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Discuss Pivotal Clinical Trials that lead to approval of oral agents for Breast Cancer in 2023-2024:
Early Breast Cancer

Ob] eCtI \VASIS 1. Ribociclib for HR +/HER-2 negative

Advanced/Metastatic Breast Cancer

2. Capivasertib for HR +/HER-2 negative,PIK3CA, AKT1, and/or PTEN mutation
3. Inavolisib for HR+/HER-2 negative, PIK3CA mutation

4. Elacestrant for ER+/HER-2 Negative, ESR1 mutation

Clinical Pearls to keep in mind when monitoring patients on these agents
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Abbreviations

HR — Hormone Receptor

PR — Progesterone Receptor

ER — Estrogen Receptor

HER-2 — Human Epidermal Growth
Factor Receptor 2

NCCN — National Comprehensive Cancer
Network

OS - Overall Survival
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IDFS — Invasive Disease-free Survival
HR — Hazard Ratio

Cl — Confidence Interval

Aromatase Inhibitor (Al)

SERM - Selective Estrogen Receptor
Modulator

ADE — Adverse Drug Event

Cl — Contraindication

BBW — Black Box Warning

LH — Luteinizing Hormone

LFT — Liver Function Tests

BMS — Bone Marrow Suppression

HS — Hypersensitivity

EP — Emetic Potential

EFS — Event-Free Survival

Ca - Calcium

Mag — Magnesium

K — Potassium

Na— Sodium

VTE - Venous Thromboembolism Event
CDK - Cyclin-Dependent Kinase

ECHO — Echocardiogram

MUGA — Multigated Acquisition

LVEF — Left Ventricular Ejection Fracture
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Early Breast Cancer
Updates 2023-2024
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Ribociclib Data: NATALEE Trial

5

Methods * Open-label, Phase Il trial
« 426 HR +, HER-2 early breast cancer patients with stage Il or |l disease

September 17, 2024, FDA Update:

FDA approves Ribociclib to be given with Al for patients with HR
+, HER-2 -, stage Il-lll early breast cancer patients with high-risk
of recurrence

Results
NOTE: This does include LN — breast cancer patients

Key PoInts:

» The reduced risk of recurrence with HR +, HER-2 negative early breast cancer patients
with stage lI-1ll disease

* No new ADEs noted for ribociclib during the trial

Salmon D et al. N Engl J Med. 2024;390(12):1080-1091;FDA approves ribociclib to reduce risk of recurrence ==
PACC Miami 2024 | Private and confidential. Not for redistribution. in people with HR+/HER2- early breast Cazcer- X

. Updated September 17, 2024.


https://www.novartis.com/news/media-releases/fda-approves-novartis-kisqali-reduce-risk-recurrence-people-hrher2-early-breast-cancer
https://www.novartis.com/news/media-releases/fda-approves-novartis-kisqali-reduce-risk-recurrence-people-hrher2-early-breast-cancer

Ribociclib Data: NATALEE Trial

6

Methods

Results

PACC Miami 2024 | Private and confidential. Not for redistribution.

Open-label, Phase Il trial
426 HR +, HER-2 early breast cancer patients with stage |l or |l disease
« Patients must have one of the following:
« Stage lIb-lll regardless of LN status
« Stage lla + LN positive
« Stage lla + Grade 2 tumor + Ki-67 2 20% + LN negative
- Stage lla + Grade 3 tumor
- Stage lla + Grade 2 tumor + High genomic risk patients (Recurrence score 224)
Randomized 1:1 to Nonsteroidal Al + ribociclib 400 mg daily (3 weeks on and 1 week off) for 3
years —OR— Nonsteroidal Al monotherapy

3-year IDFS: 90.4% (Combination) vs 87.1% (Nonsteroidal Al monotherapy)
« (HR 0.75; 95% CI 0.62-0.91; P=0.003)

Key Points:
« The reduced risk of recurrence with HR +, HER-2 negative early breast cancer patients with
stage llI-Ill disease

* No new ADEs noted for ribociclib during the trial

Salmon D et al. N Engl J Med. 2024;390(12):1080-1091; FDA approves ribociclib to reduce risk of
recurrence in people with HR+/HER2- early breast cancer. ibocicli i
+ -
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Ribociclib Data: NATALEE Trial e
Kaplan-Meier Estimates of Invasive Disease- B W
free Survival

. Ribociclib+NSAI

No. of Patients  3-Yr Invasive

with Event/ Disease—free
2 80 NSAIl alone : Total No. (%) Survival
2 707 ' percent
[\
3_' 60 Ribociclib+NSAI 189/2549 (7.4) 90.4
8 504 NSAI alone 237/2552 (9.3) 87.1
1)
-g 40+ Hazard ratio for invasive disease, recurrence,
8 304 or death, 0.75 (95% Cl, 0.62-0.91)
é s Two-sided P=0.003
10— Median follow-up for invasive disease—
free survival, 27.7 mo
0 T T T T T T T 1
0 6 12 18 24 30 36 42 48
Months
No. at Risk
Ribociclib+NSAI 2549 2350 2274 2193 1718 1111 311 12 0
NSAI alone 2552 2240 2166 2071 1631 1067 286 13 0
Salmon D et al. N Engl J Med. 2024;390(12):1080-1091. FDA approves ribociclib to reduce risk of recurrence =
7 PACC Miami 2024 | Private and confidential. Not for redistribution. in people with HR+/HER2- early breast cancer. ibocicli i in| &%
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Abemaciclib Data: MONARCH-E Trial + Interim Analysis

* Open-label, Phase lll trial
5,637 HR +, HER-2 -, high-risk early breast cancer patients
« Cohort 1 (5,120 patients):
« 24 positive axillary LN
 1to 3 positive axillary LN —AND- Histologic Grade 3
 1to 3 positive axillary LN —AND- Tumor 2 5 cm
« Cohort 2 (517 patients):
» 1to 3 positive axillary LN —AND- Ki-67 2 20%
 Randomized 1:1 to endocrine therapy + abemaciclib 150 mg PO twice daily for 2 years —-OR—
endocrine monotherapy

RERIES « 2-year IDFS: 92.2% (Combination) vs 88.7% (Endocrine monotherapy)
* Interim Analysis at 4 years:
» IDFS: 85.8% vs 79.4%
« All cause mortality: 5.6% vs 6.1% (HR 0.929; P=0.50)
« Common Grade 3/4 ADE: Neutropenia, diarrhea, leukopenia
« Key Points:
» Combination was superior compared to endocrine monotherapy (HR 0.75; 95% CI 0.60-0.93;
P=0.01)
» The reduced risk of recurrence is sustained after the completion of abemaciclib
* No new ADEs noted for abemaciclib during the trial
» OS data is immature for cohort 2, and more deaths occurred in combination therapy (4% vs 1.9%)

8 PACC Miami 2024 I Private and confidential. Not for redistribution. Johnston SRD et al. J Clin Oncol. 2020,38(34)3987'3998 Johnston SRD et al. Lancet ?:’:;r‘.
Oncol. 2023;24(1):77-90. 1




Cyclin-dependent Kinase (CDK) 4/6 inhibitor

9

MOA

Dosing

ADEs

Clinical
Pearls
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Ribociclib

Abemaciclib

Small molecule CDK inhibitor that targets CDK 4/6 - Prevent the progress of cell cycle in G1
phase by blocking retinoblastoma protein phosphorylation

400 mg PO daily (3 weeks on followed by 1
week off) for 3 years
In combination with Al

150 mg PO twice daily for 2 years
In combination with endocrine therapy

= 20%: Renal dysfunction, Gl upset,
headache, increased LFTs, myelosuppression,
infection, and fatigue

= 20%: Renal dysfunction, Gl upset,
headache, alopecia, myelosuppression,
infection, and fatigue

Dose adjustments needed if eGFR < 30 or
Child-Pugh class B or higher

Detailed dose reduction is provided for
hepatoxicity during treatment, hematologic
toxicities, QTc prolongation, Dermatologic, and
pulmonary toxicity

Major CYP3A4 substrate - Avoid strong
CYP3A4 inhibitors or inducers

Dose adjustments needed if > Child-Pugh
class C or higher

Detailed dose reduction is provided for VTE
events, diarrhea, hematologic toxicities, and
pulmonary toxicity

Major CYP3A4 substrate - Avoid strong
CYP3A4 inducers and dose reduce for
moderate/strong inhibitors

National Comprehensive Cancer Network. Breast Cancer. 2024; ribociclib [package insert]. East Hanover, NJ:Updated

September 2024; abemaciclib[package insert]. Indianapolis, IN: Updated January 2024.
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Cyclin-dependent Kinase (CDK) 4/6 inhibitor

MOA

Dosing

ADEs

Clinical
Pearls
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Ribociclib

Small molecule CDK inhibitor that targets CDK 4/6 - Prevent the progress of cell cycle in G1
phase by blocking retinoblastoma protein phosphorylation

Abemaciclib

400 mg PO daily (3 weeks on followed by 1
week nff) far R vears

« 150 mg PO twice daily for 2 years

N NMoination with A

Abemaciclib Dose Adjustment Levels

400 mg PO daily

200 mg PO daily pn,

Discontinuation

150 mg PO twice daily
100 mg PO twice daily

Level 1

Level 2

DOSE agjustments NEeted IMeGFR < 30U O
Child-Pugh class B or higher

Detailed dose reduction is provided for
hepatoxicity during treatment, hematologic
toxicities, QTc prolongation, Dermatologic, and
pulmonary toxicity

Major CYP3A4 substrate - Avoid strong
CYP3A4 inhibitors or inducers

50 mg PO twice daily —
Discontinuation

Level 3

Detailed dose reduction is provided for VTE
events, diarrhea, hematologic toxicities, and
pulmonary toxicity

Major CYP3A4 substrate - Avoid strong
CYP3A4 inducers and dose reduce for
moderate/strong inhibitors

National Comprehensive Cancer Network. Breast Cancer. 2024; ribociclib [package insert]. East Hanover,
NJ:Updated September 2024; abemaciclib[package insert]. Indianapolis, IN: Updated January 2024.
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Abemaciclib vs. Ribociclib

11

Criteria

Dosing

Duration

Endocrine
Therapy

PACC Miami 2024 | Private and confidential. Not for redistribution.

Abemaciclib

HR +, HER-2 -, high-risk early breast
cancer patients
Patients must have one of the following:
* 24 positive axillary LN
» 1 to 3 positive axillary LN —AND—-
histologic grade 3
* 1 to 3 positive axillary LN —AND- tumor
25cm

Ribociclib

HR +, HER-2 early breast cancer patients

Patients must have one of the following:

« Stage lIb-1ll regardless of LN status

« Stage lla + LN positive

« Stage lla + Grade 2 tumor + Ki-67 2
20% + LN negative

« Stage lla + Grade 3 tumor

« Stage lla + Grade 2 tumor + High
genomic risk patients (Recurrence

score =26)
150 mg PO twice daily « 400 mg PO daily (3 weeks on followed by
1 week off)
2 years « 3years
Al —OR- tamoxifen +/- ovarian suppression |+ Al

Salmon D etal. N Engl J Med. 2024;390(12):1080-1091; Johnston SRD et al. J Clin Oncol. 2020;38(34):3987-3998.
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Metastatic Breast Cancer
Updates 2023-2024
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CAPIltello Trial (Capivasertib)

Randomized, double blind, placebo-controlled phase il trial

Participants

Men and postmenopausal women with confirmed HR+/HER2-
advanced BC locally advanced or MBC with = 1 PIK3CA/AKT1/PTEN-
alterations on at least one endocrine-based regimen in the metastatic
setting or recurrence on or within 12 months of completing adjuvant
therapy

Interventions

Outcomes

Results

Capivasertib 400 mg or placebo administered orally twice daily for 4
days, followed by 3 days off treatment each week over a 28-day
treatment cycle with + IM Fulvestrant 500 mg intramuscularly on cycle
1 days 1 and 15, and then every 28 days thereafter

Primary: PFS
Secondary: OS

PFS was 7.3 months (95% CI: 5.5, 9.0) in the capivasertib-fulvestrant
group and 3.1 months (95% CI: 2.0, 3.7) in the placebo-fulvestrant
group (Hazard Ratio [HR] 0.50 [95% CI: 0.38, 0.65] p-value< 0.0001)

13
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Months

Percentage of Patients

Median Progression-free Survival

HR for disease progression or death,

0.60 (95% Cl, 0.51-0.71); P<0.001

1 7.2 7.3
64
44 3.6 31
2—‘ l -
ol — [E— -

HR for disease progression or death,
0.50 (0.38-0.65); P<0.001

Capivasertib + Placebo + Capivasertib + Placebo +
Fulvestrant Fulvestrant Fulvestrant Fulvestrant

Patients with AKT
Pathway-Altered Tumors

Overall Population

Overall Survival
100
90
80 -
70 4
60 -
jg ‘ 65.0 (95% Cl, 58.7-70.6)
30 4
20
10
0

73.9 (95% CI, 68.3-78.7)

el o -
Placebo + Fulvestrant Vo, Sapivasertib + Fulvestrant

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28
Months since Randomization

Turner NC, et al. Capivasertib in Hormone Receptor-Positive
Advanced Breast Cancer. N Engl J Med. 2023.




CAPIltello Trial (Capivasertib): Progression-free Survival in Overall
population and in Patients with AKT Pathway- Altered Tumors

Randomized, double blind, placebo-controlled phase lli trial

A Overall Population
100+ Median
< 90+ Progression-
< 30+ No. of No. of free Survival
s 704 Patients Events (95% ClI)
E mo
& 60
@ Capivasertib—Fulvestrant 355 258 7.2 (5.5-7.4)
& 509 Placebo-Fulvestrant 353 293 3.6 (2.8-3.7)
5 404 Adjusted hazard ratio for disease
@ 304 progression or death, 0.60
4} Capivasertib—fulvestrant (95% Cl, 0.51-0.71)
g 204 P<0.001
o 10 Placebo—fulvestrant
0 T T T T T T T T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26
Months since Randomization
No. at Risk
Capivasertib—fulvestrant 355 266 207 172 138 115 78 55 43 25 8 5! 2 0
Placebo—fulvestrant 353 207 142 106 83 66 51 33 23 11 4 3 i 0
B Patients with AKT Pathway—Altered Tumors
100+ Median
& 90+ Progression-
< 304 No. of No. of free Survival
s 70 Patients Events (95% Cl)
E mo
& 60 . .
2 " Capivasertib—Fulvestrant 155 121 7.3 (5.5-9.0)
& 304 Placebo—Fulvestrant 134 115 3.1(2.0-3.7)
5 404 Adjusted hazard ratio for disease
2 304 progression or death, 0.50
go Capivasertib—fulvestrant (95% Cl, 0.38-0.65)
5 20 P<0.001
a
104 Placebo—fulvestrant
0 T T T T T T T T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26
Months since Randomization
No. at Risk
Capivasertib—fulvestrant 155 127 99 80 65 54 38 26 21 12 3 2 1 0
Placebo—fulvestrant 134 77 48 37 28 24 17 11 6 2 1 1 0 0

14 PACC Miami 2024 | Private and confidential. Not for redisfribution.

Turner NC, et al. Capivasertib in Hormone Receptor-Positive
Advanced Breast Cancer. N Engl J Med. 2023.
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Capivasertib

Dosing (Renal & Hepatic) Common Adverse Events | Dosing Adjustment for Lab Monitoring & Supportive
Toxicity Care

Locally advanced or metastatic, Dermatologic Toxicity Dose modification Hepatic function (bilirubin, ALT,
HR+/HER2-, PIK3CA, AKT1, and/or (Cutaneous reactions)  levels*: AST) prior to treatment
PTEN altered BC: * Gl Toxicity (Diarrhea) * 400 mg twice daily

Oral: 400 mg twice daily (~12 hours Hyperglycemia (initial) FBG and HbAlc prior to initiation

apart) for 4 consecutive days, followed  Other Grade 2,3,0or4 + 320 mgtwice daily (1st and periodically during therapy
by 3 days off (administer on days 1 to 4 toxicities reduction) « FBG at least every 2 weeks
of each week); in combination with * 200 mg twice daily during the first month and at
fulvestrant (2nd reduction) least once a month starting
from the second month, prior
*Discontinue if unable to to the scheduled dose
tolerate 2nd dose
reduction

15 PACC Miami 2024 | Private and confidential. Not for redisfribution. . . b . I
capivasertib [prescribing information]. Wilmington, January 2023.
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INAVO120 Trial (Inavolisib with
Palbociclib and Fulvestrant )

Randomized, double blind, placebo-controlled phase lll trial

Participants

Adult patients with endocrine-resistant, PIK3CA-mutated HR+/HER2-negative locally advanced or
metastatic BC whose disease progressed during or within 12 months of completing adjuvant endocrine
therapy and who had not received prior systemic therapy for locally advanced or metastatic disease

Interventions

Inavolisib 9 mg or placebo PO once daily, with palbociclib 125 mg PO once daily for 21 consecutive days

followed by 7 days off treatment to comprise a cycle of 28 days, and fulvestrant 500 mg IM Cycle 1, Days 1
and 15, and then on Day 1 of every 28-day cycle

Outcomes Primary: PFS
Secondary: OS, ORR, DOR
Results Median PFS was 15.0 months (95% CI: 11.3, 20.5) in the inavolisib + palbociclib + fulvestrant arm and 7.3
months (95% CI: 5.6, 9.3) in the placebo + palbociclib + fulvestrant arm (Hazard ratio 0.43 [95% ClI: 0.32,
0.59] p-value <0.0001)
FDA approves inavolisib with palbociclib and fulvestrant for endocrine-resistant, PIK3CA-mutated, HR-positive,
HER2-negative, advanced breast cancer. U.S. Food And Drug _
PACC Miami 2024 | Private and confidential. Not for redisfribufion. Administration. https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-inavolisib- :‘;{;

palbaociclib-and-fulvestrant-endocrine-resistant-pik3ca-mutated-hr-positive. Published October 10, 2024.




INAVO120 Trial: Progression-free Survival

Randomized, double blind, placebo-controlled phase il trial

A Progression-free Survival in the Full Analysis Population
Median
No. of Progression-free

g Events Survival
%) (95% CI)
”o

Inavolisib (N=161) 82 (509) 15.0 (11.3-205)
Placebo (N~164) 113 (689) 7.3 (5.6-5.3)

Stratified hazard ratio for disease

- ‘_\ i navolisib progression or death, 0.43
234 : -—o—0. (95% C1, 0.32-0.59)
. I P<0.00]
Placchbo
c ] ] ] 1 ' 1] 1 ] 1 1 1] ]
0 3 6 9 12 15 18 21 24 27 30 33 i6
Months
No. at Risk
Inavolisib 161 134 111 92 66 48 41 31 22 13 11 5 1
Placebo 164 113 77 59 40 23 19 1§ 12 6 3: 3 1

FDA approves inavolisib with palbociclib and fulvestrant for endocrine-resistant, PIK3CA-mutated, HR-positive,

HER2-negative, advanced breast cancer. U.S. Food And Drug
Administration. https:/Aww.fda.gov/drugs/resources-information-approved-drugs/fda-approves-inavolisib- ?}Z

17 PACC Miami 2024 | Private and confidential. Not for redisfribution.
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INAVO120 Trial: Adverse Events

Randomized, double blind, placebo-controlled phase il trial

M Inavolisib B Placebo
Neutropenia Hyperglycemia  Stomatitis Diarrhea
100
» 80.2 The incidence of grade 3 or 4 neutropenia
5 ap- . 78.4 imilar in th d
= was similar in the two groups. Grade 3 or 4
5}5 50 hyperglycemia, stomatitis or mucosal inflam-
& .0 mation, and diarrhea occurred in a higher
£ percentage of patients in the inavolisib group
o
¥ 20 than in the placebo group.
g " 56 o 56 o 37 P P
0- —mmmm Y

FDA approves inavolisib with palbociclib and fulvestrant for endocrine-resistant, PIK3CA-mutated, HR-positive,
HER2-negative, advanced breast cancer. U.S. Food And Drug
18 PACC Miami 2024 | Private and confidential. Not for redisfribufion. Administration. https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-inavolisib- ?}i
palbociclib-and-fulvestrant-endocrine-resistant-pik3ca-mutated-hr-positive. Published October 10, 2024.




INAVO120 Trial: (Inavolisib with
Palbociclib and Fulvestrant )

Randomized, double blind, placebo-controlled phase il trial

Dosing (Renal & Hepatic) Common Adverse Events | Dosing Adjustment for Lab Monitoring & Supportive
Toxicity Care

Endocrine-resistant, PIK3CA- mutated, < Dermatologic Toxicity Dose modification CMP, CBC

HR+/HER2- locally advanced or (Cutaneous reactions) levels*:

metastatic BC following recurrence on + Gl Toxicity (Diarrhea * 9 mg once daily FBG and HbA1c prior to initiation

or after completing adjuvant endocrine and Stomatitis) * 6 mg once daily and periodically during therapy

therapy * Hyperglycemia * 3 mg once daily * Monitor FBG levels once every

Oral: 9 mg once daily in combination with *Discontinue if unable to 3 days for the first week then

Palbociclib and fulvestrant tolerate 2nd dose reduction once every week for the next 3
weeks then once every 2

Renal Dosing: eGFR 30-60 mL/min: weeks for the next 8 weeks,

Reduce dose to 6 mg daily then once monthly thereatter.
Monitor HbA1C every 3

Anticipated Availability is currently unknown months.

FDA approves inavolisib with palbociclib and fulvestrant for endocrine-resistant, PIK3CA-mutated, HR-positive,

HER2-negative, advanced breast cancer. U.S. Food And Drug _

19 PACC Miami 2024 | Private and confidential. Not for redistribution. Administration. https:/Awww fda.gov/drugs/resources-information-approved-drugs/fda-approves-inavolisib- | %%

palbaociclib-and-fulvestrant-endocrine-resistant-pik3ca-mutated-hr-positive. Published October 10, 2024.



Emerald Trial (Elacestrant)

Randomized, open-label, phase lll trial

Participants Postmenopausal women with ER+/HER2- advanced BC who:
*1-2 lines of endocrine therapy
*Pretreatment with a CDK4/6 inhibitor
*< 1 chemotherapy

Interventions Randomized 1:1:
*Elacestrant 400 mg orally once daily
-Standard-of-care (SOC) endocrine monotherapy

Qutcomes Primary: PFS
Secondary: OS, ORR, DOR
Results PFS was prolonged in all patients (HR = 0.70; 95% CI, 0.55 to 0.88; P = .002) and

patients with ESR1 mutation (hazard ratio = 0.55; 95% CI, 0.39 to 0.77; P = .0005)

Bidard F, et al. Elacestrant (oral selective estrogen receptor degrader) Versus Standard Endocrine Therapy for
20 PACC Miami 2024 | Private and confidential. Not for redistribution. Estrogen Receptor-Positive, Human Epidermal Growth Factor Receptor 2—Negative Advanced Breast Cancer:
Results From the Randomized Phase Ill EMERALD Trial. Journal of Clinical Oncology. 2022




ESR-1 Mutation:

Elacestrant

* Estrogen receptor antagonist that
\Y/ (@AY binds to estrogen receptor-alpha
(Era)

* Advanced or metastatic, ER+, HER2-,

|n d | Cat | on ESR1 mutated (postmenopausal
patients or males)

» 345 mg tablet taken orally, once daily,
with food

Dose

» Hepatic impairment
* Muscle and Joint Pain

21 PACC Miami 2024 | Private and confidential. Not for redisfribution.

Dosing Adjustment for | Lab Monitoring & Supportive
Care

Toxicity

Dose modification Assess hepatic function;
levels*: monitor lipid profile prior to

345 mg once daily

therapy initiation and

(initial), 258 mg once periodically thereafter
daily (1st reduction), 172

mg once daily (2nd

reduction)

*Discontinue if unable to

tolerate 172 mg once

daily

elacestrant [prescribing information]. New York; January 2023.
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