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STUDY INFORMATION

Title

BESPONSA® Imjection 1 mg Special Investigation

Protocol number B1931024
Protocol version identifier Amended 8
Date 12 December 2023

Active substance

Inotuzumab ozogamicin (genetical recombimation)

Medicinal product

BESPONSA® Imjection 1 mg

Research question and objectives

The following matters will be investigated
patients recerving BESPONSA under actual
conditions of use after marketing:

(1) Occurrence of adverse events (AEs) (including
the following evaluations):Background
charactenstics possibly affecting the onset of
liver disorder mcluding venoocclusive liver
disease (VOD) sinusoidal obstruction
syndrome (SOS), myelosuppression,
mfections and haemormhage, and grade =3
events based on the Common Terminology
Critena for Adverse Events (CTCAE) v4.0 as
well as nsk factors for early death of
hematopoietic stem cell transplant (HSCT)
patients after BESPONSA treatment

Efficacy (hematologic remission rate and survival)

Author

PPD

PPD
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2. LIST OF ABBEREVIATIONS

CT24-WI-JPN-GPSP01-RF09 8.0 Non-Interventional Study Protocol Template for Secondary Data Collection

Abbreviation Definition
ADR adverse drug reaction
AE adverse event
ALL acute lymphocytic leukenna
ALT alanine anminotransferase
AL-P alkaline phosphatase
ANC absolute neutrophil count
AST aspartate anunotransferase
BUN blood urea mitrogen
CNS central nervous system
CR complete remission
CRF case report form
CFRi complete remission with incomplete count recovery
CTCAE Common Termmnology Crnteria for Adverse Events
EC ethics commuttee
ECOG Eastern Cooperative Oncology Group
EDC electronic data capture
EDP exposure during pregnancy
v-GTP gamma glutamyl transpeptidase
GOT glutamic oxaloacetic transaminase
GPT glutamic pyruvic transanunase
GVHD graft versus host disease
HSCT hematopoietic stem cell transplant
IRB mstitutional review board
MHLW Mimstry of Health, Labour and Welfare
MRD minimal residual disease
NIS non-interventional study
PMDA Pharmaceuticals and Medical Devices Agency
SAE serious adverse event
SAP statistical analysis plan
505 sinusoidal obstruction syndrome
ULN upper limit of normal
VoD venoocclusive disease
WHO World Health Organization
PFIZER. CONFIDENTIAL
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3. RESPONSIBLE PARTIES
The Japan Good Post-marketing Study Practice officer
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4. AMENDMENTS AND UPDATES

Version . ;ﬂdﬂlﬂ“ Protocol Summary of
= Date Ype Section(s) - Reason
Identifier (substantial or Changed Amendment(s)
administrative)
Change associated with
AMENDMENTS Addition of “Type of | ihe Tevision of the
Administrative AND UPDATES Tevision amendment of fhe
revision protocol
LIST OF Adjustment of Change associated with
ABBEEVIATIONS description internal formats
. Change of the
Planned Study Period registration period
Correction of Because registration not
description about necessitating creation of
Substantial Study Method “yegistration-oaly CRF it terminated based
revision investization” on Q&AS of
Deletion of Admimstrative Notice
12 ) . description about dated 10 August 2023.
Amended 8 December Patient Registration “registration-only
2023 investigation”
PLANS FOE
DISSEMINATING . Change associated with
AND S djustment of the revision of the
COMMUNICATING | descrphen internal formats
STUDY RESULTS
NAME. ADDRESS
Administrative AND ’ ’
revision OUTSOURCED
OPERATIONS OF Addition of A2 Change of the outsource
THE PERSON WHO | Healthcare of EDC account
WAS Corporation management activities
CONTRACTED
WITH THE
OPERATIONS
Change from “Date of
last version of . .
poisel a Duot | S e i
Study information creation” .
Cl of the internal formats, change
division of the of the organization
author
1 LIST OF Addition of items, Change associated with
Amended 7 November | Admimistmtive | 4 ppppyraTioNs | 2mstmentof the revision of the
2022 revision description internal formats
Change associated with
RESPONSIBLE Deletion of “Clinical | [ revision of the
PARTIES Lead {group head) amendment of fhe
protocol
AMENDMENTS Deletion of mcmgem_j;:ff;?tﬂ with
AND UPDATES “Amendment of the -
internal formats,
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Plan/Others,” addition | amendment of the
of the amendment protocol
Addition of items, Change associated with
postponement of the the revision of the
MILESTONES date of final report internal formats, delay of
preparation the investigation
Data analysis
Limitations of the
research ods Adiustment of Change associated with
PLANS FOR Justment o the revisian of the
DISSEMINATING escripfion internal formats
AND
COMMUNICATING
STUDY RESULTS
MANAGEMENT
AND REPORTING Change of terms, Change associated with
OF ADVERSE adjustment of the revision of the
EVENTS/ADVERSE | description internal formats
DEUG REACTIONS
COMMUNICATION
OF ISSUES
Change associated with
ORGANIZATIONAL | peletion the revision of the
E%EY'M FOR internal formats
IMPLEMENTATION
NAME, ADDRESS Addition of Expansion of the scope of
AND “Monitoring™ to outsourcing
OUTSOURCED Pfizer E&D Japan
OPERATIONSOF | GK
THE PERSON WHO
WAS
CONTRACTED
WITH THE
OPERATIONS
CONTACT Changes of the Change of the
INFORMATION organization name of | organization, change of
Pfizer E&D Japan the contact information
G K. and the name, for the EDC system
telephone mmmber,
and e-mail address of
the contact
information for the
EDC system
£ June Administrative Change of the
Amended 6.1 2022 revision Cover page company logo Change of the logo
} Change of the
Duration of study registration penod
Description of the
- . moving on to a patient | Moving on to a patient
Amended § 22 Apnl Su]:fs.tanhal Study procedures registration-only registration-only
2020 revision
investigation investigation
Description of a
Observation period patient from whom
data should be
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collected to the extent
possible at the
medical mstitution to
which the patient has
been transferred
Addition of the
description of the
Patient registration moving on fo a patient
registration-only
investization
Addition of the “Case
report
Data management forms/Electronic data
records” and “Fecord
retention” sections
Changes to the
“Patient i ion.” | Change associated with
PROTECTION OF | .patent fﬁsﬁ“ﬁd e T
HUMAN SUBJECTS “Ethical conduct of internal formats
22M Administraty e study_sections
ay e Correction of
Amended 5 2019 revision Adverse events description
Single reference .
sa‘l?'uflt}r document Deletion
Change of the e-mail
CONTACT address in “the Change of the e-mail
INFORMATION contact information address
for the EDC system™
Umnification of “Pfizer
Overall Japan Inc.” to Umnification of the term
“Pfizer”
NAME. ADDRESS,
AND
OUTSOUERCED
OPEEATIONS OF .
THE PERSON WHO | p aiuion of Pfizer
WAS e B2
1 L CONTRACTED )
Amended4 | December | AUMIISEAVE | g THE b hshment of Plizer
2018 OPERATIONS apan tr--
Change of the name
of the contact
CONTACT information for the
INFORMATION contents of the study
to “Pfizer B&D Japan
GE”~
Correction of errors in
Variables winting, adjustment of | Emors in writing
description
Amended 3 3311;1&? Ad.t.n.}nutrame MANAGEMENT Accurate definition of the
TeViSIon AND REPORTING . . .
Adjustment of reporting period,
OF ADVERSE description reflection of the internal
EVENTS/ADVEESE formats
DEUG REACTIONS
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NAME. ADDEESS,
AND
OUTSOURCED Addition of EPS
OPERATIONS OF C ion and D ination of the
THE PERSON WHO urgomnun : eterminahon o
WAS Medidata Solutions contractors
CONTRACTED KK
. ) WITH THE
Amended 2 29 March [ Admmistrative | ppp A TIONS
2018 revision
Addition of the
contact information
CONTACT for the contents of the | Determination of the
INFORMATION study and the contact | contact information
information for the
EDC system
_ Adjustment of Adjustment of
Overall deseription deseription
(1) Background:
Addition of “Date of
cotiming b | (1 Omisionor
. description
14 March | Substantial . to be collected for o
Amended 1 2018 TeViSIon Variables transferred patients. ;iﬁ:::::?;i?:s figate
(2) Clinical laboratory | £
tests: Addition of risk factors
peripheral blast cells
and mveloblast cells
Fistvesion | joia” | NA N/A N/A N/A
5. MILESTONES
Milestone Planned date
Start of investigation period Start date of releasing BESPONSA to
the market
Start of data collection (registration date of the first patient) | 2 yy1y 2018
End of mvestigation period 5 years after the start date of releasing
BESPONSA to the market®
End of data collection (release date of the database) May 2024
Final study report October 2024

*- See Section 8.4. “Planned Study Peniod.™

6. FATIONALE AND BACKGROUND

BESPONSA® Injection 1 mg (nonproprietary name, inotuzumab ozogamicin [genetical recombination])
(heremafter referred to as BESPONSA) 1s a chemotherapeutic targeting the CD22 antigen that 1s an antibody-
drug conjugate composed of a CD22-specific antibody linked to calicheammcin, a cytotoxic antitumor
antibiotic. In Japan, the drug was approved in January 2018 for the indication, “Relapsed or refractory CD22-
positive acute lymphoblastic leunkenma (ALL).”
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The “BESPONSA® Imection 1 mg Special Investigation™ will be conducted to understand the safety of
BESPONSA when administered under actual conditions of use in ALL patients.

7. RESEARCH QUESTION AND OBJECTIVES
7.1. Safety Specifications
7.1.1. Important Identified Risks

(1)

@

©)

@

&)

(©)

)

Liver disorder including venoocclusive liver disease (VOD)/smusoidal obstruction syndrome (SOS)*
Rationale: In global Phase 3 (B1931022) and non-Japanese Phase 1/2 (B1931010) studies in patients
with relapsed or refractory ALL. VOD/SOS frequently occumred, and grade =3 hepatotoxicity was
also reported mn the motuzumab ozogamicin group. Hence, the occummence of adverse drug reactions
(ADRE:s) and other relevant matters after marketing will be examined 1n the special investigation.

Myelosuppression
Rationale: In Study B1931022, myelosuppression occurred in the inotuzumab ozogamicin group,
and many of these events were grade =3 Hence, the occurrence of ADEs and other relevant matters
after marketing will be evaluated 1n the special mvestigation.

Infections
Rationale: In Study B1931022, infections occurred 1n many patients in the inotuzumab ozogamicin
group, and infections attributable to myelosuppression would be likely to frequently develop. Hence,
the occurrence of ADRs and other relevant matters after marketing will be assessed in the special
mvestigation.

Hemorrhage
Rationale: In Study B1931022, hemorrhage occurred mn the motuzumab ozogamicin group, and
hemorrhage attributable to myelosuppression would be likely to frequently develop. Hence, the
occurrence of ADRs and other relevant matters after marketing will be exanuned in the special
mvestigation.

Tumeor lysis syndrome
Rationale: In Study B1931022, tumor lysis syndrome occurred 1n the motuzumab ozogamicin group,
and many of these events were grade =3 Hence, the occurrence of ADEs and other relevant matters
after marketing will be evaluated 1 the special mvestigation.

Infusion reaction
Rationale: In Study B1931022, infusion reaction related to inotuzumab ozogamucin occurred in the
motuzumab ozogamicin group. Hence, the occurence of ADRs and other relevant matters after
marketing will be assessed in the special mvestigation.

Pancreatitis
Rationale: In Studies B1931022 and B1931010, and Studies B1931006 and B1931008 mnvolving
subjects other than patients with relapsed or refractory ALL. pancreatitis occurred 1 the motuzumab
ozogamicin group. Pancreatitis may affect the benefit-nisk balance of inotuzumab czogamicin.
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Hence, the occurrence of ADRs and other relevant matters after marketing will be examined i the
special nvestigation.

7.1.2. Important Potential Risks

(1)

@

©)

@

Interstitial lung disease

Rationale: In Study B1931022 and Study B1931006 involving subyects other than patients with relapsed
or refractory ALL, mnterstitial lung disease occurred 1n the motuzumab ozogamicin group. Interstitial lung
disease may affect the benefit-risk balance of motuzumab ozogamicin. Thus, if it 1s reported in the special
mvestigation, applicable patients will be extracted and evaluated.

Inflammatory gastrointestinal events

Rationale: In Studies B1931022 and B1931010, and Studies B1931003, B1931004 and B1931008

mvolving subjects other than patients with relapsed or refractory ALL, inflammatory gastromntestinal
events occurred in the motuzumab ozogamicin group. Gastrointestinal mucosal inflammation and ulcers
may affect the benefit-risk balance of motuzumab ozogamicin. Thus. if they are reported 1n the special
mvestigation, applicable patients will be extracted and assessed.

QTc wmterval prolonged

Rationale: In Study B1931022, QTc interval prolonged related to inotuzumab ozogamicin occurmred in the
motuzumab ozogamicin group. Thus, 1f 1t 15 reported in the special investigation, applicable patients wall
be extracted and examined.

Reproductive toxicity

Rationale: While no exposure during pregnancy or lactation was reported i clinical studies, findings m
the reproductive organs, and embryos and fetuses were obtained in nonclimical studies. Thus, if it 1s
reported 1n the special mvestigation, applicable patients will be extracted and evaluated.

7.2. Research Objectives

8.

The following matters will be mvestigated in patients recerving BESPONSA under actual conditions of

use after marketing:

(1) Occumence of adverse events (AEs) (including the followmg evaluations):
Background charactenistics possibly affecting the onset of liver disorder including VOD/S0S,
myelosuppression, infections and hemorrhage, and grade =3 events based on the CTCAE v4.0 as well
as nisk factors for early death of HSCT patients after BESPONSA treatment

(2) Efficacy (hematologic remmssion rate and survival)
RESEARCH METHODS

8.1. Study Design

This 1s a multicenter, cohort study in patients receiving BESPONSA. The mvestigators will complete
case report forms (CRFs) based on the information required for the study that will be extracted from
medical records created in daily medical practice.

8.2. Setting

All patients recerving BESPONSA will be mncluded in this mvestigation.
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[INDICATION]

Relapsed or refractory CD22-positive ALL
[DOSAGE AND ADMINISTRATION]

The usual dosage for adults is 0.8 mg/m’ (body surface area) of motuzumab ozogamicin (genetical
recombination) on Day 1 and 0.5 mg/m’ (body surface area) on Days 8 and 15 once daily by
mtravenous infusion over at least 1 hour followed by a treatment-free interval. The length of cycle 1s 21
to 28 days for Cycle 1 and 28 days for Cycles 2 and subsequent cycles. The treatment should be
repeated. The number of cycles should be decided while taking account of the schedule of HSCT. The
dose should be decreased as necessary according to the patient’s condition.

8.3. Study Sites
The mvestigation will be conducted at approximately 200 sites mainly the departments of hematology
and mtemnal medicine.
8.4. Planned Study Period
The planned peniod of this investigation 1s as follows:
Study peniod: For 5 yvears from the start date of releasing BESPONSA to the market®
Registration period: From the start date of releasing BESPONSA to the market to 30 Apnl 2020*

*: Patients starting to receive BESPONSA on or before 30 Apnl 2020 will be registered in this
mvestigation regardless of the registration peniod and CRFs will be collected.

8.5. Study Method

A central registration all-patient surveillance system will be used for this investigation. Patients
applicable to the mvestigation will be registered until meeting the target sample

size. Registration to the investigation will be made by entening information m the electromic data
capture (EDC) system for post-marketing drug investigation on the Internet which will be provided by
the sponsor within approximately 2 weeks after the start of BESPONSA treatment (or after concluding
a contract).

The sponsor will check that patients who have started treatment with BESPONSA by 30 Apnil 2020
have been registered using the EDC system or paper form.

After 1t 1s confirmed that the target information can be collected, patient registration and request for
new CRF completion will be ended. However, the system for taking prompt measures should be
mamtained in preparation for the cases in which additional investigation, etc. 1s judged to be necessary
from the viewpoint of safety measures, etc.. and 1s mstructed by the Pharmaceuticals and Medical
Devices Agency or the Mimstry of Health, Labour and Welfare (MHLW).

8.6. Coniract
A wnitten agreement on the implementation of this mvestigation should be, m principle, concluded with
the head of the site before delivening BESPONSA. and then BESPONSA should be delivered.
However, even if BESPONSA 1s given to a patient before concluding the agreement due to therapeutic
prionty, the patient should be registered in the investigation. If specified agreement documents are
available at the sites, they should be respected.
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8.7. Observation Period

Observation period: The observation period will be 52 weeks for patients not undergoing HSCT within
52 weeks after the start of BESPONSA treatment or until 52 weeks following HSCT for patients
undergoing it within 52 weeks after the start of BESPONSA treatment. For a patient starting
BESPONSA treatment before 30 April 2020 who 1s transferred to another hospital duning the
observation peniod, the conclusion of the agreement on the implementation of this mvestigation should
be requested to the hospital to which the patient has been transferred, and data from there should be
collected to the extent possible.

(1) Treatment phase

From treatment initiation to Day 28 post-treatment: Safety (e.g.. AEs) and efficacy (hematologic
remmssion and survival)
(2) Follow-up phase

From Day 29 post-treatment to Week 52 (patients who did not undergo HSCT before Week 52) or 52
weeks after HSCT (patients who underwent HSCT before Week 52): Safety (VODV/SOS) and efficacy
(survival)
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8.8. Variables
The following information obtamed during the observation period 1n the investigation 1s defined as survey
items.

Table 1. Schedule of Observation

Eegistration
form Baseline

O

Booklet 1 Booklet 2
Treatment | Follow-up

phase’ phase"?

Vanables

ID number

Gender

Birth month and year (age at the start of the
investigation if it 15 not provided)
Expenence of participation in this
investigation

(Planned) start date of BESPONSA
treatment

Target disease of the investigation
Mo | Informed consent from the patient
(BESPONSA treatment)"

Patient Informed consent from the patient
background (publication of the investigation
results)™

Patient registration number at the
site from which the patient is
Yes | tramsferred

Name of the site from which the
patient is transferred

Height and weight

Target disease

Date of confirming the initial onset
Chromosomal karyotype

Medical history

Treatment history at baseline (remission induction
chemotherapies and HSCT from the imihal onsef)
BESPONSA treatment record  ff—
Pregnancy status B E—
Clinical laboratory tests
(hematology, hepatic funchon test, renal function test, ®
electrocardiography. pancreatic function test, bone
marmrow test)

ECOG PS ® A A
Treatment of the target disease after the start of
BESPONSA treatment (HSCT, HSCT donor information, - -
dmg therapy, non-drmug therapy)
Prophylactic treatment for reducing infusion reactions e E—
Pwphsrlacﬁc treatment for preventing and reducing le »
tumour lysis syndrome
Clinical evaluation (hematologic remission and MEDY) s L
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Any AEs f— |
Adverze events

VOD/S0s o -
Records of treatment end/dizcontinuation ®
Eecords of investigation continuation/discontinuation ® ®
Confirmation of survival (incloding reasons for death) 4 -

*:  From treatment mitiation to Day 28 post-treatment

*1. From Day 29 post-treatment to Week 52 (patients who did not vndergo HSCT before Week 52) or 52 weeks after HSCT (patients
who underwent HSCT before Week 52)

#1. Informed consent for BESPONSA treatment should be obtamed after adequately explaming the efficacy of and nsks from
BESPONSA to the patient.

#* Informed consent should be obtamed whenever possible for disclosing the results from this investization at academic conferences,
1in papers and'or through other relevant means.

®: Data enfry or items to be enfered; O, If there is no change m data, data in the registration form should be used as those in the CEF.

A : HSCT pretreatment data should be entered for patients who underwent HSCT after the imtiation of BESPONSA treatment only.

8.8.1. Patient Characteristics

The following information at the start of BESPONSA treatment will be entered or recorded:

(1) ID number

(2) Gender

(3) Birth month and year (age at the start of the investigation 1f 1t 1s not provided)

(4) Height and weight

(5) Target disease (name of disease, WHO Classification 4th edition. relapsed or refractory)

(6) Date of confirming the initial onset

(7) Chromosomal karyotype

(8) Medical history (VOD/SOS, graft versus host disease [GVHD)], hepatitis, liver disease, other diseases)
(9) Expenence of participation in this investigation

(10) Patient registration number at the site from which the patient is transferred (for transferred patients)
(11) Name of the site from which the patient 1s transferred (for transferred patients)

(12) Informed consent from the patient (BESPONSA treatment)”

(13) Informed consent from the patient (publication of the investigation results)

Informed consent should be obtained whenever possible for disclosing the results from this investigation
at academic conferences, m papers and/or through other relevant means.

(14) Target disease of the investigation”
(15) (Planned) start date of BESPONSA treatment”
*: Items to be entered in the registration form only

The following items will not be collected from transferred patients:
Informed consent from the patient (BESPONSA treatment)
Informed consent from the patient (publication of the investigation results)
Height and weight
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Target disease (name of disease, WHO Classification 4th edition, relapsed or refractory)
Date of confirming the initial onset

Chromosomal karyotype

ECOG PS (baseline)

Medical story (VOD/SOS, GVHD, hepatitis, liver disease, other diseases)

Target disease of the investigation

(Planned) start date of BESPONSA treatment

8.8.2. History of Treatment for the Target Disease at Baseline

(1) Remussion induction chemotherapy (remission imnduction chemotherapeutics, number of treatments,
and response)

(2) HSCT (type of transplantation, date of transplantation, and type of pretreatment drugs)
These items will not be collected from transferred patients.

8.8.3. Targeted Drug Use Record (Actual Treatment Record)
(1) Date of dosing
(2) Single dose
(3) Number of cycles admimistered

8.8.4. Records of BESPONSA Treatment End/Discontinuation
(1) Whether or not the treatment 1s completed or discontinued
(2) Date of completion or discontinuation

(3) Reason for completion or discontinuation
(disease progression or worsening of general condition, AEs. not making another visit, remission,
transfer to another hospital or department, or other)

8.8.5. Treatment for the Target Disease after the Start of BESPONSA Treatment

(1) HSCT (type of transplantation, date of transplantation, and type of pretreatment drugs)

(2) HSCT donor information (alternative donor or matched related donor)

(3) Drug therapy (name of drug, start date, and route of admimistration)

(4) Non-drug therapy (radiotherapy, plasma transfusion included: name of therapy and start date)
8.8.6. Prophylactic Treatment for Reducing Infusion Reactions (Presence or Absence)

8.8.7. Prophylactic Treatment for Preventing and Reducing Tumor Lysis Syndrome (Presence or
Absence)

8.8.8. Clinical Laboratory Tests
(1) Hematology (red blood cell count, hemoglobin, hematocnit, white blood cell count, differential white
blood count, penipheral blast cells and platelet count)
(2) Hepatic function test (AST [GOT]*, ALT [GPT]*, AL-P, y-GTP, total bilimbin*)
*- Data on the upper limit of normal (ULN) at the site will be entered.
(3) Renal function test (BUN, creatinine)

(4) Electrocardiography (QT, QTc)
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(5) Pancreatic function test (amylase, lipase)
(6) Bone mammow test (myeloblast)
8.8.9. Records of investigation discontinuation

For patients who withdraw from the investigation during the observation peniod, enter the date of
discontinuation. For the main reason for discontinuation, 1.e.. why the investigation cannot be continued,
select one of the following options.

(Not making another visit, death, transfer to another hospital or department, or other)

8.8.10. ECOG Ps (Eastern Cooperative Oncology Performance Status)
(1) Date of assessment
(2) Assessment results

8.8.11. Clinical Evaluation

8.8.11.1. Hematologic Remission

Response will be assessed according to the following response criteria, and the best overall response dunng
the observation period will be entered. However, if subsequent treatment for the target disease 1s started or
HSCT 1s performed, the best overall response before the start of the subsequent treatment or HSCT,
whichever is earlier, will be entered.

Response criteria

1.

-

CR

= No penpheral blasts or extramedullary disease (no lymphadenopathy, splenomegaly. or

*  No recurrence for 4 weeks
CRi (CR. with incomplete count recovery)
= Recovery of platelets but <100,000/uL or ANC 1s <<1,000/uL

Pro

= Increase of at least 25% m the absolute number of peripheral blood or bone marrow blasts

Relapsed disease
* Reappearance of blasts in the blood or bone marrow (=5%) or m any extramedullary site

Inevaluable

skin/gum infiltration/testicular mass/CNS mvolvement)
Trilineage hematopoiesis (TLH) and <5% blasts
Absolute neutrophil count (ANC) =1,000/uL.

Platelets >100,000/uL.

gressive disease (PD)

or development of extramedullary disease

after CR.
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8.8.11.2. Minimal Residual Disease (MRD)

If a MRD test gives a negative result during the observation peniod, the earliest date will be entered.
However, if subsequent treatment for the target disease 1s started or HSCT is performed, MERD will be
assessed before the start of the subsequent treatment or HSCT, whichever 1s earlier.

8.8.12. Confirmation of Survival

The following information will be entered to assess the overall survival during a period from the start
date of BESPONSA treatment to the end date of the observation period:

Result of confirmation of survival at the end of the observation peniod. date of confirming the survival
status if the patient 15 alive, date of death if the patient died (when the date of death 1s unknown, the last
date of confirmung survival). reason for death

8.8.13. Pregnancy Status (female only)

The pregnancy status during the period from the start date of BESPONSA treatment to the end date of
the observation period in the treatment phase (Day 28 post-treatment) will be entered.

8.8.14. Adverse Events

Pertinent to safety assessment. the status of AEs dunng the peniod from the start of BESPONSA
treatment to the end date of the observation peniod in the treatment phase (Day 28 post-treatment) will be
confirmed. and the following information will be entered. For VOD/SOS, events duning a peniod from
the start of BESPONSA treatment to the end date of the observation period in the follow-up phase will
be entered. When an AE is observed, the investigator should take an appropriate therapeutic action and
promptly notify it to the sponsor. When the AE 1s related to BESPONSA. 1ts course should be followed
up until the AFE or its sequelae resolve or become stable to the extent that 1s acceptable for the

mvestigator and sponsor.

Also, further investigation should be separately conducted, if deemed necessary by sponsor for patients
who expenienced a serious adverse reaction, an unexpected adverse reaction or other adverse reactions
not listed in the package nsert.

(1) Presence/absence of AE

(2) Name of AE

(3) Date of occurrence

(4) CTCAE v4.0 Grade (worst grade)
(5) Intervention

(6) Serousness

(7) Outcome at the present

(8) Causal relationship

Note: An AFE 15 any and all unfavorable event (including climcally significant abnormal laboratory
change) occurnng 1n a patient after starting BESPONSA treatment regardless of causal relationship. A
serious adverse event (SAE) 15 any unfavorable medical occurrence that results in death, 15 life-
threateming, requires (or prolongs) hospitalization, causes persistent or sigmficant disability/incapacity,
results i congenital anomahies or barth defects, or 15 other conditions which represent sigmficant health
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hazards.

8.9. Data Sources

In this investigation, the mvestigators will extract necessary information from the medical records n
accordance with the protocol.

8.10. Study Size
8.10.1. Planned Sample Size

The subjects are patients who received BESPONSA. The planned number of patients 1s 176 patients with
relapsed or refractory CD22-positive ALL to be analyzed for safety. Considening patients to be excluded
and dropouts, 200 enrolled patients will be collected.

8.10.2. Rationale

A total of 176 patients was chosen as the number of patients evaluable for nisk factors related to the onset
of VOD/SOS. The incidence of VOD/SOS was 12.3% (26/212 patients) 1n climical studies (Studies
B1931022 and B1931010).

A sample size enabling to evaluate the effect of risk factors related to the onset of VOD/SOS, which
were identified i clinical studies, under actual conditions of use, and to search other nsk factors was
selected. Assuming the true mcidence of 12.3% 1 all patients, a true relative risk associated with the
onset of events in subgroups of 3.0 (equivalent to the incidence in the high and low risk groups being
assumed to be 18.5% and 6.2%, respectively), and a ratio of the patients in each group being 1:1, when
defining a probability of detecting a statistically sigmficant relative risk as power, a sample size of 176
patients would provide power of 80.4% in a (two-sided) chi square test with a sigmficance level of 0.1.

8.11. Data Management
8.11.1. Case Report Forms (CRFs) /Electronic Data Records

The CEF 1n this protocol refers to erther a paper form or an electronic data record, or both, depending on the
data collection method dunng this investigation.

A CFF will be completed for each patient registered 1n this investigation. All onginal completed CRFs are the
sole property of Pfizer and should not be made available in any form to third parties. except for authonized
representatives of Pfizer or appropniate regulatory authorities. without wnitten permussion from Pfizer. The
investigator should ensure that the CRFs will be securely stored at the site in paper or encrypted electromc
forms and protected by passwords or stored 1n a locked room to prevent access by unauthonzed third parties.

The mvestigator will be responsible for collecting and reporting all clinical, safety, and laboratory data entered
in the CRFs and any other data collection forms (source documents) and ensuring that they are accurate,
authentic/onginal, attributable, complete, consistent, legible, timely (contemporaneous). enduring, and
available when required. The CRFs must be signed by the investigator or by an authonized person. These
signatures certify that the mnformation recorded in the CRFs 1s true. Any correction made to the entnies in the
CRFs or source documents must be dated, mitialed or stamped. and explamned (if necessary) and should not
obscure the original entry.

A source document 1s a patient’s medical record that 1s stored at the site or owned by a physician. In this case,
the information recorded in the CRF must be consistent with the mformation in these medical records.
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8.11.2. Record Retention

The site will retam the records related to this investigation until the completion of this investigation 1s reported
by Pfizer or until the deadline specified by the site, whichever 1s longer.

8.11.3. Data Collection Method

In this investigation, data will be entered m CRFs and evaluated using the EDC system for collecting post-
marketing drug investigation data (heremafier referred to as the system) on the Internet supplied by the
sponsor. However, only when the EDC system cannot be used at the sites due to compelling reasons, data wall
be collected using paper CRFs. The mvestigator will complete CRFs within the investigation period after the
end of the observation peniod for each booklet and submit them to the sponsor.

8.11.4. Patient Registration

Procedure for patient registration: The mvestigator will enter registration items on the patient registration
screen of the system and send the data after digital signing. However, if paper CRF's are to be used. the
investigator will complete the registration form provided by the sponsor, and submit the form via FAX using
the toll-free number provided in the registration form.

8.11.5. Points to Consider for Completion, Revision, and Submission of Case Report Form
8.11.5.1. Data Entry

The mvestigator will, upon confirmung the survey items, complete the CRF based on medical charts and other
medical records, electromcally sign the form and send 1t. However, if paper CRFs are to be used, after all the
survey ttems are entered and comected, the investigator should review the completed CRFs and the data
entered i the query forms again, record his’her name and affix a seal or sign the CRFs. The CRFs and query
forms should be submitted 1n accordance with methods specified by the sponsor.

8.11.5.2. Revision

Upon recerving the sponsor’s inquiry on the contents of the CRF (query forms), the investigator will again
confirm the contents of medical records descnibed earhier. and as required, comrect relevant sections and
resubmut the form.

8.11.5.3. Submission

The CRFs should be submitted promptly upon completion in accordance with the procedures set out by the
sponsor. However, if paper CRFs are to be used, after all the survey ttems are entered and corrected, the
investigator should review the completed CRFs and the data entered 1n the query forms again, record his'her
name and affix a seal or sign the CRFs. The CRFs and query forms should be submitted in accordance with

methods specified by the sponsor.

8.12. Data Analysis

Summaries of data to be collected 1n this investigation and detailed statistical analysis methods will be
described in the Statistical Analysis Plan (SAP) for this investigation, which will be dated and retained by
Pfizer. The SAP may modify the plans outhined in the protocol; however, any major modifications of the
primary endpoint defimtion or its analysis will also be reflected in a protocol amendment.

PFIZER. CONFIDENTIAL
CT24-WI-JPN-GPSP01-RF09 8.0 Non-Interventional Study Protocol Template for Secondary Data Collection
Study 01-Now-2023
Page 22 of 33



090177e1a24e51ba\Approved\Approved On: 03-Dec-2024 06:33 (GMT)

@ Pﬁzer
Inotuzumab

E1931024 NON-INTEEVENTIONAL STUDY PROTOCOL
Amended 8, 12 December 2023

8.12.1. Definition of Analysis Sets

(1) A safety set will be composed of patients registered in this investigation who are confirmed to have
recetved at least one dose of BESPONSA.

(2) An efficacy set will be separately specified in the SAP.
8.12.2. Analysis Methods
8.12.2.1. Analysis of Safety Endpoints

The occumrence of ADRs will be tabulated. In addition to an analysis using the entire safety set, analyses m
subgroups stratified according to patient background charactenistics will be camed out. The occurrence of hiver
disorder including VOD/SOS, myelosuppression, infections, hemorrhage, tumor lysis syndrome, infusion
reaction, pancreatitis, mterstitial lung disease, QTc interval prolonged. mnflammatory gastrointestinal events
and reproductive toxicity will be tabulated. For patients with special background charactenistics such as
children, elderly patients, pregnant women, patients with renal impairment and patients with hepatic
dysfunction, the occurrence will be tabulated. Risk factors related to the development of VOD/SOS and nisk
factors related to early death of HSCT patients after BESPONSA treatment will be assessed.

The details of the analysis plan are specified m the SAP.

8.12.2.2. Analysis of Efficacy Endpoints
The main endpoints will be hematologic complete remission and overall survival. Exploratory analyses such
as subgroup analysis by patient background characteristic will be, as necessary, performed.
The details of the analysis plan are specified in the SAP.

8.13. Quality Control
The staff responsible for medical institutions will explain the contents of the protocol, etc. to the mvestigator
prior to the implementation of this investigation and ask the mvestigator to prepare CRFs based on medical
records.
8.14. Limitations of the Research Methods
The following matters are considered for this investigation:
1) Since no control group 1s set in the investigation, there 1s a limit to the judgment on whether ornota
risk of developing AEs and ADRs increases due to the admimstration of BESPONSA.

2) The consideration for confounding factors may not be adequate because the background information
may not be sufficiently obtamed.

3) Since this 15 an investigation that collects the information descnbed mn medical charts, the set data may
not be collected or there may be missing information.

8.15. Other Aspecis
Not applicable
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9. PROTECTION OF HUMAN PARTICIPANTS
0.1. Patient Information

All parties will comply with all applicable laws, including laws regarding the implementation of organizational
and techmical measures to ensure protection of patient personal data. Such measures will mclude omutting
patient names or other directly identifiable data 1n any reports, publications. or other disclosures, except where
required by applicable laws. The personal data will be stored at the study site in encrypted electronic and/or
paper form and will be password protected or secured in a locked room to ensure that only authorized study
staff have access. The study site will implement appropriate techmcal and orgamzational measures to ensure
that the personal data can be recovered in the event of disaster. In the event of a potential personal data breach,
the study site shall be responsible for determining whether a personal data breach has in fact occurred and, if
s0, providing breach notifications as required by law.

To protect the rights and freedoms of natural persons with regard to the processing of personal data, when
study data are compiled for transfer to Phizer and other authonized parties, patient names will be removed and
will be replaced by a single, specific. numerical code, based on a numbering system defined by Pfizer. All
other identifiable data transferred to Pfizer or other authorized parties will be identified by this single, patient-
specific code. The mvestigator site will mamtain a confidential list of patients who participated in the study,
linking each patient’s numerical code to his or her actual identity. In case of data transfer, Pfizer will mamtan
high standards of confidentiality and protection of patients’ personal data consistent with the clinical study
agreement and applicable privacy laws.

0.2. Patient Consent

As this study does not mvolve data subject to privacy laws according to applicable legal requirements. or 1t 1s
an information provision based on the law (even though that involves data subject to privacy laws according to
applicable legal requirements), obtaiming mformed consent from patients by Pfizer 1s not required with regard
to the personal mformation provision from the study site to Pfizer. Also. because the report of information or
results collected 1n this study to the local regulatory authonty or healthcare providers by Pfizer as needed 1s an
information provision based on the law, obtamning informed consent from patients by Phizer 1s not required.

In thas study, Pfizer will collect information that cannot identify specific patients from the institutions. The
results of this study, which are prepared not to identify specific patients, may be reported to Pfizer Inc.. which
15 the corporate parent of the sponsor of this study, or group companies, or regulatory authonties i other
countries, as needed, or published it as a presentation at academic conferences or manuscnpt for the purpose of
providing proper use information for this drug. If this information falls under personal mformation of the
Personal Information Protection Act, these actions may not be based on the laws or regulations, and therefore,
may correspond to provision to the third party and using the mformation for purposes other than business that
requires consent from the patient. Therefore, the study institutions will obtain written or verbal consent from
the patients to be included in this study so that Pfizer can use the results of this study to report to Pfizer Inc.,
group compames or regulatory authonties m other countries, or to present 1t at academic conferences or
publish manuscript, etc. Whether consent 15 obtained from patients or not 1s described in the CRF. The original
of the written informed consent form should be retained by the study investigator.

In general, the mvestigator must obtain consent from a patient personally. However, if the mvestigator
determines that a patient’s decisional capacity 1s so limited that he or she cannot reasonably be consulted or he
or she 1s a minor, consent 1s obtamed from legally acceptable representative or parent(s).
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9.3. Imstitutional Review Board (IRB)/Ethics Committee (EC)

In this investigation, the review by the Institutional Review Board (IRB)/Ethics Commuttee (EC) 1s not
essential

9.4. Ethical Conduct of the Study

This investigation 1s within the scope of the “Mimsterial Ordinance on Good Post-marketing Study Practice for
Drugs” (MHLW Ordinance No. 171 dated December 20, 2004) and will be conducted in accordance with legal
and regulatory requirements, as well as scientific objectives, values, and ngor.

10. MANAGEMENT AND REPORTING OF ADVERSE EVENTS/ADVERSE DRUG REACTIONS
10.1. Requirements

The table below summanzes the requirements for recording safety events on the CRF and for reporting safety
events on the non-interventional study (NIS) adverse event momitoring (AEM) Report Form to Pizer Safety.
These requirements are delineated for three types of events: (1) serious adverse events (SAEs); (2) non-serious
AFs (as applicable); and (3) scenarios involving exposure to a Pfizer product, mcluding exposure dunng
pregnancy, exposure during breastfeeding, medication error, overdose, misuse, extravasation, lack of efficacy,
and occupational exposure. These events are defined in the section “Definttions of Safety Events™.

Reported on the NIS AEM Report
Safety event Recorded on the CRFs Form to Pfizer Safety within 24 hours
of awareness
SAE All All
Non-serious AE All None
Scenanos involving exposure
to a Pfizer product, including ) _
exposure i:tmg preenancy All (regardless of whether associated with
exposure during All (regardless of whether an AFE) mvolving exposure to a Plizer
breastfeeding, medication | associated with an AE), except product
E1TOT, mre:rdnse, 1;-1;;115; occupational exposure Note: Any associated AE is d
extravasation, o together with the exposure scenario.
efficacy, and occupational
exposure

For each AE. the mvestigator must pursue and obtam information adequate both to determune the outcome of
the AE and to assess whether 1t meets the cniteria for classification as a SAE (see section "Senious Adverse
Events” below).

Safety events listed 1n the table above must be reported to Plizer within 24 hours of awareness of the event by
the investigator regardless of whether the event is determined by the investigator to be related to this
drug. Inparticular, if the SAE 15 fatal or life-threatening, notification to Pfizer must be made immediately,
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irrespective of the extent of available event information. This timeframe also applies to additional new
(follow-up) information on previously forwarded safety event reports. In the rare situation that the mnvestigator
does not become immediately aware of the occurrence of a safety event, the investigator must report the event
within 24 hours after leamming of 1t and document the time of is/her first awareness of the events.

For those safety events that are considered serious or that are identified 1n the far nght column of the table
above that are reportable to Plizer within 24 hours of awareness, the investigator 15 obligated to pursue and to
provide any additional information to Pfizer in accordance with this 24-hour timeframe. In addition, an
investigator may be requested by Phizer to obtain specific follow-up information in an expedited fashion. This
information 1s more detailed than that recorded on the CRF. In general, this will include a description of the
AE 1 sufficient detail to allow for a complete medical assessment of the case and independent deternunation
of possible causality. Information relevant to the event, such as concomitant medications and illnesses must be
provided. In the case of a patient death, a summary of available autopsy findings must be submitted as soon as
possible to Plizer or 1ts designated representative.

10.2. Reporting Period

For each patient, the peniod of safety event reporting in CRF (see the table above) begins at the time of the
patient’s first dose of BESPONSA, and lasts through the end of the observation period (this refers to the end
date of observation peniod 1n the treatment phase) of the study, but the reporting peniod to Pfizer Safety must
include at least 28 calendar days following the last dose of BESPONSA: a report must be submutted to Pfizer
Safety (or 1ts designated representative) for any of the types of safety events listed in the table above occuming
during this period. If a patient was recerving BESPONSA on the last day of the observation period, then the
reporting period should be extended for 28 calendar days following the end of observation period.

Durnng the VOD/SOS reporting period, all VOD/SOS occurred before the end date of the observation period 1n
the follow-up phase shall be reported as SAEs regardless of the causal relationship and seventy.

If the investigator becomes aware of a SAE occumng at any time after completion of the study (this refers to
the end date of the observation period mn the treatment phase) and s'he considers the SAE to be related to
BESPONSA. the SAE also must be reported to Phizer Safety.

10.3. Causality Assessment

The mvestigator 15 requured to assess and record the causal relationshap. For all AEs, sufficient information
should be obtained by the mvestigator to determine the causality of each AE. For AEs with a causal
relationship to BESPONSA, follow-up by the investigator 1s required until the event and/or its sequelae resolve
or stabilize at a level acceptable to the mvestigator, and Pfizer concurs with that assessment.

An investigator’s causality assessment 1s the detemmunation of whether there exists a reasonable possibility that
BESPONSA caused or contnibuted to an AE. If the investigator’s final deternunation of causality 1s
“unknown” and s'he cannot determine whether BESPONSA caused the event, the safety event must be
reported within 24 hours.

If the investigator cannot determine the etiology of the event but s'he determines that BESPONSA did not
cause the event, this should be clearly documented on the CRF and the NIS AEM Report Form.
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10.4. Definitions of Safety Events
10.4.1. Adverse Events

An AF 1s any untoward medical occurrence 1n a patient admimistered a medicinal product. The event need not
necessanly have a causal relationship with the product treatment or usage. Examples of AEs include but are
not limited to:

Abnormal test findings (see below for circumstances in which an abnormal test finding constitutes an AE);
Chmically sigmficant signs and symptoms;

Changes in physical examination findings;

Hypersensitivity;

Lack of efficacy;

Drug abuse;

Drug dependency.

Additionally, for medicinal products, they may include the signs or symptoms resulting from:

Exposure during breastfeeding;
Medication emror;
Occupational exposure.

Abnormal findings

The critenia for determining whether an abnormal test finding should be reported as an AE are as follows:

Test result 1s associated with accompanying symptoms, and/or

Test result requires additional diagnostic testing or medical/surgical mtervention, and/or

Test result leads to a change 1n BESPONSA dosing or discontinuation from the study, sigmificant
additional concomitant drug treatment, or other therapy, and/or

Test result 1s considered to be an AE by the mvestigator or sponsor.

Merely repeating an abnormal test, in the absence of any of the above conditions, does not constitute an AE.
Any abnormal test result that 1s determined to be an emror does not require reporting as an AE.

10.4.2. Serious Adverse Events
A SAE 1s any untoward medical occurrence in a patient admmmistered a medicinal or nutnitional product
(including pediatric formulas) at any dose that:

Results in death;

Is life-threatening;

Requires inpatient hospitalization or prolongation of hospitalization (see below for circumstances that do
not constitute AEs);
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* Results in persistent or sigmficant disability/incapacity (substantial disruption of the ability to conduct
normal life functions);
* Results in congenital anomaly/barth defect.

Progression of the malignancy under study (including signs and symptoms of progression) should not be
reported as a SAE unless the outcome 1s fatal within the safety reporting period. Hospitalization due to signs
and symptoms of disease progression should not be reported as a SAE. If the malignancy has a fatal outcome
durning the study or within the safety reporting peniod, then the event leading to death must be recorded as an
AEFE and as a SAE with seventy Grade 5.

Medical and scientific judgment 1s exercised 1n determining whether an event 1s an important medical event.
An important medical event may not be immediately life-threatening and/or result in death or hospitalization.
However, if 1t 15 determuned that the event may jeopardize the patient or may require intervention to prevent
one of the other outcomes listed in the definition above, the important medical event should be reported as
SET10US.

Examples of such events are intensive treatment in an emergency room orf at home for allergic bronchospasm;
blood dyscrasias or convulsions that do not result in hospitalization; or development of drug dependency or
drug abuse.

Additionally, any suspected transmission via a Plizer product of an infectious agent, pathogenic or non-
pathogemic, 1s considered serious. The event may be suspected from clinical symptoms or laboratory findings
indicating an infection in a patient exposed to a Pfizer product. The terms “suspected transmission™ and
“transmmssion” are considered synonymous. These cases are considered unexpected and handled as senious
expedited cases by pharmacovigilance (PV) personnel. Such cases are also considered for reporting as product
defects, if appropriate.

Hospitalization 1s defined as any initial admission (even if less than 24 hours) to a hospital or equivalent
healthcare facility or any prolongation to an existing admission. Admission also includes transfer within the
hospital to an acute/intensive care umt (e_g_, from the psycliatnic wing to a medical floor, medical floortoa
coronary care umt, neurological floor to a tuberculosis unit). An emergency room visit does not necessanly
constitute a hospitalization; however, an event leading to an emergency room visit should be assessed for
medical importance.

Hospitalization i the absence of a medical AE 1s not 1n itself an AE and 1s not reportable. For example, the
following reports of hospitalization without a medical AE are not to be reported.

Social admission (e g., patient has no place to sleep)

Administrative adnmssion (e_g., for yearly exam)

Optional admission not associated with a precipitating medical AE (e g, for elective cosmetic surgery)
Hospitalization for observation without a medical AE

Admission for treatment of a pre-existing condition not associated with the development of a new AE or
with a worsening of the pre-existing condition (e.g., for work-up of persistent pre-treatment lab
abnormality)
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10.4.3. Scenarios Necessitating Reporting to Pfizer Safety within 24 Hours

Scenanos mvolving exposure during pregnancy. exposure dunng breastfeeding, medication error, overdose,
misuse, extravasation, lack of efficacy, and occupational exposure are described below.

Exposure duning pregnancy
An exposure during pregnancy (EDP) occurs ift

1. A female becomes, or 1s found to be, pregnant either while receiving or having been exposed to
BESPONSA (e g.. environmental exposure), or the female becomes, or 1s found to be, pregnant after
discontinuing and/or being exposed to BESPONSA (matemal exposure).

An example of environmental exposure would be a case involving direct contact with a Pfizer productma

pregnant woman (e.g., a nurse reports that she 1s pregnant and has been exposed to chemotherapeutic
products).

2. A male has been exposed. erther due to treatment or environmental exposure to BESPONSA prior to or
around the time of conception and/or 1s exposed dunng the partner pregnancy (paternal exposure).

For exposure duning pregnancy in studies of pregnant women, data on the exposure to BESPONSA dunng
pregnancy, are not reportable unless associated with SAEs or non-senious AEs.

As a general nle, prospective and retrospective exposure during pregnancy reports from any source are
reportable irespective of the presence of an associated AE and the procedures for SAE reporting should be
followed . with the exception of those studies conducted in pregnant women (as described above), for which
data on the exposure are not reportable unless associated with SAEs or non-serious AEs.

If a study participant or study participant’s partner becomes, or 1s found to be, pregnant during the study
partictpant’s treatment with BESPONSA., this information must be submitted to Pfizer, irespective of whether
an AFE has occurred, using the NIS AEM Report Form and the EDP Supplemental Form.

In addition, the mformation regarding environmental exposure to BESPONSA. in a pregnant woman (e.g.. a
patient reports that she 1s pregnant and has been exposed to a cytotoxic product by inhalation or spillage) must
be submutted using the NIS AEM Report Form and the EDP Supplemental Form. This must be done
irrespective of whether an AE has occurred.

Information submutted should include the anticipated date of delivery (see below for information related to

Follow-up 1s conducted to obtamn general information on the pregnancy; in addition, follow-up 1s conducted to
obtain mnformation on EDP outcome for all EDP reports with pregnancy outcome unknown. A pregnancy is
followed until completion or until pregnancy termination (e_g., induced abortion) and Pfizer is notified of the
outcome. This information 15 provided as a follow up to the imtial EDP report. In the case of a live barth, the
structural integrity of the neonate can be assessed at the time of birth. In the event of a termination, the
reason(s) for termination should be specified and, if chimically possible, the structural integrity of the
terminated fetus should be assessed by gross visual mspection (unless pre-procedure test findings are
conclusive for a congenital anomaly and the findings are reported).

PFIZER. CONFIDENTIAL
CT24-WI-JPN-GPSP01-RF09 8.0 Non-Interventional Study Protocol Template for Secondary Data Collection
Study 01-Now-2023
Page 29 gf 33



090177e1a24e51ba\Approved\Approved On: 03-Dec-2024 06:33 (GMT)

@ Pﬁzer
Inotuzumab

E1931024 NON-INTEEVENTIONAL STUDY PROTOCOL
Amended 8, 12 December 2023

If the outcome of the pregnancy meets the critenia for an SAE (e g, ectopic pregnancy, spontaneous abortion,
intrautenine fetal demise, neonatal death, or congenital anomaly [1n a live bom, a terminated fetus, an
intrautenine fetal demmse, or a neonatal death]). the procedures for reporting SAEs should be followed.

Additional information about pregnancy outcomes that are reported as SAEs follows:

* Spontaneous abortion includes miscarnage and missed abortion;

» Neonatal deaths that occur within 1 month of birth should be reported, without regard to cavsality, as
SAEs. Inaddition, infant deaths after 1 month should be reported as SAEs when the investigator assesses
the infant death as related or possibly related to exposure to investigational product.

Additional information regarding the exposure dunng pregnancy may be requested. Further follow-up of birth
outcomes will be handled on a case-by-case basis (e g.. follow-up on preterm infants to 1dentify developmental
delays).

In the case of paternal exposure, the study participant will be provided with the Pregnant Partner Release of
Information Form to deliver to his partner. It must be documented that the study participant was given this
letter to provide to his partner.

Exposure during breastfeeding

Scenanos of exposure during breastfeeding must be reported, 1mespective of the presence of an associated AE.
An exposure during breastfeeding report 1s not created when a Phizer drug specifically approved for use in
breastfeeding women (e.g., vitamuins) 1s admimistered 1 accord with authonzed use. However, if the infant
expenences an AE associated with such a drug’s admmmstration, the AE 1s reported together with the exposure
durning breastfeeding.

Medication error

A medication error 1s any umntentional error in the prescribing, dispensing or admimistration of a medicinal
product that may cause or lead to mappropniate medication use or patient harm while i the control of the
health care professional. patient, or consumer. Such events may be related to professional practice, health care
products, procedures, and systems including: prescnibing; order commumcation; product labeling. packagmg,
and nomenclature; compoundmng; dispensing; distnbution; admmstration; education; monitoring; and use.

Medication errors include:
*  Near misses, mvolving or not involving a patient directly (e.g . madvertent/erroneous administration,

which 1s the accidental use of a product outside of labeling or prescription on the part of the healthcare
provider or the patient/consumer);

*  Confusion with regard to invented name (e_g_, trade name, brand name).

The mvestigator must submit the following medication errors to Pfizer, irespective of the presence of an
associated AF/SAE:

*  Medication errors mvolving patient exposure to the product, whether or not the medication emror 1s
accompamied by an AE.
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* Medication errors that do not involve a patient directly (e.g., potential medication errors or near misses).
‘When a medication error does not involve patient exposure to the product, the following mmimum criteria
constitute a medication error report:

*  Anidentifiable reporter;
* A suspect product;
» The event medication error.

Overdose, Misuse, Extravasation

Reports of overdose, misuse, and extravasation associated with the use of a Pfizer product are reported to
Pfizer by the investigator, irrespective of the presence of an associated AE/SAE.

Lack of Efficacy

Reports of lack of efficacy to a Pfizer product are reported to Pfizer by the investigator, irrespective of the
presence of an associated AE/SAE or the indication for use of the Pfizer product.

Occupational Exposure

Reports of occupational exposure to a Plizer product are reported to Pfizer by the investigator, irrespective of
the presence of an associated AE/SAE.

11. PLANS FOR DISSEMINATING AND COMMUNICATING STUDY RESULTS

The information collected in this nvestigation will be used for reporting to the MHLW, the
Pharmaceuticals and Medical Devices Agency (PMDA), and the parent company (Pfizer inc. in the United
States), or its group companies or overseas regulatory authorities, and reexamination application
(including Periodic Safety Update Report) for BESPONSA, reevaluation application, creation of data for
providing information on the proper use of BESPONSA, preparation of articles, and activities to provide
information, etc. In addition, Pfizer may publish the investigation results at www_clinicaltrials gov
(ClinicalTrials gov) or at academic conferences or in papers, etc. for the purpose of providing information
on the proper use of BESPONSA as necessary.

The data on patients collected in this investigation will be reported to the MHLW based on the Act on
Secunng Quality, Efficacy and Safety of Products Including Pharmaceuticals and Medical Devices. In
such cases. information including the drug name, adverse reaction name, gender, age (age group). etc. for
the data on the relevant patients may be disclosed in a patient list in “Pharmaceuticals and Medical
Devices Safety Information™ by the MHLW, and “Website for Providing Pharmaceuticals and Medical
Devices Information (http://www info_pmda.go jp).” Furthermore, the collected patient data will be
disclosed when disclosure 1s requested to the MHLW based on the “Act on Access to Information Held by
Administrative Organs™ (Act No. 42 of May 14, 1999). In all of these cases, however, information such as
the names of the investigators and the names of the institutions will not be reported. and therefore, wall
not be published or disclosed.
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Pfizer will be notified of any prolibition or restriction imposed (e_g.. clinical study termunation) by the
applicable regulatory authonty in each area of the world. When becoming aware of new information that may
influence the evaluation of benefits and nisks of a Pfizer product, the investigator shall promptly notify the
Pfizer of the information.

12. NAME, AND ADDRESS OF CONTRACTOR AS WELL AS SCOPE OF WORK CONTRACTED

Name: Phizer R&D Japan GK.

Address: 3-22-7 Yoyogi, Shibuya-ku, Tokyo

Scope of work contracted: Operations related to the planming of this investigation, the drafting of the protocol,
the operation of this investigation, monitoring, etc.

Name: EPS Corporation

Address: 2-23 Shimomiyabicho, Shinjuku-ku, Tokyo

Scope of work contracted: Operations for this investigation such as registration

reception, establishment of the post-marketing surveillance data collection system (EDC),
data management actrvities, and tabulation and analysis operations, excluding operations to
manage the post-marketing study

Name: Medidata Solutions

Address: 2-7-2 Marunouchi, Chiyoda-ku, Tokyo

Scope of work contracted: Activities related to the establishment and operations of the post-marketing
surveillance data collection system (EDC)

Name: A2 Healthcare Corporation
Address: 1-4-1- Koishikawa, Bunkyo-ku, Tokyo
Scope of work contracted: Activities related to EDC account management, etc.

13. ADDITIONAL MEASURES THAT MAY BE IMPLEMENTED BASED ON THE SURVEY
RESULTS AND CRITERIA FOR DETERMINATION OF THE INITTATION

At milestones, the risk management plan (RMP) including the following items should be reviewed:
1) To evaluate whether or not there are new safety specifications;

2) To examine whether or not it 1s necessary to plan additional pharmacowvigilance activities and to establish
a nisk munimization plan for a new safety specification; and

3) To consider whether or not it 15 necessary to amend the addrtional pharmacovigilance activity plan and
the details of nsk mummization activities for the current safety specifications.

14. SCHEDULED TIMING OF MILESTONES AND THEIR RATIONALES FOR EVALUATION OF
STUDY IMPLEMENTATION STATUS AND RESULTS AND REPORTING TO THE PAMDA

Scheduled timing 1s at the time of submutting Periodic Safety Update Report, the time of termunating
registration (at the time of preparing the 5th or 6th Peniodic Safety Update Report), the time of ending the
investigation (at the time of prepanng the 9th or 10th Peniodic Safety Update Report) and the time of preparing
reexamination application data.
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15. OTHER NECESSARY MATTERS
1) Amendment of the full protocol

Based on the new knowledge to be obtained according to the progress of this mvestigation, the need for
amendment of the protocol will be examined and the protocol will be amended if necessary. Also, the need for
amendment of the protocol will be examined and the protocol will be amended even if the partial change in the
dosage and admimistration or indication is approved during the reexanmnation peniod (except the case when the
reexamination period 1s newly designated), etc.

2) Actions to be taken for any problem or 1ssue

In the cases where the onset of any senous and unknown ADRSs 1s suggested, a sigmficant increase m the
frequency of ADRs 1s observed, any problem is found in the efficacy and safety of the drug compared to those
prior to the approval, the onset of a different kind of ADR 1s suggested, etc., the amendment of the package
insert and implementation of new post-marketing surveillance should be considered.

16. CONTACT INFOEMATION
16.1. Contact Information for the Contents of the Siudy

Name PMS Affars, Plizer R&D Japan G K
Address Shinjuku Bunka Quint Building, 3-22-7 Yoyogi, Shibuya-ku, Tokyo 151-8589
Fax 03-5309-9186

E-mail address BES_PMS@pfizer com

16.2. Contact Information for the EDC System

Name Medidata, Help Desk
Weekdays: 9:00 to 20:00 (excluding Saturdays, Sundays, national holidays, and year-
Open hours end and New Year holidays)
Tel PPD (dedicated Pfizer dial)
E-mail address japanhelpdesk@mdsol com
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