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Background & Aim
ICl revolutionized solid tumor treatment, however, in many tumors only Durlng the progression Of 'ntraperltoneal tumor, Allocetra-OTS 10
partial response is achieved. Here we investigated the potential anti- as standalone therapy was effective and in combinational 20 —
cancer activity of Allocetra-OTS, a novel macrophages reprogramming cell _ _ . . . . S . |_
therapy (Enlivex Therapeutics Ltd), on solid tumor progression as a therapy with either antl-CTLA4, antl-PD-l, C|splat|n or CAR'T; 2
monotherapy and in combination with various ant-cancer agents. significantly reduced tumor size and enabled complete 40

° ) ) o ° 20 p=0.0886
Methods remission in up to 100% of treated mice.

0
Allocetra-OTS is manufactured from enriched mononuclear fractions and 0 _10.(2,(:, ) Days N ; N
induced to undergo stable early apoptosis. R s e
In an immunocompEtent mOdeI’ Balb/c mice were inoculated in the Figure 2. BALB/c mice (female, 7 weeks) received 0.1x10° |uciferase-expressing AB12 tumor cells (AB12-luc) on day
peritoneal cavity with AB12 (mesothelioma) stably transduced with plLenti- 100 1 —— a5, healthy conel (n=) 0, IP. On days 12, 15, 19, and 22, mice were treated IP with 20x10° Allocetra-OTS cells (FDP) and on day 13, mice
PGK-V5-Luc-Neo for IVIS visualization and treated with anti-CTLA4. anti- ' |_E ~——— AB12-Luc Cancer control (0.1x10%, x1, IP) (n=16) were treated IV with 5mg/kg Cisplatin (Abiplatin, TEVA). Mice were monitored daily for clinical score and survival.
. . . . ¢ 80 | p=**** <0.0001 anti-CTLA4 standalone therapy (200pg, x4, IP)
PD1, or cisplatin, with or without Allocetra-OTS. Allocetra-OTS was also eroogo | ——Alecera-OTS sandaloe thrapy (10, 20610%, 4, ) (v . AB12ue cancer comtrol (011076, 1. P1(net)
Combined therapy (anti-CTLA4, 200pg + Allocetra-OTS, LDP, 20x1076; x4, IP) (n=17) Anti-PD1 standalone therapy (250ug, x4, IP)(n=8)

administered as monotherapy. Kaplan-Meier log rank test was done for
survival. CAR-T model was induced in immune-deficient SCID-Bg mice that

60 p=**** <0,0001
—Anti-PD-1 standalone therapy (125ug, x4, IP)(n=8)

100 —Allocetra-OTS standalone therapy, FDP (20x1076, x4, IP)(n=8)
=== Combined therapy (anti-CTLA4, 200pg + Allocetra-OTS, FDP, 20x10"6; x4, IP) (n=16) L | —Allocetra-OTS standalone therapy, FDP (5x1076, x4, IP)(n=7)

e Combined therapy (anti-CTLA4, 200ug + Allocetra-OTS, LDP, 5x10/6; x4, IP) (n=9)

% Survival
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were inoculated intraperitoneally with human Hela-CD19 or Hela-CD19- . | —Combined therapy (anti-PD-1, 250pg + Allocetra-OTS, FDP, 20x1076; x4, IP)(n=8)
. . “© Combined therapy (anti-PD-1, 250ug + Allocetra-OTS, FDP, 5x1076; x4, IP)(n=8)
luciferase cells, followed by treatment with 10x10° cells of Allocetra-OTS or . - £ | " "g
. 7 p=0.0122 3
vehicle, and 1x107 CD19-CAR-T cells or mock T cells. — %2 60 | pero00m
0 I p=**0.0040
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Days
Results Y
B 20 p=**0.0021
] . . ] . Alive  |uminescence | p=*0.0409
Anti-CTLA4 standalone therapy significantly improved survival from mean A. AB12-Luc Cancer control 0 P=01083]  [p-++0.0072
(0.1x1076, x1, IP) 0 10 20 30 40 50 60 70 80 90
3419 to 44.9 *20 days (p<0.05). Allocetra-OTS standalone therapy I Days
improved survival to 52.3 +20 days (p<0.02) and combinational therapy; Sharmpr Z0sa. 0 T8 s |
anti-CTLA4 + Allocetra-OTS improved survival to 86.7+20 days (p<0.0001) C. Allocetra-OTS sancialone - Figure 3. BALB/c mice (female, 7 weeks) received 0.1x10° luciferase- expressing AB12 tumor cells (AB12-luc) on day
ith | . ) o Fmi ) imil therapy, LDP (20x105, x4, IP) 2/7 o8 0. On days 12, 15, 19, and 22, mice were treated IP with 125ug or 250ug anti-PD-1 (BioXcell, BE0O146) and/or 5x10
with complete cancer remission In 60-100% of mice (Flg' 1 A+B)' Similar n=7) or 20x10°8 Allocetra-OTS cells (FDP) at a 1-hour interval. Mice were monitored daily for clinical score and survival
anti-tumoral effects of Allocetra-OTS were seen in combination therapy o SR o K.
with cisplatin (Figure 2) or anti-PD1 (Figure 3). e Conclusion
E. Combined therapy (anti-
) + Allocetra- . . . . .
, , eyt g o During intraperitoneal tumor progression, Allocetra-OTS as standalone therapy or in
In the CAR-T model, SCID-Bg mice survived 30%5 days (range 27-37) and et reparlenl - . . . . .
.. , , . Dt apy (o rodece combination with ICI, cisplatin or CAR-T therapy, significantly reduced tumor size and
were sacrificed or died from tumor progression. Results were verified i sy g o8 . . o .
, _ _ » FDF, 20x10%; x4, ' AR .1 Colr e resulted in complete remission in up to 100% treated mice.
using IVIS of intraperitoneal HelaCD19-Luc cells. CAR-T cell therapy
significantly ameliorated survival to 55%11 days (p<0.05 vs MOCK). : : : : : : . . . . . . .
g y . . o . y (p ) F|gure 1. A BALB/C mice (female, 7 WeekS) were |P |nOCUI?ted Wlth 01X106 |UC'IfeI’ase- eXpre.SSIng AB].Z tumor Based on exce"ent Safety proflle N > 40 patlents treated In prlor cllnlcal trlals for
However, when mice received co-administration of Allocetra-OTS and CAR cells (AB12-luc) on day 0, IP. On days 12, 15, 19 and 22, mice were treated IP with 200ug anti-CTLA-4 (BioXcell) sepsis and COVID-19, Phase I/11 clinical trial of Allocetra-OTS plus chemotherapy
. . fe . . . . . 6 _ H H H H% H ; H = =
T ceIIs, 3 further S|gn|f|cant increase in survival was seen, with a survival and/ or 5 or 20x10° Allocetra-OTS cells. Mice were monitored daily for c!lnlcal score ar.1d survival B. IVIS imaging on ’ o ) ]
day 81. IVIS was performed at days 6, 11, 18, 25, 39, 53, 67 and 81 (Perkin-Elmer, Lumina I11). started on July 2022, and a second Phase I/l clinical trial of Allocetra-OTS plus anti-

+ - -
of 70220 days (range 48-90, P<0.05 vs CAR-T alone). PD1, as a second- and third-line therapy in various cancers, is planned for Q4 2022.
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