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Sponsor

Novartis Pharmaceuticals

Generic Drug Name
Spartalizumab (PDR001), leramilimab (LAG525), capmatinib (INC280), Canakinumab ACZ885), ribociclib (LEE011)

Trial Indication(s)

Melanoma

Protocol Number
CPDR001J2201

Protocol Title

A randomized, open-label, phase Il open platform study evaluating the efficacy and safety of novel spartalizumab
(PDRO001) combinations in previously treated unresectable or metastatic melanoma

Clinical Trial Phase

Phase 2

Phase of Drug Development

Phase llI

Study Start/End Dates

Study Start Date: September 10, 2018 (Actual)
Primary Completion Date: December 30, 2022 (Actual)
Study Completion Date: December 30, 2022 (Actual)
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Reason for Termination (If applicable)
Not applicable

Study Design/Methodology

This study was a randomized, open-label, two-part, multi-center, open platform phase Il study designed to evaluate the
efficacy and safety of the anti-PD-1 antibody PDROO1 in combination with novel agents for previously treated unresectable
or metastatic melanoma. Additionally, a non-randomized single-arm was added based on interim analysis findings to assess
the efficacy and safety of PDR0OO01 in combination with LAG525 in subjects with previously treated unresectable or metastatic
LAG-3 positive melanoma.

The study consisted of two parts: the selection part and the expansion part, which were applicable to both the randomized
and non-randomized sections. In the randomized section, participants were randomized to one of four combination arms
available for enrollment:

Arm 1: LAG525 600 mg intravenously (i.v.) every 4 weeks (Q4W) and PDR001 400 mg i.v. Q4W.

Arm 2: INC280 400 mg orally (p.o.) twice daily (BID) and PDR001 400 mg i.v. Q4W.

Arm 3: ACZ885 300 mg subcutaneously (s.c.) every 4 weeks (Q4W) and PDR001 400 mg i.v. Q4W.

Arm 4: LEEO11 600 mg p.o. once daily (QD) on Days 1-21 of a 28-day cycle and PDR001 400 mg i.v. Q4W.

At each interim analysis, the following determinations were made: (1) which arm met the pre-specified efficacy criteria and
expanded to the expansion part, (2) which arms continued enrollment in selection part (up to 45 subjects), and (3) which
arms were discontinued due to futility, considering efficacy, safety, and biomarker data. The expansion phase included
enrollment of subjects only in the combination arms that met the pre-specified criteria in selection part.

In the non-randomized section, a single combination arm was opened for enrollment in selection part:

e Arm 1A: LAG525 600 mgi.v. Q4W and PDR001 400 mg i.v. Q4W, assessed in a population selected based on the LAG-
3 status of their tumor.

Arm 1A would be eligible for enrollment in expansion part only if it met the pre-specified criterion for this arm.

Participants received the study treatment corresponding to their assigned arm on a 28-day cycle basis until disease
progression, as determined by local assessment using RECIST v1.1 criteria, or until certain events occurred, such as
unacceptable toxicity, initiation of subsequent anti-cancer therapy, withdrawal of consent, investigator's decision, loss to
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follow-up, death, or termination of the study by the sponsor. Following discontinuation of the study treatment, all subjects
were monitored for safety evaluations for up to 150 days after their last dose of the study treatment.

Centers

31 centers in 10 countries: France(3), United States(6), Australia(2), Spain(3), Germany(5), Switzerland(1), Canada(2),
United Kingdom(4), Netherlands(2), Italy(3)

Objectives:

Primary Objective:

To evaluate the efficacy of each combination arm, as measured by confirmed objective response rate (ORR)

Secondary Objectives:

To evaluate the efficacy of each combination arm in terms of duration of response (DoR)

To evaluate the efficacy of each combination arm as measured by progression-free survival (PFS) and disease
control rate (DCR)

To evaluate the overall survival (OS) of each combination arm

To characterize the safety and tolerability of each combination arm

To characterize the prevalence and incidence of immunogenicity of PDR001, LAG525 and ACZ885 in each
combination arm

To evaluate changes in levels and phenotype of T cell populations in the tumor and tumor microenvironment after
treatment with combination therapies

Test Product (s), Dose(s), and Mode(s) of Administration

PDRO001: 400 mg of PDR0O01 administered every 4 weeks intravenously.

LAG525: 600 mg of LAG525 administered every 4 weeks intravenously.

INC280: 400 mg of INC280 administered twice daily orally.

ACZ885: 200 mg of ACZ885 administered every 4 weeks subcutaneously.

LEEO11: 600 mg of LEEQ11 orally taken once daily on Days 1-21 of a 28-day cycle.
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Statistical Methods

Analysis of the primary endpoint:

Confirmed ORR was defined as the percentage of subjects with confirmed best overall response (BOR) of complete
response (CR) or partial response (PR) according to Response Evaluation Criteria in Solid Tumours (RECIST) v1.1.
ORR were calculated using local investigator review of tumor assessment data and summarized using descriptive
statistics (N,%) along with 2-sided exact 95% confidence interval using the Clopper-Pearson method. No formal
hypothesis testing was conducted.

Analysis of the secondary endpoints:

DoR was defined as the time from the date of first documented response of CR or PR to the date of the first
documented progression or death due to underlying cancer. DoR was based on local investigators review of tumor
assessments using RECIST v1.1 criteria.

PFS was defined as the time from the date of randomization to the date of the first documented progression or death
due to any cause. PFS was based on local investigator assessments using RECIST v1.1 criteria.

DCR was defined as the percentage of patients with a BOR of confirmed CR or PR, or stable disease (SD) lasting
12 weeks or longer, according to RECIST v1.1 criteria. DCR was calculated based on the local investigator
assessments.

OS was defined as the time from date of randomization to date of death due to any cause. All deaths were used in
the OS analysis. If a patient was not known to have died at the time of analysis, OS was censored at the date of last
contact.

Immunogenicity was characterized descriptively tabulating ADA prevalence at baseline and ADA incidence on-
treatment.

Changes in levels, phenotype and/or activation of T cell populations in the tumor and tumor microenvironment were
analyzed. Such analyses included CD8+ T cell infiltration and T cell activation by IHC and gene expression analysis,
and T cell repertoire/clonality by TCR sequencing.
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Study Population: Key Inclusion/Exclusion Criteria

Key inclusion criteria for Arm 1, 2, 3, 4:

* Histologically confirmed unresectable or metastatic stage 11IB/C/D or IV melanoma using AJCC edition 8.

* Previously treated for unresectable or metastatic melanoma:

-Subjects with V600OBRAF wild-type disease had to have received prior systemic therapy for unresectable or metastatic melanoma
with anti-PD-1/PD-L1. Additionally, subjects may have received anti-CTLA-4 as a single agent or in combination with anti-PD-1/PD-
L1, irrespective of the sequence. No additional systemic treatment was allowed for advanced or metastatic melanoma.

A maximum of two prior lines of systemic therapies for unresectable or metastatic melanoma were allowed.

The last dose of prior therapy (anti-PD-1, anti-PD-L1, or anti-CTLA-4) had to have been received more than four weeks before
randomization.

-Subjects with V60OBRAF mutant disease had to have received prior systemic therapy for unresectable or metastatic melanoma with
anti-PD-1/PD-L1 and V600BRAF inhibitor. Additionally, subjects may have received anti-CTLA-4 as a single agent or in combination
with anti-PD-1/PD-L1, or MEK inhibitor (in combination with V600BRAF inhibitor or as a single agent), irrespective of the sequence.
No additional systemic treatment was allowed for advanced or metastatic melanoma.

-A maximum of three prior lines of systemic therapies for unresectable or metastatic melanoma were allowed.

-The last dose of prior therapy had to have been received more than 4 weeks (for anti-PD-1, anti-PD-L1, or anti-CTLA-4) or more
than 2 weeks (for V600BRAF or MEK inhibitor) prior to randomization.

-All subjects (with V600BRAF wild-type disease and with V600BRAF mutant disease) had to have documented disease progression
as per RECIST v1.1 while on/after the last therapy received prior to study entry and while on/after treatment with anti-PD1/PD-L1.
The last progression had to have occurred within 12 weeks prior to randomization in the study.

* ECOG performance status 0-2.

* At least one measurable lesion per RECIST v1.1.

* At least one lesion, suitable for sequential mandatory tumor biopsies (screening and on-treatment) in accordance with the biopsy
guidelines specified in the protocol. The same lesion had to be biopsied sequentially.

» Screening tumor biopsy had to fulfill the tissue quality criteria outlined in the protocol, as assessed by a local pathologist.

Key inclusion criteria for Arm 1A:

+ Histologically confirmed unresectable or metastatic stage [lIB/C/D or IV melanoma according to AJCC Edition 8.

* Previously treated for unresectable or metastatic melanoma:

-All subjects had to have received anti-PD-1 checkpoint inhibitor therapy (i.e., pembrolizumab or nivolumab) either as monotherapy
or in combination with ipilimumab as the last systemic therapy prior to enrollment and had to have confirmed disease progression as
per RECIST v1.1 (confirmed on a subsequent scan, which could be the scan performed during screening) while on or after this
therapy prior to enroliment.

-Subjects with V600BRAF wild-type disease had to have received no more than 2 prior systemic therapies, including prior anti-PD-

Page 5



(') NOVARTIS

1/PD-L1 (as monotherapy or in combination with ipilimumab).

-Subjects with V600BRAF mutant disease had to have received no more than 3 prior systemic therapies, including anti-PD-1/PD-L1
(as monotherapy or in combination with ipilimumab) and V600BRAF inhibitor (as monotherapy or in combination with a MEK
inhibitor).

-The last dose of anti-PD-1-based therapy had to have been received more than four weeks prior to the first dose of study treatment.
-The last documented disease progression had to have occurred within 12 weeks prior to the first dose of study treatment.

-No additional systemic treatment was allowed for advanced or metastatic melanoma (this included, for example, tumor-infiltrating
lymphocyte therapy).

* ECOG performance status 0-1.

* At least one measurable lesion per RECIST v1.1.

» Subjects had to have a baseline tumor sample that was positive for LAG-3 per central assessment.

Key exclusion criteria common to all combination arms:

* Subjects with uveal or mucosal melanoma.

* Presence of clinically active or unstable brain metastasis at the time of screening.

* Use of any live vaccines against infectious diseases within 3 months before randomization/enroliment.

* Active infection requiring systemic antibiotic therapy at the time of randomization/enroliment.

» Subjects with a condition requiring systemic treatment with either corticosteroids (>10 mg daily prednisone equivalent) or other
immunosuppressive medications within 14 days of randomization/enrollment. Inhaled or topical steroids, and adrenal replacement
steroid doses >10 mg daily prednisone equivalent, were permitted in the absence of active autoimmune disease.

* Active, known or suspected autoimmune disease or a documented history of autoimmune disease.

* Prior allogenic bone marrow or solid organ transplant.

« History of known hypersensitivity to any of the investigational drugs used in this study.

» Malignant disease, other than that being treated in this study.

* Prior systemic therapy for unresectable or metastatic melanoma with any investigational agent or with any other agent except anti-
PD-1/PD-L1 and anti-CTLA-4 (and V600BRAF and MEK inhibitors if the subject has V600BRAF mutant disease). Prior neoadjuvant
and/or adjuvant therapy for melanoma completed less than 6 months before the start of the study treatment.

» Medical history or current diagnosis of myocarditis.

* Cardiac Troponin T (or Troponin I) level > 2 x ULN at screening.

Participant Flow Table
Overall Study
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Arm 1: LAG525 +

Arm 3: ACZ885 +

Arm 4: LEEO11 +

Arm 1A: LAG525

PDR001 Arm 2: PDRO001 PDR001 + PDRO0O01 (non-
(randomized INC280+PDR001 (randomized (randomized randomized
section) (randomized section) section) section) section) Total
Participants Participants Participants LAG-3 positive
randomized to Particinants randomized to randomized to participants
receive LAG525 at rucip . receive ACZ885 at a receive LEEO11 received LAG525
randomized to receive
a dosage of 600 INC280 orally at a dosage of 300 mg orally at a dosage at a dosage of 600
mg administered dosage of 4036 m administered of 600 mg once mg administered
intravenously every 9 o0 mg subcutaneously daily on Days 1-21 intravenously every
Arm/Group 4 ks, | twice daily, in 4 ks i f 2 28-d | 4 ks i
Description WEeKS, In. combination with every 4 Weexs, in Ot a ze-day cycle, WEEKS, In.
combination with PDROO1 at a dosage of combination with in combination with combination with
PDROO1 at a 400 m administegred PDRO0O01 at a dosage PDROO1 at a PDRO0O1 at a
dosage of 400 mg . 9 of 400 mg dosage of 400 mg dosage of 400 mg
" intravenously every 4 T ) -
administered weeks administered administered administered
intravenously every intravenously every  intravenously every intravenously
4 weeks 4 weeks 4 weeks every 4 weeks
Started 45 43 43 44 21 196
Treated 45 43 42 44 21 195
Completed 0 0 0 0 0 0
Not Completed 45 43 43 44 21 196
Adverse Event 3 3 5 11 1 23
Death 2 2 3 0 1 8
Phy;lplan 6 7 6 3 2 24
Decision
Progressive 33 28 26 30 16 133
disease
Subject Decision 1 3 3 0 1 8
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Baseline Characteristics

Arm 1: Arm 4: Arm 1A:
LAGS25 + CZQ(;TP%ROO . S'Dgggf% LEEO11 + LAG525 +
PDROO01 - g PDROO0O1 PDRO0O01 (non- Total
. (randomized (randomized . :
(randomized . . (randomized randomized
. section) section) . ;
section) section) section)
Participants Participants LAG-3 positive
randomized to Participants randomized to participants
receive Participants randomized to receive received
LAG525 at a randomized to receive ACZ885 LEEO11 orally LAG525 at a
dosage of 600 receive INC280 at a dosage of at a dosage of  dosage of 600
mg orally at a dosage 300 mg 600 mg once mg
administered of 400 mg twice administered daily on Days administered
A i intravenously daily, in subcutaneously 1-21 of a 28- intravenously
rm/Group Description 7 . .
every 4 weeks, combination with every 4 weeks, day cycle, in every 4 weeks,
in combination PDRO0O1 at a in combination combination in combination
with PDR0O01 at dosage of 400 mg  with PDROO1 at  with PDR0O01 at with PDROO1 at
a dosage of administered a dosage of 400 a dosage of a dosage of
400 mg intravenously mg administered 400 mg 400 mg
administered every 4 weeks intravenously administered administered
intravenously every 4 weeks intravenously intravenously
every 4 weeks every 4 weeks every 4 weeks
Numb_er of Participants [units: 45 43 43 44 21 196
participants]
Baseline Analysis Population Description
Age Categorical
(units: Participants)
Analysis Population Type: Participants
Count of Participants (Not Applicable)
<=18 years 0 0 0 0 0 0
Between 18 and 65 years 29 29 28 28 8 122
>=65 years 16 14 15 16 13 74

Sex: Female, Male
(units: Participants)
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Analysis Population Type: Participants
Count of Participants (Not Applicable)

Female 17 21 15 14 9 76

Male 28 22 28 30 12 120

Race (NIH/OMB)

(units: Participants)

Analysis Population Type: Participants
Count of Participants (Not Applicable)

American Indian or Alaska Native

0 0 0 0 0 0
Asian 0 0 1 0 1 2
Native Hawaiian or Other Pacific Islander 0 0 0 0 0 0
Black or African American 0 0 0 0 0 0
White 45 42 38 42 20 187

More than one race

o

o
o
o
o
o

Unknown or Not Reported 0 1 4 2 0 7

Primary Outcome Result(s)
Overall Response Rate (ORR)

Description ORR defined as the percentage of patients with a best overall response of either confirmed complete response (CR) or partial response (PR)
as per local review by Response Evaluation Criteria In Solid Tumors Criteria (RECIST v1.1) and assessed by computed tomography (CT)/
magnetic resonance imaging (MRI). CR:Disappearance of all non-nodal target and non-target lesions. In addition, any pathological lymph
nodes assigned as target lesions must have a reduction in short axis to < 10 mm PR: At least a 30% decrease in the sum of diameter of all
target lesions, taking as reference the baseline sum of diameters.

Time Frame Up to 49 months (randomized section) and 18 months (non-randomized section)

Analysis Randomized section: All participants to whom study treatment was assigned by randomization. Non-randomized section: All participants who
Population received at least one dose of study treatment

Description
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Arm 1. LAG525 +
PDR001
(randomized
section)

Arm 2:
INC280+PDR001
(randomized section)

Arm 3: ACZ885 +
PDRO001
(randomized
section)

Arm 4: LEEO11 +
PDR001
(randomized
section)

Arm 1A: LAG525 +
PDRO0O01 (non-
randomized
section)

Arm/Group Description

Participants
randomized to
receive LAG525 at a
dosage of 600 mg
administered
intravenously every
4 weeks, in
combination with
PDROO1 at a
dosage of 400 mg

Participants randomized
to receive INC280 orally
at a dosage of 400 mg
twice daily, in
combination with
PDRO0O01 at a dosage of
400 mg administered
intravenously every 4

Participants
randomized to
receive ACZ885 at a
dosage of 300 mg
administered
subcutaneously every
4 weeks, in
combination with
PDRO0O01 at a dosage
of 400 mg

Participants
randomized to
receive LEEO11
orally at a dosage of
600 mg once daily
on Days 1-21 of a
28-day cycle, in
combination with
PDROO1 at a
dosage of 400 mg

LAG-3 positive
participants
received LAG525 at
a dosage of 600 mg
administered
intravenously every
4 weeks, in
combination with
PDROO1 at a
dosage of 400 mg

administered weeks administered administered administered
intravenously every intravenously every 4  intravenously every  intravenously every
4 weeks weeks 4 weeks 4 weeks
Nur_nb.er of Participants Analyzed 45 43 43 a4 21
[units: participants]
Overall Response Rate (ORR) Number Number Number Number Number
- P S (95% Confidence (95% Confidence (95% Confidence (95% Confidence (95% Confidence
(units: Percentage of participants)
Interval) Interval) Interval) Interval) Interval)
8.9 4.7 4.7 6.8 14.3
(2.5t021.2) (0.6 to 15.8) (0.6 to 15.8) (1.4 t0 18.7) (3.0 to 36.3)

Secondary Outcome Result(s)
Duration of Response (DOR)

Description

DOR defined as the time from date of first documented CR or PR to date of first documented disease progression (as per local review by

RECIST v1.1 and assessed by CT/MRI) or death due to any cause. Subjects continuing without progression or death due to underlying
cancer were censored at the date of their last adequate tumor assessment. CR:Disappearance of all non-nodal target and non-target lesions.
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In addition, any pathological lymph nodes assigned as target lesions must have a reduction in short axis to < 10 mm PR: At least a 30%
decrease in the sum of diameter of all target lesions, taking as reference the baseline sum of diameters.

Time Frame

(randomized part) and 18 months (non-randomized part)

Analysis
Population
Description

Arm 1: LAG525 +
PDR001
(randomized
section)

Arm 2:
INC280+PDR001
(randomized section)

Arm 3: ACZ885 +
PDRO001
(randomized
section)

Arm 4: LEEO11 +
PDR001
(randomized
section)

From first documented response to disease progression or death due to any cause, whichever occurs first, assessed up to 49 months

Randomized section: All participants to whom study treatment was assigned by randomization for whom best overall response was complete
response or partial response. Non-randomized section: All participants who received at least one dose of study treatment for whom best
overall response was complete response or partial response

Arm 1A: LAG525 +
PDROO01 (non-
randomized
section)

Arm/Group Description

Participants
randomized to
receive LAG525 at a
dosage of 600 mg
administered
intravenously every
4 weeks, in
combination with
PDROO1 at a
dosage of 400 mg

Participants randomized
to receive INC280 orally
at a dosage of 400 mg
twice daily, in
combination with
PDRO0O0L1 at a dosage of
400 mg administered
intravenously every 4

Participants
randomized to
receive ACZ885 at a
dosage of 300 mg
administered
subcutaneously every
4 weeks, in
combination with
PDRO0O01 at a dosage
of 400 mg

Participants
randomized to
receive LEEO11
orally at a dosage of
600 mg once daily
on Days 1-21 of a
28-day cycle, in
combination with
PDROOL1 at a
dosage of 400 mg

LAG-3 positive
participants
received LAG525 at
a dosage of 600 mg
administered
intravenously every
4 weeks, in
combination with
PDROO1 at a
dosage of 400 mg

administered weeks administered administered administered
intravenously every intravenously every 4  intravenously every  intravenously every
4 weeks weeks 4 weeks 4 weeks
Nur_nb.er of _Pgrtlmpants Analyzed 4 2 2 3 3
[units: participants]
Duration of Response (DOR) Median Median Median Median Median
(units: Days) (Full Range) (Full Range) (Full Range) (Full Range) (Full Range)
476 941.5 617.5 217 281
(169 to 1373) (504 to 1379) (113 to 1122) (169 to 281) (169 to 449)
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Overall Survival (OS)

Description

OS was defined as the time from date of randomization (or date of first dose of study treatment in non-randomized part) to date of death due

to any cause. The OS distribution was estimated using the Kaplan-Meier method, and the medians and 95% confidence intervals of the
medians were presented.

Time Frame

section) and 24 months (non-randomized section)

Analysis
Population
Description

Arm 1: LAG525 +
PDRO001
(randomized
section)

Arm 2:
INC280+PDR001
(randomized section)

Arm 3: ACZ885 +
PDRO001
(randomized
section)

Arm 4: LEEO11 +
PDR001
(randomized
section)

From randomization (or start of treatment for non-randomized section) to death due to any cause, assessed up to 49 months (randomized

Randomized section: All participants to whom study treatment was assigned by randomization. Non-randomized section: All participants who
received at least one dose of study treatment

Arm 1A: LAG525 +
PDROO01 (non-
randomized
section)

Arm/Group Description

Participants
randomized to
receive LAG525 at a
dosage of 600 mg
administered
intravenously every
4 weeks, in
combination with
PDROO01 at a
dosage of 400 mg

Participants randomized
to receive INC280 orally
at a dosage of 400 mg
twice daily, in
combination with
PDRO0O01 at a dosage of
400 mg administered
intravenously every 4

Participants
randomized to
receive ACZ885 at a
dosage of 300 mg
administered
subcutaneously every
4 weeks, in
combination with
PDRO0O01 at a dosage
of 400 mg

Participants
randomized to
receive LEEO11
orally at a dosage of
600 mg once daily
on Days 1-21 of a
28-day cycle, in
combination with
PDRO0O1 at a
dosage of 400 mg

LAG-3 positive
participants
received LAG525 at
a dosage of 600 mg
administered
intravenously every
4 weeks, in
combination with
PDRO0O01 at a
dosage of 400 mg

administered weeks administered administered administered
intravenously every intravenously every 4  intravenously every  intravenously every
4 weeks weeks 4 weeks 4 weeks
Number of Participants Analyzed
[units: participants] 45 43 43 44 21
Overall Survival (OS) Median Median Median Median Median
(units: Months) (95% Confidence (95% Confidence (95% Confidence (95% Confidence (95% Confidence
' Interval) Interval) Interval) Interval) Interval)
8.8 12.1 8.7 10.1 14.0
(6.3t021.4) (6.6 to 18.5) (5.71t0 17.9) (7.4 to 15.6) (8.4 to NA)H
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[1] NA: Not estimable due to the insufficient number of participants with events

Progression Free Survival (PFS)

Description

PFS was defined as the time between the date of randomization (or date of first dose of study treatment in non-randomized section) to the

date of event defined as the first documented disease progression (as per local review by RECIST v1.1 and assessed by CT/MRI) or death
due to any cause. If a subject had not had an event before leaving study or initiation of subsequent anticancer therapy, PFS was censored at
the date of last adequate tumor assessment. The PFS distribution was estimated using the Kaplan-Meier method, medians and 95%
confidence interval of the medians were presented.

Time Frame

Analysis
Population
Description

Arm 1: LAG525 +

Arm 3: ACZ885 +

Arm 4: LEEO11 +

From randomization (or start of treatment for non-randomized section) to disease progression or death due to any cause, whichever occurs
first, assessed up to 49 months (randomized section) and 18 months (non-randomized section)

Randomized section: All participants to whom study treatment was assigned by randomization. Non-randomized section: All participants who
received at least one dose of study treatment

Arm 1A: LAG525 +

Arm 2:
PDRO(_)l INC280+PDRO01 PDROQl PDROQl PDRO001 (non-
(randomized (randomized section) (randomized (randomized randomized
section) section) section) section)

Participants
randomized to
receive LAG525 at a
dosage of 600 mg
administered
intravenously every
4 weeks, in
combination with
PDROO01 at a
dosage of 400 mg

Arm/Group Description

Participants randomized
to receive INC280 orally
at a dosage of 400 mg
twice daily, in
combination with
PDRO0O01 at a dosage of
400 mg administered
intravenously every 4

Participants
randomized to
receive ACZ885 at a
dosage of 300 mg
administered
subcutaneously every
4 weeks, in
combination with
PDRO0O01 at a dosage
of 400 mg

Participants
randomized to
receive LEEO11
orally at a dosage of
600 mg once daily
on Days 1-21 of a
28-day cycle, in
combination with
PDROO01 at a
dosage of 400 mg

LAG-3 positive
participants
received LAG525 at
a dosage of 600 mg
administered
intravenously every
4 weeks, in
combination with
PDRO0O01 at a
dosage of 400 mg

administered weeks administered administered administered
intravenously every intravenously every 4  intravenously every  intravenously every
4 weeks weeks 4 weeks 4 weeks
Number of Participants Analyzed 45 43 43 44 21

[units: participants]

Page 13



(') NOVARTIS

Progression Free Survival (PES) Median Median Median Median Median
(uni?S' Months) (95% Confidence (95% Confidence (95% Confidence (95% Confidence (95% Confidence
' Interval) Interval) Interval) Interval) Interval)

2.7 2.7 2.7 2.8 2.8
(1.7 t0 2.8) (2.4 10 2.8) (2.6 10 2.8) (2.7t0 4.4) (2.7 t0 4.6)

Disease Control Rate (DCR)

DCR was defined as the percentage of participants with best overall response of CR, PR or stable disease (SD) (as per local review by

RECIST v1.1 and assessed by CT/MRI). CR:Disappearance of all non-nodal target and non-target lesions. In addition, any pathological
lymph nodes assigned as target lesions must have a reduction in short axis to < 10 mm PR: At least a 30% decrease in the sum of diameter
of all target lesions, taking as reference the baseline sum of diameters. SD: Neither sufficient shrinkage to qualify for PR or CR nor an

Description
increase in lesions which would qualify for progressive disease.
Time Frame Up to 49 months (randomized section) and 18 months (nhon-randomized section)
Analysis
Population received at least one dose of study treatment
Description

Arm 1: LAG525 +
PDRO001
(randomized
section)

Arm 2:
INC280+PDR001
(randomized section)

Arm 3: ACZ885 +
PDRO001
(randomized
section)

Arm 4: LEEO11 +
PDRO001
(randomized
section)

Randomized section: All participants to whom study treatment was assigned by randomization. Non-randomized section: All participants who

Arm 1A: LAG525 +
PDRO0O01 (non-
randomized
section)

Participants
randomized to
receive LAG525 at a
dosage of 600 mg
administered
intravenously every
4 weeks, in
combination with
PDROO1 at a
dosage of 400 mg
administered
intravenously every
4 weeks

Arm/Group Description

Participants randomized
to receive INC280 orally
at a dosage of 400 mg
twice daily, in
combination with
PDRO0O0L1 at a dosage of
400 mg administered
intravenously every 4
weeks

Participants
randomized to
receive ACZ885 at a
dosage of 300 mg
administered
subcutaneously every
4 weeks, in
combination with
PDRO0O01 at a dosage
of 400 mg
administered
intravenously every 4
weeks

Participants
randomized to
receive LEEO11
orally at a dosage of
600 mg once daily
on Days 1-21 of a
28-day cycle, in
combination with
PDROO1 at a
dosage of 400 mg
administered
intravenously every
4 weeks

LAG-3 positive
participants
received LAG525 at
a dosage of 600 mg
administered
intravenously every
4 weeks, in
combination with
PDROO1 at a
dosage of 400 mg
administered
intravenously every
4 weeks
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Number of Participants Analyzed

[units: participants] 45 43 43 44 21
Disease Control Rate (DCR) Number Number Number Number Number
(units: Percentage of participants) (95% Confidence (95% Confidence (95% Confidence (95% Confidence (95% Confidence
' 9 P P Interval) Interval) Interval) Interval) Interval)
15.6 16.3 18.6 31.8 33.3
(6.5 to 29.5) (6.81030.7) (8.4 t0 33.4) (18.6 to 47.6) (14.6 to 57.0)

Percentage of participants with PDR001 Anti-drug antibodies (ADA) positive result at baseline

Description

Time Frame At Baseline

Analysis

Population

Description immunogenicity sample for PDR0O01.

Arm 1: LAGS525 +
PDRO0O01
(randomized
section)

Arm 2:
INC280+PDR001
(randomized section)

Percentage of participants who had a PDR001 ADA positive result at baseline.

Arm 3: ACZ885 +
PDR0O01
(randomized
section)

Arm 4: LEEO11 +
PDRO01
(randomized
section)

Randomized section: Participants to whom study treatment was assigned by randomization with a determinant baseline immunogenicity
sample for PDRO01. Non-randomized section: Participants who received at least one dose of treatment with a determinant baseline

Arm 1A: LAG525 +
PDRO0O01 (non-
randomized
section)

Participants
randomized to
receive LAG525 at a
dosage of 600 mg
administered
intravenously every
4 weeks, in
combination with
PDROO1 at a
dosage of 400 mg

Arm/Group Description

Participants randomized
to receive INC280 orally
at a dosage of 400 mg
twice dalily, in
combination with
PDRO0O0L1 at a dosage of
400 mg administered
intravenously every 4

Participants
randomized to
receive ACZ885 at a
dosage of 300 mg
administered
subcutaneously every
4 weeks, in
combination with
PDRO0O01 at a dosage
of 400 mg

Participants
randomized to
receive LEEO11
orally at a dosage of
600 mg once daily
on Days 1-21 of a
28-day cycle, in
combination with
PDROO1 at a
dosage of 400 mg

LAG-3 positive
participants
received LAG525 at
a dosage of 600 mg
administered
intravenously every
4 weeks, in
combination with
PDROO1 at a
dosage of 400 mg

administered weeks administered administered administered
intravenously every intravenously every 4  intravenously every  intravenously every
4 weeks weeks 4 weeks 4 weeks
Number of Participants Analyzed 43 38 40 a1 20

[units: participants]
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Percentage of participants with
PDRO0O01 Anti-drug antibodies
(ADA) positive result at baseline
(units: Participants)

Count of
Participants
(Not Applicable)

Count of Participants
(Not Applicable)

Count of
Participants
(Not Applicable)

(Not Applicable)

Count of
Participants
(Not Applicable)

Count of
Participants

1
(2.33%)

0 1
(%) (2.5%)

0 0
(%) (%)

Percentage of participants with LAG525 Anti-drug antibodies (ADA) positive result at baseline

Description

Time Frame At Baseline

Analysis
Population
Description

Arm 1: LAG525 + PDR001
(randomized section)

Percentage of participants who had a LAG525 ADA positive result at baseline. Only applicable for participants enrolled in Arm 1 and Arm 1A.

Randomized section: Participants randomized to Arm 1 with a determinant baseline immunogenicity sample for LAG525. Non-randomized
section: Participants who received at least one dose of treatment with a determinant baseline immunogenicity sample for LAG525.

Arm 1A: LAG525 + PDR001 (non-
randomized section)

Arm/Group Description

Participants randomized to receive
LAG525 at a dosage of 600 mg
administered intravenously every 4
weeks, in combination with PDRO01 at a
dosage of 400 mg administered
intravenously every 4 weeks

LAG-3 positive participants received
LAG525 at a dosage of 600 mg
administered intravenously every 4
weeks, in combination with PDRO01 at a
dosage of 400 mg administered
intravenously every 4 weeks

Number of Participants Analyzed [units: participants]

43

20

Percentage of participants with LAG525 Anti-drug antibodies (ADA)
positive result at baseline
(units: Participants)

Count of Participants
(Not Applicable)

Count of Participants
(Not Applicable)

3
(6.98%)

0
(%)

Percentage of participants with ACZ885 Anti-drug antibodies (ADA) positive result at baseline

Description

Percentage of participants who had an ACZ885 ADA positive result at baseline. Only applicable for subjects enrolled in Arm 3.
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Time Frame At Baseline

Analysis Participants randomized to Arm 3 with a determinant baseline immunogenicity sample for ACZ885.
Population

Description

Arm 3: ACZ885 + PDR001 (randomized section)

Participants randomized to receive ACZ885 at a dosage of
300 mg administered subcutaneously every 4 weeks, in
combination with PDR001 at a dosage of 400 mg
administered intravenously every 4 weeks

Arm/Group Description

Number of Participants Analyzed [units: participants] 39

Percentage of participants with ACZ885 Anti-drug antibodies (ADA) positive result at
baseline
(units: Participants)

Count of Participants
(Not Applicable)

0
(%)

Percentage of participants who were treatment-induced ADA positive and treatment-boosted ADA
positive for PDR001

Description Percentage of participants who tested positive for treatment-induced ADA for PDR0OO01 (subjects with ADA-negative sample at baseline with at
least one post-baseline ADA positive sample) as well as treatment-boosted ADA for PDR001 (subjects with baseline positive ADA titre that
was boosted to a 4-fold or higher-level following treatment).

Time Frame Pre-infusion on Day 1 of Cycle 1, 2, 3, 4, 5, 6 and thereafter every 3 cycles until end of treatment (EOT), EOT, and 30 and 150 days post-EOT
(assessed up to 49 months randomized section and 24 months non-randomized section). Cycle= 28 days

Analysis Randomized section: Participants to whom study treatment was assigned by randomization with a determinant baseline immunogenicity

Population sample and at least one determinant post-baseline immunogenicity sample. Non-randomized section: Participants who received at least one

Description dose of study treatment with a determinant baseline immunogenicity sample and at least one determinant post-baseline immunogenicity
sample.
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Arm 1: LAG525 +
PDRO0O01
(randomized
section)

Arm 2:
INC280+PDR001
(randomized section)

Arm 3: ACZ885 +
PDRO001
(randomized
section)

Arm 4: LEEO11 +
PDRO0O1
(randomized
section)

Arm 1A: LAG525 +
PDRO0O01 (non-
randomized
section)

Arm/Group Description

Participants
randomized to
receive LAG525 at a
dosage of 600 mg
administered
intravenously every
4 weeks, in
combination with
PDROO0O1 at a
dosage of 400 mg

Participants randomized
to receive INC280 orally
at a dosage of 400 mg
twice daily, in
combination with
PDRO0O01 at a dosage of
400 mg administered
intravenously every 4

Participants
randomized to
receive ACZ885 at a
dosage of 300 mg
administered
subcutaneously every
4 weeks, in
combination with
PDRO0O01 at a dosage
of 400 mg

Participants
randomized to
receive LEEO11
orally at a dosage of
600 mg once daily
on Days 1-21 of a
28-day cycle, in
combination with
PDRO0O1 at a
dosage of 400 mg

LAG-3 positive
participants
received LAG525 at
a dosage of 600 mg
administered
intravenously every
4 weeks, in
combination with
PDRO0O1 at a
dosage of 400 mg

administered weeks administered administered administered
intravenously every intravenously every 4  intravenously every  intravenously every
4 weeks weeks 4 weeks 4 weeks
Number of Participants Analyzed
[units: participants] 40 34 38 39 19
Percentage of participants who
were treatment-induced ADA Count of Count of Count of Count of

positive and treatment-boosted
ADA positive for PDR001
(units: Participants)

Participants
(Not Applicable)

Count of Participants
(Not Applicable)

Participants
(Not Applicable)

Participants
(Not Applicable)

Participants
(Not Applicable)

3
(7.5%)

5
(14.71%)

3
(7.89%)

0
(%)

0
(%)

Percentage of participants who were treatment-induced ADA positive and treatment-boosted ADA

positive for LAG525

Description

Percentage of participants who tested positive for treatment-induced ADA for LAG525 (subjects with ADA-negative sample at baseline with at

least one post-baseline ADA positive sample) as well as treatment-boosted ADA for LAG525 (subjects with baseline positive ADA titre that
was boosted to a 4-fold or higher-level following treatment). Only applicable for subjects enrolled in Arm 1 and Arm 1A.

Time Frame

in the randomized section and 18 months in the non-randomized section). Cycle= 28 days

Pre-infusion on Day 1 of Cycle 1, 2, 3, 4, 5, 6 and thereafter every 3 cycles until end of treatment (EOT) and EOT (assessed up to 49 months
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Analysis
Population
Description

Arm 1: LAG525 + PDR001
(randomized section)

Randomized section: Participants randomized to Arm 1 with a determinant baseline immunogenicity sample and at least one determinant
post-baseline immunogenicity sample. Non-randomized section: Participants who received at least one dose of study treatment with a
determinant baseline immunogenicity sample and at least one determinant post-baseline immunogenicity sample.

Arm 1A: LAG525 + PDR001 (non-
randomized section)

Arm/Group Description

Participants randomized to receive
LAG525 at a dosage of 600 mg
administered intravenously every 4
weeks, in combination with PDR001 at a
dosage of 400 mg administered
intravenously every 4 weeks

LAG-3 positive participants received
LAG525 at a dosage of 600 mg
administered intravenously every 4
weeks, in combination with PDR001 at a
dosage of 400 mg administered
intravenously every 4 weeks

Number of Participants Analyzed [units: participants]

40

19

Percentage of participants who were treatment-induced ADA
positive and treatment-boosted ADA positive for LAG525
(units: Participants)

Count of Participants
(Not Applicable)

Count of Participants
(Not Applicable)

7
(17.5%)

2
(10.53%)

Percentage of participants who were treatment-induced ADA positive and treatment-boosted ADA

positive for ACZ885

Percentage of participants who tested positive for treatment-induced ADA for ACZ885 (subjects with ADA-negative sample at baseline with at

least one post-baseline ADA positive sample) as well as treatment-boosted ADA for ACZ885 (subjects with baseline positive ADA titre that
was boosted to a 4-fold or higher-level following treatment). Only applicable for subjects enrolled in Arm 3.

Description
Time Frame

months). Cycle= 28 days
Analysis
Population immunogenicity sample.
Description

Pre-infusion on Day 1 of Cycle 1, 2, 3, 4, 5, 6 and thereafter every 3 cycles until end of treatment (EOT) and EOT (assessed up to 40

Participants randomized to Arm 3 with a determinant baseline immunogenicity sample and at least one determinant post-baseline

Arm 3: ACZ885 + PDR001 (randomized section)
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Arm/Group Description

Participants randomized to receive ACZ885 at a dosage of
300 mg administered subcutaneously every 4 weeks, in
combination with PDR001 at a dosage of 400 mg
administered intravenously every 4 weeks

Number of Participants Analyzed [units: participants]

38

Percentage of participants who were treatment-induced ADA positive and treatment-
boosted ADA positive for ACZ885
(units: Participants)

Count of Participants
(Not Applicable)

Percentage of participants with a favorable biomarker profile (pFBP)

Description Biomarker parameters included: 1) number of tumor infiltrating T cells (TIL), 2) activation level of TIL, and 3) changes in immune response
gene expression signatures. For the number of TILs, an increase in tumoral CD8+ cell numbers compared to baseline was considered
favorable. The activation level of TIL was assessed by the percentage of tumoral CD8+ cells expressing GzmB (a marker for cytotoxic activity)
or Ki67 (a marker for cell proliferation), where an increase in either GZMB+/CD8+ or KI67+/CD8+ post-baseline was considered favorable.
Changes in immune response gene expression signatures were evaluated by the levels in T-cell inflamed signature (TIS), where an increase
from baseline was considered favorable. To be categorized as having a pFBP, a subject must meet the favorable criteria for at least two of the
three biomarker parameters. The percentage of participants with pFBP was assessed.

1
(2.63%)

Time Frame Baseline and after 3-4 weeks of treatment

Analysis Participants who received at least one dose of treatment with an evaluable baseline tumor biopsy sample and at least one evaluable post-
Population baseline tumor biopsy sample with evaluable results for the three biomarker parameters.

Description

Arm 1: LAG525 +

Arm 3: ACZ885 +

Arm 4: LEEO11 + Arm 1A: LAGS525 +

PDR001 Arm 2: PDR001 PDR001 PDRO01 (non-
- INC280+PDR001 1 . )
(randomized : ; (randomized (randomized randomized
. (randomized section) . . .
section) section) section) section)
Participants Participants randomized Participants Participants LAG-3 positive
randomized to to receive INC280 orally randomized to randomized to participants
Arm/Group Description receive LAG525 ata  at a dosage of 400 mg receive ACZ885 at a receive LEEO11 received LAG525 at
dosage of 600 mg twice daily, in dosage of 300 mg orally at a dosage of a dosage of 600 mg
administered combination with administered 600 mg once daily administered
intravenously every  PDROO1 at a dosage of  subcutaneously every on Days 1-21 of a intravenously every
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4 weeks, in 400 mg administered 4 weeks, in 28-day cycle, in 4 weeks, in
combination with intravenously every 4 combination with combination with combination with
PDRO0O01 at a weeks PDRO0O01 at a dosage PDRO0O01 at a PDRO0O1 at a
dosage of 400 mg of 400 mg dosage of 400 mg dosage of 400 mg
administered administered administered administered
intravenously every intravenously every 4 intravenously every  intravenously every
4 weeks weeks 4 weeks 4 weeks
Numbfer of ‘Partlmpants Analyzed 22 21 31 6 0
[units: participants]
Percentage of participants with a Number Number Number Number Number
favorable biomarker profile (pFBP) (95% Confidence (95% Confidence (95% Confidence (95% Confidence (95% Confidence
(units: Percentage of participants) Interval) Interval) Interval) Interval) Interval)
13.6 4.8 6.5 16.7
(2.9t0 34.9) (0.1to 23.8) (0.8t0 21.4) (0.4 t0 64.1)

Post-Hoc Outcome Result(s)

All collected deaths

Description

Pre-treatment: Deaths collected from day of patient’s informed consent to the day before the first administration of study treatment. On-

treatment: deaths collected from start of treatment to 30 days after last dose of study treatment. Extended safety follow-up: Deaths collected
from 31 days after last dose of study treatment up to 150 days after last dose of PDRO0OL1 (if this timepoint was later than 30 days after last
dose of study treatment) Post-treatment survival follow-up: Deaths collected from day 151 post-last dose of PDR001 or 31 days after last
dose of study treatment (whichever occurred last) up to end of study.

Time Frame

safety FU and Post-treatment survival FU: up to 49/24 months (randomized/non-randomized).

Analysis
Population
Description

Arm 1: LAG525 +

PDRO01

Arm 2:
INC280+PDR001
(randomized section)

Arm 3: ACZ885 +
PDRO001

Arm 4: LEEO11 +

PDRO01

Pre-treatment: up to 28/35 days (randomized/non-randomized). On-treatment: up to 49/19 months (randomized/non-randomized). Extended

Randomized section: All participants to whom study treatment was assigned by randomization. Non-randomized section: All participants who
received at least one dose of study treatment

Arm 1A: LAG525 +

PDRO0O01 (non-
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(randomized
section)

(randomized
section)

(randomized
section)

randomized
section)

Arm/Group Description

Participants
randomized to
receive LAG525 at a
dosage of 600 mg
administered
intravenously every
4 weeks, in
combination with
PDROO1 at a
dosage of 400 mg

Participants randomized
to receive INC280 orally
at a dosage of 400 mg
twice daily, in
combination with
PDRO0O01 at a dosage of
400 mg administered
intravenously every 4

Participants
randomized to
receive ACZ885 at a
dosage of 300 mg
administered
subcutaneously every
4 weeks, in
combination with
PDRO0O01 at a dosage
of 400 mg

Participants
randomized to
receive LEEO11
orally at a dosage of
600 mg once daily
on Days 1-21 of a
28-day cycle, in
combination with
PDROOL1 at a
dosage of 400 mg

LAG-3 positive
participants
received LAG525 at
a dosage of 600 mg
administered
intravenously every
4 weeks, in
combination with
PDROO1 at a
dosage of 400 mg

administered weeks administered administered administered
intravenously every intravenously every 4  intravenously every  intravenously every
4 weeks weeks 4 weeks 4 weeks
Number of Participants Analyzed
[units: participants] 45 43 43 44 21
Count of Count of Count of Count of

All collected deaths
(units: Participants)

Participants
(Not Applicable)

Count of Participants
(Not Applicable)

Participants
(Not Applicable)

Participants
(Not Applicable)

Participants
(Not Applicable)

Pre-treatment deaths 0 0 0 0 0
On-treatment deaths 5 3 3 3 1
Extended safety follow-up deaths 14 11 15 11 4
gg;:htsr,eatment survival follow-up 18 19 15 19 7
All deaths 37 33 33 33 12

Safety Results

Time Frame

On-treatment: from first dose to 30 days post-treatment, up to 49/24 months (randomized/non-randomized) Extended safety follow-up:
from 31 days after last dose of treatment up to 150 days after last dose of PDR0O1 (if >30 days post-treatment), up to 49/24 months
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(randomized/non-randomized) Post-treatment survival follow-up: from day 151 after last dose of PDR001 or 31 days post-treatment
(whichever occurred last) up to end of study, up to 49/24 months (randomized/non-randomized).

Any sign or symptom that occurs during the conduct of the trial and safety follow-up. Deaths in the post treatment survival follow-up are
not considered AEs. The total number at risk in the post treatment survival includes patients that entered the post treatment survival
follow-up period. Safety analyses were performed in the safety set, including all participants who received at least one dose of treatment

Additional
Description

Source Vocabulary

for Table Default MedDRA (25.1)

Collection
Approach for Table Systematic Assessment
Default

All-Cause Mortality

Arm
Arm Arm Arm 1A:
1: 3: 4: Arm Arm LAG5
LAG5 Arm ACZ8 Arm LEEO1 1A: 1A: 25 +
Arm 1: 25 + Arm 3: 85 + Arm 4: 1+ LAG5 LAG5 PDRO
Arm 1: LAG5 PDRO Arm 2: 3: ACZ8 PDRO 4: LEEO1 PDRO 25 + 25 + 01
LAG5 25 + 01 INC280+ ACZ8 85 + 01 LEEO1 1+ 01 PDRO PDRO (non-
25 + PDRO (rando  Arm 2: Arm 2: PDR001 85 + PDRO (rando 1+ PDRO (rando 01 01 rando
PDRO 01 mized INC280+ [INC280+ (random PDRO 01 mized PDRO 01 mized (non-  (non- mized
01 (rando part)- PDRO01 PDRO001 ized 01 (rando  part)- 01 (rando  part)- rando rando part)-
(rando  mized post- (random (random part)- (rando  mized post- (rando mized post- mized mized post-
mized  part)- treatm ized ized post- mized part)- treatm mized part)- treatm part)- part)- treat
part)- exten ent part)- part) - treatme  part)- exten ent part)-  exten ent on- exten  ment
on- ded surviv on- extende nt on- ded surviv on- ded surviv  treat ded surviv
treatm safety al treatme dsafety survival treatm safety al treatm safety al ment  safety al
ent follow follow nt follow- follow- ent follow follow ent follow follow perio follow follow
period -up -up period up up period -up -up period -up -up d -up -up
N=45 N=45 N=26 N =43 N =43 N =29 N=42 N=42 N=24 N=44 N=44 N=30 N=21 N=21 N=14
AEs AEs Death AEs AEs Deaths AEs AEs Death AEs AEs Death AEs AEs Death
Arm/
Grou collect  collect S coIIe_cted coIIe_cted cqllected collect collect s collect collect S collect collect S
ed ed collect during during in the ed ed collect ed ed collect ed ed collect
P during  during edin on- extended post- during  during edin during  during edin  during during edin
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Descr on- extend the treatmen safety treatmen on- extend the on- extend the on- exten the
iption  treatm ed post- t period  follow-up tsurvival treatm ed post- treatm ed post-  treatm ded post-
ent safety treatm (upto 30 period follow-up ent safety  treatm ent safety  treatm ent safety treatm
period  follow- ent days (from period period  follow- ent period  follow- ent period follow- ent
(up to up surviv post- day 31 (starting  (upto up surviv. (upto up surviv  (upto up surviv
30 period al treatmen post- from day 30 period al 30 period al 30 period al
days (from  follow- t) treatmen 151 days (from  follow- days (from  follow-  days (from  follow-
post-  day 31 up tupto post- post- day 31 up post- day 31 up post- day up
treatm post- period 150 days treatmen treatm post- period treatm post- period treatm 31 period
ent) treatm  (startin post last t). No ent) treatm  (startin ent) treatm  (startin ent) post-  (starti
entup g from dose of AEs entup g from entup g from treatm ng
to 150 day PDR0O01 were to 150 day to 150 day entup  from
days 151 [if >30 collected days 151 days 151 to 150 day
post post- days during post post- post post- days 151
last treatm post- this last treatm last treatm post post-
dose ent). treatmen period dose ent). dose ent). last treatm
of No t]) of No of No dose ent).
PDRO AEs PDRO AEs PDRO AEs of No
01 [if were 01 [if were 01 [if were PDRO AEs
>30 collect >30 collect >30 collect 01 [if were
days ed days ed days ed >30 collect
post- during post- during post- during days ed
treatm this treatm this treatm this post-  during
ent]) period ent]) period ent)]) period treatm this
ent)]) period
Total 5 14 18 3 11 19 3 15 15 3 11 19 1 4 7
Numb
er
Affect
ed
Total 45 45 26 43 43 29 42 42 24 44 44 30 21 21 14
Numb
er At
Risk

Serious Adverse Events
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On-treatment: from first dose to 30 days post-treatment, up to 49/24 months (randomized/non-randomized) Extended safety follow-up:
from 31 days after last dose of treatment up to 150 days after last dose of PDROO01 (if >30 days post-treatment), up to 49/24 months

Time Frame (randomized/non-randomized) Post-treatment survival follow-up: from day 151 after last dose of PDR001 or 31 days post-treatment
(whichever occurred last) up to end of study, up to 49/24 months (randomized/non-randomized).
. Any sign or symptom that occurs during the conduct of the trial and safety follow-up. Deaths in the post treatment survival follow-up are
Additional . o 7 - .
Description not considered AEs. The total number at risk in the post treatment survival includes patients that entered the post treatment survival

follow-up period. Safety analyses were performed in the safety set, including all participants who received at least one dose of treatment

Source Vocabulary
for Table Default

MedDRA (25.1)

Collection
Approach for Table
Default

Systematic Assessment

Arm Arm

Arm Arm Arm Arm 1A: 1A:
1: 3: 4: 1A: LAG5 LAGS5

Arm Arm LAG5 Arm Arm ACZ8 Arm Arm LEEO LAGS5 25+ 25+
1: 1: 25 + 3: 3: 85+ 4: 4: 11 + 25+ PDRO PDRO

LAG5 LAG5 PDRO Arm2: ACzZ8 ACZ8 PDRO LEEO LEEO PDRO PDRO 01 01
25+ 25+ 01 INC280 85+ 85+ 01 11 + 11 + 01 01 (non-  (non-
PDRO PDRO (rand Arm 2: Arm2: +PDRO0O PDRO PDRO (rand PDRO PDRO (rand (non- rando rando
01 01 omize INC280 INC280 1 01 01 omize 01 01 omize rando mize mize

(rand  (rand d +PDR0O0 +PDROO (rando (rand  (rand d (rand  (rand d mize d d

omize omize part)- 1 1 mized omize omize part)- omize omize part)- d part)- part)-
d d post- (rando (rando part)- d d post- d d post-  part)- exten post-
part)- part)- treat mized mized post- part)- part)- treat part)- part)- treat on- ded treat
on- exten  ment part)- part)-  treatme on- exten  ment on- exten ment treat safet ment
treat ded surviv on- extende nt treat ded surviv  treat ded surviv. ment y survi

ment  safety al treatme d safety survival ment safety al ment  safety al perio  follo val
perio follow follow nt follow- follow- perio follow follow perio follow follow d w-up follo
d -up -up period up up d -up -up d -up -up N = N = w-up
N=45 N=45 N=0 N =43 N =43 N=0 N=42 N=42 N=0 N=44 N=44 N=0 21 21 N=0
Arm/Group AEs AEs Death AEs AEs Deaths AEs AEs Death AEs AEs Death AEs AEs Death

Description collect collect S collecte  collecte  collecte collect collect S collect collect S collec collec s

ed ed collect dduring dduring dinthe ed ed collect ed ed collect ted ted collec
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during during edin on- extende post- during during edin during during edin during during tedin
on- exten the treatme  dsafety treatme on- exten the on- exten the on- exten the
treatm ded post- nt follow- nt treatm ded post-  treatm ded post- treat ded post-
ent safety treatm period up survival ent safety treatm ent safety treatm ment safety treat
period  follow- ent (up to period follow- period follow- ent period follow- ent period follow  ment
(up to up surviv 30 days (from up (up to up surviv  (upto up surviv  (upto -up surviv
30 period al post- day 31 period 30 period al 30 period al 30 period al
days (from  follow- treatme post- (starting  days (from  follow- days (from follow- days (from  follow
post- day up nt) treatme from post- day up post- day up post- day -up
treatm 31 period ntupto day151 treatm 31 period treatm 31 period treat 31 period
ent) post-  (starti 150 post- ent) post-  (starti ent) post-  (starti ment) post- (starti
treatm ng days treatme treatm ng treatm ng treat ng
entup  from postlast  nt). No entup  from entup  from ment from
to 150 day dose of AEs to 150 day to 150 day up to day
days 151 PDR00O1 were days 151 days 151 150 151
post post- [if >30 collecte post post- post post- days  post-
last treatm days d during last treatm last treatm post treat
dose ent). post- this dose ent). dose ent). last ment)
of No treatme period of No of No dose . No
PDRO AEs nt]) PDRO AEs PDRO AEs of AEs
01 [if were 01 [if were 01 [if were PDRO  were
>30 collect >30 collect >30 collect 01 [if collec
days ed days ed days ed >30 ted
post-  during post-  during post-  during days  during
treatm this treatm this treatm this post- this
ent)) period ent)) period ent)) period treat  period
ment]
)
Total # 21 5 0 21 0 0 12 4 0 22 8 0 7 2 0
Affected by
any Serious
Adverse
Event
Total # at 45 45 0 43 43 0 42 42 0 44 44 0 21 21 0
Risk by any
Serious
Adverse
Event
Blood and
lymphatic
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system

disorders
Anaemia 0(.0 0¢(0.0 0 (0.00 0 (0.00 1(23 0(.0 1(22 0(.0 0(0.0 0¢(.0

0%) 0%) %) %) 8%) 0%) 7%) 0%) 0%) 0%)

Febrile 0(.0 0¢(0.0 1(2.33 0 (0.00 0(.0 o0¢(0.0 0(.0 o0¢(.0 0(0.0 0¢(.0
neutropeni 0%) 0%) %) %) 0%) 0%) 0%) 0%) 0%) 0%)
a

Cardiac

disorders
Acute 1(22 0(.0 0 (0.00 0 (0.00 0.0 0¢(.0 0(0.0 o0¢(.0 0(0.0 0¢(0.0
myocardial 2%) 0%) %) %) 0%) 0%) 0%) 0%) 0%) 0%)
infarction
Atrial 0(.0 0¢(0.0 1(2.33 0 (0.00 0(.0 o0¢(0.0 0(0.0 0¢(.0 0(0.0 0¢(0.0
fibrillation 0%) 0%) %) %) 0%) 0%) 0%) 0%) 0%) 0%)
Myocarditi 0(.0 0¢(0.0 1(2.33 0 (0.00 0(.0 o0¢(0.0 0(0.0 0¢(.0 0(0.0 0¢(0.0
s 0%) 0%) %) %) 0%) 0%) 0%) 0%) 0%) 0%)

Endocrine

disorders
Adrenal 0(.0 0¢(0.0 1(2.33 0 (0.00 0(.0 o0¢(0.0 0(0.0 0¢(.0 0(.0 0¢(0.0
haematom 0%) 0%) %) %) 0%) 0%) 0%) 0%) 0%) 0%)
a
Hypercalc 0(0.0 o0¢(.0 0 (0.00 0 (0.00 0(0.0 0¢(0.0 0(0.0 o0¢(.0 0.0 1@4.7
aemia of 0%) 0%) %) %) 0%) 0%) 0%) 0%) 0%) 6%)
malignanc
y

Gastrointest

inal

disorders
Abdominal 0(0.0 0(0.0 2 (4.65 0 (0.00 1(23 0(.0 1(22 0(.0 0(0.0 0¢(0.0
pain 0%) 0%) %) %) 8%) 0%) 7%) 0%) 0%) 0%)
Autoimmu 1(22 0(.0 0 (0.00 0 (0.00 0.0 0¢(.0 0(0.0 o0¢(.0 0(0.0 0¢(0.0
ne colitis 2%) 0%) %) %) 0%) 0%) 0%) 0%) 0%) 0%)
Diarrhoea 0(0.0 0¢(0.0 1(2.33 0 (0.00 000 1(23 1(22 0(.0 0(0.0 0¢(0.0

0%) 0%) %) %) 0%) 8%) 7%) 0%) 0%) 0%)
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Dysphagia 0(0.0 0(0.0 0 (0.00 0 (0.00 0(.0 o0¢(0.0 0(0.0 o0¢(.0 1(4.7 0(0.0
0%) 0%) %) %) 0%) 0%) 0%) 0%) 6%0) 0%)

Gastritis 0(.0 0¢(0.0 0 (0.00 0 (0.00 0(.0 0¢(.0 245 0(.0 0(0.0 0¢(0.0
0%) 0%) %) %) 0%) 0%) 5%) 0%) 0%) 0%)

Gastrointe 1(22 0¢(0.0 0 (0.00 0 (0.00 0(.0 0¢(.0 0(0.0 o0¢(.0 0(0.0 0¢(0.0

stinal 2%) 0%) %) %) 0%) 0%) 0%) 0%) 0%) 0%)

haemorrha

ge

Gastrooes 0(0.0 0(0.0 0 (0.00 0 (0.00 1(23 0(0.0 0(0.0 o0(.0 0(0.0 0¢(0.0

ophageal 0%) 0%) %) %) 8%) 0%) 0%) 0%) 0%) 0%)

reflux

disease

Immune- 000 1(2.2 0 (0.00 0 (0.00 0.0 0¢(.0 0(0.0 o0(.0 147 0(0.0

mediated 0%) 2%) %) %) 0%) 0%) 0%) 0%) 6%) 0%)

enterocoliti

s

Intestinal 0.0 0¢(0.0 0 (0.00 0 (0.00 1(23 0(.0 0(0.0 0¢(.0 0(0.0 0¢(0.0

obstruction 0%) 0%) %) %) 8%) 0%) 0%) 0%) 0%) 0%)

Intussusce 1(2.2 0(0.0 0 (0.00 0 (0.00 0(.0 o0¢(0.0 0(0.0 o0¢(.0 0(.0 0¢(0.0

ption 2%) 0%) %) %) 0%) 0%) 0%) 0%) 0%) 0%)

Lower 0(0.0 o0¢(.0 0 (0.00 0 (0.00 1(23 0(0.0 0(0.0 o0¢(.0 0(0.0 0¢(0.0

gastrointes 0%) 0%) %) %) 8%) 0%) 0%) 0%) 0%) 0%)

tinal

haemorrha

ge

Nausea 2(4.4 0(0.0 1(2.33 0 (0.00 1(23 0(.0 0(0.0 0¢(.0 0(0.0 0¢(.0
4%) 0%) %) %) 8%) 0%) 0%) 0%) 0%) 0%)

Small 0(0.0 o0¢(.0 0 (0.00 0 (0.00 0.0 o0¢(.0 0(0.0 o0¢(.0 147 0(0.0

intestinal 0%) 0%) %) %) 0%) 0%) 0%) 0%) 6%) 0%)

obstruction

Subileus 0(0.0 0¢(0.0 0 (0.00 0 (0.00 0(.0 o0¢(0.0 0(0.0 0¢(.0 1¢4.7 0(0.0
0%) 0%) %) %) 0%) 0%) 0%) 0%) 6%) 0%)

Vomiting 1(22 0¢(0.0 0 (0.00 0 (0.00 123 1(23 0(0.0 o0¢(.0 0(0.0 0¢(0.0
2%) 0%) %) %) 8%) 8%) 0%) 0%) 0%) 0%)
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General
disorders
and
administrati
on site
conditions
Asthenia 0(0.0 0¢(0.0 0 (0.00 0 (0.00 0(.0 o0¢(0.0 1(22 0(.0 0(0.0 0¢(.0
0%) 0%) %) %) 0%) 0%) 7%) 0%) 0%) 0%)
Chestpain 0(0.0 0(0.0 1(2.33 0 (0.00 0.0 0¢(.0 0(0.0 o0(.0 0(0.0 0¢(0.0
0%) 0%) %) %) 0%) 0%) 0%) 0%) 0%) 0%)
Fatigue 0(0.0 0¢(0.0 0 (0.00 0 (0.00 0(.0 o0¢(0.0 122 1.2 0(0.0 0¢(0.0
0%) 0%) %) %) 0%) 0%) 7%) 7%) 0%) 0%)
General 0(0.0 o0¢(.0 1(2.33 0 (0.00 000 1(23 0(0.0 o0(.0 0(0.0 0¢(0.0
physical 0%) 0%) %) %) 0%) 8%) 0%) 0%) 0%) 0%)
health
deteriorati
on
Heteroplas 1(2.2 0(0.0 0 (0.00 0 (0.00 0(.0 o0¢(0.0 0(0.0 0¢(.0 0(0.0 0¢(0.0
ia 2%) 0%) %) %) 0%) 0%) 0%) 0%) 0%) 0%)
Multiple 1(22 0¢(0.0 0 (0.00 0 (0.00 0.0 0¢(.0 0(0.0 o0¢(.0 0(0.0 0¢(0.0
organ 2%) 0%) %) %) 0%) 0%) 0%) 0%) 0%) 0%)
dysfunctio
n
syndrome
Oedema 0(0.0 0¢(0.0 0 (0.00 0 (0.00 0(.0 o0¢(0.0 0.0 1(22 0(0.0 0¢(.0
peripheral 0%) 0%) %) %) 0%) 0%) 0%) 7%) 0%) 0%)
Pain 0(0.0 1(22 0 (0.00 0 (0.00 0.0 o0¢(.0 1(22 0(0.0 0(0.0 0¢(0.0
0%) 2%) %) %) 0%) 0%) 7%) 0%) 0%) 0%)
Pyrexia 0(0.0 o0¢(.0 0 (0.00 0 (0.00 0.0 0¢(.0 245 245 0(0.0 0¢(0.0
0%) 0%) %) %) 0%) 0%) 5%) 5%) 0%) 0%)
Hepatobiliar
y disorders
Cholangiti 1(22 0¢(0.0 0 (0.00 0 (0.00 0.0 0¢(.0 0(0.0 o0¢(.0 0(0.0 0¢(0.0
s 2%) 0%) %) %) 0%) 0%) 0%) 0%) 0%) 0%)
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Drug- 0(.0 0¢(0.0 1(2.33 0 (0.00 0(.0 o0¢(0.0 0(0.0 o0¢(.0 0(.0 0¢(.0
induced 0%) 0%) %) %) 0%) 0%) 0%) 0%) 0%) 0%)
liver injury
Hepatic 0.0 0¢(0.0 1(2.33 0 (0.00 0(.0 0¢(0.0 1(22 0(.0 0(.0 0¢(0.0
cytolysis 0%) 0%) %) %) 0%) 0%) 7%) 0%) 0%) 0%)
Hepatitis 0(.0 0¢(0.0 1(2.33 0 (0.00 0(.0 o0¢(0.0 1(22 0(.0 0(0.0 0¢(.0
0%) 0%) %) %) 0%) 0%) 7%) 0%) 0%) 0%)
Hepatitis 0(.0 0¢(0.0 0 (0.00 0 (0.00 0(0.0 0(.0 122 0(.0 0(.0 o0(.0
acute 0%) 0%) %) %) 0%) 0%) 7%) 0%) 0%) 0%)
Hypertrans 0(0.0 0(0.0 1(2.33 0 (0.00 0(.0 0¢(0.0 1(22 0(.0 0(0.0 0¢(0.0
aminasae 0%) 0%) %) %) 0%) 0%) 7%) 0%) 0%) 0%)
mia
Immune- 0(0.0 0¢(0.0 0 (0.00 0 (0.00 0(0.0 0(.0 2(45 0(0.0 0(.0 0(.0
mediated 0%) 0%) %) %) 0%) 0%) 5%) 0%) 0%) 0%)
hepatitis
Immune
system
disorders
Cytokine 0(.0 0¢(0.0 1(2.33 0 (0.00 0(0.0 0¢(0.0 0(0.0 0¢(.0 0(0.0 0¢(0.0
release 0%) 0%) %) %) 0%) 0%) 0%) 0%) 0%) 0%)
syndrome
Drug 0(.0 0¢(0.0 1(2.33 0 (0.00 0(0.0 0(.0 0(.0 0¢(.0 0(.0 0¢(0.0
hypersensi 0%) 0%) %) %) 0%) 0%) 0%) 0%) 0%) 0%)
tivity
Infections
and
infestations
Cellulitis 0(.0 0¢(0.0 0 (0.00 0 (0.00 123 0(0.0 0(.0 0¢(.0 0(.0 0(0.0
0%) 0%) %) %) 8%) 0%) 0%) 0%) 0%) 0%)
Erysipelas 0(0.0 0(0.0 1(2.33 0 (0.00 0(.0 o0¢(0.0 0(0.0 0¢(.0 0(.0 0¢(0.0
0%) 0%) %) %) 0%) 0%) 0%) 0%) 0%) 0%)
Infection 122 0(.0 0 (0.00 0 (0.00 0(.0 0¢(0.0 0(0.0 0¢(.0 0(0.0 0¢(.0
2%) 0%) %) %) 0%) 0%) 0%) 0%) 0%) 0%)
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Pneumoni 0(0.0 2(4.4 0 (0.00 0 (0.00 0(.0 o0¢(0.0 1(22 0(.0 0(.0 0¢(.0
a 0%) 4%) %) %) 0%) 0%) 7%) 0%) 0%) 0%)
Pneumoni 1(22 0(.0 0 (0.00 0 (0.00 0(.0 o0¢(0.0 0(0.0 0¢(.0 0(0.0 0¢(0.0
a bacterial 2%) 0%) %) %) 0%) 0%) 0%) 0%) 0%) 0%)
Respirator 0(0.0 1(2.2 0 (0.00 0 (0.00 0(.0 0¢(0.0 0(0.0 0¢(.0 0(.0 0¢(0.0
y tract 0%) 2%) %) %) 0%) 0%) 0%) 0%) 0%) 0%)
infection
Sepsis 0.0 0¢(.0 0 (0.00 0 (0.00 0.0 o0¢(0.0 1(22 0(.0 0(.0 o0(.0
0%) 0%) %) %) 0%) 0%) 7%) 0%) 0%) 0%)

Skin 1(22 0(.0 0 (0.00 0 (0.00 0(.0 0¢(0.0 0(0.0 0¢(.0 0(0.0 0¢(0.0
infection 2%) 0%) %) %) 0%) 0%) 0%) 0%) 0%) 0%)
Suspected 0(0.0 0(0.0 0 (0.00 0 (0.00 0.0 o0¢(.0 0.0 1(22 0(.0 o0(.0
COVID-19 0%) 0%) %) %) 0%) 0%) 0%) 7%) 0%) 0%)

Injury,

poisoning

and

procedural

complicatio

ns
Femur 0(.0 0¢(0.0 0 (0.00 0 (0.00 0.0 o0¢(0.0 1(22 0(.0 0(.0 0(0.0
fracture 0%) 0%) %) %) 0%) 0%) 7%) 0%) 0%) 0%)
Humerus 0(.0 0¢(0.0 1(2.33 0 (0.00 0.0 0¢(0.0 0(.0 0¢(.0 0(.0 0¢(0.0
fracture 0%) 0%) %) %) 0%) 0%) 0%) 0%) 0%) 0%)
Ocular 0(0.0 0¢(0.0 1(2.33 0 (0.00 0(.0 o0¢(0.0 0(0.0 0¢(.0 0(0.0 0¢(.0
procedural 0%) 0%) %) %) 0%) 0%) 0%) 0%) 0%) 0%)
complicati
on

Investigatio

ns
Blood 0(0.0 0¢(0.0 0 (0.00 0 (0.00 0(.0 o0¢(0.0 1(22 0(.0 0(.0 0¢(0.0
lactic acid 0%) 0%) %) %) 0%) 0%) 7%) 0%) 0%) 0%)
increased
General 2(44 1(22 0 (0.00 0 (0.00 0(0.0 1(23 0(.0 0¢(.0 0(.0 0(0.0
physical 4%) 2%) %) %) 0%) 8%) 0%) 0%) 0%) 0%)
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condition
abnormal
Haemoglo 0(0.0 0(0.0 1(2.33 0(0.00 0(0.0 0(0.0 0(0.0 0(0.0 0(0.0 0(0.0
bin 0%) 0%) %) %) 0%) 0%) 0%) 0%) 0%) 0%)
decreased
Liver 0(.0 0¢(0.0 0 (0.00 0 (0.00 0(.0 0¢(.0 000 122 0(0.0 0¢(0.0
function 0%) 0%) %) %) 0%) 0%) 0%) 7%) 0%) 0%)
test
abnormal
Liver 0(0.0 0¢(0.0 0 (0.00 0 (0.00 0(0.0 o0¢(0.0 1(22 0(.0 0(.0 0¢(0.0
function 0%) 0%) %) %) 0%) 0%) 7%) 0%) 0%) 0%)
test
increased

Metabolism

and

nutrition

disorders
Cachexia 1(22 0(.0 0 (0.00 0 (0.00 0(0.0 o0¢(0.0 0(0.0 0¢(.0 0(.0 0¢(0.0

2%) 0%) %) %) 0%) 0%) 0%) 0%) 0%) 0%)

Decreased 0(0.0 0(0.0 0(0.00  0(0.00 123 0(0.0 0(0.0 0(0.0 0(0.0 0(0.0
appetite 0%) 0%) %) %) 8%) 0%) 0%) 0%) 0%) 0%)
Dehydratio 0(0.0 0(0.0 0(0.00  0(0.00 0(.0 0(.0 122 0(0.0 0(0.0 0(0.0
n 0%) 0%) %) %) 0%) 0%) 7%) 0%) 0%) 0%)
Diabetes 0(0.0 0¢(0.0 0 (0.00 0 (0.00 0(0.0 o0¢(0.0 0.0 1(22 0(0.0 0¢(.0
mellitus 0%) 0%) %) %) 0%) 0%) 0%) 7%) 0%) 0%)
Hypoalbu  0(0.0 0(0.0 1(2.33 0(0.00 0(.0 0(.0 0(0.0 0(0.0 0(0.0 0(0.0
minaemia 0%) 0%) %) %) 0%) 0%) 0%) 0%) 0%) 0%)
Hypokalae 0(0.0 0(0.0 0(0.00 0(0.00 0(.0 0(.0 122 0(0.0 0(0.0 0(0.0
mia 0%) 0%) %) %) 0%) 0%) 7%) 0%) 0%) 0%)
Hyponatra 0(0.0 0(0.0 0 (0.00 0 (0.00 0(0.0 o0¢(0.0 0(0.0 0¢(.0 0(.0 1@4.7
emia 0%) 0%) %) %) 0%) 0%) 0%) 0%) 0%) 6%)

Musculoske
letal and
connective
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tissue
disorders
Arthralgia 1(22 0(.0 1(2.33 0 (0.00 0(.0 o0¢(0.0 0(0.0 o0¢(.0 0(0.0 0¢(.0
2%) 0%) %) %) 0%) 0%) 0%) 0%) 0%) 0%)
Back pain 1(22 0(.0 0 (0.00 0 (0.00 0(.0 o0¢(0.0 0(.0 o0¢(.0 0(0.0 0¢(.0
2%) 0%) %) %) 0%) 0%) 0%) 0%) 0%) 0%)
Myositis 0(0.0 0¢(0.0 0 (0.00 0 (0.00 0(.0 0¢(0.0 1(22 0(.0 0(0.0 0¢(0.0
0%) 0%) %) %) 0%) 0%) 7%) 0%) 0%) 0%)
Pain in 122 0(.0 0 (0.00 0 (0.00 123 0(0.0 2(45 122 0(.0 0(.0
extremity 2%) 0%) %) %) 8%) 0%) 5%) 7%) 0%) 0%)
Pathologic 0(0.0 0(0.0 0 (0.00 0 (0.00 0.0 o0¢(0.0 0(.0 0¢(.0 2095 0¢(.0
al fracture 0%) 0%) %) %) 0%) 0%) 0%) 0%) 2%) 0%)
Rhabdomy 0(0.0 0(0.0 0 (0.00 0 (0.00 0(.0 o0¢(0.0 1(22 0(.0 0(0.0 0¢(0.0
olysis 0%) 0%) %) %) 0%) 0%) 7%) 0%) 0%) 0%)
Neoplasms
benign,
malignant
and
unspecified
(incl cysts
and polyps)
Acute 000 1(22 0 (0.00 0 (0.00 0(.0 o0¢(0.0 0(0.0 o0¢(.0 0(.0 0¢(0.0
myeloid 0%) 2%) %) %) 0%) 0%) 0%) 090) 0%) 0%)
leukaemia
Basal cell 0(0.0 o0¢(.0 1(2.33 0 (0.00 0.0 o0¢(0.0 0(.0 0¢(.0 0(.0 0(0.0
carcinoma 0%) 0%) %) %) 0%) 0%) 0%) 0%) 0%) 0%)
Breast 1(22 0(.0 0 (0.00 0 (0.00 0(.0 o0¢(0.0 0(0.0 0¢(.0 0(.0 0¢(0.0
neoplasm 2%) 0%) %) %) 0%) 0%) 0%) 0%) 0%) 0%)
Malignant 0(0.0 o0¢(0.0 0 (0.00 0 (0.00 0.0 0¢(0.0 0.0 1(22 0(0.0 0¢(.0
neoplasm 0%) 0%) %) %) 0%) 0%) 0%) 7%) 0%) 0%)
progressio
n
Metastase 1(2.2 0(0.0 0 (0.00 0 (0.00 0(.0 o0¢(0.0 0(0.0 o0¢(.0 0(0.0 0¢(0.0
s to bone 2%) 0%) %) %) 0%) 0%) 0%) 0%) 0%) 0%)
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Metastase 0(0.0 0(0.0 0 (0.00 0 (0.00 0(.0 o0¢(0.0 1(22 0(.0 0(.0 0¢(.0
s to central 0%) 0%) %) %) 0%) 0%) 7%) 0%) 0%) 0%)
nervous
system
Metastase 1(2.2 0(0.0 0 (0.00 0 (0.00 0(.0 0¢(.0 0(0.0 o0(.0 0(0.0 0¢(0.0
stospleen  2%) 0%) %) %) 0%) 0%) 0%) 0%) 0%) 0%)
Oncologic 0(.0 0¢(0.0 0 (0.00 0 (0.00 0(.0 o0¢(0.0 0(0.0 o0¢(.0 1(4.7 0(0.0
complicati 0%) 0%) %) %) 0%) 0%) 0%) 0%) 6%) 0%)
on
Transition 1(22 0(.0 0 (0.00 0 (0.00 0(.0 o0¢(0.0 0(0.0 0¢(.0 0(0.0 0¢(0.0
al cell 2%) 0%) %) %) 0%) 0%) 0%) 0%) 0%) 0%)
carcinoma
Tumour 244 0(0.0 0 (0.00 0 (0.00 0.0 0¢(.0 0(0.0 o0(.0 0(0.0 0¢(0.0
haemorrha 4%) 0%) %) %) 0%) 0%) 0%) 0%) 0%) 0%)
ge
Tumour 122 1.2 1(2.33 0 (0.00 247 0¢(.0 1(22 0(.0 0(0.0 0¢(0.0
pain 2%) 2%) %) %) 6%) 0%) 7%) 0%) 0%) 0%)

Nervous

system

disorders
Cerebral 1(22 0¢(0.0 0 (0.00 0 (0.00 0.0 o0¢(.0 0(0.0 o0¢(.0 0(0.0 0¢(0.0
haemorrha 2%) 0%) %) %) 0%) 0%) 0%) 0%) 0%) 0%)
ge
Diabetic 0(.0 0¢(0.0 1(2.33 0 (0.00 0(.0 o0¢(0.0 0(0.0 0¢(.0 0(0.0 0¢(.0
hyperglyca 0%) 0%) %) %) 0%) 0%) 0%) 0%) 0%) 0%)
emic coma
Dizziness 0(0.0 o0¢(.0 1(2.33 0 (0.00 1(23 0(0.0 0(0.0 o0¢(.0 0(0.0 0¢(0.0

0%) 0%) %) %) 8%) 0%) 0%) 0%) 0%) 0%)
Epilepsy 0(0.0 0¢(0.0 1(2.33 0 (0.00 0(.0 o0¢(0.0 0(0.0 0¢(.0 0(.0 0¢(.0
0%) 0%) %) %) 0%) 0%) 0%) 0%) 0%) 0%)

Facial 1(22 0(.0 0 (0.00 0 (0.00 0(.0 o0¢(0.0 0(0.0 0¢(.0 0(.0 0¢(0.0
paresis 2%) 0%) %) %) 0%) 0%) 0%) 0%) 0%) 0%)
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Haemorrh 1(22 0(.0 0 (0.00 0 (0.00 0(.0 o0¢(0.0 0(0.0 o0¢(.0 0(.0 0¢(.0
age 2%) 0%) %) %) 0%) 0%) 0%) 0%) 0%) 0%)
intracranial
Headache 0(.0 0¢(0.0 1(2.33 0 (0.00 0(.0 0¢(.0 0(0.0 o0¢(.0 0(0.0 0¢(0.0
0%) 0%) %) %) 0%) 0%) 0%) 0%) 0%) 0%)
Hemipares 1(2.2 0(0.0 0 (0.00 0 (0.00 0(.0 o0¢(0.0 0(0.0 o0¢(.0 0(0.0 0¢(.0
is 2%) 0%) %) %) 0%) 0%) 0%) 0%) 0%) 0%)
Hypogloss 0(0.0 0(0.0 1(2.33 0 (0.00 0.0 o0¢(.0 0(0.0 o0¢(.0 0(0.0 0¢(0.0
al nerve 0%) 0%) %) %) 0%) 0%) 0%) 0%) 0%) 0%)
disorder
Nervous 1(22 0(.0 0 (0.00 0 (0.00 0(.0 o0¢(0.0 0(0.0 0¢(.0 0(0.0 0¢(0.0
system 2%) 0%) %) %) 0%) 0%) 0%) 0%) 0%) 0%)
disorder
Peripheral 0.0 0¢(.0 0 (0.00 0 (0.00 0.0 0¢(.0 1(22 0(0.0 0(0.0 0¢(0.0
nerve 0%) 0%) %) %) 0%) 0%) 7%) 0%) 0%) 0%)
paresis
Seizure 1(22 0(.0 0 (0.00 0 (0.00 1(23 0(.0 0(0.0 0¢(.0 0(0.0 0¢(0.0
2%) 0%) %) %) 8%) 0%) 0%) 0%) 0%) 0%)

Spinal 0(0.0 o0¢(.0 0 (0.00 0 (0.00 0.0 0¢(.0 1(22 0(.0 1(4.7 0(0.0
cord 0%) 0%) %) %) 0%) 0%) 7%) 0%) 6%) 0%)
compressi
on

Product

issues
Device 0(.0 0¢(0.0 0 (0.00 0 (0.00 1(23 0(.0 0(0.0 o0¢(.0 0(.0 0¢(0.0
dislocation 0%) 0%) %) %) 8%) 0%) 0%) 0%) 0%) 0%)

Renal and

urinary

disorders
Acute 0(0.0 0¢(0.0 1(2.33 0 (0.00 0(.0 o0¢(0.0 0(0.0 0¢(.0 0(.0 0¢(0.0
kidney 0%) 0%) %) %) 0%) 0%) 0%) 0%) 0%) 0%)
injury
Renal 1(22 0(0.0 0 (0.00 0 (0.00 000 1(23 0(0.0 o0¢(.0 0(0.0 0¢(0.0
failure 2%) 0%) %) %) 0%) 8%) 0%) 0%) 0%) 0%)
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Reproductiv

e system

and breast

disorders

Pelvicpain 0(0.0 0(0.0 0 (0.00 0 (0.00 0(.0 0¢(.0 0(0.0 o0(.0 147 0(0.0
0%) 0%) %) %) 0%) 0%) 0%) 0%) 6%) 0%)

Respiratory,

thoracic

and

mediastinal

disorders

Acute 0(0.0 0¢(0.0 0 (0.00 0 (0.00 0(.0 o0¢(0.0 0(0.0 0¢(.0 1(4.7 0(0.0

respiratory 0%) 0%) %) %) 0%) 0%) 0%) 0%) 6%0) 0%)

failure

Chronic 1(22 0(.0 0 (0.00 0 (0.00 0(.0 o0¢(0.0 0(0.0 o0¢(.0 0(0.0 0¢(0.0

obstructive 2%) 0%) %) %) 0%) 0%) 0%) 0%) 0%) 0%)

pulmonary

disease

Dyspnoea 0(0.0 0(0.0 0(0.00 0(0.00 123 0(0.0 0(0.0 0(0.0 0(0.0 0(0.0
0%) 0%) %) %) 8%) 0%) 0%) 0%) 0%) 0%)

Haemotho 0(0.0 0(0.0 0 (0.00 0 (0.00 0(0.0 o0¢(0.0 0.0 1(22 0(.0 0¢(.0

rax 0%) 0%) %) %) 0%) 0%) 0%) 7%) 0%) 0%)

Pleural 122 0(0.0 0(0.00 0(0.00 0(.0 0(.0 122 0(0.0 0(0.0 0(0.0

effusion 2%) 0%) %) %) 0%) 0%) 7%) 0%) 0%) 0%)

Pulmonary 1(2.2 0(0.0 0(0.00 0(0.00 0(.0 0(.0 122 0(0.0 0(0.0 0(0.0

embolism 2%) 0%) %) %) 0%) 0%) 7%) 0%) 0%) 0%)

Skin and

subcutaneo

us tissue

disorders

Rash 0(.0 0(0.0 1(2.33 0(0.00 0(0.0 0(0.0 0(0.0 0(0.0 0(0.0 0(0.0
0%) 0%) %) %) 0%) 0%) 0%) 0%) 0%) 0%)

Vascular

disorders
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Deepvein 1(22 0(0.0 0(0.00 0(0.00 0(.0 0(0.0 0(0.0 0(0.0 0(0.0 0(0.0
thrombosis ~ 2%) 0%) %) %) 0%) 0%) 0%) 0%) 0%) 0%)
Hypotensi  0(0.0 0(0.0 0 (0.00 0 (0.00 0.0 0(0.0 122 0(.0 0(0.0 0¢(0.0
on 0%) 0%) %) %) 0%) 0%) 7%) 0%) 0%) 0%)
Peripheral 0(0.0 0(0.0 0 (0.00 0 (0.00 123 0(.0 0(.0 0¢(0.0 0(0.0 0¢(0.0
ischaemia  0%) 0%) %) %) 8%) 0%) 0%) 0%) 0%) 0%)
Phlebitis 122 0(0.0 0(0.00 0(0.00 0(.0 0(0.0 0(0.0 0(0.0 0(0.0 0(0.0
2%) 0%) %) %) 0%) 0%) 0%) 0%) 0%) 0%)
Venacava 0(0.0 0(0.0 1(2.33 0 (0.00 0.0 0(.0 0(.0 0¢(0.0 0(0.0 0¢(0.0
thrombosis ~ 0%) 0%) %) %) 0%) 0%) 0%) 0%) 0%) 0%)
Venous 0.0 o0(.0 1(2.33 0 (0.00 0(0.0 0(.0 0(.0 0¢(0.0 0(0.0 0¢(0.0
thrombosis  0%) 0%) %) %) 0%) 0%) 0%) 0%) 0%) 0%)

Other (Not Including Serious) Adverse Events

On-treatment: from first dose to 30 days post-treatment, up to 49/24 months (randomized/non-randomized) Extended safety follow-up:
from 31 days after last dose of treatment up to 150 days after last dose of PDROO01 (if >30 days post-treatment), up to 49/24 months

Time Frame (randomized/non-randomized) Post-treatment survival follow-up: from day 151 after last dose of PDR001 or 31 days post-treatment
(whichever occurred last) up to end of study, up to 49/24 months (randomized/non-randomized).
- Any sign or symptom that occurs during the conduct of the trial and safety follow-up. Deaths in the post treatment survival follow-up are
Additional - o - . A
Description not considered AEs. The total number at risk in the post treatment survival includes patients that entered the post treatment survival

follow-up period. Safety analyses were performed in the safety set, including all participants who received at least one dose of treatment

Source Vocabulary
for Table Default

MedDRA (25.1)

Collection

Approach for Table

Default

Systematic Assessment
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Frequent Event Reporting Threshold 5%
Arm Arm Arm Arm Arm
1: 3: 4: Arm 1A: 1A:
Arm Arm LAG5 Arm Arm ACZ8 Arm Arm LEEO 1A: LAGS5 LAGS
1: 1: 25+ 3: 3: 85 + 4. 4: 11+ LAG5 25+ 25+
LAG5 LAG5 PDRO Arm 2: ACZ8 ACZ8 PDRO LEEO LEEO PDRO 25+ PDRO PDRO
25 + 25+ 01 INC280 85 + 85 + 01 11 + 11 + 01 PDRO 01 01
PDRO PDRO (rand Arm 2: Arm2: +PDRO0 PDRO PDRO (rand PDRO PDRO (rand 01 (non-  (non-
01 01 omize INC280 INC280 1 01 01 omize 01 01 omize (non- rando rando
(rand (rand d +PDRO0 +PDR0O0 (rando (rand  (rand d (rand (rand d rando mized mized
omize omize part)- 1 1 mized omize omize part)- omize omize part)- mized part)- part)-
d d post- (rando (rando part)- d d post- d d post- part)- exten post-
part)-  part)- treat mized mized post- part)-  part)- treat part)-  part)- treat on- ded treat
on- exten  ment part)- part) - treatme on- exten  ment on- exten ment treat safet ment
treat ded surviv on- extende nt treat ded surviv  treat ded surviv. ment y survi
ment  safety al treatme d safety survival ment safety al ment  safety al perio  follo val
perio follow follow nt follow- follow- perio follow follow perio follow follow d w-up follo
d -up -up period up up d -up -up d -up -up N = N = w-up
N=45 N=45 N=0 N =43 N =43 N=0 N=42 N=42 N=0 N=44 N=44 N=0 21 21 N=0
AEs AEs Death AEs AEs Deaths AEs AEs Death AEs AEs Death AEs AEs Death
collect collect S collected collected collected collect collect S collect collect S collect collect s
ed ed collect during during in the ed ed collect ed ed collect ed ed collect
during during edin on- extende post- during during edin during during edin during during edin
on- extend the treatmen dsafety treatmen on- extend the on- extend the on- exten the
treatm ed post- t period follow-  tsurvival treatm ed post-  treatm ed post-  treatm ded post-
ent safety treatm (upto 30 up follow- ent safety  treatm ent safety  treatm ent safety treatm
Arm/Grou  Period  follow- ent days period up period  follow- ent period  follow- ent period follow ent
p (up to up surviv post- (from period (up to up surviv.  (upto up surviv.  (up to -up surviv
Descriptio 30 period al treatmen  day 31 (starting 30 period al 30 period al 30 period al
n days (from  follow- t) post- fromday days (from  follow-  days (from  follow- days (from  follow
post- day 31 up treatmen 151 post- day 31 up post- day 31 up post- day -up
treatm  post-  period tupto post- treatm  post- period treatm  post- period treatm 31 period
ent) treatm  (starti 150 treatmen ent) treatm  (starti ent) treatm  (starti ent) post-  (starti
ent up ng days t). No ent up ng ent up ng treatm ng
to 150 from post last AEs to 150 from to 150 from entup  from
days day dose of were days day days day to 150 day
post 151 PDR0O01 collected post 151 post 151 days 151
last post- [if >30 during last post- last post- post post-
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dose treatm days this dose treatm dose treatm last  treatm
of ent). post- period of ent). of ent). dose ent).
PDRO No treatmen PDRO No PDRO No of No
01 [if AEs t]) 01 [if AEs 01 [if AEs PDRO  AEs
>30 were >30 were >30 were 01 [if were
days  collect days  collect days collect >30  collect
post- ed post- ed post- ed days ed
treatm  during treatm  during treatm  during post-  during
ent)]) this ent]) this ent]) this treatm this
period period period ent])  period
Total #
Affected
by any 40 5 0 42 6 0 32 5 0 44 9 0 18 2 0
Other
Adverse
Event
Total # at
Risk by
any Other 45 45 0 43 43 0 42 42 0 44 44 0 21 21 0
Adverse
Event
Blood and
lymphatic
system
disorders
Anaemia 3(66 244 6 (13.95 1(2.33 6(14. 1(23 11 (25 0(0.0 3(14. 147
7%) 4%) %) %) 29%) 8%) .00%) 0%) 29%) 6%)
Eosinop 1(22 0(0.0 0 (0.00 0 (0.00 3(71 o0(0.0 0.0 o0¢(.0 0(0.0 0¢(0.0
hilia 2%) 0%) %) %) 4%) 0%) 0%) 0%) 0%) 0%)
Leukope 2(4.4 0(0.0 0 (0.00 0 (0.00 1(23 123 4(09.0 0¢(0.0 0(0.0 0¢(0.0
nia 4%) 0%) %) %) 8%) 8%) 9%) 0%) 0%) 0%)
Lympho 2(4.4 122 2 (4.65 0 (0.00 123 0(0.0 7(15. 0(0.0 147 0(.0
penia 4%) 2%) %) %) 8%) 0%) 91%) 0%) 6%0) 0%)
Neutrop 3(6.6 1(2.2 0 (0.00 0 (0.00 123 0(0.0 20(45 0(0.0 0(0.0 0¢(0.0
enia 7%) 2%) %) %) 8%) 0%) .45%) 0%) 0%) 0%)
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Zsr‘t’g“z 122 1(22 1(2.33  0(0.00 0(0.0 0(0.0 3(6.8 0(0.0 0(0.0 0(0.0
niay P 206)  2%) %) %) 0%)  0%) 20%)  0%) 0%)  0%)
Endocrine
disorders
Hypothy 2 (4.4 0(0.0 2(4.65  0(0.00 123 0(0.0 122 0(0.0 295 0(0.0
roidism 4%) 0%) %) %) 8%) 0%) 7%) 0%) 2%) 0%)
Gastroint
estinal
disorders
Abdomin  5(11. 1(2.2 3(6.98 0 (0.00 5(11. 0(0.0 5(11. 0(0.0 2(95 0(.0
al pain 11%) 2%) %) %) 90%) 0%) 36%) 0%) 2%) 0%)
Constipa 8(17. 0(0.0 6(13.95 1(2.33 7(16. 0(0.0 3(6.8 1(22 0(0.0 0¢(0.0
tion 78%)  0%) %) %) 67%)  0%) 2%) 7%) 0%) 0%)
Diarrhoe 6 (13. 0(0.0 10(23.2 1(2.33 3(71 0(.0 9(20. 122 5(23. 0(0.0
a 33%)  0%) 6%) %) 4%) 0%) 45%)  T%) 81%)  0%)
Dry 3(6.6 0(0.0 1(2.33 0 (0.00 4095 0(.0 2(45 0(.0 147 0(.0
mouth 7%) 0%) %) %) 2%) 0%) 5%) 0%) 6%) 0%)
Nausea 13(28 0(0.0 18 (41.8 0(0.00 9(21. 1(23 15(34 245 6(28. 0(0.0
.89%) 0%) 6%0) %) 43%) 8%) .09%) 5%) 57%) 0%)
Vomitin 6(13. 0(0.0 11 (25,5 0(0.00 3(71 0(.0 8(18. 1(22 3(14. 0(0.0
9 33%) ow) 8%) %) 4%) 0%) 18%)  7%) 29%)  0%)
General
disorders
and
administr
ation site
condition
s
Asthenia 2 (0. 1(22 7(16.28 1(2.33 7(16. 0(0.0 8(18. 2(45 7(33. 0(0.0
00%)  2%) %) %) 67%)  0%) 18%)  5%) 33%)  0%)
Chest 2(4.4 0(.0 3(6.98 0 (0.00 1(2.3 0(0.0 1(2.2 0(0.0 0(0.0 0(0.0
pain 4%) 0%) %) %) 8%) 0%) 7%) 0%) 0%) 0%)
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Chills 1(22 0(0.0 3(6.98 0(0.00 0(0.0 0(0.0 1(22  0(0.0 1(47 0(0.0
2%)  0%) %) %) 0%)  0%) %)  0%) 6%)  0%)
Fafioue 705 122 5(11.63 0 (0.00 5(11. 1(2.3 8(18. 1(2.2 4(19. 0(0.0
9 56%)  29%%) %) %) 90%)  8%) 18%)  7%) 05%)  0%)
O;?‘*,Q? 3(6.6 0(0.0 10 (232  0(0.00 1(23 0(0.0 3(6.8 0(0.0 1(47 0(0.0
gl P 7%)  0%) 6%) %) 8%)  0%) 2%)  0%) 6%)  0%)
bain 488 0(0.0 0(0.00  0(0.00 0(0.0 0(0.0 0(0.0 2(45 0(0.0 0(0.0
9%)  0%) %) %) 0%)  0%) 0%)  5%) 0%)  0%)
vrexia  3(66  0(0.0 13(30.2 0 (0.00 247 0(0.0 8(18. 245 2(95 0(0.0
y %)  0%) 3%) %) 6%)  0%) 18%)  5%) 2%)  0%)
Hepatobili
ary
disorders
Hepatic  0(0.0 0(0.0 2(4.65 0(0.00 0(0.0 0(0.0 3(6.8 0(0.0 0(0.0 0(0.0
cytolysis  0%)  0%) %) %) 0%)  0%) 2%)  0%) 0%)  0%)
Infections
and
infestatio
ns
Rhinis 366 0(0.0 3(6.98  0(0.00 247 0(0.0 1(22 0(0.0 0(0.0 0(0.0
%)  0%) %) %) 6%)  0%) %)  0%) 0%)  0%)
Investigati
ons
Alanine
ﬁg'e”rgg: 122 0(0.0 6(13.95 0(0.00 247 1(23 1534 2 (45 1(47 0(0.0
; 2%)  0%) %) %) 6%)  8%) 09%)  5%) 6%)  0%)
INnCrease
d
ﬁ]’;“rye'g‘:g 0(0.0 0(0.0 0(0.00  0(0.00 3(7.1  0(0.0 368 1(22 1(4.7 0(0.0
q 0%)  0%) %) %) 4%)  0%) 2%)  T%) 6%)  0%)
Aspartat  1(2.2 0(0.0 5(11.63  0(0.00 3(71  0(0.0 17 (38 1(2.2 1(47 0(0.0
e 2%)  0%) %) %) 4%)  0%) 64%)  T%) 6%)  0%)
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aminotra
nsferase
increase
d

Blood
alkaline
phospha
tase
increase
d

4(88
9%)

0(0.0
0%)

2 (4.65
%)

0 (0.00
%)

2(4.7
6%)

0 (0.0
0%)

2(45
59%)

0(0.0
0%)

0(0.0
0%)

0(0.0
0%)

Blood
creatinin
e
increase
d

0 (0.0
0%)

0 (0.0
0%)

5(11.63
%)

0 (0.00
%)

1(2.3
8%)

0 (0.0
0%)

4(9.0
9%)

0 (0.0
0%)

0 (0.0
0%)

0 (0.0
0%)

Blood
lactate
dehydro
genase
increase
d

3(6.6
7%)

2(44
4%)

0 (0.00
%)

0 (0.00
%)

0 (0.0
0%)

0 (0.0
0%)

245
5%)

0 (0.0
0%)

0(0.0
0%)

0(0.0
0%)

Blood
potassiu
m
decreas
ed

0(0.0
0%)

0(0.0
0%)

0 (0.00
%)

0 (0.00
%)

0 (0.0
0%)

0(0.0
0%)

0(0.0
0%)

0 (0.0
0%)

2(9.5
2%)

0(0.0
0%)

Electroc
ardiogra
m QT
prolonge
d

0(0.0
0%)

0(0.0
0%)

0 (0.00
%)

0 (0.00
%)

0 (0.0
0%)

0(0.0
0%)

3(6.8
29%)

0 (0.0
0%)

0(0.0
0%)

0(0.0
0%)

Gamma-
glutamyl
transfera
se
increase
d

2(4.4
4%)

1(2.2
2%)

2 (4.65
%)

0 (0.00
%)

1(2.3
8%)

0 (0.0
0%)

3(6.8
29%)

1(2.2
7%)

0(0.0
0%)

0(0.0
0%)
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Haemog

lobin 122 0(0.0 2(4.65 0(0.00 123 0(0.0 0(0.0 0(0.0 2095 1(4.7
decreas 2%) 0%) %) %) 8%) 0%) 0%) 0%) 2%) 6%)
ed

Lipase

ncrease 366 1(22 3(6.98 0(0.00 3(7.1 0(0.0 5(11. 0(0.0 295 0(0.0
d 7%) 2%) %) %) 4%) 0%) 36%) 0%) 2%) 0%)
Neutrop

hilcount 0(0.0 0(0.0 2 (4.65 0 (0.00 0(0.0 0(.0 3(6.8 0(0.0 0(.0 0¢(0.0
decreas 0%) 0%) %) %) 0%) 0%) 2%) 0%) 0%) 0%)
ed

Platelet

count 2(4.4 0(.0 3(6.98 0 (0.00 0(0.0 0(.0 2(45 0(.0 0(0.0 0¢(0.0
decreas 4%) 0%) %) %) 0%) 0%) 5%) 0%) 0%) 0%)
ed

SARS-

CoV-2 0(0.0 0(.0 0 (0.00 0 (0.00 0(0.0 0(.0 409.0 12 0(0.0 0¢(0.0
test 0%) 0%) %) %) 0%) 0%) 9%) 7%) 0%) 0%)
negative

\é\gi'ggs 6(13. 0(0.0 2(465 0(0.00 5(11. 1(23 490 2(45 000 0(0.0
ed 33%) 0%) %) %) 90%) 8%) 9%) 5%) 0%) 0%)
White

blood

cell 0(0.0 0(0.0 1(2.33 0(0.00 0(0.0 0(0.0 4(9.0 0(0.0 0(0.0 0(0.0
count 0%) 0%) %) %) 0%) 0%) 9%) 0%) 0%) 0%)
decreas

ed

Metabolis

m and

nutrition

disorders

eDdecreaS 10(22 0(0.0 3(6.98 1(2.33 7(16. 0(0.0 9(20. 2(45 295 0(0.0
appetite 22%)  0%) %) %) 67%)  0%) 45%)  5%) 2%) 0%)
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Hypoalb 4 55 0(0.0 3(6.98  0(0.00 123 0(0.0 0(00 0(0.0 0(00 0(0.0
mia 2%) 0%) %) %) 8%) 0%) 0%) 0%) 0%) 0%)
Musculos

keletal

and

connectiv

e tissue

disorders

Arthralgi  5(11. 1(2.2 2 (4.65 1(2.33 247 0(.0 245 0(0.0 0(0.0 0¢(0.0
a 11%)  2%) %) %) 6%) 0%) 5%) 0%) 0%) 0%)
Back 5(11. 0¢(0.0 4(9.30 0 (0.00 247 0(.0 6(13. 0(0.0 295 0(.0
pain 11%)  0%) %) %) 6%) 0%) 64%)  0%) 2%) 0%)
Pan 51 0(00 3(6.98 2 (4.65 123 0(0.0 368 1(22 0(00 0(0.0
y 11%) 0%) %) %) 8%) 0%) 2%) 7%) 0%) 0%)
Neoplasm

s benign,

malignant

and

unspecifie

d (incl

cysts and

polyps)

Cancer 1(22 0(0.0 0(0.00  0(0.00 0(0.0 0(0.0 122 12 2095 0(0.0
pain 2%) 0%) %) %) 0%) 0%) 7%) 7%) 2%) 0%)
Tumour 2(4.4 0(0.0 1(2.33 1(2.33 1(23 0(0.0 3(6.8 0(0.0 1(4.7 0(.0
pain 4%) 0%) %) %) 8%) 0%) 2%) 0%) 6%) 0%)
Nervous

system

disorders

Dizzines 3(6.6 0(0.0 2(4.65  0(0.00 0(0.0 0(0.0 3(6.8 0(0.0 147 0(0.0
s 7%) 0%) %) %) 0%) 0%) 2%) 0%) 6%) 0%)
Headac 3(6.6 0(0.0 5(11.63 0 (0.00 247 0(.0 4(09.0 0(.0 295 0(0.0
he 7%) 0%) %) %) 6%) 0%) 9%) 0%) 2%) 0%)
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Paraest 1(22 0(0.0 1(233 0(0.00 000 1(23 3(6.8 0(0.0 2(9.5 0(0.0

hesia 2%) 0%) %) %) 0%) 8%) 2%) 0%) 2%) 0%)

Psychiatri

[

disorders

Insomni 2 (4.4 0(0.0 0(0.00  0(0.00 123 0(0.0 4(9.0 0(0.0 147 0(0.0

a 4%) 0%) %) %) 8%) 0%) 9%) 0%) 6%) 0%)

Respirato

ry,

thoracic

and

mediastin

al

disorders

Couah 3(6.6 0(0.0 8(18.60 0 (0.00 247 0(.0 8(18. 1(22 0(0.0 0¢(0.0

9 7%) 0%) %) %) 6%) 0%) 18%)  7%) 0%) 0%)

Dyspnoe 1(2.2 0(0.0 6(13.95 0(0.00 8(19. 0(0.0 4090 1(22 0(0.0 0¢(0.0

a 2%) 0%) %) %) 05%)  0%) 9%) 7%) 0%) 0%)

Skin and

subcutan

eous

tissue

disorders

Eczema 000 0(0.0 1(2.33 0(0.00 0(0.0 0(0.0 3(6.8 0(0.0 0(0.0 0(0.0
0%) 0%) %) %) 0%) 0%) 2%) 0%) 0%) 0%)

pruritus 11 (24 0(0.0 6(13.95 0 (0.00 3(71 0(0.0 8(18. 1(2.2 3(14. 0(0.0
.44%) 0%) %) %) 4%) 0%) 18%) 7%) 29%) 0%)

Rash 488 0(0.0 8(18.60 0 (0.00 3(7.1 0(0.0 4090 1(22 0(0.0 0¢(0.0
9%) 0%) %) %) 4%) 0%) 9%) 7%) 0%) 0%)

Vitilido 4(88 0(0.0 0(0.00  0(0.00 247 0(0.0 245 0(0.0 295 0(0.0

9 9%) 0%) %) %) 6%) 0%) 5%) 0%) 2%) 0%)
Vascular
disorders
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Hyperte 1(22 0¢(0.0 0 (0.00 0 (0.00
nsion 2%) 0%) %) %)

Other Relevant Findings
NA

Conclusion

0(0.0 0(0.0 3(6.8 0(0.0 0(0.0 0(0.0
0%)  0%) 2%)  0%) 0%)  0%)

This study evaluated PDR0OO01 in combination with either LAG525, INC280, ACZ885, or LEEO11 in subjects with previously
treated stage IIIB/C/D or IV unresectable or metastatic melanoma. At final analysis, confirmed overall response rate (ORR)
was 8.9% in the PDRO01+LAG525 arm (Arm 1), 4.7% in the PDR001+ INC280 arm (Arm 2), 4.7% in the PDR001+ ACZ885
arm (Arm 3), and 6.8% in the PDR0O01+ LEEO11 arm (Arm 4) in the randomized section of the study. At final analysis,
confirmed ORR was 14.3% in the PDRO01+LAG525 arm (Arm 1A) in the non-randomized section of the study.

The safety data are consistent with the known and well-characterized safety profile of PDR001, LAG525, INC280, ACZ885,

and LEEO11.

Date of Clinical Trial Report
20-Jul-2023
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