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Neoadjuvant Therapie — hohe pCR-Raten mit dualer
anti-HER2 Blockade Z“‘?

Therapy -neoad;j pCR* all pPCR HR+ pPCR HR-

Neo ALTTO 18 wks Tra + Lap 46 % 41 % 61 %
12 wks Paclitaxel
18 Wo
Impassion50 12 wks Tra + Per o 55 % 71 %
12 wks AC 63%

12 wks Pac weekly

GeparSepto 24 wks Tra + Per 69 % 64 % 81 %
12 wks NabPac -

12 wks EC
24 Wo

Tra: Trastuzumab, Per: Pertuzumab, Lap: Lapatinib, Pac: Paclitaxel
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Katherine Studie — Response getriggerte

Postneoadjuvante Therapie

= ¢T1-4/N0-3/MO at presentation (cT1a-b/NO excluded)
= Centrally confirmed HER2-positive breast cancer
= Neoadjuvant therapy must have consisted of

— Minimum of 6 cycles of chemotherapy

*  Minimum of 9 weeks of taxane-based
chemotherapy

* Anthracyclines and alkylating agents permitted
* All chemotherapy prior to surgery
— Minimum of 9 weeks of trastuzumab
* Second HER2-targeted agent allowed
= |nvasive residual disease in the breast or axillary lymph nodes

= Randomization within 12 weeks of surgery

Characteristics:

* HR pos
72%

* Pre-treatment withTrastuzumab / Pertuzumab
18%

* ypTla, ypTlb or ypT1mic and ypNO
21%

GBG
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N=1486

22. ASM

FRANKFURT /MAIN

T-DM1

3.6 mg/kg IV Q3W
14 cycles

Radiation and endocrine therapy
per protocol and local guidelines

v Minckwitz G al. NEJM 2019
Loibl S et al SABCS 2023

Madrz 2025



Katherine Trial - Resultate *

3y-IDFS 883 P<0.0001
(%)
7y-IDFS  80.8 67.1 14 0.54  P<0.0001
(%)
3y-0S 94.3 92.5 1.8 0.7 P=0.0848
(%)
7y-0S 89.1 84.4 5 0.66  P=0.0027
(%)

Therapieeffekt in allen Subgruppen:
- Pertuzumab-Vortherapie I
- Residual disease < 1cm and ypNO

v Minckwitz G al. NEJM 2019
Loibl S et al NEJM 2025
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Postneoadjuvante Studien HER2-Positiv nach

neoadjuvanter Therapie

DESTINY-Breast05

Astefania trial

CompassHER2 RD Trial T-DM1 vs T-DM1 + Tucatinib

T-DM1 vs T-DXd

T-DM1 + Placebo vs T-DM1 + Atezolizumab

GBG ]

22. Annual Scientific Meeting 06. — 07. Marz 2025

TTTTT



Aphinity trial — Design

GBG ]

Key Inclusion
criteria:

= HERZ-positive
m Node-positive

= any tumour size except TO
m Node-negative

= Tumour size =1 cm

= OR tumours =0.5 and =1 cm and
at least 1 of:

* grade 3 OR
* HR-negative
* age <35
m Baseline LVEF 255%

8 Chemotherapy" + trastuzumab
v Central + pertuzumab
R confirmation
G of HER2 status
E (N = 4B05)
R
Y
-+ >
Randomisation and treatment mﬁm%mwym%‘w“l:lﬂéimriszm]
within 8 weeks of surgery Radiotherapy andior endocrine therapy may be
started at the end of adjuvant ch Y

“A Pasmbar of sLandard anihracycling-LIan-S SqUEntes of & hen-anthracycling (TCH) regimen were

22. ASM

FRANKFURT /MAIN

E
o
L

L

=]
w
u
P

CE Y B

allorwed

stratified according to nodal status, adjuvant chemotherapy regimen,

hormone-receptor status, geographic region, and protocol version.

22. Annual Scientific Meeting 06. — 07. Marz 2025

Piccart M al. J Clin Oncol 2021



Aphinity trial — iDFS

Node positive

Node negative

22. ASM

FRANKFURT /MAIN

3years 6 years 3 years 6 years
. 92.0% - 100 4 :; ’: 95.0%
o S > 94.9%
804 83.4% 80 4
- 504 0 4
3 £
Al
§ 40 Events, n (%) 173 (115) 239(15.9) 5 % Events, n (%) 48(5.4) 48 (5.3)
Unstratified HR (5% CI) 0.72(0.59, 0.87) T Unstratified HR (95% Q) 1.02 {0.65, 1.53)
6 year duration 6 year duration
20  Difference in Event Free Rate (%) 45 204 Difference in Event Free Rate (%) 01
95% CI for D'fference {1.9,7.1) Q5% (1 for Difference (-2.0,2.2)
G Al > A B T d v ]
0 1 2 3 5 5 o H R T 5 5
No.of patients at risk Years from Randomization No. of patients at risk Years from Randomization
1503 1420 1357 1301 1205 814 897 857 841 821 798 773 668
1502 1439 1358 1288 1176 741 %02 73 856 846 816 791 680

6yA4,5%

GBG ]

6yAO0,1%

6J 0S 94,8% / 93,3%
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APT-trial Stadium 1 HER2+ BC 22,A5M

HER2+ Enroll

ER+ or ER- —

Node Negative PACLITAXEL 80 mg/m? + TRASTUZUMAB 2 mg/kg x 12
<3cm

Planned N=400 ‘

Primary tumaor

Size
Tlmic: =0.1 cm 9 (2.2)
Tla: >0.1to=0.5cm 68 (16.7)
T1b: >0.5 to <1.0 cm 124 (30.5)
Tlc:>1.0to =2.0cm 169 (41.6)
T2:>2.0to=3.0cm 36 (3.9)

Tolaney Setal.: N EnglJ Med. 2015 :134-41;
J Clin Oncol. 2019: 1868-1875; Lancet Oncol 2023. 273-285

GBG
] 22. Annual Scientific Meeting 06. — 07. Marz 2025



APT-Trial — Results 4

FRANKFURT /MAIN
95% Conf.
Interval

3-yr DI 98.5% 97.2% 10 99.7%

CRUAMSSIN 96.3% 94.4% t0 98.2% 14

93.3% 90.4% to 96.2% 23

91.6% ER+
-mm
| 3yros [EEECREA 99.2% t0 >99.9%
98.7% 97.5% to 99.8% 5
95.0% 92.4%t0 97.7%
94.3% 19 BCSS 98.8%

Tolaney Setal.: N EnglJ Med. 2015 :134-41; J Clin Oncol. 2019: 1868-1875; Lancet Oncol 2023. 273-285
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KEYNOTE-522 Study Design (NCT 03036488) 22,85

Neoadjuvant Phase > Adjuvant Phase =——p
Neocadjuvant Treatment 1 Neoadjuvant Treatment 2 Adjuvant Treatment
(cycles 1-4; 12 weeks) [eycles 5-8; 12 weeks) (cycles 1.9; 27 weeks)

Key Eligibility Criteria [—l

» Age =18 years

= Newly diagnosed TNBC of
either T1c N1-2 or T2-4 N0O-2

+ ECOG PS0-1

» Tissue sample for PD-L1
assessment?

Pembrolizumab 200 mg Q3W

Pembrolizumab 200 mg Q3W

Placebo

Placebo

Stratification Factors:

+ Nodal status (+ vs -)
* Tumor size (T1/T2 vs T3/T4) Neoadjuvant phase: starts from the first neocadjuvant treatment and ends

+ Carboplatin schedule (QW vs Q3W) after definitive surgery (post-treatment included)
Adjuvant phase: starts from the first adjuvant treatment and includes
radiation therapy as indicated (post-treatment included)

*\ust consist of at least 2 separate tumor cores from the primary tumor. *Carboplatin dose was AUC 5 Q3W or AUC 1.5 QW. *Paclitaxel dose was 80 mg/m? QW. “Doxorubicin dose was B0 mg/m? Q3W.
#Epirubicin dose was 90 mg/m? Q3W. ‘Cyclophosphamide dosa was 600 mg/m? Q3W.

GBG
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Keynote — 522 EFS nach 36 und 60 Mo

Primary Endpoint Events zwischen 36-60 Mo
+2.8%/+3,5%

1997 HR 1AG: E (95’5‘5@)
vents
a0 4 A 13.6 (5.4-21.8)° o> Events  (95% Cl) Pvalue
P=0.00055 Pembro + Chemo/Pembro 18.5% 0.63¢
=y Pembro + Chemo/Pembro 15.7% 0.63¢ (0.49-
80 - e s5as [0A4sz0ia2)l 10000315 Placebo + ChemolPlacebo 27.7% 0.81)
64.8% 3 100 !
= 70 4 100 ' ol ! .,
- 90 184.5% 181.3%
2 80
o w 80- 2 i
T @ -
= § 70 176.8% E 1 72.3%
S ® ! 60 !
o g e v 0A7,7% B v A9%
9 o 50 ! g |
* g ' £ 404 !
E ] | S 30 :
= -~ - 1
& 30 : & i
20+ i 20+ :
Pembro + Chemo 10- i 10 |
260/401 103/201 Placebo + Chemo Median follow-up®: 39.1 mo ' 0 Median follow-up': 63.1 mo H
- 0 LN B B R B B N N N B BN B N B B | T T T T T T T T T T T 1
ypTO/Tis ypNO 0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 0 6 12 18 24 30 36 42 48 54 60 66 72
Time, months Time, months

Schmid P et al. N Engl J Med 2020, Schmid P et al. SABCS 2023

GBG
] 22. Annual Scientific Meeting 06. — 07. Marz 2025



Keynote — 522 Update OS

100- ,
QO-N 0" .: o
- T |
S 80- iy A 49 A)
2 e me———
% 70 :5 te (95% Cl) Pts wi
1 5-yrrate (95%
< 601 :agwﬂ(m.o-as.s) Event
L]
o 50- HR2 0.66 (95% ClI, 0.50-0.87) 181.7%(77.5-85.2) Pembro + 14.7%
> P=0.00150> ' Chemo/Pembro
£ 401 : : Placebo+ 21.8%
§ 30— ! Chemo/Placebo
& 20- :
I
10- !
0 Medianfollow-up:75.1 months )
I 1 I 1 | I I I 1 I I I I I
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Time, months
No. at risk

784 777 760 742 T20 712 698 693 6B3 677 670 656 448 176 0O
390 389 385 366 354 345 336 328 321 38 313 300 199 82 0

J Schmid P et al. N Engl Med 2020, Schmid P et al. NEJM 2024

GBG
sy ] 22. Annual Scientific Meeting 06. — 07. Marz 2025



Keynote — 522 Update OS

Overall Survival by Pathologic Complete Response (yp TO/Tis ypNO)

100 L . L 1 95.1% ]  pcRYes
— - e I e | HR (95% CI)
904 ! 94.4% | 0.69 (0.38-1.26)
42 80- ' -
@ 70- 1 PCR No
w ! - HR (95% CI)
o 604 . 0.76 (0.56-1.05)
[=] I J
o 504 :
E 40 Pembro + Chemo/Pembro Responder i
= i
S 30 Placebo + Chemo/Placebo Responder :
a 204 :
104 :
Medianfollow-up:75.1 months !
0 1 1 1 I I I I 1 I 1 1 1 1 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
No. at risk Time, months

495 495 490 484 A82 481 A76 Af4 469 468 465 460 e 130 0
217 297 216 212 209 209 206 205 204 202 201 193 133 54 0

Schmid P et al. N Engl J Med 2020, Schmid P et al. NEJM 2024
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Keynote — 522 Trial Update

* OS Benefit gering

Overall Survival by Pathologic Complete Response| Rolle Adjuvant Pembro?

100 . - . 1 95.1% DCR Yes
e R T - HR (95% CI)
904 ' 94.4% 0.69 (0.38-1.26)
2 80+ I
| = 1
£ 70- ; ECR No
o : HR (95% CI)
o 60+ | 0.76 (0.56-1.05)
o 1
o 50 | .
E 40- Pembro + Chemo/PembroResponder 1 Prognose schlecht
1 .
S 30 Placebo + Chemo/Placebo Responder : * Add on Therapie, z.B.
u -
] ! Cape, ADGs.....
o 20— 1
10- ) :
Medianfollow-up: 75.1 months !
0 1 I 1 1 I I 1 | I | | 1 | 1
0 B 12 18 24 30 36 42 48 54 60 66 72 78 84
No. at risk Time, months
495 495 4910 484 482 481 476 474 469 468 463 460 318 130 0
217 217 216 212 209 209 206 205 204 202 201 193 133 54 0

Schmid P et al. N Engl J Med 2020, Schmid P et al. NEJM 2024
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Immuntherapie Adjuvant beim TNBC - IMP30 22,85

1 year
A

Paclitaxel weekly
Adequately excised primary x 12 weeks
invasive TNBC (Stage W) .
N=2300
50:50 node-negative / node-
positive enriched population Paclitaxel weekly | AC gq2w x J
x 12 weeks 4 cycles

AC q2w x
| 4cycles

Post-chemo
XRT per SoC

iDFS

) M
—

20

80
§ 70

o Futility declared because the observed
i an= 21 99 Atezo+chemo  Chemo alone HR of 1.12° crossed the non-binding
i (n=1101) (n=1098) futility boundary of HR >1 at this interim

“7 iDFS events, n (%) 127 (11.5) 112(10.2) analysis
§ 30 iDFS HR 1.12 (0.87-1.45) Median follow-up: ~25 months

20- p=0.37 (Range 0 — 53 months)

10

o - - - - - . - - - - - - -

6 3 6 9 w2 1B W N W X W P ¥ P £ & 448 5 &
Time (months)

Ignatiadis M et al. SABCS 2023
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Immuntherapie nur Adjuvant beim TNBC — Brave Studie .24

High Risk TNBC patients who completed locoregional o
and systemic treatment with curative intent T v * 80% Stratum B
veluma * 10% gBRCAmt
Key eligibility criteria -
3’2%%22?8’.? 10mg/kg, iv, q 2 weeks for 52 weeks « Capecitabine 24% (CPI)
+ TNBC (ER & PgR <10%, HER2 0-1+ or 2+ FISH-)* 0
« Anthracycline a?'sd taxane (neo)-ad)uv:rrn ChemoRx o 18 AJ (CO nt ro I)
« Tissue samples for central PD-L1 assessment Observation

« Randomization <10 weeks from last chemo or surgery

« Stratum A (Adjuvant): pT2N1, pT3-4 NO-3, pN2-3 anyT*

2 : : = 5 = = In case of ER 1-9%, adjuvant HT allowed at discretion of treating physicians.
+ Stratum B (Post-neoadjuvant): residual invasive carcinomain the Whenever indicated, radiotherapy allowed concomitantly with avelumab
| breast and/or axillary lymph nodes$*
1.00 1.001
0.75 0.754
2 =
- 8
© 0.50 S 0.50
Q. S
w Avelumab | Control A HR P value
w (95% CI) 8
(@] 0.25 # Events 81 ) Avelumab | Control A HR P
. 3year DFS%  68.3 832  51% 081 0472 0.251 (95% 1) | value
(95% ClI) (61.9-738) (56.5-69.0) (0.61-1.09)
=~ Avelumab -+ Avelumab —* Events 46 62
-+ Control 3-year OS% 84.8 76.3 8.5% 0.66 0.035
=~ Control (95% Cl) (79.5-88.8) (70.1-81.3) (0.45.0.97)
0.00 0.001
0 1 2 3 4 5 6 7 0 1 2 3 4 5 6 7
Number at risk Time (years) Number at risk Time (years)
235 190 168 157 103 43 19 s 235 220 201 191 123 55 22 5
231 171 150 141 95 38 10 1 231 209 187 161 107 43 13 2

GBG Conte P et al ASCO 2024
s ’ 22. Annual Scientific Meeting 06. — 07. Marz 2025



TNBC: GeparNuevo - Immuntherapie nur Neoadjuvant

FRANKFURT /MAIN

GBG
GERMAN ® f‘r& sGepar
Study Design ®tevo
) GROUP
Window of opportunity
until amendment
Nab-Pac = ECx4 Primary
N=174 — +Durvalumab 5 +Durvalumab endpoint:
e 3,
TNBC s 8 g pCR (ypTO, ypNO)
-
R g g g
. - ° — 2 <
Stratum: T eiacae 2 'Nab-Pac |8 ECx4 ' Main secondary
TiLs - acebo . . 4Placcbo | ® | +Placebo endpoints:
(low/med/high) y 4 iDFS, DDFS, 0OS
1t mrr) t mmre) 1t *
Samples Samples Samples Samples
Durvalumab (0.75g) 1.5g nab-paclitaxel Epirubicin 90mg/m?;
d1q28 125mg/m? weekly Cyclophosphamide
IDFS, invasive disease-free survival Goomg/mz d1q14

GBG ]

DDFS, distance disease-free survival

0S, overall survival

22. Annual Scientific Meeting 06. — 07. Marz 2025
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TNBC: GeparNuevo - Immuntherapie nur Neoadjuvant

GBG

22. ASM

FRANKFURT /MAIN

iDFS, DDFS and OS Bet Treat A e
BREAST I ) an etween Ireatment Arms gNuevo
GROUP
iDFS DDFS oS
—100% __100% 3yr91.7% 100% 4 3yr95.2%
F 0% 3yr 85.6% 3 Y
; 90% ; 90% 90%
€ a0 & 80% 8%
E s 70% é 70%
e s 3yr 78.4% s 3yr83.5%
2 o 3yr77.2% 2 oo & 60%
@ © =
£ 50% 2 50% % 50%
Z 40% E 40% 3 4%
< o
o +Censored o +Censored = +Censored
g 3% Placebo 22:86 events g 39%1 Placebo 20186 events §’°" Placebo 15/86 events
© 20%4 Durvalumab 12/88 events «w 20%4 Durvalumab 7/88 events 5 20%4 Durvalumab 4/88 events
i 105, | Stretfed Logrank p=0.0356 g 105, Statfied Logrank p=0.005 10% | Stratifled Logrank p=0.0056
2 a Stratified HR* Durvalumab to Placebo = 0.31 (95%Cl 0.13, 0.74), p=0.0078 Stratified HR" Durvalumab to Placebo = 0.24 (95%Cl 0.08, 0.72), p=0.0108
= 0% T T T T 1 0% T T T T 0% T T T T 1
0 12 2] 36 48 60 0 12 24 36 48 0 12 (2 6 48 60
Patients at risk: Time (months) Time (months) Time (months)
- Placebo 86 7% 65 58 16 0 86 78 67 59 16 86 80 72 63 16 0
-~ Durvalumab 88 80 3 66 18 0 88 80 76 70 20 88 81 79 n 20 0

GBG

Y

GERMAN
BREAST
GROUP

22. Annual Scientific Meeting 06. — 07. Marz 2025
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Nadine Studie 22, ASM

Major path Response
S PCR oder near pCR (59%)
— : g - Keine Therapie
ykien, qsw
—
Melsanc;n . Nivo und Ipi CE;
dta um R path partial Resp (9%) oder
SNOVO (N= 423) Y path non Resp (25%)
. - 9 Therapie
*  Melanomrezidiv 11 x Nivo (BRAF wt)
resektabel S « 46 x DAB + TRAM (BRAF mt)
. . u iati
mit mind. 1 LN Met R * Radiatio
G 12 x Nivo
——
E + Radiatio
R
Y

Near pCR: £ 10% vitale TuZellen, Nivo: Nivolumab, Ipi: Ipilimumab
DAB: Dabrafenib, TRAM: Trametinib

Blank CU et al NEJM 2024

GBG
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Nadine Studie - EFS 22, ASM

100+
90+
oy No. of Events/
g 80+ Neoadjuvant Total No.
2 70 of Patients
3“_’ 60| Neocadjuvant 28/212
ITT R ! Adjuvant 72/211
g : Adjuvant
1 £ 404 i Adjusted difference in restricted
POPUIatIon § 304 i mean survival time, 8.00 mo
o : (99.9% Cl, 4.94-11.05); P<0.001
o 20+ |
! Hazard ratio for progression,
104 ! recurrence, or death, 0.32
0 | ; : : | (99.9% Cl, 0.15-0.66)
0 6 12 13 24 30
Months since Randomization
100
22 Major pathological response
90| i
1
w807 i No. of Events/
S 70 ! Partial pathological response T°taI.N°-
5 ol : of Patients
Neoadjuva nte s so 57.0! Major Pathological Response 5/125
ﬁ'-'%n : Pathological Partial Response 3/17
Population £ 40 : Pathological Nonresponse 17/56
S 304 i
Q 1
a 20 | Pathological nonresponse
I
10| :
o T f T \ 1
0 6 12 13 24 30

Months since Randomization

22. Annual Scientific Meeting 06. — 07. Marz 2025




Create X- Studie Capecitabine vs nichts Postneoadjuvant
wenn keine pCR-TNBC

22. ASM

FRANKFURT /MAIN

C Disease-free Survival among Patients with Triple-Negative Disease D Owerall Survival among Patients with Triple-Megative Disease

Hazard ratio for death, 0.52
95% CI, 0.30-0.%0

second cancer, or death, 0.58

95% CI, 0.39-0.57
0.0 T T T T 0.0 T T T
i} 1 2 3 4 5 o 1 2 3 & 5

— L 1.0+
]

=1 =
08+ o 0.8
# Capecitahine 3

= —

g 06 g 0. Control
& Control 6

o paq B g
B oy

= =

5 0.2 Hazard ratio for recurrence, £ o2
2 2

(-] [

[

Years since Randomization

133 109 56 76 437 11
147 35 B4 69 47 [

Years since Randomization

Capecitabine 139 124 116 51 50

147 125 108 g2 52

69.8% vs. 56.1%
(8 13.7%)

78.8% vs 70.3%
(A 8.5%)

22. Annual Scientific Meeting 06. — 07. Marz 2025

Masuda N et al, N Engl J Med 2017



TNBC — Neue Postneoadjuvante Studien 22A?

3 Pembro
gf)ltzlng)ICE-PCR oCR R
- nach i
OPT-PEMBRO U e R OBSERVATION
(N=2639) Y
S
Keine pCR lli SG x 8 +- Pembro
Ascent 05 nach G
CHT-=%* Immuntherapie E
R PC / Cap x 8 + Pembro
Y

GBG
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TNBC und keine adjuvant CHT — Observations-Studie

IDis‘tant Metastasis
Mo. or Death at 3
Years (95% Cl)

sTILs Level

Second Primary IDistant Metastasis

Malignancy at 3
Years (95% CI)

or Death at 10
Years (95% CI)

Second Primary
Malignancy at 10
Years (95% CI)

< 30% 136 |26.7 (19.3 to 34.1) 4.41{1.0t07.9) 326(245t0 40.6) | 9.7 (4.6 t0 14.8)
30% to < 75% BN 10.5 (2.6 to 18.5) 8.8(1.41t014.2) 15.8 (6.2 to 25.4) |22.8 (11.8 to 33.8)
= 75% 58 1.7 {0 to 5.0) 6.8 (0.3 to 13.3) 34{0to 8.1) 15.3 (6.1 to 24.5)
8 m—— 3TILs < 30% (event)

= - —-—sTILs < 30% (SPM)

@D
= 60 sTILs 30% to < 75% (event) -
2 + ==+ = sTILs 30% to < 76% (SPM)
E = sTILs > 75% (event)
é 40 | +e= = 3TILs = 76% (SPM)
L

=

£

>

&) L attnttadly

o=t e
P2y X Mplbphiva? FE AP e

Time (years)

22. Annual Scientific Meeting 06. — 07. Marz 2025
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FRANKFURT /MAIN

Overall

Characteristic N = 441 (100%)
Age, years, median (IQR) 35 (32-38)
sTILs, median % (IQR) 20 (5-70)
T stage, No. (%)*

1° 4(09)

la 2(0.5)

1b 32(7.2)

1c 218 (49.4)

2 175(39.7)

3 10 (2.3)
Tumor grade, No. (%)°

1 3(0.7)

2 59 (13.4)

3 379 (85.9)




SAKK Studienideie: TNBC cT1b, cNO

GBG ‘

oCR No
s therapy
Primar
TNBC u mary
4-6x r objective:
cT1b-c,cNO, *
MO Doce/cyde i iDFS at 3 years
; for both arms
separately
Y[ Ne 6-8 x ADC
pCR
Stratification factors
TIL 2 50% vs < 50%
cTlbvs cTlc
. * based on MRI response after 4 cycles Doce/Cyclo: if cCR surgery, if non cCR 2 more cycles

. Definition of TNBC: ER/PgR < 10% (tbd)

. TILs are centrally tested

22. Annual Scientific Meeting 06. — 07. Marz 2025
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OlympiA: Olaparib versus Placebo 22,55

Eligibility Neoadjuvant group
. > * IDFSe

or BRCA2 mutation
* Stage IlI-lll breast cancer Randomization
 HER2-negative 4 high-risk patient populations 1:1 >

N=1836

(HR-positive or TNBC) . DDFS
* Completed local treatment Adjuvant group ) . o5

and 2 six cycles of * TNBC: 2pT2 or 2pN1 I?:?_c:f;) BRCA1/2 iated

neoadjuvant or adjuvant * HR-positive: 24 positive lymph nodes Twic_e dally ca:éré associate

chemotherapy containing
anthracyclines and/or
taxanes

Health related QoL

’
1 years’ treatment Safety and tolerability

Stratification factors

* HR-positive vs. TNBC

* Neoadjuvant vs. adjuvant

e Prior platinum-based chemotherapy (yes vs. no)

GBG
] 22. Annual Scientific Meeting 06. — 07. Marz 2025



OlympiA: Olaparib versus Placebo iDFS — Update

Invasive disease-free survival (%)

Triple negative

1001

80 1

60 -

40 -

20 1

935 893 86.0 831 816 80.0

88.2

813 775 753 735 7038

olaparib (142 events)
— placebo (211 events)

Median follow-up: 6.3 years

Stratified hazard ratio 0.652 (95% CI: 0.526, 0.805)
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ER and/or PgR positive

100 1

80 1

60 -

40 1

201

928 914 872 829 807

71.5

894 819 769 720 697 67.7

olaparib (35 events)
——— placebo (47 events)

Median follow-up: 5.7 years

Stratified hazard ratio 0.681 (95% CI: 0.437, 1.051)

- ]

0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Time since randomisation (months)

0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Time since randomisation (months)

Garber J et al SABCS 2024
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OlympiA: Olaparib versus Placebo OS — Update

100 |

80 |

Overall survival (%)

20 4

GBG

GERMAN
BREAST
GROUP

60 4

40

98.0 95.0 92.8 90.4 89.4 87.5
\\ Subgroup
96.9 92.8 89.2 87.2 85.5 83.2
4 Year OS rate: 6 Year OS rate: .
Difference (95% CIl)  Difference (95% Cl) Adjuvant
3.2% (0.2%, 6.2%)  4.4% (0.9%, 6.7%) Prior Patinum
No
HR status
olaparib (107 deaths, 94 due to breast cancer) i TER2-
placebo (143 deaths, 128 due to breast cancer) B'E%M
BRCA2

BRCA1/2 both

Stratified hazard ratio 0.72 (95% CI: 0.56, 0.93)

Y

T T T T T T T T T

0 6 12 18 24 30 36 42 48 54 6|0 66 72 78 84

Time since randomisation (months)

Olaparib  Placebo

Number of patients with
a death/total number

107/921

31/461
76/460

35/247
72/674

24/168
83/751

64/579
28/235
0/2
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143/915

48/455
95/460

34/238
109/677

28/157
115/758

94/588
38/216
03
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Stratified hazard ratio for P value for

—

overall survival (95% Cl) heterogeneity

' 0.725 (0.563 - 0.930) NA
1
gl 4 0.638 (0.402 - 0.997) 0.49
] = 0.774 (0.571 — 1.045)
|
S 0.979 (0.610 - 1.574) 0.15
— 0.653 (0.483 - 0.876)
i
S| S 0.814 (0.469 — 1.404) 0.67
=" T 0.713 (0.536 — 0.944)
'
— - 0.667 (0.484 — 0.914) 1.00
— 0.676 (0.412 - 1.098)
' NC
05 1

Favors olaparib  Favors placebo

Garber J et al SABCS 2024



22. ASM

TBCRC 048 (Olaparib Expanded) Expansion cohorts: T
Phase Il study of olaparib monotherapy in
metastatic breast cancer (MBC) patients with
germline (g) mutations in PALB2 or
somatic (s) mutations in BRCA1 or BRCA2

g | &
Best Response Responses (rate, %) E ! Il?"l
Complete Response (CR) 1 (4%) % Ui EIIIIl
Partial Response (PR) 17 (71%) § ‘ z EE N
i T358¢%
Stable Disease (SD) 5 (21%) % Ty SEL Gy
'g “New brain metastases; systemically responding $ 3 i E
Progressive Disease (PD) 1 (4%) “PR ot CR) ince bore met not confimed by A
ORR = 75% (18/24, 80%-Cl: 60%-86%) 10T =UbtPe osponzes
TNBC
CBR (18 wks) = 83% (20124, 90%-CI: 66%-94%) : 42
ER+/HER2-neg 13/19
Datacut May 3, 2024
HER2+ 3/3
2024 ASCO sessarsaibasirglieicto DRI A
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See you in Vienna 2“?

19TH ST_GALLEN INTERNATIONAL BREAST CANCER CONFERENCE 2025

SGBCC 2025 PRIMARY THERAPY OF PATIENTS WITH EARLY BREAST CANCER. EVIDENCE, CONTROVERSIES, CONSENSUS
12 - 15 MARCH 2025, VIENNA / AUSTRIA
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Monarch E Study 228

Cohort1l N =5.120

. >4 LN Abemaciclib
* 1-3 LN and one of the 10 mg BID
_,  following: . +ET
-~ ™ — Grade 3 . (N =2808)
HR+, HER2- - Tumorsiz/e/ZE ;n_w‘ : b . EPr(ijlmary
c c - _ " ——— Abemaciclib: 2 years
hlgh-rISk, N N_jfly //‘— Standard ET: 5-10 years nl DpFOSmt
nodal-pos BC :
Cohorte : N =517 - .
- ~ - ;L:rnz 3 and T3 Standard endocrine
> - —
but: therapy
95% CHT .
* Ki-67 220% (centrally) N =2829
37% NACHT ( )

S. Johnston,....Huober J et al Lancet Oncol 2023
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Monarch E Study — Cohort 1 median FU 54 months 22,55

A32-5.1-6.4-7.9 DRFs-Cohort1| A 2.9-4.4-5.6 -7.1

IDFS — Cohort 1

Abemaciclib ET
+ET

Abemaciclib ET DRFS
IDFS = = alone
Events, n 382 553 Events, n 325 477

HR (95%CI], p-value* 0,670 (0.588, 0.764); p =0.001 HiR (85%C1), pvalue” 0665 (0.577, 0.765). p < 0.001

94.0%
92.6% (£=2.9) 90.5 % 5.0 %
(=332) 889% 00 o ! 856 %
1007 (2=56) b
_ .
£ o] £ |
1 Ta5% E ! 785%
' 75.3% |
60 | ; i o e !
E 60 : : E I
& ' ' & :
& | | o '
2 | i 2 4 !
o 40+ ' | S H
b i i o !
2 i i E !
i B 3 4 |
g »- : ! & .
E - —
2-yr Abemaciclib Treatment i E:nr o»:m-mchh Treatment
o - : v . . . . .
0 6 12 13 0 30 % 2 43 54 60 & 2 o & 12 18 24 El - 2 48 54 60 8 2
i .
Time (Months) Adapted from RastogiP, =t al. 2024' Time (Months) Adapted from Rastogi P, et sl 2024
Number at Risk Number at Risk
beerm“':"b 2555 2367 2322 2256 2189 2129 2068 2006 1913 1111 490 74 0 fhtfrmac'd'b 2555 2396 2339 2074 2213 2155 2095 2040 1953 1136 500 75 0
ETalone 2585 2405 2325 2236 2143 2059 1979 1915 1785 1056 473 67 4 ET alone 2565 2412 2345 2259 2177 2102 2023 1950 1849 1092 488 72 0

Rastogi P, ...Huober J et al JCO 2024
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Natalee Study

Adult patients with HR+/HER2- EBC
Prior ET allowed up to 12 mo
+ Anatomical stage IIA2
+ NO with:
* Grade 2 and evidence of high risk:
* Ki-67 = 20%
* Oncotype DX Breast Recurrence Score 2 26 or
+ High risk via genomic risk profiling
* Grade 3
* N1
+ Anatomical stage IIB2
* NO or N1

« Anatomical stage Il

+ NO, N1, NZ“ Ii Ii

Randomization stratification
Anatomical stage: Il vs llI

Menopausal status: men and premenopausal women vs postmenopausal women

Receipt of prior (neo)adjuvant chemotherapy: yes vs no

Ribociclib
400 mg/day
3 weeks on/1 week off
for 3y

NSAI

Letrozole or
anastrozoled for25y
+ goserelin in men
and premenopausal
women

NSAI

Letrozole or
anastrozoled for25y

q

+ goserelin in men
and premenopausal
women

Geographic location: North America/Western Europe/Oceania vs rest of world

Differences to MonarchE

Includes some NO pts and Ribociclib is given for 3 years

GBG ]

22, Aﬁ
FRANKFURT /MAIN

Primary End Point
— IDFS using STEEP criteria

Secondary End Points
— Recurrence-free survival
— Distant disease—free survival
- 0OS
— PROs
— Safety and tolerability
- PK

Exploratory End Points
— Locoregional recurrence—free
survival
— Gene expression and alterations in
tumor ctDNA/ctRNA samples

G Hortobagyi et al. SABCS 2023
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iDFS by Nodal Status
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22. ASM
FRANKFURT /MAIN
RIB + NSAI showed an increasing magnitude of iDFS benefit over time for patients with
NO or N1-3 disease
NO N1-3
1 1
0, 1 1
il e - _\g?it/tﬁ“___? :3 1% 100 M:g:m:_:?o'4% i E 88.0%
- e |
;_: 001 90.8% 7’_;7..6.;/: _— i:- o 87.70/0: “ﬁ\“"——“‘\‘—_‘_
H ‘ H i g 83.0%
HES A26% A5.1% L HES A2.7%} i
3 3 ! ! A5.0%
. — 1 1
£ | Median follow-up for IDFS, 49.1 mo £ “| Median follow-up for iDFS, 44.2 mo} :
- Events/n (%) 23/285(8.1)  38/328 (11.6) - Events/n (%) 240/2261 (10.6)  301/2219 (13.6)
o Hazard ratio (95% Cl) 0.666 (0.397-1.118) o Hazard ratio (95% Cl) 0.731 (0.617-0.866)
5 & = M L ou a4 % % I 3 = k2 %S 4 4 5 o »
Months Months
do. at risk No. at risk
IB 4+ NSAI 285 262 258 250 244 240 230 221 156 37 2 0 RIB+NSAI 2261 2086 2014 1954 1886 1835 1612 1258 758 18 6 0
SAl alone 328 300 204 287 277 270 252 234 156 a3 2 0 NSAlalone 2219 1937 1872 1793 1727 1663 1433 1130 689 "7 4 o

Peter A. Fasching

22. Annual Scientific Meeting 06. — 07. Marz 2025

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.



Heilung durch Innovation, Kompetenz
und Partnerschaft — fihrend in der
Brustkrebs-Forschung
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