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Disefiando juntos el Tratamiento Sistémico del Cancer de Mama en 2024.
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Overall survival in the HER2+ MBC subcohort
by year of diagnosis

Survival Probability

Supervivencia en CMM

CANGER
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Evolution of overall survival and receipt of new therapies by subtype among
20 446 metastatic breast cancer patients in the 2008-2017 ESME cohort
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CURRENT STANDARD OF CARE IN 1st LINE HER2-POSITIVE ABC
FIRST LINE

- TAXANE +
- TRASTUZUMAB +
- PERTUZUMAB

Baselga J, et al. NEJM 2012
Swain S, et al NEJM 2015

¥

Final OS Analysis of CLEOPATRA sets a new
paradigm of treatment of HER2+ MBC

100 - == Ptz + T + D: median 56.5 months A15.7
90 1 Pla + T + D: median 40.8 months | Mmonths
80 =
70
— 60
< g0 4 o oma,
%] ey,
© 40+ - -
30 HR 0.68 ’
20 | 95% Cl=0.56, 0.84
10 p = 0.0002
0 T T T T T T 1
0 10 20 30 40 50 60 70
Time (months)
natrisk
— PE4+T+D 402 3T 318 268 226 104 28 1
Plat+T+D 406 350 289 230 179 91 23 o
ITT population. Stratified by ic region and PY.

ClI, confidence interval; Pla, placebo; Pz, pertuzumab. 5. Swain et al, ESMO 2014



EVOLUTION OF STANDARD OF CARE IN HER2-POSITIVE ABC
FIRST LINE

- TAXANE +
- TRASTUZUMAB +
- PERTUZUMAB

Baselga J, et al. NEJM 2012
Swain S, et al NEJM 2015

er Symposium, December 6-10, 2016

Primary Progres;'.ion-Free Survival Analysis
(Stratified, ITT Population)

IN PATIENTS WITH oy

Pertuzumab + Trastuzumab + Al
(n =128

20)
Events, n (%) 74(574) 92(11.3)
"y [ oo, maniva | ]
2 80 (95% CI) (14,09, 27.66) (11.04, 18.56)
HER2+ & ER+ : T T
. . H iy
Combination of 8 ] o e e
£ 5
. o
AntIHERZ ther + ET 5 4 F’N‘—\-“_""\.___‘___,____‘
g
. = 304
c
o
Must be Considered | P PR NA— \LH—
10 =] s Trastuzumab + Al
O-IIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIII
012345678 91011121314151617181920212223242526272829303132333435363738394041424344
Months
Najikh, JEASISGY SUL S UL ANA N ERES A NIND SEMERY UURU ] BEE 1 2

Analysis based upon Kaplan-Meier approach including stratification factors from IXRS. HR from a stratified Cox proportional hazards model including stratification factors from IXRS.
Median time of follow-up: 31 months. CI, confidence interval; HR, hazard ratio.

This presentation is the inteflectual property of the author/presenter, Contact them at grazia.arpino@unina.it for permission to reprint andior distribute

HER2+ ABC 2024. C.A.Rodriguez



EVOLUTION OF STANDARD OF CARE IN HER2-POSITIVE ABC U nti I 2022

FIRST LINE

- TAXANE +
- TRASTUZUMAB +
- PERTUZUMAB

Baselga J, et al. NEJM 2012
Swain S, et al NEJM 2015

2nd LINE

PROG D

IN PATIENTS WITH
HER2+ & ER+
Combination of

AntiHER2 ther + ET
Must be Considered

(Trastuzumab/EmtansinE)
Verma S, et al. NEJM 2012.

San A Breast Cancer Symposium, December 6-10, 2016

Primary Progreséidn-Free Survival Analysis
(Stratified, ITT Population)

Pertuzumab + Trastuzumab + Al Trastuzumab + Al
100 4 (n=129) (n=129)

Events, n (%) 74 (574) 92(71.3)
80+
2 804 (95% CI) (14.09, 27.66) (1104, 1856)
£ ™
S 60 Median p-value 0.0070
g 5
S 40
E
0
E 30
(@] 20" === Pertuzumab + Trastuzumab + Al
10 =] === Trastuzumab + Al
0=
rrrrrrrrrrrrrrrrir rrrrrrrrrrrrrrrrrrrrrrred
01234567891011121314151617181920212223242526272829303132333435363738394041424344
Months
Natrigk TR IO B0 T T R TGP MR NN AEBD GRS
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Analysis based upon Kaplan-Meier approach including stratification factors from IXRS. HR from a stratified Cox proportional hazards model including stratification factors from IXRS.
Median time of follow-up: 31 months. CI, confidence interval; HR, hazard ratio.

This presentation is the intellectual property of the author/presenter. Contact them at grazia.arpino@unina.it for permission to reprint andlor distribute

- T-DM1 pos_|[>

BEYOND 2nd LINE

TRASTUZUMAB +

LAPATINIB
Blackwell K, el al. JCO 2012

T-DM1
(Trastuzumab/Emtansina)

WHEN PREVIOUSLY NOT USED
Krop IE, et al. Lancet Oncol '14

CAPECITABINE +
LAPATINIB Geyer, NEJM 06

CAPECITABINE +
TRASTUZ. v.Minckwitz, JCO'09

VINORELBINE+
TRASTUZ.

HER2+ ABC 2024. C.A.Rodriguez
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ADC Characteristic Differences Between T-DXd and T-DM1

Trastuzumab T-DXd'2 ADC Attributes T-DM13 Trastuzumab
deruxtecan emtansine

(T-DXd)? EpUEOMEESE | Payload MoA Anti-microtubule (T-DM1)3

inhibitor
~8:1 Drug-to-antibody ratio ~3.5:1 \ /
Yes Tumor-selective No
cleavable linker?
Evidence of bystander
e anti-tumor effect? NE
aThe clinical relevance of these features is under investigation.

1. Nakada T et al. Chem Pharm Bull (Tokyo). 2019;67:173-85. 2. Ogitani Y et al. Clin Cancer Res. 2016;22:5097-108. 3. Trail PA et al. Pharmacol Ther. 2018;181:126-42.
4. Ogitani Y et al. Cancer Sci. 2016;107:1039-46. 5. LoRusso PM et al. Clin Cancer Res. 2011;17:6437-47.




TRASTUZUMAB DERUXTECAN

A Change from Baseline in Tumor Size

Best Percentage Change from Baseline in Sum of Diameters

100+

804

—204
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Proprietary drug-linker
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Conjugation chemistry o
The linker is connected to cysteine residue of the antibody .
"
o
GHo
Payload (DXd)
Exstecan derivative

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE ”

-100:

Patients (N=168)

Trastuzumab Deruxtecan in Previously
Treated HER2-Positive Breast Cancer

S. Modi, C. Saura, T. Yamashita, Y.H. Park, S.-B. Kim, K. Tamura, F. Andre,
H. Iwata, Y. Ito, J. Tsurutani, J. Sohn, N. Denduluri, C. Perrin, K. Aogi,
E. Tokunaga, S.-A. Im, K.S. Lee, S.A. Hurvitz, J. Cortes, C. Lee, S. Chen, L. Zhang,
J. Shahidi, A. Yver, and I. Krop, for the DESTINY-Breast01 Investigators*

N ENGL ) MED 382;7 NEJM.ORG FEBRUARY 13, 2020

HER2+ ABC 2022. C.A.Rodriguez



Progression Free Survival

DESTINY-Breast02
Randomized phase 3, open-label, multicenter study (NCT03523585)

Progression free survival by BICR

100 -

an =

B0 =

T0 =

&0 =

a0 =

40 =

30 =

20 =

10+

Trastuzumab
deruxtecan

H] 10 15 20 25

Months

30 35 40 45

Curves
[l Trastuzumab deruxtecan

I Treatment of physician's choice

Trastuzumab deruxtecan vs Treatment of
physician's choice

N Median (95% CI)
406 17.8 (14.3-20.8)
202 6.9 (5.5-8.4)

HR (95% CI)

0.36 (0.28 - 0.45)

Krop I, et al. SABCS 2022



Overall Survival

404

30 -

20+

10=

DESTINY-Breast02
Randomized phase 3, open-label, multicenter study (NCT03523585)

T T
20 25

Months

Overall survival: Secondary end point

Curves
[l Trastuzumab deruxtecan

[ Treatment of physician's choice

Treatment of physician's

choice
h ® ! i Trastuzumab deruxtecan vs Treatment of
physician's choice
T T T T
30 35 40 45

N Median (95% CI)
406 39.2 (32.7-0)

202 26.5 (21-0)

HR (95% CI) P-value

0.66 (0.50 - 0.86) 0.0021

Krop I, et al. SABCS 2022



FIRST LINE

- TAXANE +
- TRASTUZUMAB +
- PERTUZUMAB

Baselga J, et al. NEJM 2012
Swain S, et al NEJM 2015

EVOLUTION OF STANDARD OF CARE IN HER2-POSITIVE ABC U ntll

PROG D

- T-DM1

FIRST LINE*

- AROMATASE
inh+

- TRASTUZUMAB

Pertaih Trial SABCS 2020

2nd LINE

(Trastuzumab/EmtansinE)
Verma S, et al. NEJM 2012.

PROG D

+
*up#?&ﬁTUZliMﬁﬁter Trast + Pert + Chemoth.

LAPATINIB +
ENDOCRINE

THERAPY
Johnston S, et al. JCO 2009

TRASTUZUMAB +
ENDOCRINE
THERAPY

Karfman R at al 1CO 2000

o
-

LAPATINIB +
TRASTUZUMAB

ENDOCRINE THERAPY
Alternative Trial , JCO 2017

2022

BEYOND 2nd LINE

CAPECITABINE +
TRASTUZUMAB (xlrdNs
Murthy, NEJM '20

T-DERUXTECAN (#Fs (105
Mody, NEJM '19

Krop |, SABCS '22

NERATINIB + (18Fs X 0s
CAPECITABINE +

Saura, JCO 20

MARGETUXIMAB = (18Fs Xo0s

Rugo, JAMA Oncol 2021

TRASTUZUMAB +
LAPATINIB

CAPECITABINE +
LAPATINIB

CHEMOTHERAPY +
TRASTUZUMAB




An open-label, multicenter, phase 3 study (NCT03529110)
DESTINY-Breast03 - Study Design

Patients - .
Primary endpoint
* Unresectable or metastatic HER2 positive® T-DXd . PFSnzBI CRF;
breast cancer 5.4 mg/kg Q3W _
* Previously treated with trastuzumab and (n =261) Keg)ssecondary endpoint

taxane in advanced/metastatic setting®
» Could have clinically stable, treated brain

Secondary endpoints
metastases

- ORR (BICR and

Stratification factors T-DM1 investigator)
- Hormone receptor status 3.6 mg/kg Q3W - DOR (BICR)
« Prior treatment with pertuzumab (n =263) * PFS (investigator)

- History of visceral disease - Safety

Interim analysis for PFS (data cutoff: May 21, 2021)

» Efficacy boundary for superiority: P < 0.000204 (based on 245 events)

* IDMC recommendation to unblind study (July 30, 2021)

Key secondary endpoint, OS: boundary for efficacy: P < 0.000265 (based on 86 events)

aHER2 IHC3+ or IHC2+/ISH+ based on central confirmation. bProgression during or <6 months after completing adjuvant therapy involving trastuzumab and taxane.
Cortés J et al. Presented at: ESMO Virtual Congress 2021; September 17-21, 2021. Presentation 2525.



DESTINY-Breast03: May 21, 2021 DCO

Primary Endpoint - PFS by BICR

o 1001 mMPFS, mo (95% Cl) NR(185-NE)  6.8(5.6-8.2)
= } 12-mo PFSrate, % 75.8 34.1

£ (95% Cl) (69.8-80.7) (27.7-40.5)
S gl 0.28 (0.22-0.37)

@ HR (95% CI

S (39% C1) P=7.8 X 102

g |

_g 60+

E | CH—iH——1 o

N

o 404

U

< |

0o HiHH

§ 204

a i + Censor

=] —t— T-DXd (n = 261)

& ] —— TDMI (=263

0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32
Time, months
Patients Still at Risk:

T-DXd(261) 261 256 250 244 240 224 214 202 200 183 168 164 150 132 112105 79 64 53 45 36 29 256 19 10 6 & 3 2 O
T-DM1(263) 263 252 200 163 155 132 108 96 93 78 65 60 51 43 37 34 29 23 21 16 12 8 6 4 1 1 1 1 1 1 1 1 0

Median PFS follow-up for T-DXd was 15.5 months (range, 15.1-16.6) and for T-DM1 was 13.9 months (range, 11.8-15.1)
Cortés J et al. Presented at: ESMO Virtual Congress 2021; September 17-21, 2021. Presentation 2525.



Trastuzumab deruxtecan versus trastuzumab emtansine in @+§
patients with HER2-positive metastatic breast cancer: ‘
updated results from DESTINY-Breast03, a randomised,
open-label, phase 3 trial

Sasa A Hurvitz, Roberto Heqg, Wei-Pang Chung, Seack-Ah lm, William Jacot, Vinod Ganju, foanne Wing Yan Chiu, Binghe Xu, Erika Hamilton, m
Srinivasan Madhusudan, Hiroji hwata, Sevilay Altintas, Jan-Willem Henning, Giuseppe Curigliano, José Manuel Perez-Garcia, Sung-Eae Kim,

Vanessa Petry, Chiun-Sheng Huang, Wei Li Jean-Sebastien Frenel, Sitvia Antolin, Winnie Yeo, Giampaalo Bianchini, Sherene Lai, funyi Tsurutani,

Anton Egarov, Yali Liu, Jillian Cathcart, Shahid Ashfague, Javier Cartés

A
100 Trastuzumab deruxtecan Trastuzumab emtansine

g Median, months (95% Cl) 28-8(22-4-37-9) 6-8(5-6-8-2)
Z 804 HR (95% Cl) 0-33(0-26-0-43)
% Nominal p value <0-0001
E
= 604
g
1=
2
g 404
-«
<
E=]
4 204 + Censor
‘g, — Trastuzumab deruxtecan (n = 261)
& —— Trastuzumab emtansine (n = 263)

o T T

Number at risk

T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43 44 45

Trastuzumab 261256 250244240225 216 207 205191 176 173 167 154 146 140 134 131 130 125 123 117 113 107 99 96 90 82 73 64 55 41 32 28 23 20 18 13 7 5 4 2 1 O

deruxtecan
Trastuzomab  563253201164156134 111 99 96 81 69 67 63 58 54 51 49 49 47 47 42 41 39 3736 32 28 27 22 19 1514 8 7 6 4 2 2 2 1 1 1 1 1 1 0
emtansine
B
100 -
= 80
2
-
5 60—
=
i
5 40
= Trastuzumab deruxtecan Trastuzumab emtansine
o
3 204 Median, months (95% Cl)  NR (40-5-NE) NR (34-0-NE)
HR (95% Cl) 0-64 (0-47-0-87)
p value 0-0037
o T T

Number at risk Time since randomisation (months)

T T T — T T T T T T T 1 1 T T T T T T T T T 1T T T T T T T T T T 1T T T T T T T T T 1
1 2 3 4 5 6 7 8 9 1011 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43 44 45 46 47

Trastuzumab 261256 256 255 254 251249244243 241238 236 236 236 231 224 218 213 211206 201200196193 187182173156 142124109 91 73 64 51 44 38 30 22 18 11 9 7 6 1 1 1 O

deruxtecan

Trastuzumab 261257 252248243242 237 233 232 227 224 217 211 203199197 191186 183179 172169167 164164158 140129117106 90 70 59 45 41 38 27 20 15 8 7 4 3 3 1 1 0

emtansine

Loncet 2023; 401: 105-17
Published Gnline
December f 2022
hittps{{doiongi10.1016/
So140-6736 (225024205



FIRST LINE

- TAXANE +
- TRASTUZUMAB +
- PERTUZUMAB

PROG D

Baselga J, et al. NEJM 2011
Swain S, et al NEJM 2015

*

FIRST LINE*

- AROMATASE
inh+

- TRASTUZUMAB
+

UpfiBE RTY ZUNBA Bast + Pert + Chemoth.

Pertain Trial SABCS 2020

2nd LINE

- T-DERUXTECAN

(Cortés, et al. ESMO 2021, Lancet 2023).

(18Fs (195

NO FINANCIADO

TUCATINIB + (18Fs (39s
CAPECITABINE +
TRASTUZUMAB - CHIONS
Murthy, NEJM "20

T-DERUXTECAN*  (@Fs [@s

BEYOND 2nd LINE

Mody, NEJM 19
Krop |, SABCS ‘23

* Si no administrado Previamente

THERAPY

LAPATINIB + ENDOCRINE THERAPY
Johnston S, et al. JCO 2009

TRASTUZUMAB + ENDOCRINE

LAPATINIB +
TRASTUZUMAB

ENDOCRINE THERAPY
Alternative Trial , JCO 2017

|

0

'

TRASTUZUMAB + LAPATINIB
CAPECITABINE + LAPATINIB
CHEMO +TRASTUZUMAB

T-DM1 Krop IE, et al. Lancet Oncol '14

NERATINIB + (#8Fs X 0s
CAPECITABINE saura, Jc0 20

MARGETUXIMAB (18rs X 0s
Rugo, JAMA Oncol 21
TRASTUZUMAB (13rs X 0s

DUOCARMAZINASaura, ESMO 21




HER2+ ABC
CURRENT STANDARD OF CARE, NEW & EMERGING TREATMENT APPROACHES

<

Emerging
Anti HER2

Treatment
Approaches

HER2+ ABC 2023. C.A.Rodriguez



HER2CLIMB: Phase IIl Study Design

* Randomized, double-blind, placebo-controlled, active comparator phase Il trial at 155 sites in
15 countries (February 2016 to May 2019); data cutoff: September 4, 2019; median f/u: 14.0 mos

Stratified by brain mets (yes vs no), ECOG PS (0 vs 21-day cycles
1), and region (US or Canada vs rest of world)

Tucatinib 300 mg PO BID +

Patients with HER2+ MBC; Trastuzumab 6 mg/kg Q3W (loading dose: 8 mg/kg C1D1) +
prior trastuzumab, pertuzumab, Capecitabine 1000 mg/m? PO BID, D1-14
and T-DM1; ECOG PS 0-1; (n = 410)
brain mets allowed*
(N=612) Placebo PO BID +
*Including previously treated stable mets, Trastuzumab 6 _mg/'kg Q3w (Ioadlng dose: 8 mg/kg ClDl) .
untreated mets not needing immediate local Capecitabine 1000 mg/m? PO BID, D1-14
therapy, and previously treated progressing mets (n = 202)
not needing immediate local therapy.
* Primary endpoint: PFS (RECIST v 1.1 by BICR) = Secondary endpoints (total population): OS,
among first 480 randomized patients PFS in patients w/ brain mets, ORR in patients
w/ measurable disease, safety in patients
— 90% power with 288 events at a = 5%, HR: 0.67 who received = 1 dose of study tx

Murthy. SABCS 2019. Abstr GS1-01. Murthy. NEJM. 2019;[E-pub].



TUCATINIB

A Kaplan-Meier Estimates of Progression-free Survival

Patients Alive and Free from
Disease Progression (%)

No. at Risk

Tucatinib combination 320 235 152 98 40 29 15 10 8 4

2
Placebo combination 1650 94 45 27 6 4 2 1 1 ©0 0 0

100+ ! Median
904 ! No. of Eventsf Duration
04 ! No. of Patients (95% CI)
20 i mo
- |
! Tucatinib Combination 178/320 7.8 (7.5-9.8)
60 | Placebo Combination  97/160 5.6 (4.2-7.1)
304 i Hazard ratio for disease progression or death,
40 ! 0.54 (95% O, 0.42-0.71)
Tucatinib P<0.001
304 ] | combination
204 Placebo !
combination |
10+ ' 12.3:
H ;
0 1 ] 1 J 1 1 T 1 1 1 1 1
o 3 6 % 12 15 18 21 24 27 30 33 36

Meonths since Randomization

1 0
0

A Kaplan—Meier Estimates of Overall Survival

Patients Alive (%)

100
90|
80
70
60
50
40
30
204
104

0

| Median

i No. of Deaths/ ~ Duration

i Mo. of Patients (959 CI)
Tucatinib | mo
combination | Tucatinib Combination 1307410 71.9 (183-31.0)
: Placebo Combination ~ 85/202  17.4 (13.6-19.9)

Hazard ratio for death,
0.66 (95% CI, 0.50-0.88)
P=0.005

449

0

T T T T T T T T 1
9 12 15 18 21 24 27 30 33 36

Meonths since Randemization

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Tucatinib, Trastuzumab, and Capecitabine
for HER2-Positive Metastatic Breast Cancer

R.K. Murthy, S. Loi, A. Okines, E. Paplomata, E. Hamilton, S.A. Hurvitz, N.U. Lin,
V. Borges, V. Abramson, C. Anders, P.L. Bedard, M. Oliveira, E. Jakobsen,
T. Bachelot, 5.S. Shachar, V. Miiller, S. Braga, F.P. Duhoux, R. Greil, D. Cameron,
L.A. Carey, G. Curigliano, K. Gelmon, G. Hortobagyi, 1. Krop, S. Loibl, M. Pegram,
D. Slamon, M.C. Palanca-Wessels, L. Walker, W. Feng, and E.P. Winer

A Kaplan—Meier Estimates of Progression-free Survival among Patients with Brain Metastases
100+ Median
E a4 No.of Events/  Duration
- No. of Patients ~ [95% CI)
&0
E £ 70 mo
£ § g Tucatinib Combination  106/198 7.6 (6.2-9.5)
T8 60 Placebo Combination 5193 5.4 (4.1-5.7)
E ¥ 0 Hazard ratio for disease progression or death,
£& 4 0.48 (95% CI, 0.34-0.69)
pi 5 3 3] P=0.001
§a
=8 204 Placebo Tucatinib
& 104 combination combination
0 T T T T 1 T U U T T T 1
i 6 9 12 15 18 21 24 27 30 33 36

Menths since Randomization



TUCATINIB
OS Benefit in Patients with Brain Metastases

Events il Risk of death was reduced by
- L= el LU 42% in patients with brain
' TUC+Tras+Cape | 68/198 0.58 0.005 metastases
Pbo+Tras+Cape 46/93 | (0.40,0.85)
2 084 — [ .
% 70.1% One-year 0OS (95% Cl):
S 06. TUC+Tras+Cape Pbo+Tras+Cape
= Median 70.1% 46.7%
= - (62.1,76.7) (33.9, 58.4)
5 o4 46.7%:
= Median OS (95% Cl):
o) |
3 o2 i 18.1 months 12.0 months
| (15.5, NE) (11.2, 15.2)
0.0 T T T :\ T T T T T T T ! NE: not estimable

Months since Randomization

No. at Risk
TUC+Tras+Cape 198 184 146 108 79 49 26 17 14
Pbo+Tras+Cape 93 87 67 49 23 12 9 5 0

o~
oo
or
oo

HR: hazard ratio computed from Cox proportional hazards model using stratification factors (ECOG performance status: 0/1, and Region of world:
North America/Rest of World) at randomization. All P values are nominal.
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ESMO Metastatic Breast Cancer Living Guideline > HER2-positive Breast Cancer

2nd-line treatment or progressing
during necadjuvant or adjuvant
treatment (d)

'

Active BMs

®
|

v

Local intervention indicated (e)

¥

1-10 BMs, favourable prognostic
factors

Resection [ll, B] SRT: For 1-4 BMs [l, A]; For 5-10
l BMs [Il, B]
SRT [il, B]

v

v

Local intervention not indicated

=10 BMs, unfavourable
prognostic factors

Tucatinib—capecitabine—trastuzu
mab [Il, B; MCBS 4; ESCAT [-A]

(a, b, c) (preferred) or
Trastuzumab deruxtecan [lll, B;
MCBS 4 ESCAT I-A] (b, €)

'

No, unknown or stable BMs

A J

Trastuzumab deruxtecan [l, A;
MCBS 4; ESCAT I-A] (b, c)




TUCATINIB
OS Benefit in Patients with Brain Metastases

Events il Risk of death was reduced by
- L= el LU 42% in patients with brain
' TUC+Tras+Cape | 68/198 0.58 0.005 metastases
Pbo+Tras+Cape 46/93 | (0.40,0.85)
2 084 — [ .
% 70.1% One-year 0OS (95% Cl):
S 06. TUC+Tras+Cape Pbo+Tras+Cape
= Median 70.1% 46.7%
= - (62.1,76.7) (33.9, 58.4)
5 o4 46.7%:
= Median OS (95% Cl):
o) |
3 o2 i 18.1 months 12.0 months
| (15.5, NE) (11.2, 15.2)
0.0 T T T :\ T T T T T T T ! NE: not estimable

Months since Randomization

No. at Risk
TUC+Tras+Cape 198 184 146 108 79 49 26 17 14
Pbo+Tras+Cape 93 87 67 49 23 12 9 5 0

o~
oo
or
oo

HR: hazard ratio computed from Cox proportional hazards model using stratification factors (ECOG performance status: 0/1, and Region of world:
North America/Rest of World) at randomization. All P values are nominal.
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#%5vs DESTINY-Breast01, -02, and -03

BRIV

A Pooled Analysis of Trastuzumab
Deruxtecan in Patients With HER2-
Positive Metastatic Breast Cancer

With Brain Metastases (BMs) from
DESTINY-Breast01, -02, and -03

Pres: )

Sara A. Hurvitz!, Shanu Modi, Wei Li, Yeon Hee Park, Wei-
Pang Chung, Sung-Bae Kim, Javier Cortes, Toshinari
Yamashita, Jose Luiz Pedrini, Seock-Ah Im, Ling-Ming Tseng,
Nadia Harbeck, lan Krop, Giuseppe Curigliano, Efton Mathias,
Jillan Cathcart, Antonio Cagnazzo, Shahid Ashfaque, Anton
Egorov, Fabrice André

On behalfof the DESTINY.Breast01, 02, and -03 pooled investigators

TFred Hutchinson Cancer Center, University of Washington
School of Medicine, Seattle, WA, USA

Madrid, Spain, October 20-24, 2023

Exploratory Best IC Response, ORR, and DoR per BICR

. Complete response

Partial response

Intracranial ORR, %

50

40

30

20

10

Intracranial ORR?

T-DXd BM Pool Comparator BM Pool
45.2 45.5 \
|
|
|
| 21.6
I
|
|
B8 295 ! 12
in=230) (n=13) | ;..33114,- =
|
! n=3

Treated/stable BMs Untreated/active BMs Treated/stable BMs Untreated/active EMs
(n = 104) [m = 44) (] [n =25)
Best overall IC response, n (%)
Stable disease 48 (48.2) 15 (34.1) 28 (48.3) 15 (80.0})
Progressive disease 3(29) 1(2.3) T(12.1) 5(20.0)
Mot evaluable/Missing 6 (5.8) B(18.2) T(12.1) 2(B.0)

IC-DoR, median, months (35% CI)

12.3 (8.1-17.9)

175 (13.6-31.6) 11.0 (5.6-16.0) NAE
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A Pooled Analysis of Trastuzumab
Deruxtecan in Patients With HER2-
Positive Metastatic Breast Cancer
With Brain Metastases (BMs) from
DESTINY-Breast01, -02, and -03
Presentation 3770
Sara A. Hurvitz!, Shanu Modi, Wei Li, Yeon Hee Park, Wei-
Pang Chung, Sung-Bae Kim, Javier Cortes, Toshinari
Yamashita, Jose Luiz Pedrini, Seock-Ah I, Ling-Ming Tseng,
Nadia Harbeck, lan Krop, Giuseppe Curigliano, Elton Mathias,
Jillan Cathcart, Antonio Cagnazzo, Shahid Ashfaque, Anton
Egorov, Fabrice André

Breastot, 42,

TFred Hutchinson Cancer Center, University of Washington
School of Medicine, Seattle, WA, USA

Madrid, Spain, October 20-24, 2023
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Exploratory CNS-PFS per BICR

Progression-Free Survival Probability, %

Patbzniz shill ai risk

1M Treated [no= 1043
Coamparamor Traabed |n = B85

Treated/Stable BMs

Median, manths [25% CI)

T-Dek: 12,3 (11.1-13.8)

Comgparetor. 8.7 {6.3-11.8)

Hazard Ratio [25% CI): 05905 (0.3921-008855)

1 et
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1
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i
B
B0
LI
60 -]
50

i

Untreated/Active BMs

Median, momhs (25% CI)
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Hazard Ratio (95% CI): 01619 (D.9050-0.3473)
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HER2CLIMB-02 Study Design

« HER2+ LA/MBC
with progression
after trastuzumab
and taxane in any

Outcomes
T-DM1 + Tucatinib

Prima

T-DM1 3.6 mg/kg IV and + PFS by investigator

setting® Tucatinib 300 mg PO BID assessment per RECIST v1.1
ECOG PS <1 N=~460
Previously treated Key Secondary (hierarchical
stable progressing Stratification factors: 0OS

’ e ¢ Line of treatment f , . : .
or untreated brain e tactatis daanse. T.DMA + Placebo PFS in patients with brain
metastases not (1L vs other) metastases

e : - H tor stat
requiring immediate (postive vs negative) T-DM1 3.6 mg/kg IV and CORR per RECIST v 1
local therapy were + Presence or history of brain Placebo PO BID OS in patients with brain
metastases (yes vs no) metastases

allowed on study « ECOGPS (0vs 1)

The primary analysis for PFS was planned after =331 PFS events to provide 90% power for hazard ratio of 0.7 at two-sided alpha level of 0.05.

The first of two interim analysis for OS was planned at the time of the primary PFS analysis, if the PFS result was significantly positive.?

NCT03975647. https://www.clinicaltrials.gov/study/NCT03975647. Accessed Oct 5, 2023.

1L: first-line; BID: twice daily; cORR: confirmed objective response rate; ECOG PS: Eastern Cooperative Oncology Group performance status; HER2: human epidermal growth factor receptor 2; IV: intravenously; LA/IMBC: locally advanced or metastatic breast
cancer; OS: overall survival; PFS: progression-free survival; PO: orally; R: randomization; RECIST: Response Evaluation Criteria in Solid Tumors; T-DM1: trastuzumab emtansine; T-DXd: trastuzumab deruxtecan; TKIs: tyrosine kinase inhibitors

aPatients who received prior tucatinib, afatinib, T-DXd, or any investigational anti-HER2, anti-EGFR, or HER2 TKIs were not eligible. Patients who received lapatinib and neratinib were not eligible if the drugs were received within 12 months of starting study
treatment, and patients who received pyrotinib for recurrent or metastatic breast cancer were not eligible. These patients were eligible if the drugs were given for <21 days and were discontinued for reasons other than disease progression or severe toxicity.
bSubsequent OS analyses are planned upon 80% and 100% of required events for the final OS analysis.

Date of data cutoff: Jun 29, 2023. Patients were enrolled from Oct 8, 2019, to Jun 16, 2022.

FOR REACTIVE SCIENTIFIC EXCHAGE; NOT FOR DISTRIBUTION OR PROMOTIONAL USE 27



Progression-Free Survival

10 - T-DM1 + Tucatinib T-DM1 + Placebo
. (N=228) (N=235)
0.9 H # of events 151 182
0.8 Median PFS (95% CI)| 9.5 months (7.4, 10.9) | 7.4 months (5.6, 8.1)
i HR (95% CI): 0.76 (0.61, 0.95)
g 0.7 P=0.0163
- 0.6 4
S 05 -
S
& 04 4
o 0.3 4
02 4 I
0.1 4 H T
00 I 1 I I ) I I ) I ] ) I
0 3 6 9 12 15 18 21 24 27 30 33 36 39
Time from randomization (months)
Patients at risk
T-DM1 + Tucatinib 228 165 126 96 62 47 40 22 14 10 5 4 1 0
T-DM1 + Placebo 235 177 120 91 58 48 40 29 19 10 8 5 3 0

Cl: confidence interval; HR: hazard ratio; PFS: progression-free survival, T-DM1: trastuzumab emtansine
Date of data cutoff: Jun 29, 2023.
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PFS in Patients with Brain Metastases

10 - T-DM1 + Tucatinib T-DM1 + Placebo
. (N=99) (N=105)
0.9+ # of events 70 85
0.8 Median PFS (95% CI)| 7.8 months (6.7, 10.0) | 5.7 months (4.6, 7.5)
= 0.7 5 HR (95% CI)2: 0.64 (0.46, 0.89)
-g 0.6 1
S 05-
o
E 044
o 0.3 4
02 - L 1 L
0.1 . .
00 I I 1 I ) 1 | ) I 1 I I
0 3 6 9 12 15 18 21 24 27 30 33 36

Time from randomization (months)
Patients at risk

T-DM1 + Tucatinib 99 76 57 40 25 20 15 6 4 4
T-DM1 + Placebo 105 75 46 30 18 12 10 6 3 2

—_w
o]
—_

Cl: confidence interval; HR: hazard ratio; PFS: progression-free survival; T-DM1: trastuzumab emtansine
aThe outcome was not formally tested.
Date of data cutoff: .Jun 29. 2023.
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FIRST LINE

- TAXANE +
- TRASTUZUMAB +
- PERTUZUMAB

Baselga J, et al. NEJM 2011
Swain S, et al NEJM 2015

2nd LINE

PROG

- T-DERUXTECAN

FIRST LINE*

- AROMATASE inh+
- TRASTUZUMAB
+

- PERTUZUMAB

Pertain Trial SABCS 2020

(Cortés, et al. ESMO 2021, Lancet 2023).

(18Fs (195

TUCATINIB +
CAPECITABINE +
TRASTUZUMAB

BEYOND 2nd LINE

TUCATINIB + (18Fs (39s
D CAPECITABINE +

TRASTUZUMAB - CHIONS

Murthy, NEJM "20

T-DERUXTECAN*  (@Fs [@s

Mody, NEJM 19
Krop |, SABCS ‘23

* Si no administrado Previamente

TUCATINIB +
T-DM1

?

*Upfront (+++) of After Trast + Pert + Chemoth.

LAPATINIB + ENDOCRINE THERAPY
Johnston S, et al. JCO 2009

TRASTUZUMAB + ENDOCRINE
THERAPY

LAPATINIB +
TRASTUZUMAB
ENDOCRINE THERAPY

Alternative Trial , JCO 2017

|
D06

0

'

TRASTUZUMAB + LAPATINIB
CAPECITABINE + LAPATINIB
CHEMO +TRASTUZUMAB

T-DM1 Krop IE, et al. Lancet Oncol '14

NERATINIB + (#8Fs X 0s
CAPECITABINE saura, Jc0 20

MARGETUXIMAB (18rs X 0s
Rugo, JAMA Oncol 21
TRASTUZUMAB (13rs X 0s

DUOCARMAZINASaura, ESMO 21




PATINA: Palbociclib + Anti-HER2 + Endocrine Therapy in
Previously Treated HR+/HER2+ MBC

* Randomized, open-label phase IIl study

Stratified by pertuzumab tx, prior anti-HER2 tx in
adjuvant setting, response to induction therapy
(CR/PR/SD), and type of endocrine therapy

Adults with HR+, HER2+
metastatic breast cancer; CNS

metastases allowed; no prior tx + Endocrine Therapy* Q3W

v
beyond induction tx; 6-8 cycles / (n=261)

trastuzumab +/-pertuzumab and
taxane/vinorelbine; no disease

Palbociclib 125 mg PO QD D1-21
Trastuzumab +/- Pertuzumah

— Until PD

progression for 26 mo after \ Trastuzumab +/- Pertuzumab
induction therapy; no prior + Endocrine Therapy* Q3W
CDK 4/6 inhibitor (n=257)
(N=518)

*8 mg/kg trastuzumab (6mg/kg D1 loading dose). Pertuzumab 420 mg Q3W (840 mg loading
dose). Endocrine therapy: letrozole, anastrozole, exemestane, or fulvestrant).

» Secondary endpoint: OS, ORR, DoR, CBR, PROs, CNS metastasis incidence, safety

* Primary endpoint: PFS by investigator

Metzger. SABCS 2024. Abstr GS2-12.



PATINA: PFS and Interim OS

Median follow-up: 52.6 mo

Palbociclib + .
100+ PES Result Anti-HER2 + ET A"t(:liEg;; &l
(n=261) -
80 Events 126 136
mPFS, mo (95% Cl)  44.3(32.4-60.9)  29.1(23.3-38.6)
5.4%
60- Palbo + HERZ + ET HR (95% Cl) 0.74(0.58-0.94)
;\? 55.2% P value .0074
A 40 HERZ + ET Stratification Subgroups n/N HR (95% Cl)
o ;
B2 Prior anti-HER? tx
" Yes 186/372  0.76 (0.57-2.02)
20 = No 76/146  0.68(0.543-1.07)
Best response to induction
0 — & . = CRorPR 182/355  0.76 (0.57-1.02)
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 = SD 80/163  0.72(0.47-1.12)
Patients at Risk, n Mo
Palbo + HER2 +ET 261 231 203 168 146 128 113 94 78 55 33 14 4 1 0 .
HER2+ET 257 198 159 137 116 102 87 68 51 29 14 &6 1 0 " mOS NE (716'NE) vs 77 (72'NE) mo

Metzger. SABCS 2024. Abstr GS2-12.



Secondary Endpoint: Overall Survival () AN,

( SYMPOSIUM®

(Interim Analysis) O Mot

100
90
80
70
g’ 60
® E
w50 :
g Palbo + Anti-HER2 and
e 40 Anti-HER2 and ET ET E
&’ Events 58/261 61/257 :
30 :
Median OS, months (95% Cl)  NE (71.6-NE) 77 (72-NE) 1
20 - 341 08, % (95% CI)* 87.0 (82.8-912) 84.7 (80-89.3)
5-yr 08, % (95% CI)* 74.3 (67.7-80.9) 69.8 (624-77.2)
10 ) :
Hazard ratio (95% CI)t 0.86 (0.6-1.24) : *Kaplan-Meier method.
0 i i z fUnstratified Cox model.
0 6 12 18 24 30 36 42 48 54 60 66 72 78 g4  Cleconfidence interval
ET=endocrine therapy;
Time (months) HER2=human epidermal growth
Patients-at-Risk factor receptor 2; NE=not
Palbo + HER2 + ET 261 255 248 239 229 220 207 187 146 101 60 22 7 1 0 evaluable: OS=overall survival:
HER2 + ET 257 235 228 221 215 197 188 167 125 90 49 22 6 0 N '

palbo=palbociclib.



2nd LINE

(18Fs (195

- T-DERUXTECAN

(Cortés, et al. ESMO 2021, Lancet 2023).
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TRASTUZUMAB - CHIONS
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* Si no administrado Previamente
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?

THERAPY
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Johnston S, et al. JCO 2009
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Alternative Trial , JCO 2017
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DESTINY-Breast09 (D967UC00001)
Study of Trastuzumab Deruxtecan With or Without Pertuzumab Versus Taxane, Trastuzumab, and

Pertuzumab for Patients With HER2 positive Metastatic Breast Cancer

A phase 3 study of trastuzumab deruxtecan (T-DXd) with or without pertuzumab versus taxane, trastuzumab and pertuzumab in HER2
positive, first-line metastatic breast cancer (North America, South America, Europe, Asia, Africa)

Study Design

* HER2+, first-line . T-DXd + pertuzumab-matching placebo
metastatic breast cancer 9

* No prior chemotherapy or 4
HER? targated therapy for £ T-DXd + pertuzumab
advanced or metastatic T
breast cancer g Standard of care
(N=1156) + Taxane + pertuzumab + trastuzumab

Stratification by:

Tolaney SM, et al. Presented at San Antonio Breast Cancer Symposium (SABCS) 2021.
December 7-10. Poster 0T1-14-02.

ClinicalTrials.gov Identifier: NCT04784715
Eudra Clinical Trial Identifier: 2020-004074-21

* Prior treatment status (de novo vs recurrent)
+ HR status (positive vs negative)
+ PIK3CA mutation status (detected vs not detected)

Primary Endpoint

Progression-free survival (PFS) by
blinded independent central review
(BICR)

Secondary Endpoints

PFS by investigator assessment
Overall survival (0S)

Objective response rate (ORR) by BICR
and investigator assessment

Duration of response (DOR) by BICR and
investigator assessment

Time to second progression or death
(PFS2) by investigator assessment

Health-related quality of life (HRQoL)
Pharmacokinetics (PK)



Disefiando juntos el Tratamiento Sistémico del Cancer de Mama en 2024.
CANCER DE MAMA HER2 POSITIVO

Enfermedad LOCALIZADA



Clinical and Translational Oncology (2023) 25:2647-2664
https://doi.org/10.1007/512094-023-03215-4

CLINICAL GUIDES IN ONCOLOGY q

Check for
updates

SEOM-GEICAM-SOLTI clinical guidelines for early-stage breast cancer
(2022)

Francisco Ayala de la Pefia'® - Silvia Antolin Novoa?® - Joaquin Gavila Gregori*© - Lucia Gonzalez Cortijo*

Fernando Henao Carrasco®® - Maria Teresa Martinez Martinez®® - Cristina Morales Estévez’
Agostina Stradella®® . Maria Jesus Vidal Losada®® - Eva Ciruelos'®

Received: 4 May 2023 / Accepted: 5 May 2023 / Published online: 16 June 2023
© The Author(s) 2023



Clinical and Translational Oncology (2023) 25:2647-2664
hitps://doi.org/10.1007/512094-023-03215-4

Clinical and Translational Oncology (2023) 25:2647-2664 2659

CLINICAL GUIDES IN ONCOLOGY
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| Early HER2+ breast cancer ‘
(2022) / \
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cT1cNO

Received: 4 May 2023 / Accepted: 5 May 2023/ Published online: 16 June 2023
©The Author(s) 2023 l

Neoadjuvant chemotherapy* + dual HER2
blockade (Pertuzumab+ Trastuzumab)
*Standard chemotherapy regimens are Taxane-AC/EC
or Taxane-Carboplatin

| | | |

Complete 1 year of Trastuzumab TDM-1 Weekly Paclitaxelx12 + 1 Adjuvant chemotherapy* +
(consider Pertuzumab if N+)' (14 cycles) year of Trastuzumab 1year dual blockade if pN+
or Trastuzumab if pNO

After 1 year completed of Trastuzumab consider Neratinib during 1 year in RH+ and high risk (node positive)’

Fig. 2 HER2-positive early breast cancer algorithm. CT: chemotherapy. pCR: pathologic complete response. (1) This treatment is still awaiting
financial approval from the health authorities in Spain
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/ | Early HER2+ breast cancer ‘ \

2cT2N0 or cN+ ‘

}

Neoadjuvant chemotherapy* + dual HER2
blockade (Pertuzumab+ Trastuzumab)
*Standard chemotherapy regimens are Taxane-AC/EC

or Taxane-Carboplatin

} }

cT1cNO

i

Complete 1 year of Trastuzumab TDM-1
(consider Pertuzumab if N+) (14 cycles)

|

| Any pT1pN+ or >pT1NO

|

Weekly Paclitaxelx12 + 1
year of Trastuzumab

Adjuvant chemotherapy* +
1year dual blockade if pN+

or Trastuzumab if pNO

After 1 year completed of Trastuzumab consider Neratinib during 1 year in RH+ and high risk (node positive)’

Fig. 2 HER2-positive early breast cancer algorithm. CT: chemotherapy. pCR: pathologic complete response. (1) This treatment is still awaiting

financial approval from the health authorities in Spain



Seven-Year Follow-Up Analysis of Adjuvant
Paclitaxel and Trastuzumab Trial for
Node-Negative, Human Epidermal Growth Factor
Receptor 2—Positive Breast Cancer

Sara M. Tolaney, MD, MPHY; Hao Guo, MS?; Sonia Pernas, MD, PhD*2; William T. Barry, PhD; Deborah A. Dillon, MD*

Lauren Ritterhouse, MD, PhD**; Bryan P. Schneider, MD?; Fei Shen, MD; Kit Fuhrman, PhD®; Michele Baltay, MS%; Chau T. Dang, MD’*;
Denise A. Yardley, MD Beverly Moy, MD, MPH%; P. Kelly Marcom, MD%; Kathy S. Albain, MD'2; Hope S. Rugo, MD*;

Mathew J. Ellis, MB, BChir, PhD; luliana Shapira, MD*>15; Antonio C. Wolff, MD*7; Lisa A. Carey, MD*®; Beth Overmoyer, MD;
Ann H. Partridge, MD, MPH?; Clifford A. Hudis, MD”*'; lan E. Krop, MD, PhD*; Harold J. Burstein, MD, PhD*; and Eric P. Winer, MD*

1.0 B
1.0
081 08
z =
E 0.6 4 Point Est (%)  95% Cl {%) No. of events = Stratum No. of Events 7-yr DFS (%)  95% Cl (%)
& - 985 97.21099.7 6 E 0.6 1 Negative 10 90.7  B4.6% t097.2%
o 96.3 94.410 98.2 14 = Positive 13 946  91.8% to 97.5%
Q_ —_
o 04 7-yr DFS 933 90.4 to 96.2 23 =2 0.4 Hazard ratio (pos : neg), 0.61 (95%, Cl 0.27 to 1.4)
[ [7: I
e =
0.2 0.2
T T T T T T T T T T T T T T T T T T
0 12 24 36 48 60 72 84 96 108 0 12 24 36 48 60 72 84 96 108
Time (months) Time (months)
No. at risk: No. at risk:
m406 388 385 378 362 347 247 120 34 0 Neg W 134 126 126 123 19 111 73 43 10 0
Pos W 272 262 259 256 243 236 174 77 24 0

FIG 2. Disease-free survival (DFS). (A) Kaplan-Meier plot of DFS in the intention-to-treat population. (B) DFS according to hormone-receptor status.
Abbreviations: neg, negative; Point est, point estimate; pos, positive.
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Fig.4 Meta-analysis of hazard Hazard Ratio Hazard Ratio
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Neoadjuvant chemotherapy* + dual HER2
blockade (Pertuzumab+ Trastuzumab)
*Standard chemotherapy regimens are Taxane-AC/EC
or Taxane-Carboplatin

PCR pT1pND | Any pT1pN+or >pT1NO

Complete 1 year of Trastuzumab TDM-1 Weekly Paclitaxelx12 + 1 Adjuvant chemotherapy® +
(consider Pertuzumab if N+)' (14 cycles) year of Trastuzumab 1year dual blockade if pN+
or Trastuzumab if pNO

[
After 1 year completed of Trastuzumab consider Neratinib during 1 year in RH+ and high risk (node positive)? ”
=

Fig. 2 HER2-positive early breast cancer algorithm. CT: chemotherapy. pCR: pathologic complete response. (1) This treatment is still awaiting
financial approval from the health authorities in Spain



ExteNET Trial: Study Schema

= HER2+ breast cancer (local) Part A PartB PartC
= Prior adjuvant trastuzumab o o
and chemotherapy a8 — a (SN
= Completed trastuzumab < 1 2 2
year prior to study entry % % -
E = o
* Lymph node positive 2 L
or non-pCR after uE — -E =
adjuvant therapy i 2
i =
= ER/PR status unknown £ )

Primary analysis: IDFS in ITT population (n = 2840)
IDFS at 2 years: hazard ratio = 0.67 (0.50, 0.91); P =.0091

HR positive (n = 1631, 57.4%); hazard ratio = 0.51; P =.0013
Centrally confirmed HER2-positive 60% (n = 1463; 51%); hazard ratio = 0.51; P =.002
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Neratinib after trastuzumab-based adjuvant therapy in
HER2-positive breast cancer (ExteNET): 5-year analysis of a
randomised, double-blind, placebo-controlled, phase 3 trial
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Figure 2: Invasive disease-free survival in the intention-to-treat population
(A), patients with hormone receptor-positive breast cancer (B), and patients
with hormone receptor-negative breast cancer (C)
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Neoadjuvant chemotherapy* + dual HER2
blockade (Pertuzumab+ Trastuzumab)
*Standard chemotherapy regimens are Taxane-AC/EC
or Taxane-Carboplatin

| | | |

Complete 1 year of Trastuzumab TDM-1 Weekly Paclitaxelx12 + 1 Adjuvant chemotherapy* +
(consider Pertuzumab if N+)' (14 cycles) year of Trastuzumab 1year dual blockade if pN+
or Trastuzumab if pNO

After 1 year completed of Trastuzumab consider Neratinib during 1 year in RH+ and high risk (node positive)’

Fig. 2 HER2-positive early breast cancer algorithm. CT: chemotherapy. pCR: pathologic complete response. (1) This treatment is still awaiting
financial approval from the health authorities in Spain
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