
Public Title A Phase 4 Safety and Efficacy Study of Bosutinib in patients with CML

Scientific Title A Phase 4 Safety and Efficacy Study of Bosutinib in Patients with Philadelphia
Chromosome Positive Chronic Myeloid Leukemia Previously Treated with One or More
Tyrosine Kinase Inhibitors

Short Title B1871039 (BYOND)

Id KN/ELN LN_NN_2015_567

Trialgoup NN

Type of Trial open-label

Phase Phase IV

Disease Chronic myeloid leukemia( CML) Intolerant/resistant to one TKI

Stage of Disease .

Molecular Marker BCR-ABL

Aim To estimate the 1-year (Week 52) probability of cumulative Major Cytogenetic
Response (MCyR) in CP Ph+ CML patients with 1 or 2 prior lines of TKI therapy.

-

To estimate the 1-year (Week 52) probability of cumulative MCyR in CP Ph+ CML
patients with 3 or more prior lines of TKI therapy.

-

To estimate the 1-year (Week 52) probability of cumulative confirmed Overall
Hematological Response (OHR) in AP and BP Ph+ CML patients with any prior TKI
therapy.

-

To estimate the probability of cumulative MCyR in each disease phase (CP, AP and
BP) for Ph+ CML patients.

-

To estimate the probability of cumulative confirmed OHR in each disease phase (AP
and BP) for Ph+ CML patients by number of lines of prior therapy.

-

To characterize the distributions of best response (molecular, cytogenetic, or
hematologic) in the CP, AP, and BP Ph+ CML patient populations.

-

To estimate the probability of MCyR at 3, 6, 12, 18, and 24 months in the CP, AP,
and BP Ph+ CML patient populations.

-

To estimate the probability of confirmed OHR at 3, 6, 9, 12, 18, and 24 months in the
AP and BP Ph+ CML patient populations.

-

To estimate the probability of cumulative confirmed Complete Hematological
Response (CHR) in the CP, AP and BP Ph+ CML patient populations.

-

To estimate the probability of cumulative major molecular response (MMR) in the CP,
AP and BP Ph+ CML patient populations.

-

To evaluate the overall safety profile of bosutinib in the study population.-

Outcomes (1) Cumulative MCyR by 1 year (52 weeks) in 2nd and 3rd line CP patients.  (Primary
Outcome)

-

(2) Cumulative MCyR by 1 year (52 weeks) in 4th and later line CP patients.
(Primary Outcome)

-

(3) Cumulative confirmed OHR by 1 year (52 weeks) in AP and BP patients. 1 year
(52 weeks)  (Primary Outcome)

-

(1) Cumulative MCyR in CP, AP and BP patients.-

(2) Cumulative confirmed OHR in AP and BP patients by line of therapy.-

(3) Cumulative best response in CP, AP, and BP patients.-

(4) MCyR at 3, 6, 12, 18, and 24 months in CP, AP, and BP patients.-

(5) Confirmed OHR at 3, 6, 9, 12, 18, and 24 months in AP and BP patients.-

(6) Cumulative confirmed CHR.-
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(7) Cumulative MMR in CP, AP, and BP patients. Various timepoints mainly 3, 6, 12,
18 and 24 months.

-

Inclusion Criteria 1. Cytogenetic or PCR-based diagnosis of Ph+ CML or BCR-ABL1+ if Ph- (from initial
diagnosis). NOTE: Ph- subjects will not count towards the 150 patients for primary
and secondary analyses, which include Ph+ patients only.

-

2. Prior treatment with 1 or more TKIs for CML.-

3. Any CML phase, as long as the patient is resistant to, intolerant of, or otherwise
not appropriate for treatment with imatinib, dasatinib and/or nilotinib.

-

4. ECOG Performance Status of 0 or 1 for CP patients, or 0, 1, 2, or 3 for 4th line CP
(and beyond) and AP/ BP patients.

-

5. Adequate bone marrow function: For 2nd and 3rd line CP CML patients:-

(1) Absolute neutrophil count >1000/mm3 (>1 x109/L).-

(2) Platelets >=75,000/mm3 (>=75 x109/L) absent any platelet transfusions during
the preceding 14 days.

-

For 4th line CP and AP/BP CML patients:-

(1) Absolute neutrophil count >500/mm3 (>0.5 x109/L).-

(2) Platelets >=50,000/mm3 (>=50 x109/L) absent any platelet transfusions during
the preceding 14 days.

-

6. Adequate hepatic and renal function:-

(a) AST/ALT <=2.5 x ULN or ALT/AST <=5 x ULN if attributable to liver involvement
of leukaemia.

-

(b) Total direct bilirubin <=1.5 x ULN.-

(c) Creatinine <=1.5 x ULN.-

7. Able to take daily oral tablets.-

8. Age >=18 years.-

9. Evidence of a personally signed and dated informed consent document indicating
that the patient (or a legal representative) has been informed of all pertinent aspects
of the study.

-

10. Patients who are willing and able to comply with scheduled visits, treatment plan,
laboratory tests, and other study procedures.

-

11. Male and female patients of childbearing potential must agree to use a highly
effective method of contraception throughout the study and for at least 28 days after
the last dose of assigned treatment. A patient is of childbearing potential if, in the
opinion of the investigator, he/she is biologically capable of having children and is
sexually active.

-

Exclusion Criteria 1. Participation in other studies involving investigational drug(s) (Phase 1-4) within 14
days or 3 half-lives (whichever is longer) prior to the first dose of bosutinib.

-

2. Prior bosutinib exposure.-

3. Prior ponatinib exposure.-

4. Known T315I or V299L mutation in BCR-ABL1.-

5. Clinically active leptomeningeal leukemia. Patients must be free of central nervous
system (CNS) involvement for a minimum of 2 months.

-

6. Hypersensitivity to the active substance or to any of the following excipients:
Microcrystalline cellulose (E460), Croscarmellose sodium (E468), Poloxamer 188,
Povidone (E1201), Magnesium stearate (E470b), Polyvinyl alcohol, Titanium dioxide
(E171), Macrogol 3350, Talc (E553b), Iron oxide red (E172).

-

7. Pregnant or breastfeeding females.-
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8. Males and females of childbearing potential who are unwilling or unable to use a
highly effective method of contraception as outlined in this protocol for the duration of
the study and for at least 28 days after last dose of investigational product.

-

9. Other severe acute or chronic medical or psychiatric condition, including recent
(within the past year) or active suicidal ideation or behavior) or laboratory abnormality
that may increase the risk associated with study participation or investigational
product administration or may interfere with the interpretation of study results and, in
the judgment of the investigator, would make the patient inappropriate for entry into
this study.

-

10. Patients who are investigational site staff members directly involved in the
conduct of the trial and their family members, site staff members otherwise
supervised by the Investigator, or patients who are Pfizer employees directly involved
in the conduct of the trial.

-

Age >= 18 years

Status No longer recruiting

start of Recruitment 01.01.2015

Recruiting countries Germany

France

Finland

Belgium

Spain

Italy

Sweden

The Netherlands

U.S.A

Austria

Norway

Target Sample Size 165

Leader Hochhaus, Prof. Dr. med., Andreas
Universitätsklinikum Jena
Klinik und Poliklinik für Innere Medizin II
Erlanger Allee 101
07740 Jena
Tel: +49 (0)3641 932 4201
Fax: +49 (0)3641 932 4202
Email: andreas.hochhaus@med.uni-jena.de

Sponsors Pfizer (Main Sponsor)

Other Registers ClinicalTrials.govNCT02228382
European Clinical Trials Database - EUDRACT2013-003250-25
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