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Hanahan & Weinberg, Cell 144: 646-674 , 2011
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Purtuzumab Buter Plucebe Battar

Swain et al, N Engl J Med 372:724-734, 2015



i Erstlinientherapie beim HER2-pos.
] o metastasierten Mammakarzinom
©AGO e. V. Oxford
n der DEGG e.V. LoE GR AGO
in der DKG e.V. t Docetaxel + Trastuzumab + Pertuzumab 1b A ++ |
Suidelines Breast Paclitaxel (weekly) + Trastuzumab + Pertuzumab 2b B -
= nab-Paclitaxel + Trastuzumab + Pertuzumab 3b? C +
= Vinorelbin + Trastuzumab + Pertuzumab 3b B +
= T-DM 1 (Riickfall innerhalb von 6 Monaten und nach Taxan
und Trastuzumab) 2b B +
= 15t line Chemotherapie* + Trastuzumab 1b B +
= Trastuzumab mono 2b B +/-
= Taxan + Lapatinib 1b B +/-
= Taxan + Trastuzumab + Everolimus 1b B -
wnago-onine.de * Trastuzumab + Aromatase-Inhibitoren (ER+) 2b B +[-**
R — = Lapatinib + Aromatase-Inhibitoren (ER+) 2b B +[-**
IL1EtII1LQtIri:J * Taxane; Vinorelbine; Paclitaxel/Carboplatin; Capecitabine/Docetaxel,

** siehe Kapitel ,Endokrine +/- targeted Therapie”
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Stratified hazard ratio, 0.65
(95% Cl, 0.55-0.77)
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Lapatinib— 496404310176 129 73 53 35 25 14 9 8 5 1 0 O
capecitabine

T-DM1 495 419 341 236 183 130101 72 54 44 30 18 9 3 1 0
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51.8% (95% C1, 45.9-57.7)
Lapatinib-capecitabine

Lapatinib- 496 471 45;’0)5 403 368 297 240 204 159 133 110 86 63 45 27 17 7 4
sl
T-OML 495 485 474 457 439 418 349 293 242 197 164 136 111 86 62 38 28 13 5

Verma et al, N Engl J Med 367:1783-1791, 2012
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von Minckwitz, J Clin Oncol 27:1999-2006, 2009



Neo 2"d line Therapie bei HER2-pos. mBC
g ¢ (nach Vorbehandlung mit Trastuzumab)
©AGOe. V. Oxford
in der DGGG e.V.
o e LloE GR AGO
cutnesereas |= T-DM 1 A
= TBP: 2" line Chemotherapie + Trastuzumab 2b B T
= BP: 2" |ine Chemotherapie + Trastuzumab
5 D +/-
+ Pertuzumab
= 2 |ine Chemotherapie* + Trastuzumab . b +/
+ Pertuzumab (falls noch nicht gegeben)
* Taxane + Trastuzumab + Pertuzumab 5 D +
= Capecitabin + Trastuzumab + Pertuzumab 1b2 B +/-
www.ago-onfine.de = Capecitabin + Lapatinib 1b B +
ot = Trastuzumab + Lapatinib (HR neg. tumor) 2b B

HEILEN
* e.g. Vinorelbin; Taxane/Carboplatin; Capecitabin/Docetaxel (Toxizitét!)
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ERBB2/HER2 Domain Structure umorerkrankungen MAINZ
Trastuzumab Tucatinib
T-DM1 o 2 »
Pertuzumab DS-8201a Neratinib
Binding Margetuximab Pyrotinib
Domain | Binding Domain Binding
Dimerization Deman
* * e
LBD Domain LBD
N | | Domain| Domain Il Domain lll Domain IV TMB !""‘”l’ C
1 52 173183 343 366 486 510 643 720 976 1255
LBD*: No relevant ligand known
TMB: Transmembrane demain
B HER Family Members: Their Downstream Signaling

Cascades and Targeted Therapies

Receptor-specific T-DM1

mab
DS-820:

Pan-HER inhibitors

Kreutzfeld et al, Am J Cancer Res . 10:1045-1067, 2020



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

Tucatinib vs Placebo Added to Trastuzumab and Capecitabine
for Patients with Previously Treated HER2+ Metastatic Breast
Cancer With and Without Brain Metastases (HER2CLIMB)

Rashmi K. Murthy, MD, Sherene Loi, MD, Alicia Okines, MD, Elisavet Paplomata, MD, Erika
Hamilton, MD, Sara A. Hurvitz, MD, Nancy U. Lin, MD, Virginia Borges, MD, Vandana
Abramson, MD, Carey Anders, MD, Philippe L. Bedard, MD, Mafalda Oliveira, MD, Erik

Palanca-Wessels, MD, PhD, Luke Walker, MD, Wentao Feng, PhD, Eric P. Winer, MD

San Antonio Breast Cancer Symposium, San Antonio, Texas. December 11, 2019. Abstract GS1-01



HER2CLIMB Trial Design

Key Eligibility Criteria
» HER2+ metastatic breast cancer

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

+ ECOG performance status 0 or 1
* 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)

This presentation is the inteliectual proparty of the author/presanter. Contact them at rmurthy | @mdande

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

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?2 PO BID (Days 1-14)

Placebo + Trastuzumab + Capecitabine
(21-day cycle)

Placebo
+

Trastuzumab 6 mg/kg Q3W (loading dose 8 mg/kg C1D1)
+

Capecitabine 1000 mg/m?2 PO BID (Days 1-14)

https://clinicaltrials.gov/ct2/show/NCT02614794

=g 0rg for permission 1o reprnt and/or distnibute



San Antonio Breast Cancer Symi)osium@’, December 10-14, 2019

Key Baseline Demographics and Disease Characteristics

Total Population, N=612

n=410 n=202
Female 407 (99) 200 (99)
Age (years), median (range) 55.0 (22, 80) 54.0 (25, 82)
ECOG performance status 204 (50) 94 (47)
206 (50) 108 (54)
Stage |V at initial diagnosis 143 (39) 77 (39)
ER and/or PR-positive 243 (60) 127 (63)
Hormone receptor status .
ER and PR-negative 161 (40) 75 (37)
Prior lines of therapy, median Overall 4.0 (2, 14) 4.0 (2,17)
(range) Metastatic setting 3.0 (1, 14) 3.0 (1,13)
Presence/history of brain metastases 198 (48) 93 (46)
Treated, stable2 80 (40.4) 37 (39.8)
Untreated 44 (22.2) 22 (23.7)
Treated, progressing2 74 (37.4) 34 (36.6)

a. An error in programming logic resulted in the misclassification of some patients with treated and stable brain metastases at study entry.

The numbers here have been corrected for accuracy (Murthy et al. N Engl J Med. 2020 [Supplement]).

Baseline characteristics were balanced between endpoint populations and treatment arms

This presentation is the intellectual proparty of the author/presanter, Contact them at rmurthy | @mdandersca org for permission to repnnt and/or distnibute




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

Progression-Free Survival in the Primary Endpoint Population

1.0+ Events, HR
N=480 (95% Cl) P Value
o TUC+Tras+Cape 178/320 0.54 <0.00001
< 087 (0.42, 0.71)
@ Pbo+t+Tras+Cape 97/160 e
= 63%
» 064 ! | Risk of progression or death was
s : Median reduced by 46% in the primary
= . .
L 04 46%" endpoint population
2 : One-year PFS (95% Cl):
w ! h
4 i ! TUC+Tras+Cape Pbo+Tras+Cape
g 02 | ; 33% 12%
! . (27, 40) (6, 21)
: 112% - _
0.0 ! : : : | . : : : : Median PFS (95% ClI):
o 3 6 9 12 15 18 24 27 30 33 36 7 8 months 5.6 months
Months since Randomization (7.5, 9.6) (4.2,7.1)
No. &t Hisk Prespecified efficacy boundary for PFS: P=0.05
TUC+Tras+Cape 320 235 152 98 40 29 15 8 4 2 1 0
Pbo+Tr:ss+Caappee160 94 45 27 6 4 2 1 0 0 0 0 Data cut off: Sep 4, 2019

This presentation is the intellectual proparty of the author/presenter, Contact them at rmurthy | @mdandersas

grg for permission to repnnt and/or destnibute




Overall Survival in the Total Study Population

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

0. Events HR
N=612 (95% ClI) P Value
TUC+Tras+Cape 130/410 0.66 0.00480
0.8
< Pbo+Tras+Cape | 85/202 | (0-50,0.88)
S 06- 62%! )
S % Ved Risk of death was reduced by
= : edEn 34% in the total population
T 04- i Two-year OS (95% ClI):
g E | : — ' _ TUC+Tras+Cape Pbo+Trast+Cape
0.2 : 1 27% 45% 27%
: ! (37, 53) (16, 39)
| ! Median OS (95% ClI):
00 1 I 1 1 1 1 1 1 1 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 21.9 months 17.4 months
Months since Randomization (18.3, 31.0) (13.6, 19.9)
No. at Risk Prespecified efficacy boundary for OS (P=0.0074)
TUC+Tras+Cape 410 388 322 245 178 123 80 51 34 20 10 4 0 . . .
Pbo+Tras+Cape 202 191 160 119 77 48 32 19 7 5 2 1 0 was met at the first interim analysis.

This presentation is the intellectual property of the author/presanter. Contact them at rmurthy ! @mdands

Data cut off: Sep 4, 2019

r5en org for permission 1o reprint and/or destribute




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

Confirmed Objective Response Rate in the Total Study Population

Confirmed Objective Response Rate

(RECl ST 1.1 BlCR) Patients with Measurable Disease
o N=511
P=0.00008"
| FCape Cape
1% Response, n
50= (35.3, 46.0) Best Overall Response?
- Complete response 3 (1) 2(1)
5 407 23%
e (16.7, 29.8) Partial response 135 (40) 37 (22)
0 30+ —
2 Stable disease 155 (46) 100 (59)
3
o 207 Progressive disease 27 (8) 24 (14)
4
O 104 Not evaluable 0 1(1)
Not available® 20 (6) 7(4)
TUC+Tras+Cape Pbo+Tras+Cape a.Confirmed Best overall response assessed per RECIST 1.1

b.Patients with no post-baseline response assessments

This presentation is the intellectual property of the author/presanter. Contact them at rmurthy | @@mdandersen org for permission to repnnt and/or destribute




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

Most Common Adverse Events (220% in the Tucatinib Arm)

100 -
90 -

Grade Grade Grade
80 - 1 2 >3
70 - TUC + Tras + Cape B B B

Pbo + Tras + Cape [l
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PPE: palmar-plantar erythrodysesthesia, AST: aspartate transaminase, ALT: alanine transaminase

This presentation is the intellectual proparty of the author/presanter. Contact them at ¢ org for permission 1o reprnt and/or destribute "



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

Summary

® Tucatinib in combination with trastuzumab and capecitabine:
* Reduced the risk of death by a ~one third (HR=0.66, P=0.0048)

* Reduced the risk of progression or death by ~half in all patients (HR=0.54, P<0.00001),
including those patients with brain metastases (HR=0.48, P<0.00001)

* Nearly doubled the confirmed objective response rate (41% vs 23%, P=0.00008)

* Tucatinib benefit across all subgroups was consistent with the overall outcome in
the primary and secondary endpoints.

® Tucatinib in combination with trastuzumab and capecitabine was well tolerated.

» Majority of adverse events were low-grade

* Reversible elevations of liver enzymes, and diarrhea that was typically low grade and
transient

*» Low rate of discontinuations due to adverse events

This presentation is the intellectua! proparty of the author/presanter. Contact them at rmurthy | Gimdandersen org for permission 1o reprnt and/or destribute




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

Conclusion

* In patients previously treated with trastuzumab, pertuzumab, and T-DM1, tucatinib in
combination with trastuzumab and capecitabine significantly improved PFS and OS.

* The tolerability profile and low discontinuation rate allows for continued HERZ2 inhibition
until progression in heavily pre-treated patients.

* HERZ2CLIMB is the first randomized trial completed in patients with HER2+ metastatic
breast cancer that included patients with untreated or previously treated, progressing
brain metastases.

* Tucatinib in combination with trastuzumab and capecitabine has the potential to become
a new standard of care in this population with and without brain metastases.

This presentation is the intellectual proparty of the author/presanter. Contact them at rmurthy ! @mdandersen org for permission 1o repnnt and/or destribute
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0 3 6 9 12 15 18 21 pll 27 30 3 36
Time (Months)
No. 2t Risk
TUCTras<Cape 410 18 105 8 % 1 8 6 2 ? 2 1 0
PbosTrasiCape 202 m 3 1 5 f 1 1 1 0 0 0 0

Risk of developing new CNS lesions or death was reduced by 48% in all patients with or without brain metastases in the TUC arm

TUC+Tras+Cape 521410 0.52 0.005 Not reached (13.9, -)
Pbo+Tras+Cape 33/202 (0.33, 0.82) : 11.7 months (9.5, -)

Bachelot et al, ESMO 2020
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A Kaplan-Meier Estimates of Overall Survival

4,5 Mon.

100
90.
30

70 ! combination |

e |
50
40
0

catinib Combination  130/410 219 (18.3-31.0)
Placebo Combination ~ 85/202  17.4 (13.6-19.9)
Hazard ratio for death,
0.66 (95% CI, 0.50-0.88)
P=0.005

10-

12 15 18 21 24 27 30 33 36
Months since Randomization

tion 410 388 322 245 178 123 80 51 34 20 10
Placebo combination 202 191 160 119 77 48 32 19 7 5 2
B Subgroup Analysis of Overall Survival
No. of Deaths/

Subgroup Total No.
Total 215/612
Age

265 yr 53/116

<65 yr 162/496
Race

White 160/444 0.69 (0.50-0.96)

Nonwhite 55/168 i 051 (0.28-0.93)
Hormone-receptor status

Positive for ER, PR, or both 128/370 + 0.35 (0.59-1.23)

Negative for ER and PR 87/242 0.50 (0.31-0.80)
Baseline brain metastasis

Yes 114/291 0.58 (0.40-0.85)

No 101/319 0.72 (0.48-1.08)
ECOG performance-status score

0 81/298 051 (0.33-0.80)

1 134/314 0.84 (0.59-1.20)
Geographic region

United States and Canada 148369 0.68 (0.48-0.95)

Rest of the world 67/243 0.63 (0.39-1.03)

Hazard Ratio for Death (95% Cl)

I

0.66 (0.50-0.88)

0.58 (0.32-1.06)
0.69 (0.50-0.95)

il

Tucatinib Combination  Placebo Combination
Better Better

Murthy et al, N Engl J Med 382:597-609, 2020
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Witzel et al, Eur J Cancer 102:1-9, 2018
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A 3 B No. of Median
::: "‘:; [I:';z':;:) Tucatinib, trastuzumab, Yo" (85% Cl)
1.0 4 Tucatinib, trastuzumah, 1.0 and capecitabine 680f 198  18.1{155t0 -}
. and capecitabinea 710f198 9.9(8.01013.9)
_E'- 6 o 12.0 (11.210 15.2}
= 084 zuma ofe3 =& (3.6 f5.7) =08 &
o o 9 0.40 t0 0.85)
S 06 HR, 0.32 (95% CI, 0.22 th 0.48) = 06 :
= Pe.00001 a Tucatinib, trastuzumab,
= =) and capecitabine
©L 04 204
o Tucatinib, trastuzumab, L]
czo 0.2 4 Placevo, and capecitabine © o2
(&) trastuzumab, Placebo, trastuzumab, and capecitabine
and capecitabine
T T T T T T T T T T 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 0 3 6 9 12 15 18 21 24 27 30 33 3
Time Since Random Assignment (months}) Time Since Random Assignment (months)
No. at risk: No. at risl
Tucatinib, Tudbtinity
wastuizumab,  19p 132 74) 45 n 10 a 198 148 146 1ff8 704 7 6 2 0
and capecitabine , n and'capedabile , n
Placebo, Placebo,
trastuzumab, 93 41 11 6 0 o 0 0 0 o o 0 0 trastuzumab, 93 87 67 49 23 12 9 5 [ 1] 0 0
and capecitabine and capecitabine

Lin et al, J Clin Oncol 38:2610-2619, 2020
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Fachinformation Tucatinib, Februar 2021, DE-TUP-21-109-MT
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