TRYbeCA-2: A Randomized Phase 2/3 Study of Eryaspase in Combination with Gemcitabine and Carboplatin Chemotherapy versus
Chemotherapy Alone As First-Line Treatment in Patients with Metastatic or Locally Recurrent Triple-Negative Breast Cancer (NCT03674242)
A. Awada1, J. Cortes2, S. Slater3, I. MacPherson3, T. Csoszi4, J.B. Bertrand5, A.S. Clermont5, R. Pollard 5, R. Chrestia-Blanchine5, N. Biswas-Baldwin5, H. Youssoufian6, I. El-Hariry5
1 Institut

Jules Bordet, Brussels, Belgium; 2 Hospital Ruber Internacional, Madrid, Spain; 3 Beatson West of Scotland Cancer Centre, Glasgow, United Kingdom;
4 Jasz-Nagykun-Szolnok Megyei Hetenyi Geza Korhaz-Rendelointezet, Szolnok, Hungary; 5 Erytech Pharma, Lyon, France; 6 Consultant to Erytech Pharma, Boston, USA

Study Rationale

Phase 2 Study Design
15%
TNBC

• Triple negative breast cancer (TNBC) represents
approximately 15% of all breast cancer diagnoses and confers
the worst prognosis amongst breast cancer subtypes, with an
increased likelihood of recurrence and death within five years
of diagnosis.1

Breast
Cancer

Gemcitabine and carboplatin
(n=32)

• There is no standard of care treatment for patients with TNBC; however, chemotherapy
regimens are most commonly used in the frontline setting.1
• Asparagine is a non-essential amino acid that many cancer cells are unable to
synthesize in large enough quantities to support their aberrant metabolism; thus, they
can be sensitive to asparagine depletion.2

Study Participants (N = ~64):

• Non-encapsulated, native L-asparaginase has been used as an anti-cancer agent for
decades; however, it can be highly toxic and exhibits a short circulating half-life in
humans3,4

•
•

Locally recurrent or metastatic TNBC
No prior systemic therapy in the metastatic setting

• The technique of encapsulating enzymes within red blood cells (RBC) prior to enzyme
therapy has shown promise at prolonging the activity and reducing the toxicity of native
enzymes.5

•

Performance Status of 0/1

• Eryaspase is an investigational drug product that is produced by encapsulating Lasparaginase, an asparagine- and glutamine- catabolizing enzyme, inside donor-derived
RBCs.
• Eryaspase has been shown to be a safe and effective partner to chemotherapeutic
regimens in patients with acute lymphoblastic leukemia and pancreatic ductal
adenocarcinoma.5,6
• This trial in progress is an international, randomized, open-label phase 2/3 trial (N=64 for
phase 2) of eryaspase combined with chemotherapy in patients with locally recurrent or
metastatic TNBC who have not received prior systemic therapy.

Previous Phase 2 Study Experience in Pancreatic Cancer

Median Overall
Survival
Hazard Ratio

Chemotherapy
+ eryaspase

Chemotherapy
alone

26.1 weeks

19.0 weeks

0.597, p=0.0094

Treat until Disease Progression
or Unacceptable Toxicity

•

Continue to follow up for
survival

1:1

Gemcitabine and carboplatin
+ eryaspase (n=32)

Treatment Administration

Key Eligibility Criteria

Study Progress

•

Eryaspase: The dose of eryaspase is 100 U/Kg, to be administered at Days 1
and 8 of each 3-week cycle until disease progression, unacceptable toxicity,
or withdrawal of consent.

• Female or male, 18 years of age or older

• This study is planned in European countries

• Metastatic or locally recurrent inoperable TNBC, not previously treated with
chemotherapy

• CTA approvals in Belgium, Hungary, Spain and the United Kingdom

•

Gemcitabine: The dose of gemcitabine is 1000 mg/m2 IV over 30 minutes to
be administered on Days 1 and 8 of each 3-week cycle.

• Measurable lesion(s) per RECIST 1.1.

•

Carboplatin: The dose of carboplatin will be calculated AUC of 2.0
administered on Days 1 and 8 of each 3-week cycle.

Primary Objective
• To determine whether the addition of eryaspase to gemcitabine and
carboplatin improves the objective response rate (ORR) as assessed by
modified Response Evaluation Criteria in Solid Tumors version 1.1 (RECIST
1.1) as determined by an independent radiological review (IRR) in first-line
treatment of locally recurrent or metastatic triple negative breast cancer
(TNBC) compared with chemotherapy alone

Key Secondary Objectives
• To compare the ORR as determined by the investigator’s assessment
• To compare the clinical benefit rate (CBR) between the two treatment arms.
• To compare progression-free survival (PFS) between the two treatment arms.
• To compare overall survival (OS) between the two treatment arms.
• To evaluate potential response biomarkers
• In a recent randomized phase 2 study in patients with advanced PDAC whose disease
progressed following first-line treatment (NCT02195180), the addition of eryaspase to
gemcitabine or FOLFOX significantly prolonged median overall survival (mOS) with an
acceptable safety profile.6

•

• To assess the pharmacokinetics and pharmacodynamics properties of
gemcitabine and carboplatin with eryaspase

• Eastern Cooperative Oncology Group (ECOG) PS score of 0, or ECOG PS
score 1 and score ≥80 on Karnofsky Performance Status (KPS) scale
• Life expectancy of >12 weeks according to the investigator’s clinical
judgment.
• Females of childbearing potential must have a negative pregnancy test at
screening and an additional pregnancy test prior to first dose. Males and
females of childbearing potential must agree to use a highly effective method
of contraception during treatment and for at least 6 months after the last dose
of study treatment

• If you currently treat patients with advanced TNBC, you may refer for first-line treatment
to the Trybeca-2 investigational center at: trybeca2-protocolinquiry@erytech.com
• A steering committee will be established to review safety at regular intervals and to review
safety and efficacy data at the end of the Phase 2 to determine whether or not to proceed
to Phase 3
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• The sample size is based on demonstrating 25% improvement in the ORR,
with approximately 80% power.

6.

• The primary analysis for Part 1 will be based on the evaluable population, and
to allow for a small number of non-evaluable patients, the study will recruit 70
patients into Part 1.
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