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with Pembrolizumab in Patients with Recurrent or
Metastatic Head and Neck Cancer

. . . « PartA - PartB I s et ens . .
I Introduction I Objectlves - Patients will undergo leukapheresis. Collected T-cells will be - Patients will undergo lymphodepleting chemotherapy with fludarabine Key E"glblllty Criteria
. . . transduced with a lentiviral vector expressing a high-affinity MAGE-A4 30 mg/m?/day for 4 days (Day -7 through Day -4) and cyclophosphamide

aegstfg:\l/}/ 4?22\r/]eeirhec?wiu:)?fr?]?suesir?I?hEeAclﬁn-li;CvevliltSh traergsgrr:gel\s.ﬂﬁGrEl;ﬁiApr)le specific T-cell receptor, before being expanded 600 mg/m?/day for 3 days (Day -7 through Day -5)

solid tumor indications," including a confirmed partial response in a patient - Evaluate the efficacy of ADP-A2M4 in - Patients will receive pembrolizumab monotherapy (200 mg intravenous) - One week after the start of lymphodepletion, patients will receive Aged 218 and <75 years at the time the Pre-screening Informed Consent Form is signed

with head and neck cancer Primary combination with pembrolizumab in patients every 3 weeks for a minimum of 3 cycles ADP-A2M4 at a dose range of 1-10 x 10° transduced T-cells N -
. MAGE-A4 is oxpressed in some recurrentimetastatic HNSCC with recurrent HNSCC _ Disease status will be assessed at Week 7 _ After ADP-A2M4 infusion, patients will restart pembrolizumab infusions g§E?LZ%ifj:LiZ;gytologicalIy confirmed diagnosis of HNSCC with metastatic or unresectable,

: . . and will receive pembrolizumab every 3 weeks until PD

« Monotherapy with pembrolizumab, an anti-PD-1 checkpoint inhibitor, is - Patients without a response by Week 7 will proceed to Part B g / Checkpoint inhibitor-naive at screening, and pembrolizumab is indicated per the approved label

« Safety Review Committee will review safety and benefit:risk during Part B

approved as first-line treatment of recurrent/metastatic HNSCC expressing =PRI - Evaluate the safety and tolerability of - Patients who respond to pembrolizumab after 3 cycles will continue . . o | Positive for HLA-A*02:01, HLA-A*02:03, or HLA-A*02:06 allele, via Adaptimmune-designated
PD-L12 VA ADP-A2M4 in combination with pembrolizumab treatment in Part A until PD, when they will become eligible for - Disease will be assessed by investigators per RECIST v1.1 using CT/MRI central laboratory testing
- Immunosuppressive pathways such as PD-L1/PD-1 can restrict the full ADP-A2M4 treatment in Part B scans post T-cell infusion Tumors express PD-L1 (combined positive score =1) as determined by an FDA-approved test

potential of adoptive T-cell therapies

« PD-L1 upregulation can be observed in tumor cells after SPEAR T-cell
infusion, possibly as a result of local interferon-gamma release Exploratory

Tumor (either an archival specimen or a fresh biopsy) shows MAGE-A4 expression defined as
Figure 3. SPEARHEAD-2 trial design >30% of tumor cells that are 22+ by IHC, via Adaptimmune-designated central laboratory testing

* Characterize the tumor and serum factors : . . .
ECOG of 0 or 1 with adequate organ function (defined in the protocol)

that may influence response or resistance to
ADP-A2M4 in combination with pembrolizumab

SPEAR T-cell infusion

« Upregulation of PD-1 on infused T-cells after exposure to antigen can limit
the adaptive immune response and promote resistance

« Therefore, a combination of ADP-A2M4 SPEAR T-cells plus pembrolizumab

Lymphodepletion Hospitalization Exclusion criteria
HLA status Eligibility Leukapheresis Pembrolizumab every 3 weeks Long-term follow-up

could relieve the inhibitory effect of PD-L1 on ADP-A2M4 and other immune and assessment | + Engineered SPEAR until disease progression (or Month 24) i "
ffect I . PDy1 Key End poi nts MAGE-A4 T-cell manufacturing® _ _ N ?Ssﬁiimzn&s& and 6 Positive for HLA-A*02:05
erneclor cells carrying - IHC testing Pembrolizumab dosing Post-infusion assessments « Years 11to 5, every
: : : : « Day 1, Weeks 3 & 6 Y 6 month ' ' ' ' i- ' ithi ~-defi '
. Pembrolizumab could potentially enhance ADP-A2M4 expansion and cytolytic . ay 1, Weeks : . Safety monitoring . CT or MRI scans performed at | Smonths Prior gene therapy using an integrating vector, anti-cancer therapies within protocol-defined time
function leading to a high I t Il as d g S Weekr - Cytokines Baseline, Weeks 6, 12, 18, and 24, annually frames prior to leukapheresis and lymphodepletion
unction leading to a higher overall response rate, as well as deeper and more : » T-cell persistence then every 3 months ) History of autoimmune disease
durable responses msm Frimary — — =
Clinically significant cardiovascular or pulmonary disease
Figure 1. SPEAR T-cells » Overall response rate, per RECIST v1.1 Baseline visit : . — . —— , .
(Day-14to-8y '+ o L—t 1 e > History of stroke or CNS bleeding; transient ischemic attack or reversible ischemic neurologic
Screening Main study Day Day Day Day Week Every 3 weeks until disease deficit within last 6 months
SPEAR T-cell TCR-based recognition gncluldes enrollment -7 to -5/-4 1 1t03 2t05,8 2t06 progression, or Week 24 o _ _ _ o _ . _ . _
- aseline
ce More options for targeting cancers by enhancing the natural immune system: Lase Active mfecthn VYIth human immunodeficiency virus, hepatitis B virus, hepatitis C virus, or human
-;—cells s:[cat;\ HLdA-peptidtes wittf1 TCt:Rs N . — Secondary e assessment) Part A Part B Long-term follow-up T-cell leukemia virus
°* ACCEeSS 10 broader spectrum ot extra- ana intra-celiular proteins g g 7 . c
Cancer cell - TOR Is the T-cell's natural receptor consiruct screening Screening Run-in phase Interventional phase phase CNS metastases
* Ability to target solid tumors ° Adverse event proflle
aT-cell selection; lentiviral gene transfer of affinity enhanced TCR; T-cell expansion
* Best overall response bTransition to Part B is response-dependent; at Week 7 scans I Trial Sites (AntiCi pated)
o : * PD/SD — patient moves to Part B
Duration of response * CR/PR — patient remains in Part A until PD
o Progression—free survival » SD with clinical benefit = patient remains in Part A until PD
_ °For 15 years following SPEAR T-cell infusion (ClinicalTrials.gov ID: NCT04408898)
 Overall survival . . . . o '
Anticipated trial sites (as of publication date) Investigator

Cancer cell Figure 4. The patient cell journey in SPEARHEAD-2 Mayo Clinic Arizona, AZ, USA Panos Savvides
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APHERESIS COLLECTION TO CRYOPRESERVATION (PRIOR TO PART A) Memorial Sloan Kettering Cancer Center, NY, USA Lara Dunn
* To characterize: o Moores Cancer Center at University of California Ezra E.W. Cohen
HLA-peptide _ _ _ _ _ °3 (@) :
antigen - Target antigen expression (including processing and é_‘ % ? @ ;%ﬁ San Diego, CA, USA
presentation) Providence Cancer Institute, OR, USA Rom Leidner
. . . . Fresh apheresis collection Pack in insulated shipper Courier to central Wash cells in Cryopreservation in
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CELL MANUFACTURING SYSTEM (PRIOR TO PART A) Vanderbilt-Ingram Cancer Center, TN, USA Michael K. Gibson
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Trial Design | | N | y | | ..
Removal of beads Ex vivo expansion Lentiviral transduction Positive selection of Wash cells in Thaw cryopreserved Ab b reVIatlo ns
T-cells using CD3/28 beads automated device apheresis in
* This single-arm trial will treat up to 10 patients to evaluate efficacy, safety, uiemeten deviee antigen; HNSOC. head and neck Squamous call careinoma; G, mmunohistocheristy: MAGEAG, melanorma-aesooated
and tolerability of ADP-A2M4 with pembrolizu mab QUALITY CONTROL (WHEN RSEI:\:JI?(P;';? PART B) SITE STORAGE (OCCILT:QJI?IISXIRT B) antigen:A4; PD, ;’)rogressive disease; PD-1, programmed céll de’ath 1; PD-L1, programm’ed cell dea:[h ligand 1; PR, partial
PRI " . . . response; RECIST, response evaluation criteria in solid tumors; SD, stable disease; SPEAR, specific peptide enhanced affinity
« Checkpoint inhibitor-naive patients with recurrent/metastatic HNSCC who % : S receptor; TCR, T-cell receptor; TIL, tumor-infiltrating lymphocyte
| are HLA-A*02, MAGE-A4+, and PD-L1 positive (>1%) will be eligible @: ?%ﬁ E = [ilsl§ ﬂ
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« Part Ais a run-in-ph with pembrolizumab as standard-of-care monothera
PD-1 art sard phase t pe bro Py Harvest of cells in Formulate dose in infusable Release testing Once release criteria are Infusion center receives Thaw cells for direct D ISCIOSU res
receptor  Followed by Part B, an interventional phase, during which pembrolizu mab automated device cryomedia and cryopreserve at analytical labs met, courier to designated manufactured product and infusion EEW Cohen is an advisor to: ALX Oncology, Ascendis, Bayer, Bioline Rx, BMS, Debio, Dynavax, MSD, Merck, and Regeneron
SPEAR T-Cell Cancer cell . .. . . . . . in controlled-rate freezer; infusion center (temp stores at <-130°C pri(?r to This trial (NCT04408898) is sponsored by Adaptimmune
(HNSCC) will be_ admml_Stered after ADP-A2M4 infusion in patlents without response or store at <-130°C control + fracking) start of lymphodepletion Editorial support and formatting assistance were provided by Debra Brocksmith, MB ChB, PhD, of Elevate Scientific Solutions,
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2. KEYTRUDA (pembrolizumab) label: https://www.accessdata.fda.gov/drugsatfda_docs/label/2020/125514s084Ibl.pdf
3. Burtness B, et al. Lancet. 2019;394:1915-28

https://clinicaltrials.gov/ct2/show/NCT04408898 https://youtu.be/zdI81GXoQd0



https://bit.ly/2EbiY4V

https://youtu.be/zdI8IGXoQd0
https://clinicaltrials.gov/ct2/show/NCT04408898
mailto:ecohen%40health.ucsd.edu?subject=ESMO
https://www.accessdata.fda.gov/drugsatfda_docs/label/2020/125514s084lbl.pdf

