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Background: Exposure o N |

* IMMG60 (PORT-2) is a synthetic derivative of a-galceramide formulated into a liposome Liposomal . . . . * Atotal of 49 IMMG(_) infusions have been -admmlstered to 12 patients at doses up to 39
encapsulated IMMG60 is also referred to as PORT-2 Clinical Activity mg/m?, with a median of 5 doses per patient

« IMMBG60 is a potent agonist of invariant natural killer T-cells (iNKTs) which leads to activation of the . Single agent activity observed in select target lesions *  The MTD has not been reached
innate and adaptive immune systems, and down regulation of the suppressive tumor Pharmacokinetics
microenvironment Best change from baseline by individual target lesion *  Preliminary PK results from 1, 3 and 9 mg/m? dosing demonstrate dose proportionality in

* |In preclinical studies, IMMG60 has demonstrated monotherapy activity in PD-1 resistant models
* IMMG60 upregulates PD-L1 expression on cancer cells and may overcome resistance to anti-PD-1
antibody therapy (Figure 1)

Figure 1: IMMG60 (PORT-2) Mechanism of Action

? INKT agonist (IMM60) stimulates both the adaptive and innate immune system and corrects the TME for an anti-cancer response | IIIII IIII . . %
| i BN EEm._

both AUC and C_ ., parameters

C1ax | Actual Dose vs Dose Group AUCinf/ActuaI Dose vs Dose Group
T T T I I T

w

o

S
(33
o
oS
S

N
[l
t=}

N
o
o

[
(=}

/ Actual D
E

CM
R

Innate Imnmune System: Q ? /\ % B T 1000
+ Direct killing | 50
* Increase in PD-L1 expression | IL-12
; g otk @ 3 de-" | — Z f | | T | |
". \: \ NK cell 1 mg/m2 A jsr:g(;r:(jup 9 mg/m2 1 mg/m2 5 (fs:%r:jup 9 mg/m2
’N . LY - '. TCI% { M”“ %
R (. a co40 @ IMM60 monotherapy % SafetM
. ~ \@ Q:.:‘\\ °°4°L IFNy 6 IMMG60 + pembrolizumab % * No Dose Limiting Toxicities, related SAEs, or G3-5 related AEs have been observed
4 ‘ ® » % o 2/12(17%) patients experienced G2 related AEs of fatigue and hypertension
cancer cells N L L INKT cell canfé'r'ieus % «  Only G1 related AEs have been observed at the highest dose of IMM60
increased PD.L1 Comu N— CML @ increased PD-L1 5 s s e g e s g g P ¢ z : | * Onepatient treated with IMM60 + pembrolizumab experienced only low-grade AEs
I A % x D40 \/ \ expression 5 § 5 2 5| 8 sl 8| % 5 g = consistent with the safety profile of pembrolizumab
J,L N ¢ | Adaptive Immune System: 0 e L e e e o v e o o et e b o o e o oo e e e o v v | Table 2: Adverse Events related to IMM60 (n=12)
\ L IFNy IFN Newophll = A "Lr\f;::;it?vzr:grrlxtllgtg?:ﬁm||er (NK) cells
! RN X - increase antigen specific CD T cells Adverse Event Grade 1 Grade 2 Grade 3-5
« B Cell activation, humoral response
. MDSC \ : Immunologic memory P Cough 1 (8%) 0 0
Tumor Microenvironment: ConCIUSionS: Diarrhea 1(8%) 0 0
* Repolarize macrophage S ———————————————————————————————
+ Decrease Myeloid-derived T . Dizziness 2 (17%) 0 0
Suppressor Cell (MDSC) . 2
, SwpressorCalDSO)  |MM®60 is well tolerated at 1, 3 and 9 mg/m? dose levels pw— T 0 0
Methods:  Higher dose levels will be tested given the favorable safety Dyspnea 1(8%) 0 0
 Phase 1is a3+ 3 design starting with IMM60 monotherapy at doses 1mg, 3mg and 9mg/m? . Fatigue 1 (8%) 1(8%) 0
* IMMB®6O is also being evaluated in combination with pembrolizumab at 3 and 9mg/m? proflle Flu-like symptoms 1(8%) 0 0
* IMM60 was administered IV every 3wks x 6 cycles Preliminary PK results demonstrate dose proportionality Hair Loss 1(8%) 0 0
 Patients were evaluated for safety, biopsies and blood were taken before and during treatment Headache 1(8%) 0 0
*  EudraCT Number: 2020-001351-41 Previously reported serum biomarker analyses provide evidence Hypertension 0 1 (17%) 0
Eligibilit . . v of iNKT activation, as well as increases in antigen-presenting A 1(8%) 0 0
:410]1118" Table 1: Demographics and Baseline Characteristics (n=12) ’ . 1 (8%) . 5
] . . ausea %
IMMB60 monotherapy: Melanoma and Tumor type (%) Melanoma: 6 (50) CD86+ B cells following treatment with IMM60? oruritue o . .
NSCLC patients progressing through prior NSCLC 6 (50) °
immunotherapy (and platinum-based Age (range] 64 (41.79) There is early evidence of single agent activity with reduction in AST/ALT elevation 1(8%) 0 0
chemotherapy for NSCLC pts) & & ’ _ Vomiting 1(8%) 0 0
«  IMMBG60 + pembrolizumab: Melanoma and Median prior therapies (range)* 4 (2,7) several target lesions References
1L PD-L1 high NSCLC Prior PD-1* (%) 11 (100) Combination with an anti-PD1 antibOdy IS ongoing, with 2 Coupe et al, Journal for ImmunoTherapy of Cancer Nov 2022, 10 (Suppl 2) A778
* Measurable disease per RECIST 1.1 AR S (9] ECOG 0: 8 (67) : - : - !
e ECOGO-1 ’ g 1:4(33) encouraging preliminary reduction in liver lesions observed Acknowledgements
: We extend our gratitude to the patients, their families, and the University of Oxford e

 Demographics and baseline characteristics
are summarized in Table 1

* IMM60 monotherapy cohorts only (n=11)

and Imperial College London site staff members who are making this trial possible. po I’tCl g e
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