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Sponsor
Novartis Pharmaceuticals

Generic Drug Name
Spartalizumab (PDR001), panobinostat (LBH589), everolimus (RAD001), HDM201, QBMO076 and LCL161

Trial Indication(s)

Colorectal cancer (CRC), non-small cell lung cancer (NSCLC), triple-negative breast cancer (TNBC), renal cell carcinoma
(RCC)

Protocol Number
CPDRO001X2102

Protocol Title

Phase Ib, open-label, multi-center study to characterize the safety, tolerability and pharmacodynamics (PD) of PDR001 in
combination with LCL161, everolimus (RADO0O1) or panobinostat (LBH589)

Clinical Trial Phase
Phase 1

Phase of Drug Development

Phase Il (spartalizumab), phase IV (panobinostat), phase IV (everolimus), phase || (HDM201), phase Il (QBMO076) and
phase Il (LCL161)

Study Start/End Dates

Study Start Date: October 2016 (Actual)
Primary Completion Date: February 2022 (Actual)
Study Completion Date: February 2022 (Actual)
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Study Design/Methodology

This was a phase Ib, multi-center, open-label study of PDR001 in combination with:

o LCL161, everolimus, panobinostat or QBMO076 in patients with advanced/metastatic colorectal cancer (CRC), triple-negative breast
cancer (TNBC) or non-small cell lung cancer (NSCLC)
o HDM201 in patients with TP53 wildtype microsatellite stable colorectal cancer (MSS-CRC) or renal cell carcinoma (RCC)

The study was comprised of a dose escalation part followed by a dose expansion part.

During the dose escalation part of the study, patients were treated with a fixed dose of PDR001, administered intravenously (i.v.), in
combination with one of the combination partners, to determine safety, tolerability and the maximum tolerated dose/recommended
dose for expansion (MTD/RDE). Dose escalation and determination of the MTD/RDE was guided by a Bayesian Logistic Regression
Model (BLRM) with Escalation With Overdose Control (EWOC) criteria. Enroliment to the treatment groups PDR001+panobinostat and
PDR001+QBMO076 was closed during the dose escalation phase.

Once the MTD/RDE had been declared for a combination therapy, the respective dose expansion part could begin. The main objective
of each expansion part was to further assess the safety and tolerability of any study treatment at the MTD/RDE. There was dose
expansion phase for the following combination treatments: PDR001+everolimus, PDR001+HDM201 and PDR001+LCL161. The dose
expansion phase for PDR001+panobinostat and PDR001+QBMO076 was not initiated.

All patients enrolled in escalation part and expansion part were able to participate in the following study periods:

Molecular prescreening period (for PDR001+HDM201 only)

Potential eligible patients had to have documented confirmation of a tumor sample as TP53 wild type by DNA sequence analysis before
them could be considered for full screening.

Screening period

Screening evaluations were performed within 21 days prior to the first dose of study treatment.

Treatment period 1

Treatment period 1 began on Cycle 1 Day 1. Study treatment during treatment period 1 was administered for six cycles of therapy
unless the patient experienced unacceptable toxicity, had clinical evidence of disease progression and/or study treatment was
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discontinued at the discretion of the investigator or the patient. Patients who had radiological evidence of disease progression but had
evidence of clinical benefit were able to continue study treatment to complete six cycles.

Treatment interruption period

Once a patient had completed cycle 6 (treatment period 1), study treatment was interrupted and the patient entered the study treatment
interruption period. Patients continued study visits as defined in the study protocol. Patients in the interruption period were able to
resume study treatment following a discussion with the investigator. If they chose not to resume they were discontinued at the time of
end of study.

Treatment period 2

Patients should resume study treatment at the same dose and schedule they were receiving at the time of their treatment interruption.
For combination treatments that had been evaluated and did not offer clinical benefit beyond that expected for PD-1 blockade alone,
or if an investigational agent was no longer available, patients could be treated with single agent PDR001.

All patients had to have a tumor assessment prior to resuming study treatment; this tumor assessment was used as treatment period
2 baseline. Following the completion of two cycles of study treatment, if a patient had not experienced any > grade 2 study treatment-
related toxicities, he/she could continue on study under a reduced schedule of assessments per the institutions standard of care or
every three months, whichever was more frequent. Patients who had radiological evidence of disease progression during treatment
period 2 and had evidence of clinical benefit could continue study treatment.

Safety follow up period

All patients were followed for safety evaluations for 150 days following permanent discontinuation of PDR001.

Disease progression follow up

Patients who permanently discontinued study treatment within the treatment period 1 or treatment interruption period for any reason
other than clinical or radiological disease progression, withdrawal of consent, lost to follow-up or death, were followed up for progression
of disease or until initiation of subsequent anti-cancer therapy.
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Centers

25 centers in 7 countries/regions: Netherlands(4), Taiwan(1), Spain(3), Korea, Republic of(2), United States(9), United

Kingdom(3), Germany(3)

Objectives:

The primary objective of the trial was to characterize the safety and tolerability of PDR001 in combination with LCL161,
RADO001, LBH589, HDM201 or QBMO076 and to identify recommended doses and schedules for future studies.

The secondary objectives were:

¢ To further characterize the safety of PDR001 in combination with LBH589
¢ To estimate the anti-tumor activity of PDR001 in combination with LCL161, RAD001, LBH589, HDM201 or QBMO076

e To characterize the pharmacokinetics of all study drugs

e To assess immunogenicity of PDR001

Based on the primary and secondary objectives, the following endpoints were assessed:

Endpoint

Description

Primary: Number of participants with Adverse
Events (AEs) and Serious Adverse Events
(SAEs) during the on-treatment period

Number of participants with AEs and SAEs, including changes from
baseline in vital signs, electrocardiograms and laboratory results
qualifying and reported as AEs.

The on-treatment period is defined as the period from day of first dose
of study treatment to 30 days after last dose of any study medication.
Grades to characterize the severity of the biochemistry abnormalities
were based on the Common Terminology Criteria for Adverse Events
(CTCAE) version 4.03. For CTCAE, Grade 1 = mild; Grade 2 =
moderate; Grade 3 = severe; Grade 4 = life threatening; Grade 5
(death) was not used in this study.
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Primary: Number of participants with shifts from
baseline to the worst post-baseline hematology
abnormalities based on CTC grades

Common toxicity criteria (CTC) grades to characterize the severity of
the hematology abnormalities were based on the Common
Terminology Criteria for Adverse Events (CTCAE) version 4.03. For
CTCAE, Grade 1 = mild; Grade 2 = moderate; Grade 3 = severe;
Grade 4 = life threatening. Grade 5 (death) was not used.

The number of participants in each category is reported in the table
with results. 'All grades' represents participants with any grade 1, 2, 3
or 4 post-baseline.

Primary: Number of participants with shifts from
baseline to the worst post-baseline biochemistry
abnormalities based on CTC grades

Common toxicity criteria (CTC) grades to characterize the severity of
the biochemistry abnormalities were based on the Common
Terminology Criteria for Adverse Events (CTCAE) version 4.03. For
CTCAE, Grade 1 = mild; Grade 2 = moderate; Grade 3 = severe;
Grade 4 = life threatening. Grade 5 (death) was not used.

The number of participants in each category is reported in the table
with results. 'All grades' represents participants with any grade 1, 2, 3
or 4 post-baseline.

Primary: Number of participants with notable
changes from baseline in vital sign values

Vital sign parameters collected were systolic and diastolic blood
pressure (mmHg), pulse rate (beats per minute), body temperature
(°C), and weight (kg). Vital sign values considered notably abnormal
were defined as follows:

e Systolic blood pressure [mmHg]: >=180 mmHg with increase from
baseline of >=20 mmHg /<=90 mmHg with decrease from
baseline of >=20 mmHg

e Diastolic blood pressure [mmHg]: >=105 mmHg with increase
from baseline of >=15 mmHg /<=50 mmHg with decrease from
baseline of >=15 mmHg

e Pulse rate [bpm]: >=100 bpm with increase from baseline of >25%
bpm /<=50 bpm with decrease from baseline of >25% bpm

e Body temperature [°C]: >=39.1
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o Weight [kg]: >=10% decrease/increase from baseline

The number of participants in each category is reported in the table
with results.

Primary: Number of participants with Dose-
Limiting Toxicities (DLTs) (Dose escalation only)

A dose-limiting toxicity (DLT) is defined as an adverse event or
abnormal laboratory value of Common Terminology Criteria for
Adverse Events (CTCAE) grade = 3 assessed as unrelated to disease,
disease progression, inter-current illness or concomitant medications
that occurs within the first 56 days (first 2 cycles) of treatment with
PDRO001 in combination with LCL161, panobinostat, everolimus,
HDM201 or QBMO076 during the dose escalation part of the study.
Other clinically significant toxicities could be considered to be DLTs,
even if not CTCAE grade 3 or higher.

Primary: Number of participants with dose
reductions or interruptions of PDRO0O01,
panobinostat, everolimus, HDM201, QBMO076
and LCL161

Number of participants with dose reductions or interruptions of
PDRO001, panobinostat, everolimus, HDM201, QBM076 and LCL161
during the overall study period.

Dose reductions of PDR001 were not permitted.

Primary: Relative dose intensity of PDRO001,
panobinostat, everolimus, HDM201, QBMO076
and LCL161

Relative dose intensity of PDRO001, panobinostat, everolimus,
HDM201, QBM076 and LCL161 in each treatment period was
calculated as actual dose intensity divided by planned dose intensity
and multiplied by 100.

Secondary: Number of participants with changes
from baseline in ECG parameters in the
combination arm of PDR001 and panobinostat

Standard 12-lead electrocardiogram (ECG) were performed in
triplicate on all patients assigned to PDR001 in combination with
panobinostat. A local cardiologist could be consulted at any time
during the study at the discretion of the investigator.
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Secondary: Best Overall Response (BOR) per
RECIST v1.1

BOR is defined as the best response recorded from the start of the
treatment until disease progression/recurrence. BOR was based on
overall responses over treatment period 1 until disease progression,
or start of new anti-neoplastic therapy, or discontinuation of study due
to reasons other than progressive disease (PD), whichever occurs
earlier assessed locally by the Investigator at each evaluation.

The assessment criteria was Response Evaluation Criteria In Solid
Tumors (RECIST) v1.1. Complete Response (CR) and Partial
Response (PR) were confirmed by repeat assessments that were
performed not less than four weeks after the criteria for response were
first met.

Secondary: Best Overall Response (BOR) per
irRC

BOR is defined as the best response recorded from the start of the
treatment until disease progression/recurrence. BOR was based on
overall responses over treatment period 1 until disease progression,
or start of new anti-neoplastic therapy, or discontinuation of study due
to reasons other than progressive disease (PD), whichever occurs
earlier assessed locally by the Investigator at each evaluation.

The assessment criteria was Immune-related Response Criteria
(irRC). Immune-related Complete Response (irCR) and Immune-
related Partial Response (irPR) were confirmed by repeat
assessments that were performed not less than four weeks after the
criteria for response were first met. Additionally, Immune-related
Progressive Disease (irPD) was confirmed in a similar manner.

Secondary: Progression-Free Survival (PFS) per
RECIST v1.1

PFS is defined as the time from the date of start of treatment to the
date of the first documented progression or death due to any cause
over treatment period 1. PFS was estimated using the Kaplan-Meier
Method.
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For the analysis of PFS, subjects without documented disease
progression or death were censored at the time of last valid tumor
assessment documenting non-progression (one of CR, PR, or stable
disease (SD)). Subjects without any valid post baseline tumor
assessment response (one of CR, PR, SD, or PD) were censored on
the start date of treatment. Subjects who had a PFS event
(progression or death) after two or more consecutive missing
assessments from the last valid tumor assessment were censored on
the last valid tumor assessment (or on the start date of treatment
among those without a post baseline tumor assessment).

Secondary: Progression-Free Survival (PFS) per
irRC

PFS is defined as the time from the date of start of treatment to the
date of the first documented and confirmed progression or death due
to any cause over treatment period 1. Progressive disease should be
confirmed by a repeat assessment that should be performed not less
than 4 weeks after the criteria for progression are first met. The date
of progression will then be the date of the first of these two
assessments. For patients without a confirmation assessment, and
with no subsequent assessments of SD or better, a single assessment
will be used as date of progression. PFS was estimated using the
Kaplan-Meier Method.

For the analysis of PFS, subjects without documented and confirmed
disease progression or death were censored at the time of last valid
tumor assessment documenting non-progression (one of irCR, irPR,
or irSD). Subjects without any valid post baseline tumor assessment
response (one of irCR, irPR, irSD, or irPD) were censored on the start
date of treatment.
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Secondary: Treatment Free Survival (TFS)

Treatment Free Survival (TFS) is defined as time from interruption of
study combination at the completion of six cycles of treatment (=last
exposure to study treatment in treatment period 1 + 1 day) to date of
clinical disease progression or disease progression as per irRC and/or
RECIST 1.1, whichever should trigger the resume of the treatment, or
date of death due to disease. If a patient had not had an event (PD or
death due to disease), TFS was censored at the date of the last
adequate tumor evaluation during the treatment interruption
(treatment free) period. Treatment free survival is only defined for
subjects who entered the treatment interruption period.

TFS was estimated using the Kaplan-Meier Method.

Secondary: Maximum observed concentration
(Cmax) of PDR001, panobinostat, everolimus,
HDM201, QBMO076 and LCL161

Pharmacokinetic (PK) parameters were calculated based on the
concentrations of PDR001 in serum, everolimus in whole blood and
panobinostat, HDM201, QBMO076 and LCL161 in plasma by using
non-compartmental methods. Cmax is defined as the maximum
(peak) observed concentration following a dose.

Secondary: Time to reach maximum serum
concentration (Tmax) of PDR001, panobinostat,
everolimus, HDM201, QBM076 and LCL161

PK parameters were calculated based on the concentrations of
PDRO0O01 in serum, everolimus in whole blood and panobinostat,
HDM201, QBMO076 and LCL161 in plasma by using non-
compartmental methods. Tmax is defined as the time to reach
maximum (peak) serum concentration following a dose. Actual
recorded sampling times were considered for the calculations.

Secondary: Area under the serum concentration-
time curve from time zero to the time of the last
quantifiable concentration (AUClast) of PDR001

PK parameters were calculated based on PDRO001 serum
concentrations by using non-compartmental methods. The linear
trapezoidal method was used for AUClast calculation.

Secondary: Pre-dose trough concentration
(Ctrough) of PDR001

PK parameters were calculated based on PDRO001 serum
concentrations by using non-compartmental methods. Ctrough is
defined as the concentration reached by PDR001 immediately before
the next dose is administered.
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Secondary: Number of participants with anti-drug | Immunogenicity was evaluated in serum in a validated three-tiered
antibodies (ADA) against PDR001 assay approach. Samples were screened for potential anti-PDR001
antibodies and positive screen results were confirmed using a
confirmatory assay. For confirmed ADA positive samples, titers were
determined.

Number of participants with overall prevalence of ADA samples (i.e at
least one ADA-positive sample) are reported in the table with results.

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

In this study, the terms "investigational drug" or "study drug" refer to PDR001, panobinostat, everolimus, HDM201, QBMO076
or LCL161 and “study treatment” refers to the combination of PDR001 given at a fixed dose with each of the other five
combination partners.

All participants were treated with PDR001 at the recommended phase 2 dose of 400 mg every 4 weeks (Q4W). PDR001
was given as an intravenous infusion.

Panobinostat (LBH589) 10 mg was administered orally as a capsule. Two dose regimens were assessed: three times a
week (TIW) 1 week on/1 week off and TIW 2 weeks on/1 week off.

Everolimus (RADO01) 5 mg was administered orally as a tablet once per week (QW).

HDMZ201 was administered orally as a capsule on Day 1 and Day 8 of every cycle at a dose of 60 mg (recommended dose
for expansion) and 100 mg.

QBMO076 was administered orally as a capsule twice daily (BID) 2 week on/2 week off at a dose of 75 mg and 150 mg.

LCL161 was administered orally as a tablet once per week (QW) at a dose of 300 mg, 600 mg and 900 mg.
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Statistical Methods

The data were analyzed by Novartis personnel using SAS version 9.4 and higher, and for Bayesian modeling, R version
3.2.3 and higher and JAGS version 4.0.0. PK parameters were calculated using non-compartmental methods available in
Phoenix WinNonlin version 6.4.

Data from participating centers were combined, so that an adequate number of subjects were available for analysis. No
center effect was assessed. The data were summarized with respect to demographic and baseline characteristics,
efficacy observations and measurements, safety observations and measurements, and all relevant PK and PD
measurements using descriptive statistics for quantitative data and contingency tables (frequencies and percentages) for
qualitative data.

Treatment group was defined by the dose level and regimen of the study treatment (e.g. PDR001 400mg Q4W + RADO0O01
5mg QW is one treatment group). Therefore, a treatment group could consist of more than one cohort.

Across the dose escalation and expansion parts of the study, subjects in the same disease group (TNBC, NSCLC, RCC
or CRC) treated at RDE in the same dose combination (dose levels and regimen) were pooled into a single treatment
disease group.

Study Population: Key Inclusion/Exclusion Criteria
Inclusion Criteria:

- Written informed consent prior to any procedure

- Patients with advanced/metastatic cancer, with measurable disease as determined by RECIST version 1.1, who have
progressed despite standard therapy or are intolerant to SOC, or for whom no standard therapy exists. Patients must fit
into one of the following groups:

* CRC *NSCLC « TNBC+ RCC

-ECOG <=2

- Patient must have a site of disease for biopsy, and be a candidate for tumor biopsy according to the institution’s
guidelines. Patient must be willing to undergo a new tumor biopsy at screening, and again during therapy on this study.
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- Prior therapy with PD-1/PDL-1 inhibitors is allowed provided any toxicity attributed to prior PD-1- or PD-L1-directed
therapy did not lead to discontinuation of therapy.

Exclusion Criteria:

- Presence of symptomatic central nervous system (CNS) metastases, or CNS metastases that require local CNS-
directed therapy within prior 2 weeks.

- Patients with known hypersensitivity to any of the components of an investigational

treatment will be excluded from participation in the corresponding arm but are eligible for

participation in other study arm; Patients that have a history of hypersensitivity to rapamycin derivatives will be
excluded from participation in the everolimus arm

- History of or current drug-induced interstitial lung disease or pneumonitis grade =2

- Out of range lab values as defined in protocol

- Impaired cardiac function or clinically significant cardiac disease

- Active, known or suspected autoimmune disease

- Human Immunodeficiency Virus (HIV), or active Hepatitis C (HCV) virus. Escalation: active Hepatitis B (HBV);
Expansion: Patients with Chronic HBV currently on medication will not be excluded.

- Impairment of gastrointestinal (Gl) function

- Malignant disease, other than that being treated in this study

- Systemic anti-cancer therapy within 2 weeks of the first dose of study treatment. For cytotoxic agents that have major
delayed toxicity and washout period is 6 weeks; prior immunotherapy - washout is 4 weeks

- Active infection requiring systemic antibiotic therapy.

- Patients requiring chronic treatment with systemic steroid therapy, other than replacement dose steroids or treatment
with low, stable dose of steroid (<10 mg/day prednisone or equivalent) for stable CNS metastatic

disease.

- Patients receiving systemic treatment with any immunosuppressive medication.

- Major surgery within 2 weeks of the first dose of study treatment
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- Radiotherapy within 2 weeks of the first dose of study drug

- Participation in an interventional, investigational study within 2 weeks of the first dose of study treatment.

- Presence of 2 CTCAE grade 2 toxicity (except alopecia, peripheral neuropathy and ototoxicity, which are excluded if =
CTCAE grade 3) due to prior therapy.

- Use of hematopoietic colony stimulating growth factors </= 3 weeks prior to first dose

Additional exclusion criteria for PDR001/LCL161

- Patients requiring medications metabolized through CYP3A4/5 and have a narrow therapeutic index or medications that
are CYP3A4 substrates that cause QT prolongation

- Patients requiring treatment with strong CYP2C8 inhibitors

Additional exclusion criteria for PDR001/Everolimus
- Patients requiring treatment with moderate CYP3A4 inhibitors
- Patients requiring treatment with a strong CYP3A4 inhibitor or inducer

Additional exclusion criteria for PDR001/Panobinostat-

- Patient who received DAC inhibitors

- Patient needing valproic acid during the study or within 5 days prior to first dose

- Patients requiring medications that are sensitive CYP2D6 substrates areCYP2D6

substrates with a narrow therapeutic index or are anti-arrhythmic drugs/drugs with QT-prolongation risks

- Patients requiring a strong inhibitor or inducer of CYP3A4

- Clinically significant, uncontrolled heart disease and/or recent cardiac event within 6 months prior to study
- Unresolved diarrhea = CTCAE grade 2 or a medical condition associated with chronic diarrhea

- Taking medications with QT prolongation risk or interval or inducing Torsade de pointes

Additional exclusion criteria for PDR001/QBMO076-
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- Patients requiring medications that are strong inducers or strong inhibitors of CYP3A4
- Patients requiring medications with narrow therapeutic index CYP3A4 substrates

- Women using any form of hormonal contraception (oral, injected, implanted, transdermal) will be excluded (unless they
are willing to switch to another effective form of contraception under their physician’s guidance)

Additional exclusion criteria for PDR001/HDM201-
- Prior treatment with compounds with the same mode of action as proposed for HDM201, i.e. an inhibition of the
interaction of TP53 with HDM2, e.g. RG7112 or CGM097

- Patients who require the following treatments moderate to strong CYP3A4 inhibitors; any substrates of CYP3A4/5 with a
narrow therapeutic index

- Moderate to strong CYP3A4 inducers
- Patients having out of range values for:
Absolute neutrophil count (ANC) <1500/uL; Platelets < 100 000/pL

Participant Flow Table

Treatment Period 1

PDR PDR
001 001

+ + PDR PDR PDR PDR PDR
LBH LBH 001 001 PDR PDR PDR 001 PDR 001 001 PDR
589 589 + + 001 PDR PDR 001 001 + 001 PDR + + 001 PDR
10 10 RAD RAD + PDRO 001 PDRO 001 + + QB + 001 LCL LCL + 001
mg mg 001 001 RAD 01+ + 01+ + QB QB Mo07 QB + 161 161 LCL +
TIW  TIW 5 5 001 HDM2 HDM HDM2 QB M07 MO7 6 MO7 LCL 600 600 161 LCL

1wk 2wk mg mg 5 0160 201 0160 MO7 6 675 150 675 161 mg mg 600 161
on on1 QW QW mg mg 100 mg 675 150 mg mg mg 300 QW QW mg 900 T
wk wk NSC TNB QW (RDE) mg (RDE) mg mg NSC NSC TNB mg NSC TNB Qw mg ot
off off LC Cc CRC CRC CRC RCC CRC CRC LC LC C Qw LC C CRC Qw

PDRO PDRO PDR PDR PDR PDRO0 PDR PDRO0O PDR PDR PDR PDR PDR PDR PDR PDR PDR PDR
Arm/Gro 01 01 001 001 001 1400 001 1400 001 001 001 001 001 001 001 001 001 001
up 400 400 400 400 400 mg 400 mg 400 400 400 400 400 400 400 400 400 400
mg mg mg mg mg every mg every mg mg mg mg mg mg mg mg mg mg
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combi combi in in in ation in ation in in in in in in in in in in
nation nation combi combi combi with combi with combi combi combi combi combi combi combi combi combi combi
with with nation nation nation HDM20 nation HDM20 nation nation nation nation nation nation nation nation nation nation
panobi  panobi with with with 160 mg with 160 mg with with with with with with with with with with
nostat nostat  everoli everoli everoli (recom HDM2 (recom QBMO QBMO QBMO Q@BMO QBMO LCL16 LCL16 LCL16 LCL16 LCL16
10 mg 10 mg mus5 mus5 mus5 mended 01 mended 7675 76 76 75 76 7675 1300 1600 1600 1600 1900
three three mg mg mg dose for 100 dose for mg 150 mg 150 mg mg mg mg mg mg
times times once once once expansi mgon  expansi twice mg twice mg twice once once once once once
aweek aweek per per per on) on Day 1 on) on daily twice daily twice daily per per per per per
(TIw) (TIW) week week week Day 1 and Day 1 (BID) daily (BID) daily (BID) week week week week week
1 week 2 (Qw) (QW) (QW) andDay Day8 andDay 2 (BID) 2 (BID) 2 (Qw) (Qw) (Qw) (Qw) Qw)
on/1 weeks in in in 8 every every 8 every week 2 week 2 week in in in
week on/1 non- triple- colore cycle in cycle cycle in on/2 week on/2 week on/2 non- triple- colore
off week small negati ctal colorect in renal week on/2 week on/2 week small negati ctal
off cell ve cance al colore cell off in week off in week off in cell ve cance
lung breast r cancer ctal carcino colore off in non- off in triple- lung breast r
cance cance (CRC) (CRC) cance ma ctal colore small non- negati cance cance (CRC)
r r r (RCC) cance ctal cell small ve r r
(NSC (TNB (CRC) r cance lung cell breast (NSC (TNB
LC) C) (CRC) r cance lung cance LC) C)
(CRC) r cance r
(NSC r (TNB
LC) (NSC C)
LC)
Started 0 1 5 2 4 2 1 4 2 0 0 0 0 0 5 1 0 0 27
Compl
P 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
eted
Not
Compl 0 1 5 2 4 2 1 4 2 0 0 0 0 0 5 1 0 0 27
eted
Adve
rse
0 0 0 0 1 0 0 0 0 0 0 0 0 0 1 0 0 0 2
Even
t
Progr
essiv
e 0 1 3 2 3 2 1 2 1 0 0 0 0 0 3 1 0 0 19
Dise
ase
Unkn
own 0 0 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 2
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Physi
cian 0 0 0 0 0 0 0 2 0 0o 3
Deci
sion
Stud
y .
termi
nate 0 0 0 0 0 0 0 0 0 0 1
d by
spon
sor
Baseline Characteristics
PDR PDR
001 001 PDR
PDR PDR PDRO PDRO
* * ~ PDROPDRO ooy ppro PPR ppro PDRO PDRO 001 %% 001 PDRO 01+ 01+ FPRO ppRo
LBH LBH 01+ 01+ 001 + 01+
589 589 RADO RADO 01+ 01+ + 01+ 01+ 01+ + QB + 01+ LCL1 LCL1 LcL 01+
10 10 015 015 RADO HDM2 HDM HDM2 QBM QBM QBM MO7 QB LCL1 61 61 61 LCL1
m m m m 015 0160 201 0160 076 076 076 6 Mo07 61 600 600 600 61 Total
g g g g mg mg mg 75 150 75 675 300 mg mg 900
TIW TIW Qw Qw 100 150 mg
iwk 2wk NSCL TNB Qw (RDE) mg (RDE) mg mg mg mg mg mg Qw Qw aw mg
on/ on/ c c CRC CRC CRC RCC CRC CRC NSC NSC TNB Qw NSCL TNB CRC Qw
LC (o3 (o3 (o3
wk wk LC
off off
PDRO  PDRO PDRO PDRO PDRO PDRO0O PDRO PDROO PDRO PDRO  PDRO PDR PDR PDRO PDRO PDRO PDRO PDRO
01 01 01400 01400 01400 1400 01 1400 01400 01400 01 001 001 01400 01400 01400 01400 01400
400 400 mg mg mg mg 400 mg mg mg 400 400 400 mg mg mg mg mg
mg mg every every every  every4 mg every 4 every every mg mg mg every every every every every
Arm/ every every 4 4 4 weeks every weeks 4 4 every every every 4 4 4 4 4
G 4 4 weeks  weeks  weeks (Q4w) 4 (Q4W)  weeks weeks 4 4 4 weeks  weeks weeks  weeks  weeks
rou week week (Q4W)  (Q4W) (Q4w) in week in (Q4W)  (Q4W) week  week week (Q4W) (Q4W) (Q4W) (Q4W) (Q4W)
p s s in in in combin s combin in in s s s in in in in in
Descr (4w (Q4w combi combi combi ation (Q4w ation combi combi (Q4W  (Q4W  (Q4W  combi combi combi combi combi
iption )in )in nation nation nation with )in with nation nation )in )in )in nation nation nation nation nation
combi  combi with with with HDM2 combi HDM2 with with combi comb  comb with with with with with
nation nation everoli  everoli  everoli 0160 nation 0160 QBMO QBMO  nation inatio inatio LCL16  LCL16 LCL16 LCL16 LCL16
with with mus 5 mus 5 mus 5 mg with mg 7675 76 150 with nwith  nwith 1300 1600 1600 1600 1900
panob  panob mg mg mg (recom HDM (recom mg mg QBM QBM QBM mg mg mg mg mg
inosta  inosta once once once mende 201 mende twice twice 076 076 076 once once once once once

Page 18



U, NOVARTIS

Clinical Trial Results Website

t10

t10

d dose

100

per per per d dose daily daily 75 mg 150 75 per per per per per
mg mg week week week for mg on for (BID) (BID) twice mg mg week week week week week
three three (Qw) (Qw) (Qw) expans Day1 expans 2 2 daily twice twice (Qw) (Qw) (Qw) (Qw) (Qw)
times times  innon- in in ion) on and ion) on week week (BID) daily daily in non- in in
a a small triple- colore Day 1 Day 8 Day 1 on/2 on/2 2 (BID) (BID) small triple- colore
week week cell negati ctal and every and week week week 2 2 cell negati ctal
(TIW) (TIW) lung ve cancer Day 8 cycle Day 8 off in off in on/2 week  week lung ve cancer
1 2 cancer  breast (CRC) every in every colore colore week on/2 on/2 cancer  breast (CRC)
week week (NSCL  cancer cycle colore cycle ctal ctal off in week  week (NSCL  cancer
on/1 son/1 C) (TNBC in ctal inrenal cancer  cancer non- off in off in C) (TNBC
week week ) colorec  cance cell (CRC) (CRC) small non- triple- )
off off tal r carcino cell small negat
cancer (CRC ma lung cell ive
(CRC) ) (RCC) cance lung breas
r canc t
(NSC er canc
LC) (NSC er
LC) (TNB
C)
Numb
er of
Partic
ipants
[units 7 10 27 35 36 32 5 24 11 7 2 1 1 9 25 33 27 6 298
partic
ipants
1
Age Continuous
(units: years)
Mean + Standard Deviation
574 604 644 510 5438 63.8+ 60.8 61.5+ 64.7 53.6 60.0 59.0 62.1 492 570 50.7 57.7
8.5 46 +10. +11. +11. 10-65 9.9 9 '70_ +10. +12. 84 59.0 56.0 12. +10. +10. +12. 1+15. +12.
4 5 54 97 68 ’ 8 ’ 60 41 9 13 68 95 29 73 02
Sex: Female, Male
(units: participants)
Count of Participants (Not Applicable)
Fe
mal 3 4 11 35 14 9 2 2 6 2 0 1 1 4 8 33 10 3 148
e
Mal
e 4 6 16 0 22 23 3 22 5 5 2 0 0 5 17 0 17 3 150
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Race/Ethnicity, Customized

(units: participants)

Count of Participants (Not Applicable)

Cau
casi 4 8 26 26 26 4 4 8 2 0 0 1 3 11 22 20 4 173
an
Aot 3 19 6 8 2 o 16 1 3 2 1 0o 5 14 9 5 2 99
Unk
now 1 0 2 1 0 1 1 1 1 0 0 0 1 0 0 0 0 9
n
Blac 0o o0 0 1 0 0 0 0 o 0o 0o 0 o0 0 1 1 0 3
Nati
ve
Am 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1
eric
an
on 2 0 0 0 4 0 3 1 1 O 0o 0 o0 0 1 1 o 13
Primary Outcome Result(s)
Number of participants with Adverse Events (AEs) and Serious Adverse Events (SAEs) during the on-treatment period
(Time Frame: From first dose of study treatment up to 30 days after last dose in each treatment period. The median duration of exposure to study treatment
ranged between 8 and 9.15 weeks in Treatment Period 1 and between 5 and 42.05 weeks in Treatment Period 2)
Poqu *’0'3'10 (;[:R,f :0':'1 PDR PDRO0 PDR PDRO0 PDR PDR :J:Fi :0[1“1 (:302R+ PDR PDR PDR :o[ﬁ PDR
001+ 1+ 001+ 1+ 001+ 001+ 001+ 001+ 001+ 001 +
RAD RAD QBM QBM QBM LCLA1
'55';'3 '55:'3 0015 o015 RAD HDM2 HDM HDM2 @BM @BM -0 Co0 Tol LCL1 LcL1 LCL1 g LCL1
0015 0160 201 0160 076 076 61 61 61 61
mg mg 75 150 75 600
mg mg aw aw mg mg 100 mg 75 150 300 600 600 900
Tw  TIwW QW (RDE) mg (RDE) mg mg .8 W9 M9 g 0 mg  ag  mg
twk 2wk  NSC TNB  opn  ‘cpc’ crRc  RcC CRC crc NSC NSC o TNB - o aw - qw
onl  on/ Lc c LC LC c QW QW cRrc
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wk wk NSC TNB
off off LC C
PDRO P81R0 PDRO
PDRO 01 01
PORO PORO eproo  PDRO PDROD  PORO g 400 ‘;?go 400 PORO PORO
PDRO 400 400 TPRO - yuag 0t 1400 450 400 mg o ayery M 400 400 FDRO
PDRO 01 400 mg mg every every 01
01400 01400  mg mg 400 mg 4 M9 4 4 4 mg mg 400
mg every every every 4 mg every every every weeks PDRO every every PDRO
mg every 4 4 mg weeks every weeks 4 4 weeks (Q4W) weeks 01 4 4 mg 01
evfry 4 weeks  weeks ev:ry (Q4w) weA(;ks (Qﬁw) weeks ng\;(vs) (QiA:]W) in (QiiW) 400 weeks  weeks ev:ry 400
weeks weeks (Q.4W) (Q.4W) weeks n. (Q4W) combin (Q.4W) in combi °°rT‘b' combi mg (Q.4W) (Q.4W) weeks mg
(Q4wW) (@4w) n n (Q4w) combin in ation n combi nation nation nation every n n (Q4wW) every
in in combi combi in ation combi with combi nation with with with 4 combi combi in 4
compi ~ Combi mation - nation ooy WD naion  HDM20 "My aevo USMO aewo E"(’)“‘f\'l‘vi nation - naton - compi ;’gffvff)
nation  uih everoli  everoli "HOM  q1gomg  Wih o 160mg oy, QBMO 7675 g, 7675 RTT 1 cle  LcLie  M@ton T,
Arm/Group with bi 5 5 With 9  HDM2  (recom 7675 76 mg mg bi 1600 1600 with bi
ipti anobi ~ Panoel - mus mus everoli (recom 01 mended 150 twice mg twice comol LCL1e  comY!
Description ZOStat nostat mg mg mus 5 Mended 100 dose for mg mg daily twice daily nation mg mg 1600 Mation
10 mg 10 mg once once mg dose for mgon  expansi twn_ce twice (BID) daily (BID) with once once mg with
three per per expansi daily N (BID) LCL16 per per LCL16
three  imes  week  week  °"%®  omjon DA omon g5 daiy 2 2 2 1300 week week  °"°® {900
times a week (Qw) Qw) per Day 1 and Day 1 > (BID) week week week mg (Qw) (Qw) per mg
a week . . week Day 8 and Day 2 on/2 on/2 . . week
(TIW) (TIW) in in @Qw) and Day every 8 every week week week on/2 week once in in @Qw) once
fwesk \ Sio emal  nogai M oo o0 odein B on2 offin oSt ofin (B SR (R n B
on/1 9 colore 4 in renal - week non- triple- 9 colore
on/1 cell ve colorect off in - non- . (QW) cell ve (Qw)
week ctal colore cell off in small negati ctal
week lung breast al ; colore small lung breast
off cancer ctal carcino colore cell ve cancer
off cancer cancer (CRC) cancer cancer ma ctal ctal lung cell breast cancer  cancer (CRC)
(NS)CL (TC'\;B (CRC) (CRC) (RCC) ?gr};cg)r cancer cancer claunnc%r cancer (NS)CL (T(.E\I)B
(CRC) (N(S:)CL (NSCL (Té\l)B
C)
Number of
Participant
s Analyzed
[unitS'y 7 10 27 35 36 32 5 24 11 7 2 1 1 10 25 32 27 6
participant
s]
Number of participants with Adverse Events (AEs) and Serious Adverse Events (SAEs) during the on-treatment period
(units: participants)
Count of Participants (Not Applicable)
AEs — Al 7 10 26 35 35 31 5 23 117 2 1 1 10 24 31 27 6
rades (100 (100 (96.3 (100 (97.2 (96.88 (100 (95.83 (100 (100 (100 (100 (100 (100 (96%  (96.8 (100 (100
9 %) %) %) %) 2%) %) %) %) %) %) %) %) %) %) ) 8%) %) %)
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AEs — 5 8 16 16 18 11 4 15 6 7 2 1 1 5 12 19 11 4
(71.4 (592 (457 (50% (3438 (80% (62.5% (545 (100 (100 (100 (100 (50% (48% (59.3 (407 (66.6
Grade 23 30/ (80 /0) 0, 0, 0, 0, 0, 0, 0, 0, 0, 0, 0,
0) 6%) 1%) ) %) ) ) 5%) %) %) %) %) ) ) 8%)  4%)  T%)
Treatment- 6 5 19 20 30 25 4 19 9 4 1 1 1 9 16 24 23 6
related AEs (857 & (703 (571 (833 (7813 (80% (79.17 (818 (S7.1 (50% (100 (100 (90% (4% (75% (851 (100
—Allgrades  1%) ) 7% 4%)  3%) %) ) %) 2%)  4%) ) %) %) ) ) ) 9%) %)
Treatment- 1 3 1 3 8 5 3 9 2 3 1 0 0 0 3 5 4 3
related AEs (142 o (7% (857 (22 (1563 (60% (375% (181 (428 (0% o o ) (12% (156 (148 (50%
— Grade 23 9%) ¢ ) %) 2%) %) ) ) 8%)  6%) ) ¢ ¢ ¢ ) 3%) 1%) )
SAEs_Al 4 g 12 14 14 6 2 8 4 5 1 1 1 4 12 12 8 2
o (71 qoyy (@44  (40% (388 (1875 (40% (B33 (363 (714 (50% (100 (100 (4% (48% (375 (296 (333
9 4%) ) 4%y ) %) %) ) %) 6% 3% ) %) %) ) ) %) 3%)  3%)
SAEs 4 5 10 13 12 5 1 & 2 5 1 1 1 4 8 11 7T 1
(571 (370 (371 (333 (1563 (20% (3333 (181 (714 (50% (100 (100 (40% (32% (343 (259 (16.6
Grade 23 40/ (50 /0) 0, 0, 0, 0, 0, 0, 0, 0, 0, 0, 0, 0,
o) 4%)  4%)  3%) %) ) %)  8%)  3%) ) %) %) ) ) 8%)  3%)  7%)
Treatment-
related 0 1 (3.17% 0 (1?.1 (6.225% 0 2:.55% 0 (2§.5 0 0 0 0 (12% (9?38 (7.241 0
SAEs - All (%) (10%) ) (%) 1%) ) (%) ) (%) 7%) (%) (%) (%) (%) ) %) %) (%)
grades
Treatment-
4 1 2 1 2 2
related o o 0o o0 , 0 , 0 o 0 0o 0 1 0
SAES — I B B 3 A I S I/ S B (O B S B OB A )
Grade 23
Fatal SAEs 0 o, ', O 0 0 0 0 0 0 0 0 0 0 0 o, ', 0
— All grades (%) (%) ') (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) ') (%)
Fatal SAEs 0 o U 0 0 0 0 0 0 0 0 0 0 0 o ', 0
— Grade 23 (%) (%) ') C (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) ') C (%)
AEs leading
to 1 3 2 1 1 1 1 4 1
>0 0 0o 0 0 0 0 0
discontinuati L (37% .. (833 (625% (20% . D (a2 : (100 (10% (16% o  (37% s
eaon o) (10%) O o G ) ) ) ) gy ) ) g ) ) (%) ) (%)
grades
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AEs leading
to 2 1 1 1 1 3 1
SR | 0 0 0 0 0 0 0 0 0 0
discontinuati o N o N (5.56  (3.13% N o N (14.2 N N (100 (10%  (12% o (3.7% o
on — Grade (%) (%) (%) (%) %) ) (%) (%) (%) 9%) (%) (%) %) ) ) (%) ) (%)
>3
Treatment-
related AEs
- 1 1 2 1 1 3 1
leading to 0 0 o 0 o o 0 0 0 0 0 0 o 0 o 0
discontinuati (%) (%) 7% gy @78 (825% (20% gy o (1420 gy gy gy ) (12%0 gy BT% g
) %) ) ) 9%) ) )
on — All
grades
Treatment-
related AEs 1 1 1 1
leading to 0 0 0 0 0 0 0 0 0 0 0 1 0 0
. . . . . 00 . .700
discontinuati (%) (%) (%) (%) @78 B18% ooy ey 042 g ey o) @) @%) %) TP (o
%) ) 9%) )
on — Grade
>3
AEs leading
to dose 4 . 6 9 12 8 3 7 2 5 2 1 0 4 7 9 8 4
adustmenti (571 0 (222 (257 (83 e (60% (2007 (181 (714 (100 (100 o (40% (28% (8.1 (296 (666
nterruption —  4%) ) %) 1%)  3%) o ) %) 8%)  3%) %) %) b ) ) 3%)  3%)  7%)
All grades
AEs leading
to dose 2 3 4 5 8 5 2 5 2 4 2 1 0 4 3 5 5 2
adjustment/i (285 5 (148 (142 (22 (1563 (@40% ;. (181 (571 (100 (100 o @40% (12% (156 (185 (333
nterruption—  7%) ) oy 9%)  2%) %) ) ) gy 4% %) %) b ) ) 3%)  2%)  3%)
Grade 23
AEs
requiring 6 9 24 32 33 25 4 23 10 7 2 1 1 9 24 29 23 6
additional 657 gy (688 (914 (916 (7813 (80% (9583 (90.9 (100 (100 (100 (100 (90% (96% (0.6 (851 (100
therapy — All %) ) 9%y 3%) %) %) ) %) 1% %) %) %) %) ) ) 3%)  9%) %)
grades
AEs
requiring 4 5 14 14 12 8 1 11 3 7 2 1 1 5 12 15 7 4
additional 671 () (18 (0% (B3 e (20% (4583 (@72 (100 (100 (100 (100 (50% (48% (468 (259 (666
therapy — 4%) °) 59) ) 3%) o ) % %) %) %) %) %) ) ) 8%)  3%)  7%)
Grade 23
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Number of participants with shifts from baseline to the worst post-baseline hematology abnormalities based on CTC grades
(Time Frame: From baseline (predose) up to 30 days after last dose of study treatment in each treatment period. The median duration of exposure to study
treatment ranged between 8 and 9.15 weeks in Treatment Period 1 and between 5 and 42.05 weeks in Treatment Period 2)

PDRO PDRO PDRO PDRO
o1+ o1+ FORO FORO ppro pDROO PDRO PDROO PDRO PDRo FORY FPORO PORO poro 014+ 01+ FDRO ppRo
LBH5 LBH5 RADO RADO 01+ 1+ 01+ 1+ 01+ 01+ QBM QBM QBM 01+ LCL1 LCL1 LCL1 01+
8910 8910 015 015 RAD0O HDM20 HDM HDM20 QBM QBM 076 076 076 LCL1 61 61 61 LCL1
mg mg m m 015 160 201 160 076 076 75 150 75 61 600 600 600 61
W TIW Qv% Qv% mg mg 100 mg 75 150 o o 300 mg mg o 900
twk 2wk o8 tun QW (RDE) mg  (RDE) mg mg o8 \SoL TN Mg QW aw Qv% mg
on/ilw  on/1w c c CRC CRC CRC RCC CRC CRC c c c Qw NSCL TNB CRC Qw
k off k off C C
PDRO PDRO PDRO
01400 01400 01400
PDRO PDRO PDRO PDRO
PDRO 17400 PDRO  PDROO1 01400 01400 M9 mg mg PDRO 01 400
01 400 m PDRO PDR001 01 400 400 m m m every every every 01 400 m PDRO
PDRO0 PDRO0  mg 9 01400 400 mg 9 9 9 4 4 4 mg 9 01400
1400 1400 every ev:ry mg every 4 ec:eg ?/://:g(: ev:‘ary ev:ry weeks weeks weeks PDRO every ev:ry mg PDRO
mg mg 4 every weeks ry (Q4W)  (Q4W) (Q4w) 4 every
every4 every4  weeks weeks 4 (Q4W) 4 (Q4W) weeks weeks in in in 01 400 weeks weeks 4 01400
weeks weeks (Q4W) (@4w) weeks in weeks in QW) (Qaw) combi combi combi mg (Q4w) (@4w) weeks mg
(Q4w) (Q4wW) in in (Q4W)  combina (@Q4W)  combina in in nation nation nation every in in (Q4wW) every
in in combi  COMPT TR fonwith N tionwith combi - combi - Tunn T iy it 4 combi  COmPI Ty 4
combin  combin nation nation combi HDM20 combi HDM20 nation nation QBMO QBMO  QBMO weeks nation nation combi weeks
Arm/G ation ation with with nation 160 m: nation 160mg with with 76 75 76 150 7675 (Q4aw) with with nation (Q4w)
rmasr S with  everoli YO yith (recomg with ~ (recom ~ QBMO  QBMO . mg mg in o ce SCH18 i in
oup panobi panobi mus 5 mus 5 everoli mended HDM2 mended 7675 76 150 twice twice twice combi 1600 1600 LCL16 combi
Descri nostat nostat m mg mus 5 dose for 01100 dose for mg mg dail dail dail nation m mg 1600 nation
ption 10 mg 10 mg onge once mg expansi mg on expansi twice twice (BIDy) (BI[%/) (BIDy) with onge once mg with
three three or per once on) on Day 1 on) on daily daily > 2 2 LCL16 or per once LCL16
timesa timesa wpeek week per Day 1 and Day 1 (BID) (BID) week week week 1300 vfeek week per 1900
week week (Qw) (@w) week and Day Day 8 and Day 2 2 on/2 on/2 on/2 mg (Qw) (@w) week mg
(TIW)1  (TIW)2  innon- trig:e- (Qw) 8 every i\;gg gy?:\llsli’z vovi/ezk V;i/ezk week week week o;ecre in non- tri:;e- (Qw) ogé:re
V(‘;ﬁ/e1k w:ne/l;s S(T;?I” negati collr;re sgﬂfelcnt in renal week week ﬁf;r:n ?12:-1 t?iffllg- week S;T;’T\IH negati collgre week
week week lun ve ctal al colore cell offin offin small small nep ati @w) lun ve ctal @w)
off off canc%r gii:tr cancer cancer c:;acler car:::iano cglt(;:e cglt::e cell cell v% canc%r gii:tr cancer
(Ng)c'- (nsc  (CRC)  (CRC)  crc)  (RCC)  cancer  cancer C;“n“c%r c;”n”C%r far‘;iztr (Ng)c'- (nBc  (CRC)
) (CRC)  (CRC)  (\scL  (NSCL  (TNBC )
C) C) )
Numbe
r of
Partici 7 10 27 35 36 32 5 24 11 7 2 1 1 10 25 32 27 6
pants
Analyz
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ed

[units:
partici
pants]

Number of participants with shifts from baseline to the worst post-baseline hematology abnormalities based on CTC grades

(units: participants)

Count of Participants (Not Applicable)

Hemogl
obin 6 26 32 29 23 9 6 2 1 1 23 26 5
(decrea 8 28 4 6 17

(85.71 o (96.3 o (88.8 (90.63 o (95.83 (81.8 (85.7 (100 (100 (100 o o (71.8 (96.3 (83.3
Z‘Tl) - %) B0 Toyt B0 gy ey OB Ty owy  w)  w) %) %) G0 68%) ey Tot 3y
grades
Hemogl
obin 1 1 2 3 1 5 1 1 1 1
(decrea 0 . o 1 0 0 0 1 0 313 (3.79 0
I A T A S S o1 B ) B v ) B e O B O B B A N )
Grade
23
Leukoc
ytes

1 2 7 8 3 2 1 10 2

(decrea 0 7 3 0 0 1 4 0

(14.29 h (7.41 . (111 (21.88 A (3333 (272 (285 B . (100 ; A (31.2 B (333
Z?I) - 0/0) (A’) OA)) (ZOA’) 1%) 0/0) (GOA’) 0/0) 70/0) 71%) (/0) (A’) OA)) (10/0) (16/0) 51%) (/0) 30/0)
grades
Leukoc
ytes 1
(decrea 0 0 0 0 0 0 0 (4.17% 0 0 0 0 0 0 0 0 0 0
se)— (%) (%) (%) (%) (%) (%) (%) 0 ° (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
Grade
23
Lymph
ocytes 5 1
(increa 0 0 (18.5 0 0 0 0 0 (9.09 0 0 0 0 0 0 0 0 0
se) — (%) (%) 2%) (%) (%) (%) (%) (%) %) (%) (%) (%) (%) (%) (%) (%) (%) (%)
All
grades
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Lymph
ocytes
(increa 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
se) — (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
Grade
23
Lymph
ocytes
4 22 20 20 4 6 2 1 14 12
(decrea 6 0 2 0 0 2 9 3
(57.14 A ) (62.8 (555 (62.5% ; (16.67 (545 (285 o . (100 ) o (437 (444 8
Z?I) - %) (60%) (%) 6%) 6%) ) (40%) %) 5%) 7%) (%) (%) %) (20%)  (36%) 5%) 4%) (50%)
grades
Lymph
ocytes
1 5 8 2 2 1 2 3 1
(decrea 0 0 0 0 0 0 0 0 0
(14.29 o o (14.2 (22.2 (6.25% o o o (28.5 o o (100 o N (6.25 (1.1 (16.6
Se)— 0/0) (A)) (A)) 9‘%) 2%) ) (A)) (A’) (A)) 70/0) (/0) (A)) (%) (/0) (A)) (%) 1%) 7%))
Grade
23
Neutro
phils 1 1 2 2 1 3
(decrea 0 0 0 o 2 0 0 0 0 0 0 0 0
se) - Ry B 3 B O B A A (O I 3 B/ B O B SR (OB
grades
Neutro
phils
(decrea 0 0 0 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0
se) — (%) (%) (%) (%) (%) (%) (40%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
Grade
23
Platelet
s 2 2 6 4 11 3 1 1 2 3
4 4 12 0 0 1 1 0
(decrea  (28.57 A (741 (171 (111 (34.38 A ° (272 (142 o (100 . o o (625  (11.1 0
se — All %) (40%) %) 4%) 1%) %) (80%) (50%) 7%) 9%) (%) %) (%) (10%)  (4%) %) 1%) (%)
grades
Platelet 0 0 0 0 2, 1 y 2.0 0 0 0 0 0 1 0 0 0
S (%) (%) (%) (%) (%) T (20%) % (%) (%) (%) (%) (%) (%) (4%) (%) (%) (%)
(decrea ) 0)
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se) —

Grade
23

Number of participants with shifts from baseline to the worst post-baseline biochemistry abnormalities based on CTC

grades
(Time Frame: From baseline (predose) up to 30 days after last dose in each treatment period. The median duration of exposure to study treatment ranged
between 8 and 9.15 weeks in Treatment Period 1 and between 5 and 42.05 weeks in Treatment Period 2)

PDRO PDRO PDRO PDRO
o1+ o1+ F"DRO PORO ppro pDRo0 PDRO PDRO0 PDRO PDRO FORY PPROFDRO ppro 01+ o1+ FORO poRo
LBH5 LBHS RAD RAD 01+ 1+ 01+ 1+ 01+ 01+ QBM QBM QBM 01+ LCL1 LCL1 LCL1 01+
8910 8910 0015 0015 RAD HDM2 HDM HDM2 QBM QBM 076 076 076 LcL1 61 61 61 LCL1
mg mg m m 0015 0160 201 0160 076 076 75 150 75 61 600 600 600 61
W  TIW Qvﬂ’l Qv?, mg mg 100 mg 75 150 o " 300 mg mg 900
iwk 2wk o0 B QW (RDE) mg  (RDE) mg mg o 0 A9 mg QW QW o8 mg
on/ilw on/1w LC c CRC CRC CRC RCC CRC CRC LC LC c Qw NSC TNB CRC Qw
k off k off LC C
PDRO PDRO PDRO
ppro  PDRO PDRO  PDRO °1m‘;°° °1m"'g°° °1m4g°° opro  PDRO
01400 91490 ppro  pproptr PPRO. PDROOT 01400 01400 /0 ey every 01400 91490 pppg
PDRO0  TDR0OO o M3 51400 400mg 01400 400mg  mg mg 4 4 4 mg Mg 99400
1400 1400 every every mg every 4 mg every 4 every every weeks  weeks  weeks every every mg
mg mg 4 4 every  weeks ~ SV8Y  weeks 4 4 (@aw) (@aw) (Qaw) FPRO 4 4 every  PDRO
every 4 every 4 weeks weeks 4 (Q4W) 4 (Q4aw) weeks  weeks in in in 01400 weeks weeks 4 01400
weeks weeks (Q4w) (Qaw) weeks in weeks in QW) (Q4w) combi combi combi mg (Q4w) (Q4w) weeks mg
(Q4W) (Qaw) in in (Q4W)  combina (Q4W)  combina in in nation nation nation every in in (Q4W) every
in cori:bin combi ﬁg?obr: in tion with c<)irr:1bi tIi-ci)gl\\/IIVZit(;1 Egiinotﬂ ﬁ(a)?obr: with with with we‘;ks combi Eca);inot:i in Weiks
combINation MM yity  Combl o HOMZ0 - naion  160mg  with  with  Goue a0 aowe  (QaW)  "AOMwin - SOM - (qaw)
Arm/Gro ation with W averol MMM M9 with (recom  QBMO  QBMO in wi LcL1e  naton in
up . panobi SOl g5 Win (recg”g HDM2 mended 7675 76150 M9 MO MO compi |_10€|3_01(§3 1600 4™ combi
Descripti %ig?atl nostat mrl:]s mg ?::gosl 310951 %r 01100  dose for mg mg ;‘gﬁe (\;\gﬁe d;ﬁe nation m mg 1600 nation
on 10 mg 10 mg onge once mg expansi mg on expansi twice twice (BIDy) (BIIZgl) (BIIZ;/) with onge once mg with
three three per per once o) on Day 1 on) on daily daily 2 2 2 LCL16 per per once LCL16
times a timeska week Zg\?vk) per Day 1 Dandg D:){; (BéD) (B;D) week week week 1300 week E’g\?vlé per 1900
wee ay and Day mg mg
Eyr?\?vk) (TIW) irg?]\fyvrz— in \(’g\i}; %ng\gay every 8 every week week ngk \;ggk ngk once ir(1(31\<lyvr3— in zﬂg\;k) once
1 week 2 small triple- in cycle% cycle cycle in on/2 on/2 off in off in off in per small triple- in per
on/1 weeks cell negati colore colorect in renal week week non- non- triple- week cell negati colore week
week on/1 lung ve ctal al colore cell offin offin small small negati @w) lung ve ctal @w)
off wefefk cancer breast cancer cancer ctal carcino colto:e colto:e cell cell ve cancer breast cancer
° (NSCL f?,[}gecr (CRC)  (CRC) fg';fg; (R“"C%) conaer  conaer lung lung  breast (NsCL f?ﬂ%eé (CRC)
C) ) (CRC) (CRC) cancer cancer cancer C) )
(NSCL (NSCL (TNBC
C) C) )
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Number
of
Participa
nts 7 10 27 35 36 32 5 24 11 7 2 1 1 10 25 32 27 6
Analyzed
[units:
participa
nts]
Number of participants with shifts from baseline to the worst post-baseline biochemistry abnormalities based on CTC grades
(units: participants)
Count of Participants (Not Applicable)
Alanine
Aminotra
nsferase (574 17 ] (229 14 (525? 5 (2;3 130 (205 83 (424 (438 1 0 0 2 ’ (2?8 (3370 0 (626
grkclrlease) oy (10%) G (40%) gy %) (%) %) 5% ooy (B0%) (%) (%) (20%) (28%) ‘gov  aery) 79
grades
Alanine
Aminotra

2 1 4 2 1 1
nsferase 0 0 0 0 0 0 1 0 0 1 0 0
. 28.57 2.86 1.1 6.25% 3.7% 16.6
(increase) (%) %) (%) (%) (1%) ()/ %) (%) (%) (%) (50%) (%) (%) (10%) (%) (%) ()/ (7%)
— Grade
23
Albumin
(dezrlfase (574.14 55’0/ (418371 (;18.4 (414§4 (43;‘75 23,,/ 7153 (42.4 (7?.4 530/ (1100 (1100 35’0/ 328,,/ (3341.3 (4142.4 5030/
)gr_ades OA)) ( °) 50/0) 3%) 40/0) OA)) ( 0) ( 0) 50/0) 3%) ( 0) %’) %) ( °) ( 0) 80/0) 4%) ( 0)
Albumin 1 1 1
(decrease 0 1 0 0 278 0 0 0 0 (14.2 0 0 0 1 0 0 (3.7% 0
) — Grade (%) (10%) (%) (%) 0/'0) (%) (%) (%) (%) 9%') (%) (%) (%) (10%) (%) (%) ') ° (%)
23
Alkaline
ggg sphat 4 ; 13 18 29 26 ] 15 7 6 2 1 1 s 44 13 24 5
. (100 o (481 (514 (805  (81.25 ) (625% (636 (857 (100 (100 (100 ; . (406 (88.8 (833
E'Zrlease) %) (0% sy 3%y 6%) %) (20%) ) 4%)  1%) %) %) %) (©O0%) (44%) e Tgey 3y
grades
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Alkaline
Phosphat
ase (282 57 .2 @ 17% (5271 (1&79 4 6 225% 0 11 7% (32 3 (42 g 9 0 0 2 0 (9338 (1? 1 (3§ 3
gngggze) %) (20%) ') %) 4%;) ' ) (%) ' ) 6%) 6%) (%) (%) (%) (20%) (%) 0/'0) 1%') 3%')
23
Amylase
: 7 3 4 9 4 1 4 4 2
(increase) 0 1 9 1 0 0 0 1 10
0 ; (259  (8.57 o (12.5% o (375% (363 (14.2 0 h B ; . (125 (148 (33.3
;r':ges (%) (10%) 3%) %) (25%) ) (20%) ) 6%) 9%) (%) (%) (%) (10%)  (40%) %) 1%) 3%)
Amylase
: 2 2 1 1 1 1 2
(increase) 0 0 0 0 0 0 0 0 0 0 0
0 0 (7.41 0 (556 (3.13% . (4.17%  (9.09 (14.2 0 . 0 0 . (6.25 0 0
;SGrade (%) (%) %) (%) %) ) (%) ) %) 9%) (%) (%) (%) (%) (%) %) (%) (%)
Aspartate
Aminot
Cfoase 6 5 11 23 24 17 ] 5 8 5 ) 0 1 5 . 12 17 s
. (85.71 ; (407 (657 (66.6  (53.13 ) A (727 (714 . . (100 ; A (375 (62.9 (833
grkclliease) %) (50%) 4%) 1%) 7%) %) (20%) (25%) 3%) 3%) (50%) (%) %) (60%) (16%) %) 6%) 3%)
grades
Aspartate
Aminotra
nsferase (4286 1 (3.17% (5.271 (1‘11.1 (3.11 3% 9 0 (9.109 (11.2 1 0 0 3 0 (13.5 (3.17% (3?.3
gné:igze) %) (10%) ) %) 19%) ) (%) (%) %) 9%) (50%) (%) (%) (B0%) (%) %) ) 3%)
23
Bilirubin
- 3 2 4 2 3 4 1 2 5
(increase) 4 0 9 0 0 0 3 1 3
(42.86 A . (5.71 o (12.5% . (8.33% (272 (571 0 (100 o ; . (625 (185 :
;r':ges %) (40%) (%) %) (25%) ) (%) ) 7%) 4%) (%) %) (%) (30%) (4%) %) 2%) (50%)
Bilirubin
- 2 1 4 2 1 2 1
(increase) 1 0 0 0 0 0 0 0 1 0 0
(28.57 ; . (2.86  (11.1 . . h (18.1  (14.2 0 . h ; . h (741 (166
;3Grade 0/0) (106) (Aj) %) 10/0) (Aj) (Aj) (/0) BOA)) 9%) (/0) (Aj) (/0) (106) (Aj) (/0) %) 70/0)
Creatinin 1 1 6 5 5 7 1 8 4 1 0 0 0 3 5 4 4 1
e (14.29 ; (222 (142 (138 (21.88 . (33.33 (363 (14.2 B . o ; ) (125 (148 (166
(ncrease) %) U0 o) ey e%) o w) 0% Teyt ew) gy R CR) (R (B0%)(8%) T ey 7
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— Al
grades
Creatinin
e
(increase) O o 9 0 0 0 0 0 0 o Qo0 o Qo Qo o0 0 0 20
_ Grade (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
>3
Glucose
(ncrease) 3 A 15 8 12 14 3 11 5 2 2 1 1 6 11 6 8 2
e (4286 o (855 (228 (333 (375 3 (4583 (@54 (285 (100 (100 (100 O A0 (187 (206 (333
grades %) 0% uy  G%)  3%) %)y 0% oy sy 7o) %) %) %)  (B0%) (44%) ey 3oy 394
Glucose 1 1 1 1
(increase) 0 2 o 0 0 0 0 0 0 0 0 0 1 0 o 0
—Grade (%) @w% o GF o o G o o o ww e O @
>3
Glucose 1 1 1 2
(decrease 0 0 0 0 0 0 0 0 0 0 0 0 1 0
)— Al w e w G GE e o e w w w eww §F G e
grades
Glucose
(decrease 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
) — Grade (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
>3
Lipase 3 7 4 1 9 8 5 3 4 1
(increase) 0 1 0 0 0 1 8
@286 O (259 (114 (305 (2813 ) = (3333 (454 (428 { { ) (125 (111 (1656
;rg‘('j'es % B 3wy %) 6% %) 0% TonT sy ey (R (R) () (10%) (32%)  Te T Cqery o)
Lipase
, 1 2 5 1 3 3 4 1
(increase) 0 0 0 0 0 0 0 0 1 0
U (1420 o (741 g (138 (343% o (125% (@72 o 5 o 5 5 by (125 B7% g
23Grade %) (%) %) (%) 9%) ) (%) ) 7%) (%) (%) (%) (%) (%) (4%) o ) (%)
Magnesiu
m 1 2 2 2 1
. 0 0 , , 0 0 0 0 0 0 0 0 1 0 0
noiease) o o 7% GIGR G wy o o o o @ww G o
grades
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Magnesiu

m 2

. 0 0 0 0 0 o 0 0 0 0 0 0 0 0 0 0 0 0
bt N U s B U B U B S e U B /S B B U B O B O B U B U B U B U BV B U3
>3

Magnesiu

m 3 3 6 11 7 9 0 3 1 2 1 1 0 4 6 9 4 0
(decrease  (42.86 ; (222 (314 (194 (28.13 . (12.5%  (9.09 (285 . (100 0 ; A (28.1  (14.8 0

) —All 0/0) (30 /°) 2%)) 3%) 40/0) 0/0) (A’) ) OA)) 7%) (50/0) OA)) (/0) (40 /°) (244) 3%)) 1%) (/0)
grades

Magnesiu

m

(decrease 9 0 0 0 O 0 O o0 o0 o0 2 2 % % 2 2 9 2
) — Grade (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
>3

Phosphat
e 2 3 4 10 9 10 2 5 4 3 1 0 0 0 5 4 5 2
(decrease (28.57 ; (148 (285 Y (31.25 ; (20.83  (36.3 (42.8 ; . o 0 ; (125 (185 (33.3
) — Al %) (30%) 1%) 7%) (25%) %) (40%) %) 6%) 6%) (50%) (%) (%) (%) (20%) %) 2%) 3%)
grades

Phosphat
e 1 1 2 1 1 1

0 1 0 0 0 0 0 0 0 0 0 0

(decrease 0 ; . o (278  (3.13% . (8.33% o (14.2 0 . 0 o . (313  (3.7% 0

) — Grade (%) (10%) (%) (%) %) ) (%) ) (%) 9%) (%) (%) (%) (%) (%) %) ) (%)
=3

Potassiu

m 1 2 3 6 4 2 2 1 4

. 2 1 6 0 0 0 0 3 0
(increase) (14.29 . (741 (857 (166 (12.5% A ; (181 (285 0 . o 0 ; (313  (14.8 0
—All 0/0) (20/0) OA)) %) 70/0) ) (ZOA’) (254) 8(%) 7%) (/0) (A’) (/0) (/0) (12A’) OA)) 1%) (/0)
grades

Potassiu

m 1

. 0 0 o 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(ncrease) @) () G o % % %) %) %) %) @R %) %) (%)
>3
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Potassiu
m 2 3 4 6 5 5 1 0 2 2 0 1 0 2 4 3 2 1
(decrease  (28.57 ; (148 (171 (138 (15.63 ) h (18.1 (285 0 (100 o . A (938 (7.41 (166
) —All (%) (30 /°) 1(%) 4%) 90/0) (%) (20 A’) (/0) 8(%) 7%) (/0) OA)) (/0) (20 /°) (16 A’) OA)) %) 7%))
grades
Potassiu
m 0 0 0 1 0 0 0 0 0 1 0 0 0 0 0 0 0 0
e 0 B e o G e ) %)
23
Serum
calcium

1 3 6 4 4 2 1 3 3 1
corrected 0 0 12 0 0 0 2 5
. (14.29 o 111 (171 (1141 (125% . ° (18.1  (14.2 0 . o . ; (938 (111 (166
ﬂ'ﬁlease) %) (%) 1%) 4%) 19%) ) (%) (50%) 8%) 9%) (%) (%) (%) (20%) (20%) %) 1%) 7%)
grades
Serum
calcium 1 3 1
corrected 0 0 (3.7% 0 0 0 0 (12.5% 0 0 0 0 0 0 0 (313 0 0
(increase) (%) (%) ') ° (%) (%) (%) (%) ) ° (%) (%) (%) (%) (%) (%) (%) c/'o) (%) (%)
— Grade
23
Serum
calcium

2 2 3 6 3 1 1

corrected 0 0 1 0 0 0 0 0 0 1 3 o
(decrease (%) (%) (AT G71(@33 (8BTS o0y ) %) (%) (%) (%) (%) (10%) (12%) (038 B7% (166
)= Al %) %) %) %) %) ) 7%)
grades
Serum
calcium
corrected 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(decrease (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
) — Grade
23
Serum 2 2 6 10 4 2 4 4 1 5 11 4
creatine 5557 48‘0/ 741 (171 (2717 (12.5% 430/ (8.33% (363  (57.1 09 09 (100 30/ 8%/ (156  (40.7  (66.6
Flnase ) %) ( °) 0/0) 4%) 80/0) ) ( 0) ) 60/0) 4%) ( 0) ( 0) %) ( °) ( 0) 30/0) 4%) 7%)
increase
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— Al
grades
Serum
E;r?:::gn 0 0 0 0 (2.178 0 0 0 0 0 0 0 0 0 0 (3.113 0 (123.6
crease) — (%) (%) (%) (%) %) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) %) (%) 7%)
Grade =3
Sodium 1 1 9 2
(increase) 0 0 0 0 .0 0 0 0 0 0 0 0 1 0
~ Al T O B O B O B e O B B 3 B 3 B 7 B 7 B B B O B A )
grades
Sodium
(increase) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
— Grade (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
23
(Sdoe(i';’engse 4 ; 15 10 19 14 3 11 7 4 2 1 1 ; o 12 11 4
Al (657.14 0. (855 (285 (527 (4375 3 (4583 (636 (571 (100 (100 (100 L. .3 (375 (407 (666
é;ades % (0% euy 7%y 8%) %)y 0% oyt 4oy 4%y %) %) %) (T0%) (36%)  Tov o oy 794
Sodium

3 1 1 4 3 1 1 2
(decrease 3 0 o 0 0 0 0 0 0 0 2 3 0
)—Grade (286 (300, 7% (286 (111 (9.38% o (417% oy o) %) (%) (%) (20%) (12%) 13 (AT
>3 %) ) %) 1%) ) ) %) %)
Uric acid
(urate) 4 11 12 9 2
. 0 1 9 0 0 0 0 0 0 0 0 4 4
(increase . (48 (314 a { { ( ! ! { { ! g (375 (333 (333
d)— Al o aow oS GO s o o o e e %) @ow) e G0 88 (B3
grades
Urate
- 1 2 3 2 3 1
(increase 0 0 o 0 0 0 0 0 0 0 0 2 0
Grade 23

Number of participants with notable changes from baseline in vital sign values
(Time Frame: From baseline (predose) up to 30 days after last dose of study treatment in each treatment period. The median duration of exposure to study
treatment ranged between 8 and 9.15 weeks in Treatment Period 1 and between 5 and 42.05 weeks in Treatment Period 2)
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PDRO PDRO PDRO PDRO
PDR
01+ 01+ Po':Rf P02R+° PDRO PDRO0 PDRO PDR00 PDRO PDRO Po[:Fio P02R+° PO':R+° PDRO 01+ 01+ D X0 ppRo
LBH5 LBH5 RADO RADO 01+ 1+ 01 + 1+ 01+ 01 + QBM QBM QBM 01 + LCL1 LCL1 LCL1 01+
8910 89 10 015 015 RADO0O HDM20 HDM HDM20 QBM QBM 076 076 076 LCL1 61 61 61 LCL1
mg mg m m 015 160 201 160 076 076 75 150 75 61 600 600 600 61
T™W  TIW Qv% Qv% mg mg 100 mg 75 150 O o A 300 mg mg mg 900
iwk 2wk o fyg QW (RDE)  mg  (RDE) mg mg ngl_ ngl_ TNgB mg Qw aw g% mg
on/iw  on/1w CRC CRC CRC RCC CRC CRC Qw NSCL TNB CRC Qw
koff koff ©C c ¢ c c c c
PDRO PDRO  PDRO
01400 01400 01400
PDRO  PDRO PDRO
PDRO (;DE)% PDRO PDROOT 01400 01400 ™9 mg mg PDRO 417400
01400 PDRO  PDROOT g 7o " " every  every  every 01400 © PDRO
PDRO0O PDR0O0  mg MJ 01400 400 mg 9 9 9 4 4 4 mg 9 01400
1400 1400 every ev:w mg every 4 eTe%y ?A\:g(: ev:w ev;ary weeks  weeks  weeks PDRO every evzw mg PDRO
A We‘;ks weeks Ve E’gfvff) 4 (QaW)  weeks weeks (W) (QIW) QW) o479 We‘;ks weeks eV 01400
wee?I,(s wee)l;s (Q4w) (Qi‘:]w) weeks in zgf\;(vs) corTi:Z)ina (Q::]W) (Q;:]W) combi combi combi e\Tegry (Q4aw) (Q;W) weeks evmegry
(@Q4w)  (@aw)  in b combi (Q4w) combita in " fonwith combi combi "aro"  naton . nation 4 om . combi (Qi‘::’v) 4
mb' mb' COT ! nation in bi II-(I)SI\\;IgO combi HDM20 nation nation QBMO QBMO QBMO weeks nation nation combi weeks
°°tr.” n °°[‘.“ in “a.'tg” with °°;T‘ ! 160 m nation 160mg  with with 2675 76150 7675 (@w)  "mP with notion  (@aW)
Arm/Gr  a o atlen W everoli Mo 9 with  (ecom QBMO QBMO 0 - ° in Wt LcLte Ao in
oup p:lrlwbi p;vr:obi ues  Muss el n(qr:sg:d HDM2  mended 7675 76150 u3 (M8 \BO  combi . 1600 A combi
Descri nostat nostat m mg 01100 dose for mg mg ) : ) nation mg 1 nation
g mus 5 dose for . . . daily daily daily . mg 600 .
. once . mg on expansi twice twice with once with
ption 13 mg 12 mg  once per mg exr?)a“:' Day1  onmon  daly  daily (BgD) (BQD) (BéD) LCLis  On%° per M LCLi6
tim:eesea tim:aesea w%eerk week On:re oDay01 and Day 1 (BID) (BID) week week week 1300 V\Feek week per 1900
week  week  (QW) (C}x\’) week  and Day Sjey; %”gv[;f;’ w jek Wjek o2 on2 on2 M (@w) (C}x\’) week ™9
(TIW)k1 (TIW& 2 in no“— triple- (Q.W) 8 e\llery cycle cycle in on/2 on/2 \gf??:: \g;?: \g;?: per '2:12“' triple- (C?XV) per
\gﬁﬂ W<;ane/1S Str:r:Ill negati collgre gglf)?elgt in renal week week non non- triple- week cell negati colore week
ve colore cell off in off in | ’ Qw) ve (Qw)
cancer cancer ma ctal ctal cancer
(N(S:EL ansc  (CRC)  (CRC) Ry (RCC)  cancer  cancer C;“n“C%r C;”nncir f;i;‘r (Ng;:L ansc  (CRC)
) (CRC)  (CRC)  (\scL  (NSCL  (TNBC )
C) C) )
Numbe
r of
Partici
pants
Analyz 7 10 27 35 36 32 5 24 11 7 2 1 1 10 25 32 27 6
ed
[units:
partici
pants]
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Number of participants with notable changes from baseline in vital sign values

(units: participants)

Count of Participants (Not Applicable)

System

ic blood 1

pressur 0 0 0 0 0 0 0 0 0 i, O 0 0 0 0 0 0 0

e @) ) %) ) ) ) ) () () gy R ) ) %) (k) () () (%)
(increa

se)

System

ic blood 5 1 5 1 1

pressur 0 0 0 o 0 0 0 0 0 0 0 1 0 o 0

e % o) e (2 278 (62% gy ey ) %) ) %) ) (10%) (%) O3 BT (g
(decrea 9%) %) ) %) )

se)

Diastoli

¢ blood 1 1 1

pressur 0 0 . 0 0 0 0 0 0 0 0 0 0 0 0 0

e T B e e 7 B N S €15 BN (10 B v S 7 BN O B 7 B /) BN O B ) B O N 00
(increa

se)

Diastoli

¢ blood

pressur 0 0 0 (527 1 (2178 0 0 0 0 a0 0 0 1 1 0 0 0

e @ o o G G ) ) gy ) ) () (10%) (@%) (%) () (%)
(decrea

se)

rpa‘:fe 3 5 6 8 10 5 0 3 1 3 ] 0 0 3 5 10 4 2

. (42.86 (222 (228 (277 (1563 (12.5%  (9.09 (428 . ) , g . (312 (148 (333
gg;’rea %) O0%) ooy g%y 8%) %) (%) ) %) 6% 0% (B (%) (30%) (20%) 5y Cqeny 30
Pulse 1 1

rate 0 1 0 0 0 0 0 0 gpg O 0 0 0 0 0 0 1y O

(decrea (%) (10%) () (B (%) (%) %) %) g0 ) ) %) %) %) ) ) (%)
se)
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Weight 1 1 1 1 2 1
; 0 0 0 0 0 0 0 0 1 0 0 0
Increa 14.29 o 3.7% 2.86 o 3.13% o 8.33% o o o o o o o o o 16.6
U B S T N B S B B B BB L S B B B
Weight 1 1 6 5 4 1 0 2 3 1 0 0 0 1 5 1 1 0
decrea 14.29 22.2 14.2 111 3.13% 8.33% 27.2 14.2 3.13 3.7%
o Uos? ow @22 Q02 Cog Gy @3 @2 F o o  ow eow G G
Temper
ature 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(increa (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
se)
Number of participants with Dose-Limiting Toxicities (DLTs) (Dose escalation only)
(Time Frame: 56 days)
PDRO PDRO PDRO PDRO
o1+ o1+ FORO FORO ppRo  pDROO PDRO PDROO PDRO PDRo FDRO FPDRO PBRO poro g1+ 01+ FDRO ppRo
LBH5 LBH5 RADO RADO 01+ 1+ 01+ 1+ 01+ 01+ QBM QBM QBM 01+ LCL1 LCL1 LCLA 01+
8910 8910 015 015 RADO HDM20 HDM HDM20 QBM QBM 076 076 076 LCL1 61 61 61 LCL1
mg mg m m 015 160 201 160 076 076 75 150 75 61 600 600 600 61
W TIW Qv% Qvﬁ’l mg mg 100 mg 75 150 O mg mg 300 mg mg mg 900
1wk 2wk NSCL TNB Qw (RDE) mg (RDE) mg mg NSCL NSCL TNB mg Qw Qw aw mg
on/iw  on/1w CRC CRC CRC RCC CRC CRC Qw NSCL TNB Qw
koff koff °C c c c c c c CRC
PDROO PDRO0 PDRO  PDRO oo oo, PDRO  PDROOT PDRO  PDRO  PDRO  PDRO  PDRO PDRO  PDRO o0
1 400 1400 01400 01400 .70 400 mg 01400 400mg 01400 01400 01400 01400 01400 PDRO 01400 01400 ;.70 PDRO
mg mg mg every 4 mg mg mg mg mg mg mg
evr:r%/ 4 evr:% 4 every  every e\Tegry a’sg(: every weeks every every every every every 01400 every  every e\Te%y 01400
4 4 4 (Q4w) 4 4 4 4 4 mg 4 4 mg
E’gf\}(vs) rgfvfls) weeks  weeks Weiks (Q::]W) weeks in weeks weeks  weeks  weeks  weeks every weeks  weeks Weiks every
n QW) @w) @Rl L (Q4W) combina  (Q4W) (Q4W) (Q4W) QW) (@aw) 4 - @w) @) @il 4
combin  combin in in in tion with in ~ ftion with in in in in in E’gfws) in in in z'g':ws)
Arm/Gr ation ation combi combi b HDM20 combi HDM20  combi combi  combi  combi combi ‘ combi combi combi ‘
i i nation nation . nation 160 mg nation nation nation nation nation in nation nation . n
with with : : nation 160 mg : : : X X : ; X : nation ;
oup panobi  panobi  With with ith with (recom with with with with with combi  with with ith combi
Descri  ‘nostat  nostat everoli everoi  _“Th. ggﬁgg}j HDM2 ~mended QBMO QBMO QBMO QBMO QBMo nation LCL16 LCL16 | S5  nation
ption 10 mg 10 mg mus5  mus5 TS i cefor 01100 dose for 7675 76150 7675 76150 7675 with 1600 1600 1600 with
three  three mg mg mg expansi MgOn  expansi mg mg mg mg mg '-1C3'-01(§5 mg mg mg '-10;01(?
timesa  times a once once once on) on Day 1 on)on twpe tW|9e tW|_ce twpe tW|§:e once once once
week week per per per Day 1 and Day 1 daily daily daily daily daily mg per per per mg
(TW) 1 (TIW) 2 week week week and Day Day 8 and Day (BID) (BID) (BID) (BID) (BID) once week week week once
week  weeks (QW) (@W) aph FECW every  Bevery 2 2 2 2 2 Pero@w) @W) @RS per
on/1 on/1 in non- in in cycle in cycle cycle in week week week week week in non- in in
week week small tiple- e colorect in renal on/2 on/2 on/2 on/2 on/2 Qw) small triple- e (Qw)
off off cell negati tal | colore cell week week week week week cell negati tal
lung ve ca a ctal carcino off in off in off in off in off in lung ve ca
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cancer breast cancer cancer cancer ma colore colore non- non- triple- cancer breast cancer
(NSCL  cancer (CRC) (CRC) (CRC) (RCC) ctal ctal small small negati (NSCL  cancer (CRC)
C) (TNBC cancer  cancer cell cell ve C) (TNBC
) (CRC) (CRC) lung lung breast )
cancer cancer cancer
(NSCL  (NSCL  (TNBC
C) C) )
Numbe
r of
Partici
pants
Analyz 5 3 0 0 5 8 4 1 8 4 2 0 1 7 1 1 3 4
ed
[units:
partici
pants]
Number of participants with Dose-Limiting Toxicities (DLTs) (Dose escalation only)
(units: participants)
Count of Participants (Not Applicable)
1 1
1 0 3 0 0 1 0 0 0 0 0 0 2
33.33 NaN NaN 12.5% NaN
(20%) (%) (%a) (%a) (%) ()/ 75%) (%) (%) (25%) (%) (o/f‘) %) (%) (k) (k) (%)  (50%)

Number of participants with dose reductions or interruptions of PDR001
(Time Frame: From first dose of study treatment up to last dose in each treatment period. The median duration of exposure to study treatment ranged between 8
and 9.15 weeks in Treatment Period 1 and between 5 and 42.05 weeks in Treatment Period 2)

PDRO

PDRO

PDRO

PDRO

o1+ o1+ FORO FORO ppRo pDROO PDRO PDROO PDRO PDRo FORO FPORO PORO poro g1+ 01+ FDRO ppRo

LBH5 LBH5 RADO RADO 01+ 1+ 01+ 1+ 01+ 01+ QBM QBM QBM 01+ LCL1 LCL1 LCLA 01+
8910 8910 015 015 RADO HDM20 HDM HDM20 QBM QBM 076 076 076 LCL1 61 61 61 LCL1

mg mg m mg 015 160 201 160 076 076 75 150 75 61 600 600 600 61

TIW TIW QVS\]I aw mg mg 100 mg 75 150 m m m 300 mg mg m 900

iwk 2wk o fyg QW (RDE) mg  (RDE) mg mg ngl_ ngl_ TNgB mg QW  Qw Qv% mg

on/iw  on/1w C C CRC CRC CRC RCC CRC CRC c C C Qw NSCL TNB CRC Qw

k off k off C C

PDRO0  PDRO00O PDRO PDRO PDRO PDRO001 PDRO PDRO001 PDRO PDRO PDRO PDRO PDRO PDRO PDRO PDRO PDRO PDRO
Arm/Gr 1400 1400 01400 01400 01400 400 mg 01400 400 mg 01400 01400 01400 01400 01400 01400 01400 01400 01400 01400

oup mg mg mg mg mg every 4 mg every 4 mg mg mg mg mg mg mg mg mg mg
Descri every4 every4 every every every weeks every weeks every every every every every every every every every every

> weeks  weeks 4 4 4 (Q4W) 4 (Q4W) 4 4 4 4 4 4 4 4 4 4
ption (Q4w) (Q4aw) weeks  weeks weeks in weeks in weeks  weeks  weeks weeks weeks weeks weeks weeks weeks  weeks
in in (Q4W) (Q4W) (Q4W) combina (Q4W) combina (Q4W) (Q4W) (Q4W) (Q4W) (Q4wW) (Q4W) (Q4W) (Q4w) (Q4W) (Q4W)
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combin  combin in in in tion with in tion with in in in in in in in in in in
ation ation combi combi combi HDM20 combi HDM20 combi combi combi combi combi combi combi combi combi combi
with with nation nation nation 160 mg nation 160 mg nation nation nation nation nation nation nation nation nation nation

panobi panobi with with with (recom with (recom with with with with with with with with with with

nostat nostat  everoli everoli everoli ~mended HDM2 mended QBMO QBMO QBMO QBMO QBMO LCL16 LCL16 LCL16 LCL16 LCL16
10 mg 10 mg mus 5 mus 5 mus 5 dosefor 01100  dose for 7675 76 150 7675 76 150 7675 1300 1600 1600 1600 1900

three three mg mg mg expansi mg on expansi mg mg mg mg mg mg mg mg mg mg
timesa timesa once once once on) on Day 1 on)on twice twice twice twice twice once once once once once
week week per per per Day 1 and Day 1 daily daily daily daily daily per per per per per
(TIW) 1 (TIw) 2 week week week and Day Day 8 and Day (BID) (BID) (BID) (BID) (BID) week week week week week
week weeks (Qw) (Qw) (Qw) 8 every every 8 every 2 2 2 2 2 (Qw) (Qw) (Qw) (Qw) (Qw)
on/1 on/1 in non- in in cycle in cycle cycle in week week week week week in non- in in
week week small triple- colore colorect in renal on/2 on/2 on/2 on/2 on/2 small triple- colore
off off cell negati ctal al colore cell week week week week week cell negati ctal
lung ve cancer cancer ctal carcino off in offin offin offin offin lung ve cancer
cancer  breast (CRC) (CRC) cancer ma colore colore non- non- triple- cancer  breast (CRC)
(NSCL  cancer (CRC) (RCC) ctal ctal small small negati (NSCL  cancer
C) (TNBC cancer  cancer cell cell ve C) (TNBC
) (CRC) (CRC) lung lung breast )

cancer cancer cancer
(NSCL  (NSCL  (TNBC
C) C) )

Numbe

r of

Partici

pants

Analyz 7 10 27 35 36 32 5 24 11 7 2 1 1 10 25 32 27 6
ed

[units:

partici

pants]

Number of participants with dose reductions or interruptions of PDR001
(units: participants)
Count of Participants (Not Applicable)

With at

least

one

dose 0 1
reducti (%) (10%)
on or

interrup

tion

1 1
0 0 0 1 3 .
%) (%) (%) (10%) (12%) (?;/'01)3 “’")”’

1 4 5 2 2
278  (125% .0 - (2083 (181 (285
%) ) (20%) o) 8%)  7%)

4
(148
1%)

0

(%) (%)
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With

only

one

dose 0
reducti (%)
on or

interrup

tion

1
(.78
%)

4 5 2 2
(12.5% . (2083 (181 (285
) (20%) Ty 8%)  7%)

1 1
(313 (3.7%
%) )

0 0 0 1 2

(%) (%) (%) (10%)  (8%) (%)

With
two
dose
reducti
ons or
interrup
tions

(%)

0 0
(%) (%)

0 0 0 0 0 0 0 0 0 1 0 0 0
(%) (%) (%) (%) (%) (%) (%) (%) (%) (4%) (%) (%) (%)

With
more
than
two
dose
reducti
ons or
interrup
tions

0
(%)

0 0 0
(%) (%) (%)

0 0 0 0 0 0 0 0 0 0 0 0 0
(%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)

Number of participants with dose reductions or interruptions of panobinostat
(Time Frame: From first dose of study treatment up to last dose in each treatment period. The median duration of exposure to study treatment was 8 weeks in
Treatment Period 1 and 5 weeks in Treatment Period 2)

PDR001 + LBH589 10
mg TIW 1wk on/1wk off

PDR001 + LBH589 10
mg TIW 2wk on/1wk off

Arm/Group Description

PDRO001 400 mg every 4
weeks (Q4W) in
combination with

panobinostat 10 mg three

times a week (TIW) 1 week

on/1 week off

PDRO001 400 mg every 4
weeks (Q4W) in
combination with

panobinostat 10 mg three

times a week (TIW) 2 weeks
on/1 week off
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Number of Participants
Analyzed [units:
participants]

10

Number of participants with dose reductions or interruptions of

panobinostat
(units: participants)

Count of Participants (Not Applicable)

With at least one dose 2 6
reduction or interruption (28.57%) (60%)
With only one dose 2 4
reduction or interruption (28.57%) (40%)
With two dose reductions 0 0
or interruptions (%) (%)
With more than two dose 0 2
reductions or (%) (20%)

interruptions

Number of participants with dose reductions or interruptions of everolimus
(Time Frame: From first dose of study treatment up to last dose in each treatment period. The median duration of exposure to study treatment was 9.15 weeks in
Treatment Period 1 and 9 weeks in Treatment Period 2)

PDR001 + RAD001 5
mg QW NSCLC

PDRO001 + RAD001 5
mg QW TNBC

PDRO001 + RAD001 5
mg QW CRC

PDRO001 400 mg every 4
weeks (Q4W) in
combination with

PDRO001 400 mg every 4
weeks (Q4W) in
combination with

PDRO001 400 mg every 4
weeks (Q4W) in

Arm/Group ; ; combination with
D ioti everolimus 5 mg once everolimus 5 mg once everolimus 5 ma once
escription per week (QW) in non- per week (QW) in triple- or week (QV?/) in
small cell lung cancer negative breast cancer colc?rectal cancer (CRC)
(NSCLC) (TNBC)
Number of
Participants 27 35 36

Analyzed [units:
participants]
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Number of participants with dose reductions or interruptions of everolimus

(units: participants)
Count of Participants (Not Applicable)

With at least one dose

. 6 3 4
reduction or ) , .
interruption (22.22%) (8.57%) (11.11%)
reducton o 1 2 3
interruption (14.81%) (5.71%) (8.33%)
With two dose 5 ] 1
reductions or . , .
interruptions (7.41%) (2.86%) (2.78%)
With more than two 0 0 0

dose reductions or

interruptions

(%)

(%)

(%)

Number of participants with dose reductions or interruptions of HDM201
(Time Frame: From first dose of study treatment up to last dose in each treatment period. The median duration of exposure to study treatment was 9 weeks in
Treatment Period 1 and 8.15 weeks in Treatment Period 2)

PDR001 + HDM201
60 mg (RDE) CRC

PDR001 + HDM201
100 mg CRC

PDR001 + HDM201
60 mg (RDE) RCC

PDRO001 400 mg every 4
weeks (Q4W) in
combination with

PDRO001 400 mg every 4
weeks (Q4W) in
combination with

PDRO001 400 mg every 4
weeks (Q4W) in
combination with

Arm/Group HDM201 60 mg HDM201 60 mg
Description (recommended dose for HDM201 100 mg on Day (recommended dose for
expansion) on Day 1 and 1and Day 8 every cycle expansion) on Day 1 and
Day 8 every cycle in in colozg(gag)cancer Day 8 every cycle in renal
colorectal cancer (CRC) cell carcinoma (RCC)
Number of
Participants 32 5 24

Analyzed [units:
participants]

Number of participants with dose reductions or interruptions of HDM201

(units: participants)
Count of Participants (Not Applicable)
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With at least one dose

irr?t?el:::ljipotri]ozr “5-23%) (23%) (16.27%>
With qnly one dose 4 0 )
irrfgel:rcjﬁ?ozr (12.5%) (%) (8.33%)
With tv_vo dose 1 0 )
irr?tdelircjlpotri];nzr (3.13%) (%) (8.33%)
With more than two 0 ) 0
dose reductions or (%) (20%) o

interruptions

Number of participants with dose reductions or interruptions of QBM076
(Time Frame: From first dose of study treatment up to last dose in each treatment period. The median duration of exposure to study treatment was 8 weeks in

Treatment Period 1 and 42.05 weeks in Treatment Period 2)

PDR001 + QBM076 PDR001 + QBMO076
75 mg CRC 150 mg CRC

PDR001 + QBM076
75 mg NSCLC

PDR001 + QBMO076
150 mg NSCLC

PDR001 + QBM076
75 mg TNBC

PDRO001 400 mg every  PDRO001 400 mg every
4 weeks (Q4W) in 4 weeks (Q4W) in
combination with combination with

PDRO001 400 mg every
4 weeks (Q4W) in
combination with

PDRO001 400 mg every
4 weeks (Q4W) in
combination with

PDRO001 400 mg every
4 weeks (Q4W) in
combination with

Arm/Group QBMO076 75 mg twice  QBMO076 150 mg twice ~ QBMO076 75 mg twice ~ QBMO076 150 mg twice ~ QBMO076 75 mg twice
Description daily (BID) 2 week daily (BID) 2 week daily (BID) 2 week daily (BID) 2 week daily (BID) 2 week
on/2 week off in on/2 week off in on/2 week off in non- on/2 week off in non- on/2 week off in triple-
colorectal cancer colorectal cancer small cell lung cancer small cell lung cancer  negative breast cancer
(CRC) (CRC) (NSCLC) (NSCLC) (TNBC)
Number of
Participants
Analyzed [units: " / 2 1 L
participants]
Number of participants with dose reductions or interruptions of QBM076
(units: participants)
Count of Participants (Not Applicable)
With at least one
dose reduction or 2 3 2 1 0
(18.18%) (42.86%) (100%) (100%) (%)

interruption
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With only one dose

[ﬁt‘é‘ﬁfjﬁ?oﬂr (9.09%) (42.86%) (100%) (100%) (%)
With two dose

reductions or 0(/) 0(/) O(/J 0(/) 3
interruptions (%) (%) (%) (%) (%)
With more than two

dose reductions or (9.09%) %) %) o 2

interruptions

Number of participants with dose reductions or interruptions of LCL161

(Time Frame: From first dose of study treatment up to last dose in each treatment period. The median duration of exposure to study treatment was 8.65 weeks in

Treatment Period 1 and 7.3 weeks in Treatment Period 2)

PDR001 + LCL161 TDRO01+LCL161  phpa04 4 cL161

PDR001 + LCL161

PDR001 + LCL161

300 mg QW eogsr‘r(':gl_gw 600 mg QW TNBC 600 mg QW CRC 900 mg QW
PDRO001 400 mg every PDRO001 400 mg every PDRO001 400 mg every
PDRO001 400 mg every 4 weeks (Q4W) in 4 weeks (Q4W) in 4 weeks (Q4W) in PDRO001 400 mg every
Arm/Grou 4 weeks (Q4W) in combination with combination with combination with 4 weeks (Q4W) in
D ioti P combination with LCL161 600 mg once LCL161 600 mg once LCL161 600 mg once combination with
escription LCL161 300 mg once  per week (QW) in non- per week (QW) in per week (QW) in LCL161 900 mg once
per week (QW) small cell lung cancer triple-negative breast colorectal cancer per week (QW)
(NSCLC) cancer (TNBC) (CRC)
Number of
Participants
Analyzed [units: 10 25 32 27 6
participants]
Number of participants with dose reductions or interruptions of LCL161
(units: participants)
Count of Participants (Not Applicable)
Z\Q;Z ?;Le“acsiitoc;ngr (1(:0/) (3280/) (15 230/ ) (25 gso/) (5(?0/ )
interruption ° ° B R °
o seede ; ; ; 1
(10%) (12%) (9.38%) (22.22%) (16.67%)

interruption
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With two dose

: 0 4 1 0 2
reductions or . i , ( .
interruptions (%) (16%) (3.13%) (%) (33.33%)
dose raducons or 0 1 1 1 0

(%) (4%) (3.13%) (3.7%) (%)

interruptions

Relative dose intensity of PDR001

(Time Frame: From first dose of study treatment up to last dose in each treatment period. The median duration of exposure to study treatment ranged between 8
and 9.15 weeks in Treatment Period 1 and between 5 and 42.05 weeks in Treatment Period 2)

PDR PDR
001 001 PDR PDR
+ + FPORPOR ppr o PDR . POR pDR DR PORCPOR pprgor 001 PDR - poR
LBH LBH . + 001 01+ 001 01+ 001 001 . + , 001 + + . 001
589 589 + + + + + LCL LCL +
RAD RAD HDM2 HDM2 QBM QBM QBM LCL
10 10 RAD HDM QBM QBM LCL 161 161 LCL
001 001 01 60 01 60 076 076 076 161
mg mg 001 201 076 076 161 600 600 161
5mg 5mg mg mg 75 150 75 600
TIW TIW 5mg 100 75 150 300 mg mg 900
Qw Qw (RDE) (RDE) mg mg mg mg
wk 2wk yge e W R M9 Rec M9, M9 Nsc Nsc TNB M9 GW QW gy mg
on/1 on/1 CRC CRC CRC CRC Qw NSC TNB Qw
LC C LC LC C CRC
wk wk LC C
off off
PDRO PDRO PDRO PDRO PDRO PDROO PDRO PDRO0O PDRO PDRO PDRO PDRO PDRO PDRO PDRO PDRO
01 01 01 01 01 1400 01 1400 01 01 01 01 01 PDRO 01 01 01 PDRO
400 400 400 400 400 mg 400 mg 400 400 400 400 400 01 400 400 400 01
mg mg mg mg mg every 4 mg every 4 mg mg mg mg mg 400 mg mg mg 400
every every every every every weeks every weeks every every every every every mg every every every mg
4 4 4 4 4 (Q4w) 4 (Q4W) 4 4 4 4 4 every 4 4 4 every
weeks weeks  week week week in week in week week week week week 4 week week week 4
(Q4W  (Q4wW s s s combin s combin s s s s s week s s s week
)in )in (Q4W  (Q4W  (Q4W ation (Q4wW ation (Q4W  (Q4W  (Q4W  (Q4W  (Q4wW S (Q4W  (Q4W  (Q4W S
combi  combi yin )in yin with )in with )in )in yin yin yin QAW yin yin )in (Qaw
Arm/Group nation  nation combi combi combi HDM2 combi HDM2 combi combi combi combi combi )in  combi combi combi )in
Description with with natio  natio  natio 0160 natio 0160 natio  natio  natio  nato  nato COMbi  natio  natio  natio  combi
P panob  panob nwith nwith nwith mg n with mg nwith nwith nwith nwith nwith natl|o nwith nwith nwith nat_lo
inosta inosta evero evero evero (recom HDM (recom QBM QBM QBM QBM QBM nwith  LCL1 LCL1 LCL1 n with
t10 t10  limus limus  limus mende 201  mende 076 076 076 076 076  LCL1 61 61 61 LCL1
mg mg 5mg 5mg 5mg ddose 100  ddose 75 150 75 150 75 61 600 600 600 61
three  three  once once  once for mg for mg mg mg mg mg 300 mg mg mg 900
times times per per per expans on expans  twice twice twice twice twice mg once once once mg
a a week  week week jon)on  Day1 ion) on daily daily daily daily daily once per per per once
week week  (QW) (QW) (QW) Day 1 and Day 1 (BID) (BID) (BID) (BID) (BID) per week  week  week per
(TIW) — (TIW) in in in and Day 8 and 2 2 2 2 2 week (Qw) (QW) (Qw) week
1 2 non-  triple- color Day8 every Day8 week week week week week (QW) in in in (Qw)
week weeks  small negat ectal every cycle every on/2 on/2 on/2 on/2 on/2 non- triple- color
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on/1 on/1 cell ive cance cyclein in cyclein  week week week  week week small negat ectal
week week lung breas r colorec color renal off in off in off in off in off in cell ive cance
off off cance t (CRC tal ectal cell color color non- non- triple- lung breas r
r cance ) cancer cance carcino ectal ectal small small negat cance t (CRC
(NSC r (CRC) r ma cance cance cell cell ive r cance )
LC) (TNB (CRC (RCC) r r lung lung breas (NSC r
C) ) (CRC (CRC cance cance t LC) (TNB
) ) r r cance C)
(NSC  (NSC r
LC) LC) (TNB
C)
Number of
Participants 7 10 27 35 36 32 5 24 11 7 2 1 1 10 25 32 27 6
Analyzed [units:
participants]
Relative dose intensity of PDR001
(units: percentage of dose intensity)
Median (Full Range)
100. 100. 100. 100. 100. 100. 100. 100. 100.
100. 100. 100. 100. 100. 100. 100.
Treatment Period 1 0 oo 00 00 00 1000 00 871 00 00 oot ot e o)t 00 00 00 g0
(n=7,102736,3632524 cc (g5 (67 (65. (66. 0 (85. (269 (83 (66. 100 (100 (100 (75 (66 (66 (66 150
,11,7,2,1,1,10,25,32,27,6 ) ) 14 67 67 (60to 71 2to 33 67 67 67 67
) ﬁg(t;)) ?E(t)c)) to to to 100) to 100) to to 15%) 15%) 1:)%) 15%) to to to 1:)%)
100) 100) 100) 100) 100)  100) 100) 100) 100)
100. 100. 100. 100. 1000 100. o o 9%° 100 100,
Treatment Period 2 00 00 00 00 0 00 (Gé 6 (93 (66 00
(n=0,1,5,2,4,2,1,4,2,0,0,0 (100 (80 (100 (100 (100 (100 ) ' " (100
7to 33 67
,0,0,5,1,0,0) to to to to to to 100) to to to
100) 100) 100) 100) 100)  100) 100) 100y 100)

Relative dose intensity of panobinostat

(Time Frame: From first dose of study treatment up to last dose in each treatment period. The median duration of exposure to study treatment was 8 weeks in

Treatment Period 1 and 5 weeks in Treatment Period 2)

PDR001 + LBH589 10 PDR001 + LBH589 10
mg TIW 1wk on/1wk off mg TIW 2wk on/1wk off

PDRO001 400 mg every 4 PDRO001 400 mg every 4
Arm/Group Description weeks (Q4W) in weeks (Q4W) in
combination with combination with

panobinostat 10 mg three panobinostat 10 mg three
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times a week (TIW) 1 week

on/1 week off

times a week (TIW) 2 weeks
on/1 week off

Number of Participants

Analyzed [units: 7 10
participants]

Relative dose intensity of panobinostat

(units: percentage of dose intensity)

Median (Full Range)

Treatment Period 1 100.00 83.33
(n=7,10) (66.67 to 100) (47.92 t0 108.33)
Treatment Period 2 66.67
(n=0,1) (66.67 to 66.67)

Relative dose intensity of everolimus

(Time Frame: From first dose of study treatment up to last dose in each treatment period. The median duration of exposure to study treatment was 9.15 weeks in
Treatment Period 1 and 9 weeks in Treatment Period 2)

PDR001 + RAD001 5
mg QW NSCLC

PDR001 + RAD001 5
mg QW TNBC

PDR001 + RAD001 5
mg QW CRC

PDRO001 400 mg every 4
weeks (Q4W) in
combination with

PDRO001 400 mg every 4
weeks (Q4W) in
combination with

PDRO001 400 mg every 4
weeks (Q4W) in

Arm/Group ; . combination with

D ioti everolimus 5 mg once everolimus 5 mg once everolimus 5 ma once
escription per week (QW) in non- per week (QW) in triple- or week (QV%/) in

small cell lung cancer negative breast cancer Ip tal CRC
(NSCLC) (TNBC) colorectal cancer ( )

Number of

Participants

Analyzed [units: 27 35 36

participants]

Relative dose intensity of everolimus

(units: percentage of dose intensity)

Median (Full Range)

Treatment Period 1 100.00 100.00 100.00

(n=27,35,36) (63.64 to 100) (50 to 116.67) (50 to 100)
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Treatment Period 2
(n=5,2,4)

100.00
(88.89 to 103.13)

Relative dose intensity of HDM201
(Time Frame: From first dose of study treatment up to last dose in each treatment period. The median duration of exposure to study treatment was 9 weeks in
Treatment Period 1 and 8.15 weeks in Treatment Period 2)

PDR001 + HDM201
60 mg (RDE) CRC

100.00
(100 to 100)

PDR001 + HDM201
100 mg CRC

90.00
(66.67 to 100)

PDR001 + HDM201
60 mg (RDE) RCC

PDRO001 400 mg every 4
weeks (Q4W) in
combination with

PDRO001 400 mg every 4
weeks (Q4W) in
combination with

PDRO001 400 mg every 4
weeks (Q4W) in
combination with

Arm/Group HDM201 60 mg HDM201 60 mg

Description (recommended dose for ';'Zhrfgcg;%oercg or(]} I%Tey (recommended dose for
expansion) on Day 1 and in colorictal c;)r/lcgr expansion) on Day 1 and

Day 8 every cycle in (CRC) Day 8 every cycle in renal

colorectal cancer (CRC) cell carcinoma (RCC)

Number of

Participants

Analyzed [units: 32 5 24

participants]

Relative dose intensity of HDM201

(units: percentage of dose intensity)

Median (Full Range)

Treatment Period 1 100.00 75.00 100.00

(n=32,5,24) (50 to 100) (60.83 to 83.33) (26.92 to 100)

Treatment Period 2 91.67 91.67 100.00

(n=2,1,4) (83.33 to 100) (91.67 t0 91.67) (75 to 100)

Relative dose intensity of QBM076
(Time Frame: From first dose of study treatment up to last dose in each treatment period. The median duration of exposure to study treatment was 8 weeks in
Treatment Period 1 and 42.05 weeks in Treatment Period 2)

75 mg CRC

150 mg CRC

75 mg NSCLC

PDR001 + QBM076 PDR001 + QBM076 PDRO001 + QBM076 PDR001 + QBM076 PDR001 + QBMO076
150 mg NSCLC

75 mg TNBC

Page 47



U, NOVARTIS

Clinical Trial Results Website

PDRO001 400 mg every PDRO001 400 mg every PDRO001 400 mg every PDRO001 400 mg every PDRO001 400 mg every
4 weeks (Q4W) in 4 weeks (Q4W) in 4 weeks (Q4W) in 4 weeks (Q4W) in 4 weeks (Q4W) in
combination with combination with combination with combination with combination with

Arm/Group QBMO076 75 mg twice  QBMO076 150 mg twice ~ QBMO076 75 mg twice = QBMO076 150 mg twice =~ QBMO076 75 mg twice

Description daily (BID) 2 week daily (BID) 2 week daily (BID) 2 week daily (BID) 2 week daily (BID) 2 week
on/2 week off in on/2 week off in on/2 week off in non- on/2 week off in non- on/2 week off in triple-
colorectal cancer colorectal cancer small cell lung cancer small cell lung cancer  negative breast cancer

(CRC) (CRC) (NSCLC) (NSCLC) (TNBC)

Number of

Participants

Analyzed [units: " 7 2 1 1

participants]

Relative dose intensity of QBM076

(units: percentage of dose intensity)

Median (Full Range)

Treatment Period 1 57.50 51.22 59.15 47.44 59.57

(n=11,7,2,1,1) (27.78 to 100) (14.13 to 100) (48.51 t0 69.79) (47.44 t0 47.44) (59.57 to 59.57)

Treatment Period 2 53.81

(n=2,0,0,0,0) (52.99 to 54.63)

Relative dose intensity of LCL161

(Time Frame: From first dose of study treatment up to last dose in each treatment period. The median duration of exposure to study treatment was 8.65 weeks in
Treatment Period 1 and 7.3 weeks in Treatment Period 2)

PDRO001 + LCL161
300 mg QW

PDRO001 + LCL161
600 mg QW
NSCLC

PDR001 + LCL161
600 mg QW TNBC

PDR001 + LCL161
600 mg QW CRC

PDR001 + LCL161
900 mg QW

PDRO001 400 mg every

PDRO001 400 mg every
4 weeks (Q4W) in
combination with

PDRO001 400 mg every PDRO001 400 mg every

4 weeks (Q4W) in 4 weeks (Q4W) in PDR001 400 mg every

Arm/Group 4 weeks (Q4W) in combination with combination with 4 weeks (Q4W) in
L. combination with LCL161 600 mg once LCL161 600 mg once LCL161 600 mg once combination with
Description LCL161 300 mg once  per week (QW) in non- per week (QW) in per week (QW) in LCL161 900 mg once
per week (QW) small cell lung cancer triple-negative breast colorectal cancer per week (QW)
(NSCLC) cancer (TNBC) (CRC)
Number of
Participants 10 o5 32 27 6

Analyzed [units:
participants]
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Relative dose intensity of LCL161
(units: percentage of dose intensity)
Median (Full Range)

Treatment Period 1 100.00 100.00 100.00 100.00 93.59
(n=10,25,32,27,6) (50 to 100) (61.9 to 100) (55.56 to 120) (66.67 to 100) (62.5 to 100)
Treatment Period 2 88.89 100.00

(n=0,5,1,0,0) (75 to 100) (100 to 100)

Secondary Outcome Result(s)

Number of participants with changes from baseline in ECG parameters in the combination arm of PDR001 and panobinostat
(Time Frame: Treatment Period 1: Cycle 1 (Days 1, 8, 15 and 22), Cycle 2 and 3 (Days 1 and 15) and Cycle 4 to 6 (Day 1). Treatment Period 2: Cycle 1 (Days 1,
8, 15 and 22) and Cycle 2 (Day 1). The duration of one treatment cycle is 28 days.)

PDR001 + LBH589 10 PDRO001 + LBH589 10
mg TIW 1wk on/1wk off mg TIW 2wk on/1wk off

PDRO001 400 mg every 4 PDRO001 400 mg every 4
weeks (Q4W) in weeks (Q4W) in
. combination with combination with
Arm/Group Description panobinostat 10 mg three panobinostat 10 mg three

times a week (TIW) 1 week  times a week (TIW) 2 weeks

on/1 week off

on/1 week off

Number of Participants
Analyzed [units: 7
participants]

10

Number of participants with changes from baseline in ECG parameters in

the combination arm of PDR001 and panobinostat
(units: participants)
Count of Participants (Not Applicable)

QTcF: Increase > 30 to <

. 1 3
60 milliseconds (ms) o o
(7=7.10) (14.29%) (30%)
QTcF: Increase > 60 ms 0 0
(n=7,10) (%) (%)
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QTcF: New > 450 to < 0 2
480 ms (n=7,10) (%) (20%)
QTcF: New > 480 to < 0 0
500 ms (n=7,10) (%) (%)
QTcF: New > 500 ms 0 0
(n=7,10) (%) (%)
QTcB: Increase > 30 to < 1
60 ms (n=0,2) (NaN%) (50%)
QTcB: Increase > 60 ms 0
(n=0,2) (Na N%) (%)
QTcB: New > 450 to < 2
480 ms (n=0,2) (NaN%) (100%)
QTcB: New > 480 to < 1
500 ms (n=0,2) (NaN%) (50%)
QTcB: New > 500 ms 0
(n=0,2) (NaN%) (%)
QT: Increase > 30 to < 3 1
60 ms (n=7,10) (42.86%) (10%)
QT: Increase > 60 ms 0 0
(n=7,10) (%) (%)
QT: New > 450 to < 480 0 0
ms (n=7,10) (%) (%)
QT: New > 480 to < 500 0 0
ms (n=7,10) (%) (%)
QT: New > 500 ms 0 0
(n=7,10) (%) (%)
PR: Increase >25% and 0 0
PR > 200 ms (n=7,9) (%) (%)
QRS: Increase > 25% 0 0

and QRS > 120 ms
(n=7,10)

(%)
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Best Overall Response (BOR) per RECIST v1.1
(Time Frame: From start of treatment until end of treatment in Treatment period 1, with a median duration ranging between 8 and 9.15 weeks. Treatment period 1
included up to 6 treatment cycles (1 cycle=28 days).)

PDRO PDRO PDRO PDRO

01+ 01+ "0':1"";0 "0':1"";0 PDRO PDRO0 PDRO PDR00 PDRO PDRO ';':1"10 Po?"‘;o ':)':1"—‘;0 PDRO 01+ 01+ ':)':1"";0 PDRO
LBH5 LBH5 RADO RADO 01+ 1+ 01+ 1+ 01+ 01+ QBM QBM QBM 01+ LCL1 LCL1 LCLA 01+
8910 8910 015 015 RAD0O HDM20 HDM HDM20 QBM QBM 076 076 076 LCL1 61 61 61 LCL1
mg mg m m 015 160 201 160 076 076 75 150 75 61 600 600 600 61
w Tw a8 O3 mg mg 100  mg 75150 0 g mg 00 mg  mg T 900
1wk 2wk NSCL TNB Qw (RDE) mg (RDE) mg mg NSCL NSCL TNB mg Qw Qw aw mg
on/ilw  on/1w CRC CRC CRC RCC CRC CRC Qw NSCL TNB Qw
koff koff °C c c c c c c CRC
PDRO PDRO PDRO
01400 01400 01400
pDRo  PDRO PDRO  PDRO mg mg mg poro  PDRO
ot400 %1490 ppRo  PDROOT ;DE)% ng‘w 01400 01400 ouery  every every ot400 01400 ppRo
PDRO0 PDRO0  mg 9 01400 400 mg 9 9 9 4 4 4 mg 9 01400
1400 1400 every ev:w mg every 4 e\r?e% ?A\:g(: ev:w ev;ary weeks  weeks  weeks PDRO every evzw mg PDRO
mg mg 4 every weeks Y (Q4W)  (Q4W) (Q4w) 4 every
every4 every4  weeks weeks 4 (Q4W) 4 (Qle) weeks  weeks in in in 01400 weeks weeks 4 01400
weeks weeks (Q4W) (Q.4W) weeks in weeks n (Q.4W) (Q.4W) combi combi combi mg (Q4w) (Q.4W) weeks mg
(Q4W)  (Q4W) in in (Q4W) combina (@4W) combina  in in nation  nation  nation Ve in in o Qaw) Ve
in in combi oMb in  tonwih N~ tonwith combicombi T Tty 4 combi  SOmPi in 4
combin combin nation "M combi  HDM20 oMbl HDM20 - nation nation gy ogvmo  @BMO  WESKS  pation  MAUON omp  Weeks
Arm/Gr  aton  aton  with with — aton  160mg Mation  160mg - with with 7675 76150 7675 (W) i with — ation  (Q4W)
with with everoli everoli with (recom with (recom QBMO QBMO mg mg mg in LCL16 LCL16 with in
oup panobi panobi mus 5 mus 5 everoli mended HDM2 mended 7675 76 150 twice twice twice combi 1600 1600 LCL16 combi
Descri nostat nostat mg mg mus 5 dose for 01100 doss for mg mg daily daily daily nation mg mg 1600 nation
ption 10 m 10 m once once m expansi mg on expansi twice twice (BID) (BID) (BID) with once once m with
threeg threeg per per onge or?) on Day 1 on) on daily daily 2 2 2 LCL16 per per onge LCL16
timesa timesa week week per Day 1 and Day 1 (BID) (BID) week week week 1300 week week per 1900
week week (Qw) @w) week and Day Day 8 and Day 2 2 on/2 on/2 on/2 mg (Qw) @w) week mg
TW)1 (TW)2 innon- " @W) B8every Oovery Bevery week week oo eek  week 2" inpon- " @w)  onee
week weeks small triple- in cycle in cycle cycle in on/2 on/2 offin off in off in per small triple- in per
on/1 on/1 cell negai colore cglorect in renal week week non- non- triple- week cell negai colore week
week week lung ve ctal al colore cell offin offin small small negati @w) lung ve ctal @w)
off off cancer :;i(a::tr cancer cancer cacrtf:ler car:?;no cglt(;:e c(o)ltzze cell cell ve cancer :;i(a:ztr cancer
(NgfL (nec  (CRC)  (CRC)  cpey  (RCC)  cancer  cancer CL“n“c%r C'a”nncger giii‘r (NE;:L anec  (CRC)
) (CRC)  (CRC)  (NscL  (NSCL  (TNBC )
C) C) )
Numbe
r of
Partici 7 10 27 35 36 32 5 24 11 7 2 1 1 9 25 33 27 6
pants
Analyz
ed
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[units:
partici
pants]

Best Overall Response (BOR) per RECIST v1.1
(units: participants)
Count of Participants (Not Applicable)

Comple

te 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Respon (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
se (CR)

Partial 3 1 1 4 1
0 0 0 1 0 0 0 0 0 1 0 0 0
Respon . { 111 (28 (@78 (1667 ! ! { { R { ! {
se (PR) (%) (%) 19%) %) %) (%) (20%) %) (%) (%) (%) (%) (%) 1%) (4%) (%) (%) (%)
Stable ] 8 5 1 10 0 10 4 1 ] 0 0 4 4 3 ! 0
disease . (296 (142 (305 (3125 . (4167 (363 (14.2 : { { (44.4 1 009 (37%
(SD) Co) (10%)  Byy  e%)  6%) w) (P ey ew) gw) OB A (R gy 4% Tyt T T ()
P
a6 . 13 24 21 17 . 7 5 5 ] 0 0 4 o 22 22 5
. (85.71 (481 (685 (583 (5313 (2917 (454 (714 : ( { (44.4 2 (666 (814 (833
?F',Sg)ase %) T0%) Tsony 7o) 39%) %)  (B0%) o 5%)  3%) (0% (%) (%) ey (48%) oy Tgey 3%
Unkno 1 5 3 5 3 5 0 3 2 1 0 1 1 0 1 8 4 !
wn (1420 & (11 (142 (833 (1563 o (125% (181 (142 o (100 (100 o\ o0 (242 (148 (166
(UNK) %) o) Yoy 9%) %) %) b ) 8%)  9%) b % %) b ) A%y %) 7%)

Best Overall Response (BOR) per irRC
(Time Frame: From start of treatment until end of treatment in Treatment period 1, with a median duration ranging between 8 and 9.15 weeks. Treatment period 1
included up to 6 treatment cycles (1 cycle=28 days).)

PDRO PDRO PDRO PDRO

01+ 01+ P(ﬂRf P(ﬂRf PDRO PDRO0 PDRO PDR00 PDRO PDRO Po':ﬁo Po'ﬂ'io %2‘10 PDRO 01+ 01+ "0':1“10 PDRO
LBH5 LBHs JI% 1% 01+ 4+ 01+ 1+ 01+ o1+ obe S ME o1+ Lt et 0% ot
8910 8910 RADO HDM20 HDM HDM20 QBM QBM LCL1 61 61 LCL1
015 015 076 076 076 61
mg  mg 015 160 201 160 076 076 61 600 600 61
mg mg 75 150 75 600
TIW TIW aw aw mg mg 100 mg 75 150 m m m 300 mg mg m 900
1wk 2wk NSCL TNB Qw (RDE) mg (RDE) mg mg NSgL ngL TNgB mg Qw Qw Q\?\I mg
onflw  on/lw CRC CRC CRC RCC CRC CRC QW NSCL TNB aw
koff koff °C ¢ ¢ ¢ N c c CRC
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PDRO PDRO PDRO
01400 01400 01400

PDRO PDRO PDRO PDRO m m m PDRO PDRO
or400 01400 ppRro  ppRog1  PPRO FDROOT 01400 01400 evegry evegw evegry ot400 91400 ppRo
PDRO0 PDRO0  mg 9 01400 400 mg 9 9 9 4 4 4 mg 9 01400
1400 1400 every ev:w mg every 4 e\r?e%y ?A\//eeg(: ev:w ev;ary weeks  weeks  weeks PDRO every evzw mg PDRO
evr:r%/ 4 evr;]r%/ 4 we‘;ks weeks ev:lary E’éefvf/s) 4 (Q4wW) weeks  weeks (Qid;]w) (QF;W) (Q;:]W) 01400 we?aks weeks ev:lary 01400
weeks weeks (Q4wW) (Q;:]W) weeks in E’gkavs) coni1r;3ina (Q::]W) (Q;:]W) combi combi combi e\r:]egry (Q4w) (Q;:]W) weeks evmegry
(Qiiw) (Q;W) cc:rrr]1bi combi (QiiW) Eg‘:s\mﬁ in tion with combi combi n\?vti;(r)]n nfv?t?]n nfvti't?]n 4 colr?1bi combi (Q;W) 4
combin  combin nation "M combi  HDM20 oMbl HDM20 - nation nation gy opvo  @BMO  WESKS  pation  MAUON omp  Weeks
Arm/Gr  aton  aton  with with — Jfion 160mg nation 160mg  with with 2675 76150 7675 QW) i with — tion  (Q4W)
with with everoli everoli with (recom with (recom QBMO QBMO mg mg mg in LCL16 LCL16 with in
oup anobi anobi mus 5 mus 5 everoli mended HDM2 mended 7675 76150 twice twice twice combi 1600 1600 LCL16 combi
Descri Fr’wostat l:1ostat mg mg mus 5 dose for 01100  doss for mg mg daily daily daily nation mg mg 1600 nation
ption 10 mg 10 mg once once mg expansi mg on expansi twice twice (BID) (BID) (BID) with once once mg with
three three er per once on) on Day 1 on) on daily daily 2 2 2 LCL16 er per once LCL16
timesa timesa wF:eek week per Day 1 and Day 1 (BID) (BID) week week week 1300 V\E)eek week per 1900
week week (Qw) (C:;N) week and Day Esgr?/ agngv[;?; wezek wezek on/2 on/2 on/2 orr?ge (Qw) (C:;N) week or:ge
Cook  ‘wooks smar el (G RSN ode  ooem w2 o2 TEEH TR EE per  TEEF wple (G per
on/1 on/1 cell negati colore colorect in renal week week non- non- triple- week cell negati colore week
week week lung ve ctal al colore cell offin offin small small ne%ati @w) lung ve ctal @w)
breast ctal carcino colore colore breast
off off cancer - op  cancer cancer cancer ma ctal ctal cell cell ve cancer - .op cancer
(NgfL (nec  (CRC) (CRC)  crey  (RCC)  cancer  cancer c;“nncir c;”n”C%r g;ﬁi: (Ng‘;:L (nec  (CRC)
) (CRC)  (CRC)  (\scL  (NSCL  (TNBC )
C) C) )
Numbe
r of
Partici
pants
Analyz 7 10 27 35 36 32 5 24 11 7 2 1 1 9 25 33 27 6
ed
[units:
partici
pants]
Best Overall Response (BOR) per irRC
(units: participants)
Count of Participants (Not Applicable)
Comple
te
Respon 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
se (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
(irCR)
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Partial
resplon 0 o e (2186 (2178 0 o 2.0 0 0 0 0 d 0 0 0
se e et GF G ey eom O o o e o @we e )
(irPR)
Stable 1 10 6 13 10 6 1 4 4 4

. 1 8 0 1 0 0 13 0
disease  (14.29 . (370 (174 (361 A ; 4167 (545 (14.2 . ; ; (44.4 > (124 (148
(irSD) %) 10%) oy ay) gy (@8%) (%) %) 5%) o%) (0% (k) (%) oy (92%)  hory qey (%)
Confirm
ed
progres 2 4 3 2 5 6 2

. 0 0 9 0 0 0 0 0 0 0 2
sive h ; 741 (114 L (9.38% ©33% . h h ; ; h ; (151 (222 (333
disease (/0) (A’) %) 30/0) (25 /0) ) (A’) ) (A’) (/0) (/0) (A’) (A’) (/0) (8/0) 5%) 2%) 30/0)
(ir(cPD)
)
Unconfi
rmed
progres 5 8 19 10 5 3 5 4 16 14

. 6 16 4 1 0 0 8 3
sive (71.43 (296 (542 (277 ° (2083 (272 (714 . ; ; (44.4 484 (518 a
disease %)  (0%) 39y gu) gy  (90%)  (80%) gy 7%)  3%) 0% (%) () oy (32%) gy 5oy (50%)
(ir(uPD)
)
Unkno 1 9 3 5 3 5 0 3 2 1 0 1 1 0 1 8 3 !
wn (1420 S (114 (142 (833 (1563 o (125% (181 (142 o (100 (100 o e (242 (111 (166
(rUNK) %) 1%)  9%) %) %) ) 8%)  9%) %) %) 4%)  1%)  7%)
Non-
S_F;/Blo 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(iNCR (%) (10%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
NPD)

Progression-Free Survival (PFS) per RECIST v1.1

(Time Frame: From start of treatment to first documented progression or death due to any cause in Treatment period 1, with a median duration ranging between 8

and 9.15 weeks. Treatment period 1 included up to 6 treatment cycles (1 cycle=28 days).)

PDRO
01+
LBH5
8910

PDRO
01+
LBH5
8910

PDRO
01+

RADO
015

PDRO
01+

RADO
015

PDRO
01+

RADO
015

PDRO00
1+
HDM20
160

PDRO
01+
HDM

201

PDRO00
1+
HDM20
160

PDRO
01+

QBM
076

PDRO
01+

QBM
076

PDRO
01+

QBM
076

PDRO
01+
QBM

076

PDRO
01+

QBM
076

PDRO
01+
LCL1
61

PDRO
01+
LCL1
61

PDRO
01+
LCL1
61

PDRO
01+
LCL1
61

PDRO
01+
LCL1
61
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mg mg mg mg mg mg 100 mg 75 150 75 150 75 300 600 600 600 900

TIW TIW Qw Qw Qw (RDE) mg (RDE) mg mg mg mg mg mg mg mg mg mg

1wk 2wk NSCL TNB CRC CRC CRC RCC CRC CRC NSCL NSCL TNB Qw Qw Qw Qw Qw
on/ilw on/1w Cc Cc C (o Cc NSCL TNB CRC

k off k off Cc (o

PDRO PDRO PDRO
01400 01400 01400

pDRo  PPRO PDRO  PDRO mg mg mg poRo  PPRO
01 400 °1m4°° PDRO  PDROO1 (;DE)% Zggcr? °1m4°° °1m4°0 every  every  every 01 400 °1m4°° PDRO
PDRO0 PDRO0  mg 9 01400 400 mg 9 9 9 4 4 4 mg 9 01400
1400 1400 every ev:ry mg every 4 e\r:;g 3’:3(: ev:‘ary ev:ry weeks weeks weeks PDRO every ev:ry mg PDRO
mg mg 4 every weeks ry (Q4W)  (Q4W) (Q4w) 4 every
every4 every4  weeks weeks 4 (Q4W) 4 (Q4wW) weeks  weeks in in in 01400 weeks weeks 4 01400
weeks  weeks (Qaw) (W) eeks in weeks in - (QW)  (@W) b combi combi ™9 @aw) (W) eeks M9
(Q4w) (Q4w) in n (Q4W)  combina (Q4W)  combina n n nation nation nation every in n (Q4wW) every
in in combi  COMPT TR gonwith N tonwith combi - combi - Tunn T iy with 4 combi  COmPI Ty 4
combin  combin nation nation combi HDM20 combi HDM20 nation nation QBMO QBMO  QBMO weeks nation nation combi weeks
Arm/Gr ation ation with with nation 160 mg nation 160mg with with 76 75 76 150 7675 (Q4aw) with with nation (Q4w)
with with everoli everoli with (recom with (recom QBMO QBMO m m m in LCL16 LCL16 with in
oup panobi panobi mus 5 mus 5 everoli mended HDM2 mended 7675 76 150 twige twige twige combi 1600 1600 LCL16 combi
Descri nostat nostat mg mg mus 5 dose for 01100 dose for mg mg daily daily daily nation mg mg 1600 nation
tion 10m 10m once once m expansi mg on expansi twice twice (BID) (BID) (BID) with once once m with
Y threg threeg bor per oncge Or% o> Day1  onjon daily  daily ) ) ) LcLie O per Onge LCL16
timesa timesa week week per Day 1 and Day 1 (BID) (BID) week week week 1300 week week per 1900
week week (Qw) (@w) week and Day Day 8 and Day 2 2 on/2 on/2 on/2 mg (Qw) (@w) week mg
(TIW)1  (TIW)2  innon- triip?le- (Qw) 8 every i\;il?a/ Sy?:\ll:irx Vovifzk V;ifzk week week week o;;:re in non- trirle- (Qw) 0’;1:;3
V(‘;ﬁ/e1k w:ne/l;s S(T;?I” negati collr;re sgﬂfelcnt in renal week week ﬁf;r:n (r)1f<§rl1r-1 t?ifpf)IIg- week s;?lll negati collgre week
week week lung ve ctal al colore cell offin offin small small negati @w) lung ve ctal @w)
off off cancer breast cancer cancer ctal carcino colore colore cell cell ve cancer breast cancer
cancer cancer ma ctal ctal cancer
(N(S:)CL (TNBC (CRC) (CRC) (CRC) (RCC) cancer  cancer C;unncir C;unncir s;iiztr (N(S:)CL (TNBC (CRC)
) (CRC)  (CRC)  (\scL  (NSCL  (TNBC )
C) C) )
Numbe
r of
Partici
pants
Analyz 7 10 27 35 36 32 5 24 11 7 2 1 1 9 25 33 27 6
ed
[units:
partici
pants]

Progression-Free Survival (PFS) per RECIST v1.1
(units: months)
Median (Full Range)
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1.7
(0.5
to
2.0)

[1] Not estimable due to insufficient number of participants with events.

Progression-Free Survival (PFS) per irRC

1.6
(0.4
to
1.8)

1.9
(1.8
to
4.7)

1.7
(1.6
to
1.8)

1.9
(1.8
to
2.6)

1.9
(1.7to
2.9)

1.8
(1.4
to
NA)!
]

3.6
(1.8to
7.2)

1.9
(1.3

to
3.5)

1.6
(1.3
to
2.0)

NA
1.7
to

2.0
(NA
to

2.5
(NA
to

3.5
(1.2
to

NAY' NAY' NA)J!T NA)'
1 1 1 1

2.7
1.7
to
3.7)

1.7

(1.1
to

1.8)

1.8
(1.6
to
1.8)

1.8
(1.0
to
1.8)

(Time Frame: From start of treatment to first documented progression or death due to any cause in Treatment period 1, with a median duration ranging between 8

and 9.15 weeks. Treatment period 1 included up to 6 treatment cycles (1 cycle=28 days).)

PDRO PDRO PDRO PDRO
o1+ o1+ FORO FORO ppro  pDROO PDRO PDROO PDRO PDRo FDRO FPDROPORO porg g1+ 01+ FDRO ppRo
LBH5 LBH5 RADO RADO 01+ 1+ 01+ 1+ 01+ 01+ QBM QBM QBM 01+ LCL1 LCL1 LCLA 01+
8910 8910 RAD0O HDM20 HDM HDM20 QBM QBM LCL1 61 61 LCL1
015 015 076 076 076 61
mg mg m mg 015 160 201 160 076 076 75 150 75 61 600 600 600 61
W TIW Qv% aw Mg mg 100 mg 75 150 o A 300 mg mg - 900
iwk 2wk on B QW (RDE) mg  (RDE) mg mg ngl_ ngl_ TNgB mg Qw  Qw Qv% mg
on/ilw  on/1w CRC CRC CRC RCC CRC CRC Qw NSCL TNB Qw
C C C (o3 C CRC
k off k off C C
pDRo  PPRO PDRO PDRo PDRO PDRO  PDRO ppRo  PDRO
01400 01490 oo pproo PDRO PDR001 01400 01400 01400 01400 01400 01400 01400  popoo
mg 01400 400mg  mg mg mg mg mg mg
PDROO PDRO0  mg 01400 400 mg ove ove ove mg 01400
every mg every 4 every every ry ry y every
1400 1400 every 4 mg every 4 every weeks 4 4 4 4 4 PDRO every 4 mg PDRO
mg mg 4 weeks ~ ©very  weeks 4 (Q4W)  weeks weeks Weeks ~weeks weeks (1490 4 weeks YV 01400
e\,:,/:g(: ?/://gg(: E’g“e\rvs) (Q4W) weiks (QiiW) weeks in (Q4w) (Q4aw) (Q4W)  (Q4W)  (Q4W) mg z’gf\l/‘vs) (Q4W) weiks mg
) in . (Q4W)  combina in in n - n n every ' in every
QW) (QaW) in o combi  (Q4W)  combina in tionwith  combi  combi ~ €ombi  combi  combi 4 n o combi(Q4W) 4
n in. combi | tion in - tonwith i LDM20  nation naton nation  nation  nation eers  COMPIoyon N \weeks
combin  combin  nation " u " combi - HDM20 - Lo 45 mg with with with with with —(qayy) nation  Tiag o combi oy
Arm/Gr  ation ation with o eroli  nation  160mg with (recom  QBMO QBMo ~@BMO  QBMO  QBMO in with LCL1g  Mation in
oup with with —everoli 5 with o (recom s orded 7675 76150 7675 76150 7675 oomp  LCL16 gy with oo
. panobi panobi mus 5 everoli mended mg mg mg . 1600 LCL16 )
Descri mg 01100  dose for mg mg ! ! ! nation mg nation
. nostat  nostat mg once mus 5 dose for mgon  expansi twice twice twice twice twice with mg once 1600 with
ption 10mg  10mg  once per mg o expansi Koy onyon  daily  daily  dally  daily  daily ¢4 @ ONCe per mg i cLie
three  three Per  week ~ ©°nee omon T4 Day1  (8D) (D) (BID) (BD)  (BID) 430 P eek  ONC®  Ygng
timesa timesa week @Qw) per Day 1 Day 8 and Day 2 2 2 2 2 mg week @Qw) per mg
week week - (QW) in week  and Day every  8every week week week week week once (QW) in week once
(TW) 1 (TIW) 2 in non- triple- @w) 8 every cycle cyclein on/2 on/2 on/2 on/2 on/2 per nnon- yinle- @w) per
we;a1k wee/l1<s Sm?lll negati 'In cylcle mt in renal week week week week week week SmT‘I” negati 'In week
on on ce colore  colorec X -  in offin offin ce colore
ve colore cell off in offin o ! (Qw) ve (Qw)
week week lung breast ctal al ctal carcino colore  colore non- non- triple- lung breast ctal
off off cancer -1’ cancer  cancer ma ctal ctal small small negati cancer  --l°.  cancer
(NSCL rnge  (CRC) (CRC)  ‘cre)  (RCC)  cancer  cancer  cell cell ve (NSCL rnge  (CRO)
C) ) (CRC) (CRC) lung lung breast C) )

cancer

cancer

cancer

Page 56



U, NOVARTIS

Clinical Trial Results Website

(NSCL  (NSCL (TNBC
C) C) )
Numbe
r of
Partici
pants
Analyz 7 10 27 35 36 32 5 24 11 7 2 1 1 9 25 33 27 6
ed
[units:
partici
pants]
Progression-Free Survival (PFS) per irRC
(units: months)
Median (Full Range)
17 16 47 17 19 (11'2 s 35 16 (';'A? (2,\12 (2,\'15A (3;‘2 35 17 18 18
(0.5 0.4 (1.8 (1.6 (1.8 . : ; (1.3 (1.3 : : (1.8 (11 (1.6 (1.0
to to to to o (7t fto (18t T/ to to to o to to to to to
Iy g Iy [ [1
20) 18 55 18 35 28 NV T2 54 50 NATONATONATONAT 57) 18 19) 18
[1] Not estimable due to insufficient number of participants with events.
Treatment Free Survival (TFS)
(Time Frame: From last exposure to study drug in treatment period 1 up to progression or death due to progression)
PDRO PDRO PDRO PDRO
o1+ o1+ FORO PORO ppro  ppROO PDRO  PDROO PDRO PDRo FDRO PDROPDRO popg g1+ o1+ FDRO ppRo
LBH5 LBH5 RADO RADO 01+ 1+ 01+ 1+ 01+ 01+ QBM QBM QBM 01+ LCL1 LCL1 LCL1 01+
8910 8910 015 015 RAD0O HDM20 HDM HDM20 QBM QBM 076 076 076 LCL1 61 61 61 LCL1
mg mg 015 160 201 160 076 076 61 600 600 61
mg mg 75 150 75 600
TIW TIW aw aw mg mg 100 mg 75 150 m m m 300 mg mg m 900
twk 2wk yon pup QW (RDE) mg  (RDE) mg mg ¥ NSoL TN Mg QW aw Qv% mg
on/ilw  on/1w CRC CRC CRC RCC CRC CRC Qw NSCL TNB Qw
K C C C (o4 C CRC
off k off C C
PDRO0 PDRO0 PDRO PDRO PDRO PDR0O01T PDRO PDR001 PDRO PDRO PDRO PDRO PDRO PDRO PDRO PDRO PDRO  PDRO
1400 1400 01400 01400 01400 400mg 01400 400mg 01400 01400 01400 01400 01400 01400 01400 01400 01400 01400
Arm/Gr mg mg mg mg mg every 4 mg every 4 mg mg mg mg mg mg mg mg mg mg
oup every4 every4 every every every weeks every weeks every every every every every every every every every every
Descri weeks  weeks 4 4 4 (Q4W) 4 (Q4W) 4 4 4 4 4 4 4 4 4 4
S (Q4w) (Qaw) weeks  weeks weeks in weeks in weeks  weeks  weeks weeks weeks weeks weeks weeks weeks  weeks
ption in in (Q4W)  (Q4W) (Q4W) combina (Q4W) combina  (Q4W) (Q4W) (Q4W) (Q4W) (Q4W) (Q4W) (Q4W) (Q4W) (Q4W) (Q4W)
combin  combin in in in tion with in tion with in in in in in in in in in in
ation ation combi combi combi HDM20 combi HDM20 combi combi combi combi combi combi combi combi combi combi
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with with nation nation nation 160 mg nation 160 mg nation nation nation nation nation nation nation nation nation nation
panobi panobi with with with (recom with (recom with with with with with with with with with with
nostat nostat everoli  everoli  everoli mended HDM2 mended QBMO QBMO QBMO QBMO QBMO LCL16 LCL16 LCL16 LCL16 LCL16
10 mg 10 mg mus 5 mus 5 mus 5 dosefor 01100  dose for 7675 76 150 76 75 76 150 7675 1300 1600 1600 1600 1900
three three mg mg mg expansi mg on expansi mg mg mg mg mg mg mg mg mg mg
timesa timesa once once once on) on Day 1 on) on twice twice twice twice twice once once once once once
week week per per per Day 1 and Day 1 daily daily daily daily daily per per per per per
(TIW) 1 (TIw) 2 week week week and Day Day 8 and Day (BID) (BID) (BID) (BID) (BID) week week week week week
week weeks (Qw) (Qw) (Qw) 8 every every 8 every 2 2 2 2 2 Qw) (Qw) (Qw) (Qw) (Qw)
on/1 on/1 in non- in in cycle in cycle cycle in week week week week week in non- in in
week week small triple- colore colorect in renal on/2 on/2 on/2 on/2 on/2 small triple- colore
off off cell negati ctal al colore cell week week week week week cell negati ctal
lung ve cancer cancer ctal carcino off in off in off in off in off in lung ve cancer
cancer  breast (CRC) (CRC) cancer ma colore colore non- non- triple- cancer  breast (CRC)
(NSCL  cancer (CRC) (RCC) ctal ctal small small negati (NSCL  cancer
C) (TNBC cancer  cancer cell cell ve C) (TNBC
) (CRC) (CRC) lung lung breast )
cancer  cancer  cancer
(NSCL (NSCL (TNBC
C) C) )
Numbe
r of
Partici
pants
Analyz 0 0 3 3 0 1 1 6 0 0 0 0 0 3 5 1 0 0
ed
[units:
partici
pants]
Treatment Free Survival (TFS)
(units: months)
Median (Full Range)
6.3 NA 3.5
2.0 7.3 1.6
17 (57 5.3 (NA NA (1.6 (11 (NA
t(.) t(.) (NA to to (1.7 to to tc‘) to
NAYTT  NA)XT  NA)M NA) NA)!
37)  9.0) ) N ) V55 NA)

[1] Not estimable due to insufficient number of participants with events.

Maximum observed serum concentration (Cmax) of PDR001
(Time Frame: pre-dose, 1, 168, 336, 504 and 648 hours post infusion on Treatment Period 1 Cycle 1 Day 1. The last sample corresponds to the pre-dose of Cycle

2 Day 1.)
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PDRO  PDRO oo for PDR PDRO oo
01+ 01+ 01+ PDRO PDRO PDRO PDRO PDRO PDRO PDRO PDRO . 001 PDRO 01+ 01+ PDRO PDRO
LBHS5 LBH5 RADO 01+ 01+ 01+ 01+ 01+ 01+ 01+ 01+ QB + 01+ LCL1 LCL1 01+ 01+
8910 8910 RADO0O RADO HDM2 HDM2 QBMO QB LCcL1 61 LCL16 LCL1
015 HDM2 QBMO0O QBMO MO07 61
mg mg 015 015 01 60 01 60 76 75 Mo7 61 600 1600 61
mg 01100 7675 76150 6 600
TIW TIW aw mg mg mg mg mg mg mg mg 150 675 300 mg mg mg 900
1wk 2wk NSCL Qw Qw (RDE) CRC (RDE) CRC CRC NSCL m mg mg Qw aw Qw mg
on/ilw  on/1w TNBC CRC CRC RCC C g TNB Qw NSCL CRC Qw
kKoff  koff  C NS¢ ¢ c TNBC
PDR PDR
001
001
400
400
PDRO0 mg
PDRO0 mg
PDRoo  FDROO je 1’:20 PDRO0  PDR0O oo e i PDRO0 [ DROO
1400 1490 ppRroo v4 PDROO  ©°V4 a0 1400 ™M K week 1400 1400
PDRO0O  PDRO0 mg every weeks everya We® s mg PDROO
mg 1400 weeks 1400 mg mg s mg
1400 1400 every 4 every 4 mg (Q4W) mg (Qle) every4  every4 weeks Q4 (QA} every 4 every 4 1400
ev;nr%/ 4 evr:;r%/ 4 weeks Eﬂgf\l/(vs) every 4 in every 4 CorITTbin weeks weeks (Qﬁ]w) W) in XQT:E E]DE)%O weeks rgf\;\f) evr:r?/ 4 P1D4%%0
weeks weeks (Q.A'W) in weeks °°’T‘b‘” weeks ation (Q.4W) (Q.4W) combin F°m.b inatio mg (Q.4W) in weeks mg
(Q4W)  (Q4W) i compin (@Q4W) - ation - (QaW) g in N Taion  MAio LT verya M combin (Q4W)  every4
in in cg{rot::n ation corlrr:bin Hgll\tllgo corlrr:bin HDM20 cg{inot;:n cg?ot::n with w?th with weeks CZ{F;::” ation in weeks
combin  combin . with . . 160 7 . QBMO QBM (Q4w) ) with combin (Q4W)
Arm/ ation ation with everoli ation 160 ation mg with with 7675 QBM 076 in with LCL16 ation in
Grou : ) everoli with mg with QBM07  QBMO7 076 . LCL16 : "
with with mus 5 ) (recom mg 75 combin 1600 with combin
panobi panobi mus 5 mg everoli (recom HDM20 mende 675 6 150 twice 150 mg ation 1600 mg LCL16 ation
P nostat nostat mg once mus 5 mende 1100 d dose mg mg daily mg twice with mg once 1600 with
Descr 0m 0m once or mg d dose mg on for twice twice (BID) 2 twice o LCL16 once or m LCL16
iption 00 oe  Per e once for Day 1 ypansi daily daily — “leg  daily (BIDy) 1300 per week  omee 1900
timesa  times a week @Qw) per expansi and on) on (BID) 2 (BID) 2 on/2 (BID) 2 mg week Qw) per mg
week week ir(1Qn\:>Vr2- in EA(/)eVeVI; oDna) o: 2\2’ 8 Day 1 gi/ezk gi?zk week wezek week once ir(1crl1\gvr3- in week once
(TIW) (TIw) 2 triple- : Y ry and off in on/2 per triple- (QW)in per
1 week weeks sg:\lll negativ collgrec Daar;lds ?‘;Téerég Day 8 \‘/Jvfefei-: \gfefei': non- ngk week week s;ﬂ” negativ.  colorec week
on/1 on/1 lung e tal every tal every colorec  colorec small off in O.ff in @w) lung e tal @w)
week week cancer breast cancer  cycle in cancer cycle in tal tal cell non- triple- cancer breast cancer
off off cancer renal lung negat cancer (CRC)
(N(S:)CL (TNBC (CRC) COItZTeC (CRC) cell ((:grgg)r ((:grgg)r cancer sg:lxlll ive (N(S;)CL (TNBC
) cancer ca;:;no (Ng)CL lung br?as )
(CRC) canc
(RCC) or canc
(Nsc &
LO) (TCNB
)
Numb
or of 7 8 21 27 29 25 4 19 10 5 2 1 1 9 23 17 21 2
Partic
ipant
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s
Analy
zed
[units
partic
ipant
s]

Maximum observed serum concentration (Cmax) of PDR001

(units: pg/mL)

Geometric Mean (Geometric Coefficient of Variation)

Treat

ment 133 (
period 21.1
1 %)

C1D1

95.7 (
39.4

%)

108 (
27.9

%)

124 (
26.8

%)

116 (

29.0
%)

88.1 (

38.7
%)

87.3 (
22.8

%)

84.0 (

27.4
%)

89.7 (
32.9

%)

Time to reach maximum serum concentration (Tmax) of PDR001
(Time Frame: pre-dose, 1, 168, 336, 504 and 648 hours post infusion on Treatment Period 1 Cycle 1 Day 1 (C1D1). The last sample corresponds to the pre-dose

of Cycle 2 Day 1.)

85.3 (

20.3
%)

108 (
223
%)

117

105

119 (
458
%)

109 (
35.6

%)

120 (
23.9

%)

85.9 (

37.2
%)

139 (
12.8
%)

PDRO PDRO PDRO PDRO
o1+ o1+ FDRO PORY ppRo  pDROO PDRO PDRO0 PDRO PDRO FRY PDROFDRO ppro o1+ o1+ FORO poRo
LBH5 LBH5 RADO RADO 01+ 1+ 01+ 1+ 01+ 01+ QBM QBM QBM 01+ LCL1 LCL1 LCL1 01+
8910 8910 RAD0O HDM20 HDM HDM20 QBM QBM LCL1 61 61 LCL1
015 015 076 076 076 61
mg mg 015 160 201 160 076 076 61 600 600 61
mg mg 75 150 75 600
TIW TIW aw aw mg mg 100 mg 75 150 m m m 300 mg mg m 900
iwk 2wk (o qus QW (RDE) mg  (RDE) mg mg ¥ o8 T mg  aw aw o2 mg
on/ilw  on/1w CRC CRC CRC RCC CRC CRC Qw NSCL TNB Qw
C C C C C CRC
k off k off C C
PDR0O0 PDR0O0  PDRO PDRO PDRO  PDRO001 PDRO  PDRO001 PDRO PDRO PDRO PDRO PDRO PDRO PDRO PDRO PDRO PDRO
1400 1400 01400 01400 01400 400mg 01400 400mg 01400 01400 01400 01400 01400 01400 01400 01400 01400 01400
mg mg mg mg mg every 4 mg every 4 mg mg mg mg mg mg mg mg mg mg
every4 every4  every every every weeks every weeks every every every every every every every every every every
Arm/Gr  weeks weeks 4 4 4 (Q4W) 4 (Q4wW) 4 4 4 4 4 4 4 4 4 4
oup (Q4w) (Qaw) weeks  weeks weeks in weeks in weeks  weeks  weeks  weeks  weeks weeks  weeks  weeks  weeks  weeks
Descri in in (Q4W)  (Q4W) (Q4W) combina  (Q4W) combina (Q4W) (Q4W) (Q4W) (Q4W) (Q4W) (Q4W) (Q4W) (Q4W) (Q4W) (Q4Ww)
_ combin  combin in in in tion with in tion with in in in in in in in in in in
ption ation ation combi  combi combi HDM20  combi  HDM20 combi combi combi combi combi combi combi combi combi  combi
with with nation nation nation 160 mg nation 160 mg nation nation nation nation nation nation nation nation nation nation
panobi panobi with with with (recom with (recom with with with with with with with with with with
nostat nostat everoli  everoli  everoli  mended HDM2 mended QBMO Q@BMO Q@BMO Q@BMO Q@BMO LCL16 LCL16 LCL16 LCL16 LCL16
10 mg 10 mg mus 5 mus 5 mus 5 dosefor 01100  dose for 7675 76 150 76 75 76 150 7675 1300 1600 1600 1600 1900
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three three mg mg mg expansi mg on expansi mg mg mg mg mg mg mg mg mg mg
timesa timesa once once once on)on Day 1 on)on twice twice twice twice twice once once once once once
week week per per per Day 1 and Day 1 daily daily daily daily daily per per per per per
(TW)1  (TIw) 2 week week week and Day Day 8 and Day (BID) (BID) (BID) (BID) (BID) week week week week week
week weeks (Qw) (Qw) (Qw) 8 every every 8 every 2 2 2 2 2 (Qw) (Qw) (Qw) (Qw) (Qw)
on/1 on/1 in non- in in cycle in cycle cycle in week week week week week in non- in in
week week small triple- colore colorect in renal on/2 on/2 on/2 on/2 on/2 small triple- colore
off off cell negati ctal al colore cell week week week week week cell negati cta
lung ve cancer cancer ctal carcino off in off in off in off in off in lung ve cancer
cancer  breast (CRC) (CRC) cancer ma colore colore non- non- triple- cancer  breast (CRC)
(NSCL  cancer (CRC) (RCC) ctal ctal small small negati (NSCL  cancer
C) (TNBC cancer  cancer cell cell ve C) (TNBC
) (CRC) (CRC) lung lung breast )
cancer  cancer  cancer
(NSCL  (NSCL (TNBC
C) C) )
Numbe
r of
Partici
pants
Analyz 7 8 21 27 29 25 4 19 10 5 2 1 1 9 23 17 21 2
ed
[units:
partici
pants]
Time to reach maximum serum concentration (Tmax) of PDR001
(units: hours)
Median (Full Range)
Treatm 1.50 1.56 1.50 152 157 1.53 1.52 1.50 153 153 149 145 162 150 150 155 155 1.52
ent (148 (150 (1.42 (1.08 (0.00 (0.500 (1.50 (1.00 (1.50 (1.52 (1.48 (145 (1.62 (143 (142 (142 (1.02 (1.45
period to to to to to to to to to to to to to to to to to to
1C1D1  1.57) 1.75) 1.67) 198) 669) 3.15) 1.75) 160) 1.67) 1.62) 1.50) 1.45) 1.62) 1.88) 1.83) 250) 2.00) 1.58)

Area under the serum concentration-time curve from time zero to the time of the last quantifiable concentration (AUClast) of

PDRO0O1

(Time Frame: pre-dose, 1, 168, 336, 504 and 648 hours post infusion on Treatment Period 1 Cycle 1 Day 1. The last sample corresponds to the pre-dose of Cycle

2 Day 1.)

PDRO
01+

LBH5

8910
mg

PDRO
01+

LBH5

8910
mg

PDRO
01+

RADO
015
mg

PDRO
01+

RADO
015
mg

PDRO
01+
RADO
015
mg

PDRO
01+

HDM2

0160
mg

PDRO
01+
HDM2
01
100

PDRO
01+

HDM2

0160
mg

PDRO
01+
QBMO
76 75

PDRO
01+
QBMO
76
150

PDRO
01+
QBMoO
76 75
mg

PD
R00
1+
QB
MO

PD
R00
1+
QB
MO

PDRO
01+
LCL1
61
300

PDRO
01+
LCL1
61
600

PDRO
01+
LCL1
61
600

PDRO
01+
LCL1
61
600

PDRO
01+
LCL1
61
900
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TIW TIW Qw Qw Qw (RDE) mg (RDE) mg mg NSCL 76 76 mg mg mg mg mg
1wk 2wk NSCL TNBC CRC CRC CRC RCC CRC CRC (o4 150 75 Qw Qw Qw Qw Qw
on/iw  on/1w C mg mg NSCL TNBC CRC
k off k off NS TN C
CL BC
(o4
PDR PDR
001 001
400 400
mg mg
ever  ever
y4 y4
PDROO
v 1400 PDROD ‘oo %ee
mg 1400
PDRO0O mg PDR0O0  PDRO0 (Q4 (Q4 PDRO0O
PDRO0O every 4 mg PDRO0O
1400 every4  PDROO 1400 1400 W) W) 1400
ﬁDE)%O aDE)%O evrgg 4 1;80 P‘]DE)%O ngVTIS) 1:;00 rgkavs) evrerz1g 4 evrgg 4 ev://eeg(: crm ci?m evrtljg 4 1;80 PRE)%O
mg mg ry every 4 mg . 9 in ry ry (Q4w) A A PDRO0 Y every 4 mg PDROO
weeks in every 4 . weeks weeks : binat  binat weeks
every4  every4 weeks every 4 . combin in . . 1400 weeks every 4 1400
weeks weeks (Qi‘:]w) (Q4W) weeks cg?obr:n E’gf\i(vs) ation (Qﬁ«]W) (Q;:]W) combin \/I\f:tr;1 vlvc:tr;1 mg (Q;W) (Q4wW) weeks mg
(QiiW) (Qﬁ]W) combin corll:bin (Qi‘:]W) with in HVDVII\t/IhZO combin combin iwi?; QB QB ?A‘:g(: combin corlrr:bin (QiiW) a’:g(:
Arm/ . ) ation . . HDM20  combin ation ation MO07 MO07 ation . .
combin  combin ith ation combin 160 i 160 ith ith QBMO7 6 675 (Q4w) ith ation combin (Q4w)
Grou ation ation wl I with ation a I'(t)r? mg Q\g;\/m? Q\gll\/I07 675 150 in L\g:_16 with ation in
p with with ?1}113;0; everoli with (ren;gm Hgll\/IZO (recom 675 6 150 mg m trvT\;|gc combin 1600 LCL16 with combin
panobi panobi mus 5 everoli mende twice 9 ation 1600 LCL16 ation
D_es_c nostat nostat Or:ge mg mus 5 dngg: ;1 1?)?1 d dose t\:vr;ge tVr\:?ge daily tv:c d:il with or:ge mg 1600 with
ripti 10 mg 10 mg once mg 9 for ) ; (BID) 2 : Y LCL16 once mg LCL16
on three three per per once for . Day 1 expansi daily daily week daily  (BID 1300 per per once 1900
timesa timesa (g\?ve)kin week per eg(ﬁ)ag:l Dznds on) on (al;)kZ (alei)kz on/2 (?IZD vaeze mg (g\?ve)kin week per mg
week week non- (QW) in week Day 1 evg Day 1 on/2 on/2 week wee K once non- (QW)in week once
(TIW) 1 (TIw) 2 I triple- (QW)in yd | ry and K K off in K /2 per I triple- (QW) in per
week weeks sma negativ.  colorec an cycle In Day 8 wee wee non- on week sma negativ.  colorec week
cell Day 8 colorec offin off in on/2 wee cell
on/1 on/1 lung e tal every tal every colorec colorec small wee k off @w) lung € tal @w)
week week cancer breast cancer evele in cancer cycle in tal tal cell K off in cancer breast cancer
off off cancer (CRC) Y renal lung . . cancer (CRC)
(NSCL colorec (CRC) cancer cancer in triple (NSCL
C) (TNBC) tal ce_ll (CRC) (CRC) cancer non- i C) (TNBC)
cancer car:::;no (N(S:)CL smal neg
(CRC) Icell ative
(RCC) lung brea
canc st
er canc
(NS er
CLC (TN
) BC)
Num
2‘:" 7 8 21 27 29 25 4 19 10 5 2 1 1 9 23 17 21 2
Parti
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cipa
nts
Anal
yzed
[unit
s:
parti
cipa
nts]

Area under the serum concentration-time curve from time zero to the time of the last quantifiable concentration (AUClast) of PDR001
(units: h*pg/mL)
Geometric Mean (Geometric Coefficient of Variation)

Treat

meerin; 2890 2640 4190 5070 4320 3310 2790 3290 2430 2220 2700 255 250 3080 4370 4820 3250 3540
g 1 0(25. 0(40. 0(33. 0(25. 0(41. 0(40. 0(22. 0(27. 0(32. 0(18. 0 (34. 00 00 0(50. 0(30. 0(28. 0(30. 0(6.
c1D 4%) 8%) 6%) 1%) 4%) 7%) 8%) 2%) 6%) 6%) 2%) 2%) 6%) 6%) 9%) 1%)

1

Pre-dose trough concentration (Ctrough) of PDR001
(Time Frame: pre-dose, 1, 168, 336, 504 and 648 hours post infusion on Treatment Period 1 Cycle 1 Day 1. The last sample corresponds to the pre-dose of Cycle
2 Day 1.)

PDR
PDRO  PDRO PDR PDRO
01+ 01+ ';':1"-‘;0 PDRO PDRO PDRO PDRO PDRO o, .. PDRO PDRO 021 001 PDRO 01+ P02R+0 P02R+0 ';'35
LBH5 LBH5 RADO 01+ 01+ 01+ 01+ 01+ o1+ 01+ 01+ QB + 01+ LCL1 LCLA LCLA +
8010 8910 RADO RADO HDM2 HDM2 HDM2 QBMO QBMO QB LCL1 61
015 QBMO Mo7 61 61 LCL
mg mg 015 015 0160 01 0160 76 76 75 MO7 61 600
mg 76 75 6 600 600 161
TIW TIW aw mg mg mg 100 mg m 150 mg 150 675 300 mg m m 900
twk 2wk o QW QW (RDE) mg (RDE) CR% mg  NSCL - mg mg Qw Qv% Qv% o
onflw  on/lw TNBC CRC CRC CRC RCC CRC c 9 TNB QW NSCL d
c NSC TNBC CRC QW
koff  koff LC c c

PDRO0O PDROO PDROO PDRO0O PDRO0O PDRO0 PDRO0O PDROO PDROO PDROO PDROO  PDR PDR  PDRO0O PDR0O0 PDROO PDROO  PDR
Arm/ 1400 1400 1400 1400 1400 1400 1400 1400 1400 1400 1400 001 001 1400 1400 1400 1400 001

Grou mg mg mg mg mg mg mg mg mg mg mg 400 400 mg mg mg mg 400
every4d every4d every4d every4d everyd everyd every4d every4d everyd every4d every4d mg mg every4 every4d everyd every4d mg
P weeks weeks weeks weeks weeks weeks weeks weeks weeks weeks weeks every every weeks weeks weeks weeks every
Descr (Q4W) (Q4wW) (Q4w) (Q4wW) (Q4w) (Q4w) (Q4w) (Q4aw) (Qaw) (Q4w) (Q4wW) 4 4 (Q4w) (Q4w) (Q4w) (Q4w) 4
iption in in in in in in in in in in in week  week in in in in week
combin combin combin combin  combin combin combin combin combin combin combin s s combin  combin  combin  combin s
ation ation ation ation ation ation ation ation ation ation ation (Q4 (Q4 ation ation ation ation (Q4
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with with with with with with with with with with with W)in ~ W)in with with with with W)in
panobi panobi everoli everoli everoli HDM20 HDM20 HDM20 QBMO7 QBMO7 QBMO7 comb comb LCL16 LCL16 LCL16 LCL16 comb
nostat nostat mus 5 mus 5 mus 5 160 1100 160 675 6 150 675 inatio  inatio 1300 1600 1600 1600 inatio
10 mg 10 mg mg mg mg mg mg on mg mg mg mg n n mg mg mg mg n
three three once once once (recom Day 1 (recom twice twice twice with with once once once once with
times a times a per per per mende and mende daily daily daily QBM QBM per per per per LCL1
week week week week week d dose Day 8 d dose (BID) 2 (BID) 2 (BID) 2 076 076 week week week week 61
(TwW)1  (TIW)2  (@QW)in  (QW)in (QW)in for every for week week week 150 75 (Qw) (QW)in  (QW)in  (QW)in 900
week weeks non- triple- colorec  expansi cyclein  expansi on/2 on/2 on/2 mg mg non- triple- colorec mg
on/1 on/1 small negativ tal on) on colorec on) on week week week twice twice small negativ tal once
week week cell e cancer Day 1 tal Day 1 off in off in off in daily daily cell e cancer per
off off lung breast (CRC) and cancer and colorec  colorec non- (BID) (BID) lung breast (CRC) week
cancer cancer Day 8 (CRC) Day 8 tal tal small 2 2 cancer cancer (Qw)
(NSCL  (TNBC) every every cancer cancer cell week  week (NSCL  (TNBC)
C) cycle in cycle in (CRC) (CRC) lung on/2 on/2 C)
colorec renal cancer week  week
tal cell (NSCL off in off in
cancer carcino C) non- triple-
(CRC) ma small  negat
(RCC) cell ive
lung breas
canc t
er canc
(NSC er
LC) (TNB
C)
Numb
er of
Partic
ipant
S
Anal
zed y 5 6 21 28 30 28 5 20 9 3 2 1 1 7 23 17 23 1
[units
partic
ipant
s]

Pre-dose trough concentration (Ctrough) of PDR001
(units: pg/mL)
Geometric Mean (Geometric Coefficient of Variation)

Treat 16.6( 123( 21.1( 27.9( 258( 195( 134( 204( 201( 142( 19.2( 214 ( 216( 229( 16.7(
ment 378 648 651 393 630 731 444 709 428 138 654 965 146 613 590 464 466 243
period %) %) %) %) %) %) %) %) %) %) %) %) %) %) %)
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1
C1D1

Maximum observed plasma concentration (Cmax) of panobinostat
(Time Frame: pre-dose, 0.25, 0.5, 1, 3, 6 and 168 hours post-dose on Treatment Period 1 Cycle 1 Day 1 (C1D1))

PDR001 + LBH589 10
mg TIW 1wk on/1wk off

PDR001 + LBH589 10
mg TIW 2wk on/1wk off

Arm/Group Description

PDRO001 400 mg every 4
weeks (Q4W) in
combination with

panobinostat 10 mg
three times a week (TIW)
1 week on/1 week off

PDRO001 400 mg every 4
weeks (Q4W) in
combination with

panobinostat 10 mg
three times a week (TIW)
2 weeks on/1 week off

Number of Participants
Analyzed [units:
participants]

10

Maximum observed plasma concentration (Cmax) of panobinostat

(units: ng/mL)

Geometric Mean (Geometric Coefficient of Variation)

Treatment period 1 C1D1

Time to reach maximum plasma concentration (Tmax) of panobinostat
(Time Frame: pre-dose, 0.25, 0.5, 1, 3, 6 and 168 hours post-dose on Treatment Period 1 Cycle 1 Day 1 (C1D1))

7.38 (36.2%)

PDR001 + LBH589 10
mg TIW 1wk on/1wk off

6.06 (50.1%)

PDR001 + LBH589 10
mg TIW 2wk on/1wk off

Arm/Group Description

PDRO001 400 mg every 4
weeks (Q4W) in
combination with

panobinostat 10 mg
three times a week (TIW)
1 week on/1 week off

PDRO001 400 mg every 4
weeks (Q4W) in
combination with

panobinostat 10 mg
three times a week (TIW)
2 weeks on/1 week off

Number of Participants
Analyzed [units:
participants]

10
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Time to reach maximum plasma concentration (Tmax) of panobinostat

(units: hours)
Median (Full Range)

Treatment period 1 C1D1 5.50 1.54

(1.00 to 5.87) (0.917 to 3.25)

Maximum observed blood concentration (Cmax) of everolimus
(Time Frame: pre-dose, 1, 2, 6 and 168 hours post-dose on Treatment Period 1 Cycle 1 Day 1 (C1D1))

PDR001 + RAD0015  PDRO001 + RAD001 5
mg QW NSCLC mg QW TNBC

PDR001 + RAD001 5
mg QW CRC

PDRO001 400 mg every PDRO001 400 mg every PDRO001 400 mg every

4 weeks (Q4W) in 4 weeks (Q4W) in 4 weeks (Q4W) in
combination with combination with combination with

Arm/Group . . ,

Description everolimus 5 mg once everolimus 5 mg once everolimus 5 mg once
per week (QW) in non- per week (QW) in per week (QW) in
small cell lung cancer triple-negative breast colorectal cancer

(NSCLC) cancer (TNBC) (CRC)

Number of

Participants 1 2 4

Analyzed [units:

participants]

Maximum observed blood concentration (Cmax) of everolimus

(units: ng/mL)

Geometric Mean (Geometric Coefficient of Variation)

Lreatment period 1 32.2 17.0 (8.3%) 29.8 (92.9%)

Time to reach maximum blood concentration (Tmax) of everolimus
(Time Frame: pre-dose, 1, 2, 6 and 168 hours post-dose on Treatment Period 1 Cycle 1 Day 1 (C1D1))

PDR001 + RAD0015 PDRO001 + RAD001 5

PDR001 + RAD001 5

mg QW NSCLC mg QW TNBC mg QW CRC
Arm/Group PDRO001 400 mg every PDRO001 400 mg every PDRO001 400 mg every
Description 4 wee!(s (_Q4W) in 4 wee!<s (Q4W? in 4 wee!<s (Q4W? in

combination with combination with combination with
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everolimus 5 mg once  everolimus 5 mg once

everolimus 5 mg once

per week (QW) in non- per week (QW) in per week (QW) in
small cell lung cancer triple-negative breast colorectal cancer
(NSCLC) cancer (TNBC) (CRC)
Number of
Participants
Analyzed [units: 1 2 4
participants]
Time to reach maximum blood concentration (Tmax) of everolimus
(units: hours)
Median (Full Range)
Treatment period 1 2.50 1.99 1.04
C1D1 (2.50 to 2.50) (1.98 to 2.00) (0.917 t0 2.17)

Maximum observed plasma concentration (Cmax) of HDM201
(Time Frame: pre-dose, 1, 2, 4 and 8 hours post-dose on Treatment Period 1 Cycle 1 Day 8 (C1D8))

PDR001 + HDM201 PDR001 + HDM201
60 mg (RDE) CRC 100 mg CRC

PDR001 + HDM201
60 mg (RDE) RCC

PDRO001 400 mg every
4 weeks (Q4W) in PDRO001 400 mg every

PDRO001 400 mg every

4 weeks (Q4W) in

combination with 4 weeks (Q4W) in combination with
HDM201 60 mg combination with HDM201 60 mg
Arm/Group
A (recommended dose HDM201 100 mg on (recommended dose
Description : !
for expansion) on Day Day 1 and Day 8 every for expansion) on Day
1 and Day 8 every cycle in colorectal 1 and Day 8 every
cycle in colorectal cancer (CRC) cycle in renal cell
cancer (CRC) carcinoma (RCC)
Number of
Participants o5 5 20

Analyzed [units:
participants]

Maximum observed plasma concentration (Cmax) of HDM201
(units: ng/mL)
Geometric Mean (Geometric Coefficient of Variation)
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Treatment period 1

o108 612 (37.2%)

792 (29.1%) 647 (37.1%)

Time to reach maximum plasma concentration (Tmax) of HDM201
(Time Frame: pre-dose, 1, 2, 4 and 8 hours post-dose on Treatment Period 1 Cycle 1 Day 8 (C1D8))

PDR001 + HDM201 PDR001 + HDM201 PDRO001 + HDM201
60 mg (RDE) CRC 100 mg CRC 60 mg (RDE) RCC

PDRO001 400 mg every PDRO001 400 mg every
4 weeks (Q4W) in 4 weeks (Q4W) in
combination with combination with
HDM201 60 mg HDM201 60 mg

PDRO001 400 mg every
4 weeks (Q4W) in
combination with

ArmlG_rqup (recommended dose HDM201 100 mg on (recommended dose
Description . :
for expansion) on Day Day 1 and Day 8 every for expansion) on Day
1 and Day 8 every cycle in colorectal 1 and Day 8 every
cycle in colorectal cancer (CRC) cycle in renal cell
cancer (CRC) carcinoma (RCC)
Number of
Participants 25 5 20

Analyzed [units:
participants]

Time to reach maximum plasma concentration (Tmax) of HDM201
(units: hours)
Median (Full Range)

Treatment period 1 2.92 2.00 2.01
C1D8 (1.00 to 8.63) (1.97 to 7.67) (1.00 to 7.83)

Maximum observed plasma concentration (Cmax) of QBM076
(Time Frame: pre-dose, 0.5, 1, 2, 4 and 6 hours post-dose on Treatment Period 1 Cycle 1 Day 1 (C1D1))

PDR001 + QBMO076 PDR001 + QBM076 PDR001 + QBMO076 PDR001 + QBMO076
75 mg CRC 150 mg CRC 75 mg NSCLC 150 mg NSCLC

PDR001 + QBM076
75 mg TNBC

PDRO001 400 mg PDR001 400 mg PDRO001 400 mg PDRO001 400 mg
every 4 weeks (Q4W) every 4 weeks (Q4W) every 4 weeks (Q4W) every 4 weeks (Q4W)
in combination with in combination with in combination with in combination with
QBMO076 75 mg twice QBMO076 150 mg QBMO76 75 mg twice QBMO076 150 mg

daily (BID) 2 week twice daily (BID) 2 daily (BID) 2 week twice daily (BID) 2

Arm/Group
Description

PDRO001 400 mg
every 4 weeks (Q4W)
in combination with
QBMO076 75 mg twice
daily (BID) 2 week
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on/2 week off in
colorectal cancer

week on/2 week off in
colorectal cancer

on/2 week off in non-
small cell lung cancer

week on/2 week off in
non-small cell lung

on/2 week off in
triple-negative breast

(CRC) (CRC) (NSCLC) cancer (NSCLC) cancer (TNBC)
Number of
Participants
Analyzed [units: M 6 2 1 1
participants]
Maximum observed plasma concentration (Cmax) of QBM076
(units: ng/mL)
Geometric Mean (Geometric Coefficient of Variation)
Treatment period 1 706 (148.6%) 4610 (27.7%) 185 (101.0%) 6.46 545

C1D1

Time to reach maximum plasma concentration (Tmax) of QBM076
(Time Frame: pre-dose, 0.5, 1, 2, 4 and 6 hours post-dose on Treatment Period 1 Cycle 1 Day 1 (C1D1))

PDR001 + QBMO076
75 mg CRC

PDR001 + QBM076
150 mg CRC

PDR001 + QBMO076
75 mg NSCLC

PDR001 + QBM076
150 mg NSCLC

PDR001 + QBMO076
75 mg TNBC

PDRO001 400 mg
every 4 weeks (Q4W)
in combination with

PDRO001 400 mg
every 4 weeks (Q4W)
in combination with

PDRO001 400 mg
every 4 weeks (Q4W)
in combination with

PDRO001 400 mg
every 4 weeks (Q4W)
in combination with

PDRO001 400 mg
every 4 weeks (Q4W)
in combination with

Arm/Group QBMO076 75 mg twice QBMO076 150 mg QBMO076 75 mg twice QBMO076 150 mg QBMO076 75 mg twice

Description daily (BID) 2 week twice daily (BID) 2 daily (BID) 2 week twice daily (BID) 2 daily (BID) 2 week
on/2 week off in week on/2 week offin  on/2 week off in non-  week on/2 week off in on/2 week off in
colorectal cancer colorectal cancer small cell lung cancer non-small cell lung triple-negative breast

(CRC) (CRC) (NSCLC) cancer (NSCLC) cancer (TNBC)

Number of

Participants

Analyzed [units: " B 2 1 1

participants]

Time to reach maximum plasma concentration (Tmax) of QBM076

(units: hours)

Median (Full Range)

Treatment period 1 2.00 1.98 3.89 5.58 2.08

C1D1 (0.500 to 5.50) (0.950 to 2.02) (3.78 t0 4.00) (5.58 to 5.58) (2.08 to 2.08)
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Maximum observed plasma concentration (Cmax) of LCL161
(Time Frame: pre-dose, 1, 3, 4 and 6 hours post-dose on Treatment Period 1 Cycle 1 Day 1 (C1D1))

PDR001 + LCL161
300 mg QW

PDR001 + LCL161
600 mg QW NSCLC

PDR001 + LCL161
600 mg QW TNBC

PDR001 + LCL161
600 mg QW CRC

PDR001 + LCL161
900 mg QW

PDRO001 400 mg
every 4 weeks (Q4W)

PDRO001 400 mg
every 4 weeks (Q4W)
in combination with

PDRO001 400 mg
every 4 weeks (Q4W)
in combination with

PDRO001 400 mg
every 4 weeks (Q4W)
in combination with

PDRO001 400 mg
every 4 weeks (Q4W)

3::;‘(’5;":;’:\ in combination with LCL161 600 mgonce LCL161 600 mgonce LCL161 600 mg once in combination with
P LCL161 300 mg once per week (QW) in per week (QW) in per week (QW) in LCL161 900 mg once
per week (QW) non-small cell lung triple-negative breast colorectal cancer per week (QW)
cancer (NSCLC) cancer (TNBC) (CRC)

Number of

Participants

Analyzed [units: 6 0 1 3 3

participants]

Maximum observed plasma concentration (Cmax) of LCL161

(units: ng/mL)

Geometric Mean (Geometric Coefficient of Variation)

Treatment period 1 1000 (48.8%) 1660 2410 (87.8%) 3910 (89.9%)

C1D1

Time to reach maximum plasma concentration (Tmax) of LCL161
(Time Frame: pre-dose, 1, 3, 4 and 6 hours post-dose on Treatment Period 1 Cycle 1 Day 1 (C1D1))

PDRO001 + LCL161
300 mg QW

PDR001 + LCL161
600 mg QW NSCLC

PDRO001 + LCL161
600 mg QW TNBC

PDRO001 + LCL161
600 mg QW CRC

PDRO001 + LCL161
900 mg QW

PDR001 400 mg
every 4 weeks (Q4W)

PDRO001 400 mg
every 4 weeks (Q4W)
in combination with

PDRO001 400 mg
every 4 weeks (Q4W)
in combination with

PDRO001 400 mg
every 4 weeks (Q4W)
in combination with

PDRO001 400 mg
every 4 weeks (Q4W)

Sgg‘éﬁ;‘::ﬁl in combination with  LCL161 600 mg once LCL161 600 mgonce LCL161 600 mgonce  in combination with
LCL161 300 mg once per week (QW) in per week (QW) in per week (QW) in LCL161 900 mg once
per week (QW) non-small cell lung triple-negative breast colorectal cancer per week (QW)
cancer (NSCLC) cancer (TNBC) (CRC)
Nun'!b_er of 6 0 1 3 3
Participants
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Analyzed [units:

participants]

Time to reach maximum plasma concentration (Tmax) of LCL161

(units: hours)
Median (Full Range)

Treatment period 1

C1D1

(0.950 to 4.00)

1.77

3.98

(3.98 to 3.98)

Number of participants with anti-drug antibodies (ADA) against PDR001
(Time Frame: Baseline (before first dose) and post-baseline (assessed throughout the treatment up to Cycle 6 in treatment period 1 and 2). The duration of each
treatment cycle was 28 days.)

1.00

(1.00 to 1.02)

2.58

(1.00 to 2.70)

PDRO PDRO PDRO PDRO
01+ 01+ "0':1"";0 "0':1"";0 PDRO PDRO0 PDRO PDR00 PDRO PDRO ';':1"10 |>02R;0 ':)':1"—‘;0 PDRO 01+ 01+ ':)':1"";0 PDRO
LBH5 LBH5 RADO RADO 01+ 1+ 01+ 1+ 01+ 01+ QBM QBM QBM 01+ LCL1 LCL1 LCL1 01+
8910 8910 015 015 RAD0O HDM20 HDM HDM20 QBM QBM 076 076 076 LCL1 61 61 61 LCL1
mg mg 015 160 201 160 076 076 61 600 600 61
mg mg 75 150 75 600
TIW TIW aw aw mg mg 100 mg 75 150 m m m 300 mg mg m 900
iwk 2wk yon B QW (RDE) mg  (RDE) mg mg ngl_ ngl_ TNgB mg Qw  aQw QVS\JI mg
on/ilw  on/1w CRC CRC CRC RCC CRC CRC Qw NSCL TNB R Qw
koff koff °C c ¢ c c c c CRC
PDRO PDR001 PDRO PDRO PDRO
pporo  FPRO- pDRO  PDROOT e Tt PDROCPDRO o100 01400 01400 poro  FPPRO PDRO
PDROO PDRO0 1400 ©1400 01400 400 mg g overy g 01400 01400 mg mg 01400 91400 01400
1400 1400 mg 4 mg mg mg
mg mg mg every e\r;negry ?I\V/:g(s every weeks every  every ev;ery ev:ry evzw PDRO mg every e\r;negry PDRO
every4 every4 ev:ry 4 4 (Q4w) 4 (@4w) 4 4 ki k¢ ki 01400 ev:ry 4 4 01400
weeks  weeks  weeks E"gf\;‘\z weeks in rgf\;(vs) corri1rt])ina E"gf\ﬁ; (ngv‘ils) ngws) E’gfws) rgfws) e:/“egry weeks E"gf\;‘vsi weeks evmegry
(Qiz:]W) (Q;:]W) (Q4w) n (Qi‘;W) :zrmlr:: in tion with n n in o in y in y 4 (Qaw) n (Qiz;w) 4
combin  combin colrr;bi combi  compi  HDM2o ~ COMPi HDM20 - combi  combi 22;?0; Eg?or: ﬁg?or: weeks Col;bi combi  ompj  Weeks
Arm/Gr  ation ation i naton  pation 160 mg nation ~ 160mg  nation  nation ith ith ith (Q4w) i nation  ation  (Q4W)
ith it avon it ith with — (recom with  with  n N - in nEen with ith in
oup with with with i with | (recom HDM2  mended QBMO  QBMO  Q@QBMO  omp; with wi combi
panobi  panobi i everoli everoli  mended QBMO  QBMO .2 25 7675 LcL1e LCL16  cL16
Descri everoll L s5 01100 dosefor 7675 76150 nation 1600 nation
nostat nostat 5 mus 5  dose for 1600 1600
ption 10m 10m e mg m expansi MION  expansi mg mg s e o with mg m with
5 9 mg once 9 P Day 1 on)on twice twice twice twice twice | cL16 mg once 9 LCL16
three three once on) on dail dail dail once
timesa timesa ongre per per Day 1 and Day 1 daily daily (Ba|IDy) (Balljy) (BaIIDy) 1300 on:re per per 1900
week week Wpeek }’g\;&v‘; week  and Day Ee)\?gqu asngvzar‘;' (BéD) (BéD) 2 2 2 or:ge vfeek }"(’)e\z'; week or:ge
GG e G T B v om0 @D 0 B o
on/1 on/1 M triple- - colore  colorect in renal on/2 on/2 K K K week M tiple-  colore  WOSK
week week sma negati ctal al colore cell week week wee wee wee (Qw) sma negati ctal (Qw)
off off |3?1” ve cancer  cancer ctal carcino offin offin zf(f,r;n ?,E:j t(:if f||:_ |3?1” ve cancer
9 breast (CRC) (CRC) cancer ma colore colore I I P i 9 breast (CRC)
cancer  cancer (CRC)  (RCC) ctal ctal sma sma negatt cancer  cancer

cell

cell

ve
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(NSCL  (TNBC cancer  cancer lung lung breast (NSCL  (TNBC
C) ) (CRC) (CRC) cancer cancer cancer C) )
(NSCL  (NSCL  (TNBC
C) C) )
Numbe
r of
Partici
pants
Analyz 1 2 3 2 32 24 11 7 2 1 1 1 6 3 9 1
ed
[units:
partici
pants]
Number of participants with anti-drug antibodies (ADA) against PDR001
(units: participants)
Count of Participants (Not Applicable)
1 2 3 2 4 0 1 1 0 0 1 6 3 9 1
(100% (100% (100 (100 (100  (12.5% ; (16.67 . (14.2 ; . . (100 (100 (100 (100 (100
) ) %) %) %) (20%) %) (%) 9%) (50%) (%) (%) %) %) %) %) %)
Safety Results
All-Cause Mortality
PDR
PDR 001+ PDRO PDRO PDRO PDRO
001 + LBH 01+ PDRO PDRO 01+ PDRO PDR PDR PDRO PDR PDR 01+ 01+
LBH 589 RADO 01+ 01+ HDM PDR ¢4 001+ PDR (gq 01+ PDRO 001+ 944 LCL1T LCL1 PDR
589 10 015 RADO RADO 201 001+ ppm QBM 001+ + QBM 01+ LCL1 |ci1 61 61 001 +
10 mg mg 015 015 60 HDM 201 076 QBM Qg 076 QBM 61 61 600 600 LCL1
mg TIW Qw mg mg mg 201 60 75 076 MO07 150 076 300 600 mg mg 61 All
TIW owk NSCL Qw QW (RDE) 100 mg mg 150 675 mg 75 mg mg Qw Qw 900 partici
on/1 wk N= N= N= N= CRC = CRC NSC C TNBC = NSC = = Qw N=
wk off 27 35 36 32 N=5 RCC 11 N=7 LC N= N= 10 LC 32 27 N=6 298
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off N= N= N= =

N=7 10 24 2 25

PDRO PDRO PDR0O0 PDR0O0 PDR00 PDR0O0 PDRO PDRO PDRO  PDRO PDR PDRO0O PDRO0O PDRO PDRO PDR00 PDR0O0O PDRO All
01 01 1400 1400 1400 1400 01 01400 01 01 001 1400 1400 01 01 1400 1400 01 particip
400 400 mg mg mg mg 400 mg 400 400 400 mg mg 400 400 mg mg 400 ants in
mg mg every every every every mg every mg mg mg every every mg mg every every mg the

every every 4 4 4 4 every 4 every every every 4 4 every every 4 4 every study
4 4 weeks weeks weeks weeks 4 weeks 4 4 4 weeks weeks 4 4 weeks weeks 4

weeks weeks  (Q4W) (Q4W)  (Q4w) (Q4W) weeks (Q4W) weeks weeks week (Q4W) (Q4W) weeks weeks (Q4W) (Q4W)  weeks

(Q4W  (Q4w in in in in (Q4w in (Q4w (Q4w s in in (Q4wW  (Q4w in in (Q4w
)in )in combin  combin  combin  combin )in combi )in )in (Q4 combin  combin )in )in combin  combin )in

combi combi ation ation ation ation combi nation combi combi W) in ation ation combi combi ation ation combi

nation  nation with with with with nation with nation  nation  comb with with nation  nation with with nation

with with everoli  everoli  everoli HDM2 with HDM2 with with inato QBMO  QBMO with with LCL16  LCL16 with
panob  panob mus 5 mus 5 mus 5 0160 HDM2 0160 QBMO  QBMO n 76 150 76 75 LCL1 LCL1 1600 1600 LCL1

Arm/ inosta  inosta mg mg mg mg 01 mg 76 75 76 with mg mg 61 61 mg mg 61
G t10 t10 once once once (recom 100 (reco mg 150 QBM twice twice 300 600 once once 900
rou mg mg per per per mende mgon mmen twice mg 076 daily daily mg mg per per mg
p three three week week week d dose Day 1 ded daily twice 75 (BID)2 (BID)2 once once week week once
Desc times times (Qw) (Qw) (Qw) for and dose (BID) daily mg week week per per (Qw) (Qw) per
riptio a a in non- in in expans Day8 for 2 (BID) twice on/2 on/2 week week in in week
week week small triple- colorec ion)on every expan week 2 daily week week (QW) (Qw) triple- colorec (Qw)
n (TIW) (TIwW) cell negativ tal Day 1 cycle sion) on/2 week (BID) off in off in in negativ tal
1 2 lung e cancer and in on week on/2 2 non- triple- non- e cancer
week  weeks  cancer breast (CRC) Day 8 colore Day 1 off in week week small negativ small breast (CRC)
on/1 on/1 (NSCL  cancer every ctal and colore off in on/2 cell e cell cancer
week week C) (TNBC cycle cance Day 8 ctal colore  week lung breast lung (TNBC
off off ) in r every cance ctal off in cancer  cancer cance )
colorec  (CRC) cycle r cance non- (NSCL  (TNBC r
tal in (CRC) r small C) ) (NSC
cancer renal (CRC) cell LC)
(CRC) cell lung
carcin canc
oma er
(RCC) (NSC
LC)

Total 34 7(7 14 164 174 113 24 7(29 76 68 00O 1(10 1(10 44 4(1 144 1405 2(3 127 (
parti 286 0.00 0.74 5.71 7.22 438 0.00 .17% 364 571 .00 0.00 0.00 0.00 6.00 3.75 1.85 3.33 4262
cipa %) %) %) %) %) %) %) ) %) %) %) %) %) %) %) %) %) %) %)
nts
affec
ted
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Serious Adverse Events by System Organ Class

Time Frame

From first dose of study treatment up to 150 days after last dose in each treatment period. The median duration of exposure to study
treatment ranged between 8 and 9.15 weeks in Treatment Period 1 and between 5 and 42.05 weeks in Treatment Period 2.

Additional
Description

Any sign or symptom that occurs during the study treatment plus 150 days after last dose in each treatment period.

Source Vocabulary

for Table Default

MedDRA (25.0)

Assessment Type
for Table Default

Systematic Assessment

PDR PDR
001 001
+ +
LBH LBH PDR PDR PDR PDR PDR PDR
589 589 PDR PDR 001+ PDR 001+ PDR PDR 001 PDR 001+ 001+ 001 PDR
10 10 001+ 001+ PDR HDM 001 HDM 001 001 + PDR PDR 001 LCL1 LCL1 + 001
mg mg RAD RAD 001 + 201 + 201 + + QBM 001+ 001+ + 61 61 LCL +
TIW TIW 0015 0015 RAD 60 HDM 60 QBM QBM 076 QBM QBM LCL 600 600 161 LCL
1wk 2wk mg mg 0015 mg 201 mg 076 076 75 076 076 161 mg mg 600 161 All
on/1 on/1 Qw Qw mg (RDE 100 (RDE 75 150 mg 150 75 300 Qw Qw mg 900 partic
wk wk NSC TNB Qw ) mg ) mg mg NSC mg mg mg NSC TNB Qw mg ipant
off off LC (o3 CRC CRC CRC RCC CRC CRC LC NSC TNB Qw LC (o3 CRC Qw s
N= N= = N= N= N= N= N= N= N= N= LC C N= = N= N= N= N=
7 10 27 35 36 32 5 24 1 7 2 N=1 N=1 10 25 32 27 6 298
PDRO PDRO PDRO PDRO PDRO PDRO PDRO PDRO PDRO PDRO PDRO PDRO PDRO PDRO  PDRO PDRO PDRO PDRO All
01 01 01 01 01 01 01 01 01 01 01 01 01 01 01 01 01 01 particip
400 400 400 400 400 400 400 400 400 400 400 400 400 400 400 400 400 400 ants in
mg mg mg mg mg mg mg mg mg mg mg mg mg mg mg mg mg mg the
every  every every every every every  every every every every every every every every every every every  every study
4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Arm/Grou week week weeks weeks weeks weeks week weeks  week week week weeks  weeks  week weeks  weeks week week
s s (Q4W) (Q4W) (Q4w) (Q4w s (Q4w s s s (Q4W)  (Q4W) s (Q4wW)  (Q4w) s s
p (Q4wW  (Q4wW in in in )in (Q4w )in (Q4W  (Q4W  (Q4W in in (Q4W in in (Q4W  (Q4W
Descriptio )in )in combi combi combi combi )in combi )in )in )in combi combi )in combi combi )in )in
n combi combi  nation nation nation nation combi  nation combi combi combi  nation nation  combi  nation nation  combi  combi
nation  nation with with with with nation with nation nation  nation with with nation with with nation  nation
with with everoli everoli everoli HDM2 with HDM2 with with with QBMO  QBMO with LCL16  LCL16 with with
pano pano mus5 mus5 mus 5 0160 HDM 0160 QBM QBM QBM 76 7675 LCL1 1600 1600 LCL1 LCL1
binost  binost mg mg mg mg 201 mg 076 076 076 150 mg 61 mg mg 61 61
at 10 at 10 once once once (reco 100 (reco 75 150 75 mg twice 300 once once 600 900
mg mg per per per mmen mg mmen mg mg mg twice daily mg per per mg mg
three three week week week ded on ded twice twice twice daily (BID) once week week once once
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times times (Qw) (Qw) (Qw) dose Day 1 dose daily daily daily (BID) 2 per (Qw) (Qw) per per
a a in in in for and for (BID) (BID) (BID) 2 week week in in week week
week week non- triple- colore expan Day8 expan 2 2 2 week on/2 (Qw) non- triple- (Qw) (Qw)
(TIW)  (TIW) small negati ctal sion) every sion) week week week on/2 week small negati in
1 2 cell ve cancer on cycle on on/2 on/2 on/2 week off in cell ve colore
week week lung breast (CRC) Day 1 in Day 1 week week week off in triple- lung breast ctal
on/1 son/1 cancer cancer and colore and off in off in off in non- negati cancer cancer cance
week week  (NSCL (TNB Day 8 ctal Day 8 colore colore non- small ve (NSCL (TNB r
off off C) C) every cance  every ctal ctal small cell breast C) C) (CRC
cycle r cycle cance cance cell lung cancer )
in (CRC in r r lung cancer (TNB
colore ) renal (CRC (CRC cance (NSCL C)
ctal cell ) ) r C)
cance carcin (NSC
r oma LC)
(CRC) (RCC)
Total 6(8 8(8 13(4 133 15(4 7(2 2@ 9(3 4(3 5(7 1( 1(10 1(10 6(6 12(4 134 8(2 233 126(

participant 571 0.00 815 7.14 167 1.88 000 750 6.36 143 000 000 000 000 800 063 963 333 4228
saffected %) %) %) %) %) %) %) %) %) %) %) %) %) %) %) %) %) %) %)

Blood and
lymphatic
system

disorders

Anaemia 0(0. 0(0. 0(0. 0(. 0(. 0(. 0(. 0(. 1(9 0(. 0(. 0(0. 0(. 1(1 0(. 0. 0(. 0(. 2(0.6
00% 00% 00%) 00%) 00%) 00% 00% 00% 09% 00% 00% 00%) 00%) 0.00 00%) 00%) 00% 00%  7%)

Haemato 0(0. 0(0. 0(0. 0(. 0(. 0(. 0(. 0(. 0. 0(. 0. 0(. 0@ 0(. 00 0@ 1(3. 0(0. 1(03
toxicity ~ 00% 00% 00%) 00%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) 70% 00% 4%)

) ) ) ) ) ) ) ) ) ) )
Neutrope 1(1 0(. 0(. 0. O0(. 0. 0. 0 0O 0O 0O 0O 0. o0 0 o0@©O 0O o0(@ 1(0.3
nia 429 00% 00%) 00%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) 00% 00% 4%)
%) ) ) ) ) ) ) ) ) ) )
Pancyto 0. 0. 0O 00O 0 00O o0 144 0O o0(O. 0O O0O. 0O 0O 0O 0O 0O 0@ 1(03
penia 00% 00% 00%) 00%) 00%) 00% 00% 17% 00% 00% 00% 00%) 00%) 00% 00%) 00%) 00% 00% 4%)
) ) ) ) ) ) ) ) ) ) )
Cardiac
disorders
Atrial 0. 0. 1(3. 0. 0 0O 0O 00O 0O o0(O. 0O O0O. 0O 0O 0. 0O 1(3. 0(O. 2(0.b
fibrillatio 00% 00% 70%) 00%) 00%) 00% 00% 00% 00% O00% 00% 00%) 00%) 00% 00%) 00%) 70% 00% 7%)
n ) ) ) ) ) ) ) ) ) ) )
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Cardiac 0. 0. 0. 1(2. 0. 0. 0. 00O 0O o0(O. 0O O0O. 0O 0MO. 14 0. 0. 0. 2(0.b
tampona 00% 00% 00%) 86%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) 00% 00% 7%)
de ) ) ) ) ) ) ) ) ) ) )
Pericardi 0(0. 0. 0. 1(. 0. 0. O0(. 0. 0O 0O 0. 0. 0O 0O 0@O. 1(3. 0. 0 2(0.6
al 00% 00% 00%) 86%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 13%) 00% 00% 7%)
effusion ) ) ) ) ) ) ) ) ) ) )
Suprave 0(0. 0(. O0(. O0(. oO0¢(. 0 0O 0 O0(O. 0O 0O 0O 00O 0O 0O 1(3 0. 0. 1(0.3
ntricular 00% 00% 00%) 00%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 13%) 00% 00% 4%)
tachycar ) ) ) ) ) ) ) ) ) ) )
dia
Tachycar 0(0. 0(. O0(. o0¢(. 0. 1(3. 0. O0(. 0(O. 0. 0O 0O 0O 0O 0O O0MO. 1(3. 0(O. 2(0.6
dia 00% 00% 00%) 00%) 00%) 13% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) 70% 00% 7%)
) ) ) ) ) ) ) ) ) ) )
Endocrine
disorders
Adrenal 0. 0. 0. 00O 0 00O 0O 144 0O o0(O. 0O 0O 0O 0O 0O o0 0O 0@ 1(03
insufficie  00% 00% 00%) 00%) 00%) 00% 00% 17% 00% 00% 00% 00%) 00%) 00% 00%) 00%) 00% 00% 4%)
ncy ) ) ) ) ) ) ) ) ) ) )
Eye
disorders
Keratitis 0. 0. 0O 00O o0 0O o0 00O 0O 0O 0O O0O. o0(O. 0O O0MO. 13 0. 0. 1(03
00% 00% 00%) 00%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 13%) 00% 00% 4%)
) ) ) ) ) ) ) ) ) ) )
Photoph 0(0. 0. 0. 0. 1(. 0. 0(. 0. 0O 0. 0. 0. 0O 0O 0. 0O O0O 0@ 1(03
obia 00% 00% 00%) 00%) 78%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) 00% 00% 4%)
) ) ) ) ) ) ) ) ) ) )
Gastrointe
stinal
disorders
Abdomin 0(0. 2(2 0(. 0. O0(. 0. 0(O. 1(¢4. 0(O. 0(O. 0. 0(O. 0. o0 0 o0@O o0@O. 1(1 4013
al pain 00% 0.00 00%) 00%) 00%) 00% 00% 17% 00% 00% 00% 00%) 00%) 00% 00%) 00%) O00% 6.67 4%)
) %) ) ) ) ) ) ) ) ) %)
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Abdomin 0(. 0. 0(. 0. 1(2. 0. o0(. 0. 0. 0 O0© o0 0O O0© o0 o0 0@ ©o0(@ 1(.3
al pain 00% 00% 00%) 00%) 78%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) 00% 00% 4%)
lower ) ) ) ) ) ) ) ) ) ) )
Abdomin 0(. 0. 0(. O0(©. 1(2. 0(. o0(. 0. 0. 0 0@ o0 0O 00 o0 0 0@ ©o0(@ 1.3
al pain 00% 00% 00%) 00%) 78%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) 00% 00% 4%)
upper ) ) ) ) ) ) ) ) ) ) )
Constipa 0(0. O0(. 0. 0. 2(%. 0. 0. 0. 0 o0 0O 0O o0 0O 0O 0O 0. 0(. 2(.6
tion 00% 00% 00%) 00%) 56%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) 00% 00% 7%)
) ) ) ) ) ) ) ) ) ) )
Diarrhoe 1(1 0(. O0(. 0. 0(. 0. O0(. o0 0 o0 o0 oO0©O O0O o0 0O o0 O0@ 0@ 1(.3
a 429 00% 00%) 00%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) 00% 00% 4%)
%) ) ) ) ) ) ) ) ) ) )
Gastric 0. 0(0©. 13 0. 0 0@ o0 0O o0 0O 0O O0© o0O 0O O0@© 0O 0O 0@ 1(03
ulcer 00% 00% 70%) 00%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) 00% 00% 4%)
) ) ) ) ) ) ) ) ) ) )
Gastront 1(1 0(. 0(. 0. 0. 0 0. 1(4. 0 o0 o0 00O o0 0O 0O 0O o0 o0(. 2(.6
estinal 429 00% 00%) 00%) 00%) 00% 00% 17% 00% 00% 00% 00%) 00%) 00% 00%) 00%) 00% 00% 7%)
haemorr %) ) ) ) ) ) ) ) ) ) )
hage
lleus 0. 0. o0 o0 O0© 00 0 0O 0O 1(* 0. 00 o0 0O O0@© 0O o0 0@ 1(03
00% 00% 00%) 00%) 00%) 00% 00% 00% 00% 4.29 00% 00%) 00%) 00% 00%) 00%) 00% 00% 4%)
) ) ) ) ) ) %) ) ) ) )
Intestinal 0. 1(1 0. O0(. O0(. o0 0 ©O0(© O0(O 0 0 o0 0O 00O o0 0O 1(3 0. 2.6
obstructi  00% 0.00 00%) 00%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) 70% 00% 7%)
on ) %) ) ) ) ) ) ) ) ) )
Nausea 0. 0. 13 0. 1(2 0. 0. 0. 0. 0. 0O 00 ©0O. 0O 0O 0O 0O 0 2(.6
00% 00% 70%) 00%) 78%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) 00% 00% 7%)
) ) ) ) ) ) ) ) ) ) )
Obstructi 0(. O0(. 0. 0. ©0(©. 1. 0. 0. 0O o0 0O 0O o0 0O 0O o0 0O 0(. 1(3
on 00% 00% 00%) 00%) 00%) 13% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) 00% 00% 4%)
gastric ) ) ) ) ) ) ) ) ) ) )
Pancreat 0(. 1(1 0. 0. 0(. 0. O0(. o0 0 o0 O0@ 0O O0© o0 oO0©O o0 O0@ 0@ 1(.3
itis 00% 0.00 00%) 00%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) 00% 00% 4%)
) %) ) ) ) ) ) ) ) ) )
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Proctalgi 0(. 0. 0. 0. 1(. 0. O0(. 0. 0O 0. 0. 0. 0O 0O 0O 0O O0O 0@ 1(.3

a 00% 00% 00%) 00%) 78%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) O00% 00% 4%)
) ) ) ) ) ) ) ) ) ) )

Rectal 0. 0. 0O 00O 2(. 0(0O. 0. 00O 0O o0(O. 0O O0O. 0O 0O 0. 0O O0(O. 0@ 2(0.6

haemorr 00% 00% 00%) 00%) 56%) 00% 00% 00% 00% O00% 00% 00%) 00%) 00% 00%) 00%) O00% 00% 7%)

hage ) ) ) ) ) ) ) ) ) ) )

Small 0. 0. 00O 0O 1(2. 0. 0. 0(O. 0O o0(O. 0O 0O 0O 0O 0. 0O o0 0 1(.3

intestinal 00% 00% 00%) 00%) 78%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) 00% 00% 4%)

obstructi ) ) ) ) ) ) ) ) ) ) )

on

Vomitng 0. 1(1 O0¢(. 0(©. 2(%,. 13 0. 0(. 0(O. 0. 0O 0O 0O 0O 0O o0 o0 0@ 4@n3
00% 0.00 00%) 00%) 56%) 13% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) O00% 00% 4%)
) %) ) ) ) ) ) ) ) ) )

General

disorders

and

administra

tion site

conditions

Asthenia 0(. 0. 0(©. 0. 0 13 0. 0O 0O 0O ©O0¢(O. 0. 0. 0O 0. 0O 0. 0@ 1(.3
00% 00% 00%) 00%) 00%) 13% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) 00% 00% 4%)
) ) ) ) ) ) ) ) ) ) )

Breakthr 0(0. 0(. 0(. 1(2. 0(. 0. 0. 0 0O 0O o0 0O 0. o0 0 o0 0O o0(@O 1(03

ough 00% 00% 00%) 86%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) 00% 00% 4%)

pain ) ) ) ) ) ) ) ) ) ) )

Fatigue 0. 0 0. 00O 0O 13 0. 00O 0 o0(O. 0O O0O. 0O 0O 0O o0 0O 0@ 1(03
00% 00% 00%) 00%) 00%) 13% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) O00% 00% 4%)
) ) ) ) ) ) ) ) ) ) )

General 0. 0. 0O 00O 0 o0 o0 00O 0O 0O 0O O0O. 0O 0O 0@O. 138 0(MO. 1(1 2(0b

physical 00% 00% 00%) 00%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 13%) 00% 6.67 7%)

health ) ) ) ) ) ) ) ) ) ) %)

deteriora

tion
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Malaise 0. 0@ 0 O o0 0O 00 0O O0M 00O 00O 00O O00O 1(*+ O0O. 0O 0@ o0@© 1(.3
00% 00% 00%) 00%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 0.00 00%) 00%) 00% 00% 4%)
) ) ) ) ) ) ) ) %) ) )
Multiple 0. 0. 0 O0 0O 1(3. 0. 0O 0 0O 00O 00O o0 o0 o0 0O 0O o0@©O 1(:.3
organ 00% 00% 00%) 00%) 00%) 13% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) 00% 00% 4%)
dysfuncti ) ) ) ) ) ) ) ) ) ) )
on
syndrom
e
Non- 0. 0. 0. 1(2. 0. 0. 0. 0O 00O 1(* 0O 0. o0 o0 0O 0O 0. 0. 2(.6
cardiac 00% 00% 00%) 86%) 00%) 00% 00% 00% 00% 4.29 00% 00%) 00%) 00% 00%) 00%) 00% 00% 7%)
chest ) ) ) ) ) ) %) ) ) ) )
pain
Pyrexia 0. 0@©. 13 1(2. 1(2. 1(3. 0. 0(O. 00O 1(* 0. 0. o0 o0 28 0(O. 0. 0. T7(23
00% 00% 70%) 86%) 78%) 13% 00% 00% 00% 4.29 00% 00%) 00%) 00% 00%) 00%) 00% 00% 5%)
) ) ) ) ) ) %) ) ) ) )
Hepatobili
ary
disorders
Autoimm 0(. 0. 0¢(. 0. 1(2. 0. 0(. O0(. 0. 0. 0. 0O o0 o0 o0 o0 o0 ©O0(@O 1(0.3
une 00% 00% 00%) 00%) 78%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) 00% 00% 4%)
hepatitis ) ) ) ) ) ) ) ) ) ) )
Bileduct 0(. 0(. O0(. 0. O0(. 0. 0. 0O 0O o0 0O 0O 0. o0 0 o0@O 1(3. 0 1(03
stenosis 00% 00% 00%) 00%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) 70% 00% 4%)
) ) ) ) ) ) ) ) ) ) )
Cholangi 1(1 0. O0(. 0. 1(. 0(. 0. 0(O. 0O 1(* 0. 0. 0O o0 o0 00O 0O 0O 3(1.0
tis 429 00% 00%) 00%) 78%) 00% 00% 00% 00% 4.29 00% 00%) 00%) 00% 00%) 00%) 00% 00% 1%)
%) ) ) ) ) ) %) ) ) ) )
Cholecys 0. 0. O0(. 0. 1(2. o0(. 0. 0. 0 o0 00O o0 O0O o0 oO0@©O 0O 0O 0@© 1(.3
titis 00% 00% 00%) 00%) 78%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) 00% 00% 4%)
) ) ) ) ) ) ) ) ) ) )
Cholesta 0(. 0. O0(. 0. 1(2. o0(. 0. 0. 0. 0. 0O o0 o0 o0 o0 0O 0. 0O 1(.3
sis 00% 00% 00%) 00%) 78%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) 00% 00% 4%)
) ) ) ) ) ) ) ) ) ) )
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Hepatic 0. 0. 0O 00O 0 00O o0 00O 0O 0O 0O O0O. 0O 0O O0@O. 1(3. 0. 0. 1(03
function 00% 00% 00%) 00%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 13%) 00% 00% 4%)
abnorma ) ) ) ) ) ) ) ) ) ) )
|
Hyperbili 11 0. 0. 0. 0 o0 O0O 00O 0O o0(O. 0O O0O. 0O 0O 0. 0O 0O 0@ 1(.3
rubinae 429 00% 00%) 00%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) O00% 00% 4%)
mia %) ) ) ) ) ) ) ) ) ) )
Hypertra 0(0. 0(. 0. 0. 1(. 0. 0(. 0. 0. 0O o0 O0¢(O. o0(O. 0. 0. 0O 0. 0@ 1(.3
nsamina 00% 00% 00%) 00%) 78%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) 00% 00% 4%)
saemia ) ) ) ) ) ) ) ) ) ) )
Jaundice 1(1 0(. O0¢(. 0(. 0. O0(. 0. O0(. 0. 0. 0O 0O 0O 0O 0O o0 o0 00O 1(0.3
cholestat 4.29 00% 00%) 00%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) 00% 00% 4%)
ic %) ) ) ) ) ) ) ) ) ) )
Infections
and
infestation
s
Abdomin 0(. 0(. O0(. 0. 0. 0. 0. 0 0O o0 o0 00O 00O 1(* O0(. o0 0O 0@ 1(03
al 00% 00% 00%) 00%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 0.00 00%) 00%) 00% 00% 4%)
abscess ) ) ) ) ) ) ) ) %) ) )
Abdomin 0. 1(1 0(. 0. 0. 0. 0. 0 0O o0 o0 00O 1(10 0. 0. 0O 13 0. 3(10
al 00% 0.00 00%) 00%) 00%) 00% 00% 00% 00% O00% 00% 00%) 0.00 00% 00%) 00%) 70% 00% 1%)
infection ) %) ) ) ) ) ) ) %) ) ) )
Abdomin 0(. 0(. 0(. 0. 1(. 0. 0(. 0. 0O o0 o0 o0 0O o0 0 o0 0O 0@ 1(03
alsepsis 00% 00% 00%) O00%) 78%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) 00% 00% 4%)
) ) ) ) ) ) ) ) ) ) )
Acute 0. 0. 0O 00O 0 00O o0 00O 0O 0O 0O O0O. 0O 0MO. 14 0. 0. 0 1(03
sinusitis 00% 00% 00%) 00%) 00%) O00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) O00% 00% 4%)
) ) ) ) ) ) ) ) ) ) )
Cellulits 0(0. O0(. O0(. O0(. O0¢(. 0 0O 0 ©O0(O. 0O 0O 00O 00O 00O 14 0O 0O 0. 1(0.3
00% 00% 00%) 00%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) O00% 00% 4%)
) ) ) ) ) ) ) ) ) ) )
Device 0. 00 0. 1(2. 0. 0(0O. 0. 00O 0O o0(O. 0O o0 0O 0O 0. 0O 0O 0 1(.3
related 00% 00% 00%) 86%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) O00% 00% 4%)
infection ) ) ) ) ) ) ) ) ) ) )
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Diverticul 0(. 1(1 0. 0(. O0(. 0. 0. 0O 0O o0 0O 0O 0O 0O 0O o0 0O ©o0(@ 1(0.3

itis 00% 0.00 00%) 00%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) O00% 00% 4%)
) %) ) ) ) ) ) ) ) ) )

Enteroba 0(0. 0(. 0. 0(. 1(. 0(. 0. 0O 0O o0 o0 O0@© 0O 0O 0 o0 o0 0@ 1(0.3

cter 00% 00% 00%) 00%) 78%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) O00% 00% 4%)

infection ) ) ) ) ) ) ) ) ) ) )

Erysipela 0(0. 0(. 0(. O0(. O0(. O0(. 0. O0(. 0O 0O o0 0O 00O 1(* O0(. 0. o0(. 0(. 1(03

s 00% 00% 00%) 00%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 0.00 00%) 00%) 00% 00% 4%)
) ) ) ) ) ) ) ) %) ) )

Febrile 0. 0. 0. 0 1(2. 0. 0. 0O 0 o0 00O o0 o0 o0 o0 0O 0. 0O 1(03

infection  00% 00% 00%) 00%) 78%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) 00% 00% 4%)
) ) ) ) ) ) ) ) ) ) )

Gastroen 0(0. 0(. O0(. O0(0. o0(. O0(. 0. 0O 0 o0 0O o0 O0@O O0@O o0@O. 13 0O 0O 1(03

teritis 00% 00% 00%) 00%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 13%) 00% 00% 4%)
) ) ) ) ) ) ) ) ) ) )

Lower 0. 0. 0(O. o0 0O o0 o0 0O O 0O 00O o0 o0 O0@O 28 0(0O. 0. 0O 2(06

respirato  00% 00% 00%) 00%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) O00% 00% 7%)

ry tract ) ) ) ) ) ) ) ) ) ) )

infection

Nosoco 0. 0. 0. o0 0O O0@O 0 14 0O o0 00O o0 o0 O0@O o0 0O o0 o0@© 1(03

mial 00% 00% 00%) 00%) 00%) 00% 00% 17% 00% 00% 00% 00%) 00%) 00% 00%) 00%) 00% 00% 4%)

infection ) ) ) ) ) ) ) ) ) ) )

Peritonitt 0(0. 0(. 0. 0(. O0(. 0. 0. 0O 0O o0 0O 0O 00O 1(* 0. 0O 0. 0@ 1(03

s 00% 00% 00%) 00%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 0.00 00%) 00%) 00% 00% 4%)
) ) ) ) ) ) ) ) %) ) )

Pneumo 0. 1(1 3(11 1(2. 1(. 0. 0(©. 14 00O 1(1 0. 1(10 0. 0. 4(16 0(O. 0(. O0(. 13(4.

nia 00% 0.00 .11% 86%) 78%) 00% 00% 17% 00% 4.29 00% 0.00 00%) 00% .00% 00%) O00% 00% 36%)
) %) ) ) ) ) ) %) ) %) ) ) ) )

Pneumo 0(. 0(. 0. 0. 1(2. 0(. 0. O0(. 0. 0. 0(O. 0O 0O 0O 0O o0 0. 0. 1(0.3

nia 00% 00% 00%) 00%) 78%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) 00% 00% 4%)

aspiratio ) ) ) ) ) ) ) ) ) ) )

n

Pyelone 0. 0. 0. 1(2. 0(. O0(. 0. 0(O. O0(O. 0. 0O 0O o0 o0 0O 00O o0 0@ 1(03

phritis 00% 00% 00%) 86%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) O00% 00% 4%)
) ) ) ) ) ) ) ) ) ) )
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Sepsis 0. 1(1+ 0. 1(2. 1(2. 0. 0(O. 0(0O. 0O 0. 0O 0. 0O 0O 0. 0O O0O 0@ 3(1.0
00% 0.00 00%) 86%) 78%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) 00% 00% 1%)
) %) ) ) ) ) ) ) ) ) )
Septic 0. 22 0. 00O 0 00O 0O 14 0O o0(O. 0O O0¢(O. 0O 0O 0O 0O 0O 0@ 3(1.0
shock 00% 0.00 00%) 00%) 00%) 00% 00% 17% 00% 00% 00% 00%) 00%) 00% 00%) 00%) 00% 00% 1%)
) %) ) ) ) ) ) ) ) ) )
Urinary 2(2 0. 0. 2(%. 1(2. 00 12 00O. 0O 00O 0. 0. o0(O. 1(1 0. 0. 1(3. 0(. 8(26
tract 8.57 00% 00%) 71%) 78%) 00% 0.00 00% 00% 00% 00% 00%) 00%) 0.00 00%) 00%) 70% 00% 8%)
infection %) ) ) %) ) ) ) ) %) ) )
Wound 0. 0. 0. o0 o0(O. o0 o0 0O 0 o0 00O o0 o0 O0@O o0@MO. 13 0O 0O 1(0.3
infection 00% 00% 00%) 00%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 13%) 00% 00% 4%)
) ) ) ) ) ) ) ) ) ) )
Injury,
poisoning
and
procedura
|
complicati
ons
Femur 0. 0. 13 00O 0 0O o0 00O 0O 0O 0O O0O. 0O 0O 0. 0O o0 0 1(.3
fracture 00% 00% 70%) 00%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) 00% 00% 4%)
) ) ) ) ) ) ) ) ) ) )
Hip 0. 0. 0. o0 o0(O. o0 0O 0O 1(9. 0. 0(O. 0. o0 0O 0O 0O 0O 0O 1(0.3
fracture 00% 00% 00%) 00%) 00%) 00% 00% 00% 09% 00% 00% 00%) 00%) 00% 00%) 00%) 00% 00% 4%)
) ) ) ) ) ) ) ) ) ) )
Humerus 0(. 0. 1(3. 0(. 0. 0. o0 0O 0O o0 0O 0O 0O o0 0 o0 0O o0(@O 1(03
fracture 00% 00% 70%) 00%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) O00% 00% 4%)
) ) ) ) ) ) ) ) ) ) )
Wrist 0. 00 0O 00O 0 00O o0 0O 1(9. 0(O. 0. 0. 0O 0O 0. 0O 0O 0@ 1(03
fracture 00% 00% 00%) 00%) 00%) 00% 00% 00% 09% 00% 00% 00%) 00%) 00% 00%) 00%) O00% 00% 4%)
) ) ) ) ) ) ) ) ) ) )

Investigati
ons
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Alanine 0. 0. 0O 00O 2(. 0(0O. 0. 00O 0O o0(O. 0O O0(O. 0O 0O 0. 0O o0 0@ 2(0.b

aminotra 00% 00% 00%) O00%) 56%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) 00% 00% 7%)

nsferase ) ) ) ) ) ) ) ) ) ) )

increase

d

Aspartat 11 0@©. 0. 0@ 2(. 0. 0. o0(O. 0O o0(O. 0O O0¢O. 0O 0O 0. 0O 0O 0@ 3(1.0

e 429 00% 00%) 00%) 56%) 00% 00% 00% 00% O00% 00% 00%) 00%) 00% 00%) 00%) O00% 00% 1%)

aminotra %) ) ) ) ) ) ) ) ) ) )

nsferase

increase

d

Blood 0. 1(1+ 0. 1(2. 2(. 0. 0. 0(O. 0O o0(O. 0O 0. 0O 0O 0. 0O 0O 0@ 4013

bilirubin 00% 0.00 00%) 86%) 56%) 00% 00% 00% 00% O00% 00% 00%) 00%) 00% 00%) 00%) O00% 00% 4%)

increase ) %) ) ) ) ) ) ) ) ) )

d

Blood 0. 0. 0O 00O 1(2. 0. 0. 0(0O. 0O o0(O. 0O O0¢(O. 0O 0O 0. 0O 0O 0@ 1(03

creatinin - 00% 00% 00%) 00%) 78%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) 00% O00% 4%)

e ) ) ) ) ) ) ) ) ) ) )

increase

d

Electroc 0. 1(1 0. 0. 0. 0O 0O 00O 0O 0O 0O O0O. 0O 0O 0. 0O o0 0 1(.3

ardiogra 00% 0.00 00%) 00%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) O00% 00% 4%)

m QT ) %) ) ) ) ) ) ) ) ) )

prolonge

d

Metabolis

m and

nutrition

disorders

Acidosis 0(. 0. 0. 0. 0 13 0 0O 0O o0 O0(O. 0. o0(O. 0O 0. 0O o0 0 1(.3
00% 00% 00%) 00%) 00%) 13% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) O00% 00% 4%)
) ) ) ) ) ) ) ) ) ) )

Dehydrat 0(. 1(1 0. 0. O0(. 0. O0(. 0. 0O 0O o0 O0(O. 0. 0. 0. 0O o0 0@ 1(.3

ion 00% 0.00 00%) 00%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) O00% 00% 4%)
) %) ) ) ) ) ) ) ) ) )
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Electrolyt 0(. 1(1t 0. 0. 0. 0. 0. 0. 0O 0O 0. 0. o0(O. 0. 0. 0O O0O 0@ 1(.3
e 00% 0.00 00%) 00%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) O00% 00% 4%)
imbalanc ) %) ) ) ) ) ) ) ) ) )
e
Failure 0. 0. 0. 1(2. 0. 0. 0. 00O 0O o0(O. 0O O0O. 0O 0O 0. 0O o0 0@ 1(03
to thrive 00% 00% 00%) 86%) 00%) 00% 00% 00% 00% O00% 00% 00%) 00%) 00% 00%) 00%) O00% 00% 4%)
) ) ) ) ) ) ) ) ) ) )
Hypercal 0(0. 0. 0. 0. O0(. 0. O0(. o0(0O. 0 0O o0 O0(O. 0. 0. 0O 13 0. 0. 1(0.3
caemia 00% 00% 00%) 00%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 13%) 00% 00% 4%)
) ) ) ) ) ) ) ) ) ) )
Hypergy 0(. 1(1 0(. 0. O0(. 0. O0(. 0. 0. 0O o0 O0(O. o0(O. 0. 0O 0O 13 0. 2(0.6
caemia 00% 0.00 00%) 00%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) 70% 00% 7%)
) %) ) ) ) ) ) ) ) ) )
Hyperkal 0(. 0(. 0(. 0. 1(2. 0(. 0. 0(. 0. 0. 0O 0O 0. 0 0 o0 0O o0(@ 1(0.3
aemia 00% 00% 00%) 00%) 78%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) 00% 00% 4%)
) ) ) ) ) ) ) ) ) ) )
Hypokal 0. 1¢¢+ 0. 0. 0 0. 0O o0 0 o0(O. 0O O0¢O. 0O 0O 0O 0O 0O 0@ 1(3
aemia 00% 0.00 00%) 00%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) O00% 00% 4%)
) %) ) ) ) ) ) ) ) ) )
Hypopho 0(. 0. 0. 1(2. 0. 0. O0¢(. 0. 0 0. 0. 0. 0O 0. 0. 0O 0O 0@ 1(.3
sphatae 00% 00% 00%) 86%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) O00% 00% 4%)
mia ) ) ) ) ) ) ) ) ) ) )
Musculos
keletal
and
connectiv
e tissue
disorders
Arthralgi 0. 0. 0O 00O 0O 1(3 0. 00O 0O o0(O. 0O O0O. 0O 0O O0@O. 0O O0(O 0@ 1(03
a 00% 00% 00%) 00%) 00%) 13% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) O00% 00% 4%)
) ) ) ) ) ) ) ) ) ) )
Back 0. 0. 0O 00O 0 00O o0 00O 0O 0O 0O O0O. 0O 0O O0O. 13 0. 0. 1(03
pain 00% 00% 00%) 00%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 13%) 00% 00% 4%)

)

)

)

)

)

)

)

)
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Bone 0. 0. 0. 1(2. 0. 0. 0. 0O 0 00O 00O o0 o0 O0@O o0@O 13 0. 0O 2(.6
pain 00% 00% 00%) 86%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 13%) 00% 00% 7%)
) ) ) ) ) ) ) ) ) ) )
Muscular 0(. 0. 0. 0. 1(2. 0(. 0. 0(. 0. 0. o0 0O 00O 1(* O o0 o0 ©o0(@ 2(.6
weaknes 00% 00% 00%) 00%) 78%) 00% 00% 00% 00% 00% 00% 00%) 00%) 0.00 00%) 00%) 00% 00% 7%)
s ) ) ) ) ) ) ) ) %) ) )
Myalgia 0. 0. 0. o0 0O 1(3. 0. 0. 0 o0 00O o0 o0 o0 0O 0O 0O 0O 1(.3
00% 00% 00%) 00%) 00%) 13% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) 00% 00% 4%)
) ) ) ) ) ) ) ) ) ) )
Pain in 0. 0. 0. 0 1(2. 0. 0. 0O 0 o0 00O o0 o0 o0 o0 0O 0. 0O 1(03
extremity 00% 00% 00%) 00%) 78%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) 00% 00% 4%)
) ) ) ) ) ) ) ) ) ) )
Neoplasm
s benign,
malignant
and
unspecifie
d (incl
cysts and
polyps)
Tumour 0. 0. 0. o0 o0(O. o0 o0 0O O o0 00O o0 o0 oO0@O o0@MO. 13 0O 0O 1(0.3
pain 00% 00% 00%) 00%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 13%) 00% 00% 4%)
) ) ) ) ) ) ) ) ) ) )
Nervous
system
disorders
Cerebral 0. 0(. 1. 0(@. 0. O0(. 0. 0. 0 00O 00O 00O o0 o0 o0 00O 0O 0@© 1(.3
infarction 00% 00% 70%) 00%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) O00% 00% 4%)
) ) ) ) ) ) ) ) ) ) )
Cerebrov 0. 0(. 1. 0(@. o0¢(. O0(. 0. 0. 0 00O 00O o0 o0 o0 o0 00O 0O 0@© 1(.3
ascular 00% 00% 70%) 00%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) 00% 00% 4%)
accident ) ) ) ) ) ) ) ) ) ) )
Dizzines 0(. 0(. 0. O0(©. O0(. 0. o0 0 0O o0 o0 0O o0 o0 o0 o0@©O 0O 1(* 1(.3
S 00% 00% 00%) 00%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) 00% 6.67 4%)
postural ) ) ) ) ) ) ) ) ) ) %)
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Encepha 0(0. 0(0. 0(0. 0(. 0(. 0(. 0(. 0. 0(. 0(. 0. 0(. 0@© 1(1 0. 0(0. 0( 0. 1(03
lopathy ~ 00% 00% 00%) 00%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 0.00 00%) 00%) 00% 00% 4%)
) ) ) ) ) ) ) ) %) ) )

Headach 0(0. 0(0. 0(0. 0(. 1(2 0(0. 0(. 0(. 0(. 0(. 0(. 0(. 0(. 0(. 0. 0(0. 0( 0. 1(03
e 00% 00% 00%) 00%) 78%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) 00% 00%  4%)
) ) ) ) ) ) ) ) ) ) )

Hydroce 0(0. 0(0. 1(3. 0(. 0(. 0(. 0(. 0(. 0(. 0(. 0. 0(. 0@ 0(. 00 0(0. 0( 0. 1(03
phalus ~ 00% 00% 70%) 00%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) 00% 00%  4%)
) ) ) ) ) ) ) ) ) ) )

Intracran  0(0. 0(0. 1(3. 0(. 0(. 0(. 0(. 0(. 0(. 0(. 0(. 0(. 0(0. 0(0. 0. 0. 0( 0(O. 1(0.3

ial 00% 00% 70%) 00%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) 00% 00%  4%)
pressure ) ) ) ) ) ) ) ) ) ) )
Increase

d

Neuralgi 0(0. 0(. 0(. 0(. 0(. 0(0. 1(2 0(. 0(. 0(. 0( 0( 0(. 0(. 0(. 0(0. 0. 0(. 1(0.3
a 00% 00% 00%) 00%) 00%) 00% 0.0 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) 00% 00%  4%)

Seizure 0(0. 0(0. 0(. 0(. 0(. 0(. 0(. 0(. 0@ 0O 0@ 0@ 0O 1(1 0(. 0(. 0(. 0(. 1(03
00% 00% 00%) 00%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 0.00 00%) 00%) 00% 00%  4%)

Spinal 0(0. 0(0. 1(3. 0(. 0(. 0(. 0(. 3(1 0( 0. 1(5 0(0. 0(. 0(0. 14 0. 0(. 0(. 6(2.0

cord 00% 00% 70%) 00%) 00%) 00% 00% 250 00% O00% O0.00 00%) 00%) 00% 00%) 00%) 00% 00% 1%)
compres ) ) ) ) %) ) ) %) ) ) )
sion

Status  0(0. 1(1 0(. 0(. 0(. 0(. 0(0. 0(0. 0(0. 0. 0(. 00 0(0. 0( 0(. 0(. 0. 0(. 1(0.3
epileptic  00% 0.00 00%) 00%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) 00% 00%  4%)
us ) %) ) ) ) ) ) ) ) ) )

Product
issues

Device 0. 0(. o0(. 0O 0 0O o0 0O o0 0O 00O 0O o00O 1(1* 0. 0. 0. 0(. 1(03
malfuncti  00% 00% 00%) 00%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 0.00 00%) 00%) 00% 00% 4%)
on ) ) ) ) ) ) ) ) %) ) )
Psychiatri

c
disorders

Page 86



U, NOVARTIS

Clinical Trial Results Website

Confusio 0(. O0(. 0. 0. 1(2. 0 0O 1(¢4. 0. 0O 0O 0O 0O 0O 0(O. 0O 0. 0. 2(.6
nal state  00% 00% 00%) 00%) 78%) 00% 00% 17% 00% O00% 00% 00%) 00%) 00% 00%) 00%) 00% 00% 7%)
) ) ) ) ) ) ) ) ) ) )
Delirium 11 0©. 0. 0. 0 o0 O0O 00O 0O o0(O. 0O O0O. 0O 0O 0. 0O 0O 0@ 1(.3
429 00% 00%) 00%) 00%) 00% 00% 00% 00% O00% 00% 00%) 00%) 00% 00%) 00%) O00% 00% 4%)
%) ) ) ) ) ) ) ) ) ) )
Mental 0. 1(1 0. 0. 0 0O O0(O 00O 0O 0O 0O O0O. 0O 0O 0. 0O 0. 0 1(.3
status 00% 0.00 00%) 00%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) O00% 00% 4%)
changes ) %) ) ) ) ) ) ) ) ) )
Panic 0. 0. 0. o0 o0(O. o0 0. 0O O0(M 0. 00O o0 o0 O0@O. 14 0O 0. 0O 1(0.3
attack 00% 00% 00%) 00%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) O00% 00% 4%)
) ) ) ) ) ) ) ) ) ) )
Renal and
urinary
disorders
Acute 0. 0. 0O 0O 1(2. 0. 0. 0M0O. 1(9. 0(O. 0. 0. 0O 2(2 0. 0O 0O 0@ 4013
kidney 00% 00% 00%) 00%) 78%) 00% 00% 00% 09% 00% 00% 00%) 00%) 0.00 00%) 00%) O00% 00% 4%)
injury ) ) ) ) ) ) ) ) %) ) )
Hydrone 0(. 0. 0. 0. 1(. 0. O0(. 0. 0O 0. 0. 0. 0MO. 11 0. 0MO. 13 0@ 3(1.0
phrosis 00% 00% 00%) 00%) 78%) 00% 00% 00% 00% O00% 00% 00%) 00%) 0.00 00%) 00%) 70% 00% 1%)
) ) ) ) ) ) ) ) %) ) )
Urinary 0. 00 0O 00O 0 00O o0 00O 109 0. 0. 0. 0O 0O 0. 0O 0O 0@ 1(03
tract 00% 00% 00%) 00%) 00%) 00% 00% 00% 09% 00% 00% 00%) 00%) 00% 00%) 00%) O00% 00% 4%)
obstructi ) ) ) ) ) ) ) ) ) ) )
on
Respirator
y, thoracic
and
mediastin
al
disorders
Acute 0. 0. 0O 00O 0 0O o0 00O 0O 0O 0O o0 0O 0O 0. 0O 13 0. 1(03
respirato 00% 00% 00%) 00%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) 70% 00% 4%)
ry failure ) ) ) ) ) ) ) ) ) ) )
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Cough 0(0. 0(0. 0(. 0(. 0(. 0(. 0@ 0(0. 0(0. 0O 0. 00 0(0. 0( 0@ 0. 1(3. 0. 1(0.3
00% 00% 00%) 00%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) 70% 00%  4%)
) ) ) ) ) ) ) ) ) ) )
Dyspnoe 0(0. 2(2 2(7. 12 1( 1(3. 0. 0(. 0. 1(1 0(. 0(. 0(. 0(. 0. 2® 2(7. 0(0. 124
a 00% 0.00 41%) 86%) 78%) 13% 00% 00% 00% 4.29 00% 00%) 00%) 00% 00%) 25%) 41% 00% 03%)
) %) ) ) ) ) %) ) ) ) )
Epistaxis 0(0. 1(1 0(. 0(. 0(. 0(. 0(. 0. 0(. 0(. 0. 0(. 0@ 0(. 00 0(0. 0( 0. 1(03
00% 0.00 00%) 00%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) 00% 00%  4%)
) %) ) ) ) ) ) ) ) ) )
Haemopt 0(0. 1(1 0(. 0(. 0(0. 0(. 0(. 0(. 0( 0(. 0. 0(. 0@ 0(. 00 0@ 0( 0. 1(03
ysis 00% 0.00 00%) 00%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) 00% 00%  4%)
) %) ) ) ) ) ) ) ) ) )
Hypoxia 0(0. 0(0. 0(. 0(. 0(. 0(. 0(. 0(. 0(. 0(. 0. 0(. 0 0(. 0O 0@ 1(3 0(0. 1(03
00% 00% 00%) 00%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) 70% 00%  4%)
) ) ) ) ) ) ) ) ) ) )
Pleural 0(0. 0(0. 0(0. 2(. 1(2. 0(0. 0(0. 0(. 0(. 0(. 0(. 0(. 0. 0(. 14 1(3. 0 0(0. 5(16
effusion  00% 00% 00%) 71%) 78%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 13%) 00% 00%  8%)
) ) ) ) ) ) ) ) ) ) )
Prneumo 0(0. 0(0. 1(3. 0(. 0(. 0(. 0( 0O 0@ 1(1 0(0. 0(. 0. 0(. 0O 0(0. 2(7. 00. 4(13
nitis 00% 00% 70%) 00%) 00%) 00% 00% 00% 00% 4.29 00% 00%) 00%) 00% 00%) 00%) 41% 00%  4%)
) ) ) ) ) ) %) ) ) ) )
Pneumot 0(0. 0(0. 1(3. 0(. 0(. 0(. 0(. 0. 1( 0(. 0(0. 0(. 0. 0(. 0O 0(0. 0( 0(0. 2(06
horax 00% 00% 70%) 00%) 00%) 00% 00% 00% 09% 00% 00% 00%) 00%) 00% 00%) 00%) 00% 00%  7%)
) ) ) ) ) ) ) ) ) ) )
Pumona 1(1 0(. 0. 0(. 1(2. 0(0. 0(. 0(. 0. 0(. 0. 0(. 0 0(. 0O 0(0. 0( 0(0. 2(06
ry 429 00% 00%) 00%) 78%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) 00% 00%  7%)
embolis %) ) ) ) ) ) ) ) ) ) )
m
Respirat 0(0. 0(0. 0(0. 0(. 0(. 0(. 0(. 0. 0( 0(. 00. 0(. 0@ 0(. 14 0. 0( 0(0. 1(03
ory 00% 00% 00%) 00%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) 00% 00%  4%)
disorder ) ) ) ) ) ) ) ) ) ) )
Respirat 0(0. 0(0. 1(3. 0(. 0(0. 0(. 0(. 0. 0@ 1(1 0(. 0(. 0@ 0(. 1(4 1(3. 0O 0(0. 4(13
ory 00% 00% 70%) 00%) 00%) 00% 00% 00% 00% 4.29 00% 00%) 00%) 00% 00%) 13%) 00% 00%  4%)
failure ) ) ) ) ) ) %) ) ) ) )
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Skin and

subcutane

ous tissue

disorders

Rash 0. 0 00O 00O 1(2. 0. 0. 0(O. 0O o0(O. 0O O0¢(O. 0O 0O 0. 0O 0O 0@ 1(03
00% 00% 00%) 00%) 78%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) O00% 00% 4%)
) ) ) ) ) ) ) ) ) ) )

Rash 0. 0. 0O 00O 0 00O o0 00O 0O 0O 0O O0O. 0O 0O O0@O. 1(3. 0(. 0. 1(03

pruritic 00% 00% 00%) 00%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 13%) 00% 00% 4%)

Vascular

disorders

Hypoten 0(. 1(1 0(. 0(. 0. 0. 0. 0O 0O o0 0O 0O 0O 0 0 o0@O 0O o0(@O 1(03
sion 00% 0.00 00%) 00%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) 00% 00% 4%)

Thrombo 0(0. 0(. 1(3. 0(0. 0(. 0(. 0(. 0(. 0@ 0@ 0@ 00 00 0O 0(O. 0(. 0(. 0@ 103
sis 00% 00% 70%) 00%) 00%) 00% 00% 00% 00% 00% 00% 00%) 00%) 00% 00%) 00%) 00% 00%  4%)
) ) ) ) ) ) ) ) ) ) )

Other Adverse Events by System Organ Class

From first dose of study treatment up to 150 days after last dose in each treatment period. The median duration of
Time Frame exposure to study treatment ranged between 8 and 9.15 weeks in Treatment Period 1 and between 5 and 42.05
weeks in Treatment Period 2.

Additional Description Any sign or symptom that occurs during the study treatment plus 150 days after last dose in each treatment period.

Source Vocabulary for Table Default MedDRA (25.0)

Assessment Type for Table Default Systematic Assessment

Frequent Event Reporting Threshold 0%
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PDR
PDR 001
001 + PDR PDR PDR PDR
+ LBH PDR 001 001 001 001
LBH 589 001 PDRO PDR + + PDR PDR PDR + + PDRO
589 10 + 01+ 001 HDM PDR HDM PDRO PDR 001 001 001 PDRO LCL1 LCL1 01+ PDR
10 mg RAD RADO + 201 001 201 01+ 001 + + + 01+ 61 61 LCL1 001
mg TIW 0015 015 RAD 60 + 60 QBM + QBM QBM QBM LCL1 600 600 61 +
TIW 2wk mg mg 001 mg HDM mg 076 QBM 076 076 076 61 mg mg 600 LCL1 All
1wk on/1 Qw Qw 5mg (RDE 201 (RDE 75 076 75 150 75 300 Qw Qw mg 61 partic
on/1 wk NSC TNB Qw ) 100 ) mg 150 mg mg mg mg NSC TNB Qw 900 ipant
wk off LC C CRC CRC mg RCC CRC mg NSC NSC TNB Qw LC C CRC mg s
off N= = N= N= N= CRC N= N = CRC LC LC C N= = N= N= Qw N=
N=7 10 27 35 36 32 N=5 24 1 N=7 N=2 N=1 N=1 10 25 32 27 N=6 298
PDRO PDR  PDRO PDRO PDRO PDRO PDRO PDRO PDRO PDRO PDRO PDRO PDRO PDRO PDRO  PDRO PDRO  PDRO All
01 001 01 01400 01 01 01 01 01400 01 01 01 01 01400 01 01 01400 01 partici
400 400 400 mg 400 400 400 400 mg 400 400 400 400 mg 400 400 mg 400 pants
mg mg mg every mg mg mg mg every mg mg mg mg every mg mg every mg in the
every every every 4 every every every every 4 every every every every 4 every every 4 every study
4 4 4 weeks 4 4 4 4 weeks 4 4 4 4 weeks 4 4 weeks 4
weeks week weeks (Q4W) weeks weeks weeks weeks (Q4W) weeks weeks weeks weeks (Q4W) weeks weeks (Q4W) weeks
(Qaw s (Qaw in (Q4W  (Q4W  (Q4W  (Q4W in (Q4W  (Q4W  (Q4W  (Q4wW in (Q4W (4w in (Q4w
)in (Q4 )in combi )in )in )in )in combi )in )in )in )in combi )in )in combi )in
combi  W)in  combi nation combi combi combi  combi nation combi combi combi  combi nation combi  combi nation combi
nation comb  nation with nation  nation nation  nation with nation  nation nation  nation with nation  nation with nation
with inatio with everoli with with with with QBMO with with with with LCL16 with with LCL16 with
panob n everol mus5 everol HDM2 HDM2 HDM2 7675 QBMO QBMO QBMO QBMO 1300 LCL1 LCL1 1600 LCL1
inosta with imus mg imus 0160 01 0160 mg 76 76 75 76 7675 mg 61 61 mg 61
t10 pano 5mg once 5mg mg 100 mg twice 150 mg 150 mg once 600 600 once 900
Arm/Grou mg binos once per once (reco mg on (reco daily mg twice mg twice per mg mg per mg
P three  tat 10 per week per mmen  Day 1 mmen (BID) twice daily twice daily week once once week once
Descripti times mg week (Qw) week ded and ded 2 daily (BID) daily (BID) (Qw) per per (Qw) per
on a three (Qw) in (Qw) dose Day 8 dose week (BID) 2 (BID) 2 week week in week
week times in triple- in for every for on/2 2 week 2 week (Qw) (Qw) colore (Qw)
(TIW) a non- negati  colore  expan cycle expan week week on/2 week on/2 in in ctal
1 week small ve ctal sion) in sion) off in on/2 week on/2 week non- triple-  cancer
week (TIw) cell breast  cance on colore on colore week off in week off in small negati  (CRC)
on/1 2 lung cancer r Day 1 ctal Day 1 ctal off in non- off in triple- cell ve
week week cance (TNBC (CRC) and cance and cancer  colore small non- negati lung breast
off s r ) Day 8 r Day 8 (CRC) ctal cell small ve cance  cance
on/1 (NSC every (CRC) every cance lung cell breast r r
week LC) cycle cycle r cance lung cance (NSC (TNB
off in in (CRC) r cance r LC) C)
colore renal (NSC r (TNB
ctal cell LC) (NSC C)
cance carcin LC)
r oma
(CRC) (RCC)
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Tl ey 7(1 909 26( 35(1 35( 31( 51 23( M@ T(1 201 1(1 11 10(1 24( 30( 27(1 6(1 290 (
particlpah 000 000 963 000 972 968 000 958 000 000 000 00.0 000 00.0 960 937 000 000 973
e cted 0%) %) 0%) 0% 2%) 8%) 0%) 3%) 0% 0%) 0% 0%) 0%) 0%) 0% 5%) 0% 0%) 2%)
Blood
and
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Conclusion:

The evaluated combinations of PDR001 with LBH589, LCL161 and RADOO1, while being generally well tolerated, did not
identify a combination treatment with efficacy clearly superior to that of single agent PDR001. This study also sought to
explore whether ~6 months of treatment with PDR001 in combination would be sufficient to induce a durable clinical benefit.
There were too few subjects with clinical response to assess this question, but two patients with NSCLC treated with
PDRO001 + LCL161 remained well until study completion after the initial six cycles of treatment, suggesting that for some
subjects, six months of treatment might be sufficient to provide durable clinical benefit.
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