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Introduction Results

 More durable responses are needed in relapsed/ Identification of cytotoxic effector cluster in scRNAseq of ronde-cel T cells with cytotoxic memory potential (T,,,) from ronde-cel have Ronde-cel exhibits robust antigen-specific cytotoxicity in
refractory large B-cell ymphoma (LBCL). Rondecabtagene infusion products higher survival and expansion compared to cytotoxic effector cells co-culture with CD19 and CD20 single and dual-antigen
autoleucel (ronde-cel) has reported a median progression- . o from bulk-enriched products expressing Raji tumor cells
free survival (mPFS) of 18 months in the 3L+ setting. Figure 2. Characterization of ronde-cel products through scRNAseq

Figure 5. Comparison of viability and proliferation of cytotoxic effector (CAR+CD8+KLRD1+) Figure 7. Assessment of cytotoxicity of ronde-cel to cell lines that are positive
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CD62L+ enrichment and CD19/CD20 dual-targeting in < N ® KLRD1+ cells from 75- & 307 two patients for CD19/CD20 and assessment of relative intensities of the
ronde-cel infusion products on clinical response observed _ CD4/CD8enriched _ £ CD19/CD20 antigens
In patients with LBCL : : : IL7 +IL15 | DO input: 2 50- S 20- CD19 CD20 CD20 + CD19 merge

Patients with durable responses after ronde-cel have a higher 0.3 x 10° cells per condition = @ ; ,
i i i . - S ]
Figure 1. Ronde-cel is a dual-targeting CD19/CD20 CAR T-cell proportion of Cytotoxic Effector cells in their drug products - & tiont A
candidate enriched for naive and central memory T cells : . . . LD (dentified asflow 25- 3 10 atient
ytometry marker for cytotoxic 9
Figure 3. Comparison of mgmory g.eneset in products and T.,, proportion in oHootor subset in both products CD19lo
—— e e——— CD8+CAR+ cells across patients with durable responses (CR =2 month 12) and 280 CD20hi
W early progressors (PD by month 3) 0- _ _ 0- _
S CD4/CD8-enriched CD62L-enriched CD4/CD8-enriched CD62L-enriched
Naive T-cell g \ Central . KLRD1+ cells KLRD1+ cells KLRD1+ cells KLRD1+ cells
Memory T-cell Memory Geneset Cytotoxic Effectors
N > - 0.64 N Patlent.B
0.50 1 | o CD19hi
- S 4o . P=0.029 . . . . . . CD20lo
Ronde-cal | 0.5 - ¢ CAR+ T cells two months after patient infusion: effectively proliferate,
%\ CARTcell /|l . .
) © T 30- ‘ kill, and secrete cytokines | |
: ‘ 8 0.001 1 S Strong memory phenotype that persists and enhanced expansion of ronde-cel enable ¢ CD20 dominant i CD19 dominant -
< 5 20 tained functional it Patient A and Patient B o8 S
> 5 sustained functional capacity atient A and Patien AN
© 2 . . . o . . _ both achieved durable /| \
-0.251 S 10- Figure 6. Assessment of proliferation, cytotoxicity, and cytokine secretion of peripheral complete responses _ 067 é N
S blood mononuclear cells from patients two-months post ronde-cel infusion (>12 month response) @ \\
-0.50 - | | | 07 , , , 8 0.41 \
PDbyM3  PDatM6/9  CR2M12 PD by M3 PDatMe/9  CR=z=M12 [0 Tumor cell alone ® Patient1 @ Patient2 Patient 3 J Distribution of per-cell \\

o Qi _ _ i N = 20, patients with ongoing complete response before M12 excluded CD19/CD20 intensity ratio 0.2 A
Slngle cel.l RNA-sequencing (scRNAseq) was performed to Proliferation Cytotoxicity Cytokine Secretion quantified using Halo HighPlex FL _- : : : . \\\
characterize ronde-cel products and to assess for the o - —— PatientA ==~ Patient B Seo

, ] 100 - k= 1500 4 0.05==— T — e
memory potential of cytotoxic effector cells compared to . ___.e e 1.5 1.0 0.5 0.0 0.5 1.0
published gene datasets for axi-cel and tisa-cel c s . ¢ 3 CD19/CD20 Intensity Ratio (log,)
. . : totoxic Effectors in ronde-cel have stronger memory potential (T s g 4-
* Proportions of stemlike and cytotoxic effector cells were cgm ared to apbroved CD19 CAR roductsg(axi—cel ansc,l%isa cel) (Temp) = ° E 10
evaluated for correlation with response rates from the P PP P o 50 S §
: : : . ) e 5
ongoing Phase 1/2 trial of ronde-celin patients with LBCL Figure 4. Normalized expression of memory genes and memory geneset score of S g 2- Z 5004 Conclusion
. . . . = -
o An in vitro study was subsequently performed to ronde-cel products compared to axi-cel and tisa-cel in cytotoxic effector cells 5 207 -
functionally evaluate the cytotoxic effector cells from oA eTicn e Romdecel > == 2 CD62L+ enrichment of T cells achieves memory
. : . - 0 : , 04 : , 0- : . . .
zlthergDGZdL enrichment (Tcﬁp) or bulk enrlchm_e{\t { oDataset 1 (N =24) aDataset2(N=6) vDataset3(N=4) oRonde-cel(N = 42)} CAR+ CAR- T 0 20 40 e Patient 1 Patient2 Patient 3 phenotype associated with durable responses in
erived pro ucts .to as.sess.t e memory pqtentla | Test Time (Hours) patients with large B-cell lymphoma
(SUFVIVal and prollfe ratlon) in a homeostatic CYtO kine Cytotoxic Effector Proliferation assessed by flow cytometry Cytotoxicity assessed by measuring Cytokine assessed with Meso
(IL7 +IL15) assay with Cell Trace Violet (CTV) dye live tumor cells with Incucyte Scale Diagnostics (MSD) assay Summary of key findin gs:
c

. - - 2 CcDheé2L IL7R Memory Geneset Similar functional data also obtained on seven patient samples collected at one month post-infusion ,

Peripheral blood samples were collected from patients, A 125 - .. 0.4 : - Ronde-cel drug products cytotoxic effector cells (T,,,) have a stronger
pl Q o o ) .

then co-cultu;e:l with ?ftun:pr Ceut“r]ce ?nf: CARd’“ CetuT( o 1007 - 6{ 4 S 0. { memory potential compared to axi-cel’s cytotoxic effector cells

were assessed for proliferation, cytotoxicity, and cytokine 751 90 b odte | Bes ] » | gls ST , : :

secretion P Y Y Y 3 ] N e 2 < 00 [ Abbreviations: | | | » Ronde-cel’s T, cells are associated with durable responses and have better
N 5.0 J 730 2 Axi-cel, axicabtagene ciloleucel; CEM, T lymphoblast cell line thatis CD19-CD20-; camEET e SR e EE Fel FeEre i e

e Co-culture of ronde-cel with Raji cells expressing CD19 g Rae © .2 %%; —— E:T, Effector to target; KO, knockout; LBCL, Large B-cell ymphoma; Liso-cel, lisocabtagene P y P
CD20 or both were conducted to evaluate potency of th;e g J , : 01 oo : 01 <2 : : , , : maraleucel; scRNAseq, single cell RNA sequencing; Tisa-cel, tisagenlecleucel  Ronde-cel CAR+ T cells collected from patients two months after infusion
tandem dual-targeting CD19/CD20 CAR Product References: sustain the capacity to proliferate, kill tumor cells, and secrete cytokines

: : .. , : : Publicly available infusion products were re-analyzed’®® to identify cytotoxic effector clusters '"Neelapu et al NEJM 2017; ’Abramson et al Lancet 2020; 3Gattinoni et al Nature Medicine 2017; e Durable comblete responses are observed in patients with large B-cell
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on clinical response (only products with > 20 cells in cytotoxic effector clusters were included) Acknowledgments

Editorial support and figure schematics for this poster were provided by Cognition Studio, Inc.



	Slide 1

