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ACROSS ALL DOSE LEVELS, VB10.NEO INDUCED ROBUST AND
DURABLE NEOANTIGEN-SPECIFIC IMMUNE RESPONSES

T CELL RECEPTOR SEQUENCING SHOWED
DURABLE T-CELL CLONE EXPANSION

PATIENT CASE: HEAVILY PRE-TREATED PATIENT SHOWED

BACKGROUND STRONG IMMUNE RESPONSES AND STABLE DISEASE

PATIENTS

VB10.NEO is a personalized, DNA-based neoantigen vaccine evaluated in combination - A total of 26 patients were enrolled between November 2021 and Neoantigen-specific immune responses were seen in 100% of patients by IVS ELISpot (58% of epitopes) and 22% of patients by T cell receptor sequencing of pre- and on-treatment blood samples from 11 patients Clinical characteristics _ _ _
with atezolizumab in the Phase 1b VBTMN'OZ trial (NCT05018273). Neoantigens are S ) October 2023 at 10 sites in Germany, Spain and the United States. ex vivo ELISpot (5% of epitopes) using a conservative statistical test for immunogenicity calling (Figure 3). The observed IVS showed a strong peripheral T cell expansion in all analyzed patients. In 9 of the 11 PatientID  Indication  Dose ﬁ;’silo'NEo Response ;';35) :?::sr ” 2::” 5‘2?3:;9
selected. using Nykode’'s NeoSELECT . pIa’Fform, which mtegrates. t.u.mor _RNA ‘ ng Elgl_':‘g uni « At the time of the current analysis (October 2024), all 26 patients had responses constituted both pre-existing stable, amplified and de novo responses, and on a patient-level, 85% of patients (11/13) patients, clones were persistently expanded (=2 timepoints and first time expanded before Patient 17 HNSSC 3mg 6 Stable 126 4 Yes No
sequencing, whole-exome da.ta, anq C|rgulat|r_19 tumor DNA t_O prioritize hlgh!y discontinued treatment (Figure 3). The primary reason for showed de novo responses (Figure 4). All vaccine-induced responses by ex vivo ELISpot (22% of patients) were de novo we_elf 25; Figure 5). These durably and early-expanded clones constituted both pre- disease
immunogenic and clonal neoantigens — including single nucleotide variants and frameshift i inuati ive di = o+ = 0 responses. Literature supports that IVS assays may be particularly suitable to detect memory responses'23, and the stron existing expanded as well as de novo clones (Figure 6).
_ A ot : iscontinuation was progressive disease (n=17, 65.4%; n 3% NeoA fici hi d polvfunctionalit
mutations, adapted to the patient’s individual HLA type to optimize presentation. Up to 20 Dimerization per RECIST v1.1 and n=6 [23.1%] due to clinical progression), responses seen by IVS ELISpot suggest the ability of the vaccine to induce memory responses. | eoAg-specilic immune responses with increased polyrunctionality
patient-specific neoantigens are encoded into a circular DNA plasmid and delivered unit followed by death (n=4, 15.4%), subject withdrawal (n=2, 7.7%), and Patient 19 woq O = S2A Neo/fét ‘Sgli‘iff;r‘%f'l‘lﬁ’sf ?:xnv(;\\//gm:g
. . . .. . . . ’ . ’ y [ ’ . 401 = ratien ] . B Fi 8: V e
!ntramuscularly using a peedlg—free je.t |nject|oq system. The vaccine cgnstruct (Fllgl.Jre 1) other reasons including non—treatment-related AEs and physician Ex vivo (18 pts) IVS (13 pts) IVS (13 pts) Endpoint 3 — Patient 22 Figure 5: Kinetics of persistently 0] ——— Figure 7: Two oo cos N inlgl:lcr:d e azcgcg)
includes a protein targeting unit that directs antigens to antigen-presenting cells, aiming to decision (n=3, 11.5%) ationt 23 oL Neoantigens Tested S Pationt 12 expanded clones. T cell receptor o 150- o ting pos'“"f 3 o u Domgooyume. CD4+ and CD8+ T
- . DAL _ e ’ atient 23 4 6 or E— munoaenic Baseline as % Pation sequencing showed persistent T cell clone Z 1001 W _ _O®"  neoantigens o nole eviokine s disolaved
ellqt robust CD8+ andl CD4+ .T cell responses. A.tezollzumab, an gntl PII_) I_.1 monoclonal _ _ * The median age was 61 years (range, 28-72), and 62% were female. _ @ Patient 17 Nt pertormes =|Dg Basel ;g B za;enz 26 expansion in 9 out of 11 patients, indicating S e Denovo by IFN-y  ex B % % cel ;tUdiniﬁ)yaye a
antibody, may potentiate this effect by restoring T cell function within the tumor Antigen unit Patients had received a median of 5 prior lines of therapy (range, 1- Patient bationt 8 , oL Amplified 520 o dutratt_ue mmune_ responses lAddltlonaIIy, 2 . {Qg Slljff;'cslzzi 2.4 increased
i i i i i i i i . . . R atlent© 1 o - D utative neoantigen-specific clones were kS i ; B
microenvironment. We intended to test this combination treatment in heavily pretreated 8), and 50% had received prior checkpoint inhibitor therapy. The most level 78% 100 L : — Stable £ 10 - Patlent 23 detected in 67 anaIF))/zed patients, with 5 . cells for IVS). 04 gﬁllzy’\fluyr;_ﬁ:_:\l:'):n:)llty (IL
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patients with advanced solid tumors, many of whom have low tumor mutational burden and 0o 1. schematic structure common tumor types were head and neck squamous cell carcinoma %o o Figure 4: Neoantigen immunogenicity and L — Patent 5 persistent expansion in 4 patients. = % oo]
- — - . . . atien - Mot performed i 7 ——— —_ ien E 2]
PD-L1-negative disease. VB N-02 assessed safety, immune activation, and preliminary  of vB10.NEO (15%) and triple-negative breast cancer (15%). Most patients (60%) - pationt 19 : gﬂg pgtf response per patient by IVS oy A | | Patient 2 20 Y _
H H H atien 1 L - L - T T ' T T
antitumor activity in this population. had tumors with low or negative PD-L1 expression (Table 1). Patient 13 2 G s | ¢ results are based on analysis from the ¢ e & L el = B S SN
Epit Pationt 5 6 B baseline sample and 1 (n = 6pts) or 2 (n = Cytokines: IFN-g, TNF-a and IL-2
. . - . Iitope e O 7pts) on-treatment samples. The type of Patient 19 Patient 22 Patient 12 Fi 6: CI f i
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Median age, y (range) 61.0 (28 — 72) . = (immunog'enic pre- and on-treatment with a ; > | persistently expanded clones in 100- o CD4+*CD137+ CD8+*CD137+
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AT — 00 " Manufacture expansio esign, . Col tal (7.7 timepoint was determined by a statistical test with pre-  patient 14 - Not performed 20 epitopes were tested but limited sample that the clone was significantly Figure 9: The NeoAg-activated Figure 10: The frequency of Figure 11: The CD137-expressing CD4 T cells were
f A Neoantigen predicton - enrolling 3-6 patients O?horec al cancer c 219)2) defined thresholds (IVS DFR1.3x, ex vivo DFR2x). On a —r p T T T availability ~ prevented testing of all 1e-011 expanded on one of the other T cells identified at w20 showed NeoAg-reactive CD137+ CD4+ characterized by a predominantly central memory (Tcy)
, selection and prioritization ™ rw . er* . At (PP . ; ¢ ~ ~ % neoantigens in a subset of the patients. BL: ; i strong cytotoxic potential, as and CD8+ T cells increased phenotype, while the CD8+ T cells were mainly
g > } er dose level to patient-level, positive immunogenicity was called if one or & . timepoints but not at that the : ! _ _
E, ...... gssess DLTs Stage IV at initial diagnosis, n (%) 10 (38.5) more epitopes were immunogenic. Q Number of Neoantigens Baseline rr\les:)onser,r O'g: SOn—trIeatmen’f[ 1e-03 1 timepoint denoted in grey color. ;neasureldf by ) the  CD107a during treatment. Lermlna!ly %ffl\(;rentllatgd effector memory T cells (Tevra)
‘o ® . . response. (0] perrormea: amples no ! ! ! ! egranulation marker. Yy ex VIvOo analysis.
N Occurrence of 22 DLTs Sites of metastases, n (%) 65.4) available for analysis. 0 25 50 0 25 50
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Time period from biopsy to treatment start: estimate as per protocol Prior surgerylradiotherapy, n (%) 19((7?3 1)/17 (64.3) Treatment-related adverse events (AEs) of any grade assessed as related to VB10.NEO Table 2: Clinical and biomarker characteristics for 8 patients with stable disease > VB10.NEO in combination with atezolizumab was well tolerated with a
Treatment Regimen Prior anti-cancer systemic,therapy n (%) occurred in 15 patients (58%). The most commonly-reported treatment-related AE was fatigue Of 23 subjects with _ IVS ELISpot Ex Vivo ELISpot Durable expansion of Confirmed expansion of favorable safety profile across all dose levels and no serious or fatal treatment-
VB10.NEO: Three dose levels (3 mg, 6 mg, 9 mg), administered intramuscularly: Q3W for 4 induction doses (C1-C4), then Q6W for * Median number of lines (range)t 5 (1-8) (3 patients, 12%, Figure 12), followed by increased ASAT, injection site pain, myalgia, one post-baseline PatentID D Site of pri t PdFS E'ﬂor Prior CPI PD-L1 (treatmen)t-lnduced (treatmen)t-lnduced 'T'Ié:)IrRIOtypes > '?g%Ag-spemﬁc clones bY g evgnts. i
6 doses (C5-C15), then Q12W for up to 5 doses (C17-C33) . . asthenia, and pyrexia (each in 2 patients, 8%). Most events were mild to moderate (Grade 1— [Paten coe Lo cmARlILmor nevel Jles Pt - response TESPONSel =89 29 > One DLT—a transient Grade 3 blood pressure increase—was observed at the

; 7 b : * 23lines? 19 (79%) o) T tients (8% . d Grade 3 AEs: tient in the 9 hort : q tumor assessment, no Negative (positive 9 mg dose level; as only one DLT occurred, the dose was considered tolerable.
Atezolizumab: Fixed IV dose of 1200 mg every 3 weeks (Q3W) for up to 34 cycles. . Prior CPI 13 (50%) ). Two patients (8%) experience raae S: one patient In the 9 mg conort experienced a subject achieved a CR 9 9mg _ Anal 67 5 Yes NA Positive baseline) Not tested Not tested > Despite the absence of objective responses, robust and durable neoantigen-
Imaging Schedule: Tumor assessments were performed every 8 weeks through Week 48, then every 12 weeks thereatfter, per + Prior chemotherap 20 (76.9) Grade 3 transient blood pressure increase (192/81 mmHg), which was considered a dose- or PR' the ORR was Triple negative breast Sorifly IMmung foSRONEes wert heared in,most Svaluable mationts
RECIST v1.1. Treatment continued until progression, unacceptable toxicity, or investigator-determined lack of clinical benefit. . Bridging thera y 17(65.4) limiting toxicity (DLT) potentially related to VB10.NEO, and another patient experienced 0% ’Eight subjects 22 9mg cancer 127 NA _ No Negative Positive Negative _ Yes Yes > The trial enrolled a heavily pre-treated population, with a median (‘)f 5 prior

: — ging _ Py ' elevated liver enzymes (ASAT, ALP, and lipase) deemed potentially related to both VB10.NEO ' Negative (positive : : ’ PR
0 y y 0 thera lines, frequent prior exposure to checkpoint inhibitors, and
ms  Key Inclusion Criteria PD-L1 negative or low*, n (%) 6 (60) d atezoli b. No VB10 NEO-related AE . fatal (34.8%) had stable 1 6 mg _Melanoma 160 2 Yes NA Not performed baseline) Not tested Not tested Py : q % P . P Oltors,
Median time between initial cancer diagnosis and main ICF 39.9 (4.2 195.2) and atezolizumab. NO : -relate S were serious or fatal. disease. The DCR Adenoid cystic predominantly low or negative PD-L1 expression. These characteristics, along
« Age 218 years with ECOG performance status 0—1 months (range) % of participants, n=26 (100%) was 34.8% (95% CI: carcinoma of the _ - . with a low fr_agtion of the patients staying on trie_al peyond the induction _period,
. Histo|ogica||y confirmed |oca||y advanced or metastatic solid tumors Median time between documented advanced disease and 19.0 (-5.7 - 99.2) 0% 2% 4% 6% 8% 10% 12% 14% 16.4%, 57.3%). All SD 12 3mg salivary glands 241 3 No Negative Positive seqat!ve( - Yes Yes _deﬁne a clinically resistant population with limited expected benefit from
, . o , : ' (rang : , 0 3 egalive (positive immunotherapy.
« Disease progression after 21 prior line of standard systemic therapy, or no suitable standard o KF, rothe iran e Aspartate aminatransferase e rm—— patients exhibited 11 9mg  Vuvar %  NA  No NA Positive baseline) Not tested Not tested o The g pPyFS was reached before 2 months, and consequently, a low
options available. Prior immune checkpoint inhibitor therapy permitted * “Other” tumor types were anal cancer, gastric/gastro esophageal junction cancer, intima Injection site pain — neoantigen-specific 3 9mg Renal cell carcinoma 80 6 Yes NA Positive Negative Yes No roportion of the patients staved in the trial lona enouah to potentiate a
M ble di RECIST v1 1 sarcoma, pancreatic adenocarcinoma and vulvar cancer (one patient each). Myalgia - immune responses Head and neck p. p . P Y g g P
easura. € disease per _ V o T Number of previous lines available for 24 out of 26 patients; relative frequency shown is based Asthenia (Table 2) squamous cell C“n'C?”y meaningful response. _ _ _ - _
« 210 predicted tumor neoantigens identified by NeoSELECT™ platform on this subgroup. Slod oressure inc':gggg able 2). 17 3mg carcinoma 126 4 Yes Positive Not performed Positive Yes Yes > Despite these challenges, all patients with stable disease exhibited vaccine-
- Adequate tumor material for DNA/RNA sequencing and vaccine manufacturing *PD-L1 expression was reported by site per local standards; a formal cutoff for “low” expression P Lipase increased  e— Adenoid cystic induced T cell responses, as measured by IVS ELISpot, some also showing ex
« Ad te h toloai q fi ti was r_10t prespecified. PD-L1 data were available for 10 patients; percentages shown are based Blood alkaline phosphatase increased e—— carcinoma of the right vivo immunogenicity signals. TCR sequencing confirmed durable treatment-
dequate hematologic and organ function on this subgroup. Alanine aminotransfe@;iti;;ﬁgisserg 23 3mg gl submandibularis. 254 1 No NA Positive Negative Yes Yes induced expansion of T cell clones in all evaluable SD cases, including
* Life expectancy 212 weeks Dyspnoea 5100 1.00] detection of putative neoantigen-specific sequences in 4/5 patients tested.
« Availability of fresh or archival tumor tissue (4 months old preferred) TREATMENT EXPOSURE Hot flush . Sors] > In a patient case, supportive data for functional relevance of the vaccine-
naemia 0 = 2 . . g . .
; ; ; P ) ) 2 Z induced neoantigen-specific T cell response is shown, and stable disease was
The median duration of exposure to both VB10.NEO and atezolizumab was Temperature regulation disorder At data cut-off, 22 of 23 patients (95.7%) had experienced a PFS event. The g s & as0] : _ g .p : _ _ p
s  Endpoints 10.4 weeks. Patients received a median of 3 cycles of VB10.NEO (range: 1- Acr_uns dian PFS 14 ths (95% Cl: 1.22—2.20. Fi 13). The 6 th PFS 3 5 : achieved despite 4 prior lines including CPI treatment.
P 10) and a median of 4 cycles of atezolizumab (range: 1-12). Out of the 26 PrTj)l(':ﬁZ median was 1.4 months (95% CI: 1.22-2.20, Figure 13). The 6-mon $ 025 & 0251 ; : : | » These findings demonstrate that VB10.NEO can induce robust and durable
. - . o o . . H H 1 = ' . . . . . .
« Primary: Safety and neoantigen-specific immune responses : 0 Y : g : Dry skin rate was 9.2% (95% ClI: 1.6-25.4); no patients remained p'rogres.smn—free at12 ool 000 : peripheral immune responses even in a biologically hard-to-treat setting and
ry y gen-sp p atients, only 7 (27%) stayed on the trial long enough to receive more than 4 e e R — S ———
Secondarv: ORR. DoR. PES ( er RECIST v1 1) 0S P . 4 y (Y ' y : . g g . : Influenza like illness months or beyond. Fourteen patlents (60.9%) had died, with 9 (39.10/0) 0o 2 4 & 8 10 M12‘h14 16 18 20 22 24 0 2 4 6 8 10 M1§ th;4 16 18 20 22 24 support further evaluation in future trials.
L4 i . . onths n
« Expl try' . Bi ’ K ’ P {DNA. i - filtrat TCR ¢l litv. PK and ADA f vaccinations. One patient (3.8%) experienced a QOse delay or |_nterrl_th|on of Decreased ?\lparzje;gz censored for OS. The median OS was 6.4 months (95% Cl: 4.8-12.9, Figure N Nurmber at ik
Xploratory: Biomarkers (e.g., C , immune infiltrates), clonality, an or VB10.NEQ due .to an adverse eyent. Atezo.llzumab. administration was Injection site bruising 10). OS rates at 6, 12, and 18 months were 59.6%, 32.5%, and 26.0%, Em|2 s s 2 1 0 o 0 0 o 0 o o Be| 2 10 8 1 5 2 s 4 s 3 3 1 a
atezolizumab delayed in 4 patients (15.4%) and interrupted in 3 patients (11.5%) due to Gr1 mGro mGr3 respectively; 24-month OS was not calculated due to limited follow-up. S 53 7 5 5 hnw % h o @ ® R R Acknowledgements: We would like to thank the patients and their families, the
adverse events. Months Montns investigators and staff for their participation in the trial. Atezolizumab was supplied

Figure 12: AEs by grade and frequency in overall population Figure 13: Kaplan-Meier plots for progression-free survival and overall survival (Evaluable Analysis Set)

by Roche.

* Figure made with BioRender.com
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