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Rationale and background:

Bosutinib is a TKI indicated in treatment of adult patients with Philadelphia
chromosome positive CML (Ph+ CML) in chronic phase (CP), in accelerated phase
(AP) or in blast phase (BP), intolerant or resistant to previous TKI therapy. Although
Bosutinib's approval was based on phase | to lll clinical trials, assessing its safety and

effectiveness in real-world conditions of use was imperative.

Research question and objectives: This was an observational study, whose primary
objective was to evaluate the rate of treatment discontinuation because of intolerance.

Secondary objectives were to evaluate the efficacy and safety of bosutinib.

Study design: This was a national, observational, descriptive, prospective, multicentre study

conducted in metropolitan France.
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Setting: Patients have been followed prospectively every 3 months over a 3-year period from

their enrollment and the initiation of bosutinib.

Subjects and study size, including dropouts: Patient cohort included adult patients

treated for chronic myeloid leukemia, intolerant or resistant to previous TKIls therapy.

Variables and data sources: For all patients included baseline characteristics,
encompassing demographic details, medical history, comorbidities, and prior treatments,
have been recorded. Throughout the follow-up period, efficacy endpoints, including
hematological, cytogenetic, and molecular responses to bosutinib (rates, time to response,
duration), disease progression, progression-free survival (PFS), overall survival (OS), and
time to treatment failure, have been evaluated. Safety data, concerning bosutinib exposure,
adverse events (AEs), and biological parameters, have also been analyzed. Furthermore,

records of quality of life and treatment adherence have been maintained.

Results: The study conducted from October 15, 2015, to December 19, 2019, aimed to
examine the real-world utilization and safety profile of bosutinib in the treatment of chronic
myeloid leukemia (CML) patients. A total of 146 patients from 23 medical centers were

enrolled.

Concerning baseline characteristics, patients in the Full Analysis Set (FAS) population had an
average age of 62.0 + 13.2 years and were predominantly male (56.1%). The median
treatment duration was 2.071 + 1.217 years. Adverse events (AEs) attributed to bosutinib
were documented in 88% of patients, prompting a treatment change in 59.9% of cases. Most
patients (84.5%) experienced mild or moderate bosutinib-related AEs (grade 1-2), notably
diarrhea affecting 50.7% of patients and nausea in 14.1%, while severe (grade 3-4) bosutinib-
related AEs were reported in 31.7% of patients, with grade 3-4 diarrhea observed in only
4.2%. One patient experienced grade 5 drug-related pneumonia. Bostunib-related AEs
necessitated permanent discontinuation of treatment for 32.4% of patients with 27.5% for
intolerance, mostly diarrhea observed in 11 (7.7%), pleural effusion reported in 7 (4.9%)

patients and hepatocellular injury reported in 7 (4.9%) patients.
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In terms of efficacy, 91.4% of patients achieved complete hematological response, with a
median time to response of 0.24 [0.23-0.25] years. At the data cutoff, 92% of evaluable
patients who attained a hematological response maintained it. Most patients (70.5%) achieved
a cumulative molecular response, with 15.8% reaching a MR4.5 best response and 29.5%
achieving a MR5 best response. The median time to molecular response was 0.28 [0.25-0.45]
years, with 86% of patients sustaining their response after three years. Progression-free
survival rates at 1 and 2 years were 96% and 95%, respectively, while overall survival rates

at 1 and 2 years were 98% and 96%, respectively.

Discussion:

Our results showed that drug-related AEs were mostly mild or moderate and mainly
gastrointestinal (diarrhea, nausea, vomiting), like what was recorded in phase l/ll/lll trials (13,
17-19). Overall, 27.5% of patients had to discontinue due to drug-related intolerance, mainly
diarrhea, pleural effusion, and hepatocellular injury. Only 1 patient had a grade 5 drug-related

AE, confirming the safety of bosutinib.

Most patients exhibited a hematological and a molecular response in the early phase with
92% and 81% of patients, respectively, still responding at the end of the study. Regarding
PFS and OS, at 1 and 2 years, 96% and 95% of patients respectively were progression-free

and 98% and 96% of patients respectively, were alive.

Taken together, our data confirmed previous findings showing that bosutinib is effective and

tolerable in patients with chronic phase TKI-resistant or intolerant CML.

Marketing Authorization Holder(s):

Pfizer Europe MA EEIG, Boulevard de la Plaine 17, 1050 Brussels, Belgium



é Pﬁzer

NON-INTERVENTIONAL STUDY REPORT ABSTRACT

B1871047

Names and affiliations of principal investigators:

Name, degree(s) Title Affiliation

CH FLEYRIAT, 900 ROUTE DE PARIS, 01012
ORFEUVRE Hubert Doctor

BOURG EN BRESSE

Centre de Radiothérapie, 184 route de la
MALOISEL Frederic Doctor

Wantzenau, 67000 STRASBOURG

CH CHAMBERY CEDEX, 7 SQUARE DE
HACINI Maya Doctor

MASSALAZ, 73011 CHAMBERY

HOPITAL SAINT ELOI, 80 AVENUE AUGUSTIN
QUITTET Philippe Doctor

FLICHE, 34295 MONTPELLIER

CHG VALENCE, 179 BOULEVARD MARECHAL
ANGLARET Bruno Doctor

JUIN, 26953 VALENCE

CHG VALENCE, 179 BOULEVARD MARECHAL
SANTANA Clemence Doctor

JUIN, 26953 VALENCE

HOPITAL LA SOURCE, 14 AVENUE DE L
BENBRAHIM Omar Doctor

HOPITAL, 45100 ORLEANS

CH WILLIAM MOREY, 4 RUE DU CAPITAINE
BOUTELOUP Juliette Doctor

DRILLIEN, 71100 CHALON SUR SAONE

CH WILLIAM MOREY, 4 RUE DU CAPITAINE
VOILLAT Laurent Doctor

DRILLIEN, 71100 CHALON SUR SAONE
CONY NOUVEL HOPITAL SUD FRANCILIEN, 1

Pascale Doctor

MAKHOUL AVENUE DE L HOPITAL, 74370 METZ TESSY

NOUVEL HOPITAL SUD FRANCILIEN, 1
PARRY Anne Doctor

AVENUE DE L HOPITAL, 74370 METZ TESSY

CHG PERIGUEUX, 80 AVENUE GEORGES
RODON Philippe Doctor

POMPIDOU, 24019 PERIGUEUX

CHG PERIGUEUX, 80 AVENUE GEORGES
MOLDOVAN Marius Doctor

POMPIDOU, 24019 PERIGUEUX




@ Pﬁzer

NON-INTERVENTIONAL STUDY REPORT ABSTRACT

B1871047
HOPITAL ANDRE MIGNOT, 177 RUE DE
ROUSSELOT Philippe Professor
VERSAILLES, 78157 LE CHESNAY
HOPITAL CLAUDE HURIEZ, RUE MICHEL
COITEUX Valerie Doctor
POLONOVSKI, 59037 LILLE
INSTITUT BERGONIE, 229 COURS DE
ETIENNE Gabriel Doctor
L’ARGONNE, 33076 BORDEAUX
Francois INSTITUT BERGONIE, 229 COURS DE
MAHON Professor
Xavier L’ARGONNE, 33076 BORDEAUX
GUERCI HOPITAL BRABOIS ADULTES, ALLEE DU
Agnes Doctor
BRESLER MORVAN, 54511 VANDOEUVRE LES NANCY
HOPITAL BRABOIS ADULTES, ALLEE DU
ROTH GUEPIN Gabrielle Doctor
MORVAN, 54511 VANDOEUVRE LES NANCY
Jean HOPITAL AUGUSTIN MORVAN, 2 AVENUE
IANOTTO Doctor
Christophe MARECHAL FOCH, 29609 BREST
GARDEMBAS CHRU HOTEL DIEU, 4 RUE LARREY, 49933
Martine Doctor
PAIN ANGERS
CH DE LIBOURNE - Hopital Robert BOULIN, 112
ADIKO Didier Innocent | Doctor
RUE DE LA MARNE, 33505 LIBOURNE
CH DE SAINT BRIEUC _ HOPITAL YVES LE
MARTINIUC luliana Doctor FOLL, 10 RUE MARCEL PROUST, 22027 SAINT
BRIEUC
HOPITAL SAINT LOUIS, 1 AVENUE CLAUDE
REA Delphine Doctor
VELLEFAUX, 75475 PARIS
CH DE SAINT BRIEUC _ HOPITAL YVES LE
ALLANGBA Olivier Doctor FOLL, 10 RUE MARCEL PROUST, 22027 SAINT
BRIEUC
CH DE SAINT BRIEUC _ HOPITAL YVES LE
OLIVIER Gaelle Doctor FOLL, 10 RUE MARCEL PROUST, 22027 SAINT

BRIEUC




é Pﬁzer

NON-INTERVENTIONAL STUDY REPORT ABSTRACT

B1871047

CH DE SAINT BRIEUC _ HOPITAL YVES LE
ROBERT Daniel Doctor FOLL, 10 RUE MARCEL PROUST, 22027 SAINT

BRIEUC

CH DE SAINT BRIEUC _ HOPITAL YVES LE
LAUNAY Vincent Doctor FOLL, 10 RUE MARCEL PROUST, 22027 SAINT

BRIEUC

HOPITAL AUGUSTIN MORVAN, 2 AVENUE
DALBIES Florence Doctor

MARECHAL FOCH, 29609 BREST

CH DE GRENOBLE, AVENUE DES MAQUIS DU
COURBY Stephane Doctor

GRESIVAUDAN, 38700 GRENOBLE

CH DE GRENOBLE, AVENUE DES MAQUIS DU
MEUNIER Mathieu Doctor

GRESIVAUDAN, 38700 GRENOBLE

MEDIPOLE DE SAVOIE, AVENUE DES
CORM Selim Doctor

MASSETTES, 73190 CHALLES LES EAUX

APHM HOPITAL DE LA CONCEPTION, 147,
COSTELLO REGIS Professor

boulevard Baille, 13005 MARSEILLE

APHM HOPITAL DE LA CONCEPTION, 147,
IVANOV VADIM Doctor

boulevard Baille, 13005 MARSEILLE

HOPITAL DUPUYTREN, 2 AVENUE MARTIN
TURLURE Pascal Doctor

LUTHER KING, 87042 LIMOGES

CH MEAUX CEDEX, 6 8 RUE SAINT FIACRE,
FOUILLARD Loic Doctor

77104 MEAUX

CH MEAUX CEDEX, 6 8 RUE SAINT FIACRE,
ABARAH Wajed Doctor

77104 MEAUX

HOPITAL DUPUYTREN, 2 AVENUE MARTIN
ABRAHAM Julie Doctor

LUTHER KING, 87042 LIMOGES

HOPITAL DUPUYTREN, 2 AVENUE MARTIN
DMYTRUK Natalia Doctor

LUTHER KING, 87042 LIMOGES




é Pﬁzer

NON-INTERVENTIONAL STUDY REPORT ABSTRACT

B1871047

HOPITAL DUPUYTREN, 2 AVENUE MARTIN
GIRAULT Stéphane Doctor

LUTHER KING, 87042 LIMOGES

HOPITAL DUPUYTREN, 2 AVENUE MARTIN
GOURIN Marie-Pierre Doctor

LUTHER KING, 87042 LIMOGES

HOPITAL DUPUYTREN, 2 AVENUE MARTIN
JACCARD Arnaud Doctor

LUTHER KING, 87042 LIMOGES

HOPITAL DUPUYTREN, 2 AVENUE MARTIN
KENNEL Céline Doctor

LUTHER KING, 87042 LIMOGES

HOPITAL DUPUYTREN, 2 AVENUE MARTIN
MOREAU Stéphane Doctor

LUTHER KING, 87042 LIMOGES

HOPITAL DUPUYTREN, 2 AVENUE MARTIN
PENOT Amélie Doctor

LUTHER KING, 87042 LIMOGES

HOPITAL DUPUYTREN, 2 AVENUE MARTIN
REMENIERAS Liliane Doctor

LUTHER KING, 87042 LIMOGES

HOPITAL DUPUYTREN, 2 AVENUE MARTIN
TOUATI Mohamed Doctor

LUTHER KING, 87042 LIMOGES

CH DE GRENOBLE, AVENUE DES MAQUIS DU
CAHN Jean Yves Doctor

GRESIVAUDAN, 38700 GRENOBLE

CH DE GRENOBLE, AVENUE DES MAQUIS DU
BULABOIS Claude Eric Doctor

GRESIVAUDAN, 38700 GRENOBLE

CH DE GRENOBLE, AVENUE DES MAQUIS DU
GARBAN Frédéric Doctor

GRESIVAUDAN, 38700 GRENOBLE

CH DE GRENOBLE, AVENUE DES MAQUIS DU
GRESSIN Rémy Doctor

GRESIVAUDAN, 38700 GRENOBLE

CH DE GRENOBLE, AVENUE DES MAQUIS DU
CARRE Martin Doctor

GRESIVAUDAN, 38700 GRENOBLE

CH DE GRENOBLE, AVENUE DES MAQUIS DU
MARIETTE Clara Doctor

GRESIVAUDAN, 38700 GRENOBLE




é Pﬁzer

NON-INTERVENTIONAL STUDY REPORT ABSTRACT

B1871047
CH DE GRENOBLE, AVENUE DES MAQUIS DU
MOLINA Lysiane Doctor
GRESIVAUDAN, 38700 GRENOBLE
PEGOURIE CH DE GRENOBLE, AVENUE DES MAQUIS DU
Brigitte Doctor
BANDELIER GRESIVAUDAN, 38700 GRENOBLE
CH DE GRENOBLE, AVENUE DES MAQUIS DU
PARK Sophie Professor
GRESIVAUDAN, 38700 GRENOBLE
THIEBAUT CH DE GRENOBLE, AVENUE DES MAQUIS DU
Anne Doctor
BERTRAND GRESIVAUDAN, 38700 GRENOBLE




