
Public Title Phase I Study with Dasatinib plus Nivolumab in CML

Scientific Title A Phase 1B Dose Escalation Study to Investigate the Safety, Tolerability and Preliminary
Efficacy for the Combination of Dasatinib (BMS-354825) plus Nivolumab (BMS-936558)
in Patients with Chronic Myeloid Leukemia (CML)

Short Title CA180-373

Id KN/ELN LN_CMLSTU_2014_553

Trialgoup CML-Studiengruppe

Type of Trial multicentric, single-group, prospective, open-label

Phase Phase I

Disease Chronic myeloid leukemia( CML) Accelerated phase

Chronic myeloid leukemia( CML) Chronic Phase

Stage of Disease .

Molecular Marker BCR-ABL

Inclusion Criteria Signed Written Informed Consent: a) Subjects must have signed and dated an
IRB/EC approved written informed consent form in accordance with regulatory and
institutional guidelines. This must be obtained before the performance of any protocol
related procedures that are not part of normal subject care; b) Subjects must be
willing and able to comply with scheduled visits, treatment schedule,laboratory
testing, and other requirements of the study

-

Target Population: a) Confirmed diagnosis of CML, in chronic phase (CP) or AP: i)
With historically documented either cytogenetic Ph+ cells on Bone Marrow Aspirates
(BMA) or molecular results from peripheral blood; ii) prior TKI therapies for CML; iii)
Meeting one of the following criteria: (1) Progression, resistance or suboptimal
response to most recent prior Abl-kinase inhibitor (imatinib, nilotinib ponatinib,
bosutinib or dasatinib); (2) Intolerance to most recent prior TKI (other than dasatinib)
at the lowest possible effective dose. A subject is defined as being intolerant to prior
TKI (other than dasatinib) if he or she had a Grade >=3 toxicity considered at least
possibly related to that TKI at the dose which led to discontinuation of therapy.
Subjects intolerant to prior dasatinib (experiencing a grade >=2 adverse event
requiring discontinuation) are excluded; b) Subject Re-enrollment: This study permits
the re-enrollment of a subject that has discontinued the study as a pre-treatment
failure (ie, subject has not been treated) after obtaining agreement from the Medical
Monitor prior to re-enrolling a subject. If reenrolled, the subject must be re-consented;
c) ECOG Performance Status (PS) Score 0 – 1; d) Toxicity of any prior therapy must
have returned to Grade 0 - 1 (Grade 2 for hematologic) or be considered irreversible.

-
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Age and Reproductive Status: a) Men and women, ages 18 years and older; b)
Women of childbearing potential (WOCBP) must have a negative serum or urine
pregnancy test (minimum sensitivity 25 IU/L or equivalent units of HCG) within 24
hours prior to the start of study drug; c) Women must not be breastfeeding; d)
WOCBP must agree to follow instructions for method(s) of contraception from the
time of enrollment for the duration of treatment with study drug dasatinib plus 5 half-
lives of study drug nivolumab (half-life up to 25 days) plus 30 days (duration of
ovulatory cycle) for a total of 23 weeks post-treatment completion of nivolumab and
30 days post treatment completion of dasatinib; e) Men who are sexually active with
WOCBP must agree to follow instructions for method(s) of contraception for the
duration of treatment with study drug dasatinib plus 5 half-lives of the study drug
nivolumab (half-life up to 25 days) plus 90 days (duration of sperm turnover) for a
total of 31 weeks post-treatment completion of nivolumab and 90 days post treatment
completion of dasatinib. Investigators shall counsel WOCBP and male subjects who
are sexually active with WOCBP on the importance of pregnancy prevention and the
implications of an unexpected pregnancy Investigators shall advise WOCBP and
male subjects who are sexually active with WOCBP on the use of highly effective
methods of contraception. Highly effective methods of contraception have a failure
rate of < 1% per year when used consistently and correctly. At a minimum, subjects
must agree to the use of two methods of contraception, with one method being highly
effective and the other method being either highly effective or less effective as listed
below

-

HIGHLY EFFECTIVE METHODS OF CONTRACEPTION: a) Male condoms with
spermicide; b) Hormonal methods of contraception including combined oral
contraceptive pills, vaginal ring, injectables, implants, and intrauterine devices (IUDs)
such as Mirena® by WOCBP subject or male subject’s WOCBP partner; c)
Nonhormonal IUDs, such as ParaGard®; d) Tubal ligation; e) Vasectomy; f)
Complete Abstinence* * Complete abstinence is defined as complete avoidance of
heterosexual intercourse and is an acceptable form of contraception for all study
drugs. Subjects who choose complete abstinence are not required to use a second
method of contraception, but female subjects must continue to have pregnancy tests.
Acceptable alternate methods of highly effective contraception must be used in the
event that the subject chooses to forego complete abstinence.

-

LESS EFFECTIVE METHODS OF CONTRACEPTION: a) Diaphragm with
spermicide; b) Cervical cap with spermicide; c) Vaginal sponge; d) Male Condom
without spermicide*; e) Progestin only pills by WOCBP subject or male subject’s
WOCBP partner; f) Female Condom* *A male and female condom must not be used
together; g) Azoospermic males and WOCBP who are continuously not
heterosexually active are exempt from contraceptive requirements. However they
must still undergo pregnancy testing as described in these sections.

-

Exclusion Criteria Target Disease Exceptions: a) Known dasatinib-resistant Abl-kinase mutations (eg,
T315I or T315A) (test not required); b) Blast phase CML: Subjects cannot be or have
ever been in blast phase defined as >=30% blasts in peripheral blood (PB) or in BMA
and/or extramedullary disease other than hepatosplenomegaly

-
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Medical History and Concurrent Diseases: a) Prior intolerance to dasatinib, defined
as Grade >=2 adverse event requiring discontinuation; b) Any serious or uncontrolled
medical disorder or active infection that would impair the ability of the subject to
receive protocol therapy, including: i) Known pleural or pericardial (s) effusion at
baseline; ii) Clinically-significant gastrointestinal disease, digestive dysfunction or
surgery that would compromise absorption of dasatinib or the administration of
dasatinib by mouth (eg, uncontrolled nausea or malabsorption syndrome); iii)
Thromboembolic disease requiring ongoing anticoagulation or deep vein thrombosis
that is not adequately controlled; iv) A history of pulmonary arterial hypertension; c)
Uncontrolled or significant cardiovascular disease, including any of the following: i)
Myocardial infarction within 6 months of enrollment date; ii) Uncontrolled angina or
congestive heart failure within 3 months of enrollment date; iii) Left ventricular
ejection fraction (LVEF) < 40%; iv) Significant cardiac conduction abnormality,
including: (1) History of clinically-significant ventricular arrhythmia (such as ventricular
tachycardia, ventricular fibrillation, or Torsades de Pointe); (2) History of second or
third degree heart block (except for second degree type 1 is not excluded); (3)
Prolonged QTc/f interval > 450 msec on baseline ECG (unless a cardiac pacemaker
is present); d) History of significant bleeding disorder unrelated to CML, including: i)
Diagnosed congenital bleeding disorders (eg, von Willebrand’s disease); ii)
Diagnosed acquired bleeding disorder within one year (eg, acquired anti-factor VIII
antibodies); e) Prior malignancy active within the previous 3 years except for locally
curable cancers that have been apparently cured, such as basal or squamous cell
skin cancer, superficial bladder cancer, or carcinoma in situ of the prostate, cervix, or
breast; f) Subjects with active, known or suspected autoimmune disease. (Note:
Subjects with vitiligo, type I diabetes mellitus, residual hypothyroidism due to
autoimmune condition only requiring hormone replacement, psoriasis not requiring
systemic treatment, or conditions not expected to recur in the absence of an external
trigger are permitted to enroll.); g) A serious uncontrolled medical disorder or active
infection which would impair the ability of the subject to receive protocol therapy or
whose control may be jeopardized by the complications of this therapy.

-

Physical and Laboratory Test Findings: a) Positive test for hepatitis B virus (HBV) or
hepatitis C virus (HCV) indicating acute or chronic infection; b) Known history of
testing positive for human immunodeficiency virus (HIV) or known acquired
immunodeficiency syndrome (AIDS); c) Grade >=3 peripheral blood count deficiency,
ie: i) ANC < 1,000 cells/mm3; ii) Platelet count < 50,000 cells/mm3; iii) Hemoglobin <
8 g/dL (transfusion-support permitted); d) Laboratory abnormalities (per CTCAE v
4.03): i) Serum sodium, potassium or calcium (ionized or corrected for albumin) or
phosphate below ILLN (Institutional lower limit of normal); ii) Baseline magnesium
Grade >=2; iii) Alanine aminotransferase (ALT) and/or aspartate aminotransferase
(AST) > 2.5 X institutional upper limit of normal (IULN). Total bilirubin > 2.0 X ULN
(unless Gilbert syndrome has been diagnosed) iv) Creatinine clearance < 40 mL/min
(measured or calculated by Cockroft-Gault formula); e) Oxygen saturation < 92% (by
pulse oximetry).

-

Allergies and Adverse Drug Reaction: a) History of allergy to dasatinib; b) History of
grade 4 anaphylactic reaction to monoclonal antibody therapy or known
hypersensitivity reactions to drugs formulated with polysorbate 90

-

Sex and Reproductive Status: a) Subjects who are pregnant or breastfeeding or likely
to become pregnant; b) Men whose partner is unwilling or unable to avoid pregnancy

-
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Prohibited Treatments and/or Therapies: a) Prior therapies for CML are permitted
with the following restrictions; i) Investigational agent must be >= 28 days before first
dasatinib dose; ii) Standard chemotherapy or TKI treatment except dasatinib must be
>=7 days before first dasatinib dose b) Subjects currently taking QT prolonging
agents strongly associated with Torsades de Pointes; c) Prior therapy with an anti-PD
-1, anti-PD-L1, anti-PD-L2, anti-CD137 or anti CTLA-4 antibody (or any other
antibody or drug specifically targeting T-cell costimulation or checkpoint pathways); d)
Prior organ allograft or allogeneic bone marrow transplantation; e) Concomitant use
of strong inhibitors of the CYP3A4 isoenzyme, unless appropriate wash-out period (5
times half-live compound) before first dasatinib dosing; f) Non-oncology vaccine
therapies for prevention of infectious diseases (eg HPV vaccinewithin 28 days of first
nivolumab dose

-

Other Exclusion Criteria: a) Prisoners or subjects who are involuntarily incarcerated;
b) Subjects who are compulsorily detained for treatment of either a psychiatric or
physical (eg, infectious disease) illness. Eligibility criteria for this study have been
carefully considered to ensure the safety of the study subjects and that the results of
the study can be used. It is imperative that subjects fully meet all eligibility criteria.

-

Women of Childbearing Potential: A Women of childbearing potential (WOCBP) is
defined as any female who has experienced menarche and who has not undergone
surgical sterilization (hysterectomy or bilateral oophorectomy) and is not
postmenopausal. Menopause is defined as 12 months of amenorrhea in a woman
over age 45 years in the absence of other biological or physiological causes. In
addition, women under the age of 55 years must have a serum follicle stimulating
hormone, (FSH) level > 40mIU/mL to confirm menopause.* *Women treated with
hormone replacement therapy, (HRT) are likely to have artificially suppressed FSH
levels and may require a washout period in order to obtain a physiologic FSH level.
The duration of the washout period is a function of the type of HRT used. The
duration of the washout period below are suggested guidelines and the investigators
should use their judgment in checking serum FSH levels. If the serum FSH level is >
40 mIU/mL at any time during the washout period, the woman can be considered
postmenopausal: a) 1 week minimum for vaginal hormonal products (rings, creams,
gels); b) 4 week minimum for transdermal products; c) 8 week minimum for oral
products; Other parenteral products may require washout periods as long as 6
months.

-

Age >= 18 years

Status No longer recruiting

start of Recruitment 01.04.2014

Recruiting countries Germany

France

Finland

Spain

Italy

Leader Ottmann, Prof. Dr., Oliver
Universitätsklinikum Frankfurt/Main
Medizinische Klinik II, Hämatologie/Onkologie
Theodor-Stern Kai 7
60590 Frankfurt / Main
Tel: +49 (0)69 6301 87070
Fax: +49 (0)69 6301 4170
Email: ottmann@em.uni-frankfurt.de
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Scientific Contact (WHO) Ottmann, Prof. Dr., Oliver
Universitätsklinikum Frankfurt/Main
Medizinische Klinik II, Hämatologie/Onkologie
Theodor-Stern Kai 7
60590 Frankfurt / Main
Tel: +49 (0)69 6301 87070
Fax: +49 (0)69 6301 4170
Email: ottmann@em.uni-frankfurt.de

Contact Person Administrative needs
Binckebanck, Anja
Tel: +49 (0)69 6301-6221
Fax: +49 (0)69 6301-7463
Email: binckebanck@em.uni-frankfurt.de

Centre of Trial Universitätsklinikum Frankfurt

Sponsors Bristol-Myers Squibb

Supporters Bristol-Myers Squibb

Other Registers ClinicalTrials.govNCT02011945
European Clinical Trials Database - EUDRACT2013-002156-33

Therapy Dasatinib+ Vivolumab
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