
STUDY SYNOPSIS 
This synopsis is meant to give a brief overview of key aspects of the study. Detailed 
descriptions of the study should be made in the sections below. 

TITLE OF STUDY Response features, efficacy and safety of CD318-targeted CAR-T cell 
therapy against pancreatic cancer  
Study acronym: ResCPa 

CANCER ENTITY(IES) Metastatic or locally advanced, unresectable pancreatic ductal 
adenocarcinoma, refractory/relapsed 

OBJECTIVE(S) Major aim of the IIT: 
To study feasibility, safety and efficacy of CD318-targeted CAR-T cell 
immunotherapy against metastatic or locally advanced pancreatic cancer in 
a multicentric phase I/IIa clinical study 

Relevance Pancreatic cancer (PDAC) is currently the third most common cause of 
cancer-related deaths in men and women, and the incidence of this 
disease has been steadily increasing by approximately 1% each year in 
both genders (Mahaseth et al., 2013). Despite significant advances in the 
treatment of PDAC, like the poly-chemotherapeutic regimens of 
FOLFIRINOX (5-FU, leucoverin, irinotecan, and oxaliplatin) and the 
combination of gemcitabine and a nanoparticle albumin-bound paclitaxel 
(nab-paclitaxel), which have been reported to significantly improve overall 
survival, patients still have a poor prognosis ((Mahaseth et al., 2013; 
Conroy et al., 2018). This can be attributed to various factors including late-
stage detection, aggressive tumor growth, frequent metastasis, and 
primary resistance to all available forms of treatment (Bärthel et al., 2023). 
Novel pancreatic cancer therapies are substantially needed to offer 
improved outcomes and quality of live to the patients.  
CD318-targeted CAR-T cell therapy is an innovative innovative treatment 
strategy for pancreatic cancer patients that potentially increases the 
survival rate while minimizing damage to healthy tissues and reducing the 
severity of side effects.  

INTERVENTIONS Experimental interventions: Phase I/IIa, dose escalation, and expanded 
cohort study of CD318-CAR-T cell immunotherapy. 
Part 1: Standard 3+3 design of dose-escalating cohorts 
Arm A (SD): Single dose i.v. after cyclophosphamide/nab-paclitaxel 
(CY/PA) lymphodepletion; 3 x dose escalation: 0.3 x 107 to 1 x 109 cells/kg 
body weight; to SD-MTD. 
Arm B (DD): Dual doses i.v. with 14 days interval after 1 x CY/PA 
lymphodepletion; 1 x dose escalation: 2 doses and 1 dose lower than SD-
MTD.  
Part 2: Expanded cohort phase IIa study 
RP2D at ≤ DD-MTD with 8 patients  
Duration of intervention per patient: 
Arm A: 5 days (lymphodepletion and single i.v. dose)  
Arm B: 20 days (lymphodepletion and 2 x i.v. doses) 
leukapheresis for Arms A and B three weeks before single/first i.v. dose 
Follow-up per patient: up to 12 months 

KEY INCLUSION AND 
EXCLUSION CRITERIA (not 
mandatory for preclinical 
approach) 

Key inclusion criteria: 
• Confirmed diagnosis (histological or cytological confirmation) of

 metastatic or unresectable, locally advanced pancreatic ductal 
 adenocarcinoma. 

• Measurable disease per RECIST v1.1.
• Refractory to standard of care treatment or ineligible/refused other

 existing treatment options. 
• ANC ≥1000/µl, platelets >50.000/µl, Hb >8g/dl.
• ALT and AST ≤5.0 x ULN.
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• LVEF ≥45% within 4 weeks of screening.
• Patients must be willing to consent to tumor biopsy, blood and stool

 collections for exploratory biomarker testing. 
• Archived or fresh tumor core biopsy is required for determination of

 CD318 levels. 
• ECOG ≤.2

Key exclusion criteria: 
• Active second primary malignancy.
• Active autoimmune disease with prednisolone ≥ 10mg/dl.
• Active systemic infections.
• Has significant CNS metastasis or symptomatic CNS involvement

 (including leptomeningeal carcinomatosis, cranial neuropathies or 
 mass lesions that cause spinal cord compression). 

• History of or active hepatitis B (HBV) or hepatitis C (HCV); must test
 negative for HBsAg, HBcAg, HBV DNA, HCV RNA. 

• History of or active infection with human immunodeficiency virus
 (HIV) 1 or 2 or human T lymphotropic virus (HTLV I/II); must test 
 negative for HIV and HTLV. 

• History of significant liver disease or active liver disease not related
 to metastatic tumor (including but not limited to fibrosis, cirrhosis, or 
 disease involving the hepato-biliary tract that could worsen during  
 the study; Child score ≥ B).  

• History of or known genetic predisposition to HLH/MAS.
• History of or active participation in a cancer immunotherapy study

 (e.g., immune checkpoint inhibitor study) with potential effects on a 
 patient’s T cell function.  

OUTCOME(S) Primary endpoint: Safety/feasibility (AEs, labs, CRS, ICANS, MAS/HLH). 
Key secondary endpoint(s): Efficacy (ORR, day 90 response by RECIST 
v1.1), DOR, PFS, OS; PRO (SF-36); CAR-T immunophenotying; studying 
tumor microenvironment; microbiome, immunometabolome, PDO, PDX.   
Assessment of safety: AEs, labs, CRS, ICANS, MAS/HLH 

STUDY TYPE Phase I/IIa, dose escalation, and expanded cohort study of CD318-CAR-T 
cell immunotherapy in adults with metastatic or locally advanced pancreatic 
cancer. 

STATISTICAL ANALYSIS Primary endpoint analysis and population: The primary endpoint is safety, 
i.e. dose limiting toxicity defined as clinically significant toxicities grade 3 or
higher by the CTCAE. The study will be performed using the 3+3 design
with four dose levels. As the present study is designed as phase I/IIa
clinical trial, all analyses will be by carried out by descriptive statistics.
Secondary endpoint analysis will be done stratified for the different dose
levels as pooling over the different dose level does not seem not be
justified. We will present means, medians, standard deviations, and ranges
(continuous data), or absolute frequencies and percentages (categorical
data) for the several dose levels, including in phase A 3 (Part 1) or 6
patients (Part 1 with additional 3 patients due to 1 DLT in the first 3
patients), and in phase B for the selected dose 11 (3 Part 1 + 8 Part 2) or
14 patients (6 Part 1 + 8 Part 2).

SAMPLE SIZE To be assessed for eligibility: 100 patients 
To be allocated to study & analysed: up to 38 patients 
Part 1: Standard 3+3 dose escalation cohort 
Phase A (SD): n = max. 18 patients 
Phase B (DD): n = max. 12 patients 
Part 2: Expanded cohort 
RP2D, DD: n = 8 patients 
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STUDY DURATION Time for preparation of the study: 12 months 
Recruitment period: 24 months 
First patient in to last patient out: 36 months 
Time for data clearance and analysis: 12 months 
Duration of the entire study: 60 months 

PARTICIPATING CENTERS Recruiting study sites to be involved: n = 4  
Universitätsklinikum Tübingen, Innere Medizin I, 72076 Tübingen 
Nationales Centrum f. Tumorerkrankungen (NCT), Universitätsklinikum 
Heidelberg, Med. Onkologie/Med. Klinik VI, 69120 Heidelberg 
Universitätsklinikum Freiburg, Klinik für Innere Medizin II, 
79106 Freiburg 
Universität Würzburg, Med. Klinik und Poliklinik II, 
97080 Würzburg 

PREVIOUS BMBF PROJECT 
NUMBER 

N.a.

SUBMISSION OF PROPOSAL 
ELSEWHERE / OTHER 
FUNDING 

N.a.
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