Integrative analysis of VB10.16 and atezolizumab in advanced HPV16-positive cervical cancer: Linking
biomarker insights to clinical outcomes
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PATIENTS WITH CLINICAL BENEFIT HAD STRONGER T CELL RESPONSES AND MORE FREQUENT
STUDY DESIGN AND METHODS )

BACKGROUND ON-TREATMENT REDUCTION OF SYSTEMIC IMMUNOSUPPRESSION
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Figure 3: Biomarkers and immunogenicity read-outs

Figure 1: VB10.16; an offhe-shelf HPV 16-speclc cancer vacaine [r— Tianonaliacaciariulicn GENE EXPRESSION FEATURES OF THE BASELINE TUMOR MICROENVIRONMENT WERE ASSOCIATED WITH ORR AND OS CONCLUSIONS
responses responses
CtDNA
itori o . . . o . . .
PATIENTS 2& N actvatin g Gene signatures in the tumor microenvironment associated Prolonged overall survival in patients with > Through integrative analyses of biomarker- and
Peptldes p A\:;)‘ Wlth CIInlcaI bene‘flt pro_inflammatory/proliferative tumors Ellrglcal datfa We SlemOtnStrat/e pOSItIVG atSS‘E)CIatlonj
— etween favorable tumor/immune states an
A f Patients with pro-inflammatory tumor signaling had an ORR of 33.3% and CBR (clinical benefit rate; CR, PR, SD) of 77.8%. A Patients with ro-inflammatory/proliferative tumors demonstrated i i
_ ® Y ry/p atient outcome after treatment with VB10.16
BASELINE CHARACTERISTICS (SAFETY POPULATION, N =52 PATIENTS) - Cﬁ @ \- 4 proliferative tumor signature was associated with comparable ORR/CBR, although limited by low sample size. Patients with significantly prolonged overall survival (mOS n.r) compared with patients Eombined with atezolizumab
Median rs (range) 475 (27-83) expansion Al ‘/ ) stromal/immunosuppressed baseline tumors had lower ORR and CBR, but 1 CR and 6 SD was found in this group, totaling to with immunosuppressive tumors (mOS 8.3 months). :
edia aQE, yea S d ge . ) Repem::::nam;:ﬁj . ) L{a/{( ( @ Trans;::f:t?::al‘/l Ailiii.l s a 40% clinical benefit rate (CR/PR/SD) > An on-treatment reductlon Of Systemlc
H H @™ Abundance ! i~ Jesl) | . . . . .
Histology Squamous cell carcinoma 81% (42/52) b o ovrime 00 % \ biomarkers W - | 1001 immunosuppression was associated with improved
Adenocarcinoma 15% (8/52) @ AL ’—I—\ clinical benefit and indicates that the treatment may
|_|—,’——I'—_I V_IEI?T—IFH ] H— Pro-inflamm./prolif. g ; ; ;
Adenosquamous carcinoma 2% (1/52) /\ e = e ey RECIST.1 R L mitigate Im'munosuppressmn'and blood biomarkers
T cell Wl e f R Tumor micro- -.- .- B = = = P I2 o 2 could identify responders earlier.
phenotype 7 T i = Immune Cell Localization to Tumors SD 20501 -----------
Unknown 2% (1/52) ??“*j@?;:;ea environment NK Cell Activity 1 P 2 > Insights from TME analyses indicates that the tumor
. . . . pepites @ oL ___ Lymphoid Compartment PD_L1 5 . . . .
Prior lines of systemic anti- 0 2% (1/52) | T-cell Priming and Activation 0 MFous 025 | immune environment was predictive of response
cancer thera py 1 509 (26/52) — Cell Prolferation PD-L1- p=0. : Stromal/immunosuppressed and survival
° o . . | B DNA Damage Repair k 0.00- : .
S 9 46% (24/52) » HPV16-specific peripheral T cell responses were analyzed by ex vivo IFN-y “.! = = Release of Cancer Cell Antigens I-z 0 2 4 6 8 10 12 14 16 18 20 22 24 26 » Together with durable responses, the findings
— Myeloid Compartment Month ) ) . . . .
Unknown 2% (1/52) > Eiljrsmgogx(glreiggon in biopsies from baseline tumors were analyzed by the ] B = Lo Sin ° Number at risk o highlights the promise of VB10.16 in combination
Stromal Factors . . .
o with atezolizumab and warrants further exploration
H T — +— == 14 13 13 13 11 11 10 10 10 8 7 6 1 O
ECOG PS 0 58% (30/52) fl\lanqStn/ng nCounter® _Pan(iancccler I0 360 Panel (N=29) anoll 38d CE” — - Stromalimmunosuppressed il A A of this combination therapy.
1 42% (22/52) l.JnCItIOI"I Caqceésér:?]ugg%/:)e ate gene Slgnatures were ana yze y ORR 3/9 (33.3%) 1/5 (20.0%) 1/15 (6.7%) 0 2 4 6 8 1.0 I\';Ilint'll:?s 1I6 1.8 Zb 2.2 2I4 2=6
. singie-sampie SS CBR 7/9 (77.8%) 4/5 (80.0%) 6/15 (40.0%)
PD-L1 expression PD-L1+ 48% (25/52) » Longitudinal monitoring of myeloid cells was performed by standard . f o e ] | B | o he o R o
112 ; i i — Figure 8: Hierarchical clustering of gene signatures in baseline tumors produced three clusters: a pro-inflammatory cluster, a proliferative cluster igure 9. The median survival In patients with pro-inflammatory or proliferative . . .
PD-L1 38% (20/52) CompIEte bIO_Od co'unt with IeUkocyte differential (N 36), and a stromal/immunosuppressed cluster. Heatmap based top 25% variance ssGSVA gene signatures out of 38 analyzed signatures relevant for cell tumors (n=14) was n.r. vs 8.3 months in patients with stromal/immunosuppressed AcknOWIedgemen_ts' W_e would like to thank th,e patlgnts aﬁd
Unknown 13% (7/52) > T-cell/myeloid-derived suppressor cell (CD3/MDSC) ratio was assessed by function and/or cancer immunity, from NanoString nCounter® PanCancer 10 360™ Panel. Clustered with euclidean distance and Ward.D2 linkage. tumors (n=15), p=0.019 Kaplan-Meier, HR=0.27, 95% CI 0.08-0.87). their families, the investigators and staff for their participation
flow cytometry in a subset of patients (N=21) in the trial. Atezolizumab was supplied by Roche.

ECOG PS: Eastern Cooperative Oncology Group Performance Status
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