1 PROTOCOL SUMMARY

1.1  SYNOPSIS

Protocol title:

A randomized, multicenter, double-blind Phase 3 study of Study drug plus palbociclib versus letrozole plus palbociclib for the
treatment of patients with ER (+), HER2 (-) breast cancer who have not received prior systemic anti-cancer treatment for advanced
disease

Brief title:
Study drug plus palbociclib as first line therapy for patients with ER (+)HER2 (-) advanced breast cancer

Rationale:

The purpose of the proposed study is to demonstrate the superiority of a new oral selective estrogen receptor degrader (SERD), study drug, in
combination with palbociclib versus letrozole in combination with palbociclib in participants with estrogen receptor-positive [ER(+)],human
epidermal growth factor receptor 2 negative [HER2(-)] advanced or metastatic breast cancer who have not received prior systemic anti-cancer
treatment for advanced disease.

Overall design:

This is a prospective multicenter, international, randomized, double-blind, double-dummy, Phase 3 trial comparing the efficacy and safety
of study drug in combination with palbociclibversus letrozole in combination with palbociclib in men, pre/peri-menopausal women (with
goserelin), and postmenopausal women, all with ER(+)/HER2(-) breast cancer who have not received prior systemic treatment for advanced
disease.

Eligible participants should have histologically or cytologically proven diagnosis of adenocarcinoma of the breast with evidence of either
loco-regional recurrent or metastatic diseasenot amenable to radiation therapy or surgery with curative intention, and for whom chemotherapy
is not indicated.

Participants who progressed while on or within 12 months from completion of (neo)adjuvantendocrine therapy with any of the following
agents: aromatase inhibitor (eg, letrozole, anastrozole, exemestane); selective estrogen receptor modulator - eg, tamoxifen, toremifene,



raloxifene; CDK4/6 inhibitors (eg, palbociclib, ribociclib, abemaciclib) will not be eligible.

Participants should not have received prior systemic anti-cancer therapies for their advanced disease. Participants may have measurable
disease as per RECIST v.1.1 or non-measurable boneonly disease with at least one predominant lytic bone lesion or mixed lytic-blastic
lesion.

All eligible participants will be randomly assigned using an Interactive Response Technology(IRT) to either study drug plus palbociclib
(experimental) arm or letrozole plus palbociclib(control) arm in a 1:1 ratio.

The population will be stratified by:
e De-novo metastatic disease (Yes or No)
e Postmenopausal women (Yes or No)

e Visceral metastasis defined by at least 1 liver, lung, brain metastasis, pleural, or peritonealinvolvement (Yes or No).

Participants will continue to receive their assigned treatment until objective disease progression, unacceptable toxicity, participant’s request
to stop treatment, or investigator’s decision, whichever occurs first. However, participants may continue treatment as assigned at
randomization beyondthe time of RECIST defined disease progression at the discretion of the investigator, if that is considered to be in the
best interest of the participant and as long as no new anticancer treatmentis initiated. In these cases, the investigator must discuss the
rationale with the sponsor before thedecision to continue treatment on-study is made.

Number of participants:

Approximately 1333 participants will be screened in the study, and 1066 participants will be randomly assigned to study intervention with
a balanced randomization ratio (533 participantsrandomized per treatment arm).

Note: Enrolled participants are all participants from screened participants who have been allocatedto an intervention regardless of whether the
intervention was received or not.

Intervention groups and duration:

Participants will be randomly assigned (1:1) to either Arm A (experimental) or Arm B (control).



e Arm A: Study drug 200 mg + letrozole-matching placebo + palbociclib125 mg
e Arm B: Placebo + letrozole 2.5 mg + palbociclib125 mg.

The treatments in both arms are given orally. During the treatment period, men andpre/perimenopausal women will receive
goserelin subcutaneously.

1.3 SCHEDULE OF ACTIVITIES (SOA)
Treatment Period EOQT Post Treatment
Follow- riod
Screening up pe
Cycles Subsequent 30 Days Every Every Notes
Procedure up to 28 days 182 Cycles (+5 Days) | 12weeks | 24 weeks
before (£7D) (=70)
randomization| D1 (£3) D15 (1) D1 (£3) after last study
treatment  |until disease | after disease
administration| progression | progression
IRT contact X X X X
o - Informed consent (including genetic sampling)
mﬁﬁngn%m_lm el X may b2 signed prior to D-28. Rechedk cinical
consent status before randomization andlor 1 dose of
shudy medcation.
Cemograghy,
medicalizurgical and X
disease history, prior
cances therapiss
Height X
Vital zigne, physical
examination/signs and X X X X
symptome
BCOG periormancs
satus, body weight X . X X
Al screening for eligibility in all female study
Follice-stirmulatin participants - local labs.
b X X X X On CADA, then every 4 cycle during study
freatment and ECT - only in
pred perimenopausal women - local labs




Treatment Period EOT Post Treatment
Follow- riod
Screening ub pe
Cycles Subsequent 30 Days Every Every Hotes
Procedure up to 28 days 182 Cycles | wspays) | 12weeks | 24 weeks
before (£7D) (=TD)
randomization| D1 (£3)( D15 (1) D1 (£3) after last study
treatment  |until disease | after disease
administration| progression | progression
a. At ecreening for eligiblity in female study
participants - local lsbs
. , b. Esfradicl sampling at predose G101 -

Estradial e xe xe central labs (all participants)
c. Ectradiol zampling at predoze C301 -
ceniral labs (all participants)
a. Serum pregnancy test (B-hCG) to be done
beiore starting shedy reatment.
b. Urine pregnancy test (dipstick) to be done

Pregnancy test on D1 of each cycle, af EQT,

[WOCEP only) - Local ¥z (=) X X XE ¢ Urine pregnancy tect (dipstick) to be dons

laibs every month, up o 12 weeks after last dose of
any study intepvention.
Urine pregnancy test must have a senstivity
of at least 25 miLimL.
Screening, EOT and as cinically indicated -

Triglicate 12-ead E0G ¥ ¥ To be aseeseed bocally. Triplicate ECGE are

collected within about & Sve-mimute window at
@ nominal time-point.




Treatment Period EOT Post Treatment
Follow- ricd
Screening ub pe
Cycles Subsequent 10 Days Every Every Notes
Procedure up to 28 days 182 Cycles (5 Days) 12 weeks | 24 weeks
before (7D (=70}
randomization| D1 (£3) D15 (1) D1 (£3) after last study
treatment  |until disease | after disease
administration progression | progressicn

Hematologybiochemistry panels and
coagulation to be performed at screening
within 7 days of C1D1.

Labaratory -Complete blood counts and biochemistry. at
the beginning of each cycle, az well as on

assszements - Local X %) X X X D15 of the first 2 cycles, and ac dinically

laos nidicated.
Lipids assessments (fofal cholesterol, LDL-
cholesterol, HDL-cholesterol): on D1 of each
cyce untl Cycle 8.

Urine dipstick testing % X) X % Urinalyzis to be performed at screening within

e 3 ays o 1.

Local lab Td fCAD

Hepatitiz A anfigen or Igh hepatitic A
i} antibody; HBs antigen or hepatitis B viral

Viral serology tests . DMA; Hepatitic C antibody and quantitatve

hepatis C (HCV) ribomecleic acid (RMA)
o Every effort chould be made to sfart treatment

Randomization X within 3 working days of randomization.

Study Intervention Administration:
To be taken with food.

Once daily
—
matching placebo




Treatment Period EOT Post Treatment
Follow- riod
Screening up pe
Cycles Subsequent 30 Days Every Every MNotes
Procedure up to 28 days 182 Cycles {+5 Days) 12 weeks | 24 weeks
before (x7TD) (=7D)
randomization| D1 (£3)[ D15 (21) D1 (£3) after last study
treatment  |until disease | after disease
administration| progression | progression
F To be taken with food, regardless of te
D1 fo 021 (once daily) i J
Palbocicib followed by 7 days of administered formuation
e
Letrozole or _ To be taken with fiood
. Once daily
lemozole-matching e
placsko
Goserelin X | X In prefpermenceausal women and men
¥
i i EY {ongoing related AEs, ongoing
AEISAE review SAEs at EQT and new related
AE/SAES)
From the date of informed consent form up to
30 days afier the last dose of study treatment
Concomitant X < X

medication review

[related to AESAES listed albove)




Treatment Period EOT Post Treatment
Follow- riod
Screening up pe
Cycles Subsequent 30 Days Every Every Notes
Procedure up to 28 days 182 Cycles (+5 Days) 12 weeks | 24 weeks
before (*TD) (7TD)
randomization| D1 (£3)] D15 (1) D1 (£3) after last study
ll'E-TlﬁHEI'It until disease | after disease
administration progression | progressicn
Tumor assessments:
4. Screcning. within 4 weske (ie, 28 days)
prior to randomization uniess othenwise
specified
b. Post baceling: every 12 weeks (£7 daye)
CTMRI Scans with from randomization (untl documented
confrast agent of progressive diseane ag per RECIST v.1.1 o
Chest, Abdomen final PF5 analysis cut-off date).
Fell.n's: any clinically ¢. EQT: o be performed if it falls within the
indicated sites of uE ¥ xe x regular disease assesement time window of
digease, and of bone 12 weeks +7 days (only in participants without
|E‘3ﬂ""3:_ Dllgﬂd PD az per RECIST 1.1).
evahuation " 1
il disease d. I no PD as per RECIST 1.1 at EQT,

disease acsecsment will confinue to be
performed every 12 weeks £7 days from
randomization up to documented PD az per
RECIST v.1.1, or final PFS COD, whichever
occurs fiest




Treatment Period EOT Post Treatment
Follow- ricd
Screening ub pe
Cycles Subsequent 30 Days Every Every MNotes
Procedure up to 28 days 182 Cycles {+5 Days) 12 weeks | 24 weeks
before (£TD) (=7D)
randomization| D1 (£3)| D15 (1) D1 (£3) after last study
treatment  |until disease | after disease

administration| progression | progression
a. Screcning: within 12 weeks prior to
randormization
b. Post bazeling:

# If bone lesions idertiSed at baseline: to be
repeated every 24 wesks (17 days) from
randomization for the Sest 18 monthe, and
fhen every 12 weeks (7 days).

kI no bone lesions identfied at beseline: to be
repeated only if clirically indicated.

c. EQOT: 1o be performed if it falls within the
Radonucids Bone e ¥ X ¥ regular diseace ascecement fime window of
Scan, Whole Body

12 weeks £7 days (only i participants withowt
PD az per RECIST 1.1 and mo bone lesions
mentfied at bassine).

d. If no PD as per RECIST 1.1 at EOT,
diszaze azsessment will confimue o be
periormed from randomization date 2z
reference in pariicipants with bone lesions
identified at bazsling, up to documented PO
as per RECIST w11, or final PFS COD,
whichever occurs first. During Sollow-up
period, bone scan showld be performed at the
came frequency as described i note b




Treatment Period EOT Post Treatment
Follow- riod
Screening ub pe
Cycles Subsequent 30 Days Every Every Hotes
Procedure up to 28 days 182 Cycles i+5 Days) 12 weeks | 24 weeks
before (£TD) (=7D)
randomization| D1 (£3)| D15 (1) D1 (£3) after last study
treatment  |until disease | after disease
administration| progression | progression

Amcenestrant and palbocici:
a C1D1: Post doze T3h 21k
C201: Predose, Post dose T3h +1h
b. C1D15 and CZD15: Predose
. C301: Predose

Pharmacolanetice ¥a ¥ ¥z Cycles 4, 7, and 10 Predoze at D1

samplng - ceniral labs
No PK samples will be taken after Cycle 10 or
PFS cut-off date, whichever comes first
Gogenslin (only in prefperimencpausal women
and men):
a C1D1 and C20M predose
c. 301 predoss

Blectronic HROL: a. Every cydle from Cycde 1 io Cycle 4, then

OLO-C30, OLa- . . . every 3 cydes from Cyde 6 and at EOT

BR23/0LO-BR4S X e X x b. First follow-up visit only

BQ-50-5L










