
Cycle 17 —Week 67 (Cycle Day 15) C17D15
Cycle 19 —Week 75 (Cycle Day 15} C19D15
Cycle 21 —Week 83 (Cycle Day 15) C21D15
Cycle 23 —Week 91 (Cycle Day 15) C23D15
Cycle 24 (End of Treatment Phase) — Week 36 (Cycle Day 21) | C24D21
Eary Termination ET
Safety Follow-up — 30 days after last dose SFU
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Table 4: Study Visits - Long-Term Follow-up Phase

[ Visit Visit Label
Cycle 28 (Cycle Day 15) C28D15
Cycle 32 (Cycle Day 15) C32015
Cycle 36 (Cycle Day 15) C36D15
Cycle XX {Cycle Day 15) CXXD151
End of Treatment EOT_
Safety Follow-up = 30 days after last dose LTSFU

The Long-Term Follow-up phase lasts an indefinite amount of time; visits will occur on day 15 of
every 4™ cycle with the cycle number inserted into this visit |abel format.

2.3 Sample Size Determination

Approximately 150 participants will be screened in this study fo assure approximately

100 participants are assigned to the opendabel treatment with mirdametinib. These

100 participants will be stratified by age, with 50 participants ages 2 to 17 years for the pediatnic
cohort and 50 paricipants = 18 years of age for the adult cohort. The sample size was calculated
separately for each stratum to allow for different hypothesized magnitudes of response depending
on the age group of the participants.

An observed objective response rate (ORR) of at least 42% (at least 21 objective responses) in
50 treated adult participants will result in a lower bound of the 95% confidence interval (Cl) that
excludes 28%. This will be considered evidence of clinically significant activity of mirdametinib.
This is equivalent to testing a null ORR rate of 23% compared to a taget rate of 43% with 80%
power and 2-sided alpha of 0.05. Similarly, an observed ORR of 64% (at least 32 objective
responses) in 50 treated pediatnc participants will result in a lower bound of the 95% Cl that
excludes 49%.

For the analysis of safety, there is a 95% chance of observing at least 1 adverse event (AE) that
occurs at an underlying rate of 3.0-% in a sample size of 100 participants.

The assumptions for the response rate in the adult population used for the basis of sample size
estimation are based on the study conducted by Weiss et al (Weiss 2017). As outlined in Section
2.1, the preliminary results from this study descnbe an ORR (as defined by a 20% reduction by of
the target lesion from baseline) of 42% (95% CI: 20% to 67%) in response to one year of
mirdametinib therapy. The results of tumor response post-therapy at > 1 year have not yet been
released. This finding is consistent with the preliminary data of cabozantinib in patients with a
morbid or progressing PN. In a Phase 2 study of cabozantinib in adults > 16 years of age with an
evaluable PN, 8 of 19 patients achieved an objective response (42%) (Shih, 2018).

Sample size assumptions for the pediatric population are based on the intenm results from the
SPRINT study conducted by Gross et al (Gross, 2018). The SPRINT study enrolled 50 patients
aged 3-18 years with inoperable morbid PNs. To date, this study has demonstrated a confirmed
ORR of 68%. These findings are consistent with the preliminary data of another PN study with
trametinib. Twenty-six patients aged 1 to 17 years of age (median 5.5 years) with a measurable
PN were treated with trametinib for a median of 61 weeks (range 3 to 124 weeks). In this study,
12 patients (46%) achieved an objective response (Moertel, 2018). Section 5.2 discusses the
hypotheses that will be evaluated for the pimary efficacy analysis in each age cohort.
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24 Schedule of Activities

The full schedule of activities (SoA) can be found in Sections 1.3 (Treatment Phase) and 1.4
(LTFU Phase) of the protocol.

3. Analysis Populations

The analysis populations of interest are:
+ Full Analysis Set (FAS)
+ PerProtocol Set (PPS)
« Safety Analysis Set

In addition to these, the Enmlled Set is defined as all participants who signed the ICF and passed
Screening.

Each of the analysis populations, as well as their associated cntena forinclusion, are descrbed in
the following sections.

3.1 Full Analysis Set

The FAS is defined as participants who received at least one dose of mirdametinib.
The efficacy endpoints will be based on the FAS.

3.2 Per-Protocol Set

The PPS is defined as the set of all participants in the FAS who have completed at least one
post-baseline disease evaluation and who do not have any major CSR reportable deviations,
including but not limited to efficacy assessments or compliance.

The PPS will be used in a supportive analysis of confimed objective response rate.

3.3 Safety Analysis Set

The Safety Analysis Set is defined as participants who received at least one dose of mirdametinib.
This is an equivalent definition to the FAS.

The Safety Analysis Set will be used for all safety analyses. Since it is equivalent to the FAS, it will
not be presented in any baseline summarnes such as demographics; instead, the FAS summary
will be footnoted to highlight that it is equivalent to the Safety Analysis Set.

4. Study Measures

This section descnbes the measures that are collected and/or denved duning the study at the time

points specified in the SoA (Sections 1.3-1.4 of the protocol). This includes efficacy, safety,
tolerability, and participant charactenstics data.

4.1 Efficacy Measures

The efficacy measures summanzed for this study are confirmed ORR, duration of response,
quality of ife and pain evaluations by PRO, physical function assessments, time to progression,
progression free survival, and formulation acceptability by PRO. The endpoints descnbed in this
section will be analyzed according to the analysis methods descnbed in Section 6.11.
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Baseline efficacy measure values are defined as the most recent assessment taken on or before
treatment start date, unless otherwise specified.

411 Primary Efficacy Measure

The primary efficacy endpoint of interest is the confirmed ORR by the end of Treatment Phase
(i.e., Cycle 24). The confimed ORR is defined as the proportion of participants who have a
confimed 2 20% reduction in target tumor volume as compared to baseline as assessed by a
BICR, and the response needs to be confirmed by BICR in a consecutive tumor assessment
within 2 — 6 months.

To determine the level of target tumor response (complete response [CR], partial response [PR],

stable disease [SD)], or progressive disease [PD]) which are described below, post-baseline
measurement scans are compared to the target PN volume in the pre-treatment MRI scan using

volumetnc data analysis:
+ CR: A complete resolution of the target PN

*  PR: A 2 20% reduction in the volume of the target PN lesion compared to baseline

+« 5SD: Between a < 20% increase and < 20% decrease in the volume of the target PN lesion
compared to baseline

«  PD: Az 20% increase in the volume of the target PN compared to baseline.
(Radiographic disease progression)

The best overall confirmed response (CR, PR, SD, PD, NE - where SD/PD/NE only require a
singular response to be deemed confirmed at that level) will be summanzed. For participants that
remain on treatment after PD, only the best response up to PD will be considered. For participants
who only have one response measurement, and this is a CR or PR (and therefore unconfirmed),

their best overall response status will be set to “Missing™.

All tumor volume measurements will be independently calculated by two BICR readers. In the
case that the two measurements represent different tumor response statuses, as defined above,
an independent adjudicator will make the final decision onwhich response category is recorded at
that visit. The pnimary endpoint analysis will be performed using the adjudicator-selected reader
for those visits where the two BICR readers did not agree.

Tumor volume (mL) will be assessed using MRl scans that will be taken at screening, then every
4 cycles at Cycles 5, 9, 13, 17, 21, 24, and ET for the Treatment Phase, and Cycle 28 and every
4 cycles after that, up to and including end of treatment (EOT), for the LTFU Phase, if applicable.
Only tumor assessments during the Treatment Phase and prior to the first treatment start date in
the long-term follow up will be considered for the determination of confirmed response.
Unscheduled visits will be mapped to a visit window based on the cntena in Section 5.6.

The FAS will be used to calculate the confirmed ORR. Participants who do not have a
post-baseline MRl assessment or do not achieve a confirmed response will be categonzed as

norHesponders, and their best overall response will be deemed as “Missing”,
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41.21 Duration of Response

Secondary Efficacy Measures

A secondary efficacy objective is to determine the DoR for participants who attain a best
confirmed response of PR or CR using BICR MRI volumetric analysis. Confirmed response is

defined in Section 4.1.1.

DoR is defined as the time in months between the first instance of response that is subsequently
confirmed, until the date of radiographic disease progression or death, whichever occurs first. The

DoR will be summanzed in months as follows: (date of event (i.e. radiographic disease
progression or death) or censoring — date of first response + 1)/ 365.25 *12.

For participants who enter the LTFU Phase, all MRI assessments in both the Treatment Phase
and LTFU Phase will be used to determine DoR. Those who achieved a DoR of at least 12
months are considered to have experienced a durable response.

Participants without radiographic disease progression or death while on study will have their
results censored to their most recent adequate (i.e. evaluable) tumor assessment date.

If participants receive any surgery impacting the target PN or start subsequent systemic therapy

for the treatment of PNs prior to radiographic progression, then the participant is censored at the

last adequate tumor assessment prior to target PN surgery or subsequent PN treatment. The
rules for censonng and events for the duration of response are summanzed in Table 5 below.

Table 5: Censoring and Event rules for DoR
Situation Date of Censonng or Event Outcome
Mo adequate tumor assessment post Date of tumor assessment that Censored
confirmed response resulted in response confirmation
Mo radicgraphic disease progression or | Date of last adequate tumor Censored
death post confimed response assessment
MNew surgery or subsequent anticancer Date of last adequate tumor Censored
PN therapy started prior to radiographic assessment before the start of new
disease progression post confirmed therapy or surgery
response
Two or more consecutive missing or non- | Date of last adequate tumor Censored
adequate tumor assessments post assessment before the first missing
confirmed response or non-adequate assessment
Radicgraphic disease progression that Date of the earliest tumor Event
has been venfied by BICR post confimed | assessment that results in a finding
response of progression
Death before radiographic disease Date of death Event

progression post confirmed response
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41.21.1 Sensitivity Analyses of Duration of Response

According to the Response Evaluation in Neurofibromatosis and Schwannomatosis (REINS)
cnteria (Dombi, 2013), progressive disease (PD) is defined as an “increase in the volume of the
target lesion by 20% or more compared to baseline or the time of best response after
documenting a PR." In order to assess the durability of the response using a similar cntenon, the
following sensitivity analyses will be performed using the PN volume from the two central readers,
separately by each reader:

+« DoR applying the REINS cntena using all scans (lL.e. considenng scans from both the
Treatment Phase and the LTFU phase); defined as the time from the first response which
was subsequently confirmed to the denved disease progression scan using BICR PN
volume data or death. That is, if a participant had an early confimed response, a
subsequent increase of at least 20% from the confirmed response would not necessanly

be considered PD at that timepoint; for example, if the participant had MRI scans showing
an even larger shnnkage in target PN volume at later scans, then the lamgest tamget PN
shrinkage at the later timepoint would be considered the best response when determining

PD according to the REINS critenia.

+« DoRapplying REINS using real-time review, defined as the fime from first response which
was subsequently confirmed to the denved disease progression scan using BICR PN
volume data or death considening only the scans up to and including each visit, to assess
PD in a real-time review. That is, if a participant had an early confirmed response, a
subsequent increase of at least 20% from the confirmed response would be considered
PD at that timepoint, regardless of if the participant had MRl scans showing an even
larger shrinkage in tamet PN volume at later scans.

The censonng rules forthe sensitivity analyses will be the same as for the main DoR analysis and
will follow Table 5.

41.2.2 Patient-Reported Outcomes [PROs)

Additional secondary efficacy objectives focus on the impact of mirdametinib on participant quality
of life (QoL) and pain using the following PROs:

+ Pediatnc Quality of Life Inventory (Peds(L)
+« Numenc Rating Scale-11 (NRS-11)
+ Pain Interference Index (PII).

41.221 Pediatric Quality of Life Inventory (PedsQL)

The PedsCL 4.0 Genenc Core Scales are multidimensional self report and parent proxy-report
scales to assess health-related quality of life (HRQol) in children, adolescents, young adults, and
adults with a recall peniod of 7 days. It is a bnef standardized HRQol scale with good reliability

and validity. It consists of a 23-tem core measure of global Gol and can be completed in
approximately 5 minutes. The questions are split into four dimensions, each of which can have an

overall scale score calculated.

The secondary endpoint Change from baseline in quality of life (Qol) assessed by the age
specific Pediatnc Quality of Life Inventory will be evaluated using the following PedsCL scores:

+ Physical functioning,
« Emotional functioning,
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+ Social functioning,
+ Schoolfwork functioning,
+« Total score.

PedsCOL items are answered on a Likert scale with responses ranging from 0 to 4 (where 0 means
it is never a problem and 4 means it is almost always a problem). These items are then reverse
scored and linearly transformed to a 0-100 scale as follows: 0=100, 1=75, 2=50, 3=25, 4=0.
Overall scale scores are calculated as the mean of the scores forthe questions in said scale (or of

all questions for the total score).

Participants complete PedsQL at the time points specified in the SoA (Sections 1.3-1.4 of the
protocol).

41.22.2 Numerical Rating Scale=11 {NRS-11)

The NRS-11 is a self-report segmented 11-point numernc scale that assesses pain seventy over
the past 24 hours. The NRS-11 is administered daily over 7 consecutive days, inclusive of the
study visit day, dunng the Treatment Phase as descnbed in the SoA (Sections 1.3-1.4 of the
protocol). For the ET visit, the assessment is only conducted once at the site and not for the
preceding 6 days, Participants = 8 years of age are administered the NRS-11 as a selfreport.

Participants are asked to select the one number from 0 to 10 that best descrbes their worst pain
over the past 24 hours for target tumor pain with 0 representing “no pain® and 10 representing
“‘worst pain you can imagine". The NRS-11 score presented each visit will be taken as the
average of the responses over the 7 consecutive days leading up to and including the visit day,
with no transformation applied. The scale is presented in Appendix 1.3.

4.1.2.23 Pain Interference Index (PIl)

The Pl assesses selfreported consequences of pain on relevant aspects of one's life over the
past 24 hours. The Pll will be administered daily over 7 consecutive days, inclusive of the study
visit day, as described in the SoA (Sections 1.3-1.4 of the protocol). For the ET visit, the
assessment is only conducted once at the site and not for the preceding 6 days. Pain interf erence
refers to the degree to which pain interferes with or limits an individual's daily activities. The Pl
also incorporates items probing sleep and mood. The Pll is universal rather than disease specific.
All participants = 6 years of age complete the Pll as a self report during the Treatment Phase.
Parents or legal guardians of children from 6 to 17 years of age will complete the parent proxy Pl
in parallel.

The Pl consists of 6 questions, each asking the responder to select one number from 0 to 6 that
best descnbes how their/their proxy's pain has impacted vanous items over the past 24 hours with
0 representing “MNot at all” and 6 representing "Completely”. The mean of the completed items is
taken as the Pll score for a single assessment. The Pll score presented each visit will be taken as
the average of the Pll scores over the 7 consecutive days up to and including visit day, with no
transformation applied. The full questionnaire is presented in Appendix 1.4.
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413 Exploratory Efficacy Measures

41.31 Patient-Reported Outcomes Measurement Information System
(PROMIS) = Physical Function/Mobility/Upper Extremity Scale

The PROMIS Physical Function instruments measure self-reported capability rather than actual
performance of physical activities. This includes the functioning of one's upper extremities
(dextenty), lower extremities (walking or mobility), and central regions (neck, back), as well as
instrumental activities of daily living, such as munning emrands. A single Physical Function
capability score is obtained from each short form. This PRO is only completed during the
Treatment Phase.

All participants in the adult cohort with a target PN causing significant physical functioning
impaiment at baseline should complete the PROMIS Short Form v2.0 — Physical Function 8b. For
all participants in the pediatric cohort, the questionnaire will be specific to the location of the target
PN, either PROMIS Pediatric Short Form v2.0 — Upper Extremity 8a or PROMIS Pediatnc Short
Form v2.0 — Mobility 8a. Pediatric participants of age 2 5 will also have a parent proxy version of
the relevant form completed by an adult caregiver. Further details of the assessment of PROMIS
can be found in the Section 8.1.2.3 of the protocol.

All PROMIS items are answered on a Likert scale with responses ranging from 1 to 5, with higher
scores representing higher reported physical capability. For each PROMIS Scale, a total raw
score will be calculated as the sum of the individual item responses at a given visit (total raw scale
range 8-40) The total raw scores for the measure will be converted to T-scores using the
applicable score conversion table in the user manual and sconng instructions (PROMIS, 2023). All
items must be answered to produce a valid score using the sconng tables. A higher T-score
indicates better reported physical capability.

Participants complete the applicable PROMIS Physical Function instrument at the time points
specified in the SoA (Section 1.3 of the protocol).

4.1.3.2 Physical Functioning Assessments

41.3.21 Range of Motion

All participants with a target PN that causes motor dysfunction or weakness at baseline will
undergo a focused evaluation of range of motion of the affected joints dunng the Treatment
Phase, in accordance with the SoA (Sections 1.3-1.4 of the protocol). For each participant, range
of motion results will be summed and this will be taken as an overall score for each visit.

41.3.22 Strength Assessments

All participants with a target PN that causes motor dysfunction or weakness at baseline will
undergo a focused evaluation of strength of the affected muscle groups in accordance with the
SoA (Sections 1.3-1.4 of the protocol) and will be included for this analysis. Strength will be
assessed utilizing a Sponsor provided dynamometer and Medical Research Council (MRC)
Muscle Scale. The MRC grading assessment should be conducted prior to the dynamometer
assessment. Dynamometer assessment and MRC grading (0-5/5) must be conducted in
accordance with the study reference manual. For each participant, the sum of the scores for the
muscle groups tested will be taken as an overall score for each visit.
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41323 6Minute Walk Test

Participants with a tamget PN that causes airway or lower extremity motor dysfunction at baseline
will undergo a 6-minute walk test in accordance with the SoA (Sections 1.3-1.4 of the protocol)
that will be included for this analysis. Additionally, pulse rate, systolic blood pressure and diastolic
blood pressure will be collected following a 5-minute rest after the 6-minute walk test is
completed.

41.33 Patient Global Impression of Severity

The patient global impression of seventy (PGIS) is a single item scale that evaluates the
participant’s perception of the overall severity of their NF1-related symptoms over the past week
on a 4-point scale ranging from “none” to “severe,” The PGIS has a 7-day recall penod and is
completed by participants = 6 years of age. The scale is presented in Appendix 1.1.

The PGIS is assessed at the time points specified in the SoA (Section 1.3 of the protocol).

4134 Patient Global Impression of Change

The patient global impression of change (PGIC) is a single item scale that evaluates the
participant’s perception of the overall change in their overall status since the start of the study
treatment on a 7-point scale ranging from “very much better” to “very much worse.” The PGIC will
be completed by participants = 6 years of age during the Treatment Phase. The scale is
presented in Appendix 1.2.

The PGIC is assessed at the time points specified in the SoA (Section 1.3 of the protocol).

41.3.5 Target Tumor Biopsy
See Section 4.3.8.

41.3.6 Time to Progression

Time to progression (TTP) is defined as the time in months between the start of treatment to the
first date of radiographic disease progression as measured by MRIL. TTP will be summanzed in
months as follows: (date of event (i_e., radiographic disease progression) or censoring — treatment
start date + 1) f 365.25 *12. Participants without radiographic disease progression will have their
results censored at the last adequate tumor assessment date. Participants who lack any tumor

response data post baseline will have their event time censored at treatment start date.

If participants receive any surgery impacting the target PN or start subsequent systemic therapy
forthe treatment of PNs prior to radiographic progression, then the participant's event time will be

censored at the last adequate tumor assessment date prior to surgery or subsequent PN
treatment. The rules for censonng and events for TTP are summarnzed in Table 6.

TTP will be analyzed for the FAS and also a subset of participants in the FAS who have
progressive disease at baseline.

Table 6: Censoring and Event Rules for TTP
Situation Date of Censonng or Event | Outcome
Mo adequate tumor assessment post Treatment start date Censored
baseline
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Situation Date of Censonng or Event | Outcome
Mo radiographic disease progression Date of last adequate tumor | Censored
assessment
Two or more consecutive missing or non- Date of last adequate tumor | Censored
adequate tumor assessments assessment before the first
missing or non-adequate
assessment
Death before radiographic progression Date of last adequate tumor | Censored
assessment

New surgery or subsequent anticancer PN Date of last adequate tumor | Censored
therapy started pror to radiographic disease | assessment before the start
progression of new therapy or surgery

Radicgraphic disease progression that has Date of the earliest tumor Event
been venfied by BICR assessment that results in a
finding of progression

41.3.6.1  Sensitivity Analysis of Time to Progression

The following sensitivity analyses using the REINS cntena (Dombi, 2013) will be performed using
the target PN volume from the two central readers, separately:

¢« TIP using all scans; defined as the time from start of treatment to the denved disease
progression using BICR PN volume data considering all MRl scans.

« TIP using realHime review, defined as the time from start of treatment to the denved
disease progression using BICR PN volume data considenng only the scans up to and
including each visit, in order to assess PD in a real-time review.

The censonng rules for the sensitivity analyses will be the same as for the main TTP analysis and
will follow Table 6.

41.3.7 Progression Free Survival

Progression free survival (PFS) is defined as the time from treatment start date to the first
occurrence of radiographic disease progression or death, whichever occurs first. PFS will be
summarized in months as follows: (date of event (i.e. mdiographic progression or death) or
censonng — treatment start date + 1) / 365.25 *12. Any participant who does not expenence
radiographic disease progression or death while on study will have their results censored to their
last adequate tumor assessment date. Participants who lack any tumor response data post-
baseline will have their event time censored at treatment start date.

If participants receive any surgery impacting the target PN or start subsequent systemic therapy
for the treatment of PNs prior to radiographic progression, then the participant is censored at the
last adequate tumor assessment date prior to target PN surgery or subsequent systemic PN
treatment. The rules for censoring and events for PFS are summarized in Table 7.
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PFS will be analyzed for the FAS and also a subset of participants in the FAS who have
progressive disease at baseline.

Table 7: Censoring and Event rules for PFS
Situation Date of Censonng or Event | Outcome
Mo adequate tumor assessment post Treatment start date Censored
baseline

Mo radicgraphic disease progression or Date of last adequate tumor | Censored
death assessment

New surgery or subsequent anticancer PN | Date of last adequate tumor | Censored
therapy started pror to radiographic assessment before the start

disease progression of new therapy or surgery

Two or more consecutive missing or non- | Date of last adequate tumor | Censored
adequate tumor assessments assessment before the first
missing or non-adequate
assessment

Radicgraphic disease progression that has | Date of the earliest tumor Event
been venfied by BICR assessment that results in a
finding of progression

Death before radiographic disease Date of death Event
progression

41.3.71 Sensitivity Analysis of Progression Free Survival

The following two types of sensitivity analyses using the REINS cntena (Dombi, 2013) will be
performed using the target PN volume from the two central readers, separately.

+ PFS applying REINS using all scans; defined as the time from start of treatment to the
denved disease progression using BICR PN volume data considening all the MRI scans.

+« PFS applying REINS using realtime review; defined as the time from start of treatment to
the denved disease progression using BICR PN volume data considenng only the scans
up to and including each visit, in order to assess PD in a real-ime review.

The censonng rules for the sensitivity analyses will be the same as for the main PFS analysis and
will follow Table 7.

41.3.8 Historical Controls

Full details on the analyses performed using histoncal control data (MCI 01-C-0292 and NCI 08-C-
0079) will be summanzed separately in an addendum to this SAP.
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41.3.9 Pediatric Oral Medicine Acceptability Questionnaire (P-OMAQ)

The P-OMAQ is a clinical outcome assessment conducted as a self -report by pediafnc
participants (P-OMAQ-P), with an associated adult caregiver cbserver report (P-OMAQ-C)
assessing the acceptability of the dispersible tablet (pediatnic) dosage formulation. The
P-OMAQ-P is a 12-tem PRO for respondents of = 8 years of age. The P-OMAQ-C is a 19-tem
PRO for adult caregivers (aged =18 years) overseeing study drug dosing of pediatric participants
aged 2 to 17 years.

Each questionnaire is provided with a “past 7 days” recall with all items using a 5-point Numerical
Rate Scale with higher item-scores reflecting greater oral treatment acceptability. The overall
P—OMAQ-P and P-OMAQ-C scores for a participant in the study will be taken as the mean of all
answered questions on the respective quesfionnaire.

The P-OMAQ will only be assessed once per participant in the study taking the tablet. This
assessment can take place at any of the time points specified in the SoA (Sections 1.3-1.4 of the
protocol).

4.1.3.10 Tumor Volume

Tumor volume (mL) will be measured independently by two blinded independent central
reviewers, as descrbed in Section 4.1.1. Unscheduled visits may be mapped to a visit window
based on the critena in Section 5.6.

The volume measured at the screening (SCR Volume) visit will be taken as the baseline for
calculation of confirmed objective response rate, with percentage change from baseline at Cycle X

(CX) calculated as:

((CX Volume — SCR Volume)'SCR Volume)*100.

The above calculation will be done for the average of the volumes recorded by each reviewer,
unless there was a response adjudication in which the adjudicated reviewer's volume will be
selected. In addition, this calculation will be done for each reviewer separately.

4131 Disease Control Rate (DCR)

Disease control rate (DCR) is defined as having a confirmed BOR of SD or better post-baseline
during the Treatment Phase. The number and percentage of participants achieving disease
control along with the 2-sided 95% Clopper-Pearson exact Cl for the DCR will be presented by
age cohort. This will consider all subjects who have a baseline scan.

All tumor volume measurements will be independently calculated by two blinded reviewers. In the
case that the two measurements represent different tumor response statuses, as defined in
Secfion 4.1.1, an independent adjudicator will make the final decision on which response category

is recorded at that visit.
As a sensitivity analysis, the DCR will also be summarnzed by each reader separately.

4.2 Safety Measures

The safety measures in this study include assessing treatment-emergent adverse events (TEAEs)
(additionally by dose formulation), electrocardiograms (ECGs), Echocardiograms, clinical
laboratory evaluations, vital signs assessments, and ophthalmic measurements. The endpoints
described in this section will be analyzed according to the analysis methods descrbed in Secfion
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6.12.1. For all applicable safety measures, the baseline value will be defined as the most recent
assessment taken on or before the treatment start date, unless otherwise specified.

421 Adverse Events

An adverse event (AE) is any untoward medical occumence in a patient or clinical study
participant, temporally associated with the use of study treatment, whether or not considered
related to the study treatment.

An AE can therefore be any unfavorable and unintended sign (including an abnomal laboratory

finding), symptom, or disease (new or exacerbated) temporally associated with the use of study
treatment.

AE data is collected from the time of informed consent/assent to 30 days after the last dose of

study treatment at the timepoints specified in the SoA (Sections 1.3-1.4 of the protocol).
Missing AE data will be handled according to the rules specified in Section 552 1.

4211 Adverse Event Definitions

Certain AEs are specified as adverse events of special interest (AESI). AESIs for this study were
marked by the investigators and will be reported as such. AESIs include but are not limited to the
following cases in Table 8.

Table 8: Adverse Events of Special Interest
_ Gastrointestinal (reported as AESI if Grade 23)
Diarrhea | Nausea | Vomiting
Eye Disorders {reported as AESI if Grade 22)
Retinal Vein Occlusion (RVO) | Uveitis Optic neuropathy
Retinopathy Retinal detachment
Cardiac Disorders (reported as AESI if Grade 22)
Ejection fraction decreased Cardiac falure | Left ventncular dysfunchion
rological Diso as 22)
Confusion | Hallucinations | Delinum
Infections and Infestations (reported as ACSI if Grade 23)
| Viral Rash | |
Skin Disorders (reported as AESI if Grade 23)
Hash” | Acnerform Rash® |

*Rash and Acneiform Rash were considered an AESI for Grade 22 in earlier versions of the
protocol. Due to this, there may be some Grade 2 rashes marked as AESIs by the investigators,
which will be reported as such.

The AESI of "Rash’ is a composite term, all PTs which will be considered as a "Rash™ AESI are
listed in Appendix 2.

AEs will be summanzed combined across the Treatment and LTFU phases. A TEAE is defined as
an AFE that starts or worsens on or after the first dose of study treatment is taken, including those
occumng or increasing in seventy up to 30 days after the last dose of study treatment.

A treatment-emergent serous adverse event (SAE) is defined as a TEAE that, at any dose;
results in death; is Iif e-threatening; requires inpatient hospitalization or prolongation of existing
hospitalization; results in persistent disability/incapacity; is a congenital anomaly/birth defect; or is
assessed by the investigator as an otherwise important senous medical event.
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An AE will be classified as a study treatment-related AE if it has an investigator determination of
related to study treatment. Investigators will provide their assessment as related to study
treatment, not related to study treatment, or not applicable. AEs that are missing a treatment
related/unrelated classification will not be imputed and *missing™ will be presented as a category in
summary tables.

An AE will be classified as a study procedureelated adverse event if it has an investigator
determination of related to study procedure. Investigators will provide their assessment as related
to study procedure, not related to study procedure, or not applicable. AEs that are missing a study
procedure related/unrelated classification will not be imputed and “missing” will be presented as a
category in summary tables.

Additionally, the following terms are defined:

+ Adverse reaction (AR) - any noxious and unintended response to a medical product or
procedure, for which a causal relationship with the product or procedure is at least a
reasonable possibility (i.e., the relationship cannot be nled out).

+ Senous adverse reaction (SAR) - an SAE for which a causal relationship with the product
or procedure is at least a reasonable possibility (i.e_, the relationship cannot be nuled out).

+ Suspected unexpected senious adverse reaction (SUSAR) - an SAR that is judged as
unexpected. An event is considered “unexpected” if it is not listed as expected in the
reference safety infformation (RSI) section of the investigator brochure (IB) or summary of
product charactenstics.

The intensity of all AEs will be graded according to the NCI Common Terminology Critena for
Adverse Events (CTCAE) Version 5.0. For AEs not listed in the CTCAE, the following grading
system should be used:
« CTCAE Grade 1 Mild; asymptomatic or mild symptoms; clinical or diagnostic observations
only; treatment not indicated.
+ CTCAE Grade 2 Moderate; minimal, local, or noninvasive treatment indicated; limiting
age-appropnate instrumental activities of daily living (ADL)".
+« CTCAE Grade 3 Severe or medically significant but not immediately life-threatening;
E@i‘taﬁmﬁnn or prolongation of hospitalization indicated; disabling; limiting self -care
« CTCAE Grade 4 Life-threatening consequences; urgent treatment indicated.
+ CTCAE Grade 5 Death related to AE.

*Instrumental ADL refer to prepanng meals, shopping for grocenes or clothes, using the
telephone, managing money, etc.

**Self-care ADL refer to bathing, dressing and undressing, feeding self, using the toilet, taking
medications, and not bedndden

An AE leading to study discontinuation will be defined as an AE where the primary reason for
discontinuation of study (on the ‘End of Study' CRF page) was recorded as being an AE.

An AE leading to treatment discontinuation will be defined as an AE where the action taken with
study treatment was recorded as 'Study treatment withdrawn' on the ‘Adverse Events' CRF page.
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4.2.1.2 Coding of Adverse Event Terms

The AE term (Investigator term) will be assigned to the lowest level term (LLT), and a prefemed
term (PT) will be classified by a highdevel term (HLT), a highJevel group term (HLGT), and a
system organ class (S0OC) according to the Medical Dictionary for Regulatory Activities (MedDRA)
thesaurus, Version 24.0 or higher, depending on the latest version available duning the study.

Although there can be multiple SOCs for a PT, each PT will be linked with one SOC, namely the
primary SOC that is automatically assigned by MedDRA via one HLT, HLGT route.

The following coding data will be presented:
« LT (Investigator term).
« PT.
+ Coding data per pnmary SOC:
- HLT

- HLGT.

In the event that no coding information is available for a specific AE, the AE will be presented as
an ‘Uncodable Event’ in all summary tables.

AEs will be reported on a per-participant basis and per-event. On a per-participant basis, this
means that even if a participant reported the same event repeatedly (i.e., events mapped to the
same PT) during the study penod, the event will be counted only once. In the latter case, the
event will be assigned the worst seventy and the strongest relationship to the study treatment.
The earliest date will be regarded as start date of the event and the latest dateftime will be
regarded as stop date of the event within the assigned study penod.

422 Clinical Laboratory Evaluations

Blood and urine samples are collected and analyzed by a central laboratory. All Iaboratory results
were standardized to Systéme Intemational (S.1) units. For all tables and figure summarnes, only
central laboratory data will be used. All data (including local laboratory data) will be included in

listings.

In the case that multiple assessments map to the same visit, then the value at the scheduled
assessment will be taken over any unscheduled assessments. If there are multiple unscheduled
assessments, the assessment closest to the target study day will be used.

For the duration of the study, all safety laboratory assessments will be checked for abnomalities
and measured against the NCI-CTCAE Version 5.0 for toxicities. The worst on-treatment
assessment is determined by the value comesponding to the highest NCI-CTCAE Version 5.0

toxicity grade.

Hematology and biochemistry parameters with either a change of = 2 in CTCAE Grade from
baseline or a CTCAE Grade z 4 will be flagged as markedly abnormal.

For the quantitative laboratory tests, the change from baseline value at each post-baseline visit
will be calculated as the difference between the measurement obtained at the specific
post-baseline visit and the baseline value.

In addition, quantitative test results at each visit will be categorized by the laboratory as ‘Normal’
(within the reference range) or ‘Abnomal’ (outside the reference range) according to the
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reference ranges specified in the laboratory manual. Abnormmal results will be further classified as
being ‘Low’ or ‘High®, depending on whether the result is below or above the reference range
limits. For all abnomal values, clinical significance (as determined by the investigator) should be
indicated.

4.2.21 Hematology

Hematology laboratory evaluations are performed at all scheduled visits in accordance with the
SoA (Sections 1.3-1.4 of the protocol). The evaluated parameters are hemoglobin (HGB});
hematocnt (HCT), platelet count; red blood cell count; red blood cell indices including mean cell
volume, mean cell hemoglobin, and %reticulocytes; and white blood cell count with differential
including neutrophils, lymphocytes, monocytes, eosinophils, and basophils.

4223 Serum Chemistry

Serum chemistry laboratory evaluations are performed at all scheduled visits in accordance with
the SoA (Sections 1.3-1.4 of the protocol). The evaluated parameters are aspartate
aminotransferase (AST)serum glutamic-oxaloacetic transaminase (SGOT), alanine
aminotransferase (ALT)/serum glutamic-pyruvic transaminase (SGPT), total and direct bilirubin,
gamma-glutamyl transferase (GGT), sodium, chlonde, potassium, calcium, bicarbonate, inorganic
phosphorous, alkaline phosphatase, creatinine, creatine phosphokinase (CPK), blood urea
nitrogen (BUN), non-fasting glucose, unc acid, albumin, total protein, tnglycendes, and total
cholesterol.

4223 Urinalysis

Unnalysis evaluations are performed at the time points specified in the SoA (Sections 1.3-1.4 of
the protocol). The evaluated parameters are specific gravity, bilirubin, glucose, leukocyte
esterase, nitrite, protein, urobilinogen, blood, ketones, pH, and microscopy (only if blood or protein
is abnomal).

4.2.24 Serology

Serology is performed at screening. Tests are be performed for hepatitis B virus (HBV), hepatitis
B surface antigen (HBsAg), hepatitis C virus (HCV) and hepatitis C antibody.

423 Electrocardiogram (ECG) Evaluations

Trplicate 12dead electrocardiogram (ECG) evaluations are performed at the time points specified
in the SoA (Sections 1.3-1.4 of the protocol). At each visit, three ECG assessments are performed
in succession, approximately 3 minutes apart, these trplicate recordings are averaged to give the
result for a given visit and parameter. In the case that not all ECG assessments were recorded,
the average of the recording(s) taken will be used. At the C1D1 visit measurements are taken
both pre-dose and post-dose.

Table 9 presents the quantitative and qualitative ECG parameters that were collected.
Table 9: ECG Parameters

ECG Parameters (Unit)
Conduction Times
Heart rate (bpm)

BR Interval (msec)

PR Interval {msec)
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URS Interval (msec)
Q1 Interval (msec)
Wlc Interval (msec)
QTcF Interval {msec)

For the quantitative ECG parameters, the change from baseline value at each post-baseline visit
will be calculated as the difference between the measurement obtained at the specific
post-baseline visit and the baseline value.

4.24 Echocardiograms

Echocardiograms are performed to assess left ventncular gjection fraction (LVEF) (%) in
accordance with the SoA (Sections 1.3-1.4 of the protocol).

425 Vital Signs Evaluations

Height and weight are measured at screening, baseline visit (C1D1), and Cycles 3, 7, 11, 15, 19
and 23 for the Treatment Phase, and Cycle 28 and every 4 cycles after that during the study (le.
LTFU phase). All other vital signs evaluations were performed at all visits descnbed in accordance
with the SoA (Sections 1.3-1.4 of the protocol).

The following vanables were collected:

Height (cm)

Weight (kg)

Systolic blood pressure (SBP) (mmHg)
Diastolic blood pressure (DBP) (mmHg)
Respiratory rate (breaths/min)

Pulse rate (beats/min)

Body temperature (degrees C)

* & 8 # & 8 @

In addition to the collected vanables, the following vanables will be denved at all visits with
recorded height and weight data:

» BSA (m?) will be calculated according to the Du Bois formula as:
BSA (m?) = 0.007184 = Weight(kg)?425 = Height(cm)0-725_

For each vanable the change from baseline value at each post-baseline visit will be calculated as
the difference between the measurement obtained at the specific post-baseline visit, and the
baseline value.

4.26 Ophthalmic Measurements

Participants have a standard of care ocular evaluation in accordance with the SoA (Sections 1.3-
1.4 of the protocol).
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4.3 Other Measures

4.31 Participant Disposition

Participant disposition data is pimanly collected on the ‘End of Study’ case report form (CRF)
page when a participant completed or discontinued from the study. The following data will be
summarized:

+ Participants in each analysis set (Le. Full Analysis Set, Safety Analysis Set, Per-Protocol
Set)
Participants who complete the Treatment Phase
Participants who discontinued from study in the Treatment Phase and reason for
discontinuation

+ Participants who discontinued from treatment in the Treatment Phase and reason for
discontinuation
Participants withdrawing consent and reason for withdrawal
Participants who complete Treatment Phase and do not enter LTFU Phase and reason for
not entening LTFU Phase
Participants entenng the LTFU Phase
Participants who discontinued from study in the LTFU Phase and reason fordiscontinuation
Participants who discontinued from treatment in the LTFU Phase and reason for
discontinuation

+ Participants withdrawing consent in the LTFU Phase and reason for withdrawal

432 Protocol Deviations

Protocol deviations are reviewed in accordance with the Protocol Deviation Plan. All deviations
will be reviewed prior to database lock to determine which deviations are deemed important to
report in the CSR in accordance with ICH E3 guidelines. A CSR reportable protocol deviation is
typically considered a significant deviation that should be addressed in the CSR as it may impact
the accuracy, interpretation, and/or reliability of the study data, participant nghts, safety, or well-
being. Major protocol deviations are defined as reportable deviations that may impact the
accuracy and or reliability of the efficacy data. As descnbed in Section 3.2, any participants with

major reportable protocol deviation leads to exclusion from the PPS.

4.3.3 Demographics

Demographic data are pnmanly collected on the ‘Demographics’ CRF page at screening. The
following data will be summanzed:

Age at time of consent (years)

Sex

Childbearng potential at screening

Ethnicity

Race

Kamofsky/Lanksy Performance Status at baseline (Cycle 1 Day 1)

- ® & ® & #

Missing demography data will be handled according to the rules specified in Section 5522
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4.3.4 Baseline Participant Characteristics

Baseline participant charactenstics include charactenstics that participants presented with prior to
the first administration of study treatment.

4.3.41 Baseline Disease Characteristics

Tumor history and location is recorded at screening on the “Plexiform Neurofibroma History” CRF.
History of tumor therapies, such as surgery and radiotherapy, and baseline tumor volume will also
be assessed. The full list of disease charactenstics and history to be presented in summanes is as

follows:

Target tumor location

Target tumor type (nodular, solitary nodular, typical) by central reader (reader A)
Time since diagnosis (in months)

NF1 mutation status (CLIA/COA tesfing)

Target tumor progression at baseline

Reported morbidities

Prior PN treatments

Prior PN surgery

Prior PN radiotherapy

® # & ® # & 8 # @

Prior PN treatment information will be taken from the ‘Prior Plexiform Meurofibroma Surgeries’,
'Prior Plexiform Meurofibroma Radiotherapy’ and 'Prior Plexiform Neurofibroma Targeted
Therapies/ Medication' CRF pages.

4.3.5 Medical History

Medical history contains information about conditions that a participant might have suffered from
prior to the first administration of study treatment or conditions that were ongoing at the time of the
first administration of study treatment.

Medical history includes any history of clinically significant disease_ Cancer history will include
cancer type, date of diagnosis, and an assessment of prior surgery, prior radiotherapy, prior drug
therapy including start and stop dates, best response and reason for discontinuation.

4.3.51 Coding of Medical History Terms

The medical history term (Investigator term) is assigned to the LLT, and a PT will be classified by
aHLT, a HLGT and a SOC according to the MedDRA thesaurus, Version 24.0 or higher,
depending on the latest version available during the study.

Although there can be multiple SOCs for a PT, each PT will be linked with one SOC, namely the
primary SOC which is automatically assigned by MedDRA via one HLT, HLGT route.

The following coding data will be presented:
« LLT
« PT
« Coding data per pnmary SOC:
- HLT

- HLGT
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Medical history will be reported on a per-participant basis. This means that even if a participant
suffered the same clinical event repeatedly (i.e., events mapped to the same PT), the event will be
counted only once and the earliest date will be regarded as start date of the event and the latest
date will be regarded as stop date of the event.

The same mule for counting applies for PTs mapped to the same HLT and for HLTs mapped to the
same HLGT and for HLGTs mapped to the same SOC.

436 Concomitant Medications and Procedures

Concomitant medications and procedures are defined as any medication or procedure that did not
end prior to first dose of study treatment or did not start after the applicable safety follow-up

perod.

Medication and procedures will be considered pror if they stopped before the first dose of study
treatment. Concomitant medications data is collected throughout the study on the 'Concomitant
Medications’ CRF page, Concomitant procedures data is collected throughout the study on the
‘Concomitant Procedures’ CRF page.

Missing concomitant medications dates will be handled according to the rules specified in
Section 552 4.

4.3.6.1 Coding of Concomitant Medication Terms

Concomitant medications are classified according to active drug substance using the World
Health Organization-Drug Dictionary (WHO-DD), Global B3 Version Mar 2021.

In this study, anatomical therapeutic chemical (ATC) codes are defined to the 4t level.

Although there can be multiple ATC classes for a drug, each drug will be linked with one ATC

class which will be assigned manually during the coding process, based on information about the
indication and route in relation to the study therapeutic area. This one ATC class will be indicated

as the ‘primary’ ATC class, and only the primary class will be presented,

4.3.7 Exposure to Study Treatment

There is only a single dose level on this study. All participants receive mirdametinib at a dosage
level of approximately 2 mg/m2 BID (up to a maximum of 4 mg BID). All participants follow an
intermittent dosing schedule of 3 weeks on/1 week off, which creates 28-day cycles. The

Treatment Phase compnses 24 cycles.

Participants enrolled in the LTFU Phase of the study continue taking the last dose assigned in the
Treatment Phase (approximately 2 mg/m2 BID [maximum dose of 4 mg BID]) of mirdametinib,
unless a dose modification is required (e.g., body surface area [BSA] change), on an intermittent
(3 weeks on/1 week off) dosing schedule in 28-day cycles. This phase is of indefinite length.

At any point in the study, if a participant exhibits sufficiently womsome AEs of significant toxicity,
dosing can be intermupted and/or reduced . If dose is reduced, then it may only be increased in the
Treatment Phase following a BSA change and with approval from the medical monitor and

sponsor. The cntena for dose reduction, and the reduced dose plan are in Section 6.6 of the
protocol.

The following exposure-related measures will be summarzed:
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+ Duration of exposure (months)

+ Total duration of exposure (participant years)

+« Time to first dose reduction (months)

+ Participants with dose modification along with reasons for dose modification
+ Participants with dose reduction along with reasons for dose reduction

+ Participants with dose intermuption along with reasons for dose intermuption

+ Actual dose intensity

+ Relative dose intensity

Duration of exposure in months is calculated as (Date of last dose — Date of first dose
+1)y30.4375.

Total duration of exposure in participant years is calculated as (total sum of all participants
duration of exposure in months)/12

Time to first dose reduction in months is calculated as (Date of first dose reduction = Date of first
dose + 1¥30.4375

Actual and relative dose intensity will be calculated as follows:
+ Actual dose intensity — cumulative dose received/number of prescnbed dosing days.
+ Relative dose intensity — 100*(cumulative dose received/planned dose).

Cumulative dose received will be calculated using dispensed and retumed pill counts . Actual dose
intensity will also be denved accounting for BSA

4.3.8 Pharmacokinetic and Pharmacodynamic Analyses

A separate supplementary SAP will descnbe the PK parameters, PopPK/PD models, and
analyses. Plasma PK collection dates, times, and concentration results will be displayed in a data
listing .

5. Statistical Methodology
51 General Statistical Methods

511 General Information

All analysis data sets, and output will be produced by the Biostatistics Department of Quanticate
Ltd using the SAS® system Version 9.4 or higher.

512 Default Descriptive Statistics and Data Rules

Unless otherwise stated, summary statistics including the number of participants, mean, standard
deviation (SD), median, minimum, and maximum, will be presented by age cohort for all
continuous vanables. Minimum and maximum values will be presented to the same decimal
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precision as the raw values, the mean and median values to one more, and the standard
deviation, to two more decimal places than the raw values.

For categonical vanables, per category, the absolute counts (n) and percentages (%) of
participants in each with data, and if appropnate, the number of participants with missing data, will
be presented for each age cohort. All percentages will be presented to one decimal place.

For AEs reported on a per-participant basis, medical history and concomitant medications, the
denominator for the percentage calculation will be the number of participants in each age cohort.
A participant will be considered at nsk if the participant is in the Safety Analysis Set/FAS and
entered the respective study penod.

5.2 Hypotheses and Decision Rules

The primary efficacy endpoint will be assessed separately for each age cohort. The lower limit of
the 95% confidence interval for the pnmary endpoint will be compared to a minimal clinically
relevant response in the age groups.

The study was onginally set up using minimally clinically relevant thresholds of 23% in adult
participants and 42% in pediatric participants. As such, the null hypothesis for the participants
z 18 years of age at baseline (the adult population) is that the ORR is equal to 23%. The
altemative hypothesis is that the ORR is not equal to 23%. The null hypothesis for participants
2 to 17 years of age at baseline (the pediatnc population) is that the ORR is equal to 42%_ The
altemative hypothesis is that the ORR is not equal to 42%.

Due to emerging data and discussion with the FDA, as outlined in Section 7 (changes to Planned

Analyses), the threshold for the pediatric cohort was updated. The null hypothesis for participants
2 to 17 years of age at baseline (the pediatnc population) is that the ORR is equal to 20%. The
altemative hypothesis is that the ORR is not equal to 20%.

53 Covariates

MNo covanates will be considered for the pimary efficacy analysis. For all mixed models for
repeated measures (MMRM) used in secondary and exploratory analyses, the only covanate
included will be the respective baseline score.

54 Multi-Center Data

This is a multi-center study and all the data from all sites will be pooled. No consideration of
center effect is planned for the listed analyses.

5.5 Handling of Missing Data
Missing data will only be imputed in the following cases:
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5.51 Secondary Efficacy Endpoints

5.5.11 Change from Baseline in Qol assessed by the age specific
PedsQL

If = 50% of questions in a given scale are missing, then the scale score will be imputed as the

mean of the non-missing questions. If > 50% of questions are missing, then the scale score
should not be calculated for that scale. The main analysis for this endpoint will be a mixed model

for repeated measures (MMRM), which treats all missing data as missing at random (MAR).

A sensitivity analysis will be performed to assess the potential impact of this assumption if some
data is missing not at random (MNAR). For this purpose, monotone and non-monotone missing
values will be treated differently. Non-monotone missing values are values missing intermittently,

where a participant may miss some PRO assessments but has PRO assessments for the same
score later in the study. Monotone missing values are such that once a value is missing for a
given score, no subsequent values for this score are available. Any given participant may have a

combination of non-monotone and monotone missing values.

Non-monotone missing values are assumed to be MAR so will not be directly imputed as the
analysis by MMRM already makes this assumption. Monotone data, however, will be considered
MMAR and imputed to be equal to the participant's baseline score, This choice of imputation
represents a negative outcome of no improvement in QoL for each participant.

The details of the sensitivity analysis to be performed with this imputed data are given in
Section 6.11.2.2.

5.5.1.2 Change from Baseline using the NRS-11

If 24 of the 7 NRS-11 readings associated with a single visit are missing, then the score for that
visit will be treated as missing. i <4 readings are missing, the value associated with a visit will be

the average of the non-missing readings.

A sensitivity analysis, similar to that descnbed for PedsQL in Section 5.5.1.1, will be performed to
assess the impact of MNAR data on the NRS-11 results. The imputation descrbed in

Secfion 5.5.1.1 will be performed for missing NRS-11 data, and the sensitivity analysis will be
performed as detailed in Section 6.11.2.3.

5.5.1.3 Change from Baseline using the PIl

If =3 of the 6 Pl questions associated with a single assessment are missing, then the score for
that assessment will be treated as missing. Otherwise, the score for a given assessment will be

taken as the average of the non-missing assessment scores. If 24 of the 7 Pll assessments
comesponding to a single visit are missing, then the score for that visit will be treated as missing.
Otherwise, the value associated with a visit will be the average of the non-missing readings.

A similar sensitivity analysis will also be performed to assess the impact of MNAR data on the Pl
results. The imputation descrbed in Section 5.5.1.1 will be performed for missing Pll data, and the
sensitivity analysis will be perfformed as detailed in Section 6.11.2.3.

5.5.2 Other Endpoints

5.5.21 Adverse Events

Missing and/or incomplete dates/times for AEs are imputed in a manner resulting in the earliest
onset or the longest duration dunng the treatment period, taking additionally into account that the
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start date/time should not be after the stop date/time. Stop dates/times will not be imputed if the
AE is ongoing. To do this, it is necessary to define the earliest and latest possible date for an
event, which is done as follows:

The earliest possible date is denved as:

The date itself if it is complete.

The date of the first day of the month, if month and year are available but day is missing.
The date of the first day of the year, if year is available but day and month are missing.
A very early date, e.g., 01JAN1900 if the date is completely missing.

® & 8 @

The latest possible date is denved as:
+ The date itself if it is complete.
+ The date of the last day of the month, if month and year are available but day is missing.
+ The date of the last day of the year, if year is available but day and month are missing.
+« Avery late date, e g., 31DEC2100 if the date is completely missing.

These earliest/latest possible dates are used to impute the missing/incomplete start/stop dates.

Missing/incomplete start dates will be imputed according to the following:

1. [If the earliest possible start date is on or after the start of treatment administration:
o The earliest possible start date.

2 | the earliest possible start date is before the start of treatment administration, the
minimum of:

The date of first study treatment administration.

The latest possible start date.

The latest possible stop date.

SR s]

Missing/incomplete stop dates will be imputed according to the following:

1. [If the latest possible stop date is before the end of treatment administration:
o The latest possible stop date.

2 I the latest possible stop dateftime is after the end of treatment administration, the
maximum of:

The date of final study treatment administration

The earliest possible stop date

The earliest possible start date

SRR s]

The imputation method will only be used to determine the time of the event relative to the first
administration of study treatment.

In the occasion of missing seventy data for an AE, no imputation will be performed, and seventy
will be presented as "Missing” in summary tables.

In the event that no coding information is available for a specific AE, the AE will be presented as
an ‘Uncodable Event' in summary tables.
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55.2.2 Demographics

For determining age when the date of birth is not known completely, a missing day only will be
imputed as the 15, a missing day and month will be imputed as the 2™of July which is day 183 in
the year.

5523 Medical History
Partially missing diagnosis dates will not be imputed.

hh24 Concomitant Medications

Missing concomitant medication dates will be handled in a similar fashion as descnbed for
Adverse Events in Section 5.5.2.1.

5.6 Windowing Conventions

For safety data which are not linked to nominal visits (e.g. AEs) as per the protocol schedule of
assessments, these data will be mapped to the cycle of treatment in which they onset according
to Table 10 and Table 11.

For safety data collected at nominal visits, the recorded nominal visit will be used and
unscheduled visits will be mapped to the nearest planned visit where it would be expected to be
recorded, by study visit day, as per the protocol. If a record is mapped to a visit which has a valid
reading nominally assigned, the nominally assigned visit value will be used in all summanes and
analysis.

Table 10: Visit Windows — Treatment Phase

Assessment Study | Visit Visit Label | Study Visit Day
Day

Screening Screening 45
2<Sday<8 %ﬁl?j;y 11;'u’eek 1 (Baseline, study C1D1 1
B=Sday<29 Cycle 1 - Week 3 (Cycle Day 15) C1D15 15
29=SDay<57 Cycle 2 —=Week 7 (Cycle Day 15) | C2D15 43
57<sSDay<85 Cycle 3—=Week 11 (Cycle Day 15) | C3D15 71
B5=SDay<113 Cycle 4 —Week 15 (Cycle Day 15) | C4D15 99
113s5Day<141 Cycle 5 —=Week 19 (Cycle Day 15) | C5D15 127
141=5Day<169 Cycle 6 =Week 23 (Cycle Day 15) | C6D15 155
169=SDay<197 Cycle 7T —Week 27 (Cycle Day 15) | C7TD15 183
197=5Day<225 Cycle 8 —Week 31 (Cycle Day 15) | CBD15 211
225=5Day=<253 Cycle 9—=Week 35 (Cycle Day 15) | COD15 239
253s5Day<281 Cycle 10 =Week 39 (Cycle Day 15) | C10D15 267
281=SDay<309 Cycle 11 —Week 43 (Cycle Day 15) | C11D15 295
309=SDay<337 Cycle 12 =Week 47 (Cycle Day 15) | C12D15 323
337=5Day<365 Cycle 13 =Week 51 (Cycle Day 15) | C13D15 351
365=5Day<393 Cycle 14 —=Week 55 (Cycle Day 15) | C14D15 379
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393=SDay<421 Cycle 15 —Week 53 (Cycle Day 15) | C15D15 407
42155Day<449 Cycle 16 —Week 63 (Cycle Day 15) | C16D15 435
449=SDay<477 Cycle 17 —Week 67 (Cycle Day 15) | C17D15 463
477=5Day<505 Cycle 18 —Week 71 (Cycle Day 15) | C18D15 491
505=SDay<533 Cycle 19 =Week 75 (Cycle Day 15) | C19D15 519
533=SDay<562 Cycle 20 —Week 79 (Cycle Day 15) | C20D15 547
561sSDay<589 Cycle 21 —Week 83 (Cycle Day 15) | C21D15 575
589=SDay<617 Cycle 22 —Week 87 (Cycle Day 15) | C2Z2D15 603
B617sSDay<645 Cycle 23 —Week 91 (Cycle Day 15) | C23D15 631
645=5Day<673 Cycle 24 =Week 95 (Cycle Day 15) | C24D15 659
Safety Follow-up — 30 days after
SFU -
last dose
Abbreviations: SDay: study day for mdividual participant
Table 11: Visit Windows - LTFU Phase
Assessment Study Day | Visit Visit Label | Study Visit Day
673=SDay<701 Cycle 25 — Week 99 (Cycle Day 15) C25D15 687
701s8Day<729 Cycle 26 — Week 103 (Cycle Day 15) C26D15 715
(X3-1)*28=SDay<X3)"28 Cycle X3 = Week 4X3-1 (Cycle Day 15) CX2D15 (Xa-1)*28+15
Safety Follow-up — 30 days after last dose | LTSFU

aFor X>26 and a whole number Abbreviations: SDay: study day for individual participant

For tumor volume/tumor response data, the nominal visit as entered in the CRF will be used

unless a visit is recorded as "Unscheduled”. If an assessment is unscheduled, it will be assigned
to a cycle using the windowing laid out in Table 12. If a record is mapped to a visit which has a
valid reading nominally assigned, the nominally assigned visit value will be used in all summanes

and analysis.
Table 12: Tumor Visit Windows
Assessment Study Day Visit Visit Label | Study Visit Day
2<Sday=182 Cycle 5 C5D15 127
182<Sday=<294 Cycle 9 CaD15 239
294<Sday=406 Cycle 13 Ci13D15 351
406<Sdays518 Cycle 17 C17D15 463
518<Sdays616 Cycle 21 C21D15 575
616<Sday=/14 Cycle 24 C24D21 665
T14<Sday<826 Cycle 28 C28D15 771
826<Sday=938 Cycle 32 Ca2D15 863
(XXa-2) 28} 14<Sday=((XXa+ 2] 28)- 14 Cycle XX CXXD15 (XX="28)-13

aFor XX>32 and divisible by 4. Abbreviations: SDay: study day for individual participant

For PRO assessments the nominal visit will be used if it is recorded as C1D1 or is recorded in the
following table. For any other case, the visit will be mapped by study day to the closest visit using
the table below. If a record is mapped to a visit which has a valid reading nominally assigned, the
nominally assigned visit value will be used in all summanes and analysis.
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Table 13: PRO Visit Windows
Assessment_Study Day Visit Visit Label | Study Visit Day
2<Sday<99 Cycle 3 C3D15 71

99<Sday=155 Cycle 5 C5D15 127
155<Sday=211 Cycle 7 C7D15 183
211<Sday=294 Cycle 9 CaD15 239
294<Sday=406 Cycle 13 C13D15 351
406<Sday<518 Cycle 17 C17D15 463
518<Sday<616 Cycle 21 C21D15 575
616<Sday=714 Cycle 24 C24D21 665
714<Sday=626 Cycle 28 C28D15 771
826<Sdays938 Cycle 32 C32D15 83

([(XXZ-2)"28) 14<Sday=((XX>+2) 28} 14 Cycle XX CXXD15 (XX*28)}-13

3For XX>32 and divisible by 4. Abbreviations: SDay: study day for individual participant

For all other efficacy assessments, a similar algonthm to above will be used, with all unscheduled
and ET assessments mapped to the nearest scheduled assessment visit by study day, with the
earlier scheduled visit being used in the case of a tie. In the case that multiple records are
recorded for a participant as the same nominal visit, the average of the results will be taken. If
both unscheduled visits are equidistant from the visit being mapped to, then the earlier visit will be
mapped.

The Study Visit Day of an event/assessment will be calculated relative to the first study treatment
administration. The Study Visit Day of events/assessments occuming before the first
administration will be calculated as follows:
Study Visit Day = (Date of assessment/event - Date of first study treatment
administration).
For events/assessments occumng at baseline or post-baseline, Study Visit Day will be calculated
as follows:
Study Visit Day = (Date of assessment/event - Date of first study treatment administration)
+1.

For DoR and other time-based endpoints, such as exposure, fime penods may be presented in
months rather than days. In these cases, the following formula will be used for conversion:

time in months = (time in days/365 25)*12.

5.7 Interim Analyses

Mo formal intenim analysis is planned for this study.

An independent DMC will review safety and efficacy data at regular intervals duning the study.
Further details can be found in Protocol Section 9.5 and the DMC charter and will not be covered
in this SAP.

5.8 PRO Analysis

All PROs analyzed in this study will be assessed using the mean change from baseline as well as
by participants achieving of a meaningful score difference at the Cycle 13 visit.
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Cycle 13 has been selected as the timepoint that will best allow the treatment effect to be
captured in PRO scores. It is projected that a strong majonty of participants who present a
response will do so at or before Cycle 13, with the median time of response expected to be

Cycle 5 to Cycle 9, so any associated pain or QoL improvements should be captured at the
Cycle 13 visit. Choosing a later cycle would capture few additional responses and may be

susceptible to increased amounts of missing data.

An addendum meaningful change threshold (MCT) SAP will provide detailed descnptions of the
statistical methods, data denvations, and data displays for the meaningful change analyses of the
clinical outcome assessment (COA) data collected in the MEK-NF-201 study. This addendum
(PRO Addendum) for the meaningful change threshold analysis plan (MCTAP) is based on the
MEK-NF-201 Protocol Amendment 4 dated 17 May 2022

6. Statistical Analyses

6.1 Participant Disposition

Participant disposition information, as listed in Section 4.3.1, will be summanzed separately for
each age cohort by absolute counts (n) and percentages (%) for the Enmolled Set. Percentages

will be based on the number of participants with data in the relevant age cohort.

All disposition data will also be listed.

6.2 Protocol Deviations

All protocol deviations that are categonzed as defined in Section 4.3.2, will be summanzed by the
number of participants (n) and percentages (%) for the FAS. Percentages will be based on the
number of participants with data in the relevant age cohort.

6.3 Demographics

Baseline demographics data as laid out in Section 4.3.3 include continuous and categorncal
vanables, which will be summarzed as descrbed in Section 5.1.2. Percentages will be based on
the number of participants with data. These summaries will be presented for the FAS and PPS.

All demographic data will be listed, with a separate listing for changes in childbearing potential
during the study.
6.4 Baseline Disease Characteristics

Baseline disease charactenistics, as listed in Section 4.3.4.1, compnse continuous and categonical
vanables, which will be summarzed as descrbed in Section 5.1.2. Percentages will be based on
the number of participants with data. These summarnes will be presented for the FAS and PPS.

All baseline disease charactenstics data will be listed.

6.5 Medical History

Medical history will be summanzed by absolute counts (n) and percentages (%) for the FAS. All
medical history records will be presented by SOC and PT as laid out in Section 4.3.5.1.
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Additional summaries will be presented for absolute counts (n) and percentages (%) of
participants who have prior PN or cancer related radiotherapy, surgery, or procedures.

All medical history data will be listed .

6.6 Concomitant Medication

MNumber of participants with at least one recorded concomitant medication, 4t level ATC codes
and prefemed terms will be summanzed by absolute counts (n) and percentages (%) for the FAS.
Percentages will be calculated based on the number of participants at nsk for the specific age
cohort. This summary will be presented for the Treatment Phase and the LTFU Phase.

All concomitant medication data will be listed.

6.7 Concomitant Surgeries and Procedures

Surgenes and procedures will be summanzed by absolute counts (n) and percentages (%) for the
FAS. Unless specified otherwise, results will be sorted alphabetically by SOC, and by decreasing
frequency of participants presenting PTs within a SOC. In the event of PTs having equal
frequencies, the PTs will be sorted alphabetically within the SOC. This summary will be presented
by Treatment Phase and for the LTFU Phase.

All concomitant surgenes and procedures data will be listed.

6.8 Treatment Compliance

All treatment compliance data including tablets dispensed/retumed and recorded instances of
noncompliant dosing will be listed.

6.9 Exposure to Study Treatment

Exposure to study treatment will be summanzed by the parameters listed in Section 4. 3.7, as
described in Section 5.1.2. Percentages will be based on the number of participants with data.

6.10 PRO Compliance & Completion

Compliance and completion rates will be provided for the PRO instruments comesponding fo the
secondary endpoints of PedsQL, NRS-11, and PIL

Compliance rate is calculated as participants with minimum requirements for sconng divided by
the number of paricipants with PRO assessments expected. For compliance rates, the
summarnes will include reasons for missing observations among patients who were expected to
complete the questionnaire by assessment.

For completion rate, this will be denved in a similar manner as the compliance rate, however the
subset of the FAS who are considered eligible to complete each questionnaire, as per Table 14, is
used as a fixed denominator. For completion rates, the summanes will include reasons for missing
observations among the eligible participants within the eligible FAS population by assessment.
Reasons for missing observations include, but are not limited to, progression, adverse event,
subject withdrawal, lost to follow-up, patient or physician decision, patient was too ill to complete,

not completed due to site staff emor, technical problems with eDiary, patient non-compliance, etc.
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Table 14: PRO Age Range Eligibility

PROs PedsCL NRS-11 Pl

Age of Selfreport | Parent Proxy | Self-Report | Self-report | Parent Proxy
Participant
(years)

2

3

7

=l =] x| =] x| x| =

X

X X

X X X
817 X X X

=18 X Xa X X

3| a participant is = 18 years of age, but in the opinion of the investigator has cognitive
deficiencies that would inhibit accurate collection of PRO data, a parent or legal guardian must

also complete the appropnate parent-proxy PRO.

For the diary instruments where more than one day was expected (NRS-11 and PIl), the number
and percent of participants with 21 complete diary day, 22 complete diary days, 23 complete diary
days, etc. for the diary penods associated with the study visits will also be provided.

All summanes of compliance/completion will be displayed with the relevant PROs.

6.11 Efficacy Analyses

The efficacy endpoints will include collected and denved continuous and categoncal vanables and
will be summanzed as descnbed in Section 5 1.2, unless otherwise specified.

The FAS will be the pnmary analysis set of interest in all efficacy analyses, unless otherwise
specified.

6.11.1 Primary Efficacy Analysis

To assess the pnmary efficacy endpoint, confirmed ORR by the end of the Treatment Phase as
assessed by BICR will be presented as a percentage alongside the comesponding 2-sided 95%
Clopper-Pearson Cl and the p-value from a one-sample two-sided binomial test for the confirmed
ORR compared to the minimum clinically relevant response rates defined in Section 5.2. The
overall assessment of the endpoint will be based on the exclusion of the minimum clinically
relevant response rate by the lower tail of the 95% CL
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All tumor data from MRI assessments will be listed across both the Treatment and LTFU Phases.

6.11.1.1  Sensitivity Analysis of Primary Efficacy Analysis

A sensitivity analysis will be performed that mimors the pnmary efficacy analysis but uses the PPS
rather than the FAS.

As additional sensitivity analyses, the confirned ORR will be summanzed by each central BICR
reader separately for both the FAS and the PPS.

6.11.2 Secondary Efficacy Analyses

6.11.21 Duration of response for participants whose best response
is CR or PR using centrally read MRI volumetric analysis

DoR will be analyzed using Kaplan-Meier (KM) methods, with the median, lower, and upper
quartile estimates of DoR and the comesponding 95% Cls (using the Brookmeyer and Crowley
method). The number of participants with events (i.e., radiographic disease progression or death)
or who are censored, as well as reason for censonng, will be presented separately by age cohort.
“ME" will be presented where estimates of such were not estimable, Additionally, KM plots will be
presented separately for each age cohort and will contain the number of participants at nisk and
the event rate. In addition, KM estimates with 95% Cls (using the log-log transformation) will also

be presented at key timepoints such as 8, 12, 16, 20, and 24 months.
Censonng rules and the definition of confirmed response are laid out in Section 4.1.2.1.

The sensitivity analyses using REINS cntena as outlined in Section 4.1.2.1.1 will also be
summarzed using the same method as descnbed above.

In addition, a swimmer plot will be used to present duration of treatment (in days) where
radiographic progression, first onset and confiration of confimed response, whether still on

study at cutoff and death are displayed, split by cohort.

6.11.2.2 Change from Baseline in quality of life assessed by the age
specific Pediafric Quality of Life Inventory

All PedsQL records will be listed by participant, visit and questionnaire type (self-report/parent
proxy).

Actual values and change from baseline for each score listed in Section 4.1.2.2 1 will be
summarized for each age cohort by visit, for participants overall and by confirmed objective
response status (as defined with confirmed response rate in Section 4.1.1 using adjudicated
values where appropnate) with self-report and parent proxy scores presented separately. The
summaries presented will be number and percentage of participants with a non-missing score,
mean, S0, median, minimum, and maximum values.

For Peds(lL, a within-patient meaningful score change, or meaningful score difference (FDA,
2023) , will be dernived by anchor-based analysis of the study's data, as described in the
meaningful change threshold analysis plan (Version 1.0, dated 125ep2023). The pnmary focus of
this will be on if a relevant difference exists at Cycle 13.
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In addition to the anchor-based estimates descnbed above, the number and percentage of
participants with a within-patient meaningful score change estimates are defined below and will be
considered as a supportive analysis. For PedsCL Scale Scores, the meaningful score difference
will be defined separately for adult, pediatnc self-report, and pediatric parent proxy data. In each
case, it will be defined as 0.5*SD, where SD is calculated from the baseline Scale Score data.
This is indine with the difference used on the selumetinib SPRINT study (Gross, 2018) and serves

as the lower bound for minimally detectable change (Normman, 2003).

The number and percentage of participants with a change representing a clinically meaningful
improvement (alongside associated 95% Clopper-Pearson Cls) will be presented for both
thresholds.

In addition, within each age cohort, the proportion of participants reaching the anchor-based and
distnbution threshold will be analyzed in the subgroup of participants who have a confirmed
objective response status versus the subgroup of those who do not. This is to further charactenze
the relationship between PRO improvement and the clinical endpoint of tumor response. The
proportion of parficipants reaching the anchor-based (and distnbution) thresholds will be
summarized with 95% ClopperPearson Cls by confined objective response status, and the
differences in the proportions of participants reaching the anchor-based/distnbution thresholds
between responders and nonresponders will be tested using a Chi-Square test at a 5%
significance level.

An MMBEM will be fitted separately by age cohort and questionnaire type for each PedsQL score
listed in Section 4.1.2.2.1. Change from baseline in PedsQL score will be the dependent vanable,
visit will be fitted as a fixed effect, and baseline PedsQL score used as a covanate. Covanance
structures will be tnaled in the order of decreasing complexity, with the first structure that
converges without emmor used. The structures tested are as follows: Unstructured, Heterogenous
Toeplitz, Heterogenous Autoregressive, Autoregressive, Heterogenous Compound Symmetry,
Compound Symmetry, Vanance Components. A Kenward-Roger approximation will be used for
the degrees of freedom. This model will be fitted twice, once using only data through Cycle 13,
and once including data from the entire study (timepoints with < 5 subjects will not be presented).
EOT and unscheduled visits will be mapped to the closest scheduled tumor visit following the
rules outlined in Table 13, and will only be included in the model if the participant has no other
record at that timepoint. For the MMRM change from baseline tables, the least square (LS) Means
estimates will be presented with associated standard emors, 95% Cls and p-values by visit. Plots
of the LS Means estimates over time with associated 95% Cl bands will be presented separately

by age cohort and questionnaire type for both models.

Box and whiskers plots of change from baseline in total score will be presented by visit and
confired objective response status for the adult cohort, pediatnc cohort self-report, and pediatnc
cohort parent proxy separately.

A waterfall plot of change from baseline will be presented by visit for adult cohort, pediatric cohort
self-report and pediatric cohort parent proxy separately for each PedsQL domain at Cycles 5 and
13 with a line representing the respective within-patient meaningful change threshold denved by
anchor-based analysis. This plot will be color-coded by confimed objective response status.

Additionally, a sensitivity analysis will be performed for each PedsQL score using the imputed
data descrbed in Section 5.5.1.1. The MMEM analysis described above will be performed with
data up to Cycle 13. LS Means estimates, associated standard emors, 95% Clks and p-values will

be presented by visit.
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6.11.2.3 Change from Baseline in pain (assessed using the NRS-11 and
Pll)

6.11.2.3.1 NRS-11
All NRS-11 records will be listed by participant and visit.

The number and percentage of participants in each of the result categones (Appendix 1.3) at
baseline will be summanzed. Absolute values and change from baseline will be summanzed
overall and by confirmed objective response status (as defined with confirmed response rate in
Sectfion 4.1.1 using adjudicated values where approprate), by visit and age cohort, the summarnes
presented will be number and percentage of participants with a non-missing score, mean, SD,

median, minimum, and maximum values.

For NRS-11, a within-patient meaningful score change, or meaningful score difference (FDA,
2023) , will be denved by anchor-based analysis of the study's data as descrbed in the
meaningful change threshold analysis plan (Version 1.0, dated 12S5ep2023). The pnmary focus of
this will be on if such a relevant difference exists at Cycle 13.

Additionally the number and percentage of participants with a change representing a clinically
meaningful improvement (alongside associated Clopper-Pearson confidence intervals) will be
presented using change from baseline of = -1 (This cut point has previously been researched and
assessed as a meaningful change in pediatric populations (Hirschfeld, 2014)), representing a
clinically meaningful improvement, will be presented, as well as change from baseline greater
than the withinpatient meaningful change threshold (i.e., denved by anchor-based analysis of the
study's data in accordance with the MCT SAP; see Section 5.8 above) will be presented.

In addition, within each age cohort, the proportion of participants reaching the anchor-based and
distnbution threshold will be analyzed in the subgroup of participants who have a confirmed
objective response status versus the subgroup of those who do not. This is to further charactenze
the relationship between PRO improvement and the clinical endpoint of tumor response. The
proportion of parficipants reaching the anchor-based (and distnbution) thresholds will be
summarized with 95% ClopperPearson Cls by confimed objective response status, and the
differences in the proportions of participants reaching the anchor-based/distnbution thresholds
between responders and nonresponders will be tested using a Chi-Square test at a 5%
significance level.

An MMREM will be fit separately by age cohort with change from baseline in NRS-11 score as the
dependent vanable, visit as a fixed effect and baseline NRS-11 score as a covanate. The
covarance structure will be decided in the manner descnbed in Section 6.11.2.2, and a Kenward-
Roger approximation will be used for the degrees of freedom. This model will be fitted twice, once
using only data through Cycle 13, and once through Cycle 24. EOT visits will be mapped to the
closest scheduled tumor visit following the nules outlined in Table 13, and will only be included in
the model if the participant has no other record at that timepoint. LS Means estimates will be
presented with associated standard emors, 95% Cls and p-values by visit. Plots of the LS Means
estimates over time with associated 95% Cl bands will be presented separately by age cohort for
both models.

Box and whiskers plots of change from baseline will be presented by visit and confirmed objective
response status for each age cohort separately.

A waterfall plot of change from baseline in NRS-11 will be presented by visit for adult cohort,
pediatric cohort self-report and pediatric cohort parent proxy separately at Cycles 5 and 13, with a
line representing the respective within-patient meaningful change threshold derived by anchor-
based analysis. This plot will be color-coded by confirmed objective response status.
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Additionally, a sensitivity analysis will be performed on the NRS-11 results using the imputed data
described in Section 5.5.1.2. The MMRM analysis descnbed above will be performed with data up
to Cycle 13. LS Means estimates, associated standard emors, 95% Cls and p-values will be

presented by visit.

6.11.2.3.2 Pl
All Pll records will be listed by participant, visit, and questionnaire type (self-report/parent proxy).

Absolute values and change from baseline will be summarized, overall and by confirmed objective
response status (as defined with confimed response rate in Section 4.1.1 using adjudicated
values where appropnate), by visit and age cohort with self-report and parent proxy scores
presented separately. The summarnes presented will be number and percentage of participants
with a non-missing score, mean, S0, median, minimum, and maximum values.

For Pll a within-patient meaningful score change, or meaningful score difference (FDA, 2023) , will
be denived by anchor-based analysis of the tral's data, as described in the meaningful change
threshold analysis plan (Version 1.0, dated 125ep2(23). The primary focus of this will be on if
such a relevant difference exists at cycle 13.

Additionally, the number and percentage of participants with a change representing a clinically
meaningful improvement (alongside associated 95% ClopperPearson confidence intervals) will
be presented using the change from baseline of <0.5*5D (using SD from baseline){ This is inine
with the difference used for analyzing Pll on the selumetinib SPRINT study (Gross, 2018).) as well
as change from baseline greater than the within-patient meaningful change threshold (i.e., denved
by anchorbased analysis of the trial's data in accordance with the MCT SAP; see Section 5.8
above) in separate analyses.

In addition, within each age cohort, the proportion of participants reaching the anchor-based and
distnbution threshold will be analyzed in the subgroup of participants who have a confirmed
objective response status versus the subgroup of those who do not. This is to further charactenze
the relationship between PRO improvement and the clinical endpoint of tumor response. The
proportion of participants reaching the anchor-based (and distnbution) thresholds will be
summarized with 95% ClopperPearson Cls by confirmed objective response status, and the
differences in the proportions of participants reaching the anchor-based/distribution thresholds
between responders and non-responders will be tested using a Chi-Square test at a 5%
significance level.

An MMRM will be fit separately by age cohort and questionnaire type, with change from baseline
in Pll score as the dependent vanable, visit as a fixed effect and baseline Pll score as a covanate.
The covanance structure will be decided in the manner described in Section 6.11.2.2, and a
Kenward-Roger approximation will be used for the degrees of freedom. This model will be fitted
twice, once using only data through Cycle 13, and once through Cycle 24. Unscheduled and ET
visits will be mapped to the closest scheduled tumor visit following the rules outlined in Table 13,
and will only be included in the model if the participant has no other record at that timepoint. LS
Means estimates will be presented with associated standard ermors, 95% Cls and p-values by

visit. Plots of the LS Means estimates over time with associated 95% Cl bands will be presented
separately by age cohort and questionnaire type for both models.

Box and whiskers plots of change from baseline will be presented by visit for adult cohort,
pediatnc cohort self-report and pediatnc cohort parent proxy separately.
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A waterfall plot of change from baseline in Pll will be presented by visit for adult cohort, pediatnc
cohort self-report and pediatric cohort parent proxy separately at cycles 5 and 13, with a line
representing the respective within-patient meaningful change threshold denved by anchor-based

analysis. This plot will be colorcoded by confirmed objective response status.

Additionally, a sensitivity analysis will be performed on the Pl results using the imputed data
described in Section 5.5.1.2. The MMRM analysis descnbed above will be performed with data up
to Cycle 13. LS Means estimates, associated standard emors, 95% Cls and p-values will be
presented by visit.

6.11.3 Exploratory Efficacy Analyses

6.11.31  Change from Baseline in physical function status (PROMIS)

All PROMIS records will be listed by participant, visit, and questionnaire type (self-report/parent
proxy).

Actual values and change from baseline will be summanzed by visit and confirmed objective
response status for each PROMIS Scale, with self-report and parent proxy records summanzed
separately. The summares presented will be the mean, SD, median, minimum, and maximum
values.

Box and whiskers plots of change from baseline will be presented by visit for each scale
separately.
6.11.3.2 Change in Functional Impairments

Change from baseline in functional impairments, measured according to Section 4.1.3.2, will be
summarized by visit and age cohort.

In participants who have tumors that affect functional status at baseline, the change from baseline
in muscle strength and range of motion in the PN affected areas, as descnbed in Section 4.1.3.2,
will be presented by visit.

In addition, for all physical functioning assessments, plots will be created for scores at each visit.
This will be presented individually for each participant, as well as all being included in a whole
population plot.

All recorded functional impaimment data of any form will be listed.

6.11.3.2.1 Strength

For each of the individual strength assessments, to assess the change from baseline at a visit, a
participant will need assessments in which all the following categones, as assessed at baseline,

match at that visit:
+ Side affected
« Position dunng assessment (sitting/supine/lateral decubitus)
+ Muscle group assessed

Assessment of strength will be conducted only in the area affected by the target tumor.
Measurements will be obtained using Medical Research Council (MRC) grading followed by

quantitative assessments using the sponsor provided MicroFET2 dynamometer.

The MRC grading will be presented by each affected area summanzng the number and percent
of participants in each category below:
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0 —No movement is observed.

1=0nly a trace or flicker of movement is seen orfelt in the muscle or fasciculations are observed
in the muscle.

2 —Muscle can move only if the resistance of gravity is removed. As an example, the elbow can
be fully flexed only if the amm is maintained in a honzontal plane.

3 —Muscle strength is further reduced such that the joint can be moved only against gravity with

the examiner's resistance completely removed. As an example, the elbow can be moved from full
extension to full flexion starting with the am hanging down at the side.
4 — Muscle strength is reduced but muscle contraction can still move joint against resistance.

5 =Muscle contracts normally against full resistance.

The strength measured by the dynamometer by each area location will be summanzed and the
percent change from baseline using standard summary statistics will be summarnzed by age
cohort and by visit.

6.11.3.2.2 Range of Motion

For the range of motion assessments, to assess the change from baseline at a visit, a participant
will need assessments in which all three categones, as assessed at baseline, match at that visit:

+ Joint assessed
« Motion tested
+ Type (passivelactive)

The range of motion for that location will be summanzed and the percent change using standard
summary statistics will be summarnzed by age cohort and by visit.

6.11.3.23 6Minute Walk Test

Participants with a tamget PN causing airway or lower extremity motor dysfunction at baseline will
be assessed for change in 6-minute walk test distance. Vital signs are performed prior to the start
of the walk test. The object of this test is to walk as far as possible over 6 minutes. After
completing the test, participant will be instructed to rest for 5 minutes, after which time vital signs
are repeated. The total meters walked will be captured. Standard summary stafistics of length
walked and the pre-/post vitals will be summanzed by each visit.

6.11.3.3  Time to Progression and Progression Free Survival

TTP and PFS will be analyzed and presented separately for each age cohort, and censonng rules
will be applied as laid out in Section 4.1.3.6 and Section 4.1.3.7 respectively.

TTP and PFS will each be analyzed using KM methods; with median, lower, and upper quartile
estimate and associated 95% Cls (using the Brookmeyer-Crowley method), the number of
participants with events or who are censored, as well as reason for censoring, will be presented
separately by age cohort. “NE" will be presented where estimates of such were not estimable,
Additionally, KM plots will be presented by age cohort. These presentations will be produced for
the FAS as a whole and for the subgroup of participants in the FAS who have an investigator

determination of progressive disease at baseline.

The sensitivity analyses of TTP and PFS using REINS cntena as outlined in Section 4.1.3.6.1 and
Section 4.1.3.7.1 will also be summanzed using the same method as descnbed above.
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6.11.3.4  Patient Global Impression of Change/Severity
All PGIS and PGIC data will be listed by participant and visit.

The absolute count and percentage of participants in each of the PGIS and PGIC categones, as
defined in Appendix 1.1 and Appendix 1.2 respectively, will be summanzed separately by visit and
by confirmed objective response status.

6.11.3.5  Acceptability of Tablet Formation (Pediatric Oral Medicines
Acceptability Cluestionnaire)

All P-OMAQ-P and P-OMAQ-C data will be listed by participant.

P-OMAQ-P and P-OMAQ-C individual question scores and total scores will be summarnzed
separately, the summares presented will be the mean, SD, median, minimum, and maximum
values. For these summaries data from all visits in either phase will be pooled.

6.11.3.6  Change in Tumor Volume

Target tumor volume, change from baseline in tumor volume, and percentage change from
baseline in tumor volume calculated as per Section 5.1.2 will be summarized by the number of
participants, mean, S0, median, minimum, and maximum values by visit for each age cohort
separately. This will be presented by averaging the volume across the two readers (unless
response adjudication was performed) and reported separately for each reader (A vs B) from the
BICR data, since the volumetric measurement was not tnggered for adjudication.

An MMREM will be fit separately by age cohort with change from baseline in tumor volume as the
dependent vanable, visit as a fixed effect and baseline tumor volume as a covanate. The
covarance structure will be decided in the manner descrbed in Section 6.11.2.2, and a
Kenward-Roger approximation will be used for the degrees of freedom. This model will be fitted
for each cohort for all scheduled visits up until the first point where there are fewer than

5 participants with valid tumor volume measurements. ECT visits will be mapped to the closest
scheduled tumor visit following the rules outlined in Table 12 and will only be included in the
model if the participant has no other record at that timepoint. LS Means estimates will be
presented with associated standard emors, 95% Cls and p-values by visit. Plots of the LS Means
estimates over time with associated 95% Cl bands will be presented separately by age cohort.

Best volumetnic percentage change from baseline as well as the time, in months, to the best
volumetnc percentage change from baseline will be summanzed by the number of participants,
mean, S0, median, minimum, and maximum. This will be presented by averaging the volume
across the two readers (unless response adjudication was performed) and reported separately for
each reader (A vs B) from the BICR data. In addition, a waterfall plot of the best volumetnc %
change from baseline will be presented using the average (unless adjudication of response
occurred), and by the two readers separately.

6.11.3.7 Disease Control Rate

The number and percentage of participants achieving disease control and accompanying DCR. by
the end of the treatment phase will be presented by age cohort, alongside the comesponding 2-
sided Clopper-Pearson 95% Cl.
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6.11.3.8  Time to Response

Time to response will also be summanzed for confirmed responders by age cohort and is defined
as the time in months from the start of treatment to the date of first response that was
subsequently confirmed. Summary statistics presented will include mean, SD, median, minimum,
and maximum. The time to response will be summanzed for the pimary endpoint and by each of
the two readers separately for the FAS.

6.12 Other Analyses

6.12.1 Safety Analyses
All safety analyses will be performed on the Safety Analysis Set as defined in Section 3.3.

6.12.1.1 Adverse Events

Only TEAEs will be presented in summary tables, as defined in Section 4.2.2 1. An overview of
these TEAEs will be presented by age cohort summarnzing the number and percentages of
participants with TEAEs; SAEs; TEAEs of at least Grade 3 seventy; study-drug related AEs; and

AEs leading to dose modification, intermuption, reduction, and disconfinuation. The number and
percentage of participants with a maximum recorded toxicity Grade 1-5 will also be presented.

Separate summanes by SOC and PT will be provided for the incidence of TEAEs (also for TEAESs
by PT only), incidence of TEAEs by highest seventy, incidence of SAEs, TEAEs of at least Grade
3 seventy, study drug-related TEAEs, study drug related SAEs, study drug-related TEAEs of at
least Grade 3 severnty, study procedure related TEAEs, TEAEs leading to discontinuation, most
common TEAEs related to study drug (occumng in 25% of overall cohort), TEAEs leading to dose
reduction, TEAEs leading to dose interruption and AESIs — all as defined in Section 4.2.2.1. In
addition, a summary of TEAEs by PT only will also be presented. All summarnes will present
absolute participant counts (n) and TEAE event counts. Percentages (%) will be calculated based
on the number of participants at nsk. Additionally, TEAEs will be summarzed by cycle of first
onset (After Cycle 6, cycles will be grouped either as Cycles 7-12, or Cycle 13 and later).

6.12.1.2  Clinical Laboratory Parameters

All clinical laboratory parameters listed in Section 4.2 2 will be grouped by category and
summarized by visit, with hematology, chemistry, unnalysis, and serology summanzed separately .
Absolute values and, where applicable, change from baseline for quantitative parameters will be
summarized by the number of participants, mean, SD, median, minimum, and maximum values.
Qualitative parameters will be summanzed by absolute counts (n) and percentages (%).
Percentages will be based on the number of participants with data.

Additionally, shift tables based on the NCI-CTCAE Version 5.0 toxicity grading scale will be
presented for each laboratory parameter between pre-treatment and worst case on-treatment.

For parameters presenting both hyper- and hypo- NC-CTCAE toxicities pre-treatment, both
changes to lowest and highest on-treatment values will be presented as shift tables.

Additionally, an evaluation of drug-induced senous hepatotoxicity (eDISH) plots of max ALT
versus max Bilirubin and max AST versus max Bilirubin will be produced by age cohort and
overall. ALTIAST and Bilirubin will be displayed as multiple of the upper limit of normal (ULN) with
lines denoting 2 x ULN for Bilirubin and 3 x ULN for ALT/AST.
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6.12.1.3  Electrocardiogram (ECG) Parameters

Absolute value and change from baseline for all ECG parameters as listed in Section 4.2 3 will be
summarized by visit as per Section 5.1.2. Additionally, summarnes will be provided by
post-baseline visit for the following categones:

+ Number (%) of participants with QTcF between 450 and 480

+ Number (%) of participants with QTcF =480

+  Number (%) of participants with QTcF =500

« Number (%) of participants with QTcF change from baseline <30

¢+ Number (%) of participants with QTcF change from baseline between 30 and 60
+  Number (%) of participants with QTcF change from baseline =60.

These summanes will be presented as per Section 5.1.2.

6.12.1.4  Echocardiogram

Absolute values and change from baseline in LVEF will be summanzed by visit as per
Secfion 5.1.2. Additionally, shift tables based on the NCHCTCAE Version 5.0 toxicity grading
scale will be presented for LVEF between pre-treatment and worst case on-treatment.

6.12.1.5  Vital Signs

Absolute value and change from baseline for all vital signs parameters as listed in Section 425
will be summanzed by visit. Continuous vanables will be summanzed by the number of
participants, mean, S0, median, minimum, and maximum values. Categornical vanables will be
summarzed by absolute counts (n) and percentages (%). Percentages will be based on the

number of participants with data.

6.12.1.6  Ophthalmic Assessments

Intraccular pressure will be summanzed descnptively, for left and nght eye separately, by visit and
age cohort using the standard statistics laid out in Section 5.1. Visual acuity will be summanzed
categoncally, for left and nght eye separately, by absolute counts (n) and percentages (%)
Percentages will be based on the number of participants with data.

6.12.1.7  Evaluate Key Safety by Formulation

AEs by SOC and PT, and PT only will be assessed split by formulation. The following groupings
will be used:

+ Pediatnics receiving tablets

« Pediatrics receiving capsules

+ Combined pediatrics and adults receiving capsules
+ All participants

The summanes provided will mirmor the summary of all TEAEs presented by SOC and PT, and PT
only as descrbed in Section 6.12.1_1.
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7. Changes to the Planned Analyses

7.1 Changes to the Analyses Described in the Study
Protocol and Protocol Amendments

The key assumption of the sample size and associated clinically relevant ORR was the claimed
ORR of 66% from selumetinib SPRINT trial. Duning study conduct, it became known to
SpnngWorks, that the actual ORR based on independent central review (ICR) from the SPRINT
trial was 44%, c.f., Page 20 of “Multi-disciplinary Review and Evaluation NDA 213756, Koselugo
(selumetinib), Version July 24, 2019" by the agency.

As per the meeting minutes of the Type C meeting conducted on 16 November 2022, the

confirmed ORR will be assessed pnimarnly by the exclusion of a minimum clinically relevant rate
using the lower bound of the 95% CI. Section 6.11.1 of this SAP was updated to specify the type
of confidence interval as a 95% Clopper-Pearson Cl._

In addition, as per the meeting minutes of the Type C meeting conducted on 16 November 2022,
assessment of tumor volume according to MRI will be done independently by two readers and, in
the case of the two readings suggesting different tumor response status, an independent
adjudicator will make the final determination of response category as per Secfion 4.1.1. Thus,
further clanfication has been added to the SAP using adjudication, but also sensitivity analyses by

each of the two independent readers.

As suggested by the agency, a specific timepoint has been fixed for the analysis of PROs in this
study, Cycle 13 will be considered as the time of interest for all PRO analysis. This update is
described in Section 5.8 and the PRO-specific subsections of Sections 6.11.2 and 6.11.3. This is
accompanied by the specification of a meaningful score difference used in analysis of secondary
PROs. Additionally, an anchor-based analysis of PROs will be performed, this is detailed fully in a
separate meaningful change threshold analysis plan (Version 1.0, dated 12 September 2023).

Following the Type C meeting on 16 November 2022, the planned analysis of histoncal controls
data was expanded. A separate SAP will be produced as an addendum to this SAP to provide full
details of the expanded historical controls data analysis.

As per FDA comespondences on 23 May 2023, the use of a balancing model, (e.g.: propensity
score matching) was considered for the compansons for the TTP and PFS endpoints between the
pediatric cohort, and the NF1 natural history study (Akshintala, 2020) and placebo am from the
prior clinical tnal of tipifamib (Widemann, 2014).
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Appendix 1 PRO Scoring

Appendix 1.1 PGIS

Please choose the response below that best descnbes the seventy of your tumor-related
symptoms over the past week.

o None (0)

o Mild (1)

o Moderate (2)

o Severe (3)

Appendix 1.2 PGIC

Please choose the response below that best descnibes the overall change m your general
state of health smce you started taking your study medication.

O Very much Better (1)

o0 Moderately Better (2)

o A Liitle Better (3)

0 No Change (4)

o A Little Worse (3)

o Moderately Worse (6)

o Very much Worse (7)

Appendix 1.3 NRS-11

Please select the one number that best describes your target tumor pain at its worst dunng
the past 24 hours.

| | I I I I | | | | |
0 1 2 3 4 5 6 7 8 9 10

No pain ‘Waorst pain
you can

imagine
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Appendix 1.4 Pl

Below you will find a list of questions about you and your pain. Please answer each
guestion by selecting a number between 0 and 6.

Please note that we are asking about your pain dunng the past 24 hours.

In the past 24 hours:

Jot at all Some Completely

Has your pain made it difficult for you to

pay attention (focus at work or school, 0 1 2 3 4 5 6
complete tasks)?

Has your pain made it difficult for you to

do activities outside of work (leisure 0 1 2 3 4 5 (¥
activities)?

Has your pain made it difficult for you to

spend time with fnends and family 0 1 2 3 4 5 6
members?

Has your pain affected your mood? 0 1 2 3 1 5 ¥

Has your pain affected your ability to do
physical activities (like run, walk 0 1 2 3 4 5 6
upstairs, play sports, do chores)?

[ §*]
L
=,
e
=

Has your pain affected your sleep? 0 1
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Appendix 1.5 PROMIS score mapping

Adult v2.0 — Physical Function 8b

Short Form conversion Table

Raw summed score T-score SE*
8 20.3 3.7
9 23.9 2.5

10 26.0 2.2
11 275 2.1
12 28.8 2.0
13 29.8 1.9
14 30.8 1.8
15 31.7 1.8
16 325 1.7
17 33.2 1.7
18 34.0 1.7
19 34.7 1.7
20 35.4 1.6
21 36.1 1.6
22 36.7 1.6
23 37.4 1.6
24 38.1 1.6
25 38.8 1.6
26 39.5 1.6
27 40.1 1.6
28 40.8 1.6
29 41.6 1.7
30 42.3 1.7
3 43.1 1.7
32 43.9 1.7
33 44.7 1.8
34 45.7 1.8
35 46.7 1.9
36 47.8 2.1
37 49.2 2.3
38 50.8 2.6
39 53.0 3.0
40 60.1 5.9

*SF — Standard Error on T-score metric
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Pediatric v2.0 — Upper Extremity 8a — 5elf-Report
Short Form Conversion Table
Raw summed score T-score SE*
8 10 4
9 12 4
10 14 3
11 15 3
12 17 3
13 18 3
14 19 3
15 20 3
16 21 3
17 22 3
13 23 3
19 24 3
20 24 3
21 25 3
22 26 3
23 27 3
24 28 3
25 29 3
26 30 3
27 31 3
28 32 3
29 33 3
30 34 3
31 35 4
32 37 4
33 39 4
34 40 4
35 42 5
36 45 5
37 49 5
38 57 7
*SE — Standard Error on T-score meiric
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Pediatric v2.0 — Mobility 8a — Self-Report
Short Form Conversion Table
Raw summed score T-score SE*
8 14 4
9 17 3
10 19 3
11 20 3
12 21 3
13 22 3
14 23 3
15 24 3
16 25 3
17 26 3
18 27 3
19 28 3
20 28 3
21 29 3
22 30 3
23 31 3
24 32 3
25 33 3
26 33 3
27 34 3
28 35 3
29 36 3
30 37 3
3 38 3
32 39 3
33 40 3
34 41 3
35 43 4
36 45 4
37 46 4
38 48 4
39 52 5
40 59 7
*SF — Standard Error on T-score metric
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Pediatric v2.0 — Upper Extremities 8a - Parent Proxy
Short Form Conversion Table
Raw summed score T-score SE*
g 13 3
9 16 3
10 17 3
11 18 2
12 19 2
12 20 2
14 21 2
15 22 2
16 22 2
17 23 2
12 24 2
19 24 2
20 25 2
21 25 2
22 26 2
23 26 2
24 X7 2
25 28 2
26 28 2
27 29 2
28 30 2
29 30 2
30 31 2
31 32 2
32 33 2
33 34 3
34 35 3
35 37 3
36 38 4
37 40 4
38 42 4
39 45 ]
40 25 8
*SE — Standard Error on T-score metric
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Pediatric v2.0 — Mobility 8a — Parent Proxy
Short Form Conversion Table
Raw summed score T-score SE*
g 14 4
9 17 3
10 20 3
11 21 3
12 22 3
13 23 2
14 24 2
15 25 2
16 26 2
17 27 2
18 27 2
19 28 2
20 29 2
21 29 2
22 30 2
23 31 2
24 31 2
25 32 2
26 33 2
27 33 2
28 34 2
29 35 2
30 35 2
31 36 2
3az 37 2
a3 38 3
34 39 3
a5 a0 3
36 42 4
a7 43 4
38 45 4
39 48 4
40 26 7
*SE — Standard Error on T-score meitric
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Appendix 2 Rash Composite Term PT List

The following PTs will be considered as a Rash AESI event:

Demnatitis

Dematitis acneiform
Dematitis exfoliative
Demnatitis exfoliative generalized
Rash

Rash maculopapular
Rash erythematous
Rash macular

Rash popular

Rash pustular

Rash pruntic
Exfoliative rash

Papule

Skin exfoliation

Rash maculovesicular
Rash morbilliform
Rash papulosquamous
Rash vesicular

Eyelid rash

MNodular rash

® & @ #® & ® # & # & & & B F # B 8 " @
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