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OBJECTIVE AND ENDPOINTS
BACKGROUND AND RATIONALE: TRIAL DESIGN _

Primary objective is to assess the safety and
Phase 1: DOSE FINDING* Phase 2a: DOSE EXPANSION | bili : 20x22 g g : h
 UCART20x22 is a first-in-class allogeneic, non-alloreactive, engineered human CAR T-cell product by BOIN Des|g" (N=42) by Simon 2-Stage Design (N=38) tolerability or UCART20x22, and to determine the

endowed with dual CAR expression, targeting both CD20 and CD22 antigens and represents a potential UCART20x22 MTD and/or RP2Dof UCART20x22 in subjects with
new therapeutic option for patients with R/R B-NHL. TALEN ® gene editing technology is used to with IL-2 VCART20x22 RPZD Regimen R/R B-NHL. Incidence of DLT or TEAE as primary
inactivate the TRAC and CD52 genes to minimize graft-versus-host disease (GvHD) and allow for the use i

endpoint.
of alemtuzumab (CLLS52, an anti-CD52 monoclonal antibody) in the lymphodepletion (LD) regimen. [ DL3 ]_ D12 D12 + L2 Stage 2 Secondary objectives are

Clinical and preclinical studies suggest that exogenous low dose Interleukin-2 (IL-2) administration can I E PR2D and optimat
] ) . . . LD determined
enhance the expansion and persistence of CAR-T cells significantly to boost CAR-T efficacy without [ DL 2 ] [ DL 2+ IL-2 ] from Phase 1

exacerbating toxicity.* [ bL2 ]
I iDL1 E ’ I iDL1+IL-2 — stop the trial free survival, and overall survival.

Response rate current dose cohort (%) [n=8] Clinical data from the NatHalLi-01 Study has after stage 1 e To evaluate CLLS52 PK by PK parameters

demonstrated encouraging response rates with [ DL 1 ] »[ DL1 M[ DL 1+ IL-2 ] Key Assessments: AEs are assessed according to
UCART20x22 in subjects with NHL CTCAE v5. Tumor response is determined according

to Lugano 2014 criteria. Safety findings are reviewed

- FCA1 “ Optimal LD It\)/lyTt[g\e PSRC, which will determine the RP2D and/or

 To assess anti-tumor activity by objective
response rate, duration of response, progression-
responses

If=3

R/R LBCL

Increased anti-tumor activity with IL-2 DL 1: 50 x 10 cells/subi
. ject
[DL 2: 150 x 1085 ::E:llsfsubje-:t] ELIGIBI LITY

-e— Grp 1 vehicle 4 h Key Inclusion Criteria: Key Exclusion Criteria:

ORR CRR

In vivo data of UCART20x22 in combination with
IL-2 demonstrated that IL-2 dosing may increase
persistent circulating levels of UCART20x22 in a

= Grp 2 366 FCA: Fludarabine, Cyclophosphamide and Alemtuzumab (CLLS52)- Lymphodepletion Regimen .
L FCA1: FCA with a flat dose of CLLS52. Dose finding in 3 DLs with FCA1 has been completed. * Age 18- 80 years old, * Active CNS lymphoma,
_, Grp 3 3e6+IL-2 E{:,n.a; FCA with the weight-based dosing of CLLS52. Enrollment was initiated in May 2025. * Have ECOG <1, * >4 lines of therapy on

(D 0-4, 7-11) :
* Adequate organ R/R B-NHL prior to

Grp 4 3e6+IL-2 *Note: Up to 10 subject b lled to backfill cohort )
—— (D 7-11,14-18) ofe P 1o sSUBRJECTS May be enrolie O DACKTILL COoNno {E} funct|ons, enrollment

mouse model harboring disseminated tumors and Su bject Flow Diagram  CD20+ and/or CD22+  GVvHD or MAS

enhance anti-tumor efficacy, without inducing B-NHL with relapsed * Hypersensitivity to
treatment-associated toxicity. 14 or refractory disease alemtuzumab or IL-2 if

Days post CAR T-cell treatment Sepones ‘ ‘ ::r;:t | after 22 lines of applicable,

assessment

Jy ¢ systemic therapy * History of ADA against

Increased expansion and persistence with IL-2 Increased survival with IL-2 D- 6/ 5 84/EOT alemtuzumab or IL-2 if
applicable

Grp 1 vehicle : . TRIAL ACCRUAL AND PROGRESS
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-~ Grp1 Vehicle
Grp 2 3e6 (up to 28 days) (Q3Mup to 1 yr.) (Q6M up to Syr. Then
P & Grp 2 3e6 DLT OBSERVATION PERIDD annually up to 15 yrs)
Grp 3 3e6+IL-2

(D 0-4, 7-11)

Grp 4 3e6+|L-2
(D 7-11, 14-17)

GIp 3 3e6+IL-2 E,,m,,m_,,t * Up to 80 eligible patients (42 in dose finding and
(D0-4, 7-11) 38 in dose expansion) will be enrolled.

. Ofp 4 3e6*IL-2 UCART20x22 * Dose finding up to 3 cohorts of UCART20x22

(D 7-11, 1417
} e administration UCART20x22 Potential monotherapy under FCA1 has been completed.

Signature 2" UCART20x22 * Enrollment to dose finding of UCART20x22

. —— | | administration* monotherapy at dose cohort 1 with FCA3 began

20 40 60 80 100 UCART20x22
UCART20x22 :

*Day 0 theoretical levels pre-UCART injection by a Short Course of s.c, 21DP ' Trﬂtmantperlod p-> * 14 patients were enrolled and treated as of 30-

UCART20x22 monotherapy is being evaluated in an ongoing first-in-human, open-label ;:ET;T,:;‘ oneeose s *Subjects meeting al redosing criteria may be Oct-2025. 10 sites from US, France and Spain
Phase 1/2a dose-finding and dose-expansion study (Nathali-01, NCT05607420) in e espbrebivesmr gt o are participating in the trial.

Agency/Health Authority as locally required.

patients with R/R B-NHL. The protocol is how amended to add a treatment cohort of
UCART20x22 in combination with low-dose IL-2 in dose- finding and dose expansion ACKNOWLEDGEMENTS
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