SCOPE, A phase 2 clinical trial with off-the-shelf DNA plasmid vaccine in first line advanced melanoma combined
with checkpoint blockade shows good T cell responses which correlate with long progression free survival
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1. Background: what are iSCIB1+ and SCIB1? 3. iSCIB1+ shows good PFS and T cell responses 5. ISCIB1+ specific TCRs kill melanoma target cells
"iSCIB1+ and SCIB1 are off-the-shelf DNA vaccines that induce tumour- =iSCIB1+ treated HLA-matched patients had an improved PFS of 74% at =14 iSCIB1+ specific TCRs (12 CD8 and 2 CD4) were isolated from patients
specific T cell responses against melanoma antigens TRP-2 and gp100. 16 months. =iSCIB1+ specificity and cytotoxic capability of TCRs were confirmed using
“CD8 and CD4 T cell epitopes from TRP-2 and gp1l00 are incorporated “This compares favourably to CPl alone (median PFS of 11.5 months)?. TCR transduced human T cells and melanoma cell lines.
into an antibody framework which allows Fc targeting of activated *Among 200 grade 3 or greater adverse events, only 4 (uveitis) were =Cultured cells expressing iSCIB1+ specific CD8 TCRs had a polyfunctional
dendritic cells to elicit a dual mechanism of action: solely related to vaccine and were rapidly resolved upon treatment. transcriptional profile similar to precursor exhausted (Tpex) cells, which
“Direct presentation: uptake of plasmid and expression of A R — have been shown to maintain the anti-tumour T cell pool?.
engineered antibody by antigen-presenting cells (APCs). so-_l_llll_ ) . ™ . .
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=iSCIB1+ and SCIB1 are currently being evaluated in the phase 2 SCOPE Months OO T ectonrarget
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trial in combination with checkpoint inhibitors (CPIs) for patients with Figure 2. (A) Psrogressmn F';ee Sur"“’a';"br HLAI maLChed (”=-’;9) p?c“egts treated Wi;h ‘EC('jBlJ’- (B)IT i)el” Figure 3. (A) UMAP plot showing five major clusters of IFNy+ CD8 T cells cultured from SCIB1/iSCIB1+
responses to iISCIB1+ peptides assessed by cultured IFNy ELISpot tor 34 patients who had an evaluable d : B) P f cells in Toex-like cl : ith ) ifi iSCIB1
advanced unresectable melanoma. _ : _ . treated patients. (B) Percentage of cells in Tpex-like cluster expressing either non-specific or i +
imaging scan. Data from interim data cut on 27th October 2025. specific CD8 TCRs. (C) Representative data for an HLA-A3 restricted iSCIB1+ specific CD8 TCR showing
" : : killing of mel Il lines by TCR transduced T cells. Specific lysis calculated relative to Triton X-100.
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Table 1. Summary of clinical and immunology responses in HLA matched patients treated with iSCIB1+ or L BEEES (B) expression of one of the two
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S i e e 4. iSCIB1+ encodes nested CD8 epitopes presented — " ,
“Cultured cells expressing iSCIB1+ specific CD4 TCRs had a polyfunctional
Figure 1. (A) SCIB1 and iSCIB1+ are off-the-shelf DNA vaccines which incorporate CD8 and CD4 T cell by d broad ra nge Of HLA types Th1l tra nscriptional profile (|FNV, CCL4, granzyme B).

epitopes from melanoma antigens TRP-2 and gpl100 into an APC targeting antibody framework.

iSCIB1+ has a modified Fc region and contains additional epitopes covering a broad range of HLA “CD4 and CD8 T cell responses have been observed for each iSCIB1+ 6 conclusions

haplotypes. (B) iSCIB1+ and SCIB1 elicit anti-tumour immune responses via dual mechanisms of direct encoded peptide (data not shown).

presentation and cross presentation. . . o . "iSCIB1+ in combination with CPls showed an improved PFS of 74% at 16
“Multiple nested epitopes and HLA restrictions have been confirmed and

months without an increase in clinically meaningful adverse events.
. . ISCIB1+ specific TCRs have been isolated from vaccinated patients.
2. SCOPE trial study de5|gn ! pectt Y | vact P "iSCIB1+ generates polyfunctional memory CD4 and CD8 T cell responses

“A Phase 2, multicenter, open-label study of iSCIB1+ or SCIB1 in iSCIB1+ encoded  Nested epitopes  HLA restriction TCR(s) isolated via a broad range of HLA alleles.
combination with ipilimumab plus nivolumab in advanced melanoma. peptide confirmed confirmed “These data support a registrational, randomized, controlled trial of
. . . TRP2 180 1 CD8 HLA-A2 2 CD8 : : - - -
=Eligible patients with stage 11IB/IV unresectable melanoma were treated 20100 44 o TTWEE pending ISCIB1+ with potential to redefine frontline therapy for unresectable
with ipilimumab and nivolumab plus either iSCIB1+ or SCIB1 (8mg i.m.) HLA-A2. HLA-A3, advanced melanoma.
via the needle-free injection device Stratis® (Pharmajet). gp100 174 3 (DS HLA-Cw12 78 Periphery L . ccla e, g |Proinflammatory TME e
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combination of IFNy ELISpot and single-cell RNA- & TCR-sequencing. Table 2. Summary of confirmed nested epitopes, confirmed HLA restrictions, and specific TCRs isolated memory T cells ' Tpex-like & Th1 cells * Tumor.’.x
and validated for each iSCIB1+ encoded peptide. Figure 5. Proposed mechanism of action for iSCIB1+ in combination with CPls.
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