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SUMMARY OF THE RISK MANAGEMENT PLAN (RMP) FOR BESPONSA
The Risk Management Plan (RMP) is a comprehensive document submitted as part of the
application dossier for market approval of a medicine. The RMP summary contains
information on the medicine's safety profile and explains the measures that are taken in order
to further investigate and follow the risks as well as to prevent or minimise them.
The RMP summary of Besponsa is a concise document and does not claim to be exhaustive.
As the RMP is an international document, the summary might differ from the
“Arzneimittelinformation / Information sur le médicament” approved and published in
Switzerland, e.g. by mentioning risks occurring in populations or indications not included in
the Swiss authorization. Please note that the reference document which is valid and relevant
for the effective and safe use of Besponsa in Switzerland is the “Arzneimittelinformation /
Information sur le médicament” (see www.swissmedic.ch) approved and authorized by
Swissmedic. Pfizer AG is fully responsible for the accuracy and correctness of the content of
the published summary RMP of Besponsa.
OVERVIEW OF DISEASE EPIDEMIOLOGY
Acute lymphoblastic leukaemia (ALL) is a type of cancer that begins in the blood-forming
cells of the bone marrow (haematologic malignancy) and results in an overproduction and
accumulation of underdeveloped white blood cells (called lymphoblasts) that invade the
bloodstream. Over time these underdeveloped white blood cells can invade other parts of the
body. ALL is more common in children than in adults. Among adults, the occurrence is
initially low, then begins to increase very gradually in the mid-40s or thereafter, with the
peak adult rate highest in elderly patients aged 75 and older. ALL is more common in men
than in women, and the risk of ALL is greater among Whites than Blacks depending on age
groups. The cause of ALL is unknown; however, there is strong evidence that radiation
exposure increases the risk of ALL.
SUMMARY OF TREATMENT BENEFITS
Inotuzumab ozogamicin is indicated as monotherapy for the treatment of adults with relapsed
or refractory CD22-positive B-cell precursor acute lymphoblastic leukaemia.
Inotuzumab ozogamicin was investigated in the pivotal randomised Phase 3 Study B1931022
which included enrollment of 326 adult patients with CD22-positive B-cell ALL whose
leukemia progressed or had not responded to prior chemotherapy. Patients with Ph+ ALL
previously failed treatment with at least 1 TKI. Patients were randomly chosen to receive
either inotuzumab ozogamicin or standard chemotherapy. The effectiveness of inotuzumab
ozogamicin or standard chemotherapy on cancer cells was measured by calculating the
number of patients who experienced a resolution of the signs and laboratory measures of
leukemia as well as measuring overall survival. More of the patients treated with
inotuzumab compared with those treated with standard chemotherapy responded to treatment
(80.7%, 29.4%, respectively). Furthermore, patients who responded to inotuzumab
ozogamicin reached a deeper remission characterized by no evidence of cancer cells
observed after treatment and longer duration of response compared with patients treated with
standard chemotherapy. This improved response with inotuzumab ozogamicin therapy
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allowed approximately 4 times as many patients treated with inotuzumab ozogamicin to
undergo a stem cell transplant than after chemotherapy. Additionally, patients treated with
inotuzumab ozogamicin reported an improved quality-of-life and, on average, lived longer,
with 50% of patients living 7.7 months vs. 6.7 months. The chance of living 2 years after the
start of treatment was 22.6% for patients in the inotuzumab ozogamicin arm compared to
9.6% for patients in the standard chemotherapy arm.
UNKNOWNS RELATING TO TREATMENT BENEFITS
No overall differences were observed in the effectiveness of inotuzumab ozogamicin across
the adult age range, between male and female patients, between patients with mild
abnormalities versus normal liver function, and patients with mild, moderate, or severe
abnormalities versus normal kidney function. However, while inotuzumab ozogamicin has
been adequately studied in Whites and Asians, Hispanic and Black patients have been
underrepresented in clinical studies with inotuzumab ozogamicin. In addition, some patient
groups, including pregnant and lactating women, patients with moderate to severe hepatic
impairment, patients with an unstable or severe uncontrolled medical condition (e.g.,
unstable heart function or unstable lung condition), and patients with high bloodstream
lymphoblast counts that could not be reduced prior to study entry, were excluded from
clinical studies with inotuzumab ozogamicin. Additionally, some patients with abnormal
conditions such as severe kidney impairment were not included in clinical studies with
inotuzumab ozogamicin. Therefore, the effectiveness of inotuzumab ozogamicin is
incompletely known in Hispanic and Black patients, pregnant and lactating women, patients
with severe kidney impairment, patients with moderate or severe liver impairment, patients
with an unstable or severe uncontrolled medical condition, and/or patients with high
bloodstream lymphoblast counts.

3

Besponsa (Inotuzumab Ozogamicin)
Risk Management Plan Summary

Pfizer AG, Zurich
04 July 2017

SUMMARY OF SAFETY CONCERNS
Important Identified Risks
Risk
Liver injury
(Grade 3 and/or
serious
hepatotoxicity,
including all
VOD/SOS)

What is Known
Inotuzumab ozogamicin has been
associated with severe, life-threatening,
and sometimes fatal liver damage,
including a condition called VOD/SOS,
in which the blood vessels in the liver
become damaged and obstructed by blood
clots. VOD/SOS may occur during
treatment or after subsequent treatment
with a stem cell transplant (SCT). A SCT
is a procedure to transplant another
person’s stem cells (cells which develop
into new blood cells) into your
bloodstream. This procedure may take
place if your disease responds completely
to treatment.

Preventability
Prescribers should not use inotuzumab
ozogamicin if a patient:
• Has previously had severe VOD/SOS
which was confirmed or has ongoing
VOD/SOS.
• Has serious ongoing liver disease, e.g.,
cirrhosis (a condition in which the liver
does not function properly due to longterm damage), nodular regenerative
hyperplasia (a condition with signs and
symptoms of portal hypertension that
can be caused by chronic use of
medications), active hepatitis (a disease
characterised by inflammation of the
liver).



Warnings and precautions
 Pre-SCT regimen precautions:
Prescribers should avoid the use of a
specific type of chemotherapy that
are toxic to cancer cells (alkylating
agents) during preparation for a SCT
and careful consideration is required
before administering inotuzumab
ozogamicin to patients in whom the
future use of alkylating agents is
likely unavoidable during preparation
for a SCT.
 Liver blood test precautions: Patients
who have abnormal liver blood test
(i.e., increases in bilirubin and/or
liver enzymes that may result in
yellowing of the skin or eyes)prior to
a SCT should only proceed to a SCT
following treatment with inotuzumab
ozogamicin after careful
consideration. If these patients do
proceed to a SCT, the prescriber
should monitor closely for signs and
symptoms of VOD/SOS.
 Prior SCT precautions: Prescribers
should carefully consider
administering inotuzumab
ozogamicin to patients who have had
a prior SCT. In clinical trials in
patients with relapsed or refractory
ALL who were treated with
inotuzumab ozogamicin, no patients
had undergone a SCT within the
previous 4 months.



VOD/SOS frequency: The reported
frequency of VOD/SOS after
subsequent treatment with a SCT was
50% in the following patients:
patients who received a specific type
of chemotherapy that are toxic to
cancer cells (alkylating agents) as
part of their pre-SCT regimen;
patients aged 65 years; and patients
with an abnormal liver blood test
(i.e., serum bilirubin) prior to SCT.
Risk factors for VOD/SOS: Increased
age, increased number of inotuzumab
ozogamicin treatment cycles, a prior
SCT, abnormal blood liver tests prior
to a SCT, prior history of VOD/SOS
or liver disease may increase the risk
for developing VOD/SOS, including
the concurrent use of 2 or more of a
specific type of chemotherapy that
are toxic to cancer cells (alkylating
agents) during preparation for a
SCT.

Most events of VOD/SOS after treatment
with inotuzumab ozogamicin were
reported after other anti-cancer therapies
have been given and a stem cell transplant
had been performed.
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Important Identified Risks
Risk

What is Known

A reduction of blood
cells below normal
levels
(myelosuppression/
cytopenia)

Inotuzumab ozogamicin may decrease the
number of white blood cells known as
leucocytes and neutrophils
(leukopenia/neutropenia), red blood cells
(anaemia) or platelets (thrombocytopenia)
in the bloodstream. These cells are
important in fighting infection, carrying
oxygen, and in blood clotting,
respectively.
In some cases, the decrease in blood cells
may be severe and lead to hospitalisation.
Neutropenia and leukopenia may increase
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Preventability
 Prior liver disease precautions:
Prescribers should carefully evaluate
(e.g., ultrasound scan, viral hepatitis
testing) patients with a history of
liver disease prior to treatment with
inotuzumab ozogamicin to exclude
serious ongoing liver disease.
 Number of treatment cycle
precautions: For patients proceeding
to a SCT, prescribers should limit
inotuzumab ozogamicin treatment to
2 cycles or a maximum of 3 cycles
during preparation for SCT.
 Monitoring precautions: Prescribers
should: monitor closely for signs and
symptoms of VOD/SOS in all
patients, especially after a SCT;
monitor liver blood tests (i.e.,
bilirubin and other measures of liver
function [e.g., ALT, AST, and
alkaline phosphatase]) prior to and
following each dose of inotuzumab
ozogamicin; monitor liver tests and
clinical signs and symptoms of liver
disease more frequently in patients
who develop abnormal liver tests;
monitor liver tests closely during the
first month after a SCT, then less
frequently thereafter.
 Dosing modification/ discontinuation
precautions: Abnormal liver blood
tests may require dosing interruption,
dose reduction, or permanent
discontinuation of inotuzumab
ozogamicin. Permanently discontinue
treatment if VOD/SOS occurs and if
severe VOD/SOS occurs, treat
according to standard medical
practice.
Prescribers should monitor blood counts
prior to each dose of inotuzumab
ozogamicin and monitor for signs and
symptoms of a low number of neutrophils
or a low number of platelets; these signs
and symptoms include developing an
infection or fever or bruising easily or
getting nose bleeds on a regular basis.
Prescribers may consider preventively
giving drugs that kill or stop the growth
of bacteria, fungal, and viral organisms
(anti-infectives) during treatment with
inotuzumab ozogamicin.
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Important Identified Risks
Risk

What is Known
Preventability
the risk of developing infections.
Thrombocytopenia may increase the risk
of bleeding.
ALT=alanine aminotransferase; AST=aspartate aminotransferase; SCT=Stem cell transplant; SOS=sinusoidal
obstruction syndrome; VOD=venoocclusive disease

Important Potential Risks
Risk
Inflammation of the lungs
(interstitial lung disease)

Inflammation of the inner
lining (mucous membranes)
of the digestive tract
(inflammatory
gastrointestinal events)
Inflammation of the
pancreas (pancreatitis)

Second new type of cancer
(second primary
malignancy)
Reproductive and
developmental toxicity (post
exposure during pregnancy
and while breast feeding)

Damage to the nervous
system (neurotoxicity)

Damage to the kidney
(nephrotoxicity)

What is Known
Inflammation, or scarring of lung tissue, which can lead to a decrease in the
ability of the lungs to extract oxygen from the air, is included as an Important
Potential Risk for inotuzumab ozogamicin as such events have been reported in
the clinical programme. However, there is currently not enough evidence to
know whether inotuzumab ozogamicin treatment could cause inflammation or
scarring of the lung tissue in some patients.
Inflammation and ulceration of the mucous membranes lining the digestive tract
which can be painful and debilitating is included as an Important Potential Risk
for inotuzumab ozogamicin as events have been reported in the clinical
program. However, there is currently not enough evidence to know whether
inotuzumab ozogamicin treatment could cause inflammation and ulceration of
the mucous membranes lining the digestive tract in some patients.
Inflammation of the pancreas, which can be painful and debilitating, is included
as an Important Potential Risk for inotuzumab ozogamicin as events have been
reported in the clinical programme. However, there is currently not enough
evidence to know whether inotuzumab ozogamicin treatment could cause
inflammation of the pancreas in some patients.
The potential to develop a second new type of cancer is included as an
Important Potential Risk for inotuzumab ozogamicin due to findings in animals
treated with inotuzumab ozogamicin. In humans, there is currently not enough
evidence to know whether inotuzumab ozogamicin treatment could result in a
second new type of cancer in some patients.
Reproductive and developmental toxicity (post exposure during pregnancy and
while breast feeding) is included as an Important Potential Risk for inotuzumab
ozogamicin due to preclinical findings of inotuzumab ozogamicin toxicity in the
baby before it is born (foetus) at maternally-toxic doses.
No events of being exposed to inotuzumab ozogamicin in babies before birth or
while breastfeeding have been reported in clinical studies with inotuzumab
ozogamicin.
Damage to the nervous system is included as an Important Potential Risk for
inotuzumab ozogamicin due to findings in animals treated with inotuzumab
ozogamicin. In humans, there is currently not enough evidence to know
whether inotuzumab ozogamicin treatment could result in damage to the
nervous system in some patients.
Damage to the kidney (nephrotoxicity) is included as an Important Potential
Risk for inotuzumab ozogamicin due to findings in animals treated with
inotuzumab ozogamicin. In humans, there is currently not enough evidence to
know whether inotuzumab ozogamicin treatment could result in damage to the
kidneys in some patients.
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Missing Information
Risk
Use in patients with moderate
or severe liver abnormalities
(impairment)
Use in patients with severe
kidney impairment

Use in Hispanic and Black
patients

What is Known
No dose adjustment is required when administering inotuzumab ozogamicin
to patients with mild liver impairment. The effect of moderate or severe liver
impairment on inotuzumab ozogamicin clearance has not been established.
No formal studies of inotuzumab ozogamicin drug levels in the body have
been conducted in patients with liver impairment.
No dose adjustment is required when administering inotuzumab ozogamicin
to patients with mild, moderate, and severe kidney impairment. The effect of
end-stage kidney impairment has not been established. No formal studies of
inotuzumab ozogamicin drug levels in the body have been conducted in
patients with kidney impairment.
The safety and effectiveness of inotuzumab ozogamicin in Hispanic and
Black patients has not been established.

SUMMARY OF RISK MINIMISATION MEASURES BY SAFETY CONCERN
All medicines have a SmPC which provides physicians, pharmacists and other health care
professionals with details on how to use the medicine, and the risks and recommendations for
minimising them. The measures in these documents are known as routine risk minimisation
measures.
The SmPC is part of the medicine’s product information. The product information for
Besponsa can be found under section “Arzneimittelinformation” on the Swissmedic
homepage (see www.swissmedicinfo.ch).
Inotuzumab ozogamicin has no additional risk minimisation measures.
PLANNED POST-AUTHORISATION DEVELOPMENT PLAN
There are no ongoing or planned (category 1-3) studies in the post-authorisation
pharmacovigilance development plan.
Studies that are a Condition of the Marketing Authorisation
There are no studies that are conditions of the marketing authorisation.
SUMMARY OF CHANGES TO THE RISK MANAGEMENT PLAN OVER TIME
Major changes to the Risk Management Plan over time are shown in table below.
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Major Changes to the Risk Management Plan Over Time
Version
1.0
1.1

Date
March 2016
December 2016

Safety Concerns











1.2

March 2017







1.3

April 2017



Hepatotoxicity, including
VOD/SOS changed to Serious
hepatotoxicity, including all
VOD/ SOS;
Infusion-related reaction and
Tumour lysis syndrome
removed as Important
Identified Risks;
Inflammatory Gastrointestinal
Events removed as an
Important Potential Risk;
Paediatric patients and Patients
with cardiac impairment
removed as missing
information;
The missing information
‘Select racial and ethnic
groups’ changed to ‘Use in
Hispanic and Black patients’;
Efficacy information added to
the Summary of Treatment
Benefits in the public
summary.
Serious hepatotoxicity,
including all VOD/SOS
changed to Grade 3 and/or
serious events of
hepatotoxicity, including all
VOD/SOS;
Contraindication for
inotuzumab ozogamicin
updated per labelling;
Updated efficacy information
added to the Summary of
Treatment Benefits in the
public summary.
Hepatic Events Data Capture
Aid added to Annex 7 of the
RMP.
Inflammatory Gastrointestinal
Events was added as an
Important Potential Risk.

Comment
Update based on
additional B1931022 data
and response to the 120
day CHMP List of
Questions

Update based on response
to the 180 day CHMP
List of Questions

Update based on response
to the 195 day CHMP
List of Questions
1.4
April 2017
Update based on changes
to the SmPC requested by
the CHMP.
1.5
April 2017
Update to align with the
SmPC.
CHMP=Committee for Medicinal Products for Human Use; SmPC=Summary of product characteristics;
RMP=risk management plan; SOS=sinusoidal obstruction syndrome; VOD=venoocclusive disease;
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