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Background Patient Characteristics Conclusions

* Immunotherapies such as PD-1 checkpoint inhibitors have revolutionized how we - - *f1: . . . .
anage Oncolony pationts. contrbuting 0 an overdll ncrenss of life oxpedtancy /~ Denileukin diftitox-cxdl (E7777) + Pembrolizumab, in patients with advanced or refractory GYN tumors,
across multiple tumors Number of Pts (ITT) N=25 was well tolerated and demonstrated promising durable efficacy, including in the prior-10 setting
* However, responses by single-agent checkpoint inhibitors remain limited, due to Median age (range) 64y (43, 88)
the complexities of the tumor microenvironment and dynamic immune system.
Sex 96% female o ' -1 Iinhibiti : ' '
. Denileukin diftitox-cxdl (E7777 or LYMPHIR) is an IL-2 receptordirected 0 Treg depletlc?n by E7777 plus PD-1inhibition by Pem was overall well tolerated; there was one reversible DLT, no new safety signals or
immunotoxin indicated for the treatment adult patients with relapsed or refractory Race 88% white unexpected IrAEs were reported
cutaneous T-cell lymphoma (CTCL) after at least one prior systemic therapy Prior therapies, median (range) 5(1-14) * mPFS of 20.5 mo (6.5. -NA) was demonstrated for the 10 pts (48%) who achieved a clinical benefit in this heavily pre-treated population
Pts with prior anti-PD-1/L1 14 pts » Given the lack of effective salvage treatments for these patients, in particular in those that have failed prior immune-checkpoint inhibition, the
Denileukin diftitox-cxdl (E7777) is an engineered IL-2-diphtheria toxin fusion protein with Endometrial 40% \ novel combination of denileukin diftitox-cxdl plus pembrolizumab provides a potential viable therapeutic option. /
two proposed mechanisms of action through IL-2 receptor targeting
Histology %  Ovarian 36%
E7777 binds to the IL-2 receptor, internalizes, E7777 transiently eliminates immunosuppressive o .
and exerts cytotoxic activity to tumor cells directly? Treg cells, unleashing potent host immune Other 24% ReSUItS: Responses & Cllnlcal BEHEflt
2
responses Stage | 28%
Stage at Stage Il 4 % - .o ] . . o _
Diagnosis | Stagell 24% Duration of Treatment and Individual Response: mPFES for Denileukin Diftitox-cxdl + Pembrolizumab
Stage IV 44 % Denileukin Diftitox-cxdl (E7777) + Pembrolizumab Evaluable Patients (n=21)
'““} o DL1 4 pts Endometrial Cancer
ptoptisea o gz;z tl)_ivel DL2 2 pts o-oLt{ A [ ~ Al T CRPRIERGs = D
1 o i o ooue] & I > 100. .
(Treg Depletion) (DL) DL4 13 ot oo A BN > Group: Median (95% CI)
Pts ooz [ = CR/PR/SD6M+: 20.5 (6.5, NA)
Sl g 41155 (22,
* Published data demonstrated that the combination of E7777 (transient Treg o-oL3 N> = | A LR
depletion) + anti-PD-1therapy resulted in synergistic activity in murine models.> - :g:gtj: = o
i A Partial R LC 0.50-
* In this study , we explore the combination of two distinct immunomodulatory Safety: Reported AdVerse Events § 5 oDk e X . Pf;;'fessfosﬁonse c
agents (pembrolizumab and E7777) to determine their safety and tolerability in % 2. Ovarian Cancer % Death 3 |
patients with recurrent or advanced solid tumors (focused on gynecologic d t D4 A > S 0.25- _ll_ | L
Safety Summary: E7777 + Pem s orz{ e > o
neoplasms). N
N & 1 e X
Of the 24/25 pts evaluable for DLTs, only 1 case of L) c“> pre{ e . E7777 + Pem 0.00- _l
DLTs reversible Gr 3 capillary leak syndrome (CLS) was = oot ERETX . Pem maint 0 10 20 30 40
seen at DL4, related to symptoms of dyspnea and o2 I " Follow-up Months from start of treatment
edema o-oLoy I Number at risk
Methodology —
A total of 16 serious adverse events (7 pts total) il Rl CR/PR/SDQII 21 7 5 1 0
were associated with the E7777 + Pem treatment at ot | & S— > ] 19 7 : : .
SAEs - o314 I —— L > . > >
| DL4 (no Gr 4) These included Gl related AEs 10-DL4 - _9 0 10 20 30 40
Phase | Study Design Endpoints (nausea, vomiting, and abdominal pain) ooLs K Months from start of treatment
Patients with Recurrent of Pem 200mg IV, Day 1 [’;‘;‘;:t;y& - MTD Maximum tolerated dose was not achieved DL4q  [OX | | | |
Advanced Metastatic Solid Tumors Haintenance - Euglly RP2D Requires translational data assessment ° 10 *0 % 0
+  Measurable disease ‘ ‘ 21-day Cycle Pem after 8 « Translational Months since start of treatment
: E?OC? o cycles Sg;%ﬂ(i?glsm)  AEs Limited immune-related AEs (= Gr 3) have been
e =1 prior lines of thera . : . . . . : : . . . _ . . . .
. Adepquate organ functi%yn FDZZZZ!CEQE?YGS; jli kg - DOR documented with this novel combination |0 = designates patients who had received prior anti-PD-1/L1; DL = dose levels e The Kaplan—Meler median progressmn—free survival (mPFS) was 5.8 mo (22, NA)
B "PrS Anemia 84% of patients experienced Gr 1-2 anemia . for the 21 evaluable pts
* ORR = 24%, from 21 evaluable pts across different tumors (5 PRs).
. . . . *  mPFS of 20.5 mo (6.5, NA) was seen for the 10 pts (48%) who achieved a clinical
* Pts with endometrial cancer that had prior IO exposure experienced a 33% ORR benefit
o (including 1 pt with a > 3y response).
This is an open-label phase I/1l study (NCT05200559), investigating the safety and efficacy AEs by dose level (any attribution) DL1 DL2 DLs Dl4 Total , . , « 5 patients had a PFS of > 20 months including 1 patient with > 30 months PFS
Total #pts that experienced at leastone AE 4 2 6 13 25 * 10 (48%) of evaluable pts achieved a clinical benefit (CR, PR or SD = 6 mo).

of a combined regimen of the immune-checkpoint inhibitor pembrolizumab (Pem) with the
Total #pts that experienced at leastone SAE 2 0 4 11 17

T-regulatory cell depleting agent denileukin diftitox-cxdl (provided by Citius Oncology, Inc). L " . , & 13 oE * median DOR - only 1of the 5 PRs had progressed at time of analysis, therefore, the
The TITE-CRM method of dose assignment will be used, which will improve the quality of otal#pts atris

mDOR has not been reached. The current duration of response times (time since PR
the assessment of potential toxicities better than the 3+3 method, and facilitate the was achieved) is 4.2-35 months with a median of 21.1 months. . .
evaluation of efficacy. Future Directions

~ ' ' - ' ' ' - - E7777 + Pem Tumor Changes in Evaluable Patients : : : : :
Patients diagnosed with recurrent or metastatic solid tumors in the 2L+ setting will receive Most Common Adverse Event TRAE (SAES) g Doselevels Grade g « Aphase Il expansion study is planned to test the benefit of this E7777 + Pem in
E7777 given in 4 dose levels (DL) (iv 3-12 mcg/kg day 1-3) combined with pembrolizumab (iv (AU grades = 10 pts) Total DL1-3 DL4  Gr3 GCr4 : : : :
g ; ; v 8| g ; ﬁ’ o . P - ; i o Hypoalbuminemia’ 2 o 3 0 o I o [ oz [ o [ o different GYN tumors and settings (e.g. less heavily pre-treated or prior-10).
200 mg day 1) on a 21-day cycle for 8 cycles followed by maintenance pembrolizuma Fatigue 19 Nausea 5 0 5 o 0
monotherapy. Dose limiting toxicities (DLT) were measured during cycle 1 (21 days) using Chills 17 Vomiting 2 0o 2 2 0 2 * Given the lack of therapeutic options for endometrial cancer patients after
S r : r : L Hypoalbuminemia 15 Abdominal pain 1 0 1 1 0 D : e el e : : ,
CTCAE V5 criteria. Efficacy in terms of ORR were measured using RECIST 1.1 criteria. . Acute kidnev iniur 1 0 1 1 0 @ 2 immune-checkpoint inhibition therapy, we seek to explore this regimen’s early
Hypokalemia 15 y Injury e R N r N r | E7777
. m PD SD SD SD SD PR PR PR PR PR eSpO SeS We e See aC OSS a o . . . .
Hypomagnesemia 15 Bronchospasm 1 0 1 1 0 c [ | h |
- : " : L Hyponatremia 15 Diarrhea 1 0 1 10 S oo roopo o e ro o oo EI DLs, with the more pronounced signal in this patient population
Participants will be treated until disease progression or unacceptable toxicities and/or DLTs. Avorexia 2 Dyspnea ] 0 ] 10 < st Response ’
RECIST v1.1 M o . o o . .
Diarrhea 14 Generalized edema 1 0 1 1 0 £ changes from baseline observed at * Ongoing translational studies are exploring the impact of this therapy on Tregs,
. : C C . Gen. muscle weakness 1 0 1 1 0 s : . . . .
Safety will be evaluated in terms of dose-limiting toxicities and the frequency and severity of 'C'yar:;flzcyte Court decrensed 1;‘ Hallucinations : o 1 T o S = DL4. No responses were reported in 8 host immuno-effector cells, and tumor microenvironment (TME); these studies
immune and non-immune mediated treatment-emergent adverse events (TEAEs). Hyperglycemia 12 Hyponatremia 1 0 1 1.0 ; stage IV pts. may indicate possible biomarkers or other factors that may be associated with
Vomiting 19 Total 16 0 16 13 0 m . d ff h b d . h | d h d
Alkaline phosphatase increased y « All events were grade 2 Increased efficacy that can be tested in the planned Phase |l study.
Blood LDH increased 11 1001

015 003 025 017 006 024 018 012 004 021 008 022 005 010 023 019 007 001 013 014

References: 1. LYMPHIR, Prescribing Information, Citius Pharma, Inc 2024; 2. Lansigan, F., et al. Cancer Manag Res, 2010. 2: p. Terms and abbreviations (alphabetical): AE (Adverse Event), Clinical benefit (Pts who achieved a CR, PR or durable stable disease of 26 mo), DL (Dose x Acknowledgements: E7777 (LYM P|—||R) and financial support provided by;

53-9.; 3. Kaminetzky, D. and K.B. Hymes, Biologics, 2008. 2(4): p. 717-24.; 4Tsuneoka M, et al., J Biol Chem, 1993. 268(35): p. Level), DLT (Dose Limiting Toxicities), IO (immuno-oncology treatment), irAEs (immune-related adverse events), TRAE (treatment-related adverse event) Citius Oncolo Inc
26461-5.; 5. Schuster M, et al., Scientific Reports, 2017. 7(1): p. 613; 6. Maiden, H., el al. Frontiers in Immunology, 2023 ITT (intent to treat), PR (partial response, documented following 3™ cycle of combination Tx), ORR (overall response rate), Patients (pts), PR (partial response) e ) = u 8Y; .
PD (progression of disease), SD (stable disease), SD6 (stable disease =6 mo), PFS (progression-free survival) Pl 11 Commerce Dr, 18t FL, Cranford, NJ 07016




	Slide Number 1

