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Neue Entwicklungen HER2-gerichteter Therapien

haben zu signifikanten Uberlebensvorteilen gefiihrt

Pertuzumab + Trastuzumab CLEOPATRA
+ Docetaxel " Eer30008
OS ~ 5 Jahre
D TAnDEM
EGF104535

T-DM1
OS ~ 2,5 Jahre

H0648g

D EMILIA Lap + Cap p<0,001

GBG26/BIG3-05

Kombinationen mit
EGF100151
Trastuzumab
0OS ~ 14 Monate B £GF104900

AGAPLESION Nach Verma et al., The Oncologist 2013
MARKUS KRANKENHALS Ana = Anastrozol; Cap = Capecitabin; CT = Chemotherapie; Doc = Docetaxel; Her = Herceptin; Lap = Lapatinib; Let = Letrozol; Pac = Paclitaxel
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1 Perjeta + Her + Doc
| Her + Doc p=0,0002
taptlet | 0,113
;I:; + Ana p=0,325 1 |_
bac Lap + Pac p=0,0124
cI:Il_er +CT p=0,046
2L+
Cap p=0,73
Lap + Ca
ap - p=0,206
Her + Lap _ 3 L+
p=0,026
0 10 20 30 40 50 60

© M. Thill



eeee

Reicht uns das? Ist das genug?
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Wo liegen die Probleme? Hh Qncollet

* In frihen Therapielinien ist das Ansprechen gut

* In spateren Therapielinien ist jedoch ein schlechteres Ansprechen zu erwarten

e Akquirierte Mutationen, sekundare Resistenzen, bei der triple-positiven Erkrankung auch
endokrine Resistenzen

* Chemotherapie als Kombinationspartner einer HER2-gerichteten Therapie
aufgrund von Toxizitat keine Dauertherapie
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Was sind die Medical Needs?

* Kann in spateren Therapielinien auch effektiv behandelt werden?
e Konnen Hirnmetastasen effektiver therapiert werden?

e Kann durch Bindung von Chemotherapiemolekiilen an einen HER2-gerichteten
Antikorper die Chemotherapie direkt in die Zelle gebracht, die Effektivitat
gesteigert und die Toxizitat reduziert werden?

s'
-
\Y/
ACAPLESION
MARKUS KEANKENHAUS © M. Thill



Trastuzumab Deruxtecan: DESTINY-Breast01, Phase Il

Prior treatment: 100% Trast./ 100% T-DM1/ 65% Pertuz.

Population

=18 years of age

Unresectable and/or
metastatic BC

HER2 paositive (centrally
confirmed on archival
tissue)

Prior T-DM1

Excluded patients with
history of significant ILD

Pretreated and stable
brain metastases were
allowed

Endpoints

T-DM1

Resistant/Refractory
(n=249)

T-DM1

PART 1 PART 2

OncoNet

Rhein-Main

PK Stage
{n=65)

Dose-Finding Stage

Intolerant
(n=4)

* Primary: confirmed ORR by independent central imaging facility review
per RECIST v1.1

* Secondary: investigator-assessed ORR, DCR, DOR, CBR, PFs, OS, PK and
safety
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Modi 5, et al. N Engl § Med. 2020; 382(7):610-621; Modi §, et al. SABCS 2020 Poster PD3-06.

{n=54)
5.4 mg/kg
(n=22)
— 5.4 mg/kg
: {n=28) PART 2a
6.4 mg/kg
e @ b
: 6.4 mg/kg -
I (n=26)
7.4 mg/fkg
{n=21) .
PART 2|
------------------------------------- 5.4 mg/kg
(n=4)
184 patients

Continuation Stage
{n=134)

enrolled at 5.4 mg/kg

Median Duration of Follow-Up

* August 1, 2019 data cutoff: 11.1 months (range, 0.7-19.9 months)
+ June 8, 2020 data cutoff: 20.5 months (range, 0.7-31.4 months)

© M. Thill
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DESTINY-Breast01

Trastuzumab Deruxtecan (T-DXd, DS-8201) ist ein neues ADC,
das einen optimalen anti-Tumor-Effekt erzielen soll

Trastuzumab Deruxtecan ist ein ADC, das aus drei Komponenten Wirkprinzip Payload: Topoisomerase-I-Inhibitor
besteht: Hohe Potenz des Payloads
*  Ein humanisierter monoklonaler anti-HER2-IgG1-Antikorper Hohes Verhaltnis von Wirkstoff zu Antikérper: ~ 8
mit der gleichen Aminosauresequenz wie Trastuzumab Payload mit kurzer systemischer Halbwertszeit
. Die Topoisomerase-I-Inhibitor-“Ladung” (Payload), ein Stabile Verbindung Linker - Payload
Exatecan-Derivat (DXd) Tumor-selektiver spaltbarer Linker
*  Ein tetrapeptidbasierter spaltbarer Linker Membranpermeabler Payload
Deruxtecan??

Humanized anti-HER2 1gG1 A

mAb?3 o H\j\ b H
R
‘§\i (’6_, hos X

‘" Cleavable Tetrapeptide-Based Linker Topoisomerase | Inhibitor payload
\l ) (DXd=DX-8951f derivative)

AGAPLESION
MARKUS KRANKENHAUS Krop etal. | 2019 SABCS | GS1-03; Die klinische Relevanz dieser Merkmale wird untersucht. ADC: Antikorper-Wirkstoff-Konjugat. © M. Thill
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SABCS 2020: Update DESTINY-Breast01 .

=  Primary EP: ORR
= confirmed ORR by ICR: 61.4 %

1 n=169

20 |

o

_40 -

-60 -

-80

Best % Change From Baseline in the
Sum of Diameters of Measurable Tumors

-100 —

I\

S0

v By independent central review. A total of 169 patients from the enrolled analysis set (N=184) had both baseline and postbaseline
target lesion assessments by independent central review and are included in this analysis.

AGAPLESION Modi S, et al. SABCS 2020. Poster PD3-06.

MARKUS KRANKENHAUS © M. Thill
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SABCS 2020: Update DESTINY-Breast01 B QoS

Drug-related ILD/Pneumonitis?

T-DXd 5.4 mg/kg (N=184)

Interstitial lung

AUl 2019 data 527) 1582  1(05) 422)  25(13.6)
cutoff
gﬂ?oﬁfzozo data 6(3.3) 16 (8.7) 1(0.5) 0 5(2.7) 28 (15.2)

aAs determined by an independent interstitial lung disease adjudication committee. At data cutoff, 1 grade 1 event and 1 grade 3 event were pending adjudication

AGAPLESIOR)
MARKUS KRANKENHAUS Modi S, et al. SABCS 2020. Poster PD3-06. © M. Thill



SABCS 2020: Update DESTINY-Breast01

Progression-Free Survival & Overall Survival

Kaplan-Meier Analysis of Progression-Free Survival

T
19.4 (14.1-NE)
114 (62.0)

Median (95% CI), months
Patients censored, n (%)

< o o =
IS o ) =)
| | | |

o
N
|

Probability of
Progression-free Survival

o
o
|

0 2 4 6 8 10 12 14 16 18 20

No. Months
at

Risk 184 174 153 120 102 83 74 63 53 44 37
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Kaplan-Meier Analysis of Overall Survival

Median (95% CI), months 24.6 (23.1-NE)
Patients censored, n (%) 119 (64.7)
S )
> |
5 ' '
(%] 1 |
5 | :
Z ! |
E 1 |
Qo 1 |
© 1 |
2 1 |
e 02_ 1 |
[-9 I I
1 |
_] 1 |
0.0 T T T T T f T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32
No. Months

at
Risk 184 182 174 168 159 154 147 140 131 122 103 52 17 12 6 1 0

Light gray dashed lines indicate 95% Cl

Mod. Modi S et al. 2020 SABCS Virtual Symposium, Abstract No. PD3-06 © M. Thill
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Das konsistente Nutzen-Risiko-Profil bedeutet Sicherheit und die Bestatigung
der Therapieeffektivitat fir den Therapeuten

Extensives Studienprogramm ongoing

e  DESTINY-Breast02 — vs. SOC after T-DM1 (HER2+)

DESTINY-Breast03 —vs. T-DM1 (HER2+)

DESTINY-Breast04 —vs. CTX (HER2 low)

Substanz zwar von der EMA zugelassen aber da in der DESTINY-BreatO1 Studie
kein Vergleichsarm existierte, aktuell in Deutschland nicht verfigbar

© M. Thill



NALA-Studie, Phase lll, HER2+ mBC, Neratinib +
Capecitabin vs. Lapatinib + Capecitabin, N=621

% OncoNet

Rhein-Main

= Neratinib: second-generation (irreversible) TKI of EGFR, HER2 and HER4

=  NEfERT-T: Activity of neratinib plus paclitaxel comparable to trastuzumab plus
paclitaxel (15t-line) ., N=479

= NALA: Randomized phase lll trial, neratinib plus cap vs. lapatinib plus cap in
pretreated pts. (significant PFS benefit of 2.2 months)

Neratinib 240 mg/d +

Inclusion criteria Capecitabine 1500 mg/m?14/21 d
L id le 1)*
* Metastatic breast cancer (MBC) opersnite (cyete 1}
* Centrally confirmed HER2+ disease e ’ Follow-up
No endocrine thera ermitte i
+ 22 lines of HER2-directed therapy for MBC n Py permt (survival)
¢ Asymptomatic and stable brain
\ metastases permitted
R
Stratification variables Endpoints
*  Number of prior HER2 therapies for MBC * Co-primary: PFS (centrally confirmed) and OS
* Disease location « Secondary: PFS (local), ORR, DoR, CBR, intervention for
«  HR status CNS metastases, safety, health outcomes
l" + Geographic location
v Loperamide 4 mg with first dose of neratinib, followed by 2 mg every 4 h for first 3 d, then loperamide 2 mg every 6-8 h until end of Cycle 1. Thereafter as needed
AGAPLESION 1 Saura C et al. J Clin Oncol 2020;[Epub ahead of print].

MARKUS KRANKENHAUS 2 Awada A et al. JAMA Oncol 2016;2:1557-1564. © M. Thill
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SABCS 2020: activity depending on BM .

= NALA:101/621 pt BM (16.3%), 82% with local prior treatment
= no mandatory CNS screening at baseline

=  pt with progredient, symptomatic or instabile BM excluded

= LMCallowed

=  Screening via cMRT or cCT at baseline

Figure 2. Progression-free survival and overall survival in patients with CNS metastases at baseline

Progression-free survival® Owarall survival
11} [ PRI T p— 1 [ P —
03 : o s
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E o HR 0,66 f o HR 0,90
HI 9 s
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. + sy o Cnard
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N il ik Ha.andsh
M\ Pt + Sgeaabes £ N 17 i 5 k] i 1 1 i MHeplinh-paeciobine B B0 &6 X 00X M 45 9 E 0 7 1
R\ Ligubd - cgmackdaw 51 n =] ] i i i [ ] a lagamiicppaciabins 30 4B 47 T O™ 0B 1 1 1 i 1
\&/
Sradaperdantly adjudicabesd,
AGAPLESION

MARKUS KRANKENHAUS 1 Saura Cet al. PD13-09; SABCS 2020. © M. Thill



SABCS 2020: activity depending on BM .

= NALA:101/621 pt BM (16.3%), 82% with local prior treatment
= no mandatory CNS screening at baseline

=  pt with progredient, symptomatic or instabile BM excluded

= LMCallowed

=  Screening via cMRT or cCT at baseline

Figure 3. CNS-specific outcomes in patients with CNS metastases at baseline

:,  OncoNet
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Time to intervention for CNS disease CNS progression-free survival®
- . . . 18
:; cumulative incidence of o) CNS PFS 12.4 vs. 8.3
IJ interventions § a3 Monate
ol for CNS mets (12 months) g o HR 0.62 (0.32-1.18)
B 25.5% vs. 36.0% (n.s.) F o
E 04 5 .54
E% A0 % T
= 304 53 —3
5 e
- — hearind + capacilahing -.§ *1 — weraw + copeoatns
104 — Ligainh * rapeciazaa 9,19 = Lapaiini = capecishine
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NALA-Studie - Fazit %, OncoNet

e Die Daten der NALA-Studie zeigen beim HER2+ mBC durch die Kombination
aus Neratinib und Capecitabin vs. Lapatinib und Capecitabin ein verbessertes
PFS bei Pats. mit ZNS-Metastasen

* Die Ergebnisse sind konsistent zu den Ergebnissen der anderen 3 prospektiven
Studien: NEfERT-T, TBCRC-022 und ExteNET, in welchen die Pats. mit ZNS-
Mets. ein verbessertes Outcome durch die Neratinib-basierte Therapie hatten

* Besonders war der Einschluss von Pats. mit Leptomeningeosis carcinomatosa
(LMD)

Ny
%

AGAPLESION
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HER2CLIMB Studie — Tucatinib + Trastuz. + Capecitabin, N=612,
vorherige Therapie mit Trastuzumab, Pertuzumab und T-DM1

San Antonio Breast Cancer Symposium®, December 10-14, 2019

HER2CLIMB Trial Design

T o Tucatinib + Trastuzumab + Capecitabine
Key Eligibility Criteria (21-day cycle)
+ HER2+ metastatic breast cancer -
*[ Prior treatment with trastuzumab, Tucatinib 300 mg PO BID

pertuzumab, and T-DM1 0 i
“ ECOG patioimance slalis 0.0 Trastuzumab 6 mg/kg Q3W (loading dose 8 mg/kg C1D1)

+
* Brain MRI at baseline Capecitabine 1000 mg/m? PO BID (Days 1-14)
» Previously treated stable brain
metastases

Placebo + Trastuzumab + Capecitabine

* Untreated brain metastases not (21-day cycle)
needing immediate local therapy

* Previously treated progressing brain Placebo
metastases not needing immediate -
local therapy Trastuzumab 6 mg/kg Q3W (loading dose 8 mg/kg C1D1)
* No evidence of brain metastases - i
Capecitabine 1000 mg/m? PO BID (Days 1-14)
*Stratification factors: presence of brain metastases https:/clinicaltrials.gov/ct2/show/NCT02614794
(yes/no), ECOG status (0 or 1), and region (US or
"\‘ Canada or rest of world)
v This presentation is the intellectual property of the author/presenter. Contact them at rmurthy1@mdanderson.org for permission to reprint and/or distribute.

AGAPLESION
MARKUS KRANKENHAUS Murthy RK et al, SABCS 2019, #G11-01 © M. Thill



HER2CLIMB Studie — Tucatinib + Trastuz. + Capecitabin, N=612,
nach Trastuzumab, Pertuzumab und T-DM1 - Update ASCO 2020

HER2CLIMB Primary Analysis Results

* The HER2CLIMB trial met all primary and alpha-controlled secondary
endpoints at the first interim analysis.

* Importantly, the secondary endpoint of PFS in patients with brain
metastases was met.

PFS by BICR in patients

PFS by BICR Overall Survival : .
. with brain metastases
N=480 N=612
N=291
Risk of progression or Risk of death was Risk of progression or
death was reduced by reduced by death was reduced by
46% 34% 52%
95% Cl: 0.42 to 0.71, P<0.001 95% Cl, 0.50 to 0.88, P=0.005 95% Cl, 0.34 to 0.69, P<0.001
PFS: progression-free survival; BICR: blinded independent central review
““ *The F;)Jrimary endpoint of PFS was assessed in theF:‘irst 480 patients enrolled. Murthy RK, et al. N Engl J Med 2020;382:597-609.
v PRESENTED AT: ZOZOASCO PRESENTED BY: Nancy Lin, nlin@partners.or
ANNUAL MEETING se

AGAPLESION ]
MARKUS KRANKENHAUS Lin NU et al., ASCO 2020, #1005 © M. Thill
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TUCATINIB VS PLACEBO IN COMBINATION WITH TRASTUZUMAB AND
CAPECITABINE FOR PATIENTS WITH LOCALLY ADVANCED UNRESECTABLE OR
HER2-POSITIVE METASTATIC BREAST CANCER (HER2CLIMB): OUTCOMES BY

HORMONE RECEPTOR STATUS

Erika Hamilton!, Mattea Reinisch?, Sherene Loi3, Alicia Okines®, Paula R. Pohlmann®, Eva Harder Brix®, Hugues Bourgeois’,
Belinda Yeo?®, Cheryl Aylesworth® Melody Cobleigh!®, Anthony Goncalves!?,
Rebecca Moroose'?, Katherine H.R. Tkaczuki3, Michaela Tsail?, Christine Simmons®®,
Michael Andersson?®, Hatem Soliman®’, Michelina_Cairo'8, Lisa A. Careyw, David Cameron?®,

Jorge Ramos?l, Wentao Feng?l, Mafalda Oliveira?

Sarah Cannon Research Institute/Tennessee Oncology PLLC, Nashville, TN, USA; *Kliniken Essen-Mitte, Essen, Germany; *Peter MacCallum Cancer Centre, Melbourne, Victoria, Australia; “The Royal Marsden NHS Foundation
Trust, London, UK; *Georgetown Lombardi Comprehensive Cancer Center, Washington DC, USA; “Herlev Hospital, Herlev, Denmark; "Centre Jean Bernard, France; *Olivia Newton-John Cancer Centre, Heidelberg, Victoria,
Australia; *Maryland Oneology, Wheaton, MD, USA; *"Rush University Medical Center, Chicage, IL, USA; *institut Pacli-Calmettes, Marseille, France; “*Orlande Health, Orlando, FL, USA; ZUniversity of Maryland Greenebaum
Comprehensive Cancer Center, Baltimore, MD, USA; “*Virginia Piper Cancer Institute, Allina Health, Minneapolis, MN, USA; **British Columbia Cancer Agency Vancouver, Canada; **University of Copenhagen, Copenhagen,

Edinburgh, Scotland; *'Seagen Inc., Bothell, WA, USA; **Hospital Universitario all d'Hebrén, Barcelona, Spain

A
\ San Antonio Breast Cancer Symposium®; December 8-11, 2020; Poster No. PD3-08
\ L )

AGAPLESION
MARKUS KRANKENHAUS © M. Thill



HER2CLIMB Studie — Tucatinib + Trastuz. + Capecitabin, Pats. mit
Hirnmetastasen, N=612 - Update SABCS 2020

Tucatinib + Trastuzumab " Capecitabine
Key Eligibility Criteria 300 mg 6 mg/kg Q3W, 1000 mg/m?2 PO
PO BID loading dose 8 mg/kg C1D1 BID Days 1-14
* HER2+ MBC
* Prior treatment with trastuzumab,
pertuzumab, and T-DM1

21-day cycle

Placebo Trastuzumab + Capecitabine
ECQG performanCt.e statusOor 1 6 mg/kg Q3W, 1000 mg/m? PO
* Brain MRl at baseline loading dose 8 mg/kg C1D1 BID Days 1-14

21-day cycle

*Stratification factors: presence of brain metastases
(yes/no), ECOG performance status (0 or 1), Region (US or
Canada or rest of world)
https://clinicaltrials.gov/ct2/show/NCT026147942

* The primary endpoint was PFS (Response Evaluation Criteria in Solid Tumors [RECIST] v1.1 by blinded
independent central review [BICR]) analyzed in the first 480 patients enrolled.

* Multiplicity-adjusted secondary efficacy endpoints were analyzed in the total population:

* 0S(n=612)
n“ * PFSin patients with brain metastases (RECIST v1.1 by BICR; n=291)
v * Confirmed ORR in patients with measurable disease (RECIST v1.1 by BICR; n=511)

AGAPLESION
MARKUS KRANKENHAUS Hamilton E et al. 2020 SABCS Virtual Symposium, Abstract No. PD3-08 © M. Thill
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HER2CLIMB-Studie, Trast. + Cape + Tucatinib, N=612
Update SABCS 2020 - Patientencharakteristika

OncoNet

Rhein-Main

Baseline demographics and disease characteristics in HR+/HR- subgroups were generally balanced

between treatment arms.

Age in years, median (range)
Female, n (%)

ECOG performance 0
status, n (%) 1

Stage IV at initial diagnosis, n (%)

Overall
Prior lines of therapy, .
. Py Metastatic
median (range) }
setting

Presence/history of brain metastases,
n (%)

AGAPLESION
MARKUS KRANKENHAUS

55.0 (22, 80)
240 (98.8)
121 (49.8)

122 (50.2)

95 (39.1)
4.0 (2, 14)

3.0 (1, 14)

107 (44.0)

HR+ | HR-
54.0 (31, 82) 53.0 (32, 78) 53.0 (25, 78)
125 (98.4) 167 (100) 75 (100)
64 (50.4) 83 (49.7) 30 (40.0)
63 (49.6) 84 (50.3) 45 (60.0)
51 (40.2) 48 (28.7) 26 (34.7)
4.0(2,9) 4.0 (2, 10) 3.0 (2, 17)
3.0(1, 8) 2.0(1, 8) 3.0(1, 13)
59 (46.5) 91 (54.5) 34 (45.3)

Hamilton E et al. 2020 SABCS Virtual Symposium, Abstract No. PD3-08 © M. Thill
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HER2CLIMB-Studie, Trast. + Cape + Tucatinib, N=612
Update SABCS 2020 - PFS nach HR-Status, primarer Endpunkt PFS

PFS benefit was observed in patients in the tucatinib arm of the primary endpoint population regardless
of hormone receptor status.

PFS by BICR in HR+ Subgroup PFS by BICR in HR- Subgroup

1.0+ 1.0 4
0.8 0.8
£ z
3 0.6 E 0.64
1] m©
2 £
2 <
o 044 o 44
(7] (7]
i &
TUC+Tras+Cape TUC+Tras+Cape
0.2 0.2
Pbo+Tras+Cape I—«
0.0 Pbo+Tras+Cape 0.0
o 3 6 9 12 15 18 21 24 27 30 33 36 o 3 6 9 12 15 18 21 24 27 30 33 36
Time (Months) Time (Months)
Subjects at Risk Subjects at Risk
TUC+Tras+Cape190 141 89 55 23 17 7 5 4 2 TUC+Tras+Cape 130 94 63 43 17 12 8 5 4 2 2 1 0
Pho+Tras+Cape 99 65 33 il 5 4 2 1 1 0 Pbo+Tras+Cape 61 29 12 6 1 0 0 0 0 0 0 0 0
R Risk of progression or death was reduced 42% in all HR+ patients in the TUC arm Risk of progression or death was reduced 46% in all HR- patients in the TUC arm
\' Events/Total  HR(95%Cl)  P-value  One-year PFS (95% CI)  Median (95% Cl) Events/Total ~ HR(95%Cl)  P-value  One-year PFS (95%Cl)  Median (95% CI)
o} TUC+Tras+Cape  106/190 31.3% (23.1,39.9) 76mo (74,95  TUC+Tras+Cape  72/130 35.4% (25.5, 45.6) 8.1mo (7.0, 116)
v PbosTrassCape  66/99 o0 (042,080)  0.0008 11.3% (4.6,21.2) 56mo(43.74)  PhotTraseCape 3161 0o4(034.086)  0.008 15.8% (3.7, 35.5) 42mo (3.1, 86)
AGAPLESION ~ mo=months . _
MARKUS KRANKENHAUS BICR = Blinded Independent Central Review Hamilton E et al. 2020 SABCS Virtual Symposium, Abstract No. PD3-08 © M. Thill
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OS in HR+ Subgroup

1.0+
0.8
>
=
= 06
Qo
@©
K=}
] TUC+Tras+Cape
o 0.4
3
02 Pbo+Tras+Cape ]—+
0.0
T T T T T T T T T T T T !
0 3 6 9 12 15 18 21 24 27 30 33 36
Time (Months)
Subjects at Risk
TUG+Tras+Cape 243 233 192 147 109 78 47 30 17 9 3 2 0
Pbo+Tras+Cape 127 122 106 80 52 34 24 15 5 3 2 1 0

Risk of death was reduced 15% in all HR+ patients in the TUC arm

Events/Total HR (95% CI) P-value  Two-year OS (95% CI) Median (95% CI)
TUC+Tras+Cape 78/243 40.2% (29.1, 50.9) 21.7mo (18.1,26.4)

Pbo+Tras+Cape 51127 085(0.59,1.23) 04 30.7% (16.5, 46.1) 18.2 mo (13.6, 22.5)

AGAPLESION
MARKUS KRANKENHAUS

HER2CLIMB-Studie, Trast. + Cape + Tucatinib, N=612
Update SABCS 2020 - OS nach HR-Status, gesamte Studienpopulation

Clinically meaningful improvement of OS was observed in patients on the tucatinib arm regardless of hormone receptor status.

0.8+

0.6+

0.4+

OS Probability

0.2+

0.04

i OncoNet

Rhein-Main

Of the HR+ patients who discontinued or never received tucatinib or placebo, 16% (n=23/172) in the tucatinib arm and 15% (n=16/108) in the placebo arm
received one or more subsequent new hormonal therapies.

OS in HR- Subgroup

TUC+Tras+Cap

PboTras+Cape

Subjects at Risk
TUC+Tras+Capei67
Pbo+Tras+Cape 75

185 130 98 69 45 3 21 17 1 7 2 0
2

69 54 39 25 14 8 4 2 0 0

Risk of death was reduced 50% in all HR- patients in the TUC arm

TUC+Tras+Cape
Pbo+Tras+Cape

Median (95% CI)

Events/Total HR (95% Cl) P-value  Two-year OS (95% CI)
521167 51.3% (39.3, 62.1) 31.1mo (16.5,-)
35075 050(0.31,080)  0.003 17.3% (4.3, 37.6) 14.1 mo (11.5, 19.0)
mo=months
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HER2CLIMB-Studie, Trast. + Cape + Tucatinib, N=612
Update SABCS 2020 - PFS nach HR-Status bei Pats. mit Hirnmetas.

PFS benefit favoring the tucatinib arm was observed in patients with brain metastases regardless of
hormone receptor status.
PFS in Patients with Brain Metastases by PFS in Patients with Brain Metastases by

BICR in HR+ Subgroup BICR in HR- Subgroup

1.0
0.8
2 2
3 06 =
© ©
o E-]
e g
Q. 044 o
7] (7]
L T
o TUC+Tras+Cape o
0.2
TUC+Tras+Cape
0.04 Pbo+Tras+Cape Pbo+Tras+Cape
T T T T T T T T T T T T 1 T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 24 27 10 33 36
Time (Months)
Subjects at Risk Subjects at Risk
TUC+Tras+Cape 107 79 39 22 7 4 TUC+Tras+Cape 91 65 39 23 7 4 2 1 1 1 1 1 0
Pbo+Tras+Cape 59 33 8 4 0 0 Pbo+Tras+Cape 34 16 4 0 0 0 0 0 0 0 0 0 0
Risk of progression or death was reduced 52% in all HR+ patients with brain metastases in the TUC arm Risk of progression or death was reduced 50% in all HR- patients with brain metastases in the TUC arm
A
\‘ Events/Total HR (95% CI) P-value  One-year PFS (95% Cl) Median (95% Cl) Events/Total HR (95% CI) P-value  One-year PFS (95% CI) Median (95% CI)
o TUC+Tras+Cape 56/107 23.8% (12.6, 37.0) 7.5 mo (5.6, 9.5) TUC+Tras+Cape 50/91 26.0% (14.2, 39.5) 7.8mo (8.1, 11.6)
v PbotTras+Caps 36550  0-48(0:31,075)  0.0008 0% 51mo (41 57) PbosTras<Cape 1504  050(027,095)  0.03 0% 5.4 mo (29, 86)
. - o=months
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HER2CLIMB-Studie, Trast. + Cape + Tucatinib, N=612
Update SABCS 2020 - OS nach HR-Status bei Pats. mit Hirnmetas.

OS was numerically improved in patients with brain metastases in the tucatinib arm in both hormone
receptor subgroups.

OS in Patients with Brain Metastases OS in Patients with Brain Metastases
in HR+ Subgroup in HR- Subgroup
1.0+ 10-
0.8 08
2
= 06 E 0.6
=] 5 ¢
8 ©
o o -g TUC+Tras+Cape
& 044 TUC+Tras+Cape & osl
»
o 8
02
Pbo+Tras+Cape 02 e
Pbo+Tras+Cape
0.0 0.0
T T T T T T T T T T J T 1 : T T T T T T T T T T T T 1
0 3 6 9 2 15 18 21 o« 27 3B BB 0 3 6 9 12 15 18 21 24 27 30 33 36
Time (Months) Time (Months)
Subjects at Risk Subjects at Risk
TUG+Tras+Cape 107 100 9 56 40 25 10 5 3 2 1 1 Trase
Pbo+Tras+Cape 59 55 45 3 18 10 8 4 0 0 0 0 m;:;g:;e g] g‘; g "ig 359 2; 115 112 1‘; g g .1) g

Risk of death was reduced 24% in all HR+ patients with brain metastases in the TUC arm Risk of death was reduced 63% in all HR- patients with brain metastases in the TUC arm

l“ EventsTotal ~ HR(95%Cl) ~ P-value  Two-yearOS (95%Cl)  Median (95% CI) EventsiTotal  HR(95%Cl)  P-value  Two-year OS (95%Cl)  Median (95% CI)

TUC+Tras+Cape 36107 37.5% (19.5, 55.5) 18.1 mo (14.6,-) TUC+Tras+Cape 32/91 44.1% (28.7. 58.4 185 mo (14.5, —

\ o J Pbo+Tras+Cape 2859 O70(046,1.26) 03 0% 128mo (11.2,18.2) PooTrassCaps  fga4  037(019.070) 0001 Yo% 115mos. 152
mo=months
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HER2CLIMB-Studie, Trast. + Cape + Tucatinib, N=612
Update SABCS 2020 — ORR mit messbarer Erkrankung per BICR

ORR was numerically higher in the tucatinib arm compared to the placebo arm regardless of hormone
receptor status.

OncoNet

Rhein-Main

Confirmed Objective Response Rate
(RECIST v1.1, BICR)

*P=0.00008
) TUC+Tras+Cape Pbo+Tras+Cape TUC+Tras+Cape Pbo+Tras+Cape
50 007 e (n=203) (n=107) (n=137) (n=64)
45 :
a
w0l san Best overall Response

(30.8, 44.5)
Complete response 1(0.5) 2(1.9) 2 (1.5) 0

O 35
X
,_00 304 Partial response 75 (36.9) 27 (25.2) 60 (43.8) 10 (15.6)
(o2}
=X 257 Stable disease 99 (48.8) 60 (56.1) 56 (40.9) 40 (62.5)
-~ 207
v Progressive
o i : 16 (7.9) 13 (12.1) 11 (8.0) 11(17.2)
o 15 disease
101 Not evaluable 0 0 0 1(1.6)
5 -
Not available® 12 (5.9) 5(4.7) 8(5.8) 2(3.1)
0 -
A HR+ HR-

a Confirmed Best overall response assessed per RECIST v1.1.
v *Stratified Cochran-Mantel-Haenszel p-value for ORR b Subjects with no post-baseline response assessments.
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Fazit — HER2CLIMB %4 OncoNet

Rhein-Main

* Tucatinib ist der erste Tyrosinkinase-Inhibitor, der bei Patienten mit einem
HER2-positiven Mammakarzinom (mit und ohne ZNS-Metastasen) das
Gesamtuberleben signifikant verlangert

* Konsistente Ergebnisse fir die beiden Hormonrezeptor-Subgruppen
unabhangig vom Hormonrezeptorstatus. Die Patientinnen erhielten parallel
keine endokrine Therapie (!)

* Tucatinib in Kombination mit Capecitabin + Trastuzumab zeigt eine bedeutende
Verbesserung des PFS unabhangig vom HR-Status

* Die Daten sind konsistent mit den vorherigen Analysen

s‘
-
\Y/
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IMPACT OF TUCATINIB ON HEALTH-RELATED QUALITY OF
LIFE IN PATIENTS WITH HER2+ METASTATIC BREAST
CANCER WITH BRAIN METASTASES

) Aithal®, Margaret Block’, Soren Cold®, Marie- Agnes By®, Olwen Hahn10 TeJa Poosarla11
Erica Strlngca_-r-Re::xs;c:r12 Marco Colleoni'3, David Cameron!?, Giuseppe Curigliano?®, Kendra DeBusk®, Muriel
Siadak'®, Jorge Ramos?®, Wentao Feng?®, Karen Gelmon?l’

!Manchester Breast Centre, Division of Cancer Sciences, School of Medical Sciences, Faculty of Biology Medicine & Health, University of Manchester, Manchester, England; *Department of
Gynecology, University Medical Center Hamburg-Eppendorf, Hamburg, Germany; *Carbone Comprehensive Cancer Center, University of Wisconsin-Madison, Madison, WI, USA; *Center Eugene
Marquis, Rennes, France; *Saskatoon Cancer Centre, Saskatoon, Saskatchewan, Canada; ®Cancer Treatment Centers of America / Eastern Regional Medical Center, Philadelphia, PA, USA;
“Nebraska Cancer Specialists, Omaha, NE, USA; E0dense University Hospital, Odense, Denmark; °CHU Tours - Hopital Bretonneau, Tours, France; ®University of Chicago Medical Center, Chicago,
IL, USA; !Mitchell Cancer Institute, University of South Alabama, Mabile, AL, USA; “Division of Hematology and Oncology, University of Alabama at Birmingham, Birmingham, AL, USA;
BEuropean Institute of Oncology, Milan, Italy; **Edinburgh Cancer Research Centre, IGMM, University of Edinburgh, Edinburgh, Scotland; **European Institute of Oncology, IRCCS, and University
of Milano, Milan, Italy; *Seagen Inc., Bothell, WA, USA; 7British Columbia Cancer Agency—Vancouver Centre, Vancouver, BC, Canada

‘!1 .' f San Antonio Breast Cancer Symposium®; December 8—11, 2020; Poster No. PD13-04
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HER2CLIMB-Studie, Trast. + Cape + Tucatinib, N=612

“ OncoNet
Update SABCS 2020 — Quality of life analysis '

Rhein-Main

S o Tucatinib Trastuzumab o Capecitabine
Key Eligibility Criteria 300 mg 6 mg/kg Q3W, 1000 mg/m2 PO
PO BID loading dose 8 mg/kg C1D1 BID Days 1-14
+ HER2+ MBC
* Prior treatment with trastuzumab, 21-day cycle
pertuzumab, and T-DM1 Placebo Trastuzumab Capecitabine
+ ECOG performance status 0 or 1 6 mg/kg Q3W +F 1000 mg/m2 PO

* Brain MRI at baseline loading dose 8 mg/kg C1D1 BID Days 1-14

21-day cycle

*Stratification factors: presence of brain metastases
(yes/no), ECOG performance status (0 or 1), Region
(US or Canada or rest of world)
https://clinicaltrials.gov/ct2/show/NCT0261479410

[ Patients with
HRQoL data
(N=331)

-

BM patients with

Health-related quality of life assessments

" HRQoL data

N (N=164) Baseline  Cycle3  Cycle5 Cycle7 Cycle9 30-day

\ ® } \ follow-up /
AGAPLESION
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HER2CLIMB-Studie, Trast. + Cape + Tucatinib, N=612 #% OncoNet

Update SABCS 2020 — Quality of life analysis bei Pats. mit Hirnmets.

fotal study Populatior

* 612 patients randomized 2:1 February . Overall health status:
2016 to May 2019 visual analog scale (VAS)

* Time to deterioration of QoL: defined as
decrease of 7 points on VAS!!
* Change from baseline on individual patient-

reported items
. Mobility, self-care, usual activities,

HRQol with Brain Metastases Study
Population

e Assessments initiated in August 2017

« HRQoL data were available from 331 of pain/discomfort, and anxiety/depression
) ) ) . . *  Each dimension has 5 levels: no, slight,
612 patients, |nC|Ud|ng 164 patients with moderate, severe, or extreme problems

brain metastases:
e 107 patients in the tucatinib arm
. e 57 patients in the placebo arm
N
@

%
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HER2CLIMB-Studie, Trast. + Cape + Tucatinib, N=612
Quality of life analysis — Zeit bis zur Verschlechterung (27 Punkte) in EQ-5D-5L Health
Score in HRQoL Population mit Hirnmets.

* Addition of tucatinib significantly delayed time to worsening of EQ-5D-5L Health Score.
* Compared to the placebo arm, patients on the tucatinib arm had a 49% reduction in the risk of

deterioration
Events/Total HR (95% ClI) Median (95% Cl)
TUC+Tras+Cape 26/107 0.51 - (=)
- 1.04 Pbo+Tras+Cape 20/56 (0.28, 0.93) 5.5 months (4.2, -)
g2
> 9 o8-
v e TUC+Tras+Cape
° £ | T ———
2 o 067
5 S
> 0.4 . .
=20 . :
—
29 Pbo+Tras+Cape
© = 024
a N~
Y
o 0.0 ' T r T )
0 3 6 9 12 15
N Time (Months)
v TUC+Tras+Cape 107 66 35 18 7 0
Pbo+Tras+Cape 56 27 6 2 1 0
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HER2CLIMB-Studie, Trast. + Cape + Tucatinib, N=612
Quality of life analysis — Overall HRQoL Population mit Hirnmets.

% % OncoNet

Rhein-Main

* HRQol was maintained throughout treatment and was not noticeably different between treatment

arms.
m TUC+Tras+Cape m Pbo+Tras+Cape

D 100 - -

3 = - mE ma m
¢ &0 A ——

s 21 W

M 60 -

o 4

o

] . o

0 30 1 -+ o o]

1 0]

0O 201 (o] (@]

L 10 -

! o © (o) ©
g o4 (o) )
m L] ] T L) L] L] T

Baseline Cycle 3 Cycle 5 Cycle 7 Cycle 9 30 Day Follow Up

TUC+Tras+Cape (n/N)  107/107 88/94 80/92 71/87 49/84 32/90
Pbo+Tras+Cape (n/N) 56/56 44750 32/43 27139 14139 21/44

Ny
%
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Fazit — HER2CLIMB QoL £t OncoNet

* Tucatinib zeigt in Kombination mit Trastuzumab und Capecitabin eine
signifikant langere und klinisch bedeutsame Zeit bis zur Verschlechterung der
HRQoL bei Pats. mit HER2+ mBC

N
%
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Fazit Tucatinib

Tucatinib in Kombination mit Trastuzumab und Capecitabin hat das Potential

zu einem neuem Therapiestandard bei HER2+ MBC mit / ohne Hirnmetastasen
zu werden

* Uber ein Expanded Access Programm verfligbar

Ny
%
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Guidelines Breast
Version 2020.1D

www.ago-online.de

HER2-positive Metastatic Breast Cancer:

1s5t-3rd_|ine

Unsuitable for CTx /

patient‘s preference

TFI > 6 mths
after (neo-)adjuvant
anti-HER2 regimen

TFI < 6 mths
after (neo-)adjuvant
anti-HER2 regimen

Cap, capecitabine; CTx, chemotherapy; TFIl, treatment-free interval; ETx, endocrine treatment; Ful, fulvestrant; Lap,

AGO#/-_JETx + anti-HER2-| AG0*

After (neo-) adjuvant
Tz +/-Pz

After neoadjuvant

regimen®
AGO+
F—’[ CTx + Tz (TBP)P
AGO++ AGO+
AGO+
H Tz + Lapd

AGO+

Tz +/- Pz followed by
adjuvant T-DM1

lapatinib; Pz, pertuzumab; TBP, treatment beyond progression; T-DM1, trastuzumab emtansine; Tz, trastuzumab;

a docetaxel (++), paclitaxel (++) or nab-paclitaxel (+); ® ETx + anti-HER2-therapy as maintenance therapy after induction CTx
+ anti-HER2-therapy (only HR positive); ¢ not yet approved (study participation recommended); ¢ only for HR negative;

€ no OS benefit, consider induction chemotherapy + anti-HER2-therapy (followed by ETx + anti-HER2-therapy as
maintenance therapy); f only data available for pts. after trastuzumab treatment

rﬂbl Cap + Lap® ]

AGO+ Experimental anti-

HER2-regimen

LIIIII
+ Ful®

. AGO"/'.[ Abemaciclib + Tz

* AGO+/-
Tammmnn Tz-deruxtecan¢




)
\
\

Diagnostik und Therapie primarer

und metastasierter Mammakarzinome

Save the Date:
ot Update virtuell am 27. Februar 2021
https://www.ago2021.de

FORSCIIEN
LEHREN
HEILEN




;& OncoNet

Rhein-Main

Vielen Dank!
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