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BACKGROUND
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APHINITY: A Phase Il Adjuvant Study Investigating the \

Benefit of Pertuzumab when Added to Trastuzumab + ‘\‘\

Chemotherapy

§
U Chemotherapy* + trastuzumab
i i + pertuzumab (N = 2400
R Central confirmation p ( ) FOLLOW-UP
G of HER2 status 10 YEARS
E (N =4805) Chemotherapy* + trastuzumab
5 + placebo (N = 2405)
< > < >
Randomization and treatment Anti-HER?2 therapy for a total of 1 year (52 weeks) (concurrent with start of taxane)
within 8 weeks of surgery Radiotherapy and/or endocrine therapy may be started at the end of adjuvant chemotherapy

* Primary endpoint: IDFS (APHINITY definition differs from STEEP definition)
e Secondary endpoint: IDFS with 2" primary non-breast primary cancers included, DFS, OS, RFI, DRFI, safety, and HRQoL
» Stratification factors: nodal status, HR status, chemotherapy regimen, geographic region, protocol version (A vs. B)

* Clinical cut off date (CCOD) at the time of primary analysis was 19 Dec 2016, median follow up of 45.4 months

* Standard anthracycline or non-anthracycline (TCH) regimens were allowed: 3—-4 x FEC (or FAC) — 3-4 x TH; 4 x AC (or EC) — 4 x TH; 6 x TCH.
DFS, disease-free survival; DRFI, distant relapse-free interval; HR, hormone receptor; HRQoL, health-related quality of life; IDFS, invasive disease-free survival; OS, overall survival; RFI, relapse-free interval.

adapted from von Minckwitz et al. N Engl J Med 2017; www.clinicaltrials.gov/ct2/show/NCT01358877.
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APHINITY Demonstrated Significant Benefit of Adjuvant s
Pertuzumab in HER2 + Early Stage Breast Cancer After

45.5 Months Median FU

e Tyear 2 years N\
98.8% 3years 4vears
100 96.4% 94.1% v
_hﬁ:
98.6% 95.7%
93.2% 90.6%
80 -
— 60 -
S
e Pertuzumab Placebo
a (n = 2400) (n = 2404)
1 vents,n (%) 171 (7.1) 210 (8.7)
Adjusted HR (95% ClI) 0.81 (0.66, 1.00)
20 ~ p value 0.045
Median follow-up, months 454
0 L] L] L] L] L] L] L] L] L] L] L] L] L] L] L]
0 6 12 18 24 30 36 42 48
No. of patients at risk Time (months)
2400 2309 2275 2236 2199 2153 2101 1687 879
\ 2404 2335 2312 2274 2215 2168 2108 1674 866 /

Cl, confidence interval; FU, follow-up; HR, hazard ratio; IDFS, invasive disease-free survival.
adapted from von Minckwitz G, et al. N Engl J Med 2017.
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2nd Interim Analysis of Overall Survival \‘\:\
na interim Analysis o1 vvera urviva \

- )

Primary analysis / 24 interim 3'd interim fa -
1stinterim OS analysis OS analysis OS analysis Def'gygﬁt%?iggﬁlys's
Clinical cut-off date (CCOD): CCOD: CCOD: after 640 deaths
Dec 19 2016 June 19 2019 Jan 10 2022

» Limited information on overall survival (OS) at the time of the primary analysis

o 2" interim analysis of OS - pre-planned, calendar-driven
*  Median follow-up time was 74.1 months
» There were 272 deaths (42.5% required for definitive OS analysis)
» 6-year overall survival (OS) per cents above 93% in both treatment groups; comparison of OS did not reach
statistical significance

e Confirmed IDFS benefit

Piccart M. et al. J Clin Oncol 2020.
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METHODS
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Methods Third Interim Analysis

/

Primary analysis / 2" interim
1tinterim OS analysis OS analysis

Clinical cut-off date (CCOD): CCOD:
Dec 19 2016 June 19 2019

e We are now describing the 3" interim analysis of OS

-

3 interim
OS analysis
CCOD:
Jan 10 2022

 Median follow-up time is 8.4 years, 27 months longer than at the 2" interim analysis.
 There are now 370 deaths (98 more than at the 2" interim analysis).
» Thisis 57.8% of the 640 deaths needed for definitive OS analysis.

» P-value of 0.0060 is required for statistical significance for this interim OS analysis.

» Updated descriptive analyses of IDFS and cardiac safety were also performed.
 There are now 609 patients with an IDFS event (101 more than at the 2" interim analysis).

Definitive OS analysis
Event-driven,
after 640 deaths
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RESULTS
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Baseline Characteristics were Balanced

Between 2 arms in APHINITY \\
- . _ 3\

24 +ve 24 +ve Non-anthra Non-anthra
nodes nodes cycline cycline
Number 2000 - (25%) (25%) (22%) (22%)
of patients ER+ve
1-3 and/or
Pertuzumab 1500 - 1-3 PgR+ve
+ve +ve Q
(n =2400) nodes nodes (64%)
0 (37%)
Placebo 1000 A E5) Anthra Anthra
(n =2404) cycline cycline
0 0 (78%) (78%)
500 nodes nodes
LI 0 nodes t>u1mor 0 nodes
>1cm tumor £1cm (B tumor £1cm
(34%) (4%) (34%) (3%)
0 -
Pertuzumab Placebo Pertuzumab Placebo Pertuzumab Placebo
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Baseline Characteristics were Balanced
Between 2 arms in APHINITY

/
— Latin America (3%) — Latin America (3%)
Amendment Amendment
Asia Pacific B B
Number 2000 - (23%) (24%) (24%)
of patients

Eastern Europe

Eastern Europe

8%
Pertuzumab 1500 - (&%) (8%)
(n=2400)
Canada/ Canada/ Protocol
Plécebo 1000 - W. Europe/ W. Europe/ A
(n =2404) Australia-NZ/ Australia-NZ/ Protocol A (76%)
South Africa South Africa (76%)
(54%) (54%)
500 -
USA (12%) USA (12%)
O N T T
N Pertuzumab Placebo Pertuzumab Placebo

/
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APHINITY Interim Overall Survival Analysis at 8.4 years
Median FU by Treatment Regimen (ITT Population)

-

100
80 -
Pertuzumab Placebo
— (n = 2400) (n =2404)
<
§ 60 4 Deaths, n (%) 168 (7.0) 202 (8.4)
§ Adjusted HR (95% ClI) 0.83(0.68, 1.02)
= -value 0.078
;i; 40 4P
e} Median FU, years 8.4
20 8 year duration
Difference in death rate (%) 0.7
0 95% ClI for difference (-0.8,2.3)
0o 1 2 3 4 5 6 7 8
No. of patients at risk Years from randomisation
2400 2304 2261 2216 2161 2108 2071 2004 1827
\ 2404 2339 2292 2241 2169 2125 2058 1988 1834 /
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APHINITY Interim Overall Survival Analysis at 8.4
Years Median FU by Treatment Regimen
Node-positive Cohort

4 100
80
Pertuzumab Placebo
S (n=1503) (n=1502)
S 60  Deaths, n (%) 130 (8.6) 163 (10.9)
>
& Unadjusted HR (95% ClI) 0.80 (0.63, 1.00)
§ 40 1 8year duration
>
o
Difference in death rate (%) 1.9
209 959 ClI for difference (-0.4, 4.1)
O L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L]
0 1 2 3 4 5 6 7 8
No. of patients at risk Years from randomisation
1503 1441 1408 1375 1334 1299 1273 1230 1096
N 1502 1462 1425 1381 1332 1303 1249 1203 1087
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APHINITY Interim Overall Survival Analysis at 8.4
Years Median FU by Treatment Regimen
Node-negative Cohort

/ 8 years
100 9&_40@_
95.5%
80
Pertuzumab Placebo
S (n=897) (n=902)
_‘_g 601  Deaths, n (%) 38 (4.2) 39 (4.3)
> Unadjusted HR (95% ClI) 0.99 (0.64, 1.55)
© -
g 40 8 year duration
Difference in death rate (%) -0.9
20 :
95% Cl for difference (-2.8,1.0)
0 L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L]
0 1 2 3 4 5 6 7 8
No. of patients at risk Years from randomisation
897 863 853 841 827 809 798 774 731
N 902 877 867 860 837 822 809 785 747
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APHINITY Updated Descriptive IDFS Analysis
at 8.4 Years Median FU by Treatment Regimen -

ITT population
/ 3years
100 94.1% Gggegz/s 8 years
L — .o%
B2% TS e S S TS I oo - §4.%_
%0 87.8% 85.8%
Pertuzumab Placebo
(n = 2400) (n =2404)
< 507 Events,n (%) 267 (11.1) 342 (14.2)
g Adjusted HR (95% ClI) 0.77 (0.66, 0.91)
~ 40 1 8year duration
Difference in event free 26
20 4 rate (%) '
95% ClI for difference (0.7, 4.6)
0 L] L] L] L] L] L] L] L] L] L] L] L] L]
0 1 2 3 4 5 6 7 8
No. of patients at risk Years from randomisation
2400 2277 2198 2122 2055 1995 1954 1876 1677
\_ 2404 2312 2214 2134 2043 1984 1898 1817 1651
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APHINITY Updated Descriptive Analysis 8.4 year Median FU,

Site of First Occurrence of an IDFS event

SN

/

\

Pertuzumab Placebo
N=2400 N=2404
Total patients with IDFS event: n (%) 267 (11.1%) 342 (14.2%)
Category of IDFS event: n (%)
« Distant recurrence 149 (6.2%) 204 (8.5%)
e CNS metastases 51 (2.1%) 53 (2.2%)
 Locoregional BC recurrence 32 (1.3%) 57 (2.4%)
 Contralateral invasive BC recurrence 28 (1.2%) 22 (0.9%)
 Death without prior event 58 (2.4%) 59 (2.5%)

L Hierarchy applied if a patient experiences additional IDFS event(s) within 61 days of their 15t IDFS event
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APHINITY Updated Descriptive Analysis
8.4 year median FU, Site of First Occurrence
of an IDFS Event by Nodal Status

4 Node-positive Cohort Node-negative Cohort )
Pertuzumab Placebo Pertuzumab Placebo
N=1503 N=1502 N=897 N=902
Total patients with IDFS event: n (%) 202 (13.4%) 276 (18.4%) 65 (7.2%) 66 (7.3%)
Category of IDFS event: n (%)
« Distant recurrence 131 (8.7%) 184 (12.3%) 18 (2.0%) 20 (2.2%)
* CNS metastases 43 (2.9%) 48 (2.9%) 8 (0.9%) 5 (0.6%)
* Locoregional BC recurrence 23 (1.5%) 39 (2.6%) 9 (1.0%) 18 (2.0%)
 Contralateral invasive BC recurrence 13 (0.9%) 16 (1.1%) 15 (1.7%) 6 (0.7%)
« Death without prior event 35 (2.3%) 37 (2.5%) 23 (2.6%) 22 (2.4%)

L Hierarchy applied if a patient experiences additional IDFS event(s) within 61 days of their 1t IDFS event
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APHINITY Updated Descriptive IDFS Analysis at
8.4 Years Median FU by treatment regimen
Node-positive Cohort

e 100 3years
9002% T Trmrmre—eoioio
80 -
60 - Pertuzumab Placebo
S (n=1503) (n=1502)
g Events, n (%) 202 (13.4) 276 (18.4)
40 Unadjusted HR (95% CI) 0.72(0.60, 0.87)
8 year duration
20 1 Difference in event free rate (%) 4.9
95% ClI for difference (2.2,7.6)
0 L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L]
0 1 2 3 4 5 6 7 8

Years from randomisation
No. of patients at risk
1503 1420 1357 1301 1257 1218 1190 1142 1003
\ 1502 1439 1358 1288 1226 1190 1126 1076 953 /

The node positive cohort continues to derive clear benefit from addition of pertuzumab.
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APHINITY Updated Descriptive IDFS Analysis at
8.4 Years Median FU by treatment regimen
Node-negative Cohort

/ 3years

6 years 3
98.4% years
100 e e 94.9% 93.3%
97.5% e
’ 94.8% 92.3%
80 -
. 60 - Pertuzumab Placebo
S (n=2897) (n=902)
- Events, n (%) 65 (7.2) 66 (7.3)
40 Unadjusted HR (95% ClI) 1.01(0.72, 1.42)
8 year duration
20 ' Difference in event free rate (%) -1.0
95% Cl for difference (-3.5,1.5)
O L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L]
0 1 2 3 4 5 6 7 8
Years from randomisation
No. of patients at risk
897 857 841 821 798 T 764 734 674
\_ 902 873 856 846 817 794 772 741 698
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APHINITY Updated Descriptive IDFS Analysis at
8.4 Years Median FU by treatment regimen
Hormone Receptor-negative Cohort

4 3years
100 : ———___ 928%
oL2% T m e
80
. 60 - Pertuzumab Placebo
S (n = 864) (n = 858)
- Events, n (%) 106 (12.3) 126 (14.7)
407 Unadjusted HR (95% C) 0.82 (0.64, 1.06)
8 year duration
20 7' Difterence in event free rate (%) 23
95% Cl for difference (-1.0,5.7)
0

0 1 2 3 4 5 6 7 8
Years from randomisation
No. of patients at risk
864 821 796 759 732 713 701 674 609
\ 858 811 771 743 717 697 671 646 584 j
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APHINITY Updated Descriptive IDFS Analysis at
8.4 Years Median FU by treatment regimen
Hormone Receptor-positive Cohort

/ 3years
100 e 94.8% 6 years 8 years
—_— 91.2% 88.9%
94.4% T T T T T o ————
80 - 88.3% 86.1%
60 - Pertuzumab Placebo
S (n=1536) (n = 1546)
g Events, n (%) 161 (10.5) 216 (14.0)
401 unadjusted HR (95% Cl) 0.75 (0.61, 0.92)
8 year duration
20 4 Difference in event free rate (%) 2.8
95% Cl for difference (0.4,5.3)
0 L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L]
0 1 2 3 4 5 6 7 8
Years from randomisation
No. of patients at risk
1536 1456 1402 1363 1323 1282 1253 1202 1068
\ 1546 1501 1443 1391 1326 1287 1227 1171 1067
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APHINITY Updated Descriptive Analysis
Cardiac Safety, 8.4 years Median FU

4 )

Pertuzumab Placebo

(N = 2364) (N = 2405)

Primary cardiac event 19 (0.8%) 10 (0.4%)
 Heart failure New York Heart Association class Ill or IV + LVEF drop*
* Cardiac death*

Heart failure NYHA class class Ill or IV + LVEF drop* 16 (0.7%) 6 (0.2%)

Cardiac death ** 3(0.1%) 4 (0.2%)
Three further patients with a primary cardiac event (cardiac death)
were reported; 1 in the pertuzumab arm and 2 in the placebo arm

L No new cardiac safety issues emerged.

*LVEF drop = ejection fraction drop > 10% from baseline AND to below 50%;
**|dentified by the Cardiac Advisory Board for the trial according to a prospective definition.
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APHINITY Updated Descriptive Analysis Cardiac Safety by
Chemotherapy Cohort, 8.4 years median FU

\\

/
Anthracycline Cohort Non-Anthracycline Cohort
Pertuzumab Placebo Pertuzumab Placebo
(N = 1834) (N = 1894) (N = 528) (N = 510)
Primary cardiac event 17 (0.9%) 9 (0.5%) 2 (0.4%) 1 (0.2%)
* Heart failure New York Heart Association class IlI
or IV + LVEF drop*
 Cardiac death*
Heart failure NYHA class class Ill or IV + LVEF drop* 14 (0.8%) 5(0.3%) 2 (0.4%) 1 (0.2%)
Cardiac death ** 3(0.2%) 4 (0.2%) 0 0
-

*LVEF drop = ejection fraction drop > 10% from baseline AND to below 50%;
**|dentified by the Cardiac Advisory Board for the trial according to a prospective definition.
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CONCLUSIONS
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APHINITY 3rd Interim Analysis

of Overall Survival

\\

\_

* 0.7% difference (95% CI [-0.8, 2.3]; hazard ratio 0.83 [0.68, 1.02]).

* Follow-up is very important to determine OS benefit of P.

Definitive OS analysis

Event-driven, after 640 deaths

: .
Fewer deaths seen in pertuzumab (P) compared to placebo arm.
o After 8.4 years median FU, 8-year OS per cents were 92.7% (P) vs. 92.0% (placebo).

 The trend towards a benefit of OS was influenced by the node positive cohort
(8-year OS per cents 91.1% vs 89.2%; hazard ratio 0.80).

~
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APHINITY Updated Descriptive Analysis of IDFS and SaN

The node-positive cohort derives benefit from adding pertuzumab.

e Animprovement in IDFS at 8 years of 4.9% (86.1% vs. 81.2%)

 Hazard ratio 0.72 (0.60-0.87)

* The node - negative cohort does well without the addition of pertuzumab; IDFS 93.3% at 8 years; OS 96.4% at 8 years

Hormone receptor status should not guide pertuzumab treatment decisions.
» (.82 (0.64 - 1.06) — Hazard ratio for HR — negative cohort
e 0.75(0.61 - 0.92) — Hazard ratio for HR — positive cohort

No new cardiac safety issues emerged at this interim analysis.
* Incidence of primary cardiac event remains <1% in both arms (0.8% P vs. 0.4% placebo)
 Three additional cardiac deaths reported
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Thank you to our patients and their families...

4805 Randomized Patients
BIG Groups : 2647 patients
Independent sites : 2158 patients

North America

~ (Canada (110)
« USA (589)

Latin America
Argentina (3)
Chile (14)
Colombia (13)
El Salvador (7)
Guatemala (12)
Mexico (35)
Panama (15)
Peru (25)

F Y B B B B B N |

Western Europe
» Austria (52)

» Belgium (130)

» Denmark (87)

»  France (545)

v Germany (459)

s Ireland (44)

»  Israel (39)

s ltaly (255)

» Netherlands (24)
»  Spain (344)

s~ Sweden (72)

v Switzerland (51)
v UK (223)

ESMO VIRTUAL PLENARY

CEMAI Region
Bulgaria (21)
Croatia (15)
Czech Republic (26)
Hungary (63)
Poland (110)
Romania (25)
Russia (58)
Slovenia (9)
South Africa (21)
Ukraine (73)

, F F 5 5 5 5 5 5

Asia Pacific Region
Australia (109)
China (373)

Hong Kong (16)
Japan (302)

New Zealand (19)
Philippines (36)
Rep. Korea (136)
Taiwan (170)
Thailand (75)

s 5 5 5 Fr 5 r s

Participating Investigators &

BIG Groups
ABCSG GEICAM
AGO-B GOCCHI
BCT-ANZ GOIRC
BOOG IBCSG
CEEOG NCRI-ICR
CTI SweBCG
CCTG SOLTI
DBCG SUCCESS
EORTC TCOG
GAICO UCBG
GBG WSG
GECO PERU
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Thank you!

European Society for Medical Oncology (ESMO)
Via Ginevra 4, CH-6900 Lugano

T. +41(0)91 973 19 00

esmo@esmo.org

esmo.org
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