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Introduction Results

Figure 1. AB-201: HER2 CAR-NK Phenotypic Characterization Figure 4. AB-201 Demonstrates Enhanced in vivo Antitumor Activity Against HER2+ Tumors
Human Epidermal Growth Factor Receptor 2 (HERZ) IS 3 receptor SKOV3 3 D ETE  sucy e ssodays
. . . . . . ay
tyrosine kinase that is highly expressed on the surface of many solid A Purity B B CB-NK A @ 0 11 . . . . 39 S0 \
. . . . Phen0type 1 AB-201 NSG  SKOV3-luc NK cells (IP)
tumors. While many patients with advanced HER2+ cancers derive D I CD3-CD56+ oo (P)1x10F  5x10
: : : : ] CD16+CD56+ Il I = M B ] .
meaningful benefit from HER2 targeted therapies, they typically £ - . 5o . B . Tumor Volume e C Body weight 5 F;Eas,ggs
progress beyond approved therapies, and treatment of these 5 . | = AB-201
. . . . S s0- 0 g saor L L S 2
patients remains a great unmet medical need. Currently, while there 3 g 4o 2 i cellinjection ; % _ 100-
- = 2x10"1+ g o] '-3'
are eight approved HER2 directed therapies, there are no approved =2 2 20- s : 0 3
= 1x10"+ o 50- T

' I 1 0 I l 0" T i||_.I 1 1 1 1 1 T g - - -
cellular therapies targeting HER2.. Over the past d.ecac?le, Fellular CEINK AR 207 6 NKa2A NKL2C NKZD NKh30 NKbts NKd6 DNAWM-T CAR o) 2o e 1
therapy haS been Shown to be d Vlable treatment Opthn In dlfferent A. Characterization and frequency of NK cells (CD3-CD56+), (CD16+CD56+) in CB-NK and AB-201 Days -10- AB-201

_ _ _ B. Frequency of CD16+, NKG2A+, NKG2C+, NKG2D+, NKp30+, NKp44+, NKp46+, DNAM-1 was analyzed on control CB-NK cells and AB-201 gating on CD3- A. NSG mice received 1x10° SKOV3- Luc tumor cells (IP) on day 0 and a single injection of AB-201 (IP) on day 11.
cancer types' Here we present AB 201’ an Off the Sh@lf, CD56+ cells. Data are plotted as the mean = SD B. Bioluminescence (BLI) measurements of SKOV3-Luc, mean total flux +SEM for each group of mice are shown. ****p<0.0001, two-way ANOVA.
cryopreserved cord blood (CB) derived HER2-CAR NK cell therapy C. No observed difference in body weight between groups.
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with the potential to be an active and readily available option for

patients with HER2+ solid tumors. Short-term cytotoxicity HCC1954
A oz S weekysu
y
@ DR O G T D O K562 SKOV3 HCC1954 N87 E é@ p o . 3 64 Sunival
20000+ @ ® ® L ©® L @ @ @
T 1007 1007 100 100~ <+ CB-NK NOG HCC1954-luc Trastuzumab (TRZ) NK cells (IP)
g:' 15000 - . 80- . 80- _ 8o - . 80- - AB-201 (IP) 1 x 10° (IP) 5mg/kg  1x10°or5 x 10° Survival
2 S - G S S i 120
g 10000 g 60 'E 60- o 3 807 3 507 \T G -
. i 8 L \ 2 40- 2. 40- L\ [ 3
K||||ng o 5000 - 5‘ 40 5‘ 40 I (& \ (.: — 3 80
% X 20- x 20- 1 o~ 20+ 5\.\>’_ S~ 20+ § 60
0- S 40
Vv O > A | ; ; | 0 I 1 | 0 | T | | o |
,1336 49\\ 0\05" & 0 10':1 3:1 1:1 0_5:1 0 104 31 11 031 10:1 311 111 0.3:1 10:1  3:1 1.:1 0.3:1 50 ill
¢ _ _ . E:T ratio E:T ratio Q
Q‘ E:T ratio BT ratio 40 60 80 100 120 140 160
Long-term cytotoxicity Days
B SKOV3 HCC1954 ) Ng7 + Targetonty —Vehicle ~——TRZ ——AB-101-20M ——AB-101-20M + TRZ ~—AB-201-1M
R o > o - <+ CB-NK E. NOG mice received 1x108 HCC1954-Luc tumor cells (IP) on day -3 and a single injection of AB-201 (1,5x106), AB-101, AB-101+ Trastuzumab (TRZ) (IP), TRZ
2 s § 1000000 ’ < &0 AB-201 alone (5mg/kg) (IP). AB-101 = Non-genetically modified CB-NK
§33°OOOOO? 3% 222323 § 50~ F. BLl assessment demonstrates single administration of AB-201 resulted in tumor remission in 4 of 5 animals
5 F SE 700000 z o G. In a separate survival study, single administration of AB-201 lead to 7/8 mouse survival up to 164 days
EE - Y T E 600000 ©
8 x 2000000: ; X 500000 ._‘g_,. 22
g§ 1500000-: g§ 400000 3 ig_
% 500000-: ~ % o : 12: N87
- - [ 100000 5w
or .............. 0 S Weekly Tumor Measurement
0 24 48 72 96 120 0 24 48 72 96 120 H Day Control tumors
. . (e . . . . ime (hr me 1 0 5 60 3
AB-201 (CAR-NK) has a unique HER2-specific targeting domain combined with our el )De canulation and Intracellular Cvtokine Stai;lir(lh) é@ ¢ o e . 2 ooomm”
proprietary NK-specific co-stimulatory domains. Wild type IL-15 is co-expressed from the C & Y & NSG I ixlog ) SCEfO(s )
CAR lentiviral construct for enhanced NK cell activity and persistence. CD1072a IFNy TNFa +/-Irradiation
% . 7 B CB-NK Body weight
- o wel
: I & 2 =1 AB-201 | Tumor VOIUMe . No treatment y welg ~ No treatment
Et O S 12 60~ 5 60- 1 60 - (+irradiation) -« CB-NK L
a] aQ = No treatment,+irradiation
5 0 | 7 O T & o~ 5007 - AB-201 : ’
o 40- T % 40- = ‘0 404 £ : o £ — CB-NK
§ E IE %400— e NK cell InjeCtlon f’, . CB-NK, +irradiation
CD3 Depletion Bag Culture E(rgineerir;)g . Cry{;s;c()}rcge” o 50 L Bioreactor IOOOCry?gorag;C . > oL = i i i > . [] - ' = . i - ﬂ [ § 200- T N i>, -— AB-201,+irradiation
tiona + ags 8 cells/ba 's of Doses/Cor — T T T T S S o : ¥ o T
| i ] 0 No target K562 SKOV3 HCC1954 N87 No target K5IBZ SK(I)V3 HCCI1954 Né? No target K5lB2 SK(l)V3 HCCl1954 N;37 >3 100-{/ 2 ﬁ BN f s'o
(& 1,/\\ Lentivirus ﬂ /_l'_'lX E o- - ]
2 > L —~ i | | " T~ P o o (I) é 1|0 1|5 2|0 2|5 3|0 3|5 4|0 4|5 5|0 5|5 6|0
O /- N2, < 0\ pewuL crem % U % % "0 Cytokine secretion S0
\ 4 \ G%EjL i Crdond j‘%ﬁff IFNy (E:T = 3:1) IL-15 (E:T = 3:1) Tumor Volume
- Y QY sesus | 44444 2000~ 50- (No conditioning) J CD56 (AB-ZO].)
@ ) @) , UL'MU' L | T Il CB-NK T 07
\ )]\ ) |eeese i _ 1500- . - _ = AB-201
i_ T LJQLLJLLJL;J: j]DEEF -._E. "E*, 30 m .
EeveEEL. SRR il £ 1000- _ g s 400 |
Immature Cord Blood eFeeder \—-—-—j \—-—-—J > = 20- - E
NK Ce||s E 500 =|l >° 200
i 10+ . :
£
0- H I ' I 0 lﬂ il - . II-] I e e o o o o o o e e
K562 SKOV3 HCC1954 N87 K562 SKOV3 HCC1954 N87 No target 05101520 2;2::5 4045505560
: : PO B : : . : : :
A. Her2 expression (Mean fluorescence intensity=MFI) on tumor cell lines and short-term cytotoxicity of AB-201 and control CB-NK cells. H. NSG rTnce :‘eccgl\ll\lelf +/A|rBra2ciI)|it|Ici/n (1.5Gy) on day -1 and were inoculated with 1x10” N87 tumor cells (SC) on day 0. On day 5, mice received a single
. . . . . B. Long-term cellular cytotoxicity of AB-201 and CB-NK cells against HER2+ tumor cell lines over 120 hours, E:T ratios of 3:1, 1:1 or 0.3:1 are shown for SKOV3, Injection of L5-NK or s (IV). _ o , . . _
° AB_ZO]_ IS COM pnsed Of ex VIVO expa nded 3 | |Ogene|c CB_denved HCC1954 or N87, respectively |.  AB-201 demonstrated significant efficacy over no treatment and CB-NK (P<0.0001, Two-way ANOVA) in irradiated mice (top) and unconditioned mice
' : ' : : : : : : : : , bottom) was well tolerated based on no change in body weight across groups (right graph).
. - C. AB-201 or CB-NK were stimulated for 24 hours with tumor cell lines at a 1:1 E:T ratio. Following stimulation, degranulation (CD107a)/cytokine secretion and ( o o e _ o _ o
NK cells that have been genetlca | Iy modified to express 4 HER2- soluble cytokine levels (ELISA) were measured. Data are plotted as mean + SEM. J.  AB-201 infiltration in tumor. Representative image of CD56 immunofluorescence staining of tumor section (40x magnification) from AB-201 group

indicated by arrow. CD56 is indicated in red (Alexafluor-647) and DAPI (nuclear counterstain) in blue.

directed CAR and is a cryopreserved, infusion-ready product
 Manufacturing utilizes a feeder-cell line engineered to express
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Cytotoxicity of primary cells (non-tumor) was measured following co-culture of AB-201 or control CB-NK cells with pulmonary artery endothelial cells, 1. Oh, DY, Bang, YJ. HER2-targeted therapies — a role beyond breast cancer. Nat Rev Clin Oncol 17, 33-48 (2020).

keratinocytes, renal epithelial cells, cardiac myocytes and small airway epithelial cells for 4 hours at Effector: Target (E:T) ratios of 3:1, 1:1, or 0.3:1.



