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CLINICAL IMPACT OF CAR-T CELL THERAPY

DIFFUSE LARGE B CELL LYMPHOMA

ZUMA-1: phase 2 axi-cel in RR DLBCL
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Median OS: ~26 months

Neelapu SS, Blood. 2023 May 11;141(19):2307-2315

SCHOLAR-1: refractory or relapsed at <12 months from ASCT
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== Primary refractory 143/179 71
= Refractory to second-line or later-line 261/306 6.1
= Relapsed <12 mo post-ASCT 101/118 6.2
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Median OS: ~6 months

Crump M., et al. Blood 2017;130:1800-1808



CLINICAL IMPACT OF CAR-T CELL THERAPY

DIFFUSE LARGE B CELL LYMPHOMA

1. OTHER CAR-T CELLS 2. REAL WORLD DATA
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LYMPHOID NEOPLASIA
| CME Article |
Real-world experience of CAR T-cell therapy in older

Median OS: ~27 months patients with relapsed/refractory diffuse large B-cell

lymphoma

Dai Chihara,' Laura Liao,” Joseph Tkacz,? Anjali Franco,” Benjamin Le'wmg1 Karl M. Kilgore,1 Loretta J. Nastoupil,' and Lei Chen”

Abramson JS, Blood. 2023 Oct 27 Jacobson CA, Transplant Cell Ther. 2023 Oct 25:52666-6367(23)01639-1.



CLINICAL IMPACT OF CAR-T CELL THERAPY

DIFFUSE LARGE B CELL LYMPHOMA

3. SECOND LINE TREATMENT 4. FIRST LINE TREATMENT

ZUMA 7: phase 3 axi-cel vs ASCT in DLBCL, refractory or ZUMA 12: phase 2 axi-cel for 1st line treatment of high risk LBCL

relapsed < 12 months after 1st line
1. High grade lymphoma (DH | TH)
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Lisocabtagene maraleucel as second-line therapy in adults
with relapsed or refractory large B-cell lymphoma who were
not intended for haematopoietic stem cell transplantation
(PILOT): an open-label, phase 2 study No. al risk
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ZUMA 23: ongoing phase 3 axi-cel vs SoC for 1st line treatment of high risk LBCL
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CLINICAL IMPACT OF CAR-T CELL THERAPY

MANTLE CELL LYMPHOMA

ZUMA-2: phase 2 brexucabtagene autoleucel in RR MCL SCHOLAR-2: MCLRR > 2L
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CLINICAL IMPACT OF CAR-T CELL THERAPY

FOLLICULAR LYMPHOMA

ZUMA-5: phase 2 axicabtagene ciloleucel in RR FL SCHOLAR-5: FLRR > 2L
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CLINICAL IMPACT OF CAR-T CELL THERAPY

MULTIPLE MYELOMA

KarMMa-3 : phase 3 ide-cel vs SoC in triple-class—exposed RR MM
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CARTITUDE-4: phase 3 cilta-cel vs SoC in lenalidomide-refractory MM
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IPO LISBON EXPERIENCE WITH CAR-T CELL THERAPY
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IPO LISBON EXPERIENCE WITH CAR-T CELL THERAPY
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IPO CAR-T patients with lymphoma
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NOVEL TARGETS AND INDICATIONS FOR CAR-T CELL THERAPY

Estimated
enrollment Estimated Conditioning
Clinical trial identifier Antigen Disease (participants) Start date completion date Source regimen Phase Location
NCT04627740 ALPP Ovarian and endometrial 20 December 1, 2020 December 31, 2023 Autologous Flu | Cy i Not provided
cancer
NCT03958656 Cs1 Multiple myeloma 13 June 13, 2019 January 19, 2021 Autologous Flu [ Cy [ United States
NCT04142619 (SLAMF7) R/R multiple myeloma 18 November 21, November 1, 2022 Allogeneic - I United States
2019
NCT03159819 CLDN18.2 Pancreatic and gastric 24 April 1, 2017 December 31, 2021 Autologous - Not China
adenocarcinoma Applicable
NCT04467853 Gastric cancer 34 September 21, November 2024 Autologous Flu | Cy I China
2020
NCT03393936 AXL Renal cell carcinoma 66 March 26, 2018 March 30, 2035 Autologous Flu [ Cy IjI China
ROR2
NCT04151186 TM4SF1 Advanced solid tumors 72 November 20, November 20, - - Not China
2019 2021 Applicable
NCT04420754 ICAM-1 Anaplastic thyroid cancer 24 September 28, June 2024 Autologous - | United States
2020
NCT02311621 L1CAM (CD171) Neuroblastoma, 40 November 25, November 2037 Autologous - I United States
ganglioneuroblastoma 2014
NCT03829540 CcD4 T-cell lymphoma, T-cell 20 June 18, 2019 December 2037 Autologous - | United States
leukemia
NCT03081910 CD5 T-cell acute lymphoblastic 42 November 1, 2017 September 1, 2039 Autologous Flu | Cy I United States
lymphoma, non-Hodgkin
T-cell lymphoma
NCT04599556 D7 Acute leukemia and 108 October 2020 December 2023 - - 11 China
lymphoma
NCT03690011 T-cell acute lymphaoblastic 21 September 1, 2021 May 1, 2038 Autologous Flu | Cy | United States
lymphoma, T-cell acute
lymphoblastic leukemia,
non-Hodgkin T-cell
lymphoma
NCT04430530 CcD10 CD19-negative B-cell 100 June 1, 2020 December 31, 2023 - - 11 China
CD38 malignancies
NCT04348643 CEA Lung, colorectal, liver, 40 February 20, 2020 April 30, 2023 - - I/Il China
pancreatic, gastric, and
breast cancer
NCT03904069 FLT3 R/R acute myeloid 40 March 15, 2022 May 9, 2029 Autologous - I United States
leukemia
NCT02830724 CD70 Pancreatic, renal cell, 2 April 6, 2017 January 1, 2028 Autologous Flu | Cy I/l United States
ovarian, and breast cancer,
melanoma
NCT04288726 CD30 Hodgkin lymphoma 18 September 16, June 1, 2037 Allogeneic - I United States
2020
NCT04136275 CD37 Leukemia and B-cell, 18 June 19, 2020 September 30, Autologous - I United States
T-cell, and Non-Hodgkin 2024
lymphoma
NCT04045847 CD147 Glioblastoma 31 May 30, 2019 May 30, 2022 Autologous - [ (early China
phase)

Safarzadeh KP, Transl Oncol. 2021 Jul;14(7):101079



CHALLENGES OF CAR-T CELL THERAPY

How to deliver CAR-T cell therapy to all possible candidates?

= Financial burden

= Complexity of the procedure

Post infusion
surveillance

Referral Apheresis Bridging Lymphodepletion
Infusion
Internal and other = Need for disease control .
peripheral hospitals during CAR-T cell .
manufacturing .

Long term FU

Need for hospital admission
Risk of CRS and ICANs

Risk of infection

Prolonged B cell aplasia
Susceptibility to infections

Risk of relapse

= Slot availability

= Apheresis procedure =

Need for constant monitoring = Caregiver training

Social and psychological support

Multidisciplinary team: hematology, immunohemotherapy, intensive care, neurology, radiology, pharmacy

Trained nursing staff and caregivers

Patient selection is key for optimization of CAR-T therapy
Novel strategies are needed to reduce costs and optimize the procedure: locally produced CARTs? Allogeneic CARTs?
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Thank you for your attention!
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