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Safety and activity of single-agent giredestrant
(GDC-9545) from a phase la/b study in patients (pts)
with estrogen receptor-positive (ER+),
HER2-negative locally advanced/metastatic
breast cancer (LA/mBC)

Background

» Targeting ER activity and/or estrogen synthesis is a mainstay
of ER+ BC treatment, but many pts relapse during/after
adjuvant ET or develop resistance via ESR1 mutations that drive
estrogen-independent transcription and proliferation.

» Most tumors remain ER signaling-dependent and pts may
respond to second-/third-line ET after PD on prior therapies. "2

* Giredestrant, a highly potent, nonsteroidal oral selective ER
degrader, achieves robust ER occupancy, is active despite ESR1
mutations, and was well tolerated alone and in combination with
palbociclib; showing encouraging antitumor activity in the
nonrandomized, open-label, dose-escalation and -expansion,
phase la/b GO39932 study (NCT03332797).34

» We present updated interim data from the dose-escalation
and -expansion single-agent giredestrant cohorts
(clinical cutoff: Jan 31, 2021).

e Click to view study design

Conclusions

« Single-agent giredestrant was well tolerated at all doses, with
no DLTs.

» AEs were generally low grade.

» Based on the overall activity, safety, and pharmacokinetics (see
poster 577 also®), giredestrant 30 mg is under evaluation in
ongoing phase Il studies (NCT03916744, NCT04546009
[see poster TPS1103]¢)

« Sinus bradycardia was uncommon at 30 mg and assessed as
not related to giredestrant.

Promising clinical activity was encouraging and observed at all

dose levels and in all patient subgroups, independent of whether

an ESR1 mutation was detected or whether pts received prior

chemotherapy in the mBC setting, prior fulvestrant, or a

prior CDK4/6i.

« Activity in pts with mutated ESR1 is notable, as it shows that an
ET resistance mechanism has been overcome.

» Pharmacokinetic data support QD dosing.

Copies of this poster obtained through QR (Quick Response)
code are for personal use only and may not be reproduced
without written permission of the authors.
https://bit.ly/3xHGgXb
Please contact the lead author at jhaverik@mskcc.org for permission to reprint and/or distribute.
Presented at the 2021 American Society of Clinical Oncology (ASCO) Virtual Congress, June 4-8, 2021.

"Memorial Sloan Kettering Cancer Center, New York, NY; 2START Madrid-CIOCC, Centro Integral Oncologico Clara Campal, HM
Hospitales Sanchinarro, Madrid, Spain; 3Yonsei Cancer Center, Yonsei University College of Medicine, Seoul, Korea;

4ICO I'Hospitalet — Hospital Duran i Reynals, Barcelona, Spain; SMassachusetts General Hospital Cancer Center, Boston, MA;
6Barts Cancer Institute, Queen Mary University of London, London, United Kingdom; 7St Vincent's Hospital and Garvan Institute of
Medical Research, Sydney, Australia; éBeth Israel Deaconess Medical Center, Boston, MA; °Hospital Clinico Universitario de
Valencia, INCLIVA, CIBERONC, Valencia, Spain; "°Peter MacCallum Cancer Centre, Melbourne, Australia; ''Seoul National
University College of Medicine, Seoul, Korea; ?Genentech, Inc., South San Francisco, CA; "3Royal Marsden Hospital, London, UK;
"4Hospital Universitario Ramoén y Cajal, Madrid, Spain; ""MD Anderson Cancer Center Madrid, Madrid, Spain; 16Vall d’Hebron
University Hospital and Vall d’Hebron Institute of Oncology, Barcelona, Spain

Komal L. Jhaveri,! Valentina Boni,2 Joohyuk Sohn,3

Rafael Villanueva-Vazquez,* Aditya Bardia,5 Peter Schmid,® Elgene Lim,”
Jaymin M. Patel,® Jose Alejandro Perez-Fidalgo,® Sherene Loi,
Seock-Ah Im,'! Smita Kshirsagar,'2 Mary R. Gates,'? John Bond, 2
Jennifer Eng-Wong,'2 Ching-Wei Chang,'? Nicholas C. Turner,3

Elena Lépez-Miranda,' Laura Garcia-Estévez,'> Meritxell Bellet'®

Click to view
waterfall plot

Click to view

Clinical activity swimlane plot

Results e Click to view baseline characteristics/demographics

Safety
Giredestrant dose
Giredestrant dose
90/100 mg 250 mg
All single- 10 mg 30 mg + LHRH =+ LHRH
90/100 mg 250 mg agent n=6 n=41 n=55 n=9
Pts (%) with 10 mg 30 mg + LHRH + LHRH cohorts
>1 AE* n=6 n=41 n=55 n=9 N=111 Median treatment duration, 56.5 168.0 166.0 167.0
days (range) (16-475) (29-699) (1-853) (27-815)
Any grade 6 (100) 33 (80) 47 (85) 9 (100) 95 (86)
Median cycles, n (range) 2 (1-17) 6 (1-24) 6 (1-30) 6 (1-30)
Grade 23 1(17) 5(12) 14 (25) 1(11) 21(19)
Median progression-free 5.3 7.2 7.4 54
Serious 0 4(10) 6(11) 0 10 (9) survival, months (95% Cl) (1.7-15.6) (1.9-22.1) (3.7-14.3) (1.7-23.0)
Grade 5 0 1)t 1(2) 0 2(2) Investigator-assessed clinical benefit rate, n/N (%); clinical-benefit-evaluable pts*
Leading to dose Overall 1/6 (17) 22/40 (55) 27/52 (52) 3/9 (33)
interruption 0 6 (15 9 (16 1(11 16 (14
(15) (16) (1) (14) oRr o o 0 0
Leading to dose
reduction 0 1(2) 2(4) 0 3(3) PR 1(17) 6 (15) 5(9) 0
* Treatment-emergent (onset or worsened from Cycle 1, Day 1) regardless of attribution. SD 2(33) 15(37) 28(51) 5 (56)
Multiple occurrences of _the same AE ip one pt are counted once. t Pleura! ef_fusion due_to PD 2(33) 15 (37) 13 (24) 3(33)
PD. ¥ Duodenal perforation after stopping giredestrant due to PD and beginning a new line
of therapy with paclitaxel. Prior fulvestrant 012 3/8 (38) 3/13 (23) 0/0
Prior CDKA4/6i 1/4 (25) 11/26 (42) 10/30 (33) 2/7 (29)
e The most common AEs were fatigue, arthralgia, and back pain e N
- - rior chemotherapy in the
(largely grade 1/2). Click to view data mBC setting 112 (50) 406 (67) 5/8 (63) o
ESR1 mutation detected 0/4 13/17 (76) 11/19 (60) 2/6 (33)
« No DLTs occurred; MTD was not reached; related grade 3 AEs were
infrequent (five pts; 5%); no grade 4/5 per investigator assessment); one AE Responders in pts with
led to study drug withdrawal baseline measurable disease 1/4 (25) 6/30 (20) 5/41 (12) 0/6

« Nine pts (8%) had sinus bradycardia.
« 30 mg: One (2%; unrelated per investigator assessment);
100 mg: Six (11%); 250 mg: Two (22%).

* Confirmed CR, PR, + SD 26 months in pts with confirmed CR, PR, pts who discontinued the
study, or pts staying on study for 26 months since Cycle 1, Day 1 of giredestrant.

Pharmacokinetics

« Plasma exposures increased proportionally with dose from
10 mg to 250 mg.

« Geometric mean (%CV) terminal half life ranged from 25.8 hours
(16.2%) to 43.0 hours (14.7%) at these dose levels, supporting QD dosing.

Click to
view data

« All grade 1 except one grade 2 at 250 mg.

« No treatment interruptions/dose reductions were required.

« At clinical cutoff, bradycardia had resolved or was resolving in seven out of
nine patients and remained ongoing in two out of nine.

Abbreviations

AE, adverse event; BC, breast cancer; CDK4/6i, cyclin-dependent kinase 4/6 inhibitor; Cl, confidence interval; CR, complete response;
CV, coefficient of variation; DLT, dose-limiting toxicity; ECG, electrocardiogram; ER, estrogen receptor; ET, endocrine therapy;

LA, locally advanced; LHRH, luteinizing hormone-releasing hormone; mBC, metastatic breast cancer; MTD, maximum tolerated dose;
PD, disease progression; PR, partial response; pt, patient; QD, daily; SD, stable disease.
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estrogen receptor-positive (ER+), HER2-negative locally advanced/metastatic breast cancer (LA/mBC)

Supplementary: Study design

. Pts had <2 prior therapies in the LA/mBC setting with disease recurrence/disease progression while being treated with adjuvant ET for 224 months and/or ET in the LA/mBC setting, and derived a clinical benefit from therapy
(tumor response/stable disease 26 months).

. Pts were postmenopausal (medical menopause on LHRH agonists was allowed with 2100 mg giredestrant).
. Tumor assessments were conducted every 8 weeks.

250 mg
~30 postmenopausal women

250 mg PO QD Days 1-28 of each
28-day cycle
3 postmenopausal women

250 mg + LHRH

90 mg PO QD Days 1-28 of each ~10 pre- or perimenopausal women

28-day cycle
3 postmenopausal women

100 mg
30 mg PO QD Days 1-28 of each [ Backfill:

28-day cycle Upto7
3 postmenopausal women pts

~30 postmenopausal women

100 mg + LHRH

~10 pre- or perimenopausal women
10 mg PO QD Days 1-28 of each [Backfill:

28-day cycle Upto7
3 postmenopausal women pts

30 mg
~30 postmenopausal women

Click here
to return

to the
poster

Abbreviations

ER, estrogen receptor; ET, endocrine therapy; LA, locally advanced; mBC, metastatic breast cancer; LHRH, luteinizing hormone-releasing hormone; PO, oral; pt, patient; QD, daily.
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Supplementary: Demographics and baseline characteristics

Giredestrant dose
90/100 mg 250 mg All single-agent
10 mg 30 mg = LHRH = LHRH cohorts
n=6 n=41 n=55 n=9 N=111
Median age, years (range) 57 (42-73) 60 (35-87) 58 (33-76) 57 (38-74) 58 (33-87)
Visceral disease at baseline, pts (%) 3 (50) 30 (73) 35 (64) 4 (44) 72 (65)
Measurable disease at baseline, pts (%) 4 (67) 30 (73) 41 (75) 6 (67) 81 (73)
Median lines of prior metastatic therapies, n (range) 1.5 (0-3) 1(0-2) 1(0-2) 1(0-2) 1(0-3)
Prior use of fulvestrant, pts (%) 2 (33) 8 (20) 13 (24) 0 23 (21)
Prior use of CDK4/6i, pts (%) 4 (67) 27 (66) 33 (60) 7 (78) 71 (64)
Prior chemotherapy in the mBC setting, pts (%) 2 (33) 7(17) 8 (15) 1(11) 18 (16)
Baseline ESR1 mutation status, pts (%)*
Mutation not detected 2 (33) 19 (46) 32 (58) 3 (33) 56 (50)
Mutation detected 4 (67) 21 (51) 21 (38) 6 (67) 52 (47)
Unknown 0 1(2) 2(4) 0 3 (3)
Click here ESR1 mutation status determined from pre-treatment ctDNA by a central, digital PCR BEAMing assay.
to return Abbreviations
to the BEAMing, beads, emulsion, amplification, magnetics; CDK4/6i, cyclin-dependent kinase 4/6 inhibitor; ctDNA, circulating tumor DNA; ER, estrogen receptor; LA, locally advanced; LHRH, luteinizing hormone-releasing hormone;

poster mBC, metastatic breast cancer; PCR, polymerase chain reaction; pt, patient.
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Supplementary: AEs in more than 10% of patients overall

Giredestrant dose
90/100 mg 250 mg All single-agent

10 mg 30 mg = LHRH = LHRH cohorts
Pts (%) with 21 event n= n=41 n=55 n= N=111
Fatigue 2 (33) 7(17) 12 (22) 3(33) 24 (22)
Arthralgia 2 (33) 8 (20) 11 (20) 3(33) 24 (22)
Back pain 2 (33) 7(17) 12 (22) 1(11) 22 (20)
Nausea 2 (33) 8 (20) 10 (18) 0 20 (18)
Diarrhea 1(17) 5(12) 8 (15) 2 (22) 16 (14)
Cough 1(17) 3(7) 9(16) 1(11) 14 (13)
Constipation 2 (33) 5(12) 6 (11) 0 13 (12)
Pain in extremity 0 3(7) 8 (15) 1(11) 12 (11)

Click here
to return

to the Abbreviations
poster AE, adverse event; ER, estrogen receptor; LA, locally advanced; LHRH, luteinizing hormone-releasing hormone; mBC, metastatic breast cancer; pt, patient.
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estrogen receptor-positive (ER+), HER2-negative locally advanced/metastatic breast cancer (LA/mBC)

Supplementary: Duration of treatment to date of first PD
[TH0)

CBR Single-agent cohorts
‘ BN 10 mg

Il 30 mg
Il 90/100 mg + LHRH agonist
250 mg + LHRH agonist

@ ESR1

® Measurable disease
Prior fulvestrant

O Prior CDK4/6i

cPR

1 X Study discontinuation
= B Death

XCcPR

The length of bars represent the duration in days from Cycle 1, Day 1 of giredestrant administration to the
first PD assessment, or the last giredestrant administration

cPR

to return
to the
poster
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Abbreviations

¢, confirmed; CBR, clinical benefit rate; CDK4/6i, cyclin-dependent kinase 4/6 inhibitor; CR, complete response; ER, estrogen receptor; LA, locally advanced; LHRH, luteinizing hormone-releasing hormone;
mBC, metastatic breast cancer; PD, disease progression; PR, partial response; pt, patient; u, unconfirmed.
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Supplementary: Best percent change from baseline in tumor sum of diameters

Best percentage change from baseline

50 4

-30%

80

PD PD PD PD PD PD PD PD PD PD PD PD PD PD SD NON SD SD SD PD SD
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_50-
I 10 mg [ 90/100 mg * LHRH agonist
Il 30 mg 250 mg * LHRH agonist
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Time on treatment, days

Abbreviations
CDKa4/6i, cyclin-dependent kinase 4/6 inhibitor; ER, estrogen receptor; LA, locally advanced; LHRH, luteinizing hormone-releasing hormone; mBC, metastatic breast cancer; PD, disease progression;

PR, partial response; pt, patient; SD, stable disease.
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Supplementary: Pharmacokinetics

Giredestrant dose

10 mg 30 mg 90 mg 100 mg 250 mg
n=5 n=35 n=10 n=35 n=8

Median T, ss» 1.50 2.50 3.02 3.00 2.83
hour (range) (0.967-3.55) (0-8.00) (1.50-3.98) | (1.02-8.07) | (2.00-4.08)
GMR (%CV) Cpaxss» 72.8 231 718 792 1540
ng/mL (49.7) (79.7) (44.3) (62.2) (22.0)
GMR (%CV) AUC,, 54 1090 3850 11500 13400 25800
hour-ng/L (50.0) (80.9) (58.4) (72.3) (25.4)
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Abbreviations

Time, hours

AUC, _», < area under the concentration-time curve from 0 to 24 hours at steady state; C,,, <, maximum serum concentration at steady state; CV, coefficient of variation; ER, estrogen receptor; GMR, geometric mean ratio;

LA, locally advanced; mBC, metastatic breast cancer; pt, patient; T, < time to maximum serum concentration at steady state.
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