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- Afamitresgene autoleucel (“afami-cel” formerly ADP-A2M4)is an - Synovial sarcomais the mostcommon malignant nonrhabdomyosarcoma * Cohort 2 trial designmirrors that of Cohort 1 (Figure 3).
autologous, specific peptide enhanced affinity receptor (SPEAR) T-cell soft-tissue sarcomain children and adolescents.? * HLA and MAGE-A4 screening in Cohort 2 is conducted at a central laboratory using the same method as Cohort 1.
therap_y (Figur_e 1) targeting solid tu_mors expressing melanoma- « Few treatment options are available, especially for those who experience + All patients undergo apheresis, and their isolated T-cells are then transduced with the MAGE-A4¢1%32 TCR using a lentivirus vector, followed by ex vivo expansion (Figure 4).
associated antigen A4 (MAGE-A4) in human leukocyte antigen (HLA) disease progression after first-line therapy.3 « Enrollment in Cohort 2 of SPEARHEAD-1 is now open, including 7 pediatric sites across the USA and France (Figure5).

A*02-eligible patients.

» High unmet need for new pediatric therapeultics to treat advanced synovial
sarcomain the second-line setting.

 Patients aged 216 years with advanced synovial sarcoma, postfirst-line
systemic therapy, showed an overall responserate (ORR) of 35.9%in
Cohort 1 of SPEARHEAD-1 (Figure 2). 1x10° to 10x10° transduced cells

administered by a single IV infusion

SPEAR T-cell
* ORR of afami-cel was higher than those historically reported for pazopanib IV cyclophosphamide  600ima/m2iday for 3/days
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and trabectedinin the second-line metastatic setting. and IV fludarabine 30 mg/m2/day for 4 days
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- T-cells scan HLA peptides presented on diseased cells, including S 10 ‘ * HLA Screening Followed Leukapheresis, and - Efficacy Evaluation -
tumor cells. Eied I _ 1 by MAGE-A4 IHC Manufacture of « Safety Monitoring Secondary endpoint: safety
- TCRstargeting peptide antigens bind and activate the T-cell. 5 o Testing Afami-cel * Translational Studies * AEsand SAEs
- Natural TCRs can target both intra- and extracellular antigens. 6 2 * AEs of specialinterest: cytokine
. . : : - 801 : release syndrome, immune effector
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peptldes! SPEAR T'Ce"S can target SOlId tumors. e MeaSU rem entS Syndrome’ and pro'onged Cytopenia
. N XG0 A DD ,0NUD DA DDA AV APa* PO (D BaS 0N oD a*aB0B A 6D xS W\ p D (> 5 6 i -
« Scan QR code to find out more about HLA and MAGE-AA4. T e Screening Study Days Day 1@ Day 2 Until End of VEErs I=ls Additional safety endpoints
PR sp PD Enrollment -7 to -4 Interventional Phase * Replication competent lentivirus
- ORR = 34% (95% Cl: 20.86-49.31)

HLA, human leukocyte antigen; SPEAR, specific peptide enhanced affinity receptor; TCR, T-cell receptor. e T-cell Clonality and insertional

« 16/47 responders: 14 synovial sarcoma, 2 MRCLS oncogenesis

 Safety and efficacy of afami-celis being evaluated in the Phase 2 MRCLS, myxoid round cell liposarcoma; ORR, overallresponse rate; PD, progressive disease; PR, partial response; RECIST, Collected T-cells are transduced with a self-inactivating lentiviral

SPEARHEAD-1 t_rial (NCTO4044768) in patients with advanced synovial Szf;’zﬂf_iﬁvgé‘;‘gfngg'l?ggz'g_S°"“ Tumors; SD, stable disease. vector expressing the high affinity MAGE-A4-specific TCR

sarcomaor myxoid/round cell liposarcoma.
¢ Prellmmary data from COhOTt 1 Of SPEARHEAD']— (data CUt'Off September : leen the hlgh unmet need and pOSlthG-reSU“:S Of COhort 1’ . aPatient is hospitalized for T-cellinfusion and discharged at the discretion of the investigator.

1’ 2021)1 showed that, based on an overall response rate of 34% by Cohort 2 has ope ned and will include children and adolescents with AE, adverse event; HLA, human leukocyte antigen; IHC, immunohistochemistry; IV, intravenous; MAGE-A4, melanoma-associated antigen A4; ORR, overallresponse rate; RECIST, Response Evaluation Criteria in Solid Tumors. SAE, serious AE; TCR, T-cell receptor.

independent review, the trial will meetits primary endpoint in the final synovial sarcoma for treatment with afami-cel.

analysis. These data further validate the potential of afami-celto address an  Up to 45 patients with synovial sarcoma, post first-line chemotherapy, will

unmet medical need and will be used to support Adaptimmune’s Biologics be treated in Cohort 2 of SPEARHEAD-1 to enable a pooled analysis of

License Application submissionin 2022. ORR in >90 patients across Cohorts 1 and 2.

APHERESIS COLLECTION TO CRYOPRESERVATION
m Cohort2 B Pediatric and adult sites
- % Qo % B Adult sites
» Diagnosis of advanced, inoperable synovial sarcoma é_‘ @ @
O O t y + HLA-A*02 and tumor MAGE-A4 positive O Fresh apheresis Pack in insulated shipper Courier to central Wash cells in Cryopreservation in
(\Ofﬁ collection at local hospital w ith temp controland manufacturing facility automated device controlled-rate freezer
m * Aged 210 years and <75 years tracking and store <-130°C
26 . Weighs 240 kg AGES CELL MANUFACTURING SYSTEM
47 16-75 centers across _ 1 O +
patients years old North America * Measurable disease per RECIST v1.1
(39 with synovial sarcoma) and Europe *+ ECOG performance status of 0 or 1 for patients

Positive selection of Wash cells in Thaw cryopreserved
T-cells using CD3/28 beads automated device apheresis
in automated device

Lentiviral transduction

Removal of beads Ex vivo expansion

aged 216 years old, and Lansky score 280% for patient’s
aged 210 to <16 years old

¢"@’= @ * At least one prior line of systemic chemotherapy
 Prior lentivirus-containing cell therapy permissible if no detectable systemic
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34.0% Favorable benefit to risk profile persistence

overall response rate per (mainly low-grade cytokine release ) ) _
independent review syndrome and tolerable or reversible ® No active autoimmune disease Harvest of cells in Formulate dose in Release testing Once releasecriteriaare  Infusion center receives Thaw cells in automated
(35.9% in synovial sarcoma) hematologic toxicities) ) automated device infusible cryomedia and at analytical labs met, co_urier to designated manufactured product device for direct infusion

® No symptomatic central nervous system metastases cryopresenve in mfusnonlcenter k(lter;1p and stores at<-1?o°c at local hospital
controlled-rate freezer; control + tracking prior to starto
Recruitment is closed ECOG, Eastern Cooperative Oncology Group; HLA, human leukocyte antigen; MAGE-A4, melanoma-associated antigen A4. store at <-130°C lymphodepletion

RECIST, Response Evaluation Criteria in Solid Tumors.
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