d
@
@
5
> 3
O
<< o
@

OVATION 2 Topline

Results In
Ovarian

1

PAGE

\ © 2024 IMUNON, Inc.

Announced on July 30, 2024

IMUNON

e

<Y



Product Pipeline of DNA-based Transformative Medicines

Newly Diagnosed
IL-12 (OVATION 1) Advanced Ovarian IMNN-001 complete
Cancer

Newly Diagnosed
IL-12 (OVATION 2) Advanced Ovarian IMNN-001 top line readout July 2024
Cancer
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IL-12 IP in combination BREAK Seeg,
. . THROUGH...:.

with Avastin* Advanced Ovarian IMNN-001 enrolling CANCER %%
Cancer
Newly Diagnosed

IL-12 (OVATION 3) Advanced Ovarian IMNN-001 Expected to begin Q1 2025
Cancer

SARS-CoV-2 Clinical COVID-19

Proof-of-Concept Seasonal Vaccine HANOEUE
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OVATION-2: A Phase I/Il Study of the Safety and Efficacy of Intraperitoneal IMNN-001
in Combination with Neoadjuvant Chemotherapy (NACT) of Paclitaxel and Carboplatin
in Patients Newly Diagnosed with Advanced Epithelial Ovarian Cancer (EOC)

To Determine Safety & Efficacy With NACT in Stage Ill/IV Patients

' 1: 1 Randomization
Added Control Arm to
OVATION 2 Q
<) J— .
Newly Diagnosed Neoadjuvant Chemotherapy Interval Debulking Adjuvant Cffmo'rherqpy
Ovarian Cancer (NAC) + Surgery 0 " les of
Tissue Collection 8 weekly cycles of IMNN-001 Tissue Collection WIeI\?\NI):lfg),S ]es ©
Ovarian Cancer Patients Primary Endpoint Secondary Endpoints
(FIGO IIC & 1V)
Up to 110 patients * Safety *  Overall Survival Additional Treatment
. ion- i . h th R Regi . OVATION
14 patients in Phase | Run-in Progression-free Survival (PFS) C enjo ercpy. esponse eng:? \Irs:3 :
(100 mg,/m2); *  After 80 PFS events or at least *  Surgical Resection Scores rial Design
U 96 . - Ph I 16 months, whichever is longer (RO, R1, R2)
pto patients in Fhase * Biological Response Continue IMNN-001 treatment
Randomized 1:1 following surgery
NACT +/- IMNN-001 (Maintenance Therapy)
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OVATION 2 Summary

If results are replicated in Phase 3, we believe IMNN-001 will be approved as first-line
treatment for ovarian cancer and will change the standard of care

* Ovation 2 is the only trial in Ovarian Cancer that has demonstrated a benefit in overall survival.

* An 11-month improvement in Overall Survival by IMNN-OOT1 in intent-to-treat (ITT) population
* A clinically meaningful improvement in a difficult to treat disease
* A 15.7-month improvement in OS by IMNN-001 in patients receiving at least 20% of protocol-specified
treatments in both arms (21% ITT population)
* Demonstrating greater benefit achieved with higher drug exposure
* The potential for an exceptionally remarkable improvement in the OS benefit by IMNN-00T1 in patients exposed
to standard of care PARP inhibitor therapy (38% of ITT population)
* IMNN-001 treatment also improved progression-free survival (PFS) in intent to treat population (ITT)
* Benefits in PFS are qualitatively consistent with the OS data
* Consistent with OS improvement, similar PFS improvement was seen in patients receiving at least 20% of

protocol-specified treatments, along with Evidence of a PFS improvement in first line PARP inhibitor therapy
(11.7-month improvement in Median PFS)
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Safety Summary of Adverse Events
IMNN-001 was Well-tolerated and Acceptable Toxicity Profile

Key observations:

* IMNN-001 was well tolerated, with a highly acceptable benefit/risk profile

Cytokine Release Syndrome did not occur with IMNN-001 treatment

Most common Adverse Events:
* abdominal pain, nausea, vomiting

* Significant improvement in control of abdominal pain when an instituted recommendation for a regimen
of pain meds

Adverse Event Sampling

* Observed higher numbers of Hematological AE’s due to higher sampling frequency in IMNN-001 arm

Infections related to port mediated with subdural catheter
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OVATION 2 Topline Data Readout

Median time to event, Hazard Ratio,
Experimental vs Control Experimental vs Control
(months)
Overall Survival ITT (n=112) 40.5 vs 29.4 0.74 (0.42; 1.30) p=Ns
d dpoi
{secondary endpoint) >20% of protocol-specified 45.1 vs 29.4 0.64 (0.35; 1.19) p=NS
treatments in both arms (n=102)
PARP-treated patients (n=43) NE vs 37.1 0.41 (0.13; 1.28) p=Ns
Progression- ITT (n=112) 149vs 11.9 0.79 (0.51; 1.23) p=Ns
Fr_ee Survwa_l >20% of protocol-specified 14.6 vs 11.9 0.76 (0.48; 1.22) p=Ns
(primary endpoint) .
treatments in both arms (n=102)
PARP-treated patients (n=31) 33.8vs 22.1 0.80(0.31; 2.12) p=Ns

NACT neoadjuvant chemotherapy, NE not evaluable, p=NS p-value not significant
OVATION 2 treatment arms Experimental: IMNN-001 + NACT; Control: NACT
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OVATION | Study Translational Data Sampling

Marked Dose-Dependent Increase in Anti-Cancer Cytokine Levels Increase in Dendritic and T, Cells
HA. _ 14.0 - —
“ Interleukin-12 o Interferon-y s B Myeloid Dendritic Cells
n 25 = 60 - " M Effector Memory T Cells
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GEN-1 Dose (mg/m2) GEN-1 Dose (mg/m2) Pretreatment Post-treatment
i Unosu ive Bi i in Tu
Decrease in Immunos ressive Biomarkers Increase in CD8+ /CD4+ in Tumor
0% 4.0
10% 3.5 CD8+/CD4+
b 20% 3.0
o 30% 2'5
g 40% ]'2
I_ 50% 1.0
60% 0.5
70% 0.0 !
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90%
100%,
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Increases in cytokine levels shows GEN-1’s activity; Low cytokine blood levels underpin the safety profile of GEN-1

Increase in anti-cancer dendritic cells & effector memory T-cells demonstrate activation of the cellular immune system

Overall shift in tumor microenvironment to immunostimulatory
2024 IMUNON, Inc.
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OVATION 1 Study in Neoadjuvant Ovarian Cancer
Dose Dependent Biological (IL-12 & IFN-y) and Clinical Responses Demonstrate POC

Tumor response,

surgical

outcome,

pathologic
chemotherapy response score with NACT/IMNN-001 escalating doses

response,

Radiographic Total (n) Cohort 1 Cohort2 | Cohort3 | Cohort 4
Response 36 mg/m? 47 mg/m? | 61 mg/m? | 79 mg/m?
CR 2 1 0 0 1
Tumor Response | PR 10 0 3 3 4
SD 2 2 0 0 0
Obijective Response Rate 67% 100%
RO 9 2 0 2 5
Surgical Resection | R1 3 1 2 0 0
R2 2 0 1 1 0
RO Resection Rate 33% 88%

_ cPR 1 1 0 0 0
Pathologic Micro 8 1 2 1 4
Response

Macro 5 1 1 2 1

cPR/micro rate 60% 63%
Chemotherapy CRS 3 5 1 0 2 2
Response Score CRS 2 5 2 1 0 2
CRS 2 4 0 2 1 1

CRS 3 rate 17% 5090
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Efficacy of IMNN-0OO1, an Interleukin-12 Immune Gene Therapy, at Different Dose Frequencies
Jean D. Boyer, Subeena Sood, Jessica Kim, Majed M. Matar, Olivia Signer, Jeff Sparks, Jennifer S. Rice,
Alanna M. Smith, Nicholas Borys, Corinne Le Goff, Khursheed Anwer
Imunon Inc., Lawrenceville, NJ

Abstract i
The purpose of this study was to investigare the effecr of dosing frequency on the
antitumor activity of intraperitoneal IMNN-001, an interlevkin-12 (IL-12) immune gene
therapy in a mouse model of peritoneally disseminated ovarian concer. IMNN-001
expressing murine IL-12 was designed for this study, mIMNN-001. Three dosing regimens

The preclinical study wos conducted 1o compare once every week dosing with once
every two weeks or once every three weeks dosing. 2.5 x 102 ID8 cells were injected
intraperitoneal (IP) into 8-10 weeks C57BL/é mice. ID8 is an aggressive tumor model
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were examined for efficacy in ID& tumor-bearing mice either weekly, every 2 weeks or with shory: ife spon_ tharefors the ol % of tha was wakan o the e pose e
= = account in the study design. Treatment wlth mouse IL-12 was initioted ar day 14. 250
every 3 weeks (Table 1). Six animals from each group B, C, and D were harvested for > 3 4 4 . ry Y Y
= mg DNA was delivered IP once every week, once every rwo weeks, or once every P P P S 4 W kS o &
translational research (TR) ofter 5 weekly (3 every 2-week and 2 every 3-week) = < x: % % o Pl
A £ = 2 = three weeks. Tumor burden (animal weight) was followed along with survival. Ascites 0 o .
treatments, respectively. The remaining 4 animals in each group were followed for weight T . + + - L SHE
ehanga imor Burden) Gnd. sivival- Addin iy, TR voted. tha ek oichae T call was assessed by flow cyrtomerry for immune infiltrating cells: CD4%, CD8%, FoxP37,
JoN) ERe Yo U M CD8+/CD4*, CD8* /FoxP3.
popvulations. There was a gradual rise in tumor burden ond mortality in all treamment = i
groups with comparoble rote berween once every week and once every 2-week — m-::: e
regimens. Once every 3-week regimen had relatively higher mortality rote and higher — g pe—— j . 3 o
tumor burden. There were similar or higher increases in T-cell and B cells with reduced o st Cuesiacoms gm“ R e 3 A 5 5 3 R e
reament frequency with lesser increases in myeloid cell density with reduced treament Sagiustation e ' & R g - = ; TTT e e
~onozcrtsier -+ 3 o B
frequency. Once every 2-week dosing of IMNN-0O01 in human studies is warranted. i B N s .
%12 picavic secar caries R, ey -t v
5o1 2 gere ora alerants for =130 am P - N - P * N N M
8%e sxpremsion // // // o /I /I .
- Tl ol n'/ &g
Figure 2. IMNN-001 Formulation. IMNN-001 is formulated with a three-component Figure 4. Day 49: Increases in T-cell Populations in Ascites after
Epithelial ovarion cancer (EOC) is the fifth deadliest malignancy oamong women in the delivery system of polyethylene glycol (PEG) pofyethyleneimine (PEl) cholestercl mIMNN-001 Treatment Every 2-weaek and every 3-week treatments
United Srotes {(1). There are approximately 22,000 new cases of ovarian cancer every combined with IL-12 DNA plasmid yield similar or higher T-cell response
year and the majority, approximarely 70% of cases, aore diognosed in advanced stages Table 1
Il and IV. EOC is characterized by dissemination of tumor in the peritoneal cavity with a =
2 = = Group N Route D8 xS
high risk of recurrence (75%, stage lll ond IV) after seemingly successful surgery ond K 08 T 2 5X10° 108/ NGOT ey 000 ez
chemotherapy (2). Immunotherapy interventions are considered promising candidates for 8 10® s 2RI OB K 3 Seary 2 s 800 ]
the treatment of ovarian cancer considering the immunogenic nature of the malignancy o= z x‘o‘ /Mt 00 24 eeks ( ) 000 ']
({3). The evidence of immune activation in ovarian cancer has been demonstrated in the < 1 i~ L 2.5X D8 /miIMNN-001 Every 3 weals (2 Rx) E :‘:“
production of antibodies or antitumor T-cell lymphocytes in primary tumor, ascites, and L) 15 LLid 2.5X10°108 No mIMNN-001 Rx £
blood (4-6). Presence of tumor-infilirating cytotoxic T-cell lymphocytes has been linked to *Extrs snimals for untreated controls &5 tney may start to e eariier ,t_o’ I = S =
better prognosis while presence of immunosuppressive regulatory T cells (Tregs) has been 2if the animais survive longer than & weeks |u.ﬁo’,fznz;} y will continue per cesign and >
associated with poor prognosis in ovarian cancer (Z=9). The peritoneal cavity of patients the narves: wis be Gone in fwo STages- First Narvest an 12/08/2023, BNC 26CANG NArVes: EnEresrter Fer Survusi atas. o —
with advanced ovarian cancer contains the primary tumor environment and is an - o l
attractive targer for a regional approach to immune modulation. 4] 4000 =
- 100 — Every waek 2000 1 l i/
Interleukin 12 (IL-12) is a pluripotent cytokine associated with stimulation of innate ond £ ] — Every 2 wesks o 1 = o <3
adaptive immune response against cancer. Clinical responses to recombinant IL-12 have g 75 —— Every 3 weaks - B - 30 L
been observed in multiple cancers (10-12). IMNN-001 is a gene therapy thar produces ; — Control
_sofe and durable local levels of IL-12 1o st.imulme inn.a'e and adaptive Fompmefl!s of the - Lged I Figure 5. IL-12 and IFN-7 levels in ascites following weekdy IP infusions (at
immune system. The IMNN-001 nanoparticle comprises a DNA plasmid encoding IL-12 1 25 arrows) of mMIMNN-001 in peritoneal disseminated ID-2 ovarian tumor bearing mice
gene and a synthetic polymer facilitaring plasmid delivery {13). 5 I (Fewell, 200%)
o T T T ]

2s so 75 100 ‘Conclusion

wb“m,h:“ml Time -
ActTection, Frotfarction P
h mIMNN-001 demonstrated stimulation of the immune response in the ID8

ovarian tumor model. Of the 3 dosing regimens tested, the once every 2-
[Ty ————— A = Weekly week regimen demonstrated comparability to the weekly regimen while

°

4 Natvs CO-4+ Tcals Gre Sefeates to ™1 cra . 40 - E 2 ks
WNSNEe TTATLTe NAIRITIS, D303 ATars Imes At very weel Y = : T "
2 erdscas E o+ Every 3 Weeks showing su pernorlty to the once every .3-week regimen, paimculafly with
. 20 r e respect to mortality and tumor burden (Figure 3). Thus, exploring once every
- Conl z ® z
| Ase-rrciogmness | 2 2-week dosing of IMNN-001 in human studies is warranted.
TN of Rmcr Besd BEEY VIS Y Srecuston
v 3 oo
A } - T v v v
eascanseckamee BTN of WnruneraEarenive Tregcers Srd ° 20 40 60 80 100
Sopprandon Y 1air ratum 15 rane comoetensy Days Post Tumor Implantation REFERENCE S | Huwader Iv, SEER Cancer Redew; MO NCLA
Froen Dt pem eeser, (uvv_q- Qoraicar! Iv/‘ 2017: 7 Do Bas A, w 00 ”i Giresore £ MXJWS(I 2016 4. Forvrmr
. . . Figure 3. Survival and Tumor Growth. Mice were chollenged with 2.5X10° ID8 Celis. &7, Syoecol Gnaol 207 Ol TVE s S016- A OO JOVES O DAl 10, Ay ol 0TI T- T A £
Figure 1. Mechanism of Action of IL-12 Following establishment of tumor, mice were treated weekly, every rwo weeks or every three Somets, 2017111, Tuigsen 5, GaX Doat CHTG: 2015 12 Laval Rt Gun Cancer Ros, 2060 13, Fenet S0 Conyor

weeks with mIMNN-001. 2005
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