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Background: Reovirus activity: Kras mutant vs WT Baseline Characteristics Pharmacodynamic Analysis PFS and OS of all patients and at RPTD
KRAS mutation is a biomarker of exclusion of anti-EGFR
Pre Reovirus Post Reovirus

agents in patients with mCRC, who have limited options 100 Sox - . o
once they progress on oxaliplatin and w_motecgn-pased HCT116 CRC isogenic cell lines Male 13 (36%) PD-L1 expression —— PFS (all patients, median 22.2 wk)
regimens. Reovirus is a naturally occurring, ubiquitous, 80 - Female 23 (64%) R

non-enveloped double stranded RNA VIrus Age (years: mean, range) 57 (31-77)
that  selectively  replicates in  tumor  cells £ 60- Ethnicity i
harboring KRAS mutations. Reovirus is synergistic with E 40 i::ﬁ: E Egnﬂ
iIrinotecan (IRI1) in in vitro and in vivo models. Kras Mutant, Gl 50 = 2.08 MOI Hispanic 4 (11%)

Kras WT, Gl 50 = 3.37 MOI Asian 1 (3%)

Methods: ECOG Performance
. ; ' . Status

This was a phase | dose escalation study of 3 4 5 6 5 3 (8%)
FOLFIRI/B and Reo to determine maximum tolerated Dose (MOI) ] 32 (89%) o
dose (MTD) and recommended phase two dose (RPTD). 2 1 (3%) Time in days
Eligible pts were adults Prior treatment Electron Microscopy (Post reovirus)

with oxaliplatin refractory KRAS- Surgery 32 (89%) S— T ——

mutant mCRC BOth! IRI (150_180 mg/mZ) and REOVirUS ’ Reovirus Irinotecan xenograft study ::E-IE?IZILEJ::E 13 Eg;-:;iji — . A / ' : \ -~ = - : -
(1X1010 TC|D5O to 3x101° TC|D50) were | Chemotherapy 36 (100%) N G g ~ £ ; Q @NGLU$JQN$
escalated. Reovirus was given intravenously over 1 FOLFIRI 13 (37%) E | Yor g

hour on days 1-5 every 4 weeks (wk). FOLFIRI/B was ] ]
delivered every 2 wk as per standard : | T 4 tmmunogold

Total = 36

75 BW T

—— PFS (RPTD, median 65.6 wk)

Percent survival

: Gan Reovirus Is safe and well tolerated In
protocol. Pharmacokinetics (PK), on study tumor | Summary of Toxicities - /3:2'35333 e N 258 combination with FOLFIRI and Bevacizumab.
biopsies, and immune response was studied. : T 1 | a

Y ctive viral factories y : .
1 L : Empty viral factories causin g
cellular disintegration

n_3 10nm gold against viral capsid protein o 1

Results: | {1 s — e Reovirus administration is marked by

36 pts enrolled; 23 females (64%), median age 63 ” = A : = . FACS ana|ysis of i mmune markers from PBMC activation of CytOtOXiC T cells and maturation
years, FOLFIRI naive (24) and pre-treated (12). At the i ﬁ"“-‘"""j _ of dendritic cells.

highest dose of 180 mg/m? of IRI, among FOLFIRI N:zf;?::;n 2 30- -30
pretreated pts, 2 had dose-limiting toxicity (DLT) in cycle Leukocytopenia 1 o CD123 +
1; one suffered from grade 4 thrombocytopenia, and Thrombocytopenia The combination Is active and warrants
another developed febrile neutropenia and urosepsis. IFE‘“EUEMNR further testing.

However, in FOLFIRI naive patients, none/6 had a . - —
DLT. Common (>10%) toxicities included neutropenia, VIENIFIODS ::Eokaremia
anemia, thrombocytopenia, fatigue, and diarrhea. One Hyperglycemia Electron microscopy reveals loss of cellular

- : : Diarrhea 2 - . - - :
Eflgtlheensttdleclmc();;v?c(l:ljj;e rendacl)sfeallurec.)fTheFl\gll'_IID:Iszvl?s ths o Integrity, and viral factories, possibly

(180mg/m? IRI) and reovirus (3x10%° TCIDy), and is the Standard phase | dose escalation i:;t;}l::nal Failure - 163 269 36.;. 4nn|:| SuggeS’Fir_lg a novel method of viral mediated
RPTD. At this dose, 3 of 6 patients (50%) had a PR and Reovirus: 1X10%° - 3X10%° TCIDg, Nausea Z Hours from first reovirus dose cytotoxicity.
the median progression free survival (PFS) and overall FOERIRIE Standard of Care Mucosit
survival (OS) were 65.6 weeks and Y o ' ' : :

107.5 weeks, respectively. There was no PK interaction Administration Reovirus: Days 1-5 every 28 days (1 Cycle) E:E;:L:ummem'a FACS analysis: One patient response, multiple cycles ReOV”US ey be considered an
noted. Immunogold staining against viral capsid RONAIRESIEIEE GG E 0 ATTS o CDE CD70 nos Immunotherapeutic agent  for  further
protein o demonstrated viral “homing” in the tumor ey e : - CD123 i development
cells. Flow cytometry revealed rapid dendritic cell [ Reovirus: 1 hr IV infusion =

maturation with subsequent activation of cytotoxic T FOLFIRI: Standard Administration

cells.
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Conclusions: Mean SD Mean SD
The combination of reovirus with FOLFIRI/B CT Scan CT Scan at 0,8,16,24,32,40,48,56,68,80... weeks — o195 | 12901 om | 5473

Is safe, and well tolerated. The PFS and OS is superior SN-38 400 | 405 313 | 213

: : . : . HbsAa/HIV Neagative 5-FU 130,048 | 286,864 155,344 | 273,560 . . .
to historic data and this combination deserves further 9 9 Clearance | Irinotecan 23 13 25 13

exp loration SN-38 1,251 651 1,402 815 20 40 60 80 100
' 5-FU 15 10 18 21 Days from first reovirus dose




