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Appendix G Guidelines for evaluation of objective tumour response using
RECIST 1.1 Criteria (Response Evaluation Criteria in Solid
Tumours)

RECIST 1.1 with minor modifications is used in the study. The differences from the
published RECIST guidelines include the removal of clinical examination and ultrasound as
valid modalities to evaluate Target Lesions (TL), Non-Target Lesions (NTL) or new lesions;
and the rule to identify new lesions on *®FDG-PET scans.

Introduction

This appendix details the implementation of Response Evaluation Criteria in Solid Tumours
(RECIST) 1.1 guidelines (Eisenhauer et al 2009) with regard to investigator assessment of
tumour burden including protocol-specific requirements for this study. Additional special
guidance is provided for determination of confirmation of radiological progression.

Definitions of measurable, non-measurable, target and non-target lesions

Measurable:

A lesion that can be accurately measured at baseline as 110 mm in the longest diameter
(except lymph nodes which must have short axis* diameter of 115 mm) with computed
tomography (CT) or magnetic resonance imaging (MRI) and which is suitable for accurate
repeated measurements.

Non-measurable:

I All other lesions, including small lesions (longest diameter <10 mm or pathological
lymph nodes with 110 mm to <15 mm short axis diameter at baseline?).

I Truly non-measurable lesions include the following: bone lesions, leptomeningeal
disease, ascites, pleural/pericardial effusion and abdominal masses/abdominal
organomegaly identified by physical examination (manual palpation) that is not
measurable by CT or MRI.

I Previously irradiated lesions®

I Skin lesions

! The short axis is defined as the longest axis perpendicular to long axis

2 Lymph nodes with <10 mm short axis diameter are considered non-pathological and should not be recorded or
followed as NTLs.

% Localised post-radiation changes which affect lesion sizes may occur. Therefore, lesions that have been
previously irradiated are typically considered non-measurable and as NTL at baseline and followed up as part of
the NTL assessment.
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Special cases:

e Lytic bone lesions or mixed lytic—blastic lesions, with identifiable soft tissue
components, can be considered measurable if the soft tissue component meets the
definition of measurability. Blastic lesions are considered non-measurable.

e Cystic metastases can be considered measurable lesions if they meet the criteria for
measurability from a radiological point of view, but if non-cystic lesions are present
in the same patient, these should be selected over cystic lesions as TLs.

Target Lesions (TLs):

A maximum of 5 measurable lesions (with a maximum of 2 lesions per organ), representative
of all lesions involved suitable for accurate repeated measurement, should be identified as
TLs at baseline. Lymph nodes, in any location (local/regional and distant), are collectively
considered as a single organ, with a maximum of 2 lymph nodes as TLs. A bilateral organ
(eg, adrenal glands), a segmented organ (eg, liver), or a multilobed organ (eg, lung) is each
considered as a single organ.

Tumour lesions selected for fresh screening biopsy should not be selected as TLs, unless
imaging occurred at least ~2 weeks after biopsy, allowing time for healing.

Non-Target Lesions (NTLs):

Additional measurable lesions not recorded as TLs and non-measurable lesions (or sites of
disease) should be identified as NTLs at baseline.

Imaging Modalities

A summary of the imaging modalities to be used for RECIST 1.1 assessment of Target
Lesions, Non-Target Lesions, and New Lesions is provided in Table 19.

Table 19 Summary of imaging modalities for tumour assessment
Target Lesions Non-Target Lesions New Lesions
CT (preferred) CT (preferred) CT (preferred)
MRI MRI MRI
Plain X-ray Plain X-ray
Chest X-ray Chest X-ray
Bone scan
FDG-PET/CT

CT = Computed tomography; FDG-PET/CT = '®F-Fluoro-deoxyglucose positron emission tomography/CT;
MRI = Magnetic resonance imaging.
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CT and MRI
CT and MRI, each preferably with IV contrast, are generally considered to generate the best

currently available and reproducible anatomical images for measurement of TL, assessment
of NTL, and identification of any New Lesions.

It is recommended that IV contrast-enhanced CT examinations of the chest, abdomen and
pelvis (including the entire liver and both adrenal glands) will be used to assess tumour
burden at baseline and follow-up visits. Any other areas of disease involvement (eg, brain)
should be additionally imaged based on the signs and symptoms of individual patients. In
patients who are sensitive to intravenous CT contrast, a non-contrast CT examination of the
chest and an MRI with intravenous MRI contrast of the abdomen is appropriate. In patients
with severely compromised renal function a non-contrast CT examination of the chest and
abdomen is appropriate. For brain lesion assessment, MRI with IV contrast is the preferred
method over IV contrast-enhanced CT. It is strongly recommended to maintain use of the
same imaging modality (CT or MRI), acquisition protocol, facility and scanner across all
imaging time points per patient.

Clinical examination
Clinical examination of skin/surface lesions (by visual inspection or manual palpation) will

not be used for RECIST assessments. Tumours identified by clinical examination will need to
be assessed by correlative CT or MRI anatomical scans.

Chest X-ray
Chest X-ray assessment will not be used for assessment of TL. Chest X-ray can, however, be

used to assess NTL and to identify the presence of new lesions.

Plain X-ray
Plain X-ray may be used as a method of assessment for bone NTL and to identify the
presence of new bone lesions.

Ultrasound
Ultrasound examination will not be used for RECIST assessment of tumours as it is not a

reproducible acquisition method (operator dependent), is subjective in interpretation and may
not provide an accurate assessment of true tumour size. Tumours identified by ultrasound will
need to be assessed by correlative CT or MRI anatomical scan.

Endoscopy and laparoscopy
Endoscopy and laparoscopy will not be used for tumour assessments as they are not validated

in the context of tumour assessment.
Tumour markers

Tumour markers on cytological or histological (biopsy) samples will not be used for tumour
response assessments as per RECIST 1.1.
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Histology and cytology
Histology on tumour biopsy samples will not be used as part of the tumour response

assessment as per RECIST 1.1.

Results of cytological examination for the neoplastic origin of any effusion (eg, ascites,
pericardial effusion, pleural effusion) that appears or worsens during the study will not be
used as part of the tumour response assessment in this study. An effusion that appears or
significantly worsens (from trace to large) radiologically by CT/MRI anatomical scans will
be considered to be disease progression due to New Lesions or progression of NTLs,
respectively.

Isotopic bone scan
Bone lesions identified on an isotopic bone scan at baseline and confirmed by CT, MRI, or

X-ray at baseline should be recorded as NTL and followed by the same method as per
baseline assessment.

Isotopic bone scans may be used as a method of assessment to identify the presence of new
bone lesions at follow-up visits. New lesions may be recorded in case positive hot-spots
appear on a bone scan that were not present on a previous bone scan; however, a newly
observed equivocal hot-spot on a bone scan which cannot be verified with correlative
imaging (CT, MRI, X-ray) of the same anatomical region shall not be the only trigger for a
PD assessment at that timepoint.

FDG-PET
BF-Fluoro-deoxyglucose positron emission tomography (FDG-PET) scans may be used as a

method for identifying new lesions, according to the following algorithm: New lesions will
be recorded where there is positive '*F-Fluoro-deoxyglucose uptake* not present on an
FDG-PET scan from a previous visit or in a location corresponding to a new lesion on
CT/MRI at the same follow-up visit. If there is no FDG-PET scan available from a previous
visit, and no evidence of new lesions on CT/MRI scans then follow-up CT/MRI assessments
should be continued, scheduled as per protocol or clinical indicated, in order to confirm new
lesions.

Tumour response evaluation
Schedule of evaluation

Baseline assessments should encompass all areas of known predilection for metastases in the
disease under evaluation and should additionally investigate areas that may be involved based
on signs and symptoms of individual patients and should be performed within the 28 days
prior to Day 1 of Cycle 1 of study treatment and ideally as close as possible to the start of

4 A positive FDG-PET scan lesion should be reported only when an uptake (eg, SUV) greater than twice that of
the surrounding tissue or liver is observed.
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study treatment. Follow-up assessments will be performed at the times specified in the study
plans (see Table 2 and Table 3).

If an unscheduled assessment is performed, and the patient has not progressed, every attempt
should be made to perform the subsequent assessments at their scheduled imaging visits.

Target lesions
Documentation of target lesions

A maximum of 5 measurable lesions, with a maximum of 2 lesions per organ (including
lymph nodes collectively considered as a single organ), representative of all lesions involved
should be identified as TL at baseline. Target lesions should be selected on the basis of their
size (longest diameter for non-nodal lesions or short axis diameter for nodal lesions), but in
addition should be those that lend themselves to reproducible repeated measurements. It may
be the case that, on occasion, the largest lesion does not lend itself to reproducible
measurement in which circumstance the next largest lesion, which can be measured
reproducibly, should be selected.

The site and location of each TL should be documented as well as the longest diameter for
non-nodal lesions (or short axis for lymph nodes). All measurements should be recorded in
millimeters. At baseline the sum of the diameters for all TL will be calculated and reported as
the baseline sum of diameters. At follow-up visits the sum of diameters for all TL will be
calculated and reported as the follow-up sum of diameters.

Special cases:

e For TL measurable in 2 or 3 dimensions, always report the longest diameter. For
pathological lymph nodes measurable in 2 or 3 dimensions, always report the short
axis diameter.

o Ifthe CT/MRI slice thickness used is >5 mm, the minimum size of measurable
disease at baseline should be twice the slice thickness of the baseline scan.

e Ifalesion has completely disappeared, the diameter should be recorded as 0 mm. If a
lesion appears in the same location on a subsequent scan, it will be recorded as a New
Lesion.

e Ifa TL splits into two or more parts, then record the sum of the diameters of those
parts.

e If2 or more TLs merge, then the sum of the diameters of the combined lesion should
be recorded for one of the lesions and 0 mm recorded for the other lesion(s).

e IfaTL is believed to be present and is faintly seen but too small to measure, a default

value of 5 mm should be assigned. If an accurate measure can be given, this should be
recorded, even if it is below 5 mm.
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e IfaTL cannot be measured accurately due to it being too large, provide an estimate of
the size of the lesion.

e When a TL has had any intervention eg, definitive radiotherapy, embolisation,
surgery, etc. during the study, the size of the TL should still be provided where
possible and the intervention recorded in the RECIST case report form. If a TL has
been completely removed (surgery), the longest diameter should be recorded as 0 mm.

Evaluation of target lesions

This section provides the definitions of the criteria used to determine objective tumour visit
response for TL (see Table 20).

Table 20 Evaluation of target lesions

Complete response (CR) Disappearance of all TLs since baseline. Any pathological lymph
nodes selected as TLs must have a reduction in short axis
diameter to <10 mm.

Partial response (PR) At least a 30% decrease in the sum of the diameters of TL,
taking as reference the baseline sum of diameters.

Stable disease (SD) Neither sufficient decrease in sum of diameters to qualify for PR
nor sufficient increase to qualify for PD.

Progression of disease (PD) At least a 20% increase in the sum of diameters of TLs, taking as
reference the smallest previous sum of diameters (nadir) — this
includes the baseline sum if that is the smallest on study. In
addition to the relative increase of 20%, the sum must also
demonstrate an absolute increase of at least 5 mm from nadir.

Not evaluable (NE) Only relevant if any of the TLs at follow-up were not assessed or
not evaluable (eg, missing anatomy) or had a lesion intervention
at this visit. Note: If the sum of diameters meets the progressive
disease criteria, progressive disease overrides not evaluable as a
TL response.

CR = Complete response; PR = Partial response; PD = Progression of disease; NE = Not evaluable; SD = Stable
disease; TL = Target lesion.

Non-target lesions
Evaluation of non-target lesions

All other lesions (or sites of disease) not recorded as TL should be identified as NTL at
baseline. Measurements are not required for these lesions, but their status should be followed
at subsequent visits. At each visit an overall assessment of the NTL response should be
recorded by the investigator. This section provides the definitions of the criteria used to
determine and record overall response for NTL at the investigational site at each visit

(see Table 21).
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Table 21 Evaluation of non-target lesions

Complete response (CR) Disappearance of all NTLs since baseline. All lymph nodes must
be non-pathological in size (<10 mm short axis).

Non-CR/non-PD Persistence of one or more NTL.

Progression (PD) Unequivocal progression of existing NTLs. Unequivocal

progression may be due to an important progression in one lesion
only or in several lesions. In all cases the progression MUST be
clinically significant for the physician to consider changing (or
stopping) therapy.

Not evaluable (NE) Only relevant when one or some of the NTLs were not assessed
and, in the investigator’s opinion, they are not able to provide an
evaluable overall NTL assessment at this visit.

Note: for patients without TLs at baseline, this is relevant if any of
the NTLs were not assessed at this visit and the progression
criteria have not been met.

CR = Complete response; PR = Partial response; PD = Progression of disease; NE = Not evaluable;
NTL = Non-target lesion; TL = Target lesion.

To achieve ‘unequivocal progression’ on the basis of NTLs, there must be an overall level of
substantial worsening in non-target disease such that, even in presence of stable disease or
partial response in TLs, the overall tumour burden has increased sufficiently to merit
discontinuation of therapy. A modest ‘increase’ in the size of one or more NTLs is usually
not sufficient to qualify for unequivocal progression status.

New lesions

Details of any new lesions will also be recorded with the date of assessment. The presence of
one or more new lesions is assessed as progression. The finding of a new lesion should be
unequivocal: ie, not attributable to differences in scanning technique, change in imaging
modality or findings thought to represent something other than tumour. If a new lesion is
equivocal, for example because of its small size, the treatment and tumour assessments
should be continued until the previously new lesion has been assessed as unequivocal and
then the progression date should be declared using the date of the initial scan when the new
lesion first appeared.

A lesion identified at a follow-up assessment in an anatomical location that was not scanned
at baseline is considered a new lesion and will indicate disease progression.
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Symptomatic deterioration

Symptomatic (clinical) deterioration is not a descriptor of an objective response: it is a reason
for stopping study therapy.

Patients with ‘symptomatic deterioration’ requiring discontinuation of treatment without
objective radiologic evidence of disease progression at that time should continue to undergo
tumour assessments where clinically feasible.

Evaluation of overall visit response

The overall visit response will be derived using the algorithm shown in Table 22.

Table 22 Overall visit response

Target lesions Non-target lesions New lesions Overall response
CR CR No CR

CR NA No CR

NA CR No CR

CR Non-CR/Non-PD No PR

CR NE No PR

PR Non-PD or NE No PR

SD Non-PD or NE No SD

NA Non-CR/Non-PD No SD (Non-CR/non-PD)
NE Non-PD or NE No NE

NA NE No NE

PD Any Yes or No PD

Any PD Yes or No PD

Any Any Yes PD

NA NA No NED

CR = Complete response; PR = Partial response; SD = Stable disease; PD = Progression of disease; NE = Not
evaluable; NA = Not applicable (only relevant if there were no target and/or non-target lesions at baseline);
NED = No evidence of disease.

Study treatment will be discontinued when disease progression per RECIST 1.1 is determined.
In the rare instances when the RECIST 1.1-defined radiological findings are considered
equivocal by the investigator or there is doubt whether or not there is evidence of objective
progression (eg, technical issues including image artefacts), a follow-up scan will be performed
preferably at the next (and no later than the next) scheduled imaging visit, and no less than
4 weeks after the prior assessment of PD. If the repeat scan confirms progression, then study
treatment must be discontinued, and the date of the initial scan should be declared as the date
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of PD. If the subsequent scan does not confirm the immediate prior radiological PD, scanning
should continue until the next RECIST 1.1-defined PD.

Study treatment may be administered until radiological PD is confirmed by the subsequent
scan, unless there is unacceptable toxicity, withdrawal of consent, or another discontinuation
criterion is met. Patients with rapid tumour progression or with symptomatic progression that
requires urgent medical intervention (eg, central nervous system metastasis, respiratory failure
due to tumour compression, or spinal cord compression) will not be eligible to continue study
treatment.

Specifications for anatomical imaging

These notes are recommendations for use in clinical studies. The use of standardised
protocols for CT and MRI allows comparability both within and between different studies,
irrespective of where the examination has been undertaken.

CT scan

CT scans of the chest, abdomen and pelvis should be contiguous throughout all the anatomic
region of interest.

The most critical CT image acquisition parameters for optimal tumour evaluation using
RECIST 1.1 are anatomic coverage, contrast administration, slice thickness, and
reconstruction interval.

a. Anatomic coverage: Optimal anatomic coverage for most solid tumours is the chest,
abdomen and pelvis. Coverage should encompass all areas of known predilection for
metastases in the disease under evaluation and should additionally investigate areas that may
be involved based on signs and symptoms of individual patients. Because a lesion later
identified in a body part not scanned at baseline would be considered as a new lesion
representing disease progression, careful consideration should be given to the extent of
imaging coverage at baseline and at subsequent follow-up time points. This will enable better
consistency not only of tumour measurements but also identification of new disease.

b. IV contrast administration: Optimal visualisation and measurement of metastases in
solid tumours requires consistent administration (dose and rate) of IV contrast as well as
timing of scanning. Typically, most abdominal imaging is performed during the portal venous
phase and (optimally) about the same time frame after injection on each examination. An
adequate volume of a suitable contrast agent should be given so that the metastases are
demonstrated to best effect and a consistent method is used on subsequent examinations for
any given patient. It is very important that the same technique be used at baseline and on
follow- up examinations for a given patient. For patients who develop contraindications to
contrast after baseline contrast CT is done, the decision as to whether non-contrast CT or
MRI (enhanced or non-enhanced) should be performed should also be based on the tumour
type, anatomic location of the disease and should be optimised to allow for comparison to the

CONFIDENTIAL AND PROPRIETARY 202 (233)



Clinical Study Protocol - . AstraZeneca
Durvalumab+Olaparib: Imfinzi™ (durvalumab; MEDI4736) plus Lynparza™ (olaparib; AZD2281; KU
0059436)

D9311C00001; GOG-3041; ENGOT-EN10

prior studies if possible. Each case should be discussed with the radiologist to determine if
substitution of these other approaches is possible and, if not, the patient should be considered
not evaluable from that point forward. Care must be taken in measurement of target lesions
on a different modality and interpretation of non-target disease or new lesions, since the same
lesion may appear to have a different size using a new modality. Oral contrast is
recommended to help visualize and differentiate structures in the abdomen.

If iodine contrast media is medically contraindicated at baseline or at any time during the
course of the study, the recommended methods are: CT thoracic (chest) examination without
contrast and abdominal (and pelvis) MRI with contrast. I[f MRI cannot be performed, CT
without I'V contrast is an option for the thorax and abdomen (and pelvis) examination.

For brain imaging, MRI with IV contrast is the preferred method.

c. Slice thickness and reconstruction interval: It is recommended that CT scans be
performed at 5 mm contiguous slice thickness and this guideline presumes a maximum 5 mm
thickness in recommendations for measurable lesion definition. Exceptionally, particular
institutions may perform medically acceptable scans at slice thicknesses greater than 5 mm.
If this occurs, the minimum size of measurable lesions at baseline should be twice the slice
thickness of the baseline scans.

All window settings should be included in the assessment, particularly in the thorax where
lung and soft tissue windows should be considered. When measuring lesions, the TL should
be measured on the same window setting for repeated examinations throughout the study.
All images from each examination should be included in the assessment and not “selected”
images of the apparent lesion.

MRI scan

MRI has excellent contrast, spatial and temporal resolution; however, there are many image
acquisition variables involved in MRI, which greatly impact image quality, lesion conspicuity
and measurement. Furthermore, the availability of MRI is variable globally. The modality
used at follow-up should be the same as was used at baseline and the lesions should be
measured/assessed on the same pulse sequence. Generally, axial imaging of the abdomen and
pelvis (and other anatomies [eg, neck]) with T1 and T2 weighted imaging along with
gadolinium-enhanced imaging can be performed. The field of view, matrix, number of
excitations, phase encoding steps, use of fat suppression and fast sequences should be
optimised for the specific body part being imaged as well as the scanner utilised. CT of the
chest is typically recommended over MRI due to significant motion artifacts (heart, major
blood vessels, breathing) associated with MRI. It is beyond the scope of this appendix to
prescribe specific MRI pulse sequence parameters for all scanners, body parts and diseases.
Ideally, the same type of scanner should be used and the image acquisition protocol should be
followed as closely as possible to prior scans. Body scans should be performed with
breath-hold scanning techniques if possible.
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For these reasons, CT is the imaging modality of choice.
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Appendix H Patient Reported Outcomes

H1 EORTC QLQ-C30
Patient Reported Outcomes Questionnaire: EORTC QLQ-C30 was removed due to copyrights
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Patient Reported Outcomes Questionnaire: EORTC QLQ-C30 was removed due to copyrights
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H2 EORTC QLQ-EN24
Patient Reported Outcomes Questionnaire: EORTC QLQ-EN24 was removed due to copyrights
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Patient Reported Outcomes Questionnaire: EORTC QLQ-EN24 was removed due to copyrights
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H3 EQ-5D-5L
Patient Reported Outcomes Questionnaire: EQ-5D-5L was removed due to copyrights
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Patient Reported Outcomes Questionnaire: EQ-5D-5L was removed due to copyrights
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Patient Reported Outcomes Questionnaire: EQ-5D-5L was removed due to copyrights
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H4 PRO-CTCAE
Patient Reported Outcomes Questionnaire: PRO-CTCAE was removed due to copyrights

HS5 PGIS
Patient Reported Outcomes Questionnaire: PGIS was removed due to copyrights
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H6 PGIC
Patient Reported Outcomes Questionnaire: PGIC was removed due to copyrights

H7 PGI-TT
Patient Reported Outcomes Questionnaire: PGI-TT was removed due to copyrights
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HS8 PGI-BR

Patient Reported Outcomes Questionnaire: PGI-BR was removed due to copyrights
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Patient Reported Outcomes Questionnaire: PGI-BR was removed due to copyrights
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Appendix I  Olaparib toxicity management instructions

Management of haematological toxicity

Management of anaemia

Table 23 Management of anaemia

Haemoglobin

Action to be taken

Hb <10 but >8 g/dL
(CTCAE Grade 2)

First occurrence
Give appropriate supportive treatment and investigate causality.

Investigator judgement to continue olaparib with supportive treatment (eg,
transfusion) or interrupt dose for a maximum of 4 weeks. Study treatment can be
restarted if Hb has recovered to >9g/dL.

Subsequent occurrences:

If repeat Hb <10 g/dL but >9 g/dL, investigator judgement to continue olaparib with
supportive treatment (eg, transfusion) or dose interrupt (for a maximum of 4 weeks)
and upon recovery dose reduction may be considered (to 250 mg bd as a first step
and to 200 mg bd as a second step).

If Hb <9 but >8 g/dL, dose interrupt (for a maximum of 4 weeks) until Hb >9 g/dL
and upon recovery dose reduction may be considered (to 250 mg bd as a first step
and to 200 mg bd as a second step).

Hb <8 g/dL
(CTCAE Grade > 3)

Give appropriate supportive treatment (eg, transfusion) and investigate causality.
Interrupt olaparib for a maximum of 4 weeks, until improved to Hb >9 g/dL.

Upon recovery dose reduce to 250 mg bd as a first step and to 200 mg bd as a second
step in the case of repeat Hb decrease.

If transfusion is required when the patient is receiving olaparib/placebo and
durvalumab/placebo in combination (or is within 90 days of receiving the
combination, if either drug has been discontinued), the following should be performed
prior to any transfusion

*  Direct Coombs test

*  Reticulocyte count

*  Haptoglobin

« LDH

Abbreviations: bd = twice daily; CTCAE = Common Terminology Criteria for Adverse Events;
Hb = haemoglobin; LDH = lactate dehydrogenase.

Common treatable causes of anaemia (eg, iron, vitamin B12 or folate deficiencies and

hypothyroidism) should be investigated and appropriately managed. In some cases,
management of anaemia may require blood transfusions. For cases where patients develop
prolonged haematological toxicity (>2-week interruption/delay in study treatment due to
CTCAE Grade 3 or worse anaemia and/or development of blood transfusion dependence),
refer to guidance later in this section for the management of this.
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Management of neutropenia, leukopenia and thrombocytopenia

Table 24 Management of neutropenia, leukopenia and thrombocytopenia
Toxicity Study treatment dose adjustment
CTCAE Grade 1-2 Investigator judgement to continue treatment or if dose interruption, this should be
for a maximum of 4 weeks; appropriate supportive treatment and causality
investigation
CTCAE Grade 3-4 Dose interruption until recovered to CTCAE Grade 1 or better for a maximum of
4 weeks. If repeat CTCAE Grade 3-4 occurrence, dose reduce olaparib to 250 mg bd
as a first step and 200 mg bd as a second step.

Abbreviations: bd = twice daily; CTCAE = Common Terminology Criteria for Adverse Events.

AEs of neutropenia and leukopenia should be managed as deemed appropriate by the
investigator with close follow-up and interruption of study drug if CTCAE Grade 3 or worse
neutropenia occurs.

Primary prophylaxis with granulocyte colony-stimulating factor (G-CSF) is not
recommended, however, if a patient develops febrile neutropenia, study treatment should be
stopped and appropriate management including G-CSF should be given according to local
hospital guidelines. Please note that G-CSF should not be used within 24 hours of the last
dose of study treatment unless absolutely necessary. Study treatment can be restarted at the
same dose if the AE of neutropenia or leukopenia has recovered to CTCAE Grade <1

(ANC > 1.5 x 10%/L). Growth factor support should be stopped at least 24 hours before
restarting study drug (7 days for pegylated G-CSF).

Platelet transfusions, if indicated, should be done according to local hospital guidelines.

For cases where patients develop prolonged haematological toxicity (>2-week
interruption/delay in study treatment due to CTCAE Grade 3 or worse), refer to guidance
later in this section for the management of this.

Management of prolonged haematological toxicities while on study treatment

If a patient develops prolonged haematological toxicity such as:

e >2-week interruption/delay in study treatment due to CTCAE Grade 3 or worse anaemia
and/or development of blood transfusion dependence

e >2-week interruption/delay in study treatment due to CTCAE Grade 3 or worse
neutropenia (ANC < 1 x 10°/L)

e >2-week interruption/delay in study treatment due to Common Toxicity Criteria (CTC)
Grade 3 or worse thrombocytopenia and/or development of platelet transfusion
dependence (Platelets < 50 x 10°/L)

Check weekly differential blood counts including reticulocytes and peripheral blood smear. If
any blood parameters remain clinically abnormal after 4 weeks of dose interruption, the
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patient should be referred to haematologist for further investigations. Bone marrow analysis
and/or blood cytogenetic analysis should be considered at this stage according to standard
haematological practice. Study treatment should be discontinued if blood counts do not
recover to CTC Grade 1 or better within 4 weeks of dose interruption.

Development of a confirmed MDS or other clonal blood disorder should be reported as an
SAE and full reports must be provided by the investigator to AstraZeneca Patient Safety.
Olaparib treatment should be discontinued if patient’s diagnosis of MDS and/or AML is
confirmed.

Management of non-haematological toxicity

Repeat dose interruptions are allowed as required, for a maximum of 4 weeks on each
occasion. If the interruption is any longer than this the study monitor must be informed.
Where toxicity reoccurs following re-challenge with study treatment, and where further dose
interruptions are considered inadequate for management of toxicity, then the patient should
be considered for dose reduction or must permanently discontinue study treatment.

Study treatment can be dose reduced to 250 mg bd as a first step and to 200 mg bd as a
second step. Treatment must be interrupted if any NCI-CTCAE Grade 3 or 4 adverse event
occurs which the investigator considers to be related to administration of study treatment.

Management of new or worsening pulmonary symptom

If new or worsening pulmonary symptoms (eg, dyspnoea) or radiological abnormalities occur
in the absence of a clear diagnosis, an interruption in study treatment dosing is recommended
and further diagnostic workup (including a high-resolution CT scan) should be performed to
exclude pneumonitis. Please also refer to the durvalumab toxicity management guidelines in
(see Section 8.4.5.1).

Following investigation, if no evidence of abnormality is observed on CT imaging and
symptoms resolve, then study treatment can be restarted, if deemed appropriate by the
investigator. If significant pulmonary abnormalities are identified, these need to be discussed
with the study physician.

Management of nausea and vomiting

Events of nausea and vomiting are known to be associated with olaparib treatment. These
events are generally mild to moderate (CTCAE Grade 1 or 2) severity, intermittent and
manageable on continued treatment. The first onset generally occurs in the first month of
treatment for nausea and within the first 6 months of treatment for vomiting. For nausea, the
incidence generally plateaus at around 9 months, and for vomiting at around 6 to 7 months.

No routine prophylactic anti-emetic treatment is required at the start of study treatment,
however, patients should receive appropriate anti-emetic treatment at the first onset of nausea
or vomiting and as required thereafter, in accordance with local treatment practice guidelines.
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Alternatively, olaparib tablets can be taken with a light meal/snack (ie, 2 pieces of toast or a
couple of biscuits).

As per international guidance on anti-emetic use in cancer patients (European Society for
Medical Oncology [ESMO], National Comprehensive Cancer Network [NCCN]), generally a
single agent antiemetic should be considered, eg, dopamine receptor antagonist,
antihistamines or dexamethasone.

Interruptions for intercurrent non-toxicity related events

Study treatment dose interruption for conditions other than toxicity resolution should be kept
as short as possible. If a patient cannot restart study treatment within 4 weeks for resolution
of intercurrent conditions not related to disease progression or toxicity, the case should be
discussed with AstraZeneca study physician.

All dose reductions and interruptions (including any missed doses), and the reasons for the
reductions/interruptions are to be recorded in the eCRF.

Olaparib treatment should be stopped at least 3 days prior to planned surgery. After surgery
study treatment can be restarted when the wound has healed. No stoppage of olaparib
treatment is required for any needle biopsy procedure.

Olaparib treatment should be discontinued for a minimum of 3 days before a patient
undergoes radiation treatment. Olaparib treatment should be restarted within 4 weeks as long
as any bone marrow toxicity has recovered.

Because the AEs related to olaparib may include asthenia, fatigue and dizziness, patients
should be advised to use caution while driving or using machinery if these symptoms occur.

Table 25 Dose reductions for olaparib
Initial dose Following re-challenge post Dose reduction 2
interruption: Dose reduction 1
300 mg bd 250 mg bd 200 mg bd

Abbreviations: bd = twice daily

Renal impairment

If subsequent to study entry and while still on study therapy, a patient’s estimated CrCL falls
below the threshold for study inclusion (>51 mL/minute), re-testing should be performed
promptly.

A dose reduction is recommended for patients who develop moderate renal impairment
(calculated CrCL either by Cockcroft-Gault equation, a 24-hour urine test or another
clinically validated test) of between 31 and 50 mL/minute for any reason during the course of
the study: the dose of olaparib should be reduced to 200 mg bd (see Table 10).
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Because the CrCL determination is only an estimate of renal function, in instances where the
CrCL falls to between 31 and 50 mL/minute, the investigator should use his or her discretion
in determining whether a dose change or discontinuation of therapy is warranted.

Olaparib has not been studied in patients with severe renal impairment (< 30 mL/minute) or
end-stage renal disease; if patients develop severe impairment or end stage disease, it is
recommended that olaparib be discontinued.
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Appendix J Changes related to mitigation of study disruptions due to
cases of civil crisis, natural disaster, or public health crisis

Note: Changes below should be implemented only during study disruptions due to any of or a
combination of civil crisis, natural disaster, or public health crisis (eg, during quarantines and
resulting site closures, regional travel restrictions and considerations if site personnel or study
patients become infected with SARS-CoV-2 or similar pandemic infection) during which
patients may not wish to or may be unable to visit the study site for study visits. These
changes should only be implemented if allowable by local/regional guidelines and following
agreement from the Sponsor.

Study sites may continue to recruit new patients into the study provided the following
activities to preserve study integrity can be met:

e Upon discussion with the site monitor, the study site has confirmed the ability to enrol
and manage new patients effectively and in compliance with the protocol

e Data will continue to be entered into the eCRF and queries resolved in a timely manner

J1 Reconsent of study patients during study interruptions

During study interruptions, it may not be possible for the patients to complete study visits and
assessments on site and alternative means for carrying out the visits and assessments may be
necessary, eg, remote visits. Reconsent should be obtained for the alternative means of
carrying out visits and assessments and should be obtained prior to performing the procedures
described in J2 to J5. Local and regional regulations and/or guidelines regarding reconsent of
study patients should be checked and followed. Reconsent may be verbal if allowed by local
and regional guidelines (note, in the case of verbal reconsent the ICF should be signed at the
patient’s next contact with the study site). Visiting the study sites for the sole purpose of
obtaining reconsent should be avoided.

J2 Rescreening of patients to reconfirm study eligibility

Additional rescreening for screen failure due to study disruption can be performed in
previously screened participants. The investigator should confirm this with the designated
AstraZeneca study physician. In addition, during study disruption there may be a delay
between confirming eligibility of a patient and either enrolment into the study or
commencing of dosing with IP. If this delay is outside the screening window specified in
Table 1 the patient will need to be rescreened to reconfirm eligibility before commencing
study procedures. This will provide another opportunity to re-screen a patient in addition to
that detailed in Table 1. The procedures detailed in Section 5.2 must be undertaken to
confirm eligibility using the same E-code as for the patient.
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J3 Home or remote visit to replace on-site visit (where applicable)

A qualified HCP from the study site or TPV service may visit the patient’s home / or other

remote location as per local Standard Operating Procedures (SOPs), as applicable. Supplies
will be provided for a safe and efficient visit. The qualified HCP will be expected to collect
information per the CSP.

J4 Telemedicine visit to replace on-site visit (where applicable)

In this appendix, the term telemedicine visit refers to remote contact with the patients using
telecommunications technology including phone calls, virtual or video visits, and mobile
health devices.

During a civil crisis, natural disaster, or public health crisis, visits may be replaced by a
telemedicine visit if allowed by local/regional guidelines. Having a telemedicine contact with
the patients will allow adverse events, concomitant medication, and other relevant data to be
collected according to study requirements to be reported and documented.

Js At-home or remote delivery of olaparib/placebo

Where a patient has discontinued/interrupted intravenous study treatments and is receiving
olaparib/placebo study treatment only, alternative secure delivery methods for drug supply
may be permitted if the patient is unable to attend the site, but only provided the critical
safety assessments have been performed and the delivery methods are in line with local
regulatory requirements.

J6 Data capture during telemedicine or home / remote visits

Data collected during telemedicine or home / remote visits will be captured by the qualified
HCP from the study site or TPV service in the source documents, or by the patients
themselves.
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Appendix K Guidance during the COVID-19 Outbreak
K1 COVID-19 Risk Assessment

The safety of participants is of primary importance. Any potential risks of participating in the
study, particularly with the added challenges due to COVID-19 outbreak, should be weighed
against the anticipated benefit (see also principle 2.2 of ICH GCP). Investigators are advised
to use clinical judgment in determining infection prevention precautions for study
participants.

The emergence of SARS-CoV-2 presents a potential safety risk for cancer patients.
Participants enrolling in this study may require more frequent visits to the site for study
treatment administration and for study assessments compared to participants receiving
standard of care. Therefore, several risk mitigation factors have been implemented related to
study conduct during the COVID-19 outbreak, for patient management in an event of
COVID-19, and actions to be taken on study treatment (see Section K 4). With these
measures in place, it is considered that the anticipated potential benefits for the participants
enrolled in this study outweigh the potential risks. All implemented measures prioritise trial
participant safety and data validity; in case these two conflict with each other, trial participant
safety should always prevail (see also European Medicines Agency Guidance on the
management of clinical trials during the COVID-19 [coronavirus] pandemic [EMA 2020]).

Notably, participants with active COVID-19 infection confirmed by local laboratory testing
will not be eligible for study enrolment (see CSP Section 5.5, Exclusion Criterion 6).

K2 Potential Risks during COVID-19

Every effort should be made to follow the CSP. This appendix provides a dose modification
and management plan for participants with confirmed or suspected COVID-19 who are being
treated with study intervention durvalumab/placebo and olaparib/placebo.

The risk-benefit assessment should be carefully considered for each participant enrolling in
the study based on the known safety risks related to COVID-19, individual needs, and local
guidelines and restrictions. Investigators must continue to use their best clinical judgment in
determining the most optimal care for participants and utmost diligence in determining their
eligibility for study participation, continued study treatment, and overall assessment of
benefit/risk of study treatment or participation.

The sponsor must be promptly notified of a site’s inability to perform study activities due to
COVID-19 outbreak in order to minimise any potential risks.
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K3 New Participant Enrolment

Study sites may continue to recruit new participants into the study provided the following
activities to preserve study integrity can be met:

e Upon discussion with the site monitor, the study site has confirmed the ability to enrol
and manage new participants effectively and in compliance with the protocol.

o Data will continue to be entered into the eCRF and queries resolved in a timely manner.

Per CSP Exclusion Criterion 6 (see CSP Section 5.5), participants with uncontrolled
intercurrent illness, including but not limited to, ongoing or active infection are not eligible
for the study participation and hence such participants (including those who have confirmed
COVID 19) should not be included for study participation.

Per exclusion criterion 30, patients who have circumstances that could limit compliance with
study requirements should also be excluded. Please consider this criterion carefully
considering evolving circumstances, travel restrictions and health care delivery in your local
area that may impact the continued treatment in the study.

The Study Physician should be contacted if any additional guidance or clarification is needed
via the local monitor or directly.

K4 Study Treatment Administration

If an AE or SAE is associated with COVID-19, the investigator should determine whether the
participants’ treatment with investigational product should continue, be interrupted, or be
discontinued in accordance with the CSP.

AEs, SAEs, cycle delays and/or treatment suspensions associated with COVID-19 along with
logistical issues should be reported according to the eCRF Completion Guidelines.

For dosing discontinuations, where applicable, the dosing discontinuation guidelines should
be followed, and the End of Treatment Form(s) completed.

K5 Vaccination against COVID-19

Protocol restrictions applying to live attenuated vaccines are relevant for live attenuated
COVID-19 vaccines as well. Investigators should apply their discretion assessing the risk
benefit of other types of COVID-19 vaccines for participants in clinical trials. Ideally,
administration of the vaccine should be done on a different day other than the day of
intravenous study drug administration to differentiate any potential AEs seen from the
vaccine and study drug. The administration of the vaccine and any potential AEs associated
with the vaccine are to be documented on the concomitant medication and AE eCRFs,
respectively.
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K6 Durvalumab/ Durvalumab Placebo: Product specific guidance in
relation to the ongoing and emerging novel coronavirus (COVID-
19) pandemic

K 6.1 Ongoing Participants receiving durvalumab/placebo

Participants receiving treatment with durvalumab/placebo should continue to undergo safety
assessments prior to dosing in accordance with the CSP. In case it is not feasible to perform
safety assessments, treatment with durvalumab/placebo should be interrupted until such
assessments can be completed.

K 6.1.1  Participants with an event suspected to be COVID-19

Delay or omit treatment with durvalumab/placebo as appropriate and test for COVID-19 per
local health authority or institutional guidance.

e Signs and symptoms of COVID-19 include but are not limited to new onset of fever, new
or worsening cough, shortness of breath, difficulty breathing and sometimes abnormal
chest imaging and may be similar to those of an imAE.

e Inaccordance with the CSP and the TMGs for imAEs, thorough evaluation should be
performed to accurately identify the underlying pathology in case an AE is encountered
for a participant.

e IfCOVID-19 is ruled out, treatment with durvalumab/placebo may be resumed per the
CSP.

e If COVID-19 is confirmed or diagnosis still suspected after evaluation, manage
COVID-19 per local guidance until full recovery.

K 6.1.2  Participants with confirmed COVID-19

Participants with confirmed COVID-19 (by local laboratory testing and/or combination of
key symptoms) should have treatment with durvalumab/placebo withheld and COVID-19
managed per local guidance.

In case of confirmed COVID-19 and a simultaneous imAE requiring treatment, investigators
are advised to apply clinical judgement regarding the use of corticosteroids as per the
durvalumab TMGs. This includes also the consideration of alternate immunosuppressive
agents other than corticosteroids for imnAE management, depending on the individual
participant’s presentation (Curigliano et al 2020).

K6.1.3 Restarting treatment with durvalumab/placebo

Treatment with durvalumab/placebo must not be resumed until recovery from COVID-19
(eg, confirmed by imaging, lab testing and/or absence of symptoms) and COVID-19-specific
treatment has been completed per local guidance.
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The study clinical lead should be contacted if any additional guidance or clarification is
needed.

K7 Olaparib/Placebo: Product specific guidance in relation to the
ongoing and emerging novel coronavirus (COVID-19) pandemic

For ongoing patients:

e Patients must continue to have safety blood tests as per protocol schedule. Alternative
methods for safety assessments include using local laboratories and follow up by phone
contact, virtual visits can be used (see Appendix J for mitigation procedures)

o Ifit becomes unfeasible to perform the required safety blood tests for a patient, then
study treatment should be interrupted until this can resumed and the reason clearly
documented, with reference to COVID-19.

o Ifa patient tests positive for the COVID-19 virus, interrupting olaparib/placebo treatment
for 14 days or until symptoms resolve should be considered. Factors that should be taken
into consideration might include:

- Severity of COVID-19 symptoms

- Status of safety blood results, particularly haemoglobin, neutrophils and
lymphocytes

- Benefit risk for the individual patients including curative vs palliative intent of
treatment and response to olaparib/placebo

e Ifpatients present with new or worsening respiratory symptoms such as dyspnea, cough
and fever, or an abnormal chest radiologic finding is observed, olaparib/placebo
treatment should be interrupted, and prompt investigation initiated to determine whether
symptoms are due to COVID-19 or potentially drug-induced pneumonitis.

e Olaparib is cleared by metabolism, predominantly by the CYP3A4/5 isozymes.
Therefore, the use of olaparib/placebo with the concomitant use of strong inhibitors of
these isoenzymes including some antibiotics and antivirals (eg telithromycin,
clarithromycin, protease inhibitors boosted with ritonavir or cobicistat, indinavir,
saquinavir, nelfinavir, boceprevir and telaprevir) is not recommended.
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Appendix L. Abbreviations

tAelr)bmreviation or special Explanation

ADA Anti-drug antibodies

AE Adverse event

AESI Adverse events of special interest

ALP Alkaline phosphatase

ALT Alanine aminotransferase

AML Acute myeloid leukaemia

ANC Absolute neutrophil count

Anti-HBc Hepeatitis B core antibody

APTT Activated partial thromboplastin time

ASCO American Society of Clinical Oncology

AST Aspartate aminotransferase

AUC Area under the plasma concentration-time curve

AZD2281 Olaparib

bd Twice daily

BICR Blinded independent central review

BP Blood pressure

BRCA Breast cancer susceptibility gene

BRCAm BRCA mutated

CAI125 Cancer antigen 125

CD Cluster of differentiation

cfDNA Cell-free DNA

CI Confidence interval

CONSORT Consolidated Standards of Reporting Trials

CrCL Creatinine clearance

CR Complete response

CRO Contract research organisation

CRP C-reactive protein

CSP Clinical study protocol

CSR Clinical study report

CT Computed tomography

CTC Common Toxicity Criteria

CTCAE Common Terminology Criteria for Adverse Events
ccr |

CTIS Clinical Trial Information System (EU)
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tAelr)bmreviation or special Explanation

CTLA Cytotoxic T lymphocyte-associated

CYP Cytochrome P450

CYP3 Cytochrome P450, family 3 gene locus

DCO Data cut-off

DDR DNA damage response

DILI Drug-induced liver injury

dMMR Deficient mismatch repair

DoR Duration of response, defined as the time from date of first documented
response until date of documented progression or death in the absence of disease
progression

DNA Deoxyribonucleic acid

ECG Electrocardiogram

E-code Enrolment code

ECOG Eastern Cooperative Oncology Group: a performance status using scales and
criteria to assess how a patient’s disease is progressing

eCRF Electronic case report form

EDC Electronic data capture

EGFR-TKI Epidermal growth factor receptor-tyrosine kinase inhibitors

EMA European Medicines Agency

EORTC QLQ-C30 European Organisation for Research and Treatment of Cancer Quality of Life
Questionnaire for Cancer Patients 30

EORTC QLQ-EN24 European Organisation for Research and Treatment of Cancer Quality of Life
Questionnaire Endometrial Cancer 24

ePRO Electronic patient-reported outcomes

EQ-5D-5L EuroQoL five dimensions, five level health state utility index

ESMO European Society for Medical Oncology

EU European Union

FAS Full analysis set

FDA Food and Drug Administration (US)

FFPE Formalin-fixed, paraffin-embedded

FIGO Fédération Internationale de Gynécologie et d’Obstétrique

FSH Follicle stimulating hormone

FWER Family wise error rate

gBRCA Germline BRCA

gBRCAmM Germline BRCA-mutated

GCP Good Clinical Practice

G-CSF Granulocyte colony stimulating factor

GI Gastrointestinal
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Abbreviation or special
term

Explanation

GSHv Group-sequential Holm variable

Hb Haemoglobin

HbsAg Hepeatitis B virus surface antigen

HBV Hepatitis B virus

HCV Hepatitis C virus

HER2 Human epidermal growth factor receptor 2

HL Hy’s Law

HIV Human immunodeficiency virus

HLA-LOH Human leukocyte antigen — loss of heterozygosity

HRCT High resolution computed tomography

HR Hazard ratio

HRD Homologous recombination deficiency

HRR Homologous recombination repair

HRRm Homologous recombination repair related gene mutation

HRQoL Health-related quality of life

1B Investigator brochure

IC Immune cells

ICF Informed consent form

IEC Independent ethics committee

International If a study is conducted in several countries the international co-ordinating

co-ordinating investigator | investigator is the investigator co-ordinating the investigators and/or activities
internationally.

IDMC Independent data monitoring committee

IFN-y Interferon gamma

IgG Immunoglobulin G

HC Immunohistochemistry

ILD Interstitial lung disease

imAE Immune-mediated adverse event

INR International normalised ratio

1P Investigational product

IRB Institutional review board

ITT Intention to treat

v Intravenous

IVRS Interactive voice response system

IWRS Interactive web response system

KM Kaplan-Meier

LDH Lactate dehydrogenase
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Abbreviation or special
term

Explanation

LH Luteinising hormone

LIMS Laboratory Information Management System

LSR Last subject randomised

mAb Monoclonal antibody

MDS Myelodysplastic syndrome

MEDI4736 Durvalumab

MedDRA Medical Dictionary for Regulatory Activities

miRNA MicroRNA

MLH1 MutL homologue 1

MMR Mismatch repair (tumour tissue)

MMRM Mixed model repeated measures

MOA Mechanism of action

MRI Magnetic resonance imaging

MSH2 MutS protein homologue 2

MSH6 MutS protein homologue 6

MSI Microsatellite instability

MSI-H Microsatellite instability high

MSS Microsatellite stable

MTP Multiple testing procedure

NCCN National Comprehensive Cancer Network

NCI National Cancer Institute

NE Not evaluable

NSCLC Non-small cell lung cancer

NTL Non-target lesion

ORR Objective response rate, defined as the proportion of patients with measurable
disease who have complete response or partial response

oS Overall survival, defined as the time from the date of randomisation until death
due to any cause

PARP Polyadenosine 5’diphosphoribose [poly (ADP ribose)] polymerase

PARPi PARP inhibitor

PD Progressive disease

PD-1 Programmed cell death protein-1

PD-L1 Programmed death-ligand 1

PD-L2 Programmed death-ligand 2

PET Positron emission tomography

PFS Progression-free survival, defined as the time from randomisation until the date

of objective disease progression (per RECIST 1.1) or death (by any cause in the
absence of progression)
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Abbreviation or special
term

Explanation

PFS2 Second progression-free survival, defined as the time from randomisation to the
earliest of progression event subsequent to first subsequent therapy (assessed by
the investigator per local standard clinical practice and may involve any of the
following: objective radiological imaging, symptomatic progression), or death
due to any cause

PGI-BR Patient global impression of benefit/risk

PGIC Patient global impression of change

PGIS Patient global impression of severity

PGI-TT Patient global impression of treatment tolerability

PHL Potential Hy’s Law

PK Pharmacokinetic

pPMMR Proficient mismatch repair

PMS2 PMSI1 protein homologue 2

PR Partial response

PRO Patient-reported outcome(s)

PRO-CTCAE Patient-reported outcomes version of the Common Terminology Criteria for
Adverse Events

PSR Platinum-sensitive relapsed

Q3wW Every 3 weeks

Q4w Every 4 weeks

QAPFS Quality-adjusted progression-free survival

QoL Quality of life

QTcF QT interval corrected for heart rate using Fridericia’s formula

Q-TWiST Quality-adjusted time without symptoms of disease or toxicity

RECIST Response Evaluation Criteria in Solid Tumours. This study will use RECIST
version 1.1.

REVPRDI Review of PRO/Questionnaire/Diary

RNA Ribonucleic acid

RoW Rest of the world

RT-QPCR Reverse transcription quantitative polymerase chain reaction

SAE Serious adverse event

SAP Statistical analysis plan

SBRCAm Somatic BRCA-mutated

SD Stable disease

SoA Schedule of activities

SoC Standard of care

SpO» Saturation of peripheral oxygen

TCGA The Cancer Genome Atlas
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Abbreviation or special
term

Explanation

TDT Time to discontinuation or death, defined as the time from randomisation to the
earlier of the date of study treatment discontinuation or death

TFST Time to first subsequent therapy or death, defined as the time from
randomisation to the earlier of start date of the first subsequent anti-cancer
therapy after discontinuation of randomised treatment or death due to any cause

TIL Tumour-infiltrating lymphocyte

TL Target lesion

™G Toxicity management guideline

TOI Treatment outcome index

TP53 Tumour protein 53 (also known as p53)

TSST Time to second subsequent therapy or death, defined as the time from
randomisation to the earlier of start date of the second subsequent anti-cancer
therapy after discontinuation of first subsequent treatment or death due to any
cause

ULN Upper limit of normal

US United States of America

Vs Versus

WBDC Web based data capture
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