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= Patients without pCR have an inferior prognosis compared
to those with pCR even in HR+/HER2-primary BC !

=  CPS-EG score identifies patients at high risk of relapse after
NACT.?

= Results could be validated on GBG meta-database for
HR+/HER2-.3

= Patients with a CPS-EG score 3 or 2 with ypN+ (about 25%
of the total population) have a 3-year DFS of 77%

= The CDK4/6 inhibitor palbociclib in combination with
endocrine therapy prolongs PFS and OS in metastatic BC #°

= The aim of PENELOPE-B trial was to evaluate whether
palbociclib would prevent relapses postneoadjuvant

= The trial started in December 2013

1. von Minckwitz et al. J Clin Oncol 2013 ;2. Mittendorf et al. J Clin Oncol 2011; 3. Marmé, et al. Eur J Cancer 2016
4. Finn, et al. N Engl J Med 2016; 5. Turner, et al. N Engl J Med 2015 & 2018

Clinical pathological stage—estrogen/grade
Staging System (CPS-EG) as Selection Criterion?

Proportion disease free

1.0 =

0.8 =

0.6 =

0.4 7

0.2 =

Disease free survival (vears)
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=1250 Stratification factors
* HR+/HER2- breast cancer = Nodal status: ypN 0-1 vs ypN2-3
= no pCR after NACT = Age: <50 vs >50 yrs
= CPS-EG score 23 or 22 with ypN+ = Ki-67:>15% vs < 15%

= Region: Asian vs non Asian
Primary Endpoint: iDFS = CPS-EG Score: 23 vs 2 and ypN+

J

Palbociclib

125 mg once daily p.o.
d1-21, g28d for 13 cycles

Neoadjuvant Surgery +/- R
) )
Chemotherapy Radiotherapy 1:1

Placebo
d1-21, q28d for 13 cycles

All patients will receive concomitantly endocrine therapy according to local standards

Penelope-B: ClinicalTrials.gov NCT01864746
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Main Eligibility Criteria |

= Residual invasive disease post-neoadjuvant either in the breast or the lymph nodes

= Centrally confirmed HR+/HER2- breast cancer assessed preferably on tissue from post-
neoadjuvant residual invasive disease or core biopsy of the breast, or if not possible, of
residual nodal invasion

= CPS-EG score 2 3 or 2 and ypN+
= Neoadjuvant chemotherapy = 16 weeks (incl. 6 weeks of taxanes)

= < 16 weeks since final surgery or <10 weeks from completing radiotherapy and date of
randomization

= Estimated life expectancy of at least 5 years irrespective of the diagnosis of breast
cancer
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S Endpoints

* Primary Endpoint

— Invasive disease-free survival (iDFS)

= Selected Secondary Endpoints
—iDFS excluding second primary invasive non-breast cancers
— Distant disease-free survival
— Locoregional recurrence-free interval
— Overall survival
— Safety, compliance
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Statistical Considerations
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Initially 255 iDFS events and 1100 pts required to detect a HR of 0.685 with 85% power reflecting an
increase of 3year -iDFS from 77% to 83.6%

— Two-sided stratified log-rank test, overall significance level of 0.05 based on the ITT population

= Adaptive design with two interim analyses

= (O’Brien — Fleming type stopping boundaries based on the Lan-DeMets spending function were used in
the interim analyses!

— 1%t interim analysis - increase to 290 events and 1250 patients
— 2" interim analysis > at 194 events for futility and efficacy
— Final analysis of iDFS —> nominal significance level 0.0463

= To address the concern of possible inflation of the type | error due to a sample size increase based on
the interim analysis, statistical significance was determined using a weighted statistic based on the
method of Cui L et al with CHW interim monitoring implemented in EAST version 6.5 (Cytel Inc.)?

1. O'Brien & Fleming. Biometrics. 1979; 2. Cui L et al. Biometrics 1999.
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Disposition of Patients
Patient Status Palbociclib Placebo Overall
N (%) N (%) N (%)
Number of patients screened 1708
Number of patients randomized 631 619 1250
Number of patients started treatment 628 616 1244
Completed at least 7 cycles of treatment 559 (88.6) 559 (90.3) 1118 (89.4)
Completed all 13 cycles regularly 508 (80.5) 523 (84.5) 1031 (82.5)
Discontinued endocrine therapy prematurely 28 (4.4) 36 (5.8) 64 (5.1)
Discontinued study treatment 123 (19.5) 96 (15.5) 219 (17.5)
- Disease recurrence 25(4.0) 40 ( 6.5) 65 (5.2)
- Second primary (non-breast) 2(0.3) 3(0.5) 5(0.4)
- Death 2(0.3) 1(0.2) 3(0.2)
- Adverse event 33(5.2) 5(0.8) 38 (3.0)
- Patient’s wish 56 ( 8.9) 41 (6.6) 97 (7.8)
- Investigator’s decision 5(0.8) 6(1.0) 11 (0.9)
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sneasT Main Baseline Characteristics FENECOPE
Palbociclib (N=631) Placebo (N=619) Overall (N=1250)

Parameter Category N (%*) N (%*) N (%*)
Age median (range) 49 (22.76) 48 (19.79) 49 (19.79)
Age, years <50 353 (55.9) 348 (56.2) 701 (56.1)
Histological lymph node statusat  ypN 0-1 310 (49.1) 310 (50.1) 620 (49.6)
Surgery ypN 2-3 321 (50.9) 309 (49.9) 630 (50.4)
Ki-67%, central pathology >15% 161 (25.5) 158 (25.5) 319 (25.5)
CPS-EG score 2 and ypN+ 253 (40.1) 255 (41.2) 508 (40.6)
>3 378 (59.9) 364 (58.8) 742 (59.4)
Tumor stage at surgery ypTO-1 238 (37.7) 208 (33.7) 446 (35.7)
ypT2-3 368 (58.3) 389 (62.9) 757 (60.6)

ypT4 25 ( 4.0) 21 ( 3.4) 46 ( 3.7)

Histological type lobular 58 (9.2) 52 (8.5) 110 (8.8)
Grading G3 294 (46.7) 297 (48.1) 591 (47.4)
Ovarian ablation 108 (17.1) 113 (18.3) 221 (17.7)
Endocrine therapy Tamoxifen overall 314 (49.8) 308 (49.8) 622 (49.8)

stratification factors *valid percent
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Results Primary Endpoint iDFS
100%
. 2yr 88.3%
90%- Ty 3yr 81.2%
§ 80%- 4yr 73.0%
9 2yr 84.0%
g 70%= 3yr 77.7% HH
© 4yr 72.4%
S 60%- i -HE-R-1
3
. 50%-
o
LL
é 40%=
© S .
§ 30%- - Palboccllo+ET | Placebo + T Median Follow-Up
S : 42.8 Months
S 20%= #iDFS Events 152 156
(7]
© .
- tratified HR=0.93 (95% Cl, 0.74-1.17) p=0.525
E 10% sHratiie ( )p + censored
0% I I | I I I * Weighted log-rank test based on the CHW
0 12 24 36 48 60 72 method, taking into account the adaptive
Patients at risk: Time (months) sample size re-estimation and group-
— Placebo 619 553 497 349 161 24 1 g 8
— Palbociclib 631 571 528 389 169 38 0
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Subgroups iDFS Sdsls s aid

Subgroup N Hazard Ratio p-Value Test for
patients . (95% CI) Interaction
Overall 1250 . 2 931 (744, 1.16) 532
ypN ' 714
w01 G20 = HT4 (B96, 1.36) .8a0
Yl 2-3 G30 -; 891 CBED, 1.2 a1
Age years TH5
==4] T .. Haea (709 1.29 it
=40 a49 i 899 (641, 1.26) 539
Ki-67 : 504
==15% 931 | B BT CE54 1.16) 3645
=15% 314 : - 1.02 0718, 1.46) 84945
Risk status ' .3ag9
CPS-EG Score 2 and yph+ a08 a : 980534 119 2T2
ZPS-EG Score ==3 742 T 996 (TROD, 1.3 A7h
Geographical region 0 833
MHon-Asian 1144 430749 119 B19
Asian 945 . B3R (339, 2.06) Bar
= 1 674
Score 172 497 — B100539 1.24 a1
Score 3 Ak - He3 0697, 1.3 .raeq
Score 45 192 =1 1.08 (648, 1.7% a72
First endocrine therapy 1 424
Tarmoxifen with or wio ovarian suppression 22 420698, 1.21 693
Al with or wfo Ovarian suppression 28 B2T (66T, 1.3M 659
Duration of chemotherapy , A9E
shorter (==20 wihks) 594 = " BET CE21, 1.2 A
longer (=20 whks) (34 5] HE HEZOTIE,1.33 A04
Type of surgery ' T16
Breast conserving 432 = 8930580, 1.3 605
o Maﬁtectnmy MACT a1a —.I— HE6(TIE, 1.24 raa
verall response 1o . 346
CR of PR 1050 —1— 876 (B8, 117 297
s0orPD 200 T - 116 (682, 1.93 A79
| | | | | ]
0.3 0.5 0.8 1 1.5 2 2.5
HR
stratification factors longer iDFS with palbociclib longer iDFS with placebo
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sneasT Type of iDFS Events EENELOPEB

N=156
160 TN=152
140
!
120 -
H Palbociclib [ Placebo

w 100 -
e
c
S
o 80 -+
(%2
s
[a)
= 60 -

40 -

20

0
iDFS, overall Distant recurrences Invasive Contralateral breast Second primary Death without
locoregional cancer invasive non-breast  previous event
recurrences cancer
N=308 N=227 N=48 N=7 N=18 N=8
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Overall Survival (Interim Analysis)

PENELOPE®

2yr 96.3%

100% 3yr 93.6%
> Ayr 90.4%
90% = o
2yr 94.5% 3yr 90.5%
80% = 4yr 87.3%
X 70%-
]
S 60% =
S 50%-
=
> 40%-
= Palbociclib + ET Placebo + ET Median FO"OW-Up
S 30%- (N=631) (N=619)
Z 42.8 Months
O 20%- #OS Events 62 69
10% - stratified HR=0.87 (95% Cl, 0.61-1.22) p=0.420 + censored
0% T T I T T 1
0 12 24 36 48 60 72
Patients at risk: Time (months)
— Placebo 619 588 554 410 190 32 3
— Palbociclib 631 596 574 442 206 46 1
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Extent of Exposure
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Duration of exposure (weeks)

Relative total dose intensity (%)

Mean 48.6 48.1
Median 52.9 52.0
Min, Max 1.1, 70.1 1.4, 66.0
Mean 75.8 93.0
Median 82.1 98.9
Min, Max 0.4,105.9 0.7,104.3

48.4 <.001
521
1.1,70.1

84.3 <.001
96.3
0.4, 105.9
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Palbociclib, N=633 Placebo, N=611
Cycle Cycle
1 1
2 2
3 3
4 4
a A
A G
7 7
a a
49 49
10 10
11 11
12 12
13 13
0 10 20 30 40 50 5O 70 80 G0 100 0 10 00 a0 40 50 B0 70 80 ol 100
% patients % patients
Dose Level 0 126my 100m g Dose Level N 126mg W 100mg
./ Tamy Wl interruption = Tamyg @ interruption

Interruption= cycle completely not received / cycle started and interrupted within the first 5 days
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Patients with Adverse Event (AE)

grade 3/4
Patients with hematological AE

grade 3/4
Patients with non-hematological AE

grade 3/4

Patients with Serious AE (SAE)
hematological SAE
non-hematological SAE

632 (99.8)
504 (79.6)
628 (99.2)
463 (73.1)
630 (99.5)
126 (19.9)
59 (9.3)
5(0.8)
59 (9.3)

610 (99.8)
123 (20.1)
483 (79.1)
8(1.3)
609 (99.7)
116 (19.0)
53 (8.7)
0( 0.0)
53 (8.7)

1242 (99.8)
627 (50.4)
1111 (89.3)
471 (37.9)
1239 (99.6)
242 (19.5)
112 (9.0)
5(0.4)
112 (9.0)

1.000
<.001
<.001
<.001
1.000
0.720
0.693
0.062
0.693
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Summary and Conclusion ‘
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= After a median follow-up of 43 months, the addition of 1 year-palbociclib to endocrine therapy in patients with HR+/HER2- breast
cancer at high-risk of relapse after NACT did not improve iDFS

— Stratified HR 0.93, 95% CI [0.74, 1.16]; 2-sided CHW p=0.525

— Estimated 3 year iDFS rate: 81.2% with palbociclib vs 77.7% with placebo
= At interim analysis no difference was observed for OS
= Compliance was lower in the palbociclib arm vs placebo

— 80.5% vs 84.5% completed therapy

— 88.6% vs 90.3% received at least 7 cycles of study treatment

— Relative total dose intensity (RTDI) was 82% vs 99%

= No new safety signals were observed

» This is the first study showing mature iDFS results on a CDK4/6 inhibitor as part of (postneo)adjuvant therapy
» To date the results of Penelope-B do not support the addition of 1 year palbociclib to endocrine therapy
» Long term follow-up from other adjuvant CDK4/6 studies must be awaited

» Further translational research and subgroup analyses are ongoing
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