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High-Risk HR+/HER2- Early Breast Cancer

= Endocrine therapy resistance is a key feature of high-risk HR+/HER2- EBC
that recurs within 5 yrs of diagnosis

= Tumor size, nodal status, and grade impact recurrence risk and improve
prognostic accuracy of gene expression signatures

= Higher proliferation and lower ER levels increase risk of recurrence
= Luminal B, HER2 enriched, and basal like are high-risk HR+/HER2- EBCs

= Failure of preoperative ET to suppress Ki-67 predicts poor outcome with
adjuvant ET

= Genomic instability and clonal heterogeneity in high-risk HR+/HER2- EBC
lead to therapeutic resistance, virulence and metastagenicity

Fan. Future Med Chem. 2015;7:1511. Garutti. Cancers. 2022;14:1898.



Despite the Benefits of Adjuvant Chemo- and Endocrine
Therapy, Risk of Recurrence Is Still High’
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Many early breast cancer patients experience recurrence, with
some groups at higher risk!-?

10-year cumulative incidence of cancer recurrence in primary
invasive breast cancer?
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1. Johnston S, et al. J Clin Oncol. 2020;38(34):3987-3998; 2. Holleczek B, et al. BMC Cancer. 2019;19:520



Failure to achieve a pCR after neoadjuvant chemotherapy
increases a patient’s risk of recurrence!?

Outcomes in HR-positive HER2-negative patients
according to pCR status after NACT

EFS in the CTNeoBC pooled analysis of 12 trials?!
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*Estimated from Kaplan—Meier curve

Cl=confidence interval; CTNeoBC=Collaborative Trials in Neoadjuvant Breast Cancer; DFS=disease-free survival; EFS=event-free survival; HER2=human epidermal growth

factor receptor 2; HR=hormone receptor; NACT=neoadjuvant chemotherapy; pCR=pathologic complete response; TNBC=triple negative breast cancer
1. Cortazar P, et al. Lancet. 2014,384:164-172; 2. Von Minckwitz G, et al. J Clin Oncol. 2012;30:1796—-1804



ET Resistance and Risk of Recurrence in the
NSABP B-14 Adjuvant Tamoxifen Trial
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HR+ HER2- EBC With “Ultra-High (MP2)” 70-Gene Scores Benefit
From Preoperative Paclitaxel + Durvalumab/Olaparib:

I-SPY 2 Trial’
HR+HER2-/MP1:N=132 HR+HER2-/MP2: N=77
Prob(>Ctl)= 33.1% Prob(>Ctl)> 99.9%
Control: 10%  Prob(Ph3)=8.5% Prob(Ph3)=99.6%

\ (n=108)

Control: 22%(n=49)

Durvalumab
/Olaparib: 64%

Durvalumab

/Olaparib: 9% =28)
(n=24)
0.0 0.2 0.4 0.6 0.8 1.0 0.0 0.2 0.4 0.6 0.8 1.0
Oﬁ % Estimated pCR rate 1m% Estimated pCR rate
0?5/0 - 15‘% 77% - 80%

1. Puzstai L et al. Cancer Cell. 2021.



Are the Differences Among the CDK4/6 Inhibitors
Clinically Significant?1-

All Inhibit CDK4/6 complexes

 Ribociclib and abemaciclib are 4 and 5 times more selective toward CDK4 over CDK6
« Abemaciclib has cyclin B-CDK1, cyclin A/AE—CDK2, and cyclin T-CDK9 inhibition

IC5, Inhibition Values (nmol/L) Against Cyclin-CDK Complexes

Cyclin

CDK4:CDK6

ik | D25 | b | S | GERAE | CunT
Palbociclib 11 16 1:1.5 >10,000 >10,000 NR
Ribociclib 10 39 1:4 113,000 76,000 NR
Abemaciclib 2 10 1:5 1,627 504 57

« Ribociclib and palbociclib dosed intermittently,
abemaciclib continuously

* Blood-brain barrier penetration with abemaciclib

« Different acquired resistance mechanisms

« Different toxicity profiles
1. Hafner. Cell Chem Biol. 2017. 2. Sammons SL et al. Curr Cancer Drug Targets. 2017;17:637-649. 3. Sammons S et al. ASCO 2022.

Extent of Inhibition of CDK/Cyclin Complexes By
Abemaciclib, Palbociclib, or Ribociclib
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Phase 3 Trials of CDK4/6 Inhibitors:
Consistent PFS Benefit in the First-Line Setting'°

- PALOMA-1 PALOMA-2 MONALEESA-2 MONARCH 3 MONALEESA-3

Desian Phase 2 Phase 3 Phase 3 Phase 3 Phase 3

9 First line First line First line First line First and second line
Endocrine Letrozole Letrozole Letrozole Letrozole or Fulvestrant
Partner anastrozole
CD!(‘? el Palbociclib Palbociclib Ribociclib Abemaciclib Ribociclib
Inhibitor
F atientsion 165 666 668 493 367
Study, n

PFS, mo 20.2vs 10.2 248 vs 14.5 25.3vs 16 28.18 vs 14.76 33.6 vs 19.2

1. Finn RS et al. Lancet Oncol. 2015;16:25-35. 2. Finn RS et al. N Engl J Med. 2016;375:1925-1936. 3. Hortobagyi GN et al. Ann Oncol. 2018;29:1541-1547.
4. Johnston S et al. NPJ Breast Cancer. 2019;5:5. 5. Slamon DJ et al. N Engl J Med. 2020;382:514-524.



Overall Survival in MBC Patients Treated with CDK4/6i

Placebo Arm: Significance
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2 The red x denotes trials that did not report significant median OS compared with placebo. ABC, advanced breast cancer; ABE, abemaciclib; NR, not reached; NSAI, non-steroidal aromatase inhibitor; OS, overall survival; RIBO, ribociclib; PAL, palbociclib. 1. Finn RS, et al. J Clin Oncol. 2022; 40

(suppl 17; abstr LBA1003). 2. Turner NC, et al. N Engl J Med. 2018;379:1926-1936. 3. Sledge GW, et al. JAMA Oncol. 2020;6:116-124. 4. Hortobagyi GN, et al. N Engl J Med. 2022;386:942-950. 5. Hortobagyi GN, et al. ESMO 2021. Oral LBA17_PR. 6. Im SA, et al. N Engl J Med. 2019;381:307-316. 7.
Slamon DJ, et al. N Engl J Med. 2020;382:514-524.



Phase 3 MONALEESA-2: First-Line Al * Ribociclib
in HR+/HER2- MBC"
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Ribociclib + letrozole showed a significant OS benefit, with a 1-year improvement over placebo
in HR+/HER2- advanced breast cancer = new benchmark for OS in the first-line setting of over 5 years

1. Hortobagyi GN et al. N Engl J Med. 2022;386:942-950.



PALOMA-2 First-Line Letrozole * Palbociclib:
Overall Survival Analysis’

OS: ITT
Median Follow-Up PAL +LET PBO +LET
100 s 90 months (n = 444) (n =222)
Median OS, mo 53.9
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PAL +LET 444 400 325 280 222 174 145 128 13 0
PBO +LET 222 203 168 126 95 72 60 53 4 0

OS Probability, %
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Post-Hoc Sensitivity Analysis: Excluding
Patients With Survival Data Not Available

PAL + LET PBO + LET
(n = 385) (n =175)
Median OS, mo 51.6 44.6
(95% CI) (46.9-57.1) (37.0-52.3)
Unstratified HR 0.869

(95% Cl) (0.706-1.069)

PAL + LET

PBO + LET
0 12 24 36 48 60 72 84 96 108
Time, mo
385 353 292 257 206 162 140 124 13 0
175 164 138 103 80 61 54 49 4 0

Median follow-up: 7.5 years

Missing survival data: 13% palbociclib + letrozole and 21% control
More crossover to CDK4/6i in the control arm, 27% vs 12%
10% of patients continued on palbociclib and letrozole at 7.5-year follow-up

1. Finn RS et al. J Clin Oncol. 2022; 40(suppl 17):LBA1003-LBA1003.



Real-World Overall Survival Data for Palbociclib
Before and After sIPTW and PSM: P-REALITY X1

100- Unadjusted Analysis
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PAL+ Al Al

(n=939)  (n=939)
Median OS, mo  57.8 435
(95% Cl) (47.2-NE)  (37.6-48.9)

HR =0.72 (95% Cl, 0.62-0.83); P < .0001

T T T T T T T T T T
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== 039 846 711 585 485 394 326 262 186 117 62 18
= 939 884 731 579 450 349 261 184 122 76 40 11

PAL+ Al Al

Median follow-up R .
(IQR), mo 23.4 (13.1-37.8)  24.9 (12.4-44.4)

[ Median OS2 was significantly longer among patients who received PAL+ Al vs Al alone before and after sIPTW and PSM

Note: Observational retrospective analyses are designed to evaluate associations among variables and cannot establish causality;
they are not intended for direct comparison with clinical trials.

a OS was defined as the time in months from the index date to death from any cause.

1. Rugo H et al. ESMO BC 2022. Poster 169P.



MONARCH 3: First-Line Al £ Abemaciclib’

. HR+/HER2- advanced BC \
B | Abemaciclib 150 mg PO BID +
- Postmenopausa anastrozole 1 mg or letrozole 2.5 mg

Metastatic or locoregionally recurrent disease PO QD until PD
with no prior systemic therapy in this setting

If (neo)adjuvant ET administered, a disease-
free interval of >12 months since completion

Placebo PO BID + anastrozole 1 mg

fET
© or letrozole 2.5 mg PO QD until PD
ECOG PS 0-1
Stratified by
Metastatic site (visceral, bone only, or other) * Primary endpoint: investigator-assessed PFS

« Key secondary endpoints: OS, response

- Prior ET (Al, no ET, or other)
\ (N = 493) / rates, and safety

1. Goetz MP et al. Ann Oncol. 2022;33:S808-S869.




MONARCH 3: Final OS in the ITT Population’

100 +
- Abemaciclib + Placebo +
NSAI NSAI
80 +
Median OS, mo 66.8 53.7
70 | Abemaciclib + NSAI
HR (95% 0.804 (0.637-1.015
o ® 66.8 mo (95%) ( )
;. I Placebo + NSAI YW = ~—~_ (A=13.1) 2-sided P .06642
o]
0 53.7mo Preplanned OS analysis
. Data cut: Sept 29, 2023
Patients Events
20 +
Abemaciclib + NSAI 328 198 (60%)
"1 Pracebo + NsAl 165 116 (70%)
T s % ® % % % % % ¥ % ® = 7w & » %
No. at Risk Time, mo
Abemaciclib + NSAl 328 304 281 266 247 229 211 199 187 174 156 144 131 117 104 99 66 6
Placebo + NSAI 165 155 149 138 127 116 104 95 84 73 62 56 51 47 40 37 28 1
Abemaciclib + NSAI resulted in a numerically longer OS vs NSAI alone; clinically significant
but statistical significance was not reached; the observed improvement in median OS was 13.1 months

2 Did not reach threshold (0.034) for statistical significance at this final analysis.
1. Goetz MP et al. SABCS 2023. Abstract GS01-12.



MONARCH 3: OS in the Subgroup With Visceral Disease’

100+
901 T
Abemaciclib + Placebo +
- NSAI NSAI
70- Abemaciclib + NSAI :
‘ Median OS, mo 63.7 48.8
" 604 Placebo + NSAI
° 63.7 mo (A=14.9) HR (95%) 0.758 (0.558-1.030)
© [0 [ U
7 48.8 mo 2-sided P 07572
O 401
30+ M
201 Patients Events
== Abemaciclib+NSAl 173 113 (65%)
101 == Placebo+NSAI 90 65 (72%)
0 & = 18 24 30 3% 42 48 54 60 6 72 78 684 % %
Time, mo
Number at Risk
Abemaciclib+NSAl 173 161 147 138 126 116 107 100 95 86 76 72 63 53 46 45 27
Placebo+NSAI 90 83 80 74 64 56 49 44 40 34 29 24 22 19 17 16 9
Abemaciclib + NSAI resulted in a numerically longer OS compared with NSAI alone in the sVD; clinically significant
but statistical significance was not reached; the observed improvement in median OS was 14.9 months

2 Did not reach threshold (0.009) for statistical significance at this final analysis.

1. Goetz MP et al. SABCS 2023. Abstract GS01-12.



MONARCH 3: Updated PFS in the ITT Population’

100 -
%0 Abemaciclib + NSAI  Placebo + NSAI
80 -
Median OS, mo 29.0 14.8
70 -
5 HR (95%) 0.535 (0.535 (0.429-0.668)
\Q -
P . .. 29.0 mo (A = 14.3) Nominal P 00012
) 50 -
L 14.8 mo
o 4.
30 -
20 - i Abemaciclib + NSAI
10 4 E 4= - Placebo + NSAI
0 .

0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96
No. at Risk
Abemaciclib + NSAI 328 251 209 173 143 121 99 86 76 61 54 45 41 39 3 25 10

Placebo + NSAl 165114 84 61 51 31 219 19 15 13 11 7 5 5 5 3 0

The addition of abemaciclib to NSAI resulted in a 14.3-month improvement in median PFS
with continued separation of the curves at longer follow-up

a Statistical significance was reached at the interim PFS analysis.
1. Goetz MP et al. SABCS 2023. Abstract GS01-12.



MONARCH 3: Updated PFS in Subgroups’

Events/N HR (95% Cl) p value Median (months)
: Abema Placebo
! +Al +Al
ITT ,_+_. 293/493  0.525 (0.415, 0.665) 282  14.8
1
Baseline ECOG PS .
0 —— 178/296  0.512 (0.381, 0.689) 795 28.2 15.7
1 —_—— 115/197  0.546 (0.373,0.798) 29.0 14.2
1
Bone-Only Metastasis :
Yes — 571100  0471(0.280,0793) ., 389 266
No ._Q_.' 236/384  0.511(0.393,0.665) 27.0 12.8
o ——————————————— el o e e e e
: Liver Metastasis X :
I No —— 241/415  0.536 (0.414, 0.693) e 31.1 16.5 i
1 .
| Yes —_————— 52/78 0.449 (0.259, 0.777) 150 72 :
|
I Progesterone Receptor Status E |
| Positive »—’—c 221/383  0.555 (0.424,0.726) 345 30.1 15.6 :
: Negative —_——— 70/106  0.427 (0.265,0.687) 270 94 I
- |
: Tumor Grade : 1
I Low/intermediate —— 170/275  0.543 (0.400, 0.737) 106 27.0 14.9 1
1 High ——e— 56/97 0.322 (0.190, 0.546) - 353 9.0 :
I 1
I Treatment Free Interval ; :
1
: 236 months —_——— 82/136  0.689(0.438,1.084) 270 209
I <36 months —_ 50/76 0.418 (0.240,0.729) 27.0 9.0 1
-------------------- F----l-----------------------------

Favors Abemaciclib + Al Favors Placebo + Al

Treatment benefit was observed across all subgroups, with the largest effects observed in patients with
liver metastases, progesterone receptor-negative tumors, high-grade tumors, or TFI < 36 months

1.Goetz. MP et al. SABCS 2023. Abstract GS01-12



The Phase Il RIGHT Choice Trial

Demographics

Ribociclib Primary endpoint
. Ibocich * PFS (locally assessed per
* Pre-/perimenopausal women y p
(600 mg, 3 weeks on/1 week off) RECIST 1.1 1 .
) HR+/.HER2_ ABC (10% ER+) + Secondary en)dpoints ° M e d Ia n a g e * 44
* No prior systgmlc therapy for ABC Letrozolelonanastiozolers . TTF
» Measurable disease per RECIST 1.1 goserelin 3 th TFR o
« Aggressive disease * o-mon ° .
» Symptomatic visceral metastases R1:A1 * ORR D e n OVO M B C ) 6 2 ) 5 A)
+ Rapid disease progression or ’ '?'II?RR
impending visceral compromise Investigators’ choice of y ° . . 0
ot Macobdid combination O o Visceral mets: 79.5%
. . + Safe
el i Docetaxel + capecitabine . QOL !

+ ECOGPS<2°
* Total bilirubin < 1.5 ULN
* N=222°

 Visceral crisis: 50.9%

Paclitaxel + gemcitabine

Capecitabine + vinorelbine Exploratory endpoints

* Biomarker analyses
« Healthcare resource utilization

* Symptomatic visceral
mets: 66.1%

Stratified by (1) the presence or absence of
liver metastases and by (2) DFId < or =2 years

Tumor imaging evaluation
Q6W for 1st 12 weeks, Q8W for
next 32 weeks, then Q12W'

PFS (%)

100 -
80 4
RIB + ET arm Combo CT arm
50 Events/n 67/112 65/110
401 Ribociclib + ET Median PFS, mo 21.8 12.8
20 - Combination CT
HR (95% Cl) 0.611 (0.429-0.870)
0 1 P value .003

T T T T T T T T T T T T Ll T |l 1 T T T

0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46

Time (months) Yen-Shen Lu et al. JCO 0, JCO.24.00144



CDK4/6 Inhibitors — Toxicity Profiles

Toxicity in First-Line Palbociclib Ribociclib Abemaciclib

Dosing schedule 3 wks on, one wk off 3 wks on, one wk off Continuous
> Gr 3 neutropenia 66% 59.6% 21.1%
Febrile neutropenia 1.6% 1.5% <1%
> Gr 3 diarrhea (all grade) 1% (26%) 1.2% (35%) 9.5 (81%)
Gr 2/3 QTc prolongation - 3/0.3 (with TAM) -

: 5.7/9.3%
> - (o)
> Gr 3 AST/ALT increase All grade ML3 13.7% 3.8/7%
Dose reduction/discontin due to AEs 36% / 9.7% 51% / 7.4% 43.4% / 19.6%
Alopecia 33% 33% 27%
Increased creatinine - - 98% (nl fcn)
VTE/PE 0.9 vs 1.4% NR 4.9 vs 0.6%

ILD/pneumonitis 1% 1.1% 3.3%



Key AEs With CDK4/6 Inhibitors:
Monitoring and Prevention

Diarrhea Hepatobiliary VTE ILD/
Toxicity Pneumonitis

Abemaciclib Abemaciclib Abemaciclib Abemaciclib Abemaciclib
Palbociclib Palbociclib Palbociclib Palbociclib
Ribociclib Ribociclib Ribociclib Ribociclib Ribociclib

CBC before starting
treatment, then:

Abemaciclib,

Q2W x 2 mo, Monitor for
QM X 2 mo, then pulmonary
as indicated symptoms

indicative of ILD or
pneumonitis

(eg, hypoxia, cough,
dyspnea)

and D15 of C1-2,

= Palbociclib, D1
then as indicated

Ribociclib, Q2W x
2 cycles, start of
next 4 cycles,
then as indicated

Abemaciclib PI. Palbociclib PI. Ribociclib PI.




MONARCH 2 and 3: Impact of Abemaciclib Dose Reduction on PFS’

* In the abemaciclib arms of MONARCH 2 and 3, 189 (42.9%) and 142 (43.4%) patients had dose reductions due to AEs

*  Most frequent AEs accounting for 210% of dose reductions were grade 2 or 3 diarrhea (14%—19%) and grade =3 neutropenia
(10%-13%)

* In both studies, there was no difference in PFS when the dose was reduced to 100 mg, or to 50 mg at any point in the
treatment, compared with being treated at the 150-mg dose

MONARCH 2 HR (95% CI)
100 mg abemaciclib + fulvestrantvs. 150 mg (reference) 4 | 1.03 (0.68, 1.57)
50 mg abemaciclib + fulvestrant vs. 150 mg (reference) - i 0.92 (0.50, 1.71)
MONARCH 3
100 mg abemaciclib + NSAlvs. 150 mg (reference) +H—%—1— 0.76 (0.47,1.25)
50 mg abemaciclib + NSAl vs_150 mg (reference) } » {1 0.99(0.51, 1.90)
1 0 1 2 3
- =
Favors lower dose Favors reference

1. Rugo HS et al. Oncologist. 2021;26(1):e53-e65



Dose Reductions in MONALEESA-2, -3, -7 Trials and Outcomes

B ¥V X Censoring times

wi— (%~71% relative DI (30th percantile)
e T2%~06% relative DI (60th percentile)
wpl= 07%~100% relative DI (90th percentile)

Events/n
30th percentile: HV242, 60th percantile: 99250, 90th percantile; 120/326

Kaplan-Meler median

30th percentile: 24.8 months
60th percentile: 24.9 months
80th percentile: 29.6 months
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Time, months

Number of patients still at risk

30th percentile 242 151 139 12
60th percentile 250 22 Pl / I 143 127 a4
00th percentile 326 185 164 134

Burris HA et al. Brit J Cancer 2021



The “SIMPLE” Approach to Improving Adherence to
CDK4/6 Inhibitors'-2

g implify regimen characteristics

’ \ - Adjust timing, frequency, amount, and dosage
« Match to patients’ activities of daily living

- G G G G e @& @ ' - Use adherence aids, such as medication boxes and alarms (eg, on a smar
watch or speaker)
n mpart knowled ge - For p:?\tlents deal!ng V\{Ith polypharmacy, consider using multl.—do§e pack:
« Certain pharmacies will prepare a 30-day supply of all the patient’s
Discussion with patient, physician, advanced practitioner, and pharmacist; medications in individual packaging with labels designating dose, date,
provide a detailed medication review at the start of any packaging , time of day, and icons representing time of day to assist with adherence

services, and throughout the course of the patient’s treatment, with
particular attention to any changes in dosing or medication, including
dose reductions

- Distribute written information or pamphlets
» Address patient accessing health education information from the internet ‘ m ods fY pa Hont beliats

« Assess perceived susceptibility, severity, benefit, and barriers
- Consider rewarding, tailoring, and contingency contracting
ﬂafienf and family communication

- Practice active listening and providing clear, direct messages
+ Include patients in decisions

» Consider convenience of care and scheduling appointments \
» Send reminders via email, mail, or phone :
- Consider home visits, family support, and counseling e ' Wy @Y eave the bias
: - Tailor the education to patients’ level of understanding
+ Keep in mind that demographic factors play a minor role in adherence
8 behavior, if at all, and there is no clear relationship between adherence
o - and race, sex, educational experience, intelligence, marital status,
Bvaluafe adherence N occupational status, income, and ethnic or cultural background
+ Integrate and monitor self-reports ,
« Incorporate pill counting, measuring serum or urine levels, and
medication event monitoring systems \
- For palbociclib and ribociclib, which are given for 21 days with a 7-day S ™ ean aap aap ea» ea» a» o
“break,” ensure that the drug dosing resumes on schedule each cycle =

1. Gillespie TW. J Adv Pract Oncol. 2020;11:83-96. 2. Atreja A et al. MedGenMed. 2005;7:4.
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Survey Outline

Three base clinical scenarios:
* De novo presentation of metastatic disease

* Development of metastatic disease 2 years after starting an adjuvant
aromatase inhibitor (Al)

* Development of metastatic disease 2 years after completing 5 years of an Al

Additional variables within the 3 base scenarios:
* Age

* Tumor grade

* PR status



A woman presents with de novo ER-positive, PR-positive,
HER2-negative, BRCA wild-type (WT) metastatic breast cancer.
Which endocrine-based treatment would you most likely recommend
for the scenario below?

Age 40 (premenopausal), PS 0
Asymptomatic bone metastases

Ribociclib + Al '
suy;p?:slcs:iLnTabla:ig\:\a(%axr; DD@OODDDD@@@O i
aeae®

Palbociclib + Al + Ox ()
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A woman presents with de novo ER-positive, PR-positive, HER2-
negative, BRCA WT metastatic breast cancer. Which endocrine-based
treatment would you most likely recommend for the scenario below?

Age 65,PS 0
Asymptomatic bone metastases

ribociciib + Al ([ H BB @EG0EEEEE 7
aaeE

Palbociclib + Al [

Abemaciclib + Al @ 1
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A woman presents with de novo ER-positive, PR-positive, HER2-
negative, BRCA WT metastatic breast cancer. Which endocrine-based
treatment would you most likely recommend for the scenario below?

Age 40 (premenopausal), PS 0
Symptomatic visceral (including liver) metastases

Ribociclib+Al+ox ([ D DEDDDEB
Abemaciclib + Al + ox (L)) 4

Palbociclib + Al + Ox @ 1

Ribociclib + fulvestrant + Ox @ 1
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A woman presents with de novo ER-positive, PR-positive, HER2-
negative, BRCA WT metastatic breast cancer. Which endocrine-based
treatment would you most likely recommend for the scenario below?

Age 65,PS 0
Symptomatic visceral (including liver) metastases

ribociclio + 4l (@ BB EEDEG0E®

Abemaciclib + Al (L)) 4
Palbociclib + Al ([}l 2
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A woman presents with de novo ER-positive, PR-positive, HER2-
negative, BRCA WT metastatic breast cancer. Which endocrine-based
treatment would you most likely recommend for the scenario below?

Age 40 (premenopausal), PS 0

Multiple asymptomatic brain metastases that require whole-brain
radiation therapy (WBRT)

abemaciclib +Al+0x ([ 00D BE -

Ribociclib + Al+ox ()OO0 7
Palbociclib + Al + Ox ([ 2
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A woman presents with de novo ER-positive, PR-positive, HER2-
negative, BRCA WT metastatic breast cancer. Which endocrine-based
treatment would you most likely recommend for the scenario below?

Age 65,PS 0
Multiple asymptomatic brain metastases that require WBRT

abemaciclib + Al (B BB EBEE@ °

Ribociclib + Al (L)) OOOO) 7
Palbociclib + Al ([}){l}) 2

Ribociclib + fulvestrant @ 1
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A woman presents with de novo ER-positive, PR-negative, HER2-
negative, BRCA WT metastatic breast cancer. Which endocrine-based
treatment would you most likely recommend for the scenario below?

Age 65,PS 0
Asymptomatic bone metastases

Ribociclib + Al @@@@@ @@O@@@@@ 18
C

Palbociclib + Al 2
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A woman presents with de novo ER-positive, PR-negative, HER2-
negative, BRCA WT metastatic breast cancer. Which endocrine-based
treatment would you most likely recommend for the scenario below?

Age 65,PS 0
Symptomatic visceral (including liver) metastases

riocicli + Al (@ HBSEE00EEGE0®

Abemaciclib + Al (D)) 4
Palbociclib + Al ([}l 2
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A woman presents with de novo ER-positive, PR-negative, HER2-
negative, BRCA WT metastatic breast cancer. Which endocrine-based
treatment would you most likely recommend for the scenario below?

Age 65,PS 0
Multiple asymptomatic brain metastases that require WBRT

abemaciciib + Al () B B EBBEE °

Ribociclib + Al (OO OOOO0O) s
Palbociclib + Al ([}l 2

Survey of 20 Breast Cancer Clinical Investigators



A woman who is receiving anastrozole (with ovarian suppression/
ablation if needed) for lower-grade ER-positive, PR-positive, HER2-
negative, BRCA WT breast cancer develops metastatic disease 2 years
after starting adjuvant therapy. Which endocrine-based treatment
would you most likely recommend for the scenario below?

Age 65, PS 0
Asymptomatic bone metastases

Ribociclib + fulvestrant (DB B0 BB BEBE ¢
aee

Palbociclib + fulvestrant ()1 2

Abemaciclib + fulvestrant @ 1

Ribociclib + Al @ 1
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A woman who is receiving anastrozole (with ovarian suppression/
ablation if needed) for high-grade ER-positive, PR-positive, HER2-
negative, BRCA WT breast cancer develops metastatic disease 2 years
after starting adjuvant therapy. Which endocrine-based treatment
would you most likely recommend for the scenario below?

Age 65, PS 0
Asymptomatic bone metastases

Ribociclib + fulvestrant (DB D00 EEBEEREE -

Palbociclib + fulvestrant ()1 2

Ribociclib + Al ([}l 2

Abemaciclib + fulvestrant @ 1
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A woman who is receiving anastrozole (with ovarian suppression/
ablation if needed) for lower-grade ER-positive, PR-positive, HER2-
negative, BRCA WT breast cancer develops metastatic disease 2 years
after starting adjuvant therapy. Which endocrine-based treatment
would you most likely recommend for the scenario below?

Age 65, PS 0
Symptomatic visceral (including liver) metastases

Ribociclib + fulvestrant (DB D00 BB BEE :

Abemaciclib + fulvestrant [()(1)() 3
Palbociclib + fulvestrant @@@ 3

Ribociclib + Al @ 1
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A woman who is receiving anastrozole (with ovarian suppression/
ablation if needed) for high-grade ER-positive, PR-positive, HER2-
negative, BRCA WT breast cancer develops metastatic disease 2
years after starting adjuvant therapy. Which endocrine-based
treatment would you most likely recommend for the scenario below?

Age 65, PS 0
Symptomatic visceral (including liver) metastases

Ribociclib + fulvestrant ([ EEOEEE W 2
Abemaciclib + fulvestrant @O@@ 4

Palbociclib + fulvestrant | ||| || 2

Ribociclib + Al ([ 1

Palbociclib + Al (1) 1
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A woman who is receiving anastrozole (with ovarian suppression/
ablation if needed) for lower-grade ER-positive, PR-positive, HER2-
negative, BRCA WT breast cancer develops metastatic disease 2 years
after starting adjuvant therapy. Which endocrine-based treatment
would you most likely recommend for the scenario below?

Age 65, PS 0
Multiple asymptomatic brain metastases that require WBRT

Abemaciclib + fulvestrant D@OOO @DD@O 10
Ribociclib + fulvestrant (L)) 6
Ribociclib + Al ([l 2

Palbociclib + fulvestrant @O 2
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A woman who is receiving anastrozole (with ovarian suppression/
ablation if needed) for high-grade ER-positive, PR-positive, HER2-
negative, BRCA WT breast cancer develops metastatic disease 2 years
after starting adjuvant therapy. Which endocrine-based treatment
would you most likely recommend for the scenario below?

Age 65, PS 0
Multiple asymptomatic brain metastases that require WBRT

Abemaciclib + fulvestrant DO@DD@O@O@ 10

Ribociclib + fulvestrant (L)) 6
Ribociclib + Al ([}l 2

Palbociclib + fulvestrant @@ 2
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A woman who received 5 years of anastrozole (with ovarian suppression/
ablation if needed) for high-grade ER-positive, PR-positive, HER2-
negative, BRCA WT breast cancer develops metastatic disease 2 years
after completing adjuvant therapy. Which endocrine-based treatment
would you most likely recommend for the scenario below?

Age 65, PS 0
Asymptomatic bone metastases

Ribociclib+Al (B0 EEW 5

Ribociclib + fulvestrant [l 2

Palbociclib + fulvestrant ’f

Palbociclib + Al ([ 1

Abemaciclib + Al @ 1
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A woman who received 5 years of anastrozole (with ovarian suppression/
ablation if needed) for high-grade ER-positive, PR-positive, HER2-negative,
BRCA WT breast cancer develops metastatic disease 2 years after completing
adjuvant therapy. Which endocrine-based treatment would you most likely
recommend for the scenario below?

Age 65,PS 0
Symptomatic visceral (including liver) metastases

Ribociclib + Al ([0 BEEE °

Abemaciclib + Al [[7])(] 3

Ribociclib + fulvestrant @@@ 3
Palbociclib + Al ([JJl 2

Palbociclib + fulvestrant @ 1

Abemaciclib + fulvestrant O 1
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A woman who received 5 years of anastrozole (with ovarian suppression/
ablation if needed) for high-grade ER-positive, PR-positive, HER2-negative,
BRCA WT breast cancer develops metastatic disease 2 years after completing

adjuvant therapy. Which endocrine-based treatment would you most likely
recommend for the scenario below?

Age 65,PS 0
Multiple asymptomatic brain metastases that require WBRT

Abemaciclib + Al ([ BB BB °
Ribociclib + Al () EEEE)7

Ribociclib + fulvestrant @ 1

Palbociclib + fulvestrant @ 1

Abemaciclib + fulvestrant [C 1

Palbociclib + Al C 1
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A 65-year-old woman who received 2 years of adjuvant abemaciclib in
combination with endocrine therapy for high-risk node-positive,
ER-positive, PR-positive, HER2-negative, BRCA WT breast cancer
develops visceral metastases 18 months after completing treatment.
Which endocrine-based treatment would you most likely recommend?

Ribociclib + fulvestrant ([ BB BB 1
Abemaciclib + fulvestrant @O@ 3

Ribociclib + Al [ ) )03

Abemaciclib + Al @ 1

Palbociclib + fulvestrant @ 1
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A 65-year-old woman with a history of congestive heart failure who is
currently receiving an ACE inhibitor and a beta blocker and who received
5 years of anastrozole for high-grade ER-positive, PR-positive, HER2-
negative, BRCA WT breast cancer develops visceral (including liver)

metastases 2 years after completing adjuvant therapy. Which endocrine-
based treatment would you most likely recommend?

Abemaciciib + Al ([ DB EEE W °
Ribociclib + Al @D@@ 4

PaIbOC|cI|b+fuIvestrant[ Jﬂ ][ J3

Palbociclib + Al ()@ 3

Ribociclib + fulvestrant @ 1
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A 65-year-old woman with a history of systemic lupus erythematosus and
asymptomatic moderate neutropenia (ANC = 750/uL) who received 5 years of
anastrozole for high-grade ER-positive, PR-positive, HER2-negative, BRCA
WT breast cancer develops visceral (including liver) metastases 2 years after

completing adjuvant therapy. Which endocrine-based treatment would you most
likely recommend in addition to WBRT?

Abemaciclib + Al OOO@@@O@@OD 11

Palbociclib + Al ()] 3

Ribociclib + Al ([ 2
Abemaciclib + fulvestrant @@ 2

Palbociclib + fulvestrant @ 1

Fulvestrant D 1
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A 65-year-old woman who received 5 years of anastrozole for high-grade
ER-positive, PR-positive, HER2-negative, BRCA WT breast cancer develops
visceral (including liver) metastases 2 years after completing adjuvant therapy.
She presents to the emergency room with symptoms related to her metastatic
disease and needs to start therapy immediately. Which endocrine-based
treatment would you most likely recommend?

Ribociclib + Al (DB EEE@
Chemotherapy[ ]{ }[ ][ ][ )5

Abemaciclib + fulvestrant @@ 2

Abemaciclib + Al @@ 2

Ribociclib + fulvestrant @@ 2

Palbociclib + Al C] 1
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An 85-year-old woman with a history of diabetes, hypertension and
hyperlipidemia presents with de novo ER-positive, PR-positive, HER2-
negative, BRCA WT breast cancer and symptomatic visceral

metastases. Which endocrine-based treatment would you most likely
recommend?

ribocictib + Al ([ @ BDEEG0BDEEW '
Palbociclib + Al (L)) 6

Abemaciclib + Al @ 1

Palbociclib + fulvestrant @ 1
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An 85-year-old woman with multiple comorbidities who has a difficult time
managing polypharmacy presents with de novo ER-positive, PR-positive, HER2-
negative, BRCA WT breast cancer and symptomatic visceral metastases. Which
endocrine-based treatment would you most likely recommend?

Palbociclib + Al ()@ ©
A DO 4
Fulvestrant @@@ 3
Ribociclib + Al ([} 3

Abemaciclib + fulvestrant @@ 2

)

Ribociclib + fulvestrant 1

——

—

Palbociclib + fulvestrant 1

~——
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A 65-year-old woman who received 5 years of anastrozole for high-grade
ER-positive, PR-positive, HER2-negative, BRCA WT breast cancer with a
history of inflammatory bowel disease with constipation develops visceral
metastases 2 years after completing adjuvant therapy. She is started on
abemaciclib with an Al and develops treatment-related Grade 1 diarrhea.
What would be your most likely endocrine-based treatment approach?

dose and continue Al

Continue abemaciclib at a lower @@D@@DO@@@@@@@ 14

Switch to ribociclib and continue Al [ ][ ][ ) 3

Continue same treatment and add
an antidiarrheal agent OOO E

Survey of 20 Breast Cancer Clinical Investigators



A 65-year-old woman who is receiving ribociclib in combination with an
Al for de novo ER-positive, PR-positive, HER2-negative, BRCA WT
metastatic breast cancer develops abnormal LFTs 6 months after

initiating therapy. What would be your most likely endocrine-based
treatment approach?

Conti ibociclib
Iower:Ir::Isr;uaen::I ::rll(t:irliu:tAal DOOOO DDD@@D 11

Switch to palbociclib and continue Al [ ][ ][ ][ ] 4

Switch to abemaciclib and continue Al @@ 2

Temporarily hold ribociclib until LFTs
resolve; restart at lower dose with Al @D :
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A 65-year-old woman who is receiving ribociclib in combination with an
Al for de novo ER-positive, PR-positive, HER2-negative, BRCA WT
metastatic breast cancer develops QTc interval prolongation 6 months

after initiating therapy. What would be your most likely endocrine-
based treatment approach?

Switch to palbociclib and continue Al D@DODOD 7

Switch to abemaciclib and continueAI[ ][ ][ )[ ][ ][ ]{ )7

Continue ribociclib at a

lower dose and continue Al OOO ¢
Temporarily hold ribociclib for 1 week;
restart at lower dose if improvement

Survey of 18 Breast Cancer Clinical Investigators



APPENDIX




A woman presents with de novo ER-positive, PR-negative, HER2-
negative, BRCA WT metastatic breast cancer. Which endocrine-based
treatment would you most likely recommend for the scenario below?

Age 40 (premenopausal), PS 0
Asymptomatic bone metastases

Ribociclib + Al + Ox @@@@@ @@@@@@@@ 18
C

Palbociclib + Al + Ox ()
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A woman presents with de novo ER-positive, PR-negative, HER2-
negative, BRCA WT metastatic breast cancer. Which endocrine-based
treatment would you most likely recommend for the scenario below?

Age 40 (premenopausal), PS 0
Symptomatic visceral (including liver) metastases

rRibociclib +Al+ox (D0 D00 EEED :
Abemaciclib + Al +ox [ 4
Palbociclib + Al + Ox ([}l 2

Ribociclib + fulvestrant + Ox @ 1
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A woman presents with de novo ER-positive, PR-negative, HER2-
negative, BRCA WT metastatic breast cancer. Which endocrine-based
treatment would you most likely recommend for the scenario below?

Age 40 (premenopausal), PS 0
Multiple asymptomatic brain metastases that require WBRT

abemaciciib +Al+ox (BB 0 EEEEE® '

Ribociclib + Al+0x ()OO0 7
Palbociclib + Al + Ox ([l 2
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A woman who is receiving anastrozole (with ovarian suppression/
ablation if needed) for lower-grade ER-positive, PR-negative, HER2-
negative, BRCA WT breast cancer develops metastatic disease 2
years after starting adjuvant therapy. Which endocrine-based
treatment would you most likely recommend for the scenario below?

Age 65, PS 0
Asymptomatic bone metastases

Ribociclib + fulvestrant ([0 R0 0EEDEEREE -

Abemaciclib + fulvestrant @ 1

Palbociclib + fulvestrant ’f

Palbociclib + Al ([ 1

Ribociclib + Al (1) 1
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A woman who is receiving anastrozole (with ovarian suppression/
ablation if needed) for lower-grade ER-positive, PR-negative, HER2-
negative, BRCA WT breast cancer develops metastatic disease 2
years after starting adjuvant therapy. Which endocrine-based
treatment would you most likely recommend for the scenario below?

Age 65, PS 0
Symptomatic visceral (including liver) metastases

Ribociclib + fulvestrant ([J D00 EEBE
Abemaciclib + fulvestrant @O@ 3

Palbociclib + fulvestrant | Il | 2

Palbociclib + Al ([ 1

Ribociclib + Al (1) 1
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A woman who is receiving anastrozole (with ovarian suppression/
ablation if needed) for lower-grade ER-positive, PR-negative, HER2-
negative, BRCA WT breast cancer develops metastatic disease 2
years after starting adjuvant therapy. Which endocrine-based
treatment would you most likely recommend for the scenario below?

Age 65, PS 0
Multiple asymptomatic brain metastases that require WBRT

Abemaciclib + fulvestrant @@D@@@@D@@ 10
Ribociclib + fulvestrant ([} @B 7

Palbociclib + fulvestrant |

Palbociclib + Al ([ 1

Ribociclib + Al (1) 1
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A woman who is receiving anastrozole (with ovarian suppression/
ablation if needed) for high-grade ER-positive, PR-negative, HER2-
negative, BRCA WT breast cancer develops metastatic disease 2 years
after starting adjuvant therapy. Which endocrine-based treatment
would you most likely recommend for the scenario below?

Age 65, PS 0
Asymptomatic bone metastases

Ribociclib + fulvestrant (DB D00 EEBEEREE -

Abemaciclib + fulvestrant DC] 2

Palbociclib + fulvestrant @@ 2

Ribociclib + Al @ 1
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A woman who is receiving anastrozole (with ovarian suppression/
ablation if needed) for high-grade ER-positive, PR-negative, HER2-
negative, BRCA WT breast cancer develops metastatic disease 2 years
after starting adjuvant therapy. Which endocrine-based treatment
would you most likely recommend for the scenario below?

Age 65, PS 0
Symptomatic visceral (including liver) metastases

Ribociclib + fulvestrant (DB D 0B BB EE 12

Abemaciclib + fulvestrant mﬁmm 4
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A woman who is receiving anastrozole (with ovarian suppression/
ablation if needed) for high-grade ER-positive, PR-negative, HER2-
negative, BRCA WT breast cancer develops metastatic disease 2 years
after starting adjuvant therapy. Which endocrine-based treatment
would you most likely recommend for the scenario below?

Age 65, PS 0
Multiple asymptomatic brain metastases that require WBRT

Abemaciclib + fulvestrant OO@OO DDD@O 10
Ribociclib + fulvestrant ()00 ) 7

Palbociclib + fulvestrant @@ 2

Ribociclib + Al @ 1
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A woman who received 5 years of anastrozole (with ovarian suppression/
ablation if needed) for lower-grade ER-positive, PR-positive, HER2-
negative, BRCA WT breast cancer develops metastatic disease 2 years
after completing adjuvant therapy. Which endocrine-based treatment
would you most likely recommend for the scenario below?

Age 65, PS 0
Asymptomatic bone metastases

ribociciib + Al (@B @ GE0EEEBEEG®
ane

Ribociclib + fulvestrant 1

Palbociclib + Al @ 1

Palbociclib + fulvestrant @ 1
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A woman who received 5 years of anastrozole (with ovarian suppression/
ablation if needed) for lower-grade ER-positive, PR-positive, HER2-
negative, BRCA WT breast cancer develops metastatic disease 2 years
after completing adjuvant therapy. Which endocrine-based treatment
would you most likely recommend for the scenario below?

Age 65, PS 0
Symptomatic visceral (including liver) metastases

Ribociclib + Al ([ DOEEEE o
Ribociclib + fulvestrant ([} (@@ 4
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A woman who received 5 years of anastrozole (with ovarian suppression/
ablation if needed) for lower-grade ER-positive, PR-positive, HER2-negative,
BRCA WT breast cancer develops metastatic disease 2 years after completing

adjuvant therapy. Which endocrine-based treatment would you most likely
recommend for the scenario below?

Age 65,PS 0
Multiple asymptomatic brain metastases that require WBRT

Abemaciclib + Al ()@ BB BB °
Ribociclib + Al (JEOEO 7

Abemaciclib + fulvestrant D 1

Palbociclib + fulvestrant @ 1

Ribociclib + fulvestrant @ 1

Palbociclib + Al [: 1
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A woman who received 5 years of anastrozole (with ovarian suppression/
ablation if needed) for lower-grade ER-positive, PR-negative, HER2-
negative, BRCA WT breast cancer develops metastatic disease 2 years
after completing adjuvant therapy. Which endocrine-based treatment
would you most likely recommend for the scenario below?

Age 65, PS 0
Asymptomatic bone metastases

ribociciib + Al (@B @ GE0EEEBEEG®
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A woman who received 5 years of anastrozole (with ovarian suppression/
ablation if needed) for lower-grade ER-positive, PR-negative, HER2-
negative, BRCA WT breast cancer develops metastatic disease 2 years
after completing adjuvant therapy. Which endocrine-based treatment
would you most likely recommend for the scenario below?

Age 65, PS 0
Symptomatic visceral (including liver) metastases

Ribociclib+ Al ([ EOE0EEE®
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A woman who received 5 years of anastrozole (with ovarian suppression/
ablation if needed) for lower-grade ER-positive, PR-negative, HER2-
negative, BRCA WT breast cancer develops metastatic disease 2 years
after completing adjuvant therapy. Which endocrine-based treatment
would you most likely recommend for the scenario below?

Age 65, PS 0
Multiple asymptomatic brain metastases that require WBRT

Abemaciclib + Al @@D@@@@D 8
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A woman who received 5 years of anastrozole (with ovarian suppression/
ablation if needed) for high-grade ER-positive, PR-negative, HER2-
negative, BRCA WT breast cancer develops metastatic disease 2 years
after completing adjuvant therapy. Which endocrine-based treatment
would you most likely recommend for the scenario below?

Age 65, PS 0
Asymptomatic bone metastases

Ribociclib + Al (@@ HEG00EEEEEEE®E

Ribociclib + fulvestrant ([ 1

Abemaciclib + Al [

Palbociclib + fulvestrant @ 1
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A woman who received 5 years of anastrozole (with ovarian suppression/
ablation if needed) for high-grade ER-positive, PR-negative, HER2-negative,
BRCA WT breast cancer develops metastatic disease 2 years after completing
adjuvant therapy. Which endocrine-based treatment would you most likely
recommend for the scenario below?

Age 65,PS 0
Symptomatic visceral (including liver) metastases

Ribociclib + Al ([0 BEE®@ °

Abemaciclib + Al (7)) 3

Ribociclib + fulvestrant @@@ 3
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A woman who received 5 years of anastrozole (with ovarian suppression/
ablation if needed) for high-grade ER-positive, PR-negative, HER2-negative,
BRCA WT breast cancer develops metastatic disease 2 years after completing

adjuvant therapy. Which endocrine-based treatment would you most likely
recommend for the scenario below?

Age 65,PS 0
Multiple asymptomatic brain metastases that require WBRT

Abemaciclib + Al ([ BB BB °
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Palbociclib + fulvestrant @ 1
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In general, which CDK4/6 inhibitor are you most likely to recommend in
combination with endocrine therapy for a premenopausal patient with
ER-positive, PR-positive, HER2-negative, BRCA WT metastatic breast

cancer?
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In general, which CDK4/6 inhibitor are you most likely to recommend in
combination with endocrine therapy for a postmenopausal patient with
ER-positive, PR-positive, HER2-negative, BRCA WT metastatic breast

cancer?
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In general, which CDK4/6 inhibitor are you most likely to recommend in
combination with endocrine therapy for a postmenopausal patient with
ER-positive, PR-negative, HER2-negative, BRCA WT metastatic breast

cancer?
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A 65-year-old woman with a history of bone marrow suppression due to chronic
heavy alcohol use who received 5 years of anastrozole for high-grade
ER-positive, PR-positive, HER2-negative, BRCA WT breast cancer develops
visceral (including liver) metastases 2 years after completing adjuvant therapy.
Which endocrine-based treatment would you most likely recommend?

Abemaciclib + Al OOOO@@O@@ODD 12

Palbociclib + Al ()] 3

Ribociclib + Al (@) 2

Ribociclib + fulvestrant @ 1

Palbociclib + fulvestrant @ 1

Abemaciclib + fulvestrant C] 1
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A 65-year-old woman with a history of myocardial infarction 3 months
ago presents with de novo ER-positive, PR-positive, HER2-negative,
BRCA WT breast cancer with symptomatic visceral (including liver)

metastases. Which endocrine-based treatment would you most likely
recommend?

abemaciclib + Al (0B OBEBE °
Ribociclib + Al (L))
Palbociclib + Al ()@@ 5

Ribociclib + fulvestrant @ 1
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A 65-year-old woman who received 5 years of anastrozole for high-grade
ER-positive, PR-positive, HER2-negative, BRCA WT breast cancer with a history
of inflammatory bowel disease with constipation develops visceral metastases 2
years after completing adjuvant therapy. Which endocrine-based treatment
would you most likely recommend?

rivocicio+ o (BB EE0E00SEDE

Abemaciclib + Al (7)) 3

Abemaciclib + fulvestrant @ 1

Palbociclib + fulvestrant @ 1

Ribociclib + fulvestrant @ 1

Palbociclib + Al C] 1
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A 65-year-old woman who is receiving ribociclib in combination with an
Al for de novo ER-positive, PR-negative, HER2-negative, BRCA WT
metastatic breast cancer develops abnormal LFTs 6 months after

initiating therapy. What would be your most likely endocrine-based
treatment approach?

Conti ibociclib
Iower:Ir::Isr;uaen::I ::rll(t:irliu:tAal DOOOO DDD@@D 11

Switch to palbociclib and continue Al [ ][ ][ ][ ] 4

Switch to abemaciclib and continue Al @@ 2

Temporarily hold ribociclib until LFTs
resolve; restart at lower dose with Al @D :
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A 65-year-old woman who received 2 years of adjuvant abemaciclib in
combination with endocrine therapy for high-risk node-positive,
ER-positive, PR-negative, HER2-negative, BRCA WT breast cancer
develops visceral metastases 18 months after completing treatment.
Which endocrine-based treatment would you most likely recommend?

Ribociclib + fulvestrant ([ BB BB 1
Abemaciclib + fulvestrant @O@ 3

Ribociclib + Al [ ) )03

Abemaciclib + Al @ 1

Palbociclib + fulvestrant @ 1
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A 65-year-old woman who is receiving ribociclib in combination with an
Al for de novo ER-positive, PR-negative, HER2-negative, BRCA WT
metastatic breast cancer develops QTc interval prolongation 6 months

after initiating therapy. What would be your most likely endocrine-
based treatment approach?

Switch to palbociclib and continue Al D@DODOD 7

Switch to abemaciclib and continueAI[ ][ ][ )[ ][ ][ ]{ )7

Continue ribociclib at a

lower dose and continue Al OOO ¢
Temporarily hold ribociclib for 1 week;
restart at lower dose if improvement
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A 65-year-old woman who is receiving ribociclib in combination with an
Al for de novo ER-positive, PR-positive, HER2-negative, BRCA WT
metastatic breast cancer develops asymptomatic moderate neutropenia
(ANC = 750/uL) 6 months after initiating therapy. What would be your
most likely endocrine-based treatment approach?

comerezce s P HNNEOOIENENEN
lower dose and continue Al

Continueribociclibat[ ]{ )[ )3

same dose and continue Al

Temporarily hold ribociclib until neutropenia @ 1
improves; restart at same dose

Temporarily hold ribociclib until neutropenia
improves; restart at reduced dose @ 1
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Approximately what proportion of patients receiving CDK4/6 inhibitors for
ER-positive metastatic breast cancer do you anticipate will need treatment
to be withheld or discontinued because of toxicity?

% needing treatment withheld or discontinued

CDK4/6 inhibitor Median (range)
Palbociclib 10% (5%-60%)
Abemaciclib 20% (5%-50%)
Ribociclib 15% (5%-5-%)
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Approximately what proportion of patients receiving CDK4/6 inhibitors for
ER-positive metastatic breast cancer do you anticipate will require a dose
reduction or delay due to toxicity?

% needing dose reduction or delay

CDK4/6 inhibitor Median (range)
Palbociclib 25% (5%-70%)
Abemaciclib 30% (15%-60%)
Ribociclib 28% (10%-60%)
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In general, how do you and your team monitor adherence in
patients who are receiving a CDK4/6 inhibitor in combination
with oral endocrine therapy?

* Patient-reported compliance and pharmacy refill record reviewed at each f/u

 They are seen and have labs at cycle 1 day 1 and day 14, cycle 2 day 1 and day 14 and then monthly until
month 6 to see how it goes. If things go smoothly, then we liberalize the visits

* We ask them if they are taking their meds

 We see patients every 2 weeks for 2 months then monthly thereafter until patient is very comfortable
with safety and efficacy of the ET + CDK 4/6 inhibitor, then we see patient every 2 months thereafter

* Very involved outpatient pharmacist

* Taking a history and monitoring refill intervals
* Through clinical assessment and labs

* Question. Pill bottle return

* Can assess MCV as a biomarker of whether CDK4/6 inhibitors are being used. For ribociclib and
palbociclib, assess neutropenia

TO PRACTICE




In general, how do you and your team monitor adherence in
patients who are receiving a CDK4/6 inhibitor in combination
with oral endocrine therapy? (Continued)

* Generally discuss plans/strategies for adherence up front, and then ask them at f/u visits if they are
missing doses

* We monitor prescription refills and ask patients

* Typically bimonthly visits x 2m with labs; if stable, transition to monthly x “6m; then continue to see
with labs at least every 6-8w once stable long-term

* Partner with APP, specialty pharmacy team to confirm dosing/refill schedule/adherence; regular
question and follow-up about how taking/if missed doses

* Pharmacist monitors

* Instruct patients to bring pill bottles to each visit. Ask how many doses missed since last visit
* Patient history

* Discuss at monthly visit

* Monitoring at hospital visits (no monitoring in between, unless the patient asks for it)

* Discussion with patients, monitoring of labs, monitoring of rx refills

TO PRACTICE

e Ask patient in visits if they are taking medication



