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- Pelareorep is an intravenously delivered (IV) unmodified oncolytic reovirus. Figure 2. Study design 215 days Preliminary results from tissue biopsies
Clinical studies have demonstrated that |V delivered pelareorep can replicate Table 1: Reoviral replication Figure 3: Changes in the immune cells
in tumor tissue and promote an inflamed tumor phenotype characterized by B Cohort 1 (n=10): HR+ HER2- e o D3 Sl USRI s e IO rcamer || qmorcemer [ oo
the recruitment of CD8+ T cells and upregulation of PD-L1" (Figure 1). Diagnosis cells+) e
L= AX353 Screening 0 0 | o /\ i I
_ . , _ - . - - | Cohort 2 (n=10): HR+ HER?2- Pelareorep 4.5 x 100 TCIDs, (D: 1,2.8.9) (Cohort 3) "y 3 69.4 (13.1) 61.4 (9.1) o Fm 5 ;
3 Consistent with pelareorep’s role in promoting adaptive anti-tumor immunity, ‘ S oeoR AEEOIEnER ) Surgery 123 (9.8) S e e
a randomized phase 2 study in metastatic breast cancer (BC) patients, who TV482  Screening 0 0 alioed T Nl P
. . -y . i A Pelareorep 4.5 x 101 TCID;, (D: 1,2,8,9) - Biopsy 3 / Surgery Cohort 2 Ol 3 S0 < rono-
had received at .Ie_ast ope | _prlor | palliative chemotherapy _reglmen, Cohort 3 (n=6): TNBC Atezolizumab (D-3) (Cohort2) pay 3 57.9 (11.1) 52.3 (9.1) i _— // -
demonstrated a statistically significant improvement in overall survival when Surgery 603 (9.9) 51.9(8.9) Ty S s
: : : FG901 S ' 0 0 s 7 o] From-
pelareorep was combined with paclltaerZ. Cohort 4 (n=6): HER2+ HR+ Pelareorep 4.5 x 107 TCIDs, (D: 1,2,8,9) (Cohort 2) D:;e:mng 43 (1.1) 3.0(09) 2 v ? v /\ v —
Non-inflamed tumor Partially-inflamed tumor Inflamed tumor Tz, A 2R (R . .___.é‘. ® 4 ﬁ
_ | AntiEenipredehiine CAIT 3N Biological Surgery 3.2 (0_9) 21 (0_8) — SCREENING DAY3 SURGERY s onvs aundeay | soremme s aungeny
. | " S g e dpgim CelTIL Score . | = e
A Pelareorep 4.5 x 1010 TCID,, (D: 1,2,8,9) Table 2: Changes in CelTIL 4 : Bl N
Cohort 5 (n=6): HER2+ HR- Trastuzumab, Atezolizumab (D:3) Patient Time-point Tumor TILs CelTIL R R —_— i
- Cellularity e e P e . et
- AX353 Screening 60 20 27.6 gl — i N T |
(Cohort 3) 8 ?%o: %100_ §1§o
Biopsy 2 bay >0 0 o4 Bl e L |
OEVE) Surgery 60 30 33.8 " soetane oA Ts sundeny 150;_ SoREENNG DA s sumveny 10 SoREENNG DA Ts sumbeny
TV482 Screening 50 5 22.0 o | Famo] 7 S For
: : : : (Cohort2) psy 3 40 5 26.0 3 § %?gg:: \/ §
INITIAL SAFETY PHASE: the first 3 subjects enrolled in cohorts that include pelareorep Surgery 10 - 260 B e R N
and atezolizumab (2 to 5) will undergo close monitoring to evaluate safety of the FG901  Screening 40 1 235 o AX353
immune deser immune responsive combination. Once completed the treatment period of 3 patients, the recruitment will be (Conort2) pay 3 50 1 19.7 + Ve
“cold tumor” “hot tumor” -
" - - : Surgery 80 1 8.2
Figure 1. Pelareorep mechanism of action. Pelareorep selectively infects cancer cells leading to tumor cell lysis. Stopped until evaluation by the Steermg Committee. : : :
The virug also mediates anti-tgmor .immunity.by gctivating b_oth innate and adaptive immune response. We PATIENT STATUS: up to date 6 patients have been included in the
hypothesize that pelareorep mediated inflammation will boost anti-PD-L1 response. StUdy. After the safety phase (3 subjects), recruitment re-started (Figure 4
. . . - : and Table 3). There are currently 6 activated sites.
J AWARE-1 is a window opportunity study within the “Window Program” of 3 PRIMARY OBJECTIVE: t luate CelTIL _ £ 3 < of treat  of ) y
SOLTI designed to assess the biological activity of pelareorep in different BC o - 10 evaluate LelllL score intrease at 5 Weeks of treatment © oS B Soret Phose | [Cohort1] Cohert2 [ Gahort3 | Gohort4 | Cohorts
types in combination with anti-PD-L1 therapy, atezolizumab, and other BC 4 f(ellECY gcl)ECOCr)NDARY AND EXPLORATORY OBJECTIVES { \— (completsc): oy ) ; » »
. . . . . . . " ‘ ‘ ase
therapies. Primary objective is to evaluate changes in CelTIL score, a metric T _ " | e et o ‘” T ) 5 ; ;
for quantifying tumor cellularity (Cel) and tumor-infiltrating lymphocytes (TIL). - To describe safety and tolerability of the difierent drug combinations. | | ) e | X : X X
Importantly, an increase in CelTIL score has been correlated with positive - To evaluate biological changes to predict response to study drug(s), including 60 Included: 3 ZE
: : : : : : - ' - Fi 4. Patient status. : '
patient outcome in several scenarios including anti-HER2 based therapys3. breast cancer related genes and a pan(_el _of 770 iImmune re_lated genes. igure 4. Patient status Table 3: Patient status.
Positive signals from this study would provide strong evidence for further - To examine CD4 and CD8-T cell reactivity between baseline and treated samples REFERENCES.
C||n|Ca| |nvest|gat|ons a|med to Increase the pCR rate at early Settlng _ TO evaluate Whether pelarecrep Wlth dlﬂ-'erent theraples Induce different immune bIOOd ;IOCkaizis;nTgnilcﬁ/}tegéol'gg?grt D, et al. Intravenolus delivery of oncolytic reovirus t(-) brain ’-cumor p.atlents |mmunolochlcallyf prlme.s for subsec?uent checkpoint
] ] . markeI'S SUCh aS Chan eS |n erl heral bIOOd mononuclear Ce”S 2iﬁa arl?aern;;ecl)n V,arI]EaIIailzlnSLa,rE:eel:t iz,set erlcl).uA rand.om|%edrepahsasealrllit:dye(;fv;/eeaekly paf;llta>:<el W-Ith .or without pelareorep in patients with metastatic breast cancer:
D ThlS StUdy was approved by the Spar"Sh Health AUthOrlty, prOtOCOI number ’ g p p ];3 | NuI)cI:ifor(.)Tg., Padscua(I:,.T.,.Co-Il;tés!, f LI(?rrI:t\)l;)rt?éissBac, IA:[.,CFasaniI,:{l'\’..:TParé,zl?.T?.?GIS-|70I49835d§,3E. (2.018).Apredictive model of pathologic response based on
201 8_003345_42 (NCTO41 0261 8) :‘titr;gr//gzlil.l:)lg/lgyoil})%é;lar?]?]glnn;llr:gzg%lymphocytes (CelTIL) in HER2-positive breast cancer treated with chemo-free dual HER2 blockade. Annals of Oncology.




