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Results

Autoreactive B cells are key drivers of various autoimmune diseases such as systemic lupus  / _ N O _ N O _ _ N
erythematosus (SLE), rheumatoid arthritis, and scleroderma. Management of autoimmune disease often FT819 is an off-the-shelf, CD19-targeted, 1XX CAR T-cell product Translational data from Phase 1 BCM Study demonstrate key Translational data from Phase 1 BCM Study demonstrate key therapeutic
includes prolonged use of immune suppressants and B cell-directed agents. Rituximab, an ant-CD20 candidate that is comprised of CD8af+ T cells with a memory therapeutic mechanisms in the periphery to enable immune mechanisms in secondary and tertiary tissue to enable immune reset in
antibody, has demonstrated the ability to deplete peripheral blood B cells. Despite this fact, the clinical _ : : : : : : : : :
efficacy of rituximab is limited and varies broadly among different autoimmune diseases due to | phenotype and high CXCR4 expression to promote tissue trafficking ) reset in autoimmune diseases ) L autoimmune diseases -
incomplete clearance of autoreactive B cells, including those in secondary lymphoid tissues.
Recent clinical data has demonstrated the potential of autologous CD19-directed chimeric antigen Novel CAR1g 2XX placed _ L . - A Dose-dependent CAR T-cell Expansion and Exposure A Primary Tissue: Traff.ICkmq and Clearance of CD19+ 23(;1rs\/itﬁ.Sierlalt;dfggrenadPrI:]?nsiitéﬂgflc\)/]lc
receptor (CAR) T-cell therapy to deplete CD19+ B cells and induce durable, drug-free remission in under the control of 1X):_ Cf‘Tlg'dNOV_e' Ch;mer";_f?r:'gfgs rec_eptol_r CZ”S'St'_”gf e CtPZBI 100000+ Cells in Bone Marrow FT81y9 (NCT02629729) (A) Case study
H H H H endogenousTCRactivity COS ImU a. Ory Omaln an mO I |e Z Slgna |ng Omaln OI’ Op |ma _ ] ) " i )
refra_ctory SLE patients (Mackensen, 2023). However, several o_bstacles_ may !Imlt the |_ootent|al effector cell persistence and anfi-tumor potency FT819 exhibits similar expansion kinetics to autologous 800 Bone Marrow 157 | CLL Cells in Bone | 1200 Peripheral Blood of chronic lymphocytic leukemia patient
gpphc_aﬂon of autologous CAR 'I_'-ceII therapy f_or treatment of patients with aut0|mmune_ diseases, < «——— CART cells, reaching C,. at approximately Day 8 5,;600_ ET819 PK Marrow oo, CD19+ B Cells treated with conditioning chemotherapy
including (1) the need for apheresis to collect patient T cells for manufacture, (2) the use of viral vectors -;%_ TRAC targeted CAR: Chimeric antigen receptor integrated into the T Cell = 10000+ 8 0. . (dose = 90M) followed by a single dose of FT819 at
for engineering, with associated risks for potential malignancies via insertional mutagenesis, and (3) lack N Receptor Alpha Constant region to be regulated by endogenous control of o> N | € oo 8 e 90M cells. FT819 was detected and
of product consistency and availability, which are necessary to ensure patient safety and reach. | - TCR expression for optimal CAR performance = FT819 exhibits dose-dependent PK increase o - 2 600- persisted in the bone marrow at Day 9,
. . . : $ 10004 7 S 5 3 400- with complete elimination of CD19+
- - - - ()] c i O 400

FT819 Is an off-the-shelf, anti-CD19 CAR T-cell product candidate derived from a clonal master TCR null: Bi-allelic disruption of TRAC at the clonal level for complete 2 FT819 exhibits controlled and defined persistence in § 200 Is in the bone marrow and berioheral
engineered induced pluripotent stem cell (iPSC) line. The use of a master engineered IPSC line as a T o i i i 2001 cells € bone marrow and peripnera

: : ' L . . . removal of TCR expression and the elimination for the possibility of GvHD O « the periphery, which may enable more rapid B cell blood at the end of treatment cycle. (B)
starting cell source enables scaled production of a cell product which is well-defined and uniform in . . . ~ reconstitution and reduce complications associated O ! . 0 : :

. e L . o in allogeneic setting &) 100+ : . «° < o N Baelne 1 7 13 1o 25 a1 Case study of patient with r/r DLBCL
composition, can be stored in inventory for off-the-shelf availability, can be combined and administered S with B-cell aplasia S Fa N N bays treated with conditioning chemotherapy
\IIDVIi‘:h stalndft:\rg of fclzi[reS?Lr;erapiels, antélI ;:anf reatch aBbrOﬁd pallltient pppul(%tié)&. Isrlteéir)n_cl(;nic?l da:ca frorrt1) Ia > - 9OM (n=6) @ Qf@* s 3 followed by a single dose of FT8L9 at

ase 1 study o in relapsed / refractory B-cell malignancies udy) indicate a favorable ; . 200, c n= _ o 180M cells. Patient had 3 prior i f
. . .. . . . 10° 10° 3 ® Macrophage © - . . prIOr Ines o
safety profile and anti-tumor activity, with no events of any grade of immune effector cell-associated A e ° b, C . " Monoyte” = 10 B Secondary Tissue: T_rafflelnCl a_-nd _Clearance of CD19+ therapy including autologous CD19-
neurotoxicity (ICANS) or graft-versus-host disease (GvHD), low incidence of low-grade cytokine release % o - :i;l‘ﬁ'”“m ® 360M (n=5) Cells in Lymphoid Tissue targeted CAR T-cell therapy. Baseline
syndrome (CRS), and partial and complete responses in heavily pre-treated patients (Mehta, 2022; Q 5 | PSC Baseline CD19 Expression Peripheral Blood lymph node biopsy showed DLBCL cells
NCT04629729). E "3 _ ol T 1- UCIELF [ T CD19+ Cells with high CD19 expression. Single dose
E | o 4 2 ] . .
. . P z g 0 3 6 9 12 15 18 21 24 27 30 - dose = 180M
Here, we present preclinical and clinical data from the Phase 1 BCM Study that support the development w3032 0 S 160 o LI ) of FT819 resultc_ad In rapid, deep, aqd
. . . ) . . - —— e g Days sustained depletion of CD19+ B cells in
of FT819 in B cell-mediated autoimmune diseases. Preclinically, FT819 co-cultured with CD19+ WIL2S ’ TCmF: . v @ o C " s o 8007 the peripheral blood, and in >50%
. ‘- A ; ; ; .. a a g 120 = ,
Iy_mphoma_l cell line demo_nstratgd potent and specific CD19+ B cell killing in an in vitro .cytotoxml_ty assay. £ B Rapid. Deep and Sustained B-cell Depletion Target Lesion 1 % 500- decrease in CD19+ tumor cells in
Similarly, in co-culture with peripheral blood from unmatched SLE donors, FT819 exhibited rapid, deep, ) ’ @ secondary lymphoid tissue, after 1
and durable elimination of CD19+ B_cells. In addition, l_JIood samp_les obtained from pat_ients trea_ted in B % 1007 25009 15 807 g jz Primary Single-dose FT819 (range = 90 million to 1.08 billion cells; n = 23) 2 400- cycle. Re-treatment with a single dose
the Phase 1 BCM Study showed rapid, deep, and sustained depletion of CD19+ B cells in the periphery EP 2000 ?% _ 60- & 2. Primary T~ gy CARIT 300~ et Losion2 © 200- of FT819 resulted in complete metabolic
through the treatment cycle (Day 29). Importantly, significant B cell depletion was also observed in lymph §§ 60 % 1500~ - @é N %’-.— .. . . Baseine  EayCyle “ MidCydle  End Cyce \ . response by FDG-PET with ~80%
node biopsies from the Phase 1 BCM Study, demonstrating the potential of FT819 to traffic to and g; Jo- T oo g% 407 201 T > 250+ Baseline C1D20  C2D29 Baselne 1 7 15 1 2 a1 reduction of target lesion 1 and
function in secondary tissues. Furthermore, an analysis of hematopoietic reconstitution showed recovery e = O £, ::zj % 'y ) I% I 1] _ _ o bays complete elimination of target lesion 2
of a naive B-cell compartment occurring 1-3 months after FT819 infusion. Based on these preclinical and 3 °007 3 0 e o 2007 R | C Tertiary Tissue: Trafficking and Clearance of CD19+ at the end of cycle 2. (C) Case study of
clinical observations, FT819 may offer an off-the-shelf approach to reset the immune system of patients - = 0-— . L o- 0O D e R P RO Cells in Liver Mass patient with r/r DLBCL treated with
with autoimmune diseases. B3 Teff (CD62L-, CDASRAY) & Q@@ QO”&-@'}VVVJOXO@‘OQ@ PC1: (24.28% Variance Explained) * SN A T T T I T conditioning chemotherapy followed by
| | | | = Tem (coezL- cpasRA) ¢ E. CD19 90M cell j CD19+ B cells / pL in Peripheral Blood a single dose of FT819 at 90M cells.
A Phase 1 study of FT819 for the treatment of patients with moderate-to-severe SLE is currently ongoing o e ooy & O 100+ ;, | 0 o Patient had 6 prior lines of therapy and
(Autoimmunity Study) and the first patient has recently been treated (NCT06308978). A pre-treatment | Flow cytometry plot of B-cell lymphoma patient exhibiting rapid, deep, : o e R was refractory to autologous CD19-
sample from this first patient’s peripheral blood was obtained and an ex vivo kiling assay was _ 50+ and sustained B-cell depletion R t ted CAR T-cell th  Sinal
condpucted, which showeg rapid anFc)i depep depletion of CD19+ B cells by FT819 at low E:T rgtios. ’ Figure 1. (A) FT819 consists of uniform and consistent TCR-null, CD8ap+ CAR T-cells. (B) FT819 is comprised L % i:: dagg: eof FT819 ré;:ultedeirri1 piusteirngeg
_ _ _ _ _ _ of memory T cells, Wlth high expression of TCF1 aqd CXCR4_ and low expression of exhaustion markers. (C) 0- . . A depletion of CD19+ B cells in the
Our proprietary iPSC product platform enables creation of a clonal master engineered iPSC line Global gene expression analysis shows FT819 clustering with primary T cells and primary CAR T cells. Baseline  Early Cycle Mid Cycle End Cycle | t. w0 100 oeripheral  blood and  complete
and mass production of multiplexed-engineered cell products, which are well-defined and uniform 4 il 50 L :
. . L L : : : : : elimination of CD19+ masses in the
in composition and can be stored in inventory for off-the-shelf availability and broad patient reach a _ _ I C Rapid and Deep Depletion of Supraphysiological Levels of B cells oo 2 L ————e iver indicating potential of FT819 to
A o B ocante FT819 demonstrates rapid, deep, and dose-dependent depletion of Independent of Cy / Flu Conditioning : : vafic. infiltate. . and  function in
@ -~ @ @ CD19+ B cells sourced from the peripheral blood of unmatched SLE e e — : secondary and tertiary tissue.
,0’\ Precise Multi-Gene @ Single-Cell Clonal @ @ . ' - ' ' 35000+ Patient 1 2000+ Patient 2 ( \
it ey @ ST, donors in preclinical studies dose FT819 - - -
A o) @ ! x 0 S ) | aoo]  dose Translational data from Phase 1 BCM Study show capacity for rapid, deep, and
® 30000+ . . . . . LR .
| ® _6 A g Resistance to Cy / Flu 16001 | Resistance to Cy / Flu sustained B-cell depletion without use of fludarabine as conditioning agent
Off-the-Shelf | Homogeneous | Cost-effective Lﬁé,,,:;tgmzzis;rg,g fggg;eggzg igh 1 . : : ,, 25000 treatment 1400- treatment \ J
E® ® —& 5 o T e %o | oo o o = 20000~ . 3 1200- B cell depletion after FT819 A ¢ B o, peripheral Bload cor+ cels e ey o S o
iTCells  iNK Cells iCD34* Cells = Q ‘ wl © i o ‘ 5 B cell depletlon after FT819 B . i L 1000 S|ng|e'dose administration of FT819
L o I L g o L 3 o i, 4 S E dose independent of g 10007 % dose independent of . rCHz (NCT04629729). (A) Structural design and
Development and manufacturing of FT819. (A) We useda | * :g: w ia gl o - . @ 130007 " &/ Flu conditioning 2 800- Cy / Flu conditioning S e 300- classification of bendamustine, which is in the
multiplex-engineering platform to make a clonal master o o o g =| o - B ool ﬁ N - B onls ol o . B oule 10000~ 500- el "\>;C/:'2 ’ . same chemical class as cyclophosphamide. (B)
engineered iPSC line, which is the starting material for each ot I o - E A - ‘ 10.3% 6 a - é 0:4% E o - é 0-6% Further B cell depletion s E 500 Single-dose FT819 shows rapid, deep, and
manufactured batch of FT819 cell product. (B) FT819 onrEmoEEE e o 7| e | 2] e 1. . EE— 5000~ 7 indicative of FT819 b, S sustained depletion of CD19+ B cells without
expresses a transgene encoding for 1XX CAR19, an anti- 1 o © “ o o - £ - - 200+ ~ functional persistence _ + the use of fludarabine as a conditioning agent.
CD19 CAR construct containing CD28 and modified CD3¢ f o o i :FZT:TWO] . — Ecso o . coto: o B on1o: o ] ep1o. oL . . . . . . oL . . . . . . | Bendam“ft'”e | é 4009 *Clinical response = 2 of 4 Data include 4 patients* with baseline B-cell
Slgnallng domaInS In precnnlcal StUdleS, flne tunlng Of the ;;'; :g: :gj 12? ] 'FI)'KOpCART[a_IIO]_Donorl pCAR:.'r_le:norl g:; g : & .12.:'_1% S : é 0.4% 8 oS 0.1% Baseline 1 7 13 19 25 31 Baseline 1 7 13 19 25 31 alkylatlng agent CIaSSIflled as nitrogen patients achieved Objective counts |n the range of normal (up to 1’000
CAR signaling through CD3( enhances therapeutic potency = s w o & o0 "5 o o o o o & 56 5w % PCART [auto]_Donor 2 N 22 s;%]_.i S ot L®L 81_. f S Days Days mustard analogue, which group also 200+ response (1 CR; 1 PR) cells/uL). Baseline represents B-cell counts in
Wlth reduced propenSIty for exhaustlon Days after T cellinjection g m TKOpCART [allo]_Donor 2 TKOpCART_Donor 2 1.7 L ® cD19 e @ CcD19 — @ 0019& o o . . ] Ny includes CyC|0phOSphamIde the perlpheral bIOOd prlOr tO treatment Wlth
Feucht et al., Nature Medicine 2019 D ReCOHStItUtEd Populatlon ConSIStS Of Nalve B CE”S ; I LLON bendamustine as an alternative to Cy / Flu
Baseline 1 7 13 19 25 31 U -
Su m m ary an d CO n CI u S i O n S C SLE PBMC Killing Assay D SLE PBMC Killing Assay 05 Plasmablast Population Post-treatment B-cell Reconstitution Days IC:?I_%C;-ISOEII?gN ChmethIeraE)yf and ISIngle_dose
Donor 1 Donor 2 ] 100~- . = Lower IImit or norma
1.2+ 1.2- T -+ Patient 1
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> Prer(]:hnlcal data demolr;strate tréaft FT819 e);]hlzlts raéald and deep depletion of .. . Autologous primary CAR T cells 1ol ~ Autologous primary CAR T cells 53 04 s patent2 58 ® First SLE patient treated in Phase 1 Autoimmunity Study
athogenic CD19+ B cells sourced from unmatched SLE donors E g . 50 L : T : . .
pathog | | N I 24 os- 20 4 Pre-treatment sample of first patient’s peripheral blood shows potent CD19+ B cell depletion with
» Translational data from Phase 1 BCM Study demonstrate that a single dose of FT819 & & =0 55 FT819 in ex vivo killin
- : : : , . . A A 2 D g aSsay
exhibits multiple mechanisms of action necessary for generating an immune reset in O 067 S 061 s 0o o 40- \ y
patients with B cell-mediated autoimmune disease: 8] 8] G S SLE Patient 1 - FT819 Ex Vivo Killi t CD19+ B Cell
: - : : : £ £ L& 01 Z8 20 atien - X VIVO KIIlINGg O + ells i
« Dose-dependent PK, with similar expansion kinetics to autologous CAR T cells g = &8 " c : FT819 ngt];:nemfr;ityDaslfucI;OTvitrF:h;iZIel
 Rapid and deep CD19+ B cell depletion, with sustained suppression of B cells, in g y . — 00 : 0 dose administration of FT819
the periphery during the initial 30-day period following FT819 infusion 0.01 S 1 10 0.01 e 1 10 gase\"“"‘ “ea\‘“e(\\ L5 months 2 months 2.5 months " 100 N N R N —4— NO CAR (NCT06398978). Using a pre-
. : C g : . : 09 = 09 ) _ L — ‘_/‘ treat t I f the first
« Secondary and tertiary tissue trafficking, infiltration, and activity, with complete e Time of assessment post FT819 infusion [ - J:ﬁerﬁf: Saprzﬁpehe?al eblolfasd
elimination of CD19+ cells in tissue Figure 2. FT819 exhibits potent activity against CD19+ B cells. (A) In a 24-hour killing assay against CD19+ Figure 3. Data from Phase 1 BCM Study with single-dose administration of FT819 (NCT04629729). (A) © = " obtained  prior to  clinical
oL : . : . . WIL2S lymphoma cell line, FT819 demonstrates equipotent activity compared to an autologous-manufactured CAR J ' Y g : : _ o 75 o - L
* B-cell reconstitution showing recovery of naive and immature phenotype, with little T cell. (B) Rapid and deep depletion of CD19+ B cells was observed in a 72-hour killing assay against PBMCs FT819 PK (mean £ SEM) at 90 and 360 million cells in patients with r/r B-cell lymphoma (BCL) (n=11). In vivo c—E administration - of _ conditioning
t0 NO recovery of I | bl ' P b dep _ ey J y ag CAR T-cell expansion and persistence were measured by a ddPCR assay according to the number of CAR ) chemotherapy and FT819, a 24-
y of memory B cells or plasmablasts sourced from a blood sample of an unmatched SLE donor (E:T ratio = 1:1). (C, D) FT819 displays dose-dependent : : ¢ : i bl | . I leti = hour co-culture assav showed
: - - - - CD19+ B cell depletion against PBMCs sourced from a blood sample of an unmatched SLE donor in a manner trgnsgene.coples Per microgram ot genomic D.NA in blood sampies. (B) Rapid and deep B ce dep (_atlon, | 50 : Y .
« Capacity for rapid, deep, and sustained B-cell depletion without the use of ) . . with sustained suppression of B cells, in the peripheral blood during FT819 treatment cycle in patients with r/r deep depletion of the patient’s
: e comparable to autologous-manufactured CAR T cells. E:T ratio analysis suggests both FT819 and autologous- PN : : : : @)

fludarabine as a conditioning agent manufactured CAR T cells have the potential to fullv deplete the CD19+ B cell burden of patients with SLE at a BCL (n=23; includes patients with baseline B cell counts in the range of normal (up to 1,000 cells/uL)). CD19+ B cells upon exposure to

» First SLE ' has b din Ph 1 Autoi ity Stud dose of 100-300 million CAR T cells (Izliseased CD19y+ Brc):ell opulation in the peripher andptissue is estimated to Baseline represents B cell counts in the peripheral blood prior to treatment with conditioning chemotherapy > 25 FT819 In a "irst-of-kind™ ex vivo
Irst patient has been treated in Phase 1 Autoimmunity study e un to 300 million  cells in batierts  with aEtoFi)mmune dise%sep DyOI' 10 4161/c0.8.3 7608 and single-dose FT819. Data represent the mean + SEM. (C) Case study of two patients with r/r chronic translational assessment. The ex

« Pre-treatment sample of the first patient’'s peripheral blood was obtained prior to _ b P _ : ’ ' ' S : lymphocytic leukemia, where B cell depletion was resistant to Cy / Flu conditioning chemotherapy. Rapid and vivo translational assay did not
dition 3 - 4 ET819 57819 ind q » q https://doi.org/10.1038/s41573-020-00092-2, DOI: 10.3389/fimmu.2019.01375). Autologous-manufactured CAR T deep B cell depletion was observed following a single dose of FT819. (D) Case study of plasma cell 0 include the use of cytokines to

conditioning chemothera an treatment; Inauceda rapid an otent = pri ' Vi ini iti ) TR _ _ _ " _ _ o .

: L : : D g - . . e . . epletion an cell reconstitution in 3 patients with diverse B-cell repertoire at baseline, with reconstitution : support the assay kinetics.
g Py P P cells = primary T cells transduced with lentivirus containing CAR transgene and cultured for 4 additional days for deol d B cell 3 hd B-cell basel h 0.1 1 10 t th kinet
depletion of the patient’'s CD19+ B cells in ex vivo co-culture assay in “first-of-kind recovery and expansion. Allogeneic-manufactured CAR T cells = primary T cells engineered with CRISPR

population comprised of naive B cells in 6-10 weeks following single-dose FT8109.
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translational assessment targeting TRAC locus with CAR transgene and cultured for 11 additional days for recovery and expansion.
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