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« Despite novel treatment options, a substantial proportion of patients with relapsed/refractory diffuse large B-cell ymphoma (R/R DLBCL) Rapcabtagene autoleucel '
P . _ ptions, " propor b psed y 9 ymp « Patient flow for the R/R DLBCL treatment cohort is shown in Figure 1 manufacturing using Lymphodepletion Patient receives
do not achieve sustained remission'? or do not have timely access to these therapies T-Charge rapcabtagene autoleucel

<2 days followed by release testing
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M N isha h@mCW_ed u = VIS (EMETES £ UTnEs e U UIHET (PR MEEpensts s, Gl ofliE) Sne eesss| ol ity (@ peifsm s + Eligible patients had R/R DLBCL after =2 lines of prior treatment, measurable disease at enroliment, and ECOG 0-1 — :
« Rapcabtagene autoleucel (YTB323) is an autologous CD19-directed chimeric antigen receptor (CAR)-T cell therapy rapidly manufactured Treatment Al o A LR BT : : : SIEEID
. . A5 * 218 years of age * Lymphodepleting chemotherapy: fludarabine (30 mg/m? IV daily x3 days) + cyclophosphamide Primary: Incidence of DLTs® and safety to
(<2 days) using the next-generation T-Charge™ platform that preserves T-cell stemness _ _ . _ - Measurable disease at enrollment (500 mg/m? IV daily x3 days) determine a recommended dose
+ Patients received lymphodepleting chemotherapy prior to rapcabtagene autoleucel . ECIOG Pg/o-} ; b - Rapcabtagene autoleucel dose levels (single IV dose): Secondary: Cellular kinetics, ORR, DOR, OS
. . _ . ) . . . o _ _ - _ + Relapsed/refractory disease - DL1, 2.5x108 CAR+ cells ’ ' ’ '
U pd ate d Re S u Its F ro m a Ra p ca bta g e n e 'I.'hls.poster focu.se3s on the R/R DLBCL cohort (N=47) with 13 months’ median follow-up (data cutoff September 15, 2022) in the Phase |, « Rapcabtagene autoleucel was administered as a single intravenous injection at one of 4 dose levels (DL) - DL2, 12.5x10° CAR+ cells
first-in-human trial® of rapcabtagene autoleucel (NCT03960840) o ~ DL3. 25x10° CAR+ cells
Objectives - DL4, 40x10° CAR+ cells
- Results presented here represent an interim data cut to drive dose decisions for the expansion phase of the trial : : : . " o _ . o o . _
u O e u c e a S e u y * Primary endpoints characterized safety and dose-limiting toxicities CAR, chimeric antigen receptor; DL, dose level; DLBCL, diffuse large B-cell ymphoma; DLT, dose-limiting toxicity; DOR, duration of response; ECOG PS, Eastern Cooperative
. . . g . . Oncology Group performance status; HSCT, hematopoietic stem cell transplantation; IV, intravenous; ORR, overall response rate; OS, overall survival.
Secondary endpoints include response rate per Lugano criteria® and cellular kinetics 30Optional bridging therapies were investigator’s decision. "Relapsed/refractory disease is defined as patients who have failed two or more lines of chemotherapy and either

progressed (or relapsed) after autologous HSCT or were ineligible for or did not consent to the procedure. °Within 28 days of receiving rapcabtagene autoleucel.
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Manageable Safety Profile in Patients RESULTS
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Nashville, TN, USA. 3Department of Hematology, Hospital General Universitario Gregorio Maranén, Institute DLBCL 45 (95.7)
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et de Thérapie Cellulaire, Centre de Recherche en Cancérologie de Marseille, Aix-Marseille University, Institut Prior HSCT, n (%) 14 (29.8) Treated Patients _ _ R ;'e“kaphgres:s Maﬁ:r.'a' I"; q Ti Le“k""lphfres'sl II\:I_Iat?rI;aI ‘és
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Prefecture, Japan. "°University of Chicago, Chicago, IL, USA. ""Massachusetts General Hospital, Boston, MA, USA. 2 34 (72.3) AEs.® n (% N.-4 N-:IBO N=7 N=6
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Hospital, Sapporo, Japan. “Department of Onco-Hematology, Universita Vita-Salute San Raffaele and Istituto _ _ _ _ _ _ Any AE "g’ 5.0 o 81 . o 87 , %
di Ricovero e Cura a Carattere Scientifico Ospedale San Raffaele, Milan, Italy. *Department of Hematology, Time since most recent relapse/progression to rapcabtagene autoleucel infusion, median (range), mo 2.8 (1.4-11.1) Any grade 4 (100) 30 (100) 7 (100) 6 (100) g 5 44 J 5 4 B TN
The Alfred Hospital and Australian Centre for B!ood _Diseasgs, I\/Ionash. Universit;_/, I\/Ielbpu_rne, VIQ, Australia. Received bridging therapy,® n (%) 32 (68.1) Grade =3 4 (100) 28 (93) 7 (100) 6 (100) % R 2 - i QR 2 s?.%..‘ :_:'.{_-.
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Papa Giovanni XXIII, Bergamo, Italy. 7’Novartis Institutes for BioMedical Research, Basel, Switzerland. BtﬁCbbgg:L:isrsiLaor?ﬁoli-rﬁzlll lymphoma; HSCT, hematopoietic stem cell transplantation; IPI, International Prognostic Index; LD, lymphodepleting; LDH, lactate dehydrogenase; Doser; Imiting toxicities o) (( )) (1 3 * 4.5- S 05- - r‘if_'_ S 05 S’f,.":z: .. i’
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Melbourne Hospital and the University of Melbourne, Melbourne, VIC, Australia. 2?Hematology Department, _ _ _ _ _ Infections 4.0-
Hospital Universitari Vall d'Hebrén, Universitat Autdbnoma de Barcelona, Barcelona, Spain + As of September 15, 2022, 47 patients with R/R DLBCL (median age, 65 years) received rapcabtagene autoleucel: 4 at DL1, 30 at DL2, 7 at DL3, A I I I I I I
and 6 at DL4 ny grade 3(75) 9 (30) 4 (57) 3 (50) Leukapheresis  Rapcabtagene Autoleucel Leukapheresis Rapcabtagene Autoleucel Leukapheresis Tisagenlecleucel
- The majority of patients received two prior lines of therapy (72%) and required bridging chemotherapy (68%) (Table 1) Grade 23 1(25) 5(17) 1(14) 2 (33) S “('::;g’;" F'"?L':;%‘)’uct JAN "('::‘:r;‘;" F'“?Lz:%‘;'“"t ?ﬁi‘fz"za)' F'“(a:{zg)”ct y
+ 30% of patients received previous autologous stem cell transplantation AE, adverse event; CTCAE, Common Terminology Criteria for Adverse Events; DL, dose level; MedDRA, Medical Dictionary for Regulatory Activities.
MedDRA version 25.0 and CTCAE version 5.0 have been used for the reporting of AEs. , cluster of differentiation; , complete response; , hot avallable; , progressive disease, , partial response; , Stable disease.
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* Nearly half (43%) of patients had an International Prognostic Index (IPI) score =3 : .
] o ) ) aAll AEs reported regardless of study drug relationship. ) ) o )
« Rearrangements (double/triple hits) in MYC/BCL2/BCL6 were observed in 34% of patients - Rapcabtagene autoleucel CAR-T cells showed T, and stemness gene signatures that closely resembled the starting material, indicating a preservation

of stemness following manufacturing (Figure 3)
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Copies of this poster obtained through * Median time since most recent relapse/progression was 2.8 months (range, 1.4-11.1) - All patients reported 1 adverse event (AE) of any grade and 96% had =1 AE grade >3 (Table 4) _ _ | | | |
Scan to obtain: Quick R QR) cod ¢ | - Two dose-limiting toxicities were experienced at DL2. These consisted of grade 4 cytokine release syndrome (CRS) (per Lee 2014 criteria®) and - Rapcabtagene autoleucel retained a high percentage of naive/T-cells (CD45RO-/CCR7+) from the input leukapheresis material
e Poster uick Response (QR) code are for perspna Rapcabtagene Autoleucel Clinical Response Was Durable grade 4 pancytopenia lasting >28 days post rapcabtagene autoleucel infusion - A 1:1 CD4:CDS8 ratio was maintained between the leukapheresis material and the rapcabtagene autoleucel final product (Figure 3)

use only and may ﬂO]E bhe reprﬁduced without « Intotal, 14 deaths were reported (Table 4). Six deaths were due to disease progression (1 at DL1, 3 at DL2, 1 at DL3, and 1 at DL4), 2 deaths were due to - Retaining the CD4:CD8 ratio may further contribute to the promising antitumor efficacy of rapcabtagene autoleucel®

written permission ot the autnors. COVID or COVID-related pneumonia (at DL2), 1 was due to intestinal hemorrhage (at DL2), 1 was due to acute respiratory failure (at DL2), 1 was due to ]

tumor lysis syndrome (at DL2), 1 was due to septic shock (at DL4), 1 was due to sepsis (at DL1), and 1 was due to an unknown reason (at DL2)

Figure 4. Rapcabtagene Autoleucel Expansion Kinetics Measured by qPCR
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Rapcabtagene autoleucel (YTB323) is manufactured on a Management of CRS, n/N (%9
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. . . ’ ' * Individual patient responses over time by DL are shown in Figure 2 « At a 25-fold lower dose than tisagenlecleucel in the JULIET trial, rapcabtagene autoleucel in vivo expansion at DL2 by quantitative polymerase chain
favorable Safety prOfl |e, and cellular kinetics — Following rapcabtagene autoleucel infusion, 3 patients experienced progressive disease (PD) and then later, without receiving any further « Any-grade CRS was experienced by 16 patients (34%): 1 at DL1, 11 at DL2, 2 at DL3, and 2 at DL4. One patient (4%) at DL2 experienced grade 4 CRS (Table 5) reaction (QPCR) (geometric mean C__ 26,500 copies/pg DNA) was at the higher end of tisagenlecleucel expansion in patients with R/R DLBCL (Figure 4)"®
antilymphoma therapy, achieved CR - At DL2, the median time to CRS onset was 8 days (range, 1-17) and median time to resolution was 6 days (range, 2-25) * No further increases in expansion were observed at higher doses
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