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1. INFORMATION FROM THE STUDY PROTOCOL
1.1. Introduction and Objectives
1.1.1. Introduction

Gynaecological malignancies include all cancer types of the woman'’s reproductive organs. The
main types are cervical, ovarian, uterine, vaginal, and vulvar cancer. Ovarian cancer continues
to be a leading cause of cancer-related deaths in women and is the leading cause of deaths
attributed to gynaecological malignancies. Ovarian cancer was the eighth most common cancer
in women in 2008 worldwide with roughly 235,000 new diagnoses. Approximately 140,000
women died from ovarian cancer making it the seventh leading cause of cancer death in the
world (Jemal & Bray. 2011). Cervical cancer is the second most common cancer affecting
women worldwide, and it remains a major health problem in developing countries because of
high oncogenic human papilloma virus (HPV) infection rates, the absence of screening
programs and the lack of access to affordable vaccination programs (Monk & Herzog 2007). In
2008, endometrial cancer (uterine cancer) was the 6th leading malignancy in women worldwide,
approximately 288,000 new cases were diagnosed (Jemal & Bray. 2011). In 2013, endometrial
cancer was the most common gynaecological malignancy in the United States and other
developed countries (Siegel et al., 2013).

Ovarian, endometrial, and cervical cancers are sensitive to anti-neoplastic chemotherapy.
Despite this fact, the majority of women with advanced ovarian, cervical and endometrial cancer
- will ultimately relapse. Altogether, in all three types of gynaecologic malignancies, the

' treatment of patients with advanced or relapsed disease remains difficult. Thus, new therapy
options for women with these diseases are urgently needed.

Study KCP-330-005 is designed to assess the antitumor activity and safety profile of selinexor
when administered orally to patients with advanced or metastatic gynecologic malignancies
(including ovarian carcinoma, endometrial carcinoma, and cervical carcinoma). Selinexor is an
orally available, potent Selective Inhibitor of Nuclear Export/SINE compound that specifically
blocks Exportin | (XPO1), the major nuclear export protein in the cell, which is over expressed
in many types of cancer. Further information about the preclinical and clinical characteristics of
selinexor may be found in the current Selinexor Investigator’s Brochure (IB).

1.1.2. Study Objectives

This statistical analysis plan (SAP) is designed to outline the methods to be used in the analysis
of study data in order to address the study objectives. Populations for analysis, data handling
rules, statistical methods, and formats for data presentation are provided. The statistical analyses
and summary tabulations described in this SAP will provide the basis for the results sections of
the clinical study report (CSR) for this trial.

This SAP will also outline any differences in the curreﬂtly planned analytical objectives relative
to those planned in the study protocol. s

The primary and secondary objectives of the study will be addressed separately for 3 parallel
cohorts of patients with ovarian carcinoma, endometrial carcinoma, and cervical carcinoma.

g CONFIDENTIAL
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[.1.2.1.  Primary Objective

o To determine the efficacy of selinexor in patients with advanced or metastatic
gynaecological cancers by assessing disease control rate (DCR).

1.1.2.2.  Secondary Objectives

e To determine the efficacy of selinexor in patients with advanced or metastatic
gynaecological cancers by

o Overall response rate (ORR)
o Progression-free survival (PES)
o  Overall survival (OS), including OS rates at 12 and 24 months

o To evaluate safety and tolerability of selinexor in patients with advanced or metastatic
gynaecological cancers

e To evaluate Quality of Life (QoL) for patients with advanced or metastatic
gynaecological cancers who are treated with selinexor

1.2. Study Design
1.2.1. Synopsfs of Study Design |

This trial has been designed as a multi-center, open-label, Simon two-stage, phase H study in 3
separate and parallel gynaecological cancer cohorts (i.e. Part 1), with an addlitional set of
patients in the ova:[an cohort randomized into two different treatment regir:flens (i.e. Part 2).

10 CONFIDENTIAL
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This trial has been separated into 2 parts: Part 1 and Part 2. Part 1 follows a non-randomized,
single-arm, Simon two-stage optimal design in 3 separate gynaecological cancer cohorts. Part 2
follows a randomized design with 2 treatment regimens in an additional set of patients in the
ovarian carcinoma cohort.

Patients are consented, screened, and enrolled in the study after histologically or cytologically
confirmed and objectively documented progression of disease (PD) on prior chemotherapy
documented by computer tomography (CT)/ magnetic resonance imaging (MRI). Selinexor
treatment should be started within two weeks after enrollment.

Part 1. Three parallel cohorts of patients will be enrolled:

e Cohort A: Ovarian carcinoma - Patients with ovarian, fallopian tube, or peritoneal
carcinoma who are platinum refractory or platinum resistant and have received at least
one line of chemotherapy for relapsed disease will be enrolled. (Part 1 and Part 2)

e (ohort B: Endometrial carcinoma - Patients with endometrial carcinoma who have
received at least one line of chemotherapy for relapsed or advanced (stage IVb, Ilic)
disease will be enrolled. (Part 1)

* Cohort C: Ceryical carcinoma - Patients with cervical carcinoma who have received at
least one line of chemotherapy for relapsed or advanced (stage IV) disease will be
enrolled. (Part 1)

Part 2: Based on the observed tolerability and efficacy profile in the ongoing ovarian cohort
(Cohort A), two additional treatment schedules will be explored to optimize the dosing schedule
in a patient population with ovarian carcinoma.

In all parts of the study, clinical and radiological examinations for disease status as well as QoL
assessments will be performed at baseline, after 6 and 12 weeks of treatment, and approximately
every 8 weeks thereafter.

Treatment will continue until PD or unacceptable toxicity, death, withdrawal of consent by the
patient, or discontinuation of the patient due to non-compliance with protocol requirements.

Safety assessments will be performed at the baseline visit and during each cycle through the
End-of-Treatment (EQT) visit.

If a patient discontinues treatment due to any reason other than PD, death, or withdrawal of
informed consent, the disease evaluations shall continue until PD. This includes patients who
wish to discontinue treatment, but agree to have further data captured for the purpose of the
study.

After treatment discontinuation, a call will be made to the patient (or the patient’s family)
approximately every 3 months to inquire about the patient’s survival status.

1.2.1.1. Test Product, Dose, and Mode of Administration:

The dose of selinexor to be administered will be determined, by patient, on a mg/m? basiis based

on the patlent s actual calculated body surface area (BSA) at baseline. Patients wﬁh a BSA > 2.5
m? will receive a dose based upbn a2.5m? BSA. »

Each cycle is 28 days (4 Weeks) long. In twice-weekly dose schedules (i.e. Part | and Pdrt
Schedule 1), 8 doses of selinexor w1]l be administered per cycle. In the once-weekly dose
schedule (i.e. Part 2 Schedule 2), 4 doses of selinexor will be administered per cycle. Twice-
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weekly doses of selinexor must be administered at least 36 hours apart; once-weekly doses of
selinexor must be administered at least 5 days apart.

Dose escalations and reductions/interruptions are permitted according to safety guidelines in this
protocol or in consultation with a sponsor representative (see Protocol Section 6.3).

Part 1:

Patients will receive oral selinexor 50 mg/m? twice weekly (e.g. Monday and Wednesday,
Tuesday and Thursday, Wednesday and Friday or Thursday and Saturday) in each week of a 4-
week cycle.

If the patient has not experienced a major toxicity after 12 weeks of treatment, a selinexor dose
escalation to 60 mg/m* twice weekly will be ailowed.

Dose reductions (minimum dose: 35 mg/m® once weekly) and interruptions are permitted.
Part 2:
There are two dosing schedules for Part 2.

1} Schedule | — Patients will receive oral selinexor 35 mg/m?® twice weekly (e.g., Monday
and Wednesday, Tuesday and Thursday, Wednesday and Friday or Thursday and
Saturday) in each week of a 4-week cycle.

If there has been no major toxicity after 6 weeks, a dose escalation to 50 mg/m? twice
weekly in each week of a 4-week cycle will be allowed.

2) Schedule 2 — Patients will receive oral selinexor 50 mg/fn’l once weekly in each week of
a4-week cycle (e.g., Monday of each week).

If the patient has not experienced a major toxicity after 6 weeks of treatment, a dose
escalation to 60 mg/m? once weekly will be allowed.

Dose reductions (minimum doses - Schedules 1 and 2: 35 mg/m? once a week) and interruptions
are permitted.

1.2.2, Randomization Methodology

In Part 1, patients will not be randomized; there is only one treatment regimen,

In Part 2, patients will be randomized in a 1:1 ratio to receive Schedule 1 or Schedule 2 using
centralized randomization via an interactive web-response system (IWRS). Randomization will
be performed within the ovarian cohort for patients who are enrolled into Part 2 only and will
not be specific to the study site. Further details on the randomization procedures can be found
in a separate Randomization Plan (see Section 9.1).

1.2.3, Stopping Rules

12.3.1.  Removal of Patients from Treatment ;

Patients will be removed from further treatment for the following reasons:

Disease progression (PD) é

Adverse event (unacceptable toxicity) |
Non-compliance
Need of treatment with medications not allowed by the study protocol
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Patient no longer consents to participate in the study
Intercurrent illness that interferes with study assessments
» Incidence or severity of AEs in this study indicates a potential health hazard to the
patient
Investigator discretion
Pregnancy
* Termination of the study by the Sponsor

When a patient discontinues study treatment, the EoT visit should be performed, if possible. The
eCRF section entitled “End of Treatment” must be completed in all cases. If the reason for
removal of a patient from the study is an AE or abnormal laboratory test result, the principal
specific event or test will be recorded on the eCRF.

If a patient is discontinued from study treatment, the patient should still be followed for PD and
survival. If a patient withdraws consent for further participation in the study, follow-up
assessments will be discontinued.

1.2.3.2.  Study Discontinuation

The study may be discontinued at the sole discretion of the Sponsor for any reason, including
medical or ethical reasons affecting the continued performarnce of the study, or difficulties in the
recruitment of patients. Medical reasons may include, but are not limited to, such features as
deemed by the Safety Monitoring Committee (SMC) to constitute an unacceptable risk to the
patients in the study, such as lack of efficacy or Serious Adverse Events (SAEG) such as Grade
4 anorexia and fatigue unresponsive to medical treatment. -

The sponsor (Karyopharm), in conjunction with appropriate regulatory authorities, will
determine if the trial should be modified or terminated. If this occurs, the sponsor will notify
Institutional review board (IRB) and Investigators.

1.2.4. Study Procedures

The schedule of assessments, as outlined in the study protocol, is presented in Table 1-1,
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Karyopharm Therapeutics Inc.
Statistical Analysis Plan, Protocol KCP-330-003
24 July 2017, Version 3.0

1.2.5. Efficacy, _and Safety Parameters

1.2.5.1.  Efficacy Parameters

The primary efficacy endpoint is DCR, defined as complete response (CR) or partial response
(PR) or stable disease (SD) for at least 12 weeks, assessed according to Response Evaluation
Criteria in Solid Tumors (RECIST) vIi.1. Supportive data will be provided by Duration of SD,
calculated from the date of start of study therapy until the date of PD, or last disease assessment
should PD not have occurred.

The secondary efficacy endpoints for all cohorts include:

1. Response to therapy per RECIST v1.1, as determined by ORR, defined as either CR or
PR per RECIST v1.1, including duration of response (DOR)

PES, calculated from the date of start of study therapy to the date of PD per RECIST
v1l.1 or date of death if PD does not occur

(S

3. OS, calculated from the date of start of study therapy to the date of death due to any
cause, including OS rates at 12 and 24 months

4. QoL evaluated by the EORTC QLQ-C30
Additional secondary endpoints for the ovarian cancer cohort only include the followmg

1. Response to therapy, as determined by DCR, Duration of SD, ORR, and DOR per
Gynecological Cancer Intercroup (GCIG) response criteria (RECIST v1.1 and CA-125)
(Rustin et al, 2011)

2. PFS, as described above with progression defined per GCIG response criteria (RECIST
vl1,1 and CA-125)
Data from Part 1 and Part 2 of the study will be analyzed separately for all primary and
secondary efficacy endpoints.

1.2.5.3. Safety Parameters

Safety evaluations performed during the study include physical, neurological, and ophthalmic
examinations; measurement of vital signs; 12-lead electrocardiogram (ECG); clinical laboratory
evaluations including hematology, chnlca! chemistry, and urmaiysns and monitoring of AEs and
concomitant medications.

1.2.54.  Safety Monitoring Committee

A Safety Monitoring Committee (SMC) will provide additional oversight on the safety of the
investigational product, selinexor (KPT-330), as used in this study. The SMC is responsibké for
reviewing accumulated safety data from the study.

The SMC will have access to all dz{ta necessary to formulate their oplmon on the safety of the
study. This includes efficacy data at the scheduled meetings as this is relevant to assessing the
acceptability of the AE profile observed.
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2. PATIENT POPULATIONS
2.1. Population Definitions

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

* Modified Intent-to-Treat (mITT) Population: All patients who receive at least one dose
of study medication, have measurable disease per RECIST at baseline, and have at least
one post-baseline efficacy follow-up information. If the patient has measurable disease
per RECIST at baseline, but discontinued treatment prior to the first assessment due to
death, toxicity, or PD, they will still be included even if there is no post-baseline efficacy
follow-up information. This population will be used for primary analyses of efficacy.

¢ Per-Protocol (PP) Population: All patients in the mITT population who are compliant
with study assessments and who have no protocol violations that would compromise the
assessment of efficacy. This population will be used for supportive inferences
concerning efficacy. If there are major differences between the results in this population
and those obtained in the mITT population, this will be taken into consideration in the
decision to continue to later phase studies, or in the design of further studies.

»  GCIG Evaluable Population: All patients in the ovarian cancer cohort (Cohort A) who
receive at least one dose of study medication, have measurable disease per RECIST at
baseline or a baseline CA-125 assessment, and have at least one post-baseline efficacy
follpw -up information (i.e. either a post-baseline scan or CA 125 assessment). If a
patlent discontinued treatment prior to the first assessment due to death, toxicity, or PD,
they will still be included even if there is no post-baseline efficacy follow-up
information. This population will be used for additional efficacy analyses specific to
patients with ovarian cancer.

o mlTT Extended Population: All patients who receive at least one dose of study
medication and have at least one post-baseline efficacy follow-up information. If the
patient discontinued treatment prior to the first assessment due to death, toxicity, or PD,
they will still be included even if there is no post-baseline efficacy follow-up
information. This population will be used for supportive efficacy analyses of select time-
to-event endpoints (PFS and OS).

o Safety Population: All patients who have received any amount of study medication. This
population will be used as the primary population for analysis of all safety endpoints.

Analysis of efficacy parameters in Part 2 will be based on the randomized treatment assighment
for Part 2. Analysis of safety parameters will be based on treatment received, even if different
from that randomized in Part 2.

2.2 | Protocol Violations §
Upon assessment of protocol violations, the Sponsor may determine to remove a patient’s data
from: the PP population in an effort to maintain full compliance with study procedures. This will
be performed independent of the knowledge of response to th‘brapy Classification of protocol
violation to major or minor will be performed by the study sponsor. The Sponsor or designee
will be responsible for producing the final protocol violation file (formatted as a Mlcrosoft
Excel file); this file will include a description of the protocol violation and clearly identify
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whether or not this violation warrants exclusion from the PP population. This file will be
finalized prior to hard database lock.

All protocol violations will be presented in a data listing.

Relevant Output
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3. GENERAL STATISTICAL METHODS

3.2. General Methods

All data listings that contain an evaluation date will contain a relative study day (Rel Day). Pre-
treatment and on-treatment study days are npmbered relative to the day of the first dose of study
medication which is designated as Day 1. The preceding day is Day -1, the day before that is
Day -2, etc. The last day of study medication is designated with an “L” (e.g., Day 14L). Post-
treatment study days are numbered relative io the last dose and are designated as Day 1P,

Day 2P, etc.
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All output will be incorporated into Microsoft Word files, sorted and labeled according to the
International Conference on Harmonization (ICH) recommendations, and formatted to the
appropriate page size(s).

Tabulations will be produced for appropriate disposition, demographic, baseline, efficacy, and
safety parameters. For categorical variables, summary tabulations of the number and percentage
of patients within each category (with a category for missing data) of the parameter will be
presented. For continuous variables, the number of patients, mean, median, standard deviation
(Std Dev), minimum, and maximum values will be presented Time-to-event data will be
summarized using Kaplan-Meier (KM) methodology using 25", 50® (median), and 75"
percentiles with dssDCld{Ed 2-sided 95% confidence 1nterval (CI), as well as number and
percentage of censored observations and events.

Data will be presented by study part, cohort, and schedule (Part 2 only) as follows:
e Part I: Cohort A
» Part 1: Cohort B
e Part I: Cohort C
e Part 2: Cohort A: Schedule 1
e Part 2: Cohort A: Schedule 2

Formal statistical hypothesis testing will be performed on the primary endpoint with all tests
conducted at the one-sided 0.10 level of significance for Part | and at the two-sided 0.20 level of
significance for Part 2. Summary statistics will be presented, as well as CIs on selected
parameters, as described in the sections below.

3.3 Computing Environment

All inferential and descriptive statistical analyses will be performed using SAS statistical
software Version 9.4, unless otherwise noted. Medical history and AEs will be coded using the
Medical Dictionary for Regulatory Activities (MedDRA) Version 16.0 (or later). Adverse
events will be graded using Common Terminology Criteria for Adverse Events (CTCAE)
Version 4.03 (or later). Concomitant medications will be coded using the World Health
Organization (WHO) Drug Dictionary Version Q12013 (or later).

34. Baseline Definitions

The baseline for PFS (Parts 1 and 2), OS (Part 1), and duration of stable disease (Parts I and 2)
is the date of the start of study therapy. The baseline for duration of response is the date of first
documented occurrence of response (CR or PR). For all remaining analyses, baseline will be
defined as the most recent measurement prior to the first administration of study drug.

3.5. Methods of Pooling Data

bata will be pooled for analysis across all study sites. Séparale analysis by-site is not intended,
however, data listings will be presented on a by—pauent basis ordered by site and patient
Jdentlﬁer

For each cohort using the Simon 2-Stage design, the DCR results will be presented using data
from the first stage of the study and pooled data from both Simon stages together.
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3.6. Adjustments for Covariates
No formal statistical analyses that adjust for possible covariate effects are planned.
3.7. Multiple Comparisons/Multiplicity

Multiplicity is not of concern for this early phase study with a single primary efficacy endpoint.
The study is designed to look for preliminary evidence of efficacy through inclusion of all the
secondary endpoints, but confirmation of these endpoints in a late phase study will be required.

Separate analysis will be performed across each cohort, with separate conclusions regarding
efficacy within each cohort; therefore, no adjustment to alpha-level for cohort analysis is
required.

3.8. Subpopulations

Part 1 of the study will enroll three cohorts of ovarian (Cohort A), endometrial (Cohort B), and
cervical (Cohort C) cancers which will be evalvuated independently. Part 2 of the study will
enroll additional ovarian patients to evaluate efficacy and safety of once-weekly versus twice-
weekly dosing.

Subtypes of each tumor (e.g., adenocarcinoma versus squamous carcinoma) will be evaluated
both together and separately as exploratory analyses.

The subpopulation of ovarian cancer (Cohort A) patients who have a baseline CA-125
assessment will be evaluated per the GCIG response criteria in secondary analyses. Within the
secondary analyses, a further subpopulation of patients with an initial CA-125 level of at least
twice the upper limit of the reference range will be assessed.

3.9. Withdrawals, Dropouts, Loss to Follow-up

Patients will be free to discontinue treatment or withdraw from the study at any time, for any
reason, or they may be withdrawn/ removed if necessary in order to protect their health. Patients
who are withdrawn from the study will not be replaced.

3.10. Missing, Unused, and Spurious Data

In general, there will be no substitutions made to accommodate missing data points. All data
recorded on the electronic case report form (eCRF) will be included in data listings that will
accompany the CSR.

No imputation of missing efficacy data is planned, with the exception of partial time-to-event
cates. Patients with an event who have only month and year available for the specific time to
event analysis will have the event time imputed to the first day of that month. For time to event
analyses, patients who have no efficacy evaluations for disease recurrence will be considered
censored at time 0. For OS, patients will be censored on the date they were last known to be
alive regardless of disease status. For PFS and Duration of SD or DOR, patients w?thout
documented PD will be censored on the date of last radiologic disease assessment.

of the month is missing, the day is set to the last day of the month. If the day and month are

When tabulating time sincg initial diagnosis, partial dates will be handled as follo'.l;s. If the day
both missing, the day and month will be assumed to be December 3 1st. |

For AEs, missing dates will not be imputed; however, if partial dates are available, they will be
used to assess if the AE occurred during the treatment period and will be imputed according to

22 CONFIDENTIAL



Karyopharm Therapentics Inc.
Statistical Analysis Plan, Protocol KCP-330-005
24 July 2017, Version 3.0

the rules outlined below. Missing severities of AEs will not be imputed and will be considered
missing in any tabulations of AE severity. If an AE is missing a response to the question
regarding relationship to treatment, the event will be considered to be related.

AE Onsel date:
If onset date is completely missing, onset date will not be imputed.
If (year is present and month and day are missing) or (year and day are present and
month is missing):
o If year = year of first dose, then set month and day to month and day of first dose.
e If year < year of first dose, then set month and day to December 3 Ist.
e If year > year of first dose, then set month and day to January 1st.
If month and year are present and day is missing:
o If year = year of first dose and
-~ If month = month of first dose then set day to day of first dose date.
— If month < month of first dose then set day to last day of month.
— If month > month of first dose then set day to 1st day of month.
e If year < year of first dose then set day to last day of month.
» If year > year of first dose then set day to 1st day of month.
AE Stop date:
If the outcome of the AE was ongoing or unknown then the rules outlined below will not
be applied. |
If stop date is completely missing, stop date will not be imputed.
If (year is present and month and day are missing) or (year and day are present and
month is missing):
e If year = year of study withdrawal, then set month and day to month and day of study
withdrawal.
¢ If year < year of study withdrawal, then set month and day to December 31st.
o If year > year of study withdrawal, then set month and day to December 3 st.
If month and year are present and day is missing:
» If year = year of study withdrawal and
— If month = month of study withdrawal then set day to day of study withdrawal
date.
~ If month < month of study withdrawal then set day to last day of month.
~ If month > month of study withdrawal then set day to last day of month.
o If year < year of study withdrawal then set day to last day of month.
¢ If year > year of study withldrawal then set day to last day of month

i
i i

For prior or concomitant medications, missing or partial dates will be imputed as follows:

Start date: l
» If start date is completely missing, start date will not be imputed.
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o If (year is present and month and day are missing) or (year and day are present and
month is missing), set month and day to January 1.
o If year and month are present and day is missing, set day to the Ist day of month.

s If end date is completely missing, end date will not be imputed.

» If (year is present and month and day are missing) or (year and day are present and
month is missing), set month and day to December 3 1st.

o If year and month are present and day is missing, set day to the last day of month

For the QoL analysis, missing data will be handled as described in the EORTC QLQ-C30
Scoring Manual. If less than half of the scores are missing for any domain, the remaining items
will be used applying the standard equations for calculating the scale scores. If at least half of
the scores are missing, the scale will be missing. For single item measures, the score will be
missing. This method is further described in Section 4.3,

3.11. Visit Windows

It is expected that all visits should occur according to the protocol schedule. All data will be
tabulated per the evaluation visit as recorded on the eCRF even if the assessment is outside of
the visit window. In data listings, the relative day of all dates will be presented.

3.12. Interim Analyses

In accordance with the Simon’s two-stage optimal design of Part 1, there will be a preliminary
assessment of efficacy for each cohort after the first 8 patients enrolled in that cohort have 6-
month data available to assess DCR. Note that this initial analysis for a cohort may take place
sooner than when the 8th patient has available data, should there be 3 or more disease control
achievers after fewer than 8 patients are enrolled. Should the trial be terminated at the first
stage, all efficacy and safety analyses as noted above will be performed. Patient enrollment into
the trial will continue while the first stage analysis is being conducted.

3.13. Final Analyses

The final analysis of the primary endpoint DCR for each cohort will take place after the target
number of patients evaluable for DCR has been reached. Additional data summarization may
take place after all available survival data are collected, or after Sponsor decision, as
appropriate.
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4. STUDY ANALYSES
4.1. Patient Disposition

Patient disposition will be tabulated and presented separately by cohort and overall for Part 1
and by schedule and overall for Part 2. It will include the number enrolled, the number in each
patient population for analysis, the number who discontinued treatment and the primary reason
for discontinuation, the number who completed or withrew from the study and primary reason
for study withdrawal.

The EOT Visit will occur < 14 days after the patient receives their last dose of study treatment.
A Safety Follow-up Call/Visit will be performed 30 days (+7 days) after last dose of study
treatment. Follow-up ends when the patient has either completed that 30-day follow-up,
withdrawn consent, been withdrawn by the Investigator, died, or been lost to follow-up. The end
of study (EOS) will occur upon completion of the 30-day follow-up period for the last patient
treated, or when Karyopharm has decided to end the study. Reason for treatment and study
discontinuation will be recorded on the eCRF.

A by-patient data listing of study completion information including the reason for study
withdrawal, if available, will be presented. By-patient listings of inclusion/exclusion criteria not
met and follow -up visit survival status will also be presented. '

Relevant Qutput

4.2. Demographics, Baseline Characteristics, and Medical History

Demographics, baseline characteristics, and medical history will be summarized and presented
by cohort and overall for Part 1 and by schedule and overall for Part 2. Age at date of informed
consent, height, weight, and BSA will be summarized using descriptive statistics (number of
patients, mean, standard deviation, median, minimum, and maximum). The number and
percentage of patients in each gender, ethnicity and race category will be presented. BSA will be
presented using the Dubois and Dubois formula where BSA = 0.007184 x Height (cm)™’® x
Weight (kg)™ 4% (Dubois and Dubois. 1916).

Baseline characteristics include: Eastern Cooperatlve Oncology Group (ECOG) performance
status; duration from|initial diagnosis; response to previous therapy (Y/N). |

Medical history will be summarized by System Organ Class (SOC) and Preferred Term.
Medical history inchyding baseline symptoms as weli as a detailed history of Ihe patlen{ 8
disease, prior cancer | herapies (including start and stop dates), PD during or 4fler prior therapy,
as well as discontinuations due to intolerability.

(2]
h
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Disease history will include stage at initial diagnosis, primary tumor location, carcinoma
subtype, whether at least one recurrence/relapse has been recorded, stage at most recent
recurrence/relapse, and whether there are any current metastatic sites of cancer. Time since
initial diagnosis, time since initial diagnosis to first recurrence/relapse, and time since most
recent recurrent/relapse, will be summarized in months using descriptive statistics.

Prior treatments will include number and percentage of patients with prior radiation therapy
(including setting and best overall response of most recent prior therapy), prior antineoplastic
therapy (including best overall response and whether disease progressed during or after therapy
of most recent prior therapy), and prior surgery type. Number of prior surgeries will be
summarized.

Demographic, baseline, and medical history data, including previous antineoplastic therapies,
previous radiation therapies, previous surgeries, tumor diagnosis, and disease-related toxicities
from prior therapies and pregnancy test results for each patient will be provided in data listings.

Relevant Output

4.3. Efficacy Evaluation

Efficacy analyses will be conducted using both the mITT and PP populations. Select secondary
endpoints will be presented on the mITT extended population and the GCIG evaluable
population as described below. i

43.1. Primary Efficacy Analysis

The analysis of DCR will be performed for each study cohort by calculating the point estimate
of the percentage of patients in that cohort who have CR, PR, or SD for at least 12 weeks,
assessed according to RECIST vl.1, taking into account the visit window of +7 days at the {2
week assessment (i.e., at least stable disease for > 77 days).
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Duration of SID will be calculated as follows;

¢ TFor patients with documented PD, duration will be calculated from the date of start of
study therapy until the date of PD.

* For patients without documented PD, duration will be calculated from the date of start of
study therapy until the date of last disease assessment.

¢ For patients without at least one post baseline disease assessment, duration will be
censored at time 0.

To be consistent with Simon’s two-stage optimal design, a lower one-sided 90% CI will be
presented for the DCR in each study cohort. Additionally, for descriptive purposes a two-sided
95% CI will be calculated for each cohort, using exact methods. The DCR for each cohort will
be presented for the first stage of the study and for both stages combined, consistent with
Simon’s two-stage optimal design.

The analysis of differences in DCR for the randomized part of the study (Part 2) will be
performed using Fisher’s Exact test, accompanied by two-sided 80% and 95% Cls. Data will be
presented by schedule and overall in two separate analyses. The first analysis will include all
patients randomized to Schedule 1; the second will only include patients who were randomized
to Schedule 2.

The analysis of duration of disease control will be based on the KM method for estimation of
summary statistics, and will include the 25th, 50th (median), and 75th percentiles and associated
95% Cls, |

4.3.2. Secondary Efficacy Analyses

All secondary efficacy analyses will be performed for the pooled data from both Simon stages,
so no presentation of results for the first stage of the study is planned.

1. Response to therapy per RECIST v1.1: response for patients in each cohort will be
determined by ORR, defined as either CR or PR using RECIST v1.1, calculated as a
proportion and including a two-sided 95% CI for that cohort. In addition, to assist in
evaluating the evidence of efficacy, a lower one-sided 90% CI for ORR will be
calculated for each cohort in Part 1, and a two-sided 80% CI for ORR will be calculated
for each schedule in Part 2. DOR will be also calculated from the date of first
documented occurrence of response (CR or PR) until the date of documented
progression, or last disease assessment, should progression not have occurred. The
analysis of DOR will be based on the KM method for estimation of summary statistics,
and include the 25th, 50th (median), and 75th percentiles and associated 95% Cls.

3]

Response to therapy per GCIG response criteria (RECIST v1.1 and CA-125): response
for patients in the ovarian cohort (Part 1 and Part 2) will also be assessed for DCR,
Duration of SD, ORR, and DOR, as described above, using the GCIG response criteria.
| Number and frequency of patients in the ovarian cajcer cohort who can be assessed

. using the GCIG response criteria will be presented. This analysis will be performed on

g the GCIG Efficacy Population only. In addition, a subset analysis for each endpoint will
i be conducted on the subgroup of patients with an initial CA-125 level of at least twice
the upper limit of the reference range. ‘
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For the time-to-event endpoints (duration of SD and DOR), date of first response will be
the first of response or progression per CA-125 or RECIST v1.1, whichever occurs first.
Patients without documented progression will be censored at the day of their last
evaluable disease assessment, either per RECIST or CA-125.

. PES: PFS for patients in each cohort will be calculated from the date of start of study
therapy to the date of progression based on RECIST 1.1, or date of death due to any
cause should progression not have occurred. Patients who do not have documenied PD
or drop out prior to study end will be censored at the day they were last known to be
progression-free (i.e. day of their last evaluable disease assessment). The analysis of PFS
for patients in each cohort will be based on the KM method for estimation of summary
statistics, and include the 25", 50" (median), and 75" percentiles and associated 95%
Cls.

In addition to being performed on the mITT and PP populations, there will be three
additional PFS analyses:

a. As described above, but performed on the mITT extended population (i.e.
including patients with non-measurable disease per RECIST at baseline).

b. PFS will also be presented with progression defined per GCIG response criteria
(RECIST 1.1 and CA-125). PES for patients in each cohort will be calculated
from the date of start of study therapy to the date of progression based on
RECIST 1.1 or CA-125, whichever occurs first, or date of death due to any cause
should either type of PD not have occurred. Patients who do not have
documented PD will be censored at the day they were last known to be
progression-free (i.e. day of their last evaluable disease assessment, either per
RECIST or CA-125). This analysis will be performed on the GCIG efficacy
population only.

C. An additional sensitivity analysis may be performed that includes clinical
progression (not documented per RECIST) as an event for PFS. For this analysis,
PFS for patients in each cohort will be calculated from the date of start of study
therapy to the date of progression based on RECIST [.1 or date of clinical
progression identified by the Investigator, whichever occurs first, or date of death
due to any cause should either type of PD not have occurred. Patients who do not
have documented PD or drop out prior to study end will be censored at the day
they were last known to be progression-free (i.e. day of their last evaluable
disease assessment per RECIST). This analysis will be performed on the mITT
population.

. O8: OS for patients in each cohort will be calculated from the date of start of study
therapy to the date of death due to any cause. Patients who are alive at the time of the
analysis or are lost to g)llow up will be censored at the day they were last known to be
alive. The analysis of OS for patients in each cohort will be based on the KM I‘}ne{hod for
estimation of summary statistics, and include the 25®, 50 (median), and 75 percentiles
and associated 95% Cls. OS rate at 12 and 24 months (OS12 and OS24) will a]so be
presented for each cohort, determined from the KM estimate at 12 and 24 months. In
addition to being performed on the mITT and PP populations, OS will also be performed
on the mITT extended population.
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5. QoL QoL will be evaluated for patients in each cohort, and for all study patients
combined by EORTC QLQ-C30 after 6 and 12 weeks of treatment and approximately
every 8 weeks thereafter. The EORTC QLQ-C30 questionnaire has 30 general questions,
and an additional cohort-specific set of 24 (for cervical and endometrial cancer) (CX24,
ENZ24) or 28 (for ovarian cancer) questions (OV28). Each question is scored using a
scale of 1 to 4, representing answers of Not at All, A Little, Quite a Bit, Very much; with
the exception of the items contributing to the global health status, which are scored on a
scale of 1 to 7, representing a range of Very Poor to Excellent.

The analysis will be performed on the sub-score of the initial (general) 30 questions of
the EORTC QI.Q-C30, and separately for the cohort-specific sub-score totals, as
described in the EORTC QLQ-C30 Scoring Manual and in Section 4.3.5. All of the
scales and single-item measures range in score from 0 to 100, where a high score
represents a higher response level. A high score for a functional scale represents a high
level of functioning, a high score for the global health status represents a high QoL., and
a high score for a symptom scale represents a high level of symptoms or problems.
Transformed scores and change from baseline for each scale will be summarized by
timepoint, by cohort or schedule, and overall. By-patient listings will be presented for
response assessments, including RECIST and GCIG results by visit (the best overall
response will be flagged), investigator assessment of target and non-target lesions, and
EORTC QLQ-C30 responses.

Relevant Qutput
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4.3.4, GCIG Disease Assessment

Disease response per GCIG response criteria will be derived as defined in
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Table 4-1 and in Appendices 12 through 14 of the study protocol.

If there was no measurable disease per RECIST at baseline, GCIG response is derived as
presented in Table 4-2. If there was measurable disease per RECIST at baseline, GCIG response
is derived as presented in Table 4-3. Date of response or progression is the date of the earlier of
the 2 assessments (CA-125 or RECIST).
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Table 4-1

CA-125 Disease Response

Response
Category

Criteria

Additional information

Complete
Response

50% reduction in CA-125 levels froma
pretreatment sample. The value must also
return to within normal range and be
maintained for 28 days (i.e. <10% change
between response and conlirmation sample)

To have a response, the pre-treatment
sample must he at least twice the
upper limit normal range (ULN). The
date when the CA-125 level is first
reduced by 50% is the date of the CA-
125 response.

Partial
Response

50% reduction in CA-125 levels from a
pretrestment sample that is maintained for 28
days, but result is not yel within normal range.

For a partial response, the CA-125 is
not yet within normal range, the pre-
treatment sample must be at feast
twice the ULN.

Normalized

CA-125 returned to within normal range, but
was not twice the ULN at baseline

Disease
Progression

Any of the following scenarios are categorized
as PD.

For patients with CA-125 elevated at baseline:

- I CA-125 normalized (within normal
range) al any point, then increases (o twice
ULN on 2 occasions at least | week apart,
date of PD is when CA-125 was first
measured at twice ULN.

- If CA-125 never normalizes {within normal
range), then increases to twice the nadir
value on 2 oceasions at least | week apart,
date of PD is when CA-1235 was first
measured at twice the nadir value.

For patients with normal CA-123 at baseline:

- 1F CA-123 increases to twice ULN on 2
occasions at least | week apart, date of PD is
when CA-125 was [irst measured at twice

ULN. |

Non-PR/ Non-
PD

{
None of the above are true

:

!
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Table 4-2 Overall GCIG Criteria for Patients without Measurable Disease per

RECIST at Baseline
CA-125 Non-target Lesions New Lesions Overall GCIG Response
Response and Normalized
(CR) CR No CR
Response (PR) Non-PD No PR
Normalized but no response | Non-CR/Non-PD No sD
Non-PR/non-PD Non-PD No sSD
PD Any Yes or No PD
Any PD Yes or No PD
Any Any Yes PD
Table 4-3 Overall GCIG Criteria for Patients with Measurable Disease per RECIST at
Baseline
CA-125 Overall GCIG
Target Lesions Non-target Lesions New Lesions Response Response
CR CR No Normal [1] CR
CR Non-CR/Non-PD ' | No Not PD [2] PR
CR CR No PR PR
CR Not evaluable No PR but not normal | PR
PR Non-PD or Not all No Not PD PR
evaluated
Not all evaluated Non-PD No PR PR
PD or New Lesion >28 days from CA-125 Response {3] PR PR
SD Non-PD Nao PR PR
SD Non-PD or Notall -} g NotPR/NotPD | SD
evaluated
PD or New Leston <28 days [rom CA-125 Response [3] PR PD
PD Any Yes or No Any PD
Any PD Yes or No Any PD
Any Any Yes Any PD
Any Any Yes or No PD PD

Note: See Table 4-1 for CA-125 response definitions.

{1] “Normal” includes both Normalized and CR.,

{21 “Not PD” includes Normalized, CR, or PR,

13] Patients who have CA-125 response that occurs more than 28 days from PD according 10 RECIST 1.1 are
considered a PR, according to best response, but PD if the RECIST 1.1 PD is within 28 days of CA-125 response.

4.3.5. EORTC QLQ Scoring |

The EORTC QLQ assessments will be scored according to the EORTC QLQ-C30 Scoring
Manual, as described below. E

Raw Score:

For all scales, the Raw Score (RS) is the mean of the component items, where I = Item:
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o Raw Score: RS=(Li +k + ... + I)/n
The items for each scale are identified in Table 4-4, Table 4-5, Table 4-6, and Table 4-7.

Transformed Score:

For each domain, the linear transformation is as follows:
e Functional scales: Score = {1- ((RS —1)/range)}* 100
* Symptom scales / items and Global health status / QoL: Score ={(RS ~1)/range } *100

Range is the difference between the maximum possible value of RS and the minimum possible
value. Most items are scored | to 4, giving range = 3. The exceptions are the items contributing
to the global health status / QoL., which are 7-point questions with range = 6, and the initial
yes/nio items on the earlier versions of the QLQ-C30 which have range = 1.

Example: Emotional Functioning: RS = (Q2 1+Q22+Q23+Q24)/4
EF Score = {1- (R5-1)/3}*100

Missing Scores:

If less than half of the scores are missing for any domain, the femaining items will be used
applying the standard equations given above for calculating the scale scores. If at least half of
the scores are missing, the scale will be missing. For single item measures, the score will be
missing.
Example: Q23 is missing
Emotional Functioning: RS = (Q21+Q22+Q24)/3
EF Score = {1- (RS-1)/3}*100
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Table 4-4 EORTC QLQ-C30 Scoring — General Questions

Number Item Version 3.0 Item
Domain Scale of Items | Range® Numbers
Global health status | Global health status /Qol QL2 2 6 29, 30
Functioning Scales | Physical functioning PF2 5 3 {05
Role functioning RF2 2 3 6,7
Emotional {functioning EF 4 3 2F1024
Cognitive functioning CF 2 3 20,25
Social functioning SF 2 3 26,27
Sympton Fatigue FA 3 3 10, 12,18
scalesf/items Nausea and vomiting NV 2 3 i4, 15
Pain PA 2 3 g, 19
Dyspnoea DY 1 3 8
Insomnia SL ] 3 i
- Appetite loss AP 1 3 13
‘ Constipation co 1 3 16
Diarrhoea DI ! 3 17
Financial difficulties Fl 1 3 28

* lem range is the difference between the possible maximum and the minimum response to individual items; most
items take values [rom 1 10 4, giving range = 3. ‘

Table 4-5 EORTC QLQ-0OV28 Scoring - Ovarian Cancer Supplement

Number Item
Domain Scale of Items | Range® Version 3.0 ftem Numbers

Symptom Abdominal/Gi 6 3 T 6 (311036 in eCRF)
scalesfitems Peripherat neuropathy 2 3 H, 12 (41, 42)

Hormonal 2 3 18, 19 (4R, 49)

Body image 2 3 20,21 (50,51

Attitude to disease/treatment 3 3 221024 (32 10 54)

Chemotherapy side effects 5 3 13t0 17 (43 10 47)

Other single items 4 3 7 to 10 (37 10 40)

Sexuality** 25 to 28 (55 10 58)

* Ttem range is the difference berween the possible maximum and the minimum response to individual items; most
itemns take values from 1 to 4, giving range = 3.
** The scaling performance of items 25-28 has yet 1o be established.

| l
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Table 4-6 EORTC QLQ-CX24 Scoring - Cervical Cancer Supplement

Number Ftem
Domain Scale of Items | Range® | Version 3.0 Item Numbers

Functional Body image CXBI 3 3 [53-17 (45-47 in eCRF)
Scales Sexual activity CXSXA |1 3 19 (49)

Sexual enjoyment CXSXE 1 3 24 (54)

Sexual/vaginal functioning | CXSV 4 20-23 (50-53)
Symptom Symptom experience CXSE L 3 1-7,9, 1113 {31.37, 39,
scales 41-43)

Lymphoedema CXLY 1 3 8 (38)

Peripheral neuropathy CXPN 1 3 10 (40

Menopausal symptoms CXMS 1 3 14 (44)

Sexual worry CXSW | 3 18 (48)

* Hem range is the difference between the possible maximum and the minimum response 1o individual items; most
items take values from { to 4, giving range =3,

Table 4.7 EORTC QLQ-EN24 Scoring - Endometrial Cancer Supplement

Number | Item
Domain Scale of Items | Range* | Version 3.0 Item Numbers
Functional Sexual interest ENSX1 1 3 49
Scaes Sexual activity ENSXA 1 i3 50
Sexual enjoyment ENSXE 1 i3 54
Symptom Lymphoedema ENLY 2 3 31-32
scales Urological symptoms ENUR 4 3 34-37
Gastrointestinal symptoms | ENGI 5 3 38-42
Poor body image ENBI 2 3 47-48
Sexual/vaginal problems ENSXV 3 3 51-53
Pain in back and pelvis ENBP l 3 33
Tingling/numbness ENTN 1 3 43
Muscutar pain ENMP l 3 44
Hair loss ENHL 1 3 45
Taste change ENTC l 3 46

*# Jtem range is the difference between the possible maximum and the minimum response to individual items; most
Hems take values from | to 4, giving range = 3.
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4.5. Safety Analyses
Safety analyses will be conducted using the safety population.
4.5.1. Study Drug Exposure

Study drug exposure will be determined by duration, percent compliance, total drug taken, and
dose intensity, as described below.

Duration of study drug exposure will be calculated as the number of day patients were
administered study drug, as determined below, and will be summarized by cohort using
descriptive statistics. Duration of study drug exposure for each patient will also be provided in a
data listing, along with number of cycles administered.

Duration of Study Drug Exposure = (Date of last dose - Date of first dose)} + 1

Percent compliance will be summarized for each patient from date of first dose through the
treatment period per the following definition:

Amount of drug taken (mg)
Percent Compliance = x 100
Amount of drug prescribed (mng)

Patient compliance with study drug will be summarized by cohort and presented in a by-patient
data listing. Percent compliance will be summarized separately for patients who completed the
study versus those who withdrew early (i.e. patient decided to discontinue study treatment,
patient withdrew consent, or patient was withdrawn from treatment due fo protocol violation) so
as to distinguish between those patients who were compliant throughout the entirety of the study
versus those who were compliant until they withdrew. In the listing, patients who withdrew
from the study early will be flagged.

Total drug taken will be presented in mg, and calculated by a summation of all doses received.
Total drug prescribed will be presented in mg, and calculated by a summation of all doses
prescribed. For patients receiving a mg/m* dose, amount of drug prescribed will be calculated
using baseline BSA calculated using the Dubois and Dubois formula listed in Section 4.2 (
Dubois and Dubois, 1916).

Dose intensity (defined as total drug taken divided by duration of exposure, presented in mg/day
and mg/week), number of missed doses, number of dose interruptions, duration of dose
interruption, number of dose reductions, and number of dose escalations will also be
summarized. Duration of dose interruption will be calculated as the number of days from the
most recent dose prior to the interruption until the next dose received.

Dosing information for each patient will be presented in a data listing,

H 3

! E
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Relevant Output

4572, Adverse Events

AEs will be coded using the MedDRA dictionary and displayed for all study patients combined,
in tables and listings using System Organ Class (SOC) and Preferred Term.

Analyses of AEs will be performed for those events that are considered treatment emergent,
where treatment-emergent is defined as any AE with onset or worsening of a pre-existing
condition on or after the first administration of study medication through 30 days following last
dose or any event considered drug-related by the investigator through the end of the study. AEs
with partial dates will be assessed using the available date information and will first be imputed
according to the rules outlined in Section Error! Reference source not found. to determine if
treatment-emergent; AEs with completely missing dates will be assumed to be treatment-
emergent.

Adverse events will be summarized by patient incidence rates, therefore, in any tabulation, a
patient contributes only once to the count for a given AE preferred term.

An overall summary of AEs will be provided and will include the number and percentage of
patients with any treatment-emergent AE (TEAE), further separated by maximum severity, with
at least one treatment-related TEAE, with imy TEAE with a CTCAE severity Grade >3, with
any treatment-emergent SAE, with any treatment-related (determined by the Investigator as
possibly related or related) treatment-emergent SAE, with any TEAE leading to discontinuation
of study drug, and with any TEAE leading to death will be presented. In these tabulations, each
patient will contribute only once (i.e., the most related occurrence or the most intense
occurrence) to each of the incidence rates in the descriptive analysis, regardless of the number
of episodes.

Additional summary tables by SOC and preferred term include all TEAEs, TEAEs assessed by
the Investigator as related to treatment, treatment-emergent SAEs, non-serious TEAEs, TEAEs
by CTCAE severity grade, and TEAEs with a CTCAE severity grade >3. Common TEAEs
occurring in 210% of the overall safety population will be presented by preferred term, in
descending frequency, by cohort and overall.

No formal hypothesis-testing analysis of AE incidence rates will be performed.

All AEs (treatment emergent and post-treatment) occurring on-study will be listed in patient
data listings.

By-patient listings will also be provided for the following: AEs leading to death, SAEs, and AE%
leading to d;scoatmuatlon of study medication. |

40 CONFIDENTIAL



Karyopharm Therapentics Inc.
Statistical Analysiy Plan, Protocol KCP-330-005
24 July 2017, Version 3.0

Relevant Output

4.5.3. Laboratory Data

Clinical laboratory values will be expressed in International System of Units (SI) units.

The actual value and change from baseline (Day 1, or in general, the last evaluation prior to
initiation of study treatment) to each on-study evaluation will be summarized for each clinical
laboratory parameter, including hematology, clinical chemistry, coagulation, and urinalysis, for
all study patients combined. In the event of repeat values, the last non-missing value per study
day/time will be used. In the event that Day | data are unavailable for a given patient/parameter,
the Screening value will substitute as the baseline value.

Severity of select clinical laboratory measures will be determined using CTCAE criteria (e.g.
those measures that have a corresponding CTCAE grade classification). Shift tables that present
changes from baseline to worst on-study values relative to CTCAE classification ranges will be
produced. Unscheduled visits will not be included in the laboratory summaries, other than the
shift table for worst on-study values.

All laboratory data will be provided in data listings.

A subset listing will be presented for all ciinicali} significant and abnormal laboratory values.
Laboratory values with a CTCAE toxicity grade 23 will also be presented in a subset listing and

summary table. g
g
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4.54. Vital Signs and Physical Examination

The actual value dnd change from baseline (Day I, or in general, the last evaluatmn prlol to
initiation of study treatment) to each on-study evaluation wnl! be summarized for vital signs for
all study patients combined.

Vital sign measurements will be presented for each patient in a data listing.
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Physical examination results at screening will be surnmarized.
All physical examination findings will be presented in data listings.

Relevant OQutput

4.5.5. Electrocardiogram

ECG results will be summarized descriptively, including heart rate and PR, QRS, QT, and QTc
(calculated by the Fridericia correction formula) intervals. QTc intervals calculated by the
Bazett formula will be transformed to Fridericia. The Fridericia corrected QTc interval (QTc¢F)
will be derived using the formula: QT/(RR”(1/3)), where RR = 60/heart rate. Actual values and
changes from baseline will be reported for each study visit.

ECG data for each paiient will be provided in a data listing.
Relevant Output

4.5.6. Neurological Examinations

Neurological examination findings will be presented via shift tables, summarizing the changes
from baseline to worst value for each parameter.

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

Relevant OQutput
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4.5.7. Ophthalmic Examinations

Ophthalmic examination results for visual acuity, tonometry, slit lamp exam, and dilated
funduscopy at each time point will be summarized.

All ophthalmic examination findings will be presented in data listings.

Relevant Output

4.5.8. Concomitant Medications

Concomitant medication is defined as any prescription or over-the-counter preparation,
including vitamins and supplements. Patients may continue their baseline medication(s), but all
concomitant medication(s) must be reported in the eCRF. Any diagnostic, therapeutic or
surgical procedure performed during the study period should be recorded, including the dates,
dgscription of the procedure(s) and any clinical findings. |

Patients will receive concomitant medications to manage cancer symptoms, AEs, and
initercurrent illnesses that are medically necessary as standard care. Medications to treat
concomitant diseases like diabetes, hypertension, etc. are pllowed.

Concomitant medications will be coded using the WHO ljrug Dictionary. Results will be
tabulated by anatomic therapeutic classification (ATC) and preferred term.
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Concomitant medications will be tabulated by cohort and overall, where any medications that
did not end prior to first dose of study medication and any medications started after the first
dose of study medication will be included. If an end date is missing or the medication is
ongoing, the medication will be included in the tabulation.

The use of concomitant medications and concomitant procedures will be included in a by-
patient data listing. Separate by-patient listings will present prophylactic therapies and
antineoplastic therapies received following study drug.

Relevant Quiput
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5. CHANGES TO PLANNED ANALYSES

In Protocol Section 8.4.1, it is noted that no imputation of missing efficacy data is planned. In
Section 3.10 of this document, it is noted that partial time-to-event dates with only month and
year available will be imputed by setting the day to the first day of the month.

Protocol Section 8.3 describes 3 populations (mITT, PP, and Safety population) to be used for
study analyses. In Section 2.1 of this document, two additional populations are included, the
GCIG Evaluable population and the mITT Extended population. In addition, the mITT
population definition is updated to include the criterion that patients have measurable disease
per RECIST vIi.1 at baseline.
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7.2, List of Statistical Figures
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7.3. List of Statistical Data Listings
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7.4. Table and Figure Shells

The following tables and figures will be produced.
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Karyopharm Therapeutics Inc.
Sratistical Analysis Plan, Protecol KCP-330-005
24 July 2017, Version 3.0

8. REVISION HISTORY
8.1. Statistical Analysis Plan Version 2.0: 20 April 2015

Rationale of Revisions

Changes were made to the SAP according to Protocol Version 4.0 dated 23 March 2015,
including an update to the study title and sponsor representatives. Changes throughout the
document include minor editorial changes and the addition of Part 3, the breast cancer cohorts.

Description of Revisions Affecting Section |

o Section 1.1: Introduction — Additional text was added describing background on the addition
of the breast cancer cohorts.

s Section 1.1.2: Study Objectives ~ The secondary objectives were updated to add more detail,

» Section 1.2: Study Design - The description of the dosing schedule and schedule of
assessments were updated per the protocol amendment noted above,

Description of Revisions Affecting Section 2

» Section 2.1 Population Definitions - The definition of the mITT population was updated to
include patients that discontinued treatment prior to the first assessment due to death,
toxicity, or disease progression. The criterion of receiving at least 2 cycles of therapy was
removed from the PP population.

e Section 2.2 Protocol Violations — The data monitoring group was removed from this section,
as this is not separate from Veristat for this study.

Description of Revisions Affecting Section 3

e Section 3.1 Sample Size Justification — Text was added to include sample size justifications
for Part 3, as well as the addition of the term “evaluable”.

» Section 3.7 Multiple Comparisons — Text was added to verify that confirmation of
secondary endpoints in a later phase study will be required.

Descrintion of Revisions Affecting Section 4

¢ Section 4.3 Efficacy Evaluation - This section was updated to note that the visit window of
+7 days at the 12 and 24 week assessments is taken into account when calculating the point
estimate of the percentage of patients in that cohort who have CR, PR, or SD for at least 12
or 24 weeks. Details for scoring the EORTC QLQ were added for the breast cancer
supplement.

e Section 4.5.1 Study Drug Exposure — This section was updated to include additional
exposure calculations to be presented.

Description of Revisions Affecting Section 6

e Section 6 References — Additional references were added for the breast cancer cohorts.
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Description of Revisions Affectine Section 7

» Section 7 Clinical Study Report Appendices — This section title was updated. Table, figure,
and listing shells were updated to include presentation of the breast cancer cohorts.

Description of Revisions Affecting Section 8

» This section (Section 8 Revision History) was added to describe revisions from previous
versions.

Description of Revisions Affecting Section 9

» The Randomization Plan has been apdated to include the breast cancer cohorts. The new
version (2.0} is appended to this document.

8.2 Statistical Analysis Plan Version 3.0: 07 April 2016

Rationale of Revisions

Changes were made to the SAP according to Protocol Version3.1 dated 08 January 2016. Note
that Protocol Version 4.0 was never submitted to an IRB or regulatory authority, so while the
previous SAP and Randomization Plan were finalized off of that version, it is removed from the
title page of this document. The randomization methodology has not been changed.

Changes throughout the document include minor editorial changes and the removal of Part 3,
the breast cancer cohorts.

¢ Section 1.2.1 Synopsis of Study Design was updated to include minor editorial changes and
additional information regarding dose reductions and escalations.

» Section 1.2.3 Stopping Rules was updated to add further detail on reasons a patient may
come off treatment.

* Section 1.2.4 Study Procedures was updated to include modifications to the schedule of
assessments.

* Section 1.2.5.1 Efficacy Parameters was updated to include editorial changes, further
clarification on endpoints, and the GCIG response criteria assessments for the ovarian
cancer cohort.

Description of Revisions Affecting Section 3

e Section 2.1 Population Definitions was updated to further define each efficacy population,
including by adding 2 new populations (GCIG Evaluable and mITT Extended).

e Section 2.2 Protocol Violations was updated to include that violations will be assessed
independent of knowledge of response to therapy.
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Description of Revisions Affecting Section 3

Section 3.1 Sample Size Justification was updated to remove the planned breast cancer
cohorts description.

Section 3.2 General Methods was updated to clarify presentation of data.

Section 3.8 Subpopulations was updated to include the subsets of ovarian patients with a
baseline CA-125 assessment and with a baseline CA-125 assessment at least twice the upper
limit of normal.

Section 3.10 Missing, Unused, and Spurious Data was updated to include further detail on
partial dates, both for time to event and baseline data. Detail on missing data for QoL
analysis was also added.

Description of Revisions Affectine Section 4

Section 4.2 Demographics, Baseline Characteristics, and Medical History was updated to
note that baseline BSA will be summarized using the Dubois and Dubois formula. In
addition, the most recent therapy will be summarized for prior therapy summaries. Tables
will be presented for both the mITT and Safety populations.

Section 4.3 Efficacy Evaluation was updated to include the following:

» An additional analysis of duration of stable disease based on the Kaplan-Meier method
for estimation of summary statistics

» Additional details regarding analysis of duration of response and PFS

s Response to therapy per GCIG response criteria (RECIST 1.1 and CA-125) as an
evaluation, including details on how to derive the response in Section 4.3.1

s Additional PFS and OS analyses on the mITT extended population (i.e. including
patients with non-measurable disease per RECIST at baseline)

» Potential for an additional exploratory analysis of PFS including clinical progression as
an event

Section 4.5 Safety Analysis was updated to include further detail on exposure data. Detail
was added for the ECG evaluations, to provide the formula used to calculate QTc intervals
calculated by the Fridericia formula. Section 4.5.7 Ophthalmological Examinations was
added.

Descrintion of Revisions Affecting Section 5

Additional changes from the protocol are described.
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