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PCR Rates by Tumor Subtypes
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HR+ HER2-, 5-yr EFS Rate
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-Patients with HR+ HER- high-grade tumors have a higher risk of relapse
*pCR is associated with improved 5 yr EFS
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NAE versus NACT

Clinical trial

Treatment arms (n)  Duration

Primary endpoint

ORR

BCS rate

Semiglazov et all'"],
2007

Alba et al”l, 2012

Palmieri ef al'' 2014
(NEOCENT)

(A) NAE: EXE25 mg/d 3 mo
or ANA 1 mg/d (121);

(B) NAC: doxorubicin 60
mg/m? pluspaclitaxel

200 mg/m” (118)

(A) NAE: EXE25 mg/d 24 wk
(41-47); (B) NAC:

Epirubicin 90 mg/m?

plus cyclophosphamide

600 mg/m? then

docetaxel 100 mg/ m?

(EC-T) (41-48)

(A) NAE: LET 25 mg/d  18-23 wk
(22); (B) NAC: 5-

fluorouracil 500 mg/m?,

epirubicin 100 mg/m?

plus cyclophosphamide

500 mg/m? (FE100C)

(22)

OR by clinical palpation

OR by MRI

OR by ultrasound and
mammography

64% vs 64% (P > 0.5)

48% vs % (P =i 0.075)

59.1% vs 54.5% (P = 0.32)

33% vs 24 (P = (.58)

56% vs 47 (P = 0.2369)



NAE versus NACT

Clinical trial Treatment arms (n) | Duration Primary endpoint ORR BCS rate
Semiglazov et all'"], (A) NAE: EXE25mg/d 3 mo OR by clinical palpation  64% vs 64% (P > (.5) 33% vs 24 (P = (.58)

2007

Alba et al”l, 2012

Palmieri et all' 2014
(NEOCENT)

or ANA 1 mg/d (121);
(B) NAC: doxorubicin )
mg/m? pluspaclitaxel
200 mg/m” (118)

(A) NAE: EXE 25 mg /¢
(41-47); (B) NAC:
Epirubicin 90 mg/m?
plus cyclophosphamidd
600 mg/m? then
docetaxel 100 mg/ m?
(EC-T) (41-48)

(A) NAE: LET 25 my/
(22); (B) NAC: 5-
fluorouracil 50 mg/m
epirubicin 100 mg/m?
plus cyclophosphamid
500 mg/m? (FE100C)
(22)

24 wk

18-23 wk

OR by MRI

OR by ultrasound and
mammography

48% vs 66% (P = 0.075)

59.1% vs 54.5% (P = 0.32)

56% vs 47 (P = 0.2369)



B | Radiological response

Favors i Favors

Source OR (95% ClI) Endocrine i Chemotherapy

Alba et al,30 2012 2.11 (0.92-4.82) ——

Palmieri et al,31 2014 0.83 (0.25-2.74) =

Semiglazov et al,32 2007 1.28 (0.77-2.14) -

Total 1.38 (0.92-2.07) '
Heterogeneity: x3=1.77 (P=.41), 12=0% TP

Test for overall effect: z=1.54 (P=.12) 0.01 0.1 1.0 10 100
OR (95% Cl)

C | Pathologic complete response

Favors i Favors

Source OR (95% Cl) Endocrine : Chemotherapy

Alba et al,30 2012 3.13(0.12-78.77) =

Palmieri et al,31 2014 Not estimable

Semiglazov et al,32 2007 1.84 (0.53-6.47) B

Total 1.99 (0.62-6.39) e

Heterogeneity: x3=0.09 (P=.76), 12=0% T L

Test for overall effect: z=1.16 (P=.25) 0.01 0.1 1.0 10 100
OR (95% Cl)



CHEMIO-ENDOCRINE STRATEGY

Clinical trial

Treatment arms (n)  Duration

Primary endpoint

ORR

BCS rate

Nakayama et all'"l,
2018 (Neo-ACET BC)

Sato et all'”, 2018

Mohammadianpanah
et al™", 2012

Yu et all*'], 2019
(CSCSG-036)

(A) NAE: ANA1Img/d 24wk
(29); (B) NCET: ANA

Img/d plus

tegafur/uracil (UFT) 270
mg/m? (28)

(A) NAE: EXE 2mg/d 24 wk
(14); (B) NCET: EXE 25

mg/d plus

cyclophosphamide 50

mg/d (42)

(A) NCT: 5-fluorouracil  9-13 wk
600 mg/ m?, doxorubicin

60 mg/m?, and
cyclophosphamide 600

mg/m* (FAC) (51); (B)

NCET: letrozole 2.5

mg/d plus FAC (30)

(A) NCT: EC-T or FEC-T 8-9 wk
(124); (B) NCET:

letrozole 2.5 mg/d plus

EC-T or FEC-T

(Tleuprorelin) (125)

OR by MRI and CT

OR by clinical palpation

OR by clinical palpation

OR by MRI

393% vs143% (P =
0.0683)

85% vs 54% (al weeks
24); 71% 05 71% (at
weeks 36)

10.2% vs 255% (P =
(.049)

72.6% vs 84.8% (P =0.02)

No increased rate
shown






Neoadjuvant Trials in ER* Breast Cancer:
A Tool for Acceleration of Drug Development
and Discovery 2

A Classic B Enrichment adaptive design
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Primary results of LORELEI: A phase Il randomized, double-blind study of
neoadjuvant letrozole plus taselisib versus letrozole plus placebo in
postmenopausal women with ER-positive/HER2-negative early-stage

breast cancer

:1' TOZ01

Letrozole 2.5 mg | (2 ) 30-day safety
Untreated 'S y S follow-up then
Postmenopausal u investigator's
Estrogen receptor (ER) R choice of
positive[HER2-negative \ (E; end::rlll:svea:rt\dlor
SOhge P-4 opesatie SO Letrozole 2.5 mg QD + placebo \] =& chemotherapy
2 2 cm tumors by MRI 5 clivs onr2 davs off Y and/or

~ M radiotherapy
STRATIFICATION FACTORS:

* Tumor size (T1-2 vs T3)

» Nodal status “

16 Weeks

KEY INCLUSION CRITERIA:

Multifocal disease allowed
Sample for centralized PIK3CA genotyping
Fasting glucose <125 mg/dL

KEY EXCLUSION CRITERIA:

cT4 or cN3 stage BC

Bilateral invasive or multicentric BC

Excisional biopsy of primary tumor and/or sentinel lymph
node biopsy prior to study treatment

Stage IVBC

Pre Week 9 Week 16 Surgery
treatment (Week 17-18)

Tumor tissue
MRI
Breast U/S

Mammogram
* MRI @ Week 9 ‘only required if suspicion of progression or f unevaluable by /S at baseline




PIK3CA-MUT*

PIK3CA-WT*

Taselisib Placebo Taselisib Placebo
(N=73) (N=79) (N=92) (N=89)
Age (years)
Median 64.0 61.0 64.5 65.0
T-stage
T1 3 (4.1%) 9 (6.3%) 6 (6.5%) 3 (3.4%)
12 61 (83.6%) 62 (78.5%) 65 (70.7%) 73 (82.0%)
13 9(12.3%) 11 (13.9%) 21 (22.8%) 12 (13.5%)
T4 0 1(1.3%) 0 1(1.1%)
N-stage I
NO 47 (64.4%) 55 (69.6%) 61 (66.3%) 54 (60.7%)
N1 23 (31.5%) 22 (27 .8%) 28 (30.4%) 28 (31.5%)
N2 3 (4.1%) 2 (2.5%) 3 (3.3%) 6 (6.7%)
N3 0 0 0 1(1.1%)

* 1 patient included with PI3KCA tumor status: unknown



All randomized patients

Odds ratio=1.55
(95% CI1.00-2.38; P=0.049)
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Taselisib Placebo
(N=166) (N=168)
CCR B (43%) e
\' PR B2 B3(T5%)
| S 67 (40.4%) 86 (51.2%)
| Non-CRNon-PD 0 108%
EN  Bpe% 5 (3.0%
Missing/ND/NE 10(6.0%) 10 (6.0%)

EFFICACY: RESPONSE RATE

The addition of taselisib to letrozole increases the ORR in the overall and PIK3CA-MUT populations
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Patients with PIK3CA-mutant tumors
Odds ratio=2.03
(95% C11.06-3.88; P=0.033)
56,2
38
Taselisib Placebo
(N=73) (N=79)
5(65%) 0%
36 (49.3%) 2 (354%)
28 (384%) 3 (48 4%)
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EFFICACY: pCR souri”

No significant difference was observed for pCR rate overall or in the PIK3CA-MUT subset

’ All randomized patients Patients with PIK3CA-mutant tumors

10 Odds ratio=3.07 10 Odds ratio=NE
~ (95% C10.32-29.85) -~ (95% CI NE) |
X 8 X 8 |
~ P=0.370 ~ P=0.480 |
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Taselisib Placebo Taselisib
(N=166) (N=168) (N=73)




G 3-4 ADVERSE EVENTS

Taselisib Placebo
(N=167) (N=167)
Number of patients with at least one G3-4 AE 43 (25.7%) 13 (7.8%)
Gastrointestinal disorders 13 (7.8%) 2 (1.2%)
Diarrhea 8 (4.8%) 1(0.6%) _‘
Colitis 2 (1.2%) 0
Stomatitis 2 5% 2 (1.2%) 0
Infections and infestations 8 (4.8%) 2 (1.2%)
Postoperative wound infection 2 (1.2%) 1(0.6%)
Erysipelas 2(1.2%) 0
Skin and subcutaneous tissue disorders 8 (4.8% 0
| Rash 3 (1.8%) 0 -I
Vascular disorders 8 (3.6%) 4 (2.4%) 7
Hypertension 5 (3.0%) 4 (2.4%)
Metabolism and nutrition disorders 6 (3.6%) 0
| Hyperglycemia 2 (1.2%) 0
Hypokalemia 2 (1.2%) 0
Investigations 4 (2.4%) 2 (1.2%)
Lipase increased 2(1.2%) 1(0.6%)
Amylase increased 2 (1.2%) 0
General disorders and administration site conditions 2 (1.2%) 0

One sudden death (G5) occurred in the taselisib arm, but was considered unrelated to study treatment



A Phase Il Randomized Study of Neoadjuvant Letrozole Plus

Alpelisib for Hormone Receptor-Positive, Human Epidermal Growth

Factor Receptor 2-Negative Breast Cancer (NEO-ORB)

Randomized (n = 340)?

v v
PIK3CA-mutant cohort PIK3CA-wild-type cohort
(n = 164) (n=176)

v v + v v ¥
Alpelisib Buparlisib Placebo Alpelisib Buparlisib Placebo
+ letrozole + letrozole + letrozole + letrozole + letrozole + letrozole
(n =60) (n=37) (n=67) (n=71) (n = 46) (n=59)




PIK3CA-mutant cohort

PIK3CA-wild-type cohort

N =127 N =130
Alpelisib Placebo Alpelisib Placebo
+ letrozole + letrozole + letrozole + letrozole

Characteristic n=60 n=67 n=71 n=59
Hormone receptor status, n (%)

Estrogen receptor-positive 60 (100) 67 (100) 70 (98.6) 59 (100)

Progesterone receptor-positive 48 (80.0) 60 (89.6) 65 (91.5) 48 (81.4)

Both positive 48 (80.0) 60 (89.6) 64 (90.1) 48 (81.4)
Histologic grade, n (%)

Well differentiated 17 (28.3) 22 (32.8) 13 (18.3) 13 (22.0)

Moderately differentiated 30 (50.0) 30 (44.8) 37 (52.1) 33 (55.9)

Poorly differentiated 9 (15.0) 8(11.9) 15 (21.1) 8(13.6)

Other 4 (6.7) 7 (10.4) 6 (8.5) 5(8.5)
Primary tumor stage at study entry, n (%)

Tlb 0 0 1(1.4) 0

Tic 19 (31.7) 16 (23.9) 18 (25.4) 15 (25.4)

T2 34 (56.7) 51 (76.1) 39 (54.9) 37 (62.7)

T3 7 (11.7) 0 13 (18.3) 7 (11.9)
Lymph node stage at study entry, n (%)

NO 39 (65.0) 49 (73.1) 47 (66.2) 36 (61.0)

N1 17 (28.3) 17 (25.4) 19 (26.8) 19 (32.2)

N2 3 (5.0) 0 4 (5.6) 2(3.4)

N3 1(1.7) 1(1.5) 1(1.4) 2(3.4)




PIK3CA-mutant cohort

PIK3CA-wild-type cohort

N =127 N =130
Alpelisib Placebo Alpelisib Placebo
+ letrozole + letrozole + letrozole + letrozole
n =60 n=67 n=71 n=59
' Primary endpoints: ORR and pCR rate
ORR, n (%) 26 (43.3) 30 (44.8) 45 (63.4) 36 (61.0)

Difference (80% crl)®

-1.4% (-12.5, 9.7)

2.4% (-8.4,13.2)

Posterior probability”

0.435

0.611

pPCR rate, n (%)

1.41..7)

2 (3.0)

2 (2.8)

1(1.7)

Difference (80% crl)®

~1.3% (4.5, 1.7)

1.1% (-1.9, 4.2)

Posterior probabilityb

0.282

0.697

: Secondary endpoint: PEPI score

Patients with PEPI score 33 (55.0) 48 (71.6) 35 (49.3) 38 (64.4)

at EOT, n (%)

PEPI score at EOT, n (%)
0 (low risk) 1(3.0) 0 1(2.9) 1(2.6)
1-3 (intermediate risk) 17(51.5) 25 (52.1) 17 (48.6) 16 (42.1)
24 (high risk) 15 (45.5) 23 (47.9) 17 (48.6) 21 (55.3)
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Ki67 antiproliferative response, (%)

Modulation of Rb phosphorylation and
antiproliferative response to palbociclib: the
preoperative-palbociclib (POP) randomized
clinical trial

B 100
Bl HR-positive/HER2-negative

100 90

. Other subtypes

90

80

70 A

60

50

40 4

Ki67 antiproliferative response
according to tumor subtype, (%)

30 +

20

10 4

Palbociclib Control Palbociclib Control
Treatment arm Treatment arm



Randomized Phase Il Study Evaluating
Palbociclib in Addition to Letrozole as
Neoadjuvant Therapy in Estrogen
Receptor—Positive Early Breast Cancer:
PALLET Trial

Randomly assigned

(N = 307)
3:2:2:2
Group A: Letrozole alone Group B: Letrozole to week 2, Group C: Palbociclib to week 2, Group D: Palbociclib plus

followed by palbociclib plus followed by palbociclib plus letrozole to week 14

letrozole to week 14 letrozole to week 14
Evaluable Ki-67 response  (n =865) Evaluable Ki-67 response  (n = 40) Evaluable Ki-67 response  (n=47) Evaluable Ki-87 response  (n =38}
Baseline not available (n =3} Baseline not available (n=3) Baseline not available {n=2) Baseline not available (n=4)
Week 14 not available (n=29) Week 14 not available {n=20) Week 14 not available (n=17) Week 14 not available {n=20)
Baseline and week 14 (n = 6) Baseline and week 14 (n=5) Baseline and week 14 {n=3) Baseline and week 14 (n=5)

not available not available not available not available



Letrozole + Palbociclib From  Palbociclib + Letrozole From

Letrozole Alone Week 2 Week 2 Palbociclib + Letrozole
Variable Group A (n = 93) Group B (n = 63) Group C (n = 61) Group D (n = 62)
Clinical response, No. (%)
Complete respanse 2(2.2) 1(1.6) 2 (3.3) 1(16)
Partial response 44 (47.3) 30 (47.6) 33 (54.1) 34 (54.8)
Stable disease 42 (45.2) 30 (47.6) 25 (41.0) 24 (38.7)
Progressive disease 5 (54) 2(3.2) 1(1.6) 3(4.8)
Group A (n = 87) Group B (n = 60) Group C (n = 60) Group D (n = 60)
Pathologic complete response, No. (%)
pCR breast (any nodal status) 1(1.1) 1(1.7) 3 (5.0) 2 (3.3)
pCR breast and nodes 0 (0.0 1(1.7) 1(1.7) 0 (0.0)
Group A Group B Group C Group D

No Med IR No Med IOR  No Med  IOR  No Med IR

Log-fold change in Ki-67

From baseline to week 14

From baseline to week 2

65 -22 -34t0-10 40 -41 -51to-27 47 -40 -51t0-30 38 -39 -5010-29
61 -13 -28tb-06 39 -13 -251-08 4 -31 —-4l1lto-15 32 -39 —-47t0-27

Log-fold change in c-PARP

From baseline to week 14

From baseline to week 2

47 -04 -101t00.2 34 -08 —-14t0-05 37 -08 -14t0-02 28 -06 —13t0-0.2
42 -01 -05t-03 31 -03 -07t-01 36 -03 -08to-02 23 -05 -071t00

From week 2 to week 14

42 -03 -08t00 31 -06 -12t0-03 36 -03 -08tc01 23 -03 -07t0l




Ki-67 (% positive cells)

Letrozole alone for 14 weeks Letrozole for 2 weeks
(Lygw! followed by letrozole + palbociclib
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B Letrozole for 2 weeks
Letrozole alone for 14 weeks followed by letrozole + palbociclib
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Letrozole Alone

Group A (n = 100)

Palbociclib + Letrozole Regimen

Groups B+ C + D (n = 201)

MedDRA-Coded AE Preferred Term Any Grade Grade = 3 Any Grade Grade = 3
Fatigue 41 (41.0) 0 (0.0) 117 (58.2) 4 (2.0)
Neutrophil count decreased 2 (2.0) 0 (0.0) 110 (54.7) 82 (40.8)
Hot flush 40 (40.0) 0 (0.0) 54 (26.9) 0 (0.0)

‘Nausea 18 (18.0) 0 (0.0) 50 (24.9) 0 (0.0)

Arthralgia 26 (26.0) 0(0.0) 37 (18.4) 1(05)

| Headache 21 (21.0) 0 (0.0) 37 (18.4) 0 (0.0}

IWBC count decreased 1(1.0) 0 (0.0) 49 (24.4) 12 (6.0)
Diarrhea 14 (14.0) 1(1.0) 33 (16.4) 2(1.0)
Constipation 10 (10.0) 0 (0.0) 26 (12.9) 0 (0.0)
Breast pain 12 (12.0) 0 (0.0) 20 (10.0) 1(0.5)
Platelet count decreased 0 (0.0) 0 (0.0) 31 (15.4) 0 (0.0)

‘Dizziness 7 (7.0) 0 (0.0) 24 (11.9) 0 (0.0)

| Alanine aminotransferase increased 7 (7.0) 0 (0.0) 23 (11.4) 8 (4.0)

| Alopecia 3 (3.0 0 (0.0) 26 (12.9) 0 (0.0)

Hypertension 11 (11.0) 8 (8.0) 15 (7.5) 9 (4.5)




GENERATION CHEMOTHERAPY AS NEOADJUVANT
TREATMENT OF LUMINAL BREAST CANCER.

RESULTS OF THE UNICANCER - NEOPAL STUDY

LETROZOLE AND PALBOCICLIB VERSUS 3R°

Paul H. Cottu', V. D'Hondt?, S. Dureaus, F. Lerebours?, I. Desmoulins®, P-E. Heudels, F. Duhoux?, C. Levy?, M.-

A. Mouret-Reyniers, F. Dalenc', J.-S. Frenel", C. Jouannaud'?, L. Venat-Bouvet’, S. Nguyen, J.-M. Ferrero?, J.-
L. Canon, J. Grenier', J. Lemonnier®, A. Vincent-Salomon', and S. Delaloge»

Medica Onmbgy, Institut Curie, Paric, FR, Medical Onrnhgy_ ICM Regioral Cancer Institute of Mantpeller, Montpellier, FR, Dept of Medical Onrnloqy, Institut Cunle, Paris, FR, Maodical Onealogy Institie Curie, Saint
Cloud, FR, Medical Oncology, Centra Georges-frangols Lecierc (Dxjon), Dijon, IR, Oncology, Cenire LAon Bérard, Lyon, FR, Medical Oncology. Cinlques Universitaires ST. Lue, Brussels, 8E Medical Oncology, Centra
Francois Daclesse, Coun, FR, Medical Oncology, Centre Jean Pertin, Cletmont-Ferrand, FR, Medica! Oncology, IUCT Oncopele Toulouse, Toulouse, PR, -Medical Oncoloay, UNICANCER ICO Institut de Cancerologie de
I'Ouest René Gauducheaw, Saint-Herblain, FR. Medical Orcology, Institut lean Godinat, Reims, FR. Medical Muloqy, Lmoges university hocpital, Limnages, FR, Medeal Ontdoqy‘ CH Pau Pay, FR, Departiment of
Medical Oncology, Centre Amtoing Lacassagne, Nice, FR, .LCepanmment of Oncology-Hematolegy, Grand Hopital de Charteral, Charlerod 88, Medical Oncology, Institut Ste Cathering Avignon, FR. R&D, Unicancer, Paris,
FR, ;Tumor Biology, Institut Cure, Paria TR, -Medical Orcology, Gustave Roussy, Villejuil, TR

Newly
diagnosed
stage II-ll
BC*

Prospective, randomized, parallel, non comparative phase Il study
NCT02400567

Biopsy
ER+, HER2-

Nodal status available**

Prosigna”

@IC

1 Luminal A N+

or Luminal B

Exclude non-luminal

tumors

R**Q
i1

Letrozole 2.5 mg/day
+ Palbociclib 125
A Mmgiday, 3w/4

19 weeks

3 FEC 100 fwd by
3 Docetaxel 100

B (q3w)

SURGERY™




LET PALBO (n=53) CHEMOTHERAPY (n=53)

N % N %
T3 14 26.4 14 26 .4
N+ 20 37.7 18 34
Invasive carcinoma
NOS 42 79.2 39 736
ER Allred 7-8 51 96.2 51 96.2
I 35 66 33 62.3
EEgmEde ) 12 226 17 3.1
‘Luminal B status 47 88.7 47 88.7
Prosigna®  Int. 7 13.2 9 15.1

ROR score  High 46 86.8 44 84.9




Letrozole palbociclib

Chemotherapy

Interim analysis

n =30 n =30
n (%) 95% Cl n (%) 95% Cl
RCB O 1(3.3) 0-9.8 3 (10.0) 0-20.7
RCB 1=l 29 (96.7) 90.3-100 27 (90.0) 79.3-100
Final analysis
=52 =3
n (%) 95% Cl n (%) 95% Cl
RCB O 4 (7.7) 04-149 8 (15.7) 5.7-25.7
RCB 11l 46 (92.3) 85.1-996 43 (84.3) 74.3-94.3
Letrozole palbociclib Chemotherapy
Ki67*®
Baseline Median (range) 25 (1-80) 30 (2-80)
Geometric mean (%) 24.1 277
Final Median (range) 3 (1-40) 9 (2-15)
Geometric mean (%) 117 37




NeoPalAna: Neoadjuvant Palbociclib, a Cyclin-
Dependent Kinase 4/6 Inhibitor, and Anastrozole
for Clinical Stage 2 or 3 Estrogen Receptor-
Positive Breast Cancer

Single Arm Phase | Schema
Clinical '8 | ZMw(CDl _-l r 23~dovcydex4((1-(4) s |
Stage Il or i I , v
ER+ (Allred 6-8) | O R
e ” |9 Anastrozole (A) »
3
s
ECOGPS02 | v Palbociclib (P) :
CoD1 CiD1 C1D15 Surgscal
|, xi67> 10% Specimen
OﬂStudy

COD1: cycle 0 day 1 (Baseline);

C1D1: cycle 1 day 1 (post 28 days of anastrozole and prior to the start of
palbociclib;

C1D15: cycle 1 day 15 (post 15 days of adding palbociclib)



Characteristic

Entire cohort
(n — 50)

PIK3CA Mut
(n = 16)

PIK3CA WT
(n = 32)

Median age (range),

57.5 (34.1-79.6)

55.2 (34.1-79.3)

57.7 (34.8-79.6)

years
Race
White 47 (94%) 16 (100%) 29 (91%)
Black 3 (6%) 0 3 (9%)
Menopausal status
Premenopausal 18 (36%) 8 (50%) 1 (34%)
Postmenopausal 22.(64%) 8(50%) 21 (66%)
PgR Allred Score
Neg 3 (6%) 0 3 (9%)
Pos 47 (94%) 16 (100%) 29 (91%)
Tumor grade
1 12 (24%) 4 (25%) 7 (22%)
2 31 (62%) 1 (69%) 19 (59%)
3 7 (14%) 1(6%) 6 (19%)
Histology
Ductal 33 (66%) 11 (69%) 21 (66%)
Lobular/mixed 15 (30%) 4 (25%) 10 (31%)
Other (papillary, 2 (4%) 1(6%) 1(3%)
mucinous)
Clinical stage
/A 20 (40%) 6 (38%) 14 (44%)
1B 16 (32%) 8 (50%) 7 (22%)
A 12 (24%) 2 (12%) 9 (28%)
B/C 2 (4%) 0 2 (6%)
PAMS0 intrinsic
subtype N =32 N=9 N =23
‘ LumA 17 (53%) 5 (56%) 12 (52%)
LumB 12 (38%) 3 (33%) 9 (39%)
HER2-E 1(3%) 0 1(4%)
Basal-like 1(3%) 0 1(4%)
Normal 1(3%) 1 (M%) 0
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CoD1
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PIK3CA Mutant (n = 16)
- Anastrozole sensitive
== Palbociclib sensitive
= Resistant
C1D1 C1D15

LumA (n = 15)

- Anastrozole sensitive
- Palbociclib sensifive
- Resistant

C1D1 C1D15
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PIK3CA WT (n = 26)

- Anastrozole sensitive
== Palbociclib sensitive

CoD1 C1D1 C1D15

LumB (n=11)

== Anastrozole sensitive
== Palbociclib sensitive
=~ Resistant

CoD1 C1D1 C1D15



Ribociclib plus letrozole in early breast cancer: A presurgical,
window-of-opportunity study
G. Curigliano *°, P. Gémez Pardo ", F. Meric-Bernstam , P. Conte “*, M.P. Lolkema "2,

J.T. Beck ", A. Bardia ', M. Martinez Garcia’, F. Penault-Llorca , S. Dhuria ', Z. Tang |,
N. Solovieff ™, M. Miller ', E. Di Tomaso ™, S.A. Hurvitz "

Q1 Treatment for 14 days I'.:|15
B o ) [ Y ("
Arm 1: letrozole 2.5 mg/da
« Postmenopausal women = = B o r( nz= 4) ey
N X J
« HR+, HER2- early Q s
O < s ~
breast cancer = L T
| ol T3 i Arm 2: ribociclib 400 mg/Ei%y + letrozole 2.5 mg/day | surgery
« Resectable tumor, t= g o " (n=6) >
diameter 21.0 cm g T
« Grade /11 @ & | ,| Arm 3: ribociclib 600 mg/day + letrozole 2.5 mg/day
J - J & . (n = 4)
D1 D2 D3 D4 D5 D6 D7 D8 D9 D10 D11 D12 D13 D14 D15
} % t t } } } t } i t } { } —>
Safety >
Ki67 A A
pRb A A
Estradiol A A
NGS A A
PK A A A A



Arm 1: letrozole 2.5 mg/day

80

Arm 2: ribociclib 400 mg/day
+ letrozole 2.5 mg/day

Arm 3: ribociclib 600 mg/day
+ letrozole 2.5 mg/day

70 -
60
50 -
40
30 -
20 -
10 -

o—

Percentage of Ki67-positive cells (%)

Screening

-

Day 15

Screening

Day 15

Screening Day 15

Adverse event,
n(%)

Arm 1: Letrozole 2.5 mg/day (n = 4)

Arm 2: Ribociclib 400 mg/day +
letrozole 2.5 mg/day (n - 6)

Arm 3: Ribociclib 600 mg/day +
letrozole 2.5 mg/day (n = 4)

Total

Abdominal pain
Diarrhea

Nausea

Stomatitis
Vomiting
Asthenia

Fatigue

QTcF prolongation
Decreased appetite
Hypomagnesemia
Dyspnea

Hot flush

.... ...
— i~
o %]
LB T s

ocCoOoOCcOoOCso

o
N
oy

3(50)

4 (100)
1(25)
1(25)
2 (50)

0
1(25)
1(25)
1(25)
2 (50)
2 (50)

0

0
1(25)




NneoMONARCH: Phase |l Study Design

Post-menopausal women (N = 220) HR+, HER2-
breast cancer stage: | (T 21 cm), lI, llIA or llIB
suitable for neoadjuvant endocrine therapy

Core biopsy at baseline

Randomization

Abemaciclib® 150 mg Q12H § Abemaciclib? 150 mg

Anastrozole 1 mg QD + Anastrozole 1 mg QD Q12H

Core biopsy after 2 weeks of treatment

Primary endpoint:
Compare the change from baseline in Ki67
expression after 2 weeks of therapy

Abemaciclib? 150 mg Q12H
+ Anastrozole 1 mg QD

Core biopsy after 14 weeks of treatment®

Surgery (optional)



nt Change from Baseline

Ki67 Expression (%) Perce

NneoMONARCH: Ki67 Expression
Change from Baseline to Week 2

Anastrozole 1 mg Abemaciclib 150 mg Abemaciclib 150 mg
n=22 + Anastrozole 1 mg n=19
100 n= 23 100 4

S T
= —— = N




Complete Cell Cycle Response Rate (%)

Complete Cell Cycle Arrest
Ki67 index <2.7% at 2 weeks

OR= 7.8 (2.0, 30.8)

100 - 0.003"
s (26006;.,6 ) [ Anastrozole 1 mg
W Abemaciclib 150 mg
+ anastrozole 1 mg

60 = Abemaciclib 150 mg
40 -l ——

20 -

22.7%
0

Responders: 5 16 13






