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Gesamtiuberleben beim mTNBC in Deutschland

+ RAEGNANT Flatiron Health Data Base (US)
MAMMA 240 Zentren (TNBC n=2004) 2011-2022

NCT Heidelberg (N=359) 2014-2022
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Pembrolizumab + CTx im Standard fiir 1L mTNBC PD-L1+

IMPASSION
1301 - Placebo + nabPac ORR: A 6, A
11 PFS/OS PFS:A2,5m, HR 0,62
s Atezolizumab + nabPac OS:A7,5m, HR 0,71
IC1
IMPASSION
1312 . Placebo + Pac ORR: A 8%
21 PFS PFS: A0,3m, HR 0,82
Atezolizumab + Pac OS:A-55m, HR 1,12
IC1
KEYNOTE
3553 . Placebo + CHT* ORR: A6,1%
21 PFS PFS:A4,1m, HR 0,66
Pembrolizumab + CHT* OS:A 6,9m, HR 0,73
*Carboplatin/Gemcitabine; Paclitaxel; nabPaclitaxel CPS =10

Nicht signifikant | signifikant

1Schmid et al. Lancet Oncol. 2020 Jan;21(1):44-59; Miles et al. ESMO 2020;
e Der Inhalt ist urheberrechtlich geschiitzt und liegt in der Verantwortung des Autors. Eine Weiterverwendung ist nur mit Genehmigung zulassig..
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Exludierte und ignorante Muster bei PD-L1 Negativitat

Phenotype distribution in
IMpassion130 (n=802)
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Immune phenotypes assessed ’ ¢ PD-L1IC+
according to the location of ® PD-L1IC-
tumor/stroma CD8& by IHC
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Exludierte und ignorante Muster bei PD-L1 Negativitat

BLIA (27%) BLIS (42%) LAR (26%) MES (5%)
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9| HR=0.54 (0.40,0.72) . S | HR=0.85(0.68,1.10) "= S | HR=0.86 (064, 1.20) 9 | HR=1.10(0.58,2.20) e
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Time (months) Time (months) Time (months) Time (months)
— ® PD-L1IC+
- + -
o . L PD-L1IC * PD-L11C—
: BLIA (n=167) : - HR=0.49 (0.34, 0.69) BLIA (n=60) —i—+ HR=0.59 (0.31, 1.10)
1 1
l\ngS_(E=_11_1l ,' —- HR=0.66 (0.44, 0.98) BLIS (n=236) g N HR=0.98 (0.74, 1.30)
LAR (n=67) —— HR=0.91 (0.53, 1.60) LAR (n=152) - HR=0.86 (0.60, 1.20)
MES (n=12) —————l—HR=3.40 (0.66, 18.00) MES (n=31) —— HR=0.93 (0.42, 2.00) HRs adjusted for liver
I T T T T T 1 r T T T T T 1 metastases and prior
taxanes. *In the P + nP
0.125 05 1 2. 4 8 0.125 05 1 2 4 8 arm, BLIA and BLIS had
- - poor PFS vs LAR
FavorsA+nP  Favors P +nP FavorsA+nP Favors P +nP subgroups.
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Effekte der VEGF Blockade auf die Mikroumgebung

Targeted Immune Effect of VEGF/VEGFR Blockade Proposed Translational Mechanism Key Literature Source(s)
Component
Effector T Cells (CD8+) Increased infiltration and activity Upregulates endothelial adhesion molecules Dirkx et al. (2003),

(ICAM-1, VCAM-1) to facilitate T-cell entry

Regulatory T Cells (Tregs) Reduced frequency and recruitment Blocks direct VEGF-A/VEGFR2-mediated

Treg proliferation

MDSCs Decreased accumulation Inhibits differentiation and suppressive markers.

Dendritic Cells (DCs) Improved maturation and antigen Reverses VEGF-mediated inhibition of NF-B, allowing
presentation differentiation into mature antigen-presenting cells.

Tumor-Associated Reprogramming (M2 to M1-like) Limits recruitment of suppressive M2-like macrophages

Macrophages (TAMs) and shifts polarization

Immune Checkpoints Downregulation of Disrupts the VEGFR2-PLC-calcineurin-NFAT pathway
PD-1, CTLA-4, TIM-3 that drives the T-cell exhaustion program.

Tumor Vasculature Vascular "Normalization" Prunes leaky vessels to reduce hypoxia

Nowak-Sliwinska et al.

(2018)
Terme et al.(2013),

Facciabene et al.(2011)

Gabrilovich et al.(1996)

Huang et al. (2012)
Gabrilovich et al.(1998)

Oyama et al. (1998)

Roland et al. (2009), De
Palma et al. (2017)

Voron et al. (2015), Kim
etal. (2019)

Jain et al. (2005), Goel
etal. (2011)
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Effekte der VEGF Blockade auf die Mikroumgebung

 Physical barriers |Functional suppression Apoptosis | Biased trafficking |
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Rationale 10 + anti-VEGF in metastatic TNBC

ERSESMD”
IMbrave150 study design

Atezolizumab

Stratification 1200 mg IV q3w
* Region (Asia, excluding e
Key eligibility /rest of world bevacizumab .
* Locally advanced ol o ) 15 mg/kg q3w Until loss of
or metastatic « ECOG PS (0/1) clinical
arilon benefit or Survival
B ble — * Macrovascular invasion 9 un- —> follow-up
HCC (MvI) arszl’:rs ;xﬂupm ac(cept;‘l:le
. spread oxic
: mgf: Sl (presence/absence) Sorafenib
+ Baseline a-fetoprotein ELUTED
(AFP; < 400/2 400 ng/mL)

(open-label)

100
90
80+ Atezolizumab-bevacizumab
70
£ 0
R S ssuss AU No. of Events/ Median Overall  Overall
£ No. of Patients Survival Survival
@ 1 Sorafenib (%) (95% CI) at 6 Mo
30 mo %
20 Atezolizumab-  96/336 (28.6) NE 84.8
10- Bevacizumab
Sorafenib 65/165 (30.4) 132 (104-NE) 722
o T T T T T T T T T T T T T T T 1
¢ 12 3 4567 3 910111213 HKIL5KIY Stratified hazard ratio for death, 0.58
Months (95% Cl, 0.42-0.79)
P<0.001

Risk
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FUTURE-C-Plus Study Design (NcT04129996)

Key Eligibility Criteria

+Inoperable locally advanced or
metastatic TNBC with prior use of
taxanes in neoadjuvant/adjuvant
setting but with a recurrence longer

*Camrelizumab (200 mg iv, d1,
15, q4w)

Primary end point
«ORR

*Nab-paclitaxel (100mg/m? iv, d1,

. Secondary end points

8, 15, q4w) 'ZFSS

*Famitinib (20 mg po qd, d1-28, <DOR
« Safety

than 6 months -
*N =46
*meets the following two conditions

1.No systemic antitumor therapy

received in the advanced stage
2.Immunomodulatory type: CD8 210%

qéw).

Screening assessment

Best percentage change in tumor burden

m PD(n=2) [ SD(n=5) B PR (n=34) B CR(n=5)

Change from baseline
2

-1.0-

Finn et al. NEJM 2020 May 14;382(20):1894-1905,
Chen et al. CCR 2022 Jul 1;28(13):2807-2817



Rationale bispecific PD-L1/VGEF BNT327 (Pumitamig)

" Anti-VEGF-A

Theant—VEGF-A
Fab arms bind and
neutralize VEGF-A*

LALA Fc-silencing
mutations

The LALA mutations
inthe Fcregion "
reduce bi%mg toFc Stable linkers
gamma receplors
and complement
component Clg.®

Anti-PD-L1VHH

The proprietary

anti-PD-L1VHH
blocks the PD-1:PD-L1
interaction®
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* Protein binding activity (Kp): PD-L1 5.5nM /
VEGF < 0.4nM

e >1600 pts treated across 18 tumor types
e 8 pivotal trials ongoing

e Clinical activity as monotherapy and in
combination

Finn et al. NEJM 2020 May 14;382(20):1894-1905, Chen et al. CCR 2022 Jul
1;28(13):2807-2817 ; Cheng et al. European Lung Cancer Congress 2025; Miao X,
et al. AACR 2025. Poster 6061; Abdeldaim et al.Pharmaceutics. 2023



Phase Ib/1l (n=42) PM8002/BNT327 + nabPaclitaxel in 1L mTNBC - Design

= Open-label Single-arm, Phase |b/Il Study of PM8002/BNT327 + = As of July 05, 2024, 42 pts had been enrolled and
nab-paclitaxel for 1L TNBC (NCT05918133) received at least 1 dose of PM8002/BNT327
combined with nab-paclitaxel
Key Eligibility Criteria = 11 pts remained on treatment
* Patients with locally advanced = Median follow-up time 16.3 months
or metastatic TNBC who have
therapy for unresectaple locally onDay1,15 t:fza-dﬂv cycle Median age, years (Q1, Q3) 53.5 (41.0, 60.0)
advanced or metastatic nab-paclitaxel 100mg/m? Number of metastatic sites, n (%)
advanced TNBC on Day 1, 8, 15 of 28-day cycle 0-2 17 (40.5)
: ’é‘g;é 18 Vea(;sl >3 25 (59.5)
Ad sri[ore i functi Liver metastasis, n (%)
. equate organ function
until disease progression/ Yes 16 (38.1)
unacceptable toxicity No 26 (61.9)
Brain metastasis, n (%)
v Primary endpoints: ORR (RECIST V1.1), safety (CTCAE 5.0) Yes 2 (4.8)
v' Secondary endpoints: PFS, DCR, OS No 40 (95.2)
Neo/adjuvant Paclitaxel treatment, n (%)
Yes 28 (66.7)
No 14 (33.3)

BARGELONA mw"gress
2024 DCR, disease control rate; ECOG, eastern cooperative oncology group; ORR, objective response rate; 0S5, overall survival; PFS, progression-free survival; RECIST V1.1, response
evaluation criteria in solid tumors version 1.1; TNBC, triple negative breast cancer

GBG 23. ANNUAL SCIENTIFIC MEETING Wau et al.. Annals of Oncology (2024) 35 (suppl_2): S357-S405.10.1016/annonc/annonc1579
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Phase Ib/Il (n=42) PM8002/BNT327 + nabPaclitaxel in 1L mTNBC — Ansprechen

60 — =m PD
sD
= 40 m PR
% m CR
= 20
2
Population (n) 42 13 16 9 4 ‘5'; o
CR 1(2.4) 0(0.0) 1(6.3) 0(0.0) 0(0.0) -E 20
PR 32 (76.2) 10 (76.9) 10 (62.5) 9 (100.0) 3(75.0) 2 a0
sD 7(16.7) 3(23.1) 4(25.0) 0(0.0) 0(0.0) S co
PD 2(4.8) 0(0.0) 1(6.3) 0(0.0) 1(25.0) Z
-80
ORR % 78.6 76.9 68.8 100.0 75.0
(95% c1) (63.2,89.7) (46.2,95.0) (41.3,89.0) (66.4,100.0) (19.4,99.4) -100
cORR % 73.8 76.9 56.3 100.0 75.0
(95% cI) (58.0,86.1) (46.2,95.0) (29.9,80.3) (66.4,100.0)  (19.4,99.4) 60 | = CPS<1 = 1=CPS<10
m CPS=10 m NOT DETECTED
DCR % 95.2 100.0 93.8 100.0 75.0 = a0
(95% c1) (83.8,99.4) (75.3,100.0) (69.8,99.8)  (66.4,100.0)  (19.4,99.4) =
= 20
mPFS 135 NR 14.0 10.8 14.0 T
(Mo), (95%¢C1) (9.4, (5.7,-) (7.2,-) (5.5,13.5) (1.8,-) é o
£ -20 |
v
= -40
= For the ITT population, mTTR was 1.9 mo and mDoR 11.7 mo; 2 -60
&
mQOS was not reached -80 |
-100

SoD change of target lesion(s)

BARCELONA ﬂngress . ... . . . . . .

2024 CPS, combined positive score; CR, complete response; cORR, confirmed ORR; DCR, disease control rate; IHC, immunohistochemistry; mDoR, median duration of response; mPFS,
median progress-free survival; mTTR, median time to response; Mo, month; ORR, objective response rate; PD, progressive disease; PR, partial response; SD, stable disease; SoD,
sum of diameters

GBG 23. ANNUAL SCIENTIFIC MEETING Wau et al.. Annals of Oncology (2024) 35 (suppl_2): S357-S405.10.1016/annonc/annonc1579
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Phase Ib/1l (n=42) PM8002/BNT327 + nabPaclitaxel in 1L mTNBC — Toxizitét

Safety

= Any-grade and grade 23 TRAEs of the combination regimen occurred in
100% and 59.5% pts, respectively. No Grade 5 TRAEs were observed

= TRAEs leading to treatment discontinuation occurred in 9.5% pts

= The most common immune-related adverse events (irAEs) included
hyperthyroidism, hypothyroidism and rash

= The most common AEs typically associated with VEGF inhibition were

hypertension and proteinuria, which were mostly Grade 1 or 2

Table 3. Overview of TRAEs of the combination regimen

Neutrophil count decreased
White blood cell count decreased
Anaemia

Proteinuria

Alopecia

Hypertriglyceridaemia
Hypercholesterolaemia

Epistaxis

Asthenia

Hypothyroidism

Aspartate aminotransferase increased

Safety Overview N=42 n (%) Peripheral sensory neuropathy
Nausea
All TRAEs 42 [100] Alanine aminotransferase increased
Grade 3-4 TRAEs 25 (59.5) Welght decreased
Pyrexia
SAEs 10 (23.8) Oedema peripheral
TRAE leading to dose interruption 27 (64.3) Hypergl_ycaemia
Diarrhoea
TRAE leading to dose reduction 6 (14.3) Vomiting
Platel d d
TRAEs leading to treatment discontinuation 4(9.5) atelet count ecrease
Hyponatraemia
irAE 13 (31.0) Hypertension
H I i
Grade 3-4 irAE 4(9.5) ypocalcasmia

GBaG 23. ANNUAL SCIENTIFIC MEETING

TRAE in 2 15% of patients

P 85.7

e 76.2
76.2

57.1
I 54.8
e 428
e 429
. 40.5
I 28.6
s 26.2

I 26.2

P 23.8

e 23.8

P 23.8

21.4

21.4

21.4

21.4

21.4

e 19.0

s 190
w190

L 15.0 m Grade 1-2
B 16.7 o Grade=3

T T T T T
20 40 60 80 100

o -

Wau et al. Annals of Oncology (2024) 35 (suppl_2): S357-S405.10.1016/annonc/annonc1579

Der Inhaltist urheberrechtlich geschiitzt und liegt in der Verantwortung des Autors. Eine Weiterverwendung ist nur mit Genehmigung zuliissig
Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. / 2026

Wu et al. PS3-08 SABCS 2024



Phase Il (n=42) BNT327-02: Global Phase 2, randomized, open-label
Pumitamig + CTx in 1L/2L mTNBC (NCT06449222)

Age 218 years

Histologically or cytologically
confirmed locally
advanced/metastatic TNBC

Pumitamig 1400mg Q2W IV

{reT0) + paclitaxel IV
Pumitamig 15mg Q2W IV 28-day cycle

+ nab-paclitaxel IV
28-day cycle Pumitamig 200mg Q3W IV
+ gemcitabine IV
+ carboplatin IV
Pumitamig 20mg Q2W |V 21-day cycle
+ nab-paclitaxel IV
28-day cycle Pumitamig 2000mg Q3W IV
+

ing
(neo/adjuvant EOT from to
recurrence =6 months)
2L: progression after 1L
treatment with systemic

chemotherapy or IO (22 doses
of PD-(L)1 inhibitor)
Measurable disease, per
RECIST v1.1

ECOGPSOor1 100
Adequate organ function

Asymptomatic, stable brain
metastases allowed

21-day cycle

Treatment Group
®Cohort 1 - 15 mg/kg: 1L ®Cohort 1 - 20 mg/kg: 1L
“Cohort 1 - 15 mg/kg: 2L+ Cohort 1 - 20 mg/kg: 2L+

[~ ]
(=] (=]
| 1

&
=)
1

Prior PD(L)-1/VEGF bsAb

)
(=}
|

sD

S
S o o
| |

&
=1
|

PR
PR PR PR
PR PR

PR
PR
PR PR

18 i21 22 |23 |24 i26 27 |28 |29 (30 i32 33 ﬁas 39
* * *

Patients with CPS210 are colored green, CPS<10 are colored white and those with missing CPS are marked with *

&
<
|

PR pRr PR pr PR -

. Best percent change in tumor size baseline (%)

o
<
|
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ROSETTA Breast-01: multicentric, double-blind Phase lli
Pumitamig (BNT327) + CTx (TPC) vs. Placebo + CTx (TPC) in 1L PD-L1 neg. mTNBC (n=558)

Primarer
N=558 Progressive Endpunkt:
Patienten mit Erkrankung***, 0S
inoperablem/ Rando intolerable Toxizitat, - Zentraler
metastatisiertem BC 1:1 Tod, Austritt der = sekundirer
= TNBC, PD-Llneg Placebo IV Q2w oder Q3W Patienten, Beendigung Endpunkt:
* Mind. Eine messbare + TPC Chemotherapie** der Studie (je nach ORR by BICR

Lasion erstem Eintritt)

*Patienten <50kg: 1200mg Q2W oder 1500 Q3W
**nab-paclitaxel 100mg/m2 IV Infusion an den Tagen 1+8+15 Q28; paclitaxel 80mg/m2 (oder gemal
der Richtlinie) IV Infusion an den Tagen 1+8+15 q28 oder 1+8 q21; Gemcitabine plus Carboplatin
1.000mg/m2 IV Infusion und AUC2 IV Infusion an den Tagen 1+8 Q21; oder Eribulin 1,4mg/m2 IV
Infusion an den Tagen 1+8 Q21

Stratifikation:
* k%

= vorherige Die Behandlung kann bis zur Bestdtigung einer fortschreitenden Erkrankung fortgesetzt werden
Immunotherapie —

= on-trial CHT regimen
= Geographie (Asien vs. ROW) FFPE PK Blutproben
= PD-L1 Status (CPS <1 Blut BNT327 ADA

versus 1< CPS <10) Blutproben fiir Biomarker Analysen P SETT’
- U (|

GBG 23. ANNUAL SCIENTIFIC MEETING
G e Der Inhalt st urheberrechtlich geschiitzt und liegt in der Verantwortung des Autors. Eine Weiterverwendung ist nur mit Genehmigung zulassig.. *3cc. to Protocol BNT327—05' v2
aRoun Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. / 2026




ROSETTA Breast-01: multicentric, double-blind Phase llI
Pumitamig (BNT327) + CTx (TPC) vs. Placebo + CTx (TPC) in 1L PD-L1 neg. mTNBC (n=558)

Einschlusskriterien Ausschlusskriterien

=  Metastasierter TNBC oder ER-low (ER1-9%) BC = systemische Antitumortherapie fir fortgeschrittene

= HER2neg gemiR ASCO CAP Erkrankung

= Nicht geeignet fiir eine PD(L)1-gerichtete Behandlung (CPS < * Behandlung mit einem PD(L)-1/VEGF-bispezifischen
10 %) Antikorper

= Bei ER-low: Nicht geeignet fiir eine endokrine Therapie = Kirzliche Einnahme von systemischen Kortikosteroiden
Stadium eine systemische Therapie erforderlich machte (mit

=  Mindestens 6 Monate seit Abschluss einer kurativen Ausnahmen)

Behandlung = Innerhalb der letzten 6 Monate: relevante kardiale
Begleiterkrankung oder Bluthochdruck

= Mittleres QTcF >480 ms

= Kirzliche Impfung oder intravendse Breitbandantibiotika
oder groRRere Operation

= Ausreichende Organfunktion

= Schwere Gerinnungsstérungen oder therapeutische
Antikoagulation oder Thrombozytenaggregationshemmung

= Vorgeschichte relevanter immunvermittelter
Nebenwirkungen (irAEs), die zum Therapieabbruch fiihrten

= Wundheilungsstorungen
GBG 23. ANNUAL SCIENTIFIC MEETING
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Kontakt

= GBG Projektmanagement
Dr. Laura Steinmann
E-Mail: Rosetta@gbg.de
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