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Updated phase Il efficacy and safety
results of BNT327/PM8002 combined
with paclitaxel as second-line (2L)

therapy in small cell lung cancer (SCLC)
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CONCLUSIONS

® Efficacy and safety of BNT327 combined with paclitaxel were analysed in
patients with SCLC who progressed after 1L platinum-based
chemotherapy:

® BNT327 combined with paclitaxel as a 2L treatment for SCLC
demonstrated encouraging efficacy in both 10-naive and |O-
treated patients

BNT327 in combination with paclitaxel exhibited an acceptable
tolerability profile, with a low discontinuation rate and adverse
events consistent with those expected from chemotherapy and in
line with the expected mode of action of BNT327

The data presented in this poster further inform the ongoing clinical
development of BNT327 in lung cancer. Specifically, they support the
Phase lll trial (NCT06616532) underway in China, evaluating BNT327 in
combination with paclitaxel, as well as a Phase I/l trial of BNT327 with
BNT324/DB-1311, a B7TH3 ADC (NCT06892548). Both trials

iInvestigate 2L treatment of SCLC.
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B SCLC is an aggressive cancer characterized by
high proliferative rate, high vascularity, and

early development of widespread metastases’-.

The prognosis for patients who are refractory or
relapse after 1L therapy remains poor.® There is
a high unmet need to improve the poor
outcomes for this patient population

BNT327/PM8002 is an investigational bispecific
antibody, targeting both PD-L1 and VEGF-Ain
the tumour and TME. Binding to PD-L1
overexpressed on tumour cells is designed to
restore effector T-cell function and localize
VEGF-A neutralization within the TME,
reversing the negative impact of VEGF
signalling on immune cell infiltration and
activation and normalizing tumour vasculature
leading to tumour growth inhibition. Dual
targeting of PD-L1 and VEGF-A combines two
complementary modalities, aiming to improve
efficacy and safety (Figure 1)

Figure 1. Proposed mechanism of action of BNT327, an
investigational bispecific antibody against PD-L1 and VEGF-A
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Figure 2. Trial design of BNT327 in combination with paclitaxel in 2L SCLC (NCT05879068)
— an open label, single arm, multicenter phase Il trial
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B Here, we report updated data from an ongoing Phase Il trial (NCT05879068, Figure 2) of BNT327 combined with paclitaxel

additional antineoplastic therapy, whichever occurred first

BNT327 (30 mg/kg) +

paclitaxel (175 mg/m?),
IV, Q3W for 5 cycles

: Primary endpoints

: + ORR per RECIST v1.1 :
+ « incidence and severity

of TRAEs per NCI-
CTCAE v5.0

-_> Secondary endpoints
. * PFS, DCR and DOR
per RECIST v1.1
: + 0S

Maximum duration: up to 2 years

*Tumor assessments were performed every 6 weeks for the first year after the first dose, and then every 12 weeks thereafter until disease progression or

in 2L SCLC conducted in China. An earlier data cut with fewer patients was previously presented at ESMO 2023 (1992P)

Results: Efficacy Results: Safety

At the cutoff date of December 20, 2024,

Figure 3. Change from baseline in tumour size

Figure 4. Best overall response for change from baseline in

eight patients remaining on treatment:

B Median treatment exposure was
4.7 months (95% CI 3.7, 5.4); |I0-naive:
4.8 months (95% CI: 2.7, 14.7), 10O-
treated: 4.3 months (95% CI: 3.6, 5.4) in
65 efficacy evaluable patients
Median follow-up time was 17.9 months
(95% CI: 15.7, 23.1); |O-naive: 24.4
months (95% CI: 23.1, 26.5), |0-treated:
11.0 months (95% CI: 9.7, 17.4)
Patients demonstrated encouraging anti-
tumour activity regardless of prior
|O treatment with an overall disease
control rate of 87.7% (Table 2, Figure 3
and 4)
® Confirmed ORR was 41.5% and
unconfirmed ORR 56.9% (Table 2)
Median overall survival was 14.3 months
(95% CI 10.9, 19.9) and median
progression-free survival was 5.5 months
(95% CI: 4.1, 7.2), with comparable
outcomes for 10-naive and |10-treated
patients (Table 2)
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Figure 5. Kaplan—Meier plot of progression free survival

Table 2. Efficacy endpoints

Efficacy evaluable

population
N=65

Endpoint

Best change from baseline, n (%)

CR 1(1.5)

PR 36 (55.4)
SD 20 (30.8)
PD 8 (12.3)

Unconfirmed ORR, % (95% CI)
Confirmed ORR, % (95% CI)
DCR, % (95% CI)

Median DOR, months (95% CI)

Median PFS, months (95% CI)
6-month PFS rate, % (95% CI)
12-month PFS rate, % (95% CI)

Median OS, months (95% CI)
6-month OS rate, % (95% CI)
12-month OS rate, % (95% CI)

OS events, n (%) 34 (52

56.9 (44.0,69.2)

41.5 (29.4, 54.4)

87.7 (77.2, 94.5)
5.6 (3.3, 10.0)

5.5(4.1,7.2)
46.7 (33.9, 58.6)
24.7 (14.4, 36.5)

14.3 (10.9, 19.9)
83.1 (71.5, 90.3)
61.2 (47.2, 72.5)
3)

10-naive
N=22

0(0)
16 (72.7)
2(9.1)
4 (18.2)

72.7 (49.8, 89.3)
50.0 (28.2, 71.8)
81.8 (59.7, 94.8)
11.5 (1.6, 19.4)

5.5 (2.8,15.3)
47.9 (25.9, 66.9)
38.3 (18.4, 58.0)

14.7 (9.5, --)

86.4 (63.4, 95.4)

59.1 (36.1, 76.2)
14 (63.6)

48.8 (33.3, 64.5)

37.2 (23.0, 53.3)

90.7 (77.9, 97.4)
5.5 (3.0, 7.1)

5.4 (4.1, 6.8)
46.1 (30.3, 60.5)
16.3 (6.3, 30.5)

14.3 (8.5, --)

81.4 (66.2, 90.2)

65.5 (48.5, 78.0)
20 (46.5)

0.3
0.2
0.1 5
0.0

25 30

Follow-up Time (Months)

70 patients were included in the safety analysis:

TRAE?# 2 20%; N=70

All

Results: Baseline characteristics

B Enrolment was completed on 11 Jun 2024, with 70 patients
enrolled (26 10-naive, 44 |0-treated; 13 chemo-free interval
< 30 days).

B Further baseline patient and disease characteristics are
presented in Table 1

Table 1. Baseline patient and disease characteristics

Characteristic N=70

Age, median (range), years 62.5 (37-78)
57 (81.4) | 13 (18.6)
21 (30) | 49 (70)
0(0) |41 (58.6) | 29 (41.4)

Male | Female, n (%)
ECOGPS 0|1, n (%)
Metastatic sites 0 | 1-2 | = 3, n (%)

Metastases, n (%)

Brain, yes 13 (18.6)

Liver, yes 21 (30.0)
Chemotherapy-free interval, n (%)

< 30 days 13 (18.6)

< 90 days 35 (50.0)

< 180 days 55 (78.6)

Table 3. Safety summary

B Safety data are summarized in Table 3: A total of 69 patients (98.6%) Patients, n (%) N=70
experienced at least one adverse event related to treatment with BNT327 TEAE 69 (98.6)
60 - ) and/or chemotherapy (TRAE). Among these, 55 patients (78.6%) experienced TRAE# 69 (98.6)
1Oaive e Grade 3 or higher TRAEs irAE 23 (32.9)
47, o CTFI<90 days PR B The most commonly observed TRAEs (Table 4) were: Grade >3 TEAE 58 (82.9)
30 - " CR ® Neutrophil count decrease (80%) Grade ;3 TRAE# 55 (78.6)
§l T | T ®  White blood cell count decrease (80%) Grade =3 irAE S (7.1)
£ 0 ® Anaemia (63%) SAE 35 (50.0)
& 0 " Platelet count decrease (48.6%) TRSAE# 29 (41.4)
£ 15 B Two Grade 5 TRAEs occurred (pneumonitis and immune-mediated hepatitis) AE leading to:
S mod e NN B TRAEs of special interest were generally mild-to-moderate and comprised o
£ APt proteinuria (30%, including 7.1% grade 3), hypertension (8.6%) and various Treatment discontinuation S
o 451 °© 0 600 S, forms of haemorrhage (epistaxis (2.9%), gastrointestinal, gingival bleeding, $E§E# 5 (7:1)
3 g0- subcutaneous, and urethral; each 1.4%) —
e o1l B There were no Grade 4/5 TRAEs of special interest DOTSE ';Educ’“o” 15 (21.4)
o0 oil B Any-grade immune-related adverse events occurred in 23 (32.9%) patients TRAE# 15 (21:4)
-90 - (Grade 23in 5 [7.1%]) Death
T TEAE 7(10.0)
able 4. Adverse events related to BNT327 and/or chemotherapy observed TRAE* 2(2.9)
in 2 20% of the patients

*AEs related to BNT327 and/or chemotherapy
*Dose reduction was only allowed for

Grade, n (%)

chemotherapy
3 4
27 (38.6) 18 (25.7)
22 (31.4) 3(4.3)
1(1.4) 0
3(4.3) 1(1.4)
0 0
5(7.1) 0
0 0 F )
0 0 ”“‘ Suppl. Table 1:
0 0 Sca to TRAE 210%
view
0 0 )
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BNT327: Clinical trials in lung cancer

Neutrophil count decreased 6 (80.0)
104 White blood cell count decreased 6 (80.0)
g 0'9 | Oonaive Anaemia 4 (62.9)
s |O-treated Platelet count decreased 4 (48.6)
© 08+ ol Asthenia 21 (30.0)
£ 07- eneore Proteinuria 1(30.0)
_§ 0.6 - Hypoaesthesia 0 (28.6)
R o Weight decreased 9 (27.1)
g’ 04 Alopecia 5(21.4)
a - Hyperuricaemia 4 (20.0)
z
E
©
0
o
o

B BNT327 is being investigated in a comprehensive clinical development program in lung cancer (Supplementary
Table 2). Global trials are ongoing in SCLC (1L, Phase lll, NCT06712355) and NSCLC (1L, Phase II/llI,
NCT06712316 and 2L, Phase Il, NCT06841055). A Phase lll trial (NCT06616532) in 2L SCLC is ongoing in China.

M Results from a Phase Il trial (NCT05844150) in 1L SCLC are reported at ELCC2025 (see poster 302P).

|O-naive 29 12 9 7 4 2 0

|O-treated 43 21 4 3 0 0 0

Total 65 33 1 3 1 O 4 2 O E HE gl|:1||:1
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Supplementary Table 2: Global clinical development program for BNT327 in lung cancer
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