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STUDY DESIGN: This was a Phase 1B/2, non-randomized, dose-escalation, multicenter, openlabel trial designed to evaluate the safety and tolerability of SCH 717454 in combination with
standard treatment in subjects with advanced solid tumors.
Six different treatment regimens were to be investigated in combination with SCH 717454:
The study was to be divided into two parts. Part 1 consisted of an initial safety evaluation and
dose-finding of SCH 717454 in combination with each treatment regimen. Part 2 consisted of an
expansion of each SCH 717454 regimen at a newly established dose level, to better define
safety, tolerability, and initial efficacy in specific target populations.
SUBJECT/PATIENT DISPOSITION:
DOSAGE/FORMULATION NOS.:
For Part 1, SCH 717454 was to be administered
intravenously (IV) over 1 hour at a dose of either 10 mg/kg, 15 mg/kg (for Regimens B and C), or
20 mg/kg together with the assigned standard treatment. For Part 2, SCH 717454 was to be
administered at the dose selected during Part 1, based upon the maximum tolerated dose (MTD)
or maximum administered dose (MAD), PK, and pharmacodynamic (PD) data.
Subjects were to be assigned to 1 of the 6 treatment schedules.
All subjects received SCH 717454 from the same batch (Batch #
DIAGNOSIS/INCLUSION CRITERIA: Subjects with a diagnosis of advanced solid tumor were
selected to participate in the study for Part 1, and subjects with specified advanced solid tumors
were to be selected to participate in the study for Part 2. Subjects were to be ineligible for
curative therapy options or have either failed, progressed, or relapsed after curative therapy.
Key Inclusion Criteria
1.
Each subject was 18 years of age, of either sex and of any race/ethnicity;
2.
Part 1: Each subject had a histologically or cytologically confirmed advanced malignant
solid tumor;
Part 2: Each subject had a histologically or cytologically confirmed, with measurable
disease (as defined by RECIST), advanced, malignant solid tumor type as specified
below for which treatment in the given regimen was appropriate
- Regimen A:
- Regimen B:
- Regimen C:
- Regimen D:
- Regimen E:
- Regimen F:

Colorectal Adenocarcinoma;
Non-small Cell Lung Cancer;
Gastric Adenocarcinoma;
Her2+ Breast Cancer;
Renal Cell Cancer;
Pancreatic Adenocarcinoma.
].
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CONCLUSIONS:
Given that only 15 subjects were enrolled in the study, no formal analyses or conclusions can be
drawn from the data.








Twelve subjects were evaluable for response. Two of them achieved an overall best
response of partial response, eight had stable disease, and two had progressive disease.
All 15 subjects reported one or more TEAEs. The most common TEAEs were
hyperglycemia, nausea, anemia, diarrhea, and hypomagnesemia. The most frequent TEAEs
reported as Grade 3 or 4 were hyperglycemia, neutropenia, and thrombocytopenia.
Thirteen subjects experienced treatment-related TEAEs. The most frequently reported
treatment-related TEAEs were hyperglycemia, nausea, fatigue, diarrhea, myalgia, and
neutropenia. Treatment-related TEAEs reported as Grade 3 or 4 were hyperglycemia,
neutropenia, and thrombocytopenia.
A total of 7 subjects reported at least one SAE. Six of them had SAEs considered Grade 3 or
4. None of the SAEs were considered related to SCH 717454.
Three subjects reported AEs leading to study discontinuation. None of them were
considered related to SCH 717454.
Five subjects died during the study. Four of them died due to disease progression, and one
died due to an AE of declining performance status, not considered to be related to
SCH 717454.
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