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Objectives / Endpoints
(efficacy, safety)

Primary objective
The primary objective of the trial is to evaluate the efficacy of sacituzumab-
govitecan for metastatic esophagogastric adenocarcinoma
Corresponding endpoint
e Overall response rate (ORR, complete response [CR] + partial
response [PR])

Secondary objectives
a. To further characterize the efficacy of sacituzumab-govitecan for
metastatic esophagogastric adenocarcinoma
Corresponding endpoints
¢ Clinical benefit rate (CBR; complete response + partial response +
stable disease [SD])
e Progression-free survival (PFS)
e Overall survival (OS)
e ORR, CBR, PFS and OS in the subgroup of TROP-2 overexpression

b. To evaluate safety and tolerability of sacituzumab-govitecan for
metastatic esophagogastric adenocarcinoma
Corresponding endpoints
e Assessment of safety of the treatment as determined by the
incidence, nature, causality, frequency, timing and severity of adverse
events using NCI CTCAE 5.0
e Changes in physical findings and clinical laboratory results

Exploratory objectives
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To evaluate the TROP-2 expression during treatment with sacituzumab-
govitecan for metastatic esophagogastric adenocarcinoma
Corresponding endpoints

*  TROP-2 expression (membranous and intracellular) in tumor tissue,
measured by IHC

* Analysis of heterogeneity of TROP-2 expression in tumor tissue

* ELISA based quantification of shedded TROP-2 in liquid biopsies at
baseline and during treatment

Background / Rationale

In the Western World (Central and Western Europe, US and Canada, Latin
America, Australia-New Zealand), more than 2 thirds of esophagogastric
cancers (EGA, comprising gastric cancer and adenocarcinoma of the
gastroesophageal junction (GEJ)) are diagnosed in the metastatic stage IV or
ultimately relapse with metastases following initial local treatment. EGA is
treated perioperatively or in first-line with a platinum-fluoropyrimidine
combination chemotherapy. For treatment with curative intent, docetaxel is
added to this combination. In the first-line palliative setting, trastuzumab is
added for HER2-positive cases and a PD-1-directed immune checkpoint
inhibitor is added for PD-L1 positive cases (nivolumab for a PD-L1 combined
positivity score [CPS] = 5, pembrolizumab for a PD-L1 CPS = 10).
Trophoblastic cell-surface antigen 2 (TROP-2) is a transmembrane protein
overexpressed on a wide variety of tumors. In a Chinese gastric cancer series,
2 of 3 gastric cancers displayed overexpression of TROP-2, which was
associated with a more aggressive biology (Zhao et al. 2016). However,
knowledge on larger series from the Western World EGA are still lacking.
Sacituzumab-govitecan is a TROP-2-directed antibody and topoisomerase
inhibitor drug conjugate used for the treatment of metastatic triple-negative
breast cancer and metastatic urothelial cancer. Data on its activity in EGA are
still scarce but worth exploring, as esophagogastric cancers have proved to be
highly sensitive to topoisomerase inhibitors (Smyth et al. 2020).

Eventually, almost all patients receiving standard first-line chemotherapy for
stage IV EGA progress and are in need for further oncological treatment.
However, post-progression therapy is only moderately effective in the
metastatic setting. The maximal achievable response rate in second-line was
30% with paclitaxel/ramucirumab and it was below 10% with trifluridine-tipiracil
(TAS-102). Therefore, the second-/third-line setting is appropriate for studying
a promising novel compound such as sacituzumab-govitecan in a phase b/l
setting to obtain information on safety, activity and evaluate chances for further
development of sacituzumab-govitecan in EGA.

Population

Patients with stage IV, metastatic esophagogastric adenocarcinoma

Inclusion/exclusion criteria

Patients must meet all of the following Inclusion Criteria for trial participation:

Following criteria must be met to be eligible for the study:

1. Patient* has given written informed consent.

2. Patient is, in the investigator’s judgement, willing and able to comply with
the study protocol.

3. Patient is = 18 years of age at time of signing the written informed consent.

4. Patient has been diagnosed with histologically confirmed metastatic (stage
IVV) esophagogastric adenocarcinoma.

5. Patient has received a prior therapy containing platinum compound and a
fluoropyrimidine in the metastatic setting. Neoadjuvant/adjuvant platinum-
fluoropyrimidine treatment is counted as first-line therapy if disease
progression occurred within 6 months after completion of treatment.

6. Patient has an ECOG performance status < 1.

7. Patient must have an estimated life expectancy of at least 12 weeks.

8. Patient has adequate hematological, hepatic and renal function as
indicated by the following parameters:

a. Leukocytes = 2,500/uL, platelets = 100,000/pL without transfusion,
absolute neutrophil count (ANC) = 1,500/uL without granulocyte colony-
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stimulating factor support, hemoglobin = 90 g/L (9 g/dL) - Patients may be
transfused to meet this criterion.

b. Bilirubin < 1.5 x upper limit of normal (ULN), aspartate transaminase and
alanine transaminase < 2.5 x ULN (< 5 x ULN in case of liver metastases),
alkaline phosphatase < 2.5 x ULN (< 5 x ULN in case of liver metastases)

c. Serum creatinine < 1.5 x ULN, or glomerular filtration rate > 45 mL/min
(calculated per institutional standard)

d. Serum albumin =225 g/L (2.5 g/dL)

e. For patients not receiving therapeutic anticoagulation: INR or aPTT < 1.5 x
ULN; for patients receiving therapeutic anticoagulation: stable
anticoagulant regimen

9. Patient must be willing to provide liquid biopsy samples for translational
research program.

10.Female patients of childbearing potential and male patients with female
partners of childbearing potential must agree to remain abstinent (refrain
from heterosexual intercourse) or use contraceptive methods that result in
a failure rate of <1% per year during the treatment period and for at least 6
months after the last study treatment. Male patients must refrain from
donating sperm during this same period. Male patients with a pregnant
partner must agree to remain abstinent or to use a condom for the duration
of the pregnancy.

* There are no data that indicate special gender distribution. Therefore,
patients will be enrolled in the study gender-independently

Patients who meet at least one of the following Exclusion Criteria are not
eligible for trial participation:

1. Patient has known hypersensitivity to any component of the Sacituzumab-
govitecan formulation as well as a known history of severe allergic,
anaphylactic, or other hypersensitivity reactions to chimeric or humanized
antibodies or fusion protein.

2. Patient has received previously topoisomerase 1 inhibitors such as
irinotecan, or nal-irinotecan

3. Patient has an active second malignancy.

Note: patients with a history of malignancy that have been completely treated,
with no evidence of active cancer for 3 years prior to enroliment, or patients
with surgically cured tumors with low risk of recurrence (e.g., non-
melanoma skin cancer, histologically confirmed complete excision of
carcinoma in situ, or similar) are allowed to enroll

4. Patient meets any of the following criteria for cardiac disease:

a. Myocardial infarction or unstable angina pectoris within 6 months prior to
initiation of study treatment

b. History of serious ventricular arrhythmia (i.e., ventricular tachycardia or
ventricular fibrillation), high-grade atrioventricular bock, or other cardiac
arrhythmias requiring antiarrhythmic medications (except for atrial
fibrillation that is well controlled with antiarrhythmic medication); history of
QT interval prolongation

c. New York Heart Associated (NYHA) class Il or greater congestive heart
failure or left ventricular ejection fraction (LVEF) of < 40% if
echocardiography has been performed

5. Patient has active chronic inflammatory bowel disease (ulcerative colitis,
Crohn’s disease) or gastrointestinal perforation within 6 months prior to
initiation of study treatment

6. Patient has active serious infection requiring antibiotic treatment

7. Patient has known history of human immune deficiency virus (HIV, or
positive HIV antibody, if done at screening) with detectable viral load OR
taking medications that may interfere with SN-38 metabolism

8. Patient has active hepatitis B or C virus (HBV/HCV). In patients with a
history of HBV or HCV, patients with detectable viral loads will be excluded
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9. Patient participated in another interventional clinical study < 14 days prior
to initiation of study treatment or at the same time as this study.

10.Patient has taken an investigational drug within 14 days or 5 half-lives
(whichever is longer) prior to initiation of study treatment.

11.Patient received anticancer biologic agent within 28 days or targeted small
molecule, radiation or chemotherapy within 14 days prior to initiation of the
study treatment.

12.Patient has not recovered from AEs due to previously administered drug
(i.e., = grade 2 is concerned as not recovered)

a. Patients with any grade of alopecia are an exception to this criterion and
will qualify for the study

b. If patients received major surgery, they must have recovered adequately
from the toxicity and/or complications from the intervention prior to starting
study treatment

13.Patient has evidence of any other disease, neurologic or metabolic
dysfunction, physical examination finding or laboratory finding giving
reasonable suspicion of a disease or condition that contraindicates the use
of any of the study medications, puts the patient at higher risk for
treatment-related complications or may affect the interpretation of study
results.

14.Female patients, who are pregnant or breast feeding or planning to
become pregnant within and 6 months after the end of treatment. Female
patients of childbearing potential must have a negative serum pregnancy
test result within 7 days prior to initiation of study treatment.

Investigational and control
drugs

Sacituzumab-govitecan

Investigational and Control
Arm, Dose, regimen,
treatment cycle

All eligible enrolled patients will receive:

e Sacituzumab-govitecan 10 mg/kg i.v. at day 1 and day 8 of each 21-
day cycle (Q3W)
Patients will receive the treatment for a maximum of 12 months or until

disease progression, unacceptable toxicity or withdrawal of consent,
whichever occurs first.

Statistical considerations

The primary endpoint ORR will be evaluated based on Simon’s design
decision rules and will be provided together with the 95% Clopper-Pearson
confidence interval (Cl).

Except for the primary efficacy endpoint, all parameters will be evaluated in an
explorative or descriptive manner. Quantitative and continuous data will be
described with the following items: frequency, mean, standard deviations, 95%
confidence interval of the mean, median, first and third quartiles, minimum and
maximum values. Qualitative or ordinal data will be summarized by frequency,
percentages of each modality. The 95% confidence interval for proportions will
be calculated.

For the time to event variables, such as PFS and OS, Kaplan-Meier methods
will be displayed both graphically and in tabular form. The tables will contain
the number of events, median and 25% and 75% percentile and rates at
certain times with 95% confidence interval. If any additional p values are
calculated (e.g., in subgroup comparisons), they are purely descriptive and will
be presented explicitly without referring to hypotheses or a significance level.

Safety: Frequency tables will be compiled with the number and percentage of
patients experienced the AE by treatment and total. Additionally, AEs will be
summarized by seriousness of AE, relationship to study medication, and
grading for all NCI CTC categories.

Key dates

FPFV (planned): Q3 2023
Planned time for recruitment 12 months
Follow up (LPLT-LPO) 12 months
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Overall trial duration 42 months

Number of patients,
and location

Total number of patients: 56
Location of sites: Austria and Germany

Number of enrolled pts.

0, trial in preparation

Participating centers

15 in total






