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Preclinical

Discovery of EGF

Discovery that Development of
EGF binding to Identification humanized mAb
its receptor led of oncogenic to HER2

to cell growth** function of HERZ (trastuzumab)

1935 1962-1965 Mid-1970s 1978 Mid-1980s 1985-1986 1987 1990-1992

Discovery of
ErbB (v-erbA and
v-erbB) in avian
erythroblastosis
virus

Description and
discovery of
oncogenes*

‘neu’ (HER2)
located on chr. 17
distinct from
EGFR (HER1)

Clinical
significance of
HER2 in breast
tumours

Approval of anti-HER2 therapeutics ® 06 @
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SITUACION ACTUAL CMM HER-2
POSITIVO

cEs adecuada una

primera linea de ;Debemos diferenciar
¢Podemos optimizar quimiterapla + doble entre RH+ y RH -7
el mantenimiento en blogueo?

1° linea?

Patients with HER2-positive/
HR-positive MBC:
first-line treatment®

Patients with HER2-positive/
HR-negative MBC:
first-line treatment®

cQuée papel juegan T t{fﬂf'ﬁ'&gb;]%m“zumab Taxane + trastuzumab—pertuzumab
) ) 4 b
los ADCs en 1° Sollowed by frastuzimiah [1, A; MCBS 4]

followed by trastuzumab-pertuzumab

pertuzumab-ET until progression [l, A]

4 P
linear- until progression [I, AJ°

Stable disease or
objective response

¢La curacidn es una @ = 2 “
PR | Add palbociclib b
Opclon: | 11, C: not EMA or FDA PD
approved]
- 4

ESMO living guidelines v.1.2 abril .
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cEs adecuada una
primera linea de

Clinical Trial Design
quimiterapia + doble

CLEOPATRA Study

Docetaxel®
Patients with >6 cycles recommended
HER2-positive mBC

centrally confirmed
(N = 808) PERJETA + Herceptin

Docetaxel”*
=6 cycles recommended

HER2 positivo

Primera linea

Docetaxel + Trastuzumab + Pertuzumab vs Docetaxel +
trastuzumab

Caracteristicas del estudio
808 pacientes randomizados (1196 screening)
Aleatorizacidén 1:1
12 meses de intervalo entre fin de adyuvancia vy
TEeCcldlva




DE ELECCION desde hace mas de 10
datos no vistos previamente.

anos:

No. at Risk
Pertuzumab
Control

Progression-free Survival (%)

Pertuzumab (median, 18.5 mo)
Control (median, 12.4 mo)

Hazard ratio, 0.62
(95% Cl, 0.51-0.75)
P<0.001

402
406

345
311

10

267
209

15 20 25
Months

139 83 32

93 42 17

PFS by BICR

[=Ne)

Overall Survival (%)
wu
o
1

Pertuzumab, 168 events

Control, 221 events

Hazard ratio, 0.68 (95% Cl, 0.56-0.84)

104 p<0.001
0 T
0 10
No. at Risk
Pertuzumab 402 371
Control 406 350

20

318
289

I 1 1 I |

30 40 50 60 70
Months

268 226 104 28 1

230 179 91 23 0

0S: 56.5 vs. 39.6 months
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Subgroup
All patients

Previous neoadjuvant or adjuvant
chemotherapy

No
Yes
Geographic region
Europe
North America
South America
Asia
Age group
<65 yr
=265 yr
<75yt
=75 yr
Race or ethnic group
White
Black
Asian
Other
Disease type
Visceral disease
Nonvisceral disease
Hormone-receptor status
ER-positive, PgR-positive, or both
ER-negative and PgR-negative
ER and PgR status unknown
HER2 status
IHC 3+
FISH-positive

No. of
Patients

308

432
376

306
135
114
253

681
127
789

19

430
30
261
37

630
178

388
408
12

721
767

Hazard Ratio (95% CI)

| o 2o
—_—
—t—

Pertuzumab Better

0.63 (0.52-0.76)

0.63 (0.49-0.82)
0.61 (0.46~0.81)

0.72 (0.53-0.97)
0.51 (0.31-0.84)
0.46 (0.27-0.78)
0.68 (0.48-0.95)

0.65 (0.53-0.80)
0.52 (0.31-0.86)
0.64 (0.53-0.78)
0.55 (0.12-2.54)

0.62 (0.49-0.80)
0.64 (0.23-1.79)
0.68 (0.49-0.95)
0.39 (0.13-1.18)

0.55 (0.45-0.68)
0.96 (0.61-1.52)

0.72 (0.55-0.95)
0.55 (0.42-0.72)

0.60 (0.49-0.74)
0.64 (0.53-0.78)

Grade 2 3 Events

Neutropenia

Febrile neutropenia
Leukopenia

Diarrhea

Peripheral neuropathy
Anemia

Asthenia

Fatigue
Granulocytopenia

Left ventricular dysfunction
Dyspnea
Hypertension
Pneumonia

Placebo + Trastuzumab
+ Docetaxel

n =396
46.2%
7.6%
14.9%
5.1%
1.8%
3.5%
1.8%
3.3%
2.3%
3.3%
2.0%
1.8%
2.0%

Pertuzumab + Trastuzumab

+ Docetaxel
n =408

49.0%
13.7%
12.3%

9.3%
2.7%
2.5%
2.7%
2.2%
1.5%
1.5%
1.0%
2.0%
1.0%

Significativo aumento de PFS y OS no visto

previamente.

Excelente

tolerancia

tras

induccidén de quimioterapia

Posibilidad de mantenimiento

finalizar
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withdrawal of consent,
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cEs adecuada una
primera linea de

quimiterapia + doble
blogueo?

Otras alternativas

modestas...

o — Enbuin group: median, 14 0 (96% €1, 11 7-16 2) months
:00 . - Taxane group median, 12 9(9%% CI1. 10 8-15 §)months
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cQue ocurre en RH+ HER-Z2 +7 ks
posible optimizar el mantenimiento
tras quimioterapia®?

;. Podemos optimizar

;Debemos diferenciar

e T.a via ER como mecanismo de el mantenimiento en
: C e ey o entre RH+ y RH -7
escape a la inhibicidn de 1° 1linea?
HERZ2.

* La sefializacidn de HER2
regula a la baja la
transcripcidén regulada por ER:
resistencia a la terapia
endocrina.

* La inhibicidén de HER2 da lugar
a la activacioéon de la
regulacidén de ER: mecanismo
compensatorio para el
crecimiento y la supervivencia
del tumor.

1 Pegram M et al. npj breast cancer 2023:34.
e M~eeaAnry “nhalhha ~1 A1 Aol



Randomised Phase 2, Al + trastuzumab vs. Al + trastuzumab + pertuzumab

PE RTAIN Induction chemotherapy allowed (docetaxel, paclitaxel), >50% of all patient
Primary endpoint: PFS

Pertuzumab + trastuzumab
T |
C., Podemos Optlml zar Aromatase inhibitor
n n Postmenopausal patients with HER2- Choice of OR
el mantenimiento en positive and hormone receptor-positive chemotherapy = : : I
i i taxel or paclitaxe Fe RN
o . 5 MBC/LABC, not previously treated with must be oce Aromatase inhibitor
1 lineax systemic nonhormonal anticancer therapy| | specified before (18-24 weeks)!
in the advanced setting (N=258) randomisation -
: 0 Trastuzumab
S TR - . I
Stratification factors
entre RH+ Yy RH -7 « Chemotherapy (yes/no) Aromatase inhibitor
« Time since adjuvant hormone therapy (<12 months / OR
=12 months / no prior therapy) Docetaxel or paclitaxel T
Aromatase inhibitor
(18-24 weeks)®?
Al, aromatase inhibitor, *Choice of chemotherapy specified before randomization,
Rimawi M, et a/. J Clin Oncol 2018,36:2826-35,
Results RO |-
Sutgrowp No Events HR s ol Trastuzumab Arm | Aen
Poramens ITT pogulanon bl “we e 8310 0.59) b ——
'm:"m ‘:‘:" Chosan 10 1pceive stiirmon chemathe: spy
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Romaws M, of af. Fist-Line Trastuzumab Pius an Aromatase Inhibitor, With or Without Pertuzumab, in Human Epidermal Growth Faclor Receptor 2-Pasitive and Hormone Receptor-Postive Melastatic or Locally Advanced

Braast Cancar (PERTAIN): A Randomized, Open-Labal Phase Il Trial. J Cin Oncol 2018,36;2826-35. Available at: hitps fascopubs.org'doifull'10.1200/)C0.2017.76.7863 | accessed Jan 2023, © 2018 American Society of
Clinical Oncology,



Monarc—-HER

;Podemos optimizar
el

mantenimiento en

;Debemos diferenciar
entre RH+ y RH -7

o 7
1° linea?
on 32.9% i median HR  2-sided Logrank test
n=2 TAme 38 0% orEssEec
Lo - AmC 560
abemadclib 150 s
HR+, HER2+ ABC il e 139%  139% 3 o | PFS 4 =26 months Am Avs Am C
22 prior HER2Z = n=11 n=11 g o
directed therapies 2 * PEST(AveCthen T ogomd ceccnencenen-
for ARC " Randomization Bvs.C) |
prioeTOM1and | > N , e § - :
[.”M'equ"ed x‘_ﬂ_:i__»—""l abemadciclib 150 mg PO BID + s n int Population 5‘ % H
CDKA & 6 inhibitor/ trastuzumab IV 921 « ORR, safety, 05, TotalN =23 —————— L
fulvestrant naive PRO, £X N=79 N=79 N=79 o : M_‘\:I_q'-l \
No untreated or Arm C 95% Q1 (%) (225433) (63216) (63-216) - g
symptomatic CNS QT S Stratified 2-sided p- 00042 1.0000 - — T T T T
metastases trasturumab IV q21d + value (vs Arm C) : A e ote) 3 2 * 2
investigator’s cholce Duration of 125 95 ached AT
chemotherapys s e + Abema/Tz + FUL mOS 31.1 and 29.2 vs CT 30.7 (NS)
N= 232 (516) Palbociclib 125 mg QD 3W + Trastuzumab
HER2+ ER+ / !
Luminal PAMS0 in primary or + Endocrine therapy**
metastatic disease 11
1-4 prior therapies _
PATRI ‘ : IA — 2 (including Trastuzumab Stratified bY\ ‘
and TDM-1) ;‘N”'_"be’ of Physician’s treatment choice (capecitabine,
T evious S S I R ! :
Primary or metatatic biopsy: PAMS0 regimens: 2 vs 34 gemcnabingbvbl‘n;)ril ﬁne. eﬁbum;:: il
and DNA/RNA seq - \isceral disease: . ) + Trastuzum
Blood samples: Baseline, C2D1, PD YES VS no

DETECT-Y

N =270
Pre-/postmenopausal women
aged 218 years

ECOG PS s2

HR+/HER2+ MBC

52 prior chemo for MBC

<2 prior anti-HER2 for MBC

Phase lll (chemo vs endo) interventional trial

Arm A

CT*+ TRAS + PTZ

Arm B
RIB + ET'+ TRAS + PTZ

Tolaney et al ESMO 2019 & Lancet Oncol 2020;

Maintenance tx up to 3 weeks*
RIB+ET'+ TRAS + PTZ

Endpoints
Primary
« Tolerability
Secondary

survival

ORR, PFS, 0S, DCR
Incidence of CNS mets
Analysis of QOL
Presence/number of CTCs
Evaluation of all events and
all grades
« Toxicity and safety

Ciruelos et al CCR 2020;



( \
| sagistration : Palbociclib (125 mg PO QD ey
| ™ Histologically confirmed | | Key eligibility criteria ARDE 01(_021')“9 Q
| % bkt | o | Neg18 i ok 2
. i i . endocrine therap 2
¢, Podemos op timizar : advanced setting beyond | evidence of disease & Unth’IrPD § 2
1 mantenimient n : induction treatment : progression (i.e., CR, PR, toxicity | % 3
€ a enimie c e 1 ™ 6-8 cycles of treatment, : or SD) —_— — - ® P
o 2 I includi t t b+ rastuzuma periuzuma
1 linea? : ';ec rtlilzlziarg sa:(z’uma i endocrine therapy*
: taxane/vinorelbine |
;Debemos diferenciar e e e A% J
entre RH+ y RH -7 Stratification factors
* Pertuzumab use (yes vs no)
+ The non-pertuzumab option is limited to up to 20% of the population
« Prior anti-HER2 therapy in the (neo)adjuvant setting (yes vs no, including de novo)t
» Response to induction therapy (CR or PR vs SD) by investigator assessment’
« Type of endocrine therapy (fulvestrant vs aromatase inhibitor)
Trastuzumab/pertuzumab
HER2/3
¥ e Las vias HER2 y CDK4/6 convergen en la proteina
RISKAKT supresora tumoral TSC2.
T&Z . . o
Palbociclib 1 * La combinan los inhibidores CDK4/6 y HER2, se
Noﬁﬂ?mmm‘ CDK4/6 BHES produce una potente supresidn de la fosforilacidn
P Cyclin D1 . .
d \\\ 4 de RB y la actividad de mTORC1l, lo que potencila
l M?R los efectos antiproliferativos en las células

p-RB “Sphase tumorales .



PF'S 100

O a2 A ORR: 29.9% vs. 22.2%; p=0.046
- and ET and ET

o Events 1267261 136/257 e
g 9 - Median PFS, months (95% CI) 44.3 (32.4-60.9) 29.1 (23.3-38.6) b |
@ 10 73.4% Hazard ratio (95% CI) 0.74 (0.58-0.94) o
n
B : Nominal 1-sided P value 0.0074 5 P=0.046
L L
.z o0 *"‘ ¢. ©
© e 29.9%
g 50 22.2%
0
© : : . 4
S » w Median follow-up on patients who are % -
i PO e alive and disease-free, 52.6 months ol
E Palbociclib + Anti-HER2
[ anti-HER2 and ET and ET
o 20 (n=261) (n=257)
@
a 10
o
0 o 12 I8 24 e 36 3 1= 54 o0 (20 72 78 R4
Ci=contidence interval, ET=endocnne therapy;
ﬁrp?‘(,moln(t,h‘s) HER2=human epidermal growth factor receptor 2;
Palbo + HER2 + E1 261 231 203 168 146 128 113 04 78 55 33 14 i | 0 palbo=palbociclib
HER2 + ET 287 198 159 137 116 102 87 68 St 29 14 6 1 0
1 Metzaer O et al. Abstr. GS2-12: SABCS 2024. Hazard Ratio
OS Events/Total {95% C1)
Overall 2621518 } . 0.74 (0.58-0.94)
1on
Prior anti-HER2 therapy 186/372 ; . 0.76 (0.57-1.01)
A
0 No prior anti-HERZ therapy 76/146 L - J 0.68 (0.543-1.07)
g oh
® resipntid S AT | - . 0.76 (0.57-1.02)
§ o r'.‘:'i"';__’md Anti-HER2 and
40 g £ ET :
g &J : Best response to induction (SD*) 80/163 L - i 0.72(0.47-1.12)
0 Events 581261 611257 :
. ?ﬂ 0S, months (85% NE (71.6-NE)} 17 12NE) Favors Pao + HER2 and ET Fawvors HER2 and ET
. = 4 T T 1
3.1 0S, % (98% C1° 87.0 (82.891,2) §4.7 (80-89.3) i 04 0.6 048 1.0 12
" 5.1 05, % (95% CO° 74.3 (67.7-80.9) 69.8 (62.4-77.2) > e Hazard Ratio
o Hazard ratio (95% C1)' 0.86 (0.61.24) : CR=Comgplete Responsa: Paibo=pabociolty, PR=Pamal Response. SD=Stable Disease
0 " 2 in J4 ALl n 42 o 54 L3l "o 72 ™ AR
Time (months)
Patens arRisk
“alkw MR [ ) 200 88 Tan 2% 220 120 M7 IN7 tan LR} o 33 4 | [}
HER2 + ET 7 238 X 221 L

197 Wk 167 135 s @ U e o Metzger. O et al. SABCS 2024



Time to First Symptom Progression or Death

100%

Palbociclib + .
=l FACT-B TOI antiHERZ + 7 | AMPHERZSET
804 Events 123230 14220 ns P
Median TTSP, months (85% CI)* 17.2(138-2786) 120 (11.1-22.0) .
» s O Hazard ratio (95% CIJ** 0.93 (0.72-1.20) Referunce Palbociclib + Anti-HER?2 + ET
' - S anti-HER2 + ET
z " Events 123230 114/220
E o There was no difference Median TTSP, months (95% CI)* 17.2 (13.9—27.6) 12.0 (11.0-22.0)
"  M— Hazard ratio (95% CI)** 0.93 (0.72-1.20) Reference
: = Logrank P value 0.5004
o i o "~ ordeath,
: " % % Definitive TTSP: sustained deterioration of 2 5-point
Time (months) . . .
“Newrna €1 2 . s o . worsening since baseline on the FACT-B TOI that does not
‘ | . ' improve until the final FACT-B evaluation or death
Palbociclib + i
anti-HER? + ET \ eRRes
. o e : Events 81/230 83/220
Time to Definitive Symptom Progression or Death Median TTSP, months (95% CIj* | 55.2 (447-) 499 (39.8-604)
- . Hazard ratio (95% CI)* 0.80 (0.59-1.08) Reference
1 [R— Fabocabs | amwiena.er Logrank P value 0.1484
00 4 2 Events 817230 83220
do5% Madian TTSP, months (95% CI)* 55.2 |44 7-NE) 499 (365-804)
L | Hazard ratio (35% CIj™ 0,60 (0.56-1.08) Reference " . .
, A pank Pronks 01484 Definitive TTSP provides a more comprehensive
;" e ) characterization of PROs
g : ] e iy There was no difference
i observed batween
0 treatment arms tin
2+ to definitive symptom
104 progression or death
Time (?iomh-l =

FRDOCICND & 2D
wis-HERZ + ET



FACT-B HRQoL scores
FACT-B TOI* 5 FACT-B BCS FACT-B: PWB FACT-B: FWB
4
= % B__np a1 _ns _ 2sg »
D esd 610 E,;Lj 86 A TR % .. 29 265 %6 3 ] B 'Y . 180 188 ¢
Mo mcncncnccenaed |+ W _ | 20 ____________________ 5 ) e
- DL, AP, e ..___...._._.-.‘ % 8 L] o B M6 NI ANA DY ] L .
£ 50 B3 | e 257 X4 w1 268 o5 eB e TR 8T e ¥
34 o by ‘ 5 §
0 : 15 10 10
2 5 5 ’
10 S
0 0 0 0
Baseline Year1 Year2 Yeard Baseline Year! Year2 Year3 Baseline Year1 Year2 Year3 Baseline Year1 Year2 Year3
I . QJMGIS +aniHER2+ET A AMGHER2+ET - -- Minma important ofference™ ¥ Improved HROoL 8 Worsened HROoL l

PWB is the most strongly correlated with overall QoL

What is the impact of treatment on QoL in the
subgroup of symptomatic patients?

PROs completion rates

La mediana de la PFS aumenta
de 29,1 a 44,3 meses (Al5,2
meses) .

Toxicidad manejable.

Perfil beneficio-riesgo
clinico favorable, y respaldan
la incorporacidn del
palbociclib en el tratamiento
de mantenimiento de primerg

Treatment arm, n/N (%) Baseline Year 1 (1 Year 3

Palbociclib + Anti- 248/261 187/218 (84.8) 139/156 (89.1) 107/119 (89.9)

HER2 + ET (95.0)

Anti-HER2 + ET 239/256 152/180 (84.4) 113/129 (87.6) 80/98 (81.6)
(93.4)

Patient adherence remained 281% across all planned timepoints
82%-90% of patients reported PRO measures at year 3

linea para pacientes con CMH
HR+/HER2+




Otros estudios de mantenimiento en
marcha...

HER-2CLIMB-5

Tucatinit'
1L HER2+ unresectable LAIMBC + trastuzumab™* )
+ portuzumab’* Primary endpoint
Compileted inducton tharopy 21
e e overy 21 days PFS by investigator
* portuzumab . Placebo*
+ taxane + trastuzumab™* Key “‘-‘M?;N endpoint
+ pertuzumab* S
4-8 cycles every 21 doys il
Mimaty Objecthve Endpotets
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INAVO-122 Folow 49

Phesgo
+ jo—
placebo
Untreated HER2+ ABC and completed o PD
Induction therapy (4-8 cy taxane Pz/Tz) » Limiting
. HER2+ and PIK3CA mut Toxicity
Phesgo
X -
inavolisib

heredERA

ndugtion Maintenance

gredesront 30 mg PO QD «
Fationls with ER+, HERD+ FH FOC SC Qaw
LA/MBC, previowsly uniedated

n e mEC sefting
N=g12

Unlll diense

preogression of

Shofficofion foclons
She of deeasa [Wiceral vs nanviceral)
v Type of stoge 1V oreseniation |de nove mataiiofic’ vi recumant metasiafic disecsa)
+Irdention to gheo ET of Frasipator's choice (e vina)
+  OR during Ine induction tharopy phote [PRICE vi SD [or nan-CRMoN-FD for particpants with nronmeasscbio dkeae|)

Pimary endpoint Secondary endpeints
¢+ Pragremion-froe vurvival (s delenmined by Iha inveshigaton occarding fo + Owverck vevival v Clnic banofil iotae
RECET 1.1, fime fromonaomuation 10 ha st cccumence o! dkeawe +  Onjactive resconse rate -+ Palientrepcried auteomeas

CIOQIsSon ar Seath) +  Duroton of responia + Satety

’u

HERZ/EGFR

o e -
_/'

Cell proliferation
and survival

Clinicaltrials.gov; https://doi.org/10.3390/biomedicines130511¢



.Y con la llegada de TDM1l? ;Tuvo

cEs adecuada una
primera linea de

algun papel en 1

MARIANNE

+ HER2-positive (central) LABC?
or MBC

Trastuzumab + docetaxel
(B mg/kg LD then 6 mg/kg + 100 or 75 mg/m? q3w) OR
Trastuzumab + paclitaxel

- (4 / o / m?
« No rohemotherapyfor (4 ma/kg LD then 2 mg/kg + 80 ma/m? gw)

LABC/MBC T-DM1 + placebo®

« >6 months from Pﬂﬂ (3.6 mg/kg + 840 mg LD then 420 mg q3w)

neo-/adjuvant vinca alkaloid
or taxane chemotherapy
N = 1095

T-DM1 + pertuzumab

(3.6 mg/kg + 840 mg LD then 420 mg q3w)

» Stratification factors: World region, Prior neo-/adjuvant therapy (if Yes: prior trastuzumab/lapatinib),
Visceral disease

+ Primary end point: PFS by independent review facility (IRF), non-inferiority and superiority assessed
* Key secondary end points: OS, PFS by investigator, ORR, Safety, Patient-reported outcomes

;Qué papel juegan
los ADCs en 1°

Progression-Free Survival (%)

FA Y
o
o
1

o]
o
1

(o2}
o
L

B
o
1

N
o
L

quimiterapia +/-

lnea?
e doble bloqueo?

Trastuzumab T-DM1 +
+ taxane T-DM1 pertuzumab
Median PFS (months) 137 14.1 15.2
No. of events 231 236 217
Stratified HR (97.5% Cl) v - 0.91(0.73 to 1.13) 0.87 (0.69 to 1.08)
trastuzumab + taxane P=.31 P=.14

Stratified HR (97.5% Cl) v T-DM1 0.91(0.73 to 1.13)

m— Trastuzumab + taxane (n = 365)
v T-DM1 (n = 367)
e T-DM 1 + pertuzumab (n = 363)

T Ll 1 Ll Al T T L L)

6 12 18 24
Time (months)

TDM1 +/- pertuzumab no demostraron beneficio frente a tax

ANno—trast




1dRAS REOULIADUS CUN L 1 ADC.
qué ocurririla si es
Trastuzumab-Deruxtecan

= T-DXd demonstrated robust activity following T-DM1 in a phase
T-DXd, DESTINY-Breast01: 2, single-arm study, leading to regulatory approvals globally2.7:8

mPFS = 19.4 months?? - Prior to approval of T-DXd based on DESTINY-Breast01, SoC
in later-line setting was not well defined?®

mPFS T-DXd 17.8 months, mPFS TPC 6.9 months;

HER2+ metastatic breast cancer previously Phase 3, multicenter, 2-arm, randomized, open-label, HR, 0.3589; P < 0.000001
DESTINY-Breast02" treated with SoC including SvoCOMDISNG. e igator s Cholce |
T-DM1: 3 line (Trastuzumab + Cape_cata.bme or Lapatinib + mOS T-DXd 39.2 months, mOS TPC 26.5 months;
’ Capecitabine) HR, 0.6575; P = 0.0021
mPFS T-DXd 28.8 months, mPFS T-DM1 6.8 months;
HR, 0.33; P <0.0001
DESTINY-Breast032 HER2+ metastatic breast cancer previously ~ Phase 3, multicenter, 2-arm, randomized, open-label,
treated with trastuzumab and a taxane; 2" line active-controlled Vs. T-DM1 OS rate at 24 months, 77.4% for T-DXd and 69.9% for
T-DM1; HR, 0.64; P=0.0037

Swain SM et al. N Engl J Med. 2015;372:724-734. 2. Perez J et al. Expert Opin Biol Ther. 2021;21:811-824. 3. ClinicalTrial.gov. NCT04784715.
https://www.clinicaltrials.gov/ct2/show/ NCT04784715.

Accessed August 29, 2023. 4. Hurvitz SA et al. Lancet. 2023;401:105-117. 5. Cortés J et al. N Engl J Med. 2022;386:1143-1154. 6. Verma S et
al. N Engl J Med. 2012;367:1783-1791. 7. Saura C et al. ESMO 2021. Poster 279P 8. Modi S et al. N Engl J Med 2020;382:610-621. 9. Tarantino



DESTINY-BREAST 09

linea?
Eligibility criteria | Endpoints
« HER2+ a/mBC i é’;’;’%’B -
+ Asymptomatic/inactive brain mets allowed Blindod sl Tnal RES anialysis
Key seconda
* DFI >6 mo from last chemotherapy or . gS 4
HERZ-targetgd therapy in neoadjuvant/ _9_ T-DXd* + pertuzumab$
adjuvant setting Secondary
» One prior line of ET for mBC permitted * PFS (INV)
" . * ORR (BICR/INV
* No other prior systemic treatment THP ( )
for mBCt Taxane (paclitaxel or docetaxel)® + + DOR (BlCR/|NV)
trastuzumabll + pertuzumab$ - PFS2 (INV)
Patient demographics and key baseline characteristics + Safety and tolerability
T-DXd + P (n=383) THP (n=387)
Age, medlan {range), years 54 (27-88) 54 (20-81)
Female, n (%) 383 (100} 387 {100)
Geographical reglon, n (%)
Asia 188 (48.1) 191 (45 4)
Western Europe and North Amenca 87227 78 {20.2)
Reast of Werld 108 (282} 118 (30.5)
ECOG performance status, n (%)
D (normal acbvity) 256 (65.8) 248 (63.6)
1 {resinctad sctvity) 127 (33.2) 141 (36.4)
HER2 score by central test, n (%)
IHC 3¢ 318 (83.09 31581 4)
IHC <3 /) ISH+ 62 (16.2) 7183}
IHC NR / I5H+ 3{08) 1{0.3)
HR status, n (%)
Positive* 207 (54.0) 209 (54.0)
Nagatwe 176 (46.0) 178 (45 0)
De-novo disesse at diagnosis, n (%) 200 (52.2) 200 (51.7)
PIK3ICA mutations detected, n (%) 16 {30.3) 121 (31.3)
Brain metastases, n{%)! 2564 2(57)
Visceral metastases, n (%) 261 (73.4) 268 (69.3)




PFS (BICR): primary endpoint

T-DXd + P THP

. X . :
(95% CI 81.9, 89.1) Miadan o (9% G1) (36.5, NC) (21.8, NC)
0.8~ | 70.1% Hazard ratio (95% Cl) 0.56 (0.44, 0.71)
 87.8% (95% C1 64.8, 74.8) P-value <0.00001" ORR and DOR (BICR)
v H
re R0 G184 ! Confirmed ORR*
o H | o \
- s [l “_‘““mw“ g 100 85.1%
z § 354, 70 8) 4&«_~.M & 90+ (95% ClB12, 88.5) 78.6%
+(35% CI 4 57.5) s 704
o ! 8 60
y 2 o)
£
g 70.0 70.0
5 ¥ {rm268) {n=27%)
0 T t t T i | t T T T | T 1 g 2049
0 3 & 9 12 15 18 21 24 21 30 33 36 39 42 45 18 % 10
N Time from randomization (months) & %
e N OB OB OB oOm oD o® o omonow oz o2 oo orog T-0Xd + P THP
P = P =
Statistically significant and clinically meaningful PFS benefit with T-DXd + P (median A 13.8 mo)
Overall survival (~16% maturity)
|.3_.w‘__
n&+
m w T.DXd + P THP
S oe (n=383) (n=387)
¥ 39.2 26.4
Median DOR, mo (95% CI i '
s — ( ) | 35.1.NC) | (223, NC)
03 {n=383) n=387 et/ .
Medan.mo NG NG Remaining in response 73.3 549
: Hazsld!ano (s‘ns% C[,. o.ufo.ss, 1.19) : ' ‘ ' . : ' ‘ ‘ . : at 24 mo (°/o) > A
o 3 L] & 12 15 18 21 24 b2y W n 0 % 2 4 @
Ak Time fram randomization (months) X
Rl R N w R R RE o™ R 8 BT Stable disease, n (%) 38 (9.9) 56 (14.5)

Early OS data suggest a positive trend favoring T-DXd + P over THP



PFS2 (investigator assessment) and post-trial treatments

1.0+ TDXd+P  THP
=383 =387 . " o g N
(n=353) e Possibly treatment-related (investigator assessed) TEAEs in 220% of patients
Received post- (either arm)
o8- discontinuation therapy 124(324) | 181(46.8) Nausea® 714
in second line, n (%])* Diarrhea T-DXd + P, any grade
P Targeted therapy, n (%)t | 111(29.0) | 166 (42.9) “BU":P?"‘B: B 7-DXd + P, Grade 23
£ e T-DXd 6(16) | 39(101) sz B THP, any grade
° A B THP, Grade 23
z T-DM1 7(1.8) | 47(12.1) Vomltng,
T-DXd + P THP Transaminases increased
g oA n=383) _ (n=387 g;.’:uﬁmwmmng 78(204) | 51(13.2) i .Z‘)"em.ia:
a > » aukopenia
Data maturity  ~20% 33:: Pertuzumab-containing s3(138) | 34(88) Decreased appetits
Median, mo {95% CI) NC regimen?® : Weight decreasad
024 (36.1, NC) s 7 7147 Thrombocytopenia**
Hazard ratio (95% CI)  0.80 (0.45, 0.79) Chemotherapy, n (%) 68(17.8) | 57(14.7) Constipation
Nominal P-value 0.00038* Dacetaxel 24(63) | 8(21) Hypokalemia
- T r r Penpheral sensory neuropathy'?
S A A Y T E R Paclitaxe! 18(47) | 4010 & B
e Time from randamization (months) Capecitabine 24 (6.3) 35(9.0) Patients ax 09§ wilod TEAES (W)
Toxdep 383 370 356 343 231 130 260 254 204 180 101 59 28 12 3 0O Endocrine therapy, n (%)t | 19(5.0) 13(34)
THE Y 373 4 M1 g 202 M M2 M 43 80 4B 15 5 ¢ ¢
Clinically meaningful improvement in PFS2 with T-DXd + P vs THP
Overall safety summary Adverse events of special interest
Safety analysis set” Median total treatment duration:
* T-DXd + P: 21, 0.3-44.5 P Sas
T-DXd + P THP 3 T_g; 420 O7rr:: onge ) Adjudicated drug-related ILD/pneumonitis*
el i + THP: 16.9 mo (range 0.7-41.7) n (%) Grade 1 Grade 2 Grade 3 Grade 4 Grade § Any grade
Total exposure, patient years 6597 564.0 17 (4.5) 27 (7.1) 0 0 2 (0.5) 46 (12.1)
Median treatment duration for taxanes
: ¢ THP (n=382 2(05 2(05 0 0 0 4(1.0
Any TEAE, n (%) SEOERT) | B9 1 | pocetaxet 55 mo (ranga 0.7-37:4) { i 0 ) )
Possibly treatment-related TEAEs (investigator assessed), n (%) | 373(979) | 369(966) + Paclitaxel: 4.4 mo (range 0.2-30.7)
Grade 23 200 (54.9) | 200(524)
Median number of cycles for taxanes: Left ventricular dysfunctiont
Serlous TEAESs, n (% 103 (27.0 96 (251 : p
%) il e Docetaxel: 8 (range 1-51) n (%) Grade 1 Grade 2 Grade 3 Grade 4 Grade5  Any grade
+ Pacltaxel: 6 1-4
TEAEs associated with any treatment discontinuation,! n (%) 79(207) | 108(28.3) clitaxel: 6 (range 1-42) T-DXd + P (n=381) 4(1.0) 30 (7.9) 7018) 1(0.3) 0 42 (11.0)
TEAEs associated with any dose interruptions, n (%) 262 (68.8) 187 (49.0) THP (n=382) 1(0.3) 19 (5.0) 7 (1.8) 0 0 27(7.1)
TEAESs associated with any dose reductions,’ n (%) 175 (45.9) 76 (19.9)
TEAESs with outcome of death, n (%) 13(3.4) 3(08)
Possibly treatment related (investigator assessed)* 5(1.3) 1{0.3)




-
o
3

PFS:* de novo

mPFS: NC

e
o

3
F ]

PFS:* recurrent

0.8- : 95% Cl 36.5, NC 08
o ‘\\L\N—‘\,MH 5 o
o 2 o
S 064 TN m 5 08
3 mPFS: 31.2 mo 3
& 02{ Hazard ratio 0.49 85% C1 23.5, NC £ 02
95% C10.35,0.70 5
0 - v v - v v ' v - , ~ v v ' v
0 3 6 9 12 16 18 21 24 27 30 33 36 39 42 45 48
No. af risk Time from randomization (months)
TOXd«P 200 188 179 171 157 48 18 124 17 06 355 s 6 R 3 (1]
TH 200 5 WS 182 Q9 1 101 =T [} 4 3 pa i ) 0
PFS:* HR
1.04
o 084
'S
Q
S 06
2
S 044
2
e
& 021 Hazard ratio 0.61
95% C10.44, 0,84
0 - -
0o 3 12
No. at nak
TOXd+P 207 194 184 182
e 209 1 1N 1
o
PFS:* PIK3CAm detected
1.0
o 084 mPFS: 36.0 mo
& 95% C1 29.7, NC
3 064
)
§ 0.4 N
& 021 Hazard ratio 0.52 [MAEAELL
95% Cl0.35, 0.77 95% C1 151,256
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
No. at nsk Time from randomization (months)
TOXa+P 116 102 96 9 81 77 70 60 47 40 A 13 5 2 0

PR W2 a9 30 28 rd) 12 i

0

gy Y
. -H_“—'“-ﬁ
mPFS: 22.5 mo
1 Hazard ratio 0.63 95% C) 18.1, NC
95% C10.46, 0.87
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time from randomization (months)
183 W 1156 1W 133 1227 12 a 58 47 7 14 5 1
a7 47 122 102 e no A4 2 15 -] 4 L
PFS:* HR+ PFS:* HR-
mPFS: 38.0 mo mPFS: 40.7 mo
95% C| 36.0, NC @ 5% Ci 40.7. NC
. o -
3 '
A 2
=
mPFS: 27.7 mo 2 mPFS: 22.6 mo !
95% C122.4, NC 024 Hazard ratio 0.52 95% CI1 17.3, 32.7
95% €10.37,0.73
15 18 21 24 27 30 33 36 39 42 45 48 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time from randomization (months) No, ot risk Time from randomization {(months)
154 138 117 G 85 &8 24 L ] a 2 0 DX+ P 176 64 51 142 13 21 105 gt % (3] 3% P 8 4 1 0
122 We o a7 M2 1 ( THP 178 130 130 wa oo an ? £ 9 ’ “ 4 a n
I* - ) - B - B
PFS:* PIK3CAm undetected
1.0+=
mPFS: 40.7 mo
o 081 95% C1 38.0, NC
u
o .
5 06+ T R
§ 04-
g mPFS: 32.7 mo S
024 Hazard ratio 0.57 95% C124.4 NC
0 95% C1 0.43,0.77
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time from randomization (months)
266 268 239 228 212 198 172 148 128 113 & 16

S 243 220 T 173 166 133 2 ]

61

%

u

8 2 0
| 0 0

Loibl S et al. LBA 18; ESMO 2025.
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#TA DESTINY Broastln

Evolution of T-DXd in HER2+ a/mBC
Observed mPFS*

DESTINY-
Breast09 T-DXd + P
1 L (Phase 3)

CLEOPATRA
(Phase 3)'

Standard of care THP: 18.5 mo

~1 in 3 patients do not
receive a subsequent

treatrment after 1L=
l T-DXd: 28.8 mo
2L DESTINY-Breast0)
(Phase 3§
T-DM1: 6.8 mo
| T-DXd:17.8 mo
DESTINY-Breast02
{Phass 3)
3L+ TPC:'6.2 mo
'355(';:::';;"”‘ T-DXd: 16.4 mo
I T3 =t e g N W11 W prstee 30 Gowedy CONGIN P et i 1D MIRMRERS B OW AP atT e W TORRCBE e A 1T Sval of BEeles
T 3 ey eEF e -
1 ax vtz BA o 14 "W
.
2025 ASCO pemarssa 593 M Tolaney, NG, MPH ASCO e

DESTINY-BREAST-
11

Patient population T-DXd* — THP!
* Previously untreated 4 + 4 cycles
HER2+ eBC
* HR-positive or AR
HR-negative —

1:11

« High-risk defined as:

- 2¢T3 and NO-3 or
¢T0-4 and N1-3

- Inflammatory BC

DEMETHER

N =165
Induction therapy Maintenance therapy Post-treatment FU
T-DXd | subcutaneous ‘ Physician’s
Geycles [T rastuzumabeportuzumab <t | EoT H choico
B 1200 mg pertuzumab, ' :
- €00 mg trastururmab : $
? foading dose) i !
o S4matg &0 $ :
< ] mg pertururnab, : '
b4 v, Q3W 600 mg trastuzumab 1 $
B {rmaintenance dose) : H
E SC,FOC Q3w ' i
ia:n h:n ih
. I . « H l [

st TOCHY a7 =

it Jphl PO PRE. R e

— — o >

P2 3057 GECININVGATPN 100w N TNy U ST
“HOIMONE MCORECT -DOSUVE SRR for 3ty CLheT %H00m, ¥ LD 10 3 e L6 momt
W 350 recenve concomare £T shae T Ol it gron, whchewr Scoars iy

ot

DXd: 20,0 meses con prolongacidén de la
toxicidad inducida.

cDuracidén oOptima del tratamiento con T-
DXd?

cEstrategias de mantenimiento?
;Biomarcadores estaticos

basales/factores de riesgo que indiquen
un beneficio especifico del T-DXd en




Metastas

Regimen T-DM1 T-DXd Cape + Lapa Cape + Nera Cape+T+ -
(KAMILLA) (DB-03) (RANDSCAPE) (NALA) Tucatinib l S
n=2002 (DB-12) (TBCRC 022) (HER2CLIMB)
Brain Mets status Stable or Active (DB-03) Active (NALA) Stable or Active b l
Stable and Stable and Treated c e re r a
(Tl');atlez‘j (TBCRC 022)
Active and Stable Actve e s
% of patients 17% (DB-03) 15% 100% (NALA) 16% 48%
with brain mets (DB-12) 100% (TBCRC 022) 100% (Active 58%)
ORR 21.4% (DB-03) 64% 65.9% (TBCRC 022) 49% 47%
(DB-12) 71.7% Post-Lapa 33%
1) Montemurro Delaloge et al. Ann Oncol 2020 2)Hurvitz SABCS 2021 3)Bochelot T, et al. Lancet Oncol 2013 6% met é_ stasls cerebrales
4)Saura. JCO 2020 5)Rachel A Freedman JCO 2019 6)Nancy L ASCO 2020 7) Herbeck N Nature Med 2024 )
2% vs 3% recalda cerebra
DS8201- DEBBRAH study
TUXEDO-1 study
| tnmy (pasict Srgodom Maeane P ) Dox T "nenoeme F 2 wrardal umaot Actrory Ry SN [ por—— Dbjuctive Response Rate (RANO-BM criesia)
Tannddrneos v e i A 5 'ﬁ » A.(-lmn ORR {intentico-to-trest populstion: n=15): 79.3% (95% C1 48 3-89.1) - —\——H—l_
}3 i -
E ; o Etracrandad Tisnor Activity by NECHST 11 ! T '—;[—J ,,,,,,,,,,,,,,,,,
e oot | & R
: tw M e @ § .“',E:' ‘ie' = G s v B o B L1, L) - > A % ~if DoSaiiutais
| ek R A W g e ot (g ; ; ) -.—_- N » 1
iw"ﬂMlﬂm#ﬁ W % au : - : - L] : :::lul-: I(‘:\::-‘;‘pqrt:uln‘:l:(‘:-n’r;'xl' 3 — 17 manthx}
F :'... Gatsal Tarmor Actily by REQST 1) P 3 =
2 o g o (- i i R SIS
P 4o e 05 73 @ 5 p o -
rg EA ‘ SIS TEIRN One patient with dursl metastases

Groge 5 o ol SARCS 2OY

RA (per-protocol-poputation neid] 78 .6%

Sarteh Mot ol ESVO Beaa 2020



é‘POdremOs hablar de Curac cLa curacidén es una

opcidn?
Abstract PO2-20-01: The STOP-HER2 Trial: A Phase 2 Study of s o
Metastatic Breast Cancer (TBCRC 062) @3 stop anti-HER2 agents.

Heather Parsons, Kathryn Ruddy: Stefama Morgant. Karen Smith, Victona Altaya, Ekza Kallfelz; Michelle DeMeo: Jamie LaScala
Shirley Mertz  Teri Poliastro, Patnoa Spears, Adam Brufsky | Chau Dang, Susan Dent, Ahmed Elichanany . William Gwin
Clara O'Sullivan, Kathy Miller. Sara Nunnery . Elaine Waksh, Anna Mar@a Stomioko, Sara Tolaney, Nabihah Tayob, Antormo Wolt

Authors: Yoshihiko Kamada, Naoko Taekigaml. Kznou Ushara Kentaro Tamakl, and Nobumiisu Temakli  AUTHORS INFO & AFFILIATIONS

Eric Wines, Mothatfar Rimawi, tan Krop, Nancy Lin / Clin Oncol 42, ©13027(2024) « Volume 42, Number 16 suppl « DOJ 10.1200/1C0.2024 4216 supple13027
HER2+mBC
N Cohort 1
L O e s 6 [ itervert [~| Obesrvattomal Continus Ant I\/
dnripd Foadhut ion HER2 Therapy N=30 / C ,
e . L * CMM HER2 positivo estadio IV con CCR en los om
v L 4 L 4 ¥ v
- R s sigulentes al inicio del tratamiento anti-HER2.
Primary endpoint: :  Tratamiento antiHER-2 x 2-3 afios adicionales.
1Y PFS stopped Anti- | ) . , . ) Lo
HER2 therapy and * La biopsia liquida podrlia facilitar la toma de
Continued Anti-HER2 IC for Registrat Cohort 2 .
Treatment m ™1 lon || StopAnti-HER2 Therapy N=52 decisiones.
v v ¥ T
Stary date: April 19.2023 i 1 3 ¥
HA Parsons (Pl) Her2- Luminal
Luminal A Luminal B enriched HER2 Triple Negative
5 year survival rate 74.0% 52.4% 593.5% 76.0% 0%
Pts must be receiving 1L anti-HER2 therapy (any regimen) for MBC and must have been on this .
therapy for at least 3 years without evidence of PD 10 year survival not 50 4% 53 5% 60.8% not

Pts with history of brain-only PD previously treated with local therapy (surgery and/or radiation rate assessable assessable

therapy) are eligible if asymptomatic, no evidence of interim PD, minimun 24 mo between

completion CNS-directed therapy and study start
Pts with oligo-PD outside CNS treated locally or with ET change (with exceptions)

KamadaY et al. ASCO 2024



UPCI 99-058

» Oncologist. 2023 Sep 19;28(11):e1123-e1126. doi: 10.1093/oncolo/oyad258 (4

Twenty-Year Follow-Up of a Phase Il Trial of
Taxotere/Carboplatin/Herceptin in Patients With Metastatic HER2-Positive
Breast Cancer

] 2 : 3 : 4 5 =2
Juan Luis Gomez Marti *, Azadeh Nasrazadani 4, Ying Ding *, Daniel Normolle *, Adam M Brufsky €

N Mean Median Range
Complete or partial response 29 404.3 245 116.0,1741.0
Complete response 17 467.8 284 117.01741.0

Un 10 % de pacientes estaban vivos y en seguimiento a
los 20 anos de seguimiento.

La causa de la muerte se atribuyd a una enfermedad
maligna en 18 participantes (50 %), a otras causas en 3
pacientes (8,3 %) y se desconoce en 15 (42 %)
pacientes.

CLEOPATRA

Tras 8 afos de seguimiento, el 16 %
de las pacientes del grupo Doce-
Pertu/Tz siguen vivas y sin
progresidén, con una meseta en la
curva de supervivencia libre de
progresidén (PFS).

PERUSE

1/3 de las 1436 pacientes
tratadas con taxano de primera
linea Pertu/Tz no presentaron
progresidén tras 5,7 afios de
seguimiento.



CONCLUSIONES

cEs adecuada una primera
linea de guimiterapia +
doble bloqueo?

;. Debemos
diferenciar entre
RH+ v RH -7

cPodemos optimilzar
el mantenimiento en
1° linea?

;Qué papel
juegan los ADCs
en 1° 1linea?

cLa curacidn es
una opciéon?

Si, incrementa SLP y 0OS, estandar durante mas

10, con posibilidad de mejora.

Sin duda, i1ncremento en SLP, adecuada
tolerancia, entidades diferenciales.

Si, con hormonoterapia +i1iCDK en RH+ HER-2 +,
pendiente de nuevos estudios con TKIs y
tratamiento dirigido.

Claro beneficio en PFS, datos inmaduros (0S..)

Probablemente SI en casos concretos grandes

respondedoras.




MUCHAS GRACIAS..

ITACA

Cuando emprendas tu viaje a Itaca

pide que el camino sea largo,

lleno de aventuras, lleno de experiencias,
No temas a los lestrigones ni a los ciclopes
ni al colérico Poselddn,

seres tales jamas hallards en tu camino,

si tu pensar es elevado, si selecta

es la emocion que toca tu espiritu y tu cuerpo.

Ni a los lestrigones ni a los ciclopes
ni al salvaje Poseidén encontrards,
si no los llevas dentro de tu aima,
si no los yergue tu alma ante ti,

Pide que e} camino sea largo.

Que muchas sean las mananas de verano

en que llegues -icon qué placer y alegrial-

a puertos nunca vistos antes.

Detente en los emporios de Fenicia

y hazte con hermosas mercancias,

nacar y coral, dmbar y ébano

y toda suerte de perfumes sensuales,
cuantos mas abundantes perfumes sensuales

puedas.
Ve a muchas ciudades egipcias
2 aprender, a aprender de sus sabios.

Ten siempre 2 Itaca en tu mente,
Uegar alli es tu destino.

Mas no apresures nunca el viaje.
Mejor que dure muchos afos

y atracar, viejo ya, en la isla,

enriquecido de cuanto ganaste en el camino
sin aguantar a que Itaca te enriquezca,

Itaca te brindd tan hermoso viaje.
Sin ella no habrias emprendido el camino.
Pero no tiene ya nada que darte.

Aunque ia halles pobre, Itaca no te ha
Asi, sabio ‘como te has vuelto, con tanta

experiencia,
entenderds ya qué significan las Itacas.

KAVAFIS

Viaje a ITACA lleno de aventuras

Muchas seran las maflanas que
lleguemos a sitios nunca vistos.

Ten siempre en tu mente la idea
de ITACA, porque es tu destino.

Y si la encuentras pobre, no es
que ITACA te haya engafiado, como
sabio que te habras convertido..
sabrds qué significan las ITACAS




