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BACKGROUND CB-010 PRECLINICAL RESULTS (continued) CB-010 PARTIAL HLA MATCHING IN LYMPHOMA PATIENTS (ANTLER TRIAL)

Aut.ologous“CD19-directed CAR-T cell therapy has been shown to effectively target aberrant B cells !egding to durable clinical responses in SLE CB-010 treatment specifically targets the B cell Compartment in humanized mouse Partial donor-to-patient HLA matching is associated with enhanced expansion and
patients (Mdller 2024; Wang 2024). However, autologous CAR-T cell therapy is characterized by logistical complexities of apheresis and long .. . . .
manufacturing periods, which may be accompanied by extended periods of immunosuppressive washout. CB-010 is an anti-CD19 allogeneic models of hematOpOIGSIS persistence of CB-010 CAR-T cells in |ymph0ma patients
CAR-T cell therapy derived from healthy donor T cells and engineered with a Cas9 CRISPR hybrid RNA-DNA (chRDNA) genome-editing
technology. Herg we de.scribe‘CB-O1 0 preclir\ical data, CB-'O.1 0 clinical data in lymphoma patient; from an ongoing phase 1 clinical trial (ANTLER), * B cell depleting activity of CB-010 in A B « In the ANTLER trial, the relationship s;';g': CB.010 oh it
and a phase 1 clinical trial design (GALLOP) in lupus nephritis (LN) and extrarenal lupus (ERL) patients. murine pharmacological models was 100- 1001 1 Vehicle control between the pharmacokinetics of CB-010 c3.31o -010 pharmacokinetics
i 2 examined. = 50l : . B CB-010 lot #1 CAR-T cells ih peripheral blgod and the s Fig 5. Partial HLA matching
WHY CB-010 FOR LUPUS? « A humanized hematopoietic system § i ”g’ 80 Bl CB-010 lot#2 dor.wor-to-patlent HLA matching stat.us of' _ ; e >4 matches impact on CB-010 PK
Lrom cord blood-deriveclzlI C(a?g;) § 604 = i e 9 40 patltent to dtr.ug prolcjugt were examined in z : ' —i-zzar;naattcc::ss Mean values represented by
. . . CB-010 uses FMC63 scFv with a 4-1BB ematopoietic stems cells s)in 5 I i S a retrospective analysis. z 3 dots with standard error
CB-010 is a readily available off-the-shelf therapy costimulatory domain NOG-EXL mice was established. °\£ 40 I\//1 ? 40+ ; « A panel of 12 class | and class |l aIIeIe; ?: : shown: values below LLOQ
« When these animals were treated S 50- 1 § 20- | were a.nalyzed and used to group patients 3 5 converted to 0; visits up to D28
— . with CB-010, in the absence of o i i by having a match of 24 alleles, 2-3 :';-’. : shown; DO values represent
Precision genome editing via chRDNA technology From clinical data in Iymph?ma (N=46), ?3-019 was |ymphodep|etlon, we observe | 0 0 : alleles, or fewer than 2 alleles. s pre-infusion level set to 0..
. : : o generally well tolerated with encouraging efficacy, significant and extended depletion — — T — T - Higher numbers of HLA matched alleles % i N=35 total number of patients
is used in CB-010 to reduce risk of off-target edltlﬂg . . . 4 ) 6 8 10 4 2 0 ) 5 6 8 10 . o . - .
and B cell aplasia was on par with published data of the B cell compartment. In Weok bost CART sdrministration Week bost CART sdminictration demonstrated more expansion and 4 included in PK analysis based
contrast, non-B cell subsets, P P persistence of CB-010 CAR-T cells 04 ~ I on samples analyzed as of data
CB-010 PRECLINICAL RESULTS including the T cell compartment, Fig 3. CB-010-mediated B cell aplasia in humanized mouse models NOG-EXL mice were 0 10 20 30 cutoff of April 1, 2024.
remain intact. engrafted with human CD34+ HSCs via tail vein injection. At 16 weeks post engraftment, animals Days post CB-010 infusion
CB-010 demonstrates targeted B cell cytotoxicity in SLE patient-derived co-cultures * CB-010 activity specifically were dosed intravenously with 1x107 CB-010 CAR+ T cells per animal. In-life sampling of peripheral
A C s- promoted extended B cell blood was analyzed via flow cytometry every two weeks prior to CAR-T administration and every

. Aut tive B cells ol otal 1.0 B cells depletion in humanized mouse week post CAR-T administration. Human CD19+ cells as a percentage of total human CD45+ cells CB-010 PHASE 1 TRIAL DESIGN IN LUPUS PATIENTS (GALLOP TRIAL)

rouleo'rnef;el\;)eathg;eanSa'Z SfpSI\L/E a . models are plotted indicating B cell dynamics (A). Human CD3+ cells as a percentage of total human
| ! ' 2 1 [ SLE PBMC only CD45+ cells are plotted indicating T cell dynamics (B). Significance determined by unpaired T test. .

. Therapeutic approaches that target S0+ g =5 + Conrol T cells < 0.05 "< 0.01. #¥p < 0.001, *rpe 0.0001 Study objectives and treatment - _Eligibiliy
being pursued in the field of B cell- a 2 mm -+ CB-010 lot #2 g = * Lohortz: <Kz06 , ,
denondont sutoimmune disease. ® 00l g R s DEEP B CELL DEPLETION OBSERVED WITH CB-010 IN LYMPHOMA PATIENTS (ANTLER TRIAL)  Seenaiendioile Emaccinenc. | + Refractory to glucocorticoids, and at least 2 immunosuppressive

G ploratory endpoint: Pharmacodynamics and efficacy therapies

* The potential of CB-010 to target and — T T T T T T ;3’. . » Single dose of CB-010" following lymphodepletion * Excludes active CNS involvement ‘ B
deplete B cells in SLE patient-derived SRR S A A CB-010 treatment results in single * Partial HLA matching and absence of baseline donor-specific
peripheral blood mono-nuclear cell o oF o 0¥ o7 oV &7 b tended B I lasi led coss antibody (DSAs)

CB-010
(PBMC) samples was examined. B io0- Non-B cells . e)f en e. cell aplasia couple v

* Increasing numbers of CB-010 co- " Total PBMC B cells Non-B cells with rapld recovery of NK and P i,

cultured with SLE PBMCs demonstrated g 05 Fig 1. CB-010-mediated B cell-targeted cytotoxicity in SLE patient- T cells in |ymphoma patients 3 — [ ﬂ—"{}%
a Concentratlon—leependent §peC|f|c £ derived PBMCs (A-B) Specific lysis curves demonstrating cell T Patient cohorts | CB-010" 4
lysis of B cells without affecting non-B- § cytotoxicity of 2 CB-010 lots against CD20+ B cells (A) and CD20- non-B _ . T cells auent cono N

cell populations. » o . cells(B)within SLE PBMC samples at 24 hrs. Co-cultures representing * Inthe ANTLER trial, an ongoing Phase 1 study Cohort 1: Lupus nephritis (LN) I

« CB-010 exhibited robust targeted 00 mmrere 6 individual patients were established in triplicate (C) Area under the of the safety, tolerability, and efficacy of ~ Ao P O 28 DAY=R) 3 onTrel) G aonTHeD) O rornTH=E 12 BronTar
B cell cytotoxicity across multiple —r— 1 11— 11 curve (AUC) analysis of specific lysis curves for the 2 CB-010 lots shown CB-010 in patients with lymphoma, a single | il = e F sl ) fsidinerbodi] fodimimiebiond J frbsbetelnleberdf freoirpbnatinbleond f fAelrbterio b

N N N N N N N AN . . Y . . “ y / 4
atient-derived samples in vitro. ST QT G N B B S S in A-B where each data point is the average of the triplicate and error dose of CB-010 results in deep depletion of B “ — .
P P o® o ¥ ¥ oV ¥ P bars represent standard deviation. cells and extended B cell aplasia combined "f Cohort 2: Extrarenal lupus (ERL) S | zafety and tolerability A
. . . . . with rapid recovery of NKand T cells following & 25 mg/m?/d x 3 days _ . PRI -
CB-010 suppresses autoantibody generation in SLE patient-derived co-cultures lymphodepletion. 2 Davatsya s 7 days in-patient
. _ : . S Cyclophosphamide OADTONNG
Aoy B 2, o + The effect of CB-010 activity was * Following administration, CB-010 specifically 5, 1 S et U LLOQ B cells 20B/k/d 20

3 — ControITo:eTIs 3 o siEpam To;elyIS examined on the generation of anti- targets B cells, resulting in extended B cell 3 Days -4 and -3

D03 B + CB-010 lot #1 7 I S 5. B+ CB-010 lot #1 dsDNA auto- antibodies in co-cultures aplasia for ~114 days. Wh'le' on average, B HLA: human leukocyte antigen; SLEDAI: Systemic Lupus Erythematosus Disease Activity Index; uPCR: urine protein creatinine ratio

z Bl -+ CB-010 lot #2 < 1 B+ CB-010 lot #2 with SLE patient-derived PBMCs. ;e”s recive;er tollbase(lllrlw\leKlevils by :ﬁ68 Fe cD3+ABS ' CB-010 dose of 80x10° CAR-T cells

o =2 -

% [ s I  Robust depletion of B cells through reaglj\l/srae!je\r/]vith;e?asv:eneks ocsi > rapialy (== cp3-CD19+ABS

£02 ) i §10 . CB-010 activity was hypothesized to vmohodeplet eKS P CD3-CD36 +/-CD16 + ABS

£ i i S ; result in suppression of autoantibody ymphodepietion regimen. CONCLUSIONS

é il 9 L : generation by pathogenic B cells in vitro. * CB-010 treatment promoted deep B cell 0

TS I T I <" . CB-010 suppressed total IgG and anti- ::g:::’?:gvflftcheﬁ’::;‘:ﬁ?;ﬁﬂ ::‘:::;a while (I) | 1(|)0 | 2(|)0 | 3(|)0 |  CB-010 is an off-the-shelf anti-CD19 CAR-T cell therapy with the potential to target autoantibody producing

= ﬁ 3 I % i ‘ 1 i uoarop  dsDNA auto-antibody generation by B cells that contribute to pathogenesis of SLE.

0.0 ma 1 am T : sl odlllan [HH SLE patient-derived PBMCs in vitro. Days post CB-010 infusion - . .
SLEPBMC1 SLEPBMC2 SLEPBMC3 SLEPBMC4 SLEPBMCS5 SLEPBMC6 SLE PBMC7 SLEPBMC1 SLEPBMC2 SLEPBMC3 SLEPBMC4 SLEPBMC5 SLEPBMC6 SLE PBMC7 . . ° In the ANTLER Phase 1 trlal in Iymphoma patlentS, CB_O1 0 Ied tO deep B Ce" depletlon, extended B Ce"
Fig 2. CB-Q1 O-medigted suppression of total IgG and anti-dsD!\lA antibody prpductipn from SLE patiept-derived PBMCs CB:01 0 CAR-T cells were co- Fig 4. Impact of CB-010 treatment on the recovery of patlent T, B, and NK cells. aplasia, and was genera"y well tolerated with encouraging efﬁcacy (N=46).
cultured with SLE patient-derived PBMCs. Co-cultures were established for 7 days in media supplemented with 1uM of the B cell stimulant ODN 2006 (a Class Absplute (;ellular counts determined by ﬂow.C)./tome.try using th? cell surface markers
B CpG oligo-nucleotide and TLRY agonist). Supernatants were subsequently harvested for analysis of total IgG (A) or anti-dsDNA IgG by ELISA (B). Seven indicated in the legend. ANTLER Phase 1 clinical trial as of April 1, 2024 cutoff date e CB-010 will be evaluated in the GALLOP Phase 1 trial for patients with |UpUS nephritis and extrarenal Iupus.
individual patient sample co-cultures were established in triplicate. Each data point represents a single replicate. LLOQ/LOD for Total IgG ELISA 0.008 ug/mL. (N=46). Mean of the data plotted with Standard Error as ribbons.
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