A DNA plasmid melanoma cancer vaccine, SCIB1, combined with nivolumab + ipilimumab in patients with
advanced unresectable melanoma: Efficacy and safety results from the open-label Phase 2 SCOPE Trial V SCANCELL
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ABSTRACT SCOPE PHASE 2 CLINICAL TRIAL DESIGN DURABILITY OF RESPONSE & SAFETY

BACKGROUND Phase 2 open label study to evaluate safety and efficacy of SCIB1 administered in combination with check point SCOCF(’)E:OE‘flgﬁitr::;m:t?zgfsnse SCOPE: Progression-Free Survival
Targeting melanoma with T cells drives anti-tumor responses. We previously showed that a DNA vaccine, SCIB1, Inhibitors Primary objective to determine in the intention-to-treat population, the ORR, as measured by RECIST 1.1. 150 100 - Ongoing patients have been censored at their last scan

incorporating T cell epitopes from TRP-2/gp100 into an antibody framework to allow Fc targeting of activated dendritic
cells, was successfully a monotherapy in Stage 3/4 melanoma patients in a Phase 1/2 clinical study. Unresectable 43 patients with advanced unresectable melanoma with target HLA haplotype, namely, positive for A2 and at
melanoma patients showed a 60% ORR and 88% of patients treated with SCIB1, post tumor resection, remained least one of DR4, DR7, DR53 or DQ6, enrolled at 15 clinical trial sites in the Ur;ited King,:jdom

disease free for 5 years [1]. The current SCOPE trial tests the hypothesis that unresectable patients may have an ’ ’ ’ '
improved response when SCIB1 is combined with checkpoint inhibitors (CPl) compared to CPI alone.
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METHODS 0O 1 3 4 7 10 13 19 25 12 weekly up 96 wks 0. "
Patients are treated with nivolumab with ipilimumab and SCIB1 (8mg) i.m. using needle-free injection at a fixed dosing || || | | | | X .
schedule for up to 10 doses over 24 months. The CPI therapy was administered i.v. in accordance with their respective A A A A A A . .
SmPC. ORR as measured by RECIST 1.1 in the overall intention-to-treat population was the primary endpoint. The study

is desighed using Simon’s two stage methodology with 80% power when the true response rate is 70% versus 50% RR 10 vaccinations with 8 mg IM SCIB 1 by needle free injection at wks 1,4,7,13 &12 weekly ’ °

of no interest with an overall type | error of 5%. In the first stage, 15 patients needed to be enrolled and if there are eight e Uncheduied 13 10 25 3 a5 e e e o Y0 5 19 5 6 5 5 40 45 63 55 GO 65 70 76 63 66 D G5 6

or fewer clinical responses (RECIST 1.1 objective response [CR or PR] within 25 weeks of the first dose of SCIB1), further COC trentment with CPI: 4 th (b cveles of 3 ma/ka ioil b+ 1 meka mivelumab. followred by 2 weekly maint 240 lumah Imaging Week Week

recruitment would have been stopped. The null hypothesis will be rejected if 27 or more responses are observed in 43 eermEnt 7 TTEE WesKly €YETEs OF 2 MITKQ IPTImHman = = mgra nivortimean, ToTowed by £ Weekly maiitenance 225 mg nivorima Safety and tolerability was assessed by the recording of Adverse Events, physical examination, routine blood tests,
patients. T cell responses were assessed using a cultured ELISpot assay following TRP-2 or gp100 peptides stimulation A A A A A A A injection site assessment, electrocardiogram & performance status. Most of the SCIB1-related adverse events were
RESULTS RECIST 1.1 scans at weeks 13, 19, 25 & 12 wkly and T cell responses by ELISpot assay following TRP-2 or gp100 peptide stimulation at wk 14, 26 & 12 wkly Graglell/Z FOdUF Gra((jjeG:(gS_rrel[?]ted advelgsi.evenft.s wEls repordt.echc ec?d; el patlint rashigneutr%per;:a, pSUcl-:rITéOlnary
To date, 43 patients received the combination of SCIB1 with nivolumab and ipilimumab. 25 patients had reached 25 :::Indeodl’f(;nn?\?ou:?r:zeb with i. ilicr)neuxr?\;le;r aHon T iMMUnE-MeQiated adverse EVEnLs Was obsefved when was
weeks, and had 80% PFS, 84% DCR and 72% ORR with 20% of patients showing a complete response. 94% (16/17) P '

of the clinical responders had a T cell response, 80% (4/5) of the patients with stable disease had a T cell response,

33% (1/3) of patients with progressive disease had a T cell response. T cell receptors isolated from patients showed PRELIMINARY RESULTS

strong, peptide, ImmunoBody® and tumor recognition. Of interest was that in patient who showed a pre-vaccinated T-CELL RESPONSES

response to the encoded epitope a different TCR was stimulated by the vaccine. Most of the SCIB1-related adverse
events were Grade 1/2. Four Grade 3 related adverse events have been reported each in one patient: rash, neutropenia,

The results of the first 25 immunized patients who have completed their 25-week scan or experienced disease

| | | | | progression are presented here. The study seeks to evaluate improvement in ORR relative to 50.6% reported for SCIB1-specific T cell responses were assessed using a cultured ELISpot assay 3500 . b= <0.0001 .

pulmonary embolism and raised GGT. No exacerbation of immune-mediated adverse events was observed when SCIB1 1 mg/kg nivolumab plus 3mg/kg ipilimumab {2}. As per the Simon Stage Design, at stage 1, 8 or fewer clinical following TRP-2 or gp100 peptides stimulation. The best response to any peptide ™7 . 12100
was added to nivolumab with ipilimumab. responses (CR+PR) within 25 weeks of first immunization amongst the first 15 patients enrolled would call for at any time point post vaccination was compared with the matched baseline g o000 o0
CONCLUSIONS recruitment to be stopped for futility. This stage was successfully passed and now the study has fully recruited response. Wilcoxon matched-pairs signed rank test used to compare base line S 1900 @ pi001s
SCIB1 in combination with nivolumab and ipilimumab as first line treatment for unresectable Stage 3/4 melanoma 43 patients. At Simon stage 2, the null hypothesis would be rejected if there are 27 or more responses. responses to post vaccine responses. It was possible to perform this test in § 1222 5
resulted in 80% 6-month PFS with strong vaccine specific T cell responses without an increase in clinically meaningful 23 patients, of which 16 (/0%) demonstrated a T-cell response, 12 (75%) of 5 zzz
adverse events. These results, if confirmed, in a larger patient cohort provide confidence in initiating a randomized — %% 1000 whom were responders and 15 (94%) had disease control. E
registration program in unresectable melanoma patients with our novel DNA plasmid technology. %’ 80.0 - - BEST OVERALL RESPONSE T CELL RESPONDERS NON T CELL RESPONDERS TOTAL (N=25) ‘§ 5
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SCIB1 E% 0.0 e PD SD 3 - 3 S 1o- / =
A Y B PATHVAY 1 DIRECT DA UFTA PATHNIAY 3 CROSS PRESENTATION -~y Sa oo™ o m R i : > : -

N \\‘." mmS’,L"AB:y) T I 'mm;ﬁf"dy} %E -20.0 | '22-2—-25_3-_ : - Total (n=23) 16 (70%) 7 : Baseline Bt T el oo
SCIB1 « |It/L ~ h " :’/ E‘E 490 '46'2“-51.2"_5_)6_5
DNA vector N \) 2 S & ’/) Ny =) -60.0 _64'9_'65'5_-69.2_-69.4__ ] I l ;
/ () 3 s S | ot DISCUSSION & CONCLUSIONS
T 0 N F 2 -80.0 :
& N -100.0 ot . . . . L. . . s C L
>y 1 14 1 15 16 17 2 18 19 3 20 5 4 7 8 21 22 9 6 23 11 12 10 13 24 25 As per this preliminary analysis SCIB1 in combination with nivolumab and ipilimumab as first line treatment for
man constant heavy chai 05100 DR entione (L1 & H3) > ANTI-TUMOUR RESPONSES =) (RRN{ED) 158 15D) (SD) (ERYER)ER)(ED)(ER) AER)ERY AR ARR)AER)AER)ERYAZR)(CR)AER)AER) (ER)AER) AR unresectable Stage 3/4 melanoma resulted in 80% 6-month PFS with strong vaccine specific T cell responses in 70%
I i ) Qe —_— | Patient number (Response) of patients without an increase in clinically meaningful adverse events. The overall response rate was 72% and DCR
Ver:D eponse'SD x B Cr was 84%. The study is now fully enrolled and continues with 43 patients. In addition, iISCIB1+, the next generation

(A) SCIB1, an off-the-shelf DNA vaccine incorporates CD8 and CD4 T cell epitopes from melanoma antigens DNA melanoma vaccine based on Scancell’'s ImmunoBody technology administered by intra-muscular and intra-
TRP-2 and gp100 in an APC targeting antibody framework (B) SCIB1 elicits anti-tumour immune responses by both The waterfall plot demonstrates an ORR of 72% (18/25) with a disease control rate of 84% (21/25). Whilst the spider dermal needle free injection is being evaluated in a wider HLA patient population. The results from this group of
direct presentation, uptake of plasmid and expression of engineered antibody by antigen-presenting cells & cross plots and progression free survival (PFS) curve confirms durability of the clinical response. The 80% PFS represents a studies encompassing over 140 patients will form the basis for the design of the follow-on global randomized control
presentation, secretion of the engineered antibody targeted to CD64 FcyR present on dendritic cells via its Fc domain. 20% improvement in the PFS reported for ipilimumab plus nivolumab (CheckMate 067). registration study in a larger patient population.
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