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The evolving scenario of HER2+ MBC
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Major advancements in metastatic breast cancer treatment: when
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Real-world OS of HER2+ MBC over time

— 2008 — 2010 — 2012 — 2014 — 2016 Median OS (95% CI) (months)
YOD _ 5009 — 2011 — 2013 — 2015 by year of diagnosis of MBC

1.001 2008  39.1 (36.2-46.5)
2009  42.1(38.2-50.8)
2010  39.4 (35.9-45.4)
0.75 2011 41.1 (35.5-48.3)
2 2012 50.8 (45.0-55.5)
2 2013 53 0 (52.0-68.4)
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Anti-HER2 ADCs
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-DM1 refractory-resistant setting
DESTINY-BreastOl phase Il trial

PART 1 PART 2
Population PK Stage Dose-Finding Continuation
« 218 years of age Stage Stage

(n=54)

* Unresectable and/or
metastatic BC

« HER2-positive (centrally
confirmed on archival
tissue)

* Prior T-DM1

+ Excluded patients with
history of significant ILD

- Pretreated and stable Intolerant
brain metastases were (n=4)

allowed 184 patients
enrolled at 5.4 mg/kg

BC, breast cancer; HER2, human epidermal growth factor receptor 2; ILD, interstitial lung disease; PK, pharmacokinetics; T-DM1, trastuzumab emtansine.

100% received prior trastuzumab and TDM1, 65.8% prior pertuzumab, 54.3% other prior
anti-HER2 tx; 35.9% best response to TDM1=PD

Modi et al, SABCS 2020; Modi et al, NEJM 2020



-DM1 refractory-resistant setting
DESTINY-BreastOl phase Il trial

Confirmed ORR by ICR, n (%) 95% ClI 114 (62.0) 54.5-69.0
CR 13 (7.1)
PR 101 (54.9)
SD 65 (35.3)
PD 3 (1.6)

FDA accelerated approval in Dec. 2019
EMA conditional marketing authorization in Dec. 2020
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Modi et al, SABCS 2020; Modi et al, NEJM 2020; Saura et al, ESMO 2021



DESTINY-Breast03: study design

Patients Primary endpoint
+ Unresectable or metastatic HER2-positive? T-DXd : strEEm(:Rp}

breast cancer 5.4 mg/kg Q3W _

« Previously treated with trastuzumab and (n = 261) Key secondary endpoint
taxane in advanced/metastatic setting® + 0S

+ 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 gEIIER_)

» 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)

Cortes J, ESMO 2021, N Engl J Med 2022



DESTINY-Breast03: patients characteristics

Age, median (range), years 54.3 (27.9-83.1) 54.2 (20.2-83.0)
Female, % 99.6 99.6
Region, %

Europe 20.7 19.0

Asia 57.1 60.8

North America 6.5 6.5

Rest of world 15.7 13.7
HER2 status (IHC?, %)

3+ 89.7 88.2

2+ (ISH amplified) 9.6 114

1+ | Not Evaluable | Not Examined 04]1041]0 0/]04]|0
ECOG PS, %

0 | 1 | Missing 59.0 | 406 | 0.4 66.5 | 33.1 | 0.4
Hormone receptor, %

Positive | Negative 50.2 | 49.8 51.0 | 49.0
Brain metastases, %

Yes | No 23.8 | 76.2 19.8 | 80.2
Visceral disease, %

Yes | No 70.5 | 29.5 70.3 | 29.7

Cortes J, ESMO 2021, N Engl J Med 2022



DESTINY-BreastO3: prior treatments

Prior Treatment for mBC, n (%)
No 21 (8.0) 29 (11.0)
Yes 240 (92.0) 234 (89.0)
Prior lines of therapy in the metastatic setting (includes
rapid progressors as one line of treatment)?, n (%)

0 2 (0.8) 3(1.1)
1 130 (49.8) 123 (46.8)
2 56 (21.5) 65 (24.7)
3 35 (13.4) 35 (13.3)
4 15 (5.7) 19 (7.2)
25 23 (8.8) 18 (6.8)
Prior cancer therapy®, %
Trastuzumab 99.6 99.6
Pertuzumab 62.1 60.1
Other anti-HER2
Anti-HER2 TKI 16.1 13.7
Other anti-HER2 antibody or ADC 0.8 1.1

Cortes J, ESMO 2021, N Engl J Med 2022



DESTINY-BreastO03: primary endpoint results (PFS by BICR)

Median follow up for T-DXd was-16.2 months and for T-DM1 was 15.3 months

T-DXd T-DM1

100 4 .
| T e S Y PFS by Investigator
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100 mPFS was ~4X longer for T-DXd compared with T-DM1 Median 28.8 6.8
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T-DXd: 75.2% (95% Cl, 69.3-80.2) months

30 | T-DM1: 33.9% (95% Cl, 27.7-40.2) HR 0.33 (95% Cl, 0.26-0.43)

T-DXd: 53.7% (95% CI, 46.8-60.1) P < 0.00000120
T-DM1: 26.4% (95% Cl, 20.5-32.6)

Updated PFS
analysis (BICR)

60 i_%

40 ﬁ""_w

f
i
i
f

—_—
A e,

1 —HH—g
e —o-o—I

20 :
1 ee——————— — +
1
1

+  Censor
1 — T-DXd (n=261)
|~ T-DM1 (n 263)

Progression-Free Survival Probability, %

|
__________f__________

Cortes ESMO 2021, J, N Engl J Med 2022; Hurvitz et al, SABCS 2022,
The Lancet Oncol 2023

T T T
0123 4 5 5 7 8 9 1011 12131415151715192021 222324252627 2829 3031 3233 34 35 36 37 38394041 4243 4445



DESTINY-BreastO03: PFS in subgroups

Number of Events Median PFS (mo, 95% CI) HR (95% CI)
T-DXd T-DMA1 T-DXd T-DMA1
All patients 871261 168/263 MNE {18.5-ME) 6.6 (5.6-82) - : 02840 (0.2165-0.3727)
Hormone Receptor Positive (n = 272) 46133 84139 224 (17.7-ME) 6.9 (4.2-9.8) (¥ - : 0.3191 (0.2217-0.4594)
Status [
Nagative (n = 248) 411126 731122 NE (18.0-NE) 6.8 (5.4-8.3) = : 0.2965 (0.2008-0.4378)
Prior Pertuzumab Yes (n=320) 57162 98158 MNE (18.5-ME) 6.8 (5.4-8.3) H— : 0.3050 (0.2185-0.4257)
Treatment |
No (n = 204) 30/99 60105 NE (16.5-NE) 7.0(4.2-9.7) == [ 0.2999 (0.1924-0.4675)
[
Visceral Disease Yes (n = 384) T2/195 123189 22.2 (16.5-NE) 57 (42-7.0) il : 02806 (0.2083-0.3779)
No (n = 140) 15/66 35/74 NE (NE-NE) 11.3 (6.8-NE) —— : 0.3157 (0.1718-0.5804)
[
Prior Lines of 0-1(n = 258) 46/132 75126 224 (17 .9-NE) 8057497 o= [ 0.3302 (0.2275-0.4794)
Therapy? |
22 (n = 266) 41/129 831137 NE (16.8-NE) 56 (4.2-7.1) Hi : 0.2828 (0.1933-0.4136)
Brain Metastases Yes (n=114) 31/62 31/52 15.0(12.6-22.2) 57 (2.9-7T.1) == : 0.3796 (0.2267-0.6357)
I
No (n = 410) 26/199 1277211 NE (22 4-NE) 7.0(55-9.7) L o | 0.2665 (0.1939-0.3665)
[
L L L] L 'II' L L] L |
0.0 05 1.0 1.5 20

HR (T-DXd vs T-DM1)

Cortes J, N Engl J Med 2022



Overall Survival Probability ,%

DESTINY-Breast03: Overall Survival
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4% (95% CI, 71.7-82.1) months
9% (9% Cl, 63.7-75.2) HR 0.64 (95% Cl, 0.47-0.87)

0.00372b

Anti-cancer therapies in post-trial setting:
+ T-DXd arm: 64/182 (35.2%) received T-DM1
+ T-DM1 arm: 42/243 (17.3%) received T-DXd
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Cortes J, N Engl J Med 2022; Hurvitz et al, SABCS 2022, The Lancet Oncol 2023



DESTINY-BreastO3: ORR and Best response

100 1 T-DXd (n = 243)
80 1
60
g% 401
sd o] Confirmed ORR by BICR
gﬁ _23: n (%) 205 (78.5) 92 (35.0)
£2 o] [95% CI] [73.1-83.4] [29.2-41.1]
85 ] Nominal P value < 0.0001
801 CR, n (%) 55 (21.1) 25 (9.5)
1007 PR, n (%) 150 (57.5) 67 (25.5)
SD, n (%) 47 (18.0) 110 (41.8)
b T-DM1 (n = 228) PD, n (%) 3(1.1) 47 (17.9)
N NE, n (%) 6 (2.3) 14 (5.3)
ES 401
“E% 207 H“”"Hm“" CBR, n (%) [95% CI] 233 (89.3) 122 (46.4)
i ' g O —— 02520l
o I e Nominal P value < 0.0001
§8 -60 - : | mDoR by BICR, months 36.6 23.8
80 | (95% CI) (22.4-NE) (12.6-34.7)
-100 |

Cortes J, N Engl J Med 2022; Hurvitz et al, SABCS 2022, The Lancet Oncol 2023



Overall safety summary

* Maedian treatment duration was 14.3
months (range, 0.7-29.8) for T-DXd and

n (o/o)

6.9 months (range, 0.7-25.1) for T-DM1

Any drug-related TEAE 252 (98.1) 226 (86.6)
* The most common TEAE associated with

treatment discontinuation for T-DXd was
Drug-related TEAE Grade 23 116 (45.1) 104 (39.8) ILD/pneumonitis? (8.2%) and for T-DM1

was thrombocytopenia® (2.7%)

Serious drug-related TEAE 28 (10.9) 16 (6.1)
* The most common TEAEs associated with
Drug-related TEAE associated o9 _ dose reduction for T-DXd were nausea
with discontinuation (12.8) (5.0) (6.2%) and neutropenia® (3.5%) and for
_ T-DM1 were thrombocytopenia® (4.2%)
Drug-related TEAE associated 55 1 4y 33(126) and ALT and AST increased (2.7% each)

with dose reduction

Drug-related TEAE associated

with an outcome of death 0(0.0) 0(0.0)

anterstitial lung disease includes events that were adjudicated as ILD and related to use of T-DXd or T-DM1 (includes cases of potential ILD/pneumonitis,

based on MedDRA v23.0 for the narrow ILD SMQ, selected terms from the broad ILD SMQ, and PTs of respiratory failure and acute respiratory failure). °This
category includes the preferred terms platelet count decreased and thrombocytopenia. cThis category includes the preferred terms neutrophil count decreased and
neutropenia|

Cortes J, ESMO 2021, N Engl J Med 2022



Destiny03: Adverse Events of Special Interest
Interstitial Lung Disease and Cardiac

Adjudicated as drug-related ILD/pneumonitis?, n (%)

T-DXd (n = 257) 7 (2.7) 18 (7.0) 2 (0.8) 27 (10.5)
T-DM1 (n = 261) 4 (1.5) 1(0.4) 0 0 0 5 (1.9)

 There were no grade 4 or 5 adjudicated drug-related ILD/pneumonitis events observed with T-DXd

LVEF decrease, n (%)

T-DXd (n = 257) 1 (0.4)P 6 (2.3)° 7(2.7)
T-DM1 (n = 261) 0 1(0.4) 0 0 0 1(0.4)

 Inthe T-DXd arm, all reported adverse events of LVEF decrease were asymptomatic and no cases of cardiac
failure occurred

LVEF, left-ventricular ejection fraction.
apatients with prior history of ILD/pneumonitis requiring steroids were excluded. °Left ventricular dysfunction. °Decreased ejection fraction.

Cortes, et al ESMO 2021



Beware of the toxicities: learn to know ILD

Incidence of ILD over time: pooled analysis of 8 single arm phase 1 and 2 T-DXd monotherapy studies

2016 2017 2018 2019 2020
(n=74) (n=168) (n=569) (n=179) (n=160)
Any Grade ILD, n (%) 18 (24.3)  33(19.6)  87(15.3)  28(15.6) 11 (6.9)
Grade 23 ILD, n (%) 2 (2.7) 6 (3.6) 21 (3.7) 8 (4.5) 3 (1.9)
Grade 5ILD, n (%) 1(1.4) 5 (3.0) 12 (2.1) 5 (2.8) 2 (1.3)
In Dec 2019 toxicity
Patients grouped by year of enroliment, based on a data snapshot from December 2020. management guidelines

were updated

Most ILD events were low grade (78% of pts with ILD had G1/2 events) and occurred in the first 12 mo of tx, with lowered risk for

pts on tx > 12 mo.
The adjudication committee identified ILD earlier than investigators in 48% of cases suggesting opportunity for early detection

and intervention.
Close monitoring, prompt recognition, and proactive management of ILD using current management guidelines may help to

improve ILD outcomes.

Powell et al, AACR 2021; Modi ESMO Congress 2021



Algorithm for |

_D diagnosis and management

In the following situations, Patient evaluations should include the following: We suggest:
lLD!pneumopitis should be = High-resolution CT « Useofa team in evaluating for an
considered: . : 7 jon ) ILD/pneumonitis diagnosis, including the medical
= < - - disease consultation as clinically oncologist, pmnzy physouan nurse pradhonet
Workup sith - - bronchoscopy and lavage if clinically indicated and feasible dspeclaist. ;ad.obg
* PO Giohe Sl Stule 2saet 6F :Aﬂmﬂ'bhodgaesi et — .:‘lvpi ltmiec:or:sudi beh—dman;a
- 2 cal F as serum
:*‘O‘MW“W*UM'“'-Y% . gnebloodsa;pleoolecbonhtﬁ(z\dyssassoonaslﬂpneam galactomannan, and for serum markers such as
as dyspnea, cough, or fever - Other tests could be considered, as needed KL-6, SP-A, and SP-D*

If the event is confirmed to have an etiology other than ILD/pneumonitis, follow routine clinical practice. If the event is confirmed to be ILD/pneumonitis,
foliow the ILD/pneumonitis management guidelines according to ILD/pneumonitis severity as outlined below

LD/pneumonitis severity Grade 1 Grade 2 Grade 3or4

S - -
We suggest that the medical oncologist manage and treat the ILD/pneumonitis jointly with a multidisciplinary team, including a primary care physician, nurse practitioner,

pulmonologist, pathologist, ph cist, infectious d specialist, and radiologist. The pulmonologist should be involved early to benefit from their expertise in managing the lung injury
* Interrupt T-DXd
| - T-DXdcmbemmdlhlwwmbmo
-DXd dosing If resolved in < 28 days from day of onset, maintain dose Permanently discontinue T-DXd Permanently discontinue T-DXd
nodification — If resolved in > 28 days from day of onset, reduce dose 1 level
— i ILD/pneumonitis occurs beyond day 22 and has not resolved
within 49 days from the last infusion, discontinue T-DXd
¥ o &
r
= Monitor and closely follow 2-7 days for onset of clinical symptoms = Promptly start 2 1.0 mg/kg/day = Hospitalization required
andptbe - olpmdlsone equvalui)forezg'uchysot -Pmtpﬂyshrtemﬁcalhiyr-dose
- folou—tpinag‘\g'n1—2wedsor indicated resolution of clinical and chest CT methylprednisolone IV (eg, 500-1000 mg/day
LD/pneumonitis - ader starting systemic steroids (eg, = 0.5 mg/kg/day of &uﬁ\gs by gradual taper over 2 4 weeks® for 3 days), followed by =2 1.0
nanagement or equivalent) until by gradual = Monitor on m of prednisone (or equivalent) for 2 14daysorunhl
taper over 2 4 weeks = Reimage as dinically o complete resolution of clinical and chest C
) . ) o = If worsening or no in clinical or findings, followedbyqradualtaperoverz4weeks
I bservations despite initiation of steroids, then thm Reimage as clini indicated
follow grade 2 guidelines - X increasing dose of steroids Nsﬁllnon\pfovementwﬁlm3—5t!ays
(eg. 2.0 mg/kg/day of prednisone or equivalent) — Reconsider additional workup for alternative
n may be switched to IV etiologies as described above
%ca&deraiﬁaﬂwt)rhpbfm _( 'ﬂixirdsn co;:'nolalemo(eﬂ)andl
- eg, in or my or
We suggest considering steroids for selected grade 1 cases that etiologies treat local practice
mmwmanm at increased — Escalate care as chncally indicated pes
nsk for progression of |
!

Patients with ILD/pneumonitis regardiess of severity or seriousness should be followed up until complete resolution of clinical
and/or chest CT findings, including after drug discontinuation

Swain et al Cancer Treat Reviews 2022;106



New treatment algorithm for HER2+ ABC

Patients with HER2+ MBC

+

W

1st-line treatment

+

h

2nd-line treatment after trastuzumab = pertuzumab

v U 4 U
A N N/ V
1 1 or stable BMs
3 4 4 U + 4 \
vV A A4 WV A A4
ChT No ChT ChT No ChT Local intervention Local intervention
contraindicated contraindications contraindicated contraindications indicated® not indicated
| | : !
+ U
N/ Y/ vV A\ N
Trastuzumab Docetaxel [or Trastuzumab— Docetaxel [or 1-10 BMs, >10 BMs, Tucatinib— Trastuzumab
(+ pertuzumab) paclitaxel (Il, A)] pertuzumab until paclitaxel (Il, A)] favourable unfavourable capecitabine— deruxtecan
+ET + trastuzumab- progression + trastuzumab— prognostic factors | | prognostic factors trastuzumab [I, A; ESCAT I-A]be
[Il, B] pertuzumab (preferred)

[Il, B]

pertuzumab
26 cycles [l, A;
MCBS 4; ESCAT

|-A]2* followed
by trastuzumab-
pertuzumab-ET
until progression
[I,A]

26 cycles

[, A; MCBS 4;
ESCAT I-A]2®
followed by
pertuzumab-
trastuzumab

until progression
[, Al

Resection
[, B]

SRT
For 1-4 BMs [I, A]
For 5-10 B [Il, B]

Modified from Gennari et al, Ann Oncol 2021; ESMO guidelines

[, A; MCBS 3;
ESCAT |-AJ2®
(preferred)
or
Trastuzumab
deruxtecan

(11, A; ESCAT I-A]°*

or
T-DM1
[I, A; MCBS 4;
ESCAT [-A]*®

Stratification

according to

BMs (and BM
activity)



Brain Metastases are frequent in Stage IV HER2+ mBC

Inherent neuro-tropism of HER2+ BC
(increased brain parenchymal colonization of
metastatic HER2+ BC cells)

Prolonged survival and better extra-CNS disease
control with contemporary regimens for eBC and mBC

CNS as a sanctuary site for metastases in eBC
@ (inadequate drug penetration of anti-HER?2 agents
Into the brain parenchyma through the BBB)



TUCATINIB for active BCBM
HER2CLI

Key Eligibility Criteria
* HER2+ metastatic breast cancer

* Prior treatment with trastuzumab,
pertuzumab, and T-DM1

+ ECOG performance status 0 or 1

N=410

@

N=202

+ Brain MRI at baseline

Previously treated stable brain
metastases

Untreated brain metastases not
needing immediate local therapy

Previously treated progressing brain
metastases not needing immediate
local therapy

No evidence of brain metastases

*Stratification factors: presence of brain metastases (yes/no), ECOG
status (0 or 1), and region (US or Canada or rest of world)

MB

Tucatinib + Trastuzumab + Capecitabine

(21-day cycle)

Tucatinib 300 mg PO BID

+
Trastuzumab 6 mg/kg Q3W (loading dose 8 mg/kg C1D1)
+
Capecitabine 1000 mg/m? PO BID (Days 1-14)

HR+ ~60%; median previous lines
of Tx: 4; 100% received trast, pert
and T-DM1

mab + Capecitabine

ycle)

Placebo + Trast
(2

Placebo
+
Trastuzumab 6 mg/kg Q3W (loading dose 8 mg/kg C1D1)
+
Capecitabine 1000 mg/m? PO BID (Days 1-14)

100+ \ , 100
g 9 % i 90-
& X 804 E i - 80- 755 Tucatinib
§ s 70 i : R 709 combination
5§ 60 . : 2 604 62.4
S & 50 ! i < 504
e P i i a
2 t 404 : | Tucatinib 5 40+ Placebo
B 5 304 E i corl:lf)?nlgt]ion & 304 combination
2 8 20+ Placebo ! 20 26.6
& 10- comllainatiorl'l : 10-
0 T i T } T T T T T T T 1 0 T I T I I T I | T I I 1
0 3 6 9 12 15 18 21 24 27 30 33 36 0 3 6 9 12 15 18 21 24 27 30 33 36
Months since Randomization Months since Randomization
Events/pts mPF$S HR (95%CI Events/pts mOS HR (95%ClI
Tucatinib combination 178/320 7.8 Tucatinib combination ~ 130/410 21.9
Placebo combination 97/160 56  0.54(0.42-0.71) Placebo combination 85/202 17.4  0.66 (0.50-0.88)

Murthy RK, et al. N Engl J Med 2020



TUCATINIB for active BCBM
HER2CLIMB: patients with CNS involvement

CNS-PFS (probability)

No. at risk:
Tucatinib,

trastuzumab,

1.0

0.8

0.6

0.4

0.2

and capecitabine

Placebo,

trastuzumab,

and capecitabine

No. of Median
events (95% ClI)
- Tucatinib, trastuzumab,
and capecitabinea 710f198 9.9(8.0t0 13.9)
- Placebo, trastuzumab, 46 of 93 42(3.6105.7)

and capecitabine

HR, 0.32 (95% Cl, 0.22 to 0.48)
P <.00001

and capecitabine

Placebo,
trastuzumab,
and capecitabine

s |

0 3 6 9 12 15 18 21 24 27 30 33 36
Time Since Random Assignment (months)

198 132 74 45 18 11 6 4 2 2 2 1 0

93 41 N 6 0 0 0 0 0 0 0 0 0

Tucatinib, trastuzumab,

OS (probability)
o
(o))

0.4

0.2
No. at risk:
Tucatinib,
trastuzumab,

and capecitabine

Placebo,
trastuzumab,
and capecitabine

No. of Median
Tucatinib, trastuzumab, events (95%Cl)
and capecitabine 68 of 198 18.1(15.5t0-)
Placebo, trastuzumab,
46 of 93 12.0(11.2to 15.2)

and capecitabine

HR, 0.58 (95% Cl, 0.40 to 0.85)
P =.005

Tucatinib, trastuzumab,
and capecitabine

Placebo, trastuzumab, and capecitabine
I 1 ! I ! I 1 I I I I I
0O 3 6 9 12 15 18 21 24 27 30 33 36
Time Since Random Assignment (months)
198 184 146 108 79 49 26 17 14 7 6 2 0
93 87 67 49 23 12 9 5 0 0 0 0 0

Curigliano G, Mueller V, Borges V, et al. Ann Oncol, 2022; doi:10.1016/j.annonc.2021.12.005



T-Dxd for stable HER2+ BCBM:

Progression-Free Survival Probability, %

sub-analysis of DESTINY-Breast03
Inclusion criteria: stable, treated BM, >2 weeks from RT

Brain Metastases at Baseline No Brain Metastases at Baseline
T-DXd T-DM1 T-DXd T-DMA1
mPFS, 15.0 3.0 mPFS, NE 7.1
mo (95% CI) (12.5-22.2)  (2.8-5.8) mo (95% ClI) (22.2-NE) (5.6-9.7)
1.0 12-mo PFS rate, 72.0 20.9 . 1o 12-mo PFS rate, 76.5 36.4
00 % (95% CI) (55.0-83.5)  (8.7-36.6) = % (95% Cl) (70.0-81.8)  (29.4-43.4)
= 0.9 =
0.8 HR (95% Cl) 0.25 (0.13-0.45) 5 e R (95% CI) 0.30 (0.22-0.40)
i _
0.7 £ 07 -
0.6 — ‘_2“ 06 -
05 1 S o5
s .
0.4 - g 0.4
0.3 ug_ 0.3 -
0.2 - +—t+—+ g 02 -
0.1 4 —+— T-DXd (n=43) \—r % 0.1 o —+— T-DXd (n=218)
0.0 4 —+— T-DM1(n=39) a 00 4 —+— T-DM1 (n=224)

rrrrrrrrrrrr T rrrTrrororornrd

L L L L L L
01234587 891011121314151617181920212223242526 272829303132 0123456 78 91011121314 151617 18 19 20 21 22 2324 25 26 27 28 29 303132

_ . Time (Month) Time (Month)
Patients Still at Risk:

Patients Still at Risk:

T-DXd (43) 43 41 40 39 39 38 34 33 33 29 26 24 23 20 14 1310 7 6 4 3 2 2 1 1 0 0 0 0 0 0 0 O T-DXd (218) 218 215210 205 201 186 180 169167 154 142 140 127 112 98 02 69 57 47 41 33 27 23 18 9 6 5 3 2 0 0 0 0
TOMI(39) 3 B 28 17 1515 9 6 6 5 2 3 2 2 2 21 1 1 1 1 0000O0COCOCOOOCODOO T-DM1 (224) 224 214 172 146 140 117 99 ©0 87 73 62 &7 40 41 35 32 28 22 20 15 11 8 6 4 1 1 1 1 1 1 1 1 0
T-DXd T-DM1
(n = 36) (n =36)
Best Overall Response, n (%)?
Intracranial response | R 10(278) 128)

PR 13 (36.1) 11 (30.6)

Hurvitz et al., SABCS 2021 GS3-01



T-DXd for active HER2+ BCBM: phase Il TUXEDO-1 trial

. HER2f MBC Trastuzumab Deruxtecan 5.4mg/kg IV
with newly diagnosed or — q3wk

progressive brain metastases

- - . Bartsch et al, ESMO Breast Cancer 2022
N=15 Primary endpoint: CNS Response Rate

Prior lines of treatment for mBC 2 (1-5); 100% received trast, pert; 60% received T-DM1
Untreated BM 40%, Progressing after local treatment 60%

25

Objective Response Rate (RANO-BM criteria)
ORR (intention-to-treat population; n=15): 73.3% (95% CI 48.1-89.1)

-25 -

PFS: 14 months (95% CI 11.0-n.r.)

-50 —

Median follow-up 11 months (range 3 — 17 months)

-75 -

Maximum change in tumor size from baseline (%)

-100 —

iy
AR

DESTINY Phase lllb/IV study of TDXd in patients with or without brain metastases who
BREAST12 have unresectable/advanced or metastatic HER2-positive breast cancer.




Overall Survival

Chemo-free treatment: MonarcHER trial

N =237 Arm A s
- abemaciclib 150 mg / Primary Endpoint \
Eligibility Criteria = + trastuzumab + fulvestrant PFS® (Avs. C, then B vs. C)
-
HR+, HER2+ ABC s Arm B Secondary Endpoints
22 prlolr HER?2 directed e ".:‘. abemaciclib 150 mg 08, ORR, safety, PRO, PK
therapies _ E + trastuzumab Stratification factors
Prior T-DM1 & taxane required =] N - N
s Arm C « Prior systemic regimens
218 y female o .
< trastuzumab \.* Measurable disease
— + investigator's choice chemotherapy? N :
100 Numberof  Mumber of Medlan months ~ Hazard ratlo p value a Standard-of-care approved chemaotherapy
patlents events (95% CI) (95% Cl) (two-sided) b|nvestigator assessed
904 — GroupA 79 56 83 (59-12-6) 0-673 (0-45-1-00) 005
80 — GroupC 79 52 57 (5-4-7-0)

Exploratory RNAseq Analysis - Intrinsic Subtypes

Progressian-free survival (%)
wn
=]
1

o 0 a 0s: Luminal Non-luminal
. mPFS, (mo) 8.6 5.4 mOs, (mo) 31.7 19.7
§ 1.0 1.0
N N . — 0 HR(95%Cl)  0.54(0.38,0.79)  N/A HR (95% CI) [0.68(0.46,1.00))  N/A
l_'_'—h—'— Basal 8% 0.
10 1 8% LumA i
34%
¢ o Z‘J :1 é é 1‘0 1‘2 l.|4 1‘6 1‘8 ZID 2‘2 2‘4 2‘6 2‘8 3‘0

1.0 HER2
2% LumB
0.9 265
08 mos, (mo) 311 292 20.7
071 0.84
HR (95% CI)
0.7 lod5.105) . (057.125) N/A G 4 & 12 18 20 24 28 32 36 40 44 48 52 55 60 0 4 8 12 16 20 24 28 32 36 40 44 48 52 55 60 64
2-sided P value Ave.C Bust Time (months) Time (months)

0.6 Pre-planned Final OS Analysis Number at risk Number at risk
= 0 Data cutoff: 31 Mar 2022 -+ 61 32 15 9 6 6 3 1 0 4] ] 0 ¢ 0 4] [4] —— 681 55 45 38 32 25 21 20 18 15 12 ] 5 2 0 0
OB rnsamceens e we 31-1 ——92 65 43 33 23 1B 16 12 5 4 4 4 3 1 1 0 ——92 B3 73 68 63 56 47 44 39 35 29 27 23 15 10 3 0

'
0.4 '

'
03 H H

' . .
0.2 : po Luminal subtypes® were associated with longer PFS and OS compared to non-luminal.

. L L}
01 H I

0S : i

' !

0.04 H HE

0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64
Time (months)

Tolaney et al, Lancet Oncol 2020; André et al, ESMO 2022



Future perspective in HER2+ MBC

NOVEL ANTIBODY-DRUG CONJUGATES BISPECIFIC ANTIBODIES
- Trastuzumab Deruxtecan Zanidatamab (ZW25) -
- Trastuzumab Duocarmazine Zenocutuzumab (MCLA-128) -
- PF-06804103 PRS-343 -
- ARX788 . 2

5 ;// B FF
- RC48-ADC "3\{? 7 ) \
- Al166

NEW ANTI-HER2

DRUGS & STRATEGIES

- Tucatinib i Pembrolizumab -
- Neratinib Atezolizumab -
- Poziotinib Avelumab -
- Pyrotinib Neuvax™ (vaccine) -

GP2 (vaccine) -

NOVEL TYROSINE-KINASE INHIBITORS IMMUNOTHERAPY & VACCINES

Tarantino P, Morganti S, Curigliano G. Explor Target Anti-tumor Ther, 2021; doi:10.37349/etat.2021.00037



Be ready to update our algorithm!

T-Dxd in 1st line TDM-1 + Tucatinib in early lines
DESTINY B-09 Trial T-DXd HER2CLIMB-02 Trial
v (S P o ucatinib ( mg orall )
Un-treated mBC — ©— Key REPIlty Criteria P ot Gemghvaaw

T-Dxd +Pertuzumab

* Prior trastuzumab and taxane (pertuzumab
permitted)

N = 460

(n=2378)

Placebo (orally BID) +
P T-DM1 (3.6 mglkg IV Q3W)

Randomized 1:1

Primary endpoint: PFS

* Patients with or without brain mets
Taxane +HP Primary Endpoint: PFS
(n=378)

Adjuvant TDM-1 + Tucatinib or T-Dxd in high-risk

COMPASS RESIDUAL DISEASE TRIAL DESTINY-Breast05
Eligibility A011801 NSABP B-60 /DESTINY-05 TRIAL
HER2+ RD T-DM1 + placebo T-DM1
ER- & ER+ x 14 doses » Centrally confirmed HER2-positive breast cancer 9 36 rqif kg ||V Q3w
cycles

(must have N+ if ER+ )

(~30% of A011801 participants
expected to come from EA1181)

H * High risk EBC:

* Clinically inoperable at presentation with

Trastuzumab Deruxtecan

T-DM1+ tucatinib x 14 residual invasive disease in breast or axila N=1600 5. 4mglkg IV Q3W
doses * Orresidual disease in axillary nodes 14 cycles

Registration

Primary Endpoint: IDFS
Potential for brain metastases prevention?



DAISY trial: secondary resistance to T-DXD

COHORT 1 HER2 overexpressing:

HER2 IHC 3+ or IHC 2+/ISH+ (n=72)
Previo xanes
Resis! o trastuzumab and TDM-1

; : . OBJECTIVES
et i ) '
« 21 chemotherapy COHORT 2 HER2-low: gg;:;n::jv? rate in each cohort by investigator

regimen in HER2 IHC 2+/ISH- or IHC 1+ (n=74) « SECONDARY
metastatic setting o Previous anthracyclines and taxanes EFFICACY : PFS, 0S, DOR, CBR
« Clinically inactive o IfHR+ resistant to CDK4/6 inhibitors SAFETY
y plus HT
brain metastases + EXPLORATORY

allowed Translational research

COHORT 3 HER2 non-expressing:
~40)

Fig. 1. Study design - multicenter, open-label, phase 2 trial (NCT04132960)

1.00

== COHORT1
== COHORT 2
== COHORT 3

o

~

o
|

Progression Free Survival
o o
() o
(9] o]
| |

0.00+

Mosele MF et al., ESMO Breast 2022, Nature Medicine 2023

25 FFPE samples at baseline and progression: 9 HER2 IHC 3+ or IHC 2+/ISH+; 11 HER2 IHC 2+/ISH-

or IHC 1+;5IHCO

HER2 status by standard IHC

Decrease

Woo~N®mWi bWk =

Stable

1
Baseline

Progression

HERZ2 score

13/20 (65%)
95% Cl [40.8-84.6]

13 out of 20 (65%)
patients
presented a
decrease of HER2
expression at
progression

5 patients HER2 IHC 0: 4 stable and 1 to IHC

Although HER2 expression is a determinant of
T-DXd efficacy, additional mechanisms may also be

involved (e.g. SLX4* mutations)
*possibly involved in resistance to the payload (TOPL1 inhibition)




