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Background

Results
agenT-797 Demonstrates a Favorable Safety Profile

Invariant natural killer T (iNKT) cells act as
master regulators of immune responses,
making them an ideal immunotherapy. At
MiNK we have developed an ex vivo
expanded allogeneic iNKT cell product
(agenT-797) for the treatment of a broad
spectrum of disease, including viral diseases
of the lung.

Treatment with agenT-797 does not Induce Cytokine Release Syndrome (CRS)

Table 2. Adverse events
Cohort 2 (n=4) Cohort 3 (n=13) Overall (n=20)
n (%)
n (%)
n (%)
4 (100.0)
13 (100.0)
20 (100.0)
4 (100.0)
12 (92.3)
19 (95.0)
3 (75.0) 5
1 (7.7) 1
5 (25.0)
1 (25.0)
0
1 (5.0)
0
0
0
0
0
0
0
0
0

Overall, agent-797 was well tolerated with the majority of adverse events (AEs)
consistent with underlying disease. No Dose-Limiting Toxicities (DLTs) or
Treatment-Emergent Adverse Events (TEAEs) were observed. Most recently
reported TEAEs were grade 1, 2 and consistent with severe Covid19/ARDS of
anemia (n=8), fever (n=7), and acute kidney injury (n=6). One subject experienced
a grade 4 TRAE of dyspnea.

Figure 3. Serum levels of key indicators of CRS; IL-1α, IL-1β, IL-6, Ferritin, C-Reactive Protein (CRP) and D-Dimer.
Cytokine concentration determined over 28 days. Cytokine data binned into pre-infusion sample (Pre, single timepoint),
early post-infusion window (from 2 hr post infusion on day 1 to day 7 post-infusion; D1-7) corresponding to measured
persistence of agent-797 in the periphery, and a late post-infusion time window (days 10-28; D10-28). Data for Ferritin,
CRP, D-Dimer shown for day of treatment (D1, single timepoint), early post infusion window (days 2-8; D2-8) and late
post-infusion time window (days 8-28; D8-28). Dotted lines indicate upper limit normal level of respective biomarker in
healthy people. IL-1α/β not detected or within normal range. IL-6, Ferritin, CRP and D-Dimer elevated in patients’ preinfusion, but levels not increased post-infusion.

Adapted from: Wolf, Choi, and Exley. Frontiers in Immunology. 2018

agenT-797 Treatment Demonstrates Pronounced Survival of
70% vs. 10% in a Comparative Case Control and a TimeBalanced Control

90-Day Survival of Patients on VV ECMO Treated with agenT-797 is 75%
Probability of Survival

• T cell receptor (TCR) dependent and
independent effector mechanisms
• Recognition of CD1d ligands in diseased
tissue and activation through the invariant
TCR
• Recognition of stress-signals through
activating NK receptors, NKG2D, DNAM1
• Modulation and/or destruction of myeloid
suppressor cells and inflammatory monocytes
• Recruitment and activation of NK and T cells
through cytokine secretion
• Reversal of T cell exhaustion (MiNK Poster # 372)
• Cytokine mediated control of bacterial infections,
including pneumonia

Cohort 1
(n=3)
n (%)
3 (100.0)
3 (100.0)
1 (33.3) 2
0
0
0
0

Any AE
Any AE of grade ≥ 3
Any TRAE
Any TRAE of grade ≥ 3
Any TRAE leading to discontinuation
Any TRAE leading to dose interruption
Any TRAE leading to death

iNKT cell Anti-Viral Mechanism

Clinical Trial (NCT04582201)
• Phase 1/2 study to evaluate the safety and potential efficacy of agenT-797, an unmodified, allogeneic
invariant natural killer T (iNKT) cell therapy, in participants with moderate to severe acute respiratory
distress syndrome (ARDS) secondary to SARS-CoV-2 or influenza, either with intubation or at high risk to
be intubated, as determined using Berlin definition(s). Standard 3+3 dose escalation design of agenT-797
• All participants to receive a single infusion of agenT-797 in doses of 100, 300, 1000× 10^6 cells
• Subjects were eligible if they were infected with a diagnosis of moderate to severe ARDS secondary to
SARs-Cov-2 or influenza per Berlin Definition (2012)
• Primary outcome measures assessed safety (adverse events and DLT) and secondary measures included:
‒ time to extubation (up to 30 days)
‒ mean daily sequential organ failure assessment score
‒ change from baseline in C-reactive protein
‒ Decay in quantitative viral burden from upper and lower respiratory tract samples
‒ time from dosing to viral clearance (up to day 30)
‒ number of participants experiencing viral reactivation and fungal infections

Patient Demographics and Disposition
Cohort 1
100 X 10^6
3

Cohort 2
300 X 10^6
4

Cohort 3
1000 X 10^6
13

20

67 (66-77)

71.5 (64-75)

62 (26-75)

66.5 (26-77)

2 (66.7)
1 (33.3)

1 (25.0)
3 (75.0)

7 (53.8)
6 (46.2)

10 (50.0)
10 (50.0)

0
0

1 (25.0)
1 (25.0)

5 (38.5)
5 (38.5)

6 (30.0)
6 (30.0)
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• Median survival time of patients treated with agenT-797
(n=4) was 119.5 days compared to 47 days in the control data
set (n=36)
• In ECMO blood flows through tubing to an artificial lung in
the machine that adds oxygen and takes out carbon dioxide,
allowing the patients heart and lungs to rest.
• In patients treated with agenT-797 we do not observe celltherapy-associated oxygenator failure due to clogging of
filters as is seen with mesenchymal stem cell therapy in ARDS
patients on ECMO. To our knowledge agenT-797 represents
the first use of immune cell therapy in patients on ECMO.

Blue line: Kaplan-Mayer survival curve demonstrating on-study survival of 70%.
Red line: Survival outcome from a comparative control (n=20) evaluated at the same
institution.

90-day survival of patients treated with agent-797 (n=4) at 75% (blue line). Control case data (n=36) at 30% (red line) in ECMO-treated
patients at the same investigator site.

Peripheral Persistence is Consistent with Rapid Translocation of agenT-797 to Tissues in
Patients on IMV (•) and VV ECMO (•)
(A)

Grade
Infections and infestations
Pneumonia
Bacteraemia
Urinary tract infection
Fungaemia
Cytomegalovirus viraemia
Lung abscess
Pneumonia klebsiella
Sepsis
Septic shock
Upper respiratory tract infection

1-4
2-3
4
2-3
3
2
3
4
5
2

Cohort 2
(n=4)
n (%)
4 (100.0)
3 (75.0)
0
3 (75.0)
1 (25.0)
0
0
1 (25.0)
0
0
0

Cohort 3
(n=13)
n (%)
6 (46.2)
2 (15.4)
1 (7.7)
1 (7.7)
1 (7.7)
1 (7.7)
0
0
0
1 (7.7)
0

Overall
(n=20)
n (%)
13 (65.0)
7 (35.0)
3 (15.0)
3 (15.0)
2 (10.0)
1 (5.0)
1 (5.0)
1 (5.0)
1 (5.0)
1 (5.0)
1 (5.0)

AgenT-797 shows potential dose-dependent reduction in secondary infections
including an over 80% reduction in pneumonia at dose cohort 3 (15%) compared to
combined numbers of Cohorts 1 & 2 (71%). In comparison, the published
incidence of Ventilator-Associated Pneumonia (VAP) in COVID ARDS ranges from
25%-84%.

Cytokine data binned as described in Figure 3. Significant changes post dosing are indicated with asterisks (* p<0.05; ** p<0.01; data
analyzed by one-way ANOVA). Dotted lines indicate upper limit normal level of respective biomarker in healthy people. Cytokines of
particular interest known to play a crucial role in the pathogenesis of Covid-19 are highlighted in blue (data for IL-1 and IL-6 shown in
figure 3). Of these IL-1RA demonstrated the most significant changes in serum levels post-infusion of agenT-797, consistent with an
increased anti-inflammatory response counteracting IL-1 mediated cytokine release. Levels of pro-inflammatory cytokine IL-7 also
reduced significantly. Data for IL-4, IL-15, IP-10 and VGEF-D available only for cohorts 1 and 2.

Treatment with agenT-797 Induces a Transient Donor Specific Allo-Antibody (DSA)
Response which Decreases with Increased HLA Matching
(A) # Class I matched
P=0.02

# Class II matched

(B)

# Class I+II matches

(C)

Peak DSA response

P=0.99

DSA high:
MFI >10,000

DSA low:
MFI 1,000<10,000

Figure 4. Survival of patients on vein-to-vein extracorporeal membrane oxygenation (VV ECMO) treated with agenT-797

Cohort 1
(n=3)
n (%)
3 (100.0)
2 (66.7)
2 (66.7)
0
0
0
1 (33.3)
0
1 (33.3)
0
1 (33.3)

Figure 6. Serum cytokine levels of selected biomarkers spanning the immuno-regulatory spectrum

ECMO

Figure 2. On-study 30-day survival compared to control population survival outcomes

Table 3. Cohort level incidence of concomitant infections

Patients treated at three sites in the US in a SARS-CoV-2 variant agnostic manner

0.8

0

Total

Figure 1. Patients’ COVID-10 diagnosis date in the context of SARS-CoV-2 strain prevalence in the USA

1.0

0.0

Reduced Incidence of Pneumonia at Highest Dose Level

Table 1. Patient demographics by dose level cohort
Variable
agenT-797 dose level (cells)
Subjects dosed (n)
Age
Median (range)
Sex, n (%)
Male
Female
Patient disposition
Early Discontinuation
Death

Increased Anti-Inflammatory Response post-infusion of agenT-797

(B)

Figure 7. Presence of donor specific allo-antibodies (DSA) was determined on day of dosing and day 14. (A) Induction of
DSA. Patients were scored weather DSA were induced or not induced at D 14 post infusion. Incidence of DSA development
is reduced with increased HLA class I matching but appears unrelated to the degree of HLA-class II matching. (B) Serum
levels of DSA post-dosing are reduced with increased degree of HLA matching. DSA levels of combined MFI<1,000 are
considered negative and not reported. (C) For 4 patients DSA levels were measured at the time of discharge (day of
discharge of patients, from left to right: 60, 28, 21, 28). DSA levels post infusion of agent-797 peak at day 14 and appear to
decrease afterwards (data normalized to peak DSA levels for each patient).

Conclusions

Figure 5. Persistence of agenT-797 in blood.
(A) Cohort-level peripheral persistence of agent-797 Quantification of agenT-797 in patient PBMC by digital PCR based on
genetic markers unique to donor material. Each line represents data from one patient. agenT-797 is detected up to day 6 post
infusion, with likely low-level persistence detectable at the highest dose level for longer, up to the last day of sampling at day 28.
Peak levels of agenT-797 demonstrate dose-proportional relationship. Red line indicates patients treated with agenT-797 +
ECMO. Previous trials of mesenchymal stem cell therapy (MSC) in ECMO patients have reported a high incidence of oxygenator
failure due to filter clogging. Detection of agenT-797 for prolonged periods post-infusion in ECMO patients is consistent with the
lack of filter clogging in ECMO patients treated with our cell therapy agent. (B) Dynamics of tissue distribution of agenT-797 in a
murine xenograft model (model presented by MiNK Therapeutics in poster #400 at SITC 2021), demonstrating rapid
translocation of agenT-797 to tissue following i.v. injection. The observed transient post-infusion persistence of agenT-797 in
patient blood is consistent with the dynamics of blood-to-tissue distribution of agenT-797 in vivo.

• agenT-797 represents a variant agnostic approach for COVID-19 ARDS treatment and is the 1st immune cell
therapy to be used in patients on ECMO.
• Patients treated with agenT-797 demonstrate favorable outcomes:
• on-study 30-day survival of 70% versus 10% in control-set and 39% in the CDC hospital survival outcome
• 90-day survival of 75% in agent-797+ECMO treated patients
• Increase in IL-1RA, anti-inflammatory marker post-infusion
• Observations are consistent with agenT-797 ability to reinvigorate partially exhausted T cells (MiNK poster
#372).
• agent-797 demonstrates a favorable safety profile. Only 1 grade≥3 TRAE was observed. No CRS was observed
• agenT-797 demonstrates transient persistence in the periphery with peak levels correlating with dose level
• Antibody response appears transient, suggesting possibility for redosing.
• Reduced incidence of Pneumonia was seen in patients treated at the highest dose, underscoring potential
application of agenT-797 in viral diseases and infections more broadly.
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