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Certain information within this protocol has been redacted (ie, specific content is masked irreversibly from
view with a black/blue bar) to protect either personally identifiable information (PPD) or company
confidential information (CCI).

This may include, but is not limited to, redaction of the following:

o Named persons or organizations associated with the study.

o Proprietary information, such as scales or coding systems, which are considered confidential
information under prior agreements with license holder.

e Other information as needed to protect confidentiality of Takeda or partners, personal information, or
to otherwise protect the integrity of the clinical study.



CTakedn

POST-AUTHORISATION SAFETY STUDY

PROTOCOL

Study title: A Cohort Study to Describe the Occurrence of Early-Onset Pulmonary Events in
Patients with Anaplastic Lymphoma Kinase-Positive Advanced Non-Small Cell Lung Cancer
Treated with Brigatinib: A Post-Authorisation Safety Study

Study number: Brigatinib-5007

Version number: 2.0, 17 July 2019

Ethics statement: This study.will be conducted in compliance with the protocol, the Declaration
of Helsinki, International Seciety for Pharmacoepidemiology Guidelines for Good Epidemiology
Practices, European Network of Centres for Pharmacoepidemiology and Pharmacovigilance
Guidelines for Methodological Standards in Pharmacoepidemiology, Good Pharmacovigilance
Practices, and allcapplicable regulatory requirements.



Brigatinib-5007 Page 2 of 59

Version: 2.0 . 17 July 2019 0"0
Signature page 6\
&
Study title: A Cohort Study to Describe the Occurrence of Early-Onset Pulmonary Events in &@K
Patients with Anaplastic Lymphoma Kinase-Positive Advanced Non-Small Cell Lung Cancer
Treated with Brigatinib: A Post-Authorisation Safety Study \O\Q.
- 0®
Study number: Brigatinib-5007 Q\
R
i <
Version number: 2.0, 17 July 2019 NN
xO
o
Sponsor

Head of Epidemiology
Takeda Pharmaceuticals International UK NN ) rahi .
61 Aldwych, London, United Kingdom O’Q Date: ! % D LA l P"t" / {
P )
N3

Signature (QPPV or designated person)

EU QPPV
Takeda Pharmaceuticals ational Co.
Vasagatan 7, 11120, olm. Sweden A D
CS)G Date: /& [4/5/(0 /(q
KQ = ) I
QO

*

lnvcsu@% Signature

X
nee:
o

OAdd ress:

(\\,\ Date:
Q‘°Q®







Brigatinib-5007 Page 4 of 59
Version: 2.0 . 17 July 2019
Title A Cohort Study to Describe the Occurrence of Early-Onset

Pulmonary Events in Patients with Anaplastic Lymphoma

Kinase-Positive Advanced Non-Small Cell Lung Cancer

Treated with Brigatinib: A Post-Authorisation Safety Study(\"

Author ’&U
enior Epidemiologist \&
Takeda Pharmaceuticals International Co. AQ
&
Q
R
<
O
xO
&
)
)
&>
O
>
N
O
"o@
O
O
N\
L

\)"O
S



Brigatinib-5007 Page 5 of 59
Version: 2.0 o R . 17 July 2019
Marketing authorisation holder(s) \)"O@
Marketing authorisation Takeda Pharma A/S 6\
holder(s) Dybendal Alle 10 )
2630 Taastrup K(Q‘
. AQ
MAH Contact Person m @ )
cgulatory Affairs AS)
N
K
N
<
&
O
(}'\
&
»
NN
)
O
’Z}Q
N
O
fo@
\\)
0
o
N





























































































Brigatinib-5007 Pape 36 of 59
Version: 2.0 17 July 2019

11. MANAGEMENT AND REPORTING OF ADVERSE EVENTS

SAEs (including all deaths) and pulmonary events, defined as AESIs in this study, occurring
during the first 14 days after brigatinib initiation, will be collected for all participating
patients, regardless of their relationship with brigatinib and reported to the Sponsor. Details
of data collection and management are described below in Figure 3.

Given the high burden of morbidity in ALK+ advanced NSCLC patients, other non<sérious
AEs occurring during Day 1-14 will not be systematically collected in this study; Similarly,
any SAE or AE occurring from Day 15 onwards will not be systematically collected in this
study. However, the investigators may report these events to the local Takeda
Pharmacovigilance department or national pharmacovigilance reporting system. These will
be treated as spontaneous reports and independent of the study.

Figure 3 Serious adverse event and pulmonary event collection workflow

AE: adverse event; CEVA: Clinical Event Validation and Adjudication; EDC: electronic capture system; QC:
quality control; SAE: serious adverse event.

Note: The study-does not require the systematic collection and recording of other non-serious AES.

11.1 . Definitions

111.1 Adverse Events

An AE is any untoward medical occurrence in a subject administered a medicinal product
and which does not necessarily have to have a causal relationship with this treatment. An AE
can, therefore, be any unfavourable and unintended sign (including an abnormal laboratory
finding), symptom, a new disease or worsening in severity or frequency of a concomitant
disease, temporally associated with the use of a medicinal product, whether or not the event
is considered cansally related to the use of the product.










































































