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Results

Background

Invqugnt naturql Killer T (|.NK_T) cells are a unique §gbse’F of T cells that Well Tolerated in Patients across Multlple Tumor Types
exhibit both direct and indirect anti-tumor activities. INKT cells can
recognize and kill tumor cells directly through the release of cytotoxic Total Pl e PN N I A Table 1. Patient demographics and summary of AEs: Patients (n=34) with solid
molecules, such as perforin and granzyme B, and by inducing apoptosis g"gf"i"eé T - 4-3X'|U;ce||5/kg 4.3x1063ce||s/kg ‘I.4x‘|{)27’ocells/kg ‘I.4x‘|0;ceII5/kg tumors treated with agenT-797 at two dose levels (DL). DL1 cancers of Breast,

- . T Tostts Soeeet = L = - ) Cervical, CRC, Gastric, NSCLC (2x), Pancreatic (2x), Renal, Thymoma, and Urothelial

n (%) n (%) n (%) n (%) n (%)
through the. FaS/FaSL. pathway' Addltlonally, INKT Ce”S can act |nd|reptly _ cancer. DL2 included Ampullary, Appendiceal (2x), Biliary duct, Cholangiocarcinoma
by stimulating other immune cells, such as dendritic cells, natural killer (3x), CRC (4x), Duodenal, Lung, NSCLC (2x), Ocular Melanoma, Pancreatic (4x),
(NK) cells, and CD8+ T cells, to target and kill tumor cells. iNKT cells also Male 2o | 2080 | 3000 [ W@y [ 3000 | Prostate Testicular.
play a key role in regulating the immune response by producing cytokines, Median (range) 4(113) 4(211) 3(25) 3(113) 4(46) * DLT No DLTs were reported by the subjects treated to date. agenT-797 was well
Prior PD-(L)1 therapy 14 (41.2 3(37.5 3(100.0 5(25.0 3(100.0 tolerated at all dose levels tested.

such as interferon-gamma and interleukin-4, that promote the activation
and differentiation of other immune cells. We have developed an
allogeneic iNKT cell product (agenT-797) for use in unmatched patients,

« TRAE The most common TRAE (n) was fatigue (6); TRAE grade =3 was anemia (1).
A £ STarade 22 e s T T No grade = 3 neurotoxicity or cytokine release syndrome (CRS) were observed.

 Any iTEAEofgrade>3 | 129 | .o | 0o | 0 | 133 | - TEAE The mostcommon TEAEs (n) were fatigue (17), nausea (8), peripheral
oedema (7), abdominal distension (6), and constipation (5). TEAEs of grade =3 (19)

. . . . . Any TRAE of grade = 3 1(2.9) 1(12.5) 0 0 0 ] ) ) ) i
and without Iymphodepletlon. agenT-797 is ex vivo expanded’ h|gh|y Any TRAE leading to discontinuation 0 0 0 0 0 were consistent with disease progression. There were no immune related adverse
.. . : : Ay TRAE eading Lo dose interruption . : 0 2 2 events attributed to treatment. One irTEAE of grade >3 (skin rash) deemed likely
scalable, and under evaluation in a broad spectrum of diseases, including a ny TRAE leading to dea related 1o anti-PD treatment
.. . . Data extract 02 Oct 2023 ’
Phase 1 clinical trial to assess safety and efficacy of agenT-797
monotherapy or in combo with pembrolizumab and nivolumab (PD-1) in Evidence of Clinical Benefit in Extensively Pre-treated Patients
patients with solid tumors (NCT05108623). We present data on the
. . . . o . . e o . . . Best percent change from baseline in target lesion size Percent changes from baseline in target lesions size over time
biomarker signatures and persistence of our allogeneic cell therapy which Figure 3. agenT-797 shows evidence of clinical benefit in extensively = ’ " e
. . pre-treated patients. Change in baseline scans in patients who received agenT- 7 7 Tumor type |BORR| PFS Group | Median PFS]| Median follow-up
Underlle the Observed efflcacy Of agenT 797. 797 and have at least one post-baseline measure of target lesions. Right plot: & jz < jz Lung _ So- ég) (weeks) (weeks)
patients on combination therapy in Red and monotherapy in Blue; 1 PR and 10 ¢ |, £ o Testiouer b4 E‘L'Tra" 11 23
SD/biomarker response. Gastric cancer patient showed durable PR (*) on & »{{f Simme g 20 DL2 11 26
5 0 nivolumab combo (described further in Figures 6, 7), testicular cancer patient (+*) § » HHHHHHIHHHWW é ] MonoTx Pts 10 26
agenT'797' A"Ogenelc INKT Ce"S showed ongoing disease stabilization at 9 months on nivolumab combo (after £ ° - H _12_ g;n;iﬂxpts 274 :i
. which they voluntarily left the study); Lung cancer patient showed SD continuingat ~ § 2 o SD/PR P 21 pr
Complementary Mechanlsms to Target Cancer 6 months (***) on monotherapy. “+” indicates ongoing response. Progression free % .. § oo MonoTx SD/PR 19 33
survival (PFS) and median follow-up data from time of enrollment shown in table " w{__ oosetewer 0 * ComboTx SD/PR| 33 545
on right R -
Fiqure 1 Data cut-off 02 Oct 2023 o - | °o s 0 ® 2 % % % 4
. Treatment Duration from First Dose Date (Weeks)
g ' Target Cell Unique Features
NKG2DL Responds to lipid antigens and . . . . .
DNAM1L cD1d . : :
l | o cytokines. Possess invariant TCR and No Lymphodepletion - 6 Months Persistence Proinflammatory Cytokine Signature
y NK cell Receptors
A B Peripheral levels of agenT-797 A B . 0 Dose Level C 5-
i ] " Innate and Adaptive Responses Long-term persistence of agenT-797 correlate with response PRy 1 @ Dose Level ] 2
@3\ Tumor Homing (3 Condition Tumor 0.040— 2000 o] 8 Dose Level2 44 Q
¥ & DirectKilling ¥ Microenvironment Effector function of adaptive immune 0.06- -~ 9M+ PR, DL1/Combo ) PR ] /
. . . . . -e- 9M+ SD DL2/Combo . 3+
pellstapd rapid aC’“vatlon kinetics of tosd o 1D DLl o 003 e |*sD so0 L _
INnnate Immune cells -e- 5M SD, DL1/Mono ® § *PD wf L ! l H é g 2
P o 0.04- ~e- 4M SD, DL2/Mono o5 200- Lanned L;—ég% £
f . 3M SD, DL2/Mono E E 0.0304 = egi@ﬁﬁﬁj&@%&&g@&wQf::?ﬁidiﬁﬁgqmg%ﬂq@&,«w % 14
ate Dendritic cells Potent ACthlty E 0.03 = -~ 3M PD, DL1/Mono f_ E ¢ E 1504 N IFNy response in anti-PD1 combination therpay "'-;‘
Amplify & accelerate immune response -~ 1.5MPD, DL2/Mono E o 0.0254 . | B o g °
by cross-talk with other immune cells: ] S N 1007 -
- Promote anti-inflammatory M1 M® 0.01- MR B 50- gﬁﬁﬁéﬁ :
; Il Immunosuppressive . . P .. : . ol . - _- ’
il Tumor Cel Recrut  RecnuteAcvate_ Re-Actunte MZacaphes Count.er suppressm.n by killing MDSCs ol 0015 1 EEEE i %&%ég ﬂﬁH ) o
* Recruit tumor-reactive NK and CTL D12HRD2 D5 D8 D15 D22 D29 W6 WS W12 M6 0 10 20 30 40 2@ &S S SOTENLHT TTEE S R S Ee e S T 1
Response_ 0'\:\0'9’\0 A ° ° © Biopsy day
(weeks on trial) Q
Figure 4. agent-797 persists in the periphery for up to 6 months. Previously, using digital Figure 5. agenT-797 promotes a systemic and local proinflammatory cytokine
Du Iex Se UenCin _ MaXimaI Sensitivit SN P Anal SiS droplet PCR we demonstrated persistence of agenT-797 in treated patients up to week 12 (Carniero B. signature. IFNy release is a hallmark of iNKT activation and spikes in serum 24 hr post infusion (A)
p q g y y et al. AACR 2023). However, the signal strength of agenT-797 beyond the first week of infusion was at potentially indicative of tumor iNKT activation. (B) Spike in serum IFNy correlates with dose (top
the limit of detection of this assay, and inconsistently observed between patients. Here using an panel). Patients treated in combination with anti-PD-1 demonstrate elevated baseline levels IFNy and
mdependgnt method based on high-sensitivity dqnor-spemflc SNP analysis by duplex sequencing of show an enhanced post-infusion spike of IFNy comparted to patients on monotherapy (bottom
— . PBMC (Figure 2) we show that agenT-797 persists for up to 6 months and that agenT-797 levels panel). (C) Post-infusion cytokine mRNA analysis within tumors (covering 154 cytokines) indicates a
Tag-based —— 1 o o f.faC}TIOHS (VAF) indicative of long-term perlpherql persistence of agenT-797 in the perlphgry up to the infusion, with further modulation seen at later timepoints. This cytokine signature is dominated by
Ligation of - I + ST 4+ S limit of samples tested to date (6 months post infusion). Levels of agenT-797 are dynamic over time, proinflammatory cytokines/chemokines and may represent tumor infiltration by adaptive and innate
Igation of sequencing adapters (tags) I indicating expansion of drug prqduct in the periphery or cellular cycll-ng. betwe-en different immune cells (see also Figure 7) or increased cytokine expression in situ within the tumor. Two
nucleotide sequences in months (M, with “+" indicating ongoing), BORR as determined by RECIST at 3, 6, and 9 months (or Tx). On-Tx biopsy timepoint was staggard between patients, taken on day 8, 15, 22, or 29 of treatment,
earlier in case of PD), and treatment regimen (dose level/mono or comb.o Tx). for the |n.d|V|duaI patients allowing for longitudinal assessments of transcript changes across the study cohort. On-Tx fold-
Mlcrohaplotypes with clinical response, with higher levels of agent-797 associated with disease stabilization/response. expression for each timepoint (D8, n=2 patients; D15, n=3; D29, n=4).
Loci with 2 or more SNPs within the limited ,, N
expanse of a 200-base pair region Soquncing gt 1 W“g } % “/ % m Soqencig oot 2 . . . .
T Durable Response in Gastric Cancer Promotes Tumor Immune Infiltration
SenSitiVity b:coqr»:el:-:lm bq'.cq»'»:cz:HI‘INO:).DLV‘O‘;J e sequance 2 (8 Ml sequence 1{a
3 g , ”T: . ¢ y ) 0 0.25 . Mmsi Mutational burden eoantigen leve! Cco8-T
Genotyping mlCrOzapr?typeS ﬁf close SNPIS are e L — — Figure 6. agenT-797 promotes durable A Bso— o- e C o, o
more accurate and eflicient than separately NI 11 LTI, RSO [ B R N response in 3L gastric cancer after ] R L I N
genotyping divided SNPs ‘ 8 8 R v & o s e I8 failure on SOC chemo and anti-PD-1 i
A (ARG, s 24Weeks g 36Weeks ¢ . 2 5 0l £ 4 4 oo
S — T P\ £\ MSI-high gastric cancer with partial response. T > g 2
1| G 5 ol Fr ) ] _ 2] oo 2] ]
I— ey (agj '&) o Patient (75yo, M) was treated with agenT-797 0___;;.__ L= = ool
Standard lllumina® Sequencing Duplex Sequencing * | _ . * £ — - s (DLT) + nivolumab (200 mg) after failure on Sem  onTx Sern  onTx Sem  onTx U
Single St Consensus Sequence Assem = m
5, BN o : : N:» ) £ a0 initial Tx with pembrolizumab (4 cycles; AL TCR-B clonality T cell proliferation CTL proliferation NK
§ osx —— ] | == S BORR=PD of peritoneal nodules) followed by % ° °%] ] 5°] ]
for _ o == Y B omoecaon ° [ <
£ oon K 3 P 2 nivolumab/FOLFOX (BORR=SD; progression in £ ol '/5 < %] . g
2 oo o s cosamussaqerce (5551 S st cormams saque £ & omental nodules). Two-months following e R £ ] o g o
§ o [ Duplex Consensus Sequence Assermbly | progression on nivolumab/FOLFOX, patient £ or e 2] S ] ¢ s000
- ———— S ————— 50— was treated with agenT-797+ nivolumab and oo = Eo_‘ 40000
N e ddlenbdl " FaodPosion b i ‘ revealed tumor reductions of omental nodules som o oo oo som - onx
Fig ure 2 Deakle ] oo s (left Y axis on graph, Red) starting at 12 weeks. Treatment was tolerable with rash (grade 2) attributed Figure 7. agenT-797 promotes tumor immune infiltration and overcomes resistance to
. to nivolumab which resolved with topical steroids. No other immune related adverse effects. Right Y- PD-1 blockade. (A) Multiplex immunofluorescence (mIF) on FFPE tumor sections from responding
axis (Blue): detection of agenT-797 by 34 donor-specific SNPs and duplex sequencing over time (data gastric cancer patient. On-treatment biopsy demonstrates dramatic tumor infiltration by T cells, in
shown fgr each SNP). Levels of agenT-79 show dynamic change.s in the first 4 week; post infusion particular CTL. (B) Tumor immune cell profiling with focus on gastric cancer patient with partial
Phase 1/2 Of agenT-797 and achieved a steady state during the development of a partial response. Analysis of Week 36 response (Red, all other patients in black). Following administration of agenT-797 we detected
. . . sample in process. enhanced immune infiltration of tumor and neoantigen driven expansion of anti-tumor CTL. Left to
Patlents Wlth Advanced SOIld Tumors (NCT051 08623) right, top row: High mutational burden correlated with a high neoantigen score. Bottom row: Tumor
. infiltrating T cells demonstrated a high degree of clonality. TCR CDR3 sequence analysis indicates a
Independent Of HLA-Matchlng post-treatment switch in the predominant TCR clone, with a dramatic expansion of a minority pre-
. existent T cell clone (red open circles, dotted line). This increase of a specific T cell clone
Key Ellglblllty ] . corresponded with markers of T cell activation and proliferation as measured by mIF and automated
Advanced or metastatic solid tumors refractory to standard therapy. Patients with prior anti-CD1d Flgure 8. C"“'.°a| response and A ... Class I Class 1+ Class 11 B class 1+ class 1 image analysis, indicating intra-tumoral expansion of mainly CTL following treatment with agenT-797.
monoclonal antibody treatment or active autoimmune disease requiring systemic treatment were excluded. persistence are independent of HLA ] ] PRl | (C) agenT-797 mediated potent tumor infiltration by cytotoxic lymphocytes (CTL, NK cells) in multiple
matching. agenT-797 is an unmatched . < g g" ig patients (ssGSEA of RNAseq data). Highlighted patients: gastric cancer (PR), Red; testicular cancer
. cell therapy, where donors are selected to E oo E E 5 E o (BORR SD), Blue; cervical cancer (PD), Green. In the non-PR cases tumor infiltration did not translate
Endpoints be homozygous for the common HLA-A2 =t - S e e S - . : into a durable response, suggesting that additional inhibitory mechanisms need to be investigated.
Safety, persistence of agenT-797, anti-tumor activity measured as ORR, duration of response, progression- a”e'e'l thus ILanesSing the Ch(?Al;Cgl of al 31| ewes  Jrjesmms  Jp wes T4 . WES/RNAseq data (n=14); mIF data (n=16).
: : partial match with recipients. inical *.J . Tiheo o MY -
free survival, and time to response response upon infusion of agenT-797 and N N I - C Taken together, high tumor mutational burden lead to increased neoantigen presentation which is only
(B) long term-persistence of agent-797 is T ovkonstuty  wromstum . wkonstay VAR (D8NG erage). partially effective at driving clonal expansion of anti-tumor T cells, even in the presence of anti PD-1
Treatment independent of the degree of HLA- checkpoint in_hibitors. .FoIIowing administrafcion of a_gepT—797, we observed sysf[emic and local TH-1
3+3 Dose escalation of agenT-797 administered by single intravenous infusion in combination with matching. Of note, a patient with a durable PR and agenT-797 detectable up to 6 months post-infusion signatures (Fig 5.), which lead to enhanced immune infiltration in tumors and relieved the blockage of
pembrolizumab or nivolumab. Doses selected based on favorable safety profile and efficacy of agenT-797 demonstrated only a single HLA-match (HLA-DP) to donor material suggesting a limited host versus neoantigen driven expansion of anti-tumor CTLs, translating into a durable response. agenT-797 thus
in viral ARDS (NCT04582201) and r/r multiple myeloma (NCT04754100) graft response. High-resolution HLA-typing of donor material by PCR-SSP and patient material by WES. demonstrated potent mediation of tumor immune infiltration and may unfold its full potential and

broader applicability though additional manipulations of the iNKT cell vehicle or in combination with

Degree of matching between donor and recipient determined by serological equivalents (n=18 = ,
additional immunoregulators.

donor/recipient pairs). Tissue typing and donor matching for remaining patients in process.

Conclusions

* Single administration of agenT-797 (allo-INKT cells) showed clinical benefit in patients with heavily pre-treated solid tumor cancers (n=34); including a partial response in 3L
gastric cancer (n=1) and disease stabilization (n=10)

* agenT-797 was administered without lymphodepletion or HLA-matching and demonstrated a tolerable safety profile with no DLTs reported

* agenT-797 induced a systemic IFNy-based proinflammatory signature which likely initiated increased expression of proinflammatory and lymphotactic mediators within tumors,
leading to Iincreased tumor infiltration by cytotoxic lymphocytes (NK cells and CTL) and clonal T cell expansion in cancers with high neoantigen burden

* agenT-797 demonstrated unprecedented persistence for an allogeneic, unmatched immune cell therapy in the absence of lymphodepletion, and may thus exhibit an increased
duration of action compared to allogeneic immune cell therapies with shorter persistence

* agenT-797 may act as a potent mediator of tumor immune Infiltration, thus overcoming one of the key barriers facing immunotherapy, and underscoring its potential use as an
universal adjuvant in immunotherapy

* MINK Therapeutics plans to evaluate agenT-797 in combination with SOC (pembrolizumab/nivolumab) +/- botensilimab (CTLA-4) in r/r NSCLC (Tan et al., AACR 2020),
testicular cancer (Ph1/2 expansion NCT05108623) and in 2/3L gastric (Ph1/2 IST Janjigian et al.)

Correspondence: Marco Purbhoo, marco.purbhoo@minktherapeutics.com




	Slide 1

