Safety and tolerability of CRX100, an NKT cell therapy combined with tumor-specific oncolytic vaccinia virus

among patients with recurrent, platinum-resistant ovarian cancer
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INTRODUCTION SAFETY AND TOLERABILITY SURVIVIAL

. . ) . ) ) ) ) ) Five patients remain alive between 1 and 36 months after cell transfer (CRX100 infusion), while two patients succumbed to
To date, seven heavily pretreated patients with recurrent, platinum resistant ovarian cancer have been treated with CRX100. Ex vivo generation of progressive disease

CRX100 is an adoptive Natural Killer-Like T (NKT) cell therapy combined with vaccinia (wDD), an oncolytic virus. wDD is a Western i : o o .
CD3+CD56+ NK-T cells was successful in all patients. No dose limiting toxicities have been observed. The most common AE was mild fever at 6-12 hours CRX100-001 Phase 1 Clinical Trial Swimmer Plot

Reserve (WR) strain of vaccinia virus (VACV) that is genetically modified with a deletion of viral thymidine kinase (TK) and growth factor

genes, and hence does not replicate in normal cells. In contrast, tumor cells express sufficient levels of TK and provide oncogenic after infusion. PG MusavDaels)
signaling for viral replication and lytic activity of wDD. In preclinical studies using mouse ovarian cancer models, CRX100 eradicated Table 3: Related AEs for Ovarian Cancer Patients Table 4: ECOG Performance Assessments During Treatment nesv S NS Al o
tumor cells and induced an adaptive immune response. Patient Action taken Outcome SAE Start Date ConMed Ongoing? Grade Expected Patient Treatment Day Assessment Performed?  Date of Assessment  Status
with CRX100? Date End Crmem 1 101016 (OV) ol .
| 101-005 | Fever NA Resolved  No  6/9/21  6/9/21 Yes No 1 Yes mffﬁmlm I: %211 ‘: Doss Level: 5 o >
| 101005 | Situational anxiety NA Resolved  No  6/15/21 6/15/21 No No 1 Yes Day 7 Yes 6/15/21 1
Fever No Change Resobved  Yes B/11/21 8/11/21  Yes No 1 Yes Day 1A Yes 6122721 ! WLTOV e [T
101-007 headache NA Resolved  No  8/11/21 8/11/21 Yes No 1 Yes ua::::ism :“-" m‘ : Dosa Levek: 5
101-007 Abdominal pain No Change Resoved  No  8/11/21 81121 Mo No 1 Yes : . = '
oo G B s e e " - R el GOED e
Fever NA Resolved  No  10/22/22 10/22{22 Yes No 1 Yes Tz by 14 - i ~
| 101-016 | Fever No Change Resolved  No  4/7/23  4/8/23 Yes No 1 Yes _ﬂ’ Day 21 os $123/31 1 104024 (OV) OhDeE0ES [ Y
FLTEIUN cytokine release syndrome (CRS)  No Change Resolved  No  4/7/23  4/8/23 Yes No 1 Yes T"E',)::ﬁ:;m o :';:",j,'ii s Dose Levat: 5
101-016 Chills/ Rigors NA Resolved  No  4/7/23  4/7/23 Yes No 1 Yes Day 1 Pre-infusion Yes 8/11/21 0
T nge [s] N
Rigors No Change Resolved  No  B/30/23 8/30/23 Yes No 1 Yes g::: :: m: :
103-021 Headaches - intermittent No Change NotResolved Mo  8/30/23  NA No Yes 1 Yes. Day 28 | EOT Yes 9f7/21 0 03028 o—— B
103-021 Fever - intermittent NoChange  NotResolved No 8/31/23  NA Yes Yes 1 Yes Encoliment Yes 9/14f22 0 Dose Level: %
ITERTEM  Redness - left side of neck No Change Resolved  No  8/31/23  9/1/23 No No 1 Yes Day 1 Pre-Infusion Yes 10/21/22 0
Fever No Change Resolving  No  11/8/23 11/12/23 Yes No 1 No Day 7 Yes 10/27/22 1
Feur_ NA Resolved  Yes  12/5/23 12/8/23 = No 2 Yes :w;: E :ﬁ:fz ‘; NI LA N B B B I L B L B B B e
TRIAL DESIGN S N B B e e e e ey AT S - o - 0 8 16 24 32 40 48 56 64 72 80 88 96 104 112 120 128 136 144
L Enrollment Yes 3/1/23 [ - 3
101-024 Tachycardia NA Resolved  Yes 12/6/23 12/7/23 Yes No 7z Yes
Our ongoing phase 1 clinical trial (NCT04282044) began in January 2021 and has enrolled 16 patients with various solid tumors, o ST S 7o 52 7 - ; - ST e Ao F Weeics from First Infusion
including seven ovarian cancer patients, seven colorectal cancer patients and two triple negative breast cancer patients. Enrolled chills Nochame  fehed Mo 2t 4 Mo No 1 Yes eyt o e 5 M On Study After First Treatment ® iSD @ Decaased
l[ﬂﬂg Nausea No Resol No 4 4 No No 1 Yes
subjects underwent leukapheresis to enable the ex vivo generation of autologous cytokine induced killer (CIK) cells, where peripheral . " . . ‘ e Yo e 1 W On Study after Second Treatment iUPD
blood mononuclear cells (PBMCs) are expanded with interferon-y (IFN-y) and anti-CD3 antibody (OKT-3) followed by activation with Tgble 3" listed above are the rellated AEs for the ovarian cancer patients in the O — = —— B _ & Living
interleukin-2 (IL-2), which results in the enrichment of CD3+CD56+ cells (NKT cells). Approximately twenty-one (21) days after chmcalltrlal. The most common AE is a Grade 1 fever. There was iny one Grade 3 AE. % Dwuz.::tm ves ﬁﬁ: o | Off Study A iCPD
apheresis, a target dose of 3E9 (range 2-5E9) CIK cells were combined with a specified dose of wDD. 3E7, 1E8, 3E8, 1E9, and 3E9 Only Six AEs were deemed SAEs and none of those SAEs required changes to the ———— — o - CYTOKINES
pfu/infusion were used to infect CIK cells 24 hours prior to iv. cell transfer into patients. The cell transfer did not require prior CRX100 dosing. . . o e = rr g
lymphodepletion. Following infusion, subjects were evaluated for adverse events (AEs) for 28 days. Four subjects, two ovarian cancer Table 4: Status levels - 0 - Fully active, able to carry on all pre-disease activities e = T . Serum IFNy levels increased on treatment. These observations suggest that CRX100 might induce an inflammatory tumor
patients and two CRC patients, had a second infusion based on safety, tolerability, and response of their first treatment cycle. without restriction. 1 - Restricted in physically strenuous activity but ambulatory and — b ot : microenvironment  leading to delayed anti-tumor responses and possible improved activity of subsequent
able to carry out work of a light or sedentary nature. For example, light housework, Day21 Yes 23 1 immunotherapies.
b e B e B Macainictia office work. 2 - Ambulatory and capable of all self-care but unable to carry out any bwras/ €07 No e .
SURER e b o " Tumor Selective Effect due to Conditional Viral Replication work activities. Up and about more than 50% of waking hours. 3 - Capable of only e e - e ’ A Figure  Description: |-
Patient or donor B limited self-care, confined to bed or chair 50% or more of waking hours. Dverier cancen paliarts gamma is a major pro-
Paripheral blood onrichment s cvivatod = ——— inflammatory cytokine with
— S IMHLESION
: i nown anti-proliferative an
% e Wi 0D RESPONSE o = Postinksion k ti-proliferative and
. ) . . , , , ) , B Day2i pro-apoptotic  effects  on
' One patient who received two infusions three months apart at a dose of 1E8 PFU wDD combined with 2-5E9 NK-T cells since CT imaging showed stable - [0 Red border indicates resultwas <226 pgimL (LoD) cancer cells. IL-8 is a pro-
“::ﬂ.;;:': \ 1 disease after the first dose by iRECIST. 26 weeks following the second CRX100 treatment, the CA125 serum marker level decreased significantly from t Sampie was not tasted angiogenic chemokine
::::;u:éonﬁp:r— ho pc'tio_n‘t:ﬂ NormalCell ... N 5 » 20,435 U/ml to 11,538 U/ml with reduced tumor burden by imaging, The patients’ follow up treatment using an experimental antibody drug conjugate 35+ oroposed as a prognostic
ted CIK cells urs prior to With wDD - W ™ Cell is spared . . . . . .
infusion targeting CD25 on Treg cells combined with pembrolizumab induced a further decrease in CA125 to 296 U/ml. o biomarker in ovarian cancer.
0 0 b} IFN-gamma and IL-8 levels in
: 8
Sty of ERA108 bn Patiarits dvanced Solid Tumors: € gow Kensifiar: A) Patlent 101 -005 Dose Level 2 (1X10 PFU) é 254 serum were measured in
&1 o CRX100 in Patiervis With Advancsd Solid Tumens: ClinkalTrials govisentilior: RCTO4282044 Thorme SH, in RS, Contag CH. Synergistic antitumor effects of immune cell-viral biother: Sclence. 2006 Mar 2411157817804 - = . . . .
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£ 17500 ! - = 10+ Al patients tested, except
Patients have progressive disease and have failed standard of care in the indications: ovarian cancer, triple negative breast 5 i | 100 § 101-016, experienced  an
cancer, gastric cancer, colorectal carcinoma (CRC), hepatocellular carcinoma, or osteosarcoma. 5 15000 — i o 5 increase in serum IFN-gamma
. ) ) - 12500_' 80 "“““""”"“‘*"'"2'25”"1;} il e N e H | il . arlar levels 3 hours after infusion
Table 1: Patient Demographics Table 2: Prior Treatments < i i € : .y £ é A g & 3 with  CRX100 which then
S 10000 . (g0 & : ¢ ¢ &t oz & % ¢ deciined by day 21 post
BUEZEN F o NotHispanic or Latino White Ovarian fsiaplas o 2 7 | L = = IL-8 . infusion. Only patient 101-005
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; iati v - | L serum IFN-gamma and lower
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m F Hispanic or Latino White Ovarian 9 Fhemoihera = W m 2500 - : —20 B Post-infusion .
py, Radiation, Surgery 2023-06-27 1 296 | 250 - 21 compa red to their pre-
m F Hispanic or Latino Not reported Ovarian 7 Chmotherapy, Procedure, Surgery 2023-06-20 7 | Day infusion baseline. IL-8 and
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. . 200 inversely correlated for all
CRX100 POTENCY Weeks from First Infusion patients except 101-016 and
: | . == i
Figure Description: Following ~®- Tumor Burden -#- Biomarker CA-125 1 Infusion 3 103-021.2. Patients 101-005
L. . . . : E) 1504 and 103-021 received two
in vitro Potency of each Ovarian Patient CRX100 against OVCAR3 manUfaitL:r'ns OEf ERM ?Cor SamF'?S B) Ovarian Cancer Patient Biomarker (CA-125) in Weeks Post Infusion Q) Ovarian Cancer Patient Tumor Burden in Weeks Post Infusion 1 = CRX100 infusions and
i are sent to BioEclipse for analysis = . . .
cells at an Effector to Target Ratio of 0.25 Compared to o pse I¢ Y 9000 T————— 220 o . . achieved stable disease while
DD t killi t 0.1 and 0.5 E:T Rati of tumor killing potential in OVCAR3 gogp-| reinfusion jrrediniusio First Infusion : .
v umor killing at 0.1 and 0.0 E: o T ] 200 i on study. Following their
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90 w4 98 sos e Potency A . . 7000 180 second infusion, patient 101-
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s g & 8 % 32 & T 3 = = theirCRX100 from their second —+ 101-007 - Dose Level 3 —— 103-021 - Dose Level 5 ' Fist Insion = 101-005 - Dose Level 2 101016 - Dose Level 5 —e- 103-026 - Dose Level 5
E' 3’ 2 2 2 @ «9'1 2 2 W o apheresis.  CRC  patients ~ who - 101-011-Dose Level 5  -=- 101-024 - Dose level 5 Ij Second Infusion — 101-007 - Dose Level 3 —— 103-021 - Dose Level 5 ! First Infusion This is the first in human trial using adoptive NK-T cell transfer combined with an oncolytic vaccinia virus. The treatment
- T - 9 g received two doses also had an 101-016 - Dose Level 5 - 103-026 - Dose level 5 -6~ 101-011-Dose Level 5 -=- 101-024 - Dose level 5 [ second Infusion with CRX100 was well tolerated and induced both clinical and immunological responses in patients with recurrent
i in tumor killing (data not ati ' ' Based linical ob i d lational d lv developi
E Increase n . L _ _ . _ platinum resistant ovarian cancer. Based on our clinical observations and translational data, we are currently developing
N R0 o ot 10 . shown). Patient 101-005's sample FlgurefDescrllptllon.hA) 101-005 im]:narkerfand tumor burdetr; dzta brokﬁn outintoa sehparate grapf;. ?) CA—12f5 biomarker Ielvels for OV patients p;e and an expansion protocol that will include lymphodepletion prior to CRX100 treatment, and immune checkpoint inhibition
* Sample cond dose r patien -005 was received after ; ; T i i i i ion. i i i i ion. ~ pati R - . . . ) . .
0 MoAT b NNt SN CONISons, DORERARY TG ¥oa LATIGr was compromised d.u.mg S.h|pp|r]g ggzt |n|ush|on eve s Sf oyvn |(rjw weeks from infusion. C) Tumor burden in all OV patients shown in weeks from infusion. Currently, patient 101-024 and 103 to amplify anti-tumor cellular immune responses in the tumor microenvironment.
killing of the sample. so the tumor Kkilling is not only have pre-infusion data.
confirmed  for  their  second
apheresis CRX100.
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