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Protocol Amendment Summary of Changes

Protocol History

Version Number Type Version Date

4.0 Global substantial 11-Mar-2020
amendment

3.0° Global substantial 27-Aug-2019
amendment

2.0 Global substantial 02-Jan-2018
amendment

1.0 Original Protocol 28-Mar-2017

a: No subjects were enrolled under Version 3.0.

Protocol Version 4.0 (11 March 2020)

Overall Rationale for the Amendment

This amendment provides some minor clarifications to protocol Version 3.0 prior to the actual

implementation of Version 3.0 at sites.

Section # and
Name

Description of Change

Brief Rationale

Tables 2 and 3,
Schedules of
Assessment for
Part 2

Change in frequency of assessment
following Cycle 5 and alignment of
tumor assessments with other
assessments.

Decreased burden on subjects, while maintaining
appropriate monitoring.

Tables 2 and 3,
Schedules of
Assessment for
Part 2A and Part
2B

Reduced blood volume for plasma
marker samples and specified more
clearly sample acquisition timing
schedules in footnotes.

Decreases burden on subjects and clearer sample
acquisition timing information.

Part 1 and Part 2.

Table 3, Remove a sample for M8891 PK. Decrease burden on subjects.
Schedule of

Assessments

Tables 4 and 5. Clarification and alignment of timings Clarification

Schedule of with Tables 2 and 3.

Assessments

5.1.4, Follow-up Clarification of EOT visit timepoint for Clarification

5.1.3.4 Maximum
tolerated dose ...
8.1.2.1, [Sample
size] Part 2A]

Clarify that minimum number of treated
subjects on maximum tolerated dose
applies to Part 1 not Part 2.

Clarify that minimum of 6 subjects treated for
maximum tolerated dose continues for Part 1 but
is not necessary for Part 2.

5.1.3.2.2
[Treatment
period] Part 2B

Add a potential meeting of the Safety
Monitoring Committee at the start of
Part 2B.

Additional evaluation of safety and tolerability.
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Section # and Description of Change Brief Rationale

Name

Sponsor Update of address. Clarification

Signature

Sponsor Updated to changes in personnel. Clarification

Responsible

Persons

Throughout Minor edits Correct formatting, English usage, etc.

This Version 4.0 is identical to Version 3.0, except for clarifications as noted above. No patient
has been enrolled in Version 3.0 of the protocol.

(The revisions made in Version 3.0, which are retained in this Version 4.0, are summarized in
Appendix IV.)
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1 Synopsis

Clinical Trial Protocol Number

MS100015-0019

Title

An Open-label, Phase I, Dose Escalation Trial of
Methionine Aminopeptidase 2 Inhibitor M8891 in
Subjects with Advanced Solid Tumors

Trial Phase b
IND Number PPD
FDA covered trial Yes
EudraCT Number Not applicable
PPD
Coordinating Investigator PPD
PPD
PPD
PPD
Phone: PPD
Email: PPD

Sponsor

For all countries except USA and Japan:
Merck KGaA

Frankfurter Strasse 250

64293 Darmstadt, Germany

In the USA:

EMD Serono Research & Development Institute,
Inc.

45A Middlesex Turnpike

Billerica, MA 01821, USA

Trial centers/countries

Part 1: Approximately 5 sites / USA
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Planned trial period
(first subject in-last subject out)
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Objectives:

Part 1, M8891 Single Agent, Solid Tumors
Primary:

e To determine the maximum tolerated dose (MTD) of M8891 as a single agent in
subjects with solid tumors.

Secondary:
e To evaluate the safety profile and tolerability of M8891 as a single agent
e To investigate the pharmacokinetic (PK) profile of M8891 as single agent

e To assess the antitumor activity of M8891 as single agent according to Response
Evaluation Criteria in Solid Tumors (RECIST) v1.1

e To determine the recommended Phase II dose (RP2D) as single agent.

Part 2, M8891 Combined with Cabozantinib, Metastatic Renal Cell Carcinoma (mRCC)

Part 2A, Dose Escalation
Primary:

e To determine the recommended dose for expansion (RDE) (MTD, if reached) of
M8891 combined with cabozantinib in subjects with mRCC, based on safety,
tolerability, and antitumor activity

Secondary:

e To characterize the PK profile of M8891 (single and multiple dose exposure)
combined with cabozantinib in subjects with mRCC

o To further assess antitumor activity of M8891 combined with cabozantinib in subjects
with mRCC
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Part 2B, Expansion Cohort
Primary:
e To determine recommended Phase II dose (RP2D) of M8891 combined with
cabozantinib in subjects with mRCC based on antitumor activity and safety.
Secondary:

e To assess other measures of antitumor activity of M8891 combined with cabozantinib
in subjects with mRCC.

e To characterize the PK profile of M8891 (single and multiple dose exposure) in
subjects with mRCC.

Methodology:

This is a 2-part, Phase I/Ib, first in human, multicenter, open-label trial of M8891 administered
daily.

Part 1 is a dose-escalation study designed to explore the safety, tolerability, PK and. profiles,
and clinical activity of M8891 as a single agent across cycles of 21-day treatment, in subjects
with advanced solid tumors with no surgical, radiation, or systemic anticancer therapies
available.

Part 2 is designed to determine the safety, tolerability, and anti-tumor activity of M8891
combined with cabozantinib in subjects with mRCC. In Part 2A, a dose escalation (Part 2A)
and an expansion cohort (Part 2B) design are planned.

In Part 2A, escalating doses of M8891 will be combined with cabozantinib in subjects with
mRCC who have progressed to 1 or more previous lines of systemic anticancer therapy,
excluding treatment with cabozantinib. The Part 2A of the study allows subjects accrual in a
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staggered manner. Thus, enrollment in Part 2A can occur while Part 1 is still ongoing; however,

enrollment will only be at a dose level of M8891 that has already been determined safe in Part
1 of the study.

In the expansion Part 2B, M8891 at the RDE/MTD defined in Part 2A will be combined with
cabozantinib in subjects with mRCC who have progressed to 1 or 2 previous lines of systemic
anticancer therapy, excluding treatment with cabozantinib. In Part 2B, subjects should have
failed to only 1 previous antiangiogenic tyrosine kinase inhibitor (TKI) for metastatic disease.
Adjuvant therapy with sunitinib will be considered as 1 line of therapy for metastatic disease in
the case that disease progression occurs during or within 3 months of the completion of the
freatment.

Planned number of subjects: Part 1: 36-42 subjects. Part 2A: 6-15 subjects. Part 2B: 30-40
subjects.

Part 1, M8891 Single Agent, Solid Tumors

Primary endpoints:

e Dose limiting toxicities (DLTs) during the first 21-day treatment cycle, based on a pre-
defined set of adverse events (AEs), to determine the MTD.

Secondary endpoints:

e Occurrence and severity of treatment-emergent adverse events (TEAEs), and deaths,
including cause of death, from screening up to the End of Treatment visit (EOT)

e Changes in clinical laboratory measures, electrocardiogram (ECG) measures, vital signs,
Eastern Cooperative Oncology Group Performance status (ECOG PS)

e Best overall response (BOR: complete response [CR], partial response [PR], stable disease
[SD] or progressive disease [PD]) according to RECIST vl.1. criteria as assessed by
Investigators

e Clinical benefit defined as CR, PR, and SD for > 12 weeks

e PFS (progression-free survival) time.
Part 2, M8891 Combined with Cabozantinib, mRCC

Part 2A, Dose Escalation
Primary endpoints:
e Occurrence of DLTs in subjects with mRCC receiving M8891 combined with cabozantinib

during the first 22-day treatment cycle (21 days of M8891 combined with cabozantinib,
preceded by 1 day of M8891 alone) based on predefined set of AEs

e Occurrence of TEAEs (including TEAEs leading to death or discontinuation of treatment)
n subjects with mRCC receiving M8891 combined with cabozantinib. Any AEs that occur
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or worsen between start of study intervention and 30 days after end of study intervention
will be considered TEAEs

e Study clinically relevant abnormal changes in clinical laboratory measures from baseline,
vital signs, ECOG performance status, and ECGs from start of study intervention to 30 days
after end of study intervention

e Objective Response according to RECIST vl1.1 as assessed by Investigators
Secondary endpoints:

e Duration of Response (DoR) according to RECIST vl.1 criteria as assessed by
Investigators

e PFS time according to RECIST v1.1 criteria as assessed by Investigators

Part 2B, Expansion Cohort
Primary endpoints:

e Occurrence of study serious AEs including deaths from first dose of study intervention to
30 days after end of study intervention

e Study clinically relevant abnormal changes in clinical laboratory measures from baseline,
vital signs, ECOG PS, and ECGs from start of study intervention to 30 days after end of
study intervention

e Occurrence of TEAEs (including deaths) from start of the study intervention to 30 days
after end of the study intervention

e Objective response according to RECIST v1.1 criteria as assessed by Investigators
Secondary endpoints:
e DoR according to RECIST v1.1 criteria as assessed by Investigators

e PFS time according to RECIST v1.1 criteria as assessed by Investigators

Pharmacokinetics

Part 1, M8891 Single Agent, Solid Tumors

e PK parameters of M8891 after QD dosing, as applicable: Cmax, tmax, AUCot, AUCo-c0,
AUCo-, t112, A, CL/F, CLs/F, V,/F, Racc(AUC;) and Racc(Cmax)

Part 2, M8891 Combined with Cabozantinib, mRCC

Part 2A, Dose Escalation

e PK parameters of M8891 in terms of Cmax, tmax, AUCo.t on Day 1 Cycle 1, (combined with
cabozantinib, single dose)

e PK parameters of M8891 in terms of Cax, tmax, AUCo.ron Day 8 and Day 15 Cycle 1, and
Day 1 Cycle 2 (combined with cabozantinib, multiple dose)
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e PK parameters of M8891 in terms of Cmax. AUC0.t, tmax. tiag. t12. AUCo. CL/F, V/F on

PK parameters of cabozantinib in terms of Cmax, tmax, AUCo.+on Day 1 Cycle 1 (combined
with M8891, single dose)

e PK parameters of cabozantinib in terms of Cpax, tmax. AUCo.c0on Day 8 and Day 15 Cycle 1,
and Day 1 Cycle 2 (combined with M8891, multiple dose)

Part 2B Dose Expansion

e Plasma concentrations of M8891 on Day 1, Day 8 and Day 15 Cycle 1 (combined with
cabozantinib, multiple dose)

¢ Plasma concentrations of cabozantinib on Day 1, Day 8 and Day 15 Cycle 1 (combined
with M8891, multiple dose)

Diagnosis and key inclusion and exclusion criteria:

Part 1, M8891 Single Agent, Solid Tumors
Key inclusion:

e Subjects must be refractory to or intolerant of existing cancer therapy(ies) known to provide

clinical benefit
_ 1 SIIII 1 2 1
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e Histologically confirmed advanced solid tumors with no clear curative treatment options
available after at least 1 prior systemic anticancer therapy

e Tumor accessible for biopsies and agreement to conduct pre-dose and post-dose fresh
tumor biopsies

e Male or female subjects at least 18 years of age.
Key exclusion:

e ECOGPS=>2

e Extensive prior radiotherapy on more than 30% of bone marrow reserves, or prior bone
marrow/stem cell transplantation within 5 years of study start

e Severe bone marrow, renal or liver impairment

Part 2, M8891 Combined with Cabozantinib, mRCC

Key inclusion:
e Histologic or cytologic evidence/proven of mRCC with clear cell component
e Previous treatments:

a. Part 2A: Subjects should have progressed to 1 or more previous lines of systemic
anticancer therapy, excluding treatment with cabozantinib

b. Part 2B: Subjects should have progressed to 1 or 2 previous lines of systemic
anticancer therapy, excluding treatment with cabozantinib. Subjects should have
failed to only 1 previous TKI for metastatic disease. Adjuvant therapy with sunitinib
will be considered as 1 line of therapy for metastatic disease in the case that disease
progression occurs during or within 3 months of the completion of the treatment.

e Atleast 1 lesion that is measurable using RECIST v1.1.

e Adequate organ function (i.e. liver, kidney, bone marrow), as evidenced by multiple
laboratory value results within specific parameters

Key exclusion:
e Previous use of cabozantinib or a MetAP2 inhibitor

e Thromboembolic events requiring therapeutic anticoagulation. = Concomitant
anticoagulation at therapeutic doses with oral anticoagulants (i.e., warfarin, direct thrombin
and Factor Xa inhibitors) or platelet inhibitors (i.e., clopidogrel) started within the last
6 months of screening

Note: Low dose aspirin for cardio-protection and low dose low-molecular-weight heparin
(LMWH) are permitted (in subjects who are on a stable dose of LMWH for at least 6 weeks
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before the first dose of study treatment, and who have had no clinically significant
hemorrhagic complications from the anticoagulation regimen or the tumor)

e Current significant cardiac conduction abnormalities, QT corrected for heart rate according
to Fridericia (QTcF) interval prolongation of > 450 ms for males and > 470 ms for females
or cardiovascular disorders, including symptomatic congestive heart failure, unstable
angina pectoris, and serious cardiac arrhythmias.

Investigational Medicinal Product: dose/mode of administration/ dosing schedule:

Part 1, M8891 Single Agent, Solid Tumors

MS8891 in capsule form will be administered orally QD, according to the dose escalation
schedule and as determined by the safety monitoring committee (SMC). The starting dose of
initial dose escalation cohort will be 7 mg QD. A Bayesian two-parameter logistic regression
model with overdose control will be used to assist the SMC with dose selection during the dose
escalation part. The model incorporates nonclinical toxicity and observed DLT information
from all previously completed dose escalation cohorts to provide a recommended dose for the
next cohort.

Part 2, M8891 Combined with Cabozantinib, mRCC
Part 2A, Dose Escalation

MS8891 in capsule form combined with cabozantinib will be administered orally QD in the
morning in fasted conditions. Three pre-specified dose levels of M8891 are planned (20 mg,
35 mg and 60 mg) combined with 60 mg of cabozantinib.

A Bayesian two-parameter logistic regression model with overdose control will be used to
assist the SMC with dose selection for the next cohort and to determine the MTD/RDE of
M8891 combined with cabozantinib 60 mg QD for Part 2B. Dose levels may be added or
skipped for others that are not part of the pre-specified but they will never exceed the dose level
of M8891 that has already been declared to be safe in Part 1.

Cabozantinib will be used at the approved 60 mg-free-base equivalent (FBE) daily dosage with
dosage adjustments to 40 mg FBE or 20 mg FBE permitted to manage AEs.

Part 2B, Dose Expansion

In Part 2B, subjects will receive M8891 at the dose level defined in the Part 2A and
cabozantinib at 60 mg QD in 21-day cycles until disease progression, unacceptable toxicity,
withdrawal of consent, or any criterion for withdrawal from the study.

In part 2B, the SMC will continue to monitor the safety of M8891 combined with cabozantinib
and may recommend on continuation on the same dose, change in dose (not higher than MTD
defined in Part 2A), or stop of the expansion cohort. Unacceptable toxicity for the expansion
(Part 2B) cohort will be AEs that fulfill the DLT criteria. The SMC will evaluate the safety and
cumulated toxicity of the combination therapy after 10 and after 20 subjects, who have finished
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their DLT period or dropped out. The SMC decisions in the expansion cohort will also be
supported by a two-parameter Bayesian logistic regression model. Enrollment of subjects will
not be suspended between SMCs.

Reference therapy: dose/mode of administration/dosing schedule:

Not applicable.

Planned trial and treatment duration per subject:

Study duration per subject is approximately 8 months for Part 1, and 12 months for Part 2
including screening, treatment and follow up. Treatment is administered in consecutive 21-day
cycles of continuous treatment. Subjects will receive study drug at the pre-specified dose level
until disease progression, unacceptable toxicity, withdrawal of consent, or any criterion for
withdrawal from the trial.

Statistical methods:

Part 1, M8891 Single Agent, Solid Tumors

Analyses will be prepared by dose level. There is no formal significance level for this trial and
all analyses are considered descriptive.

Dose escalation will be aided by a Bayesian two-parameter logistic regression model. The SMC
dedicated to dose escalation decisions will receive results of a Bayesian two-parameter logistic
model with overdose control updated with the observed DLT data. Recommendation will be
based on a loss function.

Part 2, M8891 Combined with Cabozantinib, mRCC

Part 2A, Dose escalation

A Bayesian two-parameter logistic regression model with overdose control will be used to
assist the SMC to select the next dose of M8891 from 3 pre-specified dose levels (20 mg,
35 mg, and 60 mg QD). The SMC may add or skip a dose, as long as it does not exceed the
dose level of M8891 that has already been declared to be safe in Part 1.

Part 2B, Expansion cohort

A 2-stage design with an interim analysis for futility will be used to evaluate response.
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Table 1 Schedule of Assessments for Part 1, M8891 Single Agent, Solid Tumors

Safety

Activity / Assessment Screening On Treatment Visits EOT FlU

Cycle 3
—28 to -1 Cycle 1 Cycle 2 and
following

Cycle Day 1124 |8 |15|16] 1 | 8> | 15° 1 30
Visit Window 1|21 2 | £2 | £2 2 +3
Written informed consent

Demography

Medical history®

Serum pregnancy test (beta
hCG)¢

Physical examination

X1 x| x| x

Vital signsf, weight, height (height
at screening only)

12-lead ECGS
ECOG PS
AE assessment

XX | X|X]| X

Concomitant medication

X X |X|X|X| X | X

Hematology, biochemistry,
coagulation”

>
[

X| X [ X[X[|X|X]| X |X]| X
X| X | X|X

X| X | X|X

X| X | X|X

X| X [ X|X[X|X] X |X
X| X [ X[X[X|X]| X |X

Urine dipstick and pregnancy test X

Urine - PK urine samples'
Blood - PK blood samples™ X[ X X[ X|X] X X

Tumor assessment ; s

(RECIST v1.1) Xt X X X

grug ad.mlrtnstratlon and I x I xIxIx!x!| x X X X X
ispensing

AE: Adverse event; ALT: Alanine aminotransferase; AP: Alkaline phosphatase; aPTT: Activated partial
thromboplastin time; AST: Aspartate aminotransferase; BUN: Blood urea nitrogen; CT: Computed tomography; ECG:
Electrocardiogram; ECOG PS: Eastern Cooperative Oncology Group Performance Status; EOT: End of treatment;
F/U: Follow up; FSH: Follicle-stimulating hormone; GGT: Gamma-glutamyl transferase; hCG: Human chorionic

onadotropin; MRI: Magnetic resonance imaging; INR: International Normalized Ratio; m
m PK. Pharmacokinetic; PT: Prothrombin e, Gy, ONCe GaTy FECIST:
esponse Evaluation Criteria in Solid Tumors; SAE: Serious adverse event; SMC: Safety Monitoring Committee;

WBC: White blood cells.
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Safety follow up will be performed if SAE is not recovered at the EOT, and may be done by phone interview if
clinical visit is not feasible.

In Cycle 2 and subsequent cycles AE and concomitant medication assessment should be performed at clinic, but
phone interview is acceptable if subjects have conflict schedule and can'’t visit clinic.

The tumor diagnosis must be proved by pathology report.

If applicable additional assessments should be performed as required and if clinically indicated. FSH measured if
needed to confirm postmenopausal status.

Physical exam, hematology, biochemistry, and coagulation do not have to be repeated on Day 1 if performed
within 48 hours as a screening/baseline assessment.

Heart rate, diastolic and systolic blood pressure, respiratory rate, body temperature.

12-lead triplicate digital ECG will be performed with 2-minute intervals after at least 10 minutes rest in supine
position. On Cycle 1 Day 1 and Day 15 at pre-dose and 1, 2, 4, 5, 6, 8, 12 hours and 24 hours post-dose (+ 15
minutes) and on pre-dose on Day 8. The SMC may decide that the Day 15/Day 16 assessment can be waived in
case no relevant drug accumulation is being observed. ECG assessments at subsequent cycles will be performed
pre-dose at time points as indicated in the table. ECGs should be performed directly before PK sampling time
points on days where both assessments are performed.

Hemoglobin, white blood cell count, differential, platelet count, creatinine, creatinine clearance AST, ALT, GGT,
AP, lipase, amylase, BUN, total bilirubin, total protein, albumin, uric acid, sodium, chloride, bicarbonate,
potassium, calcium, phosphorus, magnesium and glucose, PT, aPTT and INR.

Standard urine test, and pregnancy test will be done at each visit after Cycle 2 (corresponds to women of

m. PK time points: 3 mL (2 aliquots of 1.5 mL) blood each at following time points: QD dosing: Cycle 1 Day 1: 0 hour

(pre-dose within 60 minutes prior to each treatment administration) and 1 (£ 10 minutes), 2 (+ 10 minutes), 3 (+ 10
minutes), 4 (+ 20 minutes), 5 (+ 20 minutes), 6 (+ 30 minutes), 8 (+x 30 minutes), 12 hours post-dose (+ 60
minutes), on Day 2 at 24 hours post-dose (before next drug administration) (+ 60 minutes). Cycle 1 Day 8: 0 hour
(pre-dose within 60 minutes prior to treatment administration), Cycle 1 Day 15: 0 hour (pre-dose within 60 minutes
prior to each treatment administration) and 1 (£ 10 minutes), 2 (+ 10 minutes), 3 (x 10 minutes), 4 (+ 20 minutes),
5 (£ 20 minutes), 6 (+ 30 minutes), 8 (+ 30 minutes), 12 hours post-dose (+ 120 minutes), on Day 16 at 24 hours
post-dose (before next drug administration) (+ 60 minutes), 63 mL blood in Cycle 1. Cycle =2 Day 1: 0 hour (pre-
dose within 60 minutes prior to each treatment administration).

p. Pre-dose; optional blood sample: collection will only be performed after an Informed Consent Form has been

siined.

r.

S.

t.

Imaging (e.g. CT scan) do not have to be repeated on Day 1 if performed within 28 days as a screening/baseline
assessment.

Imaging analysis must be done with consistent modalities. £ 1 week time window is permitted. Tumor response
will be assessed on Day 1 of Cycles 3, 5 and 7, and every 18 weeks (6 Cycles) thereafter. Subjects who
discontinue treatment will undergo EOT visit procedures.

Subjects will receive M8891 once a day, at same time in the morning, in fasted condition for at least 2 hours prior
and 1 hour post dosing, M8891 will be dispensed on Day 1 of each Cycle. Subjects should be asked to return all
of the unused trial medication, including the packaging (even if empty), at every dispensing visit.
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Note: At visits where assessment time points coincide with each other, the following procedure should be followed:
e Perform vital signs assessments slightly before the specific time point
e Perform ECG assessments on time
e PKblood sampling should be done directly after the ECG (e.g. within 10 minutes)

e Use of agreed upon time windows will be allowed.
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Table 2 Schedule of Assessments for Part 2A, M8891 Combined with
Cabozantinib, mRCC, Dose Escalation
Activity / . On Treatment Visits a Safety Notes
Assessment Screening EoT F/uUP
M8891 M8891 + Cabozantinib
Cycle Cycle | Cycle Cycle After Cycle 7,
visits on Day 1 of
1 2-4 5 7andon every third cycle
For rescreening
see Section 5.1.1
-1 1 of eve Within 7 | 30 days
Cycle Day -28to-2 | (-24h)| 1 | 8 |15] 1 15 1 . Y days of last| after last
N third cycle |. :
intervention|  dose
Visit Window 141 £2 | £2 13 13 +7 7
Written informed X
consent
Demography X
Medical history X
Serum pregnancy test %
(beta hCG)¢
Physical examination Xe X X[ X|X]| X X X X X
Heart rate,
Vital signs, weight, g'i‘ct'(t)cl)ilécb?gg d
height (height at X X X [ X|X| X X X X X )r/essure
screening only) pressure,
respiratory rate,
body temperature
12-lead ECG X X X | X|X]| X X X X Table 4
ECOG PS X X X [ X|X| X X X X X
AE and
AE assessment X X X[ X|X]| X X X X X X concomitant
medication
assessment
Concomitant should be
medication X X XPXp XXX X X performed at
every visit
Hematology, Appendix llI
biochemistry,
coagulation, thyroid X® X X | X[X] X X X X X
function’, urine
chemistry, serology?
Urine pregnancy test X X X X Appendix llI
Archival tumor biopsy X
(if available)"
Table 4
Blood — PK blood PK samples will
sample/s X X[ X|X| X be collected only
M8891 until Day 1
Cycle 2
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Activity / . On Treatment Visits a Safety Notes
Assessment Screening EoT F/uUP
M8891 M8891 + Cabozantinib
Cycle Cycle | Cycle Cycle After Cycle 7,
visits on Day 1 of
1 2-4 5 7andon every third cycle
For rescreening
see Section 5.1.1
-1 1 of eve Within 7 | 30 days
Cycle Day -28to-2 | (-24h)| 1 | 8 |15] 1 15 1 . Y days of last| after last
A third cycle |. :
intervention|  dose
Visit Window 1|21 £2 | £2 13 13 +7 17
Table 4
Blood — PK blood PK samples will
sample/s X | X[X]| X be collected only
cabozantinib until Day 1 Cycle

Cycle 7 and afterwards every third cycle

Blood — ctDNAI X X X X X X
Tumor assessment K K | | |

(RECIST v1.1) X X X X X X
Drug administration Dispensing every Day 1 of each cycle until Cycle 5 and then on

M8891
Administration

X

M8891 given in clinic on C1D1 and taken once daily at
home thereafter until study treatment is discontinued

Section 5.1.3.2

Cabozantinib
Administration

Cabozantinib given in clinic on C1D1 and taken once daily
at home thereafter until study treatment is discontinued

Section 5.1.3.2

AE: Adverse event; ctDNA: circulating tumor DNA; CT: Computed tomography; ECG: Electrocardiogram; ECOG PS: Eastern
Cooperative Oncology Group Performance status; EOT: End of treatment; MRI: Magnetic resonance imaging; mRCC: Metastatic
renal cell carcinoma; PK: Pharmacokinetic; RECIST: Response Evaluation Criteria in Solid Tumors; SAE: Serious adverse event.

a. Subjects who discontinue treatment will undergo EOT visit procedures.
b. Safety follow up will be performed if SAE is not recovered at the EOT.

d. For Contraception and postmenopausal status see Appendix 1.
e. Physical exam, hematology, biochemistry, and coagulation do not have to be repeated on Day -1, Cycle 1 (predose) if
performed within 48 hours as a screening/baseline assessment.
f. Free T4 and TSH must be performed at screening, until Cycle 7 on Day 1 of each odd cycle (C1, 3, 5, 7), after Cycle 7 on
Day 1 of every third cycle (7,10, 13, etc), and at EOT (if not performed within the last 8 weeks). Thyroid Function test may be
performed more frequently if clinically indicated.
g. Serology should be done only at screening and do not have to be repeated on Day -1, Cycle 1 if performed within 28 days as a
screening/baseline assessment.
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j- Blood — ctDNA: at Day 1 pre-dose and during treatment pre-dose within 60 minutes prior to M8891 combined with cabozantinib
treatment administration mandatory blood sampling (20 mL each) to assess mutant allele frequency of tumor-derived cell-free
DNA.

k. Imaging (e.g. CT scan) do not have to be repeated on Day -1, Cycle 1 if performed within 28 days as a screening/baseline
assessment.

I.  Imaging analysis must be using the same technique during the study, e.g. it's not allowed to use CT scan at baseline then
change to MRI during the study. Tumor response will be assessed within 1 week prior to Day 1 of Cycles 3, 5, and 7, and every
third cycle thereafter. Subjects who discontinue treatment will undergo EOT visit procedures.
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Table 3 Schedule of Assessments for Part 2B, M8891 Combined with
Cabozantinib, mRCC, Dose Expansion
Activity / . On Treatment Visits a Safety Notes
Assessment Screening EOT F/uUP
M8891 + Cabozantinib
Cycle Cycle | Cycle Cycle After Cycle 7,
visits on Day 1 of
1 2-4 5 7andon every third cycle
1 of everv third Within 7 30 days For rescreening
Cycle Day -28 to -1 8 15 [ 1]15 1 c c% days of last| after last |see Section 5.1.1
4 intervention dose
Visit Window +1 +1 [£2|+2| 3 13 +7 17
\Written informed X
consent
Demography X
Medical history X
Serum pregnancy test X
(beta hCG)®
Physical examination Xd X X | X[ X X X X
Heart rate,
Vital signs, weight, glasst(t)?ilcl;cb?gg d
height (height at X X X | X X X X Y
\ pressure,
screening only) ;
respiratory rate,
body temperature
12-lead ECG X X X | X X X X Table 5
ECOG PS X X X [ X| X X X X
AE and
concomitant
medication
AE assessment X X X | X[ X X X X X assessment
should be
performed at
every visit
Concomitant X X | x |x|x] x X X
medication
Hematology, Appendix Il
biochemistry,
coagulation, thyroid Xd X X | X| X X X X
function®, urine
chemistry, serology'
Urine pregnancy test X X X Appendix Il
Archival tumor biopsy X
(if available)?
Table 5 PK
Blood — PK blood X X samples will be
sample/s M8891 collected only until
Day 15 Cycle 1
Blood — PK blood Table 5 PK
samples will be
sample/s X X I d onl i
cabozantinib collected only unti
Day 15 Cycle 1
28/121
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Activity / . On Treatment Visits a Safety Notes
Assessment Screening EOT F/U®P
M8891 + Cabozantinib
Cycle Cycle | Cycle Cycle After Cycle 7,
visits on Day 1 of
1 2-4 5 7and on every third cycle
1 of everv third Within 7 30 days For rescreening
Cycle Day -28to-1 | 1 8 15 [ 1]15 1 c c% days of last| after last |see Section 5.1.1
Y intervention dose
Visit Window 13 +7 17
Tumor assessment i K " K
(RECIST v1.1) X | X X X X X
- . Dispensing every Day 1 of each cycle until Cycle 5 and then on
Drug administration Cycle 7 and afterwards every third cycle
M8891 M8891 given in clinic on C1D1 and taken once daily at home Section 5.1.3.2
Administration thereafter until study treatment is discontinued
Cabozantinib Cabozantinib given in clinic on C1D1 and taken once daily at Section 5.1.3.2
Administration home thereafter until study treatment is discontinued

AE: Adverse event;F; CT: Computed tomography; ECG: Electrocardiogram; ECOG PS: Eastern
Cooperative Oncology Group Performance status; EOT: End of treatment; mMRCC: Metastatic renal cell carcinoma; MRI: Magnetic
resonance imaging; PK: Pharmacokinetic; RECIST: Response Evaluation Criteria in Solid Tumors; SAE: Serious adverse event.

a. Subjects who discontinue treatment will undergo EOT visit procedures.

b. Safety follow up will be performed if SAE is not recovered at the EOT.

c. For contraception and postmenopausal status see Appendix |.

d. Physical exam, hematology, biochemistry, and coagulation do not have to be repeated on Day 1 if performed within 48 hours as
a screening/baseline assessment.

e. Free T4 and TSH must be performed at screening, until Cycle 7 on Day 1 of each odd cycle (C1, 3, 5), after Cycle 7 on Day 1 of
every third cycle (Cycle 7, 10, 13 etc), and at EOT (if not performed within the last 8 weeks). Thyroid Function test may be
performed more frequently if clinically indicated.

f.  Serology should be done only at screening and do not have to be repeated on Day -1, Cycle 1 if performed within 28 days as a
screening/baseline assessment.

g. Archival tumor tissue (paraffin block) or 15 tumor slides to explore alterations in MetAP2 expression and other biologically
related markers in correlation with tumor response to M8891 treatment (optional, but strongly recommended).

j- Imaging (e.g. CT scan) do not have to be repeated on Day 1, Cycle 1 if performed within 28 days as a screening/baseline
assessment.

k. Imaging analysis must be using the same technique during the study, e.g. it's not allowed to use CT scan at baseline then
change to MRI during the study. Tumor response will be assessed, within 1 week prior to Day 1 of Cycles 3, 5, and 7, and every
third cycle thereafter. Subjects who discontinue treatment will undergo EOT visit procedures.
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Table 4 Schedule of Pharmacokinetic, Electrocardiogram Assessments and Food
Guidance during Part 2A M8891 Combined with Cabozantinib, mRCC,
Dose Escalation

Time c PK
Treatment Day h (£ min)*® ECG PK M3891 Cabozantinib

Pre-dose (-60 min) X Xd

1 (£ 5) xd
X Xd
Xd

Day -1, C1

D1C1

Pre-dose (-60 min)
2(£5)
Pre-dose (-60 min)

D8 C1

XX | X[ X
XXX [ X

X

D15 C1

x

D1C2

NXAXPXIX X XXX |[X|[X[X[X|X]|X]|X]|X

Pre-dose (-60 min)
1(x5)
Pre-dose (-60 min)
1 (+5)

C: Cycle; D: Day; ECG: Electrocardiogram; eCRF: Electronic case report form; mRCC: Metastatic renal cell carcinoma; PK:

Pharmacokinetics.

a. At visits where assessment time points (ECG and PK) coincide with each other
1) Perform vital signs assessments at first
2) ECG assessments slightly before the specific collection time point

3) PKassessments at scheduled collection time point.
b.  Actual collection times should be documented in the eCRF.

D1C3-5

D1C7 (and Day 1 of every third cycle)

XXX |[X|[X]|X|X
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c. Standard triplicate (within 2 min) 12-lead ECG will be obtained after the subject has been rested in semi-recumbent position for
at least 5 min at the indicated times. ECGs will be also performed during the End of Treatment and Safety Follow-up Visit (30 +
7 days). Triplicate ECGs will be read locally. The calculated QTcF interval average of the three 12-lead ECGs must be < 450
ms for males and < 470 ms for females for elig bility. Subjects, in which the calculated QTcF interval average increases to
> 500 ms or > 60 ms change over baseline during treatment, must interrupt study treatment until further clinical evaluations
(See Section 7.4.5).

d. All subjects in Part 2A will receive on Day -1, Cycle 1 a single dose of M8891 with a high calorie, high-fat breakfast. PK data
collected at the indicated times will be compared with those obtained at the same dose-levels in Part 1 where subjects have
received M8891 under fasted conditions.
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Table 5 Schedule of Pharmacokinetic and Electrocardiogram Assessments
during Part 2B M8891 Combined with Cabozantinib, mRCC, Expansion
Cohort
Treatment Day Tim_e ECG® PK M8891 PK Cabozantinib
h (£ min)2®
D1 C1 Pre-dose (-60 min) X X X
2(x10) X X
6 (£ 15) X X X
D8 C1 Pre-dose (-60 min) X X X
2(x5) X X X
D15 C1 Pre-dose (-60 min) X X X
2(x10) X X
6 (£ 15) X X X
D1C2 Pre-dose (-60 min) X
2(x5) X
D1C3-5 Pre-dose (-60 min) X
1(x5) X
D1C7 (and Day 1 of every third cycle) | Pre-dose (-60 min) X
1(x5) X

C: Cycle; D: Day; ECG: Electrocardiogram; eCRF: Electronic case report form; mRCC: Metastatic renal cell carcinoma;
PK: Pharmacokinetics.

a. Atvisits where assessment time points (ECG, and PK) coincide with each other
1) Perform vital signs assessments at first
2) ECG assessments slightly before the specific collection time point
3) PKassessments at scheduled collection time point

b.  Actual collection times should be documented in the eCRF.

c. Standard triplicate (within 2 min) 12-lead ECG will be obtained after the subject has been rested in semi-recumbent position for
at least 5 min at the indicated times. ECGs will be also performed during the End of Treatment and Safety Follow-up Visit (30 +
7 days). Triplicate ECGs will be read locally. The calculated QTcF interval average of the three 12-lead ECGs must be < 450 ms
for males and < 470 ms for females for eligibility. Subjects, in which the calculated QTcF interval average increases to > 500 ms
or >60 ms change over baseline during treatment, must interrupt study treatment until further clinical evaluations (See
Section 7.4.5).
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2 Sponsor, Investigators and Trial Administrative Structure

This clinical trial will be sponsored by EMD Serono Research & Development Institute, Inc.,
Billerica, MA, USA.

The Sponsor’s legal representative in the EU is Merck KGaA, Frankfurter Strasse 250, 64293
Darmstadt, Germany.

The Part 1 of the trial will be conducted at approximately 5 sites in USA. The Part 2 of the trial
will be conducted at approximately 7 sites in USA.

The Coordinating Investigator PPD

), represents all Investigators for decisions and discussions regarding this
trial, consistent with the International Council for Harmonisation (ICH) Topic E6 Good Clinical
Practice (GCP; hereafter referred to as ICH GCP). The Coordinating Investigator will provide
expert medical mput and advice relating to trial design and execution and 1s responsible for the
review and signoff of the clinical trial report.

Signature pages for the Protocol Lead and the Coordinating Investigator as well as a list of Sponsor
responsible persons are in Appendix V.

A safety monitoring committee (SMC) will monitor the overall safety of the subjects in this trial
(Section 7.4).

Cumulative safety data are reviewed after each cohort during the dose escalation parts (Part 1 and
Part 2A) of this trial. The SMC consists of core (voting) members from the Sponsor (Global Drug
Safety Product Leader [Chair], Medical Responsible, Clinical Pharmacologist and Biostatistician),
the Coordinating Investigator, and the Medical Monitor of the contract research organization
(CRO). Ad-hoc members may be invited as needed. During the dose escalation part of the trial,
the SMC will evaluate the safety (including dose limiting toxicities [DLTs]), as well as
pharmacokinetic (PK). data, if available. Upon review of available data,
the SMC will decide on dose escalation, de-escalation, cohort expansion on the same dose level,
maximum tolerated dose (MTD), or suspension of enrollment per consensus. The SMC has the
final decision whether an Adverse Event (AE) is a DLT or not.

The Sponsor will enlist the support of PPD a CRO, to conduct the
clinical part of the trial including trial set-up, coordination, monitoring, medical oversight, data
capture, data management, statistical analysis, and clinical trial reporting. The Sponsor will also
make use of PPD for sample storage and shipment to specialized
bioanalytical laboratories. PK, |i Nz amﬂ assessments will be performed
under the responsibility and/or supervision of the Sponsor. The Sponsor will supervise all

outsourced activities. Details of structures and associated procedures will be defined in a separate
Manual of Operations, which will be prepared under the supervision of the Sponsor.
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Background Information
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3.2 Background

The discovery of fumagillin with potent anti-angiogenic and anti-proliferative activities promoted
the development of MetAP2 antagonists as a novel class of anticancer agents. MetAP2 plays an
important role in the development of different types of cancer. MetAP2 inhibition induces
cytostasis by cell cycle arrest at the G1 phase selectively in endothelial cells and in a subset of
tumor cells. MetAP2 inhibitors block neo-angiogenesis both in vitro and in vivo and show potent
antitumor efficacy in a variety of tumor types in murine models.

In clinical trials fumagillin proved unsuitable as an anticancer agent due to its pronounced
neurotoxicity. The reversible MetAP2 inhibitor M8891 is not chemically related to fumagillin and
has not shown signs of neurotoxicity in toxicology studies. In comparison to irreversible MetAP2
inhibitors it has the promise of an improved safety and tolerability profile, which is the prerequisite
for administration over extended periods.

RCC represents a heterogeneous group of cancers that arise from the kidney. The most common
histological variant of RCC is clear cell RCC, which comprises about 70% of RCC and has the
highest metastatic potential (Moch 2016). The genetic basis of clear cell RCC is via a biallelic
inactivation of the VHL tumor suppressor gene (present in 70% of clear cell cancers) located on
the short arm of chromosome 3 (3p25.3), which encodes for the degradation of HIFa (Kim 2004).

Medical treatment for mRCC has expanded considerably from a nonspecific immune approach to
targeted therapies against VEGFR and mammalian target of rapamycin (mTOR). Today the
salvage approach has evolved, to include immune checkpoint blockade (ICB) targeting
programmed death-1 (PD-1) and programmed death-ligand 1 (PD-L1) (Salgia 2019). VEGFR
TKIs alone, ICB, or VEGFR TKIs combined with ICB are preferred options for first-line treatment
of mRCC. Cabozantinib, nivolumab, and axitinib are preferred subsequent therapy options. Given
that cabozantinib appears to be active following earlier ICB and TKI regimens (as monotherapy
or as combinations) (Barata 2018; Powles 2018.) and the MoA of MetAP2 inhibition is
independent of the ICB MoA, a combination that synergizes with cabozantinib would still be
expected to show efficacy.
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3.3 Benefit/Risk Assessment

Based on the nonclinical data on M8891 showing evidence of tumor stasis and prolonged survival
after single-agent use in xenograft models, and after combination with cabozantinib in RCC
patient-derived xenograft models, the conduct of this trial is considered justifiable using the
dose(s) and dosage regimen(s) of the investigational drug as specified in this clinical trial protocol.
Refer to the M8891 Investigator’s Brochure (IB) for further information about the nonclinical
program. Based on the clinical data to date from the ongoing single agent study with M8891 (Part
1) and the known safety profile of cabozantinib, the safety measures such as stringent eligibility,
routine safety monitoring along with AE reporting for the proposed study are considered adequate.

This clinical trial will be conducted in compliance with the clinical trial protocol, ICH GCP and
any additional applicable regulatory requirements.

3.3.1 M8891

More detailed information about the anticipated benefits and risks based on nonclinical data of
MS8891 is presented in Section 3.1 and the M8891 IB.

Based on the currently available data, M8891 (parent drug) is predicted to exhibit a low drug-drug
interaction (DDI) potential as perpetrator of CYP3A4 sensitive substrates at doses at the upper
range of the estimated BED (60 mg QD). The DDI potential as victim of strong CYP3A4, 2C19
and 2C9 inhibitors is predicted to be weak, and as victim of a combined CYP3A4, 2C19 and 2C9
inhibitor to be only in the moderate range.

No relevant effects on cardiovascular, respiratory, or central nervous system function are
anticipated from the in vitro and in vivo safety pharmacology studies for the expected clinically

relevant exposures.
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The lymphatic and hematopoietic system including the bone marrow, the spermatogenetic
epithelium and epithelia of the gastrointestinal tract were the main toxicity target organs of M8891
in pivotal 4-week oral repeat-dose toxicity studies in rats and dogs with no observed adverse effect
levels (NOAELs) of 3 mg/kg/day and 0.75 mg/kg/day, respectively. M8891 was devoid of
genotoxic, phototoxic and skin irritating potential.

Since the start of Part 1, until the 16 Mar 2019 data cut, a total of 17 subjects with various solid
tumors have received M8891 in doses ranging from 7 mg to 60 mg with a minimum of 3 subjects
per dose level. Preliminary data from this ongoing Part 1 of the study have shown that the oral
exposure of M8891 increased reasonably in direct proportion to the dose up to 35 mg QD, whereas
at dose of 60 mg QD exposure seems to increase less than in direct proportion to the dose. No
safety concerns have been raised (refer to M8891 IB). QT corrected for heart rate according to
Fridericia (QTcF) interval prolongation is currently investigated in the ongoing Part 1 of the study
using 12-lead triplicate digital ECGs. There is no preclinical or preliminary clinical evidence that
M8891 is leading to QTcF interval prolongation.

3.3.2 Cabozantinib

Cabozantinib is indicated for the treatment of patients with mRCC. The recommended dosage of
cabozantinib in mRCC is 60 mg once daily without food until the patient no longer experiences
clinical benefit or experiences unacceptable toxicity (Cabometyx USPI 2019).

3.3.3 M8891 combined with cabozantinib

Promising signals for the activity of M8891 combined with cabozantinib have been observed in
nonclinical studies (Refer to the M8891 IB).

Thromboembolic events have been reported with the use of cabozantinib or MetAP2 inhibitors
and specific exclusion criteria have been defined to reduce the risk for this overlapping toxicity.
More detailed information about the known and expected benefits and risks and reasonably
expected AEs of M8891 and cabozantinib may be found in Sections 3.1 and 6.5.5, the M8891 1B,
as well as the cabozantinib US-Prescribing Information (USPI).

Risks for potential DDIs of M8891 with cabozantinib are predicted to be small. This is based on
mechanistic static modeling approaches using reported data for cabozantinib, i.e. an observed AUC
increase of 38% when combined with the strong CYP3A4 inhibitor ketoconazole and a total
fraction metabolized of 0.7 (worst case scenario considering 27.3% renal elimination), respectively
(Nguyen 2015; Lacy 2015). Combining with nonclinical DDI and human exposure data of M8891
(Refer to the M8891 1B) a small AUC ratio of only 1.2 (maximal 1.2-fold increase in cabozantinib
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exposure) based on time dependent inhibition (TDI) of CYP3A4 by M8891 was estimated.
Because labeling information recommends a dose adaption of cabozantinib when used in
combination with strong inducers or inhibitors of CYP3A4 only, it is sufficient to monitor
cabozantinib exposure when combined with M8891. Based on information reported for
cabozantinib, the victim potential of M8891 - when combined with cabozantinib - is considered as
very low.

Overall, the available clinical data generated to date indicate a positive benefit risk profile for this
new combination and therefore it is considered justifiable to conduct the study, as specified in this
protocol.

4 Trial Objectives

4.1 Part 1, M8891 Single Agent, Solid Tumors

In the Part 1 of this study, M8891 will be administered as single agent in subjects with advanced
solid tumors.

4.1.1 Primary Objectives

The primary objective is:

e To determine the maximum tolerated dose (MTD) of M8891 as a single agent in subjects with
solid tumors.

4.1.2 Secondary Objectives
Secondary objectives are:
e To evaluate the safety profile and tolerability of M8891 as a single agent

e To investigate the PK profile of M8891 as single agent

e To assess the antitumor activity of M8891 as single agent according to Response Evaluation
Criteria in Solid Tumors (RECIST) v1.1

e To determine the recommend Phase II dose (RP2D) as single agent.
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4.2 Part 2, M8891 combined with Cabozantinib, mRCC
In Part 2 of this study, M8891 combined with cabozantinib will be administered in subjects with
mRCC.
4.2.1 Part 2A, Dose Escalation
Table 6 Part 2A Objectives and Endpoints
Objectives Endpoints (Outcome Measures)
Primary

e To determine the recommended dose for
expansion (RDE) (MTD, if reached) of
M8891 combined with cabozantinib in
subjects with mRCC, based on safety,
tolerability, and antitumor activity

Occurrence of DLTs in subjects with mRCC
receiving M8891 combined with cabozantinib
during the first 22-day treatment cycle (21 days
of MS8891 combmed with cabozantinib,
preceded by 1 day of M8891 alone) based on
predefined set of AEs.

Occurrtence of TEAEs (including TEAEs
leading to death or discontinuation of
treatment) in subjects with mRCC receiving
M8891 combined with cabozantinib. Any AEs
that occur or worsen between start of study
intervention and 30 days after end of study
intervention will be considered TEAEs.

Study clinically relevant abnormal changes in
clinical laboratory measures from baseline,
vital signs, ECOG performance status, and
ECGs from start of study intervention to
30 days after end of study intervention
Objective response according to RECIST v1.1
as assessed by Investigators
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Objectives Endpoints (Outcome Measures)

Secondary

e To characterize the PK profile of M8891 | ¢ PK parameters of M8891 1n terms of Cmax, tmax,
(single and multiple dose exposure) AUCo+ on Day 1 Cycle 1, (combined with
combined with cabozantinib in subjects cabozantinib, single dose)
with mRCC e PK parameters of M8891 in terms of Ciax, tmax,

AUCo.+on Day 8 and Day 15 Cycle 1, and Day

1 Cycle 2 (combined with cabozantinib,

multiple dose)

» To further assess antitumor activity of | ¢ DoR according to RECIST vl1.1 criteria as
M8891 combined with cabozantinib in assessed by investigators
subjects with mRCC e PFS time according to RECIST v1.1 criteria as

assessed by Investigators

AE: Adverse event; DoR: Duration of response; DLT Dose limiting toxicity; ECG: Electrocardiogram; ECOG PS:
Eastern Cooperative Oncology Group Performance Status ; mMRCC: Metastatic
renal cell carcinoma; MTD: Maximum tolerated dose; PFS: Progression-free survival; PK: Pharmacokinetic; RECIST:
Response Evaluation Criteria in Solid Tumors; RDE: Recommended dose for expansion; TEAE-Treatment emergent
adverse event;
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4.2.2 Part 2B, Expansion Cohort
Table 7 Part 2B Objectives and Endpoints
Objectives Endpoints (Outcome Measures)
Primary

e To determine recommended Phase II
dose (RP2D) of M8891 combined with
cabozantinib in subjects with mRCC
based on antitumor activity and safety

Occurrence of study serious AEs including
deaths from first dose of study intervention to
30 days after end of study intervention

Study clinically relevant abnormal changes in
clinical laboratory measures from baseline, vital
signs, ECOG PS, and ECGs from start of study
mtervention to 30 days after end of study
intervention

Occurrence of TEAEs (including deaths) from
start of the study intervention to 30 days after
end of the study intervention

Objective response, according to RECIST v1.1
as assessed by Investigators

Secondary

e To assess other measures of antitumor
activity of MS8891 combined with
cabozantinib in subjects with mRCC

DoR according to RECIST v 1.1 criteria as
assessed by Investigators
PFS time according to RECIST 1.1 criteria as
assessed by Investigators

e To characterize the PK profile of M8891
(single and multiple dose exposure) in
subjects with mRCC

Plasma concentrations of M8891 on Day 1,
Day 8 and Day 15 Cycle 1, (combined with
cabozantinib, multiple dose
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AE: Adverse event; DoR: Duration of response; DLT Dose limiting toxicity; ECG: Electrocardiogram; ECOG PS:
Eastern Cooperative Oncology Group Performance Status; m; mRCC: Metastatic
renal cell carcinoma; MTD: Maximum tolerated dose; PFS: Progression-free survival, - Pharmacokinetic; RECIST:
Response Evaluation Criteria in Solid Tumors; RP2D: Recommended Phase |l dose; TEAE-Treatment emergent
adverse event; ;

5 Investigational Plan

5.1 Overall Trial Design and Plan

This is a 2-part, Phase I/Ib, first in human, multicenter, open-label trial of M8891 administered
daily.

Part 1 is a dose-escalation study designed to explore the safety, tolerability, PK and . profiles,
and clinical activity of M8891 as a single agent in subjects with advanced solid tumors with no
surgical, radiation, or systemic anticancer therapies available.

Part 2 is designed to determine the safety, tolerability, PK and antitumor activity of M8891
combined with cabozantinib in subjects with mRCC. Part 2 will be conducted in subjects with
mRCC with clear cell component who have progressed to 1 or more prior therapy (Part 2A) or
who have progressed to 1 or 2 lines of prior therapy (Part 2B) (Section 5.3.1.2). Part 2 of the study
will be performed with a dose escalation (Part 2A) and a dose expansion (Part 2B) design. Part 2A
is aimed at determining the MTD/RDE of M8891 combined with cabozantinib based on safety,
tolerability, PK, and initial efficacy data.

The Part 2A of the study allows subject accrual in a staggered manner. Thus, enrollment in Part
2A can occur while Part 1 is still ongoing; however, enrollment will only be at a dose level of
MS8891 that has already been determined safe in Part 1 of the study.

Following Part 2A, the safety and tolerability of M8891 (at the MTD/RDE defined in Part 2A)
combined with cabozantinib will be investigated in an expansion cohort (Part 2B) of approximately
30 evaluable for response subjects with mRCC for assessment of early clinical activity.

In Part 2 (Part 2A and 2B) cabozantinib will be given at the approved 60 mg FBE daily dosage
with dosage adjustments to 40 or 20 mg FBE permitted to manage AEs. In Part 2A, 3 prespecified
dose levels of M8891 are planned (20 mg, 35 mg and 60 mg), although the SMC may add or skip
a dose, as long as it does not exceed the dose level of M8891 that has already been declared to be
safe in Part 1 (Section 5.1.3.2.1) .

Each part of the study will include a Screening period of up to 28 days, a study intervention period
consisting of 21-day cycles of M8891 single agent (Part 1) and M8891 combined with cabozantinib
(Part 2), an End of Study Intervention visit (within 7 days), and a Safety Follow-up period of
30 (£ 7) days. Subjects who discontinue study intervention for any reason will complete the End
of Study Intervention and Safety Follow-up visits. In Part 2A, before Cycle 1 of all dose levels,
subjects will receive a single dose of M8891 in the morning in fed conditions (Day -1, Cycle 1)
and the PK profile of M8891 will be evaluated pre-dose, 1, 2, 3, 4, 6, 8 and 24h (Day 1, Cycle 1)
after administration (Section 5.1.3.2.1). Subsequently on Day 1 Cycle 1, subjects will initiate
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treatment with M8891 combined with cabozantinib QD orally every morning under fasted
conditions.

Study duration per subject is approximately 8 months for Part 1, and 12 months for Part 2 including
screening, treatment and follow up.

The design of this study is presented in

Figure 1 and a detailed Schedule of Assessments (SoAs) is provided in Table 1, Table 2, Table 3,
Table 4, and Table 5.
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Figure 1 Study Design
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AE: Adverse event; DL: Dose level; FBE Free-base equivalent; MTD: Maximum tolerated dose; QD: Once daily; SMC: Safety Monitoring Committee; RP2D:
Recommended Phase 2 Dose; mRCC: metastatic renal cell carcinoma;

a. The MTD of M8891 single agent will be defined, and RP2D of M8891 single agent suggested, by the SMC.
b. Subjects should have progressed to 1 or more previous lines of systemic anticancer therapy, excluding treatment with cabozantinib.
c. Cabozantinib will be given at the approved 60 mg FBE daily dosage with dosage adjustments to 40 mg or 20 mg permitted to manage AEs.

—h

30 subjects evaluable for response.

The DLT assessment period for Part 2A is the Cycle 1 (= 22 days, 21 days of M8891 combined with cabozantinib, preceded by 1 day of M8891 alone) of study
treatment. The rest of the Cycles in Part 2A are 21-day cycles of M8891 combined with cabozantinib.

h. See Section 8.5.1 for the Bayesian two-parameter logistic regression model.

@




MS8891 MS8891 First in Human in Solid Tumors
MS100015-0019

5.1.1 Screening Period

Screening will be performed within 28 days prior to first M8891 administration (Part 1 and Part 2).
If there are no clinically significant findings based upon the Investigator’s assessment, other than
underlying tumor disease at Screening and the subject meets all the protocol-defined inclusion and
none of the exclusion criteria, the subject will be considered as eligible. For dose-escalation Part 1
and Part 2A, eligible subjects screened for the next cohort will only be treated pending decision
by the SMC. Subjects who fail to meet the protocol-specified criteria or who withdraw their
consent during the screening period will be considered screening failures.

Subjects in Part 2 who do not meet the laboratory criteria (see Section 5.3.1) or for any reason
exceed the screening period time for participation in this study (screen failure) may be rescreened
once. Rescreened subjects will be assigned a new subject number.

5.1.2 Doppler Ultrasonography:

Version 2.0, including amendment 1.0, of this protocol excluded subjects with the presence of
deep vein thrombosis (DVT) based on screening lower extremity Doppler ultrasonography but not
on D-dimer levels. D-dimer has low specificity in the oncology setting (Carrier 2008) and
therefore adds little value to the screening. Lower extremity Doppler ultrasonography was
performed at screening, the D1, D8, and D15 of Cycle 1, and the D1 of each subsequent cycle (21
days) and withdraw subjects with a positive finding on lower extremity Doppler ultrasonography.
Multiple guidelines recommend clinical prediction rules to estimate pretest probability of DVT
before ultrasound or other imaging tests ordering. Lower extremity Doppler ultrasonography is the
standard imaging test for patients suspected of having lower extremity DVT. A venous ultrasound
does not exclude the presence of a pulmonary embolism or portal vein thrombosis, neither predicts
their development in the future. After an unlikely clinical pretest probability of DVT based on a
clinical decision rule assessment, a venous ultrasound is not appropriate for those individuals
(Needleman 2018).

In the current Version 4.0 of this protocol, Part 1 has been revised such that D-dimer will no longer
be monitored and the related exclusion criteria altered (See Table 1 and Section 5.3.2). In the
remainder of the ongoing Part 1 and in Part 2, of this study, all subjects will have physical
examination for the occurrence of venous thromboembolism (VTE), and imaging tests (e.g. lower
extremity Doppler ultrasonography, chest computed tomography (CT) angiography, liver
ultrasonography, or others) will be performed accordingly. Subjects with thromboembolic events
in the last 6 months, requiring therapeutic anticoagulation will be excluded. Low dose aspirin for
cardioprotection and low dose LMWH will be permitted (in subjects who are on a stable dose of
LMWH for at least 6 months before the first dose of M8891 combined with cabozantinib, and who
have had no clinically significant hemorrhagic complications from the anticoagulation regimen or
the tumor).

The current clinical trial protocol (Version 4.0) has taken into consideration the updated clinical
practice guidelines for VTE risk assessment in cancer patients. The NCCN guidelines describe that
cytotoxic chemotherapy regimens, hormone therapy with estrogenic compounds, and
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antiangiogenic agents are associated with increased VTE risk. The Khorana Predictive model for
chemotherapy-associated VTE is the one recommended (Khorana 2008) for identifying cancer
patients receiving chemotherapy who are at high risk for VTE. The risk factors identified by
Khorana et al (Khorana 2008), which formed the basis for the risk assessment models, set the stage
for prospective, confirmatory randomized clinical trials evaluating the risks and benefits of risk-
targeted prophylaxis in ambulatory cancer patients receiving chemotherapy. Doppler
ultrasonography is not included in the VTE Clinical Risk. American Society of Clinical Oncology
(ASCO) recommends that outpatient candidates for chemotherapy should be scored according to
the Khorana model or other validated scores at the time of chemotherapy initiation and periodically
thereafter (Lyman 2015). The use of the Khorana Predictive model is a 2A level recommendation
(moderate benefit-risk) in the NCCN guidelines. The European Society of Medical Oncology
(ESMO) (Mandala 2011), and the National Institute of Health and Care Excellence guidelines
(NICE) (Howard 2013) also include the Khorana Score along with other validated scores as an
option to guide the decision-making regarding prophylaxis of patients receiving chemotherapy.

5.1.3 Treatment Period:

5.1.3.1 Part 1, M8891 Single Agent, Solid Tumors

The treatment period will begin at the first dose of M8891 in Cycle 1 Day 1 and consist of
consecutive 21-day cycles of continuous once daily M8891 monotherapy under fasting conditions.

Subjects will receive M8891 at the pre-specified dose level until disease progression, unacceptable
toxicity, withdrawal of consent, or any criterion for withdrawal from the study (Section 5.5.2).

If the subject tumor evaluation indicates that the disease is slowly progressing according to the CT
scan as per Response Evaluation Criteria in Solid Tumors (RECIST) v1.1 criteria (a growth of the
target lesions of less than 35% from baseline and no new lesions, or new lesion(s) smaller than
1 cm; bone metastatic lesions or lesions treatable with local radiotherapy would also fall in the
same category), but the subject performance status is the same as baseline and there are no safety
concerns, i.e. no ongoing symptomatic events Grade 2 or higher in severity, treatment may be
continued for another 2 cycles to the next tumor evaluation, upon evaluation by the treating
physician and after the continuation of therapy has been discussed with the Sponsor.

In principle, dose escalation of M8891 will proceed according to the decision of the SMC to the
MTD, or the SMC may decide ceasing further dose escalation following review of safety,
tolerability, PK and .results.

The selection of the recommended dose for the expansion cohort of M8891 is based on the
following criteria derived from the PK/. model:
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The MS100015-0019 trial employs a Bayesian two-parameter logistic regression model with
overdose control to assist the SMC with dose selection (Babb 1998; Neuenschwander 2008). The
model incorporates nonclinical toxicity and observed DLT information from all previously
completed dose escalation cohorts to provide a dose recommendation for the next dose cohort. The

SMC will decide on the next dose level based on the Bayesian model, safety, PK analyses -
I < c:c:lorion il sar ar 1 mg

administered once daily.

A preselected set of doses (8 projected escalation steps with doses of 7, 12, 20, 35, 60, 100, 150
and 210 mg QD) are considered by the model, although doses may be skipped and/or others that
are not part of the pre-specified set may be chosen as well. Sequential cohorts of 3 subjects at the
same dose level will be used.

At each dose level, and following initiation of dosing, the first subject in each cohort will be
observed for DLTs for at least 7 days before commencing dosing of 2 subsequent subjects. The
SMC may choose to reduce or extend 7-day intra-patient observation interval up to + 7 days based
upon safety observations. The DLT assessment period is Cycle 1 (=21 days). Subjects who missed
more than 4 cumulative days of treatment in the first cycle for any reason other than a DLT will
not be considered in the Bayesian model. An SMC meeting with selection of dose for next cohort
will also be held if only data from 2 subjects of a 3 subject cohort are available (e.g. if a subject
missed more than 4 cumulative days of treatment in the first cycle for any reason other than a
DLT). Subject replacement will be considered based on reason for withdrawal and safety
evaluation of cumulative data i.e. current and previous cohort data if applicable.

5.1.3.2 Part 2, M8891 combined with Cabozantinib, mRCC

5.1.3.2.1 Part 2A, Dose Escalation

In Part 2A, before Cycle 1 Day 1 of all dose levels, subjects will receive a single dose of M8891
in the morning in fed conditions (Day -1, Cycle 1) and the PK profile of M8891 will be evaluated.
Subsequently on Day 1 Cycle 1, subjects will initiate treatment with M8891 combined with
cabozantinib QD orally every morning under fasted conditions. Following Cycle 1, all other cycles
will start with Day 1 and will include only the 21 days of M8891 combined with cabozantinib.

Subjects will accrue in cohorts of 3 subjects for evaluation of M8891 combined with cabozantinib
60 mg QD (with dosage adjustments to 40 or 20 mg FBE permitted to manage AEs as described
in Section 6.5.5). Both drugs will be taken in the morning in fasted conditions. A Bayesian
2-parameter logistic regression model with overdose control will be used to assist the SMC with
dose selection for the next cohort and to determine the MTD/RDE of M8891 combined with
cabozantinib 60 mg QD for Part 2B.
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Three pre-specified dose levels of M8891 are planned (20 mg, 35 mg and 60 mg) combined with
60 mg of cabozantinib. Dose levels may be added or skipped for others that are not part of the pre-
specified set but they will never exceed the dose level of M8891 that has already been declared to
be safe in Part 1. The dose levels have been chosen based on preliminary data from the ongoing
Part 1 of the study. At the time of Amendment 2, M8891 single agent was being investigated at 60
mg QD in subjects with solid tumors. PK. studies have shown that the 20, 35 and 60 mg QD

regimens reached pre-selected exposure (> 1500 ng/mL) at steady state while ﬂ
. Three and 5 Grade > 3

TEAEs have been seen at 20 and 35 mg QD regimen, respectively. One DLT (Grade 4
thrombocytopenia) has been observed in the ongoing 60 mg QD cohort (Refer to the M8891 IB).

Dose escalation of the combination will proceed until the RDE of M8891 is reached in combination
with a fixed dose of cabozantinib or dose escalation ends due to occurrence of an MTD, or the
SMC decides ending dose escalation following review of safety, tolerability, and PK results,
whatever occurs first. The maximum dose of M8891 combined with cabozantinib will not exceed
the MTD of M8891 in monotherapy determined in Part 1 of the study.

Subjects will receive M8891 at the assigned dose level and cabozantinib at 60 mg QD until disease
progression, unacceptable toxicity, withdrawal of consent, or any criterion for withdrawal from
the study (Section 5.5). Unacceptable toxicity in Part 2A is defined as AEs that meet the DLT
criteria (Section 5.1.3.3) regardless of when they occur during treatment. An SMC meeting will
be held after every cohort to evaluate the safety and tolerability of the combination and to decide
on the dose of M8891 for the next cohort.

During Part 2A the selection of the dose will only influence the dose of M8891. Cabozantinib will
be given at the approved dose of 60 mg QD. Subjects who develop a DLT during the DLT period,
will discontinue treatment with M8891 and will be withdrawn from the study. It will at the
Investigator’s discretion to continue treatment with cabozantinib or not. The SMC will meet after
the completion of each cohort, evaluate the safety of M8891 (combined with cabozantinib), and
decide on the recommended dose of M8891. During the treatment phase of the study, guidance for
MS8891 dose reduction for safety and tolerability is provided in Section 5.1.3.5. Reduction of
cabozantinib dose in accordance with the USPI (Refer also to Section 5.1.3.5) will be at the
Investigator’s discretion based on clinical judgement for safety and tolerability.

At each dose level, the first subject will be observed for DLTs for at least 48 h before commencing
dosing of 2 subsequent subjects. The DLT assessment period for Part 2A is the first Cycle
(=22 days, 21 days of M8891 combined with cabozantinib, preceded by 1 day of M8891 alone)
of study treatment. Subjects who do not receive at least 80% of the planned cumulative dose of
both treatments in Cycle 1 for any reason other than a DLT will not be considered in the DLT
evaluation per Bayesian model. Subjects will be replaced to reach a minimum of 2 evaluable
subjects per cohort.

In cases where enrollment of the last subject in a dosing cohort is delayed, the SMC may decide
(based on available data) upon enrollment and dose for the next dosing cohort before all subjects
in a cohort have completed the DLT period. For this subject, the SMC will consider all available
data (and any subsequent emerging data) at a subsequent meeting. An ad-hoc meeting will be
convened if this subject experiences a DLT.
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5.1.3.2.2 Part 2B, Expansion Cohort

In Part 2B, subjects will receive M8891 at the dose level defined in the Part 2A and cabozantinib
at 60 mg QD in 21-day-cycles until disease progression, unacceptable toxicity, withdrawal of
consent, or any criterion for withdrawal from the study (see Section 5.5). Both drugs will be taken
in the morning under fasted conditions.

In Part 2B, the SMC will continue to monitor the safety, cumulative and unacceptable toxicity of
M8891 combined with cabozantinib and may decide by consensus on continuation on the same
dose, change in dose (not higher than MTD in Part 2A), or stop of expansion cohort. Unacceptable
toxicity in Part 2B is defined as an AE that meet the DLT criteria (as defined in Section 5.1.3.3)
regardless of when they occur while on treatment. Once an MTD or RDE of M8891 combined
with cabozantinib has been defined in Part 2A (Section 5.1.3.2.1), enrollment into part 2B may
proceed. Ifless than 6 subjects have been treated at the MTD / RDE selected in Part 2A, there will
be an SMC meeting after the first 3 subjects have been treated in Part 2B at the MTD / RDE once
these subjects have finished their DLT period or have dropped out, in order to additionally evaluate
safety and tolerability at this dose. Enrollment will be suspended for this SMC. The SMC will also
meet to evaluate the safety and tolerability of the combination therapy after 10 and 20 subjects
have finished their DLT period or dropped out for cumulative and unacceptable toxicity.
Enrollment will continue during preparation of these SMCs.

The SMC decisions in the expansion cohort will also be supported by a 2-parameter Bayesian
logistic regression model. For details on the model, see Section 8.5.
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Dose management of cabozantinib in Part 2B will be at the Investigator’s discretion based on
clinical judgement. The Investigator must refer to study protocol or M8891 dose modification and
to USPI for cabozantinib (see also Section 5.1.3.5).

5.1.3.3 Dose-Limiting Toxicities

DLTs will be used to determine dose escalation and de-escalation as well as determination of
MTD. A DLT is any Grade > 3 non-hematologic AE or any Grade > 4 hematologic AE according
to the National Cancer Institute — Common Terminology Criteria for AEs (NCI-CTCAE) version
4.03, occurring during the DLT observation period (Cycle 1) that is judged not to be related to the
underlying disease or any previous or concomitant medication. DLTs, along with other safety
information (including AEs assessed as not related to the underlying disease or other concomitant
medications), will also be used to determine RP2D for M8891 as single agent (Part 1) and the
RDE/MTD for M8891 combined with 60 mg of cabozantinib QD (Part 2A).

e DLTs are defined as any of the following pre-defined set of AEs observed in the first treatment
cycle for Part 1 (21 days) and Part 2A (22 days; 21 days of M8891 combined with cabozantinib,
preceded by 1 day of M8891 single agent) based on predefined set of AEs and judged to be
M8891 (or M8891 combined with cabozantinib) related or clinically relevant, (excluding
events to be related to underlying disease, medical history or concomitant medications/
procedures in the opinion of the SMC).

e Any death not clearly due to the underlying disease or extraneous causes

e A treatment-emergent AE (TEAE) attributable to study drug that in the opinion of the SMC is
of potential clinical significance such that further dose escalation would expose subjects to
unacceptable risk

e Evidence of treatment related hepatocellular injury, e.g. alanine aminotransferase or aspartate
aminotransferase (ALT/AST) > 3 x upper limit of normal (ULN) with elevation of serum total
bilirubin to > 2 x ULN, without initial findings of cholestasis (elevated serum alkaline
phosphatase) or other apparent clinical causality, including liver metastasis

e Any Grade 4 liver enzyme elevation that is possibly drug related should be considered a DLT.
In case of Grade 3 or 4 values, the subject must be monitored until recovery to < Grade 2

e Grade 4 neutropenia lasting >5 days or Grade > 3 neutropenia with fever (temperature of
> 38.3°C)

e Grade 4 thrombocytopenia lasting > 5 days or Grade >3 thrombocytopenia with clinically
significant bleeding

e Any treatment interruption > 7 days or > 30% of total dose in Cycle 1 due to AEs not related to
the underlying disease or concomitant medication

e Any Grade >3 non-hematologic toxicity excluding:

e Grade 3 nausea or vomiting that lasts < 48 hours, and resolves to < Grade 1 either
spontaneously or with conventional medical intervention

e Grade 3 fatigue < 3 days
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e Grade 3 hypertension in the absence of maximal medical therapy
e Grade 3 rash <3 days

e Grade 3 electrolyte abnormality that lasts < 72 hours, is not clinically complicated, and
resolves spontaneously or responds to conventional medical intervention

e Grade > 3 single lab value increase without clinical correlate.

In addition, any TEAE that impairs daily function or considered clinically significant abnormality
involving a study subject receiving M8891 (monotherapy or combined with cabozantinib)
occurring any time during the study, may be assessed as a DLT.

Subjects screened and eligible for the subsequent cohort will be treated with M8891 (or M8891
combined with cabozantinib) only after a formal SMC decision to proceed to the next dose level
has been documented.

5.1.3.4 Maximum Tolerated Dose / Recommended Phase II dose
(MTD /RP2D)

In Part 1, the MTD for M8891 as single agent will be investigated and the RP2D for M8891 as
single agent will be decided by the SMC. At least 6 subjects need to have been treated at the
MTD / RP2D. This might necessitate enrolling additional subjects to fulfill this criterion. In Part
2, the MTD/ RDE and the RP2D for M8891 combined with cabozantinib will be defined. The
target toxicity level of the Bayesian 2-parameter model is 30%. The-dose-toxicity model will be
used to assist the SMC in selecting the MTD by showing the estimated DLT rate per dose and
associated variability of the estimates. In Part 2A, at least 3 subjects need to have been treated at
the MTD / RDE. If MTD cannot be determined, the SMC may decide to end dose escalation based
on safety, PK and/or . data (Part 1) or based on safety and/or PK data (Part 2A), and
recommended dose for expansion (RDE) will be determined. Once the MTD/RDE of M8891
combined with cabozantinib (see Section 5.1.3.2.1) for a cohort has been identified in Part 2A,
enrollment into Part 2B, dose expansion may proceed (Figure 1).

5.1.3.5 Dose Modification
5.1.3.5.1 M8891

In Cycle 1 dose escalation Part 1 and Part 2A, dose modification is not allowed. After completion
of the DLT period in subsequent cycles of Part 1 and Part 2A and in all cycles of Part 2B, if Grade
> 3 non-hematological AEs (for exceptions see 5.1.3.3 Section) or Grade > 4 hematological AEs
occur but they recover to Grade 1 in < 14 days of treatment interruption, and in the absence of
disease progression, the subject may continue treatment at a lower dose i.e., 1 level below the
current dose or a dose defined by the SMC. If indicated, a further dose und reduction is possible.

In Part 1, if a subject does not tolerate the lower dose, the subject will be withdrawn from the trial,
In Part 2A, if a subject does not tolerate the dose of 20 mg M8891, the subject will be withdrawn
from the trial (see Section 5.5). AEs assessed by the Investigator to be exclusively related to the
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subject’s underlying disease or medical condition/concomitant treatment are not applicable to the
guidelines for dose modification.

The following dose modification guideline in Cycle 2 and subsequent cycles is recommended
(Table 8).

Table 8 Recommendation to the Investigator for M8891 Dose Adjustment Based
on Non-hematological Adverse Events

CTCAE v. 4.03 Grade Guideline for Management Dose Adjustment
No intervention None

2 Treatment as appropriate Dose reduction can be considered
according to PI's judgment after discussion with the medical

monitor or SMC decision.

> 3 Treatment as appropriate Treatment held Until Grade 1 after
according to PI's judgment <14 days, then the subject may
continue treatment at a lower dose
i.e., 1 level below the current dose
or defined by SMC.

PI: Principal Investigator.
Guidelines for the management of specific AEs are provided in Section 6.5.5.

In the case of M8891 dose modifications, the SMC might modify the SoA based on emergent data
(e.g. PK sampling, if the dose must be adjusted).

5.1.3.5.2 Cabozantinib

The approved dosage of cabozantinib in mRCC is 60 mg once daily without food until the subject
no longer experiences clinical benefit or experiences unacceptable toxicity. In Part 2A,
cabozantinib will be used at the approved 60 mg free-base equivalent (FBE) daily dosage. After
completion of the DLT period in Part 2A and in all cycles of Part 2B, the dose of cabozantinib can
be adjusted to 40 mg and then 20 mg to manage AEs (Section 6.5.5). Subjects unable to tolerate a
daily dose of 20 mg should discontinue study treatment.

The following should be taken into consideration in decisions regarding cabozantinib dose
modifications (reductions or interruption):

e As a general approach all AEs should be managed with supportive care at the earliest signs of
toxicity (Table 9 and Table 10). Should this be ineffective, dose reductions or interruptions
should be considered to prevent worsening of toxicity.

e The assigned dose for cabozantinib is 60 mg QD. Two dose reduction levels of cabozantinib
are permitted (Table 9) if appropriate.

e Dose modification criteria for cabozantinib are shown in Table 10. Dose reductions and/or
interruptions should be implemented for unacceptable toxicity. Doses may be modified at any

time while on study.
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¢ Dose modifications or interruptions may also occur in the setting of lower grade toxicity than
defined in Table 10, if the Investigator feels it is in the interest of a subject’s safety and will
optimize drug tolerability.

¢ Interruption of cabozantinib treatment for AEs may occur at any time (except from Cycle 1 in
Part 2A) per Investigator discretion. If treatment is interrupted due to AEs for more than
6 weeks, cabozantinib should be discontinued.

e Dose interruptions for reason(s) other than AEs (e.g. surgical procedures) can be longer than 6
weeks but require Sponsor approval. The acceptable length of interruption will depend on
agreement between Investigator and the Sponsor.

Table 9 Dose Reductions of Cabozantinib
Assigned dose First Dose Level Reduction Second Dose Level Reduction
60 mg cabozantinib oral QD 40 mg cabozantinib oral QD 20 mg cabozantinib oral QD
QD: Once daily.

Cabozantinib should be discontinued if a QD dose of 20-mg cabozantinib (minimum dose) is not tolerated.

Table 10 Dose Modifications of Cabozantinib for Treatment Related AEs
CTCAE v. 4.03 Grade Recommended Guidelines for Management?®
1 Add supportive care as indicated. Continue

cabozantinib treatment at the current dose level if AE
is manageable and tolerable.

2, tolerable and are easily managed) Continue cabozantinib treatment at the current dose
level with supportive care.

2, intolerable and cannot be adequately managed At the discretion of the Investigator, cabozantinib
should be dose reduced or interrupted®.
3 (except clinically non-relevant laboratory | Cabozantib should be interrupted unless the toxicity
abnormalities) can be easily managed with a dose reduction and
optimal medical care®.
Grade 4 AEs (except clinically non-relevant laboratory | Subjects should have cabozantinib interrupted
abnormalities) immediately.
Discontinue cabozantinib unless the following criteria
are met:
Subject is deriving clear clinical benefit as
determined by the Investigator and agreed by the
Sponsor
*  Toxicity can be managed with a dose reduction
following recovery to Grade 1 (or baseline) and
optimal medical care

AE: Adverse event.

a Study treatment dose adjustment is only needed if the toxicity was deemed related to cabozantinib treatment or had
an unclear relationship to cabozantinib treatment.

b It is recommended that dose holds be as brief as possible.

Guidelines for the management of specific AEs are provided in Section 6.5.5.
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5.1.3.5.3 Cabozantinib or M8891 Dose Reinstitution
If the subject recovers from his/ her toxicities to CTCAE version 4.03 Grade < 1 or to the baseline

value (or lower) and the toxicity was unrelated to study treatment, then study treatment may be
restarted with no change in dose.

If the subject recovers from his or her toxicities to Grade < 1 or to the baseline value (or lower)

within 2 weeks and the AE was deemed possibly related to study treatment, then study treatment
may be restarted at a reduced dose (see Section 5.1.3.5).

In case of dose reduction, re-escalation of cabozantinib or M8891 to the previous dose is not
allowed.

5.14 Follow-up

For Part 1, all subjects will complete an End of Treatment (EOT) Visit 30 (£ 3) days after the last
dose of study drug. For Part 2, all subjects will complete an EOT visit within 7 days after the last
dose of study drug. For both Part 1 and Part 2, subjects with serious AEs (SAEs) ongoing at EOT
Visit must be followed during the safety follow-up by the Investigator until stabilization or until
the outcome is known, unless the subject is documented as “lost to follow-up”.

Subjects who tolerate M8891 (or M8891 combined with cabozantinib) without significant
clinically relevant toxicities may continue to receive trial treatment, at the Investigator’s discretion
or after consultation with the Sponsor’s physician, as long as there is no evidence of disease
progression.

5.2 Discussion of Trial Design

This is a 2-part, Phase I/Ib, first in human, multicenter, open-label trial of M8891 single agent in
solid tumors and M8891 combined with cabozantinib in mRCC, administered daily.

5.2.1 Dose Selection

5.2.1.1 Part 1, M8891 Single Agent, Solid Tumors

ICH guideline S9 has been considered as the reference guideline for the determination of the first-
in-human starting dose, i.e., a dose that is expected to have pharmacologic effects and reasonably
safe to use.

Based on the toxicity profile of M8891 administered to rats and dogs in the 2 pivotal 4-week
repeat-dose oral toxicity studies, defining NOAELSs of 3 mg/kg in rats and 0.75 mg/kg in dogs, the
dog was identified to be the most sensitive species (Table 11). The NOAEL of 0.75 mg/kg dose in
dogs also corresponded to the highest non-severely toxic dose (HNSTD). According to ICH
guideline S9, when the non-rodent is the most appropriate species, 1/6 of the HNSTD is considered
an appropriate starting dose. Hence, the proposed first-in-human starting dose for Part 1 of the
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study was calculated to be 7.5 mg (rounded to 7 mg)/subject/day. In the first cohorts of subjects
with late stage advanced malignancies, this dose will be given as a once daily oral administration.

Table 11 First in Human Starting Dose Calculated from Results of 4-week Repeat-
Dose Toxicity Studies in Rats and Dogs

Species Treatment NOAEL Safety Starting dose based on NOAEL
regimen (mg/kg/day) factor (mg per subject)?
Rat Daily, oral 3 1/10 18
Dog Daily, oral 0.75° 1/6 7.5

NOAEL: No observed adverse effect level.
@ Based on the assumption of 60 kg patient.
b Corresponds to the highest non-severely toxic dose.

This dose is at the lower end of the predicted BED (20 mg QD /subject) and is therefore considered
to be pharmacologically active as well as being safe.

A Bayesian two-parameter logistic regression model with overdose control will be used to assist
the SMC with dose selection. The model incorporates nonclinical toxicity and observed DLT
information from all previously completed dose escalation cohorts to provide a recommended dose
for the next cohort. A preselected set of doses are considered by the model, although doses that are
not part of the pre-specified set may be chosen as well. Overdose control will be implemented,
thus only doses with an estimated probability of less than 25% that the true DLT rate is more than
33% will be recommended by the model. The decision on the next dose is made by the SMC.

5.2.1.2 Part 2, M8891 combined with Cabozantinib, mRCC

5.2.1.2.1 Part 2A, Dose Escalation

In Part 2A, M8891 will be combined with cabozantinib for subjects with mRCC who have
progressed to 1 or more previous lines of therapy for metastatic disease. The starting dose of
M8891 will be 20 mg QD (See Section 5.1.3.2.1). Three pre-specified dose levels of M8891 are
planned (20 mg, 35 mg and 60 mg) although the SMC may add or skip a dose, as long as it doe