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NeueEntwicklungenHERZgerichteter Therapien
habenzusignifikantenUberlebensvorteilengefiihrt
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Reicht uns das? Ist das igeg?
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Wo liegendie Probleme? Bk

A In frihen Therapielinien ist das Ansprechen gut

A In spateren Therapielinien ist jedoch ein schlechteres Ansprechen zu erwarten

A Akquirierte Mutationen, sekundare Resistenzen, beitdpte-positiven Erkrankung auch
endokrine Resistenzen

A Chemotherapie als Kombinationspartner einer HgB2chteten Therapie
aufgrund von Toxizitat keine Dauertherapie
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Was sind die Medical Needs?

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

A Kann durch Bindung vadhemotherapiemolekiilean einen HER@gerichteten
Antikorper die Chemotherapie direkt in die Zelle gebracht, die Effektivitat
gesteigert und die Toxizitat reduziert werden?
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TrastuzumalDeruxtecan DESTINBreastO1, Phase Il

Prior treatment:

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

100%Trast/ 100% FTDM1/ 65%Pertuz

T-DM1

Resistant/Refractory
(n=249)

T-DM1
Intolerant

PART 1 PART 2

: OncoNet

Rhein-Main

PK Stage
{n=65)

Dose-Finding Stage

(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
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safety

Modi 5, et al. N Engl § Med. 2020; 382(7):610-621; Modi §, et al. SABCS 2020 Poster PD3-06.
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{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)
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DESTINBreastO1

TrastuzumatberuxtecanT-DXd DS8201) ist ein neues ADC,
das einen optimalen anfiumorEffekt erzielen soll

TrastuzumalDeruxtecanist ein ADC, das aus drei Komponenten Wirkprinzip Payloadfopoisomerasé-Inhibitor

besteht: Hohe Potenz deRayloads
A Ein humanisierter monoklonaler afi ER2gG 2Antikorper HohesVerhaltnis von Wirkstoff zu Antikorper: ~ 8
mit der gleichen Aminoséauresequenz wie Trastuzumab Payload mit kurzer systemischer Halbwertszeit
A DieTopoisomerasé-Inhibitor-d [  Rdzy 3a Ot | @ f 2 stabile Verbindung LinkePayload
ExatecarDerivat DXC) Tumorselektiver spaltbarer Linker
A Eintetrapeptidbasierterspaltbarer Linker MembranpermeablePayload
Derx’tekcaﬁ'2

Humanized antHER?2 IgG1

mADb!-3 6 H\j\ H ¥ H
O
‘:‘\2(6" AT

Cleavable Tetrapeptiddased Linker Topoisomerase | Inhibitor payload
(DXdBXx8951fderivative)

AGAPLESION
MARKUS KRANKENHALUS Kropetal. | 2019 SABCS | G83; Die klinische Relevanz dieser Merkmale wird untersucht. ADC: Anti#figestoffKonjugat © M. Thill
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SABCS 2020: Update DESTBY#&astO1

A Primary EP: ORR
A confirmedORRuyICR: 61.4 %

1 n=169

20 |
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Best % Change From Baseline in the
Sum of Diameters of Measurable Tumors

-100 —

A

NP

v By independent central review. A total of 169 patients from the enrolled analysis set (N=184) had both baseline andip®stbasel
target lesion assessments by independent central review and are included in this analysis.
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SABCS 2020: Update DESTBY&ast01

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)

N7

\ ® ’ 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
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SABCS 2020: Update DESTBY#&astO1

ProgressioAFreeSurvival & OverallQurvival

KaplarrMeier Analysis of ProgressieRree Survival KaplanMeier Analysis of Overall Survival
N-184 I N-184 ]
Median (95% c|)’ months 19. 4 ( 14. 1 N E) Median (95% C|), months 24. 6 ( 23. 1 NE
Patients censored, n (%) 114 (62.0) 10 Patients censored, n (%) 119 (64.7)
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Risk 184 174 153 120 102 83 74 63 53 44 37 21 6 2 0 Risk 184 182 174 168 159 154 147 140 131 122 103 52 17 12 6 1 0
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\ ’ Light gray dashed linesdicate 95% CI
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DESTIN®Breasto1- Fazit .4 OncoNet

A Das konsistente NutzeRisikeProfil bedeutet Sicherheit und die Bestatigung
der Therapieeffektivitat fur den Therapeuten

A ExtensivesStudienprogramnongoing
A DESTINBreastO2; vs. SOC after-DM1 (HER2+)
A DESTINBreast03; vs. FDM1 (HER2+)
A DESTINBreastO4 vs. CTX (HER2 low)

A Substanz zwar von der EMA zugelassen aber da in der DEEB&#YL Studie
kein Vergleichsarm existierte, aktuell in Deutschland nicht verfiigbar
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NALAStudie, Phase lll, HERB¥BC Neratinib +
Capecitabinvs. Lapatinib+ Capecitabin N=621

A Neratinilk secondgeneration (irreversible) Tkéf EGFR, HERRdHER4
A NEFERAT: Activity of neratinib pluspaclitaxelcomparableto trastuzumalplus
_ paclitaxel(15-line).. N=479
A NALARandomizegbhasellltrial, neratinib pluscapvs lapatinibpluscapin
pretreatedpts. (significantPFSenefitof 2.2 monthg)
Neratinib 240 mg/d +
Inclusion criteria Capecitabine 1500 mg/m?14/21 d
* Metastatic breast cancer (MBC) Loperamalde eyele 1),
* Centrally confirmed HER2+ disease . . Follow-up
+ 22 lines of HER2-directed therapy for MBC No endocrine therapy permitted (survival)
* Asymptomatic and stable brain
K metastases permitted ‘—.
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.&linOncol2020;[Epubaheadof print].

MARKUS KRANKENHAUS 2 Awada A et al. JAMANCol2016:2:15571564. © M. Thill
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SABCS 202@activity dependingon BM.

> I > > >

Ny
%

NALA: 101/62pt BM (16.3%), 82% with local prior treatment
no mandatory CNS screening at baseline

pt with progredient symptomatic oinstabileBM excluded
LMC allowed

Screening viaMRTor cCTat baseline

Figure 2. Progression-free survival and overall survival in patients with CNS metastases at baseline
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SABCS 202@activity dependingon BM.

LMC allowed
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Screening viaMRTor cCTat baseline

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

NALA: 101/62pt BM (16.3%), 82% with local prior treatment
no mandatory CNS screening at baseline
pt with progredient symptomatic oinstabileBM excluded
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NALAStudie- Fazit 4,4 OncoNet

A Die Daten der NAL-Btudie zeigen beim HER&BCdurch die Kombination
ausNeratinibund Capecitabirvs.Lapatinibund Capecitabirein verbessertes
PFS bei Pats. mit ZiN&tastasen

A Die Ergebnisse sind konsistent zu den Ergebnissen der anderen 3 prospektiven
Studien:NEfERTT, TBCRQ22 undExteNETin welchen die Pats. mit ZNS
Mets. ein verbessertes Outcome durch dleratinib-basierte Therapie hatten

A Besonders war der Einschluss von Pats. mit Leptomeningeosis carcinomatosa
(LMD)
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HER2CLIMB StudieTucatinib + Trastuz. + Capecitabin, N=612,
vorherige Therapie mit Trastuzumab, Pertuzumab un®W1

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.
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HER2CLIMB StudgeTucatinib+ Trastuz +Capecitabin N=612, 9,2%0!}‘ .

nachTrastuzumabPertuzumabund T-DM1 - Update ASCO 2020

Therapieunterbrechungen in\&3%
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