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Sponsor
Novartis Pharmaceuticals

Generic Drug Name
LSZ102, ribociclib (LEEO11) and alpelisib (BYL719)

Trial Indication(s)

Advanced or metastatic Estrogen Receptor positive breast cancer

Protocol Number
CLSZ102X2101

Protocol Title

A phase I/Ib, open label study of LSZ102 single agent and LSZ102 in combination with either LEE0O11 (LSZ102 + LEEO011)
or BYL719 (LSZ102 + BYL719) in patients with advanced or metastatic ER+ breast cancer who have progressed after
endocrine therapy

Clinical Trial Phase
Phase 1

Phase of Drug Development
Phase 1 (LSZ102) and Phase 4 (ribociclib and alpelisib)

Study Start/End Dates

Study Start Date: June 2016 (Actual)
Primary Completion Date: September 2021 (Actual)
Study Completion Date: September 2021 (Actual)
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Reason for Termination (If applicable)

As of November 2019, after careful evaluation of the available clinical data, Novartis decided to halt recruitment to the study.
The decision to halt recruitment was not due to any safety concerns. Any ongoing patients were permitted to continue on
study as per the protocol.

Study Design/Methodology

This study was an open-label, phase I/Ib study with dose escalation and dose expansion parts of LSZ102 given as a single
agent and in combination with ribociclib or alpelisib in patients with locally advanced or metastatic Estrogen Receptor
positive (ER+) breast cancer who had progressed after endocrine therapy.

The dose escalation part was to determine the maximum tolerated dose(s) (MTD(s)) and or recommended dose(s) for
expansion (RDE(s)) and to characterize the safety, tolerability and pharmacokinetics (PK) of the study treatments (LSZ102
single agent, LSZ102 + ribociclib combination and LSZ102 + alpelisib combination). The dose escalation of single agent
LSZ102 also included an exploratory investigation of the effect of food comparing PK profiles of LSZ102 under fasted and
fed conditions.

The dose escalation part began with the administration of LSZ102 single agent (Arm A). Following identification of a safe
and tolerable single agent dose level, the following 3 parts were initiated:

1. The food effect cohort

A few patients from Arm A were enrolled in a food effect run-in period before each patient’s treatment period. During the
food effect run-in period, each patient received a single dose of LSZ102 450 mg after a high fat breakfast followed by a
washout period of up to 7 days. Each patient then received the same single dose under fasted conditions, followed by
another washout period of 2 days. After the second wash-out period, patients started the treatment period on Cycle 1 Day 1.

2. Combination treatment with LSZ102 and ribociclib (Arm B)
3. Combination treatment with LSZ102 and alpelisib (Arm C)
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The expansion part of the study was planned to assess the clinical efficacy and further evaluate the safety of LSZ102 single
agent, LSZ102 + ribociclib and LSZ102 + alpelisib. There were 4 dose expansion arms planned: LSZ102 single agent
(Arm 1), LSZ102 + ribociclib (Arm 2 with ribociclib intermittent and Arm 3 with ribociclib continuous) and LSZ102 + alpelisib
(Arm 4).

At the time of enrollment halt, dose escalation for all three arms (Arms A, B and C) had been completed and only dose
expansion of LSZ102 QD + ribociclib 3 weeks on/1 week off (Arm 2) was ongoing. The other dose expansion arms (Arm 1,
Arm 3 and Arm 4) were not opened for enroliment.

Centers
10 centers in 7 countries: Belgium(1), United States(3), Singapore(1), Italy(2), Japan(1), France(1), Germany(1)

Objectives:

The primary objective of the trial was to characterize the safety and tolerability of LSZ102 single agent and LSZ102 +
ribociclib and LSZ102 + alpelisib in adult patients with locally advanced or metastatic ER+ breast cancer and identify a
recommended dose and regimen. The following related endpoints were assessed:

— Incidence of Dose-Limiting Toxicities (DLTs) during the first cycle of treatment (dose escalation only)
— Incidence and severity of adverse events (AEs) and serious adverse events (SAES)
— Dose interruptions, dose reductions and dose intensity

The secondary objectives were:

e To evaluate the preliminary antitumor activity of LSZ102, LSZ102 + ribociclib and LSZ102 + alpelisib. The following
related endpoints were assessed:

— Overall Response Rate (ORR) per RECIST v1.1
— Disease Control Rate (DCR) per RECIST v1.1
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— Duration of Response (DOR) per RECIST v1.1
— Progression-Free Survival (PFS) per RECIST v1.1

e To characterize the PK properties of LSZ102, ribociclib and alpelisib in the single agent and combination arms. The
following related endpoints were assessed:

— Maximum observed plasma concentration (Cmax), time to reach maximum plasma concentration (Tmax), area under
the plasma concentration-time curve from time zero to the time of the last quantifiable concentration (AUClast) and
accumulation ratio (Racc) of LSZ102, ribociclib and alpelisib

o To assess the effect of food on PK profiles of LSZ102 under fasted and fed conditions. The following related endpoints
were assessed:

— Cmax, Tmax and AUClast of LSZ102 under fed and fasted conditions

e To assess the pharmacodynamic (PD) effect of LSZ102, ribociclib and alpelisib in the single agent and combination
arms. The following related endpoints were assessed:
— Percentage change from baseline in Estrogen Receptor (ER) — H Score
— Percentage change from baseline in Progesterone Receptor (PR) — H Score

— Percentage change from baseline in PS6 — Nuclear H Score, Cytoplasmic Score and Membrane Score

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

The study treatments were LSZ102 single agent, LSZ102 + ribociclib (LEEO011) and LSZ102 + alpelisib (BYL719). All
treatments were administered orally as tablets or capsules in different food conditions (fasted, with regular meal and without
regards to food).

o LSZ102 single agent: Two regimens were assessed with increasing dose levels of LSZ102.
— LSZ102 administered once daily (QD) on Days 1 to 28 of a 28-day cycle. The dose levels of LSZ102 ranged between
200 mg and 900 mg for the QD regimen.
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— LSZ102 administered twice daily (BID) on Days 1 to 28 of a 28-day cycle. The dose levels of LSZ102 ranged between
200 mg and 300 mg for the BID regimen.

e LSZ102 + ribociclib (LEEO11): Three regimens were assessed with increasing dose levels of LSZ102 and ribociclib.

— LSZ102 administered QD on Days 1 to 28 of a 28-day cycle in combination with ribociclib administered QD on Days
1 to 21 of a 28-day cycle (intermittent regimen). The dose levels ranged between 200 mg and 600 mg for LSZ102
and between 300 mg and 600 mg for ribociclib.

— LSZ102 administered QD on Days 1 to 28 of a 28-day cycle in combination with ribociclib administered QD on Days
1 to 28 of a 28-day cycle (continuous regimen). The dose levels ranged between 450 mg and 600 mg for LSZ102
and between 300 mg and 400 mg for ribociclib.

— LSZ102 administered BID on Days 1 to 28 of a 28-day cycle in combination with ribociclib administered QD on Days
1 to 28 of a 28-day cycle (continuous regimen). The dose levels were 200 mg or 300 mg for LSZ102 and 200 mg for
ribociclib.

e LSZ102 + alpelisib (BYL719): One regimen was assessed with increasing dose levels of LSZ102 and alpelisib.
— LSZ102 administered QD on Days 1 to 28 of a 28-day cycle in combination with alpelisib administered QD on Days
1 to 28 of a 28-day cycle. The dose levels ranged between 300 mg and 450 mg for LSZ102 and between 200 mg
and 300 mg for ribociclib.

Patients continued treatment with LSZ102 single agent or LSZ102 + ribociclib or LSZ102 + alpelisib until disease
progression, unacceptable toxicity and/or treatment was discontinued at the discretion of the investigator or by patient
refusal. Patients who had disease progression and had evidence of clinical benefit, such as disease shrinkage at other sites
or symptomatic improvement, were allowed to continue treatment following discussion and agreement with the Novartis
Medical Monitor.
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Statistical Methods

Primary endpoint: An adaptive Bayesian Hierarchical Logistic Regression Model (BHLRM) (LSZ102 single agent arm) and
Bayesian Logistic Regression Model (BLRM) (LSZ102+ ribociclib and LSZ102 + alpelisib arms) guided by the Escalation
with Overdose Control (EWOC) criteria were used to make dose recommendations and estimate the appropriate MTD
during the dose escalation part of the study. The BHLRM/BLRM were fit on the Dose Limiting Toxicity (DLT) data (i.e.
absence or presence of DLT) during the DLT assessment window accumulate throughout the dose escalation to model
dose-toxicity relationship.

After each cohort of patients, the posterior distribution for probability of DLT rates at each dose level in each of the treatment
arm were obtained. Dose recommendation was based on the summaries of posterior distribution and the probability that
the true DLT rate for each dose level lies in one of the following categories: [0, 16%] under dosing; [16%, 33%)] targeted
toxicity; [33%, 100%] excessive toxicity. Dose recommendation was guided by the EWOC criteria, which mandates the dose
for the next cohort to have less than 25% chance of excessive toxicity.

Tolerability was assessed by summarizing the number of dose interruptions and dose reduction by treatment group. Dose
intensity was summarized by treatment group.

Secondary endpoints:
Efficacy

The variables used to evaluate antitumor activity were ORR, DOR, DCR and PFS based on RECIST v1.1 by local
investigator assessment. Analysis of efficacy endpoints were performed using the Full Analysis Set (FAS). ORR, DCR and
their corresponding 95% confidence intervals (Cls) based on the exact binomial distribution were reported. Kaplan Meier
method was used to estimate PFS.

Pharmacokinetics

PK analyses were performed based on the Pharmacokinetic Analysis Set (PAS) unless stated otherwise. PK concentration
data from patients in LSZ102 single agent fasted cohorts, treatment phase of LSZ102 single agent arm food effect cohorts,
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LSZ102 + ribociclib arm and LSZ102 + alpelisib arm were used to characterize PK properties of LSZ102, ribociclib and
alpelisib. PK parameters were calculated using noncompartmental methods and were summarized.

To evaluate the effect of food on LSZ102, PK concentration data from food effect period of LSZ102 single agent arm was
used.

Pharmacodynamics
All biomarker data summary and analysis were based on the FAS. Biomarkers of interest as part of the secondary objectives

include ER, PR and pSé6. For all biomarkers, change from baseline were summarized in tables.

Study Population: Key Inclusion/Exclusion Criteria

Inclusion Criteria:

- Written informed consent obtained prior to any procedures

- Histologically and/or cytologically confirmed diagnosis of ER+/HER2- breast cancer
- Advanced or metastatic breast cancer

- Must be able to swallow tablets and capsules

Exclusion Criteria:

- Symptomatic central nervous system (CNS) metastases

- Patients whose laboratory values did not meet protocol criteria

- Clinically significant cardiac disease

- Impaired gastrointestinal function (Gl) or Gl disease that may significantly alter the absorption of oral medications
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Participant Flow Table

LSZ102 single agent (1/4)

LSZ102 LSZ102
450 mg 600 mg
QD QD
fasted fasted
with with LSZ102 LSZ102 LSZ102
LSZ102 food LSZ102 food 200mg 225mg 300 mg
LSZ102 LSZ102 LSZ102 450 mg effect LSZ102 LSzZ102 600 mg effect LSZ102 BID BID BID
200mg 400mg 450mg QD with tested 450 mg 600mg QD with tested 900 mg  without with with
QD QD QD regular at 450 Run-in QD regular at 450 QD regards regular regular
fasted fasted fasted meal mg only fasted meal mg fasted to food meal meal
LSz102 LSz102
450 mg 600 mg
administer administer
ed orally ed orally
once daily once daily
LSz102 LSz102 LSZ102 LSz102 (QD) on Food effect LSz102 LSz102 (QD) on LSZ102 LSz102 LSZ102 LSz102
200 mg 400 mg 450 mg 450 mg Days 1 to run-in 600 mg 600 mg Days 1 to 900 mg 200 mg 225 mg 300 mg
administer administer administer administer 28 of a 28- N . administer administer 28 of a 28- administer administer administer administer
period with
Arm/Gr ed orall_y ed orally ed orall_y ed orally day cycle 1SZ102 ed orally ed oraII_y day cycle ed orall_y ef:i orally eq orall_y eq orally
once daily once daily once daily once daily under 450 m once daily once daily under once daily twice daily twice daily twice daily
oup (QD) on (QD) on (QD) on (QD) on fasted Patier?t. (QD) on (QD) on fasted (QD) on (BID) on (BID) on (BID) on
Descrip Days 1 to Days 1 to Days 1 to Days 1 to conditions. discontinue Days 1 to Days 1 to conditions. Days 1 to Days 1 to Days 1 to Days 1 to
tion 28 of a 28- 28 of a28- 28 of a 28- 28 of a 28- Before the d before 28 of a28- 28 of a 28- Before the 28 of a 28- 28 ofa28- 28ofa28- 28 ofa28-
day cycle day cycle day cycle day cycle treatment enterin day cycle day cycle treatment day cycle day cycle day cycle day cycle
under under under with period, " 9 under with period, under without with with
reatment
fasted fasted fasted regular there was eriod fasted regular there was fasted regards to regular regular
conditions conditions conditions meal a food p : conditions meal a food conditions food meal meal
effect run- effect run-
in period in period
with with
LSZ102 LSZ102
450 mg 450 mg
Started 4 6 10 6 5 1 15 4 5 6 4 6 6
Dose
escalati 4 6 10 6 5 1 15 4 5 6 4 6 6
on part
Dose
expansi 0 0 0 0 0 0 0 0 0 0 0 0 0
on part
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comele 0 0 0 0 0 0 0 0 0 0 0
ed
Not
Comple 6 10 6 5 1 15 4 6 4 6 6
ted
Adver
se 0 0 0 0 0 1 0 0 1 0 1
Event
Progr
essive 6 9 6 5 0 13 3 6 3 6 5
diseas
e
Subje
ct/gua
rdian 0 1 0 0 1 1 1 0 0 0 0
decisi
on
Physi
ga“. . 0 0 0 0 0 0 0 0 0 0 0
ecisi
on
Death 0 0 0 0 0 0 0 0 0 0 0
LSZ102 + ribociclib intermittent (2/4)
LSZ102 LSZ102 LSZ102 LSZ102
450 mg QD 450 mg QD 450 mg QD 450 mg QD
LSZ102 LSZ102 LSZ102 + LEEO11 + LEE011 + LEE011 + LEEO11 LSZ102 LSZ102
200mgQD 400mgQD 400mgQD 400mgQD 3o mg QD 400 mg QD 600 mgQD 600 mgQD 600 mg QD
+ LEEO11 + LEEO11 + LEEO11 3weeks on 3 \veeks on 3 weeks on 3Wweekson +LEEO11 + LEEO11
300mgQD 300mgQD 400mgQD 1weekoff 4 \eekoff 1weekoff 1weekoff 300mgQD 400mgQD
3 weeks on 3 weeks on 3 weeks on with with with without 3 weeks on 3 weeks on
1 week off 1weekoff 1 week off regular regular regular regards to 1 week off 1 week off
fasted fasted fasted meal meal in meal in food fasted fasted

Page 9



U, NOVARTIS

Clinical Trial Results Website

staggered  staggered
dosing dosing

LSZ102 450 LSZ102 450

LSZ102 200 LSZ102 400 LSZ102 400 LSZ102 450 mg mg LSZ102 450 LSZ102 600 LSZ102 600
mg mg mg mg administered administered mg mg mg
administered administered administered administered orally once orally once administered administered administered
orally once orally once orally once orally once daily (QD) on daily (QD) on orally once orally once orally once

daily (QD) on daily (QD) on daily (QD) on daily (QD) on Days 1to 28 of  Days 1 to 28 of daily (QD) on daily (QD) on daily (QD) on

Days 1 to 28 of
a 28-day cycle

Days 1 to 28 of
a 28-day cycle

Days 1 to 28 of
a 28-day cycle

Days 1 to 28 of
a 28-day cycle

a 28-day cycle
in combination

a 28-day cycle
in combination

Days 1 to 28 of
a 28-day cycle

Days 1 to 28 of
a 28-day cycle

Days 1 to 28 of
a 28-day cycle

Arm/Group in combination in combination in combination in combination with ribociclib with ribociclib in combination in combination in combination
Description with ribociclib with ribociclib with ribociclib with ribociclib 300 mg 400 mg with ribociclib with ribociclib with ribociclib
300 mg 300 mg 400 mg 400 mg administered administered 600 mg 300 mg 400 mg
administered administered administered administered orally QD on orally QD on administered administered administered
orally QD on orally QD on orally QD on orally QD on Days 1to 21 of Days 1to 21 of orally QD on orally QD on orally QD on
Days 1to21of Days1to21of Days1to210of Days1to21of a28-daycycle a 28-day cycle Days 1to 21 of Days 1to21of Days 1to21 of
a 28-day cycle a 28-day cycle a 28-day cycle a 28-day cycle with regular with regular a 28-day cycle a 28-day cycle a 28-day cycle
under fasted under fasted under fasted with regular meal in meal in without regards under fasted under fasted
conditions conditions conditions meal staggered staggered to food conditions conditions
dosing dosing
Started 5 5 4 8 6 4 4 4 4
Dose escalation
5 5 4 6 6 4 4 4 4
part
Dose expansion
P 0 0 0 2 0 0 0 0 0
part
Completed 0 0 0 0 0 0 0 0 0
Not Completed 5 5 4 8 6 4 4 4 4
Adverse Event 0 1 1 2 0 0 0 0 0
Progressive
rog 5 4 3 6 6 4 4 4 4
disease
Subject/guardian
Jecty 0 0 0 0 0 0 0 0 0
decision
Physician
ysK 0 0 0 0 0 0 0 0 0
Decision
Death 0 0 0 0 0 0 0 0 0
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LSZ102 + ribociclib continuous (3/4)

LSZ102 450 mg QD
+ LEE011 300 mg
QD continuous
fasted

LSZ102 450 mg QD
+ LEEO011 400 mg
QD continuous
fasted

LSZ102 450 mg QD
+ LEE011 400 mg
QD continuous
with regular meal

LSZ102 600 mg QD
+ LEE011 300 mg
QD continuous
fasted

LSZ102 200 mg
BID + LEE011 200
mg QD continuous
without regards to
food

LSZ102 300 mg
BID + LEE011 200
mg QD continuous
without regards to
food

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to

LSZ102 600 mg
administered orally once
daily (QD) on Days 1 to

LSZ102 200 mg
administered orally twice
daily (BID) on Days 1 to

28 of a 28-day cycle in

LSZ102 300 mg
administered orally twice
daily (BID) on Days 1 to

28 of a 28-day cycle in

Arm/Group 28 of a 28-day cycle in 28 of a 28-day cycle in 28 of a 28-day cycle in 28 of a 28-day cycle in combination with ribociclib  combination with ribociclib
e combination with ribociclib  combination with ribociclib  combination with ribociclib  combination with ribociclib L L
Description . L e L 200 mg administered 200 mg administered
300 mg administered 400 mg administered 400 mg administered 300 mg administered orally once daily (QD) on orally once daily (QD) on
orally QD on Days 1t0 28  orally QD on Days 1t0 28  orally QD on Days 1t0 28  orally QD on Days 1 to 28 Da : 110 28 ofya 28.da Da Z 11028 ofya 28.da
of a 28-day cycle under of a 28-day cycle under of a 28-day cycle with of a 28-day cycle under c Zle without regards tg c ():Ile without regards tg,
fasted conditions fasted conditions regular meal fasted conditions 4 food 9 4 food 9
Started 6 8 6 4 6 4
Dose escalation
6 8 6 4 6 4
part
Dose expansion
P 0 0 0 0 0 0
part
Completed 0 0 0 0 0 0
Not Completed 6 8 6 4 6 4
Adverse Event 0 0 0 0 0
Progressive
rog 6 7 6 3 6 2
disease
Subject/guardian
Jecty 0 1 0 1 0 2
decision
Physician
ysK 0 0 0 0 0 0
Decision
Death 0 0 0 0 0 0

LSZ102 + alpelisib (4/4)
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LSZ102 300 mg LSZ102 300 mg LSZ102 300 mg LSZ102 450 mg
QD +BYL719200 QD +BYL719250 QD +BYL719300 QD +BYL719 200
mg QD mg QD mg QD mg QD
continuous with continuous with continuous with continuous with
regular meal regular meal regular meal regular meal Total
LSZ102 300 mg LSZ102 300 mg LSZ102 300 mg LSZ102 450 mg
administered orally once  administered orally once  administered orally once  administered orally once
daily (QD) on Days 1 to daily (QD) on Days 1 to daily (QD) on Days 1 to daily (QD) on Days 1 to
28 of a 28-day cycle in 28 of a 28-day cycle in 28 of a 28-day cycle in 28 of a 28-day cycle in
Arm/Group combination with combination with combination with combination with
Description alpelisib 200 mg alpelisib 250 mg alpelisib 300 mg alpelisib 200 mg
administered orally QD administered orally QD administered orally QD administered orally QD
onDays 1to 28 ofa28- onDays 1to280fa28- onDays 1to280ofa28-  on Days 1 to 28 of a 28-
day cycle with regular day cycle with regular day cycle with regular day cycle with regular
meal meal meal meal
Started 12 6 12 13 199
Dose escalation 12 6 12 13 197
part
Dose expansion 0 0 0 0 5
part
Completed 0 0 0 0 0
Not Completed 12 6 12 13 199
Adverse Event 0 0 2 0 9
P.rogresswe 1 5 9 9 175
disease
Sub_Je_ct/guardlan 0 0 1 1 10
decision
Physician 0 1 0 1 2
Decision
Death 1 0 0 2 3
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Baseline Characteristics

LSZ102 single agent (1/4)

LSZ102 LSZ102
450 mg 600 mg
D D LSZ102 LSZ102 LSZ102
Lsz102 G Lszt02 ¢
LSZ102 LSZ102 LSZ102 450 m fasted LSZ102 LSZ102 600 m fasted LSZ102 200mg 225mg 300 mg
200mg 400mg 450 mg QD wit% with 450 mg 600 mg QD wit?‘ with 900 mg BID BID BID
QD QD QD reqular food Run-in QD reqular food Qb without with with
fasted fasted fasted 9 effect only fasted g effect fasted regards regular regular
meal meal
tested tested to food meal meal
at 450 at 450
mg mg
LSz102 LSz102
450 mg 600 mg
administer administer
ed orally ed orally
once daily once daily
LSz102 LSz102 LSZ102 LSz102 (QD) on LSz102 LSz102 (QD) on LSZ102 LSz102 LSZ102 LSz102
200 mg 400 mg 450 mg 450 mg Days 1 to Fo%inif;ect 600 mg 600 mg Days 1 to 900 mg 200 mg 225 mg 300 mg
administer administer administer administer 28 of a 28- N . administer administer 28 of a 28- administer administer administer administer
eriod with
Arm/G ed orally ed orally ed orally ed orally day cycle pLSZ102 ed orally ed orally day cycle ed orally ed orally ed orally ed orally
rm/iGr once daily once daily once daily once daily under once daily once daily under once daily twice daily twice daily twice daily
450 mg
oup . (QD) on (QD) on (QD) on (QD) on fasted Patient (QD) on (QD) on fasted (QD) on (BID) on (BID) on (BID) on
Descrip Days 1 to Days 1 to Days 1 to Days 1 to conditions. discontinue Days 1 to Days 1 to conditions. Days 1 to Days 1 to Days 1 to Days 1 to
tion 28 of a 28- 28 of a28- 28 of a 28- 28 of a 28- Before the d before 28 of a28- 28 of a 28- Before the 28 of a 28- 28 ofa28- 28ofa28- 28 ofa28-
day cycle day cycle day cycle day cycle treatment entering day cycle day cycle treatment day cycle day cycle day cycle day cycle
;Jnder under under with period, treatment under with period, under without with with
asted fasted fasted regular there was period fasted regular there was fasted regards to regular regular
conditions conditions conditions meal a food : conditions meal a food conditions food meal meal
effect run- effect run-
in period in period
with with
LSZ102 LSZ102
450 mg 450 mg
Number
of
Particip
ants 4 6 10 6 5 1 15 4 5 6 4 6 6
[units:
particip
ants]
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Age Continuous
(units: years)
Mean + Standard Deviation

60.0+£8.7 54.8+12. 62.0+6.6 52.8£10. 60.8+15. 60.0 56.5+10. 58.0+4.5 50.2+16. 60.3x7.1 57.5+7.8 58.0+7.0 58.5%14.
6 98 0 53 02 ’ 65 5 60 5 5 1 75
Sex: Female, Male
(units: participants)
Count of Participants (Not Applicable)
Zema' 4 6 10 6 5 1 15 4 5 6 4 6 6
Male 0 0 0 0 0 0 0 0 0 0 0 0 0
Race/Ethnicity, Customized
(units: participants)
Count of Participants (Not Applicable)
Cauca 3 4 9 4 5 0 10 4 3 5 3 3 5
Black 0 0 0 0 0 0 0 0 0 0 0 0 0
Asian 1 2 1 1 0 1 2 0 2 1 1 2 0
Unkno g 0 0 1 0 0 2 0 0 0 0 0 0
Other 0 0 0 0 0 0 1 0 0 0 0 1 1
LSZ102 + ribociclib intermittent (2/4)
LSZ102 450 LSZ102 450
LSZ102 450
LSZ102200 LSZ102400 Lsz102400 L[5Z102450 mgQ@D+ = mgQD+ "\ 'on." 57102600 LSZ102 600
mg QD + LEEO11 300 LEEO011 400
mg QD + mg QD + mg QD + LEEO11 600 mg QD + mg QD +
LEEO11 300 LEEO011300 LEEO11400 LEE011 400 mg QD 3 mg QD 3 mg QD 3 LEEO11 300 LEEO011 400
mg QD 3 mg QD 3 mg QD 3 mgQD3 ~ weekson1 weekson1 . ony mgap3 mg QD 3
weeks on 1 weeks on 1 weeks on 1 weeks on 1 week off week off week off weeks on 1 weeks on 1
week off week off week off week off with regular  with regular without week off week off
fasted fasted fasted with regular meal in meal in regards to fasted fasted
meal staggered staggered food
dosing dosing
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LSZ102 200 mg
administered
orally once daily

LSZ102 400 mg
administered
orally once daily

LSZ102 400 mg
administered
orally once daily

LSZ102 450 mg
administered
orally once daily

LSZ102 450 mg
administered
orally once daily
(QD) on Days 1

LSZ102 450 mg
administered
orally once daily
(QD) on Days 1

LSZ102 450 mg
administered
orally once daily

LSZ102 600 mg
administered
orally once daily

LSZ102 600 mg
administered
orally once daily

(QD) on Days 1 (QD) on Days 1 (QD) on Days 1 (QD) on Days 1 to 28 of a 28- to 28 of a 28- (QD) on Days 1 (QD) on Days 1 (QD) on Days 1
to 28 of a 28- to 28 of a 28- to 28 of a 28- to 28 of a 28- day cycle in day cycle in to 28 of a 28- to 28 of a 28- to 28 of a 28-
day cycle in day cycle in day cycle in day cycle in combination combination day cycle in day cycle in day cycle in
ArmIGroup combination combination combination combination with ribociclib with ribociclib combination combination combination
e with ribociclib with ribociclib with ribociclib with ribociclib 300 mg 400 mg with ribociclib with ribociclib with ribociclib
Description 300 mg 300 mg 400 mg 400 mg administered administered 600 mg 300 mg 400 mg
administered administered administered administered orally QD on orally QD on administered administered administered
orally QD on orally QD on orally QD on orally QD on Days 1 to 21 of Days 1 to 21 of orally QD on orally QD on orally QD on
Days 1 to 21 of Days 1 to 21 of Days 1 to 21 of Days 1 to 21 of a 28-day cycle a 28-day cycle Days 1 to 21 of Days 1 to 21 of Days 1 to 21 of
a 28-day cycle a 28-day cycle a 28-day cycle a 28-day cycle with regular with regular a 28-day cycle a 28-day cycle a 28-day cycle
under fasted under fasted under fasted with regular meal in meal in without regards under fasted under fasted
conditions conditions conditions meal staggered staggered to food conditions conditions
dosing dosing
Number of
Participants
ucip 5 5 4 8 6 4 4 4 4
[units:
participants]
Age Continuous
(units: years)
Mean + Standard Deviation
56.4+7.77 61.0+£10.49 67.0£10.52 60.1£7.61 59.7+8.21 56.0+£9.90 64.3+6.50 54.0+£8.12 65.5£9.43
Sex: Female, Male
(units: participants)
Count of Participants (Not Applicable)
Female 5 5 4 8 6 4 3 4 4
Male 0 0 0 0 0 0 1 0
Race/Ethnicity, Customized
(units: participants)
Count of Participants (Not Applicable)
Caucasian 4 4 4 5 6 4 4 2 3
Black 0 0 0 1 0 0 0 1 1
Asian 0 1 0 1 0 0 0 1 0
Unknown 1 0 0 1 0 0 0 0 0
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Other 0 0

LSZ102 + ribociclib continuous (3/4)

LSZ102 450 mg QD
+ LEE011 300 mg
QD continuous
fasted

LSZ102 450 mg QD
+ LEEO011 400 mg
QD continuous
fasted

LSZ102 450 mg QD
+ LEEO11 400 mg
QD continuous
with regular meal

LSZ102 600 mg QD
+ LEEO011 300 mg
QD continuous
fasted

LSZ102 200 mg
BID + LEE011 200
mg QD continuous
without regards to
food

LSZ102 300 mg
BID + LEE011 200
mg QD continuous
without regards to

food

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to

LSZ102 600 mg
administered orally once
daily (QD) on Days 1 to

LSZ102 200 mg
administered orally twice
daily (BID) on Days 1 to

28 of a 28-day cycle in

LSZ102 300 mg
administered orally twice
daily (BID) on Days 1 to

28 of a 28-day cycle in

28 of a 28-day cycle in 28 of a 28-day cycle in 28 of a 28-day cycle in 28 of a 28-day cycle in I AR L AR AN
Arm/G.ro.Up combination with ribociclib  combination with ribociclib  combination with ribociclib  combination with ribociclib combination wnt_h_nbocmllb combination W't.h.r'boc'd'b
Description . e . L 200 mg administered 200 mg administered
300 mg administered 400 mg administered 400 mg administered 300 mg administered orally once daily (QD) on orally once daily (QD) on
orally QD on Days 1t0 28  orally QD on Days 1t0 28  orally QD on Days 1t0 28  orally QD on Days 1 to 28 Da : 110 28 ofya 28.da Da Z 11028 ofya 28.da
of a 28-day cycle under of a 28-day cycle under of a 28-day cycle with of a 28-day cycle under c zle without regards tg, c (\{Ie without regards tg
fasted conditions fasted conditions regular meal fasted conditions 4 9 4 9
food food
Number of
Participants [units: 6 8 6 4 6 4
participants]
Age Continuous
(units: years)
Mean + Standard Deviation
55.2+10.46 58.9+13.22 60.5+11.62 58.8+4.99 52.8£15.08 56.5+13.08
Sex: Female, Male
(units: participants)
Count of Participants (Not Applicable)
Female 6 8 6 4 6 4
Male 0 0 0 0 0
Race/Ethnicity, Customized
(units: participants)
Count of Participants (Not Applicable)
Caucasian 4 4 5 3 5 4
Black 0 1 1 0 0 0
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Asian 0
Unknown 2
Other 0

LSZ102 + alpelisib (4/4)
LSZ102 300 mg

LSZ102 300 mg

LSZ102 300 mg

LSZ102 450 mg

QD + BYL719 QD + BYL719 QD + BYL719 QD + BYL719
200 mg QD 250 mg QD 300 mg QD 200 mg QD Total
continuous with  continuous with  continuous with  continuous with
regular meal regular meal regular meal regular meal
LSZ102 300 mg LSZ102 300 mg LSZ102 300 mg LSZ102 450 mg
administered orally administered orally administered orally administered orally
once daily (QD) on once daily (QD) on once daily (QD) on once daily (QD) on
Days 1 to 28 of a 28- Days 1 to 28 of a 28- Days 1 to 28 of a 28- Days 1 to 28 of a 28-
day cycle in day cycle in day cycle in day cycle in
Arm/G'ro'up combination with combination with combination with combination with
Description alpelisib 200 mg alpelisib 250 mg alpelisib 300 mg alpelisib 200 mg
administered orally QD  administered orally QD  administered orally QD  administered orally QD
on Days 1to 28 of a on Days 1to 28 of a on Days 1to 28 of a on Days 1to 28 of a
28-day cycle with 28-day cycle with 28-day cycle with 28-day cycle with
regular meal regular meal regular meal regular meal
Number of
Participants
Heip 12 6 12 13 199
[units:
participants]
Age Continuous
(units: years)
Mean + Standard Deviation
53.8£10.09 57.3111.47 56.1£12.16 54.3+10.54 NA+NAI
Sex: Female, Male
(units: participants)
Count of Participants (Not Applicable)
Female 12 6 12 13 198
Male 0 0 0 0 1
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Race/Ethnicity, Customized
(units: participants)
Count of Participants (Not Applicable)

Caucasian 10 6 8 11 154
Black 0 0 2 0 7
Asian 1 0 2 1 24
Unknown 1 0 0 1 10
Other 0 0 0 0 4

Primary Outcome Result(s)

Number of participants with Dose-Limiting Toxicities (DLTs) during the first cycle of treatment (dose escalation only)
(Time Frame: 28 days)

LSZ102 single agent (1/4)

LSZ102
LSZ102 LSZ102 200 m LSZ102 LSZ102
LSZ102 LSZ102 LSZ102 450 mg QD LSZ102 600 mg QD LSZ102 BID g 225 mg 300 mg
200mg QD 400 mgQD 450 mg QD with 600 mg QD with 900 mg QD without BID with BID with
fasted fasted fasted regular fasted regular fasted reqards to regular regular
meal meal 9 meal meal
food
LSZ102 450 LSZ102 600
mg mg
administered administered
LSZ102 200 LSZ102 400 orally once LSZ102 450 orally once LSZ102 600 LSZ102 900 LSZ102 200 LSZ102 225 LSZ102 300
mg mg daily (QD) on mg daily (QD) on mg mg mg mg mg
administered administered Days 1 to 28 of administered Days 1 to 28 of administered administered administered administered administered
Arm/Group orally once orally once a 28-day cycle orally once a 28-day cycle orally once orally once orally twice orally twice orally twice
o s daily (QD) on daily (QD) on under fasted daily (QD) on under fasted daily (QD) on daily (QD) on daily (BID) on daily (BID) on daily (BID) on
Description Days 1to 28 of Days 1 to 28 of conditions, Days 1 to 28 of conditions, Days 1to 28 of Days1to280of Days1to280of Days1to280of Days 1 to 28 of
a 28-day cycle a 28-day cycle including the a 28-day cycle including the a 28-day cycle a 28-day cycle a 28-day cycle a 28-day cycle a 28-day cycle
under fasted under fasted patients who with regular patients who with regular under fasted without with regular with regular
conditions conditions before the meal before the meal conditions regards to food meal meal
treatment treatment
period were period were
enrolled in the enrolled in the
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run-in food
effect cohort

run-in food
effect cohort

Number of
Participants
Analyzed 4 6 13 6 20 3 6 3 5 5
[units:
participants]
Number of participants with Dose-Limiting Toxicities (DLTs) during the first cycle of treatment (dose escalation only)
(units: participants)
Count of Participants (Not Applicable)
0 0 0 1 1 0 2 0 0 0
(%) (%) (%) (16.67%) (5%) (%) (33.33%) (%) (%) (%)
LSZ102 + ribociclib intermittent (2/4)
LSZ102450 LSZ102 450
LSZ102 450
LSZ102200 LSZz102400 LSz102400 LS5%102450  mgQD + mg QD + mgQD+  LSZ102600 LSZ102 600
mg QD + mg QD + mg QD + mgQD+  LEE011300 LEE011400  Froi1600 mgaD + mg QD +
LEE011300 LEEO011300 LEE011400 LCEE011400  mgQD3 mg QD 3 mgQD3  LEE011300 LEEO11 400
mg QD 3 mg QD 3 mg QD 3 mg QD 3 weeks on 1 weeks on 1 weeks on 1 mg QD 3 mg QD 3
weeks on 1 weeks on 1 weeks on 1 weeks on 1 week off week off week off weeks on 1 weeks on 1
week off week off week off week off with regular  with regular without week off week off
fasted fasted fasted with regular meal in meal in regards to fasted fasted
meal staggered staggered food
dosing dosing
LSZ102200mg  LSZ102400mg  LSZ102 400 mg 182102450 mg  LSZ102450mg | g7400 450 mg  LSZ102600mg  LSZ102 600 mg

Arm/Group
Description

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in
combination with
ribociclib 300 mg
administered
orally QD on
Days 1to 21 of a
28-day cycle
under fasted
conditions

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in
combination with
ribociclib 300 mg
administered
orally QD on
Days 1to 21 of a
28-day cycle
under fasted
conditions

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in
combination with
ribociclib 400 mg
administered
orally QD on
Days 1 to 21 of a
28-day cycle
under fasted
conditions

LSZ102 450 mg
administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in
combination with
ribociclib 400 mg
administered
orally QD on
Days 1to 21 of a
28-day cycle
with regular meal

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in
combination with
ribociclib 300 mg
administered
orally QD on
Days 1to 21 of a
28-day cycle
with regular meal
in staggered
dosing

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in
combination with
ribociclib 400 mg
administered
orally QD on
Days 1to 21 of a
28-day cycle
with regular meal
in staggered
dosing

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in
combination with
ribociclib 600 mg
administered
orally QD on
Days 1to 21 of a
28-day cycle
without regards
to food

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in
combination with
ribociclib 300 mg
administered
orally QD on
Days 1to 21 of a
28-day cycle
under fasted
conditions

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in
combination with
ribociclib 400 mg
administered
orally QD on
Days 1to 21 of a
28-day cycle
under fasted
conditions
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Number of
Participants
Ana.ly.zed 5 4 3 5 6 4 4 4 3
[units:
participants
1
Number of participants with Dose-Limiting Toxicities (DLTs) during the first cycle of treatment (dose escalation only)
(units: participants)
Count of Participants (Not Applicable)
0 0 0 0 0 0 0 0 2
(%) (%) (%) (%) (%) (%) (%) (%) (66.67%)

LSZ102 + ribociclib continuous (3/4)

LSZ102 450 mg
QD + LEE011 300
mg QD continuous
fasted

LSZ102 450 mg
QD + LEE011 400
mg QD continuous
fasted

LSZ102 450 mg
QD + LEE011 400
mg QD continuous
with regular meal

LSZ102 600 mg
QD + LEE011 300
mg QD continuous
fasted

LSZ102 200 mg
BID + LEE011 200
mg QD continuous
without regards to

food

LSZ102 300 mg
BID + LEE011 200
mg QD continuous
without regards to
food

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to
28 of a 28-day cycle in

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to

28 of a 28-day cycle in

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to
28 of a 28-day cycle in

LSZ102 600 mg
administered orally once
daily (QD) on Days 1 to

28 of a 28-day cycle in

LSZ102 200 mg
administered orally twice
daily (BID) on Days 1 to

28 of a 28-day cycle in

LSZ102 300 mg
administered orally twice
daily (BID) on Days 1 to

28 of a 28-day cycle in

Arm/Group combination with combination with L . combination with combination with combination with
Description ribociclib 300 mg ribociclib 400 mg ggg"c?(';l‘if)‘fgownfh ribociclib 300 mg ribociclib 200 mg ribociclib 200 mg
administered orally QD on  administered orally QD on - 9 administered orally QD on administered orally once administered orally once
Days 1 to 28 of a 28-day Days 1 to 28 of a 28-day administered orally QD on Days 1 to 28 of a 28-day daily (QD) on Days 1 to daily (QD) on Days 1 to
cycle under fasted cycle under fasted [ia)éls;\;ic:hzrseozgrzgg:?/ cycle under fasted 28 of a 28-day cycle 28 of a 28-day cycle
conditions conditions 4 g conditions without regards to food without regards to food
Number of
Participants
P 6 8 6 4 5 4

Analyzed [units:
participants]

Number of participants with Dose-Limiting Toxicities (DLTs) during the first cycle of treatment (dose escalation only)

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

Page 20



U, NOVARTIS

Clinical Trial Results Website

LSZ102 + alpelisib (4/4)

LSZ102300 mg QD + LSZ102300 mgQD+ LSZ102300mgQD+ LSZ102450 mg QD +
BYL719 200 mg QD BYL719 250 mg QD BYL719 300 mg QD BYL719 200 mg QD

continuous with continuous with continuous with continuous with
regular meal regular meal regular meal regular meal
LSZ102 300 mg administered LSZ102 300 mg administered LSZ102 300 mg administered LSZ102 450 mg administered
orally once daily (QD) on orally once daily (QD) on orally once daily (QD) on orally once daily (QD) on
Days 1 to 28 of a 28-day Days 1 to 28 of a 28-day Days 1 to 28 of a 28-day Days 1 to 28 of a 28-day
Arm/Group cycle in combination with cycle in combination with cycle in combination with cycle in combination with
Description alpelisib 200 mg administered  alpelisib 250 mg administered  alpelisib 300 mg administered  alpelisib 200 mg administered
orally QD on Days 1 to 28 of orally QD on Days 1 to 28 of orally QD on Days 1 to 28 of orally QD on Days 1 to 28 of
a 28-day cycle with regular a 28-day cycle with regular a 28-day cycle with regular a 28-day cycle with regular
meal meal meal meal
Number of
Participants Analyzed 12 5 11 12

[units: participants]

Number of participants with Dose-Limiting Toxicities (DLTs) during the first cycle of treatment (dose escalation only)
(units: participants)
Count of Participants (Not Applicable)

2 1 5 1
(16.67%) (20%) (45.45%) (8.33%)

Number of participants with Adverse Events (AEs) and Serious Adverse Events (SAEs)
(Time Frame: From first dose of study medication in the Treatment period up to 30 days after last dose, with a maximum duration of 2.9 years)

LSZ102 single agent (1/4)

LSZ102 LSZ102 L2102 Lsz102
LSZ102 LSZ102 LSZ102 450 mg QD LSZ102 600 mg QD LSZ102 BID 9 225 mg
200mgQD 400mg QD 450 mg QD with 600 mg QD with 900 mg QD - BID with
without
fasted fasted fasted regular fasted regular fasted regular
regards to
meal meal food meal

LSZ102
300 mg
BID with
regular
meal
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LSZ102 450 LSZ102 600
mg mg
administered administered
orally once orally once
LSZ102 200 LSZ102 400 daily (@QD) on LSZ102 450 daily (QD) on LSZ102 600 LSZ102 900 LSZ102 200 LSZ102 225 LSZ102 300
mg mg Days 1 to 28 of mg Days 1 to 28 of mg mg mg mg mg
administered administered a 28-day cycle administered a 28-day cycle administered administered administered administered administered
Arm/Group orally once orally once under fasted orally once under fasted orally once orally once orally twice orally twice orally twice
Descriptio daily (QD) on daily (QD) on conditions, daily (QD) on conditions, daily (QD) on daily (QD) on daily (BID) on daily (BID) on daily (BID) on
n Days 1to 28 of  Days 1 to 28 of including the Days 1 to 28 of including the Days 1to 28 of Days 1to28 of Days1to28of Days1to28of Days 1to 28 of
a 28-day cycle a 28-day cycle patients who a 28-day cycle patients who a 28-day cycle a 28-day cycle a 28-day cycle a 28-day cycle a 28-day cycle
under fasted under fasted before the with regular before the with regular under fasted without regards with regular with regular
conditions conditions treatment meal treatment meal conditions to food meal meal
period were period were
enrolled in the enrolled in the
run-in food run-in food
effect cohort effect cohort
Number of
Participant
s Apal.yzed 4 6 15 6 20 4 6 4 6 6
[units:
participant
s]
Number of participants with Adverse Events (AEs) and Serious Adverse Events (SAEs)
(units: participants)
Count of Participants (Not Applicable)
AEs 4 6 15 6 20 4 6 4 6 6
(100%) (100%) (100%) (100%) (100%) (100%) (100%) (100%) (100%) (100%)
Treatment- 2 6 13 4 20 4 6 4 6 5
related AEs (50%) (100%) (86.67%) (66.67%) (100%) (100%) (100%) (100%) (100%) (83.33%)
SAEs 1 1 3 1 7 0 1 2 3 2
(25%) (16.67%) (20%) (16.67%) (35%) (%) (16.67%) (50%) (50%) (33.33%)
Treatment-
related 0 0 0 0 1 0 0 0 0 0
0, 0, 0, 0, 0, 0, 0, 0, 0, 0,
SAEs (%) (%) (%) (%) (5%) (%) (%) (%) (%) (%)
AEs leading
to 0 0 1 0 1 0 0 1 0 1
discontinuat (%) (%) (6.67%) (%) (5%) (%) (%) (25%) (%) (16.67%)

on
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Treatment-
[g;a;ﬁ]‘;?fs 0 0 0 0 1 0 0 0 0 0
discontinuat (%) (%) (%) (%) (5%) (%) (%) (%) (%) (%)
ion
AEs
requiring
dose 1 2 3 3 5 0 3 1 2 1
interruption (25%) (33.33%) (20%) (50%) (25%) (%) (50%) (25%) (33.33%) (16.67%)
and/or
change
Treatment-
related AEs
oaarnd 0 2 2 2 5 0 3 0 1 0
interruption (%) (33.33%) (13.33%) (33.33%) (25%) (%) (50%) (%) (16.67%) (%)
and/or
change
AEs
requiring 3 6 13 6 16 2 6 4 6 5
additional (75%) (100%) (86.67%) (100%) (80%) (50%) (100%) (100%) (100%) (83.33%)
therapy
Treatment-
'fg'al:f’r?nAEs 1 3 9 3 14 2 6 4 4 5
A doc'miongl (25%) (50%) (60%) (50%) (70%) (50%) (100%) (100%) (66.67%) (83.33%)
therapy
LSZ102 + ribociclib intermittent (2/4)
LSZ102200 LSZ102400 LsSz102400 L-52102450 '-f‘nZ; OQZD4fo '-ﬁ‘Z; 320430 LSZ102450 LSZ102600 LSZ102 600
mg QD + mg QD + mg QD + mg QD + mg QD + mg QD +
LEE011300 LEEO011300 LEEO011 400 LﬁEMQ1D3??0 '-'IET"ZOSD"'??O LEE011 600 LEEO011300 LEEO011 400
D3 D3 D3 D3 D3
wl:gkgon 1 wlzgkgon 1 wl:gkgon 1 weekson1  weeks on 1 w':fkg?,: 1 wlzgkgon 1 wlzgkgon 1
week off week off week off with reaular week off week off week off week off week off
fasted fasted fasted g W'tth:IQi‘r“lar WItmh;aeFilrl\Iar without fasted fasted
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staggered staggered regards to
dosing dosing food
LSZ7102200mg  LSZ102400mg  LSZ102 400 mg LSZ102450 mg  LSZ102450mg  LSZ102450mg  LSZ102600mg  LSZ102 600 mg

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

LSZ102 450 mg
administered
orally once daily
(QD) on Days 1
to 28 of a 28-day

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

Arm/Group combination with combination with combination with comlfiﬁcalﬁoig with combination with combination with combination with combination with combination with
Description ribociclib 300 mg  ribociclib 300 mg  ribociclib 400 mg IR ribociclib 300 mg  ribociclib 400 mg  ribociclib 600 mg  ribociclib 300 mg  ribociclib 400 mg
P administered administered administered ”bogr'sil:ﬁ AthrO :’ng administered administered administered administered administered
orally QD on orally QD on orally QD on 2ra|l SS gn orally QD on orally QD on orally QD on orally QD on orally QD on
Days 1to21ofa Days1to21ofa Days1to21ofa Days 1yto 21ofa Days 1to21ofa Days1to21ofa Days1to21ofa Days1to21ofa Days1to21ofa
28-day cycle 28-day cycle 28-day cycle 28 )‘; le with 28-day cycle with ~ 28-day cycle with 28-day cycle 28-day cycle 28-day cycle
under fasted under fasted under fasted ;eazlg)r,(r:nial regular meal in regular meal in without regards under fasted under fasted
conditions conditions conditions 9 staggered dosing  staggered dosing to food conditions conditions
Number of
Participants
Analyzed 5 5 4 8 6 4 4 4 4
[units:
participants
1
Number of participants with Adverse Events (AEs) and Serious Adverse Events (SAEs)
(units: participants)
Count of Participants (Not Applicable)
AEs 5 5 4 8 5 4 4 4 4
(100%) (100%) (100%) (100%) (83.33%) (100%) (100%) (100%) (100%)
Treatment- 5 5 3 7 5 3 4 4 4
related AEs (100%) (100%) (75%) (87.5%) (83.33%) (75%) (100%) (100%) (100%)
SAEs 1 3 1 5 0 2 1 0 4
(20%) (60%) (25%) (62.5%) (%) (50%) (25%) (%) (100%)
Treatment- 0 2 0 3 0 0 1 0 4
related SAEs (%) (40%) (%) (37.5%) (%) (%) (25%) (%) (100%)
AEs leading
to 0 1 2 2 0 0 0 0 0
discontinuati (%) (20%) (50%) (25%) (%) (%) (%) (%) (%)
on
Treatment- 0 1 1 2 0 0 0 0 0
related AEs (%) (20%) (25%) (25%) (%) (%) (%) (%) (%)
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leading to
discontinuati
on

AEs

requiring

dose 3 3
interruption (60%) (60%)
and/or

change

(25%)

(50%) (50%)

(50%)

(50%)

(50%)

(100%)

Treatment-
related AEs
requiring
dose
interruption
and/or
change

(40%) (60%)

(25%)

(37.5%) (50%)

(50%)

(50%)

(25%)

(100%)

AEs

requiring 4 4
additional (80%) (80%)
therapy

(100%)

(87.5%) (83.33%)

(100%)

(100%)

(100%)

(100%)

Treatment-
related AEs
requiring
additional
therapy

(40%) (60%)

(75%)

LSZ102 + ribociclib continuous (3/4)

LSZ102 450 mg QD
+ LEE011 300 mg
QD continuous
fasted

LSZ102 450 mg QD
+ LEEO011 400 mg
QD continuous
fasted

5 5
(62.5%) (83.33%)

LSZ102 450 mg QD
+ LEE011 400 mg
QD continuous
with regular meal

(75%)

LSZ102 600 mg QD
+ LEEO11 300 mg
QD continuous
fasted

(100%)

LSZ102 200 mg
BID + LEE011 200
mg QD continuous
without regards to
food

(75%)

(100%)

LSZ102 300 mg
BID + LEE011 200
mg QD continuous
without regards to
food

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to

28 of a 28-day cycle in
combination with ribociclib
300 mg administered

Arm/Group
Description

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to
28 of a 28-day cycle in

combination with ribociclib
400 mg administered

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to
28 of a 28-day cycle in

combination with ribociclib
400 mg administered

LSZ102 600 mg
administered orally once
daily (QD) on Days 1 to

28 of a 28-day cycle in
combination with ribociclib
300 mg administered

LSZ102 200 mg
administered orally twice
daily (BID) on Days 1 to

28 of a 28-day cycle in
combination with ribociclib
200 mg administered

LSZ102 300 mg
administered orally twice
daily (BID) on Days 1 to

28 of a 28-day cycle in
combination with ribociclib
200 mg administered
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orally QD on Days 1 to 28
of a 28-day cycle under

orally QD on Days 1 to 28
of a 28-day cycle under

orally QD on Days 1 to 28
of a 28-day cycle with

orally QD on Days 1 to 28
of a 28-day cycle under

orally once daily (QD) on
Days 1 to 28 of a 28-day

orally once daily (QD) on
Days 1 to 28 of a 28-day

fasted conditions fasted conditions regular meal fasted conditions cycle without regards to cycle without regards to
food food
Number of
Participants
Analyzed [units: 6 8 6 4 6 4
participants]
Number of participants with Adverse Events (AEs) and Serious Adverse Events (SAEs)
(units: participants)
Count of Participants (Not Applicable)
AEs 6 8 6 4 6 4
(100%) (100%) (100%) (100%) (100%) (100%)
Treatment-related 6 8 6 3 6 4
AEs (100%) (100%) (100%) (75%) (100%) (100%)
0 1 0 0 1 1
SAEs (%) (12.5%) (%) (%) (16.67%) (25%)
Treatment-related 0 0 0 0 1 0
SAEs (%) (%) (%) (%) (16.67%) (%)
AEs leading to 0 0 0 0 0 0
discontinuation (%) (%) (%) (%) (%) (%)
Treatment-related
AEs leading to o o o o o e
discontinuation ? ? ¢ ° ° ’
AEs requiring dose
. X 1 5 4 1 4 2
interruption and/or o o o o o N
change (16.67%) (62.5%) (66.67%) (25%) (66.67%) (50%)
Treatment-related
AEs requiring dose 1 3 3 1 4 2
interruption and/or (16.67%) (37.5%) (50%) (25%) (66.67%) (50%)
change
AEs requiring 5 5 5 3 5 4
additional therapy (83.33%) (62.5%) (83.33%) (75%) (83.33%) (100%)
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Treatment-related
AEs requiring
additional therapy

LSZ102 + alpelisib

4
(66.67%)

LSZ102 300 mg QD +
BYL719 200 mg QD
continuous with
regular meal

(50%)

LSZ102 300 mg QD +
BYL719 250 mg QD
continuous with
regular meal

5
(83.33%)

LSZ102 300 mg QD +
BYL719 300 mg QD
continuous with
regular meal

3 5
(75%) (83.33%)

LSZ102 450 mg QD +
BYL719 200 mg QD
continuous with
regular meal

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28 of

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28 of

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28 of

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to 28 of

Arm/Group a 28-day cycle in a 28-day cycle in a 28-day cycle in a 28-day cycle in
Description combination with alpelisib combination with alpelisib combination with alpelisib combination with alpelisib
200 mg administered orally 250 mg administered orally 300 mg administered orally 200 mg administered orally
QD on Days 1 to 28 of a 28- QD on Days 1 to 28 of a 28- QD on Days 1 to 28 of a 28- QD on Days 1 to 28 of a 28-
day cycle with regular meal day cycle with regular meal day cycle with regular meal day cycle with regular meal
Number of
Participants
Analyzed [units: 12 6 12 13
participants]
Number of participants with Adverse Events (AEs) and Serious Adverse Events (SAEs)
(units: participants)
Count of Participants (Not Applicable)
12 6 12 13
AEs (100%) (100%) (100%) (100%)
12 6 11 13
Treatment-related AEs (100%) (100%) (91.67%) (100%)
4 1 10 5
SAEs (33.33%) (16.67%) (83.33%) (38.46%)
Treatment-related 2 0 6 2
SAEs (16.67%) (%) (50%) (15.38%)
AEs leading to 2 1 4 2
discontinuation (16.67%) (16.67%) (33.33%) (15.38%)

(50%)
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Treatment-related AEs 2 1 1

leading to o o o o

discontinuation (16.67%) (16.67%) (%) (7.69%)

AEs requiring dose

. X 7 4 10 8

interruption and/or (58.33%) (66.67%) (83.33%) (61.54%)

change

Treatment-related AEs

requiring dose 5 3 6

interruption and/or (41.67%) (50%) (75%) (46.15%)

change

AEs requiring 12 6 12 12

additional therapy (100%) (100%) (100%) (92.31%)

Treatment-related AEs

requiring additional 11 5 1 1
(91.67%) (83.33%) (91.67%) (84.62%)

therapy

Number of participants with dose reductions and dose interruptions of LSZ102, ribociclib and alpelisib

(Time Frame: From first dose of study medication in the Treatment period up to last dose, with a maximum duration of 2.8 years)

LSZ102 single agent (1/4)

LSZ102

LSZ102 LSZ102 200 m LSZ102 LSZ102
LSZ102 LSZ102 LSZ102 450 mg QD LSZ102 600 mg QD LSZ102 BID 9 225 mg 300 mg
200mgQD 400mgQD 450 mg QD with 600 mg QD with 900 mg QD without BID with BID with
fasted fasted fasted regular fasted regular fasted reqards to regular regular
meal meal 9 meal meal
food
LSZ102 450 LSZ102 600
LSZ102 200 LSZ102 400 mg LSZ102 450 ‘mg LSZ102 600 LSZ102 900 LSZ102 200 LSZ102 225 LSZ102 300
mg mg administered mg administered mg mg mg mg mg
administered administered orally once administered orally once administered administered administered administered administered
Arm/Group orally once orally once daily (QD) on orally once daily (QD) on orally once orally once orally twice orally twice orally twice
Descriptio daily (QD)on  daily (QD)on ~ Days1to28of  gaiy(@D)on  Days1to28of  gqiiy (@D)on daily (QD)on  daily (BID)on  daily (BID)on daily (BID) on
n Days 1t028of Days1to280of @28-daycycle paygqto28of a28-daycycle pays{to280f Days1to280of Days1to280of Days1to28of Days 1 to28 of
a28-daycycle  a28-day cycle under fasted a 28-day cycle under fasted a28-daycycle a28-daycycle aZ28-daycycle aZ28-daycycle a28-daycycle
under fasted under fasted _conditions, with regular _conditions, with regular under fasted without regards with regular with regular
conditions conditions including the meal including the meal conditions to food meal meal
patients who patients who
before the before the
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treatment
period were
enrolled in the
run-in food
effect cohort

treatment
period were
enrolled in the
run-in food
effect cohort

Number of
Participant
s Analyzed
[units:
participant
s]

15

20

Number of participants with dose reductions and dose interruptions of LSZ102, ribociclib and alpelisib
(units: participants)
Count of Participants (Not Applicable)

LSZ102
dose
reduction

(6.67%)

0
(%)

4
(66.67%)

LSZz102
dose
interruption

(33.33%)

5
(33.33%)

4
(66.67%)

4
(66.67%)

(66.67%)

(33.33%)

Ribociclib
dose
reduction
(n=0)

(NaN%)

(NaN%)

(NaN%)

(NaN%)

(NaN%)

(NaN%)

(NaN%)

(NaN%)

(NaN%)

(NaN%)

Ribociclib
dose
interruption
(n=0)

(NaN%)

(NaN%)

(NaN%)

(NaN%)

(NaN%)

(NaN%)

(NaN%)

(NaN%)

(NaN%)

(NaN%)

Alpelisib
dose
reduction
(n=0)

(NaN%)

(NaN%)

(NaN%)

(NaN%)

(NaN%)

(NaN%)

(NaN%)

(NaN%)

(NaN%)

(NaN%)

Alpelisib
dose
interruption
(n=0)

(NaN%)

(NaN%)

(NaN%)

(NaN%)

(NaN%)

(NaN%)

(NaN%)

(NaN%)

(NaN%)

(NaN%)
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LSZ102 + ribociclib intermittent (2/4)

LSZ102 450

LSZ102 450

LSZ102 450
LSZ102200 LSZ102400 LSZ102 400 Lﬁf; °QZD4f° pgaDs Mg mgQD+  LSZ102600  LSZ102 600
mg QD + mg QD + mg QD + LEE011 400 mg QD 3 mg QD 3 LEEO11 600 mg QD + mg QD +
LEEO11 300 LEEO011300 LEEO011400 mg QD 3 weeks on 1 weeks on 1 mg QD 3 LEEO11 300 LEEO011 400
mg QD 3 mg QD 3 mg QD 3 weeks on 1 week off week off weeks on 1 mg QD 3 mg QD 3
weeks on 1 weeks on 1 weeks on 1 week off with regular  with regular week off weeks on 1 weeks on 1
week off week off week off with reaular meal in meal in without week off week off
fasted fasted fasted megl staggered staggered regards to fasted fasted
dosing dosing food

LSZ102 200 mg
administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

LSZ102 400 mg
administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

LSZ102 400 mg
administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

LSZ102 450 mg
administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

LSZ102 450 mg
administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

LSZ102 450 mg
administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

LSZ102 450 mg
administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

LSZ102 600 mg
administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

LSZ102 600 mg
administered
orally once daily
(QD) on Days 1

to 28 of a 28-day

cycle in

Arm/Group combination with combination with combination with combination with combination with combination with combination with combination with combination with

Description ribociclib 300 mg  ribociclib 300 mg  ribociclib 400 mg ribociclib 400 m ribociclib 300 mg  ribociclib 400 mg  ribociclib 600 mg  ribociclib 300 mg  ribociclib 400 mg
administered administered administered administered 9 administered administered administered administered administered
orally QD on orally QD on orally QD on orally QD on orally QD on orally QD on orally QD on orally QD on orally QD on

Days 1to21ofa Days1to21ofa Days1to21ofa Davs 1yto 21 ofa Days 1to21ofa Days1to21ofa Days1to21ofa Days1to21ofa Days1to21ofa
28-day cycle 28-day cycle 28-day cycle 28-¥ja cvele with 28-day cycle with  28-day cycle with 28-day cycle 28-day cycle 28-day cycle
under fasted under fasted under fasted re zla)r, meal regular meal in regular meal in without regards under fasted under fasted
conditions conditions conditions 9 staggered dosing  staggered dosing to food conditions conditions

Number of

Participants

Analyzed 5 5 4 8 6 4 4 4 4

[units:

participants]

Number of participants with dose reductions and dose interruptions of LSZ102, ribociclib and alpelisib

(units: participants)

Count of Participants (Not Applicable)

LSZ102 dose 0 0 1 0 1 0 0 0 1

reduction (%) (%) (25%) (%) (16.67%) (%) (%) (%) (25%)

LSZ102 dose 3 3 1 6 1 2 2 2 4

interruption (60%) (60%) (25%) (75%) (16.67%) (50%) (50%) (50%) (100%)

Ribociclib

dose 0 1 1 0 0 0 1 0 1

reduction (%) (20%) (25%) (%) (%) (%) (25%) (%) (25%)
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Ribociclib
dose

interruption (100%)

(80%)

(75%)

(100%)

(100%)

(100%)

(100%)

(100%)

(100%)

Alpelisib
dose
reduction
(n=0)

(NaN%) (NaN%)

(NaN%)

(NaN%)

(NaN%)

(NaN%)

(NaN%)

(NaN%)

(NaN%)

Alpelisib
dose
interruption
(n=0)

(NaN%) (NaN%)

(NaN%)

LSZ102 + ribociclib continuous (3/4)

LSZ102 450 mg QD
+ LEE011 300 mg
QD continuous
fasted

LSZ102 450 mg QD
+ LEE011 400 mg
QD continuous
fasted

(NaN%)

LSZ102 450 mg QD
+ LEE011 400 mg
QD continuous
with regular meal

(NaN%)

(NaN%)

LSZ102 600 mg QD
+ LEE011 300 mg
QD continuous
fasted

(NaN%)

LSZ102 200 mg
BID + LEE011 200
mg QD continuous
without regards to
food

(NaN%)

(NaN%)

LSZ102 300 mg
BID + LEE011 200
mg QD continuous
without regards to
food

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to

LSZ102 600 mg
administered orally once
daily (QD) on Days 1 to

LSZ102 200 mg
administered orally twice
daily (BID) on Days 1 to

28 of a 28-day cycle in

LSZ102 300 mg
administered orally twice
daily (BID) on Days 1 to

28 of a 28-day cycle in

Arm/Group 28 of a 28-day cycle in 28 of a 28-day cycle in 28 of a 28-day cycle in 28 of a 28-day cycle in combination with ribociclib  combination with ribociclib
e combination with ribociclib  combination with ribociclib  combination with ribociclib ~ combination with ribociclib L -
Descrlptlon - - - . 200 mg administered 200 mg administered
300 mg administered 400 mg administered 400 mg administered 300 mg administered orally once daily (QD) on orally once daily (QD) on
orally QD on Days 1t0 28  orally QD on Days 1t0 28  orally QD on Days 1t0 28  orally QD on Days 1 to 28 Da ;’ 11028 ofya 28-da Da ;’ 11028 ofya 28-da
of a 28-day cycle under of a 28-day cycle under of a 28-day cycle with of a 28-day cycle under c c):lle without regards tg ¢ élle without regards tgl
fasted conditions fasted conditions regular meal fasted conditions ¥ food 9 4 food 9
Number of
Participants
P 6 8 6 4 6 4

Analyzed [units:
participants]

Number of participants with dose reductions and dose interruptions of LSZ102, ribociclib and alpelisib

(units: participants)
Count of Participants (Not Applicable)
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LSZ102 dose 1 0 1 0 1 0
reduction (16.67%) (%) (16.67%) (%) (16.67%) (%)
LSZ102 dose 2 4 5 1 3 4
interruption (33.33%) (50%) (83.33%) (25%) (50%) (100%)
Ribociclib dose 2 1 2 0 2 1
reduction (33.33%) (12.5%) (33.33%) (%) (33.33%) (25%)
Ribociclib dose 2 5 5 1 4 4
interruption (33.33%) (62.5%) (83.33%) (25%) (66.67%) (100%)
Alpelisib dose

reduction (n=0) (NaN%) (NaN%) (NaN%) (NaN%) (NaN%) (NaN%)
Alpelisib dose

interruption (n=0) (NaN%) (NaN%) (NaN%) (NaN%) (NaN%) (NaN%)

LSZ102 + alpelisib (4/4)

LSZ102 300 mg QD +
BYL719 200 mg QD
continuous with
regular meal

LSZ102 300 mg QD +
BYL719 250 mg QD
continuous with
regular meal

LSZ102 300 mg QD +
BYL719 300 mg QD
continuous with
regular meal

LSZ102 450 mg QD +
BYL719 200 mg QD
continuous with
regular meal

LSZ102 300 mg administered
orally once daily (QD) on

LSZ102 300 mg administered
orally once daily (QD) on
Days 1 to 28 of a 28-day cycle
in combination with alpelisib
250 mg administered orally
QD on Days 1 to 28 of a 28-
day cycle with regular meal

LSZ102 300 mg administered
orally once daily (QD) on
Days 1 to 28 of a 28-day cycle
in combination with alpelisib
300 mg administered orally
QD on Days 1 to 28 of a 28-
day cycle with regular meal

LSZ102 450 mg administered
orally once daily (QD) on
Days 1 to 28 of a 28-day cycle
in combination with alpelisib
200 mg administered orally
QD on Days 1 to 28 of a 28-
day cycle with regular meal

Arm/Group Days 1 to 28 of a 28-day cycle
N in combination with alpelisib

Description 200 mg administered orally
QD on Days 1 to 28 of a 28-
day cycle with regular meal

Number of

Participants

Analyzed 12

[units:

participants]

12

13

Number of participants with dose reductions and dose interruptions of LSZ102, ribociclib and alpelisib

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

LSZ102 dose 0
reduction (%)

(%)

2
(16.67%)

(7.69%)
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LSZ102 dose 9 3 10 8

interruption (75%) (50%) (83.33%) (61.54%)
Ribociclib

dose

reduction (NaN%) (NaN%) (NaN%) (NaN%)
(n=0)

Ribociclib

dose

interruption (NaN%) (NaN%) (NaN%) (NaN%)
(n=0)

s : 1 4 1
reduction (16.67%) (16.67%) (33.33%) (7.69%)
Q(')psz“s'b 9 4 10 8
interruption (75%) (66.67%) (83.33%) (61.54%)

Dose intensity of LSZ102, ribociclib and alpelisib

(Time Frame: From first dose of study medication in the Treatment period up to last dose, with a maximum duration of 2.8 years)

LSZ102 single agent (1/4)

LSZ102
LSZ102 LSZ102 2030 m LSZ102 LSZ102
LSZ102 LSZ102 LSZ102 450 mg QD LSZ102 600 mg QD LSZ102 BID 9 225 mg 300 mg
200mgQD 400mgQD 450 mg QD with 600 mg QD with 900 mg QD without BID with BID with
fasted fasted fasted regular fasted regular fasted reqards to regular regular
meal meal 9 meal meal
food
LSZ102 450 LSZ102 600
mg mg
LSZ102 200 LSZ102 400 administered LSZ102 450 administered LSZ102 600 LSZ102 900 LSZ102 200 LSZ102 225 LSZ102 300
mg mg orally once mg orally once mg mg mg mg mg
administered administered daily (QD) on administered daily (QD) on administered administered administered administered administered
Arm/Group orally once orally once Days 1 to 28 of orally once Days 1 to 28 of orally once orally once orally twice orally twice orally twice
v daily (QD) on daily (QD) on a 28-day cycle daily (QD) on a 28-day cycle daily (QD) on daily (QD) on daily (BID) on daily (BID) on daily (BID) on
Description Days 1to 28 of Days1to280f  ynder fasted Days 1t0 28 of  under fasted Days 1to 28 of Days1to280of Days1to280of Days1to280of Days 1 to 28 of
a 28-day cycle a 28-day cycle conditions, a 28-day cycle conditions, a 28-day cycle a 28-day cycle a 28-day cycle a 28-day cycle a 28-day cycle
under fasted under fasted including the with regular including the with regular under fasted without with regular with regular
conditions conditions patients who meal patients who meal conditions regards to food meal meal
before the before the
treatment treatment
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period were

enrolled in the

run-in food
effect cohort

period were
enrolled in the

run-in food
effect cohort

Number of
Participants
Analyzed 4 6 15 6 20 4 6 4 6 6
[units:
participants]
Dose intensity of LSZ102, ribociclib and alpelisib
(units: mg/day)
Median (Full Range)
198.61 400.00 450.00 442.02 600.00 600.00 644.33 197.62 216.43 300.0
LSZ102 (196.4 to (394.3 to (155.8 to (217.2 to (331.9to (5579 to (362.5 to (96.3 to (144.6 to (150.0 to
200.0) 443.2) 450.0) 450.0) 600.0) 600.0) 900.0) 200.0) 225.0) 300.0)
Ribociclib
(n=0)
Alpelisib
(n=0)
LSZ102 + ribociclib intermittent (2/4)
LSZ102 450 LSZ102 450
LSZ102 450
LSZ102200 LSZ102400 LSz102400 -S2102450  mgQD + mg QD + mgQD+  LSZ102600 LSZ102 600
mg QD + LEEO11 300 LEEO11 400
mg QD + mg QD + mg QD + LEE011 400 mg QD 3 mg QD 3 LEEO11 600 mg QD + mg QD +
LEEO11 300 LEEO011300 LEEO11 400 g 9 mg QD 3 LEEO11 300 LEEO11 400
mg QD 3 weeks on 1 weeks on 1
mg QD 3 mg QD 3 mg QD 3 weeks on 1 mg QD 3 mg QD 3
weeks on 1 week off week off
weeks on 1 weeks on 1 weeks on 1 week off with reqular  with reqular week off weeks on 1 weeks on 1
week off week off week off . g g without week off week off
with regular meal in meal in
fasted fasted fasted regards to fasted fasted
meal staggered staggered
. A food
dosing dosing
LSZ102200mg  LSZ102400mg  LSZ102400mg  LSZ102450mg  LSZ102450mg  LSZ102450mg  LSZ102450mg  LSZ102600mg  LSZ102 600 mg
administered administered administered administered administered administered administered administered administered
orally once daily orally once daily orally once daily orally once daily orally once daily orally once daily orally once daily orally once daily orally once daily
Arm/Group (QD) on Days 1 (QD) on Days 1 (QD) on Days 1 (QD) on Days 1 (QD) on Days 1 (QD) on Days 1 (QD) on Days 1 (QD) on Days 1 (QD) on Days 1
Description to 28 of a 28-day  to 28 of a28-day to28 ofa28-day to28 ofa28-day to28 ofa28-day to28 ofa28-day to28ofa28-day to28ofa28-day to 28 of a28-day

cycle in
combination with
ribociclib 300 mg

cycle in
combination with
ribociclib 300 mg

cycle in
combination with
ribociclib 400 mg

cycle in
combination with
ribociclib 400 mg

cycle in
combination with
ribociclib 300 mg

cycle in
combination with
ribociclib 400 mg

cycle in
combination with
ribociclib 600 mg

cycle in
combination with
ribociclib 300 mg

cycle in
combination with
ribociclib 400 mg
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administered

administered

administered

administered

administered

administered

administered

administered

administered

orally QD on orally QD on orally QD on orally QD on orally QD on orally QD on orally QD on orally QD on orally QD on
Days 1to21ofa Days1to21ofa Days1to21ofa Days1to21ofa Days1to21ofa Days1to21ofa Days1to21ofa Days1to21ofa Days1to21ofa
28-day cycle 28-day cycle 28-day cycle 28-day cycle with  28-day cycle with  28-day cycle with 28-day cycle 28-day cycle 28-day cycle
under fasted under fasted under fasted regular meal regular meal in regular meal in without regards under fasted under fasted
conditions conditions conditions staggered dosing  staggered dosing to food conditions conditions
Number of
Participants
Analyzed 5 5 4 8 6 4 4 4 4
[units:
participants]
Dose intensity of LSZ102, ribociclib and alpelisib
(units: mg/day)
Median (Full Range)
196.95 389.74 396.55 447.21 450.00 439.13 437.47 589.49 528.93
LSZ102 (192.8 to (353.1 to (225.4 to (228.4 to (359.2 to (419.8 to (397.4 to (553.8 to (420.8 to
200.0) 400.0) 400.0) 450.0) 450.0) 450.0) 450.0) 600.0) 590.8)
223.00 225.00 323.79 299.45 225.23 294.37 444 .21 229.95 238.35
Ribociclib (215.8 to (154.3 to (169.7 to (149.3 to (173.4 to (222.8 to (410.2 to (221.1to (176.7 to
233.3) 300.0) 400.0) 400.0) 230.4) 317.0) 450.0) 257.1) 293.9)
Alpelisib
(n=0)

LSZ102 + ribociclib continuous (3/4)

LSZ102 450 mg QD
+ LEE011 300 mg
QD continuous
fasted

LSZ102 450 mg QD
+ LEEO011 400 mg
QD continuous
fasted

LSZ102 450 mg QD
+ LEEO11 400 mg
QD continuous
with regular meal

LSZ102 600 mg QD
+ LEEO011 300 mg
QD continuous
fasted

LSZ102 200 mg
BID + LEE011 200
mg QD continuous
without regards to
food

LSZ102 300 mg
BID + LEE011 200
mg QD continuous
without regards to
food

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to

28 of a 28-day cycle in
Arm/G.ro.uP combination with ribociclib
Desc”pt'on 300 mg administered

orally QD on Days 1 to 28
of a 28-day cycle under
fasted conditions

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to
28 of a 28-day cycle in

combination with ribociclib
400 mg administered
orally QD on Days 1 to 28
of a 28-day cycle under
fasted conditions

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to
28 of a 28-day cycle in

combination with ribociclib
400 mg administered
orally QD on Days 1 to 28
of a 28-day cycle with
regular meal

LSZ102 600 mg
administered orally once
daily (QD) on Days 1 to

28 of a 28-day cycle in
combination with ribociclib
300 mg administered
orally QD on Days 1 to 28
of a 28-day cycle under
fasted conditions

LSZ102 200 mg
administered orally twice
daily (BID) on Days 1 to

28 of a 28-day cycle in
combination with ribociclib
200 mg administered
orally once daily (QD) on
Days 1 to 28 of a 28-day
cycle without regards to
food

LSZ102 300 mg
administered orally twice
daily (BID) on Days 1 to

28 of a 28-day cycle in
combination with ribociclib
200 mg administered
orally once daily (QD) on
Days 1 to 28 of a 28-day
cycle without regards to
food
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Number of

Participants

Analyzed [units: 6 8 6 4 6 4

participants]

Dose intensity of LSZ102, ribociclib and alpelisib

(units: mg/day)

Median (Full Range)

LS7102 449.62 448.97 431.32 600.00 195.27 288.07
(342.1 to 450.0) (443.6 to 450.0) (311.9 to 450.0) (390.7 to 600.0) (167.3 to 200.0) (278.7 t0 298.3)

Ribociclib 299.44 393.61 316.38 300.00 185.19 186.63
(164.7 to 300.0) (311.3 to 400.0) (284.4 t0 400.0) (195.3 to 300.0) (107.2 to 200.0) (144.6 to 198.9)

Alpelisib (n=0)

LSZ102 + alpelisib (4/4)

LSZ102 300 mg QD
+ BYL719 200 mg
QD continuous with
regular meal

LSZ102 300 mg QD
+ BYL719 250 mg
QD continuous with
regular meal

LSZ102 300 mg QD
+ BYL719 300 mg
QD continuous with
regular meal

LSZ102 450 mg QD

+ BYL719 200 mg

QD continuous with

regular meal

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28

LSZ102 450 mg
administered orally once

daily (QD) on Days 1 to 28

Arm/Group of a 28-day cycle in of a 28-day cycle in of a 28-day cycle in of a 28-day cycle in
N combination with alpelisib combination with alpelisib combination with alpelisib combination with alpelisib
Description 200 mg administered orally 250 mg administered orally 300 mg administered orally 200 mg administered orally
QD on Days 1to 28 of a QD on Days 1 to 28 of a QD on Days 1to 28 of a QD on Days 1to 28 of a
28-day cycle with regular 28-day cycle with regular 28-day cycle with regular 28-day cycle with regular
meal meal meal meal
Number of
Participants
pamis 12 6 12 13
Analyzed [units:
participants]
Dose intensity of LSZ102, ribociclib and alpelisib
(units: mg/day)
Median (Full Range)
LSZ102 297.28 291.79 244 .51 429.07
(85.7 to 300.0) (194.7 to 300.0) (109.1 to 300.0) (120.4 to 450.0)
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Ribociclib (n=0)

190.70
(104.3 to 200.0)

185.85
(91.4 to 300.0)

207.84
(122.9 to 250.0)

183.89

Alpelisib (57.1 to 200.0)

Secondary Outcome Result(s)
Overall Response Rate (ORR) per RECIST v1.1

(Time Frame: From start of treatment until end of treatment, assessed up to 2.8 years)

LSZ102 single agent (1/4)

LSZ102
LSZ102 LSZ102 200 m LSZ102 LSZ102
LSZ102 LSZ102 LSZ102 450mgQD  LSZ102 600mgQD  LSZ102 BID 9 225 mg 300 mg
200mg QD 400 mg QD 450 mg QD with 600 mg QD with 90mgQD o c BIDwith  BID with
fasted fasted fasted regular fasted regular fasted regards to regular regular
meal meal 9 meal meal
food
LSZ102 450 LSZ102 600
mg mg
administered administered
orally once orally once
LSZ102 200 LSZ102 400 daily (QD) on LSZ102 450 daily (QD) on LSZ102 600 LSZ102 900 LSZ102 200 LSZ102 225 LSZ102 300
mg mg Days 1 to 28 of mg Days 1 to 28 of mg mg mg mg mg
administered administered a 28-day cycle administered a 28-day cycle administered administered administered administered administered
Arm/Group orally once orally once under fasted orally once under fasted orally once orally once orally twice orally twice orally twice
Descriptio daily (QD) on daily (QD) on conditions, daily (QD) on conditions, daily (QD) on daily (QD) on daily (BID) on daily (BID) on daily (BID) on
n Days 1to 28 of  Days 1 to 28 of including the Days 1 to 28 of including the Days 1to 28 of Days 1to 28 of Days 1to28 of Days 1to28of Days 1to 28 of
a 28-day cycle a 28-day cycle patients who a 28-day cycle patients who a 28-day cycle a 28-day cycle a 28-day cycle a 28-day cycle a 28-day cycle
under fasted under fasted before the with regular before the with regular under fasted without regards with regular with regular
conditions conditions treatment meal treatment meal conditions to food meal meal
period were period were
enrolled in the enrolled in the
run-in food run-in food
effect cohort effect cohort
Number of
Participant
s Analyzed
naw. 4 6 15 6 20 4 6 4 6 6
[units:
participant
s]
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Overall Response Rate (ORR) per RECIST v1.1
(units: Percentage of participants)
Number (95% Confidence Interval)

0.0 0.0 0.0 0.0 5.0 0.0 0.0 0.0 0.0 0.0
(0.0to (0.0to (0.0 to (0.0to (0.1to0 (0.0to (0.0 to (0.0to (0.0to (0.0to
60.2) 45.9) 21.8) 45.9) 24.9) 60.2) 45.9) 60.2) 45.9) 45.9)
LSZ102 + ribociclib intermittent (2/4)
LSZ102 450 LSZ102 450
LSZ102 450
LSZ102200 LSZ102400 LSZ102 400 LSZ1°2D45° Lg‘é’ ?1'3 * LE‘EQ’ ?104" mgQD+  LSZ102600 LSZ102 600
mg QD + mg QD + mg QD + mg QD + 011 300 011400 | EEo11600 mgaD+ mg QD +
LEE011300 LEE011300 LEE011400 LEE011400  mgQD3 mg QD 3 mgQD3  LEE011300 LEE011400
mg QD 3 mg QD 3 mg QD 3 mgQD3 ~ weekson1 weeksont .o 00y mg QD 3 mg QD 3
weeks on 1 weeks on 1 weeks on 1 weeks on 1 week off week off week off weeks on 1 weeks on 1
week off week off week off week off with regular  with regular without week off week off
fasted fasted fasted with regular meal in meal in regards to fasted fasted
meal staggered staggered food
dosing dosing
LSZ102 200 mg LSZ102 400 mg LSZ102 400 mg LSZ102 450 mg LSZ102 450 mg LSZ102 450 mg LSZ102 600 mg LSZ102 600 mg

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

LSZ102 450 mg
administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

Arm/Group combination with  combination with  combination with combination with combination with  combination with combination with  combination with combination with

Description ribociclib 300 mg  ribociclib 300 mg  ribociclib 400 mg ribociclib 400 m ribociclib 300 mg  ribociclib 400 mg  ribociclib 600 mg  ribociclib 300 mg  ribociclib 400 mg
administered administered administered administered 9 administered administered administered administered administered
orally QD on orally QD on orally QD on orally QD on orally QD on orally QD on orally QD on orally QD on orally QD on

Days 1to21ofa Days1to21ofa Days1to21ofa Davs 1yto 21 ofa Days 1to21ofa Days1to21ofa Days1to21ofa Days1to21ofa Days1to21ofa
28-day cycle 28-day cycle 28-day cycle 28_3213 cvele with 28-day cycle with ~ 28-day cycle with 28-day cycle 28-day cycle 28-day cycle
under fasted under fasted under fasted re xla¥ meal regular meal in regular meal in without regards under fasted under fasted
conditions conditions conditions 9 staggered dosing  staggered dosing to food conditions conditions

Number of

Participants

Analyzed 5 5 4 8 6 4 4 4 4

[units:

participants]

Overall Response Rate (ORR) per RECIST v1.1
(units: Percentage of participants)
Number (95% Confidence Interval)

Page 38



U, NOVARTIS

Clinical Trial Results Website

20.0
(0.5 t0 71.6)

0.0
(0.0 to 52.2)

0.0
(0.0 to 60.2)

37.5
(8.5 to 75.5)

0.0
(0.0 to 45.9)

0.0
(0.0 t0 60.2)

LZ102 + ribociclib continuous (3/4)

LSZ102 450 mg QD
+ LEEO11 300 mg
QD continuous

LSZ102 450 mg QD
+ LEEO011 400 mg
QD continuous

LSZ102 450 mg QD
+ LEEO011 400 mg
QD continuous

LSZ102 600 mg QD
+ LEEO11 300 mg
QD continuous

(0.6 to 80.6)

25.0

LSZ102 200 mg
BID + LEEO011 200
mg QD continuous

0.0
(0.0 to 60.2)

0.0
(0.0 t0 60.2)

LSZ102 300 mg
BID + LEE011 200
mg QD continuous

. without regards to  without regards to
fasted fasted with regular meal fasted 9 9
food food
LSZ102 450 mg LSZ102 450 mg LSZ102 450 mg LSZ102 600 mg LSZ102 200 mg LSZ102 300 mg

administered orally once
daily (QD) on Days 1 to

administered orally once
daily (QD) on Days 1 to

administered orally once
daily (QD) on Days 1 to

administered orally once
daily (QD) on Days 1 to

administered orally twice
daily (BID) on Days 1 to

administered orally twice
daily (BID) on Days 1 to

h A . . 28 of a 28-day cycle in 28 of a 28-day cycle in
28 of a 28-day cycle in 28 of a 28-day cycle in 28 of a 28-day cycle in 28 of a 28-day cycle in I AR AN - AR AN
Arm/Group combination with ribociclib  combination with ribociclib  combination with ribociclib  combination with ribociclib  SOTbination with ribociclib - combination with ribociclio
Description . e . L 200 mg administered 200 mg administered
300 mg administered 400 mg administered 400 mg administered 300 mg administered orally once daily (QD) on orally once daily (QD) on
orally QD on Days 1t0 28  orally QD on Days 1t0 28  orally QD on Days 1t0 28  orally QD on Days 1 to 28 Da ;’ 11028 ofya 28-da Da Z 11028 ofya 28-da
of a 28-day cycle under of a 28-day cycle under of a 28-day cycle with of a 28-day cycle under c Zle without regards tg, c (}:/Ie without regards tg,
fasted conditions fasted conditions regular meal fasted conditions 4 food 9 4 food 9
Number of
Participants
pan's 6 8 6 4 6 4
Analyzed [units:
participants]
Overall Response Rate (ORR) per RECIST v1.1
(units: Percentage of participants)
Number (95% Confidence Interval)
33.3 25.0 0.0 25.0 50.0 25.0
(4.31077.7) (3.2 10 65.1) (0.0 to 45.9) (0.6 to 80.6) (11.8 to 88.2) (0.6 to 80.6)

LSZ102 + alpelisib (4/4)

LSZ102 300 mg QD
+ BYL719 200 mg
QD continuous with
regular meal

LSZ102 300 mg QD
+ BYL719 250 mg
QD continuous with
regular meal

LSZ102 300 mg QD
+ BYL719 300 mg
QD continuous with
regular meal

LSZ102 450 mg QD
+ BYL719 200 mg
QD continuous with
regular meal

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28

Arm/Group
Description

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to 28
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of a 28-day cycle in
combination with alpelisib
250 mg administered orally
QD on Days 1to 28 of a
28-day cycle with regular

of a 28-day cycle in
combination with alpelisib
200 mg administered orally
QD on Days 1to 28 of a

of a 28-day cycle in
combination with alpelisib
300 mg administered orally
QD on Days 1to 28 of a
28-day cycle with regular

of a 28-day cycle in
combination with alpelisib
200 mg administered orally
QD on Days 1to 28 of a
28-day cycle with regular
meal

28-day cycle with regular
meal meal meal
Number of
Participants
Analyzed [units: 12 6 12 13
participants]
Overall Response Rate (ORR) per RECIST v1.1
(units: Percentage of participants)
Number (95% Confidence Interval)
8.3 0.0 16.7 7.7
(0.2 to 38.5) (0.0 to 45.9) (2.1 to 48.4) (0.2 to 36.0)
Disease Control Rate (DCR) per RECIST v1.1
(Time Frame: From start of treatment until end of treatment, assessed up to 2.8 years)
LSZ102 single agent (1/4)
LSZ102 LSZ102 L2102 Lsz102  Lsz102
LSZ102 LSZ102 LSZ102 450 mg QD LSZ102 600 mg QD LSZ102 BID 9 225 mg 300 mg
200mgQD 400mg QD 450 mg QD with 600 mg QD with 900 mg QD . BID with BID with
without
fasted fasted fasted regular fasted regular fasted regards to regular regular
meal meal 9 meal meal
food
LSZ102 450 LSZ102 600
mg mg
administered administered
orally once orally once
LSZ102 200 LSZ102 400 daily (QD) on LSZ102 450 daily (QD) on LSZ102 600 LSZ102 900 LSZ102 200 LSZ102 225 LSZ102 300
mg mg Days 1 to 28 of mg Days 1 to 28 of mg mg mg mg mg
administered administered a 28-day cycle administered a 28-day cycle administered administered administered administered administered
Arm/Group orally once orally once under fasted orally once under fasted orally once orally once orally twice orally twice orally twice
Descriptio daily (QD) on daily (QD) on conditions, daily (QD) on conditions, daily (QD) on daily (QD) on daily (BID) on daily (BID) on daily (BID) on
n Days 1to 28 of  Days 1 to 28 of including the Days 1 to 28 of including the Days 1to 28 of Days 1to 28 of Days 1to28 of Days 1to28of Days 1to 28 of
a 28-day cycle a 28-day cycle patients who a 28-day cycle patients who a 28-day cycle a 28-day cycle a 28-day cycle a 28-day cycle a 28-day cycle
under fasted under fasted before the with regular before the with regular under fasted without regards with regular with regular
conditions conditions treatment meal treatment meal conditions to food meal meal
period were period were
enrolled in the enrolled in the
run-in food run-in food

effect cohort

effect cohort

Page 40



U, NOVARTIS

Clinical Trial Results Website

Number of
Participant
s Analyzed 4 6 15 6 20 4 6 4 6 6
[units:
participant
s]
Disease Control Rate (DCR) per RECIST v1.1
(units: Percentage of participants)
Number (95% Confidence Interval)
75.0 66.7 13.3 50.0 35.0 25.0 50.0 50.0 66.7 0.0
(194 to (22.3to (1.7 to (11.8to (15.4 to (0.6 to (11.8 to (6.8 to (22.3to (0.0to
99.4) 95.7) 40.5) 88.2) 59.2) 80.6) 88.2) 93.2) 95.7) 45.9)
LSZ102 + ribociclib intermittent (2/4)
LSZ102 450 LSZ102 450
LSZ102 450
LSZ102200 LSZ102400 LSZ102 400 L‘:‘121°an4f° LE‘EQO%D;(.JO LE‘5’0$1D4;0 mgQD+  LSZ102600 LSZ102 600
mg QD + mg QD + mg QD + LEEgO11 400 mg QD 3 mg QD 3 LEEO11 600 mg QD + mg QD +
LEEO11 300 LEEO011300 LEEO011400 ma QD 3 wegks on 1 wegks on 1 mg QD 3 LEEO11 300 LEEO011 400
mg QD 3 mg QD 3 mg QD 3 wegks on 1 week off week off weeks on 1 mg QD 3 mg QD 3
weeks on 1 weeks on 1 weeks on 1 week off with reqular  with reaular week off weeks on 1 weeks on 1
week off week off week off with reqular mealgin mealgin without week off week off
fasted fasted fasted g regards to fasted fasted
meal staggered staggered food
dosing dosing
LSZ102200mg  LSZ102400mg  LSZ102 400 mg LSZ102450mg  LSZ102450mg  LSZ102450mg  LSZ102600mg  LSZ102 600 mg

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

LSZ102 450 mg
administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

Arm/Group combination with combination with combination with binati ith combination with combination with combination with combination with combination with
Description  ribociclib 300mg  ribociclib 300mg  ribociclib 400 mg  CPT2S 'Z’(')‘O""n'qg ribociclib 300 mg  ribociclib 400 mg  ribociclib 600 mg  ribociclib 300 mg  ribociclib 400 mg
administered administered administered administered administered administered administered administered administered
orally QD on orally QD on orally QD on orally QD on orally QD on orally QD on orally QD on orally QD on orally QD on
Days 1to21ofa Days1to21ofa Days1to21ofa Days 1 to 21 of a Days 1to21ofa Days1to21ofa Days1to21ofa Days1to21ofa Days1to21ofa
28-day cycle 28-day cycle 28-day cycle 28-day cvcle with 28-day cycle with ~ 28-day cycle with 28-day cycle 28-day cycle 28-day cycle
under fasted under fasted under fasted regxlasr/ meal regular meal in regular meal in without regards under fasted under fasted
conditions conditions conditions staggered dosing  staggered dosing to food conditions conditions
Number of 5 5 4 8 6 4 4 4 4
Participants
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Analyzed
[units:
participants]

Disease Control Rate (DCR) per RECIST v1.1
(units: Percentage of participants)
Number (95% Confidence Interval)

60.0
(14.7 t0 94.7)

60.0

(14.7 t0 94.7)

25.0
(0.6 to 80.6)

LSZ102 + ribociclib continuous (3/4)

LSZ102 450 mg QD
+ LEE011 300 mg
QD continuous
fasted

LSZ102 450 mg QD
+ LEEO011 400 mg
QD continuous
fasted

(15.7 to 84.3)

50.0

LSZ102 450 mg QD
+ LEEO11 400 mg
QD continuous
with regular meal

66.7
(22.3 10 95.7)

50.0
(6.8 10 93.2)

LSZ102 600 mg QD
+ LEE011 300 mg
QD continuous
fasted

75.0
(19.4 to 99.4)

LSZ102 200 mg
BID + LEE011 200
mg QD continuous
without regards to
food

75.0
(19.4 to 99.4)

75.0
(19.4 to 99.4)

LSZ102 300 mg
BID + LEE011 200
mg QD continuous
without regards to

food

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to

LSZ102 600 mg
administered orally once
daily (QD) on Days 1 to

LSZ102 200 mg
administered orally twice
daily (BID) on Days 1 to

LSZ102 300 mg
administered orally twice
daily (BID) on Days 1 to

h A . . 28 of a 28-day cycle in 28 of a 28-day cycle in
28 of a 28-day cycle in 28 of a 28-day cycle in 28 of a 28-day cycle in 28 of a 28-day cycle in I AR AN - AR AN
Arm/G_ro_up combination with ribociclib  combination with ribociclib  combination with ribociclib  combination with ribociclib combination wnt'h'nbocmllb combination W't.h.r'bOC'C“b
Description . L . L 200 mg administered 200 mg administered
300 mg administered 400 mg administered 400 mg administered 300 mg administered orally once daily (QD) on orally once daily (QD) on
orally QD on Days 1t0 28  orally QD on Days 1t0 28  orally QD on Days 1t0 28  orally QD on Days 1 to 28 Da : 11028 ofya 28.da Da Z 11028 ofya 28.da
of a 28-day cycle under of a 28-day cycle under of a 28-day cycle with of a 28-day cycle under c Zle without regards tg/ c c):lle without regards tg,
fasted conditions fasted conditions regular meal fasted conditions 4 food 9 4 food 9
Number of
Participants
pants 6 8 6 4 6 4
Analyzed [units:
participants]
Disease Control Rate (DCR) per RECIST v1.1
(units: Percentage of participants)
Number (95% Confidence Interval)
83.3 75.0 100.0 50.0 83.3 100.0
.J 10 . .J 1o . .110 . .00 . .J 0 . .00 .
35.91099.6 34.9 t0 96.8 54.1 t0 100.0 6.8 10 93.2 35.9t0 99.6 39.8 to 100.0

LSZ102 + alpelisib (4/4)
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LSZ102 300 mg QD
+ BYL719 200 mg
QD continuous with
regular meal

LSZ102 300 mg QD
+ BYL719 250 mg
QD continuous with
regular meal

LSZ102 300 mg QD
+ BYL719 300 mg
QD continuous with
regular meal

LSZ102 450 mg QD
+ BYL719 200 mg
QD continuous with
regular meal

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28
of a 28-day cycle in

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28
of a 28-day cycle in

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28
of a 28-day cycle in

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to 28
of a 28-day cycle in
combination with alpelisib

Arm/G.ro.Up combination with alpelisib combination with alpelisib combination with alpelisib
Description 200 mg administered orally 250 mg administered orally 300 mg administered orally 200 mg administered orally
QD on Days 1to 28 of a QD on Days 1to 28 of a QD on Days 1to 28 of a QD on Days 1to 28 of a
28-day cycle with regular 28-day cycle with regular 28-day cycle with regular 28-day cycle with regular
meal meal meal meal
Number of
Participan
articipants 12 6 12 13
Analyzed [units:
participants]
Disease Control Rate (DCR) per RECIST v1.1
(units: Percentage of participants)
Number (95% Confidence Interval)
66.7 83.3 41.7 61.5

(34.9 t0 90.1)

(35.9 to 99.6)

Duration of Response (DOR) per RECIST v1.1

(Time Frame: From first documented response to first documented disease progression or death due to any cause, assessed up to 2.8 years)

LSZ102 single agent (1/4)

(15.2 to 72.3)

(31.6 to 86.1)

LSZ102 LSZ102 LSZ102 - 1sz102  Lsz102
LSZ102 LSZ102 LSZ102 450 mg QD LSZ102 600 mg QD LSZ102 BID g 225 mg 300 mg
200mgQD 400 mgQD 450 mg QD with 600 mg QD with 900 mg QD . BID with BID with
without
fasted fasted fasted regular fasted regular fasted reqards to regular regular
meal meal g meal meal
food
LSZ102200  LSZ102 400 LSZL?; 450 | sz102450 LSZL?S 600 |s7102600  LSZ102900  LSZ102200  LSZ102225  LSZ102300
mg mg . mg - mg mg mg mg
Arm/Group administered administered agg;r;itszd administered agg;lr;itﬁézd administered administered administered administered administered
T orally once orally once . orally once . orally once orally once orally twice orally twice orally twice
Description i (apyon  daily (QD) on E;ja"y }?D%g“ . daily QD) on E;’a"y f?D%;;” . daly(QD)on  daily(@)on  daily (BID)on  daily (BID)on daily (BID)on
ays 110250 ays 110 28 0 Days 1to 28 of Days 1to28 of Days1to28of Days1to28of Days 1to 28 of

Days 1 to 28 of

Days 1 to 28 of
a 28-day cycle

a 28-day cycle

a 28-day cycle

under fasted

Days 1 to 28 of
a 28-day cycle

a 28-day cycle
under fasted

a 28-day cycle

a 28-day cycle

a 28-day cycle

a 28-day cycle

a 28-day cycle
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under fasted under fasted conditions, with regular conditions, with regular under fasted without with regular with regular
conditions conditions including the meal including the meal conditions regards to food meal meal
patients who patients who
before the before the
treatment treatment
period were period were
enrolled in the enrolled in the
run-in food run-in food
effect cohort effect cohort
Number of
Participants
Analyzed 0 0 0 0 0 0 0 0 0
[units:
participants]
Duration of Response (DOR) per RECIST v1.1
(units: days)
Median (Full Range)
97
(97 to 97)
LSZ102 + ribociclib intermittent (2/4)
LSZ102 450 LSZ102 450
LSZ102 450
LSZ102200 LSZ102400 LSz102400 L-S£102450  mgQD + mg QD + mgQD+  LSZ102600 LSZ102 600
mg QD + LEEO011 300 LEEO11 400
mg QD + mg QD + mg QD + LEE011 400 mg QD 3 mg QD 3 LEEO011 600 mg QD + mg QD +
LEEO11 300 LEEO011300 LEEO11 400 g 9 mg QD 3 LEEO11 300 LEEO11 400
mg QD 3 weeks on 1 weeks on 1
mg QD 3 mg QD 3 mg QD 3 weeks on 1 mg QD 3 mg QD 3
weeks on 1 week off week off
weeks on 1 weeks on 1 weeks on 1 . . week off weeks on 1 weeks on 1
week off with regular  with regular .
week off week off week off . . . without week off week off
with regular meal in meal in
fasted fasted fasted regards to fasted fasted
meal staggered staggered
. A food
dosing dosing
LSZ102200mg  LSZ102400mg  LSZ102400mg  LSZ102450mg  LSZ102450mg  LSZ102450mg  LSZ102450mg  LSZ102600mg  LSZ102 600 mg

Arm/Group
Description

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day

cycle in

combination with
ribociclib 300 mg

administered

orally QD on
Days 1to 21 of a

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day

cycle in

combination with
ribociclib 300 mg

administered

orally QD on
Days 1to 21 of a

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day

cycle in

combination with
ribociclib 400 mg

administered

orally QD on
Days 1to 21 of a

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day

cycle in

combination with
ribociclib 400 mg

administered

orally QD on
Days 1to 21 of a

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day

cycle in

combination with
ribociclib 300 mg

administered

orally QD on
Days 1to 21 of a

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day

cycle in

combination with
ribociclib 400 mg

administered

orally QD on
Days 1to 21 of a

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day

cycle in

combination with
ribociclib 600 mg

administered

orally QD on
Days 1to 21 of a

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day

cycle in

combination with
ribociclib 300 mg

administered

orally QD on
Days 1to 21 of a

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day

cycle in

combination with
ribociclib 400 mg

administered

orally QD on
Days 1to 21 of a
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28-day cycle 28-day cycle 28-day cycle 28-day cycle with ~ 28-day cycle with  28-day cycle with 28-day cycle 28-day cycle 28-day cycle
under fasted under fasted under fasted regular meal regular meal in regular meal in without regards under fasted under fasted
conditions conditions conditions staggered dosing  staggered dosing to food conditions conditions
Number of
Participants
Analyzed 1 0 0 3 0 0 1 0 0
[units:
participants]
Duration of Response (DOR) per RECIST v1.1
(units: days)
Median (Full Range)
90 254 166
(90 to 90) (85 to 553) (166 to 166)

LSZ102 + ribociclib continuous (3/4)

LSZ102 450 mg QD
+ LEEO11 300 mg
QD continuous
fasted

LSZ102 450 mg QD
+ LEEO011 400 mg
QD continuous
fasted

LSZ102 450 mg QD
+ LEEO11 400 mg
QD continuous
with regular meal

LSZ102 600 mg QD
+ LEEO11 300 mg
QD continuous
fasted

LSZ102 200 mg
BID + LEE011 200
mg QD continuous
without regards to
food

LSZ102 300 mg
BID + LEE011 200
mg QD continuous
without regards to

food

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to
28 of a 28-day cycle in

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to
28 of a 28-day cycle in

LSZ102 600 mg
administered orally once
daily (QD) on Days 1 to

28 of a 28-day cycle in

LSZ102 200 mg
administered orally twice
daily (BID) on Days 1 to

28 of a 28-day cycle in

LSZ102 300 mg
administered orally twice
daily (BID) on Days 1 to

28 of a 28-day cycle in

28 of a 28-day cycle in o RSN S RN
Arm/G.ro.uP combination with ribociclib  combination with ribociclib  combination with ribociclib ~ combination with ribociclib combination Wlt'h'l'lb00|C|Ib combination W't.h.nbOC'C“b
Description . e P L 200 mg administered 200 mg administered
300 mg administered 400 mg administered 400 mg administered 300 mg administered . "
orally once daily (QD) on orally once daily (QD) on
orally QD on Days 1t0 28  orally QD on Days 1t0 28  orally QD on Days 1t0 28  orally QD on Days 1 to 28
) Days 1 to 28 of a 28-day Days 1 to 28 of a 28-day
of a 28-day cycle under of a 28-day cycle under of a 28-day cycle with of a 28-day cycle under cvele without regards to cvele without regards to
fasted conditions fasted conditions regular meal fasted conditions 4 9 4 9
food food
Number of
Participants
P 2 2 0 1 3 1

Analyzed [units:
participants]

Duration of Response (DOR) per RECIST v1.1

(units: days)

Median (Full Range)
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387.5
(106 to 669)

LSZ102 + alpelisib (4/4)

LSZ102 300 mg QD
+ BYL719 200 mg
QD continuous
with regular meal

497
(229 to 765)

LSZ102 300 mg QD
+ BYL719 250 mg
QD continuous
with regular meal

LSZ102 300 mg QD
+ BYL719 300 mg
QD continuous
with regular meal

140 238
(140 to 140) (169 to 561)

LSZ102 450 mg QD
+ BYL719 200 mg
QD continuous
with regular meal

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to 28

Arm/Group of a 28-day cycle in of a 28-day cycle in of a 28-day cycle in of a 28-day cycle in
A combination with alpelisib combination with alpelisib combination with alpelisib combination with alpelisib
Description 200 mg administered orally 250 mg administered orally 300 mg administered orally 200 mg administered orally
QD on Days 1to 28 of a QD on Days 1to 28 of a QD on Days 1to 28 of a QD on Days 1to 28 of a
28-day cycle with regular 28-day cycle with regular 28-day cycle with regular 28-day cycle with regular
meal meal meal meal
Number of
Participants
° i 1 0 2 1
Analyzed [units:
participants]
Duration of Response (DOR) per RECIST v1.1
(units: days)
Median (Full Range)
148 171.5 596
(148 to 148) (169 to 174) (596 to 596)

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

(Time Frame: From start of treatment until first documented progression or death due to any cause, assessed up to 2.8 years)

LSZ102 single agent (1/4)

LSZ102
LSZ102 LSZ102 LSZ102 450 mg QD
200mgQD 400mg QD 450 mg QD with
fasted fasted fasted regular
meal

LSZ102 L2102 Lsz102
LSZ102 600 mg QD LSZ102 BID 9 225 mg
600 mg QD with 900 mg QD . BID with
without
fasted regular fasted regular
regards to
meal food meal

813
(813 to 813)

LSZ102
300 mg
BID with
regular
meal
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LSZ102 450 LSZ102 600
mg mg
administered administered
orally once orally once
LSZ102 200 LSZ102 400 daily (@QD) on LSZ102 450 daily (QD) on LSZ102 600 LSZ102 900 LSZ102 200 LSZ102 225 LSZ102 300
mg mg Days 1 to 28 of mg Days 1 to 28 of mg mg mg mg mg
administered administered a 28-day cycle administered a 28-day cycle administered administered administered administered administered
Arm/Group orally once orally once under fasted orally once under fasted orally once orally once orally twice orally twice orally twice
Descriptio daily (QD) on daily (QD) on conditions, daily (QD) on conditions, daily (QD) on daily (QD) on daily (BID) on daily (BID) on daily (BID) on
n Days 1to 28 of  Days 1 to 28 of including the Days 1 to 28 of including the Days 1to 28 of Days 1to28 of Days1to28of Days1to28of Days 1to 28 of
a 28-day cycle a 28-day cycle patients who a 28-day cycle patients who a 28-day cycle a 28-day cycle a 28-day cycle a 28-day cycle a 28-day cycle
under fasted under fasted before the with regular before the with regular under fasted without regards with regular with regular
conditions conditions treatment meal treatment meal conditions to food meal meal
period were period were
enrolled in the enrolled in the
run-in food run-in food
effect cohort effect cohort
Number of
Participant
s Apal.yzed 4 6 15 6 20 4 6 4 6 6
[units:
participant
s]
Progression-Free Survival (PFS) per RECIST v1.1
(units: months)
Median (95% Confidence Interval)
5.8 7.4 1.9 2.7 1.7
1.7 25 1.8 27 3.0
(1.7 to (1.7 to (14to (0.7 to (0.7 to
NA) NA)] (1.6t101.8) (0.9t03.6) (1.6t04.8) NA ) (1.8 t0 3.6) NA)C (1.6 to 3.9) NA)
[1] Not estimable due to insufficient number of participants with events.
LSZ102 + ribociclib intermittent (2/4)
LSZ102200 LSZ102400  LSZ102 400 Lf‘nZ; 20 LSZ102450  LSZ102450 | 57002450 LSZ102600  LSZ102600
mg ap * mg ap * mgAD* | EE011400 LEE011300 LEEO11400 M9 QD+ mg ap + mg ap *
LEEO011 300 LEEO011300 LEEO011 400 mg QD 3 LEE0O11 600 LEEO011300 LEEO11400
mg QD 3 mg QD 3 mg QD 3 g mg QD 3 mg QD 3 mg QD 3 mg QD 3 mg QD 3
weekson1  weekson1  weeks on1
weeks on 1 weeks on 1 weeks on 1 week off weeks on 1 weeks on 1 weeks on 1
week off week off week off with reaular week off week off week off week off week off
fasted fasted fasted 9 with regular  with regular without fasted fasted
meal meal in meal in
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staggered
dosing

staggered
dosing

regards to
food

LSZ102 200 mg
administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

LSZ102 400 mg
administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

LSZ102 400 mg
administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

LSZ102 450 mg
administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

LSZ102 450 mg
administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

LSZ102 450 mg
administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

LSZ102 450 mg
administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

LSZ102 600 mg
administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

LSZ102 600 mg
administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

ArmlGroup combination with combination with combination with combination with combination with combination with combination with combination with combination with
Description ribociclib 300 mg  ribociclib 300 mg  ribociclib 400 mg ribociclib 400 m ribociclib 300 mg  ribociclib 400 mg  ribociclib 600 mg  ribociclib 300 mg  ribociclib 400 mg
administered administered administered administered 9 administered administered administered administered administered
orally QD on orally QD on orally QD on orally QD on orally QD on orally QD on orally QD on orally QD on orally QD on
Days 1to21ofa Days 1to21ofa Days1to21ofa Days 110 21 of a Days 1to21ofa Days1to21ofa Days1to21ofa Days1to21ofa Days1to21ofa
28-day cycle 28-day cycle 28-day cycle 28—¥:Iay cycle with 28-day cycle with  28-day cycle with 28-day cycle 28-day cycle 28-day cycle
under fasted under fasted under fasted reqular meal regular meal in regular meal in without regards under fasted under fasted
conditions conditions conditions 9 staggered dosing  staggered dosing to food conditions conditions
Number of
Participants
Analyzed 5 5 4 8 6 4 4 4 4
[units:
participants]
Progression-Free Survival (PFS) per RECIST v1.1
(units: months)
Median (95% Confidence Interval)
4.4 6.1 1.6 9.0 4.9 5.3 6.3 4.9 6.5
(1.6 to NAYT  (1.7to NA)YT  (1.6to NA)YT  (2.9to NAYT  (1.8to NA)YT (1.7 to NA)YT (1.6 to NA)YT (1.6 to NA)T (1.5 to NA)!'

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

LSZ102 + ribociclib continuous (3/4)

LSZ102 450 mg QD
+ LEEO11 300 mg
QD continuous
fasted

LSZ102 450 mg QD
+ LEEO011 400 mg
QD continuous
fasted

LSZ102 450 mg QD
+ LEEO11 400 mg
QD continuous
with regular meal

LSZ102 600 mg QD
+ LEEO11 300 mg
QD continuous
fasted

LSZ102 200 mg
BID + LEE011 200
mg QD continuous
without regards to

food

LSZ102 300 mg
BID + LEE011 200
mg QD continuous
without regards to

food

LSZ102 450 mg
administered orally once

LSZ102 450 mg
administered orally once

LSZ102 450 mg
administered orally once

Arm/Group daily (QD) on Days 1 to daily (QD) on Days 1 to daily (QD) on Days 1 to
Description 28 of a 28-day cycle in 28 of a 28-day cycle in 28 of a 28-day cycle in
P combination with ribociclib  combination with ribociclib  combination with ribociclib

300 mg administered
orally QD on Days 1 to 28

400 mg administered
orally QD on Days 1 to 28

400 mg administered
orally QD on Days 1 to 28

LSZ102 600 mg
administered orally once
daily (QD) on Days 1 to

28 of a 28-day cycle in
combination with ribociclib
300 mg administered
orally QD on Days 1 to 28

LSZ102 200 mg
administered orally twice
daily (BID) on Days 1 to

28 of a 28-day cycle in
combination with ribociclib
200 mg administered
orally once daily (QD) on

LSZ102 300 mg
administered orally twice
daily (BID) on Days 1 to

28 of a 28-day cycle in
combination with ribociclib
200 mg administered
orally once daily (QD) on
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of a 28-day cycle under

Days 1 to 28 of a 28-day

of a 28-day cycle under

of a 28-day cycle under

of a 28-day cycle with

cycle without regards to

Days 1 to 28 of a 28-day
cycle without regards to

fasted conditions fasted conditions regular meal fasted conditions
food food

Number of
Participants
Analyzed [units: 6 8 6 4 6 4
participants]
Progression-Free Survival (PFS) per RECIST v1.1
(units: months)
Median (95% Confidence Interval)

6.4 9.1 6.0 3.7 7.8 6.2

(6.0t0 7.0) (1.8 to NA)M (3.7 to NA)M (1.6 to NA)1 (3.7t0 17.3) (5.7 to NA)M

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

LSZ102 + alpelisib (4/4)

LSZ102 300 mg QD
+ BYL719 200 mg
QD continuous with
regular meal

LSZ102 300 mg QD
+ BYL719 250 mg
QD continuous with
regular meal

LSZ102 300 mg QD
+ BYL719 300 mg
QD continuous with
regular meal

LSZ102 450 mg QD
+ BYL719 200 mg
QD continuous with
regular meal

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to 28

Arm/Group of a 28-day cycle in of a 28-day cycle in of a 28-day cycle in of a 28-day cycle in
Description combination with alpelisib combination with alpelisib combination with alpelisib combination with alpelisib
200 mg administered orally 250 mg administered orally 300 mg administered orally 200 mg administered orally
QD on Days 1to 28 of a28- QD on Days 1to 28 ofa28- QD on Days 1to28 ofa28- QD on Days 1 to 28 of a 28-
day cycle with regular meal day cycle with regular meal day cycle with regular meal day cycle with regular meal
Number of
Participants
pams 12 6 12 13
Analyzed [units:
participants]
Progression-Free Survival (PFS) per RECIST v1.1
(units: months)
Median (95% Confidence Interval)
3.5 3.6 3.6 3.3
(1.7 t0 5.5) (1.7 to NA)I! (1.8 10 9.4) (1.8 10 6.3)

[1] Not estimable due to insufficient number of participants with events.
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Maximum observed plasma concentration (Cmax) of LSZ102

(Time Frame: pre-dose, 0.5, 1, 2, 4, 6, 8 and 24 hours post dose on Cycle 1 Day 1 (C1D1) and Cycle 1 Day 28 (C1D28). The duration of one cycle was 28 days.)
LSZ102 single agent (1/4)

LSZ102

LSZ102 LSZ102 200 m LSZ102 LSZ102
LSZ102 LSZ102 LSZ102 450 mg LSZ102 600 mg LSZ102 BID 9 225 mg 300 mg
200 mg QD 400 mg 450 mg QD with 600 mg QD with 900 mg without BID with BID with
fasted QD fasted QD fasted regular QD fasted regular QD fasted reqards to regular regular
meal meal gfoo d meal meal
LSZ102 450 LSZ102 600
mg mg
administered administered
orally once orally once
Lsz102200 ~ LSZ102400  daily(@D)on ) o7405450  dAlY@D)ON orqgy 609  LSZ102900  LSZ102200 ) o7q00505  Lsz102300
m mg Days 1 to 28 m Days 1 to 28 m mg mg m m
dmi 'gt d administered of a 28-day dmi 'gt d of a 28-day dmi 'gt d administered administered dmi 'gt d dmi 'gt d
Arm/G_ro_up daily (QD) on daily (QD) on fa;tgd daily (QD) on fagtfad daily (QD) on daily (QD) on daily (BID) on daily (BID) on daily (BID) on
Description Days 1to28of Days1t028 - conditions, iy og  conditions, o lyyoog  Days1t028 - Days 11028 oo 4%,98'0f  Days 1to 28
2y8 d | of a 28-day including the fy 28.d including the fy 28-d of a 28-day of a 28-day 2y8-d | fy 28.d
aun d_erafé gtyec de cycle under patients who oc ile \;vi tahy patients who OC acle witiy cycle under cycle without awith raey ﬁ|y:re oc a::le \;vi tahy
conditions fasted before the re 4 \ar meal before the re 4 \ar meal fasted regards to megl re A \ar meal
” conditions treatment qu treatment gu conditions food qu
period were period were
enrolled in the enrolled in the
run-in food run-in food
effect cohort effect cohort
Number of
Participants 4 6 15 6 20 3 6 3 6 6
Analyzed [units:
participants]
Maximum observed plasma concentration (Cmax) of LSZ102
(units: ng/mL)
Geometric Mean (Geometric Coefficient of Variation)
Cycle 1 Day 1 040 (11 0421 3 1810 (6 310 (34.8 201 6060 (24.3 1650 (46 1 3230 (61
(n=4,6,15,6,20,3,6 2040 (117.2 4470 (42. 970 (44.3 084 5 (34. 7590 (20. 6060 (24. 650 (46.9 2240 (74. 3 (61.6
O %) %) %) %) %) %) %) %) %) %)

3,6,6)
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Cycle 1 Day 28

(n=4,5.12,5,17.3,5 1100 (146.2 4200 (77.1 3830 (44.4 2620 (46.5 6490 (37.7 6330(8.6 6860 (31.4 1990 (57.6 2340(111.0 4350 (55.9
26 2’) P %) %) %) %) %) %) %) %) %) %)
LSZ102 + ribociclib intermittent (2/4)
LSZ102 450 LSZ102 450
LSZ102 450 mg QD + mg QD + LSZ102 450
LSZ102200 LSZ102400 LSZ102 400 mg QD + LEEO11 300 LEEO011 400 mg QD + LSZ102600 LSZ102 600
mg QD + mg QD + mg QD + LEEO011 400 mg QD 3 mg QD 3 LEEO011 600 mg QD + mg QD +
LEEO11 300 LEEO011300 LEEO011 400 mg QD 3 weeks on1 weeks on 1 mg QD 3 LEEO11 300 LEEO011 400
mg QD 3 mg QD 3 mg QD 3 weeks on 1 week off week off weeks on 1 mg QD 3 mg QD 3
weeks on 1 weeks on 1 weeks on 1 week off with with week off weeks on 1 weeks on 1
week off week off week off with regular regular without week off week off
fasted fasted fasted regular meal in meal in regards to fasted fasted
meal staggered staggered food
dosing dosing
LSZ102450mg  LSZ102 450 mg

LSZ102 200 mg
administered
orally once daily

LSZ102 400 mg
administered
orally once daily

LSZ102 400 mg
administered
orally once daily

LSZ102 450 mg
administered
orally once daily

administered
orally once daily
(QD) on Days 1

administered
orally once daily
(QD) on Days 1

LSZ102 450 mg
administered
orally once daily

LSZ102 600 mg
administered
orally once daily

LSZ102 600 mg
administered
orally once daily

(QD) on Days 1 (QD) on Days 1 (QD) on Days 1 to 28 of a 28- to 28 of a 28- (QD) on Days 1 (QD) on Days 1
to 28 of a 28- (QD) on Days 1 to 28 of a 28- to 28 of a 28- day cycle in day cycle in to 28 of a 28- to 28 of a 28- (QD) on Days 1
; to 28 of a 28-day ] ) A A ) ) to 28 of a 28-day
day cycle in cvele in day cycle in day cycle in combination combination day cycle in day cycle in cvele in
combination yee . combination combination with ribociclib with ribociclib combination combination yele .
Arm/Group combination with combination with
A with ribociclib ribociclib 300 m with ribociclib with ribociclib 300 mg 400 mg with ribociclib with ribociclib ribociclib 400 m
Description 300 mg administered 9 400 mg 400 mg administered administered 600 mg 300 mg administered 9
administered orally QD on administered administered orally QD on orally QD on administered administered orally QD on
orally QD on Y orally QD on orally QD on Days 1 to 21 of Days 1 to 21 of orally QD on orally QD on Y
Days 1to 21 ofa Days 1to 21 ofa
Days 1 to 21 of Days 1 to 21 of Days 1 to 21 of a 28-day cycle a 28-day cycle Days 1 to 21 of Days 1 to 21 of
28-day cycle ) ) 28-day cycle
a 28-day cycle under fasted a 28-day cycle a 28-day cycle with regular with regular a 28-day cycle a 28-day cycle under fasted
under fasted conditions under fasted with regular meal in meal in without regards under fasted conditions
conditions conditions meal staggered staggered to food conditions
dosing dosing
Number of
Participants
P 5 5 4 6 6 4 3 4 4

Analyzed [units:
participants]

Maximum observed plasma concentration (Cmax) of LSZ102

(units: ng/mL)

Geometric Mean (Geometric Coefficient of Variation)
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8\10;6513%6‘%/1 24 1750 (65.9 2690 (196.6 2030 (20.0 3140 (51.5 2140 (98.5 4960 (35.0 3300 (17.3 2420 (90.8 2700 (117.4
pi 19,9,0,0,4,2,4, %) %) %) %) %) %) %) %) %)
Cycle 1 Day 28

(n=0)

LSZ102 + ribociclib continuous (3/4)

LSZ102 450 mg QD
+ LEE011 300 mg
QD continuous
fasted

LSZ102 450 mg QD
+ LEEO011 400 mg
QD continuous
fasted

LSZ102 450 mg QD
+ LEEO11 400 mg
QD continuous
with regular meal

LSZ102 600 mg QD
+ LEE011 300 mg
QD continuous
fasted

LSZ102 200 mg
BID + LEE011 200
mg QD continuous
without regards to
food

LSZ102 300 mg
BID + LEE011 200
mg QD continuous
without regards to

food

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to

LSZ102 600 mg
administered orally once
daily (QD) on Days 1 to

LSZ102 200 mg
administered orally twice
daily (BID) on Days 1 to

28 of a 28-day cycle in

LSZ102 300 mg
administered orally twice
daily (BID) on Days 1 to

28 of a 28-day cycle in

Arm/Group 28ofa28-daycyclein ~ 28ofa28-daycyclein  28ofa28daycydein ~ 28ofa28-dayocyclein . inaiion with ribociclib  combination with ribociclib
. s combination with ribociclib  combination with ribociclib  combination with ribociclib ~ combination with ribociclib L L
Description S - L - 200 mg administered 200 mg administered
300 mg administered 400 mg administered 400 mg administered 300 mg administered orally once daily (QD) on orally once daily (QD) on
orally QD on Days 1t0 28  orally QD on Days 1t0 28  orally QD on Days 1t0 28  orally QD on Days 1 to 28 Da :1 to 28 ofya 28-da Da Z1 to 28 ofya 28-da
of a 28-day cycle under of a 28-day cycle under of a 28-day cycle with of a 28-day cycle under c zle without regards tg, c (\{,Ie without regards tg
fasted conditions fasted conditions regular meal fasted conditions 4 9 4 9
food food
Number of
Participants
P 6 8 6 4 6 4

Analyzed [units:
participants]

Maximum observed plasma concentration (Cmax) of LSZ102

(units: ng/mL)

Geometric Mean (Geometric Coefficient of Variation)

2430 (71.1%)

5740 (26.1%)

3530 (40.6%)

1740 (41.8%)

1930 (34.2%)

Cycle 1 Day 1

(n=6,8,6,4,5,4) 2460 (82.0%)
Cycle 1 Day 28 \
(n=6,7,6,3,5,3) 3190 (39.0%)

LSZ102 + alpelisib (4/4)

3060 (61.9%)

4450 (35.6%)

3680 (45.5%)

2230 (52.4%)

2920 (33.9%)
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LSZ102 300 mg QD
+ BYL719 200 mg
QD continuous
with regular meal

LSZ102 300 mg QD
+ BYL719 250 mg
QD continuous
with regular meal

LSZ102 300 mg QD
+ BYL719 300 mg
QD continuous
with regular meal

LSZ102 450 mg QD
+ BYL719 200 mg
QD continuous
with regular meal

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28
of a 28-day cycle in

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28
of a 28-day cycle in

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28
of a 28-day cycle in

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to 28
of a 28-day cycle in

Arm/G.ro.Up combination with alpelisib combination with alpelisib combination with alpelisib combination with alpelisib
Description 200 mg administered orally 250 mg administered orally 300 mg administered orally 200 mg administered orally
QD on Days 1to 28 of a QD on Days 1to 28 of a QD on Days 1to 28 of a QD on Days 1to 28 of a
28-day cycle with regular 28-day cycle with regular 28-day cycle with regular 28-day cycle with regular
meal meal meal meal
Number of
Participants 12 6 12 13

Analyzed [units:
participants]

Maximum observed plasma concentration (Cmax) of LSZ102

(units: ng/mL)

Geometric Mean (Geometric Coefficient of Variation)

Cycle 1 Day 1

(1=12.6.11.12) 3670 (55.7%)

3860 (19.4%)

2790 (69.2%)

5100 (37.8%)

Cycle 1 Day 28

(n=8,3,6,10) 3910 (52.9%)

3540 (10.5%)

3180 (27.3%)

Time to reach maximum plasma concentration (Tmax) of LSZ102
(Time Frame: pre-dose, 0.5, 1, 2, 4, 6, 8 and 24 hours post dose on Cycle 1 Day 1 (C1D1) and Cycle 1 Day 28 (C1D28). The duration of one cycle was 28 days.)

LSZ102 single agent (1/4)

5200 (34.7%)

LSZ102 LSZ102 LS2102 Lsz102  Lsz102

LSZ102 LSZ102 LSZ102 450mgQD  LSZ102 600mgQD  LSZ102 BID 9 225 mg 300 mg

200mgQD 400mg QD 450 mg QD with 600 mg QD with 900 mg QD . BID with BID with

without
fasted fasted fasted regular fasted regular fasted regards to regular regular
meal meal 9 meal meal
food
Arm/Group LSZ102 200 LSZ102 400 LSZ102 450 LSZ102 450 LSZ102 600 LSZ102 600 LSZ102 900 LSZ102 200 LSZ102 225 LSZ102 300
Descriptio mg mg mg mg mg mg mg mg mg mg

administered administered administered administered administered administered administered administered administered administered

n orally once orally once orally once orally once orally once orally once orally once orally twice orally twice orally twice
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daily (QD) on daily (QD) on daily (QD) on daily (QD) on daily (@QD) on daily (QD) on daily (QD) on daily (BID) on daily (BID) on daily (BID) on
Days 1to 28 of Days 1to28 of Days1to280of Days1to280of Days1to28of Days1to28of Days1to28of Days1to280of Days1to28of Days1to28of
a 28-day cycle a 28-day cycle a 28-day cycle a 28-day cycle a 28-day cycle a 28-day cycle a 28-day cycle a 28-day cycle a 28-day cycle a 28-day cycle

under fasted under fasted under fasted with regular under fasted with regular under fasted without regards with regular with regular
conditions conditions conditions, meal conditions, meal conditions to food meal meal
including the including the
patients who patients who
before the before the
treatment treatment
period were period were
enrolled in the enrolled in the
run-in food run-in food
effect cohort effect cohort
Number of
Participant
s Analyzed
naw. 4 6 15 6 20 3 6 3 6 6
[units:
participant
s]

Time to reach maximum plasma concentration (Tmax) of LSZ102
(units: hours)
Median (Full Range)

Cycle 1

Day 1 2.03 2.00 2.08 2.08 2.04 2.08 3.05 2.00 3.03 2.06
(n=4,6,15,6 (1.17 to (117 to (1.92to (1.98 to (0.5t0 (2.00 to (2.00 to (1.00 to (0.567 to (1.08 to
,20,3,6,3,6, 2.23) 4.00) 6.00) 6.00) 4.33) 4.00) 7.67) 4.17) 4.20) 6.00)
6)

Cycle 1

Day 28 2.17 2.00 2.03 2.25 2.05 1.08 3.00 2.50 2.56 3.17
(n=4,5,12,5 (2.00 to (1.95 to (1.00 to (1.18 to (0.5t0 (1.00 to (1.05 to (1.00 to (0.683 to (2.33 to
,17,3,5,2,6, 7.50) 2.48) 6.18) 6.00) 3.80) 4.08) 4.17) 4.00) 6.00) 4.00)
2)

LSZ102 + ribociclib intermittent (2/4)

LSZ102450 LSZ102450 LSZ102450 LSZ102 450
mg QD + mg QD + mg QD + mg QD +
LEEO11 400 LEEO11300 LEEO011400 LEEO11600
mg QD 3 mg QD 3 mg QD 3 mg QD 3
weekson1 weeks on 1 weeks on 1 weeks on 1
week off week off week off week off

LSZ102 200 LSZ102400 LSZ102 400
mg QD + mg QD + mg QD +
LEEO11 300 LEEO11300 LEEO11400
mg QD 3 mg QD 3 mg QD 3
weekson1 weekson1 weekson1

LSZ102 600 LSZ102 600
mg QD + mg QD +
LEEO11 300 LEEO011 400
mg QD 3 mg QD 3
weekson1 weeks on 1
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week off week off week off with with regular  with regular without week off week off
fasted fasted fasted regular meal in meal in regards to fasted fasted
meal staggered staggered food
dosing dosing
LSZ102450 mg  LSZ102 450 mg
LSZ102200mg LSZ102400mg LSZ102400mg LSZ102 450 mg administered administered LSZ102450 mg LSZ102600mg  LSZ102 600 mg

administered
orally once daily

administered
orally once daily

administered
orally once daily

administered
orally once daily

orally once daily
(QD) on Days 1

orally once daily
(QD) on Days 1

administered
orally once daily

administered
orally once daily

administered
orally once daily

(QD) on Days 1 (QD) on Days 1 (QD) on Days 1 (QD) on Days 1 to 28 of a 28- to 28 of a 28- (QD) on Days 1 (QD) on Days 1 (QD) on Days 1
to 28 of a 28- to 28 of a 28- to 28 of a 28- to 28 of a 28- day cycle in day cycle in to 28 of a 28- to 28 of a 28- to 28 of a 28-
day cycle in day cycle in day cycle in day cycle in combination combination day cycle in day cycle in day cycle in
Arm/Group combination combination combination combination with ribociclib with ribociclib combination combination combination
e with ribociclib with ribociclib with ribociclib with ribociclib 300 mg 400 mg with ribociclib with ribociclib with ribociclib
Description 300 mg 300 mg 400 mg 400 mg administered administered 600 mg 300 mg 400 mg
administered administered administered administered orally QD on orally QD on administered administered administered
orally QD on orally QD on orally QD on orally QD on Days 1 to 21 of Days 1 to 21 of orally QD on orally QD on orally QD on
Days 1 to 21 of Days 1 to 21 of Days 1 to 21 of Days 1 to 21 of a 28-day cycle a 28-day cycle Days 1 to 21 of Days 1 to 21 of Days 1 to 21 of
a 28-day cycle a 28-day cycle a 28-day cycle a 28-day cycle with regular with regular a 28-day cycle a 28-day cycle a 28-day cycle
under fasted under fasted under fasted with regular meal in meal in without regards under fasted under fasted
conditions conditions conditions meal staggered staggered to food conditions conditions
dosing dosing
Number of
Participants
pams 5 5 4 6 6 4 3 4 4
Analyzed [units:
participants]
Time to reach maximum plasma concentration (Tmax) of LSZ102
(units: hours)
Median (Full Range)
2.00 213 3.12 2.00 1.97 4.98 2.03 217
Cycle 1 Day 1 2.23
(e5.53664244) (078t (08 (2.12 to (2.00 to (1.98 to (0.983 to (4.03 to (1.13 to (1.32to
Dr20,0,%,4,%, 3.83) : ' 3.50) 4.15) 4.25) 2.00) 5.92) 4.18) 5.97)

Cycle 1 Day 28
(n=0)

LSZ102 + ribociclib continuous (3/4)

LSZ102 450 mg QD LSZ102450 mg QD LSZ102450 mg QD LSZ102 600 mg QD

+ LEEO11 300 mg
QD continuous
fasted

+ LEEO011 400 mg
QD continuous
fasted

+ LEEO11 400 mg
QD continuous
with regular meal

+ LEEO11 300 mg
QD continuous

fasted

LSZ102 200 mg
BID + LEE011 200
mg QD continuous
without regards to

food

LSZ102 300 mg
BID + LEE011 200
mg QD continuous
without regards to
food
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LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to

LSZ102 600 mg
administered orally once
daily (QD) on Days 1 to

LSZ102 200 mg
administered orally twice
daily (BID) on Days 1 to

28 of a 28-day cycle in

LSZ102 300 mg
administered orally twice
daily (BID) on Days 1 to

28 of a 28-day cycle in

28 of a 28-day cycle in 28 of a 28-day cycle in 28 of a 28-day cycle in 28 of a 28-day cycle in I AN - AN
Arm/G.ro.uP combination with ribociclib  combination with ribociclib  combination with ribociclib  combination with ribociclib cor;gcl)natlondwn'h'r|tboc:jcllb cor;é)énahondwn'h'rltbomdchb
Desc”pt'on 300 mg administered 400 mg administered 400 mg administered 300 mg administered I mg admllnlsgge I mg adm'ln'sgge
orally QD on Days 1t0 28  orally QD on Days 1t0 28  orally QD on Days 1t0 28  orally QD on Days 1 to 28 c[))ra y ;x:cezsalfy (28 )don %ra J §>r:ce28alfy (28 Zzlon
of a 28-day cycle under of a 28-day cycle under of a 28-day cycle with of a 28-day cycle under ayls '?h to a d_ tay ayls '?h to a d_ ?y
fasted conditions fasted conditions regular meal fasted conditions cycle wi %uOdregar sto cycle wi %:)dregar sto
Number of
Participants
Analyzed [units: 6 8 6 4 B 4
participants]
Time to reach maximum plasma concentration (Tmax) of LSZ102
(units: hours)
Median (Full Range)
Cycle 1 Day 1 217 4.00 2.15 217 4.00 3.00
(n=6,8,6,4,5,4) (2.05t0 4.08) (2.05t0 4.17) (1.85 to0 4.50) (2.03 to 4.00) (1.97 to 4.00) (1.18 to 4.00)
Cycle 1 Day 28 215 3.92 2.00 212 2.00 2.00
(n=6,7,6,3,5,3) (2.00 to 7.97) (2.10 to 6.00) (1.90 to 4.58) (1.13 to 4.00) (1.00 to 4.00) (2.00 to 2.00)

LSZ102 + alpelisib (4/4)

LSZ102 300 mg QD
+ BYL719 200 mg
QD continuous with
regular meal

LSZ102 300 mg QD
+ BYL719 250 mg
QD continuous with
regular meal

LSZ102 300 mg QD
+ BYL719 300 mg
QD continuous with
regular meal

LSZ102 450 mg QD
+ BYL719 200 mg
QD continuous with
regular meal

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to 28

Arm/Group of a 28-day cycle in of a 28-day cycle in of a 28-day cycle in of a 28-day cycle in
N combination with alpelisib combination with alpelisib combination with alpelisib combination with alpelisib
Description 200 mg administered orally 250 mg administered orally 300 mg administered orally 200 mg administered orally
QD on Days 1to 28 of a QD on Days 1 to 28 of a QD on Days 1to 28 of a QD on Days 1to 28 of a
28-day cycle with regular 28-day cycle with regular 28-day cycle with regular 28-day cycle with regular
meal meal meal meal
Number of
Participants
P 12 6 12 13

Analyzed [units:
participants]
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Time to reach maximum plasma concentration (Tmax) of LSZ102
(units: hours)
Median (Full Range)

Cycle 1 Day 1 2.00 2.00 2.13 1.96
(n=12,6,11,12) (0.717 t0 5.17) (0.717 to 4.00) (1.03 to 7.58) (0.65 to 4.15)
Cycle 1 Day 28 2.04 1.00 2.08 2.00
(n=8,3,6,10) (0.667 to 4.17) (0.983 to 1.00) (1.00 to 7.60) (0.583 to 4.00)

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

of LSZ102

(Time Frame: pre-dose, 0.5, 1, 2, 4, 6, 8 and 24 hours post dose on Cycle 1 Day 1 (C1D1) and Cycle 1 Day 28 (C1D28). The duration of one cycle was 28 days.)

LSZ102 single agent (1/4)

LSZ102
LSZ102 LSZ102 LSZ102 2(?0 n? LSZ102 LSZ102
LSZ102 LSZ102 450 m LSZ102 600 m LSZ102 9  225m 300 m
200 mg h A BID ; k
400 mg 450 mg QD with 600 mg QD with 900 mg . BID with BID with
QD without
QD fasted QD fasted regular QD fasted regular QD fasted regular regular
fasted regards
meal meal meal meal
to food
LSZ102 450 LSZ102 600
mg mg
administered administered
orally once orally once
. ) LSZ102 200
LSZ102 200 LSZ102 400 daily (QD) on LSZ102 450 daily (QD) on LSZ102 600 LSZ102 900 mg LSZ102 225 LS7102 300
mg mg Days 1 to 28 m Days 1 to 28 m mg administered mg m
administered administered of a 28-day mg of a 28-day mg administered . administered mg
administered administered orally twice : administered
orally once orally once cycle under orally once cycle under orally once orally once daily (BID) orally twice orally twice
Arm/Group daily (QD)on  daily (QD) on fasted ratly fasted ratly daily (QD) on Y daily (BID) ratly
Description Days 1 to 28 Days 1 to 28 conditions daily (@D) on conditions daily (@D) on Days 1to 28 onDays 1 fo on Days 1to daily (BID) on
ofa28-day  ofa28-day  includingthe DS 11028 ncugingthe  DWS1028  oraggqay  2B0MaZ8 Tygorap  Dayslio2s
cycle under cycle under patients who ° al - 't?1y patients who o al - .tT]y cycle under ayﬂ::ycte day cycle o al - 'tiy
fasted fasted before the cycle Wi before the cycle Wi fasted withou with regular cyce wi
- " regular meal regular meal - regards to regular meal
conditions conditions treatment treatment conditions food meal
period were period were
enrolled in the enrolled in the
run-in food run-in food
effect cohort effect cohort
Number of
Participants
pants = 4 6 15 6 20 3 6 3 6 6
Analyzed [units:

participants]
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Area under the plasma concentration-time curve from time zero to the time of the last quantifiable concentration (AUClast) of LSZ102

(units: hr*(ng/mL))

Geometric Mean (Geometric Coefficient of Variation)

(Cnﬁe(;ug%y;o s 5320(62. 15400 (61. 15000 (38. 11200 (65. 23400 (40. 23800 (44. 45700 (30. 4000 (48. 5710 (62. 9690 (35.4
36 6’) T 6%) 5%) 6%) 3%) 8%) 1%) 4%) 5%) 2%) %)
8}3’:‘195112?’12783 s 5210(53. 15300 (74. 18300 (70. 11900 (20. 24900 (43. 23100 (44. 36800 (67. 4870(12. 6820 (81. 15800 (40.
26 2') P 4%) 2%) 6%) 2%) 2%) 3%) 7%) 0%) 4%) 8%)
LSZ102 + ribociclib intermittent (2/4)
LSZ102 450 LSZ102 450
LSZ102 LSZ102 400 LSZ102 LS2102 450 mg QD + mg QD + L?nzt; 82D4f ° LSZ102 LSZ102 600
200mgQD mgQD+ 400mgQp |, MgQD+  LEE011300 LEE011400 , prii1'600 e00mgQD mgQD +
+ LEEO11 LEEO11 300 + LEEO11 LEE011 400 mg QD 3 mg QD 3 mg QD 3 + LEEO11 LEEO11 400
300mgQD mgQD3 400mgQp MIQAD3  weekson1 weekson1 oL o4 300mgQD  mg QD3
3weekson weekson1 3 weeks on weeks on 1 week off week off week off 3 weekson weekson1
1 week off week off 1 week off week off with regular  with regular without 1 week off week off
fasted fasted fasted with regular meal in meal in regards to fasted fasted
meal staggered staggered food
dosing dosing
LSZ102 200 LSZ102 400 LSZ102 600
LSZ102 450 mg LSZ102 450 mg
admimgtered Lii:n?gi:tg?ergg admimgtered L5Z102 450 mg administered administered Liﬁrl](i)si:ti?ergg admimgtered Ligr;?gisetg?er:g
orally once orally once daily orally once atlzllministerded_l o(r)agy oncsa dail1y Oéagy oncl,:;a dail1y orally once daily orally once orally once daily
daily (QD) on (QD) on Days 1 daily (QD) on oraly once daly (QD) on Days (QD) on Days (QD) on Days 1 daily (QD) on (QD) on Days 1

Days 1 to 28 of
a 28-day cycle

to 28 of a 28-day
cycle in

Days 1 to 28 of
a 28-day cycle

(QD) on Days 1
to 28 of a 28-day

to 28 of a 28-day
cycle in
combination with

to 28 of a 28-day
cycle in
combination with

to 28 of a 28-day
cycle in

Days 1 to 28 of
a 28-day cycle

to 28 of a 28-day
cycle in

Arm/Group in combination combination with in combination c_yclg n I I combination with in combination combination with
. s L I OGN combination with  ribociclib 300 mg  ribociclib 400 mg I G A
Description with ribociclib ribociclib 300 mg with ribociclib P e e ribociclib 600 mg with ribociclib ribociclib 400 mg
300 m administered 400 m: ribociclib 400 mg administered administered administered 300 m administered
administe?red orally QD on administegred administered orally QD on orally QD on orally QD on administegred orally QD on
orally QD on Days 1to 21 ofa orally QD on orally QD on Days 11021 0fa  Days 1 10 21 ofa Days 1to 21 ofa orally QD on Days 1to 21 ofa
Days); to 21 of 2y8-day cycle Days% to 21 of Days 1 to 21 of a 28-day cycle 28-day cycle 2y8-day cycle Daysy1 to 21 of 2y8-day cycle
a 28-day cycle under fasted a 28-day cycle witzhsljgazlgfrl]zal Witi: rsigulaerrzdeal Witi: ;etgulagrz deal without regards a 28-day cycle under fasted
under fasted conditions under fasted 9 dogi% dogi% to food under fasted conditions
conditions conditions 9 9 conditions
Number of 5 5 4 6 6 4 3 4 4
Participants
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Analyzed [units:
participants]

Area under the plasma concentration-time curve from time zero to the time of the last quantifiable concentration (AUClast) of LSZ102
(units: hr*(ng/mL))

Geometric Mean (Geometric Coefficient of Variation)

(C;fs'esg%ag o4 T040(336 13000(837 6780 (205 12300 (754 12600 (64.9 14900 (19.0 27500 (14.5 9880 (956 10400 (93.9
) ooobed2d %) %) %) %) %) %) %) %)
Cycle 1 Day 28
(n=0)
LSZ102 + ribociclib continuous (3/4)
LSZ102450 mg QD LSZ102450 mg QD LSZ102450 mg QD LSZ102600 mg QD -52102 200 mg LSZ102 300 mg

+ LEEO11 300 mg
QD continuous
fasted

+ LEEO011 400 mg
QD continuous
fasted

+ LEE011 400 mg
QD continuous
with regular meal

+ LEEO11 300 mg
QD continuous
fasted

BID + LEE011 200

mg QD continuous

without regards to
food

BID + LEE011 200

mg QD continuous

without regards to
food

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to

LSZ102 600 mg
administered orally once
daily (QD) on Days 1 to

LSZ102 200 mg
administered orally twice
daily (BID) on Days 1 to

28 of a 28-day cycle in

LSZ102 300 mg
administered orally twice
daily (BID) on Days 1 to

28 of a 28-day cycle in

28 of a 28-day cycle in 28 of a 28-day cycle in 28 of a 28-day cycle in 28 of a 28-day cycle in I AN - AR AN
Arm/Group combination with ribociclib  combination with ribociclib  combination with ribociclib  combination with ribociclib  SOTbination with ribociclib - combination with ribociclio
Description . e . L 200 mg administered 200 mg administered
300 mg administered 400 mg administered 400 mg administered 300 mg administered . "
orally once daily (QD) on orally once daily (QD) on
orally QD on Days 1t0 28  orally QD on Days 1t0 28  orally QD on Days 1t0 28  orally QD on Days 1 to 28
) Days 1 to 28 of a 28-day Days 1 to 28 of a 28-day
of a 28-day cycle under of a 28-day cycle under of a 28-day cycle with of a 28-day cycle under cvele without regards to cvele without regards to
fasted conditions fasted conditions regular meal fasted conditions 4 9 4 9
food food
Number of
Participants
P 6 8 6 4 6 4

Analyzed [units:
participants]

Area under the plasma concentration-time curve from time zero to the time of the last quantifiable concentration (AUClast) of LSZ102

(units: hr*(ng/mL))

Geometric Mean (Geometric Coefficient of Variation)

Cycle 1 Day 1
(n=6,8,6,4,5,4)

10200 (42.1%)

12100 (59.1%)

20900 (42.5%)

15400 (53.7%)

4800 (42.9%)

6810 (24.0%)
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Cycle 1 Day 28
(n=6,7,6,3,5,3)

9380 (53.6%)

LSZ102 + alpelisib (4/4)

LSZ102 300 mg QD
+ BYL719 200 mg
QD continuous with
regular meal

11100 (64.5%)

LSZ102 300 mg QD
+ BYL719 250 mg
QD continuous with
regular meal

20700 (45.0%)

LSZ102 300 mg QD
+ BYL719 300 mg
QD continuous with
regular meal

16900 (46.7%)

LSZ102 450 mg QD
+ BYL719 200 mg
QD continuous with
regular meal

6320 (20.7%)

Arm/Group
Description

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28
of a 28-day cycle in
combination with alpelisib
200 mg administered orally

QD on Days 1 to 28 of a 28-

day cycle with regular meal

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28
of a 28-day cycle in
combination with alpelisib
250 mg administered orally

QD on Days 1 to 28 of a 28-

day cycle with regular meal

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28
of a 28-day cycle in
combination with alpelisib
300 mg administered orally

QD on Days 1 to 28 of a 28-

day cycle with regular meal

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to 28
of a 28-day cycle in
combination with alpelisib
200 mg administered orally

QD on Days 1 to 28 of a 28-

day cycle with regular meal

Number of
Participants

Analyzed [units:

participants]

12

12

13

9090 (26.9%)

Area under the plasma concentration-time curve from time zero to the time of the last quantifiable concentration
(AUClast) of LSZ102

(units: hr*(ng/mL))

Geometric Mean (Geometric Coefficient of Variation)

Cycle 1 Day 1
(n=12,6,11,12)

Cycle 1 Day 28
(n=8,3,6,10)

11800 (44.3%) 12600 (31.2%) 13100 (56.4%) 18900 (32.1%)

12800 (57.7%) 12000 (28.0%) 15000 (57.5%) 22000 (29.7%)

Accumulation ratio (Racc) of LSZ102
(Time Frame: pre-dose, 0.5, 1, 2, 4, 6, 8 and 24 hours post dose on Cycle 1 Day 1 (C1D1) and Cycle 1 Day 28 (C1D28). The duration of one cycle was 28 days.)

LSZ102 single agent (1/4)

LSZ102200 LSZ102 400 LSZ102 LSZ102 LSZ102 LSZ102 LSZ102900 | SZ102 LSZ102 LSZ102
mg QD mg QD 450 mg 450 mg 600 mg 600 mg mg QD 200 mg 225 mg 300 mg
fasted fasted QD fasted QD with QD fasted QD with fasted BID BID with BID
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regular regular without regular with
meal meal regards meal regular
to food meal
LSZ102 450 LSZ102 600
mg mg
administered administered
orally once orally once LSZ102 LSZ102
LSZ102 200 LSZ102 400 ‘I’Da;g’s(?'t:(’)) o LSZ102450 %a;'gs(?z) o Lszt02600  Lszio2900  A00MI i s7402205 3009
mg mg mg mg mg mg
administered administered ofa; 28—(1'ay administered ofal 28—(1]ay administered administered teq orgll}ll administered teq Oréa".)ll
orally once orally once orally once orally once orally once orally twice
Arm/Group asted astod (@ib)on’ @ib)on’
Description daily (QD) on daily (QD) on conditions daily (QD) on conditions daily (QD) on daily (QD) on Days 1 to daily (BID) on Days 1 to
ipu Days 1 to 28 of Days 1 to 28 of including th!e Days 1 to 28 including th’e Days 1 to 28 Days 1 to 28 of 28 of 2 28- Days 1to 28 28 of 2 28-
a 28-day cycle a 28-day cycle patients who of a 28-day patients who of a 28-day a 28-day cycle day cycle of a 28-day day cycle
under fasted under fasted before the cycle with before the cycle with under fasted without cycle with with
conditions conditions treatment regular meal treatment regular meal conditions regards to regular meal regular
period were period were food meal
enrolled in the enrolled in the
run-in food run-in food
effect cohort effect cohort
Number of
Participants
Analyzed [units: 3 5 9 4 16 3 4 1 3 1
participants]
Accumulation ratio (Racc) of LSZ102
(units: ratio)
Geometric Mean (Geometric Coefficient of Variation)
&3’:"3',95193‘9‘%% 41 0883(367 0942(430 1.37(369 1.17(478 1.06(307 100(320 0975(386 .o 145(710 o
31)1717 My Ty by %) %) %) %) %) %) %) . %) -
LSZ102 + ribociclib intermittent (2/4)
LSZ102200 LSZ102400 LSZ102 400 Lﬁ]z’; gzD4+50 '-ISnZ; °QZD4f° '-ﬁ]Z; gZD“fO LSz102450 LSZ102600 LSZ102 600
mg QD + mg QD + mg QD + mg QD + mg QD + mg QD +
LEE011300 LEE011300 LEE011400 -EE011400 1EE011300 LEE011400 | Eroieo0  LEE011300 LEEO11 400
mg QD 3 mg QD 3 mg QD 3 mg QD 3 mg QD 3 mg QD 3 mg QD 3 mg QD 3 mg QD 3
weekson1 weekson1 weekson1 Weekson1 — weekson1  weekson 1 weeks on1 Wweekson1  weeks on 1
week off week off week off w;'tv: ‘:: chIfar week off week off week off week off week off
fasted fasted fasted megl W|tmher:|git:1lar W'tmh;'aeﬂﬁ'ar without fasted fasted
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staggered staggered regards to
dosing dosing food
LSZ102200mg  LSZ102400mg  LSZ102 400 mg LSZ102450 mg  LSZ102450mg  LSZ102450mg  LSZ102600mg  LSZ102 600 mg

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

LSZ102 450 mg
administered
orally once daily
(QD) on Days 1
to 28 of a 28-day

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

ArmlGroup combination with combination with combination with coml?iﬁcalt?olg with combination with combination with combination with combination with combination with

Description ribociclib 300 mg  ribociclib 300 mg  ribociclib 400 mg ribociclib 400 m ribociclib 300 mg  ribociclib 400 mg  ribociclib 600 mg  ribociclib 300 mg  ribociclib 400 mg
administered administered administered administered 9 administered administered administered administered administered
orally QD on orally QD on orally QD on orally QD on orally QD on orally QD on orally QD on orally QD on orally QD on

Days 1to21ofa Days1to21ofa Days1to21ofa Days 1yto 21ofa Days 1to21ofa Days1to21ofa Days1to21ofa Days1to21ofa Days1to21ofa
28-day cycle 28-day cycle 28-day cycle 28—3213 cvele with 28-day cycle with  28-day cycle with 28-day cycle 28-day cycle 28-day cycle
under fasted under fasted under fasted re zla)r, meal regular meal in regular meal in without regards under fasted under fasted
conditions conditions conditions 9 staggered dosing  staggered dosing to food conditions conditions

Number of

Participants

Analyzed 0 0 0 0 0 0 0 0 0

[units:

participants]

Accumulation ratio (Racc) of LSZ102

(units: ratio)

Geometric Mean (Geometric Coefficient of Variation)

Cycle 1 Day
28 (n=0)

LSZ102 + ribociclib continuous (3/4)

LSZ102 450 mg QD
+ LEEO11 300 mg
QD continuous
fasted

LSZ102 450 mg QD
+ LEEO011 400 mg
QD continuous
fasted

LSZ102 450 mg QD
+ LEEO11 400 mg
QD continuous
with regular meal

LSZ102 600 mg QD
+ LEEO11 300 mg
QD continuous
fasted

LSZ102 200 mg
BID + LEE011 200
mg QD continuous
without regards to

food

LSZ102 300 mg
BID + LEE011 200
mg QD continuous
without regards to

food

Arm/Group
Description

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to

28 of a 28-day cycle in
combination with ribociclib
300 mg administered
orally QD on Days 1 to 28

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to
28 of a 28-day cycle in

combination with ribociclib
400 mg administered
orally QD on Days 1 to 28

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to
28 of a 28-day cycle in

combination with ribociclib
400 mg administered
orally QD on Days 1 to 28

LSZ102 600 mg
administered orally once
daily (QD) on Days 1 to

28 of a 28-day cycle in
combination with ribociclib
300 mg administered
orally QD on Days 1 to 28

LSZ102 200 mg
administered orally twice
daily (BID) on Days 1 to

28 of a 28-day cycle in
combination with ribociclib
200 mg administered
orally once daily (QD) on
Days 1 to 28 of a 28-day

LSZ102 300 mg
administered orally twice
daily (BID) on Days 1 to

28 of a 28-day cycle in
combination with ribociclib
200 mg administered
orally once daily (QD) on
Days 1 to 28 of a 28-day
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of a 28-day cycle under
fasted conditions

of a 28-day cycle under

fasted conditions

of a 28-day cycle with

regular meal

of a 28-day cycle under
fasted conditions

cycle without regards to

food

cycle without regards to
food

Number of

Participants 5
Analyzed [units:

participants]

Accumulation ratio (Racc) of LSZ102
(units: ratio)

Geometric Mean (Geometric Coefficient of Variation)

Cycle 1 Day 28

0,
(n=5,4,5,2,3,3) 1.06 (85.9%)

LSZ102 + alpelisib (4/4)

LSZ102 300 mg QD
+ BYL719 200 mg
QD continuous with
regular meal

1.15 (23.5%)

LSZ102 300 mg QD
+ BYL719 250 mg
QD continuous with
regular meal

1.05 (43.5%)

LSZ102 300 mg QD
+ BYL719 300 mg
QD continuous with
regular meal

1.45 (203.8%)

LSZ102 450 mg QD
+ BYL719 200 mg
QD continuous with
regular meal

1.00 (0.0%)

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28
of a 28-day cycle in
combination with alpelisib
250 mg administered orally
QD on Days 1 to 28 of a 28-
day cycle with regular meal

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28
of a 28-day cycle in
combination with alpelisib
300 mg administered orally
QD on Days 1 to 28 of a 28-
day cycle with regular meal

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to 28
of a 28-day cycle in
combination with alpelisib
200 mg administered orally
QD on Days 1 to 28 of a 28-
day cycle with regular meal

Arm/Group of a 28-day cycle in

Description combination with alpelisib
200 mg administered orally
QD on Days 1 to 28 of a 28-
day cycle with regular meal

Number of

Participants 7

Analyzed [units:
participants]

Accumulation ratio (Racc) of LSZ102
(units: ratio)

Geometric Mean (Geometric Coefficient of
Variation)

Cycle 1 Day 28

(=7.3.6.9) 1.20 (35.5%)

0.962 (64.7%)

0.945 (37.8%)

1.20 (37.4%)

1.04 (7.0%)
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Maximum observed plasma concentration (Cmax) of ribociclib
(Time Frame: pre-dose, 0.5, 1, 2, 4, 6, 8 and 24 hours post dose on Cycle 1 Day 1 (C1D1) and Cycle 1 Day 28 (C1D28). The duration of one cycle was 28 days.)

LSZ102 + ribociclib intermittent (1/2)

LSZ102 450 LSZ102 450
LSZ102 450 mg QD + mg QD + LSZ102 450
LSZ102 200 LSZ102400 LSZ102 400 mg QD + LEEO011 300 LEEO011 400 mg QD + LSZ102 600 LSZ102 600
mg QD + mg QD + mg QD + LEEO011 400 mg QD 3 mg QD 3 LEEO011 600 mg QD + mg QD +
LEEO11 300 LEEO11 300 LEEO11400 mg QD 3 weekson1 weeks on1 mg QD 3 LEEO011 300 LEEO11 400
mg QD 3 mg QD 3 mg QD 3 weeks on 1 week off week off weeks on 1 mg QD 3 mg QD 3
weekson1 weekson1 weekson1 week off with with week off weekson1  weeks on 1
week off week off week off with regular regular without week off week off
fasted fasted fasted regular meal in meal in regards to fasted fasted
meal staggered staggered food
dosing dosing
LSZ102450 mg LSZ102 450 mg
LSZ102200 mg LSZ102400mg LSZ102400mg LSZ102 450 mg administered administered LSZ102 600 mg
administered administered administered administered orally once orally once Lig:n?rz‘i:é?egg Ligrlq?rfiftg?ergg administered
orally once orally once orally once orally once daily (QD) on daily (QD) on orally once dail orally once dail orally once
daily (QD) on daily (QD) on daily (QD) on daily (QD)on  Days 1to28of  Days 1 to 28 of (QD})/ o Dave 1” (QDS)’on Dava 1y daily (QD) on
Days 1 to 28 of Days 1 to 28 of Days 1 to 28 of Days 1 to 28 of a 28-day cycle a 28-day cycle to 28 of a 28¥da to 28 of a 28¥da Days 1 to 28 of
a 28-day cycle a 28-day cycle a 28-day cycle a 28-day cycle in combination in combination cvele in Y evele in Y a 28-day cycle
Arm/Group in combination in combination in combination in combination with ribociclib with ribociclib combi)r;ation with combi)r,1ation with in combination
e with ribociclib with ribociclib with ribociclib with ribociclib 300 mg 400 mg ribociclib 600 m ribociclib 300 m with ribociclib
Description 300 mg 300 mg 400 mg 400 mg administered administered administered 9 administered 9 400 mg
administered administered administered administered orally QD on orally QD on orally QD on orally QD on administered
orally QD on orally QD on orally QD on orally QD on Days 1 to 21 of Days 1 to 21 of Davs 1yto 21ofa  Days 1yto 21 ofa orally QD on
Days 1 to 21 of Days 1 to 21 of Days 1 to 21 of Days 1 to 21 of a 28-day cycle a 28-day cycle 2y8_ day cvcle 2y8_ day cvcle Days 1 to 21 of
a 28-day cycle a 28-day cycle a 28-day cycle a 28-day cycle with regular with regular without):'eyar ds un deryfaé/te d a 28-day cycle
under fasted under fasted under fasted with regular meal in meal in to foo?i conditions under fasted
conditions conditions conditions meal staggered staggered conditions
dosing dosing
Number of
Participants
. 4 4 4 4
Analyzed [units: 5 5 6 6 3

participants]

Maximum observed plasma concentration (Cmax) of ribociclib

(units: ng/mL)

Geometric Mean (Geometric Coefficient of Variation)

Cycle 1 Day 1

(n=5,5,3,6,6,4,2,4,4)

700 (87.5%)

599 (66.0%)

763 (78.4%)

720 (34.2%)

417 (69.8%)

367 (18.8%)

1730 (31.1%)

578 (107.4%)

620 (30.8%)
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Cycle 1 Day 28
(n=0)

LSZ102 + ribociclib continuous (2/2)

LSZ102 450 mg QD
+ LEEO11 300 mg
QD continuous
fasted

LSZ102 450 mg QD
+ LEEO011 400 mg
QD continuous
fasted

LSZ102 450 mg QD
+ LEE011 400 mg
QD continuous
with regular meal

LSZ102 600 mg QD
+ LEEO11 300 mg
QD continuous
fasted

LSZ102 200 mg
BID + LEE011 200
mg QD continuous
without regards to
food

LSZ102 300 mg
BID + LEE011 200
mg QD continuous
without regards to
food

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to

LSZ102 600 mg
administered orally once
daily (QD) on Days 1 to

LSZ102 200 mg
administered orally twice
daily (BID) on Days 1 to

28 of a 28-day cycle in

LSZ102 300 mg
administered orally twice
daily (BID) on Days 1 to

28 of a 28-day cycle in

28 of a 28-day cycle in 28 of a 28-day cycle in 28 of a 28-day cycle in 28 of a 28-day cycle in I AR AN - AR AN
Arm/Group combination with ribociclib  combination with ribociclib  combination with ribociclib  combination with ribociclib  SOTbination with ribociclib - combination with ribociclio
Desc”pt'on 300 mg administered 400 mg administered 400 mg administered 300 mg administered 200 mg adm_mlstered 200 mg admlnlstered
orally once daily (QD) on orally once daily (QD) on
orally QD on Days 1t0 28  orally QD on Days 1t0 28  orally QD on Days 1t0 28  orally QD on Days 1 to 28 Davs 1 to 28 of a 28-da Davs 1 to 28 of a 28-da
of a 28-day cycle under of a 28-day cycle under of a 28-day cycle with of a 28-day cycle under c Zle without regards tg, c (}:/Ie without regards tg,
fasted conditions fasted conditions regular meal fasted conditions 4 food 9 4 food 9
Number of
Participants
pan's 6 8 6 4 6 4
Analyzed [units:
participants]
Maximum observed plasma concentration (Cmax) of ribociclib
(units: ng/mL)
Geometric Mean (Geometric Coefficient of Variation)
Cycle 1 Day 1
¥ y 382 (79.1%) 610 (78.7%) 725 (59.6%) 451 (63.6%) 260 (40.1%) 253 (4.8%)
(n=6,8,6,4,5,4)
Cycle 1 Day 28
(ny=6 - 6.3 %’3) 474 (66.0%) 745 (50.6%) 1040 (84.0%) 427 (34.9%) 732 (38.8%) 400 (75.7%)

Time to reach maximum plasma concentration (Tmax) of ribociclib
(Time Frame: pre-dose, 0.5, 1, 2, 4, 6, 8 and 24 hours post dose on Cycle 1 Day 1 (C1D1) and Cycle 1 Day 28 (C1D28). The duration of one cycle was 28 days.)

LSZ102 + ribociclib intermittent (1/2)

LSZ102 200
mg QD +

LSZ102 400
mg QD +

LSZ102 400
mg QD +

LSZ102 450

mg QD +

LSZ102 450
mg QD +

LSZ102 450
mg QD +

LSZ102 450
mg QD +

LSZ102 600
mg QD +

LSZ102 600
mg QD +
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LEEO11 300
mg QD 3
weeks on 1
week off
fasted

LEEO011 300
mg QD 3
weeks on 1
week off
fasted

LEEO11 400
mg QD 3
weeks on 1
week off
fasted

LEEO11 400
mg QD 3
weeks on 1
week off
with
regular
meal

LEEO11 300
mg QD 3
weeks on 1
week off
with regular
meal in
staggered
dosing

LEEO11 400
mg QD 3
weeks on 1
week off
with regular
meal in
staggered
dosing

LEEO11 600
mg QD 3
weeks on 1
week off
without
regards to
food

LEEO11 300
mg QD 3
weeks on 1
week off
fasted

LEEO011 400
mg QD 3
weeks on 1
week off
fasted

LSZ102 200 mg
administered
orally once daily

LSZ102 400 mg
administered
orally once daily

LSZ102 400 mg
administered
orally once daily

LSZ102 450 mg
administered
orally once daily

LSZ102 450 mg
administered
orally once daily
(QD) on Days 1

LSZ102 450 mg
administered
orally once daily
(QD) on Days 1

LSZ102 450 mg
administered
orally once daily

LSZ102 600 mg
administered
orally once daily

LSZ102 600 mg
administered
orally once daily

(QD) on Days 1 (QD) on Days 1 (QD) on Days 1 (QD) on Days 1 to 28 of a 28- to 28 of a 28- (QD) on Days 1 (QD) on Days 1 (QD) on Days 1
to 28 of a 28- to 28 of a 28- to 28 of a 28- to 28 of a 28- day cycle in day cycle in to 28 of a 28- to 28 of a 28- to 28 of a 28-
day cycle in day cycle in day cycle in day cycle in combination combination day cycle in day cycle in day cycle in
Arm/Group combination combination combination combination with ribociclib with ribociclib combination combination combination
A with ribociclib with ribociclib with ribociclib with ribociclib 300 mg 400 mg with ribociclib with ribociclib with ribociclib
Description 300 mg 300 mg 400 mg 400 mg administered administered 600 mg 300 mg 400 mg
administered administered administered administered orally QD on orally QD on administered administered administered
orally QD on orally QD on orally QD on orally QD on Days 1 to 21 of Days 1 to 21 of orally QD on orally QD on orally QD on
Days 1 to 21 of Days 1 to 21 of Days 1 to 21 of Days 1 to 21 of a 28-day cycle a 28-day cycle Days 1 to 21 of Days 1 to 21 of Days 1 to 21 of
a 28-day cycle a 28-day cycle a 28-day cycle a 28-day cycle with regular with regular a 28-day cycle a 28-day cycle a 28-day cycle
under fasted under fasted under fasted with regular meal in meal in without regards under fasted under fasted
conditions conditions conditions meal staggered staggered to food conditions conditions
dosing dosing
Number of
Participants
pants 5 5 4 6 6 4 3 4 4
Analyzed [units:
participants]
Time to reach maximum plasma concentration (Tmax) of ribociclib
(units: hours)
Median (Full Range)
Cvecle 1 Dav 1 2.00 2.22 3.50 2.15 243 1.93 3.99 1.99 217
(ny_5536%’4244) (1.27 to (2.00 to (2.12to (1.13 to (1.00 to (1.00 to (3.95to (1.13 to (212 to
202004 2.28) 4.32) 3.97) 4.45) 5.08) 4.83) 4.03) 3.63) 3.93)

Cycle 1 Day 28
(n=0)

LSZ102 + ribociclib continuous (2/2)
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LSZ102 450 mg QD
+ LEEO11 300 mg
QD continuous
fasted

LSZ102 450 mg QD
+ LEEO011 400 mg
QD continuous
fasted

LSZ102 450 mg QD
+ LEEO11 400 mg
QD continuous
with regular meal

LSZ102 600 mg QD
+ LEEO11 300 mg
QD continuous
fasted

LSZ102 200 mg
BID + LEE011 200
mg QD continuous
without regards to
food

LSZ102 300 mg
BID + LEE011 200
mg QD continuous
without regards to
food

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to

LSZ102 600 mg
administered orally once
daily (QD) on Days 1 to

LSZ102 200 mg
administered orally twice
daily (BID) on Days 1 to

LSZ102 300 mg
administered orally twice
daily (BID) on Days 1 to

Arm/Group 28 of a 28-day cycle in 28 of a 28-day cycle in 28 of a 28-day cycle in 28 of a 28-day cycle in cozr:kaci)rf'n:tizoi-(\j/v?t);\?/géiigib cozr:bc;g:tizo?\-(:%'ncl}i/gcl)iigib
e combination with ribociclib  combination with ribociclib  combination with ribociclib  combination with ribociclib L L
Desc”pt'on 300 mg administered 400 mg administered 400 mg administered 300 mg administered 200 mg adm_mlstered 200 mg admlnlstered
orally once daily (QD) on orally once daily (QD) on
orally QD on Days 1t0o 28  orally QD on Days 1t0 28  orally QD on Days 1t0 28  orally QD on Days 1 to 28 Days 1 to 28 of a 28-da Davs 1 to 28 of a 28-da
of a 28-day cycle under of a 28-day cycle under of a 28-day cycle with of a 28-day cycle under c Zle without regards tg c ():Ile without regards tgl
fasted conditions fasted conditions regular meal fasted conditions 4 food 9 4 food 9
Number of
Participants
P . 6 8 6 4 6 4
Analyzed [units:
participants]
Time to reach maximum plasma concentration (Tmax) of ribociclib
(units: hours)
Median (Full Range)
Cycle 1 Day 1 3.08 3.16 2.24 2.06 4.00 2.00
(n=6,8,6,4,5,4) (2.10to0 4.08) (1.08 to 4.12) (1.08 to 4.08) (2.00 to 2.25) (1.97 to 4.00) (1.18 to 2.00)
Cycle 1 Day 28 2.06 3.93 1.53 2.07 1.93 2.00
(n=6,7,6,3,5,3) (2.00 to 2.17) (2.10t0 4.37) (1.00 to 2.00) (1.08 to 4.27) (1.00 to 4.00)

(1.00 to 3.67)

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

of ribociclib

(Time Frame: pre-dose, 0.5, 1, 2, 4, 6, 8 and 24 hours post dose on Cycle 1 Day 1 (C1D1) and Cycle 1 Day 28 (C1D28). The duration of one cycle was 28 days.)

LSZ102 + ribociclib intermittent (1/2)

LSZ102 200 LSZ102400 LSZ102 400
mg QD + mg QD + mg QD +
LEEO11 300 LEEO11300 LEEO011 400
mg QD 3 mg QD 3 mg QD 3
weekson1 weeks on 1 weeks on 1

LSZ102 450 LSZ102450 LSZ102450
mg QD + mg QD + mg QD +
LEEO11 400 LEEO11300 LEEO11400
mg QD 3 mg QD 3 mg QD 3
weekson1 weekson1 weeks on1
week off week off week off
with with with

LSZ102 450
mg QD + LSZ102 600 LSZ102 600
LEEO11 600 mg QD + mg QD +
mg QD 3 LEEO011 300 LEEO011 400
weeks on 1 mg QD 3 mg QD 3
week off weeks on 1 weeks on 1
without
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week off week off week off regular regular regular regards to week off week off
fasted fasted fasted meal meal in meal in food fasted fasted
staggered staggered
dosing dosing
LSZ102450 mg LSZ102 450 mg
aminslorod.  adminstered . LSZ102400mg LGt once oralyonce  LSZ102450mg  Lsz102600mg  L2TE IR
orally once orally once administered orally once daily (QD) on daily (QD) on administered administered orally once
daily (QD) on daily (QD) on orally once daily daily (QD) on Days 1 to 28 of Days 1 to 28 of orally once daily orally once daily daily (QD) on
Days 1 to 28 of Days 1 to 28 of (@D on Days 1 Days 1 to 28 of a 28-day cycle a 28-day cycle (QD) on Days 1 (QD) on Days 1 Days 1 to 28 of
a 28-day cycle a 28-day cycle to 28002; Zir?—day a 28-day cycle in combination in combination to 28(:02; Zir?-day to 2800;1 ?r?—day a 28-day cycle
Arm/G in combination in combination yele . in combination with ribociclib with ribociclib yele . yole . in combination
rmitsroup with ribociclib  with ribociclib  comPination with g o ciciib 300 mg 400 mg combination with - combination with it o ciciiby
Description 300 mg 300 mg ribociclib 400 mg 400 mg administered administered ribociclib 600mg  ribocidlib 300 mg 400 mg
administered administered administered administered orally QD on orally QD on administered administered administered
orally QD on orally QD on orally QD on orally QD on Days 1 to 21 of Days 1 to 21 of orally QD on orally QD on orally QD on
Days 1 to 21 of Days 1 to 21 of Days 110 21 of a Days 1 to 21 of a 28-day cycle a 28-day cycle Days1to21ofa  Days1to21ofa Days 1 to 21 of
a 28-day cycle a 28-day cycle 28-day cycle a 28-day cycle with regular with regular 28-day cycle 28-day cycle a 28-day cycle
under fasted under fasted under fasted with regular meal in meal in without regards under fasted under fasted
" " conditions to food conditions i
conditions conditions meal staggered staggered conditions
dosing dosing
Number of
Participants
pams 5 5 4 6 6 4 3 4 4
Analyzed [units:
participants]
under the plasma concentration-time curve from time zero to the time of the last quantifiable concentration (AUClast) of ribociclib
(units: hr*(ng/mL))
Geometric Mean (Geometric Coefficient of Variation)
Cycle 1 Day 1
(ny=5 536 g 404 5750 (87.7  3870(529  5410(1252 6800 (286 3990 (57.4 3860 (34.6 18500 (29.1 4280 (149.4 4810 (366
I %) %) %) %) %) %) %) %) %)

Cycle 1 Day 28
(n=0)

LSZ102 + ribociclib continuous (2/2)

LSZ102 450 mg QD LSZ102 450 mg QD

+ LEE011 300 mg
QD continuous
fasted

+ LEEO011 400 mg
QD continuous
fasted

LSZ102 200 mg
BID + LEE011 200
mg QD continuous
without regards to
food

LSZ102450 mg QD LSZ102 600 mg QD
+ LEEO11 400 mg + LEE011 300 mg
QD continuous QD continuous

with regular meal fasted

LSZ102 300 mg
BID + LEE011 200
mg QD continuous
without regards to
food
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LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to

LSZ102 600 mg
administered orally once
daily (QD) on Days 1 to

LSZ102 200 mg
administered orally twice
daily (BID) on Days 1 to

28 of a 28-day cycle in

LSZ102 300 mg
administered orally twice
daily (BID) on Days 1 to

28 of a 28-day cycle in

Arm/Group 28ofa28-daycyclein ~ 28ofa28-daycyclein  28ofa28daycydein ~ 28ofa28-dayocyclein . inaiion with ribociclib  combination with ribociclib
e combination with ribociclib  combination with ribociclib  combination with ribociclib ~ combination with ribociclib L L
Description e e P L 200 mg administered 200 mg administered
300 mg administered 400 mg administered 400 mg administered 300 mg administered orally once daily (QD) on orally once daily (QD) on
orally QD on Days 1t0 28  orally QD on Days 1t0 28  orally QD on Days 1t0 28  orally QD on Days 1 to 28 Y y Y y
) Days 1 to 28 of a 28-day Days 1 to 28 of a 28-day
of a 28-day cycle under of a 28-day cycle under of a 28-day cycle with of a 28-day cycle under cvele without regards to cvele without regards to
fasted conditions fasted conditions regular meal fasted conditions 4 9 4 9
food food
Number of
Participants
P 6 8 6 4 6 4

Analyzed [units:
participants]

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

(units: hr*(ng/mL))

Geometric Mean (Geometric Coefficient of Variation)

g]yfée;saa%’ 1) 3310 (66.9%) 6180 (73.7%) 5900 (38.1%) 3830 (63.9%) 1150 (44.1%) 1000 (48.4%)
Cycle 1 Day 28 o o o 0 ) )
(6.7.6.35.3) 3410 (113.9%) 5660 (45.9%) 8000 (99.0%) 4720 (15.8%) 4200 (37.8%) 2150 (406%)

Accumulation ratio (Racc) of ribociclib
(Time Frame: pre-dose, 0.5, 1, 2, 4, 6, 8 and 24 hours post dose on Cycle 1 Day 1 (C1D1) and Cycle 1 Day 28 (C1D28). The duration of one cycle was 28 days.)

LSZ102 + ribociclib intermittent (1/2)

LSZ102 450 LSZ102 450 LSZ102 450
LSZ102200 LSZ102400 LsSz102400 52102450  mgQD + mg QD + mgQD+  LSZ102600 LSZ102 600
mg QD + LEEO11 300 LEEO11 400
mg QD + mg QD + mg QD + LEE011 400 mg QD 3 mg QD 3 LEEO11 600 mg QD + mg QD +
LEEO0O11 300 LEEO11300 LEEO11400 g 9 mg QD 3 LEEO11 300 LEEO11 400
mg QD 3 weeks on 1 weeks on 1
mg QD 3 mg QD 3 mg QD 3 weeks on 1 mg QD 3 mg QD 3
weeks on 1 week off week off
weeks on 1 weeks on 1 weeks on 1 week off with reqular  with reqular week off weeks on 1 weeks on 1
week off week off week off with reqular mealgin mealgin without week off week off
fasted fasted fasted g regards to fasted fasted
meal staggered staggered §
A A ood
dosing dosing
LSZ102200mg  LSZ102400mg  LSZ102400mg  LSZ102450mg  LSZ102450mg  LSZ102450mg  LSZ102450mg  LSZ102600mg  LSZ102 600 mg
Arm/Group administered administered administered administered administered administered administered administered administered
Description orally once daily orally once daily orally once daily orally once daily orally once daily orally once daily orally once daily orally once daily orally once daily

(QD) on Days 1

(QD) on Days 1

(QD) on Days 1

(QD) on Days 1

(QD) on Days 1

(QD) on Days 1

(QD) on Days 1

(QD) on Days 1

(QD) on Days 1
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to 28 of a 28-day
cycle in
combination with
ribociclib 300 mg
administered

to 28 of a 28-day
cycle in
combination with
ribociclib 300 mg
administered

to 28 of a 28-day
cycle in
combination with
ribociclib 400 mg
administered

to 28 of a 28-day
cycle in
combination with
ribociclib 400 mg
administered

to 28 of a 28-day
cycle in
combination with
ribociclib 300 mg
administered

to 28 of a 28-day
cycle in
combination with
ribociclib 400 mg
administered

to 28 of a 28-day
cycle in
combination with
ribociclib 600 mg
administered

to 28 of a 28-day
cycle in
combination with
ribociclib 300 mg
administered

to 28 of a 28-day
cycle in
combination with
ribociclib 400 mg
administered

orally QD on orally QD on orally QD on orally QD on orally QD on orally QD on orally QD on orally QD on orally QD on
Days 1to21ofa Days1to21ofa Days1to21ofa Days1to21ofa Days1to21ofa Days1to21ofa Days1to21ofa Days1to21ofa Days1to21ofa
28-day cycle 28-day cycle 28-day cycle 28-day cycle with ~ 28-day cycle with  28-day cycle with 28-day cycle 28-day cycle 28-day cycle
under fasted under fasted under fasted regular meal regular meal in regular meal in without regards under fasted under fasted
conditions conditions conditions staggered dosing  staggered dosing to food conditions conditions
Number of
Participants
Analyzed 0 0 0 0 0 0 0 0 0
[units:

participants]

Accumulation ratio (Racc) of ribociclib

(units: ratio)

Geometric Mean (Geometric Coefficient of Variation)

Cycle 1 Day
28 (n=0)

LSZ102 + ribociclib continuous (2/2)

LSZ102 450 mg QD
+ LEE011 300 mg
QD continuous
fasted

LSZ102 450 mg QD
+ LEE011 400 mg
QD continuous
fasted

LSZ102 450 mg QD
+ LEE011 400 mg
QD continuous
with regular meal

LSZ102 600 mg QD
+ LEE011 300 mg
QD continuous
fasted

LSZ102 200 mg
BID + LEE011 200
mg QD continuous
without regards to
food

LSZ102 300 mg
BID + LEE011 200
mg QD continuous
without regards to
food

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to

LSZ102 600 mg
administered orally once
daily (QD) on Days 1 to

LSZ102 200 mg
administered orally twice
daily (BID) on Days 1 to

28 of a 28-day cycle in

LSZ102 300 mg
administered orally twice
daily (BID) on Days 1 to

28 of a 28-day cycle in

Arm/Group 28 of a 28-day cycle in 28 of a 28-day cycle in 28 of a 28-day cycle in 28 of a 28-day cycle in combination with ribociclib  combination with ribociclib
A combination with ribociclib  combination with ribociclib  combination with ribociclib ~ combination with ribociclib 200 mg administered 200 mg administered
Description 300 mg administered 400 mg administered 400 mg administered 300 mg administered orall ong(J:e daily @D)on orall ongcj:e daily (QD) on
orally QD on Days 1 to 28 orally QD on Days 1to 28  orally QD on Days 1t0 28  orally QD on Days 1 to 28 Da ;’ 11028 ofya 28-da Da z 11028 ofya 28-da
of a 28-day cycle under of a 28-day cycle under of a 28-day cycle with of a 28-day cycle under c ():Ile without regards tg c z‘lle without regards tg
fasted conditions fasted conditions regular meal fasted conditions ¥ food 9 ¥ food 9
Number of
Participants
P 6 7 6 3 4 3

Analyzed [units:

participants]
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Accumulation ratio (Racc) of ribociclib
(units: ratio)
Geometric Mean (Geometric Coefficient of Variation)

Cycle 1 Day 28

(1=6.7.6.3.4.3) 1.03 (93.3%)

0.967 (62.0%)

1.36 (74.3%)

Maximum observed plasma concentration (Cmax) of alpelisib
(Time Frame: pre-dose, 0.5, 1, 2, 4, 6, 8 and 24 hours post dose on Cycle 1 Day 1 (C1D1) and Cycle 1 Day 28 (C1D28). The duration of one cycle was 28 days.)

LSZ102 300 mg QD LSZ102 300 mg QD
+ BYL719 200 mg + BYL719 250 mg
QD continuous with QD continuous with
regular meal regular meal

LSZ102 300 mg QD
+ BYL719 300 mg
QD continuous with
regular meal

1.05 (49.6%)

LSZ102 450 mg QD
+ BYL719 200 mg
QD continuous with
regular meal

3.53 (37.8%)

LSZ102 300 mg LSZ102 300 mg
administered orally once administered orally once
daily (QD) on Days 1 to 28 daily (QD) on Days 1 to 28

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28
of a 28-day cycle in
combination with alpelisib
300 mg administered orally
QD on Days 1 to 28 of a 28-
day cycle with regular meal

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to 28
of a 28-day cycle in
combination with alpelisib
200 mg administered orally
QD on Days 1 to 28 of a 28-
day cycle with regular meal

Arm/Group of a 28-day cycle in of a 28-day cycle in

Description combination with alpelisib combination with alpelisib
200 mg administered orally 250 mg administered orally
QD on Days 1to 28 of a28- QD on Days 1 to 28 of a 28-
day cycle with regular meal day cycle with regular meal

Number of

Participants

P 12 6

Analyzed [units:
participants]

12

13

Maximum observed plasma concentration (Cmax) of alpelisib
(units: ng/mL)
Geometric Mean (Geometric Coefficient of Variation)

Cycle 1 Day 1
(n=11,6,11,11)

1420 (2.6%)

1950 (36.6%)

2220 (40.9%)

1380 (32.8%)

Cycle 1 Day 28

(n=8,2,6,9)

1610 (55.9%)

2590 (26.2%)

2170 (47.5%)

Time to reach maximum plasma concentration (Tmax) of alpelisib
(Time Frame: pre-dose, 0.5, 1, 2, 4, 6, 8 and 24 hours post dose on Cycle 1 Day 1 (C1D1) and Cycle 1 Day 28 (C1D28). The duration of one cycle was 28 days.)

LSZ102 300 mg QD
+BYL719 200 mg

LSZ102 300 mg QD
+BYL719 250 mg

LSZ102 300 mg QD
+BYL719 300 mg

1490 (36.2%)

LSZ102 450 mg QD
+BYL719 200 mg

2.50 (48.0%)
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QD continuous with
regular meal

QD continuous with
regular meal

QD continuous with
regular meal

QD continuous with
regular meal

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to 28

Arm/Group of a 28-day cycle in of a 28-day cycle in of a 28-day cycle in of a 28-day cycle in

Description combination with alpelisib combination with alpelisib combination with alpelisib combination with alpelisib
200 mg administered orally 250 mg administered orally 300 mg administered orally 200 mg administered orally
QD on Days 1to 28 of a28- QD on Days 1to 28 ofa28- QD on Days 1to28 ofa28- QD on Days 1 to 28 of a 28-
day cycle with regular meal day cycle with regular meal day cycle with regular meal day cycle with regular meal

Number of

Participants

panis = 12 6 12 13

Analyzed [units:

participants]

Time to reach maximum plasma concentration (Tmax) of alpelisib

(units: hours)

Median (Full Range)

Cycle 1 Day 1 4.00 2.90 4.00 2.25

(n=11,6,11,11) (1.63 to 4.13) (2.00 to 4.00) (1.97 to 8.05) (0.967 to 4.12)

Cycle 1 Day 28 3.93 2.00 4.11 3.75

(n=8,2,6,9)

(1.00 to 4.17)

(2.00 to 2.00)

(2.02 to 7.60)

(1.42 to 6.00)

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

of alpelisib

(Time Frame: pre-dose, 0.5, 1, 2, 4, 6, 8 and 24 hours post dose on Cycle 1 Day 1 (C1D1) and Cycle 1 Day 28 (C1D28). The duration of one cycle was 28 days.)

LSZ102 300 mg QD
+ BYL719 200 mg
QD continuous with
regular meal

LSZ102 300 mg QD
+ BYL719 250 mg
QD continuous with
regular meal

LSZ102 300 mg QD
+ BYL719 300 mg
QD continuous with
regular meal

LSZ102 450 mg QD
+ BYL719 200 mg
QD continuous with
regular meal

Arm/Group
Description

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28
of a 28-day cycle in
combination with alpelisib
200 mg administered orally
QD on Days 1 to 28 of a 28-
day cycle with regular meal

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28
of a 28-day cycle in
combination with alpelisib
250 mg administered orally
QD on Days 1 to 28 of a 28-
day cycle with regular meal

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28
of a 28-day cycle in
combination with alpelisib
300 mg administered orally
QD on Days 1 to 28 of a 28-
day cycle with regular meal

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to 28
of a 28-day cycle in
combination with alpelisib
200 mg administered orally
QD on Days 1 to 28 of a 28-
day cycle with regular meal

Number of
Participants

12

6

12

13
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Analyzed [units:
participants]

Area under the plasma concentration-time curve from time zero to the time of the last quantifiable concentration

(AUClast) of alpelisib
(units: hr*(ng/mL))
Geometric Mean (Geometric Coefficient of Variation)

Cycle 1 Day 1

0,
(e11.6,11.11) 14500 (38.0%)

18600 (37.6%)

24700 (45.3%)

15700 (30.7%)

Cycle 1 Day 28

0,
(1=8.2.6.9) 14800 (77.9%)

32800 (40.3%)

Accumulation ratio (Racc) of alpelisib

14500 (70.0%)

17700 (52.9%)

(Time Frame: pre-dose, 0.5, 1, 2, 4, 6, 8 and 24 hours post dose on Cycle 1 Day 1 (C1D1) and Cycle 1 Day 28 (C1D28). The duration of one cycle was 28 days.)

LSZ102300 mg QD LSZ102 300 mg QD
+ BYL719 200 mg + BYL719 250 mg
QD continuous with QD continuous with

LSZ102 300 mg QD
+ BYL719 300 mg
QD continuous with
regular meal

LSZ102 450 mg QD
+ BYL719 200 mg
QD continuous with
regular meal

regular meal regular meal
LSZ102 300 mg LSZ102 300 mg
administered orally once administered orally once
daily (QD) on Days 1 to 28 daily (QD) on Days 1 to 28
Arm/Group of a 28-day cycle in of a 28-day cycle in
Description combination with alpelisib combination with alpelisib

200 mg administered orally 250 mg administered orally
QD on Days 1to 28 of a28- QD on Days 1 to 28 of a 28-
day cycle with regular meal day cycle with regular meal

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28
of a 28-day cycle in
combination with alpelisib
300 mg administered orally
QD on Days 1 to 28 of a 28-
day cycle with regular meal

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to 28
of a 28-day cycle in
combination with alpelisib
200 mg administered orally
QD on Days 1 to 28 of a 28-
day cycle with regular meal

Number of

Participants 6 2
Analyzed [units:

participants]

Accumulation ratio (Racc) of alpelisib
(units: ratio)
Geometric Mean (Geometric Coefficient of Variation)

Cycle 1 Day 28

(62.2.6) 1.32 (34.5%)

2.1 (15.2%)

0.497 (25.4%)

1.32 (40.8%)
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Run-in period for food effect cohort: Maximum observed plasma concentration (Cmax) of LSZ102
(Time Frame: pre-dose, 0.5, 1, 2, 4, 6, 8, 24 and 48 hours post dose)

LSZ102 450 mg QD Fed LSZ102 450 mg QD Fasted
LSZ102 450 mg administered orally as single LSZ102 450 mg administered orally as single
Arm/Group Description dose with a high-fat high-calorie (HFHC) meal dose in Fasted conditions during the Run-in
during the Run-in period period
Number of Participants Analyzed 11 9

[units: participants]

Run-in period for food effect cohort: Maximum observed plasma concentration (Cmax) of LSZ102
(units: ng/mL)
Geometric Mean (Geometric Coefficient of Variation)

3260 (74.5%) 2570 (44.8%)

Statistical Analysis
LSZ102 450 mg QD Fed,

Groups LSZ102 450 mg QD Fasted
Other

Method Linear mixed effects model

Other 117

Geometric mean ratio ’

90

% Confidence Interval 0.869 to 1.57

2-Sided

Run-in period for food effect cohort: Time to reach maximum plasma concentration (Tmax) of LSZ102

(Time Frame: pre-dose, 0.5, 1, 2, 4, 6, 8, 24 and 48 hours post dose)

LSZ102 450 mg QD Fed LSZ102 450 mg QD Fasted
LSZ102 450 mg administered orally as single LSZ102 450 mg administered orally as single
Arm/Group Description dose with a high-fat high-calorie (HFHC) meal dose in Fasted conditions during the Run-in
during the Run-in period period
Number of Participants Analyzed 1 9

[units: participants]
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Run-in period for food effect cohort: Time to reach maximum plasma concentration (Tmax) of LSZ102
(units: hours)
Median (Full Range)

4.13 4.00
(1.10 to 8.17) (0.467 to 6.00)

Run-in period for food effect cohort: Area under the plasma concentration-time curve from time zero to the time of the last

quantifiable concentration (AUClast) of LSZ102
(Time Frame: pre-dose, 0.5, 1, 2, 4, 6, 8, 24 and 48 hours post dose)

LSZ102 450 mg QD Fed LSZ102 450 mg QD Fasted
LSZ102 450 mg administered orally as single LSZ102 450 mg administered orally as single
Arm/Group Description dose with a high-fat high-calorie (HFHC) meal dose in Fasted conditions during the Run-in
during the Run-in period period
Number of Participants Analyzed 11 9

[units: participants]

Run-in period for food effect cohort: Area under the plasma concentration-time curve from time zero to
the time of the last quantifiable concentration (AUClast) of LSZ102

(units: hr*(ng/mL))

Geometric Mean (Geometric Coefficient of Variation)

26900 (64.3%) 13700 (49.2%)

Statistical Analysis
LSZ102 450 mg QD Fed,

Groups LSZ102 450 mg QD Fasted
Other

Method Linear mixed effects model

Other

Geometric mean ratio 1.78

90

% Confidence Interval 1.29t0 2.47

2-Sided
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Percentage change from baseline in Estrogen Receptor - H Score
(Time Frame: Baseline (screening) and post-baseline (Cycle 1 Day 15). The duration of one cycle was 28 days.)

LSZ102 single agent (1/4)

LSZ102 LSZ102 L2102 Lsz102  Lsz102
LSZ102 LSZ102 LSz102 450mgQD  LSZ102 600mgQD  LSZ102 BID 225 mg 300 mg
200mgQD 400mg QD 450 mg QD with 600 mg QD with 900 mg QD without BID with BID with
fasted fasted fasted regular fasted regular fasted regards to regular regular
meal meal 9 meal meal
food
LSZ102 450 LSZ102 600
mg mg
administered administered
orally once orally once
LSZ102 200 LSZ102 400 daily (QD) on LSZ102 450 daily (QD) on LSZ102 600 LSZ102 900 LSZ102 200 LSZ102 225 LSZ102 300
mg mg Days 1 to 28 of mg Days 1 to 28 of mg mg mg mg mg
administered administered a 28-day cycle administered a 28-day cycle administered administered administered administered administered
Arm/Group orally once orally once under fasted orally once under fasted orally once orally once orally twice orally twice orally twice
Descriptio daily (QD) on daily (QD) on conditions, daily (QD) on conditions, daily (QD) on daily (QD) on daily (BID) on daily (BID) on daily (BID) on
n Days 1to 28 of  Days 1 to 28 of including the Days 1 to 28 of including the Days 1to 28 of Days 1to 28 of Days 1to28 of Days 1to28of Days 1to 28 of
a 28-day cycle a 28-day cycle patients who a 28-day cycle patients who a 28-day cycle a 28-day cycle a 28-day cycle a 28-day cycle a 28-day cycle
under fasted under fasted before the with regular before the with regular under fasted without regards with regular with regular
conditions conditions treatment meal treatment meal conditions to food meal meal
period were period were
enrolled in the enrolled in the
run-in food run-in food
effect cohort effect cohort
Number of
Participant
§ Analyzed 3 4 10 2 10 2 4 0 2 4
[units:
participant
s]
Percentage change from baseline in Estrogen Receptor - H Score
(units: percentage change)
Median (Full Range)
-4.33 -9.63 -13.07 -29.72 -16.63 -8.19 -20.52 -4.28 -25.62
(-11.6 to (-53.3 to (-37.9to (-42.4 10 - (-71.3to (-11.3to-  (-44.2to- (-6.0 to - (-36.6 to
2.7) 36.4) 35.2) 17.1) 32.0) 5.1) 2.6) 2.6) 75.0)

LSZ102 + ribociclib intermittent (2/4)
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LSZ102 450 LSZ102 450 LSZ102 450
LSZ102200 LSZ102400 LSz102400 52102450  mgQD + mg QD + mgQD+  LSZ102600 LSZ102 600
mg QD + LEEO11 300 LEEO11 400
mg QD + mg QD + mg QD + LEE011 400 mg QD 3 mg QD 3 LEEO11 600 mg QD + mg QD +
LEEO11 300 LEEO011300 LEEO11 400 g g mg QD 3 LEEO11 300 LEEO011 400
mg QD 3 weeks on 1 weeks on 1
mg QD 3 mg QD 3 mg QD 3 weeks on 1 mg QD 3 mg QD 3
weeks on 1 week off week off
weeks on 1 weeks on 1 weeks on 1 . . week off weeks on 1 weeks on 1
week off week off week off week off with regular  with regular without week off week off
with regular meal in meal in
fasted fasted fasted regards to fasted fasted
meal staggered staggered food
dosing dosing
LSZ102200mg  LSZ102400mg  LSZ102 400 mg LSZ102450 mg  LSZ102450mg  LSZ102450mg  LSZ102600mg  LSZ102 600 mg

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

LSZ102 450 mg
administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

combination wit combination wit| combination wit i . combination wit combination witl combination witl combination witl combination witl

Arm/Group binati ith binati ith binati ith combination with binati ith binati ith binati ith binati ith binati ith

Description ribociclib 300 mg  ribociclib 300 mg  ribociclib 400 mg ribociclib 400 m ribociclib 300 mg  ribociclib 400 mg  ribociclib 600 mg  ribociclib 300 mg  ribociclib 400 mg
administered administered administered administered 9 administered administered administered administered administered
orally QD on orally QD on orally QD on orally QD on orally QD on orally QD on orally QD on orally QD on orally QD on

Days 1to21ofa Days1to21ofa Days1to21ofa Davs 1yto 21 ofa Days 1to21ofa Days1to21ofa Days1to21ofa Days1to21ofa Days1to21ofa
28-day cycle 28-day cycle 28-day cycle 28_3213 cvele with 28-day cycle with  28-day cycle with 28-day cycle 28-day cycle 28-day cycle
under fasted under fasted under fasted re x|a¥ meal regular meal in regular meal in without regards under fasted under fasted
conditions conditions conditions 9 staggered dosing  staggered dosing to food conditions conditions

Number of

Participants

Analyzed 3 1 2 1 2 2 1 3 1

[units:

participants]

Percentage change from baseline in Estrogen Receptor - H Score

(units: percentage change)

Median (Full Range)

-32.06 -26.61 572 -31.67 -29.33 16.61 -8.22 9.15 -28.51
(-37.2 to - (-26.61 to - (-5.9 t'o -5.5) (-31.67 to - (-43.5t0 - (-25.3 to (-8.22 to - (-20.3 to (-28.51 to -
26.2) 26.61) : : 31.67) 15.2) 58.5) 8.22) 113.9) 28.51)

LSZ102 + ribociclib continuous (3/4)

LSZ102450 mg QD LSZ102450 mg QD LSZ102450 mg QD LSZ102 600 mg QD

+ LEEO011 300 mg

+ LEEO011 400 mg

+ LEEO11 400 mg

+ LEE011 300 mg

LSZ102 200 mg
BID + LEE011 200
mg QD continuous

LSZ102 300 mg
BID + LEE011 200
mg QD continuous
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QD continuous
fasted

QD continuous
fasted

QD continuous
with regular meal

QD continuous
fasted

without regards to
food

without regards to
food

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to

28 of a 28-day cycle in

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to
28 of a 28-day cycle in

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to
28 of a 28-day cycle in

LSZ102 600 mg
administered orally once
daily (QD) on Days 1 to

28 of a 28-day cycle in

LSZ102 200 mg
administered orally twice
daily (BID) on Days 1 to

28 of a 28-day cycle in

LSZ102 300 mg
administered orally twice
daily (BID) on Days 1 to

28 of a 28-day cycle in

Arm/Group combination with ribociclib  combination with ribociciib  combination with ribociclib  combination with ribociclib  “O Ao with ribodiclib. - combination with ribocielib
Description 300 mg administered 400 mg administered 400 mg administered 300 mg administered orall ongce daily @D)on orall ongce daily QD) on
orally QD on Days 1t0 28  orally QD on Days 1t0 28  orally QD on Days 1t0 28  orally QD on Days 1 to 28 Da : 11028 ofya 28.da Da Z 11028 ofya 28.da
of a 28-day cycle under of a 28-day cycle under of a 28-day cycle with of a 28-day cycle under c Zle without regards tg c ():Ile without regards tg,
fasted conditions fasted conditions regular meal fasted conditions 4 food 9 4 food 9
Number of
Participants
. 6 3 2 3 2
Analyzed [units: 3
participants]
Percentage change from baseline in Estrogen Receptor - H Score
(units: percentage change)
Median (Full Range)
-19.18 -22.37 -29.30 -36.08 -17.89 22.14

(-27.0 to 19.9)

LSZ102 + alpelisib (4/4)

LSZ102 300 mg QD
+ BYL719 200 mg
QD continuous with
regular meal

(-100.0 to 1.2)

LSZ102 300 mg QD
+ BYL719 250 mg
QD continuous with
regular meal

(-30.1 to -28.5)

LSZ102 300 mg QD
+ BYL719 300 mg
QD continuous with
regular meal

(-36.2 to -11.6)

(-27.0 to -15.9)

LSZ102 450 mg QD
+ BYL719 200 mg
QD continuous with
regular meal

Arm/Group
Description

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28
of a 28-day cycle in
combination with alpelisib
200 mg administered orally
QD on Days 1 to 28 of a 28-
day cycle with regular meal

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28
of a 28-day cycle in
combination with alpelisib
250 mg administered orally
QD on Days 1 to 28 of a 28-
day cycle with regular meal

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28
of a 28-day cycle in
combination with alpelisib
300 mg administered orally
QD on Days 1 to 28 of a 28-
day cycle with regular meal

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to 28
of a 28-day cycle in
combination with alpelisib
200 mg administered orally
QD on Days 1 to 28 of a 28-
day cycle with regular meal

Number of
Participants
Analyzed [units:
participants]

(-43.3 to 87.5)
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Percentage change from baseline in Estrogen Receptor - H Score
(units: percentage change)

Median (Full Range)
-36.29 -18.80

-24.70 -38.17
(-87.6 to -6.8) (-38.17 to -38.17) (-59.9 to -12.7) (-29.9 to 5.0)

Percentage change from baseline in Progesterone Receptor - H Score
(Time Frame: Baseline (screening) and post-baseline (Cycle 1 Day 15). The duration of one cycle was 28 days.)

LSZ102 single agent (1/4)
LSZ102
LSZ102 LSZ102 200 m LSZ102 LSZ102
LSZ102 LSZ102 LSZ102 450 mg QD LSZ102 600 mg QD LSZ102 BID 9 225 mg 300 mg
200mgQD 400mg QD 450 mg QD with 600 mg QD with 900 mg QD without BID with BID with
fasted fasted fasted regular fasted regular fasted regards to regular regular
meal meal 9 meal meal
food
LSZ102 450 LSZ102 600
mg mg
administered administered
orally once orally once
LSZ102 200 LSZ102 400 daily (QD) on LSZ102 450 daily (QD) on LSZ102 600 LSZ102 900 LSZ102 200 LSZ102 225 LSZ102 300
mg mg Days 1 to 28 of mg Days 1 to 28 of mg mg mg mg mg
administered administered a 28-day cycle administered a 28-day cycle administered administered administered administered administered
Arm/Group orally once orally once under fasted orally once under fasted orally once orally once orally twice orally twice orally twice
Descriptio daily (QD) on daily (QD) on conditions, daily (QD) on conditions, daily (QD) on daily (QD) on daily (BID) on daily (BID) on daily (BID) on
n Days 1to 28 of  Days 1 to 28 of including the Days 1 to 28 of including the Days 1to 28 of Days 1to 28 of Days 1to28 of Days 1to28of Days 1to 28 of
a 28-day cycle a 28-day cycle patients who a 28-day cycle patients who a 28-day cycle a 28-day cycle a 28-day cycle a 28-day cycle a 28-day cycle
under fasted under fasted before the with regular before the with regular under fasted without regards with regular with regular
conditions conditions treatment meal treatment meal conditions to food meal meal
period were period were
enrolled in the enrolled in the
run-in food run-in food
effect cohort effect cohort
Number of
Participant
s Analyzed
naw. 2 3 8 2 9 2 3 0 2 3
[units:
participant
s]
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Percentage change from baseline in Progesterone Receptor - H Score
(units: percentage change)
Median (Full Range)

17126.32 -18.72 4.95 3496.89 110.75 263.40 -52.67 165.36 15.27
(-100.0 to (-100.0 to (-45.9 to (-31.2to (-64.8 to (173.8 to (-100.0 to - (-104 to (2.2to
34352.6) 3.0) 4893.5) 7025.0) 5337.2) 353.0) 8.0) 341.1) 400.0)
LSZ102 + ribociclib intermittent (2/4)
LSZ102450 LSZ102 450
LSZ102 450
LSZ102200 LSZ102400 LSZ102 400 L‘:‘121°QZD4f° LE‘£0$1D3;0 L21€0$1D430 mgQD+  LSZ102600 LSZ102 600
mg QD + mg QD + mg QD + LEEgO11 400 mg QD 3 mg QD 3 LEEO11 600 mg QD + mg QD +
LEEO11 300 LEEO011300 LEEO11400 ma QD 3 wegks on 1 wee?ks on 1 mg QD 3 LEEO11 300 LEEO011 400
mg QD 3 mg QD 3 mg QD 3 weg’ks on 1 ook off ok off | Weekson 1 mg QD 3 mg QD 3
weeks on 1 weeks on 1 weeks on 1 week off with reqular  with reaular week off weeks on 1 weeks on 1
week off week off week off with regular mealgin mealgin without week off week off
fasted fasted fasted regards to fasted fasted
meal staggered staggered food
dosing dosing
LSZ102200mg  LSZ102400mg  LSZ102 400 mg LSZ102450 mg  LSZ102450mg  LSZ102450mg  LSZ102600mg  LSZ102 600 mg

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

LSZ102 450 mg
administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

Arm/Group combination with  combination with  combination with combination with combination with  combination with combination with  combination with combination with
Description ribociclib 300 mg  ribociclib 300 mg  ribociclib 400 mg ribociclib 400 m ribociclib 300 mg  ribociclib 400 mg  ribociclib 600 mg  ribociclib 300 mg  ribociclib 400 mg
administered administered administered administered 9 administered administered administered administered administered
orally QD on orally QD on orally QD on orally QD on orally QD on orally QD on orally QD on orally QD on orally QD on
Days 1to21ofa Days1to21ofa Days1to21ofa Y Days 1to21ofa Days1to21ofa Days1to21ofa Days1to21ofa Days1to21ofa
V! Y Y Days 1to 21 of a Y Y Y Y Y
28-day cycle 28-day cycle 28-day cycle 28_3213 cvele with 28-day cycle with ~ 28-day cycle with 28-day cycle 28-day cycle 28-day cycle
under fasted under fasted under fasted re xla¥ meal regular meal in regular meal in without regards under fasted under fasted
conditions conditions conditions 9 staggered dosing  staggered dosing to food conditions conditions
Number of
Participants
Analyzed 2 1 2 1 2 2 1 3 1
[units:

participants]

Percentage change from baseline in Progesterone Receptor - H Score
(units: percentage change)
Median (Full Range)
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110.09 216.98
(-5.5 to (216.98 to
225.7) 216.98)

21.68
(-0.1 to 43.4)

LSZ102 + ribociclib continuous (3/4)

LSZ102 450 mg QD
+ LEEO11 300 mg
QD continuous
fasted

LSZ102 450 mg QD
+ LEEO011 400 mg
QD continuous
fasted

-3.99 -23.65
(-3.99 to - (-88.4 to
3.99) 41.1)

LSZ102 450 mg QD
+ LEEO11 400 mg
QD continuous
with regular meal

288.79
(-89.3 to
666.9)

LSZ102 600 mg QD
+ LEEO11 300 mg
QD continuous
fasted

118.70 -5.42 21.74
(118.70 to (-73.4 to (-21.74 to -
118.70) 569.9) 21.74)

LSZ102 200 mg
BID + LEE011 200
mg QD continuous
without regards to
food

LSZ102 300 mg
BID + LEE011 200
mg QD continuous
without regards to
food

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to

LSZ102 600 mg
administered orally once
daily (QD) on Days 1 to

LSZ102 200 mg
administered orally twice
daily (BID) on Days 1 to

LSZ102 300 mg
administered orally twice
daily (BID) on Days 1 to

. . . . 28 of a 28-day cycle in 28 of a 28-day cycle in
28 of a 28-day cycle in 28 of a 28-day cycle in 28 of a 28-day cycle in 28 of a 28-day cycle in I AR AN - AR
Arm/G.ro.Up combination with ribociclib  combination with ribociclib  combination with ribociclib  combination with ribociclib combination wnt_h_nbocmllb combination W't.h.r'boc'd'b
Description 300 mg administered 400 mg administered 400 mg administered 300 mg administered 200 mg administered 200 mg administered
orally once daily (QD) on orally once daily (QD) on
orally QD on Days 1t0 28  orally QD on Days 1t0 28  orally QD on Days 1t0 28  orally QD on Days 1 to 28 Davs 1 to 28 of a 28-da Davs 1 to 28 of a 28-da
of a 28-day cycle under of a 28-day cycle under of a 28-day cycle with of a 28-day cycle under c Zle without regards tg/ c (\{Ie without regards tg
fasted conditions fasted conditions regular meal fasted conditions 4 food 9 4 food 9
Number of
Participants
panis = 5 3 2 3 3 2
Analyzed [units:
participants]
Percentage change from baseline in Progesterone Receptor - H Score
(units: percentage change)
Median (Full Range)
-5.46 141.10 159.32 -53.83 30.79 150.0

(-100.0 to 158.1)

LSZ102 + alpelisib (4/4)

LSZ102 300 mg QD
+ BYL719 200 mg
QD continuous with
regular meal

(31.0 to 500.4)

LSZ102 300 mg QD
+ BYL719 250 mg
QD continuous with

regular meal

(139.0 to 179.6)

regular meal

LSZ102 300 mg QD
+ BYL719 300 mg
QD continuous with

(-64.6 to -17.0)

(-7.4 to 680.0)

LSZ102 450 mg QD
+ BYL719 200 mg
QD continuous with
regular meal

(10.0 to 290.0)
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LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28
of a 28-day cycle in

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28
of a 28-day cycle in

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to 28
of a 28-day cycle in

Arm/Group of a 28-day cycle in
Description combination with alpelisib combination with alpelisib combination with alpelisib combination with alpelisib
200 mg administered orally 250 mg administered orally 300 mg administered orally 200 mg administered orally
QD on Days 1to 28 of a28- QD on Days 1to28 ofa28- QD on Days 1to28 ofa28- QD on Days 1 to 28 of a 28-
day cycle with regular meal day cycle with regular meal day cycle with regular meal day cycle with regular meal
Number of
Participants
panis = 5 1 2 5
Analyzed [units:
participants]
Percentage change from baseline in Progesterone Receptor - H Score
(units: percentage change)
Median (Full Range)
-71.59 15.59 270.36 0.75

(-100.0 to 280.0)

(15.59 to 15.59)

(-57.8 to 598.5)

(-100.0 to 841.7)

Percentage change from baseline in PS6 — Nuclear H Score, Cytoplasmic Score and Membrane Score
(Time Frame: Baseline (screening) and post-baseline (Cycle 1 Day 15). The duration of one cycle was 28 days.)

LSZ102 single agent (1/4)

LSZ102
LSZ102 LSZ102 200 m LSZ102 LSZ102
LSZ102 LSZ102 LSZ102 450 mg QD LSZ102 600 mg QD LSZ102 BID 9 225 mg 300 mg
200 mg QD 400 mg QD 450 mg QD with 600 mg QD with 900mgQD . c BID with BID with
fasted fasted fasted regular fasted regular fasted regards to regular regular
meal meal 9 meal meal
food
LSZ102 450 LSZ102 600
mg mg
administered administered
LSZ102 200 LSZ102 400 orally once LSZ102 450 orally once LSZ102 600 LSZ102 900 LSZ102 200 LSZ102 225 LSZ102 300
mg mg daily (QD) on mg daily (QD) on mg mg mg mg mg
administered administered Days 1 to 28 of administered Days 1 to 28 of administered administered administered administered administered
Arm/Group orally once orally once a 28-day cycle orally once a 28-day cycle orally once orally once orally twice orally twice orally twice
Descriptio daily (QD) on daily (QD) on under fasted daily (QD) on under fasted daily (QD) on daily (QD) on daily (BID) on daily (BID) on daily (BID) on
n Days 1to 28 of  Days 1 to 28 of conditions, Days 1 to 28 of conditions, Days 1to 28 of Days 1to 28 of Days 1to28 of Days 1to28of Days 1to 28 of
a 28-day cycle a 28-day cycle including the a 28-day cycle including the a 28-day cycle a 28-day cycle a 28-day cycle a 28-day cycle a 28-day cycle
under fasted under fasted patients who with regular patients who with regular under fasted without regards with regular with regular
conditions conditions before the meal before the meal conditions to food meal meal
treatment treatment
period were period were

enrolled in the

enrolled in the
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run-in food

run-in food

effect cohort effect cohort
Number of
Participant
§ Analyzed 3 4 2 0 3 0 3 0 0 0
[units:
participant
s]
Percentage change from baseline in PS6 — Nuclear H Score, Cytoplasmic Score and Membrane Score
(units: percentage change)
Median (Full Range)
PS6 -
Nuclear -39.53 -46.88 85.80 30.15 19.18
Score (-39.53 to - (-52.2 to (43.6 to (2.7 to (-10.0 to
(n=1,4,2,0, 39.53) 28.5) 128.0) 57.6) 205.4)
2,0,3,0,0,0)
PS6 -
Cytoplasmi 470 -11.60 -44.67 -9.55 13.78
¢ Score (-2.5 .to 7.2) (-47.9 to (-55.8 to - (-21.4 to - (-11.9to
(n=3,4,2,0, ) : 10.1) 33.5) 1.2) 93.9)
3,0,3,0,0,0)
PS6 -
Membrane 4.88 -100.00
Score (4.88 to (-100.00 to
(n=1,0,1,0, 4.88) -100.00)
0,0,0,0,0,0)
LSZ102 + ribociclib intermittent (2/4)
Lszi02450 S2192450  LSZ102450 57402 450
LSZ102200 LSZ102400 LSZ102400 mg QD + LE€011 300 LEI§011 400 mg QD + LSZ102 600 LSZ102 600
mg QD + mg QD + mg QD + LEEO011 400 ma QD 3 ma QD 3 LEEO011 600 mg QD + mg QD +
LEEO11 300 LEEO11300 LEEO11 400 mg QD 3 g 9 mg QD 3 LEEO11 300 LEEO11 400
mg QD 3 mg QD 3 mg QD 3 weeks on 1 weeks on 1 weeks on 1 weeks on 1 mg QD 3 mg QD 3
weekson1 weekson1 weekson1 week off week off week off week off weekson1 weeks on 1
week off  weekoff  week off with ~ Withregular withregular 000 weekoff  week off
fasted fasted fasted regular meal in meal in regards to fasted fasted
meal staggered staggered food
dosing dosing
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LSZ102 200 mg
administered
orally once daily

LSZ102 400 mg
administered
orally once daily

LSZ102 400 mg
administered
orally once daily

LSZ102 450 mg
administered
orally once daily

LSZ102 450 mg
administered
orally once daily
(QD) on Days 1

LSZ102 450 mg
administered
orally once daily
(QD) on Days 1

LSZ102 450 mg
administered
orally once daily

LSZ102 600 mg
administered
orally once daily

LSZ102 600 mg
administered
orally once daily

(QD) on Days 1 (QD) on Days 1 (QD) on Days 1 (QD) on Days 1 to 28 of a 28- to 28 of a 28- (QD) on Days 1 (QD) on Days 1 (QD) on Days 1
to 28 of a 28- to 28 of a 28- to 28 of a 28- to 28 of a 28- day cycle in day cycle in to 28 of a 28- to 28 of a 28- to 28 of a 28-
day cycle in day cycle in day cycle in day cycle in combination combination day cycle in day cycle in day cycle in
Arm/Group combination combination combination combination with ribociclib with ribociclib combination combination combination
e with ribociclib with ribociclib with ribociclib with ribociclib 300 mg 400 mg with ribociclib with ribociclib with ribociclib
Description 300 mg 300 mg 400 mg 400 mg administered administered 600 mg 300 mg 400 mg
administered administered administered administered orally QD on orally QD on administered administered administered
orally QD on orally QD on orally QD on orally QD on Days 1 to 21 of Days 1 to 21 of orally QD on orally QD on orally QD on
Days 1 to 21 of Days 1 to 21 of Days 1 to 21 of Days 1 to 21 of a 28-day cycle a 28-day cycle Days 1 to 21 of Days 1 to 21 of Days 1 to 21 of
a 28-day cycle a 28-day cycle a 28-day cycle a 28-day cycle with regular with regular a 28-day cycle a 28-day cycle a 28-day cycle
under fasted under fasted under fasted with regular meal in meal in without regards under fasted under fasted
conditions conditions conditions meal staggered staggered to food conditions conditions
dosing dosing
Number of
Participants 3 0 0 0 0 0 0 0 0
Analyzed [units:

participants]

Percentage change from baseline in PS6 — Nuclear H Score, Cytoplasmic Score and Membrane Score

(units: percentage change)
Median (Full Range)

PS6 — Nuclear -15.27
Score (-25.6 to
(n=3,0,0,0,0,0,0,0,0) 47.5)
PS6 — Cytoplasmic 0.62
Score (-76.9 to
(n=3,0,0,0,0,0,0,0,0) 3.0)
PS6 — Membrane -100.00
Score (-100.00 to -
(n=1,0,0,0,0,0,0,0,0) 100.00)

LSZ102 + ribociclib continuous (3/4)

LSZ102 450 mg QD LSZ102 450 mg QD LSZ102450 mg QD LSZ102 600 mg QD

+ LEEO11 300 mg
QD continuous

fasted

+ LEEO011 400 mg
QD continuous

fasted

+ LEE011 400 mg
QD continuous

with regular meal

+ LEEO11 300 mg
QD continuous

fasted

LSZ102 200 mg
BID + LEEO11 200
mg QD continuous
without regards to

food

LSZ102 300 mg
BID + LEE011 200
mg QD continuous
without regards to
food
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administered orally once
daily (QD) on Days 1 to
28 of a 28-day cycle in

LSZ102 450 mg

administered orally once
daily (QD) on Days 1 to
28 of a 28-day cycle in

LSZ102 450 mg

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to
28 of a 28-day cycle in

LSZ102 600 mg
administered orally once
daily (QD) on Days 1 to

28 of a 28-day cycle in

LSZ102 200 mg
administered orally twice
daily (BID) on Days 1 to

28 of a 28-day cycle in

LSZ102 300 mg
administered orally twice
daily (BID) on Days 1 to

28 of a 28-day cycle in

ArmlG_ro_up combination with ribociclib  combination with ribociclib  combination with ribociclib  combination with ribociclib combination Wlt'h'l'lb00|C|Ib combination W't.h.nbOC'C“b
Descnpt.on s L L . 200 mg administered 200 mg administered
300 mg administered 400 mg administered 400 mg administered 300 mg administered orally once daily (QD) on orally once daily (QD) on
orally QD on Days 1t0 28  orally QD on Days 1t0 28  orally QD on Days 1t0 28  orally QD on Days 1 to 28 Da :1 to 28 ofya 28-da Da Z1 to 28 ofya 28-da
of a 28-day cycle under of a 28-day cycle under of a 28-day cycle with of a 28-day cycle under c Zle without regards tg c ():Ile without regards tg,
fasted conditions fasted conditions regular meal fasted conditions 4 9 4 9
food food
Number of
Participants
P 0 0 0 0 0 0

Analyzed [units:
participants]

Percentage change from baseline in PS6 — Nuclear H Score, Cytoplasmic Score and Membrane Score
(units: percentage change)

Median (Full Range)

PS6 — Nuclear
Score (n=0)

PS6 — Cytoplasmic
Score (n=0)

PS6 — Membrane
Score (n=0)

LSZ102 + alpelisib (4/4)

LSZ102 300 mg QD
+ BYL719 200 mg
QD continuous with
regular meal

LSZ102 300 mg QD
+ BYL719 250 mg
QD continuous with
regular meal

LSZ102 300 mg QD
+ BYL719 300 mg
QD continuous with
regular meal

LSZ102 450 mg QD
+ BYL719 200 mg
QD continuous with
regular meal

Arm/Group
Description

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28
of a 28-day cycle in
combination with alpelisib
200 mg administered orally
QD on Days 1 to 28 of a 28-
day cycle with regular meal

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28
of a 28-day cycle in
combination with alpelisib
250 mg administered orally
QD on Days 1 to 28 of a 28-
day cycle with regular meal

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28
of a 28-day cycle in
combination with alpelisib
300 mg administered orally
QD on Days 1 to 28 of a 28-
day cycle with regular meal

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to 28
of a 28-day cycle in
combination with alpelisib
200 mg administered orally
QD on Days 1 to 28 of a 28-
day cycle with regular meal

Number of
Participants

0

0

0

0
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Analyzed [units:
participants]

Percentage change from baseline in PS6 — Nuclear H Score, Cytoplasmic Score and Membrane Score

(units: percentage change)
Median (Full Range)

PS6 — Nuclear Score
(n=0)

PS6 — Cytoplasmic
Score (n=0)

PS6 — Membrane
Score (n=0)

All-Collected Deaths

(Time Frame: Up to 2.9 years (on-treatment deaths) and 5.3 years (all deaths))

LSZ102 single agent (1/4)

LSZ102 LSZ102 ;gg ::2 LSZ102 LSZ102
LSZ102 LSZ102 LSZ102 450 mg QD LSZ102 600 mg QD LSZ102 BID 9 225 mg 300 mg
200mg QD 400 mg QD 450 mg QD with 600 mg QD with 900mgQD BID with BID with
fasted fasted fasted regular fasted regular fasted reqards to regular regular
meal meal 9 meal meal
food
LSZ102 450 LSZ102 600
mg mg
administered administered
orally once orally once
LSZ102 200 LSZ102 400 daily (QD) on LSZ102 450 daily (QD) on LSZ102 600 LSZ102 900 LSZ102 200 LSZ102 225 LSZ102 300
mg mg Days 1 to 28 of mg Days 1 to 28 of mg mg mg mg mg
administered administered a 28-day cycle administered a 28-day cycle administered administered administered administered administered
Arm/Group orally once orally once under fasted orally once under fasted orally once orally once orally twice orally twice orally twice
Descriptio daily (QD) on daily (QD) on conditions, daily (QD) on conditions, daily (QD) on daily (QD) on daily (BID) on daily (BID) on daily (BID) on
n Days 1to 28 of  Days 1 to 28 of including the Days 1 to 28 of including the Days 1to28 of Days1to28of Days1to280of Days1to28of Days 1to 28 of
a 28-day cycle a 28-day cycle patients who a 28-day cycle patients who a 28-day cycle a 28-day cycle a 28-day cycle a 28-day cycle a 28-day cycle
under fasted under fasted before the with regular before the with regular under fasted without regards with regular with regular
conditions conditions treatment meal treatment meal conditions to food meal meal
period were period were
enrolled in the enrolled in the
run-in food run-in food

effect cohort

effect cohort
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Number of
Participant
s Analyzed 4 6 15 6 20 4 6 4 6 6
[units:
participant
s]
All-Collected Deaths
(units: participants)
On-
treatment 0 1 3 0 1 0 0 0 0 0
deaths
Post-
treatment 1 1 2 1 4 1 1 0 1 1
deaths
All deaths 1 2 5 1 5 1 0 1 1
LSZ102 + ribociclib intermittent (2/4)
LSZ102450 LSZ102 450
LSZ102 450
LSZ102200 LSZ102400 LSZ102 400 "‘:‘121°QZD4+5° Lé“§0$1'33;0 LE‘§0$1D4‘;0 mgQD+  LSZ102600 LSZ102 600
mg QD + mg QD + mg QD + LEEgO11 400 mg QD 3 mg QD 3 LEEO011 600 mg QD + mg QD +
LEEO11 300 LEE011300 LEEO011400 mg QD 3 weegks on 1 wegks on 1 mg QD 3 LEEO11 300 LEEO011 400
mg QD 3 mg QD 3 mg QD 3 wegks o o ook off  Weekson1  mgQD3 mg QD 3
weeks on 1 weeks on 1 weeks on 1 week off with reqular  with reqular week off weeks on 1 weeks on 1
week off week off week off with reqular mealgin mealgin without week off week off
fasted fasted fasted megl staggered staggered regards to fasted fasted
dosing dosing food
LSZ102 200 mg LSZ102 400 mg LSZ102 400 mg LSZ102 450 mg LSZ102 450 mg LSZ102 450 mg LSZ102 450 mg LSZ102 600 mg LSZ102 600 mg

Arm/Group
Description

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day

cycle in

combination with
ribociclib 300 mg

administered

orally QD on
Days 1to 21 of a

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day

cycle in

combination with
ribociclib 300 mg

administered

orally QD on
Days 1 to 21 of a

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day

cycle in

combination with
ribociclib 400 mg

administered

orally QD on
Days 1to 21 of a

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day

cycle in

combination with
ribociclib 400 mg

administered

orally QD on
Days 1to 21 ofa

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day

cycle in

combination with
ribociclib 300 mg

administered

orally QD on
Days 1to 21 of a

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day

cycle in

combination with
ribociclib 400 mg

administered

orally QD on
Days 1to 21 ofa

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day

cycle in

combination with
ribociclib 600 mg

administered

orally QD on
Days 1to 21 of a

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day

cycle in

combination with
ribociclib 300 mg

administered

orally QD on
Days 1to 21 of a

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day

cycle in

combination with
ribociclib 400 mg

administered

orally QD on
Days 1to 21 of a
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28-day cycle 28-day cycle 28-day cycle 28-day cycle with ~ 28-day cycle with  28-day cycle with 28-day cycle 28-day cycle 28-day cycle
under fasted under fasted under fasted regular meal regular meal in regular meal in without regards under fasted under fasted
conditions conditions conditions staggered dosing  staggered dosing to food conditions conditions
Number of
Participants
Analyzed 5 5 4 8 6 4 4 4 4
[units:
participants]
All-Collected Deaths
(units: participants)
On-treatment
0 0 0 0 0 1 0 0 1

deaths
Post-
treatment 3 1 2 2 2 0 1 0 0
deaths
All deaths 3 1 2 2 2 1 1 0 1

LSZ102 + ribociclib continuous (3/4)

LSZ102 450 mg QD
+ LEE011 300 mg
QD continuous
fasted

LSZ102 450 mg QD
+ LEEO011 400 mg
QD continuous
fasted

LSZ102 450 mg QD
+ LEE011 400 mg
QD continuous
with regular meal

LSZ102 600 mg QD
+ LEE011 300 mg
QD continuous
fasted

LSZ102 200 mg
BID + LEE011 200
mg QD continuous
without regards to
food

LSZ102 300 mg
BID + LEE011 200
mg QD continuous
without regards to
food

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to
28 of a 28-day cycle in

LSZ102 600 mg
administered orally once
daily (QD) on Days 1 to

28 of a 28-day cycle in

LSZ102 200 mg
administered orally twice
daily (BID) on Days 1 to

28 of a 28-day cycle in

LSZ102 300 mg
administered orally twice
daily (BID) on Days 1 to

28 of a 28-day cycle in

28 of a 28-day cycle in 28 of a 28-day cycle in I AN - AR AN
Arm/Group combination with ribociclib  combination with ribociclib  combination with ribociclib  combination with ribociclip  COTeination with ribociclib - combination with ribociclib
Description 300 mg administered 400 mg administered 400 mg administered 300 mg administered 200 mg administered 200 mg administered
orally once daily (QD) on orally once daily (QD) on
orally QD on Days 1 to 28 orally QD on Days 1to 28  orally QD on Days 1t0 28  orally QD on Days 1 to 28 Davs 1 to 28 of a 28-da Davs 1 to 28 of a 28-da
of a 28-day cycle under of a 28-day cycle under of a 28-day cycle with of a 28-day cycle under c ():Ile without regards tg c <},‘/Ie without regards tg
fasted conditions fasted conditions regular meal fasted conditions ¥ food 9 ¥ food 9
Number of
Participants
P 6 8 6 4 6 4

Analyzed [units:
participants]
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All-Collected Deaths
(units: participants)

On-treatment

deaths 1 0 0 0
Post-treatment

deaths 0 0 0 0
All deaths 1 0 0 0

LSZ102 + alpelisib (4/4)

LSZ102 300 mg QD
+ BYL719 200 mg
QD continuous with
regular meal

LSZ102 300 mg QD
+ BYL719 250 mg
QD continuous with
regular meal

LSZ102 300 mg QD
+ BYL719 300 mg
QD continuous with
regular meal

LSZ102 450 mg QD
+ BYL719 200 mg
QD continuous with
regular meal

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to 28

Arm/Group of a 28-day cycle in of a 28-day cycle in of a 28-day cycle in of a 28-day cycle in
Description combination with alpelisib combination with alpelisib combination with alpelisib combination with alpelisib
200 mg administered orally 250 mg administered orally 300 mg administered orally 200 mg administered orally
QD on Days 1to 28 of a28- QDonDays 1to280ofa28- QD onDays 1to280ofa28- QD on Days 1 to 28 of a 28-
day cycle with regular meal day cycle with regular meal day cycle with regular meal day cycle with regular meal
Number of
Participants
pants 12 6 12 13
Analyzed [units:
participants]
All-Collected Deaths
(units: participants)
On-treatment deaths 0 0 1 2
Post-treatment
3 0 3 0
deaths
All deaths 3 0 4 2
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Safety Results

All-Cause Mortality
LSZ102 single agent (1/4)

LSZ102 LSZ102
450 mg 600 mg
QD QD
LSZ102 fasted LSZ102 fasted LSzZ102 LSzZ102 LSZ102
450 mg with 600 mg with 200mg 225mg 300 mg
LSzZ102 LSz102 LSZ102 QD food LSzZ102 LSZ102 QD food LSZ102 BID BID BID
200mg 400 mg 450 mg with effect 450 mg 600 mg with effect 900 mg without with with
QD QD QD regular testedat Run-in QD regular tested at QD regards regular regular
fasted fasted fasted meal 450 mg only fasted meal 450 mg fasted to food meal meal
N=4 N=6 N=10 N=6 N=5 N=1 N=15 N=4 N=5 N=6 N=4 N=6 N=6
LSz102 LSZ102 LSZ102 LSZ102 LSZ102 Food LSZ102 LSZ102 LSZz102 LSZz102 LSZ102 LSZ102 LSZ102
200 mg 400 mg 450 mg 450 mg 450 mg effect run- 600 mg 600 mg 600 mg 900 mg 200 mg 225 mg 300 mg
administer  administere  administere  administer  administere in period administer ~ administer  administere  administer  administer  administer  administer
ed orally d orally d orally ed orally d orally with ed orally ed orally d orally ed orally ed orally ed orally ed orally
once daily once daily once daily once daily once daily LSZ102 once daily  once daily once daily once daily  twice daily  twice daily  twice daily
(QD) on (QD) on (QD) on (QD) on (QD) on 450 mg. (QD) on (QD) on (QD) on (QD) on (BID) on (BID) on (BID) on
Days 1 to Days 1 to Days 1 to Days 1 to Days 1 to Patient Days 1 to Days 1 to Days 1 to Days 1 to Days 1 to Days 1 to Days 1 to
28 of a 28- 28 of a 28- 28 of a 28- 28 of a 28- 28 of a 28- discontinu 28 of a28- 28 of a 28- 28 of a 28- 28 ofa28- 28ofa28- 28ofa28- 28ofa28-
Arm/Grou day cycle day cycle day cycle day cycle day cycle ed before day cycle day cycle day cycle day cycle day cycle day cycle day cycle
p under under under with under entering under with under under without with with
o fasted fasted fasted regular fasted treatment fasted regular fasted fasted regards to regular regular
Desc”pt' conditions conditions conditions meal conditions. period conditions meal conditions. conditions food meal meal
on Before the Before the
treatment treatment
period, period,
there was a there was a
food effect food effect
run-in run-in
period with period with
LSZ102 LSz102
450 mg 450 mg
Total 0 (0.00 1(16.67 2(20.00 0 (0.00 1(20.00 0(0.00 0 (0.00 0 (0.00 1(20.00 0(0.00 0 (0.00 0 (0.00 0 (0.00
participan %) %) %) %) %) %) %) %) %) %) %) %) %)
ts
affected
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LSZ102 + ribociclib intermittent (2/4)

LSZ102 450 LSZ102 450
mg QD + mg QD + LSZ102 450
LSZ102 450 LEEO011300 LEEO11 400 mg QD +
LSZ102200 LSZ102400 LSZ102 400 mg QD + mg QD 3 mg QD 3 LEE011 600 LSZ102600 LSZ102 600
mg QD + mg QD + mg QD + LEEO11 400 weekson1 weeks on 1 mg QD 3 mg QD + mg QD +
LEEO11 300 LEEO011300 LEEO11400 mg QD 3 week off week off weeks on 1 LEEO11 300 LEEO011 400
mg QD 3 mg QD 3 mg QD 3 weeks on1  with regular  with regular week off mg QD 3 mg QD 3
weeks on 1 weeks on 1 weeks on 1 week off meal in meal in without weeks on 1 weeks on 1
week off week off week off with regular staggered staggered regards to week off week off
fasted fasted fasted meal dosing dosing food fasted fasted
N=5 N=5 N=4 N=8 N=6 N=4 N=4 N=4 N=4
LS7102200mg  LSZ102400mg  LSZ102400mg  LSZ102450mg  LSZ102450mg  LSZ102450mg  LSZ102450mg  LSZ102600mg  LSZ102 600 mg

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

Arm/Group combination with combination with  combination with ~ combination with  combination with  combination with combination with  combination with combination with

Description ribociclib 300 mg  ribociclib 300 mg  ribociclib 400 mg  ribociclib 400 mg  ribociclib 300 mg  ribociclib 400 mg  ribociclib 600 mg  ribociclib 300 mg  ribociclib 400 mg
administered administered administered administered administered administered administered administered administered
orally QD on orally QD on orally QD on orally QD on orally QD on orally QD on orally QD on orally QD on orally QD on

Days 1to21ofa Days1to21ofa Days1to21ofa Days1to21ofa Days1to21ofa Days1to21ofa Days1to21ofa Days1to21ofa Days1to21ofa
28-day cycle 28-day cycle 28-day cycle 28-day cycle with ~ 28-day cycle with  28-day cycle with 28-day cycle 28-day cycle 28-day cycle
under fasted under fasted under fasted regular meal regular meal in regular meal in without regards under fasted under fasted
conditions conditions conditions staggered dosing  staggered dosing to food conditions conditions

Total 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1 (25.00%) 0 (0.00%) 0 (0.00%) 1(25.00%)

participants

affected

LSZ102 + ribociclib continuous (3/4)

LSZ102 200 mg
BID + LEE011 200

LSZ102 300 mg
BID + LEE011 200

LSZ102 450 mg QD LSZ102450 mg QD LSZ102450 mg QD LSZ102 600 mg QD

+ LEE011 300 mg
QD continuous

+ LEEO011 400 mg
QD continuous

+ LEEO11 400 mg
QD continuous

+ LEE011 300 mg
QD continuous

mg QD continuous
without regards to

mg QD continuous
without regards to

fasted fasted with regular meal fasted food food
N=6 N=8 N=6 N=4 N=6 N=4
LSZ102 450 mg LSZ102 450 mg LSZ102 450 mg LSZ102 600 mg LSZ102 200 mg LSZ102 300 mg
Arm/G_ro_uP administered orally once administered orally once administered orally once administered orally once administered orally twice administered orally twice
Descrlptlon daily (QD) on Days 1 to daily (QD) on Days 1 to daily (QD) on Days 1 to daily (QD) on Days 1 to daily (BID) on Days 1 to daily (BID) on Days 1 to

28 of a 28-day cycle in

28 of a 28-day cycle in

28 of a 28-day cycle in

28 of a 28-day cycle in

28 of a 28-day cycle in

28 of a 28-day cycle in
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combination with ribociclib
300 mg administered
orally QD on Days 1 to 28
of a 28-day cycle under

combination with ribociclib
400 mg administered
orally QD on Days 1 to 28
of a 28-day cycle under

combination with ribociclib
400 mg administered

orally QD on Days 1 to 28
of a 28-day cycle with

combination with ribociclib
300 mg administered
orally QD on Days 1 to 28
of a 28-day cycle under

combination with ribociclib
200 mg administered

orally once daily (QD) on

Days 1 to 28 of a 28-day

combination with ribociclib
200 mg administered

orally once daily (QD) on

Days 1 to 28 of a 28-day

fasted conditions fasted conditions regular meal fasted conditions cycle without regards to cycle without regards to
food foodLSZ102 300 mg BID
+ LEEO11 200 mg BID
cont WRF
Total participants 1 (16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

affected

LSZ102 + alpelisib (4/4)

LSZ102 300 mg QD
+ BYL719 200 mg
QD continuous with
regular meal
N=12

LSZ102 300 mg QD
+ BYL719 250 mg
QD continuous with
regular meal
N=6

LSZ102 300 mg QD
+ BYL719 300 mg
QD continuous with
regular meal
N =12

LSZ102 450 mg QD
+ BYL719 200 mg
QD continuous with
regular meal
N=13

Arm/Group
Description

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28
of a 28-day cycle in
combination with alpelisib
200 mg administered orally
QD on Days 1 to 28 of a 28-
day cycle with regular meal

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28
of a 28-day cycle in
combination with alpelisib
250 mg administered orally
QD on Days 1 to 28 of a 28-
day cycle with regular meal

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28
of a 28-day cycle in
combination with alpelisib
300 mg administered orally
QD on Days 1 to 28 of a 28-
day cycle with regular meal

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to 28
of a 28-day cycle in
combination with alpelisib
200 mg administered orally
QD on Days 1 to 28 of a 28-
day cycle with regular meal

Total participants
affected

0 (0.00%)

0 (0.00%)

Serious Adverse Events by System Organ Class

Time Frame

From first dose of study medication up to 30 days after last dose, with a maximum duration of 2.9 years

1(8.33%)

2 (15.38%)

Additional
Description

Any sign or symptom that occurs during the study treatment plus 30 days after last dose.

Source Vocabulary
for Table Default

MedDRA (24.1)

Assessment Type
for Table Default

Systematic Assessment
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LSZ102 single agent (1/4)

LSZ10 LSZ102
2450 600 mg
mg QD QD
fasted fasted LSZ102
LSZ102 with LSZ10 with 200 mg LSZ102 LSzZ102
450 mg food LSZ10 2 600 food BID 225mg 300 mg
LSZ102 LSZ102 LSZ102 QD effect 2450 LSZ102 mgQD effect LSZ102 without BID BID
200mg 400mg 450 mg with tested mg 600 mg with tested 900mg regard with with
QD QD QD regular at450 Run-in QD regula  at 450 QD s to regular regular
fasted fasted fasted meal mg only fasted r meal mg fasted food meal meal
N=4 N=6 N=10 N=6 N=5 N=1 N=15 N=4 N=5 N=6 N=4 N=6 N=6
LSZ102 LSZ102 LSZ102 LSZ102 LSZ102 Food LSzZ102 LSZ102 LSz102 LSZ102 LSZ102 LSZ102 LSZ102
200 mg 400 mg 450 mg 450 mg 450 mg effect 600 mg 600 mg 600 mg 900 mg 200 mg 225 mg 300 mg
administer ~ administer  administer administer  administ run-in administer ~ administ administer  administer  administer administer administer
ed orally ed orally ed orally ed orally ered period ed orally ered ed orally ed orally ed orally ed orally ed orally
once daily oncedaily oncedaily once daily orally with once daily orally once daily oncedaily twice daily twice daily  twice daily
(QD) on (QD) on (QD) on (QD) on once LSZ102 (QD) on once (QD) on (QD) on (BID) on (BID) on (BID) on
Days 1 to Days 1 to Days 1 to Days 1 to daily 450 mg. Days 1 to daily Days 1 to Days 1 to Days 1 to Days 1 to Days 1 to
28 ofa 28 of a 28 ofa 28 ofa (QD) on Patient 28 ofa (QD) on 28 ofa 28 ofa 28 of a 28 of a 28 of a
28-day 28-day 28-day 28-day Days 1to  discontin 28-day Days 1 to 28-day 28-day 28-day 28-day 28-day
cycle cycle cycle cycle with 28 ofa ued cycle 28 ofa cycle cycle cycle cycle with cycle with
under under under regular 28-day before under 28-day under under without regular regular
fasted fasted fasted meal cycle entering fasted cycle fasted fasted regards to meal meal
conditions  conditions  conditions under treatmen  conditions with conditions  conditions food
Arm/Group fasted t period regular . Before
Description condition meal the
s. Before treatment
the period,
treatment there was
period, a food
there effect run-
was a in period
food with
effect LSZ102
run-in 450 mg
period
with
LSZ102
450 mg
Total participants  1(250 1(166 3(30.0 1(166 0(0.00 0(0.00 6(40.0 0(0.00 1(200 1(166 2(50.0 3(50.0 2(33.3
affected 0%) 7%) 0%) 7%) %) %) 0%) %) 0%) 7%) 0%) 0%) 3%)
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Blood and

lymphatic system

disorders
Anaemia 0(0.00 O0(©O0 O0(.00 O0(OO0 O0(O0 O0(O0 0(.00 0(O0 0(.00 0¢(0.00 1(25.0 0(0.00 0¢(0.00

%) %) %) %) %) %) %) %) %) %) 0%) %) %)

Febrile 0(0.00 0(.00 000 O0(0O0 O0(.0O0 O0(0O0 O0(.O0 0(O0 O0(.0O0 0(0O0 0(.00 0(.00 0¢(0.00
neutropenia %) %) %) %) %) %) %) %) %) %) %) %) %)
Thrombocytopeni 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(.00 0(0.00 0(.00 0(.00 0(0.00 1(25.0 0(0.00 0(0.00
a %) %) %) %) %) %) %) %) %) %) 0%) %) %)

Cardiac disorders

Angina pectoris ~ 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0/(0.00

%) %) %) %) %) %) %) %) %) %) %) %) %)
Bundle branch 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
block right %) %) %) %) %) %) %) %) %) %) %) %) %)
Sinoatrial block ~ 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00

%) %) %) %) %) %) %) %) %) %) %) %) %)

Eye disorders

Vitreous floaters ~ 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 0(0.00 0/(0.00

%) %) %) %) %) %) %) %) %) %) %) %) %)
Gastrointestinal
disorders
Abdominal pain 0 (0.00 0(0.00 1(100 000 O0(@OO0 O(@.C0 OO0 OO0 O0(@OO 0(.00 0¢(0.00 1(16.6 0 (0.00
%) %) 0%) %) %) %) %) %) %) %) %) 7%) %)
Ascites 0(0.00 0 (0.00 000 O0(.00 O0(O0 O0(O0 O0(@OO O0(.L0 O0(O0O0 0(.00 0¢(0.00 1(16.6 0 (0.00
%) %) %) %) %) %) %) %) %) %) %) 7%) %)
Colitis 0 (0.00 0 (0.00 000 O0(.O0 O0(O0 O0(O0 O0(OO O0(.0 O0(0O0 0(.00 0¢(0.00 0 (0.00 0 (0.00
%) %) %) %) %) %) %) %) %) %) %) %) %)
Diarrhoea 0 (0.00 0 (0.00 0 (0.00 1(16.6 0(.00 0(0.00 0(.00 0(0.00 0(.00 0(.00 0¢(0.00 1(16.6 0 (0.00
%) %) %) 7%) %) %) %) %) %) %) %) 7%) %)
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Dyspepsia 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
%) %) %) %) %) %) %) %) %) %) %) %) %)
Enterocolitis 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
%) %) %) %) %) %) %) %) %) %) %) %) %)
Faecal vomitng ~ 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
%) %) %) %) %) %) %) %) %) %) %) %) %)
Haemoperitoneu  0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(16.6
m %) %) %) %) %) %) %) %) %) %) %) %) 7%)
Intestinal 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
obstruction %) %) %) %) %) %) %) %) %) %) %) %) %)
Large intestinal  0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00
obstruction %) %) %) %) %) %) %) %) %) %) %) %) %)
Nausea 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(667 0(0.00 0(0.00 0(0.00 0(.00 1(166 0(0.00
%) %) %) %) %) %) %) %) %) %) %) 7%) %)
Stomatitis 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
%) %) %) %) %) %) %) %) %) %) %) %) %)
Vomiting 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(6.67 0(0.00 0(0.00 0(0.00 0(0.00 1(16.6 0(0.00
%) %) %) %) %) %) %) %) %) %) %) 7%) %)

General disorders
and
administration
site conditions

Fatigue 0(.00 O0(O0 O0(@O0 OO O0(OO OO0 O@OO0 OO0 O0(OO 0(OO0 1(25.0 0(.00 0¢(0.00
%) %) %) %) %) %) %) %) %) %) 0%) %) %)
Multiple organ 0(.00 O0(.O0 1(100 OO0 O0(.O0 OO0 O0(@.O0 OO0 O0(OO0 O0(OO0 O0(.00 O0(.00 0¢(0.00
dysfunction %) %) 0%) %) %) %) %) %) %) %) %) %) %)
syndrome
Pyrexia 0(.00 O0(O0 0.0 OO0 O0(O0 OO0 OO0 O0(OOO0O 1(200 O0(O0O0 O0(.00 0(.00 0¢(0.00
%) %) %) %) %) %) %) %) 0%) %) %) %) %)
Hepatobiliary
disorders
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Haemobilia 0(0.00 000 O0(O0 000 0(.0O0 O0(@.00 1(667 O0(.00 O0(.0O0 O0(.00 000 0(.00 0(0.00
%) %) %) %) %) %) %) %) %) %) %) %) %)
Hepatic failure 0(0.00 0(.O00 1(10.0 O0(.00 0(.00 0(.00 0(.0O0 O0(.00 0(.00 0(.00 0(@.00 0(.00 0(0.00
%) %) 0%) %) %) %) %) %) %) %) %) %) %)
Hepatic function 0(0.00 0(.00 O0(0O0 O0(.00 0(.O0 0(.00 0(.O0 O0(O0 0(.0O0 O0(00 000 1(16.6 0(0.00
abnormal %) %) %) %) %) %) %) %) %) %) %) 7%) %)
Hepatic 0(.00 O0(.O00 O0(O0 OO0 0(.0O0 O0(.00 0(.O0 O0(0O0 O0(.0O0 O0(00 O0(@.00 0(.00 0(0.00
haemorrhage %) %) %) %) %) %) %) %) %) %) %) %) %)
Hypertransamina 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(.00 0(.00 000 0(.00 0(.00 0(.00 0(.00 0(.00
saemia %) %) %) %) %) %) %) %) %) %) %) %) %)

Infections and
infestations

Cellulitis 0(.00 O0(@.00 O0(.0O0 O0(O0 OO0 O0O(OO0 O0(O0 O0(OO0 O0(.0O0 O0(O0 O0(.00 O0(.00 0¢(0.00
%) %) %) %) %) %) %) %) %) %) %) %) %)
Clostridium 0(.00 O0(@.00 O0(.0O0 O0(.O0 O0(@O0C O0O(OO0 O0(O0 O0(OO0 O0(.0O0 O0(0O0 0(.00 O0(.00 0¢(0.00
difficile infection %) %) %) %) %) %) %) %) %) %) %) %) %)
Herpes simplex 000 O0(.0O0 O0(.O0 O0(O0 OO0 O(OO O0(O0 O0(OO O0(O0 O0(OO0 O0(.00 O0(.00 0¢(0.00
%) %) %) %) %) %) %) %) %) %) %) %) %)
Pneumocystis 000 O0(@.0O0 O0(O0 O0(O0 OO0 OO0 1(6.67 O0(0O0 O0(.O0 O0(.00 0(.00 O0(.00 0¢(0.00
jirovecii %) %) %) %) %) %) %) %) %) %) %) %) %)
pneumonia
Pneumonia 000 O0(.0O0 O0(O0 O0(OO0 OO0 O(OO OO0 O0(OO O0(O0 O0(OO0 O0(.0O0 O0(.00 0¢(0.00
%) %) %) %) %) %) %) %) %) %) %) %) %)
Sepsis 0(.00 O0(@.00 O0(O0 O0(O0 OO0 O0O(OO O0(O0 O0(OO0 O0(.0O0 O0(O0 O0(.00 O0(.00 0¢(0.00
%) %) %) %) %) %) %) %) %) %) %) %) %)
Skin infection 0(.00 O0(@.00 O0(.0O0 O0(O0 O0(@O0 O0(OO0 O0(.O0 O0(OO0 O0(.0O0 O0(0O0 0(.00 O0(.00 0¢(0.00
%) %) %) %) %) %) %) %) %) %) %) %) %)
Upper respiratory 0(0.00 0(0.00 1(10.0 0(0.00 0(.00 O0(.00 O0(@OO O0(0O0 O0(OO0 O0(.00 O0(.00 0(.00 0(0.00
tract infection %) %) 0%) %) %) %) %) %) %) %) %) %) %)

Injury, poisoning
and procedural
complications
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Overdose 0(0.00 000 O0(0O0 000 0(.0O0 O0(.00 0(O0 O0(@O00 O0(.0O0 O0(00 000 0(.00 0(0.00
%) %) %) %) %) %) %) %) %) %) %) %) %)

Post procedural 0(0.00 000 O0(0O0 O0(.00 0(.O0 0(.00 0(.O0 000 0(.0O0 0(00 000 0(.00 0(0.00

haemorrhage %) %) %) %) %) %) %) %) %) %) %) %) %)

Investigations

Alanine 000 OO0 O0(O0 O0(@OO O0(OOO0 OO0 O0(MOO O0(@OO O0(OOO0O O0(OO O0(O0 0(.00 0¢(0.00
aminotransferase %) %) %) %) %) %) %) %) %) %) %) %) %)
increased
Aspartate 000 O0(@OO0 O0(O0 O0(@OO O0(OOO0 OO0 O0(MOO O0(@OO O0(OOO0O O0(@OO O0(O0 0(.00 0¢(0.00
aminotransferase %) %) %) %) %) %) %) %) %) %) %) %) %)
increased
Lipase increased 0(0.00 0(.00 0(.00 0(.00 0(.00 0(.00 0(.0O0 0(.00 O0(.00 0¢(0.00 1(25.0 0(0.00 0¢(0.00
%) %) %) %) %) %) %) %) %) %) 0%) %) %)
Troponin 0(0.00 O0(O0 0.0 OO0 O0(O0 OO0 O0(@OO0 OO0 O0(.O0 O0(OO0 O0(.00 0(.00 0¢(0.00
increased %) %) %) %) %) %) %) %) %) %) %) %) %)
Metabolism and
nutrition
disorders
Decreased 000 O0(O0O O0(.0O0 OO0 O0(OO0O OO0 OO0 OO0 O0(OO O0(OO0 O0(.00 0(.00 0¢(0.00
appetite %) %) %) %) %) %) %) %) %) %) %) %) %)
Dehydration 000 O0@OO O0(O0 O0(@OO O0(OOO0 OO0 1(667 O0(OOO0 O0(OOO0 O0(OO0 O0(OO0 0(.00 0¢(0.00
%) %) %) %) %) %) %) %) %) %) %) %) %)
Hyperglycaemia 000 O0(@OO O0(O0 O0(@OO O0(OOO0 OO0 O0(MOO O0(@OO O0(OOO0O O0(OO 0(O0 0(.00 0¢(0.00
%) %) %) %) %) %) %) %) %) %) %) %) %)
Hypokalaemia 0(.00 O0(O0 0.0 OO0 O0(O0 OO0 OO0 OO0 O0(O0 O0(OO0 O0(.00 0(.00 0¢(0.00
%) %) %) %) %) %) %) %) %) %) %) %) %)
Hypophosphatae 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(©O0 O0(.0O0 O0(O0 O0(.O00 O0(OO0 O0(.00 0(.00 0¢(0.00
mia %) %) %) %) %) %) %) %) %) %) %) %) %)

Musculoskeletal
and connective
tissue disorders
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Back pain 000 O0(@.00 O0(O0 O0(O0 O0(@O0 OO0 O0(@O0 O0(O0 O0(O0 O0(0O0 0(.00 0(.00 0¢(0.00
%) %) %) %) %) %) %) %) %) %) %) %) %)
Musculoskeletal 0(0.00 O0(@.00 O0(.0O0 O0(O0 O0(@.O0 O0(O0 O0(@O0 O0(0O0 O0(0O0 0(0O0 0(.00 O0(.00 0¢(0.00
chest pain %) %) %) %) %) %) %) %) %) %) %) %) %)
Neck pain 0000 O0(@.00 O0(0O0 O0(O0 O0(@.O0 O0(O0 O0(@O0 O0(0O0 O0(0O0 0(0O0 0(.00 0(.00 0¢(0.00
%) %) %) %) %) %) %) %) %) %) %) %) %)
Pain in extremity  0(0.00 0(0.00 1(10.0 0(0.00 0(.00 0(.00 O0(@.00 O0(00 O0(.O0 O0(.00 O0(.00 0(.00 0(0.00
%) %) 0%) %) %) %) %) %) %) %) %) %) %)
Pain in jaw 000 O0(@.00 O0(O0 O0(O0 O0(@O0 OO0 O0(@O0 O0(O0 O0(O0 O0(0O0 0(.00 0(.00 0¢(0.00
%) %) %) %) %) %) %) %) %) %) %) %) %)
Spinal pain 000 O0(@.00 O0(O0 O0(O0 O0(@O0 OO0 O0(@O0 O0(O0 O0(O0 O0(0O0 0(.00 0(.00 0¢(0.00
%) %) %) %) %) %) %) %) %) %) %) %) %)
Neoplasms

benign, malignant
and unspecified
(incl cysts and

polyps)
Endometrial 0(.00 O0(O0 0.0 O(@OO O0(O0 OO0 1(6.67 O0(OO0 O0(.00 O0(0O0 O0(.00 0(.00 0¢(0.00
cancer %) %) %) %) %) %) %) %) %) %) %) %) %)
Malignant 0(.00 O0(O0 O0(@.O0 O(@OO O0(O0 OO0 O0(@O0 OO0 O0(OO O0(OO0 O0(.00 O0(.00 0¢0.00
neoplasm %) %) %) %) %) %) %) %) %) %) %) %) %)
progression
Metastases to 0(.00 1(166 0(0.00 000 O0(.O0 OO0 OO0 OO0 O0(.O0 O0(OO0 O0(.00 0(.00 0¢(0.00
central nervous %) 7%) %) %) %) %) %) %) %) %) %) %) %)
system
Nervous system
disorders
Aphasia 1(25.0 000 O(@.00 O0(OO OO0 OO0 OO0 OO0 O0(OO O0(O0 O0(.00 O0(.00 0¢0.00
0%) %) %) %) %) %) %) %) %) %) %) %) %)
Dizziness 0(.00 O0(O0 0.0 O(@OO O0(O0 OO0 1(6.67 O0(OO0 O0(0O0 O0(0O0 O0(.00 O0(.00 0¢(0.00
%) %) %) %) %) %) %) %) %) %) %) %) %)
Dysarthria 0(.00 O0(O0 O0(@.O0 OO0 O0(O0 OO0 1(6.67 O0(OO0 O0(00 0(O0O0 O0(.00 0(.00 0¢(0.00
%) %) %) %) %) %) %) %) %) %) %) %) %)
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Haemorrhagic 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 1(16.6

stroke %) %) %) %) %) %) %) %) %) %) %) %) 7%)
Headache 0 (0.00 0 (0.00 000 O0(.00 O0(O0 O0(O0 O0(OO O0(.00 0(0O0 0(.00 0¢(0.00 0 (0.00 0 (0.00
%) %) %) %) %) %) %) %) %) %) %) %) %)
Seizure 0 (0.00 0 (0.00 000 O0(.00 O0(O0 O0(O0 1(667 O0(O.00 O0(00O0 0(.00 0¢(0.00 0 (0.00 0 (0.00
%) %) %) %) %) %) %) %) %) %) %) %) %)
Syncope 0 (0.00 0 (0.00 000 O0(.00 o0(O0 O0(O0 1667 O0(O.0O0 O0(00O0 0(.00 0¢(0.00 0 (0.00 0 (0.00
%) %) %) %) %) %) %) %) %) %) %) %) %)
Psychiatric
disorders
Confusional state 0 (0.00 0 (0.00 000 O0(.00 O0(O0 O0(O0 1(667 O0(O.0O0 O0(00O0 0(.00 0¢(0.00 0 (0.00 0 (0.00
%) %) %) %) %) %) %) %) %) %) %) %) %)
Mental status 0 (0.00 0 (0.00 000 O0(.O0 O0(O0 O0(O0 O0(OO O0(.0 O0(0O0 0(.00 0¢(0.00 0 (0.00 0 (0.00
changes %) %) %) %) %) %) %) %) %) %) %) %) %)
Renal and urinary
disorders
Acute kidney 0(0.00 0(0.00 1(10.0 0(.00 OO0 O(.00 1(667 O0(0O0 O0(.00O 0(0.00 0¢(0.00 0 (0.00 0 (0.00
injury %) %) 0%) %) %) %) %) %) %) %) %) %) %)
Anuria 0(0.00 0(0.00 000 O0(.00 O0(OO0 OO0 O0(@OO O0(.00 O0(.0O0 0(.00 0¢(0.00 0 (0.00 0 (0.00
%) %) %) %) %) %) %) %) %) %) %) %) %)
Dysuria 0 (0.00 0 (0.00 000 O0(.O0 O0(O0 O0(O0 O0(OO O0(.00 O0(0O0 0(.00 0¢(0.00 0 (0.00 0 (0.00
%) %) %) %) %) %) %) %) %) %) %) %) %)
Respiratory,
thoracic and
mediastinal
disorders
Aphonia 0 (0.00 0(0.00 0(.00 O0(.00 O0(O0 O0(0O0 1(667 O0(0.00 O0(00O0 0(.00 0¢(0.00 0 (0.00 0 (0.00
%) %) %) %) %) %) %) %) %) %) %) %) %)
Dyspnoea 0 (0.00 0 (0.00 1(10.0 0(.00 0.0 0(.00 0(.00 O0(.00 0¢(0.00 1(16.6  0(0.00 1(16.6 0 (0.00
%) %) 0%) %) %) %) %) %) %) 7%) %) 7%) %)
Pleural effusion 0(0.00 0(0.00 000 O0(.00 O0(O0 O0(O0 1667 O0(O.L0 O0(00O0 0(.00 0¢(0.00 0 (0.00 0 (0.00
%) %) %) %) %) %) %) %) %) %) %) %) %)
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Pneumothorax 000 O0(@.00 O0(O0 O0(O0 O0(@O0 OO0 O0(@O0 O0(O0 O0(O0 O0(0O0 0(.00 0(.00 0¢(0.00
%) %) %) %) %) %) %) %) %) %) %) %)
Pulmonary 0(0.00 O0(@.00 O0(.0O0 O0(O0 O0(@.O0 O0(O0 O0(@O0 O0(0O0 O0(0O0 0(0O0 0(.00 O0(.00 0¢(0.00
embolism %) %) %) %) %) %) %) %) %) %) %) %)
Pulmonary 0000 O0(@.00 O0(0O0 O0(O0 O0(@.O0 O0(O0 O0(@O0 O0(0O0 O0(0O0 0(0O0 0(.00 0(.00 0¢(0.00
oedema %) %) %) %) %) %) %) %) %) %) %) %)
Skin and
subcutaneous
tissue disorders
Rash 0(.00 O0(@.00 o000 O0(.0O0 O0(@O0 OO0 O0(@O0 O0(OO0 O0(O0 0(O0 0(.00 O0(.00 0¢(0.00
%) %) %) %) %) %) %) %) %) %) %) %)
Rash maculo- 000 O0(@.00 O0(O0 O0(O0 O0(@O0 OO0 O0(@O0 O0(O0 O0(O0 O0(0O0 0(.00 0(.00 0¢(0.00
papular %) %) %) %) %) %) %) %) %) %) %) %)
Vascular
disorders
Peripheral 0000 O0(.00 O0(O0 O0(O0 O0(@.O0 O0(O0 O0(@O0 O0(0O0 O0(O0 0(0O0 0(.00 0(.00 0¢(0.00
embolism %) %) %) %) %) %) %) %) %) %) %) %)
LSZ102 + ribociclib intermittent (2/4)
LSZ102 450 LSZ102 450
mg QD + mg QD + LSZ102 450
LSZ102450 LEEO011300 LEEO11 400 mg QD +
LSZ102200 LSZ102400 LSZ102 400 mg QD + mg QD 3 mg QD 3 LEEO11 600 LSZ102600 LSZ102 600
mg QD + mg QD + mg QD + LEEO011 400 weeks on 1 weeks on 1 mg QD 3 mg QD + mg QD +
LEEO11 300 LEEO011300 LEEO011 400 mg QD 3 week off week off weeks on 1 LEEO11 300 LEEO011 400
mg QD 3 mg QD 3 mg QD 3 weeks on1  with regular  with regular week off mg QD 3 mg QD 3
weeks on 1 weeks on 1 weeks on 1 week off meal in meal in without weeks on 1 weeks on 1
week off week off week off with regular staggered staggered regards to week off week off
fasted fasted fasted meal dosing dosing food fasted fasted
N=5 N=5 N=4 N=8 N=6 N=4 N=4 N=4 N=4
LSZ102200mg  LSZ102400mg  LSZ102400mg  LSZ102450mg  LSZ102450mg  LSZ102450mg  LSZ102450mg  LSZ102600mg  LSZ102 600 mg

Arm/Group
Description

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in

administered
orally once daily
(QD) on Days 1
to 28 of a 28-day
cycle in
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combination with
ribociclib 300 mg
administered

combination with
ribociclib 300 mg
administered

combination with
ribociclib 400 mg
administered

combination with
ribociclib 400 mg
administered

combination with
ribociclib 300 mg
administered

combination with
ribociclib 400 mg
administered

combination with
ribociclib 600 mg
administered

combination with
ribociclib 300 mg
administered

combination with
ribociclib 400 mg
administered

orally QD on orally QD on orally QD on orally QD on orally QD on orally QD on orally QD on orally QD on orally QD on
Days 1to 21 of a Days 1to 21 of a Days 1to 21 of a Days 1to 21 ofa Days 1to 21 of a Days 1 to 21 of a Days 1to 21 of a Days 1to 21 of a Days 1to 21 of a
28-day cycle 28-day cycle 28-day cycle 28-day cycle with  28-day cycle with ~ 28-day cycle with 28-day cycle 28-day cycle 28-day cycle
under fasted under fasted under fasted regular meal regular meal in regular meal in without regards under fasted under fasted
conditions conditions conditions staggered dosing  staggered dosing to food conditions conditions
Total 1(20.00%) 3 (60.00%) 1(25.00%) 5 (62.50%) 0 (0.00%) 2 (50.00%) 1(25.00%) 0(0.00%) 4 (100.00%)
participants
affected
Blood and
lymphatic
system
disorders
Anaemia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Febrile 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(25.00%)
neutropeni
a
Thrombocy 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
topenia
Cardiac
disorders
Angina 0 (0.00%) 1 (20.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
pectoris
Bundle 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(25.00%) 0 (0.00%) 0 (0.00%)
branch
block right
Sinoatrial 0 (0.00%) 1 (20.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
block
Eye
disorders
Vitreous 0 (0.00%) 1 (20.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
floaters

Page 101



U, NOVARTIS

Clinical Trial Results Website

Gastrointest

inal

disorders
Abdominal 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
pain
Ascites 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Colitis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Diarrhoea 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1 (25.00%)
Dyspepsia 0 (0.00%) 1 (20.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Enterocoliti 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
s
Faecal 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1 (25.00%)
vomiting
Haemoperi 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
toneum
Intestinal 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(12.50%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
obstruction
Large 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(12.50%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
intestinal
obstruction
Nausea 0 (0.00%) 1 (20.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1 (25.00%)
Stomatitis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Vomiting 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

General

disorders

and

administrati

on site

conditions
Fatigue 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
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Multiple
organ
dysfunctio
n
syndrome

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%) 0 (0.00%)

0 (0.00%)

0 (0.00%)

Pyrexia

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%) 0 (0.00%)

0 (0.00%)

1 (25.00%)

Hepatobiliar
y disorders

Haemobilia

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%) 0 (0.00%)

0 (0.00%)

0 (0.00%)

Hepatic
failure

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%) 0 (0.00%)

0 (0.00%)

0 (0.00%)

Hepatic
function
abnormal

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%) 0 (0.00%)

0 (0.00%)

0 (0.00%)

Hepatic
haemorrha
ge

0 (0.00%)

0 (0.00%)

0 (0.00%)

1 (12.50%)

0 (0.00%)

0 (0.00%) 0 (0.00%)

0 (0.00%)

0 (0.00%)

Hypertrans
aminasae
mia

0 (0.00%)

1 (20.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%) 0 (0.00%)

0 (0.00%)

0 (0.00%)

Infections
and
infestations

Cellulitis

0 (0.00%)

0 (0.00%)

1 (25.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%) 0 (0.00%)

0 (0.00%)

0 (0.00%)

Clostridium
difficile
infection

0 (0.00%)

1(20.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%) 0 (0.00%)

0 (0.00%)

0 (0.00%)

Herpes
simplex

0 (0.00%)

1(20.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%) 0 (0.00%)

0 (0.00%)

0 (0.00%)

Pneumocy
stis
jirovecii
pneumonia

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%) 0 (0.00%)

0 (0.00%)

0 (0.00%)
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Pneumoni
a

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

Sepsis

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

1 (25.00%)

Skin
infection

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

Upper
respiratory
tract
infection

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

Injury,
poisoning
and
procedural
complicatio
ns

Overdose

0 (0.00%)

0 (0.00%)

0 (0.00%)

1 (12.50%)

0 (0.00%)

0 (0.00%)

1 (25.00%)

0 (0.00%)

1 (25.00%)

Post
procedural
haemorrha

ge

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

Investigatio
ns

Alanine
aminotrans
ferase
increased

0 (0.00%)

0 (0.00%)

0 (0.00%)

1 (12.50%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

Aspartate
aminotrans
ferase
increased

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

1 (25.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

Lipase
increased

0 (0.00%)

0 (0.00%)

0 (0.00%)

1 (12.50%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

Troponin
increased

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)
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Metabolism
and
nutrition
disorders

Decreased
appetite

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

1 (25.00%)

Dehydratio
n

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

1 (25.00%)

Hyperglyca
emia

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

Hypokalae
mia

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

1 (25.00%)

Hypophos
phataemia

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

1 (25.00%)

Musculoskel
etal and
connective
tissue
disorders

Back pain

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

Musculosk
eletal
chest pain

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

Neck pain

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

Pain in
extremity

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

Pain in jaw

0 (0.00%)

1(20.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

Spinal pain

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

Neoplasms
benign,
malignant
and
unspecified
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(incl cysts
and polyps)

Endometri
al cancer

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

Malignant
neoplasm
progressio
n

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

Metastase
s to central
nervous
system

1 (20.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

Nervous
system
disorders

Aphasia

0.00%)

0 (0.00%)

0.00%)

0 (0.00%

0 (0.00%)

0 (0.00%

0.00%)

Dizziness

0.00%)

1 (20.00%)

0.00%)

0 (0.00%

0 (0.00%)

0 (0.00%

0.00%)

Dysarthria

0 (0.00%)

0 (0.00%)

Haemorrha
gic stroke

0(
0(
0 (0.00%)
0 (0.00%)

0 (0.00%)

0(
0(
0 (0.00%)
0 (0.00%)

)
)
0 (0.00%)
0 (0.00%)

0 (0.00%)

)

)

0 (0.00%)
0 (0.00%)

0(
0(
0 (0.00%)
0 (0.00%)

Headache

0 (0.00%)

1 (20.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

Seizure

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

Syncope

0 (0.00%)

1 (20.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

Psychiatric
disorders

Confusion
al state

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

Mental
status
changes

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%)
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Renal and
urinary
disorders

Acute
kidney
injury

0 (0.00%)

0 (0.00%)

0 (0.00%) 0 (0.00%)

0 (0.00%)

0 (0.00%)

1(25.00%) 0 (0.00%)

0 (0.00%)

Anuria

0 (0.00%)

0 (0.00%)

0 (0.00%) 1(12.50%)

0 (0.00%)

0 (0.00%)

0 (0.00%) 0 (0.00%)

0 (0.00%)

Dysuria

0 (0.00%)

1 (20.00%)

0 (0.00%) 0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%) 0 (0.00%)

0 (0.00%)

Respiratory,
thoracic and
mediastinal
disorders

Aphonia

0 (0.00%)

0 (0.00%)

0 (0.00%) 0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%) 0 (0.00%)

0 (0.00%)

Dyspnoea

0 (0.00%)

0 (0.00%)

0 (0.00%) 0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%) 0 (0.00%)

0 (0.00%)

Pleural
effusion

0 (0.00%)

1 (20.00%)

0 (0.00%) 0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%) 0 (0.00%)

0 (0.00%)

Pneumoth
orax

0 (0.00%)

0 (0.00%)

0 (0.00%) 0 (0.00%)

0 (0.00%)

1 (25.00%)

0 (0.00%) 0 (0.00%)

0 (0.00%)

Pulmonary
embolism

0 (0.00%)

0 (0.00%)

0 (0.00%) 0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%) 0 (0.00%)

1 (25.00%)

Pulmonary
oedema

0 (0.00%)

0 (0.00%)

0 (0.00%) 0 (0.00%)

0 (0.00%)

0 (0.00%)

1(25.00%) 0 (0.00%)

0 (0.00%)

Skin and
subcutaneo
us tissue
disorders

Rash

0 (0.00%)

0 (0.00%)

0 (0.00%) 0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%) 0 (0.00%)

1 (25.00%)

Rash
maculo-
papular

0 (0.00%)

0 (0.00%)

0 (0.00%) 0 (0.00%)

0 (0.00%)

0 (0.00%)

0 (0.00%) 0 (0.00%)

0 (0.00%)

Vascular
disorders
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Peripheral
embolism

0 (0.00%)

0 (0.00%)

0 (0.00%)

LSZ102 + ribociclib continuous (3/4)

LSZ102 450 mg QD
+ LEEO11 300 mg
QD continuous

LSZ102 450 mg QD
+ LEEO011 400 mg
QD continuous

0 (0.00%)

LSZ102 450 mg QD
+ LEE011 400 mg
QD continuous

0 (0.00%)

0 (0.00%)

LSZ102 600 mg QD
+ LEEO11 300 mg
QD continuous

0 (0.00%)

LSZ102 200 mg
BID + LEE011 200
mg QD continuous
without regards to

0 (0.00%)

0 (0.00%)

LSZ102 300 mg
BID + LEE011 200
mg QD continuous
without regards to

fasted fasted with regular meal fasted food food
N=6 N=8 N=6 N=4 N=6 N=4
LSZ102 450 mg LSZ102 450 mg LSZ102 450 mg LSZ102 600 mg LSZ102 200 mg LSZ102 300 mg

administered orally once
daily (QD) on Days 1 to
28 of a 28-day cycle in

combination with ribociclib

administered orally once

daily (QD) on Days 1 to

28 of a 28-day cycle in
combination with ribociclib

administered orally once
daily (QD) on Days 1 to
28 of a 28-day cycle in

combination with ribociclib

administered orally once
daily (QD) on Days 1 to
28 of a 28-day cycle in

combination with ribociclib

administered orally twice
daily (BID) on Days 1 to
28 of a 28-day cycle in

combination with ribociclib

administered orally twice
daily (BID) on Days 1 to
28 of a 28-day cycle in

combination with ribociclib

ArmIGroup 300 mg administered 400 mg administered 400 mg administered 300 mg administered 200 mg administered 200 mg administered
Description orally QD on Days 1to 28  orally QD on Days 1t0 28  orally QD on Days 1to 28  orally QD on Days 1 to 28 orally once daily (QD) on orally once daily (QD) on
of a 28-day cycle under of a 28-day cycle under of a 28-day cycle with of a 28-day cycle under Days 1 to 28 of a 28-day Days 1 to 28 of a 28-day
fasted conditions fasted conditions regular meal fasted conditions cycle without regards to cycle without regards to
food foodLSZ102 300 mg BID
+ LEEO11 200 mg BID
cont WRF
Total participants 0 (0.00%) 1(12.50%) 0 (0.00%) 0 (0.00%) 1 (16.67%) 1(25.00%)
affected
Blood and
lymphatic system
disorders
Anaemia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Febrile 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
neutropenia
Thrombocytopeni 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
a
Cardiac disorders
Angina pectoris 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
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Bundle branch 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
block right
Sinoatrial block 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Eye disorders

Vitreous floaters 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Gastrointestinal
disorders
Abdominal pain 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Ascites 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Colitis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Diarrhoea 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Dyspepsia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Enterocolitis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Faecal vomiting 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Haemoperitoneu 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
m
Intestinal 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
obstruction
Large intestinal 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
obstruction
Nausea 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Stomatitis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Vomiting 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(16.67%) 0 (0.00%)
General disorders
and administration
site conditions
Fatigue 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
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Multiple organ 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
dysfunction
syndrome
Pyrexia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(16.67%) 0 (0.00%)
Hepatobiliary
disorders
Haemobilia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Hepatic failure 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Hepatic function 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
abnormal
Hepatic 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
haemorrhage
Hypertransamina 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
saemia

Infections and
infestations

Cellulitis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Clostridium 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
difficile infection

Herpes simplex 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Pneumocystis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
jirovecii

pneumonia

Pneumonia 0 (0.00%) 1 (12.50%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Sepsis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Skin infection 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Upper respiratory 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

tract infection
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Injury, poisoning
and procedural
complications

Overdose 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Post procedural 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(16.67%) 0 (0.00%)
haemorrhage

Investigations
Alanine 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
aminotransferase
increased
Aspartate 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
aminotransferase
increased
Lipase increased 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Troponin 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
increased

Metabolism and

nutrition disorders
Decreased 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
appetite
Dehydration 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Hyperglycaemia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Hypokalaemia 0 (0.00%) 1(12.50%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Hypophosphatae 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
mia

Musculoskeletal

and connective

tissue disorders
Back pain 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
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Musculoskeletal 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
chest pain
Neck pain 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1 (25.00%)
Pain in extremity 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Pain in jaw 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Spinal pain 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Neoplasms

benign, malignant

and unspecified

(incl cysts and

polyps)
Endometrial 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
cancer
Malignant 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
neoplasm
progression
Metastases to 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
central nervous
system

Nervous system

disorders
Aphasia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Dizziness 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Dysarthria 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Haemorrhagic 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
stroke
Headache 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Seizure 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Syncope 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
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Psychiatric

disorders
Confusional state 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Mental status 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
changes

Renal and urinary

disorders
Acute kidney 0 (0.00%) 1(12.50%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
injury
Anuria 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Dysuria 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Respiratory,

thoracic and

mediastinal

disorders
Aphonia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Dyspnoea 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Pleural effusion 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Pneumothorax 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Pulmonary 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(16.67%) 0 (0.00%)
embolism
Pulmonary 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
oedema

Skin and

subcutaneous

tissue disorders
Rash 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Rash maculo- 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
papular

Vascular disorders
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Peripheral
embolism

0 (0.00%)

LSZ102 + alpelisib (4/4)

LSZ102 300 mg QD
+ BYL719 200 mg
QD continuous with
regular meal
N =12

0 (0.00%)

LSZ102 300 mg QD
+ BYL719 250 mg
QD continuous with
regular meal
N=6

0 (0.00%)

LSZ102 300 mg QD
+ BYL719 300 mg
QD continuous with
regular meal
N=12

0 (0.00%)

0 (0.00%) 0 (0.00%)

LSZ102 450 mg QD
+ BYL719 200 mg
QD continuous with
regular meal
N=13

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28
of a 28-day cycle in
combination with alpelisib
200 mg administered orally
QD on Days 1 to 28 of a 28-
day cycle with regular meal

Arm/Group
Description

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28
of a 28-day cycle in
combination with alpelisib
250 mg administered orally
QD on Days 1 to 28 of a 28-
day cycle with regular meal

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28
of a 28-day cycle in
combination with alpelisib
300 mg administered orally
QD on Days 1 to 28 of a 28-
day cycle with regular meal

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to 28
of a 28-day cycle in
combination with alpelisib
200 mg administered orally
QD on Days 1 to 28 of a 28-
day cycle with regular meal

Total participants
affected

4 (33.33%)

1 (16.67%)

10 (83.33%)

5 (38.46%)

Blood and lymphatic
system disorders

Anaemia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Febrile neutropenia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Thrombocytopenia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Cardiac disorders

Angina pectoris 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Bundle branch 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

block right

Sinoatrial block 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Eye disorders

Vitreous floaters 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
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Gastrointestinal

disorders
Abdominal pain 0 (0.00%) 0 (0.00%) 1(8.33%) 0 (0.00%)
Ascites 0 (0.00%) 0 (0.00%) 1 (8.33%) 0 (0.00%)
Colitis 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(7.69%)
Diarrhoea 0 (0.00%) 0 (0.00%) 2 (16.67%) 0 (0.00%)
Dyspepsia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Enterocolitis 1 (8.33%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Faecal vomiting 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Haemoperitoneum 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Intestinal 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
obstruction
Large intestinal 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
obstruction
Nausea 0 (0.00%) 0 (0.00%) 1(8.33%) 0 (0.00%)
Stomatitis 0 (0.00%) 0 (0.00%) 1(8.33%) 0 (0.00%)
Vomiting 0 (0.00%) 0 (0.00%) 1 (8.33%) 0 (0.00%)

General disorders

and administration

site conditions
Fatigue 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Multiple organ 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
dysfunction
syndrome
Pyrexia 0 (0.00%) 0 (0.00%) 1(8.33%) 0 (0.00%)

Hepatobiliary

disorders
Haemobilia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Hepatic failure 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
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Hepatic function 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
abnormal

Hepatic 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
haemorrhage

Hypertransaminasa 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
emia

Infections and
infestations

Cellulitis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Clostridium difficile 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
infection

Herpes simplex 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
?neumpcystis . 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
jirovecii pneumonia

Pneumonia 1(8.33%) 0 (0.00%) 0 (0.00%) 1(7.69%)
Sepsis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Skin infection 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(7.69%)
Upper respiratory 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

tract infection

Injury, poisoning
and procedural
complications

Overdose 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Post procedural 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
haemorrhage

Investigations

Alanine 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
aminotransferase
increased
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Aspartate 1 (8.33%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
aminotransferase

increased

Lipase increased 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Troponin increased 0 (0.00%) 1(16.67%) 0 (0.00%) 0 (0.00%)

Metabolism and
nutrition disorders

Decreased appetite 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Dehydration 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Hyperglycaemia 1(8.33%) 0 (0.00%) 1(8.33%) 0 (0.00%)
Hypokalaemia 0 (0.00%) 0 (0.00%) 0 (0.00%) 1 (7.69%)
Hypophosphataemi 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
a

Musculoskeletal and

connective tissue

disorders
Back pain 1(8.33%) 0 (0.00%) 1(8.33%) 0 (0.00%)
Musculoskeletal 0 (0.00%) 0 (0.00%) 1 (8.33%) 0 (0.00%)
chest pain
Neck pain 0 (0.00%) 0 (0.00%) 1(8.33%) 0 (0.00%)
Pain in extremity 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Pain in jaw 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Spinal pain 0 (0.00%) 0 (0.00%) 1(8.33%) 0 (0.00%)

Neoplasms benign,

malignant and

unspecified (incl

cysts and polyps)
Endometrial cancer 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
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Malignant 0 (0.00%) 0 (0.00%) 1(8.33%) 0 (0.00%)
neoplasm
progression
Metastases to 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
central nervous
system

Nervous system

disorders
Aphasia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Dizziness 0 (0.00%) 0 (0.00%) 1(8.33%) 0 (0.00%)
Dysarthria 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Haemorrhagic 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
stroke
Headache 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Seizure 0 (0.00%) 0 (0.00%) 1(8.33%) 0 (0.00%)
Syncope 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Psychiatric

disorders
Confusional state 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Mental status 0 (0.00%) 0 (0.00%) 1(8.33%) 0 (0.00%)
changes

Renal and urinary

disorders
Acute kidney injury 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Anuria 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Dysuria 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Respiratory,

thoracic and

mediastinal

disorders
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Aphonia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Dyspnoea 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(7.69%)
Pleural effusion 1(8.33%) 0 (0.00%) 0 (0.00%) 2 (15.38%)
Pneumothorax 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Pulmonary 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
embolism
Pulmonary oedema 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Skin and

subcutaneous

tissue disorders
Rash 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Rash maculo- 0 (0.00%) 0 (0.00%) 1(8.33%) 0 (0.00%)
papular

Vascular disorders
Peripheral 0 (0.00%) 0 (0.00%) 1(8.33%) 0 (0.00%)
embolism

Other Adverse Events by System Organ Class

Time Frame

From first dose of study medication up to 30 days after last dose, with a maximum duration of 2.9 years

Additional Description

Any sign or symptom that occurs during the study treatment plus 30 days after last dose.

Source Vocabulary for Table Default

MedDRA (24.1)

Assessment Type for Table Default

Systematic Assessment

Frequent Event Reporting Threshold

LSZ102 single agent (1/4)

5%
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LSZ102 LSZ102
450 mg 600 mg
QD QD
fasted fasted LSZ102 LSZ10
LSZ102 with LSZ102 with 200 mg LSz102 2300
450 mg food 600 mg food BID 225 mg mg
LSZ102 LSz102 LSZ10 QD effect LSZ102 LSZ102 QD effect LSZ102 without BID BID
200mg 400mg 2450 with tested 450mg 600 mg with tested 900mg regard with with
QD QD mg QD regular at 450 Run-in QD regular at 450 QD s to regular regula
fasted fasted fasted meal mg only fasted meal mg fasted food meal r meal
N=4 N=6 N=10 N=6 N=5 N=1 N=15 N=4 N=5 N=6 N=4 N=6 N=6
LSZ102 LSZ102 LSZ102 LSZ102 LSZ102 Food LSZ102 LSZ102 LSZ102 LSZz102 LSZ102 LSz102 LSZ102
200 mg 400 mg 450 mg 450 mg 450 mg effect run- 600 mg 600 mg 600 mg 900 mg 200 mg 225 mg 300 mg
administer  administer ~ administ ~ administer ~ administer in period administere  administer ~ administer administer administer ~ administer  administ
ed orally ed orally ered ed orally ed orally with d orally ed orally ed orally ed orally ed orally ed orally ered
once daily  once daily orally once daily  once daily LSZ102 once daily once daily oncedaily oncedaily twice daily twice daily orally
(QD) on (QD) on once (QD) on (QD) on 450 mg. (QD) on (QD) on (QD) on (QD) on (BID) on (BID) on twice
Days 1 to Days 1 to daily Days 1 to Days 1 to Patient Days 1 to Days 1 to Days 1 to Days 1 to Days 1 to Days 1 to daily
28 of a 28 of a (QD) on 28 of a 28 ofa discontinu 28 of a 28- 28 of a 28 ofa 28 ofa 28 of a 28 of a (BID) on
28-day 28-day Days 1 to 28-day 28-day ed before day cycle 28-day 28-day 28-day 28-day 28-day Days 1 to
cycle cycle 28 of a cycle with cycle entering under cycle with cycle cycle cycle cycle with 28 of a
under under 28-day regular under treatment fasted regular under under without regular 28-day
Arm/Grou P fasted fasted cycle meal fasted period conditions meal fasted fasted regards to meal cycle
Description conditions  conditions under conditions conditions  conditions food with
fasted . Before . Before regular
condition the the meal
s treatment treatment
period, period,
there was there was
a food a food
effect run- effect run-
in period in period
with with
LSz102 LSz102
450 mg 450 mg
T:::Im ants 4(100. 6(100. 9(90.0 6(100. 5(100. 1(100. 15(100. 4(100. 5(100. 6(100. 4 (100. 6(100. 5(83.3
gﬁe ot e% 00%) 00%) 0%) 00%) 00%) 00%) 00%) 00%) 00%) 00%) 00%) 00%) 3%)
Blood and
lymphatic
system
disorders

Anaemia 2(50.0 1(166 2(20.0 0(0.00 1(200 0(0.00 4(2667 0(0.00 0(0.00 0(0.00 2(50.0 2(33.3 1(16.6
0%) 7%) 0%) %) 0%) %) %) %) %) %) 0%) 3%) 7%)
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Eosinophilia 0(.00 O0(O0 O0(.O0 O0(O0 O0(O0 O0(.0O0 0(00% O0(OOO0 O0(OO O0(©O0O O0(.00 O0(.00 0¢(0.00
P %) %) %) %) %) %) ) %) %) %) %) %) %)
Leukopenia 0(.00 O0(O0 O0(.00 O0(.00 O0(O0 O0(.00 0(.00% O0(OO0 OO0 O0(©O0 O0(.00 O0(.00 0(0.00
P %) %) %) %) %) %) ) %) %) %) %) %) %)
. 0(.00 O0(O0 O0(.00 O0(.00 O0(O0 O0(.0 0(.00% O0(OO0 OO0 O0(©O0 0(.00 O0(.00 1(16.6
Lymphopenia
%) %) %) %) %) %) ) %) %) %) %) %) 7%)
Neutropenia 1(250 0(.00 0(O0 O0(O0 OO0 O0(.00 0(.00% 0(.00 o0(00 O0(.00 O0(.00 0(.00 0¢(0.00
P 0%) %) %) %) %) %) ) %) %) %) %) %) %)
Thrombocytope 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(.00 1(667% 0000 O0(0O0 O0(©O0 0(.00 0(.00 0¢(0.00
nia %) %) %) %) %) %) ) %) %) %) %) %) %)
Cardiac
disorders
Angina pectoris 0(.00 O0(O0 O0(.00 O0(.00 O0(O0 O0(.00 0(.00% O0(OO0 OO0 O0(©O0 O0(.00 O0(.00 0(0.00
gnap %) %) %) %) %) %) ) %) %) %) %) %) %)
Bradvcardia 0(0.00 0(.00 O0(O0 O0(.O0 O0(0O0 O0(.00 0(.00% 0(00 O0(.00 O0(.0O0 0(.00 0(.00 0¢(0.00
y %) %) %) %) %) %) ) %) %) %) %) %) %)
Bundle branch 000 O0(O0 O0(O0 O0(O0 O0(O0O O0(O0 1(667% 0000 O0(OO0 O0(©O0 O0(.00 0(.00 0¢(0.00
block right %) %) %) %) %) %) ) %) %) %) %) %) %)
Mitral valve 1(250 0(.00 0(O0 O0(O0 OO0 O0(.0 0(.00% 0(.0O0 o0(0O0 O0(.00 O0(.00 0(.00 0¢(0.00
disease 0%) %) %) %) %) %) ) %) %) %) %) %) %)
Palpitations 0(.00 O0(O0 1(10.0 0(.00 O0(0.O0O 0(0.00 0(0.00% 0(0.00 0(.00 0¢(0.00 1(25.0 0(0.00 0¢(0.00
%) %) 0%) %) %) %) ) %) %) %) 0%) %) %)
Sinus 0(.00 O0(O0 O0(.00 O0(.00 O0(O0 O0(.00 0(.00% O0(OO0 OO0 O0(@OO0 O0(.00 0(.00 0(0.00
bradycardia %) %) %) %) %) %) ) %) %) %) %) %) %)
Tachvcardia 0(0.00 0(.00 O0(O0 O0(O0 O0(0O0 O0(.00 1(667% 0(000 0(.00 O0(.00 0(.00 0(.00 0¢(0.00
y %) %) %) %) %) %) ) %) %) %) %) %) %)
Ear and
labyrinth
disorders
Ear conaestion 0(.00 O0(O0 O0(.O0 O0(@O0 O0(O0O O0(O0 1(667% 0000 OO0 O0(©O0 O0(.00 0(.00 0¢(0.00
g %) %) %) %) %) %) ) %) %) %) %) %) %)
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Ear discomfort  © (000 1(166 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
%) 7%) %) %) %) %) ) %) %) %) %) %) %)
Ear bain 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 1(6.67% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
P %) %) %) %) %) %) ) %) %) %) %) %) %)
Tinnitus 0(0.00 0(0.00 1(100 0(0.00 0(0.00 0(0.00 1(6.67% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
%) %) 0%) %) %) %) ) %) %) %) %) %) %)
Vertiao 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(.00 1(6.67% 0(0.00 0(.00 0(.00 0(.00 0(0.00 0(0.00
9 %) %) %) %) %) %) ) %) %) %) %) %) %)
Endocrine
disorders
Hyperthyroidis ~ 0(0.00 0(0.00 0(0.00 1(166 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
m %) %) %) 7%) %) %) ) %) %) %) %) %) %)
Eye disorders
Blindness 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00% 0(0.00 0(.00 0(.00 0(.00 0(0.00 0(0.00
%) %) %) %) %) %) ) %) %) %) %) %) %)
P 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00% 0(.00 0(0.00 0(.00 0(0.00 0(0.00 0(0.00
%) %) %) %) %) %) ) %) %) %) %) %) %)
Diblopia 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00% 0(.00 0(0.00 0(.00 0(0.00 0(0.00 0(0.00
plop %) %) %) %) %) %) ) %) %) %) %) %) %)
Drv eve 1(25.0 0(0.00 0(0.00 0(.00 0(.00 0(0.00 1(6.67% 0(0.00 1(20.0 0(0.00 0(0.00 0(0.00 0(0.00
yey 0%) %) %) %) %) %) ) %) 0%) %) %) %) %)
Eve irritation 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00
y %) %) %) %) %) %) ) %) %) %) %) %) %)
Eve oruritus 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00% 0(0.00 0(.00 0(.00 0(.00 0(0.00 0(0.00
yep %) %) %) %) %) %) ) %) %) %) %) %) %)
:g:zigt?ogc’igy 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00% 0(.00 0(0.00 0(.00 0(0.00 0(0.00 0(0.00
oves %) %) %) %) %) %) ) %) %) %) %) %) %)
ridocvalitis 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00% 0(.00 0(0.00 0(.00 0(0.00 0(0.00 0(0.00
4 %) %) %) %) %) %) ) %) %) %) %) %) %)
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Lacrimation 0 (0.00 0(0.00 1(10.0 0¢(0.00 0 (0.00 0(0.00 1(6.67% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0(0.00 0(0.00
increased %) %) 0%) %) %) %) ) %) %) %) %) %) %)
Periorbital 0 (0.00 0(0.00 1(10.0 0¢(0.00 0 (0.00 0(0.00 0(0.00% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0(0.00 0(0.00
swelling %) %) 0%) %) %) %) ) %) %) %) %) %) %)
Photophobia 0 (0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0(0.00 0(0.00% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0(0.00 0(0.00
P %) %) %) %) %) %) ) %) %) %) %) %) %)
Vision blurred 0 (0.00 0(0.00 0(0.00 1(16.6 0 (0.00 0(0.00 0(0.00% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0(0.00 0(0.00
%) %) %) 7%) %) %) ) %) %) %) %) %) %)
Visual acuity 0 (0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0(0.00 0(0.00% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0(0.00 0(0.00
reduced %) %) %) %) %) %) ) %) %) %) %) %) %)
Visual field 0 (0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0(0.00 0(0.00% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0(0.00 0(0.00
defect %) %) %) %) %) %) ) %) %) %) %) %) %)
Visual 0 (0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0(0.00 0(0.00% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0(0.00 0(0.00
impairment %) %) %) %) %) %) ) %) %) %) %) %) %)
Vitreous 0 (0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0(0.00 0(0.00% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0(0.00 0(0.00
floaters %) %) %) %) %) %) ) %) %) %) %) %) %)
Gastrointestinal
disorders
Abdominal 0 (0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0(0.00 2(13.33 0(0.00 0 (0.00 0 (0.00 0 (0.00 0(0.00 0(0.00
discomfort %) %) %) %) %) %) %) %) %) %) %) %) %)
Abdominal 0 (0.00 0(0.00 1(10.0 1(16.6 0 (0.00 0(0.00 0(0.00% 0(0.00 0 (0.00 1(16.6 1(25.0 0(0.00 0(0.00
distension %) %) 0%) 7%) %) %) ) %) %) 7%) 0%) %) %)
Abdominal pain 1(25.0 1(16.6 2(20.0 2(33.3 0 (0.00 0(0.00 3(20.00 0¢(0.00 0 (0.00 0 (0.00 0 (0.00 1(16.6 0(0.00
P 0%) 7%) 0%) 3%) %) %) %) %) %) %) %) 7%) %)
Abdominal pain 0 (0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0(0.00 1(6.67% 1(25.0 1(20.0 0 (0.00 1(25.0 2(33.3 1(16.6
upper %) %) %) %) %) %) ) 0%) 0%) %) 0%) 3%) 7%)
Anal 0 (0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0(0.00 0(0.00% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0(0.00 0(0.00
incontinence %) %) %) %) %) %) ) %) %) %) %) %) %)
Ascites 0 (0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0(0.00 0(0.00% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0(0.00 0(0.00
%) %) %) %) %) %) ) %) %) %) %) %) %)
Cheilitis 0 (0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0(0.00 0(0.00% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0(0.00 0(0.00
%) %) %) %) %) %) ) %) %) %) %) %) %)
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Colitis 000 O0(O00 O0(.0O0 O0(@OO0 O0(.00 0(.00 0(.00% O0(@©OO0 O0(0O0 0(.00 0(.00 O0(.00 0¢(0.00

%) %) %) %) %) %) ) %) %) %) %) %) %)

Constibation 1(250 0(0.00 5(50.0 1(166 1(20.0 0(0.00 4(26.67 0(0.00 0(0.00 0(0.00 1(250 2(333 0(0.00
P 0%) %) 0%) 7%) 0%) %) %) %) %) %) 0%) 3%) %)

Diarthoes 2(50.0 6(100. 4(40.0 3(50.0 3(60.0 0(0.00 11(73.3 0(0.00 3(60.0 6(100. 3(750 4(66.6 3(50.0
0%) 00%) 0%) 0%) 0%) %) 3%) %) 0%) 00%) 0%) 7%) 0%)

Drv mouth 0(0.00 0(0.00 1(10.0 0(0.00 0(0.00 0(0.00 1(6.67% 0(0.00 1(200 0(0.00 0(0.00 0(0.00 0(0.00
y %) %) 0%) %) %) %) ) %) 0%) %) %) %) %)

Dvsoesia 0(0.00 1(166 0(0.00 0(0.00 0(0.00 0(0.00 2(13.33 1(250 1(200 1(166 0(0.00 0(0.00 0 (0.00
yspep %) 7%) %) %) %) %) %) 0%) 0%) 7%) %) %) %)

Dvsohadia 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(.00 0(0.00 1(16.6 0(0.00
ysphag %) %) %) %) %) %) ) %) %) %) %) 7%) %)

Eosinophilic 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(6.67% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
oesophagitis %) %) %) %) %) %) ) %) %) %) %) %) %)

Eructation 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(.00 0(0.00 0(0.00 0(0.00 0(0.00
%) %) %) %) %) %) ) %) %) %) %) %) %)

Flatulence 0(0.00 0(0.00 1(100 1(166 1(200 0(0.00 1(6.67% 1(250 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
%) %) 0%) 7%) 0%) %) ) 0%) %) %) %) %) %)

Gastrointestinal

o 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00

Sbnormal % %)W %) %) %) ) % %)W %) %) %)

G:;t:‘é‘f’l‘lj?pha 0(0.00 0(0.00 0(0.00 0(0.00 1(200 0(0.00 1(6.67% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(16.6
gisease %) %) %) %) 0%) %) ) %) %) %) %) %) 7%)

Haemorhoids 0 (000 0(0.00  0(0.00 0(000 0(0.00 0(0.00 0(0.00% 0(0.00 1(20.0 0(0.00 0(0.00 0(0.00 1(166
%) %) %) %) %) %) ) %) 0%) %) %) %) 7%)

Li oedema 0(0.00 1(166 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
P %) 7%) %) %) %) %) ) %) %) %) %) %) %)

Lg‘é‘;fgintestmal 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
Poomomtage. %) %)W) %) %) ) % % %) %) %) %)
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Melaena 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(.00 1(6.67% 0(0.00 0(.00 0(.00 0(.00 0(0.00 0(0.00
%) %) %) %) %) %) ) %) %) %) %) %) %)
Mouth 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(0.00% 0(0.00 1(20.0 0(.00 0(.00 0(0.00 0(0.00
ulceration %) %) %) %) %) %) ) %) 0%) %) %) %) %)
Nausea 3(75.0 2(333 7(700 2(33.3 2(40.0 0(0.00 11(73.3 4(100. 4(80.0 5(83.3 3(75.0 4(66.6 4 (66.6
0%) 3%) 0%) 3%) 0%) %) 3%) 00%) 0%) 3%) 0%) 7%) 7%)
Odvnophagia 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(0.00% 0(.00 0(.00 0(.00 0(.00 0(0.00 0(0.00
ynophag %) %) %) %) %) %) ) %) %) %) %) %) %)
Oesophaditis 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(0.00% 0(0.00 0(.00 0(.00 0(.00 0(.00 0(0.00
phag %) %) %) %) %) %) ) %) %) %) %) %) %)
Pancreatitis 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(0.00% 0(0.00 0(.00 0(.00 0(.00 0(0.00 0(0.00
%) %) %) %) %) %) ) %) %) %) %) %) %)
Stomatitis 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(.00 2(13.33 0(0.00 1(200 0(0.00 0(0.00 0(0.00 0/(0.00
%) %) %) %) %) %) %) %) 0%) %) %) %) %)
Toothache 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00
%) %) %) %) %) %) ) %) %) %) %) %) %)
. 1(25.0 2 (33.3 3(30.0 2(33.3 2 (40.0 1 (100. 8 (53.33 2 (50.0 2 (40.0 3(50.0 2 (50.0 1(16.6 1(16.6
Vomiting
0%) 3%) 0%) 3%) 0%) 00%) %) 0%) 0%) 0%) 0%) 7%) 7%)
General
disorders and
administration
site conditions
Asthenia 0 (0.00 0(0.00 0(0.00 1(16.6 0 (0.00 0(0.00 1(6.67% 0(0.00 0 (0.00 0 (0.00 0 (0.00 1(16.6 0 (0.00
%) %) %) 7%) %) %) ) %) %) %) %) 7%) %)
Axilla ain 0 (0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0(0.00 0(0.00% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
e %) %) %) %) %) %) ) %) %) %) %) %) %)
Catheter site 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00% 0(0.00 0(.00 0(.00 0(.00 0(0.00 0(0.00
pain %) %) %) %) %) %) ) %) %) %) %) %) %)
Chest 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(0.00% 0(.00 0(.00 1(166 0(0.00 0(0.00 0 (0.00
discomfort %) %) %) %) %) %) ) %) %) 7%) %) %) %)
Chest pain 0 (0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0(0.00 0(0.00% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00 0 (0.00
P %) %) %) %) %) %) ) %) %) %) %) %) %)
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Chills 000 O0(O00 O0(.0O0 O0(@OO O0(.0O0 0(.0O0 2(1333 0(0O0 O0(.00 0(.00 0(.00 O0(.00 0¢(0.00

%) %) %) %) %) %) %) %) %) %) %) %) %)
Device related  0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(.00 0(.00 0(.00 0(.00 0(0.00 0(0.00
thrombosis %) %) %) %) %) %) ) %) %) %) %) %) %)
Early satiet 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(.00 1(6.67% 0(0.00 0(.00 0(.00 0(.00 0(0.00 0(0.00
y satiey %) %) %) %) %) %) ) %) %) %) %) %) %)
Fatique 2 (50.0 1(16.6 3(30.0 0¢(0.00 0 (0.00 0 (0.00 5(33.33 1(25.0 2 (40.0 1(16.6 3(75.0 2(33.3 2(33.3
9 0%) 7%) 0%) %) %) %) %) 0%) 0%) 7%) 0%) 3%) 3%)
Generalised 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(.00 0(0.00% 0(0.00 0(.00 0(.00 0(.00 0(.00 0(0.00
oedema %) %) %) %) %) %) ) %) %) %) %) %) %)
Influenza like 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(.00 2(13.33 0(.00 0(.00 0(.00 0(.00 0(0.00 0/(0.00
iliness %) %) %) %) %) %) %) %) %) %) %) %) %)
Malaise 1(25.0 0(0.00 0(0.00 0(.00 0(.00 0(0.00 1(6.67% 0(0.00 0(.00 0(.00 0(.00 0(0.00 0(0.00
0%) %) %) %) %) %) ) %) %) %) %) %) %)

Medical device 5 900  0(000 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00

ite ioint
nffammation %) %) %) %) %) %) ) %) %) %) %) %) %)
Non-cardiac 1(250 0(.00 0(O0 O0(@O0 OO0 O0(.00 0(.00% O0(.0O0 o0(0O0 O0(.00 O0(.00 0(.00 0¢(0.00
chest pain 0%) %) %) %) %) %) ) %) %) %) %) %) %)
Oedema 1(25.0 0(0.00 0(0.00 1(16.6 1(200 0(.00 2(1333 0(0.00 O0(.00 0(.00 0¢(0.00 1(16.6 0(0.00
peripheral 0%) %) %) 7%) 0%) %) %) %) %) %) %) 7%) %)
Pvrexia 1(25.0 0(.00 0(O0 O0(.0O0 O0(O0 0(.00 1(6.67% 0(0.00 0(.00 0¢(0.00 1(25.0 1(16.6 0(0.00
y 0%) %) %) %) %) %) ) %) %) %) 0%) 7%) %)
Hepatobiliary
disorders
Hepatic pain 0(0.00 0(0.00 0(.00 1(16.6 1(200 0(0.00 0(0.00% 0(.00 0(0.00 0(.00 0(.00 0(.00 0(0.00
P P %) %) %) 7%) 0%) %) ) %) %) %) %) %) %)
Hyperbilirubina 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00% 0(0.00 1(20.0 0(0.00 0(0.00 1(16.6 0(0.00
emia %) %) %) %) %) %) ) %) 0%) %) %) 7%) %)
Hypertransami 000 O0(O0 O0(0O0 O0(@O0 O0(©O0O O0(.00 0(.00% 0(0O0 O0(.00 O0(.00 0¢(.00 1(16.6 0(0.00
nasaemia %) %) %) %) %) %) ) %) %) %) %) 7%) %)
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Jaundice 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(.00 0(0.00 1(16.6 0(0.00

%) %) %) %) %) %) ) %) %) %) %) 7%) %)
Immune system
disorders
Hypersensitivit  0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0/(0.00
y %) %) %) %) %) %) ) %) %) %) %) %) %)
Infections and
infestations
Bacterial 0(000 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
vulvovaginitis %) %) %) %) %) %) ) %) %) %) %) %) %)
N . 0(000 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(00 0(0.00 1(166 0(0.00
Biliary sepsis
%) %) %) %) %) %) ) %) %) %) %) 7%) %)
Bronchitis 0(000 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(00 0(0.00 0(0.00 0(0.00
%) %) %) %) %) %) ) %) %) %) %) %) %)
Bronchitis virgg (000 0(000 0(000 0(0.00 0(000 0(000 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
%) %) %) %) %) %) ) %) %) %) %) %) %)
Comunciiviie (000 0(0.00 0(0.00 0(000 0(0.00 0(000 1(667% 0(0.00 1(20.0 0(0.00 0(000 0(0.00 0(0.00
i %) %) %) %) %) %) ) %) 0%) %) %) %) %)
Cusis 0(000 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 0(0.00
y %) %) %) %) %) %) ) %) %) %) %) %) %)
Ear infoction 0(000 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(667% 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 0(0.00
%) %) %) %) %) %) ) %) %) %) %) %) %)
Epstein-Barr  0(0.00 0(0.00 0(0.00 0(000 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
virus infection %) %) %) %) %) %) ) %) %) %) %) %) %)
Escherichia 0(000 0(0.00 0(0.00 0(0.00 0(.00 0(000 0(0.00% 0(0.00 0(.00 0(0.00 0(0.00 0(0.00 0(0.00
urinary tract
iy ! W% %) %) %% )R %) %) %) %) %)
Fungal skin 0(000 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
infection %) %) %) %) %) %) ) %) %) %) %) %) %)
Gastrointestinal  0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00% 0(.00 0(0.00 0(0.00 0(0.00 0(0.00 0/(0.00
viral infection %) %) %) %) %) %) ) %) %) %) %) %) %)
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Genital herpes  0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00

zoster %) %) %) %) %) %) ) %) %) %) %) %) %)
Herpes virus 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
infection %) %) %) %) %) %) ) %) %) %) %) %) %)
Horoes zoster 0 (000 0(0.00 0(0.00 0(000 0(000 0(000 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
P %) %) %) %) %) %) ) %) %) %) %) %) %)
Hordeolum 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(.00 0(.00 0(0.00 0(0.00 0(0.00
%) %) %) %) %) %) ) %) %) %) %) %) %)
nfluenza 0(0.00 1(166 0(0.00 0(0.00 0(0.00 0(0.00 1(6.67% 0(0.00 0(0.00 0(0.00 0(0.00 1(16.6 0(0.00
%) 7%) %) %) %) %) ) %) %) %) %) 7%) %)
” 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 1(20.0 0(0.00 0(0.00 0(0.00 0(0.00
Laryngitis
%) %) %) %) %) %) ) %) 0%) %) %) %) %)
Localised 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
infection %) %) %) %) %) %) ) %) %) %) %) %) %)
Nasopharyngiti  0(0.00 0(0.00 1(100 0(0.00 1(20.0 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
s %) %) 0%) %) 0%) %) ) %) %) %) %) %) %)
0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(.00 0(.00 0(0.00 0(0.00 0(0.00
Oral herpes
%) %) %) %) %) %) ) %) %) %) %) %) %)
” 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(.00 0(.00 0(0.00 0(0.00 0(0.00
Pharyngitis
%) %) %) %) %) %) ) %) %) %) %) %) %)
. 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(667% 0(0.00 0(0.00 0(0.00 0(0.00 1(16.6 0(0.00
Pneumonia
%) %) %) %) %) %) ) %) %) %) %) 7%) %)
Pneumonia 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
fungal %) %) %) %) %) %) ) %) %) %) %) %) %)
t'faesfl';‘;‘;‘é%n 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00% 0(.00 0(.00 0(.00 0(.00 0(0.00 0(0.00
vire % % %) %) %) %) ) % % %) %) %) %)

Sialoadenitis 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00

%) %) %) %) %) %) ) %) %) %) %) %) %)
Sinusitis 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
%) %) %) %) %) %) ) %) %) %) %) %) %)
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Skin infection 000 1(166 0(0.00 O0(.00 0(.00 0(0.00 0(.00% O0(@©O0 O0(.00 0(.00 0(.00 O0(.00 0¢(0.00

%) 7%) %) %) %) %) ) %) %) %) %) %) %)
0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(6.67% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
Tooth abscess = ) %) %) %) %) %) ) %) %) %) %) %) %)
:’ezp?r;to wact ©(0:00 0(0.00 0(0.00 0(000 0(000 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(000 0(0.00 0(0.00
inferc)::tion » %) %) %) %) %) %) ) %) %) %) %) %) %)
Upper
respiratory tract 0 (0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0/(0.00
infection %) %) %) %) %) %) ) %) %) %) %) %) %)
bacterial
Urinary tract 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(6.67% 0(0.00 0(0.00 0(0.00 0(0.00 1(166 0(0.00
infection %) %) %) %) %) %) ) %) %) %) %) 7%) %)
Vaginal 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
infection %) %) %) %) %) %) ) %) %) %) %) %) %)
Viral infection  © (000 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(667% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
%) %) %) %) %) %) ) %) %) %) %) %) %)
2;32;‘;2” wact ©(000 0(0.00 0(0.00 0(000 0(000 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
infastion %N % %) %) % %) ) %N %) %) %) %) %)
Vulvovaginal 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(.00 0(0.00 0(0.00 0(0.00 0(0.00
candidiasis %) %) %) %) %) %) ) %) %) %) %) %) %)
Wound 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(.00 0(0.00 0(0.00 0(0.00 0(0.00
infection %) %) %) %) %) %) ) %) %) %) %) %) %)
Injury,
poisoning and
procedural

complications

Animal bite 000 O0(O00 O0(.0O0 O0(@O0 O0(.00 0(.00 0(.00% O0(@©OO0 O0(@0O0 0(.00 0(.00 O0(.00 0¢(0.00

%) %) %) %) %) %) ) %) %) %) %) %) %)
Contusion 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
%) %) %) %) %) %) ) %) %) %) %) %) %)
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Fal 0(0.00 0(0.00 1(10.0 0(0.00 0(0.00 0(0.00 0(0.00% 1(250 0(0.00 0(0.00 0(0.00 0(0.00 0/(0.00

%) %) 0%) %) %) %) ) 0%) %) %) %) %) %)
Post 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
procedural
discharge %) %) %) %) %) %) ) %) %) %) %) %) %)
Procedural 0(0.00 0(0.00 0(0.00 1(16.6 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
pain %) %) %) 7%) %) %) ) %) %) %) %) %) %)
Procedural 0(0.00 0(0.00 0(0.00 1(16.6 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
vomiting %) %) %) 7%) %) %) ) %) %) %) %) %) %)
Product 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
dispensing
dispe %) %) %) %) %) %) ) %) %) %) %) %) %)
. . 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
Skin abrasion %) %) %) %) %) %) ) %) %) %) %) %) %)
0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
Wound %) %) %) %) %) %) ) %) %) %) %) %) %)
Wound 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
complication %) %) %) %) %) %) ) %) %) %) %) %) %)
Wound 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
secretion %) %) %) %) %) %) ) %) %) %) %) %) %)

Investigations

Alanine

) 2(50.0 0(.00 0(.00 1(16.6 1(20.0 0(0.00 2(13.33 0(0.00 1(20.0 0(0.00 1(25.0 1(16.6 1(16.6
aminotransfera

sy 0%) %) %) 7%) 0%) %) %) %) 0%) %) 0%) 7%) 7%)
Amylase 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(100. 0(0.00% 0(0.00 0(0.00 0(0.00 1(250 2(33.3 0(0.00
increased %) %) %) %) %) 00%) ) %) %) %) 0%) 3%) %)

Aspartate
aminotransfera
se increased

2(50.0 0(0.00 0(0.00 2(333 1(200 0(0.00 4(2667 1(250 1(20.0 0(0.00 2(50.0 1(16.6 1(16.6
0%) %) %) 3%) 0%) %) %) 0%) 0%) %) 0%) 7%) 7%)

Egir:%bi;‘te 4 0(0.00 0(0.00 0(0.00 0(0.00 1(200 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
incr{ae‘f’sed %) %) %) %) 0%) %) ) %) %) %) %) %) %)
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Blood alkaline 5 555 9000 0(0.00 1(166 1(200 0(0.00 4(26.67 1(250 0(0.00 1(166 0(0.00 0(0.00 0(0.00

m‘;:gg:;ase 0%) %) %) 7%) 0%) %) %) 0%) %) 7%) %) %) %)
Blood bilrubin  0(0.00 0(0.00 0(0.00 0(0.00 1(20.0 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 2(500 0(0.00 0(0.00
increased %) %) %) %) 0%) %) ) %) %) %) 0%) %) %)
5:]00‘;‘:].?'2‘:22“ 0(000 0(0.00 0(0.00 0(0.00 0(.00 0(000 1(667% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
increaJsegd %) %) %) %) %) %) ) %) %) %) %) %) %)
Bood 0(000 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(00 0(0.00 0(0.00 0(0.00
increased %) %) %) %) %) %) ) %) %) %) %) %) %)

Blood creatine

ohosphokinase 0 (000 0(000 0(0.00 0(000 1(200 0(0.00 0(0.00% 0(000 0(0.00 0(000 0(0.00 0(0.00 0(0.00

increased %) %) %) %) 0%) %) ) %) %) %) %) %) %)
Erlggt(ijnine 000 O0(O0 O0(.00 O0(@O0 O0(O0 O0(.00 0(.00% 0(.00 0(.00 0¢(0.00 1(25.0 0(0.00 0¢(0.00
) %) %) %) %) %) %) ) %) %) %) 0%) %) %)
increased

Blood thyroid

stimulating 0(.00 O0(O0 O0(O0 O0(O0 O0(O0O O0(O0 0(00% O0(OO0 OO0 O0(©O0O O0(.00 0(.00 0(0.00
hormone %) %) %) %) %) %) ) %) %) %) %) %) %)
increased

tBrilolo?:erides 0000 OO0 O0(@OO O0(.OO0 OO0 OO0 O0(O0% OO0 O(@OO O0(OO0 OO0 O0(.00 o0¢(0.00
inorvased %) %) %) %) %) %) ) %) %) %) %) % %)

Electrocardiogr
am QT
prolonged

0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(6.67% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
%) %) %) %) %) %) ) %) %) %) %) %) %)

Gamma-
glutamyltransfe
rase increased

0(0.00 0(0.00 0(0.00 1(166 1(200 0(0.00 1(6.67% 0(0.00 2(40.0 0(0.00 0(0.00 0(0.00 1(16.6
%) %) %) 7%) 0%) %) ) %) 0%) %) %) %) 7%)

ﬁlf:;g;“'rzze 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
decreased %) %) %) %) %) %) ) %) %) %) %) %) %)
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Glucose urine  0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(667% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
present %) %) %) %) %) %) ) %) %) %) %) %) %)
Livase 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(.00 0(0.00 0(0.00 0(0.00 0(0.00

P %) %) %) %) %) %) ) %) %) %) %) %) %)
Lipase 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(100. 0(0.00% 1(250 0(0.00 0(0.00 0(0.00 1(16.6 0(0.00
increased %) %) %) %) %) 00%) ) 0%) %) %) %) 7%) %)
'ggumnptmcyte 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(.00 0(.00 0(.00 0(0.00 0(0.00 0(0.00
Goreased % %) %) %) %) %) ) % %) %) %) %) %)
Neutrophil 0
o 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 1(20.0 0(0.00 0(0.00 0(0.00 0(0.00
o e %) %) %) %) %) %) ) %) 0%) %) %) %) %)
Plateletcount ~ 1(25.0 1(16.6 1(10.0 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 1(250 0(0.00 1(16.6
decreased 0%) 7%) 0%) %) %) %) ) %) %) %) 0%) %) 7%)
Troponin | 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
increased %) %) %) %) %) %) ) %) %) %) %) %) %)
Weight 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(6.67% 0(0.00 0(0.00 1(16.6 0(0.00 0(0.00 0(0.00
decreased %) %) %) %) %) %) ) %) %) 7%) %) %) %)
Weight 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(.00 0(0.00 0(0.00 0(0.00 0(0.00
increased %) %) %) %) %) %) ) %) %) %) %) %) %)
X‘éﬂifoﬁ':fd 0(000 1(166 0(0.00 0(0.00 0(0.00 0(0.00 1(667% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
oo %) 7%) %) %) %) %) ) %) %) %) %) %) %)

Metabolism and

nutrition

disorders
Decreased 2(500 1(166 2(200 1(16.6 0(0.00 0(0.00 3(20.00 0(0.00 2400 2(333 1(250 3(50.0 0(0.00
appetite 0%) 7%) 0%) 7%) %) %) %) %) 0%) 3%) 0%) 0%) %)
Dehvdration 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(.00 0(0.00 0(0.00 1(166 0(0.00

y %) %) %) %) %) %) ) %) %) %) %) 7%) %)
Gout 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(.00 0(0.00 0(0.00 0(0.00 0(0.00
%) %) %) %) %) %) ) %) %) %) %) %) %)
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Hyperamylasae 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0/(0.00

mia %) %) %) %) %) %) ) %) %) %) %) %) %)
Hypercalcaemi  0(0.00 0(0.00 0(0.00 0(0.00 1(20.0 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
a %) %) %) %) 0%) %) ) %) %) %) %) %) %)
Hyperchloraem  0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
ia %) %) %) %) %) %) ) %) %) %) %) %) %)
Hypercholester 0 (0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(.00 0(.00 0(.00 0(.00 0(0.00 0(0.00
olaemia %) %) %) %) %) %) ) %) %) %) %) %) %)
Hyperglycaemi  0(0.00 0(0.00 0(0.00 1(166 0(0.00 0(0.00 1(6.67% 1(25.0 0(0.00 1(16.6 1(250 0(0.00 0(0.00
a %) %) %) 7%) %) %) ) 0%) %) 7%) 0%) %) %)
Hvoerkalaemia 1250 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(6.67% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
yp 0%) %) %) %) %) %) ) %) %) %) %) %) %)
Hyperlipasaemi  0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
a %) %) %) %) %) %) ) %) %) %) %) %) %)
Hyperlipidaemi 0 (0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(.00 0(0.00 0(.00 0(0.00 0(0.00
a %) %) %) %) %) %) ) %) %) %) %) %) %)
Hyperphosphat 0 (0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(.00 0(.00 0(.00 0(.00 0(0.00 0(0.00
aemia %) %) %) %) %) %) ) %) %) %) %) %) %)
Hypertriglycerid 1 (25.0 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(.00 0(.00 0(0.00 0(0.00 0/(0.00
aemia 0%) %) %) %) %) %) ) %) %) %) %) %) %)
Hypoalbuminae 0(0.00 0(0.00 0(0.00 0(0.00 1(20.0 0(0.00 1(6.67% 0(0.00 0(0.00 0(0.00 0(0.00 1(16.6 0(0.00
mia %) %) %) %) 0%) %) ) %) %) %) %) 7%) %)
Hvoocalcaemia  © (000  1(166 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
yp %) 7%) %) %) %) %) ) %) %) %) %) %) %)
Hvooalveaemia 0000 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
ypogy %) %) %) %) %) %) ) %) %) %) %) %) %)
Hvookalaemia 0 (000 0(0.00 1(100 0(0.00 0(0.00 0(0.00 1(6.67% 0(0.00 1(20.0 0(0.00 1(250 0(0.00 0(0.00
yp %) %) 0%) %) %) %) ) %) 0%) %) 0%) %) %)
Hypomagnesa  0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(.00 0(0.00 0(.00 0(.00 1(166 0(0.00
emia %) %) %) %) %) %) ) %) %) %) %) 7%) %)
Hvoonatraemia  © (000  0(0.00 0(0.00 0(0.00 1(20.0 0(0.00 2(1333 0(0.00 0(000 1(166 0(0.00 1(166 0(0.00
yp %) %) %) %) 0%) %) %) %) %) 7%) %) 7%) %)
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Hypophosphat ~ 1(250 0(0.00 0(0.00 1(166 1(20.0 0(0.00 2(13.33 1(250 0(0.00 1(166 0(0.00 0(0.00 0 (0.00

aemia 0%) %) %) 7%) 0%) %) %) 0%) %) 7%) %) %) %)
Hypoproteinae ~ 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0/(0.00
mia %) %) %) %) %) %) ) %) %) %) %) %) %)
Hvoovolaemia 0 (000 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
yp %) %) %) %) %) %) ) %) %) %) %) %) %)
Malnutrition 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0/(0.00
%) %) %) %) %) %) ) %) %) %) %) %) %)

Musculoskeletal
and connective
tissue disorders

Arthralgia 3(75.0 2(333 2(20.0 3(50.0 1(200 0(0.00 3(2000 1(250 0(0.00 1(166 0(0.00 2(33.3 0(0.00

0%) 3%) 0%) 0%) 0%) %) %) 0%) %) 7%) %) 3%) %)
Back bain 1(250 1(16.6 0(0.00 2(333 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0/(0.00
P 0%) 7%) %) 3%) %) %) ) %) %) %) %) %) %)
Bone bain 1(250 0(0.00 1(10.0 0(0.00 0(0.00 0(0.00 2(13.33 0(0.00 1(20.0 0(0.00 0(0.00 0(0.00 0/(0.00
P 0%) %) 0%) %) %) %) %) %) 0%) %) %) %) %)
Flank oain 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0/(0.00
P %) %) %) %) %) %) ) %) %) %) %) %) %)
Groin bain 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
P %) %) %) %) %) %) ) %) %) %) %) %) %)
Joint stiffness 0000 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
%) %) %) %) %) %) ) %) %) %) %) %) %)
Muscle spasms 0 (000 0(0.00 0(0.00 1(166 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 1(166 0(0.00
P %) %) %) 7%) %) %) ) %) %) %) %) 7%) %)
Muscular 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 0(0.00
weakness %) %) %) %) %) %) ) %) %) %) %) %) %)
Musculoskeleta 0(0.00 0(0.00 0(0.00 1(166 0(0.00 0(0.00 1(6.67% 1(250 0(0.00 0(0.00 0(0.00 0(0.00 0 (0.00
| chest pain %) %) %) 7%) %) %) ) 0%) %) %) %) %) %)
Musculoskeleta 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0/(0.00
| discomfort %) %) %) %) %) %) ) %) %) %) %) %) %)
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Musculoskeleta 0(0.00 1(16.6 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0/(0.00
I pain %) 7%) %) %) %) %) ) %) %) %) %) %) %)
Mvalia 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(6.67% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
yaig %) %) %) %) %) %) ) %) %) %) %) %) %)
Neck bain 0(0.00 0(0.00 2(20.0 1(166 0(0.00 0(0.00 2(13.33 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
P %) %) 0%) 7%) %) %) %) %) %) %) %) %) %)
Osteonecrosis ~ 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
of jaw %) %) %) %) %) %) ) %) %) %) %) %) %)
Pain in 0(0.00 0(0.00 0(0.00 1(166 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 1(250 0(0.00 0(0.00
extremity %) %) %) 7%) %) %) ) %) %) %) 0%) %) %)
Pain in iaw 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
J %) %) %) %) %) %) ) %) %) %) %) %) %)
Plantar fascitis 0 (@00 0(0.00 0(0.00 0(000 0(000 0(000 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
%) %) %) %) %) %) ) %) %) %) %) %) %)
Soinal bain 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(6.67% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
pinalp %) %) %) %) %) %) ) %) %) %) %) %) %)
gﬁ{:f’%ri‘r’l't“a”di 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 0(0.00% 0(0.00 1(200 0(0.00 0(0.00 0(0.00 0(0.00
J %) %) %) %) %) %) ) %) 0%) %) %) %) %)
syndrome
Neoplasms
benign,
malignant and
unspecified (incl
cysts and
polyps)
Cancer bain 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 0(0.00
P %) %) %) %) %) %) ) %) %) %) %) %) %)
Metastasesto  0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0/(0.00
peritoneum %) %) %) %) %) %) ) %) %) %) %) %) %)
Z:Q;‘é‘;te g 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
ovor % %) %) %) %) %) ) % %) %) %) %) %)
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0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00

Tumour pain %) %) %) %) %) %) ) %) %) %) %) %) %)

Nervous system

disorders
Dizziness 0(0.00 0(0.00 0(0.00 2(333 0(0.00 0(0.00 1(6.67% 0(0.00 1(20.0 0(0.00 0(0.00 0(0.00 1(16.6
%) %) %) 3%) %) %) ) %) 0%) %) %) %) 7%)
Dvsqeusia 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 1(16.6 0(0.00
ysg %) %) %) %) %) %) ) %) %) %) %) 7%) %)
Extrapyramidal  0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0/(0.00
disorder %) %) %) %) %) %) ) %) %) %) %) %) %)
Facial paralvsis  0(000  0(0.00 0(0.00 0(000 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
paraly %) %) %) %) %) %) ) %) %) %) %) %) %)
Headache 0(0.00 0(0.00 1(10.0 2(333 0(0.00 0(0.00 3(2000 0(0.00 0(0.00 0(.00 0(0.00 1(16.6 1(16.6
%) %) 0%) 3%) %) %) %) %) %) %) %) 7%) 7%)
Hvoosesthesia 0 (000 0(0.00 0(0.00 1(166 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
yp %) %) %) 7%) %) %) ) %) %) %) %) %) %)
Lothar 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00

9 %) %) %) %) %) %) ) %) %) %) %) %) %)

Neuralaia 1(250 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(6.67% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0/(0.00
0 (+] (] 0 (] (+] 0 0 (] (+] 0 (+]

g 0%) %) %) %) %) %) ) %) %) %) %) %) %)
Neuropathy 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
peripheral %) %) %) %) %) %) ) %) %) %) %) %) %)
Paracsthesia 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(6.67% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00

%) %) %) %) %) %) ) %) %) %) %) %) %)

' .00 0. 0 (0.00 0. 0 (0.00 0.0 67% . .00 0(0.00 0. . 0.0
Zsr:'spyera' 0(0.00 0(0.00 0(0 0 (0.00 (000 0(0.00 1(6.67% 0(0.00 0(0 © 0(0.00 0(0.00 0(0.00
Ponropathy % %) %) %) %) %) ) %o %) %) %) %) %)
Piriformis 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00% 0(0.00 0(.00 0(.00 1(250 0(0.00 0(0.00
syndrome %) %) %) %) %) %) ) %) %) %) 0%) %) %)
Restlesslegs ~ 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 1(20.0 0(0.00 0(0.00 0(0.00 0/(0.00
syndrome %) %) %) %) %) %) ) %) 0%) %) %) %) %)
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Sciatica 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
%) %) %) %) %) %) ) %) %) %) %) %) %)
Sensory 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
disturbance %) %) %) %) %) %) ) %) %) %) %) %) %)
Somnolence 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(667% 0(0.00 1(20.0 0(0.00 0(0.00 0(0.00 0(0.00
%) %) %) %) %) %) ) %) 0%) %) %) %) %)
Svncope 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 1(16.6 0(0.00
yncop %) %) %) %) %) %) ) %) %) %) %) 7%) %)
Taste disorder 0000 0(0.00 0(000 0(0.00 0(0.00 0(000 1(667% 0(0.00 1(200 0(0.00 0(0.00 0(0.00 0(0.00
%) %) %) %) %) %) ) %) 0%) %) %) %) %)
Tremor 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
%) %) %) %) %) %) ) %) %) %) %) %) %)
Product issues
Device 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
breakage %) %) %) %) %) %) ) %) %) %) %) %) %)
Psychiatric
disorders
Aditation 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 0(0.00
g %) %) %) %) %) %) ) %) %) %) %) %) %)
Anxiot 1(250 0(0.00 1(10.0 0(0.00 0(0.00 0(0.00 1(6.67% 0(0.00 2(40.0 0(0.00 0(0.00 0(0.00 0(0.00
y 0%) %) 0%) %) %) %) ) %) 0%) %) %) %) %)
Confusional 0(0.00 1(166 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
state %) 7%) %) %) %) %) ) %) %) %) %) %) %)
Depressed 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
mood %) %) %) %) %) %) ) %) %) %) %) %) %)
Deoression 0(0.00 0(0.00 1(10.0 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 1(20.0 0(0.00 0(0.00 0(0.00 0/(0.00
P %) %) 0%) %) %) %) ) %) 0%) %) %) %) %)
nsomnia 0(0.00 0(0.00 1(10.0 0(0.00 0(0.00 0(0.00 1(6.67% 0(0.00 1(20.0 0(0.00 0(0.00 0(0.00 0(0.00
%) %) 0%) %) %) %) ) %) 0%) %) %) %) %)
Panic attack 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 1(166 0(0.00 0(0.00 0(0.00
%) %) %) %) %) %) ) %) %) 7%) %) %) %)
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Restiessness  0(000  0(0.00 0(0.00 0(000 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00

%) %) %) %) %) %) ) %) %) %) %) %) %)
Renal and
urinary
disorders
Acute kidney 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
injury %) %) %) %) %) %) ) %) %) %) %) %) %)
Chronickidney  0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
disease %) %) %) %) %) %) ) %) %) %) %) %) %)
Cystitis 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
noninfective %) %) %) %) %) %) ) %) %) %) %) %) %)
. 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
Dysuria %) %) %) %) %) %) ) %) %) %) %) %) %)

. 0(000 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
Haematuria %) %) %) %) %) %) ) %) %) %) %) %) %)
Microalbuminur 0 (0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0/(0.00
ia %) %) %) %) %) %) ) %) %) %) %) %) %)
Micturition 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
urgency %) %) %) %) %) %) ) %) %) %) %) %) %)

. 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
Nocturia
%) %) %) %) %) %) ) %) %) %) %) %) %)
. 0(0.00 1(166 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
Pollakiuria %) 7%) %) %) %) %) ) %) %) %) %) %) %)
. 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
Renal colic
%) %) %) %) %) %) ) %) %) %) %) %) %)
- 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
Renal injury
%) %) %) %) %) %) ) %) %) %) %) %) %)
Urinary 1250 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
incontinence 0%) %) %) %) %) %) ) %) %) %) %) %) %)
Urinary tract 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
pain %) %) %) %) %) %) ) %) %) %) %) %) %)
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Reproductive
system and
breast disorders

0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00

Breast pain %) %) %) %) %) %) ) %) %) %) %) %) %)
Endometrial 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00% 0(.00 0(.00 0(.00 1(50 0(0.00 0(0.00
thickening %) %) %) %) %) %) ) %) %) %) 0%) %) %)
Genital burning  0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(.00 0(.00 0(0.00 0(0.00 0/(0.00
sensation %) %) %) %) %) %) ) %) %) %) %) %) %)
Intermenstrual 0 (0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0(0.00 0(0.00% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0(0.00 0(0.00
bleeding %) %) %) %) %) %) ) %) %) %) %) %) %)
Pelvic bain 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00% 0(.00 0(.00 0(.00 0(.00 0(0.00 0(0.00
P %) %) %) %) %) %) ) %) %) %) %) %) %)
Vaginal 0(0.00 0(0.00 2(200 0(0.00 1(20.0 0(0.00 2(13.33 0(.00 0(0.00 1(16.6 0(0.00 0(0.00 2(33.3
discharge %) %) 0%) %) 0%) %) %) %) %) 7%) %) %) 3%)
Vaginal 0(0.00 1(166 0(0.00 0(0.00 0(0.00 0(0.00 1(667% 0(0.00 0(0.00 1(166 1(250 0(0.00 0 (0.00
haemorrhage %) 7%) %) %) %) %) ) %) %) 7%) 0%) %) %)
Vulvovaginal 0 (0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0(0.00 1(6.67% 0(0.00 1(20.0 0 (0.00 0 (0.00 0(0.00 0(0.00
inflammation %) %) %) %) %) %) ) %) 0%) %) %) %) %)
Vulvovaginal 0 (0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0(0.00 0(0.00% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0(0.00 0(0.00
pruritus %) %) %) %) %) %) ) %) %) %) %) %) %)
Respiratory,
thoracic and
mediastinal
disorders
Couah 1(250 1(16.6 1(10.0 2(333 0(0.00 0(0.00 1(6.67% 0(0.00 1(200 0(0.00 1(250 1(166 1(16.6
9 0%) 7%) 0%) 3%) %) %) ) %) 0%) %) 0%) 7%) 7%)
Dvsphonia 0 (0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0(0.00 0(0.00% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0(0.00 0(0.00
ysp %) %) %) %) %) %) ) %) %) %) %) %) %)
Dvspnoea 1(25.0 0(0.00 2(20.0 1(16.6 1(20.0 0 (0.00 2(13.33 0 (0.00 1(20.0 0 (0.00 0 (0.00 3(50.0 1(16.6
ysp 0%) %) 0%) 7%) 0%) %) %) %) 0%) %) %) 0%) 7%)
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Dyspnoea 0(0.00 1(166 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 1(250 0(0.00 0/(0.00
exertional %) 7%) %) %) %) %) ) %) %) %) 0%) %) %)
Interstitial lung ~ 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
disease %) %) %) %) %) %) ) %) %) %) %) %) %)
Nasal 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 2(13.33 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
congestion %) %) %) %) %) %) %) %) %) %) %) %) %)
Nasal 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0/(0.00
inflammation %) %) %) %) %) %) ) %) %) %) %) %) %)
Oropharyngeal  0(0.00 1(16.6 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
pain %) 7%) %) %) %) %) ) %) %) %) %) %) %)
Ploural effusion 0 (000 0(0.00 0(0.00 0(000 0(0.00 0(0.00 0(0.00% 0(0.00 1(200 0(0.00 0(0.00 0(0.00 0(0.00
%) %) %) %) %) %) ) %) 0%) %) %) %) %)
Plouritic oain 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 1(16.6
P %) %) %) %) %) %) ) %) %) %) %) %) 7%)
Preumonitis 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 0(0.00
%) %) %) %) %) %) ) %) %) %) %) %) %)
Productive 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
cough %) %) %) %) %) %) ) %) %) %) %) %) %)
Respiratory 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 1(16.6
disorder %) %) %) %) %) %) ) %) %) %) %) %) 7%)
Rhinorhoea 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
%) %) %) %) %) %) ) %) %) %) %) %) %)

Upper-aiway 909 (@000 1(100 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00

gs:gpome %) %) 0%) %) %) %) ) %) %) %) %) %) %)
Wheezin 0 (0.00 0(0.00 0(0.00 0¢(0.00 0 (0.00 0(0.00 0(0.00% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0(0.00 1(16.6
9 %) %) %) %) %) %) ) %) %) %) %) %) 7%)
Skin and
subcutaneous

tissue disorders

000 O0(@O0 O0(.0O0 OO0 O0(.00 0(.00 0(.00% O0(@©O0 O0(.00 0(.00 0(.00 0(.00 0¢(0.00

Alopecia %) %) %) %) %) %) ) %) %) %) %) %) %)
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Dermal cvst 0(.00 OO0 OO0 O0(@O0 O0(OO OO0 1(667% O0(OO0 O(OO O0(O0 O0(@.00 O0(.00 0¢(0.00
y %) %) %) %) %) %) ) %) %) %) %) %) %)
Dermatitis 0(.00 1(166 1(10.0 0(.00 O0(.00 O0(.00 0(0.00% O0(O0 OO0 O0(O0 O0(.00 0(.00 0¢(0.00
acneiform %) 7%) 0%) %) %) %) ) %) %) %) %) %) %)
Dermatitis 0(.00 O0(.0O0 O0(.00 O0(@.0O0 O0(OO0 O0(@.O0 0(.00% O0(O0 OO0 O0(O0 O0(.00 0(.00 0¢(0.00
contact %) %) %) %) %) %) ) %) %) %) %) %) %)
Dermatitis 0
exfoliative 0.00 O0(O0 OO0 O0(@O0 O0(OO O0(@O0 1(667% O0(O0O0 O(OO O0(©O0 O0(@.00 O0(.00 0¢(0.00
: %) %) %) %) %) %) ) %) %) %) %) %) %)
generalised
Drv skin 0(.00 O0(@O0 2(200 O0(@.0O0 O0(OO O0@OO0 2(1333 O0(©O0C O(@OO O0©OO0C O(@.00 O0(.00 1(16.6
y %) %) 0%) %) %) %) %) %) %) %) %) %) 7%)
Eczema 0(.00 OO0 O0(.OO0 O0(@O0 O0(OO O0(@.0O0 0(.00% O0(©OO0C O(OO o0(OO0C O0(.00 O0(.00 0(0.00
%) %) %) %) %) %) ) %) %) %) %) %) %)
Erythema 0(.00 O0(O0 O0(.00 O0(@.0O0 O0(O0 O0(.O0 0(.00% O0(O0 O(OO O0(O0 O0(.00 O0(.00 0¢(0.00
%) %) %) %) %) %) ) %) %) %) %) %) %)
Hvoerhidrosis 0(.00 O0(O0 O0(.00 O0(@.0O0 O0(O0 O0(.O0 0(.00% O0(O0 OO0 O0(O0 O0(.00 O0(.00 0¢(0.00
i %) %) %) %) %) %) ) %) %) %) %) %) %)
Nail disorder 0(.00 O0(@O0 O0(.O00 O0(@O0 O0(OO O0(@O0 0(.00% O0(OO0C O(@OO o0(©O0C O0(@.0O0 O0(.00 0(.00
%) %) %) %) %) %) ) %) %) %) %) %) %)
Night sweats 0(.00 O0(O0 O0(.O00 O0(@O0 O0(OO O0(@O0 0(.00% O0(OO0C O(@OO O0(©OO0C O0(@.0O0 O0(.00 0¢(.00
9 %) %) %) %) %) %) ) %) %) %) %) %) %)
Palmar-plantar
erythrodysaest 0(0.00 0(0.00 0(.00 0(.00 O0(.00 0(.00 0(.00% O0(Q©O0 OO0 O0(©O0C O0(.00 O0(.00 0¢(0.00
hesia %) %) %) %) %) %) ) %) %) %) %) %) %)
syndrome
Photosensitivity 0(0.00 0(.00 0(0.00 0(.00 0(.00 0(.00 0(.00% 000 O0(O0 000 0(.0O0 0(.00 0¢(0.00
reaction %) %) %) %) %) %) ) %) %) %) %) %) %)
Pitvriasis rosea 0(.00 O0(O0 O0(.00 O0(.O0 O0(O0 O0(.O0 0(.00% O0(O0 OO0 O0(OO0 O0(.00 0(.00 0(0.00
Y %) %) %) %) %) %) ) %) %) %) %) %) %)
Pruritus 0(.00 0(00 2(200 0(@.00 O0(0O0 O0(.00 3(2000 O0(©0O0 OO0 O0(O0 O0(.00 0(.00 0¢(0.00
%) %) 0%) %) %) %) %) %) %) %) %) %) %)
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Psoriasis 000 O0(O00 O0(.0O0 O0(@OO0 O0(.00 0(.00 0(.00% O0(@©OO0 O0(0O0 0(.00 0(.00 O0(.00 0¢(0.00

% %) k) %) %) %) ) % W k) %) %) %)
Rash 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00% 1(250 1(20.0 0(0.00 0(0.00 0(0.00 0/(0.00
%) %) %) %) %) %) ) 0%) 0%) %) %) %) %)
Rash 0(0.00 1(166 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
erythematous %) 7%) %) %) %) %) ) %) %) %) %) %) %)
Rash maculo- 0 (0.00 0(0.00 1(10.0 1(16.6 0 (0.00 0(0.00 1(6.67% 0(0.00 0 (0.00 0 (0.00 0 (0.00 0(0.00 0(0.00
papular %) %) 0%) 7%) %) %) ) %) %) %) %) %) %)
Rash oruritic 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 0(0.00% 0(.00 0(.00 0(.00 1(250 0(0.00 0/(0.00
P %) %) %) %) %) %) ) %) %) %) 0%) %) %)
Skin atrooh 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 1(6.67% 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00
e % %) k) %) %) %) ) % W k) %) %) %)
Skin 1(25.0 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(.00 0(0.00 0(0.00 0(0.00 0(0.00
discolouration 0%) %) %) %) %) %) ) %) %) %) %) %) %)
ﬁkilr amentat 0 (000 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
nyperpig %) %) %) %) %) %) ) %) %) %) %) %) %)
ion
SKin lesion 0(0.00 1(166 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
%) 7%) %) %) %) %) ) %) %) %) %) %) %)
Urticaria 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 1(6.67% 0(0.00 0(0.00 0(.00 0(0.00 0(0.00 0(0.00
%) %) %) %) %) %) ) %) %) %) %) %) %)
Vascular
disorders
Deep vein 0(0.00 0(0.00 0(0.00 0(.00 0(.00 0(0.00 1(6.67% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
thrombosis %) %) %) %) %) %) ) %) %) %) %) %) %)
Hot fiush 0(0.00 1(166 2(200 0(0.00 0(0.00 0(0.00 2(1333 0(0.00 0(0.00 0(.00 1(250 0(0.00 0(0.00
%) 7%) 0%) %) %) %) %) %) %) %) 0%) %) %)
Hyoertension 1(250 0(0.00 0(0.00 0(.00 0(.00 0(0.00 1(667% 0(0.00 0(.00 0(0.00 0(0.00 0(0.00 0/(0.00
P 0%) %) %) %) %) %) ) %) %) %) %) %) %)
Hvootension 0(0.00 0(0.00 0(0.00 0(0.00 0(.00 0(0.00 0(0.00% 0(.00 0(0.00 0(.00 0(0.00 0(0.00 0(0.00
yp %) %) %) %) %) %) ) %) %) %) %) %) %)
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Lvmohoedema 0 (000 0(0.00 0(0.00 0(000 1(200 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
ymp %) %) %) %) 0%) %) ) %) %) %) %) %) %)
Venous 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00% 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
thrombosis %) %) %) %) %) %) ) %) %) %) %) %) %)

LSZ102 + ribociclib intermittent (2/4)

LSZ102
450 mg
QD + LSZ102
LEEO11 450 mg QD
LSZ102 LSZ102 300 mg + LEEO11 LSZ102
400 mg 450 mg QD QD 3 400mg QD 450 mg QD
LSZ102 QD + LSZ102 + LEEO11 weeks on 3 weekson +LEEO11 LSZ102 LSZ102
200 mg QD LEEO11 400mgQD 400mgQD 1 weekoff 1weekoff 600mgQD 600mgQD 600 mg QD
+ LEEO11 300 mg + LEEO11 3 weeks on with with 3 weeks on + LEEO11 + LEEO11
300 mg QD QD 3 400 mg QD 1 week off regular regular 1week off 300mgQD 400 mg QD
3 weeks on weeks on 3 weeks on with meal in meal in without 3 weeks on 3 weeks on
1 week off 1 week off 1 week off regular staggered staggered regards to 1 week off 1 week off
fasted fasted fasted meal dosing dosing food fasted fasted
N=5 N=5 N=4 N=38 N=6 N=4 N=4 N=4 N=4
LSZ102 200 LSZ102 400 LSZ102 400 LSZ102 450 LSZ102 450 LSZ102 450 LSZ102 450 LSZ102 600 LSZ102 600
mg mg mg mg mg mg mg mg mg
administered administered administered administered administered administered administered administered administered
orally once orally once orally once orally once orally once orally once orally once orally once orally once

daily (QD) on daily (QD) on daily (QD) on daily (QD) on daily (QD) on daily (QD) on daily (QD) on daily (QD) on daily (QD) on
Days 1 to 28 of Days 1 to 28 Days 1to 28 of  Days 1 to 28 of Days 1to 28 Days 1to28 of Days 1to 28 of Days 1to28of Days 1to 28 of
a 28-day cycle of a 28-day a 28-day cycle a 28-day cycle of a 28-day a 28-day cycle a 28-day cycle a 28-day cycle a 28-day cycle

in combination cycle in in combination in combination cycle in in combination in combination in combination in combination
with ribociclib combination with ribociclib with ribociclib combination with ribociclib with ribociclib with ribociclib with ribociclib
Arm/Group Description 300 mg with ribociclib 400 mg 400 mg with ribociclib 400 mg 600 mg 300 mg 400 mg
administered 300 mg administered administered 300 mg administered administered administered administered
orally QD on administered orally QD on orally QD on administered orally QD on orally QD on orally QD on orally QD on

Days 1 to 21 of orally QD on Days 1 to 21 of Days 1 to 21 of orally QD on Days 1 to 21 of Days 1 to 21 of Days 1 to 21 of Days 1 to 21 of
a 28-day cycle Days 1 to 21 a 28-day cycle a 28-day cycle Days 1to 21 a 28-day cycle a 28-day cycle a 28-day cycle a 28-day cycle

under fasted of a 28-day under fasted with regular of a 28-day with regular without regards under fasted under fasted
conditions cycle under conditions meal cycle with meal in to food conditions conditions
fasted regular meal staggered
conditions in staggered dosing
dosing
:f‘;iac'tepg”'c'pa"ts 5(100.00%) 4 (80.00%) 4 (100.00%) 8 (100.00%) 5 (83.33%) 4 (100.00%) 4 (100.00%) 4 (100.00%) 4 (100.00%)
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Blood and lymphatic
system disorders

Anaemia 4(80.00%) 1(20.00%) 0(0.00%) 1(12.50%) 0(0.00%) 2 (50.00%) 1(25.00%) 1(25.00%) 2 (50.00%)
Eosinophilia 0(0.00%) 1(20.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Leukopenia 1(20.00%) 0(0.00%) 0(0.00%)  0(0.00%) 2(33.33%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Lymphopenia 1(20.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Neutropenia 3(60.00%) 0(0.00%)  0(0.00%) 2 (25.00%) 1(16.67%) 1(25.00%) 1(25.00%)  0(0.00%) 2 (50.00%)
Thrombocytopenia 2(40.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%) 1(25.00%) 0(0.00%) 0 (0.00%)

Cardiac disorders

Angina pectoris 0(0.00%) 1(20.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Bradycardia 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 1(25.00%) 1 (25.00%)
rEi‘;r’]‘td'e branch block 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Mitral valve disease 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Palpitations 0(0.00%) 1(20.00%) 0(0.00%)  0(0.00%) 1(16.67%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Sinus bradycardia 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 1(16.67%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Tachycardia 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 1 (25.00%)

Ear and labyrinth

disorders
Ear congestion 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Ear discomfort 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Ear pain 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Tinnitus 1(20.00%) 1(20.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Vertigo 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 1(1667%) 0(0.00%)  0(0.00%)  0(0.00%) O (0.00%)

Endocrine disorders
Hyperthyroidism 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
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Eye disorders

Blindness 0(0.00%) 0(0.00%) 0(0.00%) 1(12.50%) 0(0.00%)  0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Cataract 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Diplopia 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 1(25.00%) 0 (0.00%)
Dry eye 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%) 1(25.00%) 1(25.00%) 1 (25.00%)
Eye irritation 0(0.00%) 1(20.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Eye pruritus 1(20.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
2023"3: body sensation 4 500%)  0(0.00%)  0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Iridocyclitis 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Lacrimation increased 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Periorbital swelling 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Photophobia 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Vision blurred 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Visual acuity reduced 1(20.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Visual field defect 0(0.00%) 0(0.00%) 0(0.00%) 1(12.50%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Visual impairment 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 1(16.67%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Vitreous floaters 0(0.00%) 1(20.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)

Gastrointestinal

disorders
Abdominal discomfort 1(20.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Abdominal distension 0(0.00%) 1(20.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 1(25.00%) 0 (0.00%)
Abdominal pain 1(20.00%) 2 (40.00%) 2(50.00%) 4 (50.00%) 1 (16.67%) 2 (50.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Abdominal pain upper 0(0.00%) 0(0.00%) 0(0.00%) 2(25.00%) 2(33.33%) 1(25.00%) 1(25.00%) 1(25.00%) 0 (0.00%)
Anal incontinence 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Ascites 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
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Cheilitis 1(20.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Colitis 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Constipation 1(20.00%) 1(20.00%) 1(25.00%)  0(0.00%) 0(0.00%) 1(25.00%) 0(0.00%) 3 (75.00%) 2 (50.00%)
Diarrhoea 2(40.00%) 3(60.00%) 3(75.00%) 1(12.50%) 2(33.33%) 2(50.00%) 2 (50.00%) 2 (50.00%) 3 (75.00%)
Dry mouth 0(0.00%) 1(20.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Dyspepsia 1(20.00%) 2 (40.00%) 0(0.00%) 1(12.50%) 0(0.00%) 1(25.00%) 0(0.00%)  0(0.00%) 0 (0.00%)
Dysphagia 0(0.00%) 0(0.00%) 1(25.00%) 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Eg:(')“p‘;g;:'t‘l’s 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Eructation 0(0.00%) 0(0.00%) 0(0.00%) 1(12.50%) 0(0.00%)  0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Flatulence 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%) 1(25.00%) 0(0.00%) 0 (0.00%)

Gastrointestinal sounds 4 o5 0904)  0(0.00%)  0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)

abnormal

Gast hageal

re?ﬁ;%‘i’:zggeagea 0(0.00%) 2(40.00%) 1(25.00%) 1(12.50%) 0(0.00%) 0(0.00%) 1(25.00%) 0(0.00%) 1 (25.00%)
Haemorrhoids 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Lip oedema 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%)  0(0.00%)

Lower gastrointestinal 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)

haemorrhage

Melaena 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Mouth ulceration 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Nausea 3(60.00%) 3(60.00%) 2(50.00%) 2(25.00%) 3(50.00%) 2(50.00%) 3(75.00%) 4(100.00%) 3 (75.00%)
Odynophagia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(25.00%)
Oesophagitis 0 (0.00%) 0 (0.00%) 0 (0.00% 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(25.00%)

( ) (
Pancreatitis 0(0.00%) 0(0.00%) 0(0.00%) 1(12.50%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Stomatitis 2 (40.00%) 2 (40.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%) 1(25.00%) 0(0.00%) 0 (0.00%)
Toothache 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
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Vomiting 1(20.00%) 2 (40.00%) 1(25.00%) 2 (25.00%) 2(33.33%) 0(0.00%) 1(25.00%) 1(25.00%) 3 (75.00%)

General disorders and
administration site

conditions
Asthenia 0 (0.00%) 0 (0.00%) 0 (0.00%) 2 (25.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(25.00%)
Axillary pain 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Catheter site pain 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Chest discomfort 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Chest pain 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Chills 0(0.00%) 1(20.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(25.00%) 0 (0.00%)

Device related 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)

thrombosis

Early satiety 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Fatigue 1(20.00%) 1(20.00%) 2(50.00%) 2 (25.00%) 2(33.33%) 0(0.00%) 1(25.00%) 1(25.00%) 2 (50.00%)
Generalised oedema 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Influenza like illness 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(25.00%)
Malaise 1(20.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%) 1(25.00%) 0(0.00%) 0 (0.00%)

Medical device site joint ¢ ( 590,y 0 (0.00%)  0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)

inflammation

Non-cardiac chest pain 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Oedema peripheral 0 (0.00%) 0 (0.00%) 0 (0.00%) 0(0.00%) 1(16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(25.00%)
Pyrexia 1(20.00%) 2(40.00%) 1(25.00%) 2(25.00%) 1(16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 2 (50.00%)

Hepatobiliary disorders

Hepatic pain 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Hyperbilirubinaemia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Hypertransaminasaemia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Jaundice 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
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Immune system
disorders

Hypersensitivity 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)

Infections and
infestations

Bacterial vulvovaginitis 0 (0.00%)  0(0.00%)  0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Biliary sepsis 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Bronchitis 0(0.00%) 0(0.00%) 0(0.00%) 1(12.50%) 0(0.00%)  0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Bronchitis viral 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Conjunctivitis 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Cystitis 0(0.00%) 1(20.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Ear infection 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)

Epstein-Barr virus

e tion 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 1(25.00%)

Escherichia urinary tract 4 590,)  0(0.00%)  0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)

infection

Fungal skin infection 0(0.00%) 0(0.00%) 0(0.00%) 1(12.50%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
ﬁ?esé[%gtesma' viral 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) O (0.00%)
Genital herpes zoster 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Herpes virus infection 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Herpes zoster 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Hordeolum 0(0.00%) 1(20.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Influenza 1(20.00%) 1(20.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Laryngitis 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Localised infection 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Nasopharyngitis 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 1(25.00%)
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Oral herpes 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%) 1(25.00%) 0(0.00%) 0 (0.00%)
Pharyngitis 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Pneumonia 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%) 1(25.00%) 0(0.00%) 0 (0.00%)
Pneumonia fungal 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 1(25.00%)
ﬁ?jg‘igagovrgad 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Sialoadenitis 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Sinusitis 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Skin infection 0(0.00%) 1(20.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Tooth abscess 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Upper respratory et 0(0.00%)  0(0.00%)  0(0.00%)  0(0.00%)  0(0.00%)  0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)

Upper respiratory tract

o ior becterial 0(0.00%) 1(20.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)

Urinary tract infection 0(0.00%) 1(20.00%) 1(25.00%) 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 1(25.00%)
Vaginal infection 1(20.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Viral infection 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 1(25.00%) 0(0.00%)  0(0.00%) 0 (0.00%)

Viral upper respiratory

oot i S 0(0.00%) 0(0.00%) 0(0.00%) 1(12.50%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)

Z:rl]\éci’g;%iigal 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Wound infection 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Injury, poisoning and
procedural
complications
Animal bite 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(12.50%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Contusion 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Fall 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
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Post procedural

Giachros 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Procedural pain 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Procedural vomiting 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
E:%‘:”Ct dispensing 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 1(25.00%) 0(0.00%)  0(0.00%) 0 (0.00%)
Skin abrasion 0(0.00%) 0(0.00%) 0(0.00%) 1(12.50%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) O (0.00%)
Wound 1(20.00%) 0(0.00%) 0(0.00%) 1(12.50%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Wound complication 0(0.00%) 0(0.00%) 1(25.00%) 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Wound secretion 0(0.00%) 0(0.00%) 1(25.00%) 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)

Investigations
Alanine
aminotransferase 1(20.00%) 2(40.00%) 1(25.00%) 2(25.00%) 2(33.33%) 2(50.00%) 1(25.00%) 0 (0.00%) 2 (50.00%)
increased
Amylase increased 1(20.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 1(2500%) 2 (50.00%)
Aspartate
aminotransferase 1(20.00%) 1(20.00%) 1(25.00%) 1(12.50%) 2(33.33%) 2(50.00%) 2 (50.00%) 0 (0.00%) 2 (50.00%)
increased
E]igﬁg:islgonjugated 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 1 (25.00%)
Er']‘;‘;%sg;gggﬁncrease g 1(2000%) 1(2000%) 0(0.00%)  0(0.00%) 2(33.33%) 1(25.00%) 0(0.00%)  0(0.00%) 0 (0.00%)
Blood biiubin 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 1(16.67%) 0(0.00%)  0(0.00%)  0(0.00%) 1 (25.00%)
EL%%ijzig;‘:ggnmorease 4 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%)  0(0.00%)
Blood cholesterol 0(0.00%) 0(0.00%) 0(0.00%) 1(12.50%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)

increased
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Blood creatine
phosphokinase 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
increased

ﬁ'g;ig;zati”i”e 0(0.00%) 0(0.00%) 0(0.00%) 2(25.00%) 0(0.00%) 1(25.00%) 1(25.00%)  0(0.00%) 1 (25.00%)
Blood thyroid
stimulating hormone 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%) 1(25.00%) 0(0.00%) 0 (0.00%)
increased

Blood triglycerides

oSy 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)

Electrocardiogram QT

orolongod 0(0.00%) 1(20.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)

Gamma-
glutamyltransferase 0 (0.00%) 1(20.00%) 0 (0.00%) 0(0.00%) 2(33.33%) 1 (25.00%) 1 (25.00%) 0 (0.00%) 1 (25.00%)
increased

Glomerularfiltration rate 4 o5 090,y 0(0.00%)  0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)

decreased

Glucose urine present 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Lipase 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Lipase increased 0(0.00%) 0(0.00%) 1(25.00%) 2(25.00%) 0(0.00%) 1(25.00%) 1(25.00%)  0(0.00%) 2 (50.00%)
(ngg‘r‘égggﬁte count 1(20.00%) 0(0.00%) 0(0.00%) 1(12.50%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)

Neutrophil count

deoronnod 2(40.00%) 0(0.00%)  0(0.00%) 1(12.50%) 1 (16.67%) 0(0.00%) 1 (25.00%)  0(0.00%) 0 (0.00%)

Platelet count 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%) 1(25.00%) 0(0.00%)  0(0.00%)

decreased

Troponin | increased 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Weight decreased 0(0.00%) 1(20.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(25.00%) 0 (0.00%) 1(25.00%)
Weight increased 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(12.50%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

White blood cell count

decreased 2 (40.00%) 1(20.00%) 1(25.00%) 0(0.00%)  0(0.00%) 1(25.00%) 2 (50.00%)  0(0.00%) 0 (0.00%)
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nutrition disorders

Decreased appetite 0(0.00%) 2(40.00%) 0(0.00%) 1(12.50%) 1(16.67%) 1(25.00%) 1(25.00%) 1 (25.00%) 1 (25.00%)
Dehydration 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 1 (25.00%)
Gout 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Hyperamylasaemia 1(20.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Hypercalcaemia 0(0.00%)  0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 1 (25.00%)
Hyperchloraemia 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Hypercholesterolaemia 0 (0.00%)  0(0.00%)  0(0.00%)  1(12.50%) 0(0.00%)  0(0.00%) 1(25.00%) 0(0.00%) 0 (0.00%)
Hyperglycaemia 0(0.00%) 0(0.00%) 0(0.00%) 2(25.00%) 2(33.33%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Hyperkalaemia 0(0.00%)  0(0.00%) 0(0.00%) 2(25.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Hyperlipasaemia 0(0.00%) 0(0.00%) 0(0.00%) 1(12.50%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Hyperlipidaemia 0(0.00%)  0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Hyperphosphataemia 0(0.00%)  0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Hypertriglyceridaemia 0(0.00%)  0(0.00%) 0(0.00%) 1(12.50%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Hypoalbuminaemia 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 1 (25.00%)
Hypocalcaemia 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 1 (25.00%)
Hypoglycaemia 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Hypokalaemia 0(0.00%)  0(0.00%) 0(0.00%) 1(12.50%) 1(16.67%) 0(0.00%) 1(25.00%) 1 (25.00%) 1 (25.00%)
Hypomagnesaemia 1(20.00%) 0(0.00%) 1(25.00%)  0(0.00%)  0(0.00%) 0(0.00%) 1(25.00%) 0(0.00%) 1 (25.00%)
Hyponatraemia 0(0.00%)  0(0.00%) 1(25.00%) 1(12.50%) 0(0.00%)  0(0.00%)  0(0.00%)  0(0.00%) 2 (50.00%)
Hypophosphataemia 0(0.00%) 1(20.00%) 0(0.00%)  0(0.00%) 2(33.33%) 1(25.00%) 1(25.00%) 1 (25.00%) 2 (50.00%)
Hypoproteinaemia 0(0.00%)  0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 1 (25.00%)
Hypovolaemia 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 1 (25.00%)
Malnutrition 0(0.00%)  0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%) 1(25.00%) 0(0.00%) 0 (0.00%)
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Musculoskeletal and
connective tissue

disorders
Arthralgia 1(20.00%) 1(20.00%) 0(0.00%) 1(1250%) 1(16.67%) 0(0.00%)  0(0.00%)  0(0.00%) 2 (50.00%)
Back pain 1(20.00%) 3(60.00%) 0(0.00%) 2(25.00%) 0(0.00%) 0(0.00%)  0(0.00%) 1(25.00%) 2 (50.00%)
Bone pain 0(0.00%) 0(0.00%) 1(25.00%) 0(0.00%) 0(0.00%) 1(25.00%) 0(0.00%)  0(0.00%) 0 (0.00%)
Flank pain 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Groin pain 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Joint stiffness 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Muscle spasms 1(20.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 1(25.00%) 1(25.00%) 0 (0.00%) O (0.00%)
Muscular weakness 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
';"aL;rS]CU'OSke'eta' chest  50.00%) 1(2000%) 0(0.00%)  0(0.00%) 1(16.67%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Luseuloskeletal 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Musculoskeletal pain 0(0.00%) 0(0.00%) 0(0.00%) 1(12.50%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 1 (25.00%)
Myalgia 0(0.00%) 0(0.00%) 0(0.00%) 1(12.50%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Neck pain 0(0.00%) 1(20.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 1 (25.00%)
Osteonecrosis of jaw 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Pain in extremity 0(0.00%) 1(20.00%) 0(0.00%) 1(12.50%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 1 (25.00%)
Pain in jaw 0(0.00%) 1(2000%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Plantar fasciiis 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Spinal pain 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Temporomandibular 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)

joint syndrome

Neoplasms benign,
malignant and
unspecified (incl cysts
and polyps)
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Cancer pain 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 1(16.67%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
';"eertlta;:zifnsm 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)

Tumour associated 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)

fever
Tumour pain 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Nervous system
disorders
Dizziness 0(0.00%) 1(20.00%) 0 (0.00%) 2 (25.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(25.00%) 1 (25.00%)
Dysgeusia 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(12.50%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(25.00%)
Extrapyramidal disorder 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Facial paralysis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Headache 2 (40.00%) 2(40.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1 (25.00%) 0 (0.00%) 3 (75.00%) 0 (0.00%)
Hypoaesthesia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Lethargy 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1 (25.00%) 0 (0.00%)
Neuralgia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Neuropathy peripheral 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Paraesthesia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Peripheral sensory 0(0.00%) 1(20.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)

neuropathy

Piriformis syndrome 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Restless legs syndrome 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Sciatica 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Sensory disturbance 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Somnolence 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Syncope 0(0.00%) 1(20.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Taste disorder 0(0.00%) 1(20.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
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Tremor 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)

Product issues

Device breakage 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(25.00%)

Psychiatric disorders

Agitation 0 (0.00%) 0 (0.00%) 0 (0.00%) 0(0.00%) 1(16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Anxiety 0(0.00%) 1(20.00%) 1 (25.00%) 0 (0.00%) 0(0.00%) 1 (25.00%) 0 (0.00%) 1(25.00%) 1 (25.00%)
Confusional state 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(25.00%)
Depressed mood 0 (0.00%) 0 (0.00%) 0 (0.00%) 2 (25.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Depression 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Insomnia 0(0.00%) 2(40.00%) 0 (0.00%) 1(12.50%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Panic attack 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Restlessness 0(0.00%) 1(20.00%) 0 (0.00%) 1(12.50%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Renal and urinary
disorders
Acute kidney injury 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(25.00%)
Chronic kidney disease 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(25.00%)
Cystitis noninfective 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Dysuria 0(0.00%) 1(20.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Haematuria 0(0.00%) 1(20.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Microalbuminuria 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Micturition urgency 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Nocturia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0(0.00%) 1 (25.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Pollakiuria 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(25.00%)
Renal colic 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0(0.00%) 1 (25.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Renal injury 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(25.00%)
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Urinary incontinence 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Urinary tract pain 0(0.00%) 1(20.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)

Reproductive system
and breast disorders

Breast pain 0(0.00%) 0(0.00%) 0(0.00%) 1(12.50%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Endometrial thickening 0 (0.00%)  0(0.00%)  0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)

Genital burning

0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%) 1(25.00%) 0(0.00%) 0 (0.00%)

sensation

Intermenstrual bleeding 0 (0.00%)  0(0.00%)  0(0.00%) 1(1250%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Pelvic pain 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Vaginal discharge 2(40.00%) 2 (40.00%) 0(0.00%) 1(12.50%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 1 (25.00%)
Vaginal haemorrhage 0(0.00%) 0(0.00%) 0(0.00%) 1(12.50%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Vulvovaginal 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Vulvovaginal pruritus 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 1(25.00%)

Respiratory, thoracic
and mediastinal

disorders
Cough 2 (40.00%) 2(40.00%) 0 (0.00%) 2 (25.00%) 0 (0.00%) 0 (0.00%) 1(25.00%) 1(25.00%) 3 (75.00%)
Dysphonia 0(0.00%) 1(20.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%) 1(25.00%) 0(0.00%) 0 (0.00%)
Dyspnoea 1(20.00%) 1(20.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 2 (50.00%) 1(25.00%) 1 (25.00%)
Dyspnoea exertional 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Interstitial lung disease 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Nasal congestion 0(0.00%) 2 (40.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Nasal inflammation 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Oropharyngeal pain 0(0.00%) 1(20.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Pleural effusion 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1 (25.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
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Pleuritic pain 0(0.00%)  0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Pneumonitis 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Productive cough 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Respiratory disorder 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Rhinorrhoea 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%) 1(25.00%) 0(0.00%) 0 (0.00%)

Upper-airway cough
syndrome

Wheezing 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%) 1(25.00%) 0(0.00%) 0 (0.00%)

0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)

Skin and subcutaneous
tissue disorders

Alopecia 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%) 1(25.00%) 0(0.00%) 0 (0.00%)
Dermal cyst 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Dermatitis acneiform 0(0.00%) 1(20.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Dermatitis contact 0(0.00%) 1(20.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
ggggztliiizg"fo”a“ve 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Dry skin 0(0.00%) 1(20.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 1 (25.00%)
Eczema 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Erythema 0(0.00%) 0(0.00%) 0(0.00%) 1(1250%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Hyperhidrosis 1(20.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Nail disorder 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) O (0.00%)
Night sweats 1(20.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Palmar-plantar

erythrodysaesthesia 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
syndrome

Photosensitivity reaction 0 (0.00%)  1(20.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Pityriasis rosea 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
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Pruritus 0(0.00%) 0(0.00%) 1(25.00%) 0(0.00%) 1(16.67%) 0(0.00%) 1(25.00%) 1(25.00%) 0 (0.00%)
Psoriasis 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Rash 0(0.00%) 0(0.00%) 0(0.00%) 1(12.50%) 0(0.00%) 0(0.00%)  0(0.00%) 1(25.00%) 1 (25.00%)
Rash erythematous 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Rash maculo-papular 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 1(16.67%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Rash pruritic 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Skin atrophy 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Skin discolouration 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Skin hyperpigmentaton ~ 0(0.00%)  0(0.00%)  0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 1(25.00%)
Skin lesion 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Urticaria 0(0.00%) 1(20.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Vascular disorders
Deep vein thrombosis 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Hot flush 2 (40.00%) 1(20.00%) 0 (0.00%) 1(12.50%) 0 (0.00%) 0 (0.00%) 1 (25.00%) 0 (0.00%) 0 (0.00%)
Hypertension 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 1(25.00%) 0(0.00%)  0(0.00%) 0 (0.00%)
Hypotension 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%) 1(25.00%) 0(0.00%) 0 (0.00%)
Lymphoedema 0(0.00%) 1(20.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
Venous thrombosis 0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%) 0(0.00%) 0(0.00%)  0(0.00%)  0(0.00%) 0 (0.00%)
LSZ102 + ribociclib continuous (3/4)
LSZ102 200 mg LSZ102 300 mg

LSZ102 450 mg QD LSZ102450 mg QD LSZ102450 mg QD LSZ102600 mgQD BID +LEE011200 BID + LEE011 200
+ LEE011 300 mg + LEE011 400 mg + LEE011 400 mg + LEE011 300 mg mg QD continuous mg QD continuous

QD continuous QD continuous QD continuous QD continuous without regards to  without regards to
fasted fasted with regular meal fasted food food
N=6 N=8 N=6 N=4 N=6 N=4
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Arm/Group
Description

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to

28 of a 28-day cycle in
combination with ribociclib
300 mg administered
orally QD on Days 1 to 28
of a 28-day cycle under
fasted conditions

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to
28 of a 28-day cycle in

combination with ribociclib
400 mg administered
orally QD on Days 1 to 28
of a 28-day cycle under
fasted conditions

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to
28 of a 28-day cycle in

combination with ribociclib
400 mg administered
orally QD on Days 1 to 28
of a 28-day cycle with
regular meal

LSZ102 600 mg
administered orally once
daily (QD) on Days 1 to

28 of a 28-day cycle in
combination with ribociclib
300 mg administered
orally QD on Days 1 to 28
of a 28-day cycle under
fasted conditions

LSZ102 200 mg
administered orally twice
daily (BID) on Days 1 to

28 of a 28-day cycle in
combination with ribociclib
200 mg administered
orally once daily (QD) on
Days 1 to 28 of a 28-day
cycle without regards to
food

LSZ102 300 mg
administered orally twice
daily (BID) on Days 1 to

28 of a 28-day cycle in
combination with ribociclib
200 mg administered
orally once daily (QD) on
Days 1 to 28 of a 28-day
cycle without regards to
foodLSZ102 300 mg BID
+LEEO11 200 mg BID
cont WRF

Total participants
affected

6 (100.00%)

8 (100.00%)

6 (100.00%)

4 (100.00%)

6 (100.00%)

4 (100.00%)

Blood and

lymphatic system

disorders
Anaemia 1(16.67%) 1(12.50%) 1(16.67%) 0 (0.00%) 3 (50.00%) 1(25.00%)
Eosinophilia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Leukopenia 0 (0.00%) 2 (25.00%) 0 (0.00%) 0 (0.00%) 2 (33.33%) 1(25.00%)
Lymphopenia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Neutropenia 2 (33.33%) 4 (50.00%) 1(16.67%) 1(25.00%) 3 (50.00%) 3 (75.00%)
;hromb“yto"e”i 1(16.67%) 1(12.50%) 1(16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Cardiac disorders
Angina pectoris 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Bradycardia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Ellc‘)’;ﬁ":i;:f”‘:h 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(25.00%)
Z’i'g;'s"ea"’e 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Palpitations 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(16.67%) 0 (0.00%)
Sinus bradycardia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
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Tachycardia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Ear and labyrinth

disorders
Ear congestion 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Ear discomfort 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Ear pain 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Tinnitus 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Vertigo 1(16.67%) 0 (0.00%) 0 (0.00%) 1 (25.00%) 0 (0.00%) 0 (0.00%)

Endocrine

disorders
Hyperthyroidism 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Eye disorders
Blindness 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Cataract 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(16.67%) 0 (0.00%)
Diplopia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Dry eye 0 (0.00%) 0 (0.00%) 1(16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Eye irritation 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Eye pruritus 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
zg;‘;ft’i‘oﬁoigyeyes 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Iridocyclitis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(16.67%) 0 (0.00%)
:'rf’c‘;g;“::f” 0 (0.00%) 1 (12.50%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
sxgﬁirnb;a' 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Photophobia 0 (0.00%) 1(12.50%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Vision blurred 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(16.67%) 0 (0.00%)
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ﬁz‘di'ezc““y 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Visual field defect 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Visual impairment 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Vitreous floaters 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Gastrointestinal
disorders
ggggmm‘ 0 (0.00%) 1(12.50%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
ggf:rg:gi' 1(16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Abdominal pain 2 (33.33%) 1(12.50%) 1(16.67%) 0 (0.00%) 2 (33.33%) 1(25.00%)
ﬁ;’sgrmi”a' pain 0 (0.00%) 0 (0.00%) 1(16.67%) 2 (50.00%) 3 (50.00%) 0 (0.00%)
Anal incontinence 0 (0.00% 0 (0.00% 0 (0.00% 0 (0.00% 0 (0.00% 0 (0.00%
( ) ( ) ( ) ( ) ( ) ( )
Ascites 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Cheilitis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Colitis 1(16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Constipation 1(16.67%) 2 (25.00%) 1(16.67%) 1 (25.00%) 4 (66.67%) 1(25.00%)
Diarrhoea 3 (50.00%) 2 (25.00%) 2 (33.33%) 1 (25.00%) 2 (33.33%) 1(25.00%)
Dry mouth 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Dyspepsia 1(16.67%) 0 (0.00%) 2 (33.33%) 1 (25.00%) 0 (0.00%) 0 (0.00%)
Dysphagia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(16.67%) 0 (0.00%)
Egss(')“p%g;:'tfs 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Eructation 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Flatulence 2 (33.33%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
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Gastrointestinal

sounds abnormal 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
§?Z§KSQZ?§§2§§e 1(16.67%) 1(12.50%) 2 (33.33%) 0 (0.00%) 0 (0.00%) 1(25.00%)
Haemorrhoids 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Lip oedema 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Lower
gastrointestinal 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
haemorrhage
Melaena 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Mouth ulceration 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Nausea 4 (66.67%) 3 (37.50%) 5 (83.33%) 2 (50.00%) 3 (50.00%) 3 (75.00%)
Odynophagia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Oesophagitis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Pancreatitis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Stomatitis 1(16.67%) 1(12.50%) 0 (0.00%) 1(25.00%) 2 (33.33%) 1 (25.00%)
Toothache 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Vomiting 1(16.67%) 1(12.50%) 5 (83.33%) 1(25.00%) 1(16.67%) 2 (50.00%)

General disorders

and administration

site conditions
Asthenia 1(16.67%) 1(12.50%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1 (25.00%)
Axillary pain 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Catheter site pain 1(16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Chest discomfort 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Chest pain 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(16.67%) 0 (0.00%)
Chills 0 (0.00%) 1(12.50%) 0 (0.00%) 0 (0.00%) 1(16.67%) 0 (0.00%)
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Device related

povice reia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(16.67%) 0 (0.00%)
Early satiety 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Fatigue 3 (50.00%) 4 (50.00%) 4 (66.67%) 3 (75.00%) 3 (50.00%) 0 (0.00%)
S:J‘:r;a;ised 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
illrl1rf]lgsesnza like 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Malaise 0 (0.00%) 1(12.50%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Medical device
site joint 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(25.00%)
inflammation
F’;‘:i'r‘]'cardia‘: chest 0 (0.00%) 0 (0.00%) 1(16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
S:r(ij;t:?a?al 1 (16.67%) 0 (0.00%) 0 (0.00%) 1 (25.00%) 0 (0.00%) 0 (0.00%)
Pyrexia 0 (0.00%) 2 (25.00%) 0 (0.00%) 0 (0.00%) 1(16.67%) 0 (0.00%)
Hepatobiliary
disorders
Hepatic pain 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Hyperbilirubinaem 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
1a
S”gg:;ﬁgansami”a 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Jaundice 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Immune system
disorders
Hypersensitivity 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Infections and
infestations
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\E/‘ljﬁfvr;ag:mitis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Biliary sepsis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Bronchitis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Bronchitis viral 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Conjunctivitis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(16.67%) 0 (0.00%)
Cystitis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(25.00%)
Ear infection 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Epstein-Barr virus 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Escherichia

urinary tract 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(16.67%) 0 (0.00%)
infection

;ijggt?ct:km 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Sfjtfﬁf'ggff;;”a' 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Senital herpes 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(25.00%)
i':?;gﬁgn""us 0 (0.00%) 1 (12.50%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Herpes zoster 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(16.67%) 0 (0.00%)
Hordeolum 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Influenza 0 (0.00%) 1(12.50%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Laryngitis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
:'n‘;gi::zﬁd 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Nasopharyngitis 1(16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Oral herpes 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
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Pharyngitis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(16.67%) 0 (0.00%)
Pneumonia 0 (0.00%) 1 (12.50%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Pneumonia fungal 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
ﬁ?ggii;amgad 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Sialoadenitis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Sinusitis 0 (0.00%) 1 (12.50%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Skin infection 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Tooth abscess 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
#ggﬁ;;git‘l’gﬁmry 0 (0.00%) 1 (12.50%) 0 (0.00%) 0 (0.00%) 2 (33.33%) 0 (0.00%)
Upper respiratory
tract infection 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
bacterial
h’};g‘;‘{g;rad 0 (0.00%) 0 (0.00%) 1 (16.67%) 0 (0.00%) 1(16.67%) 1 (25.00%)
Vaginal infection 0 (0.00%) 1 (12.50%) 0 (0.00%) 0 (0.00%) 1(16.67%) 0 (0.00%)
Viral infection 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Viral upper
respiratory tract 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
infection
Z:r']‘(’j?(‘j’g%iiga' 0 (0.00%) 1(12.50%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Wound infection 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Injury, poisoning

and procedural

complications
Animal bite 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Contusion 1 (16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
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Fall 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
g;ithz:gzed“ra' 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(16.67%) 0 (0.00%)
Procedural pain 1 (16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Sécr’rﬁ‘fig;ra' 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Product

dirs°pe”n°sing error 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Skin abrasion 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Wound 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Wound 0 (0.00% 0 (0.00% 0 (0.00% 0 (0.00% 0 (0.00% 0 (0.00%
complication (0.00%) (0.00%) (0.00%) (0.00%) (0.00%) (0.00%)
Wound secretion 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Investigations

Alanine
aminotransferase 1(16.67%) 1(12.50%) 1(16.67%) 0 (0.00%) 1(16.67%) 0 (0.00%)
increased

Amylase

o e 0 (0.00%) 0 (0.00%) 1 (16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Aspartate
aminotransferase 1(16.67%) 2 (25.00%) 2 (33.33%) 1 (25.00%) 2 (33.33%) 1 (25.00%)
increased

Bilirubin
conjugated 1(16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
increased

Blood alkaline
phosphatase 1(16.67%) 0 (0.00%) 2 (33.33%) 1 (25.00%) 0 (0.00%) 0 (0.00%)
increased

Blood bilirubin
increased

1(16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
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Blood bilirubin
unconjugated 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
increased

Blood cholesterol

oraased 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Blood creatine
phosphokinase 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
increased

Blood creatinine
increased

Blood thyroid
stimulating
hormone
increased

Blood
triglycerides 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
increased

0 (0.00%) 0 (0.00%) 1 (16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Electrocardiogra

m QT prolonged 0 (0.00%) 0 (0.00%) 1 (16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Gamma-
glutamyltransfera 1(16.67%) 0 (0.00%) 2 (33.33%) 1 (25.00%) 0 (0.00%) 0 (0.00%)
se increased

Glomerular
filtration rate 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
decreased

Glucose urine
present

Lipase 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Lipase increased 0 (0.00%) 0 (0.00%) 1 (16.67%) 0 (0.00%) 1(16.67%) 0 (0.00%)

0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Lymphocyte

e emsed 0 (0.00%) 1 (12.50%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Neutrophil count
dﬁc”réié’eb coun 0 (0.00%) 0 (0.00%) 1 (16.67%) 1 (25.00%) 1(16.67%) 0 (0.00%)

Page 167



U, NOVARTIS

Clinical Trial Results Website

Platelet count

Flatelet co 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(16.67%) 1(25.00%)
;rcorz‘;’;'g d' 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(16.67%) 0 (0.00%)
Weight decreased 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Weight increased 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
X‘éﬁ'ﬁ g’g’ccr’gacsﬂg 2 (33.33%) 2 (25.00%) 2 (33.33%) 0 (0.00%) 3 (50.00%) 2 (50.00%)
Metabolism and
nutrition disorders
aD:g:i‘fjed 2 (33.33%) 0 (0.00%) 3 (50.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Dehydration 1(16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Gout 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
:yperamy'asaemi 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Hypercalcaemia 0 (0.00%) 0 (0.00%) 1(16.67%) 0 (0.00%) 0 (0.00%) 1(25.00%)
Hyperchloraemia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
:%‘i’aemh"'e“em'a 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Hyperglycaemia 0 (0.00%) 0 (0.00%) 1(16.67%) 0 (0.00%) 1(16.67%) 1(25.00%)
Hyperkalaemia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(16.67%) 0 (0.00%)
Hyperlipasaemia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Hyperlipidaemia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
:iygerph“phatae 0 (0.00%) 0 (0.00%) 1(16.67%) 0 (0.00%) 0 (0.00%) 1 (25.00%)
:iy;ert”g'yce”dae 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
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Hypoalbuminaemi

A 1(16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Hypocalcaemia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Hypoglycaemia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Hypokalaemia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(16.67%) 0 (0.00%)
:ypomagnesaemi 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Hyponatraemia 1 (16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(16.67%) 0 (0.00%)
riypophosphatae 1(16.67%) 1(12.50%) 2 (33.33%) 0 (0.00%) 0 (0.00%) 1(25.00%)
:yp"pmtei”aemi 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Hypovolaemia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Malnutrition 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Musculoskeletal

and connective

tissue disorders
Arthralgia 2 (33.33%) 1 (12.50%) 2 (33.33%) 1 (25.00%) 2 (33.33%) 1 (25.00%)
Back pain 1(16.67%) 1 (12.50%) 1 (16.67%) 1 (25.00%) 1(16.67%) 1 (25.00%)
Bone pain 0 (0.00%) 0 (0.00%) 1 (16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Flank pain 0 (0.00%) 0 (0.00%) 1 (16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Groin pain 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Joint stiffness 0 (0.00%) 0 (0.00%) 1 (16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Muscle spasms 1 (16.67%) 2 (25.00%) 1 (16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Musaular 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Musculoskeletal 0 (0.00%) 0 (0.00%) 0 (0.00%) 1 (25.00%) 1(16.67%) 0 (0.00%)

chest pain
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Musculoskeletal

diseomtort 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
'g"aﬁcu'“ke'aa' 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1 (25.00%)
Myalgia 0 (0.00%) 1 (12.50%) 0 (0.00%) 0 (0.00%) 1(16.67%) 1 (25.00%)
Neck pain 0 (0.00%) 1 (12.50%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1 (25.00%)
g\j}emecmgs of 0 (0.00%) 0 (0.00%) 0 (0.00%) 1 (25.00%) 0 (0.00%) 0 (0.00%)
Pain in extremity 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Pain in jaw 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Plantar fasciitis 1 (16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Spinal pain 0 (0.00%) 1 (12.50%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Zf}g.ﬂ?rﬁynﬁiffr'ﬁé" 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Neoplasms

benign, malignant

and unspecified

(incl cysts and

polyps)

Cancer pain 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
'F\)"eerff;;zif: to 1 (16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Z:;ggte d fever 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(16.67%) 0 (0.00%)
Tumour pain 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1 (25.00%)

Nervous system

disorders
Dizziness 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Dysgeusia 0 (0.00%) 1 (12.50%) 1 (16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
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Extrapyramidal

SXtrapyr 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(25.00%)
Facial paralysis 1(16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Headache 0 (0.00%) 1(12.50%) 1(16.67%) 2 (50.00%) 2 (33.33%) 1(25.00%)
Hypoaesthesia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Lethargy 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Neuralgia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
g‘grfgﬁgf;'l‘y 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Paraesthesia 0 (0.00%) 0 (0.00%) 1(16.67%) 1 (25.00%) 0 (0.00%) 0 (0.00%)
Peripheral
sensory 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
neuropathy
Ey"ri]‘:;’rromr:]fa 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
SR;nS;';S;;egs 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Sciatica 0 (0.00%) 0 (0.00%) 1(16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
c?ies)?:ggnce 0 (0.00%) 1 (12.50%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Somnolence 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Syncope 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Taste disorder 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Tremor 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(25.00%)

Product issues
Device breakage 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Psychiatric

disorders
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Agitation 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Anxiety 1(16.67%) 0 (0.00%) 0 (0.00%) 1 (25.00%) 1(16.67%) 0 (0.00%)
Confusional state 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Depressed mood 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Depression 1(16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(25.00%)
Insomnia 0 (0.00%) 1(12.50%) 0 (0.00%) 1(25.00%) 0 (0.00%) 0 (0.00%)
Panic attack 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(16.67%) 0 (0.00%)
Restlessness 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Renal and urinary

disorders
ﬁ]ﬁtj kidney 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Chronic kidney 0 (0.00% 0 (0.00% 0 (0.00% 0 (0.00% 0 (0.00% 0 (0.00%
Shronie (0.00%) (0.00%) (0.00%) (0.00%) (0.00%) (0.00%)
Cystitis 0 (0.00% 0 (0.00% 0 (0.00% 0 (0.00% 0 (0.00% 0 (0.00%
noninfective (0.00%) (0.00%) (0.00%) (0.00%) (0.00%) (0.00%)
Dysuria 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Haematuria 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Microalbuminuria 0 (0.00%) 1(12.50%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
l’:"rg;fgf” 1(16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(16.67%) 0 (0.00%)
Nocturia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Pollakiuria 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Renal colic 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Renal injury 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Urinary 0 (0.00% 0 (0.00° 0 (0.00° 0 (0.00° 0 (0.00° 0.009
inay (0.00%) (0.00%) (0.00%) (0.00%) (0.00%) 0 (0.00%)
Urinary tract pain 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
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Reproductive
system and breast

disorders
Breast pain 0 (0.00%) 0 (0.00%) 0 (0.00%) 1 (25.00%) 0 (0.00%) 0 (0.00%)
E?ffemf;ga' 0 (0.00%) 1(12.50%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Senital burning 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Lr;gg?fgswa' 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Pelvic pain 0 (0.00%) 1(12.50%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Vaginal discharge 1(16.67%) 1(12.50%) 1(16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Vaginal 0 (0.00% 0 (0.00% 0 (0.00% 0 (0.00% 1(16.67% 0 (0.00%
haemorrhage (0.00%) (0.00%) (0.00%) (0.00%) (16.67%) (0.00%)
I\r/]ﬁg’;‘;ﬁgt';ﬂ 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Xﬁj;?;:gi”a' 1(16.67%) 1(12.50%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Respiratory,

thoracic and

mediastinal

disorders
Cough 3 (50.00%) 3 (37.50%) 2 (33.33%) 0 (0.00%) 2 (33.33%) 0 (0.00%)
Dysphonia 0 (0.00%) 1(12.50%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Dyspnoea 1(16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Sg:r‘t’lrc‘)‘r’;? 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
nterstitial lung 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Nasal congestion 0 (0.00%) 0 (0.00%) 1(16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
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3'133?,'1 ation 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
S;%pharyngea' 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Pleural effusion 1 (16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Pleuritic pain 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Pneumonitis 0 (0.00%) 1 (12.50%) 0 (0.00%) 0 (0.00%) 1(16.67%) 0 (0.00%)
Productive cough 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Resplatory 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Rhinorrhoea 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
gc?f;r:-:;%%me 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Wheezing 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Skin and

subcutaneous

tissue disorders
Alopecia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(16.67%) 0 (0.00%)
Dermal cyst 1(16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
gcergglrtlnf 1 (16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Dermatitis contact 1 (16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Dermatitis
exfoliative 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
generalised
Dry skin 0 (0.00%) 1 (12.50%) 0 (0.00%) 2 (50.00%) 2 (33.33%) 0 (0.00%)
Eczema 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1 (25.00%)
Erythema 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Hyperhidrosis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
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Nail disorder 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Night sweats 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Palmar-plantar
erythrodysaesthe 0 (0.00%) 1(12.50%) 0 (0.00%) 1 (25.00%) 0 (0.00%) 0 (0.00%)
sia syndrome

rper;‘gt‘i’jﬁns”i"“y 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Pityriasis rosea 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(25.00%)
Pruritus 1(16.67%) 2 (25.00%) 1(16.67%) 0 (0.00%) 1(16.67%) 1(25.00%)
Psoriasis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(25.00%)
Rash 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(25.00%)
Sr"’;fr:‘ematous 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
E:;Sgr‘acu'o' 1(16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Rash pruritic 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Skin atrophy 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
gi‘;igolouration 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Skin

hyperpigmentatio 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
n

Skin lesion 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Urticaria 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Vascular disorders

t'ﬂfggt‘)’iis'i‘s 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Hot flush 2 (33.33%) 1(12.50%) 1(16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
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Hypertension 1 (16.67%) 0 (0.00%) 0 (0.00%) 1 (25.00%) 1 (25.00%)
Hypotension 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Lymphoedema 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Eﬁ?gr‘]’qﬁsis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

LSZ102 + alpelisib (4/4)

LSZ102 300 mg QD
+ BYL719 200 mg
QD continuous with
regular meal
N=12

LSZ102 300 mg QD
+ BYL719 250 mg
QD continuous with
regular meal
N=6

LSZ102 300 mg QD
+ BYL719 300 mg
QD continuous with
regular meal
N=12

LSZ102 450 mg QD
+ BYL719 200 mg
QD continuous with
regular meal
N=13

Arm/Group
Description

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28
of a 28-day cycle in
combination with alpelisib
200 mg administered orally

QD on Days 1 to 28 of a 28-

day cycle with regular meal

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28
of a 28-day cycle in
combination with alpelisib
250 mg administered orally

QD on Days 1 to 28 of a 28-

day cycle with regular meal

LSZ102 300 mg
administered orally once
daily (QD) on Days 1 to 28
of a 28-day cycle in
combination with alpelisib
300 mg administered orally

QD on Days 1 to 28 of a 28-

day cycle with regular meal

LSZ102 450 mg
administered orally once
daily (QD) on Days 1 to 28
of a 28-day cycle in
combination with alpelisib
200 mg administered orally

QD on Days 1 to 28 of a 28-

day cycle with regular meal

Total participants
affected

12 (100.00%)

6 (100.00%)

11 (91.67%)

13 (100.00%)

Blood and

lymphatic system

disorders
Anaemia 2 (16.67%) 0 (0.00%) 2 (16.67%) 4 (30.77%)
Eosinophilia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Leukopenia 1(8.33%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Lymphopenia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Neutropenia 1 (8.33%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Thrombocytopenia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Cardiac disorders
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Angina pectoris 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Bradycardia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Bundle branch
bl‘(‘)’;k ‘r"ig':f‘”c 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Mitral valve disease 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Palpitations 1 (8.33%) 0 (0.00%) 1(8.33%) 0 (0.00%)
Sinus bradycardia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Tachycardia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Ear and labyrinth

disorders
Ear congestion 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Ear discomfort 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Ear pain 1 (8.33%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Tinnitus 1 (8.33%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Vertigo 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Endocrine disorders
Hyperthyroidism 1 (8.33%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Eye disorders
Blindness 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Cataract 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Diplopia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Dry eye 1 (8.33%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Eye irritation 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Eye pruritus 0 (0.00%) 0 (0.00%) 1(8.33%) 0 (0.00%)
Foreign body 0 (0.00%) 0 (0.00%) 1(8.33%) 0 (0.00%)

sensation in eyes
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Iridocyclitis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
h}iﬁg;“gf” 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Periorbital swelling 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Photophobia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Vision blurred 0 (0.00%) 1 (16.67%) 0 (0.00%) 0 (0.00%)
?gzldi'eicu'ty 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Visual field defect 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Visual impairment 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Vitreous floaters 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Gastrointestinal

disorders
Abdominal
paelrien 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Abdominal
distonsion 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Abdominal pain 2 (16.67%) 0 (0.00%) 2 (16.67%) 1 (7.69%)
ﬁssg:“i“a' pain 2 (16.67%) 0 (0.00%) 0 (0.00%) 2 (15.38%)
Anal incontinence 0 (0.00%) 0 (0.00%) 1(8.33%) 0 (0.00%)
Ascites 0 (0.00%) 0 (0.00%) 1(8.33%) 0 (0.00%)
Cheilitis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Colitis 0 (0.00%) 0 (0.00%) 0 (0.00%) 1 (7.69%)
Constipation 3 (25.00%) 0 (0.00%) 2 (16.67%) 1 (7.69%)
Diarrhoea 9 (75.00%) 5 (83.33%) 8 (66.67%) 11 (84.62%)
Dry mouth 0 (0.00%) 1 (16.67%) 0 (0.00%) 0 (0.00%)
Dyspepsia 2 (16.67%) 0 (0.00%) 0 (0.00%) 2 (15.38%)
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Dysphagia 0 (0.00%) 1.(16.67%) 0 (0.00%) 0 (0.00%)
Eg;')“p%‘:;:'tfs 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Eructation 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Flatulence 1(8.33%) 0 (0.00%) 1(8.33%) 1(7.69%)
Soausr:gg”atgfg?ﬂal 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Gaslropesaphageal 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(7.69%)
Haemorrhoids 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Lip oedema 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Lower
gastrointestinal 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(7.69%)
haemorrhage
Melaena 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Mouth ulceration 0 (0.00%) 0 (0.00%) 1(8.33%) 0 (0.00%)
Nausea 9 (75.00%) 2 (33.33%) 8 (66.67%) 8 (61.54%)
Odynophagia 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(7.69%)
Oesophagitis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Pancreatitis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Stomatitis 2 (16.67%) 2 (33.33%) 2 (16.67%) 2 (15.38%)
Toothache 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(7.69%)
Vomiting 5 (41.67%) 2 (33.33%) 6 (50.00%) 4 (30.77%)

General disorders

and administration

site conditions
Asthenia 1(8.33%) 0 (0.00%) 3 (25.00%) 2 (15.38%)
Axillary pain 1(8.33%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Page 179



U, NOVARTIS

Clinical Trial Results Website

Catheter site pain 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Chest discomfort 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Chest pain 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Chills 1(8.33%) 0 (0.00%) 1(8.33%) 1(7.69%)
Device related
Device rel 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Early satiety 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Fatigue 6 (50.00%) 3 (50.00%) 3 (25.00%) 8 (61.54%)
See;;;a;'sed 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(7.69%)
i'lrl‘rf]'gssnza like 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Malaise 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(7.69%)
Medical device site o o o o
tidiata 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Fl\)laoir;]-cardlac chest 0 (0.00%) 1(16.67%) 0 (0.00%) 0 (0.00%)
Oedema peripheral 2 (16.67%) 0 (0.00%) 0 (0.00%) 1(7.69%)
Pyrexia 2 (16.67%) 0 (0.00%) 2 (16.67%) 3 (23.08%)

Hepatobiliary

disorders
Hepatic pain 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
:yperb"'r“b'”aem' 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(7.69%)
:%ﬁ’:mansami”asa 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Jaundice 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Immune system
disorders
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Hypersensitivity 1 (8.33%) 1 (16.67%) 0 (0.00%) 0 (0.00%)

Infections and
infestations

Bacterial

vulvovaginitis 1 (8.33%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Biliary sepsis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Bronchitis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Bronchitis viral 1 (8.33%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Conjunctivitis 1 (8.33%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Cystitis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Ear infection 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Epstein-Barr virus

in'?ecti'on vird 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Escherichia urinar

o e urinary 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Fungal skin

ity 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Gastrointestinal 0 (0.00%) 0 (0.00%) 1(8.33%) 0 (0.00%)
viral infection il e oo e
Soesqgf' herpes 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Herpes virus

el 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Herpes zoster 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Hordeolum 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Influenza 0 (0.00%) 0 (0.00%) 1(8.33%) 0 (0.00%)
Laryngitis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Localised infection 0 (0.00%) 0 (0.00%) 1(8.33%) 0 (0.00%)
Nasopharyngitis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
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Oral herpes 0 (0.00%) 0 (0.00%) 1(8.33%) 0 (0.00%)
Pharyngitis 0 (0.00%) 1(16.67%) 0 (0.00%) 0 (0.00%)
Pneumonia 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(7.69%)
Pneumonia fungal 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Respiratory tract o o o o
infection viral 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(7.69%)
Sialoadenitis 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(7.69%)
Sinusitis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Skin infection 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(7.69%)
Tooth abscess 0 (0.00%) 0 (0.00%) 1(8.33%) 0 (0.00%)
Upper respiratory o o o o
tract infection 0 (0.00%) 0 (0.00%) 0 (0.00%) 2 (15.38%)
Upper respiratory
tract infection 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
bacterial
i‘;’w;g‘;irgn”a"t 1 (8.33%) 1(16.67%) 2 (16.67%) 0 (0.00%)
Vaginal infection 1(8.33%) 1(16.67%) 0 (0.00%) 1(7.69%)
Viral infection 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Viral upper
respiratory tract 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
infection
vulvovaginal 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Wound infection 0 (0.00%) 0 (0.00%) 1(8.33%) 0 (0.00%)

Injury, poisoning

and procedural

complications
Animal bite 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
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Contusion 0 (0.00%) 0 (0.00%) 1(8.33%) 0 (0.00%)
Fall 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
giZf;Lz:Z‘;ed“ra' 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Procedural pain 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
\'jc:‘rfi‘;g;ra' 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Z:%‘:”Ct dispensing 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Skin abrasion 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Wound 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
‘é‘c’)?;‘;?cation 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Wound secretion 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Investigations
Alanine
aminotransferase 5 (41.67%) 1(16.67%) 2 (16.67%) 1(7.69%)
increased
Amylase increased 1 (8.33%) 0 (0.00%) 2 (16.67%) 0 (0.00%)
Aspartate
aminotransferase 4 (33.33%) 2 (33.33%) 3 (25.00%) 3 (23.08%)
increased
Bilrubin conjugated 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Blood alkaline
phosphatase 1(8.33%) 0 (0.00%) 0 (0.00%) 1(7.69%)
increased
ﬁ'g;i:gg”bi“ 1(8.33%) 0 (0.00%) 2 (16.67%) 1(7.69%)
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Blood bilirubin

unconjugated 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
increased

ﬁ'g;‘lggg'esmm' 1(8.33%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Blood creatine

phosphokinase 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
increased

Blood oreatinine 2 (16.67%) 0 (0.00%) 0 (0.00%) 2 (15.38%)
Blood thyroid

stimulating 1(8.33%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
hormone increased

ﬁ'gr"e‘l;:;%'yce”des 1(8.33%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
g'?‘:;:gl‘fgg'eodgram 1(8.33%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Gamma-

glutamyltransferase 3 (25.00%) 0 (0.00%) 0 (0.00%) 2 (15.38%)
increased

Glomerular filtration 0 (0.00° 0 (0.00° 0.00° 0 (0.00°
rate decreased (0.00%) (0.00%) 0(0.00%) (0.00%)
Sr'g;’gﬁf urine 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Lipase 0 (0.00%) 0 (0.00%) 1(8.33%) 0 (0.00%)
Lipase increased 2 (16.67%) 0 (0.00%) 1(8.33%) 0 (0.00%)
;ngcs)%te count 1(8.33%) 1(16.67%) 1(8.33%) 1(7.69%)
Neutrophil count 0 (0.00% 0 (0.00% 0 (0.00% 1(7.69%
decreased (0.00%) (0.00%) (0.00%) (7.69%)
Platelet count 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(7.69%)

decreased
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;rc"rz‘;gg d' 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Weight decreased 2 (16.67%) 1(16.67%) 2 (16.67%) 3 (23.08%)
Weight increased 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
X\ét':ﬁ g’é%?gacs‘fa”d 0 (0.00%) 1(16.67%) 1(8.33%) 0 (0.00%)
Metabolism and
nutrition disorders
Decreased appetite 2 (16.67%) 1(16.67%) 6 (50.00%) 6 (46.15%)
Dehydration 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Gout 0 (0.00%) 0 (0.00%) 1(8.33%) 0 (0.00%)
Hyperamylasaemia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Hypercalcaemia 4 (33.33%) 0 (0.00%) 1 (8.33%) 1(7.69%)
Hyperchloraemia 0 (0.00%) 1(16.67%) 0 (0.00%) 0 (0.00%)
riypercholesterolae 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Hyperglycaemia 4 (33.33%) 3 (50.00%) 4 (33.33%) 6 (46.15%)
Hyperkalaemia 0 (0.00%) 1(16.67%) 0 (0.00%) 1(7.69%)
Hyperlipasaemia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Hyperlipidaemia 1(8.33%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
i';'yperph“phataem 1(8.33%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
:iy;ert”g'yce”dae 1(8.33%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Hypoalbuminaemia 0 (0.00%) 0 (0.00%) 0 (0.00%) 2 (15.38%)
Hypocalcaemia 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(7.69%)
Hypoglycaemia 0 (0.00%) 0 (0.00%) 1(8.33%) 1(7.69%)
Hypokalaemia 3 (25.00%) 1(16.67%) 5 (41.67%) 4 (30.77%)
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Hypomagnesaemia 1 (8.33%) 0 (0.00%) 2 (16.67%) 1(7.69%)
Hyponatraemia 0 (0.00%) 1(16.67%) 1(8.33%) 2 (15.38%)
Hypophosphataemi 3 (25.00%) 0 (0.00%) 4 (33.33%) 2 (15.38%)
Hypoproteinaemia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Hypovolaemia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Malnutrition 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Musculoskeletal and

connective tissue

disorders
Arthralgia 3 (25.00%) 2 (33.33%) 0 (0.00%) 2 (15.38%)
Back pain 1(8.33%) 1(16.67%) 1(8.33%) 1(7.69%)
Bone pain 2 (16.67%) 1(16.67%) 0 (0.00%) 0 (0.00%)
Flank pain 0 (0.00%) 0 (0.00%) 1(8.33%) 0 (0.00%)
Groin pain 0 (0.00%) 0 (0.00%) 2 (16.67%) 0 (0.00%)
Joint stiffness 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Muscle spasms 2 (16.67%) 1(16.67%) 0 (0.00%) 0 (0.00%)
Muscular weakness 0 (0.00%) 0 (0.00%) 1 (8.33%) 0 (0.00%)
";’L‘fs‘";“;gis:e'eta' 1(8.33%) 1(16.67%) 1(8.33%) 1(7.69%)
g’i';fgr‘ﬂ?:r't‘e'eta' 1(8.33%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
';";;2°“'°Ske'eta' 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Myalgia 1(8.33%) 1(16.67%) 0 (0.00%) 1(7.69%)
Neck pain 0 (0.00%) 0 (0.00%) 1(8.33%) 0 (0.00%)
Osteonecrosis of 0 (0.00%) 1 (16.67%) 0 (0.00%) 0 (0.00%)

jaw
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Pain in extremity 1 (8.33%) 0 (0.00%) 1(8.33%) 0 (0.00%)
Pain in jaw 0 (0.00%) 0 (0.00%) 1(8.33%) 0 (0.00%)
Plantar fasciitis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Spinal pain 1 (8.33%) 0 (0.00%) 0 (0.00%) 1 (7.69%)
Temporomandibula o o o o
¢ it syndrome 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Neoplasms benign,

malignant and

unspecified (incl

cysts and polyps)

Cancer pain 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Metastases to 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
peritoneum

fTe‘j/’:rO“r associated 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Tumour pain 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Nervous system

disorders
Dizziness 0 (0.00%) 0 (0.00%) 2 (16.67%) 0 (0.00%)
Dysgeusia 1 (8.33%) 2 (33.33%) 0 (0.00%) 1 (7.69%)
Ei’;tgfggrramida' 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Facial paralysis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Headache 0 (0.00%) 1(16.67%) 2 (16.67%) 1 (7.69%)
Hypoaesthesia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Lethargy 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Neuralgia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Neuropath
peripthaI y 2 (16.67%) 1 (16.67%) 0 (0.00%) 1 (7.69%)
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Paraesthesia 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(7.69%)
Peripheral sensory
neuropathy 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Ey"r;‘;;’rromr;]i 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
ansc;'r%ﬁ;egs 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Sciatica 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(7.69%)
Sensory
disturbance 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Somnolence 1(8.33%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Syncope 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Taste disorder 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Tremor 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Product issues
Device breakage 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Psychiatric
disorders
Agitation 0 (0.00%) 1(16.67%) 0 (0.00%) 1(7.69%)
Anxiety 0 (0.00%) 1(16.67%) 0 (0.00%) 0 (0.00%)
Confusional state 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(7.69%)
Depressed mood 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Depression 2 (16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Insomnia 1(8.33%) 0 (0.00%) 1(8.33%) 1(7.69%)
Panic attack 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Restlessness 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
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Renal and urinary

disorders
Acute kidney injury 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
32;‘;’22 Kidney 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Cystitis
ngninfecﬁve 0 (0.00%) 0 (0.00%) 1 (8.33%) 0 (0.00%)
Dysuria 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Haematuria 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Microalbuminuria 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Micturition urgency 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Nocturia 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Pollakiuria 0 (0.00%) 0 (0.00%) 1 (8.33%) 0 (0.00%)
Renal colic 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Renal injury 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
ﬁggiz%ence 0 (0.00%) 0 (0.00%) 1(8.33%) 0 (0.00%)
Urinary tract pain 0 (0.00%) 1 (16.67%) 1 (8.33%) 0 (0.00%)

Reproductive

system and breast

disorders
Breast pain 0 (0.00%) 1 (16.67%) 0 (0.00%) 0 (0.00%)
i?gfemnie;ga' 1(8.33%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Seenns'gi:obn”m'“g 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
L"Iggi“fgs“ua' 0 (0.00%) 0 (0.00%) 1(8.33%) 0 (0.00%)
Pelvic pain 0 (0.00%) 1 (16.67%) 0 (0.00%) 0 (0.00%)
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Vaginal discharge 2 (16.67%) 1(16.67%) 0 (0.00%) 2 (15.38%)
Vaginal
haemorrthage 2 (16.67%) 0 (0.00%) 0 (0.00%) 1(7.69%)
Vulvovaginal
inﬂammgﬁon 0 (0.00%) 0 (0.00%) 1(8.33%) 0 (0.00%)
X::J'I‘r’iﬁ)’:g'”a' 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Respiratory,

thoracic and

mediastinal

disorders
Cough 2 (16.67%) 0 (0.00%) 1(8.33%) 3 (23.08%)
Dysphonia 0 (0.00%) 0 (0.00%) 1(8.33%) 0 (0.00%)
Dyspnoea 2 (16.67%) 0 (0.00%) 2 (16.67%) 6 (46.15%)
Dyspnoea
e)zlerpt’ional 1(8.33%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
g;;‘zr:;'ga' lung 0 (0.00%) 1(16.67%) 0 (0.00%) 0 (0.00%)
Nasal congestion 0 (0.00%) 0 (0.00%) 1 (8.33%) 0 (0.00%)
Nasal inflammation 0 (0.00%) 0 (0.00%) 1(8.33%) 0 (0.00%)
Oropharyngeal pain 0 (0.00%) 0 (0.00%) 1(8.33%) 1(7.69%)
Pleural effusion 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Pleuritic pain 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(7.69%)
Pneumonitis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Productive cough 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(7.69%)

g

Eii?é”:f”y 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Rhinorrhoea 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
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Upper-airway

cough syndrome 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Wheezing 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Skin and

subcutaneous

tissue disorders
Alopecia 0 (0.00%) 0 (0.00%) 0 (0.00%) 1(7.69%)
Dermal cyst 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Dermatitis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Dermatitis contact 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Dermatitis
exfoliative 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
generalised
Dry skin 2 (16.67%) 0 (0.00%) 1(8.33%) 0 (0.00%)
Eczema 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Erythema 1(8.33%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Hyperhidrosis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Nail disorder 0 (0.00%) 0 (0.00%) 1(8.33%) 0 (0.00%)
Night sweats 0 (0.00%) 0 (0.00%) 1(8.33%) 0 (0.00%)
Palmar-plantar
erythrodysaesthesi 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
a syndrome
rper;‘gt‘i’;fns”i"“y 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Pityriasis rosea 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Pruritus 3(25.00%) 1(16.67%) 2 (16.67%) 2 (15.38%)
Psoriasis 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Rash 4 (33.33%) 1(16.67%) 2 (16.67%) 1 (7.69%)
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Rash erythematous 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Rash maculo-

papular 1(8.33%) 1(16.67%) 2 (16.67%) 2 (15.38%)
Rash pruritic 0 (0.00%) 0 (0.00%) 1 (8.33%) 0 (0.00%)
Skin atrophy 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Skin discolouration 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Skin

hyperpigmentation 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Skin lesion 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
Urticaria 1(8.33%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Vascular disorders

peep vein 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Hot flush 1 (8.33%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Hypertension 2 (16.67%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Hypotension 0 (0.00%) 0 (0.00%) 1(8.33%) 0 (0.00%)

Lymphoedema 1(8.33%) 0 (0.00%) 0 (0.00%) 0 (0.00%)

Venous thrombosis 0 (0.00%) 0 (0.00%) 1 (8.33%) 0 (0.00%)
Conclusion:

In this phase | study CLSZ102X2101, LSZ102 given as a single drug or in combination with ribociclib or alpelisib for the
treatment of ER+ advanced breast cancer was considered to have a tolerable safety profile in line with other compounds of
the same class and the known safety profile of the individual study drugs. No evidence of additive toxic effects of the
combinations were observed. The recommended doses for the planned expansion phase were LSZ102 450 mg once daily
alone, LSZ102 450 mg QD in combination with ribociclib 400 mg QD (3 weeks on /1 week off schedule or continuous, fasted
or with low to regular calorie meal), and LSZ102 300 mg QD in combination with alpelisib 250 mg QD with regular meal.
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Modest antitumor activity of LSZ102 as single agent and in combination with ribociclib or with alpelisib in ER+ advanced
breast cancer patients was observed. The study recruitment was halted and this study was terminated earlier due to the

observed limited antitumor activity and not due to any safety concerns.

Date of Clinical Trial Report
21-Jun-2022
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