Abstract #4655

s , A Phase 1b Dose Expansion Study Evaluating Safety, Preliminary Anti-Tumor Activity, and Accelerated T Cell Reconstitution with NT-1I7 (Efineptakin
O(’aShmgton Alfa), a Long-Acting Human IL-7, Administered Following Tisagenlecleucel in Subjects with Relapsed/Refractory Large B-Cell Lymphoma

UmV@l'SltYlﬂSt]_DUIS Armin Ghobadi, MD?, Elizabeth Budde, MD, PhD?, Ahmed Galal, MD?3, Kristina Stermer, MMS*#, Allison Bierly, PhD?, Sara Ferrando-Martinez, PhD?, Byung Ha Lee, PhD*,
o )
SCHOOL OF MEDICINE John DiPersio, MD, PhD

Washington University School of Medicine in St. Louis, Siteman Cancer Center, Missouri, USA. 2City of Hope, California, USA. 3Duke University Medical Center, North Carolina, USA. *NeolmmuneTech, Inc., Maryland, USA.

BIOMARKER RESULTS

NT-1I7 treatment does not induce high levels of inflammatory cytokines

» Strong increases in proinflammatory cytokines such as IL-6 are associated with CRS and ICANS.

BACKGROUND

Tisagenlecleucel (Kymriah®), a CD19-directed chimeric antigen receptor T-cell (CAR-T) Patient characteristics
therapy, is standard of care (SOC) for patients (pts) with relapsed/refractory large B-
cell ymphoma (r/r LBCL). Successful expansion and persistence of CAR-T cells strongly
predicts response to this therapy. NT-17 (efineptakin alfa) is a first in-class, long- Table 1. Subject characteristics

acting human [L-7 that increases the number and functionality of T-cells in peripheral Characteristic levels at DL1 (n=1). However, patients at higher dose levels showed inflammatory cytokine levels that were stable or did not

blood and within tumors. We hypothesize that NT-I7 administration after

CLINICAL RESULTS

» 7 patients were enrolled, with 5 in dose levels (DL) 1-3 (DL1 = 60 pg/kg, DL2 = 120 pg/kg, DL3 = 240 ug/kg).

» Magnetic bead-based multiplex assay (Luminex®) of plasma samples from DL1-3 patients showed fluctuations in cytokine

, _ , _ _ Age, mean (min, max) 67.1 (55, 80) rise to the level of concern for CRS and ICANS.
tisagenlecleucel SOC for pts with r/r LBCL may increase expansion and persistence of .
CAR-T, increasing tumor response rate and improving clinical outcomes without safety ECOG status, n (%) 0 2 (28.6) 200 15-
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STUDY DESIGN v 4 (57.1) T 150" E
. = —+— DL3 (n=3) g 10- —— DL3 (n=3)
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In dose escalation, subjects receive tisagenlecleucel infusion on Day 0 and a single No 2 (28.6) 3 2 .
intramuscular dose of NT-I7 on Day 21, at 7 dose levels (DL1-7): 60, 120, 240, 360, Unknown 1(14.3) = 5- _ l o
480, 600, and 720 pg/kg. DL1-2 enrolled 1 subject each, with the remaining DLs Bulky nodal disease, n (%) Yes 0 (0.0) f
following a 3+3 design. Up to 42 subjects will be enrolled for the dose escalation No 6 (85.7) ot (= O—T—T—T T T T T 1
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LL . i
after -T infusion, pre-NT-17, n (% ny grade : Z = 10-
“Oc o U ICANS after CAR-T infusi NT-I7, n (%) A d 1(14.3) Z =
CAR T-Cell Therapy WK1 | WK2 | WK3 WK4 WK5 | WK6 | WK7 | WK9 | WKI13 Grade >3 0 (0.0) 10—
[ 0 '
Screening Baseline D7 D14 D21 D28 D35 D42 D49 D63 D100/EOT 0 Dl() Dl7 D'||4 D|21 D|28 D:l?,5 DL.Z D|90 D|0 Dl7 D!|4 D|21 D|28 D35 DLZ D|90
U m DO U U U U m _ U m U SafEty _ o o _ Figure 1. Proinflammatory cytokines associated with CRS and ICANS were mostly stable or did not increase to levels of concern following NT-
EOT = End of Treatment » All patients in DL1-3 completed the dose-limiting toxicity period. I7 administration. DL1 = 60 pg/kg, n=1; DL2 = 120 ug/kg, n=1; DL3 = 240 ug/kg, n=3. Mean + SEM.
<1 NT-I> 1 Injecﬁon> < RNA-seq and PFD iﬁ?ﬁ:&@l/]ﬁgﬁyincgytgmg > Neither CRS nor ICANS were observed following NT-I7 treatment.
< - Table 2. Summary of adverse events NT-I7 increases absolute numbers of lymphocytes and CD19 CAR-T cells
CAR-T Cell i
Therapy Infusion > Cm FDG-PET/CT > Events in DL1 Events in DL2 Events in DL3 . . g . . . .
» A single dose of NT-17 significantly increased peripheral absolute lymphocyte counts (ALC), especially at DL3 (Figure 2).
SOC = standard of care, PCR = polymerase chain reaction, FDG-PET/CT = 18F-fluorodeoxyglucose positron emission tomography—computed (60 u'g/kg’ n=1) (120 u'g/kg’ n=1) (240 u'g/kg ’ n=3) . g 7 g y . p p . y p y ( ) p y . ( g )
tomography TEAE 5 5 9 » A single dose of NT-I7 at the CAR-T contraction phase increased absolute numbers of CD19 CAR-T cells (Figure 3).
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Neurotoxicity Syndrome (ICANS) after NT-I7 administration post-tisagenlecleucel. ummary or DESt overall response 'g 5000 ! O E :
> Exploratory Objectives: To explore the effects of this regimen on expansion of » All patients in DL3 achieved complete response (CR) / complete metabolic response (CMR) as best ny : 20- !
absolute lymphocyte counts (ALC) and expansion of CAR-T cells overall response (BOR), with one disease progression (PD) due to a new lesion at day 90. ' 0 '
0 |

CONCLUSIONS Table 3. Summary of best overall response 2 1 7 14 21 28 35 42 90 DO D7 D14 D21 D28 D42 D90
Doseleves | CR/CMR | PR SD | PD___
- - - 1

> NT-I7 treatment following tisagenlecleucel SOC was safe and DL1, 60 pg/kg (n=1) Figure 2. ALC kinetics after tisagenlecleucel (Day 0) and NT-I7 (Day  Figure 3. CD19 CAR-T PK, measured by flow cytometry, after
weII-toIerated, not inducing CRS or ICANS DL2, 120 pg/ke (n=1) ] = ] ] 21) administration in each dose level. DL1 = 60 pg/kg, n=1; DL2 =120 tisagenlecleucel (Day 0) and NT-I7 (Day 21) administration in each
’ HE/KE \N= ug/kg, n=1; DL3 = 240 pg/kg, n=3. Mean = SEM. dose level. DL1 = 60 pg/kg, n=1; DL2 = 120 pg/kg, n=1; DL3 = 240 pg/kg,

» There is a trend for NT-17 treatment to increase ALC and CAR-T DL3, 240 pg/kg (n=3) 3#* ) ) i n=3. Mean * SEM.

absolute numbers in perlpheral blood. * Patient progressed at day 90; ** 2 patients CR, 1 patient CMR. 1 CR patient progressed at day 90.

. . . CR = complete response, CMR = complete metabolic response, SD = stable disease, PD = disease progression ACKN OWLE DG M E NTS
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